From: Jones, Jennifer L </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0F6CA12EAA9348059A4CBB1E829AF244-
JENNIFER.JO>

To: i B6 E

CcC: Peloquin, Sarah

Sent: 1/30/2019 6:01:47 PM I
Subject: 800.267-cc-210-EON-375111-FDA Case Investigation forBe ___________
Good afternoon ''''''''''' B6 |

I'm sorry to hear tha"E'_';i"mB"ém;rEassed away. We've been following his case since Dr. Freeman reported it. As a
follow-up to our discussion, we’d like to send you a box to collect the fixed formalin heart tissue. To send the
box, | need to know the approximate size and weight of the fixed formalin container. Please send me that

information.

Then, I'll ship you a box with everything needed to package the sample. You'll reuse the box, package the
sample, use the prepaid shipping label we provide, and call UPS for the pick-up. Please return ship the box to
us on a Monday through Wednesday.

***If for some reason we are furloughed again mid-February, please do not ship during the government
shutdown. ***

We will process the tissue for histopathology and send you the results.
Please email or call with any questions.

Thank you,

Dr. Jones

Jennifer L. A. Jones, DVM

Veterinary Medical Officer

U.3. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)

8401 Muirkirk Road, G704

Laurel, Maryland 20708

new tel: 240-402-5421

fax: 301-210-4685

e-mail: jenniferjones@fda.hhs.gov

Web: hitp:/iwww.fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.him
uﬂ W5, FOOD & DRUG .
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From: Darcy Adin <dbadin@ncsu.edu>

To: Jones, Jennifer L R

ccC: Freeman, Lisa; Joshua A Stern} | B6

Sent: 8/14/2018 11:59:53 PM

Subject: a_few NCSU cases

Attachments: B6 ipdf

Hi Jennifer,

I wanted to follow up on the case where NCSU sent you necropsy samples ( B6 3 yr Fs Great Dane).

I've attached her whole blood and plasma taurine concentrations for your records, which were normal.

One of my residents saw a littermate pair of Dobermans back for their 3 month recheck after being diagnosed
with DCM while eating Acana. Taurines were normal on these dogs back in April and I honestly didn't have a
ton of hope for these dogs (WB 342 and 335) because they were dobermans and their genetic tests were
abnormal (the female is homozygous positive for one mutation and negative for a 2nd, the male was
heterozygous positive for one mutation and negative for a 2nd). But, 3 months after a diet change to Purina
grain-based (and no taurine supplementation), they both have shown significant improvement (the less severely
affected female has near normalized and the severely affected male (who was in heart failure) has also
significantly improved.

I have asked our resident to report these dogs to the FDA using the portal ( BGE and% B6 ) 50

hopefully you will see these soon. She will also be submitting a taurine deficient Golden eating Acana (WB 5!
maybe the lowest I've ever seen).

Thank you!
Darcy

Darcy B. Adin, DVM, DACVIM (Cardiology)
Clinical Assistant Professor of Cardiology
North Carolina State University

NC State Veterinary Hospital

1060 William Moore Drive

Raleigh, NC 27607

919-513-6032

FDA-CVM-FOIA-2019-1704-001172


mailto:dbadin@ncsu.edu

From: PFR Event <pfreventcreation@fda.hhs.gov>

To: Cleary, Michael *; HQ Pet Food Report Notification;i B6
Sent: 5/20/2019 2:57:23 PM

Subject: Natural Balance Venison: Darcy Adin - EON-388246

Attachments: 2067170-report.pdf

A PFR Report has been received and PFR Event [EON-388240] has been created in the EON System.
A "PDF" report by name "2067170-report.pdf" is attached to this email notification for your reference.
Below is the summary of the report:

EON Key: EON-388246

ICSR #: 2067170

EON Title: PFR Event created for Natural Balance Venison Sweet Potatoes, Pedigree chicken and rice, Dr.
Lyon's dental treat (mint), Smart Bones Smart Sticks (peanut butter), Cosequin DS; 2067170

AE Date 04/03/2019 Number Fed/Exposed | 1
Best By Date Number Reacted 1
Animal Species Dog Outcome to Date Stable
Breed Sheepdog - Shetland

Age 10 Years

District Involved | PFR-Florida DO

Product information

Individual Case Safety Report Number: 2067170

Product Group: Pet Food, Other

Product Name: Natural Balance Venison, Sweet Potatoes, Pedigree chicken and rice, Dr. Lyon's dental treat
(mint), Smart Bones Smart Sticks (peanut butter), Cosequin DS

Description: 7 Bg !

L=t

a sinus arrhythmia. Patient was diagnosed with primary mitral regurgitation with systolic dysfunction.
Submission Type: Initial

Report Type: Adverse Event (a symptom, reaction or disease associated with the product)

Outcome of reaction/event at the time of last observation: Stable

FDA-CVM-FOIA-2019-1704-001207
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Number of Animals Treated With Product: 1
Number of Animals Reacted With Product: 1

Product Name Lot Number or ID | Best By Date

Natural Balance Venison, Sweet Potatoes

Dr. Lyon's dental treat (mint)

Pedigree chicken and rice

Cosequin DS

Sender information
Darcy Adin

2015 SW 16th Ave

2015 SW 16th Avenue
Gainesville, FL 32608
USA

To view this PFR Event, please click the link below:

B6

To view the PFR Event Report, please click the link below:

B6

This email and attached document are being provided to you in your capacity as a Commissioned Official with
the U.S. Department of Health and Human Services as authorized by law. You are being provided with this
information pursuant to your signed Acceptance of Commission.

This email message is intended for the exclusive use of the recipient(s) named above. It may contain information
that is protected, privileged, or confidential. Any dissemination, distribution, or copying is strictly prohibited.

The information is provided as part of the Federal-State Integration initiative. As a Commissioned Official and
state government official, you are reminded of your obligation to protect non-public information, including trade
secret and confidential commercial information that you receive from the U.S. Food and Drug Administration
from further disclosure. The information in the report is intended for situational awareness and should not be
shared or acted upon independently. Any and all actions regarding this information should be coordinated
through your local district FDA oftice.

Failure to adhere to the above provisions could result in removal from the approved distribution list. If you think

FDA-CVM-FOIA-2019-1704-001208



you received this email in error, please send an email to FDAReportableFoods@fda.hhs.gov immediately.
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From: Rotstein, David </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0A3B17EBFCF14A6CB8E94F322906BADD-

DROTSTEI>

To: Palmer, Lee Anne; Queen, Jackie L; Carey, Lauren; Jones, Jennifer L; Nemser, Sarah; Ceric,
Olgica; Glover, Mark

CcC: Rotstein, David

Sent: 4/12/2018 6:00:27 PM

Subject: anothe_r__Q_C_;_M___E_\_[y__ Kirkland Signature Nature's Domain Turkey Meal and Sweet Potato Dog
Food:! B6 - EON-351034

Attachments: 20456'85?6'56'&'581‘

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison
CVM OSC/DC/CERT

7519 Standish Place
i B6 (BB)

| U.S. FOOD & DRUG

I <o nisTRaTiON

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: PFR Event [mailto:pfreventcreation@fda.hhs.gov]
Sent: Thursday, April 12, 2018 1:56 PM
To: Cleary, Michael * <Michael.Cleary@fda. hhs gov>; HQ Pet Food Report Notlflcatlon

<HQPetFoodReportNotification@fda.hhs.gov>;! B6 P '
Subject: Kirkland Signature Nature's Domain Turkey Meal and Sweet Potato Dog Food ____________ B6 -
EON-351034

A PFR Report has been received and PFR Event [EON-351034] has been created in the EON System.
A "PDF" report by name "2045680-report. pdf" is attached to this email notification for your reference.

Below is the summary of the report:

EON Key: EON-351034

ICSR #: 2045680

EON Title: PFR Event created for Kirkland Signature Nature's Domain Turkey Meal and Sweet Potato Dog
Food; 2045680

AE Date 08/04/2016 Number Fed/Exposed | 1

Best By Date Number Reacted 1

FDA-CVM-FOIA-2019-1704-001231
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Animal Species

Dog

Outcome to Date Stable

Breed

Retriever - Golden

Age

11 Years

District Involved

PFR

B6

Product information

Individual Case Safety Report Number: 2045680
Product Group: Pet Food
Product Name: Kirkland Signature Nature's Domain Turkey Meal and Sweet Potato Dog Food

cardiology service at

B6

8/4/2016. Her disease has been stable. Due to reports of DCM

related to taurine deficiency on grain free diets, a whole blood taurine level was submitted on 3/2/2018 by the
cardiology service. Whole blood taurine was 57 (ref range 200-350, critical <150). owner was advised to stop

current diet and start taurine supplementation.

Submission Type: Initial
Report Type: Adverse Event (a symptom, reaction or disease associated with the product)
Outcome of reaction/event at the time of last observation: Stable

Number of Animals Treated With Product: 1

Number of Animals Reacted With Product: 1

Product Name

Lot Number or
ID

Best By
Date

Dog Food

Kirkland Signature Nature's Domain Turkey Meal and Sweet Potato

Sender information

B6

Owner information

B6

USA

To view this PFR Event, please click the link below:

B6
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To view the PFR Event Report, please click the link below:

https://eon.fda.gov/eon//} B6
* B6 ’

This email and attached document are being provided to you in your capacity as a Commissioned Official with
the U.S. Department of Health and Human Services as authorized by law. You are being provided with this
information pursuant to your signed Acceptance of Commission.

This email message is intended for the exclusive use of the recipient(s) named above. It may contain information
that is protected, privileged, or confidential. Any dissemination, distribution, or copying is strictly prohibited.

The information is provided as part of the Federal-State Integration initiative. As a Commissioned Official and
state government official, you are reminded of your obligation to protect non-public information, including trade
secret and confidential commercial information that you receive from the U.S. Food and Drug Administration
from further disclosure. The information in the report is intended for situational awareness and should not be
shared or acted upon independently. Any and all actions regarding this information should be coordinated
through your local district FDA office.

Failure to adhere to the above provisions could result in removal from the approved distribution list. If you think
you received this email in error, please send an email to FDAReportableFoods(@fda hhs.gov immediately.
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http://www.sciencedirect.com/science/journal/17602734
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Echocardiography in dilated cardiomyopathy
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Patient:

Patient Number:

Breed:

Exam Date: 0672872018 08:07

Pa%t

ient Information

......................... -

N B6 Aé&: i1 years Referring Veterinarian:i: _____ B6 |
229844 \V%:ight:(kg} 2990 Cardiologist: BG DPVM, DACVIM
Blue Heeler Mix Sex: FS Client Number: 152979
BSA. 097

History:

Physical Examination: Temp: 1018 Heart Rate:

Diagnostic Tests:

"'B6 was presented as an emergency apy

‘fitét documented five weeks ago. After th
"eough tabs,” Hycodan was added with n
taker on 6/22/18 showed cardiomegaly,

_Be_lis

exercise intolerance or weakness. She is
day, though has been slower 1o finish her

i

is not currently on any heartworm prevent

d 4Health grain fre

ointinent for evaluation of an intermittent, persistent cough,
e cough did not respond to a course of doxyeyeline and
o improvement. Regular veterinarian thoracie ratiographs

sternal recumbency! B6 iis @ very active dog, without any

ion,

10 bpre. RR: Pant. Quist/muffled heart sounds with gallop and grade 2-

3/6 gystolic lefl apical murmur. Regular rhythm, Poor femoral pulse quatity. Normal lung sourds

with frequent harsh cough
Normal PENs,

Taurine fevel pending

Normal abdominal palpation. mm pink, normal refill, well hydrated,

Blood pressure: 150 mmMg with 4 ¢my cuff on right forelimb.

Echocardiogram: See below. ECG during echo showed a sinus tachycardia,

Left Ventricle:

Left Atrivm:

Muoderate dilation with poor

Moderate 1o severe dilation,

global contractility,

Page /4
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* ECHO REPORT

Right Ventricle:
Right Atrium:
Mitral Valve:

Aortic Valve:

Tricuspid Valve:

Pulmonic YValve:
Aorta;

Pericardium;

Dilated cardiomyopathy - This is a disease character

B6

Moderate dilation with poor global contractility.

Moderate dilation.

2-3+ central jet of regurgitation.

Normal,

2+ central jet of regurgitatic

hypertension.

Reduced outlfow velocity,

Mormal,

MNormal.

Diagnosis

F 06/28/2018.08:07

n. TR velocity is mildly elevated suggestive of mild pulmonary

Normal valve morphology, Mild dilation-of pulmonary artery.

zed by weakening of the heart muscle and difation of the heart chambers.

As the disease progresses, it can lead 1o congestive heart failure (fluid in the lungs causing shortness of breath and cough),

Abnarmal heart rhythms are common and can result
can oeeur secondary o a deficiency in gn amino act
between grain free and/or unusual protein source die

Recommendations
Page 274

in sudden death. Most commonly this isan Inherited disease, though it
called taurine. We have also beconie concerned that there may bea link
tsand dilated cardiomyopathy in some animals.

FDA-CVM-FOIA-2019-1704-001257




“ECHO REPORT

B6

Please give all medications as dirceted:

sy 067282018 08:07

Furosemide (Lasix, Salix)40me tablets- Give 1 tablet by miouth every 12 hours: DUE Tpm

This is-a divretic (water pill), that prevents the body

from retaining excessive sodium and water. It will cause your pet to

drink and urinate more frequently, Itis important that fresh water is always available,

Pimobendan (Vetniedin) 10mg tablets- Give | able
evening, at 12 hourintervals. DUE: Tpm

This is a drug that s approved for the treatmentof ¢
valve disease {endocardiosis). However, two studie

(10mg) by mouth’in the morning and 1/2 tabler (3mg) by mouth inthe

ngestive heart failure secondary to dilated cardiomyopathy orchronic
of dogs with dilated cardiomyopathy, one in Doberman Pinschers

{PROTECT] and one in Irish Wolthounds, have shown a delay in the owset of heart failure in prectinival dogs treated with
Vetmedin compared to placebo. Recently, another study (EPIC) has shown significant prolongation of the asymptomatic

period-in animals with progressive disease and heart

enlargement from chroni¢ valve discase, prior to the onset of congestive

heart failure, as well. This is off-label use of this mfcdicatien. I our experience; side effects are uncommon, but it is
important that you advise us if you feel your pet is having any potential adverse effects from this medication. The repornad
potential side ¢ffects listed forthis medication are ingreased heart rate, vomiting, diarrhea, inappetence, uneasiness,

incoordination, convulsions, increased deinking and §

Spironolactone (Aldactone) 50mg tablets- Give 1

nerease urinating,

let by mouthrevery 24 hours. DUE: 7pm.

This is:a diuretic (water pill) that also blocks a hormene that can injure the heart muscle. It works wellin sombination with

the furosemide and enalapril,

Benazepril 10mg tablet- Give | tablet by mouth ever

¢ 12 hours, DUE: 7pm.

This medication is a strong-drug that dilates blood vessels, permitting the heart to-pump blood more efficiently. It can lower

blood pressure (hypotension) and cause changesin k
depression, decrease the drug dose by Y2 and call. A
beginning this'medication.

Tauring supplementation - Give 1000mg of tauring b
Dilated Cardiomyopathy Nutrition Recommendation
is‘optional at this time (doses on this handout), butis;

One thing that can be very helpful for home monitori
showed that even pets with severe heart disease rarel

Saa

driey function and electrolyte values. Wvour pet develops weakness or

kidney panel and blood pressure should be reevaluated 7-10 days after

~mouth every 12 hours, Pleaserefer to the handout titled "Canine
for-information on recommended brands. 1-carnitine supplemeniation
strongly recommended ifwe confirm taurine deficiency.

ng ischecking sleeping or resting fespiratory rates. A recent study

have resting respiratory rates greater than 30 breaths per minute unless

they are starting 1o decornpensate for that disease. Elevated respiratory rates at home may be even more sensitive than chest
radiographs al picking up early decompensution, Count your pet's réspiratory rate when he/she is at rest or sleeping (not

within 20 minutes of being activel, 1 histher respirat
of hours. -If persistently elevated above this level, cal

With advanced heart disease, our biggest dietary gong
less than §0mg sodium per 100 kilocalories (keal) in
100me/ 100keal in animals that have advanced heart ¢
there is concurrent kidney disease (e, kidney dietsa

the recommended diet handout Yor our recommendatic

Exercise is also a-congern in advanced heart disease.

ory rate {s greater than 30 breaths per minute, récheck again ina couple
1

ernsare adequate calorie content and low sodium content, We aim for

natients that have developed congestive heart failure; and less than

isgase without heart fatlure, We donot advise protein restriction tnless

e not advised unless there is concurrent kidney disease). Pledse referto
15,

While cage rest is ideal with active heart failure, some exercise is

permissible in asymptomatic disgase. However, vigotous or extended exercise stionld be avoided,

- chest radiographs.

and a thorough physical exa

m 10-14 days: At that time we will recheck a blood pressure; kidney panel with electrolytes

| Please call if you do not see a significant improvement in her cough

within 72 hours or iof at any time she seems like she'ls getting worse,

B6 iDVM. DACVIM (Cardiology)

{Electronically Signed)
Fimal Date: 28 June 2018 21:17

Page 3 /4
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» ECHO REPORY

RN ptes 1o our clientg*¥*

-Please bring all medications to your pet's schedule

Like

www. fice

Y 06/28/2018-08:07

ug o Facebook/

pok.comi

B6

d appointments.

-We require a 48 hour notice for all refills. When you call to request a refill, please leave the pharmacy phone number or
clearly indicate if you plan on picking up the medication at our facility, PRESCRIPTION REFILLS ARE NOT AVAILABLE

AFTE

B6

weekendd),

~Check out WWW,GOODRX.COM and enter vou

focal pharmiacies.

I ar-emergency arises with vour pet,

}REGULAR BUSINESS HOURS (Evenings, Fridays, holidays and

tlocal zip code to search for the best prices on your medications at your

B6

is.a 24 hour facility.

Page 4 /4
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CARDIOLOGY DIET HISTORY FORM
Please answer’é the following questions about your pet

Pel's name: BG , Owner’sé name: BG

1. How would you assess your pet's appetite? (rigark the point-on the line below that best represents your pet's appetite)

Example: Poor g Excellernt

Poor Excelient

2. Have you noticed a change in your pst's appeé:itepver the last 1-2 weeks? (check all thatl apply)
OEats about the same amount as usual H@ts less than usual LiEats more than usual
OSeems to prefer different foods than usual EDOther

3, Overthe last few weeks, has your pet (check fi;;ne}
Lostweight DGained weight  DStayed about the same weight ODon't know

4, Please list below ALL pet foods, people food, éreats, snack, dental chews, rawhides, and any other food item that your pet
currently eats. Please include the brand, specific product, and flavor so we know exactly what you pet is eating.

Food {include specific product and flavor) Form Amount How often? Fed since
Examples are shown.in the table = please provide enough detail that we could go do the store and buy the exatt same food.

Food {include specific product and flavor) Form Amount How often? Fed since

Nutro Grain Free Chicken, Lentil, & Sweet Potato Adulf dry 1. % oup 2x/day Jan 2018

85% lean hamburger microwaved 3oz 1x/week Jar 2015

Pupperoni original beef flavar treat 7 tx/day Aug 2015

Rawhide freat 8 inch twist Ix/week Dac 2015
A b Rt AEE g SRS Vs i T AN G

LU Clheess Al amseT B Free £ Do Lews G
AN | MY it A e 784 Senrs | <F VG s T

G A R Ao 7 AEGr T s YIS T sl

*Any additional diet infarmation can be listed on the -back of this sheet

5. Do you give any dietary supplements to your pet (for example: vitamins, glucosamine, fatty acids, or any other
supplements)? [IYes ﬂﬂo if yes, please list which ones and give brands and amounts:

Brand/Concentration Amount per day

Taurine Yes Do

Carnitine O¥Yes [INo

Antioxidants DYes ONo

Multivitamin DOYes ONo

Fish oll OYes ONo

Coenzyme Q10 BYes DNg

Other (please list):

Example: Vitamin C Nature's Bounty 500 my tablets - 1 per day

How do you administer pllis to your pet?

[ 1 da not give any medications 3 | putithem directly in my pet’s mouth-without food
EFT put themin my pet's dog/cat food I3 Fputthem in a Pill Pocket or similar product

Bl | put them in foods {ist foods);

# 1 P /
formation below to be completed by the veterinarian: (> “»‘ sy |

SR
Current body weight; é) 4 - Kg Current body condition score (1-9): ? /9

Muscle Condition Score: Dnormal muscle DImild muscle loss [Imoderate muscle loss  Dsevere muscle loss
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Name::

B6

Age: 9 Yrs 0 Mos DOB: B
Breed: Blue Heeler, Australian Mix Sex Spaj

fre—"

ol B P EA 1 Aay

Current History: m sk ki ﬁ {f» 56
U potinnd Loss 7
Concurrent Conmtcon I T B .
S e SR R VT A S

Resptratory sympltoms (cough, difficulty breathfr

Eﬁ.fli‘? !

‘.“.“1{”"?-“ o m;w“}

5,

1g, voice changes):

-—3“{11""‘»%5“; ihﬂ‘f{‘ﬂg;‘jﬁ iy ;”“; #s‘"’e‘f’“w

Exercise tolerance (activity Ievel lameness, weakness/dethargy):

‘\‘;

U 2 L, ft;j

Heartworm prsventton (seasanal Vs, yearround

brand. last heartworm test);

Ownership penod (rescue/breeder)

n....‘..k .‘i,,».f @ o - fy P =,
P AR LT B e 1»,,_» Fibee i? LZ} 5

Diet (brand,_canned vs. dry, agpetite):
. [ ¥ [
— YHEAAHA Urteun -y

X
Indoor and/or Qutdoor }feline patients):

Travel History. )

i
7

Abnormal weight loss/gain:
[ Yes @No Explain; __ 1 %

Current Medications:

]
o
H

Y

Refils needed? (30 vs. 90 day supply): ©l [

Diggnostic Plan:
[ Blood pressure [ Holter/Event
f‘Thorac:c Radiographs rEchocardsogram

””” “IPCVITP
“U/A

ﬁﬁedat on
Other diagnostics

Technician:
Veterinarian:

M

P

LA

i

£
.3 ? 3:""‘ Mf(‘: 4

T # s I
A TYLEL ! :.fi} oA e S LE
(2 e N AR B T
At O EAL VITA. EHD LAt
L T e ‘ N .
j{’ A {f%::v }*”g [N SN E ol
-5 Gl GG,
VoA e T
‘m};‘ Y R
i
A wlhs o =
Lb, "”‘? if;‘é“# %& ‘.
“')?1? !rf"! i!‘%}{'; Cg E...‘i‘f_a & ol
52 - H;»_,At;% A * ?”‘“{ fi\ EEFTA P 'Lqu}-‘«*i “‘3 {4}1 K
- d S o, I ¥
Sl W Vot 2 EOWD don ,:g}
WE 7

[ Renal
[ WUrine culture

B6

1 0of1

” el {4% )
o I “\»

r

okt et
s A

ha. {N};\s{g

i

[ Digoxin

[TT4

| TSH

[ Abdominal US

6/28/18 8:25 AM
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From: Jones, Jennifer L </O=FDA/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=JENNIFER.JONESAAS8>

To: Rotstein, David; Palmer, Lee Anne; Carey, Lauren

CC: Ceric, Olgica; 'Reimschuessel, Renate (Renate.Reimschuessel@fda.hhs.gov)'; Nemser, Sarah
Sent: 6/3/2016 11:56:28 AM

Subject: CC-145856- Acana Grain Free Heritage Meats 777707

Attachments: CC-145856- BG Acana GF Heritage Meats.pdf.html; CC- 145856~ B6 case summary-

6.3.2016.dochtml™ e

Vet-LIRN Case Summary Document

Vet-LIRN Case Number:

EON/CC #: CC-145856
Vet-LIRN Initiation Date: | 6.3.2016
MedRec: Requested: 6.3.2016

MedRec: Received:
MedRec: Significant

finding:
Vet-LIRN Tests MRx review & owner interview-then
(planned). decide

Vet-LIRN Test Results:
Result Interpretation:
IF NFA, justification:

COMPLAINT On 6/2/16, a complainant reported iIIness in her three dogs after she introduced Acana Grain Free

19-pound male; and i Be |, a 9-year-old, 18- pound femaIe The dogs have no pre- eX|st|ng heaIth conditions,

except for BG enV|ronmentaI aIIergles They are primarily indoor dogs. B6 and B6 ireceived a quarter cup

provided prior to this introduotlon was a Fromm Family Pet Food dry recipe, which they received for 3- months
with no problems. The new food was gradually introduced to the dogs over a week's time, beginning on 5/17/16.

On 5/19/16 (2-days) B6 began exh|b|t|ng a lack of appet|te lethargy and vom|t|ng She was taken to the vet

The complainant, who is employed at the pet food store where the Acana was purchased, was speaking to the
receptionist at the vet clinic about the iliness and the new food. The receptionist told her she had visited the
same store and purchased the Acana Heritage Free-Run Poultry Formula Grain-Free Dry Dog Food in the same
2-week period as the complainant and her five English bulldogs became ill with the same symptoms. She had
three of the dogs tested and they also were diagnosed with pancreatitis. It was at this point that the complainant
decided to inform the FDA of the issue.

Signs: lethargy, vomiting, inappetance

Food: Acana Grain Free Heritage Meats Formula with Angus Beef, Yorkshire Pork & Suffolk Lamb Dry Dog food

B6

FDA-CVM-FOIA-2019-1704-001322



B6

Narrative from the complaint: see above

Vet-LIRN PLAN OF ACTION: MRx review and owner interview, then decide

FINAL CONCLUSION: pending

Follow-up:

JJ-Emailed District officer for last digit of owner’s phone number. Will call this afternoon to arrange interview &

request MRx (PST).

BS,

B6

Jennifer L. A. Jones, DVM

Veterinary Medical Officer

U.S. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
8401 Muirkirk Road, G704

Laurel, Maryland 20708

new tel: 240-402-5421

fax: 301-210-4685

e-mail: jennifer jones@fda.hhs.gov

Web: http://'www.fda.gov/AnimalVeterinary/ScienceResearch/ucm247 334 .htm
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From: Rotstein, David </O=FDA/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=DAVID.ROTSTEIN>

To: Reimschuessel, Renate; Nemser, Sarah; Carey, Lauren; Ceric, Olgica; CVM Vet-LRN-OR;
Palmer, Lee Anne; Queen, Jackie L

Sent: 11/13/2014 7:43:50 PM

Subject: | B6 :RE:Possible Necropsy? EON-186243-ICSR-1036619) B@ Nature's Variety Instinct

Raw boost; Duck meal & Turkey meal formula. Grain free edition:

B6

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM OSC/DC/IICERT

7519 Standish Place, RM 120
240-276-9213 (Office and Fax)

i B6 i
This e-mail message 18 intended for the exclusive use of the recipient(s) named above. It mav contain information that is protected. privileged. or
contidential. and it should not be disseminated. distributed. or copied to persons not authonzed to recerve such mformation. It vou are not the intended

recipient. any dissemination. tﬂ stribution. or copuing s strictlv prohubited. 18 vou think vou recerved this e-mail message in error. please e-mail the
4

sender immediatelv at david rotsteinitda. hihs gov.

From: Reimschuessel, Renate
Sent: Thursday, November 13, 2014 2:43 PM
To: Nemser Sarah Rotstein, David; Carey, Lauren; Ceric, Olgica CVM Vet- LRN-OR PaImer Lee Anne; Queen Jackie L

Turkey meaI formula Grain free edltlon

Which statel?

Renate Reimschuessel

Phone and fax- 301-210-4024
Alternate FAX 301-210-4685
renate.reimschuessel@fda.hhs.gov

Vet-LIRN
http:/Awvww.fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.htm

From: Nemser, Sarah
Sent: Thursday, November 13, 2014 2:31 PM
To: Reimschuessel, Renate; Rotstein, David; Carey, Lauren; Ceric, Olgica; CVM Vet-LRN-OR; Palmer, Lee Anne; Queen,

Jackie L
Subject: RE: Possible Necropsy? EON-186243-ICSR- 1036619- B6 ;\Iature's Variety Instinct Raw boost; Duck meal &

Turkey meal formula. Grain free edition: 7777

The vet emailed yesterday that they will do the necropsy when the body is returned from the crematorium. So |
am not sure at this point if it has been returned yet, but is on the way to the vet.

S

From: Reimschuessel, Renate
Sent Thursday, November 13, 2014 2'28 PM

Sub]ect RE P055|ble Necropsy? EON 186243 ICSR 1036619- BG Natures Variety Instlnct Raw boost; Duck meal &
Turkey meal formula. Grain free edition. b

Where is the animal?

FDA-CVM-FOIA-2019-1704-001345
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Renate Reimschuessel

Phone and fax- 301-210-4024
Alternate FAX 301-210-4685
renate.reimschuessel@fda.hhs.gov

Vet-LIRN
http:/Awvww.fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.htm

From: Rotstein, David

Sent: Thursday, November 13, 2014 2:08 PM
To: Carey, Lauren; Reimschuessel, Renate; Ceric, Olgica; CVM Vet-LRN-OR; Palmer, Lee Anne; Queen, Jackie L
Subject: RE: Possible Necropsy? EON-186243-ICSR-1036619-f B@ Nature's Variety Instinct Raw boost; Duck meal &
Turkey meal formula. Grain free edition:

J bonesaw | can handle, it's the bandsaw that still freaks me out!!!

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM OSC/DC/NCERT
7519 Standish Place, RM 120

240-276-9213 (Offlce and Fax)
' B6 i

This e-mail message 13 mtended for the exclusive use of the recipient(s) named above. It mas contain information that s protected. privileged. or
contidential. and it should not be disseminated. distributed. or copied to persons not authonzed to recerve such mformation. It vou are not the intended
recipient. anv dissemination. distribution. or copving is strictlv prohibited. I vou think vou recerved this e-mail message in error. please e-mail the
sender immediatelv at david rotsteint@fda.hhs.gov.

From: Carey, Lauren
Sent: Thursday, November 13, 2014 2:05 PM
To: Rotstein, David; Reimschuessel, Renate; Ceric, Olgica; CVM Vet- LRN OR PaImer Lee Anne Queen, Jackie L

Turkey meal formula. Grain free edition:

Ahl | see. Justthinking to my days in the back room with just a blade and some formalin jars + 1 tech staring
on. No bone saw for me!

From: Rotstein, David
Sent: Thursday, November 13, 2014 2:03 PM
To: Carey, Lauren Reimschuessel Renate; Ceric, Olgica CVM Vet-LRN-OR; PaImer Lee Anne Queen, JackieL

Turkey meaI formula Grain free ed|t|on

Lauren,
~Yes-it would be the whole CNS... I_.Il_g.u_r_e_d.__t_hat__the- B5
There maybe a few things going on here and it may be better if we could get thei B5

Vet-LIRN lab...or to any interested pathologists ..”hint” J
d.

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM OSC/DC/ICERT

7519 Standish Place, RM 120
240-276-9213 (Qffice and Fax)

B6 i

Thig e-mail message 13 mtended for the exclusive use of the recipient(s) named above. It max contain information that is protected. privileged. or
confidential. and it should not be disseminated. distributed. or copied to persons not authorized to recerve such information. If vou are not the intended
recipient. anv dissemination. distribution. or copving is strictlv prolibited. I vou think vou recerved this e-mail message in error. please e-mail the

FDA-CVM-FOIA-2019-1704-001346


mailto:renate.reimschuessel@fda.hhs.gov
http://www.fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.htm
mailto:david.rotstein@fda.hhs.gov

sender immediately at david rotstein‘@fda.bhs. gov.

From: Carey, Lauren
Sent: Thursday, November 13, 2014 2:00 PM
To: Reimschuessel, Renate; Rotstein, David; Ceric, Olgica; CVM Vet-LRN-OR; Palmer, Lee Anne; Queen, Jackie L

Turkey meal formula. Grain free edition:

Sorry, just finally read the MRx. The seizures do not fit Wobbler’s.i B5
i B5 :

From: Reimschuessel, Renate
Sent: Thursday, November 13, 2014 5:42 AM
To: Rotstein, David; Ceric, Olgica; CVM Vet-LRN-OR; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L
Subject: RE: Possible Necropsy? EON-186243-ICSR-1036619 BG Nature's Variety Instinct Raw boost; Duck meal &
Turkey meal formula. Grain free edition:

Olga — either you or Dave should discuss with vet the need and potential options.
'm at White Oak today — in meetings — you guys work out between yourselves who should call.

Renate Reimschuessel

Phone and fax- 301-210-4024
Alternate FAX 301-210-4685
renate.reimschuessel@fda.hhs.gov
Vet-LIRN

http://mwww.fda.gov/AnimalVeterinary/Science Research/ucm247334.htm

From: Rotstein, David

Sent: Wednesday, November 12, 2014 10:51 PM
To: Reimschuessel, Renate; Ceric, Olgica; CVM Vet-LRN-OR; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L
Subject: RE: Possible Necropsy? EON-186243-ICSR-1036619- B6 Nature's Variety Instinct Raw boost; Duck meal &
Turkey meal formula. Grain free edition:

My thought is: B5
E B5 i

I'm glad to talk to the vet. | think if the vet could B5

B5

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM OSC/DC/ICERT
7519 Standish Place, RM 120

240-276-9213 (Office and Fax)

i B6
This e-mail message 18 intended for the exclusive use of the recipient(s) named above. It mav contain information that is protected. privileged. or
confidential. and it should not be disseminated. distributed. or copied to persons not authorized to recerve such information. If vou are not the intended
recipient. anv dissemination. distribution. or copving is strictlv prolibited. I vou think vou recerved this e-mail message in error. please e-mail the
sender immediately at david.rotstein‘@fda.bhs.gov.
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From: Reimschuessel, Renate
Sent: Wednesday, November 12, 2014 9:44 PM
To: Rotstein, David; Ceric, Olgica; CVM Vet-LRN-OR; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L

Subject: RE: Possible Necropsy? EON-186243-ICSR-1036619; B@ Nature's Variety Instinct Raw boost; Duck meal &
Turkey meal formula. Grain free edition: L i

Renate Reimschuessel

Phone and fax- 301-210-4024
Alternate FAX 301-210-4685
renate.reimschuessel@fda.hhs.gov
Vet-LIRN

http://mwww.fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.htm

From: Rotstein, David
Sent Wednesday, November 12, 2014 9'42 PM

Sub]ect Re P055|ble Necropsy? EON- 186243 ICSR- 1036619 BG Natures Varlety Instmct Raw boost Duck meal &
Turkey meal formula. Grain free editon:  fromoees

B5

i Sent from BlackBerry

From: Ceric, Olgica
Sent: Wednesday, November 12, 2014 07:30 PM Eastern Standard Time

To: Reimschuessel, Renate; Rotstein, David; CVM Vet-LRN-OR;_Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L
Subject: RE: Possible Necropsy? EON-186243-ICSR-1036619: B@ Nature's Variety Instinct Raw boost; Duck meal &
Turkey meal formula. Grain free edition:

Attached are the medical records from B5, B6 . They will be performing necropsy.

Dog was a new patient-two pages only. Veterinarian suspected Wobblers syndrome (cervical
spondylopathy).

I will contact primary veterinarian tomorrow, they have additional medical records.

B5, B6 will also send bloodwork and x-rays (done at primary vet, sending by fax tomorrow).

Olgica Ceric, DVM, PhD

Veterinary Medical Officer

U.S. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
8401 Muirkirk Road, G704

Laurel, Maryland 20708

tel: 301-210-4262

fax: 301-210-4685

e-mail: olgica.ceric@fda.hhs.gov
Web: hitp://www.fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.htm

From: Ceric, Olgica
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Sent: Tuesday, November 11, 2014 12:18 PM
To: Reimschuessel, Renate; Rotstein, David; CVM Vet-LRN-OR; _Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L

Subject: Re: Possible Necropsy? EON-186243-ICSR- 1036619 B6 Nature's Variety Instinct Raw boost; Duck meal &
Turkey meal formula. Grain free edition. e

One more save at the last moment :)
Olgica Ceric

From: Reimschuessel, Renate
Sent: Tuesday, November 11, 2014 12:10 PM
To: Ceric, Olgica; Rotstein, David; CVM Vet-LRN-OR; Palmer, L.ee Anne; Carey, Lauren; Queen, Jackie L
Subject: Re: Possible Necropsy? EON-186243-ICSR-1036619 86 Nature's Variety Instinct Raw boost; Duck meal &
Turkey meal formula. Grain free edition:

Excellent ! Thanks
RR
Sent using BlackBerry

From: Ceric, Olgica
Sent: Tuesday, November 11, 2014 11:18 AM Eastern Standard Time

To: Rotstein, David; CVM Vet-LRN-OR; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L

Subject: RE: Possible Necropsy? EON-186243-ICSR-1036619: B iNature's Variety Instinct Raw boost; Duck meal &
Turkey meal formula. Grain free edition:

Update: | arranged necropsy.

Olgica Ceric, DVM, PhD

Veterinary Medical Officer

U.S. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
8401 Muirkirk Road, G704

Laurel, Maryland 20708

tel: 301-210-4262

fax: 301-210-4685

e-mail: olgica.ceric@fda.hhs.gov

Web: hitp://weww . fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.hvtm

From: Rotstein, David

Sent: Tuesday, November 11, 2014 10:29 AM
To: Ceric, Olgica; CVM Vet-LRN-OR; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L

Subject: RE: Possible Necropsy? EON-186243-ICSR-1036619- B6 Nature's Variety Instinct Raw boost; Duck meal &
Turkey meal formula. Grain free edition:

Thanks Olgall

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM OSC/DC/ICERT

7519 Standish Place, RM 120
240-276-9213 (Office and Fax)
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i B6 i

This e-mail message 18 intended for the exclusive use of the recipient(s) named above. It mav contain information that is protected. privileged. or
confidential. and it should not be disseminated. distubuted. or copied to persons not authorized to recerve such nformation. If vou are not the intended
recipient. anv dissemination. distribution. or copving is strictlv prohibited. I vou think vou recerved this e-mail message in error. please e-mail the
sender immediatelv at david rotstein/fda.hhs gov.

From: Ceric, Olgica
Sent: Tuesday, November 11, 2014 10:14 AM
To: Rotstein, David; CVM Vet-LRN-OR; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L

Subject: RE: Possible Necropsy? EON-186243-ICSR- 1036619' B6 Nature's Variety Instinct Raw boost; Duck meal &
Turkey meal formula. Grain free edition: i

Vet-LIRN Case Summary Document

Vet-LIRN Case Number:

EON/CC #: EON-186243
Vet-LIRN Initiation

Date: 11.11.2014
MedRec: Requested: yes

MedRec: Received:
MedRec: Significant
finding:

Vet-LIRN Tests
(planned): MRX, necropsy
Vet-LIRN Test Results:
Result Interpretation:
IF NFA, justification:

11.11.2014

Received new bag of dog food (same variety/flavor as aIways)il ______ B6 iFed

normal feeding that evening. Next couple days dog did not show interest in eating,
then finally a small amount mid week, then nothing for few more days. Noticed

different supplier as weII as some wet food of the same. Attime of purchase, a
representative of manufacturer was in the store and also took a report who
assured me | would be contacted This did not happen Dog ate Wet food WeII

Plan: necropsy if possible, MRx

Follow up: OC- caIIed the owner and discussed the case With her. Dog passed away: B6 i and was taken to veterinarian on

them to hoId it.

Additional information from owner: no vomiting or diarrhea noted. Dog was urinating normally (kept in the kennel during the day while
family is at work). Dog was taken to regular veterinarian and new veterinarian (owner will provide email and contact information for other
veterinarian). Blood work was done. Owner still has the food with original package, no other pets. No raisins, grapes, chocolate. No
vitamins and supplements. Dog was previously healthy. No table scraps. Dog was given one treat each day (Doggy Delirious Peanut
butter):

http://www.amazon.com/Doggy-Delirious-Peanut-Butter-1-Pound/dp/BO06SU4RMI
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Olgica Ceric, DVM, PhD

Veterinary Medical Officer

U.S. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
8401 Muirkirk Road, G704

Laurel, Maryland 20708

tel: 301-210-4262

fax: 301-210-4685

e-mail: olgica.ceric@fda.hhs.qov

Web: http://wwew.fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.htm

From: Ceric, Olgica

Sent: Monday, November 10, 2014 10:09 PM
To: Rotstein, David; CVM Vet-LRN-OR; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L

Subject: Re: Possible Necropsy? EON-186243-ICSR-1036619- B6 Nature's Variety Instinct Raw boost; Duck meal &
Turkey meal formula. Grain free edition:

I will contact owner and vet tomorrow and see about necropsy, will request med.records.
Olgica Ceric

From: Rotstein, David

Sent: Monday, November 10, 2014 10:01 PM
To: CVM Vet-LRN-OR; Palmer, Lee Anne; Carey, Lauren; Quean_Jackie L

Subject: Possible Necropsy? EON-186243-ICSR-1036619- BG Nature's Variety Instinct Raw boost; Duck meal & Turkey
meal formula. Grain free edition:

pob- B6 |

Recc: necropsy if possible, med records, talk to vet about what testing was done.

Signs are a bit vague—Ilethargy to paralysis—differential list is wide unless there is bloodwork. Can't think that
the neurologic form of Listeria would be that fast & in a monogastric. But would have to be on the list.

Raw diet--http://www.naturesvariety. com/instinct/dog/kibble/rawboost/all

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM OSC/DC/ICERT

7519 Standish Place, RM 120
240-276-9213 (Office and Fax)

B6 i

This e-mail message 18 intended for the exclusive vse of the recipient(s) named above. It mav contain information that is protected. privileged. or
contidential. :,un‘uﬂ it should not be disseminated. distrib uuﬁ d. or copied to persons not authonzed to recerve such mformation. It vou are not the intended
recipient. anv dissemination. distribution. or copving is strictlv prolibited. I vou think vou recerved this e-mail message in error. please e-mail the
sender immediatelv at david rotsteinf@fda.hhs gov.

From: PFR Event [mailto: pfreventcreation@fda.hhs.gov]
Sent: Monday, November 10, 2014 9:52 PM
To: ! B6 i HQ Pet Food Report Notification; B6
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Subject: Nature's Variety Instinct Raw boost; Duck meal & Turkey meal formula. Grain free edition: Ivy Fischer

A PFR Report has been received and PFR Event [EON-186243] has been created in the EON System

A "PDF" report by name "1036619-report.pdf" is attached to this email notification for your reference.
Below is the summary of the report

EON Key: EON-186243

EON Title: PFR Event created for Nature's Variety Instinct Raw boost; Duck meal & Turkey meal formula.

Grain free edition; 1036619

To view this PFR Event, please click the link below:

B6

To view the PFR Event Report, please click the link below:

B6

Product information

Individual Case Safety Report Number: 1036619

Product Group: Pet Food

Product Name: Nature's Variety Instinct Raw boost; Duck meal & Turkey meal formula. Grain free edition

evening. Next couple days dog did not show interest in eating, then finally a small amount mid week, then
nothing for few more days. Noticed lethargic behavior. Some drooling. Reported concerns to the distributer

At time of purchase, a representative of manufacturer was in the store and also took a report who assured me I
would be contacted. This did not happen. Dog ate wet food well. Little of the new dry. But continued to be

lethargic and increasingly ill. Visit to veterinarian, including a sample of food for testing on; B6 Do

showing signs of paralysis. Again to different veterinarian for further treatment | 86 iPassed away oni B6
Submission Type: Initial

Report Type: Both

Outcome of reaction/event at the time of last observation: Died Euthanized

Number of Animals Treated With Product: 1

Number of Animals Reacted With Product: 1

This email and attached document are being provided to you in your capacity as a Commissioned Official with
the U.S. Department of Health and Human Services as authorized by law. You are being provided with this
information pursuant to your signed Acceptance of Commission.
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This email message is intended for the exclusive use of the recipient(s) named above. It may contain information
that is protected, privileged, or confidential. Any dissemination, distribution, or copying is strictly prohibited.

The information 1s provided as part of the Federal-State Integration initiative. As a Commissioned Official and
state government official, you are reminded of your obligation to protect non-public information, including trade
secret and confidential commercial information that you receive from the U.S. Food and Drug Administration
from further disclosure. The information in the report is intended for situational awareness and should not be
shared or acted upon independently. Any and all actions regarding this information should be coordinated
through your local district FDA oftice.

Failure to adhere to the above provisions could result in removal from the approved distribution list. If you think
you received this email in error, please send an email to FDAReportableFoods(@fda.hhs.gov immediately.
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Client:

Patient: | |

Vitals Results

B 6 :50:15 PM Weight (kg) 42.2000

:33:56 PM Sedation 5.6mg midazolam and 8.6mg
butorphanol IV in cardio - k.
antoon
Patient History

03:46 PM Appointment
04:46 PM Appointment
02:28 PM UserForm
02:33 PM UserForm
02:49 PM Purchase
02:49 PM Purchase
02:50 PM Vitals
02:50 PM Treatment

B 6 02:59 PM UserForm
03:33 PM Vitals
03:34 PM Purchase
04:08 PM Purchase
04:08 PM Purchase
04:10 PM Prescription
04:10 PM Purchase
04:11 PM Purchase
04:13 PM Purchase
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Patient

John E. Rush DVM, MS, DACVIM (Cardiology, DACVECC

B6

Cardiology Resident:

Cardiology Technician:

Clinical Findings:



B6


http://vetnutrition.tufts.edu/2018/06/a-broken-heart-risk-of-heart-disease-in-boutique-or-grain-free-diets-and-exotic-ingredients/ dents/
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Date:

Attending Cardiologist:

Cardiology Resident:

Cardiology Technician:

Diet and Supplements:






Diagnostic plan:

Echocardiogram Findings:
General/2-D findings:

Final Diagnosis:












From: PFR Event <pfreventcreation@fda.hhs.gov>

To: B6 HQ Pet Food Report Notification;; B6

Sent: 10/6/2018 5:20:24 AM

Subject: Blue Buffalo Wilderness- High Protein Grain Free -Natures Evolutionary Diet-
with Chicken Life Source bits- Senior:iL _________ B6 , EON-367745

Attachments: 2055738-report.pdf

A PFR Report has been received and PFR Event [EON-367745] has been created in the EON System.
A "PDF" report by name "2055738-report.pdf" is attached to this email notification for your reference.
Below is the summary of the report:

EON Key: EON-367745

ICSR #: 2055738

EON Title: PFR Event created for Blue Buffalo Wilderness- High Protein Grain Free ?Natures Evolutionary
Diet- with Chicken Life Source bits- Senior; 2055738

AFE Date LBG Number Fed/Exposed | 2

Best By Date Number Reacted 1

Animal Species Dog Outcome to Date Worse/Declining/Deteriorating
Breed Dachshund - Miniature

Age 13 Years

District Involved | PFR: B6 DO

Product information

Individual Case Safety Report Number: 2055738

Product Group: Pet Food

Product Name: Blue Buffalo Wilderness- High Protein Grain Free ?Natures Evolutionary Diet- with Chicken
Life Source bits- Senior

Description:| B6 Ehas developed canine dilated cardiomyopathy suddenly. His health has been excellent even
though he?s 13. Up u til now, he had lots of life and energy left in him. Literally in a matter of 48 hours he
developed CDM. I have fed him the same kibble brand, Blue Buffalo, the majority of his life. I read an article on
the FDA site that you?re investigating possible links between CDM and CDM. Please let me know if there?s any

way I can help.

FDA-CVM-FOIA-2019-1704-001416
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Submission Type: Initial

Report Type: Adverse Event (a symptom, reaction or disease associated with the product)
Outcome of reaction/event at the time of last observation: Worse/Declining/Deteriorating
Number of Animals Treated With Product: 2

Number of Animals Reacted With Product: |

Lot Number Best By
Product Name or ID Date
Blue Buffalo Wilderness- High Protein Grain Free ?Natures Evolutionary
Diet- with Chicken Life Source bits- Senior
Sender information
“US-A ...................
To view this PFR Event, please click the link below:
: B6 ;
To view the PFR Event Report, please click the link below:
<

B6

This email and attached document are being provided to you in your capacity as a Commissioned Official with
the U.S. Department of Health and Human Services as authorized by law. You are being provided with this
information pursuant to your signed Acceptance of Commission.

This email message is intended for the exclusive use of the recipient(s) named above. It may contain information
that is protected, privileged, or confidential. Any dissemination, distribution, or copying is strictly prohibited.

The information 1s provided as part of the Federal-State Integration initiative. As a Commissioned Official and
state government official, you are reminded of your obligation to protect non-public information, including trade
secret and confidential commercial information that you receive from the U.S. Food and Drug Administration
from further disclosure. The information in the report is intended for situational awareness and should not be
shared or acted upon independently. Any and all actions regarding this information should be coordinated
through your local district FDA oftfice.

Failure to adhere to the above provisions could result in removal from the approved distribution list. If you think
you received this email in error, please send an email to FDAReportableFoods@@fda.hhs.gov immediately.
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From: PFR Event <pfreventcreation@fda.hhs.gov>

To: B6 { HQ Pet Food Report Notification; | B6 h
Sent: 10/8/2018 3:48:32 AM

Subject: Fromm Four Star Salmon a la Veg dog food: B6 - EON-367810
Attachments: 2055752-report.pdf

A PFR Report has been received and PFR Event [EON-367810] has been created in the EON System.
A "PDF" report by name "2055752-report.pdf" is attached to this email notification for your reference.
Below is the summary of the report:

EON Key: EON-367810

ICSR #: 2055752
EON Title: PFR Event created for Fromm Four Star Salmon a la Veg dog food; 2055752

AE Date BG __________ Number Fed/Exposed | 1

Best By Date Number Reacted |

Animal Species Dog Outcome to Date Died Euthanized
Breed Retriever - Golden

Age 7 Years

District Involved | PFR|  B6 PO

Product information

Individual Case Safety Report Number: 2055752
Product Group: Pet Food

Product Name: Fromm Four Star Salmon a la Veg dog food

Description: After fetching tennis balls at the park,i B6 ihad a big drink of water at home and then collapsed.
He had difficulty standing and his back legs seemed to not support him. His breathing was labored and we took
him to the emergency vet. He was found to have fluid around his heart. The vet drained it but the blood
continued to immediately fill again and his breathing was very labored. The recommendation was to euthanize

him at that time, about 4 hours from the time that he initially collapsed. We have read articles about Dilated

sudden death. At his annual vet checkup in April 2018, he was found to be an extremely fit and healthy dog with
no known health issues or concerns. We were feeding him Fromm 4 Star Salmon a la Veg food two times per day

FDA-CVM-FOIA-2019-1704-001424
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since he was about a year old.

Submission Type: Initial

Report Type: Adverse Event (a symptom, reaction or disease associated with the product)
Outcome of reaction/event at the time of last observation: Died Euthanized

Number of Animals Treated With Product: 1

Number of Animals Reacted With Product: |

Product Name Lot Number or ID | Best By Date

Fromm Four Star Salmon a la Veg dog food

Sender information

B6

%A

To view this PFR Event, please click the link below:
] B6

To view the PFR Event Report, please click the link below:

B6

This email and attached document are being provided to you in your capacity as a Commissioned Official with
the U.S. Department of Health and Human Services as authorized by law. You are being provided with this
information pursuant to your signed Acceptance of Commission.

This email message is intended for the exclusive use of the recipient(s) named above. It may contain information
that is protected, privileged, or confidential. Any dissemination, distribution, or copying is strictly prohibited.

The information 1s provided as part of the Federal-State Integration initiative. As a Commissioned Official and
state government official, you are reminded of your obligation to protect non-public information, including trade
secret and confidential commercial information that you receive from the U.S. Food and Drug Administration
from further disclosure. The information in the report is intended for situational awareness and should not be
shared or acted upon independently. Any and all actions regarding this information should be coordinated
through your local district FDA oftfice.

Failure to adhere to the above provisions could result in removal from the approved distribution list. If you think
you received this email in error, please send an email to FDAReportableFoods@@fda.hhs.gov immediately.
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From:

To:

Sent:

Subject:

Attachments:

PFR Event <pfreventcreation@fda.hhs.gov>

B6

10/8/2018 7:28:33 PM

: HQ Pet Food Report Notification;

B6

Pro Plan Savory dry - chicken: Lisa Freeman - EON-367850

2055797-report.pdf; 2055797-attachments.zip

A PFR Report has been received and PFR Event [EON-367850] has been created in the EON System.

A "PDF" report by name "2055797-report.pdf" is attached to this email notification for your reference. Please
note that all documents received in the report are compressed into a zip file by name "2055797-attachments zip"

and is attached to this

email notification.

Below is the summary of the report:

EON Key: EON-367850

ICSR #: 2055797

EON Title: PFR Event created for Pro Plan Savory dry - chicken beef or lamb (1 cup TID); 2055797

AE Date . B6 , Number Fed/Exposed | 1
Best By Date Number Reacted 1
Animal Species Dog Outcome to Date Stable

Breed Retriever - Labrador
Age 7 Years
District Involved | PFR-New England DO

Product information

Individual Case Safety Report Number: 2055797
Product Group: Pet Food

Product Name: Pro Plan Savory dry - chicken, beef, or lamb (1 cup TID)

Taurine WNL

Submission Type: Initial
Report Type: Adverse Event (a symptom, reaction or disease associated with the product)
Outcome of reaction/event at the time of last observation: Stable

FDA-CVM-FOIA-2019-1704-001428


mailto:pfreventcreation@fda.hhs.gov

Number of Animals Treated With Product: 1
Number of Animals Reacted With Product: 1

Product Name Lot Number or ID | Best By Date

Pro Plan Savory dry - chicken, beef, or lamb (1 cup TID)

Sender information
Lisa Freeman

200 Westboro Rd
North Grafton, MA 01536
USA

Owner information

B6

USA

To view this PFR Event, please click the link below:
i B6 :

To view the PFR Event Report, please click the link below:

B6

This email and attached document are being provided to you in your capacity as a Commissioned Official with
the U.S. Department of Health and Human Services as authorized by law. You are being provided with this
information pursuant to your signed Acceptance of Commission.

This email message is intended for the exclusive use of the recipient(s) named above. It may contain information
that is protected, privileged, or confidential. Any dissemination, distribution, or copying is strictly prohibited.

The information 1s provided as part of the Federal-State Integration initiative. As a Commissioned Official and
state government official, you are reminded of your obligation to protect non-public information, including trade
secret and confidential commercial information that you receive from the U.S. Food and Drug Administration
from further disclosure. The information in the report is intended for situational awareness and should not be
shared or acted upon independently. Any and all actions regarding this information should be coordinated
through your local district FDA oftfice.

Failure to adhere to the above provisions could result in removal from the approved distribution list. If you think
you received this email in error, please send an email to FDAReportableFoods(@@fda.hhs.gov immediately.
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From:

To:

Sent:

Subject:

Attachments:

PFR Event <pfreventcreation@fda.hhs.gov>

B6

10/8/2018 6:44:41 PM

. HQ Pet Food Report Notification;

B6

Rawz meal free dry food limited recipe wild salmon dry: Lisa Freeman -

EON-367845

2055793-report.pdf; 2055793-attachments.zip

A PFR Report has been received and PFR Event [EON-367845] has been created in the EON System.

A "PDF" report by name "2055793-report.pdf" is attached to this email notification for your reference. Please

note that all documents received in the report are compressed into a zip file by name "2055793-attachments.zip'

and is attached to this email notification.

Below is the summary of the report:

EON Key: EON-367845

ICSR #: 2055793

1

EON Title: PFR Event created for Rawz meal free dry food limited recipe wild salmon dry; 2055793

AE Date B6 Number Fed/Exposed | 1
Best By Date Number Reacted 1
Animal Species Dog Outcome to Date Stable

Breed Mixed (Dog)
Age 10 Years
District Involved | PFR-New England DO

Product information

Individual Case Safety Report Number: 2055793
Product Group: Pet Food

Product Name: Rawz meal free dry food limited recipe wild salmon dry

Description: DCM and atrial fibrillation diagnosed 10/5/18
Submission Type: Initial
Report Type: Adverse Event (a symptom, reaction or disease associated with the product)
Outcome of reaction/event at the time of last observation: Stable

Number of Animals Treated With Product: 1

FDA-CVM-FOIA-2019-1704-001432
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Number of Animals Reacted With Product: 1

Product Name Lot Number or ID | Best By Date

Rawz meal free dry food limited recipe wild salmon dry

Sender information
Lisa Freeman

200 Westboro Rd
North Grafton, MA 01536
USA

Owner information

B6

USA

To view this PFR Event, please click the link below:
! BG !

To view the PFR Event Report, please click the link below:

B6

This email and attached document are being provided to you in your capacity as a Commissioned Official with
the U.S. Department of Health and Human Services as authorized by law. You are being provided with this
information pursuant to your signed Acceptance of Commission.

This email message is intended for the exclusive use of the recipient(s) named above. It may contain information
that is protected, privileged, or confidential. Any dissemination, distribution, or copying is strictly prohibited.

The information is provided as part of the Federal-State Integration initiative. As a Commissioned Official and
state government official, you are reminded of your obligation to protect non-public information, including trade
secret and confidential commercial information that you receive from the U.S. Food and Drug Administration
from further disclosure. The information in the report is intended for situational awareness and should not be
shared or acted upon independently. Any and all actions regarding this information should be coordinated
through your local district FDA oftfice.

Failure to adhere to the above provisions could result in removal from the approved distribution list. If you think
you received this email in error, please send an email to FDAReportableFoods@@fda.hhs.gov immediately.
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From:

To:

Sent:

Subject:

Attachments:

PFR Event <pfreventcreation@fda.hhs.gov>

B6

10/8/2018 6:20:46 PM

Taste of the Wild High Forest dry: L

HQ Pet Food Report Notification;i

B6 icom

2055791-report.pdf; 2055791-attachments.zip

A PFR Report has been received and PFR Event [EON-367841] has been created in the EON System.

A "PDF" report by name "2055791-report.pdf" is attached to this email notification for your reference. Please
note that all documents received in the report are compressed into a zip file by name "2055791-attachments.zip"
and 1s attached to this email notification.

Below is the summary of the report:

EON Key: EON-367841

ICSR #: 2055791

EON Title: PFR Event created for Taste of the Wild High Forest dry; 2055791

AE Date 01/25/2018 Number Fed/Exposed | 1
Best By Date Number Reacted 1
Animal Species Dog Outcome to Date Stable

Breed Mixed (Dog)
Age 3.18 Years
District Involved | PFR-New England DO

Product information

Individual Case Safety Report Number: 2055791
Product Group: Pet Food
Product Name: Taste of the Wild High Forest dry
Description: Feeding Taste of the Wild High Prairie Grain Free (Pine Forest before that). Diagnosed with DCM

and CHF this past winter. Owner willing to provide additional information. Our records do not include echo from

BE |(

B6

Submission Type: Initial
Report Type: Adverse Event (a symptom, reaction or disease associated with the product)
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Outcome of reaction/event at the time of last observation: Stable
Number of Animals Treated With Product: 1
Number of Animals Reacted With Product: 1

Product Name Lot Number or ID | Best By Date

Taste of the Wild High Forest dry

Sender information
Lisa Freeman

200 Westboro Rd
North Grafton, MA 01536
USA

Owner information

B6

USA

To view this PFR Event, please click the link below:

B6

To view the PFR Event Report, please click the link below:

B6

TS

This email and attached document are being provided to you in your capacity as a Commissioned Official with
the U.S. Department of Health and Human Services as authorized by law. You are being provided with this
information pursuant to your signed Acceptance of Commission.

This email message is intended for the exclusive use of the recipient(s) named above. It may contain information
that is protected, privileged, or confidential. Any dissemination, distribution, or copying is strictly prohibited.

The information is provided as part of the Federal-State Integration initiative. As a Commissioned Official and
state government official, you are reminded of your obligation to protect non-public information, including trade
secret and confidential commercial information that you receive from the U.S. Food and Drug Administration
from further disclosure. The information in the report is intended for situational awareness and should not be
shared or acted upon independently. Any and all actions regarding this information should be coordinated
through your local district FDA oftice.

Failure to adhere to the above provisions could result in removal from the approved distribution list. If you think
you received this email in error, please send an email to FDAReportableFoods(@@fda.hhs.gov immediately.
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From: Jones, Jennifer L </o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0f6ca12eaa9348959a4cbb1e829af244-Jennifer.Jo>

To: i B6

Sent: 4/5/2018 3:55:43 PM

Subject: FDA Case investigation fori__8e__ -8 yr Ml Bull Terrier (EON-350263)

Attachments: 02-Vet-LIRN-NetworkProceduresVets-12.22.2015.pdf; 03-Vet-LIRN-Network
ProceduresOwners-12.22.2015.pdf

Good morning....B6___ 1

Thank you for submitting your consumer complaint to FDA. I'm sorry to hear abouti B6 _lillness

As part of our investigation, we’d like to request:
o Full Medical Records
o Please email (preferred) or fax (301-210-4685) a copy of. _B6 _ientire medical history (not just
this event).
e Do you have any information on the Grain Free Food, including lot or best by date?
o Additionally, is there any open or unopened product available?

| attached a copy of our Vet-LIRN network procedures. The procedures describe how Vet-LIRN operates and
how veterinarians help with our case investigations.

Please respond to this email so that we can initiate our investigation.

Thank you kindly,

Dr. Jones

Jennifer L. A. Jones, DVM

Veterinary Medical Officer

U.S. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
8401 Muirkirk Road, G704

Laurel, Maryland 20708

new tel: 240-402-5421

fax: 301-210-4685

e-mail: jennifer. jones@fda.hhs.gov

Web: htp/mwww fda gov/AnimalVeterinary/SclenceResearch/ucm247334.htm

||" /4 u.s. FOOD & DRUG _

A ERBAEIND S AT 0 b
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From: Jones, Jennifer L </o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn ReC|p|ents/cn 0f6ca12eaa9348959a4cbb1e829af244-Jennifer.Jo>
To: B6 i

Sent: 1/23/2018 6:53:51 PM .
Subject: FDA Case Investigation for : B6 idogs (800.218)
Attachments: 02-Vet-LIRN-NetworkProceduresVets-12.22.2015.pdf; 03-Vet-LIRN-Network

ProceduresOwners-12.22.2015.pdf

Good afternoon: B6 5
Thank you for submlttlng your consumer complaint to FDA. I’'m sorry to hear about the dogs’ ilinesses.
As part of our investigation, we’d like to request:
¢ Test Remaining OPEN product from: B6
o Testing for Co, Ca, P, Mg, Cu, Fe, Mg, Se, Zn, Taurlne Methionine, and Cysteine.
o Please send me the size of the bag/approximate weight.
o We will coordinate the testing through your office.

In the unfortunate event that any of the dogs from these reports die or are euthanized, we may be able to offer
cardiac histopathology (fixed formalin) and metals/aminoacids (fresh frozen) testing. Please contact me if this
occurs and the owners are interested.

| attached a copy of our Vet-LIRN network procedures. The procedures describe how Vet-LIRN operates and
how veterinarians help with our case investigations.

Please respond to this email so that we can initiate our investigation.

Thank you kindly,

Dr. Jones

Jennifer L. A. Jones, DVM

Veterinary Medical Officer

U.S. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
8401 Muirkirk Road, G704

Laurel, Maryland 20708

new tel: 240-402-5421

fax: 301-210-4685

e-mail: jennifer jones@fda.hhs.gov

Web: hitp://iwww.fda. qov/AmmaIVetermary/ scienceResearch/ucm247334.htm

U5, FOOD & DRUG

ADMENIETRATICH
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From: Jones, Jennifer L </o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0f6ca12eaa9348959a4cbb1e829af244-Jennifer.Jo>

To: i B6 dcvcavets.com'
Sent: 4/5/2018 4:36:07 PM e,
Subject: FDA Case Investigation fori B6 !(11 yr FS Afghan Hound)

Good afternoon Dr.: B6

As part of our investigation, we’d like to request:
e Full Medical Records

event).
e Do you have any information on the Grain Free Food, including lot or best by date?
o Additionally, is there any open or unopened product available?

| attached a copy of our Vet-LIRN network procedures. The procedures describe how Vet-LIRN operates and
how veterinarians help with our case investigations.

Please respond to this email so that we can initiate our investigation.

Thank you kindly,

Dr. Jones

Jennifer L. A. Jones, DVM

Veterinary Medical Officer

U.3. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
8401 Muirkirk Road, G704

Laurel, Maryland 20708

new tel: 240-402-5421

fax: 301-210-4685

e-mail: jenniferjones@fda.hhs.gov

Web: hitp://iwww.fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.him

Y us. FooD & DRUG . o -
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From: Rotstein, David </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0A3B17EBFCF14A6CB8E94F322906BADD-

DROTSTEI>

To: Carey, Lauren; Ceric, Olgica; Glover, Mark; Jones, Jennifer L; Nemser, Sarah; Palmer, Lee
Anne; Peloquin, Sarah; Queen, Jackie L; Rotstein, David

Sent: 1/28/2019 1:38:48 PM

Subject: DCM-Lisa Freeman

Attachments: 4Health grain=free beef and potato: Lisa Freeman - EON-375111; 4Health whitefish and potato

dry: Lisa Freeman - EON-376448; Acana Free Run Poultry dry: Lisa Freeman - EON-3747386;
Annamaet chicken and rice dry + Honest kitchen beef: Lisa Freeman - EON-376360;
Homecooked diet - see diet history in medical record: Lisa Freeman - EON-374789; Orijen Adult
Original dry (until Aug 2018): Lisa Freeman - EON-375110; Orijen grain free original dry: Lisa
Freeman - EON-375114; Orijen Original dry: Lisa Freeman - EON-374783; Taste of the Wild
Sierra Mountain dry: Lisa Freeman - EON-376361; Zignature - various flavors (venison: Lisa
Freeman - EON-376446; Zignature kangaroo dry: Lisa Freeman - EON-376363

Here is the Freeman Collection

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison
CVM OSC/DC/CERT

7519 Standish Place

86 1BB)

. D

RUG

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-malil
the sender immediately at david.rotstein@fda.hhs.gov.
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antibiotics in cats. The administration of antibiotics re-
sulted in the repletion of taurine in taurine-deficient cats
within 3 weeks of treatment. It has been reported that
dogs fed a lamb meal and rice diet showed higher urinary
taurine excretion when antibiotics were added to their diet
[16]. This suggests that highly populated microflora in the
gut interferes with normal entero-hepatic re-utilization of
taurine (taurocholic acid), which in turn prevents the
maintenance of taurine homeostasis and decreases the
quantity of taurine available for other metabolic functions
and for renal excretion.

We postulate that dietary full-fat rice bran binds
BA in the small intestine in dogs and thereby increases
BA excretion, interfering with the entero-hepatic recycling
of taurine-conjugated bile salts and lowering total body
taurine status in dogs.

In the present study, the effects of dietary full fat rice
bran on taurine status and BA excretion in dogs fed a
diet near-limiting in sulfur amino acids were compared
to those of dogs fed beet pulp, another common fiber
source in dog food. Cellulose was used as the control
fiber. Since an excess of dietary sulfur amino acids in
dogs may mask the effects of marginally limiting sulfur
amino acid metabolites such as taurine and glutathione,
dogs were restricted in the amount of protein intake to
20-25 % above their minimum maintenance require-
ment described in National Research Council [17].

Methods

Animals and diets

The husbandry and treatments of the animals for the
study were approved by the Animal Use and Care Ad-
ministrative Advisory Committee at the University of
California at Davis and the dogs in this study were taken
care of in compliance with the National Research Coun-
cil [18] guidance for laboratory animals. Eighteen intact
male, mixed-breed dogs (Covance Stock and Broodstock
Colony, Kalamazoo, MI, USA) were used for the study.
Mean body weight (BW) of the 1-6 years old dogs at
the initiation of the study was 29.1+0.7 Kg (mean =+
SEM). Six animals were assigned to each of the three ex-
perimental groups: cellulose (CL), beet pulp (BP) and
rice bran (RB), based on similar BW of the dogs. The
dogs were housed individually in indoor wire-mesh en-
closures with coated rod-bottom floors at commercial
facilities (Covance Research Products, Kalamazoo, MI,
USA), providing a 12 h dark-light cycle and temperature
control at 18-29 °C. Observations for general health and
appearance were done three times a day at the discretion
of the veterinarians and daily monitoring for food con-
sumption was provided throughout the study. Weekly
BW and body condition score (BCS, 9 point scale) were
measured for each dog [19]. Food for all of the dogs for
the study was provided once a day between 7 AM and
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9 AM and water was given ad-libitum throughout the
experiment.

Four complete, balanced diets were provided by a
commercial laboratory animal food company (TestDiet®/
LabDiet®, Purina, St. Louis, MI, USA). The ingredients
and chemical compositions of the diets for the study are
shown in Table 1. For the adaptation period, a pre-
feeding (PF) diet, a complete and balanced dry expanded
diet with 29.5 % protein containing 0.58 % methionine
and 0.46 % cyst(e)ine (as-fed basis) was prepared to
maintain an excess production of taurine for the main-
tenance of taurine homeostasis in these dogs. For the ex-
perimental period, three purified diets with the three
different fiber sources, CL, BP and RB, were prepared,
which, by design, included 12 % protein containing
0.23 % methionine and 0.12 % cyst(e)ine (as-fed basis).
This prevented an excess of substrates for taurine
synthesis that might overwhelm the effects of fibers on
taurine metabolism studied. Twelve percent protein is
higher than the minimum requirement of protein for
maintenance of dogs described in National Research
Council [17] and 0.35 % of sulfur amino acid concentra-
tion in the diets is within the range of total sulfur amino
acid requirement (0.2—0.4 % of diets) for maintenance of
adult dogs as determined by short-term nitrogen balance
experiments [20-22]. Ten percent full-fat RB was used for
the RB diet and the amounts of the fibers used in the
other two diets were formulated, by calculation, to have
the same amount of total dietary fiber (TDF) as that in the
RB diet. Chromium oxide (0.02 %) was added to the ex-
perimental diets to use in determining apparent protein
digestibility. The leftover and spilled food was collected
daily and used to calculate food intake of each dog. The
amounts of the food provided were adjusted weekly, based
on changes of BW and BCS to aim toward an ideal BCS
(5 out of 9 on the 9 point scale).

Design and treatments

During the adaptation period the dogs were given the
PF diet for 8 weeks to ensure that they were not taurine
deficient. The last two weeks of the adaptation period
were included for sample collections as week 0, which
was the initiation of the measurements. Then, dogs
were assigned to one of three experimental groups (CL,
BP, or RB group, respectively) to establish similar mean
BW among the experimental groups. During the ex-
perimental period (from week 2 to week 12), the three
different experimental diets were given to the desig-
nated groups. Throughout the experiment, including
the last two weeks of the adaptation period, blood was
collected on the last day of each 2 week-period, urine
was collected biweekly on a day before blood collection,
and feces were collected during the last 5 days of each
2 week-period. Plasma (PL) taurine, whole blood (WB)
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CAAP. The PL samples remaining were stored at —-20 °C
for determination of PL thiols. The frozen WB samples
were thawed and frozen three times to lyse the blood
cells, to release intracellular taurine, then diluted with
an equal volume of double deionized water (DDIW) and
deproteinized by the same method as described for PL.

Feces were stored at —20 °C. Each feces sample was
mixed with DDIW to obtain a slurry homogenate.
Approximately 100 g of the homogenate slurry of feces
was frozen at —20 °C for BA and protein assay.

Taurine concentrations of deproteinized PL, WB and
urine were measured using an amino acid analyzer
(Beckman 7300 Analyzer C7 Model, Beckman Instru-
ments, Fullerton, CA, USA). To normalize urinary tau-
rine concentration, urinary creatinine concentrations
were determined with a commercial kit (Cold Stable,
Pointe Scientific Inc., Canton, MI, USA). Deproteinized
PL CAAP was measured using an amino acid analyzer
(Biochrom 30, Biochrom Ltd., Cambridge, UK). In order
to quantify the concentrations of total cyst(e)ine (free
plus that bound to protein), cysteinyl-glycine and homo-
cysteine in PL and the concentrations of total glutathi-
one (GSH + GSSG) in WB, the combined and modified
HPLC method of Ubbink et al. [23] and Gilfix et al. [24]
was used. All of the volumes of reagents and samples
were scaled down to one-fourth to quantify thiol con-
centrations in PL and WB and, for WB total glutathione
concentrations. WB blood was diluted with an equal vol-
ume of DDIW before assay. Bile acid concentrations in
feces were measured using a commercial kit (Bile Acid
Kit No. 450-A, Trinity Biotech USA, Jamestown, NY,
USA) and BA in feces was extracted by the method of
Porter et al. [25] Apparent digestibility of dietary protein
was measured by calculation using dietary and fecal ni-
trogen concentrations. The concentrations of nitrogen,
protein and chromium in the diets and feces were analyzed
at Analytical Laboratory at the University of California
Davis. Total nitrogen and total crude protein were
measured by a nitrogen gas analyzer (LECO FP-528,
LECO Corporation, St Joseph, MI, USA). Chromium
concentration was determined by Inductively Coupled
Plasma Atomic Emission Spectrometry (ICP-AES).

Statistical analysis

Significance of the data among three experimental
groups at each time point for all of the variables was an-
alyzed by mixed regression. Comparison of the variables
between two time points in a group was done by paired
t-test. All data were analyzed using SAS program [26].
All data in the report were expressed as mean = SEM
unless otherwise mentioned. For all analyses, differences
were considered significant at P < 0.05. Probability values in
the range of 0.05< P < 0.1 were considered as an indicator
of a noteworthy trend.
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Results

During the experimental period, one dog in the BP
group ingested insufficient food to maintain BW and,
therefore, was removed from the experiment at week 10
(BCS was 3 out of 9; BW was 82 % of week 0 at week 3).
All of the data from the BP group were obtained from
the remaining five dogs after week 10. Except for that
dog, all of the dogs maintained BW and had normal
blood chemistries and completed blood cell counts at
the beginning of the experiment. However, at the end of
the experiment, the mean PL albumin concentrations
were 29+ 2,28 +1 and 29 + 2 g/L for the CL, BP and RB
group, respectively, which are below of the lower end of
the reference range for PL albumin concentration of nor-
mal dogs (30-44 g/L). The mean PL total protein concen-
trations, at the end of the experiment, were 66 + 4, 62+ 5
and 66 +3 g/L for the CL, BP and RB group, respectively.
These values are within the normal reference range for PL
total protein concentration of normal dogs (54-76 g/L).
There were no significant differences among the groups in
PL albumin and total protein concentrations.

Mean food intakes (FI) of the dogs to maintain a BCS
of 5/9 were 515+ 35, 543 +43, and 566+ 70 g/day for
CL, BP and RB groups, respectively during the adapta-
tion period and were 426 + 11, 443 + 14, and 425 + 10 g/day
for CL, BP and RB groups, respectively, during the experi-
mental period. No significant differences among the groups
were found throughout the study. Mean BW of the dogs at
the end of the study were 24.8 +04, 27.1 £ 14 and 28.1 +
1.3 kg for CL, BP and RB groups, respectively. No statistical
differences in BW occurred among the groups during the
experiment except that the CL group had lower BW than
the RB group from week 9 to week 12 (P < 0.05). The BCS
of all dogs were maintained between 4 and 6 throughout
the study.

Plasma taurine concentrations decreased to under
40 umol/L for all the groups (Fig. 1a) during the experi-
mental period. The BP group decreased taurine concen-
trations lower than the other 2 groups from week 4 to
the end of the experiment (P <0.01) and the CL group
maintained the highest mean PL taurine concentrations
from week 6, but was significantly higher than the other
two groups only at week 10 (P < 0.01). Whole blood tau-
rine concentrations showed a similar pattern as those of
PL taurine concentrations but the rates of decrease were
slower (Fig. 1b). From week 6, the WB taurine concen-
tration in BP group was lower than the other two groups
(P <0.01) with no statistical differences between the CL
and RB groups. Urinary taurine excretions were markedly
decreased from week 0; 3981+ 790, 8880 + 4496 and
5858 + 910 nmol/ml/mg creatinine to week 12; 85+ 7,
101 + 23 and 120 + 19 nmol/ml/mg creatinine for CL,
BP and RB groups, respectively (ie, at week 12, only 2.1,
0.8 and 0.8 %, respectively of the week 0 values).
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Table 2 Bile acid excretion in dogs fed the purified diets containing various fiber sources®

umol/g feces (DM®-basis) umol/5 day

Time cL® Bp® RB® L BP® RB®

Week 0 517+ 064° 703+071° 576+038%° 11234155 869+ 120 1008 +67
Week 2 5274062 656 +048 596+021 944+ 165 1145+ 104 1047 +237
Week 4 453+051° 740+027° 5174112 597 £119° 1053+ 104° 721 +97°
Week 6 4214063 418+089 296+039 684+ 80 948 + 241 51447
Week 8 269+033° 53440657 493+075° 287 +95° 868+ 1417 693 +71%°
Week 10 332.1032% 4631084 2621034° 562 192°° 47371 146° 401 152°
Week 12 343+054° 560+0.14° 342 +035° 513+111° 9946+ 177° 555+ 64°

Notes: 2PThe letters superscripted represent significant differences between groups (P < 0.05). “The values are expressed as mean + SEM, = 6 for each group.
9n=5 due to omission of one dog for excessive weight loss. *DM Dry matter, CL Cellulose, BP Beet pulp, RB Rice bran

essential amino acid may have been slightly limiting for
normal albumin homeostasis. Except for branched chain
amino acids, none of the concentrations of essential
amino acids in the PL during the experimental period
were lower than those at week 0 (data not shown) and
all were within the normal range for dogs [27]. The
branched chain amino acids for weeks 8 and 12 were
about 64-69 % of the concentrations found at week 0
(for PF diet) which were about at the first quartile of nor-
mal concentrations for dogs [27]. It would therefore appear
that cyst(e)ine (60 % of the first quartile of the normal
cyst(e)ine concentration) was the most limiting amino acid
for protein synthesis as well as for taurine synthesis.

Mean taurine concentrations (Fig. 1) of the dogs at
week 12 were 20.4+3.9, 6.7 £0.5 and 13.1 + 1.0 pmol/L
for PL and 143 + 14, 79+10 and 127+ 14 umol/L for
WB for the CL, BP and RB groups, respectively. Since
the lower limits for PL and WB taurine concentration
for preventing a risk for DCM in dogs are 40 pmol/L and
180 pmol/L, respectively [3], all of dogs that were partici-
pating in this study were taurine deficient by study’s
end. There appears to be three reasons for the taurine
deficiency in this study.

The first is protein digestibility (sulfur amino acid
bicavailability). The BP group showed the lowest protein
digestibility throughout the study among the three experi-
mental groups and, therefore it would be predicted that
less sulfur amino acids were available for taurine synthesis.
The digestibility of protein in animals fed diets containing
BP has been reported by various researchers. Several have
reported no effect of BP on protein digestibility in horses
[28], cats [29], and even in dogs [30]. In contrast, reports
in pigs [31] and in chickens [32], indicate that protein
digestibility was decreased when fed BP. It is known
that taurine is a non-essential amino acid that is syn-
thesized in most mammals from cyst(e)ine [33]. Our re-
sults indicate that when protein, and thus sulfur amino
acids, are low yet sufficient for nitrogen balance and
glutathione homeostasis, taurine synthesis is inadequate
and that a decrease in protein digestibility may be a part

of this process. Therefore, the key to a diet providing ad-
equate taurine synthesis in dogs would be an adequate
quantity of “bio-available” sulfur amino acids. That quan-
tity appears to be more than we had in the diets of the
present experiment.

The second possible reason is the effects of fibers that
would interfere with the entero-hepatic recycling of BA,
the recycling route for the major taurine metabolite to
maintain taurine status. Fibers have various physiological
effects on the metabolism of animals, including satiety,
slowing gastric emptying, thus delaying or interfering
with nutrient absorption that, in turn, results in im-
provement of glucose tolerance and lowering serum
cholesterol [34]. There are several hypotheses regarding
the cholesterol-lowering effect of fiber, which include
increasing BA excretion through feces. Since most dogs
diagnosed with DCM had been fed lamb and rice (includ-
ing RB) diets, we postulated that RB may contribute to the
low taurine status of these dogs [5]. In general, BAs are
synthesized in liver from cholesterol and conjugated with
glycine or taurine to make these strong detergents, glyco-
cholic acid or taurocholic acid. These detergents play an
important role in the small intestine to emulsify various
kinds of lipids to enhance their absorption by forming
water soluble micelles. After functioning, the bile salts are
recycled via passive diffusion in the small intestine and via
receptor-mediated transport in the lower ileum with ap-
proximately 99 % of recycling efficiency [33]. Dogs, like
cats, obligatorily conjugate BA with taurine, ie, the liver
enzyme responsible for conjugation, cholyl-CoA:N-acyi-
transferase, is specific for taurine in dogs [34]. An interfer-
ence with entero-hepatic recycling of bile salts would
result in the depletion of the taurine pool of dogs if a lim-
ited quantity of taurine or its precursors are available.
Therefore, fecal BA excretion was determined as an in-
dicator of the efficiency of entero-hepatic recycling of
bile salts of the dogs fed the various fibers. Fecal BA ex-
cretions, on a dry matter basis, gradually decreased in
all 3 groups (P <0.01), apparently the result of switching
from commercial diet to the purified diets. However, the
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excretion of BA/5 days by week 12 for the BP group was
nearly twice that of the CL or RB group. Possible reason
for decrease of fecal BA excretion with time may be the
limited amount of protein in the diets. The synthesis and
secretion of BA are reported to be enhanced by the hor-
monal stimulation of cholecystokinin whose release is
evoked by fats and amino acids in the digestive tracks of
the animals [35]. That is, the lower consumption of pro-
tein by the dogs may have led to less release of cholecysto-
kinin and, in turn, less BA production and secretion.
However, it is clear that the BP group had the highest BA
excretion regardless of the method of expression. Even
though the initial fecal BA excretion of the BP group on a
dry matter basis was the highest, the BA excretions at
week 12 were 64, 80, and 59 % of the BA excretions at
week 0 for CL, BP and RB groups, respectively, showing
that the BP group had the lowest percentage decrease. By
analyses, the TDF of the CL, BP and RB diets (Table 1)
were 251, 1.98, and 2.68 %, respectively, demonstrating
that the BP fiber effect was not the result of more dietary
fiber. Moreover, all had about the same percentage of in-
soluble dietary fiber, 1.83, 1.98 and 1.81 % for CL, BP and
RB diets, respectively and all had about 1 % crude fiber.
Thus, it does not appear that it is the quantity of the vari-
ous fibers, but the nature of the fiber that is contributing
to the different response of the BP on BA excretion and
taurine depletion.

The third possible reason for the decrease in taurine
status in the present study is the interaction of fiber with
the small intestinal microbes. Thus, the difference be-
tween the overall effects of the three dietary treatments on
taurine status may reside in the difference in fermentabil-
ity of the fibers by the small intestinal micrebes. If an in-
creased microbial fermentation occurs as the result of an
increased consumption of BP fiber as compared to the
fiber in CL or RB, then it would be expected that more
taurine would be destroyed, similar to the increase catab-
olism of taurine that occurs in cats that have more micro-
bial fermentation [13—15, 36]. Sunvold et al. [37] have
reported that BP supports a greater rate of fermentation
than CL, and even if BP has no soluble fiber (ie, 100 % in-
soluble finer), it is still considerably more fermentable
than CL. Thus, although we could not rule out some
microbial fermentation by the CL or RB groups because
we had no control diet without fiber, the results still sup-
port the idea that BP, not RB, fiber may contribute to a
significant loss of endogenous taurine in dogs.

With the possible exception of free and total PL
cyst(e)ine, there is no indication that there was an effect of
fiber on body thiol status (Fig. 2). Although total PL
cyst(e)ine (free + bound) was somewhat lower in the BP
group at 4 of the time points, it was never significantly
lower than the CL group, suggesting that it was not a de-
crease in PL cyst(e)ine alone that was the cause of the
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lower PL taurine in the BP group, even though it is appar-
ent that there was not enough dietary sulfur amino acids
(more specifically, hepatic cysteine) for any group to
synthesize adequate taurine. Plasma free cysteine (cysteine
not bound to protein) concentrations in the current
experiment were already depleted in the BP group
(26 + 4 pumol/L) at week 2 and were maintained until the
end of the study (25 +4 umol/L), whereas the other 2
groups, although decreasing at week 2 (34 + 3 pmol/L and
36 +3 pmol/L for CL and RB group, respectively),
were not as depleted as the BP group until week 12
(23+1 pmol/L and 28 + 5 pmol/L for CL and RB group,
respectively) supporting the idea that dietary BP decreases
the bioavailability of cysteine in the diet, thus contributing
to the depletion of taurine in dogs.

Whole blood was chosen for total glutathione assay
since red blood cells contain the higher concentration of
glutathione. Although glutathione is known as a reser-
voir for cysteine [38], it is interesting that in the present
experiment glutathione did not decrease after feeding
the low protein diets but actually increased about 20 % in
all groups. According to Stipanuk et al. [38] glutathione
concentration is regulated by the activity of glutamate-
cysteine ligase (known as y-glutamyl-cysteine synthetase)
whose activity is regulated by the cellular concentration of
cysteine. When cellular cysteine is decreased, glutamate-
cysteine ligase is up-regulated to increase synthesis of
glutathione and when cellular cysteine is in excess,
cysteine dioxygenase is up-regulated to catabolize excess
cysteine to maintain a narrow range of tissue cysteine
concentrations. In this study, the concentrations of total
cysteine in PL at week 12 were approximately 75, 85 and
90 % of those of week 2 for CL, BP and RB group, respect-
ively. Free cysteine concentrations in PL at the end of the
study were 62, 49, and 46 % of those of week O for CL, BP
and RB group, respectively, perhaps indicating that free
cyst(e)ine is a better indicator of cysteine availability for
metabolic needs (including taurine synthesis) than total
cyst(e)ine (free plus that bound to protein via sulfhydryl
bonding).

It is interesting that metabolic regulation conserves
glutathione rather than taurine, perhaps simply because
the dietary excess of sulfur amino acids goes through the
liver first where the majority of the enzymes involved are
located and because of the Kims of the enzymes involved.
That is, the priority for the use of cysteine in dogs in our
experiment appears to be first for glutathione, second for
general protein synthesis and finally for taurine synthesis.
The apparent anomaly (ie, of glutathione being a reservoir
for cyst(e)ine) here is that there appeared to be insufficient
albumin synthesis or increased albumin breakdown under
the conditions of our experiment, even though the dogs
appeared to be in nitrogen balance (ie, maintaining BW)
and WB total glutathione actually increased.
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Conclusion

In summary, rather than RB, dietary BP showed the
most significant effect in lowering PL and WB taurine
concentrations, in part, by decreasing the protein digest-
ibility (sulfur amino acid bioavailability), by enhancing fecal
excretion of BA and possibly, by enhancing degradation of
taurine by gut microflora in dogs. These effects may result
from the greater effect of BP fiber than RB or CL on intes-
tinal bacterial fermentation that cleaves taurocholic acid
and destroys the taurine released. In conclusion, since CL
was the control fiber, and RB caused similar responses as
CL, we conclude that RB is unlikely the cause of the
increased risk of taurine deficiency in dogs fed lamb
and rice diets.
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The Optimum Methionine to Methionine Plus Cystine Ratio for Growing Pigs
Determined Using Plasma Urea Nitrogen and Nitrogen Balance

Shiyan Qiao, Xiangshu Piao, Zhanyu Feng, Yuhua Ding*, Longyao Yue and P. A. Thacker
Ministry of Agriculture Feed Industry Center, China Agricultural University
No. 2 Yuanmingyuan West Road, Beijing 100094, China

ABSTRACT : The objective of this study was to determine the optimum ratio of methionine to methionine plus cystine for growing
pigs. A nitrogen balance trial was conducted using a total of 21 barrows (Large WhitexLandrace) over two replicates. The initial body
weight was 20.36+1.22 kg (mean£SD) in the first replicate and 23.5441.02 kg (meantSD) in the second. For each replicate, the 21 pigs
were randomly assigned to one of seven dietary treatments with three observations per treatment. The diets included a methionine and
cystine-deficient basal diet with all other essential nutrients meeting nutrient requirements and six diets formulated with graded levels of
DL-methionine (0.00, 0.03, 0.06, 0.10, 0.13, 0.16%) and L-Cystine-HC1-H,O (0.19, 0.15, 0.11, 0.07, 0.04, 0.00%). This resulted in ratios
of methionine to methionine plus cystine of 41.3, 29.6, 35.3, 41.2, 46.0, 51.6 and 57.5%. Each experimental period lasted 12 days
consisting of a seven-day adaptation period followed by a five-day total collection of urine and feces. During the collection period, pigs
were fed 900 g/day for the first replicate and 1,200 g/day for the second replicate. The feed was provided in three equal portions at 0800,
1500, and 2200 h daily. Pigs had ad libitum access to water after feeding. There was a linear (p<0.01) and quadratic (p<0.01) effect on
daily gain and feed conversion as the ratio of methionine to methionine plus cystine increased. Pigs receiving the diets providing a
methionine to methionine plus cystine ratio of 51.6% had the best daily gain and feed conversion. Plasma urea nitrogen was also lowest
for this treatment. Nitrogen retention increased (p<0.01) as the relative proportion of methionine increased up to 51.6% and then a
downward trend occurred at 57.5%. The quadratic regression model, as well as one- and two- slope regression line models, were used to
determine the optimum ratio of methionine to methionine plus cystine. Eliminating the 35.3% methionine to methiomine plus cystine
treatment resulted in R? values in excess of 0.92. The optimal ratio of methionine to methionine plus cystine was estimated to be 54.15%
for nitrogen retention and 56.72% for plasma urea nitrogen. (Key Words : Pigs, Methionine, Cystine, Ratio, Nitrogen Retention, Plasma
Urea Nitrogen)

INTRODUCTION

The sulfur containing amino acids methionine and
cystine are often the third or fourth limiting amino acids in
practical diets fed to growing pigs (Russell et al., 1983).
Methionine is essential for normal growth as it cannot be
synthesized in the body, but cystine can be converted from
methionine as needed, hence it is considered dispensable.
As a result, the amount of methionine needed in the diet
depends on the amount of cystine also present (Chung and
Baker, 1992, Yang et al., 1997; Zimmermann et al., 2005).
The absolute amounts of methionine and cystine are

important but so is the ratio between methionine and cystine.

Therefore, nutritionists need to consider not only

* Corresponding Author: Yuhua Ding. Tel: +86-10-6273-3588,
Fax: +86-10-6273-3688, E-mail: Dingyh(@mafic.ac.cn
Received August 9, 2006; Accepted January 3, 2007

methionine but also methionine plus cystine requirements
when formulating pig diets.

Previous studies with growing pigs have shown that the
minimum methionine to methionine plus cystine ratio
ranged between 30 and 70% (Wang and Fuller, 1989; Fuller
et al., 1989). Part of this variability is due to differences in
response criteria (i.e., nitrogen balance vs. growth
performance), the bioavailability of the amino acids in the
basal diet, and weight of pigs used in the experiments. In a
nitrogen balance study with growing gilts (40-80 kg) fed
varying ratios of methionine to cystine diets, Reijmers et al.
(2002) found the minimum methionine to methionine plus
cystine ratio at which protein deposition was maximized
was 55%. This value is within the range of values reported
in the literature (NRC 1998, Roth and Kirchgessner, 1989).

There is very limited data about the required methionine
to methionine plus cysting ratio for maximal protein
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Table 1. Ingredient composition of experimental diets formulated to determine the effects of various methionine to methionine plus

cystine ratios on pig performance and nitrogen balance (% as fed)

Methionine to methionine plus cystine ratio

Ingredients
413 29.6 353 412 46.0 51.6 57.5

Comn 39.90 39.90 39.90 39.90 39.90 39.90 39.90
Field peas 24.79 24.79 24.79 24.79 24.79 24.79 24.79
Peanut meal 10.00 10.00 10.00 10.00 10.00 10.00 10.00
Corn starch 8.90 8.71 8.72 8.73 8.73 8.73 8.74
Wheat barn 7.00 7.00 7.00 7.00 7.00 7.00 7.00
Sucrose 5.00 5.00 5.00 5.00 5.00 5.00 5.00
Dicalcium phosphate 1.28 1.28 1.28 1.28 1.28 1.28 1.28
Limestone 0.83 0.83 0.83 0.83 0.83 0.83 0.83
Vitamin and mineral premix® 0.50 0.50 0.50 0.50 0.50 0.50 0.50
NaCl 0.41 0.41 0.41 041 041 041 0.41
Choline chloride (50%) 0.10 0.10 0.10 0.10 0.10 0.10 0.10
Soybean oil 0.20 0.20 0.20 0.20 0.20 0.20 0.20
L-lysine HC1 (98.5%) 0.49 0.49 0.49 0.49 0.49 0.49 0.49
L-threonine (99%) 0.23 0.23 0.23 023 0.23 0.23 0.23
L-valine (99.5%) 0.14 0.14 0.14 0.14 0.14 0.14 0.14
L-isoleucine (99%) 0.14 0.14 0.14 0.14 0.14 0.14 0.14
L-tryptophan (98%) 0.09 0.09 0.09 0.09 0.09 0.09 0.09
DL-methionine (99%) - - 0.03 0.06 0.10 0.13 0.16
L-cystine- HCI-H,O (99.1%) - 0.19 0.15 0.11 0.07 0.04 -

? Provided per kilogram of complete feed: vitamin A, 5,512 IU; vitamin Ds, 2,200 IU; vitamin E, 66.1 IU; riboflavin, 5.5 mg; D-pantothenic acid, 13.8
mg; niacin, 30.3 mg; vitamin By,, 27.6 pg; Mn, 100 mg; Fe, 100 mg; Cu, 234 mg; Zn, 100 mg; I, 0.3 mg; Se, 0.3 mg; Co, 1.0 mg.

" 1 kg of L-cystine:HCI-H20 (99.1%) contained 0.851 kg of L-cystine.

deposition in 20 to 30 kg growing pigs. Therefore, the
objective of the current study was to establish the optimum
dietary ratio of methionine to methionine plus cystine for
growing pigs using the nitrogen balance technique and
plasma urea nitrogen.

MATERIALS AND METHODS

Animals and diets

A nitrogen balance trial was conducted in the
Metabolism Laboratory of the Animal Science and
Technology College located on the campus of China
Agriculture University (Beijing, China). The trial,
conducted in two replicates, utilized 21 barrows (Large
WhitexLandrace) obtained from the Haudu Group (Beijing,
China). The initial bodyweight of the pigs averaged
20.36x1.22 kg in the first replicate and 23.54£1.02 kg in the
second replicate. In each replicate, the 21 pigs were
randomly allocated to one of seven different dietary
treatments with three observations per treatment. The basal
diet was formulated to meet the requirements for all amino
acids except methionine and cystine (NRC, 1998). All other
nutrients were formulated to meet or exceed requirements
(NRC, 1998). Batches of ecach feed ingredient were
obtained before the start of the study, sampled and analyzed
in order to adjust the nutrient composition of the diets.

The content of methionine and cystine in the basal diet
was determined to be 0.19 and 0.27%, respectively.

Crystalline DL-methionine (0.0, 0.03, 0.06, 0.10, 0.13 and
0.16%) and L-Cystine'HCI-H,O (0.19, 0.15, 0.11, 0.07, 0.04
and 0.0%) were added to the basal diet by replacing corn
starch resulting in seven treatments with ratios of
methionine to methionine plus cystine ranging from 29.6 to
57.5% (41.3,29.6, 35.3, 41.2, 46.0, 51.6 and 57.55%). The
ingredient composition of all the diets is presented in Table
1.

For all experimental diets, the vitamin-trace mineral mix
and synthetic amino acids were premixed with 10 kg corn
before addition to the mixer. A basal mix was manufactured
and aliquots of this mix were used to manufacture the final
feed.

Experimental procedures

Each replicate consisted of a seven day adjustment
period followed by a five day total collection of feces and
urine. The pigs were kept in individual metabolic crates and
separate collection of feces and urine was accomplished by
fitting adhesive feces collection bags onto the back of pigs
(Van Kleef et al., 1994). Each stainless steel crate (0.6x0.3
x0.5 m) was equipped with plastic slotted flooring and
contained a 0.25 m’ round bottom single feeder at the front.
The temperature and humidity of the room were controlled
within the range of 22 to 25°C and 55 to 70%, using the
environmental control system.

The daily ration was divided into three feedings per day,
with approximately one third of the ration being fed at
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Table 2. Chemical analysis for experimental diets formulated to determine the effects of various methionine to methionine plus cystine

ratios on pig performance and nitrogen balance (% as fed)”

Methionine to methionine plus cystine ratio

413 296 353 412 46.0 51.6 57.5
Chemical analysis
Dry matter 89.62 90.10 88.98 88.28 89.20 88.94 90.12
Ash 4.83 493 5.01 4.81 5.01 481 47.56
Crude protein 14.92 15.02 14.32 14.71 15.01 14.68 14.08
Crude fibre 228 251 2.36 229 2.37 2.89 240
Ether extract 3.45 3.68 3.81 3.69 3.76 372 3.68
Analyzed amino acids
Arginine 1.18 121 1.17 1.11 1.15 1.17 1.18
Cystine 0.27 0.45 0.42 0.37 0.34 0.30 027
Histidine 0.34 0.36 0.36 0.35 0.37 0.35 0.36
Isoleucine 0.63 0.62 0.65 0.63 0.63 0.62 0.63
Leucine 1.07 1.11 1.10 1.08 1.09 1.09 1.11
Lysine 1.03 1.10 1.07 1.10 1.02 1.06 1.06
Methionine 0.19 0.19 0.23 0.26 0.29 0.32 0.38
Phenylalanine 0.68 0.67 0.69 0.68 0.66 0.67 0.68
Threonine 0.68 0.68 0.69 0.68 0.70 0.70 0.65
Tryptophan 0.23 0.26 0.20 022 0.22 0.23 021
Valine 0.82 0.78 0.78 0.76 0.74 0.73 0.79

8,000, 1,500 and 2,200 h. The daily feed allowance of the
experimental animals was adjusted according to the feed
intake observed in the last three days of the acclimation
period. This was the amount of feed that pigs could
consume within 20 minutes based on our observations.
From d 4 until the end of the 12-d experimental period,
the same amount of feed was fed which exceeded 2.6 times
the pig’s maintenance energy requirements. This energy
intake has been shown not to limit protein deposition
(Mo6hn et al., 2000; De Lange et al., 2001). The feeding rate
ranged from 4% to 5.5% of body weight (900 g/d/pig for

the first replicate and 1,200 g/d/pig for the second replicate).

In the collection period, the wasted feed for each pig was
collected, dried and recorded on a dry matter basis.

The animals were weighed at the start of every
quantitative feeding period and again at the termination of
the trial. Weighing was conduced at 0800 to 0900 h with no
feed available. After feeding, water was provided ad libitum
in the feeding trough.

Sample collection

Feces were collected in the morning, afternoon and
evening for five consecutive days taking care to avoid
contamination with urine. The total weight of the raw feces
for each pig was recorded daily. After collection, feces were
placed into labeled plastic bags and frozen at approximately
-20°C. At the end of each trial, each pig’s daily samples
were combined into a single composite sample. From that, a
5% sub-sample was preserved for laboratory analysis. Sub-
samples were dried to a constant weight in a forced-air oven
at 65°C, equilibrated at room temperature for 24 h, and
ground through a 0.45 mm mesh screen.

The urine of individual pigs was collected in plastic
containers containing 50 ml of 6 N HCI to maintain the pH
of the urine below 3. The total amount of urine excreted by
each pig was measured once a day at approximately 1,530 h
and recorded on a daily basis. After being filtered through
glass wool, a fixed proportion of the urine from each pig
was preserved in screw-capped polyethylene containers and
frozen at approximately -20°C. When the collection for all
five days was completed, each pig’s daily samples were
thawed and combined into a single sample. A 100 ml
composite sample was obtained and then frozen until
needed for nitrogen analysis.

At the end of each replicate, 7 ml of blood was collected
from the jugular vein of each pig using heparinized
vacutainer tubes  (Greiner Bio-One  Company),
approximately 1 h after feeding. All blood samples were
chilled and then centrifuged at 3,000xg for 15 min at 4°C
within 1 h after collection (Ciji 800 Model Centrifuge,
Surgical Instrument Factory, Shanghai, China). An aliquot
of plasma was stored at -20°C until analyzed for plasma
urea nitrogen.

Chemical analysis

Samples of the feed ingredients were collected before
the diets were manufactured, while samples of complete
feeds were collected at the start of the trial for analyses. The
chemical composition and the amino acid content of all
ingredients was analyzed in duplicate in the laboratory of
the Ministry of Feed Industry Center (Beijing, China).
Moisture, crude protein, crude fiber, ether extract and ash
were determined following standard methods (AOAC,
1995).
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Table 3. Performance and plasma urea nitrogen for growing pigs fed varying ratios of methionine to methionine plus cystine
Methionine to methionine plus cystine ratio SEM? Linear Quadratic
413 29.6 353 41.2 46.0 51.6 57.5
Weight gain (g/day) 368 375 375 397 395 422 422 36.92 0.01 0.01
Feed intake (g/day) 924 923 923 927 925 924 927 59.36 0.96 0.99
Feed conversion 2.56 247 2.51 2.33 2.39 2.20 222 0.27 0.01 0.01
Plasma urea nitrogen (mg/dl) 12.50 12.33 12.67 11.83 10.17 9.33 10.17 1.96 0.14 0.33

*SEM = Standard error of the mean.

Table 4. Nitrogen balance response for growing pigs fed varying ratios of methionine to methionine plus cystine

Methionine to methionine plus cystine ratio

SEM®  Linear Quadratic
41.3 29.6 353 41.2 46.0 51.6 57.5
Nitrogen intake (g/day) 24.79 24.73 26.11 25.60 26.14 26.16 26.07 1.65 0.58 0.80
Fecal nitrogen (g/day) 3.12 3.56 3.54 343 3.00 3.19 2.81 0.48 0.18 0.41
Urinary nitrogen (g/day) 9.62 885 1049 788 766 691 788 129 017 037
Retained nitrogen (g/day) 12.05 12.32 12.09 14.29 15.49 16.05 15.38 1.23 0.01 0.01
Nitrogen retained (%0) 48.61 51.07 46.64 56.61 60.00 62.05 59.57 4.53 0.02 0.05
Nitrogen digestibility (%) 88.74 86.01 86.62 86.76 88.48 88.09 89.30 1.38 0.04 0.13

*SEM = Standard error of the mean.

The amino acid content of the diets was determined by
High Performance Liquid Chromatography (Hitachi L-8800
Amino Acid Analyzer, Tokyo, Japan). All samples were
hydrolyzed for 24 h at 110°C with 6 N HCl prior to analysis.
Sulfur-containing amino acids were analyzed after cold
formic acid oxidation for 16 h before acid hydrolysis.
Tryptophan was determined after alkaline hydrolysis (4 N
NaOH) for 22 h at 110°C. The chemical composition of the
diets is listed in Table 2.

Plasma urea nitrogen was determined on a fully
automatic Biochemical Analyzer (Technicon RA 1000) and
by enzymatic UV test (Ureaza method/GLDH) based on the
report of Kerschner and Ziegenhorn (1985). A urea kit
produced by Zhong Sheng Beikong Bio-technology and
Science Inc. (Beijing, China) was used for this analysis.
Fecal and urinary nitrogen were analyzed with a semi-
automatic analyzer (Kjeltec™ 2100 Distillation Unit) by the
Kjeldahl method (AOAC, 1990).

Statistical analysis

Data from the two replicates were analyzed using the
General Linear Model (GLM) procedure of the SAS
statistical package (SAS, 2002) using the pig as the
experimental unit. The experimental data were subjected to
analysis of variance using a model that included the effect
of diet and the two replicates. The results were considered
significant if p<0.05.

The optimal ratio between methionine and methionine
plus cystine of the growing pigs was estimated with a
quadratic regression model as well as one- and two- slope
regression line models (Coma et al., 1995a) using nitrogen
retention and plasma urea nitrogen as the dependent
variables regressed against dietary level of methionine to
methionine plus cystine ratio. The appropriate GLM and
NLIN procedures of SAS (2002) were used for these

estimates. The applied quadratic model was:
Y= bo+b1X+b11X2

Where Y = the response parameter (nitrogen retention,
plasma urea nitrogen) and X; = the ratio of methionine to
methionine plus cystine b, by, by; = the coefficients of the
equation. The ratio at which the response reached 95% of
the maximum response was estimated as the optimal value.

The regression of the one-slope and two-slope models
used in the present experiment are described as follows:

Y = L+U (R-Xig):
Y = L+U (R-X; )+ V(X6zR)

Where L = the ordinate; R = the abscissa of the
breakpoint (the estimated requirement). Xz means X less
than R; Xsr means X greater than R. U = the slope of the
line at X<R, and V = the slope of the line at X>R. By
definition, (R-X;z) is zero when X greater than R, and (Xgg
-R) is zero when X less than R. The ratio at which the
breakpoint was achieved was estimated as the optimal value
(Robbins et al., 1979; Coma et al., 1995a). The mean square
error (MSE) and the coefficient of determination (R?) were
used to assess the goodness of fit for the different models
(Comaetal., 1995a).

RESULTS

The results showed no significant replicatextreatment
interaction (p>0.05) for any of the studied variables.
Therefore, data from the two replicates were pooled for
analysis.

Since the level of feed intake was controlled, feed intake

FDA-CVM-FOIA-2019-1704-002356



438

Qiao et al. (2008) Asian-Aust. J. Anim. Sci. 21(3):434-442

Table 5. Asymptotic characteristics of plasma urea nitrogen and nitrogen retention responses to relative proportions of methionine to

methionine plus cystine

Variable Model Requirement R* MSE
Nitrogen retention Quadratic 54.15 0.99 0.095
One-slope broken line 51.24 0.96 0.192
Two-slope broken line 53.96 0.98 0.159
Plasma urea nitrogen Quadratic 56.17 0.92 0.563
One-slope broken line 53.94 0.94 0.233
Two-slope broken line 56.72 0.99 0.113
was similar among all dietary treatments. As the relative DISCUSSION

proportion of methionine to methionine plus cystine
increased from 29.6 to 57.5%, average daily gain and feed
conversion improved linearly (p = 0.01) and quadratically
(p = 0.01). The poorest weight gain and feed utilization was
observed for pigs fed the basal diet. The best daily gain and
feed conversion was observed for pigs fed the diet in which
the methionine to methionine plus cystine ratio was 51.6%.
For plasma urea nitrogen, the lowest and highest values
occurred for pigs fed the 51.6 and 35.3% methionine to
methionine plus cystine ratio diets (Table 3).

Increasing the relative proportion of methionine to
methionine plus cystine resulted in a significant linear (p =
0.02) and quadratic (p = 0.05) increase in nitrogen retention
(Table 4). Nitrogen digestibility increased lincarly (p =
0.04) with increased proportions of methionine to
methionine plus cystine.

Three statistical models were fitted to the nitrogen
retention and plasma urea nitrogen data (Tables 3 and 4).
Based on the nitrogen retention response to the ratio of
methionine to methionine plus cystine, three regression
equations were obtained using the quadratic regression,
one- and two- slope regression models, respectively:

Y =-18.19+1.20X-0.011X>
Y =15.72-0.26x(51.24-X1 )
Y = 16.42-0.26x(53.96-X:)-0.10x (X g - 53.96)

Based on the corresponding equations, the optimal
ratios of methionine to methionine plus cystine were
determined to be 54.15, 51.24 and 53.96%, respectively.

When plasma urea nitrogen was considered as the
dependent variable, the optimal ratios of methionine to
methionine plus cystine were estimated to be 56.17, 53.94
and 56.72%. The corresponding regression equations were
listed as followed:

Y =33.951-0.816 X-0.0069 X*
Y =9.75+0.19%(53.94-X1 )

Y = 9.2240.19x(56.72-X; )-0.13x(X5z-56.72)

In the present study, the optimal ratio of methionine to
methionine plus cystine was estimated in 20 to 30 kg
growing pigs using the nitrogen balance technique. Based
on our design, the six test diets contained varying levels of
methionine and cystine but the total content of methionine
plus cystine was similar across treatments and was close to
the value recommended by the NRC (1998). Moreover, all
other essential nutrients, especially energy and other amino
acids were designed to be at or above requirement (NRC,
1998).

For growing animals, amino acids are basically used for
protein accretion and maintenance and deposited protein
relies on the level of the first limiting amino acid. Assuming
our dictary formulation was accurate and the methionine
plus cystine content of the test diets did not exceed the
requirements of growing pigs. whole-body protein synthesis
should theoretically occur at a level determined by the
optimal ratio of methionine to cystine. If the dietary ratio of
methionine to cystine is below the optimal value, more
cystine and less methionine will be consumed. Protein
synthesis will be determined by the level of dietary
methionine, which leads to less protein deposition. When
the ratio in the test dicts is above the value, methionine will
be in relative excess and cystine will be in relative
deficiency. However, the deficiency in cystine can be
overcome by conversion from methionine via the trans-
sulfuration pathway. In fact, cysteine (1/2 cystine) is the
genuine element used to incorporate into protein. Cystine
(the dimmer form of cysteine), is produced when cysteine is
in solution (Lewis, 2003). Because of the molecular weight
difference between methionine and cysteine, the efficiency
of methionine in meeting the biological need for cysteine on
a weight basis is 80% (Chung and Baker, 1992). Thus, an
excess of methionine is not sufficient to make up for a
deficiency in cystine in this condition. Protein synthesis will
also be reduced due to the low cystine intake. From this, it
can be concluded that increasing the relative proportion of
methionine will result in greater protein synthesis until the
optimal ratio of methionine to cystine is attained, and
subsequently, when the relative proportion of methionine is
above its optimal value, protein synthesis will be reduced
with further increases in methionine intake.
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Because of conversion from methionine, a deficiency of
cystine will lead to relatively less of a change in protein
synthesis than a deficiency of methionine in the presence of
a constant methionine plus cystine content. This has been
confirmed by Roth and Kirchgessner (1989). In a similar
experiment for 30 to 60 and 60 to 90 kg pigs, they found
that pigs with a predominant proportion of methionine
obtained higher performance than those with a predominant
proportion of cystine. Here, the parameters of performance
reflect the status of protein synthesis. According to the
current experimental design and statistical analysis, when
the optimal ratio of methionine to cystine is fed, maximal
protein synthesis occurs.

The status of protein synthesis can be measured using
biological response criteria such as growth, nitrogen
retention and plasma urea. In fact, an inherent relationship
exists between several criteria. Nitrogen retention is a direct
indicator of protein synthesis. Here, protein deposition
(synthesis) can be calculated as nitrogen retainedx100/16
(Mo6hn et al., 2000). For young pigs with minimal fat
deposition, growth is almost directly proportional to lean
tissue deposition which primarily relies on protein
deposition.

When protein synthesis is limited due to an unsuitable
ratio of methionine to cystine, excess amino acids
(including methionine or cystine) are catabolized to their
metabolic end-products which for all amino acids include
bicarbonate and ammonia. Ammonia enters the nitrogen
pool of the body and is excreted primarily as urea in
mammals. The status of urea in the body is therefore
reflected by plasma urea. The measurement of these excreta
provides an indirect and inverse measurement of changes in
protein synthesis. As the relative proportion of methionine
increases towards its optimal value, more protein is
synthesized which leads to increased nitrogen retention,
improved animal performance and decreased plasma urea.
The inverse changes of nitrogen retention, animal
performance and plasma urea occur when there is a
continuous increase in the relative proportion of methionine
from its optimal value. The inverse relationship between
plasma urea (nitrogen) and lean growth (growth for young
pigs) was also detected in previous reports published by
Coma et al. (1995b).

So, based on maximal nitrogen retention or minimal
plasma urea, the optimal ratio of methionine to cystine can
be determined for the growing pigs in the present study.
This estimation can be conducted by applying suitable
statistical modeling techniques to the chosen biological
response. We observed nitrogen retention and plasma urca
nitrogen exhibited an anticipative change tendency from
353 to 57.5% methionine to methionine plus cystine
(Tables 3 and 4). However, nitrogen retention and plasma
urea nitrogen in the 29.6% treatment were superior to those

439

in the 35.3% methionine to methionine plus cystine
treatments, which meant that an increase in the relative
proportion of methionine towards its optimal value caused a
decrease in those variables. The reason for this is not known.

The quadratic and broken-line regression analyses were
used to determine the relation between methionine and
cystine in our study. For nitrogen retention and plasma urea
nitrogen, when the values generated from the treatment for
29.6% of methionine to methionine plus cystine were
removed, those models fitted the data very well.

Using the quadratic regression, as well as the one- and
two- slope broken-line regression models, the required
ratios of methionine to methionine plus cystine were
estimated to be 54.15, 51.24 and 53.96% for nitrogen
retention. However, when considering the plasma urea
nitrogen variable, using the corresponding statistical models,
the required ratios of methionine to methionine plus cystine
were estimated to be 56.17, 53.94 and 56.72%. Obviously,
the plasma urea nitrogen assay resulted in higher values
than the nitrogen retention assay using the corresponding
statistical models.

These differences may be attributed to an imbalance of
clectrolytes in the diets, where the chloride existing in the
crystalline cystine (L-Cystine-HCl-H,O) would tend to
decrease the cation:anion ratio. Several reports in pigs have
indicated that a diet with excess anion or chloride resulted
in markedly lower plasma urea nitrogen concentrations
(Slagle and Zimmerman, 1979; Honeyficld et al., 1985).
However, total nitrogen excretion in pigs was found to be
constant, although the excess cation intake resulted in
significantly greater urea excretion (Cai et al. 1992). This
was explained by Welbourne et al. (1986) who suggested
that with the maintenance of acid-base balance in the body,
urea was isochronously synthesized with ammonia
production so that nitrogen excretion remained constant.
Thus, the addition of various levels of L-Cystine-HC1 in
the test diets influenced plasma urea nitrogen but not
nitrogen retention, which may have produced the difference
between the estimated results from the two variables. So the
result from the nitrogen retention assay is more reasonable
and acceptable.

For the nitrogen retention response, we found that the
quadratic regression model had lower MSE and higher R?
than either of the broken-line regression models (Figures 1-
3). So the nitrogen retention response is better described by
the quadratic regression model than by the broken-line
regression models. Therefore, the determined value 54.15%
is considered to be the estimated required ratio methionine
to methionine plus cystine according to the nitrogen
retention response. Similarly, for the plasma urea nitrogen
response, we observed that the two-slope broken-line
regression model tended to fit the data better than the other
two regression models. The determined value 56.72% is
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Figure 1. Use of the one-slope, broken-line regression model to
describe the responses of nitrogen retention and plasma urea
nitrogen to the proportion of methionine to methionine plus
cystine in 20-50 kg growing pigs.
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Figure 2. Use of the two-slope, broken-line regression model to
describe the responses of nitrogen retention and plasma urea
nitrogen to the relative proportion of methionine to methionine
plus cystine in 20-50 kg growing pigs.

considered to be the estimated required ratio when the

plasma urea nitrogen response was considered (Figures 1-3).

Referring to the dietary amino acid requirements for 20
to 50 kg growing pigs (NRC 1998), the recommended
methionine and methionine plus cystine levels are 0.25%
and 0.54%, respectively. Therefore, the ratio of methionine
to methionine plus cystine is 46.29%. Obviously, our
determined value is higher than this value. However, in a
recent nitrogen balance experiment for 40 to 80 kg growing
gilts, Reijmers et al. (2002) found the ratio of digestible
methionine to methionine plus cystine for maximal body
protein deposition was 55%. This value is very close to our
evaluation of 54.15% based on maximal nitrogen retention.

These results agree with the studies conducted by
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Figure 3. Use of the quadratic model to describe the responses of
nitrogen retention and plasma urea nitrogen to the relative
proportion of methionine to methionine plus cystine in 20-50 kg
growing pigs.

Schutte et al. (1991) and Chung and Baker (1992), who
indicated in growing pigs (respectively 20 to 50 kg and 10
to 20 kg) that methionine should contribute more than 50%
of the total methionine and cystine requirement. In a
previous growth assay for 30 to 60 kg and 60 to 90 kg pigs,
Roth and Kirchgessner (1989) found that the ratio of
methionine to methionine plus cystine, at maximal weight
gain or feed efficiency, was more than 55%. This is
somewhat higher than either of our estimated values.
Several factors may have contributed to the differences in
the relative proportion of methionine to methionine plus
cystine estimates of growing pigs in the above studies
including: 1) use of a different experimental design, i.c.
nitrogen balance vs. growth assay, 2) use of different
response criteria, i.e., nitrogen retention, plasma urea
nitrogen or performance, 3) differing methionine plus
cystine content employed in the diets, In addition, young
animals use more amino acids for protein accretion than for
maintenance compared with older ones. Protein accretion in
pigs requires a greater proportion of methionine (Fuller et
al., 1989; Mahan and Shields, 1998), while maintenance in
pigs requires a greater proportion of cystine (Fuller et al.,
1989; NRC, 1998). So the estimated result may also be
influenced by age of pig.

For the present experiment, there are some additional
factors which may have affected our results. In our design,
the test diets were provided with constant levels of
methionine plus cystine and varying levels of methionine
and cystine. Lewis (2003) indicated that the molecular
weight of methionine (149) is greater than that of cysteine
(121), and equal weights of these two amino acids provide
only 81% as many moles of methionine as cysteine
(121/149 = 0.81). Thus, on a weight basis, increasing the
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methionine to cystine ratio provides a decreasing number of
moles of sulfur containing amino acids. In our study, the
content of methionine plus cystine was not constant when
expressed on a molar basis, which possibly influenced the
results to some extent. However, we found that previous
experiments also ignored this effect (Roth and Kirchgessner,
1989; Reijmers et al., 2002).

In practical swine diets containing sufficient amounts of
the sulfur amino acids, generally cystine is more in excess
than methionine. A high cystine intake increased the
requirement of methionine plus cystine in pigs, but there
was no cvidence that excess cystine interferes with
methionine (Lewis, 2003). When low protein diets are used
in young pigs, perhaps methionine will be lacking. In this
case, methionine should be added to meet its requirement,
even though methionine plus cystine may appear to be
adequate.

CONCLUSION

In the present nitrogen balance trial with an equal feed
intake, nitrogen retention and plasma urea nitrogen
variables were used to determine the optimum methionine
to methionine plus cystine ratio. The data from the two
variables were analyzed to fit a quadratic regression, as well
as one- and two- slope regression models. By comparing
the estimated results from three regression models, the two
most precise values, 54.15 and 56.72%, were concluded to
be the optimal relative proportion of methionine for
nitrogen retention and plasma urea nitrogen responses,
respectively. Due to the influence of added crystalline
cystine on plasma urea nitrogen, the value 54.15%
estimated by nitrogen retention assay, was considered to be
the more reasonable result.
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Patient: B 6

Referral Diagnostics:
Diagnostics Completed:
Diagnostics Pending:

Treatments Completed:
0.2mg/kg butorphanol SQ as an antitussive

Assessment (A)

A1: Infectious tracheobronchitis - recent exposure to other dogs, young dog

Plan (P)

TGH

600 doxycycline PO BID

10mg hycodan PO BID PRN for coughing

Communication Summary: Owner was concerned for pneumonia - discussed with owner that all of
respiratory and that while infectious tracheobronchitis can progress to pneumonia,

Additional requests submitted:

Estimate given: $ Deposit collected: $

Initial Complaint:
Emergency

SOAP Text Jun 72017 10:44PM - :

i _B6__isigns were upper

6/8/2017 5:57:.00 AM EXAM, GENERAL
Ingestion of wooden skewer this evening

Subjective (S)
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Assessment (A)
Al: Skewer Ingestion

Plan (P)

6/7/2017 10:45:00 PM

B6

Initial Complaint:

wooden skewer ingestion

Student; ---

Presenting complaint: Ate wooden skewer ~12 inches, with beef teriyaki, doesn't think he chewed it ~12-18 hours ago

Referral visit? seen by ER last night
Diagnostics completed prior to visit -
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HISTORY:

attempted to induce emesis with apomorphine - no emesis. Discussed with them imaging vs. endoscopy vs. surgery - at_the time
owner didn't have money for a deposit and sent home with high fiber diet and instructions to monitor. Since discharge: B6

vomited small amount last night, had decreased appetite this morning. Owner got together money for a deposit today is is interested
in addressing the issue now.

EXAM:

Assessment (A)
Al: Skewer Ingestion

PLAN:

Initial Complaint:
New - echo, low taurine

SOAP Text Nov 8 2018 12:33PM - B6 i
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Client: i
Patient: B 6

i B6 »AH records

: B6 i
i TV T e

AT B

MARA e
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Client: B 6

Patient:

i B6 ; L1 B8,
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Client:
Palt?:nt: B 6

B6 AH records
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Client: B 6 1

Patient:

L B6 :AH records
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Client: i
Palt?:nt: B 6
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Client: B6

Patient:é

B6 AH records
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Client: B 6

Patient: i ... §
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Client:
Patient: B 6
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Client: _
Patient: i
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Client:

Patient:
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Client:
Patient: B 6

Lab Results Amino Acid Lab 11/08/18
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Client: B 6

Patient

Lab Results Amino Acid Lab 11/08/18
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Patient:

Lab Results Amino Acid Lab 11/08/18
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Client: B 6

Patient:

Lab Results Amino Acid Lab 11/08/18
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Client:
Patient:

B6

Lab Results Amino Acid Lab 11/08/18

UCDAVIS

 VETERIMARY MEDICINE

T BERICE UPDATEE
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Client: B 6

Patient

Vitals Results

7:44 PM Nursing note
1:36 PM Heart Rate (/min)
B 6 1:37 PM Respiratory Rate
1:38 PM Temperature ()
:04:53 AM Weight (kg)
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Client: B 6
Patient:
Patient History
3:35 PM UserForm
8:36 PM Purchase
0:53 PM Treatment
0:55 PM Prescription
1:03 PM UserForm
1:04 PM Purchase
0:45 PM Prescription
0:48 PM Purchase
0:48 PM Purchase
6:01 AM UserForm
6:01 AM Email
1:12 PM Purchase
2:15 PM UserForm
3:18 PM Purchase
3:18 PM Treatment
3:30 PM UserForm
3:45 PM Treatment
B 6 3:45 PM Deleted Reason
3:47 PM Treatment
3:47 PM Vitals
4:41 PM Vitals
4:41 PM Vitals
4:41 PM Vitals
2:38 AM UserForm
2:38 AM Email
0:40 AM Appointment
0:04 AM UserForm
0:04 AM Vitals
1:.07 AM Treatment
1:14 AM UserForm
1:30 AM Purchase
3:31 PM Labwork
3:34 PM Purchase
3:34 PM Purchase
3:34 PM Purchase
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Canine: Wolfhound
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B6



Client: | B6 i

........... prmrmemamemma

Patient:i B6 |

vomiting, or diarrhea. One episode of regurgitation after coughing last week. Not PU/PD at home. She is heart worm
tested yearly and receives heart worm prevention every month (Hartguard). She has been on Zigniture Kangaroo Diet
for the last 6-8 months. She has no other medical concerns at this time and is not currently receiving medications.

Prior medical history: Has had TPLO elsewhere 1 year ago. Hx of UTI, had an AUS of abdomen several years ago. Hx of
pruritis, does well with limited ingredient diet. Anaplasma positive since 2011.

Current medications: None

Diet: Zignature kangaroo 1 cup BID dry for the past 6-8 months

Vaccination status/flea & tick preventative use: Seresto, heartgard all year round

Travel history: None

EXAM:

ASSESSMENT:

Al: Cardiomegaly (right >> left ventricular enlargement) - DCM (taurine deficiency vs primary cardiomyopathy) v MVD
A2: Intermittent, non-productive cough - tracheal compression from enlarged heart vs CHF vs primary pulmonary
disease (inflammatory v infectious v neoplastic)

A3: Weight loss - suspect cardiac cachexia v other

PLAN:

Page 2/54
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Client:

i
i
L.

Patient: B6

Diaghostics completed @ rDVM 4/10:

CBC - WNL

Chem - CK 342 (H), otherwise WNL

T4-1.5

4DX - anaplasma +, history of + since 2011

Right lateral CXR (in ER email) - enlarged right heart, enlarged left atrium with dorsal tracheal compression

Diagnostics completed @ Tufts:

- Left lateral and VD CXR - generalized cardiomegaly, mild pulmonary vessel enlargement, +/- enlarged caudal vena
cava, full report pending

-BP 125 mmHg

Client communication: Discussed exam findings with owner - let O know that she did not have evidence of PCE based
on our TFAST, but tha_wt her contractile function was slightly diminished and that she had right and left ventricular
enlargement (R >> L)i B6

B6

SOAP approved (DVM to sign)ii; ____________ B6 ___!DVM( B6 intern)
SOAPText | B6 _ |7:21AM- Clinician, Unassigned| B6 |
Subjective

CXR and were concerned about a globoid heart and pericardial effusion. She has a 6 mo hx of weight loss, and 2 week
hx of dry cough, and hx of UTI. She has been on Zigniture Kangaroo Diet for the last 6-8 months

Diet: Zignature Kangaroo 8/2017-4/2018. Acana duck& pear, Pork & squash 11/2015-7/2017

Page 3/54
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Patient: | B@ |

Assessments

Al: enlarged right heart r/o- DCM, taurine deficiency from diet, DMVD

A2: hx of a cough r/o- CHF, enlarged heart pressing on trachea, primary pulmonary disease (inflammatory vs infectious
vs neoplasia)

Plan

P1: Echo

P2: UA (culture)
P3: CBC/CHEM

SOAP completed b_
SOAP reviewed by:

Initial Complaint:

Initial Complaint:
Emergency

SOAPText | B6 | 3:19AM B6 i

Subjective
NEW VISIT (ER)

Doctor:y ____BE_ ]
Student: ---

Presenting complaint: Coughing
Referral visit? No

Diagnostics completed prior to visit

HISTORY:
Page 4/54
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Signalment: 10 yo SF Golden
Current history:

Owners went to bed and was woken up in middle of night. Sounded like she was trying to vomit and wasn't bringing
anything up. Suspect that she was possibly coughing instead. On drive in, no coughing but when she got here she began
coughing again. No other concerns at home. Has been doing well at home since last Cardiology visit.

History of eating objects. Owners are concerned she may have eaten an item on Christmas.

Prior medical history: Diagnosed with DCM in April 2018

Current medications: Enalapril, pimobendan, and taurine. Have not needed to give furosemide.

Diet: unknown
Vaccination status/flea & tick preventative use: unknown
Travel history: unknown

EXAM:

ASSESSMENT:
Al: Coughing-- r/o CHF vs bronchial compression vs pneumonia vs bronchitis vs other

PLAN:
Radiographs-- 3 view thorax, 2 view abodmen
Sedation
Butorphanol 1mL IM
TFAST
Furosemide 2mg/kg IM
Discharge

Diagnostics completed:
TFAST-- no PCE, La: Ao 1, LV and RV dilation with R>>>L

Radiographs-- 3 view thorax, 2 view abodmen-- cardiac sillhoutte enlargement, no pulmonary edema, unremarkable

Page 5/54
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Client; B6 E
Patient:| B6

abdomen

Diagnostics pending:
None

Client communication:

Deposit & estimate status: n/a

Resuscitation code (if admitting to ICU): n/a

SOAP approved (DVM to sign):i_____ | B6 ... :DVM
Initial Complaint:
Recheck 4 B6 |
Disposition/Recommendations
Page 6/54
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Client: .
Patient: | B6 1
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Cardiology

B 1 1 e | &

Species: Canine

_________

B6 L B6 !_




Client:
Patient:

rDVMi B6

B 04-10-2018 745 AM

B6

vy
S

L
5 B6

pir el B6 | : AOCERENIN ¥

B 6 : o s L i
SPECES. CANINE E DAYEGF COMECTING  DA/IDIE0R
BEEED: i FRTE OF RECEIRT: OATaEnTE
SEMDER: _)fl%hiifl_E_ §_F‘AYED ATDGIUNT ¥ -L B6 | CAIECF BERCRTY (e e tediif
= oRCERED EY ! B6 i

9933 SANPLEMESTINGO NEEDED, 24483590 SENOR PROF STD FECAL 40

- HEMATOLOGY o 5 Dy
TEST RESULT REF, RANGE ‘
mEra T 14808 870 Bl Al Geh Ratin
Hemgtoct B3 8 % ALT
Hamanlebin gl &5T BE-2nUL
MO gic et g ALP e TR
ECH ziae waeE cisag AR L
MACHD TN S 30 prel o Bitirubin - Total 0.3 gL
3% Ratioulocys v Bilirubn - B6 {010+ B g
. RSO N Uriconjugated
Reticuloeytn e 1  Bllifubin - Conjugated B il
VBC it Cholesterol ST S
% teuogn] B6 " Ammyiase T e esion
% Lymphiooyte % s|. Lipase - 138 TSk
% Menotyie % H Crestlhe Kinase Tt s U
" Eoshophl * Hatriglysls Inde ® :
% Bascphll o Lipemia Index
Hedirash o | (osdn - 1280
Lymphocyte i | 080 - 48501 hik ENDOCRINGLOGY
Manuope i e Tisn AL TEST B6 e o
Edsiriophil : 1 (78 14801 Al Total T4 A0 gl
Basophil i 8- 18kl SEROLOGY
Flatelst R TEST REBULT REF. RANGE
Hudrtvarm Antigen
CHEMISTRY . Ehrlichin canle 7
TEST mERMY AEF RakGE ewingh
Glisoss i TTHBI- T mgidl Lyme Borrelia B 6
JOEXX shAt T e e gl burgdoifer
Creatining ;, “H{BE 18 mglel A;;p;ma i ¢
BUN [T e 1) g e Ui
BUN: Creatinine Hatl
Prosphorus 2 e BT mglal
Calaium B L8 mgldl
Sodium B6 Si gl
Fotassium T ) el
Ik Ratio & e e
Chiorids MaeRe L
TEO2 {Biearbonats) TR 3T el
Anton Gap ; i 12267 mmaliL
Total Proteln e S w2 T R
Get deeper insights: For complete access to his palients diagnostic resulls, inchiding Histaric values and images; login tol B4
Final repott generates) Apnl 10,2018 CAGE .03
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Client:
Patient:

i
i
i
i

rDVM;

B6 Referral and hx 2/23/09-4/10/18

H I *
i B6 | sergubesi  B6 DATEOF REPGRTY | D4/M0/20TE

Lememmamimems. -

i B4 5sunsANPLETESTINFO NEEDED, 24485930 SEMOR PROF STD FECAL 4D

OTHER

SAMPLE I TEET INFO HEEDED Afacal Eﬁmlrr\er‘. was notreceived. The femalnder of reqiested testing
has besn pertfonmed, Thank you,

A Uring speciman was bot recalved. The refalidas of reduested fesilng
haw been petformed, TharleYou.

"NOTES
Bet toeper mighis. For complets sccess 1o tis patiants dgnostic res o, Ingluding historic values and images, login tal B4 !
Final repott generated April 10,2048 PAGE 2 6f 3

Page 13/54

FDA-CVM-FOIA-2019-1704-002757



Client: i | B6 |
Patient: | B6 J
rDVM B6 iReferral and hx 2/23/09-4/10/18
i __B6 | * B6 j D3
E_ BG_“E reromienl g é'"i DATE OF REPORT: 04N 0/2016 wessskwa i B6
| B4 | 9563 SAMPLEMESTINFO NEEDED, 24483893 SENOR PROF STO FECAL 4DX
Y
.
Gst deeper Insights: Fur tomplele sccess to this paflents diagnostic resulls, reluding Ristoric velues ang images, lagin B4 !
Final report generated April 10, 2018 ' PREE T
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Client: | B6 i
Patient: | B |

rDVM B6 EReferral and hx 2/23/09-4/10/18

B6

Crwres s Main Animals Name..... i S Pags
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Client:

Patient: !
rDVM Bé iReferral and hx 2/23/09-4/10/18
Patient History Report
Client: Patisnt: i  B6 |
Phons: B6 Specigs: CANINE Bresd: RETRIEVER/GOLDE
N
Address: B6 Age: 9 Yrs, 8 Mos. Eex: Spayed Female
Cotor; Gold

Date Type Staff History
TBIL 8.0 - 0.3
b= .5 - 7.5
GLOB 2.4 - 4.6
DRIL 0.0 - 0.1
SDMA o - 14
ANION GAP 11 - 26
BICARE 13 - 27
IBIL 0.0 - 0.2
A/G Ratio 0.7 - 1.5
B/C Ratio
Na/K_Ratio 28.-.37

410/2018 L 1 Endocrinology results from | B4 -\Reference

ILaboratory Requisition ID: { B6 i Poatad Final
Test  Reswle.._..  ToTmTTU Raferance Range
T4 1.0 - 4.0
Ascn

B:Bifing, C'Med ing, G Call 2ac CK'Chack-in, Gt Cammunicabons, O Owysutis, DH. Deckined o tistory. £ Examinabon, £S5 Estimabes,
FDERating ingle, L Lab reswl, 3 Image ceses, P Praschlion, PA PVL Adveplad, PB arobierms, PP PV, Performerd. PR PVL Retarmaardad,
R Corraspanderce. Timages. TO: Tentatve medl nate, V:Vilal sigas

B6

Page

Page 2 of 17

17/54

Date: 411072018 2:06 PM
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Client:
Patient: |

rDVM: iReferral and hx 2/23/09-4/10/18

Patient History Report
Client; BG Patignt: B6
Phone: Species: CARINE™ ™™ ' Breed: RETRIEVER/GOLDE
N
Addrass: B6 Age: 9 Yrs. 8 Mos. Sex: Spayed Female
Color: Gold

Date Type  Staff History

4110/20%8 & 1

8.Biking, © Mot nerz, SB:Lal back, CK-Ches.lr, CHECommunlcations, : Dizghwdis, OH Qochne % higdory, E:Exarunslicn, ES Estmates,
:Depasting sl L:Las rasult, Mimage CRR&8, T PI8acrgdion, PAIPVL Actanted PR-protiems, P=PYL Pedonned, PR PVL Recommended,
RCormesoandence Timages, TC Tentapwe med nate. V' Vital %qns

: B6 ] Page 3 of 17 Dates 4/10/2018 2:06 PM
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Client:
Paticnt: }

rDVM B6 ! Referral and hx 2/23/09-4/10/18

Patient History Report

Client: B6 Pationt: | | B6
Phone: Species: CAMINE Broed: RETRIEVER/GCLOZ
N
Address: | BB ' Age: 9Yrs. 8 Mas. Sex: Spayed Female

golor: Gold

Date Type Staff History

4/10/2018 L %

A:Bilirg C:Madacie U Lal pack, CK Crockaf CM.Commumeations, L Diagrosis, H Deckred {o hiviory. B Examnation, G5 Esdmates,
tDepaiing «neir. L jal resull, M Image cases, P Prascontogn, #24 P\WL Accepted. PE.oroblems, PPPYL Pedormed, PEPVL Recammaended
R{uvesponoerza. T kngges. TC Tontabve megd note. ¥ Wilal $igns

: B6 i Page 4of 17 Date: 4/30/2018 2:086 PM
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Referral and hx 2/23/09-4/10/18

Client:
Shone:

Address:

B6

B6

Date Type

Staft

4/10/2018
2/13/2018
41812018
41942618
4/9/2D18
4/912018
41972048
41042048
10/212017

100202017

104272017
10§2Y2047
104272047
104272017
10/2/2017
107242017
107272047
62972017
33172017

313112077
32342017

4232017 P

L ve e oo gy

e}
~

TonooDmit W

B e i JE WP

16

16

B:giding, C:Med note. CB Cail baek, CK:Chak-in, CM:Communlcations, O Diagrosis, OH Oacimad 19 nstocy, ERxaraination, £5 Bstrales,
yDepsmng instr, LLak result, Mtimaze cages, PPascnption PAPYL Accepted, PB pmblems PP PV Paromes. PRFVL Racamasendan,
R Cavtespondence, § nages, TC:Tentabve medi raw, WVIa: spns

Patignt History Report

Spacies: “CHENIGETTTTT < firsed: RETRIEVER/GOLDE

Age: 2 Yrs. 8 Mos. Sex: Spaved Femaie

Date: 4/10/2618 2:06 PM
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Client:
Patient:

rDVM B6 ‘Referral and hx 2/23/09-4/10/18

Patient History Report

Client: BG Patient: { B6 !
Phone: Species: CANINE Breed: RETRIEVERGOLDE
N
Address: BG Age: 2 Yrs. 8 Mos, Sex: Spayed Female
Cotor: Goid

Date Type Staff History

3232017 V. iB6.
3/23/2017 B 15
3/23/2017 B 16
312372017 B 16
323/2017 B 18
262017 P 1
26i2017 P 1
26/2017 B 11
262017 B 1
262017 B 1
112002017 © 1
1720/2047 © 1
12002017 P 1
172012017 P 1
120/2017 6 1
1/20/2017 B 1
112072017 B 1
1202017 8 1
142072017 B 1
112012017 B 1
WLO2017 B 1
12042017 8 1
112012017 B 1
142012017 B 1
112012017 B 1
141942017 L 15

B Bliung, ¢-bted nots, CB.Cak back. UK:Check-n TV Communecations, D:Dwagnosis, D5 i'Reclined to histary, B Sxammation, k5 Esbrtates,
(epatiag nst, L.Lab resall, dlimpge cases PPesciption, PAFVL asceptes, PR poblems. PPRY Perlared. POV Rovcommeeded,
R Cerrespordence T:impges, T4 Tarlative medd nofe, W Vital 5igns

] B4 ; Page B of 17 Date: 4/10/2018 206 PM
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Client: §
Patient: { B6 |

rDVM; B6 Beferrd and hx 2/23/09-4/10/18
Patient History Report
Client: BG Patient: { B6 :
Phohe: Spacies: CANINE™™ Bread: RETRIEVERIGOLDE

Address. |

" B6

Age: 9Yrs. 8 Mos.
Color: Gold

N
Sex: Spayed Female

Date Type Staff History

B6

23 - 212
10 - 10%
500 - 1500
7 - 27

2.2 ~ 3.8
7.9 -~ 12.0
110 - 320
0.5 - 1.8
70 ~ 143
2.5 - 8.8

ALKP =
ALT
AMYL =
BUN/UREA =
ALR =
[of L3
CHOL =
CREA =
GLY =
PHOS =
TBIL <
TP =
GLOR =

11812017 B 1

192017 B 1

120742016 P 1

120772016 P 15

120772016 T .

120712016 T 1 B;

120742016 8 15

12762016 B 15

12/7/2016 B 15

127712016 8 15

11/9/2016 P 11

14/9/2016 B 11

272016 L 1

W6 P 1

BB2ling, C:Med note. GBCalk back, CRChegk-in, CM Commumeatany, [ Diagms{s OH Declined & Riskry, € Sxamination, ES Estimatas,
M, PA

VLA

(OppaRing Net, LLat regul, M image cases P.E.

R:Corraspondence, T imaget, TC:Teslative medl note, :Vital sighs

i, PB wollams PP.AVL Parforthad, PRPVL Recammendes,

: B6

Page 70of 17
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Client:
Patient: | B :
rDVM | B6 IReferral and hx 2/23/09-4/10/18

Patient History Report

Client: BG Patient: | BS i
Phone: Spacies. CANINE Bread: RETRIEVER/GOLDE
N
Address: | Age: 2 ¥rs. 8 Mos. Sex: Spayed Femzle
i Be Color: Gelg

Date Type Staff rigtory

77712016 P t
71712016 8 1
71712016 B 1
74712016 B 1
77712018 B 1
7712018 B 1
7/7/2016 B 1
772016 B ¥
7772016 B T
7712516 B A

2028/2016 ¥ | B6 !

220/2016 B 1

216/2016 P 1

211612016 F 1

211612016 8 1

241612615 B 1

2/16/2046 B 1

2161263 B 1

8/6/2035 P 1
G118/2015 P 1
0/18/2015 T .

01812015 T B

9/15/2015 B 1

91612015 B 1

/162015 8 t

9182015 B !

82012015 B 13

B Rating. C:MEd oz, LB Ualf baeh. < Cnocken, T Communzabong 2.0 agnoais. GH:Degiinad to 230y EiExanaston, £8 Titivates,
Ll arting Ins?', Ltob ressll Mirage cases,  Prascaption. PAPVL 4scacted. PEprooems PPSVL Parfarmed. PRPVL Rercaimenaqo
R.Correspondsroe, Tomages TC-Temavye nadi note VVaai sigrs

B6 Page 5of17 Date. 410/2018 2:06 Pkt
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Chent:

Patient: | B@ !

rDVMfE

B6 {Referral and hx 2/23/09-4/10/18

Patient History Report

Client: B6 Patient: i | B6 |
Fhone: Specias: CANINE Breed: RETRIEVER/GOLDE
N
Addreas: BG Age: 2 Yrs. 8§ Mos. Sex: Spayed Female
Color: Gold
Date Type Staff History
B3f20t5 P 3
8132015 P 13
v
8/3/2015 P 13
{ FOR
8/3/2015 P 13
8132015 b 13
8312015 B 3
Bi3/2015 B 12
87372015 8 13
8/372015 B 13
8732015 B 13
832015 B 13
832015 B 13
8312015 B 13
8312015 B 13
Bi3/2015 B 13
8/29/2014 P 11
)
/282014 B At
8122014 B I
822014 B HIEDE
8/1/2014 B 1B6;
752212014 B P

B tuling, [War acte, COCall baek CK.O™ECK-1, G Camivioncalans I Ehagnos:s, 1 Declined 1o histiey, E Eyvamination, F5 Estionates,
I Separting s, L Lab resull, Mimage cases. PrPrscription, PA PUL Acceptas. PB.problums PR PVL Pedormed PR PV Recnmmendgad.
RCoaresprandence, T wrages. TC. Tonsallve madt ol @ Vit signs

B6 i Page 9of 17 Date" 4/10f2018 2:08 P

Pﬂgc 24154
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B6

B6

B6

.........

Bé




Client: :-

Patient: ;

rDVMg : Referral and hx 2/23/09-4/10/18

Patient History Report

Client: B6 Patient: i  B6 |
Phone: Species: CARTNE ™" Breed: RETRIEVER/GOLOE
N
Address: B 6 Age: 9Yrs, 8 Mos. Bex: Spayad Femala
Cotor: Gold

Date Type Staft History

8114/2013 B

§/23/2013 B

§/23/2013 B 1
6/23/2013 B 1
5/14/2013 P 10
S/1442013 B 10
51442013 B 10
a14/2613 B 10
AR2I13 P 1
42242013 P 1

44222013 V {B6

42202013 L 11
47222013 B 1
422213 B 1
42242043 B 1
41222013 B 1
412212013 8 1
41222013 8 1
4/16/2013 P 1
41572013 P 1

4115/2013 V

B Billing. £:Med nute, CE:Cat bank. CIKCCheckvin, CM:Communicationa. D.Dizgnosie. DH. Deciinad o history. EXxamination €8 Estmares
rReparling il L Lav resilt, M Image casas. P.Prasorpdlon, PAPYL Acceptad. PREMObIems, PPPVL Percrmad, PR FYL Recommended,
R Comasgandence. T Images, TC Tentative ed: note, VIVIat sighe

' B6 : Page 11 ¢f17 Date: 4/10/20718 2.06 PM

Page 26/54
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Chent: :
Patient: {

rDVM: B6 {Referral and hx 2/23/09-4/10/18

Patient History Report

Cliewt: | BG Pafient: | B6 ¢
Phone: § Species: CANINE Breed: RETRIEVER/GOLDE
N
Address: B6 Age: 9Yrs 8 Mos. Sex: Spayed Femala
Caolor: Gold

Date Type Statf History

4i15/2013 B 1
41152013 B 1
411512013 B8 1
411512013 B 1
41152013 B 1
4/15f2013 B 1
41512013 B -
492012 B .
1/28/2M3 B :B6:
1127/2012 B e
/412012 P 10
9/4/2012 B 10
9/4/2012 B 10
212812012 L 1
2271202 F 1
2027/2012 B 1
202712012 B 3
202712012 B 1
202712012 & 1
202712012 B 1
202712012 8 1
202712012 B 1
22712012 B A
227202 B .
82010 P EBG;;

B-Binng. € Med aote, OBl buex CK Grekein, CN Caeriurcalions. O.01agnosis DM Dexines o ey CiExpmaaiion, U5 Estlnaies
sDepastiag astr LIt reso't. 31m3ge cagas, FPresmnpton. PAFVE Aicanled Vi problems PP PV Peaimed, PR PYL Becommanded,

1: B6 Page 12 of 17 Date’ 4/10/2018 2:06 P

Page 27/54
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rDVM:f B6 EReferral and hx 2/23/09-4/10/18

Patient History Report

Cllent: BB Patient: | B6
Phone: Species: TANNT™ Breed: RETRiEVER/GOLDE
N

Address: Be

Age: 2 Yrs. 8 Mos. Sex: Spayed Female
Color: Gold

Date Type Staff History
812011 B P
8/1/20%1 B 'B6!
8122/201¢ R o
4/8/201% B 16
4/8/261% B 0
4/1;2011 B B!
34412011 L 1
2i240011 P 1
212672011 B 1
2124i2011 B 1
21242011 B %
2124£201% B 1
2724/2011 B 1
212412041 B 1
212412011 B A,
14312011 B Lo
42972510 B o
4282010 B £ BE;
4/20/2010 1 P
4202010 B el
42012010 B B6_
102010 P g8
0/2010 V

H Hileg ¢ R aae £8 Caitbank, OK Chaek in SatConr ar capoey, [ ragpagis, D Deoined 15 ustory, £ BExasinaten, £ Fsheatas,
1IDenadg 8%, L Lag ‘e, ke A5es, P Preacnplion, PAPVL Acte el B e s, PPIFV. Peformes PR MY Raco—meniec,

RiCarressrdeces T knages, TG TATRRVE b mohe WV Gligns

B6 : Page 13 of 17 Daie: 411072018 2.05 PM

Page 28/54
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rDVM;

B6 Referral and hx 2/23/09-4/10/18

Patient History Report

Chient: BG Patient: : .......... B §_____E
Phone; Species: CANINE Breed: RETRIEVER/SCLDE
M
Address: } Be Age: 8 Yrs. 8 Mos. Sex: Spayed Female
'. Color: Goid

Date Type Staft History

3102010 B 8
312010 B 2
3102610 B 2
172010 L 77

201812010 v

2418/2010
2116/2010
216/2010
21672010
211812010
214642010
211642010
21°61201¢
21612010

Bi34200%

B I T T T T Sy Ny

THmE@OmMme o m o

8r3/2008
8/3r2008
8/31200¢
THQ2008

Tmmo
W
5 _

715/2009 P 1

7102008 8
7135/2009 B
732009 V

0 -

A Bulfinyg, © Mez oo, SB:CaF nack, CK.Checx-n, TV Curmunications, O.Diagce:s, DH:Ceciwadia histhvy, F Examirslon. ES.Estrales,
1.02zaring ins, LLak resu’, Miimage cases. P Presoripgrion. PAP, Acceoled, FR.arcblems PRIPY Zorfunmgl. PR YT Recynineroed.
R Caresponserue Timagee TE Temalva ™eci noe, VVial 5ig5s

B6 : Page 14 5F17 Date: 4/10/2018 2:06 P

Page 29/34
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Client:
Patient:

rDVM:

iReferral and hx 2/23/09-3/10/18

Patient History Report

Cliant: B6 Patient: | B6
Phone. Species: CHENINE™™™" Breed: RETRIEVERDGOLDE
N
Age: 8Yrs. 8 Mos. Sex: Spayed remaie

Address. BG

Color: Gold

Date Type Sta¥f History

7/8/2009 B A,
£/19:2000 B 'B6!
811712006 B T
3M7/200¢ B 1

8/0/2009 B i

5/8/2008 B i B8 |
8/8/2009 B 1
5/29/2009 P 1
512812008 L 1
£129/2009 B 11
5/29/2009 B 1
5729/2003 B 1
5/29)200% B 1
5:20/2009 B 1
5/29/2008 B 1
52912008 B 1
51202009 B i N
5/26/2009 B :B6!

8/9/2009 P T

5/9/2022 B e
4/29/200% B iB6i
42712995 P T
4/27/200% B 1
4/27¢2009 B .-
4/23/2009 B BB
47222069 P ]
4/22/2009 B 8

Z-fling. C:Med rane, CRiCas vatk. CKiChecs . CM Comatumiatsas D.Olag-ass. DH Daclined ro nistory. F Exgmieaton ES Extmatas,
iDgpaing ingt L Labrest s, M ihage cases, P Rrascaplion PA PV Accapied P2 problerrs, P BVL Peerree, PRAVL Recommerdad.
B Lacaspentesce T kmages, TC Terdatve «:a¢s note V' Vitai signs

i B6 ! Page 15af17 Gate: 4:110/2218 2:06 PM

Page 30454
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Referral and hx 2/23/09-4/10/18

Client:
Shone:

Address:

B6

B6

Date Type

Staft

4/10/2018
2/13/2018
41812018
41942618
4/9/2D18
4/912018
41972048
41042048
10/212017

100202017

104272017
10§2Y2047
104272047
104272017
10/2/2017
107242017
107272047
62972017
33172017

313112077
32342017

4232017 P

L ve e oo gy

e}
~

TonooDmit W

B e i JE WP

16

16

B:giding, C:Med note. CB Cail baek, CK:Chak-in, CM:Communlcations, O Diagrosis, OH Oacimad 19 nstocy, ERxaraination, £5 Bstrales,
yDepsmng instr, LLak result, Mtimaze cages, PPascnption PAPYL Accepted, PB pmblems PP PV Paromes. PRFVL Racamasendan,
R Cavtespondence, § nages, TC:Tentabve medi raw, WVIa: spns

Patignt History Report

Spacies: “CHENIGETTTTT < firsed: RETRIEVER/GOLDE

Age: 2 Yrs. 8 Mos. Sex: Spaved Femaie

Date: 4/10/2618 2:06 PM

Pa ge 20/54
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Client; !
Paticnt: '. B6
rDVME B6 EReferra] and hx 2/23/09-4/10/18

Patient History Report

""" Client: BB Patient: i,_,_,_,_,_,_B,ﬁ_,_,_,_,__i -
Phane: Specias: CANINE Breed: RETRIEVER/GOLDE
N
Address: Age: 9Y:s B Mo Sex: Spayed Famaie
BG Color: Coiz

DCate Typa Statf History

212472008 P 1
212472069 B fBg
212472009 B i
212312009 V
212312500 B 3
272372009 B 1
22312300 B 1
2/23/200¢ B 1

EDepatag s L)abessn Mieag
R {rraspanoece, Timagas, T7C Tee

| B6 ; Page 17 of 17 Date 4/°%72015 2.06 PM
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BT

.........................

| FORWE S

@Plasma BWhole Blood DUrine DFood Lywwer_——--- "7 — - "
@aurine D Complete Amino Acid DOther;

B6 B6



http://www. vetmed. ucdavis.edu/vmb/amb/aaI.htmI

.....................

------------

B6

B6

B6




Vitals Results

B6

5:40:32 PM
5:40:33 PM
5:40:34 PM
5:40:35PM
8:02:29 PM
8:11:31 PM
8:11:45PM
8:12:00 PM
8:21:56 PM
8:26:30 PM
9:42:33 PM
11:00:07 PM
11:18:07 PM
11:18:35 PM
11:21:05 PM
11:58:41 PM
1:04:34 AM
1:51:32 AM
2:58:23 AM
3:04:17 AM
3:10:25 AM
3:10:31 AM
3:59:04 AM
4:55:24 AM

5:00:41 AM
5:55:00 AM
7:01:46 AM
7:13:45 AM
7:14:23 AM
7:14:51 AM
7:21:17 AM
7:28:11 AM
8:12:43 AM
9:06:14 AM
9:06:22 AM
9:59:21 AM
10:34:11 AM

11:25:53 AM

Page 35/54
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Client: B6 i
Patient: | B6 |

Vitals Results

1:27:32 AM
1:27:49 AM
1:50:27 AM
:22:02 PM
:26:02 PM
:55:42 PM
:31:07 PM
B6 :34:47 PM
:34:59 PM
:57:10PM
24:42 AM
2:35:27 AM
2:35:28 AM
2:35:30 AM
5:12:11 AM
15:01 PM

Page 36/54
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B6  irad B6 hx Right Lat

Page 37/54
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See B |
Patient: |

ECG from cardio

Tufts University
Tuftsa Cummings School of Vet Med
Cardiology

Page 38/54
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Client:
Patient: i

ECG from cardio

i B6 H i BB i10:08:03 AM Page 1 of 2
Tufts University

Tufts Cummings School of Vet Med
Cardiology

Page 39/54
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Client:
Patient:

ECG from cardio

i B6 i i B6 __j10:08:03 aM Page 2 of 2
Tufts University
Tuftsa Cummings School of Vet Med
Cardiology

Page 40/54

FDA-CVM-FOIA-2019-1704-002784



Patient: S;BB i

Patient History
05:40 PM Vitals
5:40 PM Vitals
5:40 PM Vitals
05:40 PM Vitals
542 PM UserForm
06:17 PM UserForm
6:18 PM UserForm
07:40 PM Purchase
8:02 PM Treatment
18:02 PM Vitals
8:06 PM Labwork
08:11 PM Treatment
08:11 PM Vitals
811 PM Treatment
08:11 PM Vitals
08:12 PM Treatment
08:12 PM Vitals
03:12 PM Treatment
8:13 PM Purchase
0R:13 PM Purchase
B 6 08:20 PM Purchase
R:20 PM Purchase
08:21 PM Treatment
08:21 PM Vitals
8:26 PM Treatment
)8:26 PM Vitals
08:26 PM Vitals
09:42 PM Vitals
943 PM Treatment
11:00 PM Vitals
11:17 PM Treatment
11:17 PM Treatment
11:18 PM Treatment
11:18 PM Vitals
11:18 PM Treatment
11:18 PM Vitals
11:21 PM Treatment
11:21 PM Vitals
[1:58 PM Treatment
11:58 PM Treatment
11:58 PM Vitals
1:04 AM Treatment
01:04 AM Vitals
01:04 AM Vitals

Page 41/54
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Client: B6 '

Patient:{ B6 |
Patient History

01:51 AM Treatment
01:51 AM Vitals
02:58 AM Treatment
02:58 AM Vitals
02:58 AM Vitals
03:04 AM Treatment
03:04 AM Vitals
03:04 AM Treatment
03:10 AM Treatment
03:10 AM Vitals
03:10 AM Treatment
03:10 AM Vitals
03:59 AM Treatment
03:59 AM Vitals
04:55 AM Vitals
05:00 AM Vitals
05:16 AM Treatment
05:55 AM Treatment
05:55 AM Vitals
06:02 AM Purchase
07:01 AM Treatment
07:01 AM Vitals
07:13 AM Treatment

BG 07:13 AM Vitals
07:14 AM Vitals
07:14 AM Treatment
07:14 AM Treatment
07:14 AM Vitals
07:21 AM Vitals
(07:28 AM Treatment
07:28 AM Vitals
08:11 AM Purchase
08:12 AM Treatment
08:12 AM Vitals
08:14 AM Purchase
08:31 AM UserForm
09:06 AM Treatment
09:06 AM Vitals
09:060 AM Treatment
09:06 AM Vitals
09:15 AM UserForm
09:43 AM Purchase
09:43 AM Purchase
09:44 AM Purchase
09:44 AM Purchase
09:59 AM Treatment

Page

42754
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Client: | B6
Patient: | B6 :
Patient History

09:59 AM Vitals
10:06 AM Purchase
10:06 AM Treatment
10:10 AM Purchase
10:34 AM Treatment
10:34 AM Vitals
11:24 AM Treatment
11:25 AM Treatment
11:25 AM Vitals
11:25 AM Purchase
11:27 AM Treatment
11:27 AM Treatment
11:27 AM Vitals
11:27 AM Treatment
11:27 AM Vitals
11:50 AM Treatment
11:50 AM Vitals
01:22 PM Treatment
01:22 PM Vitals
01:26 PM Treatment

B 6 01:26 PM Vitals
01:55 PM Treatment
01:55PM Vitals
02:24 PM Prescription
02:26 PM Prescription
02:27 PM Prescription
02:29 PM Prescription
02:34 PM Purchase
02:55 PM Appomtment
03:31 PM Treatment
03:31 PM Vitals
03:34 PM Treatment
03:34 PM Vitals
03:34 PM Treatment
03:34 PM Treatment
03:34 PM Vitals
03:57 PM Treatment
03:57 PM Vitals
10:54 AM UserForm
11:01 AM Treatment
11:02 AM Purchase
11:24 AM Vitals
11:53 AM Purchase
12:10 PM UserForm

Page

43/54
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Client: i __B6 |
Patient: :P"B-s":
Patient History

12:51 PM Prescription
12:51 PM Purchase
02:36 PM Prescription
02:36 PM Purchase
09:30 AM Prescription
09:32 AM Purchase
03:55 PM Prescription
03:55 PM Purchase
02:35 AM Vitals
02:35 AM Vitals
02:35 AM Vitals
03:34 AM UserForm
04:09 AM Treatment
05:10 AM Purchase
05:11 AM Purchase

B 6 05:11 AM Purchase
05:12 AM Vitals
05:12 AM Purchase
05:13 AM Purchase
05:19 AM Treatment
05:25 AM UserForm
10:56 AM Appointment
02:06 PM UserForm
02:15 PM Vitals
02:33 PM Treatment
02:36 PM Purchase
02:48 PM UserForm
03:07 PM Purchase
03:52 PM Prescription
03:56 PM Prescription
04:04 PM Purchase

Page 44/54
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B6

B6

B6

B6

B6

................
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B6




B6

_______________

B6







B6

B6

B6



800.218-sub 1

800.218-sub 2

800.218-sub 6

800.218-sub 5

800.218-sub 4

800.261

800.216-sub 2

800.215-sub 5

800.210-sub 1

800.194-sub 1

800.240-sub 1

800.240-sub 2

800.240-sub 3

800.240-sub 4

800.250-sub 1

Case Sample

Store-bought

Case sample

Case Sample

Case Sample

Store-bought

Store-bought

Case

Case

Case

Case

Case

Case

Store-bought

Wellness Small

Wellness Core

Fromm Heartland |Zignature Wysong Vegan Breed Healthy Rachel Ray Nutrish |Purina Proplan lams Proactive lams Proactive lams Proactive lams Proactive Grain Free Original-
California Naturals |California Naturals |California Naturals |California Naturals Gold Grain Free Essentials Canine/Feline Weight Turkey & [Chicken & Brown |[Focus Indoor Care |Health Mini Chunks|Health Mini Chunks [Health with Grass |Health Small & Toy |Dog-No
Kangaroo & Lentil |Kangaroo & Lentil |Kangaroo & Lentil |[Chicken Meal Large Breed Adult [Kangaroo Formula Brown Rice-DOG Rice-CAT FOOD Cat Food Adult 1+ Adult +1 Fed Lamb Breed Adult 1+ reports**t* AAFCO-Adult Maint

: ______ B6 Ca 1.30% 1% 0.93% 1.80% 1.20% 0.5 to 2.5%
Mg 0.13% 0.14% 0.15% 0.14% 0.14% 0.06%
P 0.74% 0.67% 0.68% 1.30% 1% 04t01.6%
Fe 30 mg/kg 30 mg/kg 31 mg/kg 39 mg/kg 30 mg/kg 40 mg/kg
Co 0.12 mg/kg 0.14 mg/kg .14 mg/kg 0.14 mg/kg 0.37 mg/kg 25 mg/kg-chicks/rats/sheep max
Cu 21 mg/kg 19 mg/kg 16 mg/kg 19 mg/kg 25 mg/kg 7.3 mg/kg
Zn 240 mg/kg 280 mg/kg 200 mg/kg 330 mg/kg 170 mg/kg 80 mg/kg
Se 0.7 mg/kg 0.65 mg/kg .68 mg/kg 0.66 mg/kg 0.85 mg/kg 0.35 to 2 mg/kg
Ca:P 1.76:1 1.49:1 1.37:1 1.38:1 1.2:1 1:1t02:1
CuiZn 0.09:1 0.07:1 0.08:1 0.06:1 0:15:1 0.09:1-not AAFCO

B6 Tau B = 0.26% est DMB B = 0.11% est DMB }/B = 0.14% est DMB [DMB = 0.12% est DMB}MB = 0.2% est DMB B = 0.051% est DMB|B = ~0.19% est DMB /1B = 0.22% est DMB /B = 0.24% est DMB}IB = 0.24% est DMB /B = 0.11% est DMB}IB = 0.11% est DMB}/B = 0.11% est DMB B = 0.12% est DMB /B = 0.25% est DMB 0.1% in Cats

_______________ [Cystine B = 0.26% est DMVIB V1B = 0.26% est DMB /B = 0.28% est DMB |DVIB = 0.36% est DMB V1B = 0.34% est DMIB [t DMB = 0.33% DMB }IB = 0.46% est DMB /B = 0.32% est DMB V1B = 0.42% est DMBPME = 0.5% est DMB VB = 0.3% est DMB PVIB = 0.3% est DMB| = <0.011% est DMB| = <0.011% est DMB | = <0.011% est DMB n/a
Met B = 0.64% est DMB B = 0.61% est DMB }B = 0.86% est DMB [DMVB = 0.69% est DMB 1B = 0.51% est DMBPMB = 0.4% est DMB}B = 0.60% est DMB /1B = 0.66% est DMB /B = 0.78% est DMB }IB = 0.94% est DMB 1B = 0.57% est DMB VB = 0.6% est DMB |B = 0.045% est DMB |B = 0.032% est DMB B = 0.032% est DMB 0.33% dog
Met-Cys 0.9% est DMB 0.87% est DMB 1.14% est DMB 1.05% est DMB 0.85% est DMB 0.73% est DMB 1.06% est DMB 0.98% est DMB 1.2% est DMB 1.44% est DMB 0.87% est DMB 0.9% est DMB 0.05€% est DMB 0.043% est DMB 0.043% est DMB 0.65% dog
Cys:Met
Met: Met+Cys
Met: Cys

MSU lodine not tested 4.04 ug/g (ppm) 1.87 ug/g (ppm) 3.19 ug/g (ppm) 1.58 ug/g (ppm) 4.2 ug/g (ppm)

1 ppm (min) to 11 ppm (max)

per label moisture
max 10%

per label moisture
max 10%

per label moisture
max 10%

per label moisture
max 10%

per label moisture
as-is 7.07%

per label moisture
max 10%

per label moisture
max 10%

per label moisture
max 11%

per label moisture
max 9%

per label moisture
max 12%

per label moisture
max 10%

per label moisture
max 10%

per label moisture
max 10%

per label moisture
max 10%

per label moisture
max 10%

FDA-CVM-FOIA-2019-1704-002816




Last Name EON MRx Req MRxRcvd  MRxSumm  Interview Req

EON-359281 X X X X
EON-359337 X X X X
EON-359723 X X X X
EON-359524 X X X X
EON-361158 X X X X
EON-361042 X X X

EON-361105 X X X X
EON-361132 x2

EON-361233 X X X X
EON-361233 X X X

EON-359594 X X X X
EON-359190 X X X X
EON-359301 X X X X
EON-359374-359595 X X X X
EON-361816 X

EON-361832 X X X

EON-361853 X X X

EON-361855-57 X X X

EON-361866 X X X X
EON-361903 X IP

EON-362172 X X X X
EON-361876 X X X X
EON-362325 X X X X
EON-362327 X X X X
EON-362347 X X X X
EON-362358 X

EON-362368 X

EON-362411 X X X X
EON-362570 X need CC mrx

EON-362680 X X

EON-362724 X X X X
EON-362795 X IP-x2

EON-362796 X

EON-358522 X X X X
EON-360197 X X X

EON-360030 X X J)

EON-364330 X X X X
EON-361412 X X X X
EON-361244 X X X X
EON-361347 X X X X
EON-361684 X X X X
EON-363316 X X X X
EON-363409 X X

EON-363497 X X X X
EON-363608 X

EON-363773 X X X X

FDA-CVM-FOIA-2019-1704-002817



B6

EON-363846
EON-363873
EON-363894
EON-361320
EON-361723
EON-363453
EON-363580
EON-364300
EON-364322
EON-364337
EON-364568
EON-365002
EON-364590
EON-364639
EON-364646
EON-364715
EON-364718
EON-364891
EON-365010
EON-365076
EON-365839
EON-366207
EON-366509
EON-366513
EON-366547
EON-366570
EON-366538
EON-359942
EON-368370

necrop?
X
echo tau?

XX X X X X X X X X X X X X X X X X X xX Xx

x X X X X

® X X X

® X X X

® X X X

X X X X

X2

®x X X X

yes O perm

FDA-CVM-FOIA-2019-1704-002818



Interview Done

xX X X X X X X X X

x

xX X X X X

X X X X X

need tau results

Food Req Food Avail

X

X X X X

X X X X X

No

No
Yes
Yes

No

No

Yes

Yes

No

No
Yes

Yes
No
No

No

No

No

Yes

Yes

No

No

Yes

No
No
Yes
No
No

No

BoxSent Food Rcvd Necropsy? Echo O

No X
No x2

X X No X
No
No X
No

X X No X

X X No
No
No
No
X X No
No

No
X X No
No
No
No X
No
No X

No
X X No X

No X
Yes
Yes
No

No

No X
No X

No

No

FDA-CVM-FOIA-2019-1704-002819



x X X X

X X X X

No answer

Yes
Yes
No
No

Yes

No

Yes

No

Yes LF
Yes
Yes

Yes vet

No
Yes

No

Yes

Yes

G

JG

No

No
No
No

No

No

FDA-CVM-FOIA-2019-1704-002820



PO Done

Cost

Echo Vet

Oct 3,Nov7 632, B5

3-Nov

FDA-CVM-FOIA-2019-1704-002821



29-Oct

i X
~9-Nov Bs X
i X

soon
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Client:
Patient:

B6

CBC/Chem - 12/5/2018

A2,

Tufts Cummings School Of Veterinary Medicine

200 Westboro Road
North Grafton, MA 01536

DUPLICATE
NameDOB: | B6 3 (2/28/2008) Provider B6
Patient ID: 320320 Sex M Order Location:
Phone number: Age 10 Sample ID: 1812050071
Collection Date: 12/5/2018 10:26 AM Species: Canine
Approval date: 12/5/2018 12:38 PM Bread: Doberman Pinscher
CBC, Comprehensive, Sm Animal (Research)
SMACHUNSK] o Ref. Range/Males
WEC (ADVIA) 440-15.10 Kl
REBC (Adwvia) 5.80-8 50 MuL
Hemoglobin (ADVIA) 133-20.5 g/dL
Hematocrit (Advia) 39-535%
MCV (ADVIA) B 6 64.53-77.5 1L
MCH (ADVIA) 21.3259pg
MCHC (ADVIA) 319-343 g/dL
RDW (ADVIA) L 11.9-15.2
Platelet Count (Advia) 173-486 Kl
12/05/18 12:38 PM 1 latelets per 100x field ({estimated count of 200,000-500,000/ul)
Mean Platelet Volume :l B6 E £20-1320 1
hdimy -
1z2/08/18 11:06 BM Platelet clumps (if present) and sample age (greater than 4 hours) can
result in a falsely increased MPV.
Platelet Cnt :__B__Q__- 0.129-0.403 %
1z/05/18 11:06 BM Platelet Crit iz invalid when clumped plateletsz are present.

Reticulocyte Count (Advia)
Absolute Reticulocyte
Count (Advia)

Interpretation of P1tCt is unclear in

B6

gpecies other than canines.

Microscopic Exam of Blood Smear (Advia)

SMACHUNSHK]

Seg Neuts (%3)
Lymphocvtes (%)
Monocytes (%6)
Eosinophils (%%)

Seg Neumrophilz (Abs)
Advia

Lymphs (Abs) Advia
Mono (Abs) Adwia
Eosinophils (Abs) Advia
WEC Morphology
Echinocytes

H

I

B6

No Morphologic Abnormalities
Occasional

Research Chemistry Profile - Small Animal (Cobas)

SMACHUMSK]
Glucosze

Urea
Creatinine
Phosphorus

Sample ID: 1831205007 111
This report confirmes... {Final)

0.20-1.60 %
14.7-113.7 KAl

Ref. RangeMales
43-86 %

T-47%

1-15 %

0-16 %
2.80-11.50 KAl

1.00-4.80 KL
0.10-1.50 K/ul.
0.00-140 Kl

Ref. Range/Males
67-135 mg/dL
8-30 mg/dL
0.6-2. 0 mg/dL.
2.6-72mg/dL

Reviewed by
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Client; |
Patient:__ o ]

CBC/Chem - 12/5/2018

Tufts Cummings School Of Veterinary Medicine

200 Westboro Road
North Grafton, MA 01536

A2,

DUPLICATE
NameDOB: |  B6 1 (2/28/2008) Provideri Be ]
Patient ID: 3203207 ' Sex: M Order Locati UIL: B6 i
Phone number: Age 10 Sample ID: 1812050071

Collection Date: 12/5/2018 10:26 AM
Approval date: 12/5/2018 12:38 PM

Species: Canine
Breed: Doberman Pinscher

Research Chemistry Profile - Small Animal (Cobas) (cont'd)

SMACHUNSKL Ref. Range/Males
Caleium 2 0.4-11 3mg/dL
Magnesium 2+ 1.8-30 mEg/L
Total Protein 55-78 g/dL
Albumin 2840 gidL
Globulins 23-42 gidL
A/G Ratio 0.7-1.6
Sodium 140-150 mEq/L
CHloride 106-116 mEq/L
Potassium 3.7-54 mEgL
tCO2(Bicarb) 14-28 mEq/L
AGAP H 8.0-19.0
NAK B 29-40
Total Bilirubin 0.10-0.30 mg/dL
Direct Bilirubin 0.00-0.10 mg/dL
Indirect Bilirubin 0.00-0.20 mg/dL
Alkaline Phosphatass 12-127 U/L
GGT 0-10 UL
ALT 14-86 UL
AST 9-54 UL
Creatine Kinase 22422 U/L
Cholesterol 82-355 mg/dL
Triglvcerides 30-338 mordl
Amyiase 400-1250 U/L
Osmplality (calculated) 291-315 mmol/L.
Comments (Chemistry)

Sample ID: 181205007 12
END OF REPOR.T (Final)
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Client: B 6

Patient:

IDEXX BNP - 12/4/2018

IDEXK Reforence [aborstories Client: SMITH  Patient BROM

IDEXX VetConnect 1-885-433-9987

Client: § 6 Date: 12/052018 TUFTS UNIVERSITY

Patients._.— ... ! Requisition #: 2050 200 WESTBORO RD

Species CANINE Accesion # NORTH GRAFTON, Massachuset:s 01536
Breed: DOBERMAN_PINSCH 508-835-5385
Gender: MALE NEUTERED

Apge: 10Y Account #88533

CARDIOPET proBNP- CANINE

CARDIOPET proBNP BG 0- 900 pmal] HIGH | B6 i

- CANINE

Pape1od 1
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Client: i
Patient:

Holter Monitor Diary 12/5/18

o8 e -
CFaThens, (ARE S o

| :_35- ) B EhS/ min
PATIENT INFORMATION IMPORTANT NOTES e [ smeroms AcTviTy svwFToMS actry 7

TIME
AND INSTRUCTIONS TO PATIENT : ' Q00 i
V Rk T S |

Your physician  has  prescribed you 2 Holger To Insure an accurslz evaluation of this recording, - e
Electrocardiogram  to detemming  how  your  heart FIRST you MUST Inclede sny  Symploms |'~ * -

i i ¢ 1% o' O Ay o8] g\ a,
funetions during normal dally activity. accampaniad by the Activity when you wers fesling ‘ e tQ. \_\‘ a t \‘5,5 @\ IS ]l e "j f. t-‘u-:;?'l. /\C?i

o,

Usas this diary fa recand Ba NOT open or tamper with the device

that symptom. This diary must include the time as o
shown an the display of tha recorder, ow you wers JO¥ ) ﬁm‘\Lean |
A N & pid %
Its mportanl to keap an accurate diary of your faaling {your symptorms) and your activity al the ire l‘}'H fLegringg 01— Jn D0 = [Apling Iyieg |
symptoms only. F you begin to fesl symptoms related of the-eyant, I you are undeee of the sigaificance of a J = P 3 ety
to wihy your monitor was prescribed such as chesl Tealing, verite | dawn l e 2 o e W ? i I
bl it v g = St S leeffns b ¥ Lol
s bt m b S 2. Kesp the recorder away from water, Do not bathe, i ! t‘ ol £ .L I_Q..:’g.g. - —E“L— |
dizziness, note in your diary the fime of day Iy - = FE= i)
X showes, of Swim during this monlboring pariod. By =t GC P s L - Pl s
began, what you were doing and haw you were fesling, j‘z_ g /? — ‘7; \,sz 14 3 'ET ‘) l i abf BT ape L.\é)\ﬁ
A\ = & D, L K !
v o

compartment or the lead wire connection. i the

P ~ 7
battery becoms dislodged for any reason after the L{' 1 ..'-‘J,- = S_lﬁ* m i e e
Time of day: Entar the time as displayed on the study hes started, the mortor will stop recording. The +0Q ,‘Qb i ; ” \CO [y fdw‘\-}’_r{
fmar Do NOT use your parsonat device cannol be restarted and the $udy is inished Ll g L; 2y Se _{ ﬁﬂ&:d\\ ,\w:\g H .
& W a wire is disconneced fram an electrode, simply 10 qr:k W ik y el
re<connect it by snapping the wire cato the electiode. L (] :
Symptoms: Afler manually pushing the EMNTER I an electrods falls off, simply re-attach if in the same -'_‘!. __\f"_ A L Vil
Dutton on your device, write down in location. s 55 = 3 ‘1"1} D(]“‘J
your ey o pymploms solated Ao Following thass instructions wil b e plrpsician o1 d O s 1 ’
why your monitor was prescribed; such e Beliois bt mnvﬁng':Pndy;:g:;n"z:pnw 1 L5 e k"‘}j
as dizziness, heat pounding, nauses, a4 - -
shoriness of breath, or pan = your G'LE D & J\J P \2\
chest, neck, arm of face. Nate In the — SAMPLE DIARY - \ \
diary any abnormal symploms 0 ensure T MPTONS = T e
the study condaing the imporant avants o ACIHETE CD.- 5:7 0 V:\/‘)‘\ Sho (‘]‘\:‘0
and help your physician disgnose your g:20 Chest Pain While | was Mowing ﬂ_\ W
thythm prablam Lawn T } TR )
10:30 | Shoriness of teeaihy | 20 Bathroom /1150 of; : \L{,i’_ O
Activity: For aach diasy antry, write down what = [ L=
you were dog when you 12:00 |Heas beats fast Driving 'ﬂ (] [{C G.WV\Q-Q—
a symplom siting, ealing, walling, 9:00  |Palptations W 1o slsep L
exernisa, bowel movemeant, eic. i =
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Client:
Patient:

B6

Holter Monitor Diary 12/5/18

F\%‘*]M\i,\u PandA

L‘i'a‘\ﬁ"\"‘ AN m\)
3— ,S? hTU‘\t\S/ min

PATIENT INFORMATION IMPORTANT NOTES
AND INSTRUCTIONS TO PATIENT
Your physician  has  prescribed  you @ Haller 1. To Insure #n accurale evaluation of tis recording,
Electrocardiogram  to determine  how  your  heart FIRST you MUST include any Symptoms

functions during normal cally Bctivity

s importani to keep an accurale diary of your
symptoms only. If you begin to feel Symploms rlated
o wihy youwr mondor wes prescribed such as chasl
pain, shorness of breath, uneven hearbeats or
dizziness, nofe in your diary the ftime of day they
begen, what you were doing and how you wera faeling.
Use this diary 1o record:

Enfer the Grme as displayed on the
recorder, Do NOT esa your personal
watch.

Time of day:

Symptoms: Afer manpualy pushing the ENTER
hution on your Sevice, wille dawn in
your diary tha symptoms related fo
wiiy your monitor was- prescribed; such
as dizziness, hearl pounding, nausea,
shortnass of breath, or pain in your
chest, neck, arm or face. MNote in the
diary any shnoemal symploms to ensure
the study confains the imgortand events
and help your physician diagnose your
rhyihm problem

Activity: For each diary entry, wrile down what

you wers doing whan you

accompanied by the Actwity when you were feeling
that symptem, This diary must inchede the time as
shown on the display of the recordar, how you wers
foeling {rour sympoms) and your activity a1 fhe time
of the evenl. If you are unsure of the significance of a
feeling, write it down

2. Keep the recorder away from waler, Do not bathe,
shower, of awim during this monitonmg penod.

o

Do NOT apen or tamper with the device battery
comparment or the kead wire connection. If tha
battary becomes diskdged for any reason after the
sludy has stared fhe meailor wil stop recarding, The
davice cannol be restarted and the study is finshed.

4, It & wire is disconnected from an electrode, smply
re-connect i by snapping the wirs onto the eleciode.
| an edectroda falls off, simpdy re-attach it in the same
location

Following these fstroctions will help your physician
anaiyze the results of your recording and diagnose your
problem.

a_symplom, sifting, ea
exgrcise, Dowel movement, éc.

mﬂ ACTIVITY

TIME
D gl.;;jug

w5t

|54 o —hAlun

5
\N&W”L\\a (Lo

-?M J

\v N AL HT
PRE /\C\ﬁ 1= lb:20 = Y "“faﬂ Loy Wy,
7 . Bl

C'[.cef?f‘lcl ‘C \Dﬁb,{(f\\th;:

tulﬁ C

551 e one, BroflAST

HJZG

gl

"4 &-L
2q Lol
T 2 o R 2N
“{:55 (:}‘-{g‘:'ﬂ"'\‘\ L-:}m-} D{,\\&]“

" LeS Moy 4

DTNy

A

-1~

- SAMPLE DIARY -
TIME SYMPTOMS ACTVITY ' o Xe\0g daw 3
%:20 | Chest Pain Lo e Mo Q) 6; i ‘j"}} . ﬁtﬁ‘;“(?
1030 | Shorinoss of broaih | 2793 bathioomia 7,‘ 15' }Q,Y; b\("’&’ PT“’\‘j
»
e e lo: Y Dinnzl i
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Client: B 6

Patient:

Holter Monitor Diary 12/5/18

TIME SYMETOMS ACTIVITY TIHE SYMPTOMS ACTRATY TiME SYMPTOMS ACTHATY HOLTER ECG

Patient

0 4 hour

i
PATIENT: i
i
i
PHYSICIAN, i
i

HOSPITAL OR
QFFIGE LOATION:

ML -y LY

SEX HEKGHT
DATE OF RECORDING. _ {1jb
RECORDER 5™ NO:
TIME OF TEST AT Toe

}I ,I. %u’ AW "i{,/_“?{'/ AN

PM _ PM

:f{?" (i }Q,

MEDICATIONS:
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Client: B 6

Patient:

Texas A & M Cardiac Troponin - 12/5/2018

S Ui Gastrointestinal Laboratory
o Dr. J.M Steiner
Department of Small Animal Clinical Sciences

3 w
€ i Texas A&M University
%, K& 4474 TAMU
L College Station, TX 77843-4474

Website User ID: Cardiovet@tufts.edu OR clinpath@tufts.edu
Gl Lab Assigned Clinic ID: 11405

Dri B6 : Phone: 508 887 4669
Tuft§ Utiivérsity-Clinical Pathology Lab Fax: 8508 839 7936
At E ) _
200 TGS R AR e B6
North Grafton, MA 01536 Owner Name:
USA Species: Canine

Date Received: Dec 06, 2018
Tufts University-Clinical Pathology Lab Gl Lab Accessior; B6
Tracking Number. 1812050074 b e
Test Result Reference Intenval ASSEE Date
Ultra-Sensitive Troponin | Fasting 5 B6 i <006 12/06/18

B6

Comments:

Gl Lab Contact Information
Phone: (879) 862-2661 Emai
Fax: (979) 662-2864
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Clifznt: B 6

Patient:

Texas A & M Cardiac Troponin - 12/5/2018

Gastrointestinal Laboratory
* Dr. J.M Steiner
Department of Small Animal Clinical Sciences
Texas A&MUniversity
4474 TAMU
College Station, TX 77843-4474

w
-
o
et
==
‘:i.
-

A-r
e )
Pt

Important Ongoing studies

R Cobalamin Supplementation Study- Dogs and cats with cobalamin deficiency with nomal PLI,
and either normal or low(consistent with EPI) TLI to compare the efficacy of oral vs parenteral

cobalamin supplementation. Contacti B6 acvm tamu.edu for further
information.

Chronic Pancreatitis with Uncontrolled Diabetes Mellitus- Secking dogs with chronic
pancreatitis and uncontrolled diabetes mellitus fo_r_g_nrollment into a drug trial{medication

prcwmed at nocost). Contact Dr.i B6 | jat B6. @evm tamu.edu or Dr .'"""""E','g """"" at
Wepcvm . tamu.edu

LI C I ~“hevm tamu_edu for more information

Dogs with Chronic Pancreatitis-Dogs with chronic pancreatitis (cPLi >400ug/L) and

hypertrighycgrdemia =300 mgidl) are eligible to be enrolled in a dietary trial. Contact Dr.
. pe_ Bt B6 acvmtamuedu

Chronic enteropathies in dogs-Please fill out this brief form hifp ftinyurl comiibd-enmoll to see
if your patient gualifies.

Feline Chronic Pancreatitis- Cats with chronic pancreatitis for more than 2 weeks and FL =10
pa/L are eligible for enroliment into a freatment tral investigating the efﬂ[:acy of prednisolone or
cyclosporine. Please contact Dr.! .for further information at.’ """""""" p@cvm.tamu edu.

We can not accept packages lhat are marked 'Bill Receiver”
Use our preprinted shipping labels to save on shipping. Call 979-862-2861 for assistance.

The Gl Lab Is not here to accept packages on the weekend. Samples may be
compromised if you ship for arrival on Saturday or Sunday or if shipped via US Mail.

Gl Lab Contact Information

Phone: (879) 862-2861 Email: gilab@cvm . tamu.edu

Fax: (979) 862-2864 veimed. amu.edu'gilab
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Client:
Patient: B 6

UCDavis Taurine Level - 12/5/2018

Pl b

Amino Acid Laboratory Sample Submission Form
Amino Acid Laboratory, 1083 Veterinary Medicine Drive, Davis, Ca 9561€
Telephone: 530-752-5058, Fax: 530-752-4698

Email: ucd.aminoacid.lab@ucdavis.edu
www.vetmed.ucdavis.edu/labs/aminc-acid-laboratory

Veterinarian Contact: Dr.i B6 !

Clinic/Company Name: -

Address: 200 Wasthom Road North Grafion 115360

Email: _Clinpath@ufs.edu [( GOVt Phuias. e duy

Telephone: _soRBR74888 Fax: 508-B30-7838

Billing Contact: B6

Billing Contact Phone: Tax ID:

Patient Name: | . Species: Coning

Breed: Owner's Name:i __________ B 6 __________ L

Current Diet : b‘\(hw ( ¢f:.k1:3ri ;;{,x.t‘"!— - [(AM H r”)rclrﬂﬂ . er¢¢~{[(; ‘/-2"'-”{"‘“"";;'_
0

o |
Sample type: @ W@ Urine Food Other jg G

Test: ,@ompiem Amino Acids ~ Other:

Taurine Results (ab use only) - o

Plasma; Whole Blood; & 6 _______ _ Urine: Food:
Plasma (nMol/ml) Whale Blood (nMol/mi)
Normal Range | No known ns?—| Normal Range | No kr;own risk
' for deficiency for deficiency
Cat 80-120 >40 | 300-600 >200
Dog 5 60-120 _ >40 |  200-350 >150

* Please note with the recent increase in the number of dogs screened for taurine deficiency, we

are seeing dogs with values within the reference ranges (or above the "no known risk for deficiency
range”) yet are still exhibiting signs of cardiac disease. Veterinarians are welcome to contact our
laboratory for assistance in evaluating your patient’s results.
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Anesthesia Record and Checklist 12/20/18

Page 263/598

FDA-CVM-FOIA-2019-1704-003213



Client:
Paltei::rtlt: B 6

Anesthesia Record and Checklist 12/20/18

L= O
. | i
[
[
|
|
|
T
!
|
|

et

)

CODE
* Pulse Rate
“ Respiratory

§§§_§

v SystolicBP. | | i RS AT EENEE
—~ Mean BP.

A Diastolic BP.
C PPv

* ETCO2

5
i
IC
!
|

Blood Prassune
muasured by:

[ Oscillometric

11l Doppler
[ Direct

ssssiﬁ

Depth
of Anes.

FlE|E

Fluids

Sp02
Tempesature

REMARKS:

ANESTHESIOLOGIST/TECHNICIAN

Tima pH PCO, PO Ha+ K+ iCa+s HCO, BE

*ERE

1 INVOICED ] SCANNED

e e S N
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Client
Paltfi::n B 6

Anesthesia Record and Checklist 12/20/18
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Client:
Patient:

B6

Anesthesia Record and Checklist 12/20/18

Patient Name:

Event Documentation

Date:

| Doctor:
| Code Leader:
| Catheter Method: 10 / Cutdown / in Place Pre-Event

Time:

Catheter Details:

CPR: Open Chest / Closed Chest Est. Weight:

I

Describe Event:

Time ECG Rhythm EtCO: Notes / Other
- " PEA /‘Asystole / VT / VFib & : |
E PEA / Asystole / VT / VFib
P  PEA// Asystole/ VT / VEib
=
= PEA / Asvystole / VT / VFib
—
= = PEA /‘Asystole / VT / VEib: |
PEA / Asystole / VT / VFib
Drug/Fluid | Time | Dose | Route | Time | Dose | Route | Time | Dose | Route | Time | Dose | Route
| Epinephrine ~ f - ' :
| Atropine
n |
=
=
a | .
->§n &
=l | I
s |
=) . ]
! i |
Time ECG Rhythm Joules Notes / Other
- VT VEib Internal [ External
'-E VT / VFib Internal / External
= VT / VFib internal / External
VT / VFib Internal / External

ROSC? Yes /No Time:
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Client:
Patient:

Diet history 12/5/18

CARDIOLOGY DIET HISTORY FORM
Please answer the following_auestions ahout.

B6 5 B6 \=/57//

Owner's name :
1. How would you assess your pet's appetite? (mark the point on the line below that best represents your pet's appetite)

your pet

d Today's date;

Pet's name:

Example. Poor I Excellent
Poor Excellent )
T-‘_”“-q___.--""

e you noticed a change in your pet's appetite over the last 1-2 weeks? (check all that apply)

7
@ats about the same amount as usual OEzats less
OSeems to prefer different foods than usual OOther

than usual

S ls)

OEats more than usual

Over the last few weeks, has your
OLest weight DOGained weight

pi ack one)
tayed about the same weight ODon't know

Please list below ALL pet foods, people food, treals, snack, dental chews, rawhides, and any other food item that your pet

e i d ek T
g*?)

53—

© eXeU e LER I

currently eats. Please include the brand, specific product, and flavor so we know exactly what you pet is eating.

Examples are shown in the table — please provide enough detail that we could go to the store and buy the exact same food.

Food (include specific product and flavor) Form Amount How often? | Fed since |
Nutro Grain Free Chicken, Lentil, & Sweet Potato Adult dry 1 %cup Zx/day Jan 2018
85% lean hamburger - microwaved 3oz 1x/weak Jan 2015
Pupperoni original beef flavor treaf % ix/day | Aug 2015
Rawhide B oy o freat 6 inch twist Txiveek a_qL Dec 201 5
_ L::.md’m e [ Lrech Soopn (o | Cooled Znz!s )
nWHEC ey o KA/ G oo Ked €gq | ‘
_ Mcfoudeoed| YiC | =%
neoty A ligaiel ! _ i
o . - { Sabnpel y bl‘eg lig wu % /A gt
- Ui 'V%\f’f\ fAf g e 5 : Lt ol
d Som, uieey Wi ﬁw 3
C-.m;m'ﬁ Do oo made W) o % i b
' maliln NSRS '5’\}’:\1 NEAST , kel B0 :
Any addn‘wnaf q&\rrnmrmsﬂg%can b 'hsre?eon #e &gck thrss oot = 5 té@t% P gﬂ‘m{_
{ Q- L,\w-—\
5. Doyou gwe any dietary supplements to your pet [for example: vitamins, glucosamine, fatty acids, or any other
supplements)? OYes ONo  If yes, please list which ones and give brands and amounts;
Bra /Conceniation ~ Amount perda
Taurine CNo @&P‘fﬁ ﬁ) ﬁ“@aﬂﬂ_ STﬁfT?O\j Hoo muey — 3 }r
Camitine q»(es BNo_L—0AR % TP ( v ST %me-{> - %
Antioxidants OYes ONo
Multivitamin OYes ONo ol -
\  Fishoil es ONo__ Tod [ V‘({\,"‘Nﬂﬂ\c}\tt_ C bﬁﬂcvtk[md“i
Coenzyme Q10 es ONo (am Cﬁmrr"ﬂﬁ) oo

Y Other (please list):
\?ampfe: Vitamin C

e
Glcoseam
e |
¥ by e .
£t i el VA e reSicS

0O | put them directly in my pet's mouth without food
put them in my pet's dog/cat food
O | put them in a Pill Pocket or similar product
O | put them in foods (list foads): |
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Client:
Palt?:nt: B 6

Diet history 12/5/18

\Mﬁa AS TraxlS A TR ”‘*‘M\S
& V & ”’” "g“’ !Q\
L upe ﬁ'i““b %ﬁ%\ \ij ngigi&ﬁ,ﬁ} oresS™ ¢ El}ﬂs
c\wnbh{ zrzf S By %M__,.MMW-W ......

P—

i
IR T———

€ — o il fereq
Lor puauy GRS mwﬁw o
B &sfﬂrw%fuﬁ) TS (paves ) VAt S on

-3 etk biseky ALY 20 5 mpg—(
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Client: B 6
Patient:
Lab Results Amino Acid Labratory 12/05/18

Amino Acid Laborator
Amino Acid Laboratory, 1089
Telephone: 530- 752 5058
Email: ucd.ar 3

D

Veterinarian Contact: _DL

Yy Sample Submission Form
Veterinary Medicine
Fax: 530-752-4698

rive, Davis, Ca 9561€

-—

Clinic/Company Name: rmmumumwmmm

Address !

B6

tt

Email; M@_Lu Wi
Telephone: -508-88746880

Fmail: ___B6____ nQ@uMsedy
) Tax ID
Patient Name: _! BG species: (U (g
Breed: "_\ "_« £ vleLinm Owner's Name: B B 6__,_
Current Diet : _; Nyl f ¢ Gl ,.-J i—\ - { tn by "‘r cdren _"'-“:Li_:g'ﬂf / f.j"t'; ", 1’: ..'-
Sample type: =l WEIE Blood ~ Urine Food Other J 65
Test: rTaurme Complete Amino Acids  Other: - B
o R

Taurine Results (Iab use only)
Plasma: _ Whole Blood: B6 Urine; - Food:

' Plasma (nMol/mi) Whole Blood (nMol/ml)

I—— ———— — = —ee .
, Normal Range | No known risk Normal Range | No known risk

|

' o | for deficiency | for deficiency
' Cat 80-120 ' >40 300-600 | >200
|  Dog | 60120 | >40 200350 >150

* Please note with the recent increase in the number of dogs screened for

are seeing dogs with values within the refere
range”) yet are still exhibiting signs of cardiac di

laboratory for assistance in evaluating your patie
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Client:
Palt?:nt: B 6

Prescription Refill; B 6

mg capsules (#120)

Tufls University
Faster Hospital Tor Small folmisis
Hospital for Lavge Animals

Fakient

Addiess

ﬁ“§3353§ # (B08) BE045305
Dater g 1‘?& “ml

K B6

_ SEETHITY FERTURES OF B
u&f"‘p tilod M{ﬁ L 20

Ll e m,ff;{;w ﬁl;{:{

Hefll =

LERE

B6

FlEEE PR

BTERCHANGE IS MANDATEDUNLESE THE
FRACTITONER INDICATES “Ma SUBSTIRITIN
I ACCURDANCE WITH THE LAW,
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Client: BG

Patient: ©

Nutrition Client Diet Hx Form

Client Diet History Form
Submitted: 01/14/2018

PET INFORMATION

Pet Name B 6

Pet Last Name

Pet Species/Breed Dog / Doberman
Pet's Color Black

pet's Birthdate TR
Pet's Sex Male

Spayed or Neutered? Yes

CLIENT INFORMATION

Client Name

Client Address

Client Phone
Client Email

CONSULT INFORMATION

Type of Consult In person
HCD Being Requested? Yes

g6 _thas been on a home cooked ( veterinarian provided) diet his whole life. He
was recently dx'dwit DCM and although he is a Doberman & almost 11, | want
some information on what | can do to vary his diet in case nutritional deficiencies
have played a role in the dvp of his DCM. | also have another dog ( non-
Doberman) that has been on same diet for past 4 years and | don't want to
cause harm to her.

Reasons & Goals for Consult

Attachments

PRIMARY VETERINARIAN INFORMATION

rDVM Name Di B6 !

rDVM Clinic i B6 i

rDVM Phone
rbviM Fax
rDVM Email
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Client: B 6

Patient:

Nutrition Client Diet Hx Form

Diet History Form - updated
Agree to Terms

Date Submitted
01/14/2019

Information to Gather
About You, Your Veterinarian(s) and Your Pet

What type of appointment are you requesting?
In person

Has your pet been seen at Tufts in the last 6 months?
Yes

About the Pet Owner

Pet owner name

e g 2

Pet owner email
B6
Address

United States

Preferred Phone

Preferred Phone Type
Mobhile
Alternate Phone

Is there another phone number you would like to give us in case we can't reach you at one of the
abowve?

Mo

Spouse/pariner/co-owner's name

Spouse/pariner/co-owner's email

Spouse/pariner/co-owner's phone

How did you hear about our service?

- Other

Page 273/598

FDA-CVM-FOIA-2019-1704-003223



Client; |
Patient:|

Nutrition Client Diet Hx Form

If other, how did you find out about us?

Your Pet's Primary Veterinarian

Primarv Meterinarian

Dr BG

Primary veterinarian’s clinic name
h )

; B6 s

Primary veterinarian's clinic phone

Primary veterinarian’s clinic fax

Primary veterinarian's clinic email

i
i recommended a consult.

Is your pet currently being (or has your pet been) seen by any other veterinarians in relation to her/his

current health issues or other health issues that you’d like to discuss with us?
Yes

Information About Your Second Veterinarian

Name of 2nd veterinarian

Clinic name of 2nd veterinarian
i B6 i

Phone for 2nd veterinarian's clinic

Fax for 2nd veterinarian's clinic

Email for 2 nd veterinarian’s clinic

What is this second veterinarian’s role in your pet’s care?

2nd Vetwhen spending time ir B6

Should this 2 nd veterinarian receive a copy of any written reports that result from working with our

service?
Mo

Is your pet being seen by a 3nd veterinarian?
Yes

Information About Your Third Veterinarian

Name of 3rd veterinarian
Tufts Cardiology and Tufts Oncology Dept
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Client: :
Patient:i B6

Nutrition Client Diet Hx Form

Clinic name of 3rd veterinarian
i B6 !

Phone for 3rd veterinarian's clinic
Fax for 3rd veterinarian's clinic
Email for 3rd veterinarian's clinic

What is this third veterinarian’s role in your pet’s care?
Cardiology & Oncology

Should this 3rd veterinarian receive a copy of any written reports that result from working with our
service?

Yes

Is your pet being seen by a 4th veterinarian?
No

About Your Pet

I_’_et's name

What is your pet's species?
Dog

Breed
Doberman

Color
Black

Sex
Male

Spayed/neutered?
Yes

Do you knowr your pet's exact birthdate?
Yes

What is your pet's current weight
87

Pounds or kilograms?
lbs

Has your pet gained or lost weight within the past 6 months?
Stayed the same
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Client:
Palt?:nt: B 6

Nutrition Client Diet Hx Form

Which category best describes your pet?
ideal weight

Reason and goals for consultation

although he is a Doberman & almost 11, | want some information onwhat | can do to vary his diet in case nutritional
deficiencies have played a role in the dvp of his DCM. | also have another dog { non-Doberman) that has been on
same diet for past 4 years and | don't want to cause harm to her.

Details About Your Pet's Habits

Questions about your pet

Is your pet housed:

- Indoors

Please describe your pet's activity level:
Low

Do you have any other pets?
Yes

What are your other peis?
SpeciesHow many?

Dog Pithull Mix

Do any pets have access to other pets' food?
Mo

How many people (including yourself) live in your household?
2

Wheo feeds your pet?
Mostly me but sometimes my husband

Howr many times per day do you feed your pet?
Three

Does your pet finish all food that is offered?
Yes

Does your pet have any difficulty with the following?

Does your pet have any of the following?

- Food allergies
. Environmental allergies

Please explain about your pet's conditions
Hawve not done extensive testing but licks feet often 7-8 mo's out of Year

Not a food allergy but after giving beef as primary protein source for 2-3 yrs, loose stool dvp'd so | have been giving
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Client:

Patient: B 6

i ot o i S i

Nutrition Client Diet Hx Form

lamb for past 7-8 years. He does well with [amb. Lately | have added some beef back and he is ok.

Have you observed any changes in any of the following?
- Activity level

Please explain the changes you have observed

Low exercise tolerance- DCM related

Have you made any recent changes in diet (last 4 weeks)?
Yes

Please explain the changes in your pet's diet
Been giving some beef again.Takes pills/ meds better when put in small pieces of beef

Your Pet's Diet

Do you feed your pet DRY (e.g., kibble) pet food?
Mo

Do you feed your pet WET (e.g., canned or pouched) pet food?
No

Do you feed your pet HOME-COOKED food?
Yes

Please list each kind of HOME-COOKED petfood individually

Food/Ingredient Amount per serving How often given? Fed since (mo/fyr)?

Lamb 7 0z's 3 times daily 7-8 years

Broccoli 142 cup 3 times daily 10 years

Eggs 1 egg 5 per week 10 3/4 years
Safflower Oil 1 teaspoon 3 times daily 10 3/4 years
Cod Liver il 3/4 teaspoon 1 time per day 10 3/4 years
SeaweedCalcium 1 1/4 teaspoon 1 time per day 10 3/4 years
Vitamin E 2 (200 iul pills 1time per day 10 3/4 years

Mixed powder- Nutritional Yeast, seaweed

calcium, Lecithin Granules, & Kelp Grandes G 3 times daily Ll

Do you feed your pet TREATS?
Mo

Is there any OTHER kind of food you feed your pet?
Mo

Do you give any dietary supplements to your pet (for example: vitamins, glucosamine, fatty acids,
herbs, or any other supplements)?
Yes

Please list any dietary supplements

Product Name Amount Frequency
VitE 365 2 (200 in tabs) per day
Taurine 500mg Whole Foods 4 tabs daily
L-Carnitine Whole Foods 2 (500 mg tabs )daily
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Client: B 6

Patient:

Nutrition Client Diet Hx Form

Product Name Amount Frequency
CoQ10 Whole Foeds 1 100 mg tab daily
Vetclassic Cardiovascular 2 tabs Once daily
Vetclassics ArtiEaseGold 1 tab twice daily
Vetclassics 5.0.D. & Boswellia joint suppport 2 tabs daily

Is your pet receiving any medications?
Yes

Please list your pet's medications

Drug Name Dosage
tab q 12 hrs

B 6 tab daily
2.5 mg tab every 12 hrs
2 tab daily with chemo
tab daily

Do you use food {e.qg., Pill Pockets, cheese, bread, peanut butter, etc.) to administer medications?
MNo

Regarding commercial diets (pet foods and treats not made in your home) your pet may have received
in the past, please select the following statement that is most accurate:
| have fed my pet other commercial diets inthe past

Please list all other commercial diets you are not currently feeding but have fed to your petin the past.

Food Approximate Dates Reason for discontinuing

Used to feed Bison/ Sweet potato treats- can't ' ¢
e 5-7 years Weight gain. processed food concern

Home-cooked Diets

Is a home-cooked diet being requested? (Please note that this option is only available for phone orin-
person consults, not for consults directly with veterinarians.)
Yes

Does your pet have kidney disease?
No

Protein Sources
- Ground beef
- Egg

What is your pet's prefemred protein?
Lamb & beef

Carbohydrate Sources

+ Dats

+ Potaio

- Rice

+ Sweet potato
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Client:
Paltei::rtlt: B 6

Nutrition Client Diet Hx Form

What is your pet's prefered carbohydrate?
Rice or sweet potatoes

Medical Records & Test Results

Requested Items

Would you like to upload and attach anything else to this form?
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Client:
Patient:

B6

RDVM:

B6

is - CBC 1/23/19

22:9/WED 02:15 PM FAX Yo,

—

B6

B6

Fax

vo: (Ol olo yost Prom:

B6

Fax: BG Pages: S B
Phone: Date
Re: | B6 cc:

T 1
O] Urgent %‘Review O Please Comment [J Please Reply [ Please Recycle

Comments:
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RDVM: B6 is - CBC 1/23/19

1 No. k. C03
Page 1 of 4

=1
e

JAN/23/2009/9ED 02:15 FM

Zoasls - Superchem, Complete Blood Count, T4, Urinalysis-Complete
Date Performed: 01/23/2019 02:37 AM
Patient Info: flinic:
1D: 11310 B Species: Canine i
Name: Breed: Doberman Pinscher i B 6
ownerr B6 Birthdate:: BE | ;
Providsi5 Sex: MN  bmmmmrmrmemenec] i
Aocessim sl 5™
Supercham
Total Protein T 5.0-7.4g/dL
Albumin 2.7-44g/dL
Globulin 1.6-3.6 g/dL
AJG Ratio 0.8-2.0
AST (SGAT) 15-681U/L
ALT (SGPT) 12-11810L
Alk Phosphatase 5-1311UML
GGTP B6 1-12 UL
Total Bilirubin 0.1-0.3 mg/dL
Urea Nitrogen i 6-31 mg/dL
Creatinine 0.5-1.6mg/dL
BUN/Creatinine Ratio 4.27
Phosphorus 2.5-6.0mg/dL
Glucose 70-138 mg/dL
Calcium 8.9-11.4 mg/dL
Corrected Calcium
file:///C:/Program%20Files%2 0(x} B6 . 1/23/2019
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Client: BG

Patient: {____T_ 2. _ .
RDVM B6 -s - CBC 1/23/19
JRN/23/20:9/WED 02:15 P FAY Mo, P.CD4
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Client:
Palt?:nt B6
RDVM: B6 5 - CBC 1/23/19
T JAN/23/20.9/WED 02:16 FM FAX Mo F. C05
Page 3 of 4

Neutrophils 60-77 %
Bands 0-3 %
Lymphocytes 12-30%
Monocytes 3.10%
Eosinophils 2-10%
Basophils 0-1%

B6

Absolute Neutrophils 2060-10600 /uL

Absolute Lymphocytes 690-4500 /uL

Absolute Monocytes 0-8B40 ful

Absolute Eosinophils 0-1200/pL

Absolute Basophils 0-150/uL

T4

T4 0.8-3.5pug/dL
The Total T4 result is less than 1.0 mcg/dl. A Free-T4 by equilibrur
dialysis may be helpful in supporting the diagnosis of hypothyroidism
in patients demonstrating clinical signs compatible with
hypothyroidism. Please contact Customer Service for this additional
testing.

Urinalysis-Complete

Collection Method
Natural Voiding

Color

Appearance

Specific Gravity 1.015-1.050

pH 5.5-70 B 6

file:///C:/Program%20Files%20(x86 20Solutions/Impr...  1/23/2019

B6
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Client: B 6 5

Patient: i oo
RDVM, B6 i- CBC 1/23/19
JAN/23/2319/WED 02:16 FM FAX Mo, k. C06
glog/Eyl  idurg; BG 0/4SIMI0CYueAB01g/ D///P1Y

4dHED efj2yjidg snowenbs
4dH ue9g aUoN Eusjoeg
4dH sieship
4d1£-0 sueAy 515ED
ddHE-0 B 6 o8y
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Client: B 6

Patient:

2/20/19 signed Estimate

bummings
Veterinary Men[i]cal Center B 6

AT TUFTS UNIVERSITY Treatment P]-an

Estimated Charges

02/19/2019
This estimale is based upon our preliminary examination. This is an estimate and is not the final bill. Every effort will be made to keep you informed
of the current status of your bill throughout your animal's hospitalization. The final fee may vary considerably from this estimated cost.

Description
Ligasure - FHSA

Hospitalization: Day Board (Dog)

Anesthesia < 1/2 Hr

Histopathology: Small Tissue (<6cm) - FHSA
General Procedure: Surgery

Anesthesia Work-Up

vy
o2

S B6 o

Doctor of Recordi_ i

Iunderstand that no guarantee of successful treatment is made. | certify that | have read and fully High Total

understand the authorization for medical and/or surgical treatment, the reason for why such medical

and/or surgical treatment is considered necessary, as well as its advantages and possible Low Total |
complications, if any. | also assume financial responsibility for all charges incurred to this patient(s). | 75% Deposit

agree to pay 75% of the estimated cost at the time of admission. Additional deposits will be required if
additional care or procedures are required. | further agree to pay the balance of the charges when this
patient(s) is released.

Procedural billing is inclusive up to and including the estimated duration of hospitalization. There will
be additional expenses if hospitalization extends beyond the specified duration.

| have read, understand, and agree to accept the conditions of this treatment plan

Thank you for entrusting us with your pet's care.

Page 11 Printed Wednesday, February 20, 2019
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Client:
Palt?:nt: B 6

Anesthesia Record and Checklist 02/20/19

TU-VOOL Rev. 00-2015 Reorder Copy Certer 17-636-5373 (Form £240)

Page 286/598

FDA-CVM-FOIA-2019-1704-003236



Client: !
Patient: . BG

Anesthesia Record and Checklist 02/20/19

8
E_
8
&
8
&
-]
&
24
g
8
&
8
&

Isofiurane (%)
Sevollurane (%)

O = P o

0.(L/M)

* PulseRate
° Respiratory
Rate

¥ Systolic BP.
~ MeanBP.
A Diastalic 6P
C IPPY

* ETCO2

Biood Pressure
measured by:

[ Direct

¥ 5 3 8 5§ 8 E B E B H

Depth
of Anes.

HLE

Fluids

Spl2
Temperature

REMARKS:

SIGNATURE ANESTHESIOLOGIST/TECHNICIAN

= ven Time pH PCO, PO, Na+ K+ iCas+ HeO, BE

i

1 INVOICED [ SCANNED
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Client:
Palt?:nt: B 6

Anesthesia Record and Checklist 02/20/19
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Client:
Patient:

B6

Anesthesia Record and Checklist 02/20/19

Patient [D

Patient Name:

Event Documentation
| Dare: Time:
| Doctos:
| Coae Leader;
| Catherer Method: 10 / Cutdown / In Place Pre-Event

N Tl M
Iy \.l-..ia.v.

| Catheter Derails:

CPR: Open Chest/ Closed Chest Est. Weight:

Drescribe Event:

ECG Rhythm | Notes / Other
=
=
=
s
—
=
PEA [ Asvstole / VT / VFib
e
T Drug/Fluid Time | Dose | Route | Time | Dose | Route | Time | Dose | Route | Time | Dose | Route
% 4 P T == oE = > : = ‘
e Eph&gphng, S T R S ) v R i R | S S R e R
Sate8] Arropine | | | |
e I B [ - T (P T -
ool A %ﬁ‘j G m_ 1 e ¥
i q
| : |
: v. "'. L adn ¥; r: = i T e
- ik e e ol i il Bnsai it o | B e e b L2

Internal / External

ROSC? Yes /No Time:

Added to CPR Log? Yes /No
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Client:
Patient: B 6

IDEXX BNP 3/7/19

Species CANINE

Breed: DOBERMAN_PINSCH
Gender: MALE NEUTERED

Apge: 10Y

CARDIOPET proBNP- CANINE

CARDIOPET proBNP
- CANINE

B6

Date: 03072018
Requisitiond: 14
Accession #

Orvdered bys

IDEXX VetConnect 1-888-433-9987
TUFTSUNIVERSITY
200 WESTBORO RD
NORTH GRAFTON, Massachusets 01336

508839-3385

Account #58033

0- 900 pmall I'IIEJ'-IIE

B6
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Client:
Paltei::rttt: B 6

Commercial Diet Plan

Clinical Nutrition Service

Foster Hospital for Small Animals | .

200 Westhoro Road U m m l ﬂ g S

Morth Grafton, MA 01536 ' ; :

Phone: (508) 857-4606 Atin: Nutrition Liaison & '

B e Veterinary Medical Center

W‘al“a‘.hDEifDOlequ.Dl"q AT '[UF'[S UNIVERSITY
vetnutrtion@tufis.edu

Commercial Diet Plan

S|gna|ment 11 yearold neutered male Doberman pinscher

Weight: 83.8 pounds (38.1 kg)

Body condition score: 5-6/9, Muscle condition score: Normal

Relevant health conditions: high grade oral fibrosarcoma; DCM, atrial fibrillation, partial ¥V on Willebrand Factor
deficiency, history skin allergies and gastrointestinal upset

Referring veterinarians: Drs. ‘ Y S P FHSA; Dr. i B6 al

Diet History (at time of appointm ent):

+ Current diet: Lamb, broccoli, eggs, mixed powder — nutritional yeast, seaweed calcium, lecithin granules,
kelp granules _

+ Medications B6 |

® Supplemente safflower oll, cod liver oil, seaweed calcium, vitamin £, taunne, L-carnitine, 'CoQ10,
Vetclassic Cardiovascular, Vetclassics ArtlEaschzld, Vetclasics S.0.D & Boswellia joint support

« Medication administration: N/A

+ Estimated intake: unable to estimate

Nutritional Goals

+ Meet calorie needs to maintain body weight
+ Meet essential nutrient needs

¢ Low sodium (= 80 mg/100 kcal)

+ Moderate to high protein

«  Omega-3 fatty acid supplementation

Recomm endations:

O B6_ .home cooked diet at thet|me of his appointment was not meetlng his nutrltlenal needs asit was

appointment, j B6 !appetite has been much more variable — he has been unwilling to eat the same things
every day.
« Fordogs with heart disease who have not yet experienced heart failure, we recommend avoiding high
sodium diets and treats and considering fish oil supplementation. Some dogs develop muscle loss with or
without fat loss as therr heart disease progresses. Feeding a higher protein diet and supplementing with
fish oil may hawve benefit in preventing or treating this condition. There may also be some benefit of CoQ10,

avoid signs of skin_allergies as well as puur stool quality and other gastrointestinal signs. Since yeur

normal, so his DCM is less likely to be related to taurine deficiency, but it isfine to continue
supplementation If you prefer.
+ Both cancer and heart disease can cause changes in appetite and muscle and weight loss in dogs, so itis

hard to know which is contributing the mostto i BG current appetite iseues In addition to appetite

= Changing the temperature of the food - every dog is a little bit d|fferent and some do gs
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Client:
Patient:

B6

Commercial Diet Plan

prefer their food warmed, while others like it chilled. You can put canned food in the
microwave for 10-15 seconds or put it in the freezer for 15 minutes to see if temperature
makes a difference.

= A change of scenery - sometimes changing the feeding location can improve appetite. Try to
offer food in a different room or outside. Sometimesfeeding next to another pet can also

bowl. Some dishes, particularly plastic, can retain unpleasant odors or flavors.
o Palatability enhancers can be used to encourage him to eat the appropriate diets if necessary, but
ideally should not be used at every meal. Many dogs like sweet things and maple syrup, brown
sugar, applesauce or fruit yogurt may be appealing as well as fats such asbutter_ lard, etc. [deally,

consistently enough to be worth formulating a nutritionally complete recipe for him (all ingredients bring
with them different nutrient profiles and are not interchangeable in a recipe). Therefore, we recommend
mixing and matching commercial foods as needed to meet his energy needs, monitaring himfor an
increase in allergy signs or poor stool quality. If his appetite becomes more consistent, we can revisit the

than 150 of these calones in the form of treats. One kilocalorie is equivalent to one human Calorie.

We have a list of low sodium commercial diets on our “Heartsmart” website: htip:ivetmed tufts edu/wp-
content/uploads/L ow-sodium-diet-list-2019-dog_pdf

Below are some additional commercial foods that meet our nutritional goals. You can mix and match the

canned and dry based oni B6 breference.

Diet Keallcup or | Sodium Daily Feeding Amount
can mg/100kcal | (cups or cans)

Wellness Simple Duck & Oatmeal (dry) 450 23 3

Wellness CORE Senior (dry) 359 55 3 34

Mutro Wholesome Essentials Adult Chicken, 343 80

Brown Rice & Sweet potato (dry) 37/8

Purina ONE SmartBlend True Instinct Tender 427 52

Cuts in Gravy with real chicken {can) 3 1/8

Wellness Core 95% Beef with Carrots (12.5 oz 427 69

can) 31/8

Supplements:

Unfortunately, there is little regulation of supplements for people or animals (neither safety nor efficacy has
to be proven prior to marketing) and some of these products may be harmful rather than helpful Therefore,
we are quite selective when it comes to recommending specific supplements. We usually only recommend
a product where there is adequate data to show that it s safe and has a reasonable expectation of efficacy.
While taurine, carnitine, and co@Q10 may have some benefits for dogs with heart disease, Vetclassic
supplement contains all of these ingredients that you are supplementing separately, plus others. Feeding
multiple supplements with the same ingredients is not ideal as it could lead to excess nutrient levels and
makes it hard to keep track of how much he is getting. Likewise, both the ArtiEase Gold and the SOD &
Boswellia joint products have overlapping ingredients both with each other, and with the cardiac
supplement. We recommend stopping all of the Vetclassic supplements. It is fine to continue the taurine,
carnitine, and CoQ10 separately.

Glucosamine, chondroitin, and MSM supplements are intended to slow the degradation of joint cartilage
and the development of arthritis and provide some relief to dogs that already have it. The data to support
benefits of these products is currently equivocal, but they are unlikely to be harmful. Brands that we can
recommend that are validated and have research behind them include the veterinary brands Cosequin or
Dasuquin and we would recommend these products over the joint supplements that you have been using.
The nutritional yeast, safflower oil, kelp, and other supplements for his home-cooked diet can be
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Client:
Patient:

B6

Commercial Diet Plan

discontinued.
Quality control of fish oil supplements can vary widely; we recommend using one of the following brands as
these supplements have been independently validated to contain the appropriate amount of omega fatty
acids and are concentrated to reduce the number of capsules that must be given:

o GNC Triple Strength Fish Oil 1500 (1000 mg EPA + DHA per softgel): 2-3 softgels per day

o Swanson EFA's Super EPA (500 mg EPA + DHA per softgel). 5 softgels per day
Although omega-3 fatty acids may have some benefits, if Brom doesn't like the taste, you'll either need to
administer as capsules like a medication so they aren't chewed, or discontinue giving them so this doesn't
adversely affect appetite.

Tneats!PaIal:abilit]‘r enha ncers:

extra calorles can be given as treats or mixed in with the diet for variety. If the total amount of the diet being
fed is altered, the treat allowance should be adjusted accordingly so that treats never exceed 10% of total
calories to avoid unbalancing the home-cooked diet (or a commercial diet) by nutrient dilution.

The calorie and nutrient information for human foods can be found on the packaging or on the USDA
database: http//www nal usda govifnicfoodcomp/searchi. Please note that calories are listed as “energy”
with units of kcals. Some treat suggestions include:

Food (raw unless noted) Amount Calories
Honey 1 thsp 64
Maple Syrup 1 thsp 52
Brown Sugar 1 packed tsp 17
Chicken fat 172 thsp 57
Lard 112 thsp 57
Molasses 1 thsp 58
Buttermut or acorn winter squash (cooked) | 1/4 cup cubes 15
Baby carrots 1 baby carrot 4-5
Green beans 1 green bean 2
Sweel red peppers 1/2 cup chopped 23
Broccaoli 1/2 cup chopped or diced 15
Green peas 1/8 cup green peas 15
Cucumbers 1 cup slices 16
Apples 1/4 cup chopped ih
Strawberry 1 medium 1.5 inch strawberry 6
Blueberries 1/4 cup blueberries or 25 berries 20
Bananas 1/8 cup bananas 1

You can also use lamb, salmon, beef, or other meats that you know that- B6 'hkes to top dress
commercial food if needed tnnng to stay within his treat allowance.

Additional treat suggestions are available online: httpJ/ivetmed. tufts. edu/wp-content/upload slow-salt-treat s-
and-med-administration-2018 pdf

Foods to AVOID:

Avoid macadamia nuts, avocado, garlic, onions, grapes, raisins, xylitol, and other foods known or
suspected to be toxic to dogs.

High sodium foods - most bread products, cheese, deli or processed meats, fast food, crunchy human
snack foods, pizza.

Cornrnerual canned broths should also be avoided as even the low sodlum options are too hlgh |n salt for

by the Fruitables company.

Medication Adm inistration:

The best foods for giving medications would be one of the above noted canned diets. You can roll the
canned food into a meatball and put the pill in the middle of the meatball. However, this does run the risk of
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Client:
Patient:

B6

Commercial Diet Plan

causing a food aversion, so please proceed cautiously. Alternately, you can use small pieces of white
bread, mini marshmallows, marshmallow Fluff, or fruit {(such as a banana or melon). Pill Pockets can also
be used (9 kcal per tablet size, 23-29 kcal per capsule size). The calories from all foods used to administer

medications should be subtracted fromi B¢ i treat allowance. Please let us know if you need additional

options for administering medications.

Follow Up: R

¢ Please monitoriL B6 Eweight and calorie intake (to the best of your ability). He can stay on an appetite
stimulant long-term if needed.

¢« Please follow the recommendations of the oncology and cardiology services with regards to management
of Brom's tumor and heart disease.

+ These diet recommendations may require re-evaluation in the future if the diets are not tolerated or

+ A recheck appointment or additional fees may be required for ongoing case management. We will advise
you when we feel that this is appropriate.

Please contact us if you have any questions about; B6 Enutritional plan.

(A

Sincerely,

Clinical Nutrition Service
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Client:

B6

Patient:
Diet Hx 3/7/19
CARDIOLOGY DIETHISTORY FORM
_____________________________ Please answer the following questions about your pet
Pet's nama: BG Cwener's name B6 e Today's date __Z}_iiﬂi
1. How would you assess your pel's appetite? {mark the point oni the line below that best répresants your pal's appetite)
Example: Poor E Exceollont
w Poor ‘ Excellent
2. Have you noticad a change In vour pet’s appelils over the lasl 1-2 weeks7 (check all that apply)
IEaty about the same amount as ususl Eals less trzfn usual Cieats more ihan usual =
pems to prefer different foods than vsual OOher N o) / “TL g 5 Baa & &eﬁu{{%:&.
3 ar the last few weexs, has your pel (chedk onel / i
ostweight DGahedweight ~ TStayved sbout the sarme welght  B0on U know
4, Pleasﬁlst below ALL petfoods, people food, treats, snack; dental chews; rawhides, and any other food ftem that your pst
currently eats. Please include the brand, specific product, and flavor so wa Rnow exactly what you pet is sating.
Examples are shown in the labls - please provide enough detall that we could go o the store and Buy the-exact same food.
Food {include specific product and flavor) Form Amount How often? | Fed since
Nulre Grain Free Chicken, Lentll, & Sweet Porato Adidt dry 1 % cup xdiay Jan 2018
88% lean hamburger microwaved oz Tudwosk Jan 2015
Pupgeroni ongingl beef favor freat % ixday Aug 2015
e Bawhide : fraat 5 fnch buist Triweek Dec 2015
freaAdny WO Tl Head Ui taerelrbed N odlv Fer gy fyio Bt S el
= £ ok e dengrpe b Lresh/, fon [ ﬁQ Wk ¢
£ Bt Iy Do TesseT ¥ otecly Jhoy ~‘ il 7
4 £ b
e ik} »wi&m et {;' 7 TR £% : 2 ;. R
TER Y XTI G 72 2 P U N TR D))
Ll ¢ ahiled 3;2
5 « a4
S s s B TS g Mﬂ 8K,
*Any addff:cna} diet informatien can be listed on the back of this sheet ?ﬁuﬁ @%}\ T ans RV SE S5
8. Doyou giveany dietary supplerments to your pet (for example: vitaming, glucosarmine, fally scids, or any other S}w gl:{
supplemenis)? Di¥es Olo 1 yes, please list which ones and give brands and amounts: e
vf Brand/Concentration Amiount perday
Taurine \,f D¥es HNo
Carniting Cives @iNo v TR o .
Antioxidants BiYes BN 45, W
Multvitami Yes EINo U\ e
R
Eish ol Vg ph , OYes BiNe [ é_J f”\,ﬁ\f‘% 7 By ) I
Cognzyme G10%  DiYes IINo T eer 2T ey A
Othar (please lis); e KX, Anvylow fgq&
Example: Vitamin © Nature's Bounty o) 3 500 my tablels =1 perday
6. How do yousdminister pills to vour pet?
3 do notgive any medications q’t
Fput them directly in my pel's miouth without food (*Vk gﬁ;{} o
ﬁfl put them in my pet's dog/oet food e Bg}i HON
O Iputthem Ina Pill Pockel or similar pmds.sat u&g k)'}y \’\ . YA /f oo e A
I put them in foods {list foods): 2@ eg: Q,S pray S P s
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Client:
Palt?:nt: B 6

Registration

B6

Client and Pet Registration Form

! Pet Name:

Client Nameé'm i
: Patient ID:
Spouse/Partner: | B6 i Date of Birth ""'"“:é‘é‘ -
: : Age: b
Address: Species: Canine )
B 6 Breed: Doberman Pinscher
City, State, Zip Color: Black/Tan
Sex: Male (Neutered)
Home Phone: Weight: Weight (kg) 38.10 kg
Work Phone: Rabies Date:
Cell Phone:
Email:
Pager: =emmipe

Referring Veterina

v
o2

i B6 Agreement and Consent:

« [ agree to pay for all services rendered to my pet at the end of today's examination.

» I understand that payment is required at the time of service.

« [ understand that the cost of the initial exam does not cover any further diagnostics, treatments,
or medications that may be necessary for my pet.

« I understand that if further diagnostics or treatments are recommended by the doctor I may

request an estimate of those charges first.

« I understand that I have the right to refuse any treatments, diagnostics, or medications that have

been recommended tn.me by the dodor. ..o 5

Signature: B6 E Date: 3/18/2019
You and yﬂgr'nmnr'vwITUE'pmmaeu'wnm'a'mxmurmrrme;doctor for every examination performed on
your pet at}

Page 296/598

FDA-CVM-FOIA-2019-1704-003246



Client: B 6

Patient: “rromn

Vitals Results

7/8/2015 4:00:07 PM
7/8/2015 4:00:08 PM
7/8/2015 4:00:09 PM
7/8/2015 4:00:10 PM
7/8/2015 4:33:00 PM
7/16/2015 9:11:25 PM

7/16/2015 9:18:15 PM
7/16/2015 9:22:01 PM

7/16/2015 9:38:48 PM
7/16/2015 9:39:07 PM
7/16/2015 9:43:31 PM
7/16/2015 11:59:09 PM
7/16/2015 11:59:35 PM
7/16/2015 11:59:48 PM
7/16/2015 11:59:54 PM
7/17/2015 3:50:51 AM
7/17/2015 3:51:12 AM
7/17/2015 3:51:21 AM
7/17/2015 3:51:30 AM
7/17/2015 7:15:01 AM
7/17/2015 7:21:38 AM
7/17/2015 7:21:53 AM
7/17/2015 7:37:07 AM
7/17/2015 11:27:43 AM
7/17/2015 11:51:09 AM
7/17/2015 2:33:23 PM

7/17/2015 2:46:01 PM
7/17/2015 3:15:39 PM

7/17/2015 3:16:39 PM
7/17/2015 3:16:52 PM
7/17/2015 7:47:02 PM
7/17/2015 7:47:09 PM
7/17/2015 7:47:24 PM

7/17/2015 7:47:46 PM
7/17/2015 7:47:53 PM

Heart Rate (/min)
Respiratory Rate
Temperature ()
Weight (kg)
Nursing note

Nursing note

Weight (kg)
Nursing note

Weight (kg)
Interest in water

Eliminations
Respiratory Rate
Heart Rate (/min)
Eliminations
Eliminations
Eliminations
Respiratory Rate
Eliminations
Heart Rate (/min)
Weight (kg)
Heart Rate (/min)
Respiratory Rate
Eliminations
Eliminations
Notes

Notes

Anesthesia Notes

Eliminations

Respiratory Rate
Heart Rate (/min)
Temperature (F)
Eliminations

Amount eaten

Respiratory Rate
Heart Rate (/min)
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Client:
Paltei::;t: B 6

Vitals Results

7/17/2015 11:26:08 PM
7/17/2015 11:26:13 PM
7/17/2015 11:26:33 PM
7/18/2015 3:25:33 AM
7/18/2015 3:25:44 AM
7/18/2015 3:25:52 AM
7/18/2015 3:30:48 AM

7/18/2015 7:25:36 AM
7/18/2015 7:26:23 AM
7/18/2015 7:40:47 AM
7/18/2015 8:08:14 AM
7/18/2015 8:08:28 AM
7/18/2015 8:08:43 AM
7/18/2015 11:41:13 AM
7/18/2015 11:49:35 AM
7/18/2015 12:17:48 PM
7/18/2015 12:20:33 PM
7/18/2015 3:05:57 PM
7/18/2015 3:30:20 PM
7/18/2015 3:30:28 PM
7/18/2015 7:21:10 PM
7/18/2015 7:38:23 PM

7/18/2015 7:48:48 PM
7/18/2015 7:49:31 PM
7/18/2015 7:49:43 PM
7/18/2015 10:35:56 PM
7/19/2015 12:01:58 AM
7/19/2015 12:09:36 AM
7/19/2015 12:09:41 AM
7/19/2015 4:15:02 AM
7/19/2015 4:27:58 AM

7/19/2015 4:34:44 AM
7/19/2015 4:40:11 AM
7/19/2015 4:40:24 AM
7/19/2015 7:28:16 AM

7/19/2015 7:30:45 AM

Heart Rate (/min)
Respiratory Rate
Eliminations
Respiratory Rate
Heart Rate (/min)
Eliminations

Amount eaten

Weight (kg)

Eliminations
Nursing note
Temperature (F)
Respiratory Rate
Heart Rate (/min)
Respiratory Rate
Heart Rate (/min)
Eliminations
Amount eaten
Eliminations
Respiratory Rate
Heart Rate (/min)
Eliminations

Amount eaten

Temperature (F)
Heart Rate (/min)
Respiratory Rate
Eliminations
Eliminations
Heart Rate (/min)
Respiratory Rate
Respiratory Rate

Nursing note

Amount eaten
Eliminations
Heart Rate (/min)

Eliminations

Notes
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Client:
Paltei::;t: B 6

Vitals Results

7/19/2015 7:35:16 AM
7/19/2015 7:35:24 AM
7/19/2015 7:35:32 AM
12/5/2018 9:35:36 AM
12/20/2018 8:06:54 AM

12/20/2018 9:07:11 AM
12/20/2018 9:28:36 AM
12/20/2018 9:28:37 AM
12/20/2018 9:28:39 AM
12/20/2018 9:28:40 AM
12/20/2018 9:28:41 AM
12/20/2018 9:28:42 AM
12/20/2018 11:31:47 AM
12/20/2018 11:31:56 AM
12/20/2018 11:32:05 AM
12/20/2018 12:56:10 PM
12/20/2018 1:22:46 PM
12/20/2018 1:23:10 PM
12/20/2018 3:29:03 PM
12/20/2018 3:29:04 PM
12/20/2018 3:36:49 PM
12/20/2018 3:37:07 PM
12/20/2018 3:38:27 PM
1/2/2019 12:33:50 PM
2/20/2019 8:31:42 AM
2/20/2019 8:32:12 AM
2/20/2019 8:33:08 AM
2/20/2019 8:37:04 AM
2/20/2019 8:37:06 AM
2/20/2019 8:37:07 AM
2/20/2019 8:48:.04 AM
2/20/2019 9:37:17 AM

2/20/2019 11:29:12 AM
2/20/2019 11:31:48 AM
2/20/2019 11:31:54 AM
2/20/2019 2:12:01 PM
3/7/2019 10:32:38 AM
3/19/2019 10:17:26 AM
3/21/2019 7:58:08 AM

Temperature (F)
Respiratory Rate
Heart Rate (/min)

Weight (kg)
Nursing note

Nursing note

Body Condition Score (BCRS)
Temperature ()

Heart Rate (/min)
Respiratory Rate

Muscle Condition Score (MCS)
Pain assessment

Heart Rate (/min)
Respiratory Rate
Eliminations

Anesthesia Notes

Incision check

Pain assessment

Cardiac rhythm

Heart Rate (/min)
Eliminations

Respiratory Rate

Interest in water

Weight (kg)
Eliminations

Weight (kg)

Interest in water
Temperature (F)

Heart Rate (/min)
Respiratory Rate

Body Condition Score (BCS)
Notes

Respiratory Rate
Heart Rate (/min)
Eliminations
Anesthesia Notes
Weight (kg)
Weight (kg)
Weight (kg)
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Client:
Palt?:nt B 6

Vitals Results

3/21/2019 7:59:28 AM

3/21/2019 8:56:05 AM
3/21/2019 8:56:06 AM
3/21/2019 8:56:07 AM
3/21/2019 8:56:08 AM
3/21/2019 8:56:09 AM
3/21/2019 8:56:10 AM
3/21/2019 8:56:11 AM
3/21/2019 9:23:07 AM

Nursing note

Body Condition Score (BCS)
Temperature (F)

Weight (kg)

Heart Rate (/min)

Respiratory Rate

Muscle Condition Score (MCS)
Pain assessment

Interest in water
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Client:
Paltei::rtlt: B 6

ECG from Cardio

12/5/2018 11:21:48 aM

Tufts University
Tufts Cummings School of Vet Med
Cardiology

12 Lead; Standard Placement

)

Device;

Speed: 25 mm/Eec

L Limb: 10 pm/my | Chest: 10.0 mn/my
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Client:
Patient:

B6

ECG from Cardio

B6

12/5/2018 11:22:50 aM Page 1 of 2

Tufts University
Tufts Cummings School of Vet Med
Cardiology

12 Lead; Standard Placement

Device;

Speed: 50 mm!seu

L Limb: 10 pm/my | Chest: 10.0 mn/my
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Client:
Patient B 6

ECG from Cardio

B6

12/5/2018 11:22:50 AM Page 2 of 2
Tufts University
Tufts Cummings School of Vet Med
Cardiology
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Client: i
Palt?:nt: B6

ECG from Cardio

B6 [ 12/5/2018 11:23:04 AM
.......................... Tufts University
Tufts Cummings School of Vet Med
Cardiology

12 Lead; Standard Placement
o
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Client: BG
Patient:
ECG from Cardio
B6 12/5/2018 11:23:32 AM Page 1 of 2
Tufts University
Tufts Cummings School of Vet Med
Cardiology
Device: Speed: 50 mmn/sec | Limb: 10 mm/mV | Chest: 10.0 mm/my Electrode Off v CL P
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Client: B 6

Patient:

ECG from Cardio

B6

12/5/2018 11:23:32 AM Page 2 of 2
Tufts University
Tufts Cummings School of Vet Med
Cardiology
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Client:
Patient:

B6

Alba Holter

CANINE HOLTER MONITORING REPORT

HOLTER MONITOR REPORT

Patient Name:

Date of Birth:
1D :

Age:

Sex:
Analyst:
Physician:
Indications:

Interp. Physician:

320320

M

Scan Number:
Date Recorded:

Date Processed:

Recorder Num:
HookupTech:

Medications:

Tufts - Clinic
12/5/2018 @
12/6/2018
014783

11:33

Mean Heart Rate:

Minimum Heart Rate:
Pauses:

Ventricular Ectopy

&1

Maximum Heart Rate: 189 @ 1:086pm1

54 @ 1:12amz2
0 (> 5 sec.)

Total:
Singles:
Pairs:
Total Runs:
Beats in Runs:
Longest Run:
Fastest Run:
RonT.
RR Variability
SDNM:
pM NS0
RMSSD:
SDsb:

COMMENTS:

The underlying rhythm is normal sinus hythm.

Frequent VE's were noted with 51 pairs and 2 mns.
Frequent SVE's were noted with 348 pairs and 155 runs.
No events were recorded while wearing monitor.

Total Beats:

Tachycardia beats:
Bradycardia beats:

The patient was monitored for a fotal of 23:59 hours. The total time analyzed was 22:40 houwrs. Start time was 11:33am1.
There was a total of 110400 beats. 3% were Ventricular beats, 7% were Supraventricular beats, and patient is not paced.

110400
82 (>=160 BPM)
135 (<= 60 BPM)
Longest RR at  2.356 seconds at 8:3%am2

Supraventricular Ectopy

Total:
Single:
Pairs:
Total Runs:

Beats in Runs:

Longest Run:
Fastest Run:
Abemrant:

Physician's Signature:
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Alba Holter

Patien BG 1D : 320320 Date Recorded: 12/5/2018 (@ 11:33 Page: 2 I

GENERAL PROFILE
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Client: B 6 o]

Patient:

Alba Holter

Patien; ID : 320320 Date Recorded: 12/572018 @ 11:33 Page: 3 '

CRITICAL EVENTS

Panses not Present

1laml 3pml Tepml 11pml 3am2 Tam2 11am2 3pm2
- ; 7 ; 3 y 7 —
Total
‘o
10
o
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; See the differences
purina ONE SmartBlend can make.

Supported by an
antioxidant blend of

vitamins E & A and
minerals zinc & selenium

HIGHLY
DIGESTIBLE

/
More nutrition goes to

work inside, sO you may
oo small, firm stools

BRIGHT EYES

Supported by
vitamins E & A

STRONG TEETH &
HEALTHY GUMS

Crunchy kibble and calcium
helps support strong, healthy
teeth and gums

HEALTHY
SKIN & COAT

/
Supported by omega-6
fatty acids, vitamins &
minerals

Supported by the natural SmartBlend*® N s o , ::aﬁ‘ﬂg back meal a x
of nutrition in every bag |

WHAT DIFFERENCE WILL YOU <£E? TAKE THE 28-DAY CHALLENGE: PURINAONE.COM ™ =i =

SA PURINA

Your Pet, Our Passion.

N QE{ FACILITIES

The Purina Promise
Our promise to you is sealed inside every
package — including this one. Every
ingredient we source and every facility
we own is held to our highest standards
for quality, safety and the never-ending
pursuit of breakthrough nutrition.
Pets are our passion. Safety is our
promise. Progress is our pledge.
Follow us at Purina.com

CRAFTED

We're Listening.

Visit us online at Purina.com or call n n
1-866-PURINA1 (1-866-787-4621)




B6

ExAaM NO: 39177 HosrITAL: : B6 E
DATE: i B6 i DOCTOR: i B6 i
CLIENT/AGENT: i B6 i

PATIENT: i B6 |

63.0 Ibs / 28.6 kg

SPeEciES/BREED: Canine / American Pit Bull Terrier WEIGHT:

CARDIOVASCULAR EXAMINATION REPORT

History: Progressive lethargy with developing cough. New murmur. Reported radiographic cardiomegaly without CHF. CBC and chemistries

are unremarkable (HCT= 40%, BUN/Cr= 18/0.7 mg/dL).

B6

RV Wall Left Atrium (LA)
RA Atrium Left Ventricle (LV)
Right Ventricle LV Septum
Tricuspid Valve LV Posterior Wall
RV Outflow Tract Mitral Valve
Pulmonic Valve LV Outflow Tract
Pulmonary Artery Aortic Valve/Ao

Other Findings

Diagnosis: 1. DiLATED CARDIOMYOPATHY: MIODERATE
2. MITRAL REGURGITATION: MILD

Comments: Chamber enlargement with decreased contractility indices are markers for dilated cardiomyopathy (DCM). There is also con-
current secondary mitral regurgitation. In majority patients, it is loss of contractility from unknown degenerative changes. Recently grain-
free diets have been associated with taurine deficiency induced DCM particularly diets with lean meat, with little organ contribution from
unique source (kangaroo, salmon), grain free, high in legumes (lintels, peas) and fiber. Homemade vegan or vegetarian diets without taurine
supplementation are at risk. Extreme hypothyroid states may also trigger LV dysfunction, but little evidence for it. Overall prognosis is fair
to guarded. Some return to subclinical state with subtle symptoms once treatment is started. Better prognosis if a transient myocarditis or
associated with low taurine or a hypothyroid state. Others progress to classic DCM with refractory CHF within 3-9 months, or a malignant
arrhythmia develops that triggers sudden death. Long term survival is dependent on response to treatment if arrhythmias progress, if

treatment impact renal function balanced against the quality of life.

Recommendations:

i B6 iDVM
Diplomate. ACVIM (Cardiology)

FDA-CVM-FOIA-2019-1704-003458
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S

B

PRELIMINARY

Patient: B6 | Golden Retriever, MN: DOBE B6 i

Client: B6 i

Veterinarian: | B6_ |

Practice: B6 i

01/23/2019 Presenting Complaint: Cardiac Recheck

éspiratory rates have been 14-20bpm. His appetite has been excellent; he was switched to a grain-rich
in September, but he had diarrhea, so he finally settled on Royal Canin KP (Hydrolyzed) on November
11, 2018, and he was cut back to 4 cups BID on January 10, 2019 due to his increasing weight. His
activity level has been increased since his diet change, though he does still tire quickly. He has been

Performed Today:

Physical Exam: BAR, sweet; Weight increased 8.82# to 39.1kg/ 86.02 pounds (BCS 6/9),
Temperature 100.2F; Heart rate 96bpm; Grade III/VI low frequency systolic murmur over mitral and
tricuspid valves; frequent arrhythmia; Respiratory rate 30bpm: breath sounds clear (referred upper
airway noise); Abdomen unremarkable: mild periodontal disease; Several cutaneous masses

Echocardicgram: Left ventricular internal diameter in systole and diastole decreased from last
exam! Left ventricle no longer officially enlarged and appears less spheroid. Myocardial motion still
subjectively decreased. End systolic volume index 44cm3/Ms (74.3 cm3/M2 (9/19), (58.7cm3/M2
(3/18), 39.33cm3/Ms (8/17) - 21.95 (2/16), 29 (8/16),. (54.9cm3/Ms off pimo). End diastolic volume
index 115cm3/M2 (201.89 cm3/M2(9/18), (129cm3/M2 (3/18), 95.25 (8/17) - 1066m3/M2 (3/186), 148.9
off pimo. Volume indices are improved but not normal. Mild to moderate centrally directed mitral
insufficiency. Normal left atrial size. EPSS decreased from 1.0cm to 0.3cm. Multiple multiform VPC,
including one ventricular couplet noted on ECG gated during echocardiogram today. Pulmonary veins

and Caudal vena cava unremarkable.

Holter Monitor: Pending, Results in 10-14 days

. Assessment:
P" Reduced Systolic Function - improved on taurine, pimobendan
T 5 Progressive Dysfunction (3/18, 9/18)
P Ventricular Premature Complexes
B6: > Left Bundle Branch Block Morphology
g Exercise Intolerance - improved on pimobendan
D Seems related to outside temperature
Increased Respiratory Rate at Rest - Wax/waning
Elevated SDMA/Minimally Concentrated Urine (5-17)

FDA-CVM-FOIA-2019-1704-003589



B6

with the monitor while recording. It is OKif a single lead dislodges - we may still obtain & valid
reading. You may iry to replace if you can easily find the electrode. Please do not use scissors to cut
off the bandages surrounding the Holter - there are several long lead wires. Be sure to use some Goo
Gone or mineral oil to remove the tape and/or ECG pads from his chest if they seems sticky. If, after
removing the electrodes, the skin is red or irritated, you may apply 1% hydrocortisone cream to keep the
itch and irritation down. Holter results are generally available 10-14 days after the monitor is returned to
us.

Medications:  L-Carnitine: Give 1500mg orally every 24 hours.

Contact: B6 _ research technician! B6 | at! B6

to obtain L-carnitine.

Pimobendan bma: Give 1&1/2 tablets orally every 12 hours.

Enalapril 20mg; Give 1 tab(s) orally every 12 hours

Taurine 250mag: Give 2 tablets orally every 12 hours

Furosemide/Lasix 40myg: None for now

Start 181/2 orally every 12 hours if sleeping respiratory

rate above 40bpm

Trazodone 80mg: Give 1-2 tablets orally every 12 hours as needed for anxiety.
**Please give trazodone 2 hours prior to his next visit***

Glucosamine DHPlus Level 2: Give 1 tablet orally every 12 hours.

Gabapentin 800mg: Give 1/2 tablet orally every 8-12 hours as needed for pain.
Can give 3/4 tablet orally every 12 hours as needed for anxiety.

or Gabapentin 300mg; Give 2 capsules orally, or as frequently as every 12 hours
as needed for anxiety for thunderstorm anxiety. This drug is very effective

but has an onset of action of about 2 hours.

Or Alprazolam 1mg: Give 1 tablet orally every 8-12 hours, as needed for thunder-
storm anxiety. This drug is a little less effective, but does have a rapid

onset of action

Fish Oil Supplement: |  B6__needs 1000-1400mg of the EPA component
orally every 24 hours (Owners currently giving on weekdays)

All medications prescribed byi Bé6 Eare for long term use
unless otherwise stated

Monitoring:  Diet: Normal -Avoid salty snacks (deli meats, cheese, Pupperoni or Snausages)
Consider switch from grain-free
Exercise: Avoid Overexertion/Overheating
Call us if: Status changes, Increased respiratory rate, Increase or change in cough,
distended abdomen, passing out, failure to respond to medications

Recheck: Recheck here for physical exam, abbreviated echocardiogram,
in 6 months - sooner if problems;
Other recheck based upon results of Holter monitor
**Premedicate with trazadone***
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We appreciate your confidence |n B6 i We pledge to provide the clients you
refer to us the same personal care that you and your petfs appreciate. Please do not hesitate to call with any
questions or concerns. Again, thank you for your trust.

D Returned to Owner

Discharge Technician's Initials; B 6

B 6 i B6 'Diplomate, ACVIM (Cardiology)

RDVM Radiographs:

B6
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Name:! B6 P B6 i
Date: 01/10/2019

NVeight: 33.0 kg (72.8 Ibs)

Age: 7 Ref.i B6 )

Sex: Male e
Patient ID: | Bé i

Breed: Canine

History & Cardiovascular Examination:
Indication: taurine level is low

Echo 9/2018
LVIDd = 60mm
LVIDs = 40 mm

PE: no murmur, regular; eupneic/clear lungs; 100 bpm

Echocardiographic Findings:
1 i i i iptions::
Left ventricle: normal size and function.
Left atrium: normal size.
Right ventricle: normal size and function
Right atrium: normal size.
Mitral valve: normal appearance without regurgitation.
Tricuspid valve: normal appearance without regurgitation.
Aortic valve: normal appearance without regurgitation nor stenosis
Pulmonic valve: normal appearance without regurgitation nor stenosis.
Aorta: normal size and appearance.
Pulmonary arteries: normal size and appearance.
Pericardium: normal appearance without pericardial effusion.
Pleural space: no effusion noted

Cardiac Di A nt:
1) Resolved left ventricular dilation - r/o nutritional/malabsorptive
2) Low biood taurine - resolved

improved/normalized LV dimensions indicated likely nutritional cardiomyopathy. Good long-term prognosis without any
contraindications.

Recommendations:

1) Continue pimobendan 10mg PO BID until next echo
2) taurine 1 gram PO BID. No taurine level indicated.

3) Stop enalapril & camitine

4) Continue a commercial, non-novel protein based diet

Print Date: 1/10/2019
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Convention 2019 Submission for FDA CVM Update on DCM (Team leader: Dr. Siobhan Delancey)

1) Speaker Information notes:

a. Speakers:
i. Lauren Carey, D.V.M. (FDA Center for Veterinary Medicine, Division of
Veterinary Product Safety)
ii. Jennifer Jones, D.V.M. (FDA Center for Veterinary Medicine, Veterinary
Laboratory Investigation and Response Network)
iii. Lee Anne M. Palmer, V.M.D., M.P.H. (FDA Center for Veterinary Medicine,
Division of Veterinary Product Safety, Veterinary Epidemiologist)
2) Title:
a. Update from FDA on Canine Dilated Cardiomyopathy Investigation and Potential Diet
Association.
3) Abbreviated Title:
a. FDA Update: Dilated Cardiomyopathy Investigation

4) Description:
a. Inrecent years, veterinary cardiologists nationwide have reported an uptick in cases of

Dilated Cardiomyopathy (DCM) in dogs, including occurrences in breeds not normally
expected to develop it. Canine DCM was traditionally thought of as a genetic condition
of specific large and giant breed dogs, including the Doberman Pinscher, Newfoundland
and Great Dane. Subsequently, additional breeds such as Cocker Spaniels and Golden
Retrievers were identified to have a predisposition to taurine deficiency associated with
DCM. However, more recently, FDA has been investigating a potential link between
certain diets and cases of DCM in dogs, some small-breed, without a genetic
predisposition to the disease. FDA veterinarians and researchers have been collecting
and studying case reports, including extensive dietary histories, medical records,
product samples, and diagnostic samples. This session will share what FDA has learned
thus far in its investigation and highlight ways that practitioners can help advance the
agency’s investigation.

5) Objectives:
a. Attendees should recognize that recent cases of DCM include a variety of dog breeds

that are not traditionally associated with a genetic predisposition to DCM.

b. Attendees should understand what dietary factors FDA is currently investigating.
Attendees should understand what data is most helpful to submit to aid FDA in its
investigation.
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J Vet Intern Med 1999;13:65-71

Familial Dilated Cardiomyopathy of Young Portuguese Water Dogs

Donna M. Dambach, Anne Lannon, Meg M. Sleeper, and James Buchanan

A novel dilated cardiomyopathy (DCM) in 12 related Portuguese Water Dogs was identified by retrospective analysis of postmortem
and biopsy case records. Male and female puppies born to clinically healthy parents typically died at 13 (% 7.3) weeks of age
(range, 2-32 weeks) because of congestive heart failure. Puppies died suddenly without previous signs or with mild depression
followed by clinical signs of congestive heart failure 1-5 days before death. There was no sex predilection. The hearts were
enlarged and rounded, with marked left ventricular and atrial dilation. No other significant structural cardiac defects were noted.
The histologic changes in the myocardium were diffuse and characterized by myofibers of irregular sizes separated by an edematous
interstitium. The myofibers had multifocal swollen, cleared segments often involving perinuclear areas that contained granular,
phosphotungstic-acid-hematoxylin—positive material consistent with mitochondria. There was loss of the cross-striation pattern, and
intercalated discs were difficult to identify. There was no evidence of concurrent myocardial fibrosis; rare chronic inflammatory
infiltrates were noted in one dog. Noncardiac skeletal muscles were not affected. The underlying cause is unknown. From the
pedigree analysis, an autosomal recessive pattern of inheritance is suspected. Based on the histologic findings, this DCM is most
likely due to an underlying molecular (biochemical or structural) defect. The early onset and rapid progression of the disease makes

this a clinically distinctive form of canine DCM.
Key words: Dog; Idiopathic dilated cardiomyopathy.

Dﬂated cardiomyopathy (DCM) is the most commonly
reported form of canine cardiomyopathy.’? DCM is
most often associated with large and giant breed dogs and
the Doberman Pinscher, Boxer, and English and American
Cocker Spaniel breeds.*7 In all breeds, the age range of
affected dogs is wide (6 months to 15 years), although the
typical age range of clinical presentation is 48 years.! For
the Boxer, Doberman Pinscher, and Great Dane breeds, less
than 1% of cases are made up of dogs younger than 1 year
of age.® There is a 2:1 male predilection reported in the
affected breeds.® Survival is poor after onset of signs rang-
ing from 6 weeks to 2 years, and death is due to congestive
heart failure or fatal arrhythmias. The predisposition of spe-
cific breeds for DCM suggests a heritable basis for the dis-
ease, but the exact underlying molecular or biochemical
mechanism(s) for canine DCM in all cases is unknown.
Many of the structural and biochemical changes noted may
be secondary manifestations of the failing heart. This 1s the
first report of DCM in the Portuguese Water Dog breed.
This disease appears to be familial, but it has features that
distinguish it from other canine dilated cardiomyopathies.

Materials and Methods

The 12 cases of DCM in Portuguese Water Dogs (POWD) were
identified by review of the records of the Necropsy and Surgical Pa-
thology Services of the School of Veterinary Medicine, University of
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Pennsylvania, for the period 1987-1996. Postmortem examinations
were performed on 5 pups, and heart weight and heart: body weight
ratio were recorded in 3 pups. Heart weight was determined after re-
moval of the pericardium and great vessels and after all heart chambers
were opened and blood clots were removed. Body weight and condi-
tion were recorded at postmortem to allow calculation of heart: body
weight ratios. Tissues and information from the remaining 7 cases of
DCM were obtained through submissions to the Surgical Pathology
Service. Hearts from clinically normal age- and breed-matched pups
were also examined histologically. All tissues were fixed in 10% neu-
tral buffered formalin, routinely processed, embedded in paraffin, and
sectioned at 3—5 um for light microscopy. Tissue sections were stained
with hematoxylin and eosin, Masson’s trichrome for collagen, alcian
blue (pH 2.7) for mucopolysaccharides, phosphotungstic acid-hema-
toxylin for mitochondria, and periodic acid—Schiff for glycogen. For-
malin-fixed, frozen tissue from 1 pup (10) was stained with oil red O
for lipid. When whole hearts were submitted for evaluation, the fol-
lowing were examined histologically: sections through the entire left
and right free walls (atria, atrioventricular valves, and ventricles) and
sections through the entire interventricular septum, including right
atrioventricular valve and aortic valve.

Clinical and historical data were obtained either by examination of
the clinical records from affected pups at the Veterinary Hospital, Uni-
versity of Pennsylvania, or from the referring veterinarians. Two pups
(4, 10) were clinically evaluated with radiographs, EKG, and echo-
cardiography prior to death. Results of serum clinicopathologic anal-
ysis and CBCs were available for 1 pup (10). Urinary metabolic
screening was performed on pup 10 using spot tests and 1-dimensional
paper chromatography to analyze the types of amino acids, organic
acids, and carbohydrates in urine.® Pedigree analysis was performed
using 4—6-generation predigree information from affected pups pro-
vided by owners and breedors.

Results
Clinical Findings

The clinical courses of the 12 pups were similar. The
affected pups were 13 + 7.3 (SD) weeks of age (range, 2—
32 weeks) at the time of death. The longest clinical course
was 5 days and was characterized by depression and de-
creased appetite, collapse, and death. The remainder of the
pups presented with either an acute onset of respiratory
distress leading to death within hours or sudden unexpected
collapse and death (Table 1). There was no evidence of
protracted disease, even in the 32-week-old male. Because

FDA-CVM-FOIA-2019-1704-003768






O O : Normal male, female






Portuguese Water Dog Cardiomyopathy 69

were noted in the interstitium of case pup 12. Myofiber
degeneration and necrosis were also absent in all pups ex-
amined. Coronary arterial and venous vasculatures were
histologically normal. Skeletal muscle obtained from the
extremities was also histologically normal.

Discussion

DCM is characterized by generalized dilation of both
atria and ventricles of the heart.? Clinical manifestations of
DCM result from decreased pump function leading to re-
duced cardiac output. A narrow pulse pressure may be de-
tected on physical examination, and ventricular gallops typ-
ically develop once cardiac decompensation occurs. Body
cavity and pulmonary fluid accumulation and hepatomegaly
result [rom a compensalory increase in preload and the de-
creased forward movement of the blood through the heart
to the arterial system. The most striking clinical signs are
related to hypoxia and hypoperfusion, with weakness, ex-
ercise intolerance, syncope, coughing, respiratory distress,
and tachypnea frequently observed. The development of
these clinical signs typically occurs late in the course of
disease and is ominous.!> Murmurs due to consequent val-
vular insufficiency occur if dilation is severe enough to en-
large the valve annulus. Arthythmias are a common finding,
as are radiographic and echocardiographic evidence of heart
enlargement. Echocardiographic findings consistent with
cardiac enlargement include increased end-diastolic and
end-systolic ventricular volumes and increased atrial di-
ameter; changes are more frequently detected on the left
side. The shortening fraction is typically lowered, with a
decreased left ventricular free wall thickness. An additional
common feature is a reduced left ventricular ejection time.
Death is due to congestive heart failure or fatal arrhythmias.

The histologic changes noted in cases of DCM are not
pathognomonic for DCM nor are they indicative of a spe-
cific cause. In the dog, as in humans, the histologic changes
differ among individuals, but several changes are common-
ly found in all DCM cases, including 1 or more of the
following: myofiber degeneration (vacuoles or fracturing)
and necrosis, interstitial fibrosis in areas of myofiber loss,
mononuclear (lymphoplasmacytic and histiocytic) inflam-
mation, infiltration of adipocytes, and myofiber atrophy.
Myofiber hypertrophy is also a common compensatory oc-
currcnce because the affected hearts have incrcased
weights. Variable myofiber size with thin and wavy fibers
has also been reported.’*

Ultrastructural changes are also inconsistent among cases
of canine DCM and include myofibrillysis (disorientation
and loss of myofibrils), increased intermyofibrillar space,
sarcoplasmic reticulum dilation, interstitial edema, thick-
ening of Z-bands, mitochondria of irregular shape and size,
and increases in the numbers of mitochondria, glycogen
granules, lysosomes, lipofuscin granules, and lipid vacu-
oles.!*-17 Additional mitochondrial changes include swollen
and disrupted cristae, myelin figure formation, and spheri-
cal intramitochondrial inclusions. Tn general, the ultrastruc-
tural changes are also nonspecific and have been noted in
a variety of chronic cardiac diseases. Some changes indi-
cate an increase in cell breakdown products, ie, lipofuscin
and myelin figures. Other changes are most likely compen-

satory and related to deranged energy metabolism (mito-
chondrial changes, lipid and glycogen accumulation) and
hypertrophy (Z-band thickening).'s

The causes of DCM can be divided into 2 major cate-
gories: primary (idiopathic) and secondary. Secondary
DCM is the result of cardiac dysfunction due to extracar-
diac factors that affect cardiac function. These factors are
usually systemic in origin and include infectious agents,
toxins, and inflammatory or neoplastic conditions that result
in destruction of the myocardium and acquired or inherited
metabolic diseases that affect myofiber function.! Primary
or idiopathic DCM principally or exclusively affects the
myocardium, and the etiology is unknown. The clinical de-
termination of idiopathic DCM is based upon the absence
of underlying systemic, coronary, valvular, structural (con-
genital), hypertensive, or pericardial disease. Suspected
causes of idiopathic DCM include inherited (genetic) de-
fects, infectious agents (enteroviral), immunologic disease,
and endstage disease of unknown origin (toxic, infectious,
inflammatory).'>181* The latter proposed -etiologies are
based upon the finding of inflammatory infiltrates in the
myocardium. The only definitive virus-induced DCM de-
scribed in the dog is parvoviral myocarditis. Pups affected
with parvoviral myocarditis are between 2 and 16 weeks
of age with no apparent familial, breed, or sex predilec-
tion.? Histologically, the changes in the myocardium cor-
respond to a lymphocytic, end-stage myocarditis with myo-
fiber loss and replacement by extensive fibrosis. In early
stages of disease, viral inclusions are noted in myofibers,
often without concurrent inflammation. Subacute changes
include myofiber necrosis and mild inflammatory infiltrates.

Immune-mediated myocarditis leading to endstage DCM
has also been suggested as a possible etiological subset of
human DCM, % but an immune-mediated cause of canine
DCM has not been proved. A subset of human DCM ap-
pears to have a genetic basis. Inherited DCM can be further
subdivided into disorders of substrate and energy metabo-
lism, storage diseases, and disorders of mechanisms yet to
be determined that are classilied as heritable because of
evidence of familial relatedness.!?'2 In other forms of hu-
man cardiomyopathy, such as hypertrophic cardiomyopa-
thy, genetic defects have been related to contractility pro-
teins (cardiac beta-myosin heavy chain), cytoskeletal pro-
teins, and proteins involved in either signal transduction or
metabolism.!® Similar defects have not been found to date
for DCM in dogs.

Other etiologies that have been considered for DCM in
humans and animals revolve around defects in energy me-
tabolism or decreased levels of compounds that protect
against oxidative damage. These problems include deficien-
cies in magnesium, thiamine, selenium, vitamin E, and tau-
rine.?*? Deficiencies of these compounds have not been
thoroughly explored in the dog.?* Catecholamine excess has
also been suggested in human DCM because DCM has
been identified in patients with actively secreting pheochro-
mocytomas and in animals given catecholamines.?” The ex-
act mechanism of catecholamine-induced cardiomyopathy
1s unknown.

In dogs, idiopathic DCM is generally suspected to be
heritable based upon the various breed predilections, but
heterogeneous underlying biochemical/metabolic defects
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are suspected. Substantive evidence supporting the possible
underlying causes or mechanisms is quite limited. De-
creased myocardial L-carnitine concentrations have been
noted in related Boxer dogs with DCM and in some Do-
berman Pinschers with DCM.282° However, L -carnitine con-
centrations are also lowered with advanced cardiac disease
of any cause, and therefore a lower concentration is not a
definitive indicator of underlying cause.?* Supplementation
may serve to enhance remaining cardiac function.

Decreased cardiac myosin levels have been noted in clin-
ically normal Doberman Pinschers and Doberman Pin-
schers affected with DCM when compared with cardiac
myosin levels in other dog breeds.’® Lower myosin levels
may predispose the heart to failure due to diminished pro-
tective effects against cellular hypoxia. The myoglobin con-
centration noted in clinically normal Doberman Pinschers
was similar to cardiac myoglobin concentrations in dogs
with heart failure experimentally induced by rapid ventric-
ular pacing.*® These findings indicate that changes in myo-
globin concentration may be important in the progression
of heart failure and that it may be an important component
of the DCM of Doberman Pinschers. However, the fact that
experimentally induced heart failure resulted in a lowering
of myoglobin may also suggest that the lowered myoglobin
found in the clinically normal Doberman Pinschers may
simply be yet another indicator of underlying cardiac dys-
function due to some other etiology. In the same study,
mitochondrial ATPase activity was 45% lower in both clin-
ically affected and normal Doberman Pinschers when com-
pared with normal dogs. A similar decrease was also noted
in experimental models of heart failure, suggesting again
that this finding is most likely a result rather than a cause
of heart failure.*

McCutcheon et al*' examined myocardial metabolite and
enzyme levels for the major metabolic pathways for energy
production and calcium transfer in Doberman Pinschers
with DCM. They found significant decreases of metabolites
and enzymes associated with mitochondrial ATP produc-
tion. The greatest decreases were found for the mitochon-
drial respiratory chain enzymes and myoglobin. The au-
thors conceded that their findings do not indicate whether
the decreased mitochondrial energy production is a primary
or secondary defect. Comparison with experimentally in-
duced models of heart failure will help resolve this ques-
tion. Lower concentrations of cnyzmes and myoglobin in
DCM of Doberman Pinschers may not be unique to that
form of DCM but may be secondary compensatory changes
of the failing heart.

The clinical and postmortem findings in the 12 affected
POWD described in this report are consistent with the find-
ings reported for other canine DCM. The heart:body
weight ratios available for 3 of the pups were all above 1%,
which 1s greater than that reported for normal dogs
(0.084%).32 The lack of apparent underlying systemic or
structural causes for DCM in these dogs places this form
of DCM in the category of primary or idiopathic DCM,
and the apparent autosomal recessive pattern of inheritance
1s consistent with a familial disease.

The histologic features noted in the myocardium are sub-
tle and lack changes associated with chronicity, ie, fibrosis
or inflammation found in other forms of canine DCM. The

changes in the myofibers and interstitium were diffusely
distributed in the myocardium of affected POWD but were
most pronounced in the left ventricular and septal myocar-
dium. The cause of the expanded interstitium was edema,
and the myofiber swelling and loss of cross-striations was
attributable to cytoplasmic fluid accumulation (hydropic
change) and an apparent increase in the numbers of mito-
chondria as confirmed by use of special stains to detect the
deposition of lipid, glycogen, or mucopolysaccharides,
which may have expanded the interstitium and sarcoplasm.
Hydropic change is a nonspecific indicator of membrane
dysfunction caused by a defect in energy production or
structural membrane failure. Although myofibers were thin-
ner than normal, the increased heart weights and the nuclear
hyperchromasia and size variability are consistent with
myoliber hypertrophy. Myoliber splitling/branching and
disarray, noted in other forms of cardiomyopathy, were also
noted in the myocardium of the affected POWD. There was
no evidence of active myofiber necrosis in the 12 pups ex-
amined. Thus, myocardial decompensation probably is
acute and rapidly fatal, precluding cellular degeneration that
would be noted histologically.

There was no evidence for myocardial storage disease as
a cause for POWD DCM. Eleven of the POWD pups lacked
any evidence of cardiac inflammation; however, a single
pup did have rare perivascular and endocardial inflamma-
tion. The significance of the inflammation noted in the sin-
gle pup is unknown. The general lack of inflammation sug-
gests that the underlying cause is most likely not infectious
or immune mediated. However, because this is a prelimi-
nary description of a new DCM, the possibility of under-
lying infectious or immune-mediated causes should still be
considered. There was no indication that this DCM was the
result of primary vascular disease; all coronary vasculature
examined histologically and at postmortem was normal.
Skeletal muscle obtained from the extremities of affected
pups was histologically normal, indicating that a primary
DCM is present in the POWD breed. There was also no
clinical evidence of noncardiac skeletal muscle involve-
ment. The finding of Anitchkow cells in the interstitium of
1 pup is nonspecific. Anitchkow cells are mesenchymal
cells located in the myocardial interstitivm and are sus-
pected to be activated myofibroblasts, considered indicative
of myocardial damage.*

The clinical course of the POWD DCM was distinctive.
The age of onset noted in the POWD (13 £ 7.3 weeks) is
the youngest for any form of canine DCM, and the pro-
gression of disease (sudden death to 5 days) is significantly
more rapid than has been reported in other dogs with DCM
(0.5-24 months). All pups either died suddenly without pre-
vious clinical signs or had vague clinical signs related to
left ventricular failure for 1-5 days prior to death, and treat-
ment did not aftect outcome in these pups. Pups evaluated
prior to death had signs referrable to left ventricular failure
and radiographic, electrocardiographic, and echocardio-
graphic indices consistent with a diagnosis of DCM. Serum
biochemical and urine analyses and CBCs were within nor-
mal ranges for the pups examined, and urinary metabolic
screening for inborn errors of metabolism did not indicate
inherited metabolic diseases such as mucopolysacchridosis
and several amino acidurias (data not shown). Unfortunate-
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ly, no additional biochemical evaluations for serum con-
stituents more specific for cardiac disease, eg, creatine
phosphokinase or plasma carnitine, were performed on
these pups.

The true prevalence of DCM in the POWD breed cannot
be determined at this time. The POWD are a relatively new
breed in the United States, and they comprise a small pop-
ulation. All of the current US dogs came from foundation
stock originating in Portugal, hence the gene pool is small.
Several breeders in the USA and Portugal have anecdotally
reported sudden death in young pups, but the causes of
these deaths have not been investigated.

This study was limited by the lack of available fresh
tissues and active cases for more complete analysis. Future
investigations should be designed to expand information
concerning  biochemical, molecular, and histologic/ultra-
structural changes and to confirm the mode of inheritance.
POWD DCM also may serve as a useful canine model for
DCM.

This newly described familial DCM of the Portuguese
Water Dog breed appears to have an autosomal recessive
mode of inheritance. It 1s distinguished clinically from other
forms of canine DCM by the young age at onset (13 = 7.3
weeks) and the rapid clinical course (days). The preliminary
histologic findings suggest that this DCM is not the result
of an infectious or immune-mediated etiology, but it is most
likely caused by an underlying molecular (biochemical/
structural) defect.
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Plasma and whole blood taurine in normal dogs of varying size
fed commercially prepared food

By S. J. DeLaney!, P. H. Kass?, Q. R. Rocers® and A. J. Fascertr’

Summary

The objective of the present study was to examine the effect of signalment, body size
and diet on plasma taurine and whole blood taurine concentrations. A total of 131
normal dogs consuming commercially prepared dog food had blood drawn 3-5 h post-
prandially to be analysed for plasma amino acids and whole blood taurine. Body weight
and morphometric measurements of each dog were taken. Plasma and whole blood
taurine concentrations were 77 + 2.1 nmol/ml (mean £ SEM) and 266 + 5.1 nmol/ml
(mean + SEM), respectively. No effect of age, sex, body weight, body size, or diet was
seen on plasma and whole blood taurine concentrations. Mean whole blood taurine
concentrations were lower in dogs fed diets containing whole grain rice, rice bran or
barley. The lowest whole blood concentrations were seen in dogs fed lamb or lamb meal
and rice diets. Plasma methionine and cysteine concentrations were lower in dogs fed
diets with animal meals or turkey, and whole grain rice, rice bran or barley. Fifteen
of 131 dogs had plasma taurine concentrations lower than, or equal, to the previously
reported lowest mean food-deprived plasma taurine concentration in normal dogs of
49 £ 5 nmol/ml (mean + SEM) (ErrLioTT et al,, 2000). These findings support the theory
that taurine deficiency in dogs may be related to the consumption of certain dietary
ingredients. Scientific and clinical evidence supports the hypothesis that dilated
cardiomyopathy is associated with low blood taurine concentration in dogs; therefore,
further work is indicated to determine the mechanism by which diet can affect taurine
status in dogs.

Introduction
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Document Comments
Total Comments: 2

Author: Norris, Anne

Date: 12/11/2018 1:43:00 PM
Initial: NA

Range: hyperlink

Scope: DCM Investigation webpage

Author: Norris, Anne

Date: 12/18/2018 1:09:00 PM

Initial: NA

Range: link to investigation web page

Scope: FDA Investigation into Potential Link between Certain Diets and
Canine Dilated Cardiomyopathy
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From: Jones, Jennifer L </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0F6CA12EAA9348059A4CBB1E829AF244-
JENNIFER.JO>

To: Norris, Anne

CcC: Peloquin, Sarah

Sent: 6/13/2019 3:37:04 PM
Subject: RE: Vet-LIRN Update on DCM
Done ;)

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

it .5, FOOU & DRUG

ADMINISERATION

From: Norris, Anne

Sent: Thursday, June 13, 2019 11:17 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
Cc: Peloquin, Sarah <Sarah.Peloquin@fda.hhs.gov>
Subject: RE: Vet-LIRN Update on DCM

Shoot, sorry | spoke too soon. Bs

B5

Sorry about that, | wish | could pull the numbers myself without having to bother you again!

From: Norris, Anne

Sent: Thursday, June 13, 2019 10:41 AM

To: Jones, Jennifer L <Jennifer. Jones@fda. hihs, gov>
Cc: Peloquin, Sarah <Sarah. Peloguin@fda.hhs. gov>
Subject: RE: Vet-LIRN Update on DCM

Thanks! Sounds good. Tracey just asked me to reschedule tomorrow’s meeting for early next week. I'll still send
around the comms docs links for people to start reviewing in the interim.

From: Jones, Jennifer L

Sent: Thursday, June 13, 2019 10:03 AM

To: Norris, Anne <Anne.Norris@fda.hhs,. gov>

Cc: Peloquin, Sarah <3Sarah.Peloguin@fda.hhs.gov>
Subject: RE: Vet-LIRN Update on DCM

Thanks, Anne. B5
time.
We don’t need to meet unlessi B5 iIn that case, I'm free today until 3.
Otherwise, we can just chat tomoirow with THé Group. '

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

BN U.S. FOOD & DRUG

KRB EIE S E O 6
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From: Norris, Anne

Sent: Thursday, June 13, 2019 9:49 AM

To: Jones, Jennifer L <Jennifer. Jones@fda. hihs, gov>
Cc: Peloquin, Sarah <Sarah. Peloguin@fda.hhs. gov>
Subject: RE: Vet-LIRN Update on DCM

Thanks, you're the best! Just one stat | need for the comms that | don’t see ip there@ B5

BS

I’ll give this a read through, but | think it's in great shape for tomorrow. If you'd like to talk it through before then,
happy to do that.

From: Jones, Jennifer L

Sent: Thursday, June 13, 2019 9:31 AM

To: Norris, Anne <Anne.Norris@fda.hhs,. gov>

Cc: Peloquin, Sarah <Sarah.Peloguin@fda hhs.gov>
Subject: RE: Vet-LIRN Update on DCM

Good morning Anne,

| finished with the Vet-LIRN updates, and they're ready for your team.

Please let me know if you want to meet ahead of tomorrow’s meeting to discuss the content.
Thanks again,

Jen

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421 "
.G, FOOD & DRUG m

HHH O O YD

From: Jones, Jennifer L

Sent: Wednesday, June 05, 2019 9:38 AM
To: Norris, Anne <Anne.Norris@fda.hhs, gov>
Subject: RE: Vet-LIRN Update on DCM

Thank you : )

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

G, FOOD & DRLG
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From: Norris, Anne

Sent: Wednesday, June 05, 2019 9:37 AM

To: Jones, Jennifer L <Jennifer. Jones@fda. hihs gov>
Subject: RE: Vet-LIRN Update on DCM

Sure, no problem at all. " B6

From: Jones, Jennifer L

Sent: Wednesday, June 5, 2019 9:33 AM

To: Norris, Anne <Anne.Norris@fda.hhs,. gov>
Subject: RE: Vet-LIRN Update on DCM

FDA-CVM-FOIA-2019-1704-003938



Thanks, Anne. I'll take a look and work on the updates.

Can | get it to you by COB Thursday?

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

1.5, FOOD & DRUG wi"};%

i o e 13 Y 2

From: Norris, Anne

Sent: Wednesday, June 05, 2019 9:23 AM

To: Jones, Jennifer L <Jennifer, Jones@fda. hhs, gov>
Subject: Vet-LIRN Update on DCM

Hi Jen,

B6

Wanted to circle back after Dr. Solomon’s DCM briefing. You did a great job! | think he has a much better

appreciation for where things stand now.

| mocked up a new document for the June DCM Vet-LIRN Update using the last Vet LIRN-Update as the basis

and thought you could edit/add/subtract as you wish.

Draft — Vet-LIRN DCM Update for June 2019

Happy to discuss/help however | can, please let me know! If at all possible, | think we’d like to have drafts ready

to share with the group by the middle of next week. Is that workable for you?

Thanks!
Anne

Anne Norris
Strategic Initiatives

Office of the Director
Center for Veterinary Medicine
U.S. Food & Drug Administration

..0:.240-402:0132
i B6

i Anne Norms@idahhs.gov

1 U.S. FOOD & DRUG

l onministaaion
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From: Jones, Jennifer L </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0F6CA12EAA9348059A4CBB1E829AF244-
JENNIFER.JO>

To: Freeman, Lisa

CcC: Norris, Anne

Sent: 7/5/2019 10:49:33 AM

Subject: RE: FDA DCM Update Links-Live 6/27/2019
Hi Lisa,

No, | did not hear about any preliminary data frorrg_
Thanks again, T
Jen

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

||" M u.s. FooD & DRUG

AR IEINL ST R AT

From: Freeman, Lisa <Lisa.Freeman@tufts.edu>
Sent: Thursday, June 27, 2019 11:20 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
Cc: Norris, Anne <Anne.Norris@fda.hhs.gov>
Subject: Re: FDA DCM Update Links-Live 6/27/2019

Hi Jen. | heard rumors of something coming so thanks for letting me know. Did you hear fromi B@ iabout our
preliminary data presented at ACVIM? Let me know if you'd like to discuss
Thanks. Lisa

Sent from my iPhone

On Jun 27, 2019, at 11:14 AM, Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov> wrote;

Good morning,
| wanted to let you know that FDA Consumer update about DCM when live this morning. Here are the links:

CVM Update
VWeb Update — DCM Investigation

Web QA (Updated)

Vet-LIRN Update

DCM Complaint Spreadsheet — 1/1/14 - 4/30/19

If you have any questions about the content, please direct them to: AskCVM@&fda.hhs.gov

Thank you and take care,
Jen

Jennifer L. A. Jones, DVM

Veterinary Medical Officer

U.3. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
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8401 Muirkirk Road, G704

Laurel, Maryland 20708

new tel: 240-402-5421

fax: 301-210-4685

e-mail: jennifer. jones@fda.hhs.gov

Web: hitp://www.fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.hitm
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From: Joshua & Sern <jsterni@uwcd avis adu=

Ten: Jones, Jennier L

cC: Mairis, Anne

Sent: GIETI2019 3-56-33 PM

Subject: Re: FDA DCM Update Links-Live 8/27/2019
Attachments: imaged0s, png; image00s, pog

Thanks so0 much!

Joshua A, Stern. DVM. PR, DACYIM
614,390, 1516; jsterni@ucdavis, giu
Sent from my iPhone

On Jun 27, 2009, at 8:11 AM, Jooes, Jennifer L <Jennifer Jonesidfda, hhe, gov= wrote:

Good morming,
| wanted to let you know that FDA Consumer update about DCM when live this moming. Here are the links:

CVM Update
Web Update — DCM 1 tinats
Web Q& (Updated!

Vet-LIRN Update

BCM Complaint Spreadsheet — 17114 - 473019

If you have any guestions about the content, please direct them to: AskCVME fda.bihs.gov

Thank you and take care,
Jan

Jennifer L. &. Jones, VM

Wederinary Medical (OHicer

U5, Faod & Deug fdm inkiration

Canler for Welsdinary Medicine

Ofice of Fesearch

“Wetarirary Lalssratery Investigation ard Responss Network (We-LIRH)
gl Muirkitk Fooad, G704

Lawral, Maryland Z0008

ey el T 02240

fazx: B0 -210- 4505

a-mal; paniferfonsefTina bhe any

Wb hep ey s oy dnimalYsisina v SoepeRess arch iy o D473 34_hbm

=imaged(s png> <imagedds. png>




From: ADIN,DARCY BRITTAIN <adind@ufl.edu>

To: Jones, Jennifer L
Sent: 6/27/2019 4:47:40 PM
Subject: RE: FDA DCM Update Links-Live 6/27/2019

Thank you for the update! Sounds like you are making good progress!
Take care
Darcy

From: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
Sent: Thursday, June 27, 2019 11:11 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
Cc: Norris, Anne <Anne.Norris@fda.hhs.gov>

Subject: FDA DCM Update Links-Live 6/27/2019

Good morning,
| wanted to let you know that FDA Consumer update about DCM when live this morning. Here are the links:

CVM Update

Web Update — DCM Investigation

Web QA (Updated)

Vet-LIRN Update

DCM Complaint Spreadsheet — 1/1/14 - 4/30/19

If you have any questions about the content, please direct them to: AskCVM@fda.hhs.gov

Thank you and take care,
Jen

Jennifer L. A. Jones, DVM

Veterinary Medical Officer

U.3. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
8401 Muirkirk Road, G704

Laurel, Maryland 20708

new tel: 240-402-5421

fax: 301-210-4685

e-mail: jenniferjones@fda.hhs.gov

Web: http://www.fda.gov/AnimalVeterinary/ScienceResearch/ucm247 334 .htm

mm 1.5, FOOD & DRUG _
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From: Putnam, Juli </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=45A45E85E6E94413A4BD2C9FDBB3DE1B-
JULIANN.PUT>

To: Palmer, Lee Anne; Carey, Lauren; Hartogensis, Martine; DeLancey, Siobhan; Jones, Jennifer L;
Reimschuessel, Renate; Norris, Anne

CcC: Forfa, Tracey; Rotstein, David; Eisenman, Theresa; Nemser, Sarah

Sent: 7/27/2018 8:40:54 PM

Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/31

Thanks!

From: Palmer, Lee Anne

Sent: Friday, July 27, 2018 4:12 PM

To: Putnam, Juli <JuliAnn.Putnam@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Hartogensis,
Martine <Martine.Hartogensis@fda.hhs.gov>; DeLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Jones,
Jennifer L <Jennifer.Jones@fda.hhs.gov>; Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>

Cc: Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>; Eisenman,
Theresa <Theresa.Eisenman@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>

Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/31

Hi Juli — just a couple edits below to consider. | separated it into paragraphs only to make it easier for me to
read.

Thanks — have a great weekend! Lee Anne

From: Putnam, Juli

Sent: Friday, July 27, 2018 4:04 PM

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; DelLancey, Siobhan
<Siobhan.Delancey@fda.hhs.gov>; Jones, Jennifer L <Jennifer. Jones@fda.hhs.gov>; Reimschuessel, Renate
<Renate.Reimschuessel@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>

Cc: Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>; Eisenman,
Theresa <Theresa.Eisenman@fda.hhs.qov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.qgov>

Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/31

Thank you all — so | can say:

FDA-CVM-FOIA-2019-1704-004030



From: Palmer, Lee Anne

Sent: Friday, July 27, 2018 3:33 PM

To: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Putnam, Juli <JuliAnn.Putnam@fda.hhs.gov>; Hartogensis,
Martine <Martine.Hartogensis@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Jones,
Jennifer L <Jennifer.Jones@fda.hhs.gov>; Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>;
Norris, Anne <Anne.Norris@ida.hhs.qov>

Cc: Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>; Eisenman,
Theresa <Theresa.Eisenman@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>

Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/31

From: Carey, Lauren

Sent: Friday, July 27, 2018 3:19 PM

To: Putnam, Juli <JuliAnn. Putnam@fda.hhs.gov>; Hartogensis, Martine <Martine. Hartogensis@fda.hhs.gov=>;
DeLancey, Siobhan <Siobhan.Delancey@fda.hhs.qov>; Jones, Jennifer L <Jennifer. Jones@fda.hhs.gov>;
Reimschuessel, Renate <Renate. Reimschuessel@@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>;
Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>

Cc: Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>; Eisenman,
Theresa <Theresa.Eisenman@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>

Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/31

Hi Juli,

Thanks,
Lauren

From: Putnam, Juli

Sent: Friday, July 27, 2018 10:44 AM

To: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Hartogensis, Martine <Martine. Hartogensis@fda.hhs.gov>;
DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>;
Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.qov>;
Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>

Cc: Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>; Eisenman,
Theresa <Theresa.Eisenman@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>

Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/31

FDA-CVM-FOIA-2019-1704-004031



B5

Best,
Juli

From: Carey, Lauren

Sent: Friday, July 27, 2018 9:40 AM

To: Putnam, Juli <JuliAnn.Putnam@fda.hhs.gov>; Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>,
DeLancey, Siobhan <Sigbhan.Delancey@fda.hhs.gov>; Jones, Jennifer L <Jennifer. Jones@fda.hhs.gov>;
Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>;
Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>

Cc: Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>; Eisenman,

Theresa <Theresa.Eisenman@fda.hhs. gov>; Nemser, Sarah <Sarah.Nemser@fda. hhs.gov>
Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/31

Hi Juli,

B5

Thanks,
Lauren

From: Putnam, Juli

Sent: Friday, July 27, 2018 9:26 AM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; DeLancey, Siobhan
<Siobhan.Delancey@fda.hhs.gov>; Jones, Jennifer L <Jennifer. Jones@fda.hhs.gov>; Reimschuessel, Renate
<Renate.Reimschuessel@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Norris, Anne
<Anne.Norris@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.qov>

Cc: Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>; Eisenman,
Theresa <Theresa.Eisenman@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>

Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/31

Hi all,

The Washington Post story got delayed and now the reporter (Kate Furbyy) is asking us for an updated case
count for dogs without the genetic predisposition falling ill. She also wants an updated number on the dogs who
may have passed away as a result. She saw that The New York Times mentioned that the FDA had reported
three deaths. She is wondering if these deaths were just since the report came out, or if this is total number. (|
know those were the # from our initial warning but not sure if more deaths have been reported to us since).

Are we able to provide an updated case count between now and next Tuesday? | will, of course, remind her that
the numbers are constantly changing so they only represent a single point in time.

Best,
Juli

From: Hartogensis, Martine

Sent: Tuesday, July 24, 2018 9:09 AM

To: Putnam, Juli <JuliAnn.Putnam@fda.hhs.gov>; DelLancey, Siobhan <Sigbhan.Delancey@fda.hhs.gov>;
Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>: Reimschuessel, Renate
<Renate.Reimschuessel@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Norris, Anne
<Anne.Norris@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>

Cc: Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>; Eisenman,
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Theresa <Theresa.Eisenman@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>
Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/20

Hi Juli,

Martine

From: Putnam, Juli

Sent: Tuesday, July 24, 2018 8:41 AM

To: DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>;
Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Reimschuessel, Renate
<Renate.Reimschuessel@fda.hhs.qov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Norris, Anne
<Anne.Norris@fda.hhs.gov>

Cc: Forfa, Tracey <Tracey.Forfag@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>; Eisenman,
Theresa <Theresa.Eisenman@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>

Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/20

B5

From: DelLancey, Siobhan

Sent: Monday, July 23, 2018 12:56 PM

To: Putnam, Juli <JuliAnn.Putnam@fda.hhs.gov>: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>:
Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Reimschuessel, Renate
<Renate.Reimschuessel@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Norris, Anne
<Anne.Norris@fda.hhs.gov>

Cc: Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>; Eisenman,
Theresa <Theresa.Eisenman@fda.hhs.qov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>

Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/20

B5

Siobhan DelLancey, RVT, MPH
O: 240-402-9973

-
g
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Siobhan.Del ancey@fda.hhs.gov

From: Putnam, Juli
Sent: Monday, July 23, 2018 12:45 PM
To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Hartogensis, Martine
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<Martine.Hartogensis@fda.hhs.gov>; Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>; Carey,
Lauren <Lauren.Carey@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>

Cc: DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>;
Rotstein, David <David.Rotstein@fda.hhs.gov>; Eisenman, Theresa <Theresa.Eisenman@fda.hhs.gov>;
Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>

Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/20

B5

Thanks for your guidance.
Best,
Juli

From: Jones, Jennifer L

Sent: Monday, July 23, 2018 6:48 AM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Reimschuessel, Renate
<Renate.Reimschuessel@fda.hhs.gov>; Putnam, Juli <JuliAnn.Putnam@fda.hhs.gov>; Carey, Lauren
<Lauren.Carey@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>

Cc: DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>;
Rotstein, David <David.Rotstein@fda.hhs.gov>; Eisenman, Theresa <Theresa.Eisenman@fda.hhs.gov>;
Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>

Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/20

B5

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421
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From: Hartogensis, Martine

Sent: Friday, July 20, 2018 11:27 AM

To: Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>; Putnam, Juli

<JuliAnn. Putham@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Jones, Jennifer L
<Jennifer. Jones@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.qov>

Cc: DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>;
Rotstein, David <David Rotstein@fda.hhs.gov>; Eisenman, Theresa <Theresa. Eisenman@fda.hhs.qov>;
Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>

Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/20

Thanks Renatel

Martine

From: Reimschuessel, Renate

Sent; Friday, July 20, 2018 11:26 AM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Putnam, Juli <JuliAnn.Puthnam@fda.hhs.gov>;
Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Norris, Anne
<Anne.Norris@fda.hhs.gov>

Cc: DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>;
Rotstein, David <David.Rotstein@fda.hhs.gov>; Eisenman, Theresa <Theresa.Eisenman@fda.hhs.qgov>;
Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>

Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/20
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Renate Reimschuessel V.M.D. Ph.D. Director Vet-LIRN
Phone 1- 240-402-5404

Fax 301-210-4685

hitp:fiveew fela ol AnimalVeterinary/Science Researchitiem247334 htm

From: Hartogensis, Martine

Sent: Friday, July 20, 2018 11:14 AM

To: Putnam, Juli <JuliAnn.Putnam@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Jones,

Jennifer L <Jennifer. Jones@fda. hhs.qgov>; Norris, Anne <Anne Norris@fda.hhs.gov>

Cc: Delancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>;
Rotstein, David <David.Rotstein@fda.hhs.gov>; Eisenman, Theresa <Theresa.Eisenman@fda.hhs.gov>;
Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>; Reimschuessel, Renate

<Renate.Reimschuessel@fda.hhs.gov>
Subject: RE; Media inquiry request - Washington Post - DCM - Deadline: 7/20

Ok, thanks Juli! | am looping in Sarah Nemser and Renate in case they know, but no worries if not.

Thanks again!

Martine

From: Putnam, Juli

Sent: Friday, July 20, 2018 11:02 AM

To: Hartogensis, Martine <Martine Hartogensis@fda.hhs gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Jones, Jennifer L <Jennifer. Jones@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>

Cc: Delancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>;

Rotstein, David <David.Rotstein@fda.hhs gov>; Eisenman, Theresa <Theresa. Eisenman@fda.hhs gov>
Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/20

Thanks, Martine. | got an out of office that Jen is out until Monday. However, if we are able to confirm this
number before then, please send to my colleague Theresa Eisenman (copied on this email) and she will provide
it to the NYT reporter. | am on leave the rest of today so Theresa will be able to help on any other follow-up we
may have with NYT or Washington Post on DCM today.

Thanks, and hope everyone has a good weekend!

Best,
Juli

From: Hartogensis, Martine

Sent: Friday, July 20, 2018 10:21 AM

To: Putnam, Juli <JuliAnn.Putnam@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Jones,
Jennifer L <Jennifer.Jones@fda.hhs.qov>; Norris, Anne <Anne.Norris@fda.hhs.gov>

Cc: Delancey, Siobhan <Siobhan Delancey@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda hhs gov>;

Rotstein, David <David.Rotstein@fda.hhs.gov>
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Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/20

Hi Juli,

It sounds like there may be about B5 Jen, can you confirm?

Martine

From: Putnam, Juli

Sent: Friday, July 20, 2018 10:19 AM

To: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Hartogensis, Martine <Martine. Hartogensis@fda.bhs.gov>;
Jones, Jennifer L <Jennifer. Jones@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>

Cc: Delancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>;

Rotstein, David <David.Rotstein@fda.hhs.gov>
Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/20

B5

From: Carey, Lauren

Sent: Friday, July 20, 2018 9:50 AM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Jones, Jennifer L

<Jennifer. Jones@fda.hhs.gov>; Putham, Juli <JuliAnn.Putnam@fda.bhs.gov>; Norris, Anne
<Anne.Norris@fda.hhs.gov>

Cc: DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>;
Rotstein, David <David.Rotstein@fda.hhs.gov>

Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/20
From: Hartogensis, Martine
Sent: Friday, July 20, 2018 8:02 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Putham,
Juli <JuliAnn. Putnam@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>

Cc: Delancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>;
Rotstein, David <David.Rotstein@fda.hhs.gov>

Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/20

Thanks Jen.

B5

Martine

From: Jones, Jennifer L <Jennifer Jones(@tda.lihs. gov>
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Date: July 20, 2018 at 6:47:01 AM EDT

To: Carey, Lauren <Lauren Carev{wfda hhs gov>, Hartogensis, Martine <Martine Hartogensisfda hhs.gov>,
Putnam, Juli <JuliAnn Putnamd@fda hhs ¢ov>, Norris, Anne <Anne Norris@fda hhs gov>

Cc: DeLancey, Siobhan <Siobhan.Delancey(@fda.hhs.gov>, Forfa, Tracey <Tracey.Forfai@fda hhs gov>,
Rotstein, David <David.Rotstein@dfda.hlis.gov>

Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/20

B5

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

e
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From: Carey, Lauren

Sent: Thursday, July 19, 2018 412 PM

To: Hartogensis, Martine <Martine. Hartogensis@fda.hhs.gov>; Putnam, Juli <JuliAnn. Putham@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>

Cc: DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.qov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>; Jones,
Jennifer L <Jennifer.Jones@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>

Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/20

Jen should have an answer for you on that.

From: Hartogensis, Martine

Sent: Thursday, July 19, 2018 4.02 PM

To: Putnam, Juli <JuliAnn.Putnam@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>

Cc: Delancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>; Carey,
Lauren <Lauren.Carey@fda.hhs.gov>; Jones, Jennifer L <Jennifer. Jones@fda.hhs.gov>; Rotstein, David
<David.Rotstein@fda.hhs.gov>

Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/20

Hi Juli,

Just looping in the dream team again. Do any of you know if our B5

TIA!

Martine

From: Putnam, Juli

Sent: Thursday, July 19, 2018 3.58 PM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov=>; Norris, Anne <Anne.Norris@fda.hhs.qov>
Cc: Delancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>
Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/20

B5
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From: Hartogensis, Martine

Sent: Thursday, July 19, 2018 3:43 PM

To: Norris, Anne <Anne.Norris@fda.hhs.gov>; Putnam, Juli <JuliAnn.Putnam@fda.hhs.gov>

Cc: DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>
Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/20

Great points, thank you Annel

From: Norris, Anne

Sent: Thursday, July 19, 2018 3:42 PM

To: Putnam, Juli <JuliAnn.Putnam@fda.hhs.gov>; Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>
Cc: Delancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>
Subject: RE: Media inquiry request - Washington Post - DCM - Deadline: 7/20

I know you haven't accepted yet, Martine, but wanted to throw these points out for you and Juli to consider for
future interviews. We keep getting variations on the same questions over and over again from consumers, so it
might be helpful to mention a variation of the information provided below to allay some of the consumer anxiety
out there.

Thanks,
Anne

From: Putnam, Juli

Sent: Thursday, July 19, 2018 3:33 PM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>

Cc: DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>; Forfa,
Tracey <Tracey.Forfa@fda.hhs.gov>

Subject: Media inquiry request - Washington Post - DCM - Deadline: 7/20

Hi Martine,

Are you willing to do another interview on DCM tomorrow morning? Washington Post is now writing too.
Please advise.

Thanks!

Juli

Reporter: Kate Furby

Qutlet: Washington Post

Deadline: 7/20

Background: Kate would like to write a story on FDA's alert regarding DCM and its potential link to dog food.

This would be for the Health, Environment, Science section of the Post. She is contacting a few vets at

universities now as well.

Questions:

She said her questions would just be standard ones about the FDA alert on dog food and canine heart health.
Quuestions about DCM - what is it, what are symptoms, how is it detected, how common is it, etc.

Questions about legumes and potatoes in dog diets.

Juli Putnam
Press Officer

Office of Media Aftairs
Office of External Affairs
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U.S. Food and Drug Administration
Tel: 240-402-0537 | Beé
Juli. Putham@fda hbs.gov
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From: Palmer, Lee Anne </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=CF7C8BD53B6C45A39318A596 ACEA7C53-

LPALMER>
To: DeLancey, Siobhan; Hartogensis, Martine; Carey, Lauren; Jones, Jennifer L; Rotstein, David
CC: Norris, Anne; Putnam, Juli
Sent: 10/9/2018 7:42:46 PM
Subject: RE: Media Request - DCM - WUSAS inquiry

That sounds good — thanks! Just let us know if and when...| made one possible edit in green.

From: DeLancey, Siobhan

Sent: Tuesday, October 9, 2018 3:01 PM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov=>; Palmer, Lee Anne
<LeeAnne.Palmer@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Jones, Jennifer L
<Jennifer.Jones@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>

Cc: Norris, Anne <Anne.Norris@fda.hhs.gov>; Putnam, Juli <JuliAnn.Putnam@fda.hhs.gov>
Subject: RE: Media Request - DCM - WUSAS inquiry

B5

From: Hartogensis, Martine

Sent: Tuesday, October 09, 2018 2:59 PM

To: Palmer, Lee Anne <lL.eeAnne.Palmer@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Jones,
Jennifer L <Jennifer. Jones@fda. hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs. gov>

Cc: Norris, Anne <Anne.Norris@fda. hhs.gov>; DeLancey, Siobhan <Siobhan.Delancey@fda.hhs gov>; Putnam,
Juli <JuliAnn. Putnam@fda.hhs.gov>

Subject: RE: Media Request - DCM - WUSAS inquiry

Hi DCM Team!

See the media request below. This is mostly for Lee Anne’s group to update numbers (if you have them), but
Jen and Dave, please feel free to revise as well. | had one edit in red.

Thanks very much in advance!

Martine

From: Haake, Lindsay

Sent: Tuesday, October 09, 2018 2:48 PM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>

Cc: Narris, Anne <Anne.Narris@fda_hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda. hhs.gov>; Putnam,
Juli <JuliAnn.Putnam@fda.hhs.gov>

Subject: FW: Media Request - DCM - WUSA9 inquiry

Good Afternoon Martine —

B5

When you get a chance, please review and let me know if you have any edits by COB Friday, October 121,

Thanks!
Lindsay
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Media Inquiry

Reporter: Whitney Wild

Media Cutlet: WUSA9

Reporter Deadline: Requested an interview for the week of October 15th

Background: I'm reaching out from WUSAQ here in D.C. We are exploring a story about the growing concern
about a possible link between grain-free dog food and dilated cardiomyopathy cited in this announcement;
https.//iwww.fda. gov/animalveterinary/newsevents/cvmupdates/ucm6 13305 _htm

Is there anyone from the FDA we could speak with on-camera about the research the agency is doing, any
conclusions and the complaints the agency has fielded surrounding this issue?

Questions/Proposed Responses:
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Lindsay Haake
Press Officer

Office of Media Affairs

Office of External Affairs

U.S. Food and Drug Administration_ ___
Tel: 301-796-3007 /i B6
Lindsay.Haake @fda.hhs.gov
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breed visit date sex age |[diet
PORTUGUESE WATER DOG 5612017 SF Fromm Hasen Duckenpfeffer
LABRADOR CROSS 21212018 CM Supreme Source salmon meal & sweet potato receipt (salmon, pea, lentil, fava bean, sweet potato...)
SAMOYED 12/23/2015 CM Vegan dog foods (various brands; currently Pet Guard Organic Vegan)
GOLDEN RETRIEVER 2/8/2018 CM Holistic Select duckirice
LABRADOR RETRIEVER 2/9/2018 CM Canidae Pure LID Grain Free {duck/bison/wild boar) dry food or Merrick LID Grain Free (chicken, buffalo, or duck) dry f{
GERMAN SHEPHERD 12/5/2015 CM Canidae
BEAGLE CROSS 712312016 CM CA natural kangarooflentil
GERMAN SHORTHAIR POINTER 31742017 M Fromm various varieties (gamebird, lamb/lentil, Fromm Hasen Duckenpfeffer?)
AUSTRALIAN CATTLE DOG 411112017 SF Earthborn Holistic Meadow Feast (lamb, peas, tapioca, flaxseed)
MIX 3f21/2017 CM Zignature kangaroo
LAB 4/2/2018 SF Zignature kangaroo
PIT BULL 2/2342018 CM B 6 Purina One lamb and rice {maybe unrelated to diet but sending because of lamb)
PHARQAH HOUND 512412017 F 4 Health grain free dry
PIT BULL 12/28/2015 | CM Zignature lamb
FRENCH BULLDOG 10/26/2016 | CM Zignature salmon
FRENCH BULLDOG 10/28/2018 SF Zignature salmon
GOLDEN RETRIEVER 411742015 CM CA natural kangarooflentil
GOLDEN RETRIEVER 713112015 SF CA natural kangaroof/lentil
GOLDEN RETRIEVER 4/11/2018 SF Zignature kangaroo
DOBERMAN PINSCHER 4/19/2018 CM Blue Buffalo Basic salmon
BOXER 71712017 CM Petcurean Go! Limited Ingredient dry, Petcurean Now Fresh, Stella & Chewy's raw patties,
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From: Noiris, Anne </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=881982B43D3804C9396555BAF36C73DE1-
ANNE.NORRIS>

To: Palmer, Lee Anne; Rotstein, David; Jones, Jennifer L; Reimschuessel, Renate; Edwards, David;
Hartogensis, Martine; Burkholder, William; DeLancey, Siobhan

CcC: Carey, Lauren; Lovell, Randall A; Ceric, Olgica; Nemser, Sarah; Conway, Charlotte; Atkinson,
Krisztina Z; Hodges, April

Sent: 5/22/2018 1:23:46 PM

Subject: RE: 800.267-DCM and meeting with Cardiac Care for Pets

Thank you for explaining. Completely understand the sensitivity, was just curious. We can use a light touch in
any preliminary communications.

From: Palmer, Lee Anne

Sent; Tuesday, May 22, 2018 9:13 AM

To: Norris, Anne <Anne.Norris@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>; Jones, Jennifer
L <Jennifer.Jones@fda.hhs.gov>; Reimschuessel, Renate <Renate. Reimschuessel@fda.hhs.gov>; Edwards,
David <David.Edwards@fda.hhs.gov>; Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Burkholder,
William <William.Burkholder@fda.hhs.gov>; DeLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>

Cc: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Lovell, Randall A <Randall.Lovell@fda.hhs.gov>; Ceric,
Olgica <Olgica.Ceric@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>; Conway, Charlotte
<Charlotte.Conway@fda.hhs.gov=>; Atkinson, Krisztina Z <Krisztina. Atkinson@fda.hhs.gov>; Hodges, April
<April. Hodges@fda.hhs.gov>

Subject: RE: 800.267-DCM and meeting with Cardiac Care for Pets

From: Norris, Anne

Sent: Tuesday, May 22, 2018 8:49 AM

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>;
Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Reimschuessel, Renate
<Renate.Reimschuessel@fda.hhs.gov>; Edwards, David <David. Edwards@fda.hhs.gov>; Hartogensis, Martine
<Martine. Hartogensis@fda.hhs.gov>; Burkholder, William <William.Burkholder@fda.hhs.gov>; Delancey,
Siobhan <Siobhan.Delancey@fda.hhs.gov>

Cc: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Lovell, Randall A <Randall.Lovell@fda.hhs.gov>; Ceric,
Olgica <Olgica.Ceric@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>; Conway, Charlotte
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<Charlotte.Conway@fda.hhs.gov>; Atkinson, Krisztina Z <Krisztina.Atkinson@fda.hhs.gov>; Hodges, April
<April. Hodges@fda.hhs.gov>
Subject: RE; 800.267-DCM and meeting with Cardiac Care for Pets

B5

From: Palmer, Lee Anne

Sent: Tuesday, May 22, 2018 8:39 AM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Norris, Anne <Anne.Nonis@fda.hhs.gov>; Jones, Jennifer
L <Jennifer.Jones@fda.hhs.gov>; Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>; Edwards,
David <David.Edwards@fda.hhs.gov>; Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Burkholder,
William <William.Burkholder@fda.hhs.gov>; DeLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>

Cc: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Lovell, Randall A <Randall.Lovell@fda.hhs.gov>; Ceric,
Olgica <Clgica.Ceric@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>; Conway, Charlotte
<Charlotte.Conway@fda.hhs.gov>; Atkinson, Krisztina Z <Krisztina. Atkinson@fda.hhs.gov>; Hodges, April
<April. Hodges@fda.hhs.gov>

Subject: RE: 800.267-DCM and meeting with Cardiac Care for Pets

B5

From: Rotstein, David

Sent: Tuesday, May 22, 2018 8:37 AM

To: Norris, Anne <Anne.Norris@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>;
Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>; Edwards, David
<David.Edwards@fda.hhs.gov>; Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Burkholder, William
<Wiilliam.Burkholder@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; DeLancey, Siobhan
<Siobhan.Delancey@fda.hhs.gov>

Cc: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Lovell, Randall A <Randall.Lovell@fda.hhs.gov>; Ceric,
Olgica <Qlgica.Ceric@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>; Conway, Charlotte
<Charlotte.Conway@fda.hhs.gov>; Atkinson, Krisztina Z <Krisztina.Atkinson@fda.hhs.gov>; Hodges, April
<April. Hodges@fda.hhs.gov>

Subject: RE: 800.267-DCM and meeting with Cardiac Care for Pets

Anne,

Agreed.

B5

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison
CVM OSC/DC/CERT

1519 Standish Placq
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This e-mail message is intended for the exclusive use of the recipient(s) named above. |t may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Norris, Anne

Sent: Tuesday, May 22, 2018 8:34 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>;
Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>; Edwards, David
<David.Edwards@fda.hhs.gov>; Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Burkholder, William
<Wiilliam.Burkholder@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; DeLancey, Siobhan
<Siobhan.Delancey@fda.hhs.gov>

Cc: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Lovell, Randall A <Randall.Lovell@fda.hhs.gov>; Ceric,
Olgica <Qlgica.Ceric@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>; Conway, Charlotte
<Charlotte.Conway@fda.hhs.gov>; Atkinson, Krisztina Z <Krisztina.Atkinson@fda.hhs.gov>; Hodges, April
<April. Hodges@fda.hhs.gov>

Subject: RE: 800.267-DCM and meeting with Cardiac Care for Pets

B5

From: Jones, Jennifer L

Sent: Tuesday, May 22, 2018 8:31 AM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Reimschuessel, Renate
<Renate.Reimschuessel@fda.hhs.gov>; Edwards, David <David. Edwards@fda.hhs.gov>; Hartogensis, Martine
<Martine.Hartogensis@fda.hhs.gov>; Burkholder, William <William.Burkholder@fda.hhs.gov>; Palmer, Lee
Anne <LeeAnne.Palmer@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>

Cc: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>; Lovell, Randall A
<Randall.Lovell@fda.hhs.gov>; Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>; Nemser, Sarah
<8arah.Nemser@fda.hhs.gov>; Conway, Charlotte <Charlotte.Conway@fda.hhs.gov>; Atkinson, Krisztina Z
<Krisztina.Atkinson@fda.hhs.gov>; Hodges, April <April.Hodges@fda.hhs.gov>

Subject: RE: 800.267-DCM and meeting with Cardiac Care for Pets

B5

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421
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From: Rotstein, David

Sent: Tuesday, May 22, 2018 8:25 AM

To: Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>; Edwards, David

<David. Edwards@fda.hhs.gov>; Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Burkholder, William
<William.Burkholder@fda.hhs.gov>; Palmer, Lee Anne <LecAnne.Palmer@fda.hhs.gov>; Jones, Jennifer L
<Jennifer. Jones@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>

Cc: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>; Lovell, Randall A
<Randall.Lovell@fda.hhs.gov>; Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>; Nemser, Sarah
<8arah.Nemser@fda.hhs.gov>; Conway, Charlotte <Charlotte. Conway@fda.hhs.gov>; Atkinson, Krisztina Z
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<Krisztina.Atkinson@fda.hhs.gov>; Hodges, April <April.Hodges@fda.hhs.gov>
Subject: RE: 800.267-DCM and meeting with Cardiac Care for Pets

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place
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This e-mail message is intended for the exclusive use of the recipient(s} named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Reimschuessel, Renate

Sent: Tuesday, May 22, 2018 8:18 AM

To: Edwards, David <David.Edwards@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>;
Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Burkholder, William
<William.Burkholder@fda.hhs.gov>: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>: Jones, Jennifer L
<Jennifer.Jones@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>

Cc: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>; Lovell, Randall A
<Randall. Lovell@fda.hhs.gov>; Ceric, Olgica <Qlgica.Ceric@fda.hhs.gov>; Nemser, Sarah
<Sarah.Nemser@fda.hhs.gov>; Conway, Charlotte <Charlotte. Conway@fda.hhs.gov>; Atkinson, Krisztina Z
<Krisztina.Atkinson@fda.hhs.gov>; Hodges, April <April. Hodges@fda.hhs.gov>

Subject: RE: 800.267-DCM and meeting with Cardiac Care for Pets
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Just some food for thought.... rr

Penate PReimschuessel V.M.D. Ph.D. Vet-LIRN
Phone 1~ 240~402~5404

Fas 301-210-4¢685%5

hitp:/ivvnw fda . goviAnimalVeterinary/ScienceResearch/ucm247334 . him

From: Edwards, David

Sent: Tuesday, May 22, 2018 7:54 AM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>;
Burkholder, William <William.Burkholder@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>:
Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; DeLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>

Cc: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>; Lovell, Randall A
<Randall.Lovell@fda.hhs.gov>; Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>; Ceric, Olgica
<Olgica.Cenc@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>; Conway, Charlotte
<Charlotte.Conway@fda.hhs.gov>; Atkinson, Krisztina Z <Krisztina.Atkinson@fda.hhs.gov>; Hodges, April
<April. Hodges@fda.hhs.gov>

Subject: RE: 800.267-DCM and meetign with Cardiac Care for Pets

Hi everyone,

Thanks,
Dave

From: Rotstein, David

Sent: Monday, May 21, 2018 7:49 AM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Burkholder, William
<William.Burkholder@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Jones, Jennifer L
<Jennifer.Jones@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>

Cc: Carey, Lauren <Lauren.Carey@fda.hhs.gov=>; Norris, Anne <Anne.Norris@fda.hhs.gov>; Lovell, Randall A
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<Randall.Lovell@fda.hhs.gov>; Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>; Ceric, Olgica
<Qlgica.Ceric@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>; Conway, Charlotte

<Charlotte. Conway@@fda.hhs.gov>; Edwards, David <David. Edwards@fda.hhs.gov>; Atkinson, Krisztina Z
<Krisztina.Atkinson@fda.hhs.gov>; Hodges, April <April. Hodges@fda.hhs.gov>

Subject: RE: 800.267-DCM and meetign with Cardiac Care for Pets

B5

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison
CVM OSC/DC/CERT

: 7519 Standish Placg
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Hartogensis, Martine

Sent: Monday, May 21, 2018 7:47 AM

To: Burkholder, William <William.Burkholder@fda.hhs.gov>; Palmer, Lee Anne
<LeeAnne.Palmer@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; DelLancey, Siobhan
<8iobhan.Delancey@ida.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>

Cc: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>; Lovell, Randall A
<Randall.Lovell@fda.hhs.gov>; Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>; Ceric, Olgica
<QOlgica.Ceric@fda.hhs.gov>, Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>; Conway, Charlotte
<Charlotte.Conway@fda.hhs.gov>; Edwards, David <David.Edwards@fda.hhs.gov>; Atkinson, Krisztina Z
<Krisztina.Atkinson@fda.hhs.gov>

Subject: RE: 800.267-DCM and meetign with Cardiac Care for Pets

Thanks Bill and your concerns are noted!

Thank you all for your help and dedication to this fascinating issuel

Martine
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From: Burkholder, William

Sent: Friday, May 18, 2018 5:04 PM

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>;
Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; DelLancey, Siobhan
<Siobhan.Delancey@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>

Cc: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>; Lovell, Randall A
<Randall.Lovell@fda.hhs.gov>; Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>; Ceric, Olgica
<Qlgica.Ceric@fda.hhs.gov>, Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>; Conway, Charlotte

<Charlotte. Conway@fda.hhs.gov>; Edwards, David <David.Edwards@fda.hhs.gov>; Atkinson, Krisztina Z
<Krisztina.Atkinson@fda.hhs.gov>

Subject: RE: 800.267-DCM and meetign with Cardiac Care for Pets

Bill
What Socrates is really supposed to have said: *“The only true wisdom is in knowing that you know nothing.”

From: Palmer, Lee Anne

Sent: Friday, May 18, 2018 2:09 PM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>, Hartogensis, Martine
<Martine.Hartogensis@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Rotstein, David
<David.Rotstein@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; Lovell, Randall A <Randall.Lovell@fda.hhs.gov>; Reimschuessel,
Renate <Renate.Reimschuessel@fda.hhs.gov=; Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>; Nemser, Sarah
<8arah.Nemser@fda.hhs.gov>

Subject: RE: 800.267-DCM and meetign with Cardiac Care for Pets
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Lee Anne

From: Jones, Jennifer L

Sent: Friday, May 18, 2018 1:54 PM

To: Hartogensis, Martine <Martine. Hartogensis@fda.hhs.gov>; DelLancey, Siobhan
<Siobhan.Delancey@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Rotstein, David
<David.Rotstein@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; Lovell, Randall A <Randall.Lovell@fda.hhs.gov>; Reimschuessel,
Renate <Renate.Reimschuessel@fda.hhs.gov>; Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>; Nemser, Sarah
<Sarah.Nemser@fda.hhs.gov>

Subject: RE: 800.267-DCM and meetign with Cardiac Care for Pets

Any other ideas or suggestions?

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

+
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From: Hartogensis, Martine

Sent: Friday, May 18, 2018 11:58 AM

To: Jones, Jennifer L <Jennifer. Jones@fda.hhs.gov>; DeLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>;
Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; Lovell, Randall A <Randall.Lovell@fda.hhs.gov>; Reimschuessel,
Renate <Renate.Reimschuessel@fda.hhs.gov>; Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>; Nemser, Sarah
<Sarah.Nemser@fda.hhs.gov>

Subject: RE: 800.267-DCM and meetign with Cardiac Care for Pets

Thank you Jen! Sounds good and looking forward to the meeting.

Martine

From: Jones, Jennifer L

Sent: Friday, May 18, 2018 6:42 AM

To: Hartogensis, Martine <Martine. Hartogensis@fda.hhs.gov>; DelLancey, Siobhan
<Siobhan.Delancey@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Rotstein, David
<David.Rotstein@fda.hhs.qgov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
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Norris, Anne <Anne.Norris@fda.hhs.gov>; Lovell, Randall A <Randall. Lovell@fda.hhs.gov>; Reimschuessel,
Renate <Renate.Reimschuessel@fda.hhs.gov>; Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>; Nemser, Sarah
<Sarah.Nemser@fda.hhs.gov>

Subject: RE: 800.267-DCM and meetign with Cardiac Care for Pets

CVCA isnota nart of Vet-LIRN] BS
B

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421
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From: Hartogensis, Martine

Sent: Thursday, May 17, 2018 7:52 PM

To: DelLancey, Siobhan <8iobhan.Delancey@fda.hhs.gov>; Palmer, Lee Anne
<LeeAnne.Palmer@fda.hhs.gov>; Jones, Jennifer L <Jennifer. Jones@fda.hhs.gov>; Rotstein, David
<David.Rotstein@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; Lovell, Randall A <Randall.Lovell@fda.hhs.gov>; Reimschuessel,
Renate <Renate.Reimschuessel@fda.hhs.gov>; Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>; Nemser, Sarah
<8arah.Nemser@fda.hhs.gov>

Subject: RE: 800.267-DCM and meetign with Cardiac Care for Pets

Yes, excellent work! | B5
they part of VET-LIRN?

Thanks in advance!

Martine

From: DeLancey, Siobhan <Siobhan.Delancey(@fda. hihs gov>

Date: May 17, 2018 at 2:27:35 PM EDT

To: Palmer, Lee Anne <LeeAnne.Palmer(@fda.hhs.gov>, Hartogensis, Martine

<Martine. Hartogensis{@fda.hhs.gov>, Jones, Jennifer L <Jennifer.Jones@dfda.lihs.gov>, Rotstein, David
<David Rotstein(dfda.hhs.gov>

Cc: Burkholder, William <William.Burkholder(@fda hhs.gov>, Carey, Lauren <Lauren.Carey(@fda.hhs.gov>,
Norris, Anne <Anne.Norris(@dfda.hbs. gov>, Lovell, Randall A <Randall.Lovell@@fda hhs.gov>, Reimschuessel,
Renate <Renate Reimschuessel@fda.hhs.gov>, Ceric, Olgica <Olgica.Cenc(@fda hhs gov>, Nemser, Sarah
<Sarah.Nemser@fda.hhs.gov>

Subject: RE: 800.267-DCM and meetign with Cardiac Care for Pets

B4, B5

From: Palmer, Lee Anne <LeeAnne Palmer@@tda.hhs gcov>
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Date: May 17, 2018 at 2:14:48 PM EDT

To: DeLancey, Siobhan <Siobhan Delancev({@fda hhs.gov>, Hartogensis, Martine

<Martine Hartogensis(atda.hhs gov>, Jones, Jennifer L <Jennifer. Jones(afda.hhs.gov>, Rotstein, David
<David Rotstein(dfda. hlis. gov>

Cc: Burkholder, William <William.Burkholder(i2fda hhs gov>, Carey, Lauren <Lauren.Carey(@fda. hhs.gov>,
Norris, Anne <Anne. Noms(@fda.hlhis.gov>, Lovell, Randall A <Randall.Lovell{@fda.lihs.gov>, Reimschuessel,
Renate <Renate Reimschuessel@@fda. hhs.gov>, Ceric, Olgica <Olgica.Cenc(dfda hhs.gov>, Nemser, Sarah
<Sarah.Nemser(@tda.hhs gov>

Subject: RE: 800.267-DCM and meetign with Cardiac Care for Pets

Hah! Perfect timing! We're all heading down the same path...

From: DelLancey, Siobhan

Sent: Thursday, May 17, 2018 2:13 PM

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Hartogensis, Martine
<Martine.Hartogensis@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Rotstein, David
<David.Rotstein@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; Lovell, Randall A <Randall.Lovell@fda.hhs.gov>; Reimschuessel,
Renate <Renate.Reimschuessel@fda.hhs.gov>; Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>; Nemser, Sarah
<8arah.Nemser@fda.hhs.gov>

Subject: RE: 800.267-DCM and meetign with Cardiac Care for Pets

As luck would have it, I'm at CE today listening t B6 talk about nutrition and
cardiomyopathies. See attached slide.

From: Palmer, Lee Anne <LeeAnne Palmer(fdahhs.cov>

Date: May 17, 2018 at 2:06:04 PM EDT

To: Hartogensis, Martine <Martine Hartogensis(@fda hhs gov>, Jones, Jennifer L <Jennifer Jones(@fda hilis. gov>,
Rotstein, David <David Rotstein(@fda hhs gov>

Cc: Burkholder, William <William.Burkholder(@fda.hhs.¢gov>, Carey, Lauren <Lauren.Carey(@fda.hhs gov>,
Norris, Anne <Anne Nomis(@fda.hlis. gov>, DeLancey, Siobhan <Siobhan Delancey(@fda hhs.gov>, Lovell,
Randall A <Randall Lovell@dfda hhs gov>, Reimschuessel, Renate <Renate. Reimschuessel@fda.hhs gov>,
Ceric, Olgica <Olgica Ceric(@fda hhs.gov>, Nemser, Sarah <Sarah.Nemser(@fda.hhs gov>

Subject: RE: 800.267-DCM and meetign with Cardiac Care for Pets
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From: Hartogensis, Martine

Sent: Thursday, May 17, 2018 11:58 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>; Palmer,
Lee Anne <LeeAnne.Palmergfda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Lovell,
Randall A <Randall.Lovell@fda.hhs.gov>; Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>;
Ceric, Olgica <Qlgica.Ceric@fda.hhs.gov>, Nemser, Sarah <Sarah.Nemser@fda.hhs.qov>

Subject: RE: 800.267-DCM and meetign with Cardiac Care for Pets

Excellent work Jen!!

Martine

From: Jones, Jennifer L

Sent: Thursday, May 17, 2018 11:29 AM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>;
Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>
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Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Lovell,
Randall A <Randall.Lovell@fda.hhs.gov>; Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>;
Ceric, Olgica <Qlgica.Ceric@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>

Subject: RE: 800.267-DCM and meetign with Cardiac Care for Pets

Please see the PPT for the rationale/summary

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421
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From: Rotstein, David

Sent: Monday, May 14, 2018 10:22 AM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Palmer, Lee Anne
<LeeAnne.Palmer@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan <8iobhan.Delancey@fda.hhs.gov>; Lovell,
Randall A <Randall.Lovell@fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

B5

From: Hartogensis, Martine <Martine. Hartogensisi@fda. hhs gov>

Date: May 14, 2018 at 9:09:17 AM EDT

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>, Rotstein, David <David Rotsteinfda.hhs.gov>, Jones,
Jennifer L <Jennifer Jones(@fda hhs.gov>

Cec: Burkholder, William <William Burkholder(@fda hhs.gov>, Carey, Lauren <Lauren.Carey(@fda hhs gov>,
Norris, Anne <Anne.Norris(@fda. hihs gov> DeLancey, Siobhan <Siobhan Delancey(@fda hhs.gov>, Lovell,
Randall A <Randall Lovell@fda.hhs.cov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

B5

Martine

From: Palmer, Lee Anne

Sent: Friday, May 11, 2018 4:30 PM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>;
Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Cec: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;

FDA-CVM-FOIA-2019-1704-004095



Norris, Anne <Anne.Norris@fda.hhs.gov>; DeLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Lovell,
Randall A <Randall.Lovell@fda.hhs.gov>
Subject: RE: DCM and meetign with Cardiac Care for Pets

From: Rotstein, David

Sent: Friday, May 11, 2018 4:14 PM

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Hartogensis, Martine
<Martine.Hartogensis@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Lovell,
Randall A <Randall.Lovell@fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

Lee Anne,

From: Palmer, Lee Anne <LeeAnne Palmer(@fda lihs.gov>

Date: May 11, 2018 at 4:06:05 PM EDT

To: Rotstein, David <David.Rotsteindfda hhs.¢ov>, Hartogensis, Martine <Martine. Hartogensis@tda hhs gov>,
Jones, Jennifer L <Jennifer Jones(@fda.hhs. cov>

Cc: Burkholder, William <William Burkholder(@fda hhs.gov>, Carey, Lauren <Lauren Carey(@fda hhs gov>,
Norrnis, Anne <Anne.Norris@fda hhs.gov>, DeLancey, Siobhan <Siobhan Delancey@fda hhs gov>, Lovell,
Randall A <Randall.Lovell@fda.hhs gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets
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From: Rotstein, David

Sent; Wednesday, May 9, 2018 4.13 PM

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>, Hartogensis, Martine
<Martine.Hartogensis@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>
Subject: RE: DCM and meetign with Cardiac Care for Pets

Sounds very intriguing! 1!

From: Palmer, Lee Anne <Lee Anne.Palmer(@fda lihs.gov>

Date: May 9, 2018 at 4:09:18 PM EDT

To: Hartogensis, Martine <Martine Hartogensis(@fda hhs gov>, Rotstein, David <David.Rotstein@fda.hhs.gov>,
Jones, Jennifer L <Jenmiter Jones(@fda.hhs.gov>

Cec: Burkholder, William <William Burkholder@fda lihs gov>, Carey, Lauren <Lauren Carey(@fda hhs.gov>,
Norris, Anne <Anne Norris@fda.hhs gov> DeLancey, Siobhan <Siobhan Delancey(@fda.hhs gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

B5

From: Hartogensis, Martine
Sent: Wednesday, May 9, 2018 2:17 PM
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To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Palmer,
Lee Anne <LeeAnne.Palmer@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DeLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

Awesome, thank you Davel

Martine

From: Rotstein, David

Sent: Wednesday, May 09, 2018 2:06 PM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Jones, Jennifer L

<Jennifer. Jones@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>
Subject: RE; DCM and meetign with Cardiac Care for Pets

Good Afternoon,

,,,,,,,,,,,,,,,,,,,,,,,,

there and we can set the meeting up from that point.

Just some basic information:

B5

As a side note, there is a facebook page dedicated to this issue:

https:/AMww.facebook.com/groups/1952593284998859/about/

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison
CVM OSC/DC/CERT

.7519 Standish Place
: B6
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Hartogensis, Martine

Sent: Tuesday, May 08, 2018 10:58 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>; Palmer,
Lee Anne <LeeAnne.Palmer@fda.hhs.gov>
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Subject: RE: DCM

........................ "

Thank you Jen and Dave! Very interesting and sounds like you all are on it! B6
i B6 ! i

B6

Keep us posted!
Thanks again!

Martine

Hi Martine,

I'm happy to share more info as needed.
Jen

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

W US FOOB L ORUS | e .
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From: Rotstein, David

Sent: Tuesday, May 08, 2018 9:45 AM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Palmer, Lee Anne
<LeeAnne.Palmer@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
Subject: RE: DCM

Martine,

B5
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Looping in Jen.

Thanks for the update!

dave

David Rotstein, DVM, MPVM, Dipl. ACVP

CVM Vet-LIRN Liaison
CVM OSC/DC/CERT

7519 Standish Place
B6 !
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.qgov.

From: Hartogensis, Martine
Sent: Tuesday, May 08, 2018 9.00 AM
To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>

Subject: RE: DCM
BS5

| was at DC Academy last week and spoke with a cardiology resident. They have been seeing DCM cases for
the past 3 months and are considering writing up a paper. They are thinking the B5 i

BS

B5

Martine

From: Rotstein, David

Sent: Monday, May 07, 2018 1:13 PM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>
Subject: Re; DCM

Martine

Lee Anne will likely discuss at OSCE BS But it does look like there is a
relationship between the increased DCM reports and grain free diets.

B5
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There's a way to go on this moving forward.

Dave

From: Hartogensis, Martine <Martine. Hartogensis(@fda hhs.gov>
Date: May 7, 2018 at 1:03:13 PM EDT

To: Rotstein, David <David. Rotsteinfidfda.hhs.cov>

Subject: DCM

Hi Dave!
Do you have any more details on the DCM and grain free diet issue?

Martine

FDA-CVM-FOIA-2019-1704-004101



800.267
Grain free
Versus
Non Grain Free Foods

Jones
Vet-LIRN
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Questions

* Are there properties to these legumes affecting Cys or
Met uptake or Tau synthesis in dogs causing DCM?
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Grain free
versus
Non Grain Free Foods

Jones
Vet-LIRN
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Questions

* Are there properties to these legumes affecting Cys or
Met uptake or Tau synthesis in dogs causing DCM?
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From: Hartogensis, Martine </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=02DF91D554D34B948FC58433D0E42073-

MHARTOGE>
To: Jones, Jennifer L; Rotstein, David; Carey, Lauren; Norris, Anne; Palmer, Lee Anne
CC: DeLancey, Siobhan
Sent: 7/3/2018 8:13:15 PM
Subject: RE: Redacted complaint file for the DCM webposting

Hi Jen,

B5
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Thanks again for all the excellent work!

Martine

From: Jones, Jennifer L

Sent: Tuesday, July 03, 2018 2:03 PM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Hartogensis,
Martine <Martine.Hartogensis@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>; Palmer, Lee Anne
<LeeAnne.Palmer@fda.hhs.gov>

Cc: Delancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>

Subject: RE: Redacted complaint file for the DCM webposting

| updated the slide deck with a summary from some great articles. Bottom Iinei B5
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https://academic_oup.com/in/article/131/2/276/4687012

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

U.S. FOOD & DRUG ,_-.(«»,g-\,;::.ﬁ
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From: Rotstein, David

Sent: Tuesday, July 03, 2018 8:26 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.qgov>;
Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>; Palmer,
Lee Anne < eeAnne. Palmer@ida.hhs.gov>

Cc: Delancey, Siobhan <Sigbhan.Delancev@fda hhs.gov>

Subject: RE: Redacted complaint file for the DCM webposting

Please check your calendar, if you don't see it, I'll resend the invite.
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From: Jones, Jennifer L <Jennifer Jones@ifda. hhs gov>

Date: July 3, 2018 at 8:19:29 AM EDT

To: Carey, Lauren <Lauren Carev(@fda. hhs gov>, Hartogensis, Martine <Martine Hartogensis(fda hhs gov>,
Norris, Anne <Anne Norris(cdfda hhs. gov>, Rotstein, David <David Rotsteiniifda hhs. ¢ov>, Palmer, Lee Anne
<LeeAnne. Palmer(dtda. hhs.cov>

Cc: DeLancey, Siobhan <Siobhan.Delanceyitfda hhs gov>

Subject: RE: Redacted complaint file for the DCM webposting

B5

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421
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From: Carey, Lauren

Sent: Monday, July 02, 2018 5:59 PM

To: Hartogensis, Martine <Martine. Hartogensis@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>;
Jones, Jennifer L <Jennifer. Jones@fda.hhs.gov>; Rotstein, David <QRavid.Rotstein@fda.hhs.gov>; Palmer, Lee
Anne <LeeAnne.Palmer@ida.hhs.gov>

Cc: DelLancey, Siobhan <Sjobhan.Delancey@fda hhs.gov>
Subject: RE: Redacted complaint file for the DCM webposting

Hi Martine,

B5

Thanks,
Lauren

From: Hartogensis, Martine

Sent: Monday, July 02, 2018 5:28 PM

To: Norris, Anne <Anne.Norris@fda.hhs.gov>; Jones, Jennifer L <Jennifer. Jones@fda.hhs.gov>; Rotstein,
David <Ravid.Rotstein@fda.hhs.gov>; Palmer, Lee Anne <L.eeAnne. Palmer@ida.hhs.gov>; Carey, Lauren
<Lauren.Carey@fda.hhs.gov>

Cc: DelLancey, Siobhan <gSiobhan.Delancey@fda.hhs.gov>
Subject: RE: Redacted complaint file for the DCM webposting

B5

Martine

From: Norris, Anne

Sent: Monday, July 02, 2018 3:57 PM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>; Palmer,
Lee Anne <L.eeAnne.Palmer@fda.hhs.qov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>

Cc: Delancey, Siobhan <Sjobhan.Delancev@fda.hhs.gov>; Hartogensis, Martine

FDA-CVM-FOIA-2019-1704-004255
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<Martine.Hartogensis@fda.hhs.gov>
Subject: FW: Redacted complaint file for the DCM webposting
Importance: High

Hi Jen and Dave,

B5

Thanks,
Anne

From: Palmer, Lee Anne

Sent: Friday, June 15, 2018 8:51 AM

To: Norris, Anne <Anne. Norris@fda.hhs.gov>; DelLancey, Siobhan <Sigbhan. Delancey@ida. hhs.gov>;
Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>

Subject: Redacted complaint file for the DCM webposting

Hi - all set with the complaint file. | hope to have a last look today at the DCM piece. Hopefully this AM, but may
creep into the afternoon at this point...

Thanks!
Lee Anne .

Lee Anne M. Palmer, VMD, MPH
Team Leader HFV-242, Supervisory VMO

Center for Veterinary Medicine

OSC, Division of Veterinary Product Safety
U.S. Food and Drug Administration

Tel: 240-402-5767

Leeanne palmer@fda.hhs.gov

U.S. FOOD & DRUG
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Copper Deficiency Does Not Lead to Taurine
Deficiency in Rats'

Kwang Suk Ko, Cristina L. Torres,? Andrea J. Fascetti,> Martha H. Stipanuk,® Lawrence Hirschberger,
and Quinton R. Rogers**

*Department of Molecular Biosciences, School of Veterinary Medicine, University of California Davis, CA 95616 and *Division of
Mutritional Sciences, Cornell University, Ithaca, NY 14833

Abstract

Copper deficiency has been reported to cause a decrease in urinary taurine excretion in rats. We determined whether Cu
deficiency would decrease taurine status and the hepatic activities of cysteine dioxygenase (CDO) and/or cysteine sulfinic
acid decarboxylase (CSAD) in rats. Ten weanling male rats were assigned to either a Cu-adequate (+Cu) or Cu-deficient
(—Cu) group. All rats consumed a Cu-deficient purified diet and water ad-libiturn for 16 wk. The water for the +Cu group
contained 20 mg Cu/L as CuSQO.. At wk 16, the groups differed (P < 0.05) in the following variables (means + SEM, —Cu
vs. +Cu}: body weight (BW}, 375 *+ 19 vs. 418 *+ 2.9 g; food intake, 16.2 + 0.7 vs. 18.5 * 0.4 g/d; hematocrit, 0.294 +
0.027 vs. 0.436 = 0.027; hemoglobin, 95.2 + 9vs 134 *+ 10g/L; liver Cu, 8.7 * 2.0vs. 65.9 * 2.5 nmol/g; plasma Cu, 0.38 *
0.09vs. 13.4 = 0.61 wmol/L; plasma ceruloplasmin activity, 1.75 = 1.0vs. 67.9 + 8.4 |U; relative heart weight, 0.56 = 0.04
vs. 0.35 + 0.02% BWV, relative liver weight, 4.06 * 0.23 vs. 3.37 * 0.06% BVWV; and liver CSAD activity, 18.8 + 1.37 vs.
13.5 + 1.11 nmol - min~" - mg protein™". The groups did nct differ at wk 16 in: plasma taurine, 249 + 14 vs. 298 + 63
pmol/L; whole blood taurine, 386 + 32 vs. 390 * 25 umol/L; urinary taurine excretion, 82.5 + 15 vs. 52.0 * 8.3 umol/d;
liver tauring, 2.6 + 0.7 vs. 2.8 + 0.4 umol/g; liver total glutathione, 6.9 + 0.48 vs. 6.3 + 0.40 wmol/g, liver cystleline, 96 +
7.1 vs. 99 = 5.3 nmol/g and liver CDQ activity, 2.19 = 0.33vs. 2.74 % 0.21 nmol - min~" - mg protein~". These findings
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support the conclusion that Cu deficiency does not affect body taurine status.

J. Nutr. 136: 2602-2505, 2006.

Introduction

Taurine (2-aminoethanesulfonic acid) is a beta-amino sulfur
amino acid, but it is neither an essential amino acid in most
animals nor a building block of proteins. Taurine is known to be
synthesized from the sulfur amino acids, methionine/cyst(e)ine
(1) at a sufficient rate to meet biological needs in most animals.
However, since taurine deficiency was found to be a cause of
dilated cardiomyopathy (DCM)* in cars (2), taurine deficiency
has been considered by many nutritionists and veterinarians as a
possible causative factor for DCM in dogs.

Moise et al. (3) reported that taurine deficiency was linked to
DCM in foxes, a canid, which suggests that raurine deficiency may
occur in dogs under certain metabolic conditions, even though it has
been shown that with many diets no dietary taurine is required for
normal taurine status, Clinical signs of DCM associated with taurine
deficiency in dogs have been reported by various cardiologists.
Although the metabolic basis for the taurine deficiency has not been
elucidated, it is thought to involve abnormal energetics via calcium
channel disregulation in mitochondria (4). The majority of clinical

! Supported by the Canter for Cornpanion Animal Health ({CCAH), the School of
Veterinary Medicine, University of California, Davis.

* Abbreviations used: BW, body weight; CDO, cystein dioxygenase; CSAD,
cystain sulfinic acid decarbmodase; 4+Cu, copper-adenuate; —Cu, copper-deficient;
DCM, dilated cardiomyopathy

* To whom correspondence should be addressed. E-mail: grrogers@ucdavis.
edu
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signs of DCM in dogs were in large-breed dogs that had been fed
commercial dog foods for long periods of time that were composed
primarily of lamb meal and rice (3). This suggests a dietary link
between certain dog foods and the development of DCM in dogs.

Because Gray and Daniel (6) reported that urinary taurine
excretion was reduced in Cu-deficient rats and suggested that it
may be the result of a decreased synthesis of taurine, we exam-
ined the Cu content of the dog foods reported to be associared
with taurine deficiency. The lamb and rice dier, which most of
the affected dogs were consuming, was not supplemented with
Cu [3.1mg/1000 keal (4184 k]J) ME], but was supplemented
with Zn at several-fold (84mg/1000 kcal ME) the minimum
requirement for the dog. This resulted in a relatively high Zn to
Cu ratio of a magnitude known to induce metallothionein forma-
tion in some species {7) which, in turn, binds Cu and decreases
Cu bioavailability (8). We hypothesized that the high Zn to Cu
ratio present in the diet may have decreased the availability of
Cu and thereby had an effect on taurine status via the activity of
cysteine dioxygenase [CDO, Enzyme Commission{EC) 1.13.11.20]
and/or cysteine sulfinic acid decarboxylase (CSAD, EC 4.1.1.29),
key enzymes for the synthesis of taurine from cysteine.

To test this hypothesis, Cu deficiency was induced in male
weanling rats and taurine status and the activities of the 2
enzymes involved in taurine synthesis were examined as a model
to determine whether Cu deficiency in dogs may be involved in
causing DCM in dogs.
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Materials and Method

Rats and diets. The husbandry and treatment of the rats were approved
by the Animal Use and Care Administrative Advisory Committee at
University of California, Davis and were in compliance with the NRC
guidelines for laboratory animals (9). Ten male weanling rats were
purchased (Harlan-Sprague-Dawley| and were divided into 2 groups.
Both groups, Cu deficient group (—Cu) and Cu adequate group (+Cu),
were fed the same Cu-deficient diet (Table 1}, throughout the entire
experimental period. The mineral composition of the Cu deficient diet was
based on the AIN-76A diet {10) except that the diet contained no added
Cu. The diet provided protein at 180 g/kg with no supplementation of
methionine to avoid excess substrates for taurine biosynthesis. [n addition
to the diet, the +Cu group was given Nanopure water (Barnstcad
Nanopure II System, Barnstead International) containing 20 mg Cuw/L as
CuS0,. To ensure the consumption of satistactory amounts of Cu for
+Cu group, the amount of Cu-supplemented water consumed for 3 d was
recorded once every 4 wk, and the amount of Cu consumed was calculated
to be adequate. The mean Cu consumption by the +Cu group was (1,155
mg/d, which exceeds the Cu requirements of growing rats. The —Cu
group was given Nanopure water without any supplementation. All rats
had free access to food and water throughout the experiment. The rats
were housed in hanging stainless-steel cages with a 12-h light-dark cycle.
The room temperature ranged between 14 and 29°C.

Sampling. To determine the Cu status of the rats, ~500 pl of blood
was collected every 2 wk from the saphenous vein (11), using
heparinized Microvette CB300 (Sarstedt) blood collection tubes. When
the —Cu group showed hematological and biochemical signs of Cu
deficiency (hematocrit <40, hemoglobin concentration << 120g/L, and/or
ceruloplasmin activity <<10 IU), the rats were placed in metabolic cages
to collect urine for taurine analysis (3 d for adapration and 4 d for
collection). At the end of the urine collection period, the rats were
anesthetized with ethyl ether, and the blood, liver, and heart collected.
Blood was taken trom abdominal aorta using heparinized syringes (~20
1L of sodium heparin solution, 1000 USP kU/L, Baxter HealthCare). A
portion of blood was centrifuged, at 15,800 X g for 15 min, immediately
after collection to obtain plasma for determination of taurine concen-
tration and ceruloplasmin activity. Liver samples for assays of CDO and
CSAD activities and metabolite concentrations were frozen at —80°C

until analyses. Other samples were stored at —20°C

TABLE 1 Composition of copper-deficient diet

Ingredients arkg’
Casain, high protein” 180.00
Sucrose® 51853
Corn starch® 169.27
Corn oil® 50.00
Fiber (Callufil)® 50.00
Mineral mix {modified AIN-78)" 35.00
Vitamin mixture” 5.00
50% Choline chloride in water® 2.20
Total 1000.00
' As-fed basis.

? New Zealand Milk Products

* Westco Praducts.

# Mational Starch and Chemical Co.

® ACH Food Companies.

& Amersham Life Science.

7 No supplementation of copper, modified AIN-76 mineral mix (10 (g/kg minsral mix):
Calcium phosphate-dibasic, 500.00; sedium chloride, 74.00; potassium citrate-
maonohydrate, 220.00; potassium sulfate, 52.00; magnesium oxide, 24.00; manganasa
sulfate, 5.14; ferric citrate, 6.00; zine sulfate-septabydrate, 3.67; cuptic carbonate,
0.00; potassium iodate, 0.01; sodium selanate, 0.007; chromium potassium sulfate,
0.55; sucrose-finely powdared, 114.623

& Vitamin mixture for adult cats (29} which exceeds all of minirum vitamin
requirements of growing rats

? |nternational Mineral and Chemical Carp.

Measurements. During the experiment, daily food intakes were
recorded and body weights {BW) were measured every 3 d. Hematocrits
and hemoglobin concentrations were measured every 2 wk. The weights
of hearts and livers were measured immediately after collection. A
portion of the collected blood was prepared by centrifugation in a model
MB micro-capillary centrifuge (IEC) at 10,285 X g for 4 min before
hemartocrit measurements were taken. Hemoglobin concentration was
measured as described by van Kampen and Zijlstra (12). Cu concentra-
tions in the diets, plasma, and liver were measured by atomic absorption
spectrometry (AAnalyst 800, Perkin Elmer Instrument) and samples
were prepared as described by Clegg et al. (13). Taurine concentrations
in whole blood, plasma, and urine were determined using an amino acid
analyzer (Beckman 7300 Analyzer C7 Model, Beckman Instruments)
{14). Plasma ceruloplasmin activity was measured as its oxidase activity
using the modified o-dianisidine dihydrochloride method (15). Liver
samples were transported on dry ice from the University of California to
Cornell University. Then, CDO and CSAD activities in the livers and
concentrations of taurine, total glutathione, and cyst(e)ine in the livers
were measured. CDO activity was measured as described by Bagley et al.
(16). CSAD activity was measured as described by Bella et al. (17). Total
glutathione and cyst(e}ine were quantified by the HPLC method of Fariss
and Reed (18) as modified by Stipanuk et al. (19). Protein concentration
was determined by the method of Smith et al. {20).

All results are expressed as means = SEM. Differences berween
groups at wk 16 were compared using 1-way ANOVA (SYSTAT 10.2,
SYSTAT Software). For all analyses, differences were considered
significant at P < 0.05. Probability values in the range of 0.05 = P <
0.1 indicated a noteworthy trend.

Results

The diets were prepared 3 times during the experiment. The Cu
concentrations in the 3 batches of the experimental diets were
1.16, 0.11, and 0.13 mg/kg diet (as-fed basis), respectively. All
were lower than the minimum Cu requirement for growing rats
(5.0 mg/kg diet) as listed by the NRC (21).

The —Cu group consumed 12% less food and had a 10%
lower BW than the +Cu group (P < 0.05; Table 2). However,
relative heart (P <2 0.01) and liver {P <2 0.03) weights were
greater in the —Cu group than in the +Cu group (Table 2).

Several metabolic indicators of Cu deficiency differed be-
tween the groups at wk 16 (P <0 0.01, Table 2). The hematocrit
and hemoglobin concentrations of the —Cu group were 67 and
71%, respectively, of those of the +Cu group. Liver and plasma

TABLE 2 Anthropometric variables and indicators of copper
and taurine status in rats fed —Cu or +Cu diets

for 16 wk'

—Cu +Cu P-value
Body weight, g 37s+ 19 418 + 249 <0.05
Food intakes? g/d 162 + 0.7 185 + 04 <0.05
Relative heart wt, % SW 056 + 004 035 + 002 <{.01
Liver weights, % 8W 406 + 0.23 337 = 0.06 <0.05
Hamatacrit 0.284 + 0027 0.436 + 0.027 <0.01
Hemoglabin, g/L 32+9 134 + 10 <0.01
Plasma copper, pmal/L 038 + 009 134 + 061 <001
Liver copper, nmoldg wet tissue 87 %20 659 25 <0.01
Plasma ceruloplasmin, /U° 175 1.0 67.9 = 84 <0.01
Plasma tauring, gmolL 249 + 14 298 * 63 0.45
Whole blood taurna, gmelt 386 + 32 390 + 25 0492
Urinary taurine,? pmol/t 825+ 15 520 + 83 0.0a7

' Valugs are means + SEM, n = 5.
2 During wk 16.
*|U, International unit, wmol - min™" - L™,
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TABLE 3 Hepatic cysteine dioxygenase and cysteine sulfinic acid decarboxylase activities in rats fed —Cu and +Cu diets for 16 wk'

coo CSAD
—Cu +Cu P-value —Cu +Cu P-value
pmal - min~ " Jiver”! 507 + 085 553 + 042 0.60 411 1.3 273+ 262 00008
prmal - min~ " g liver™’ 0.33 + 0.04 0.39 + 0.02 0.19 278 = 0.21 1.90 + 0.5 0.005
nmol - 100 g BW =7 129 £ 075 134 +0M 0.83 11.0 + 066 656 + 059 00008
nmol - min~ - mg protein™" 219+ 033 274 £ 0.2 0.14 18.8 + 1.37 l=Meras sl 0.001

" Values are mean + SEM, n = 5 except CDO, —Cu, n = 4 (due to an outlier).

Cu concentrations in —Cu group were only 13 and 3%, respec-
tively, of those of the +Cu group. The plasma ceruloplasmin
activity in the +Cu group was about 40 times that of the —Cu
group.

Taurine concentrations in plasma and whole blood did not
differ between the groups but urinary taurine excretion tended
to be greater in the —Cu group than in the +Cu group (P = 0.09,
Table 2). The groups did not differ (—Cu vs. +Cu) in liver
taurine (2.6 = 0.7 vs, 2.8 = 0.4 umol/g ), cyst{e)ine (96 = 7.1 vs,
99 = 5.3 nmol/g), and total glutathione {(GSH + GSSG) (6.9 =
0.48 vs 6.3 = 0.40 umollg) concentrations.

Hepatic CDO activity did not differ between the groups
whether expressed relative to the total liver, g liver, liver protein,
or body weight (Table 3). The CSAD activity was greater in the
+Cu group, regardless of the base used for calculation than in
the —Cu group (P < 0.005, Table 3}.

Discussion

In this study we focused on the relatively high ratio of Zn to Cu
in some lamb and rice diets as a possible factor causing taurine
deficiency in dogs. After failing to induce Cu deficiency in 12
medium-to-large mixed breed adult dogs fed a commercial type
diet with a Cu chelating agent, Syprine (trientine hydrochloride),
for 1y, we decided to examine a cheaper, more expedient model,
the albino rat, to examine the effect of Cu deficiency on taurine
status.

The lower BW and food intake in the —Cu group than in the
—Cu group and the greater relative heart and liver weights in
—Cu group than in the +Cu group (Table 2) are typical and
consistent with other reports for Cu-deficient rats (6,22,23). All
metabolic indicators of Cu deficiency were significantly lower in
the —Cu group than in the +Cu group, confirming that the —Cu
group was Cu-deficient after a period of 16 wk (6,23).

Taurine homeostasis is maintained predominantly by the
regulation of renal taurine reabsorption so that excess dietary
taurine is excreted in the urine (24). Therefore, it is generally
assumed that the amount of taurine excreted in urine reflects the
extent of excess taurine in the taurine pools of animals. The
taurine status of the rats was determined by evaluating plasma
and whole blood taurine concentrations and urinary taurine ex-
cretion {Table 2). The fact that none of these values were sig-
nificantly different between the —Cu and +Cu group, and the
finding that there was a trend for a higher urinary taurine
excretion in the —Cu group, which is the opposite of that found
by Gray and Daniel {6), negares our hypothesis thar Cu
deficiency causes taurine deficiency.

A lower food intake by the —Cu group provided less total
substrate and might have been expected to result in less taurine
synthesis. Food intakes relative to metabolic body weights of the
rats during the last 3 d of the experiment, were 34.3 = 1.02 g/kg
BW®7 for the —Cu group and 41.4 = 0.95 g/kg BW®"* for the

2504 Koetal.

+Cu group (P < 0.01). Perhaps the results would have been
different if a less severe Cu deficiency had been induced or if the
rats were fed on the diets for a longer period of time.

Cu deficiency had no effect on the taurine, cyst{e)ine, or total
glurathione concentrations at the major site of taurine synthesis,
the liver. These results indicate that Cu deficiency in rats does not
affect the major products of cysteine metabolism in the liver,
However, some reports indicate that Cu deficiency in rats
increases hepatic GSH concentration {25,26). The cause for this
inconsistency is unclear. Perhaps a more prolonged Cu deficiency
in the earlier studies is responsible.

The only significant effect of Cu deficiency on sulfur amino acid
metabolism was a higher CSAD activity in liver (P << 0.01). The
activities of CDO and CSAD are critical to taurine synthesis
because they are the key enzymes in the synthesis of taurine from its
direct precursor, cysteine. The regulation of these key enzymes in
the synthesis of taurine has been reported {27,28). Bagley and
Stipanuk {28) demonstrated that, as the dietary protein concen-
tration increases, CDO activity increases and CSAD activity
decreases. That is, CDO and CSAD are regulated in a reciprocal
manner in response to dietary protein or sulfur amino acid
concentration in the diet. In the current study, the reciprocal
regulations of activities in the 2 enzymes were not found because
CDO did not change. However, the difference in CSAD activity in
this study was consistent with previous finding that CSAD activity
decreases with higher protein intake (27,28). The food intake/kg
BW ®”* of the rats during the last 3 d of the the experiment was
higher in the +Cu group (P < 0.01) and the CSAD activity was
lower in this group. Although the CDO activity did not differ
between groups, it was 10% higher in the +Cu group (P = 0.60),
possibly showing a trend for metabolic adaptation of the taurine
synthesis system to maintain taurine homeostasis.

In conclusion, Cu deficiency did not affect taurine or other
sulfur amino acid metabolites in plasma or in the liver of rats in
this study. CSAD activity appeared to be controlled in a normal
manner by the amount of dietary protein ingested. We conclude
that Cu deficiency does not affect cysteine metabolism or taurine
homeostasis in rats and that it is highly unlikely that DCM-
induced taurine deficiency in large-breed dogs is the result of a
dietary-induced Cu deficiency.
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Effects of dietary fat and L-carnitine

on plasma and whole blood taurine

concentrations and cardiac function
in healthy dogs fed protein-restricted diets

Sherry L. Sanderson, DVM, PhD; Kathy L. Gross, PhD; Phillip N. Ogburn, DVM, PhD;
Clay Calvert, DVM; Gil Jacobs, DVM; Stephen R. Lowry, PhD; Kathy A. Bird; Lori A. Koehler;

Laurie L. Swanson

Objective—Io esvaluate plasma taurine concentra-
tions (PTC), whole blood taurine concentrations
{(WBTC}, and echocardiographic findings in dogs fed 1
of 3 protein-restricted diets that varied in fat and L-car-
nitine content.

Animals—17 healthy Beagles.

Design—Baseline FTC and WBTC were determined,
and echocardiography was performed in all dogs con-
suming a maintenance diet. Dogs were then fed 1 of
3 protein-restricted diets for 48 months: a low-fat (LF)
diet, a high-fat and L-carnitine supplemeanted (HF + C)
diet, or a high-fat (HF) diet. All diets contained methio-
nine and cystine ccncentrations at or above recom-
mended Association of American Feed Control
Officials  (AAFCO}  minimum  requirements.
Echocardiographic findings, PTC, and WBTC were
evaluated every 6 months.

Results—The PTC and WBTC were not significantly
different among the 3 groups after 12 months. All
groups had significant decreases in WBTC from base-
line concentrations, and the HF group also had a sig-
nificant decrease in PTC. One dog with PT and WBT
deficiency developed dilated cardiomyopathy (DCM).
Taurine supplementation resulted in significant
improvement in cardiac function. Another dog with
decreased WEBTC developed changes compatible
with early DCM.

Conclusions and Clinical Relevance—Results
revealed that dogs fed protein-restricted diets can
develop decreased taunne concentrations; therefore,
protein-restricted diets should be supplemented with
taurine. Dietary methionine and cysiine concentra-
tions at or above AAFCO recommended minimum
requirements did not prevent decreased taurine con-
centrations. The possibility exists that AAFCO recom-
mended minimum reguirements are not adequate for
dogs consuming protein-restricted diets. Our results
also revealed that, similar to cats, dogs can develop
CCM secondary to taurine deficiency, and taurine sup-
plementation can result in substantial improvement in
cardiac function. {Am J Vet Res 2001,62:1616-1623)
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Figure 1—Within-group effect of 3 protein-restricted diets on
plasma taurine concentrations in healthy Beagles. *Significant
(P < 0.05) decrsase over time within the high-fat diet group.
Circles—Low-fat diet. Squares—High fat plus carnitine supple-
mented diet. Triangles—High-fat diet.
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Figure 2—\Within-group effect of 3 protein-restricted diets on
whole blood taurine concentrations in healthy Beagles.
* t.#3ignificant (P < 0.05) difference over time within the low-fat
diet, high-fat plus carnitine supplemented diet, and high-fat diet
groups, respectively. See Figure 1 for key.

dogs in the HF groups had WBTC below reference
range at 48 months.

Echocardiographic findings—At baseline, signif-
icant differences were not detected among the 3 diet
groups regarding percentage of fractional shortening
(FS%), EPSS, left ventricular diameter at end systole
(LVDs), and left ventricular diameter at end diastole
(LVDd). At 6 and 42 months, significant differences
were detected in FS% among the 3 diet groups.
Results of the least significant difference test and diet
group means (Table 2) revealed that at 6 months,
FS% was significantly higher in the LF group than in

the HF + C and HF groups, and at 42 months, FS%
was significantly higher in the LI' group than in the
HF + C group. Significant differences in LVDs were
detected at 42 months among the 3 diet groups.
Results of the least significant difference test and diet
group means revealed that mean IVDs was signifi-
cantly higher in the HF + C group than in the LF and
HF groups. At 24 months, results of 2-way ANOVA
revealed a significant difference in LVDd among the 3
groups. Results of the least significant difference test
and diet group means revealed that LVDd was signifi-
cantly higher in the HF + C group than in the LF and
HF groups.

Results of linear regression analysis revealed no
significant differences in FS%, EPSS, LVDs, and
LVDd over time in the LF and HF groups. However,
significant differences were detected in FS% and
LVDs over time in the HF + C group; mean FS%
decreased and mean LVDs increased over time in this
group.

None of the dogs in the LF or HF diet groups had
evidence of DCM by the end of the 48-month study.
However, by the end of the study, 1 of 5 dogs in the HF
+ C diet group met all 4 criteria for the diagnosis of
DCM (Table 3). At 12 meonths, echocardiography
revealed mild left ventricular dilatation, suggestive of
early DCM. By 42 months, all criteria established for
the diagnosis of DCM were met. This dog developed
PTC and WBTC below the reference range at 12
months, which persisted through 48 months. Because
the dog was fed a carnitine-supplemented diet, plasma
and cardiac muscle carnitine concentrations were
above reference range limits. At 48 months, taurine
supplementation (500 mg, PO, q 12 h) was initiated,
and 3 months later, echocardiography revealed FS%
and EPSS had normalized, with persistence of mild left
ventricular dilatation during systole and diastole. The
dog subsequently developed a thickened mitral valve
{endocarditis).

A second dog in the HF + C diet group did not
meet all the criteria for DCM but had a mildly
decreased FS% (26.0%; reference range, 28 to 44%)
and slightly increased LDVs (26.7 mm: reference
range, 17.5 to 23.7 mm) that began at 42 months and
persisted through 48 months. At 48 months, PTC was
still within reference range limits (81.8 nmol/ml; refer-
ence range, 41 to 97 nmol/ml); however, WBTC was
below reference range (126.8 nmol/ml; reference
range, 155 to 347 nmol/ml). This dog was also fed a
carnitine-supplemented diet, and, therefore, plasma
and cardiac carnitine concentrations were above refer-
ence range limits. Plasma-free, short-chain acyl, long-
chain acyl, and total carnitine were 99.9 nmol/ml (ref-
erence range, 9.0 to 36.0), 10.5 nmol/ml (reference
range, < 7.0), 3.4 nmol/ml (reference range, < 2.0),
and 113.8 nmol/ml (reference range, 12.0 to 40),
respectively. Cardiac muscle free, short-chain acyl,
long-chain acyl, and total carnitine were 16.9 nmol/mg
NCP (reference range, 3.5 to 11.5), 4.0 nmol/mg NCP
(reference range, < 5.0), 0 (reference range, < 0.66),
and 20.9 nmol/mg NCP (reference range, 4.5 to 14.0),
respectively. Taurine supplementation was not initiated

in this dog.
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From: Jones, Jennifer L </o=ExchangeLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0f6ca12eaa9348959%a4chb1e829af244-Jennifer.Jo>

To: 'Andrea Fascetti’

Sent: 5/21/2018 10:42:57 AM

Subject: RE: Question about aminoacid analysis-Matrices

Thank you, Andrea!

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

it U.S. FOOD & DRUG el

ADMINISTRATION NS

From: Andrea Fascetti [mailto:ajfascetti@ucdavis.edu]
Sent: Sunday, May 20, 2018 5:14 PM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
Subject: Re: Question about aminoacid analysis-Matrices

Hi Jen - Here are a number of articles on dog taurine. I am sure you have many of them, but I am sending what I
have just in case. The paper with the bile acid analysis was Ko 2016. Hope these help.

Andrea

On May 18, 2018, at 11:29 AM, Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov> wrote:

Hi Andrea,
| had a few questions unrelated to our contract.
Are you able to analyze amino acids in feces?
Is whole blood or plasma best for measuring amino acids in dogs?
-particularly taurine, cystine, and methionine.
Thank you in advance, and | hope you have a great weekend,
Jen

Jennifer L. A. Jones, DVM

Veterinary Medical Officer

U.S. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
8401 Muirkirk Road, G704

Laurel, Maryland 20708

new tel: 240-402-5421

fax: 301-210-4685

e-mail: fenniferjones@frda.hhs.gov

Web: hitp://www.fda gov/AnimalVeterinary/ScienceResearch/ucm247 334.hitm
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From: Palmer, Lee Anne </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=CF7C8BD53B6C45A39318A596 ACEA7C53-

LPALMER>
To: Jones, Jennifer L
Sent: 5/21/2018 3:19:28 PM
Subject: RE: FYI-Articles from Fascetti-Taurine handling

Wow! Thanks. Some light reading!

From: Jones, Jennifer L

Sent: Monday, May 21, 2018 11:15 AM

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>
Subject: FYI-Articles from Fascetti-Taurine handling

The articles from Andrea.

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

el U.S, FOOD & DRUG ,,x;,q'.;_;«,ﬂ

ADMINISTR ATION

From: Andrea Fascetti [mailto:ajfascetti@ucdavis.edu]
Sent: Sunday, May 20, 2018 5:14 PM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
Subject: Re: Question about aminoacid analysis-Matrices

Hi Jen - Here are a number of articles on dog taurine. 1 am sure you have many of them, but I am sending what I
have just in case. The paper with the bile acid analysis was Ko 2016. Hope these help.

Andrea

On May 18, 2018, at 11:29 AM, Jones, Jennifer L <Jennifer.Jones(@fda.hhs.gov> wrote:

Hi Andrea,
| had a few questions unrelated to our contract.
Are you able to analyze amino acids in feces?
Is whole blood or plasma best for measuring amino acids in dogs?
-particularly taurine, cystine, and methionine.
Thank you in advance, and | hope you have a great weekend,
Jen

Jennifer L. A. Jones, DVM

Veterinary Medical Officer

U.5. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
8401 Muirkirk Road, G704

Laurel, Maryland 20708

new tel: 240-402-5421

fax: 301-210-4685

e-mail: jennifer jones@dfda hhs gov

Web: hitp:/www.fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.htm

<image001.png> <image004.png>
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From: Rotstein, David </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0A3B17EBFCF14A6CB8E94F322906BADD-

DROTSTEI>
To: Hartogensis, Martine; Palmer, Lee Anne; Jones, Jennifer L; Queen, Jackie L
Sent: 5/23/2018 9:00:47 AM
Subject: Re: DCM Firms

Martine,

Thank you.

B5

Dave

From: Hartogensis, Martine <Martine. Hartogensis(@fda.hhs.gov>

Date: May 22, 2018 at 9:56:42 PM EDT

To: Rotstein, David <David.Rotstein@fda.hhs.gov>, Palmer, Lee Anne <LeeAnne Palmer@fda.hhs.gov>, Jones,
Jennifer L <Jennifer. Jones@fda.hhs.gov>, Queen, Jackie L <Jackie.Queen(@fda.hhs.gov>

Cc: Rotstein, David <David.Rotstein@fda.hhs.gov>

Subject: Re: DCM Firms

Thank you Dave! What is the B5

B5

I am heading B6 but let's regroup then and come up with a plan! Thanks again!

Martine

From: Rotstein, David <David.Rotstein(@fda.hhs.gov>

Date: May 22, 2018 at 4:11:39 PM EDT

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>, Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>,
Hartogensis, Martine <Martine. Hartogensis(@fda.hhs.gov>, Queen, Jackie L <Jackie.Queen(@fda.hhs.gov>
Cc: Rotstein, David <David.Rotstein(@fda.hhs.gov>

Subject: DCM Firms

FDA-CVM-FOIA-2019-1704-004406
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firms.

B5

Brand flavor Firm Location FEI Division

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

i U.S. FOOD & DRUG
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This e-mail message is intended for the exclusive use of the recipient(s) named above. |t may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-malil

the sender immediately at david.rotstein@fda.hhs.gov.
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From: Palmer, Lee Anne </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=CF7C8BD53B6C45A39318A596 ACEA7C53-

LPALMER>
To: Rotstein, David; Jones, Jennifer L; Hartogensis, Martine; Queen, Jackie L
Sent: 5/22/2018 8:13:01 PM
Subject: RE: DCM Firms
Thanks Dave! So a B4, B5 Very interesting!

From: Rotstein, David

Sent: Tuesday, May 22, 2018 4:12 PM

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>;
Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Queen, Jackie L <Jackie.Queen@fda.hhs.gov>
Cc: Rotstein, David <David.Rotstein@fda.hhs.gov>

Subject: DCM Firms

Brand flavor Firm Location FEI [

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

FDA-CVM-FOIA-2019-1704-004408
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-malil
the sender immediately at david.rotstein@fda.hhs.gov.
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From: Freeman, Lisa <Lisa.Freeman@tufts.edu>

To: Darcy Adin

CcC: Janes, Jennifer L; Joshua A Stemn; Fries, Ryan C B6 Rotstein, David;
Norris, Anne; DelLancey, Siobhan; Ceric, Olgica

Sent: 5/27/2018 7:25:28 PM

Subject: RE: diet related DCM - revised protocol

Attachments: protocol NP 5-27-18.docx

Hi everyone

Best,

Lisa

Lisa M. Freeman, DVM, PhD, DACVN
Professor

Cummings School of Veterinary Medicine
Friedman School of Nutrition Science and Policy
Tufts Clinical and Translational Science Institute
Tufts University

www.petfoodology.org

From: Darcy Adin [mailto:dbadin@ncsu.edu]

Sent: Friday, May 25, 2018 5:26 PM

To: Freeman, Lisa <Lisa.Freeman@tufts.edu>

Cc: Jones, Jennifer L_<Jennifer.Jones@fda.hhs.qov>; Joshua A_Stern <istern@ucdavis.edu>; Fries. Ryan C
<rfries@illinois.edu>: B6
Rotstein, David <David.Rotstein@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan
<Siobhan.Delancey@fda.hhs.gov>; Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>

Subject: Re: diet related DCM - a couple forms

Hope you have a good weekend,

Darcy

On Thu, May 24, 2018 at 3:21 PM, Freeman, Lisa <Lisa.Freeman@tufts.edu> wrote:
Hi everyone

I'hanks

Lisa

Lisa M. Freeman, DVM, PhD, DACVN
Professor

FDA-CVM-FOIA-2019-1704-004410
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Cummings School of Veterinary Medicine
Friedman School of Nutrition Science and Policy
Tufts Clinical and Translational Science Institute
Tufts University

www.petfoodology.org

From: Jones, Jennifer L [mailto:Jennifer. Jones@fda.hhs.gov]
Sent: Friday, April 20, 2018 3:50 PM
To: Darcy Adin <dbadin@ncsu.edu>; Freeman, Lisa <Lisa.Freeman@tufts.edu>; Joshua A Stern

. <jstern@ucdavis.edu>: Fries, Ryan C _<rfries@i||inois.edu> B6
' B6

Cc: Rotstein, David <David.Rotstein@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>; Delancey,
Siobhan <Siobhan.Delancey@fda.hhs.gov>; Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>

Subject: RE: hold-call with Dr. Adin re: DCM cases

Importance: High

My apologies for the repeat email. After further internal discussion, in lieu of submitting Consumer Complaints,
you can just email me a spreadsheet with the data.

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

4
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From: Jones, Jennifer L

Sent: Friday, April 20, 2018 1:19 PM

To: 'Darcy Adin' <dbadin@ncsu.edu>; Freeman, Lisa <lisa.freeman@tufts.edu>; Joshua A Stern
<jstern@ucdavis.edu>; Fries, Ryan C <rfries@illinois.edu>; B6
E B6

Te: Rotstein, David <David.Rotstein@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey,

Siobhan <Siobhan.Delancey@fda.hhs.gov>; Ceric, Olgica <QOlgica.Ceric@fda.hhs.gov>

Subject: RE: hold-call with Dr. Adin re: DCM cases

Thank you again for joining us on the call and providing the information about your cases. To help us catalogue
and potentially act on these adverse events, please file an official consumer complaint. Instructions on how to
report a pet food report can be found at: https://www.fda.gov/AnimalVeterinary/SafetyHealth/ReportaProblem
/ucm182403.htm. The complaint can be submitted through the Safety Reporting Portal:

X i . You can attach documents already created that compile your case data.
We will review the data and may contact you for possible follow-up.

In the meantime, if you have a dog with DCM on a grain free diet that dies or is euthanized, please do not
dispose of the animal’s body or any remaining food. Please submit an individual consumer complaint for that
dog, and mention that you have been instructed to submit the report by Vet-LIRN. We will review the complaint
for potential follow-up and may be able to offer a necropsy. | attached a copy of our Vet-LIRN network
procedures that describe how we operate. | also included a version for animal owners.

Please email or call me with any questions. Thank you again for your time and expertise,
Jen

Jennifer Jones, DVM

Veterinary Medical Officer
Tel: 240-402-5421
_?.\
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From: Darcy Adin [mailto:dbadin@ncsu.edu]
Sent: Thursday, April 19, 2018 11:00 AM

To: Freeman, Lisa <lisa.freeman@tufts.edu>; Joshua A Stern <jstern@ucdavis.edu>; Fries, Ryan C

<rfries@illinois.edu>;

B6

N4

Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Cc: Rotstein, David <David.Rotstein@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey,

Siobhan <Siobhan.Delancey@fda.hhs.gov>
Subject: Fwd: hold-call with Dr. Adin re: DCM cases

Dear Dr. Jones,

We are all able to meet tomorrow, Friday April 20th at 11 am EST to discuss our clinical observations and
concerns surrounding a potential relationship between grain-free canine diets and Dilated Cardiomyopathy.

[P ——

Drs.{ B6 ¥, Freeman,; B6 | Fries and Stern - the call details are in the forwarded email below.

Just a brief introduction for the FDA group:

B6

iDr. Cisa Freeman 1§ a Proféssor of Clinical NUtrition at Tufts University, Collége of Vet Méd

B6

Dr. Ryan Fries is a Clinical Assistant Professor of Cardiology at lllinois, College of Vet Med
Dr. Josh Stern is an Associate Professor of Cardiology at UC Davis, College of Vet Med

Thank you everyone for making time in your schedule! | am looking forward to this.

Sincerely,
Darcy Adin

--------- Forwarded message ----------

From: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Date: Thu, Apr 19, 2018 at 7:16 AM
Subject: hold-call with Dr. Adin re: DCM cases

To: "Rotstein, David" <David.Rotstein@fda.hhs.gov>, "Norris, Anne" <Anne.Norris@fda.hhs.gov>, "DelLancey,

Siobhan" <Siobhan.Delancev@fda.hhs.gov>, Darcy Adin <dbadin@ncsu.edu>

-- Do not delete or change any of the following text. --

Join WebEx meeting
Meeting number (access code):!  B6 |
Meeting password: =86~}

Join by phone

B6

Global call-in numbers | Toll-free calling restrictions

Can't join the meeting?

If you are a host, go here to view haost information.

FDA-CVM-FOIA-2019-1704-004412
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IMPORTANT NOTICE: Please note that this WebEx service allows audio and other information sent during the session to be recorded, which may be discoverable in a
legal matter. By jeining this session, you automatically consent to such recordings. if you do not consent to being recorded, discuss your concerns with the host or do not

join the session.

Darcy B. Adin, DVM, DACVIM (Cardiology)
Clinical Assistant Professor of Cardiology
North Carolina State University

NC State Veterinary Hospital

1060 William Moore Drive

Raleigh, NC 27607

919-513-6032

Darcy B. Adin, DVM, DACVIM (Cardiology)
Clinical Assistant Professor of Cardiology
North Carolina State University

NC State Veterinary Hospital

1060 William Moore Drive

Raleigh, NC 27607

919-513-6032

FDA-CVM-FOIA-2019-1704-004413



From: B6

To: Freeman, Lica

CC: Jones, Jennifer L; Darcy Adin; Joshua A Stern; Fries, Ryan C B6 Rotstein, David;
Norris, Anne; DeLancey, Siobhan; Ceric, Olgica =77

Sent: 5/30/2018 2:09:26 AM

Subject: Re: diet related DCM - a couple forms

Thank you so much for all your work Lisa! I just diagnosed a golden today with DCM that eats. B4 itoo. 1

am having the owners fill out the diet history form and will follow your protocol as above. B5

B5

Thanks,

On Thu, May 24, 2018 at 3:21 PM, Freeman, Lisa <Lisa.Freeman(@tufts.edu> wrote:

Hi everyone

B5

B5

Thanks

Lisa

Lisa M. Freeman. DVM, PhD, DACVN
Professor

Cummings School of Veterinary Medicine
Friedman School of Nutrition Science and Policy
Tufts Clinical and Translational Science Institute
Tufts University

www petfoodology.ore
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From: Jones. Jennifer L [mailto:Jennifer.Jonesi« fda.hhs.gov]

Sent: Friday, April 20, 2018 3:50 PM

To: Darcy Adin <dbadin‘@ncsu.edu=: Freeman. Lisa <Lisa.Freeman‘a tufts.edu=: Joshua A Stern <jstern‘wucdavis.edu=:
Fries. Ryan C <ifries« illinois.edu>} B6

B6 r

Cec: Rotstein. David <David.Rotstein‘a fda.hhs.gov>: Norris, Anne <Anne.Norns'« fda.hhs.gov>: DeLancey, Siobhan
<Siobhan.Delanceyia@:fda.hhs.gov>: Ceric, Olgica <Olgica.Cericiafda.hhs. gov>

Subject: RE: hold-call with Dr. Adin re: DCM cases

Importance: High

My apologies for the repeat email. After further internal discussion, in lieu of submitting Consumer Complaints, vou can
just email me a spreadsheet with the data.

Jennifer Jones, DVM
Veterinary Medical Officer

Tel: 240-402-5421

S U.s. FOOD & DRUG .. i .

ADMINIGTR TGN

From: Jones, Jennifer L
Sent: Friday, April 20, 2018 1:19 PM
To: 'Darcy Adin' <dbadin‘@ncsu.edu=: Freeman. Lisa <lisa.freemana tufts.edu=: Joshua A Stern <jstern‘«ucdavis.edu=:

Fries. Rvan C <rfries@illinois.edu>: B6
i B6 P

"Ce: Rotstein. David I<Da\f'id.Rotstemfr:_;_'“-fda.lﬂls.gov>: Norris. Anne <Anne.Norrisi«@'fda.hhs.gov>: DeLancey, Siobhan
<Siobhan.Delancey‘a fda.hhs.gov>: Ceric, Olgica <Olgica.Cerica fda.hhs.gov>
Subject: RE: hold-call with Dr. Adin re: DCM cases

Thank vou again for joining us on the call and providing the information about vour cases. To help us catalogue and
potentially act on these adverse events, please file an official consumer complaint. Instructions on how to report a pet food
report can be found at: https://www fda.gov/AnimalVeterinarv/SafetvHealth/ReportaProblem/ucm 182403 .htm. The
complaint can be submitted through the Safety Reporting Portal: https:/www.safetvreporting.hhs.gov. You can attach
documents already created that compile yvour case data. We will review the data and may contact you for possible
follow-up.

In the meantime. if vou have a dog with DCM on a grain free diet that dies or is euthanized. please do not dispose of the
animal’s body or any remaining food. Please submit an individual consumer complaint for that dog. and mention that vou
have been instructed to submit the report by Vet-LIRN. We will review the complaint for potential follow-up and may be
able to offer a necropsy. I attached a copy of our Vet-LIRN network procedures that describe how we operate. I also

FDA-CVM-FOIA-2019-1704-004420
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included a version for animal owners.

Please email or call me with any questions. Thank vou again for vour time and expertise,

Jen

Jennifer Jones, DVM
Veterinary Medical Officer

Tel: 240-402-5421

[prd U5, FOOD & DRUG iIl
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From: Darcy Adin [mailto:dbadin‘e'ncsu.edu]
Sent: Thursday, April 19, 2018 11:00 AM
To: Freeman, Lisa <lisa.freeman/«tufts.edu>: Joshua A Stern <jstern‘« ucdavis.edu>: Fries, Ryan C <rfries'«illinois.edu>:

: B6 i- Jones, Jennifer L

.<Jennifcr‘Joncs-'t_‘.{":fda.hhs.g ov>

Ce: Rotstein, David <David.Rotstein'a:fda.hhs.gov>: Norris, Anne <Anne.Norris@ fda.hhs.gov>: DelLancey, Siobhan
<Siobhan.Delancey '« fda.hhs.gov>

Subject: Fwd: hold-call with Dr. Adin re: DCM cases

Dear Dr. Jones,

We are all able to meet tomorrow, Friday April 20th at 11 am EST to discuss our clinical observations and
concerns surrounding a potential relationship between grain-free canine diets and Dilated Cardiomyopathy.

pmem———

Drs_é BG f reeman, B6 fries and Stern - the call details are in the forwarded email below.

Just a brief introduction for the FDA group:

B6

Dr. Lisa Freeman is a Professor of Clinical Nutrition at Tufts University, College of Vet Med

B6

Dr. Ryan Fries is a Clinical Assistant Professor of Cardiology at Illinois, College of Vet Med

FDA-CVM-FOIA-2019-1704-004421
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Dr. Josh Stern is an Associate Professor of Cardiology at UC Davis, College of Vet Med

Thank you everyone for making time in your schedule! 1 am looking forward to this.

Sincerely,

Darcy Adin

---------- Forwarded message ----------

From: Jones, Jennifer L. <Jennifer Jones(@tda hhs gov>

Date: Thu, Apr 19, 2018 at 7:16 AM

Subject: hold-call with Dr. Adin re: DCM cases

To: "Rotstein, David" <David.Rotstein(@fda.hhs.gov>, "Norris, Anne" <Anne.Norris(@fda.hhs.gov>, "DeLancey,
Siobhan" <Siobhan.Delancey(@fda.hhs.gov>, Darcy Adin <dbadin@@ncsu.edu>

-- Do not delete or change any of the following text. --

Join WebEX meeting

Meeting number (access code)t B |

Meeting password:i___B6 ___1

e A —

Join by phone

B 6 S Toll
US Toll Free

Global call-in numbers | Toll-free calling restrictions

Can't join the meeting?

If vou are a host., go hiere to view host information.

IMPORTANT NOTICE: Please note that this WebEx service allows audio and other information sent during the session to be recorded, which may be discoverable in a legal matter.

By joming this session, vou automatically consent to such recordings. It vou do not consent to being recorded, discuss vour comeerns with the host or do not join the session.
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Darcy B. Adin, DVM, DACVIM (Cardiology)
Clinical Assistant Professor of Cardiology
North Carolina State University

NC State Veterinary Hospital

1060 William Moore Drive

Raleigh, NC 27607

919-513-0032

B6
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From: Hartogensis, Martine </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=02DF91D554D34B948FC58433D0E42073-

MHARTOGE>
To: Jones, Jennifer L; Rotstein, David; Palmer, Lee Anne; Carey, Lauren
Sent: 6/5/2018 6:31:27 PM
Subject: RE: checking in-FW: DRAFT- email to the Divisions about Dilated Cardiomyopathy

Yes, sorry Jen and good idea!

From: Jones, Jennifer L

Sent: Tuesday, June 05, 2018 2:30 PM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>;
Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>

Subject: RE: checking in-FW: DRAFT- email to the Divisions about Dilated Cardiomyopathy

Dave,i B5

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

U.S. FOOD & DRUG - -I-

- e,
ADMIHISTRATION - ’ .\h“

From: Rotstein, David

Sent: Tuesday, June 05, 2018 2:25 PM

To: Hartogensis, Martine <Martine. Hartogensis@fda.hhs.gov>; Jones, Jennifer L
<Jennifer.Jones@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Carey, Lauren
<Lauren.Carey@fda.hhs.gov>

Subject: RE: checking in-FW:. DRAFT- email to the Divisions about Dilated Cardiomyopathy

Thank you.

I am going to send these out and also include the information Tuft's sent out to give them a more complete
picture of it all.

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison
CVM OSC/DC/CERT

7519 Standish Place

B6 i (BB)

ADMINISTRATION

U.S. FOOD & DRUG

Ben -

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-malil
the sender immediately at david.rotstein@fda.hhs.gov.

From: Hartogensis, Martine

FDA-CVM-FOIA-2019-1704-004459
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Sent: Tuesday, June 05, 2018 2:23 PM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>: Palmer,
Lee Anne <LeeAnne.Palmer@fda.hhs.qov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>

Subject: RE: checking in-FW: DRAFT- email to the Divisions about Dilated Cardiomyopathy

Hi Dave,
Are you talking about the ORA Divisions? If so, great idea and ok with me to send.

Martine

From: Rotstein, David

Sent: Monday, June 04, 2018 12:58 PM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Jones, Jennifer L
<Jennifer.Jones@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Carey, Lauren
<Lauren.Carey@fda.hhs.gov>

Subject: checking in-FW: DRAFT- email to the Divisions about Dilated Cardiomyopathy

Everyone,

B5

Thanks,
dave

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

................................

...............................

it U5, FOOD & DRUG
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such infarmation. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail

the sender immediately at david.rotstein@fda.hhs.gov.

From: Rotstein, David

Sent: Thursday, May 24, 2018 10:04 AM

To: Queen, Jackie L <Jackie.Queen@fda.hhs.gov>

Cc: Rotstein, David <David.Rotstein@fda.hhs.gov>

Subject: DRAFT- email to the Divisions about Dilated Cardiomyopathy

Jackie,

Please take a look when you get a chance:

FDA-CVM-FOIA-2019-1704-004460
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Good Morning,

CVM has been investigating reports of dilated cardiomyopathy (DCM), a condition involving thinning of the heart
muscle, in dogs. Some breeds involved (Golden Retrievers) are predisposed to DCM. Cases were brought to
the attention of CVM by veterinary colleges and private veterinary cardiologists. Grain free dog foods appear to
be a common factor. CVM is exploring diagnostic investigations through FDA CVM Vet-LIRN and also
epidemiological evaluation by the CVM Division of Veterinary Product Safety. In cats, the condition is

associated with low taurine and there have been sporadic recalls relating to low taurine cat food. B5

B5 i Some additional information is attached.

Because of the increased reports/cases at veterinary colleges, there has been a larger web presence among
professionals and the public including a Facebook page conceming the issue.

Thank you,

Dave

B4, BS

David Rotstein, DVM, MPVM, Dipl. ACVP

CVM Vet-LIRN Liaison

FDA-CVM-FOIA-2019-1704-004461




CVM OSC/DC/CERT
7519 Standish Place
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-malil
the sender immediately at david.rotstein@fda.hhs.gov.
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From: Hartogensis, Martine </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=02DF91D554D34B948FC58433D0E42073-

MHARTOGE>
To: Jones, Jennifer L; Rotstein, David; Palmer, Lee Anne; Carey, Lauren
Sent: 6/5/2018 6:50:50 PM
Subject: RE: checking in-FW: DRAFT- email to the Divisions about Dilated Cardiomyopathy
Hi!
BS We are tentatively going to do a call Monday 9:30-10:30. Does that work for

i everyone”
They will set up a Go To meeting and | will forward.
Thanks again!

Martine

From: Jones, Jennifer L

Sent: Tuesday, June 05, 2018 2:30 PM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Hartogensis, Martine <Martine. Hartogensis@fda.hhs.gov>;
Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>

Subject: RE: checking in-FW: DRAFT- email to the Divisions about Dilated Cardiomyopathy

Dave, B5

Jennifer Jones, DVM

Veterinary Medical Officer

Tel: 240-402-5421

()% LS. FOOD & DRUG /-f-ﬁ;,.ql\;;k

HOMINCSTRATION

From: Rotstein, David

Sent: Tuesday, June 05, 2018 2:25 PM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.qov>; Jones, Jennifer L

<Jennifer. Jones@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Carey, Lauren
<Lauren.Carey@fda.hhs.gov>

Subject: RE: checking in-FW: DRAFT- email to the Divisions about Dilated Cardiomyopathy

Thank you.

B5

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

s U.S. FOOD & DRUG

ADMINISTRATION
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Hartogensis, Martine

Sent: Tuesday, June 05, 2018 2:23 PM

To: Rotstein, David <David. Rotstein@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Palmer,
Lee Anne <LeeAnne.Palmer@fda.hhs.qov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>

Subject: RE: checking in-FW:. DRAFT- email to the Divisions about Dilated Cardiomyopathy

Hi Dave,
Are you talking about the ORA Divisions? If so, great idea and ok with me to send.

Martine

From: Rotstein, David

Sent: Monday, June 04, 2018 12:58 PM

To: Hartogensis, Martine <Martine. Hartogensis@fda.hhs.gov>; Jones, Jennifer L
<Jennifer.Jones@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Carey, Lauren
<Lauren.Carey@fda.hhs.gov>

Subject: checking in-FW: DRAFT- email to the Divisions about Dilated Cardiomyopathy

Everyone,

B5

Thanks,
dave

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison
CVM OSC/DC/CERT

vl U.S, FOOD & DRUG

ADMINISTRATION
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-malil

the sender immediately at david.rotstein@fda.hhs.gov.

From: Rotstein, David
Sent: Thursday, May 24, 2018 10:04 AM

FDA-CVM-FOIA-2019-1704-004464
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To: Queen, Jackie L <Jackie.Queen@fda.hhs.gov>
Cc: Rotstein, David <David.Rotstein@fda.hhs.gov>
Subject: DRAFT- email to the Divisions about Dilated Cardiomyopathy

Jackie,

Please take a look when you get a chance:

Good Morning,

CVM has been investigating reports of dilated cardiomyopathy (DCM), a condition involving thinning of the heart
muscle, in dogs. Some breeds involved (Golden Retrievers) are predisposed to DCM. Cases were brought to
the attention of CVM by veterinary colleges and private veterinary cardiologists. Grain free dog foods appear to
be a common factor. CVM is exploring diagnostic investigations through FDA CVM Vet-LIRN and also
epidemiological evaluation by the CVM Division of Veterinary Product Safety. In cats, the condition is

associated with low taurine and there have been sporadic recalls relating to low taurine cat food. B5
B5 1. Some additional information is attached.

Because of the increased reports/cases at veterinary colleges, there has been a larger web presence among
professionals and the public including a Facebook page concemning the issue.

Thank you,

Dave

B4, BS

FDA-CVM-FOIA-2019-1704-004465
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B4, BS

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison
CVM OSC/DC/CERT
7519 Standish Place
BS (BB}
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-malil
the sender immediately at david.rotstein@fda.hhs.gov.
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800.267
Grain free
Versus
Non Grain Free Foods

Jones
Vet-LIRN
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Grain Free products
w/ reported DCM

4

Product Name Grain free?  Species Tau (%)
Yes Canine 0.26
Yes Canine 0.11
Yes Canine 0.14
B 4 B 5 Yes Canine 0.12
, Yes Canine 0.2
Yes Canine 0.051
Yes Canine 0.25

* Feline AAFCO minimum Tau is 0.1% for extruded foods
*  No AAFCO minimum for dogs
* Dog in this case had low Whole blood Tau

* Taurine is conditionally essential in dogs, because they can
synthesize it from Cystine and Methionine.

FDA-CVM-FOIA-2019-1704-004480



Grain Free products
w/ reported DCM

33

Product Name Grain free?  Species Tau (%) Cys(%) Met(%) Met-Cys (%)
Yes Canine 0.26 0.26 0.64 0.9
Yes Canine 0.11 0.26 0.61 0.87
Yes Canine 0.14 0.28 0.86 1.14
B4 B 5 Yes Canine 0.12 0.36 0.69 2.05
, Yes Canine 0.2 0.34 0.51 0.85
Yes Canine 0.051 0.33 04 0.73
Yes Canine 0.25 0.38 0.7 1.08
AAFCO min: 0.33t00.35% 0.65t00.7%
* All Grain Free Products contain Methionine and Methionine-
Cystine % within the AAFCO requirements.
* _Thereis no AAFCO requirement for Cystine %
« Thel B4, B5 thad the lowest Met and Met-Cys content,
but it was still above AAFCO requirements (highlighted)
s Thel B4, BS had the lowest Cys content

(highlighted).

FDA-CVM-FOIA-2019-1704-004481



Non Grain Free Products
w/o reported DCM

4 3

Product Name Grain free?  Species Tau (%) Cys(%) Met (%) Met-Cys (%)
o Canine 0.22 0.32 0.66 0.98
No Canine 0.11 0:3 057 0.87
No Canine 0.11 0.3 0.6 0.9
B 4 B 5 No Canine 0.11 0.31 0.58 0.89
No Canine 0.12 0.32 0.65 0.97
, No Both 0.19 0.45 0.6 1.06
No Feline 0.24 0.42 0.78 1.2
No Feline 0.24 0.5 0.94 1.44

* In non-GF foods, the Taurine, Met, and Met-Cys
levels were above AAFCO minimumes.
e Similar to Grain free foods.

FDA-CVM-FOIA-2019-1704-004482



Grain Free vs. Non Grain Free

Product Name Tau (%) Cys(%) Met(%) Met-Cys (%)
Avg All GF foods " 016 " 032 " o063 " o095
Avg All Non-GF Dog foods " 014 " 034 " o061 " o095
Avg All Non-GF Cat Foods 022 | 04 | 077 | 123

* Average Tau, Cys, Met, and Met-Cys content in Grain
Free dog foods is similar to the non-GF dog foods.

* The non-GF cat foods tend to have higher average
levels, because they have greater minimum AAFCO
requirements.

FDA-CVM-FOIA-2019-1704-004483



Overall Comparison

Product Name

B4, BS

Grain free?  Species Tau (%) Cys(%) Met(%) Met-Cys (%)
Yes Canine 0.26 0.26 0.64 0.9
ves Canine 0.11 0.26 0.61 0.87
iyes Canine 0.14 0.28 0.86 1.14
Yes Canine 0.12 0.36 0.69 1.05
h o i 02 n 24 0 cq 0 QC
Yes Canine 0.051 0.33 0.4 073
€s Canine 0.25 0.38 0./ 1.08
iNo Canine 0.22 0.32 0.66 0.98
No Canine 0.11 0.3 0.57 0.87
No Canine 0.11 0.3 0.6 0.9
No Canine 0.11 0.31 0.58 0.89
No Canine 0.12 0.32 0.65 0.97
No Both 0.19 0.46 0.6 1.06
No Feline 0.24 0.42 0.78 1.2
o Feline 0.24 0.5 0.94 1.44

Because the Grain free and Non-GF foods have a.similar Tau.Cvs..Met,

B4, B5

It has adequate Met and Met-Cys levels, which should enable a dog to
make adequate Tau, without needing Tau in the food.

and Met-Cys content, we can look closely at;

However, the dog eating this diet had low Whole blood Tau.

FDA-CVM-FOIA-2019-1704-004484



Ingredient comparison

0.2 0.34 0.51 0.85 unknown Yes Met 4 (5), pea flour (14)
0.25 0.33 0.7 1.08 unknown Yes No 1 peas (4)
e
, peas (3), chickpeas (4), pea

Cys or Met
Tauadded addedto #legume Names (place iningredient
Tau (%) Cys (%) Met (%) Met-Cys (%) Dog Tau level to product? product? Sources list)
red lentils (2), green lentils
0.26 0.26 0.64 0.9 wnl (2) No Met 4 (3), peas (4), pea fiber (7)
red lentils (2), green lentils
0.11 0.26 0.61 0.87 storebought No Met 4 (3), peas (4), pea fiber (7)
red lentils (2), green lentils
0.14 0.28 0.86 114 292 (wnl) No Met 4 (3), peas (4), pea fiber (7)
0.12 0.38 0.69 1.05 unknown No *Na o

peas (3), lentils (4), chickpeas

flour (5), red lentils (8), green

- } . . Ves o 1 rea fiber (1
0.11 0.3 0.57 0.87 No Met 0
0.11 03 0.6 0.9 No Met 0o
0.11 0.31 0.58 0.89 No Met ! green peas (22)
0.12 0.32 0.65 0.97 No Met ;! green peas (20)
0.19 0.46 0.6 1.06 Yes No 2 pea protein (5), peas (9]

Other products (stars) with normal Met and Met-Cys % and are not supplemented
with Met in the ingredients, like the B4, B5 ired box). The non GF
diet § B4, B5 had a comparable # legume sources, but its
only [8giie Saurce Was 16w on the Tngredient list and contained less legume
sources than the i B4, B5 irespectively.

Thef B4, B5 meal product contains B4, B5 is0
isn’t grain free. But the dog in this case had DCM. Not much is known about the
case.

B4, BS

i_B4, stdog's low blood Tau. Are there problems with nutrient uptake b/c of the

amount and/or number of legumes in the product?

If the Met-Cys and Met % are normal, then something is causing th

FDA-CVM-FOIA-2019-1704-004485



Ingredient comparison

Cys or Met
Tauadded addedto #legume Names (place iningredient
Tau (%) Cys (%) Met (%) Met-Cys (%) Dog Tau level to product? product? Sources list)
red lentils (2), green lentils
0.26 0.26 0.64 0.9 wnl (2) No Met 4 (3), peas (4), pea fiber (7)
red lentils (2), green lentils
0.11 0.26 0.61 0.87 storebought No Met 4 (3), peas (4), pea fiber (7)
red lentils (2), green lentils
0.14 0.28 0.86 114 292 (wnl) No Met 4 (3), peas (4), pea fiber (7)
0.12 0.38 0.69 1.05 unknown No *Na o

peas (3), lentils (4), chickpeas

0.2 0.34 0.51 0.85 unknown Yes Met 4 (5), pea flour (14)
0.25 0.38 0.7 1.08 unknown Yes No 1 peas (4)
=
, pess (3), chickpess (4), pea

flour (5), red lentils (8), green
i i (11)

- } . . Ves o 1 rea fiber (1
0.11 0.3 0.57 0.87 No Met 0
0.11 03 0.6 0.9 No Met 0o
0.11 0.31 0.58 0.89 No Met ! green peas (22)
0.12 0.32 0.65 0.97 No Met ;! green peas (20)
0.19 0.46 0.6 1.06 Yes No 2 pea protein (5), peas (9]

B4, B5 iproduct may be a red
herring/separate issue or a clue about how the legume
may affect the product

FDA-CVM-FOIA-2019-1704-004486



NCSU ACVIM Abstract-Dr. Adin

Methods: retrospective evaluation of dogs diagnosed with DCM who had diet
recorded in the _]ast 2 years. Dogs were lumped into Grain-free (further
subdivided intoi B4, BS i and other) and Non-Grain free diets

Taurine testing in 11 of these dogs did not show deficiency - carnitine testing in 4
did not show deficiency. Two sets of unrelated housemates were in this group.
-27 dogs ate non-grain free. Taurine testing in 11 of these and 5 were
deficient (3 ate vegetarian diets)
- Dogs eatingi B4, B5 weighed less than the other groups
(I'interpret this to mean they are not the typical large breed DCM dog- 23 vs 35 kg
P=0.03).

spherical heart than 1) dogs eating other grain free diets and 2) dogs eating
nongrain free diets (all statistically significant).

- Dogs eating Grain free diets as a group had bigger hearts in diastole and
systole and more spherical hearts on echo than dogs eating nongrain free diets
(all statistically significant)

- presence of CHF was not different between groups

FDA-CVM-FOIA-2019-1704-004487



NCSU ACVIM Abstract-Dr. Adin

Methods: retrospective evaluation of dogs diagnosed with DCM who had diet

recorde_:l inthe_last 2 years. Dogs were lumped into Grain-free (further
subdivi . ts
—— B4 Taurine WNL for 11 of 27 dogs | Lenti.
Tauring on GF diets with DCM besting in4
did not nis group.
5 were
deficier \WB taurine is only a snapshot of the [ —
(intery content. Paired plasmaand WB are  |-23vs35kg
P=0.03) better indicators of overall body Tau
a more
spheric, content. eating
nongra . 5 7

- Dogs eating Grain free diets as a group had bigger hearts in diastole and
systole and more spherical hearts on echo than dogs eating nongrain free diets
(all statistically significant)

- presence of CHF was not different between groups

FDA-CVM-FOIA-2019-1704-004488



Call with Cardiologists

Since the abstract:
* Dr. Adin has seen 36 DCM dogs on Grain Free diets.
* Taurine in 18 dogs was WNL.

* The majority were supplemented.
* 7 were rechecked and all showed some improvement with

diet change.
* 1/7 not supplemented, only diet change:
* not much echo change at 3 months but at 9 months
had improved echo parameters.

similar improvement to the dogs with diet change and
Taurine supplementation at 3 months.

FDA-CVM-FOIA-2019-1704-004489



Call with Cardiologists

Since the abstract:
° Dr Adin hac cann 2 NDNOCNA Aace Aan Cvain Cvran Aiate

- Tau B4 | Taurineis normalin the dogs
7‘ checked, but they may improve

° W : s

qio| Taster with Tau supplementation

- | and diet change.
* TOT MUCN ecno CMange at 3 Montns put at 9 months
had improved echo parameters.

with

similar improvement to the dogs with diet change and
Taurine supplementation at 3 months.

FDA-CVM-FOIA-2019-1704-004490



GF Diet Ingredient comparison

wnl (2)
storebought

292 {wnl)
unknown

unknown

B4, BS i

Tau added
Product Name Dog Tau level to product?

No

No

No
No

Yes
Yes

No
Yes
No
No
No
No
Yes
Yes

Cys or Met
added to
product?

Met

Met

Met
No

Met
No

No
No
Met
Met
Met
Met
No
No

#legume Names (place in ingredient

Sources

4

OrNRRPROarO

list)
red lentils (2), green lentils
(3), peas (4), pea fiber (7)
red lentils (2), green lentils
(3), peas (4), pea fiber (7)
red lentils (2), green lentils
(3). peas (4), pea fiber (7)

peas (3), lentils (4), chickpeas
(), pea flour (18)
peas (4)

peas (3), chickpeas (4), pea
flour (5), red lentils (8), green
lentils (9], pea protein (11)
pea fiber (10}

green peas (22)
green peas (20)

pea protein (5), peas (9)

dried ground peas (12)

* Should we be looking at other dietary causes of DCM,

whose Gl uptake may be affected by these legume sources?

* Untested: Thiamine, choline, erucic acid, vitamin E*,

Polyunsaturated fatty acids*

* Tested: Ca, Mg, P, Fe, Co, Cu, Zn, Se, Tau, Cys, Met, lodine

FDA-CVM-FOIA-2019-1704-004491



GF Diet Ingredient comparison

Product Name Dog Tau level to product?

wnl (2)
storebought

292 {wnl)
unknown

unknown

B4, BS @

Tau added

No

No

No
No

Yes
Yes

No
Yes
No
No
No
No
Yes
Yes

Cys or Met
added to
product?

Met

Met

Met
No

Met
No

No
No
Met
Met
Met
Met
No
No

#legume Names (place in ingredient

Sources

4

OrNRRPROarO

list)
red lentils (2), green lentils
(3), peas (4), pea fiber (7)
red lentils (2), green lentils
(3), peas (4), pea fiber (7)
red lentils (2), green lentils
(3). peas (4), pea fiber (7)

peas (3), lentils (4), chickpeas
(), pea flour (18)
peas (4)

peas (3), chickpeas (4), pea
flour (5), red lentils (8), green
lentils (9], pea protein (11)
pea fiber (10}

green peas (22)
green peas (20)

pea protein (5), peas (9)

dried ground peas (12)

B4 | Grain Free diets have many
more legume species and legume
sources closer to the beginning of the
ingredient list than Non-GF diets.
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Questions

* Are there properties to these legumes affecting Cys or
Met uptake or Tau synthesis in dogs causing DCM?
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6/7/2018 Resistant starch as related to companion animal nutrition. - PubMed - NCBI

PubMed v

Format: Abstract

J AOCAC Int. 2004 May-Jun;87(3):787-91.

Resistant starch as related to companion animal nutrition.
Spears JK', Fahey GC Jr.

Author information

Abstract

Companion animal diets may contain up to 50% starch, derived from cereal grains. The amount of
resistant starch (RS) in an ingredient depends on the origin and form of the ingredient and on the
processing conditions to which the ingredient has been exposed. Extrusion has proven to be a
means of optimizing utilization of starch by companion animals. Although the RS fraction of starch
typically decreases by extrusion, retrogradation can result in increased concentrations of this
fraction. Limited research exists regarding the effects of RS in companion animal nutrition and
gastrointestinal health. Existing in vitro and in vivo research indicates that certain RS sources are
readily fermented in the large bowel, producing short-chain fatty acids, whereas others are less
fermentable, resulting in excellent laxation properties. Feeding dogs a diet high in RS may result in
an increase in fecal bulk due to an increased excretion of microbial matter in those cases where RS
is highly fermentable, or to indigestibility of the RS source in other cases. RS has a role to play as a
potential proxy for dietary fiber, especially for those companion animals fed diets high in protein and
fat and devoid of traditional dietary fiber.

PMID: 15287680
[Indexed for MEDLINE]

Publication type, MeSH terms, Substances

LinkQut - more resources

https://mww.ncbi.nim.nih.gov/pubmed/15287680 111
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800.267
Grain free
Versus
Non Grain Free Foods

Jones
Vet-LIRN
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Grain Free products
w/ reported DCM

m

Product A
Product A
Product A
Product B
Product C
Product D

Product E

Yes

Yes

Yes

Yes

Yes

Yes

Yes

0.26

0.11

0.14

0.12

0.2

0.051

0.25

6/7 GF products with sufficient
Taurine levels
Only 1 product was low in
Taurine
*  Feline AAFCO minimum Tau
is 0.1% for extruded foods
*  No AAFCO minimum for
dogs
* Dog in this case had low
Whole blood Tau

Taurine is conditionally essential
in dogs, because they can
synthesize it from Cystine and
Methionine.
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Grain Free products

w/ reported DCM

Product Grain | Tau (%) | Cys (%) | Met (%) | Met-Cys (%)
Free?
Yes 0.26 0.26 0.64 0.9

Product A

Product A

Product A

Product B

Product C

Product D

Product E

* All Grain Free Products contain Methionine and Methionine-

Yes

Yes

Yes

Yes

Yes

s

0.11

0.14

0.12

0.2

0.051

0.25

0.26

0.28

0.33

0.38

AAFCO min:

0.61

0.86

0.69

051

0.4

0.7

0.33t00.35% 0.65t00.7%

Cystine % within the AAFCO requirements.

0.87

1.14

1.05

0.85

073

1.08

* Thereis no AAFCO requirement for Cystine %

* The low Tau product had the lowest Met and Met-Cys content, but

it was still above AAFCO requirements (highlighted)

* One product had the lowest Cys content (highlighted).
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Non Grain Free Products
w/o reported DCM

Grain Tau (%) | Cys (%) Met (%) | Met-Cys
Free? (%)
No 0.22 0.32 0.66

Product F Canine 0.98
Product G No Canine 0.11 0.3 0.57 0.87
Product G No Canine 0.11 0.3 0.6 0.9

Product H No Canine 0.11 0.31 0.58 0.89
Product | No Canine 0.12 0.32 0.65 0.97
Product J No Both 0.19 0.46 0.6 1.06
Product K No Feline 0.24 0.42 0.78 1.2

Product L No Feline 0.24 05 0.94 1.44

* In non-GF foods, the Taurine, Met, and Met-Cys
levels were above AAFCO minimums.

* Similar to Grain free foods.
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Grain Free vs. Non Grain Free

Product Name Tau (%) Cys(%) Met(%) Met-Cys (%)
Avg All GF foods " 016 " 032 " o063 " o095
Avg All Non-GF Dog foods " 014 " 034 " o061 " o095
Avg All Non-GF Cat Foods 022 | 04 | 077 | 123

* Average Tau, Cys, Met, and Met-Cys content in Grain
Free dog foods is similar to the non-GF dog foods.

* The non-GF cat foods tend to have higher average
levels, because they have greater minimum AAFCO
requirements.
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Overall Comparison

Grain
Free?
S

Product A Ye:

Tau (%) Cys (%) | Met (%) | Met-Cys .
R ERERER - oocuse te o ee
0.26 0.26 0.64 0.9

T : and Non-GF foods have
a similar Tau, Cys, Met,

ProductA Yes Canine 0.11 0.26 0.61 0.87
ProductA Yes Canine 0.14 0.28 0.86 1.14 and Met-cys Content,
Product B Yes Canine 0.12 0.36 0.69 1.05 We can |00k C|ose|y at
_ one product.

ProductC  Yes Canine 0.2 0.34 0.51 0.85
ProductD  Yes Canine  0.051 0.33 0.4 0.73 * |t has adeq uate Met
roduct es anine ) ; ; g and Met—CyS |eVe|S,
ProductF  No Canine  0.22 032 0.66 0.98 which should enable a
ProductG  No Canine 0.1 03 0.57 0.87 dog to make adeq uate
ProductG  No Canine 0.1 03 0.6 0.9 Tau, without needing
ProductH  No Canine 0.1 031 058 0.89 Tau in the food.
Product | No Canine 0.12 0.32 0.65 0.97

* However, the dog
Product) N Both 0.19 0.46 0.6 1.06 . g
e - i eating this diet had
Productk N Feli 0.24 0.42 078 12
rocue S R low Whole blood Tau.
Product L No Feline 0.24 0.5 0.94 1.44
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Ingredient comparison

Product  Grain free? Species

Product A Yes

Product A Yes

Product A Yes
Product B Yes

Product C Yes
Product D Yes

Canine

Canine

Canine
Canine

Canine
Canine

Tau (%)
0.26
0.1

0.4
o

(YN

Cys (%)

0.26

0.26

0.28
0.36

0.34
0.38

0.64

0.61

0.86
0.69

0.51
0.7

0.9

0.87

114
1.05

0.85
1.08

wnl (2)
storebought

292 (wnl)
unknown

unknown
unknown

Tau added
Met (%) MetCys (%) Dog Taulevel to product?

No

No

No
No

Yes
Yes

Cys or Met
added to
product?

w
i

Met

Met

Met
No

Met
No

#Legume Names (place in ingredient

Sources

4

4

list)
red lentils (2], green lentils
(3), peas (4), pea fiber (7)
red lentils (2], green lentils
(3), peas (4), pea fiber (7)
red lentils (2], green lentils
(3), peas (4), pea fiber (7)

peas (3), lentils (4), chickpeas
(5), peaflour (14)
peas (4)

pess (3), chickpeas (4), pea
flour (5), red lentils (8), green

Product G No
Product G No
Product H No
Product| No
Product) No
Product K No
Product L No

Canine
Canine
Canine
Canine
Both
Feline
Feline

0.
0.
0.
0.
0.
0.

BUNER B

=

0.24

03
0.3
031
0.32
0.46
042
0.5

0.57
0.6
0.58
0.65
0.6
0.78
0.94

0.87
0.9

0.89

a.e7

12
144

o
Met
Met
Met
Met
No
No
No

OB Nk E OOk

green peas (22)
green peas (20)
pea protein (5), peas (9)
dried ground peas (12)

* Other products (stars) with normal Met and Met-Cys % and are not supplemented
with Met in the ingredients, like the low Tau product (red box). The non GF diet
had a comparable # legume sources, but its only legume source was low on the
ingredient list and contained less legume sources than the other starred GF
products, respectively.

* The first starred product contains Brown Rice and Rice, so isn’t grain free. But the
dog in this case had DCM. Not much is known about the case.

* Ifthe Met-Cysand Met % are normal, then something is causing the red box dog’s
low blood Tau. Are there problems with nutrient uptake b/c of the amount and/or

number of legumes in the product?
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Ingredient comparison

Cys or Met
Tauadded addedto #Llegume Names (place iningredient
Product  Grain free? Species Tau (%) Cys (%) Met (%) Met-Cys(%) Dog Tau level toproduct? product?  Sources list)
red lentils (2), green lentils
Product A Yes Canine 026 0.26 0.64 0.9 wnl (2) No Met 4 (3], peas (4), pea fiber (7)
red lentils (2), green lentils
Product A Yes Canine 011 0.26 0.61 0.87 storebought No Mat 4 (3], peas (4), pea fiber (7)
red lentils (2), green lentils
Product A Yes Canine 0.14 0.28 0.86 114 292 (wnl) No Met 4 (31, peas (4), pea fiber (7)
Product B Yes Canine 0.12 0.36 0.69 1.05 unknown No *Nu o
peas (3), lentils (4), chickpeas
Product C Yes Canine 0.2 034 0.51 0.85 unknown Yes Met 4 (5). pea flour (14)
Product D Yes Canine 0.25 0.38 0.7 1.08 unknown Yes No 1 peas (4)
peas (3), chickpeas (4), pea
flour (5), red lentils (8), green
Product E_Yes Canine 0.051 0.33 0.4 0.73 No No 6 lentils (9), pez protein {11}
Product G No Canine 0.11 0.3 0.57 0.87 No Met 0
Product G No Canine 0.11 0.3 0.6 0.9 No Met o
Product H No Canine 0.11 031 0.58 0.89 No Met 1 green peas (22)
Product| No Canine 0.12 0.32 0.65 0.7 No Met 1 green peas (2C)
Product! No Both 0.18 0.46 0.6 1.06 Yes No 2 pea protein (5), peas (9)
Product K No Feline 024 042 0.78 1.2 Yes No 1 cried ground peas (12)
Product L No Feline 0.24 0.5 0.94 1.44 Yes No 0

The low Tau product may be a red herring/separate issue
or a clue about how the legume may affect the product
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NCSU ACVIM Abstract-Dr. Adin

Methods: retrospective evaluation of dogs diagnosed with DCM who had diet
recorded in the last 2 years. Dogs were lumped into Grain-free (further
subdivided into Brand XXXX and other) and Non-Grain free diets

Results: -22 dogs ate grain free (10 Brand XXXX, 7 of these were Kangaroo and
Lentil). Taurine testing in 11 of these dogs did not show deficiency - carnitine
testing in 4 did not show deficiency. Two sets of unrelated housemates were in
this group.

-27 dogs ate non-grain free. Taurine testing in 11 of these and 5 were
deficient (3 ate vegetarian diets)

- Dogs eating Brand XXXX weighed less than the other groups (I interpret
this to mean they are not the typical large breed DCM dog- 23 vs 35 kg P=0.03).

- Dogs eating Brand XXXX had bigger hearts in diastole and systole and a
more spherical heart than 1) dogs eating other grain free diets and 2) dogs eating
nongrain free diets (all statistically significant).

- Dogs eating Grain free diets as a group had bigger hearts in diastole and
systole and more spherical hearts on echo than dogs eating nongrain free diets
(all statistically significant)

- presence of CHF was not different between groups
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NCSU ACVIM Abstract-Dr. Adin

Methods: retrospective evaluation of dogs diagnosed with DCM who had diet
recorded in the last 2 years. Dogs were lumped into Grain-free (further

subdivid

Results

B4 : Taurine WNL for 11 of 11 dogs

Lentil).
testing
this gro
deficien

this to 1]

more sg

nongrai

tested on GF diets with DCM

WB taurine is only a snapshot of the
content. Paired plasma and WB are
better indicators of overall body Tau
content.

aroo and
rnitine
s were in

5 were

| interpret
5 P=0.03).
tole and a
dogs eating

- Dogs eating Grain free diets as a group had bigger hearts in diastole and
systole and more spherical hearts on echo than dogs eating nongrain free diets
(all statistically significant)

- presence of CHF was not different between groups
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Call with Cardiologists

Since the abstract:
* Dr. Adin has seen 36 DCM dogs on Grain Free diets.
* Taurine in 18 dogs was WNL.
* The majority were supplemented.
* 7 were rechecked and all showed some improvement with
diet change.
* 1/7 not supplemented, only diet change:
* not much echo change at 3 months but at 9 months
had improved echo parameters.
* 1/7 was changed to a Large Manufacturer Grain Free
diet and had similar improvement to the dogs with diet
change and Taurine supplementation at 3 months.
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Call with Cardiologists

Since the abstract:
* Dr. Adin has seen 36 DCM dogs on Grain Free diets.

° T o
aur? B4 : Taurine is normal in the dogs

....................

- 7w¢ checked, but they may improve
diet| faster with Tau supplementation
and diet change.

vith

nths

had improved echo parameters.

* 1/7 was changed to a Large Manufacturer Grain Free
diet and had similar improvement to the dogs with diet

change and Taurine supplementation at 3 months.
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GF Diet Ingredient comparison

Product  Grain free? Species

Product A Yes

Procuct A Yes

Product A Yes
Procuct B Yes

Product C Yes
Procuct D Yes

Procuct E Yes
Procuct F No
Procuct G No
Procuct G No
Procuct H No
Procuct| No
Procuct! No
Procuct K No
Procuct L No

Canine

Canine

Canine
Canine

Canine
Canine

Canine
Canine
Canine
Canine
Canine
Canine
Both
Feline
Feline

Tau (%)

0.26

Cys (%)
0.26
0.26

0.28
0.36

0.34
0.38

Met (%)

0.64

0.61

0.86
0.69

0.51
0.7

04
0.66
0.57

05
0.58
0.65

05
0.78
0.94

0.9

0.87

114
1.05

0.85
1.08

wnl (2)
storebought

292 (wnl)
unknown

unknown
unknown

Tau added
Met-Cys (%) Dog Tau level to product?

No

No

Cys or Met

added to
product?

Met

No

Met
Met
Met
Met
No

No

#Legume Names (place in ingredient

Sources

4

4

'S

-

SRrMELPOE L&

list)
red lentils (2), green lentils
(3), peas (4), pea fiber (7)
red lentils (2), green lentils
(3), peas (4), pea fiber (7)
red lentils (2), green lentils
(3], peas (4), pea fiber (7)

peas (3), lentils (4), chickpeas
(5), pea flour (14)
peas (4)

pees (3), chickpeas (4), pea
flour (5), red lentils (8), green
lentils (9), pea protzin (11)
pea fiber (10)

green peas (22)
green peas (20)
pea protein (5), peas (9)
dried ground peas (12)

* Should we be looking at other dietary causes of DCM,
whose Gl uptake may be affected by these legume sources?

*Courtesy Randall Lovell

* Untested: Thiamine, choline, erucic acid, vitamin E*,
Polyunsaturated fatty acids*

* Tested: Ca, Mg, P, Fe, Co, Cu, Zn, Se, Tau, Cys, Met, lodine
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GF Diet Ingredient comparison

Product  Grain free? Species

Product A Yes

Procuct A Yes

Product A Yes
Procuct B Yes

Product C Yes
Procuct D Yes

Procuct E Yes
Procuct F No
Procuct G No
Procuct G No
Procuct H No
Procuct| No
Procuct! No
Procuct K No
Procuct L No

Tau (%)
Canine 0.26
Canine 0.11
Canine 0.14
Canine 0.12
Canine 0.2
Canine 0.25
Canine 0.051
Canine 0.22
Canine 0.11
Canine 0.11
Canine 0.11
Canine 0.12
Both 0.19
Feline 0.24
Feline 0.24

Cys (%)

0.26

0.26

0.28
0.36

0.34
0.38

Met (%)

0.64

0.61

0.86
0.69

0.51
0.7

04
0.66
0.57

05
0.58
0.65

0.78
0.94

0.9

0.87

114
1.05

0.85
1.08

wnl (2)
storebought

292 (wnl)
unknown

unknown
unknown

Tau added
Met-Cys (%) Dog Tau level to product?

No

No

Cys or Met

added to
product?

Met

No
No
Met
Met
Met
Met
No
No
No

#Legume Names (place in ingredient

Sources

-

oo r o

SRR AR

list)
red lentils (2), green lentils
(3), peas (4), pea fiber (7)
red lentils (2), green lentils
(3), peas (4), pea fiber (7)
red lentils (2), green lentils
(3], peas (4), pea fiber (7)

peas (3), lentils (4), chickpeas
(5), pea flour (14)
peas (4)

pees (3), chickpeas (4), pea
flour (5), red lentils (8), green
lentils (9), pea protzin (11)
pea fiber (10)

green peas (22)
green peas (20)

pea protein (5), peas (9)

dried ground peas (12)

: Grain Free diets have many

more legume species and legume

sources closer to the beginning of the

ingredient list than Non-GF diets.
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Questions

* Are there properties to these legumes affecting Cys or
Met uptake or Tau synthesis in dogs causing DCM?
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From: Carey, Lauren </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=F0226BD682844FA2B71EA3750D4FCB82-
LAUREN.CARE>

To: Rotstein, David; Palmer, Lee Anne; Hartogensis, Martine; Jones, Jennifer L
CcC: Burkholder, William; Norris, Anne; DeLancey, Siobhan
Sent: 5/11/2018 10:12:19 AM
Subject: RE: DCM and meetign with Cardiac Care for Pets
Attachments: Infographic novel pet food proteins _ PetfoodIndustry.com - 5-11-2018.pdf
Thought this was interesting in the wake of our discussions. : B5

5 B5 i

From: Rotstein, David

Sent: Wednesday, May 09, 2018 4:13 PM

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Hartogensis, Martine

<Martine Hartogensis@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>
Subject: RE: DCM and meetign with Cardiac Care for Pets

Sounds very intriguing!!!

From: Palmer, Lee Anne <LeeAnne Palmer(@fda hhs.gov>

Date: May 9, 2018 at 4:09:18 PM EDT

To: Hartogensis, Martine <Martine. Hartogensis(@fda hhs. gov>, Rotstein, David <David.Rotstein@tda.hhs.gov>,
Jones, Jennifer L <Jennifer. Jones@tda.hhs.gov>

Cc: Burkholder, William <William Burkholder@fda hhs gov>, Carey, Lauren <Lauren.Carey(@tda hhs gov>,
Norris, Anne <Anne.Norris@fda.hhs.gov>, DeLancey, Siobhan <Siobhan Delancey(@fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

B5

B5 i 1 want to confirm it, then will send it along — could be Friday before | get this in shape to

| send...not to leave you hanging, but wanted to be more sure. Definitely, not done today as I'd thought. Thanks!

From: Hartogensis, Martine

Sent: Wednesday, May 9, 2018 2:17 PM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Palmer,
Lee Anne <LeeAnne.Palmer@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

Awesome, thank you Dave!

Martine

From: Rotstein, David
Sent: Wednesday, May 09, 2018 2:06 PM
To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Jones, Jennifer L
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<Jennifer.Jones@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>
Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;

Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

Good Afternoon,

| spoke with: B5, B6 :Cardiac Care for Pets.

there and we€arn & & Meeting up from that point.

Just some basic information:

B5

As a side note, there is a facebook page dedicated to this issue:

https://www.facebook.com/groups/1952593284998859/about/

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

B5 {(BB)

| U.S. FOOD & DRUG

I /o inisTRATION

0
Wﬂ%@

i H a2
i

He is going to lock into times/dates with the cardiologists

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail

the sender immediately at david.rotstein@fda.hhs.gov.

From: Hartogensis, Martine
Sent: Tuesday, May 08, 2018 10:58 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>; Palmer,

Lee Anne <LeeAnne.Palmer@fda.hhs.gov>

Subject: RE: DCM

_Thank you Jen and Dave! Very interesting and sounds like you all are on it

B6

https://www.cvcavets.com/doctor directory

Keep us posted!
Thanks again!

Martine

B6

B6
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Hi Martine,

I'm happy to share more info as needed.
Jen

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

i PO e (G
El

5

From: Rotstein, David

Sent: Tuesday, May 08, 2018 9:45 AM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Palmer, Lee Anne
<lLeeAnne.Palmer@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
Subject: RE: DCM

Martine,

Looping in Jen.

Thanks for the update!

dave

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT
7519 Standish Place

B5
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Hartogensis, Martine

Sent: Tuesday, May 08, 2018 9:00 AM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>
Subject: RE: DCM

Martine

From: Rotstein, David

Sent: Monday, May 07, 2018 1:13 PM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>
Subject: Re: DCM

Martine

There's a way to go on this moving forward.

Dave

From: Hartogensis, Martine <Martine Hartogensis(@fda.hhs.gov>
Date: May 7, 2018 at 1:03:13 PM EDT

To: Rotstein, David <David.Rotstein(@fda.hhs.gov>

Subject: DCM
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Hi Dave!
Do you have any more details on the DCM and grain free diet issue?

Martine
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From: Rotstein, David </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0A3B17EBFCF14A6CB8E94F322906BADD-

DROTSTEI>
To: Palmer, Lee Anne; Hartogensis, Martine; Jones, Jennifer L
CC: Burkholder, William; Carey, Lauren; Norris, Anne; DeLancey, Siobhan; Lovell, Randall A
Sent: 5/11/2018 8:14:20 PM
Subject: RE: DCM and meetign with Cardiac Care for Pets
Lee Anne,
This is fantastic. B5

B5

B5 :

From: Palmer, Lee Anne <LeeAnne Palmer(@fda hhs.gov>

Date: May 11, 2018 at 4.06:05 PM EDT

To: Rotstein, David <David.Rotstein@fda.hhs.gov>, Hartogensis, Martine <Martine. Hartogensis@fda.hhs.gov>,
Jones, Jennifer L <Jennifer.Jones(@fda.hhs.gov>

Cc: Burkholder, William <William Burkholder@fda.hhs.gov>, Carey, Lauren <Lauren.Carey(@fda.hhs.gov>,
Norris, Anne <Anne.Norris@fda.hhs.gov>, DeLancey, Siobhan <Siobhan Delancey(@fda.hhs.gov>, Lovell,
Randall A <Randall.Lovell@fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

Hi there —| BS

B5

I'll final this up next week, have to get to other things yet today. Have a great weekend! J Lee Anne
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From: Rotstein, David

Sent: Wednesday, May 9. 2018 4:13 PM

To: Palmer, Lee Anne <LecAnne Palmer@fda.hhs.gov>: Hartogensis. Martine <Martine. Hartogensis‘«@/fda.hhs.gov>:
Jones, Jennifer L <Jennifer.Jones« fda. hhs.gov>

Ce: Burkholder, William <William .Burkholder@ fda.hhs.gov>: Carey, Lauren <Lauren.Carey‘@ fda hhs.gov>: Norris, Anne
<Anne.Norrisi@ fda.hhs.gov=: DeLancey, Siobhan <Siobhan.Delanceyia;fda.hhs.gov=

Subject: RE: DCM and meetign with Cardiac Care for Pets

Sounds very intriguing!!!

From: Palmer, Lee Anne <LeeAnne.Palmer(@fda.hhs gov>

Date: May 9, 2018 at 4:09:18 PM EDT

To: Hartogensis, Martine <Martine Hartogensis(@fda hhs.gov>, Rotstein, David <David.Rotstein(@fda.hhs.gov>,
Jones, Jennifer L <Jennifer. Jones(@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder(@fda.hhs.gov>, Carey, Lauren <Lauren.Carey(@tda hhs.gov>,
Norris, Anne <Anne.Norris@@fda. hhs.gov>, DelLancey, Siobhan <Siobhan.Delancey(@fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

B5

B5 ithen will send it along — could be Friday before I get this in shape to send...not to leave you hanging.

but Wanted T be more sure. Definitely. not done today as I'd thought. Thanks!

From: Hartogensis, Martine
Sent: Wednesday, May 9, 2018 2:17 PM
To: Rotstein, Dav 1d <D'l\ id Rotstein‘« fda.hhs.gov>: Jones, Jennifer L <JenniferJones/ i fda hhs.gov>: Palmer, Lee Anne

v>: Norris, Anne

Subject RE: DCM md meetlgn w 1th Caldlac Cale for Pets

Awesome, thank vou Dave!

Martine
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From: Rotstein, David

Sent: Wednesday, May 09, 2018 2:06 PM

To: Hartogensis, Martine <Martine.Hartogensis/@/fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones/@fda.hhs.gov>: Palmer,
Lee Anne <LeeAnne Palmer@ fda hhs gov>

Cc: Burkholder, William <William .Burkholder/«/fda hhs.gov>: Carey, Lauren <Lauren.Carev/« fda.hhs.gov>: Norris, Anne
<Anne.Norris‘aifda.hhs.gov>; DeLancey, Siobhan <Siobhan.Delanceyiaifda.hhs.gov>

Subject: RE: DCM and mectign with Cardiac Care for Pets

Good Afternoon,

I spoke with B6 ECardiac Care for Pets. He is going to look into times/dates with the cardiologists there and we

Just some basic information:

B5

As a side note, there is a facebook page dedicated to this issue:

https://www .facebook.com/groups/1952593284998859/about/

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison
CVM OSC/DC/CERT

7519 Standish Place
; B6 i

| U.S. FOOD & DRUG

‘ AT LD ST 0 AT L

- E
fn?mﬁm

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain information that is
protected, privileged, or confidential, and it should not be disseminated, distributed, or copied to persons not authorized to
receive such information. If yvou are not the intended recipient, any dissemination, distribution, or copying is strictly
prohibited. If you think vou received this e-mail message in error, please e-mail the sender immediately at
david.rotstein‘wfda.hhs.gov.

From: Hartogensis, Martine

Sent: Tuesday, May 08, 2018 10:58 AM

To: Jones, Jennifer L <Jennifer Jonesifda.hhs.gov>; Rotstein, David <David.Rotstein‘@ fda.hhs.gov>; Palmer, Lee Anne
<LeeAnne.Palmer@fda.hhs.gov>

Subject: RE: DCM

Thank vou Jen and Dave! Very interesting and sounds like you all are on it! The resident I spoke to was B6

https://www.cveavets.com/doctor_directory/b B 6

Keep us posted!
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Thanks again!

Martine

Hi Martine,

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

Y U'S. FOOD & DRUG s
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From: Rotstein, David

Sent: Tuesday, May 08, 2018 9:45 AM

To: Hartogensis, Martine <Martine. Hartogensis/a/fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmeria@fda.hhs.gov>;
Jones, Jennifer L <Jennifer.Jones'a fda.hhs.gov>

Subject: RE: DCM

Martine,

Looping in Jen.

Thanks for the update!

dave

David Rotstein, DVM, MPVM., Dipl. ACVP

CVM Vet-LIRN Liaison
CVM OSC/DC/CERT

7519 Standish Place
’ B6 |
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain information that is
protected, privileged, or confidential. and it should not be disseminated. distributed, or copied to persons not authorized to
receive such information. If vou are not the intended recipient, any dissemination, distribution, or copying is strictly
prohibited. If you think vou received this e-mail message in error, please e-mail the sender immediately at

david.rotstein’«fda.hhs.gov.

From: Hartogensis, Martine
Sent: Tuesday, May 08, 2018 9:00 AM

To: Rotstein, David <David.Rotstein‘a'fda.hhs.gov>; Palmer, Lee Anne <LeecAnne.Palmerafda.hhs.gov>

Subject: RE: DCM

Martine

From: Rotstein, David

Sent: Monday, May 07, 2018 1:13 PM

To: Hartogensis, Martine <Martine. Hartogensis/a'fda.hhs.gov>
Subject: Re: DCM

Martine

There's a way to go on this moving forward.

Dave

From: Hartogensis, Martine <Martine Hartogensis(@fda.hhs.gov>
Date: May 7, 2018 at 1:03:13 PM EDT

To: Rotstein, David <David.Rotstein@fda.hhs.gov>

Subject: DCM
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Hi Dave!
Do you have any more details on the DCM and grain free diet issue?

Martine
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From: Rotstein, David </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0A3B17EBFCF14A6CB8E94F322906BADD-

DROTSTEI>
To: Palmer, Lee Anne; Hartogensis, Martine; Jones, Jennifer L
CcC: Burkholder, William; Carey, Lauren; Norris, Anne; DeLancey, Siobhan; Lovell, Randall A
Sent: 5/11/2018 9:41:19 PM
Subject: RE: DCM and meetign with Cardiac Care for Pets

I'll be sending out the invite shortly. Feel free to forward it on.

From: Palmer, Lee Anne <LeeAnne Palmer(@fda hhs.gov>

Date: May 11, 2018 at 4:30:16 PM EDT

To: Rotstein, David <David Rotstein@fda.hhs.gov>, Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>,
Jones, Jennifer L <Jennifer.Jones(@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder(@fda.hhs.gov>, Carey, Lauren <Lauren.Carey(@fda.hhs.gov>,
Norris, Anne <Anne.Norris@fda.hhs.gov>, DeLancey, Siobhan <Siobhan Delancey@fda.hhs.gov>, Lovell,
Randall A <Randall.Lovell(@fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

From: Rotstein, David

Sent: Friday, May 11, 2018 4:14 PM

To: Palmer, Lee Anne <LeeAnne Palmer@fda hhs.gov>: Hartogensis, Martine <Martine. Hartogensis/a'fda.hhs.gov>;
Jones, Jennifer L <Jennifer.Jones/@ fda.hhs.gov>

Cc: Burkholder, William <William .Burkholder«tda.hhs.gov>; Carey, Lauren <Lauren.Carey/afda.hhs.gov>; Norris, Anne
<Anne.Norris‘@fda.hhs.gov>; DeLancey, Siobhan <Siobhan.Delancey‘@fda.hhs.gov>>; Lovell, Randall A
<Randall Lovell‘@ /fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

Lee Anne,

This is fantastic. Bs

I think: B5

B5

BS
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From: Palmer, Lee Anne <LeeAnne Palmer(tda hhs.gov>

Date: May 11, 2018 at 4:06:05 PM EDT

To: Rotstein, David <David.Rotstein@tda.hhs.gov>, Hartogensis, Martine <Martine. Hartogensis@tda.hhs.gov>,
Jones, Jennifer L <Jennifer Jones@ftda.hhs.gov>

Cc: Burkholder, William <William.Burkholder(@fda.hhs.gov>, Carey, Lauren <Lauren.Carey(@tda.hhs.gov>,
Norris, Anne <Anne.Norris@fda.hhs.gov>, DelLancey, Siobhan <Siobhan Delancey(@fda.hhs.gov>, Lovell,
Randall A <Randall.Lovell@@fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

Hi there - BS

B5

I'll final this up next week, have to get to other things yet today. Have a great weekend! J Lee Anne

From: Rotstein, David

Sent: Wednesday, May 9, 2018 4:13 PM

To: Palmer, Lee Anne <LeeAnne.Palmer@ifda.hhs.gov>: Hartogensis, Martine <Martine.Hartogensisia fda.hhs.gov>;
Jones, Jennifer L <Jennifer.Jones'a fda.hhs.gov>

Cc: Burkholder, William <William .Burkholder/«/fda hhs.gov>: Carey, Lauren <Lauren.Carev/« fda.hhs.gov>: Norris, Anne
<Anne.Norrisi@fda.hhs.gov>; DeLancey, Siobhan <Siobhan.Delancey/@ fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

Sounds very intriguing!!!
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From: Palmer, Lee Anne <LeeAnne.Palmer(@fda.hhs.gcov>

Date: May 9, 2018 at 4:09:18 PM EDT

To: Hartogensis, Martine <Martine. Hartogensis(@fda hhs.gov>, Rotstein, David <David .Rotstein@tda.hhs.gov>,
Jones, Jennifer L <Jennifer Jones(@@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder(@fda hhs.gov>, Carey, Lauren <Lauren.Carey(@fda.hhs.gov>,
Norris, Anne <Anne.Norris@tda. hhs.gov>, DelLancey, Siobhan <Siobhan Delancey(fda hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

B5

B5 then will send it along — could be Friday before I get this in shape to send...not to leave vou hanging,

but wanted to be more sure. Definitely, not done today as I'd thought. Thanks!

From: Hartogensis, Martine

Sent: Wednesday, May 9, 2018 2:17 PM

To: Rotstein, David <David.Rotstein‘« fda.hhs.gov>: Jones. Jennifer L <Jennifer.Jones fda.hhs.gov>: Palmer, Lee Anne
<LeeAnne Palmer/«fda.hhs.gov>

Cc: Burkholder, William <William Burkholder@fda.hhs.gov>: Carey, Lauren <Lauren.Carey/afda.hhs.gov>; Norris, Anne
<Anne.Norris’@fda.hhs.gov>; DeLancey, Siobhan <Siobhan.Delancey/@/fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

Awesome, thank you Dave!

Martine

From: Rotstein, David

Sent: Wednesday, May 09, 2018 2:06 PM

To: Hartogensis, Martine <Martine.Hartogensis/«@:fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones/@ifda.hhs.gov>; Palmer,
Lee Anne <LeeAnne.Palmer« fda.hhs.gov>

Cc: Burkholder, William <William Burkholder/«'fda hhs.gov>; Carey, Lauren <Lauren.Carev/«'fda.hhs.gov>: Norris, Anne
<Anne Norris‘aifda.hhs.gov>; DeLancey, Siobhan <Siobhan.Delancevia fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

Good Afternoon,

I spoke with B6 ‘a; Cardiac Care for Pets. He is going to look into times/dates with the cardiologists there and we
can set the meeting up from that point.

Just some basic information:

B5

As a side note, there is a facebook page dedicated to this issue:

https://www.facebook.com/groups/1952593284998859/about/

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison
CVM OSC/DC/CERT

7519 Standish Place

B6
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain information that is
protected, privileged, or confidential. and it should not be disseminated. distributed, or copied to persons not authorized to
receive such information. If vou are not the intended recipient, any dissemination, distribution, or copying is strictly
prohibited. If you think vou received this e-mail message in error, please e-mail the sender immediately at
david.rotstein’«fda.hhs.gov.

From: Hartogensis, Martine

Sent: Tuesday, May 08, 2018 10:58 AM

To: Jones, Jennifer L <Jennifer.Jonesw fda.hhs.gov>: Rotstein, David <David.Rotstein«w/fda.hhs.gov>: Palmer, Lee Anne
<LeeAnne.Palmer/«fda.hhs.gov>

Subject: RE: DCM

Thank vou Jen and Dave! Very interesting and sounds like vou all are on it! The resident I spoke to \Vasi B6
https://www.cvcavets.com/doctor_directory: BG
Keep us posted!

Thanks again!

Martine

Hi Martine,

Jennifer Jones, DVM

Veterinary Medical Officer

Tel: 240-402-5421

L g O B RUG mﬁ%
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From: Rotstein, David
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Sent: Tuesday, May 08, 2018 9:45 AM

To: Hartogensis, Martine <Martine. Hartogensis/a/fda.hhs.gov>: Palmer, Lee Anne <LeeAnne.Palmeria@fda.hhs.gov>;
Jones, Jennifer L <Jennifer.Jonesiwifda.hhs.gov>

Subject: RE: DCM

Martine,

Looping in Jen.
Thanks for the update!
dave

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

i B6
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain information that is
protected, privileged, or confidential. and it should not be disseminated. distributed, or copied to persons not authorized to
receive such information. If vou are not the intended recipient, any dissemination, distribution, or copyving is strictly
prohibited. If you think vou received this e-mail message in error, please e-mail the sender immediately at
david.rotstein‘a:fda.hhs.gov.

From: Hartogensis, Martine

Sent: Tuesday, May 08, 2018 9:00 AM

To: Rotstein, David <David.Rotstein‘a'fda.hhs.gov>; Palmer, Lee Anne <LeecAnne.Palmerafda.hhs.gov>
Subject: RE: DCM

Martine

From: Rotstein, David
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Sent: Monday, May 07, 2018 1:13 PM
To: Hartogensis, Martine <Martine. Hartogensis/a fda.hhs.gov>
Subject: Re: DCM

Martine

Lee Anne will likely | BS | But it does! B5

B5

Vet-LIRN is looking into: B5
| B5

There's a way to go on this moving forward.

Dave

From: Hartogensis, Martine <Martine Hartogensis(@fda hhs.gov>
Date: May 7, 2018 at 1:03:13 PM EDT

To: Rotstein, David <David.Rotstein(@fda.hhs.cov>

Subject: DCM

Hi Dave!
Do you have any more details on the DCM and grain free diet issue?

Martine
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From: Hartogensis, Martine </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=02DF91D554D34B948FC58433D0E42073-

MHARTOGE>
To: Palmer, Lee Anne; Rotstein, David; Jones, Jennifer L
CcC: Burkholder, William; Carey, Lauren; Norris, Anne; DeLancey, Siobhan; Lovell, Randall A
Sent: 5/14/2018 1:09:15 PM
Subject: RE: DCM and meetign with Cardiac Care for Pets
This is very interesting.| BS

B5

Martine

From: Palmer, Lee Anne

Sent: Friday, May 11, 2018 4:30 PM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>;
Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DeLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Lovell,
Randall A <Randall.Lovell@fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

From: Rotstein, David

Sent: Friday, May 11, 2018 4:14 PM

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Hartogensis, Martine
<Martine.Hartogensis@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan <Sicbhan.Delancey@fda.hhs.gov>; Lovell,
Randall A <Randall.Lovell@fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

Lee Anne,

This is fantastic. B5

I think thisi B5

B5

B5
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From: Palmer, Lee Anne <LeeAnne Palmer(tda hhs.gov>

Date: May 11, 2018 at 4:06:05 PM EDT

To: Rotstein, David <David Rotstein(@fda.hhs.gov>, Hartogensis, Martine <Martine Hartogensis(@fda.hhs.gov>,
Jones, Jennifer L <Jennifer Jones@ftda.hhs.gov>

Cc: Burkholder, William <William.Burkholder(@fda.hhs.gov>, Carey, Lauren <Lauren.Carey(@ftda.hhs.gov>,
Norris, Anne <Anne.Norris@fda.hhs.gov>, DelLancey, Siobhan <Siobhan Delancey(@fda.hhs.gov>, Lovell,
Randall A <Randall.Lovell@tda. hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

Hi there 4 B5

B5

I’ll final this up next week, have to get to other things yet today. Have a great weekend! J Lee Anne

From: Rotstein, David

Sent: Wednesday, May 9, 2018 4:13 PM

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Hartogensis, Martine
<Martine.Hartogensis@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>
Subject: RE: DCM and meetign with Cardiac Care for Pets

Sounds very intriguing!!!
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From: Palmer, Lee Anne <LeeAnne.Palmer(@fda.hhs.gov>

Date: May 9, 2018 at 4:09:18 PM EDT

To: Hartogensis, Martine <Martine. Hartogensis(@fda hhs.gov>, Rotstein, David <David.Rotstein@tda.hhs.gov>,
Jones, Jennifer L <Jennifer. Jones@tda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>, Carey, Lauren <Lauren.Carey(@tda.hhs.gov>,
Norris, Anne <Anne.Norris@tda hhs.gov>, DelLancey, Siobhan <Siobhan Delancey(fda hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

B5

B5 i | want to confirm it, then will send it along — could be Friday before | get this in shape to

'send...not to leave you hanging, but wanted to be more sure. Definitely, not done today as I'd thought. Thanks!

From: Hartogensis, Martine

Sent: Wednesday, May 9, 2018 2:17 PM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Palmer,
Lee Anne <LeeAnne.Palmer@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

Awesome, thank you Davel

Martine

From: Rotstein, David

Sent: Wednesday, May 09, 2018 2:06 PM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Jones, Jennifer L
<Jennifer.Joenes@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DeLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>
Subject: RE: DCM and meetign with Cardiac Care for Pets

Good Afternoon,

| spoke with B6 D Cardiac Care for Pets. He is going to look into times/dates with the cardiologists
there and wetan-ser e meeting up from that point.

Just some basic information:

B5

As a side note, there is a facebook page dedicated to this issue:

https://www.facebook.com/groups/1952593284998859/about/

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison
CVM OSC/DC/CERT
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7519 Standish Place
: B6 i
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Hartogensis, Martine

Sent: Tuesday, May 08, 2018 10:58 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>; Palmer,
Lee Anne <LeeAnne.Palmer@fda.hhs.gov>

Subject: RE: DCM

Thank you Jen and Dave! Very interesting and sounds like you all are on it! The resident | spoke to was B@

e T 4
i

https://www.cvcavets.com/doctor_directory B6

Keep us posted!
Thanks again!

Martine

Hi Martine,

I’'m happy to share more info as needed.
Jen

Jennifer Jones, DVM

Veterinary Medical Officer
Tel: 240-402-5421
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From: Rotstein, David
Sent: Tuesday, May 08, 2018 9:45 AM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Palmer, Lee Anne

<LeeAnne.Palmer@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Subject: RE: DCM

Martine,

Looping in Jen.

Thanks for the update!

dave

David Rotstein, DVM, MPVM, Dipl. ACVP

CVM Vet-LIRN Liaison
CVM OSC/DC/CERT

7519 Standish Place
i B6 i
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail

the sender immediately at david.rotstein@fda.hhs.gov.

From: Hartogensis, Martine
Sent: Tuesday, May 08, 2018 9:00 AM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>

Subject: RE: DCM
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B5

Martine

From: Rotstein, David

Sent: Monday, May 07, 2018 1:13 PM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>
Subject: Re: DCM

Martine

There's a way to go on this moving forward.

Dave

From: Hartogensis, Martine <Martine Hartogensis(@fda hhs.gov>
Date: May 7, 2018 at 1:03:13 PM EDT

To: Rotstein, David <David.Rotstein{@fda.hhs.gov>

Subject: DCM

Hi Davel!

Do you have any more details on the DCM and grain free diet issue?

Martine

FDA-CVM-FOIA-2019-1704-004591


mailto:David.Rotstein@fda.hhs.gov
mailto:Martine.Hartogensis@fda.hhs.gov
mailto:Martine.Hartogensis@fda.hhs.gov

From: Carey, Lauren </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=F0226BD682844FA2B71EA3750D4FCB82-
LAUREN.CARE>

To: Putnam, Juli; Hartogensis, Martine; Palmer, Lee Anne; DeLancey, Siobhan; Norris, Anne; Forfa,
Tracey; Rotstein, David; Jones, Jennifer L
Sent: 7/18/2018 7:41:18 PM
Subject: RE: Bloomberg News inquiry re: Dog Food causing canine heart disease - Deadline: ASAP
Hi Juli,
_Sorry, so many emails that things are getting buried. B5
.......... BS |
Thanks,
Lauren

From: Putnam, Juli

Sent: Wednesday, July 18, 2018 2:54 PM

To: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>;
Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; DeLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>; Rotstein, David
<David.Rotstein@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Subject: RE: Bloomberg News inquiry re: Dog Food causing canine heart disease - Deadline: ASAP

Hi all, can you please confirm : B5
’ B5 i Thanks!

'Best,
Juli

From: Carey, Lauren

Sent: Friday, July 13, 2018 9:37 AM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Putnam, Juli <JuliAnn.Putham@fda.hhs.gov>;
Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>; Rotstein, David
<David.Rotstein@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Subject: RE: Bloomberg News inquiry re: Dog Food causing canine heart disease - Deadline: ASAP

B5

From: Hartogensis, Martine

Sent: Friday, July 13, 2018 9:33 AM

To: Putnam, Juli <JuliAnn.Putnam@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Palmer, Lee
Anne <LeeAnne.Palmer@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Norris, Anne
<Anne.Norris@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>; Rotstein, David
<David.Rotstein@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Subject: RE: Bloomberg News inquiry re: Dog Food causing canine heart disease - Deadline: ASAP

Hi Juli,

You could also say something like:

B5
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B5

Looping in Jen as well...

Martine

From: Putnam, Juli

Sent: Friday, July 13, 2018 9:29 AM

To: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>;
Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Delancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>; Rotstein, David
<David.Rotstein@fda.hhs.gov>

Subject: RE: Bloomberg News inquiry re: Dog Food causing canine heart disease - Deadline: ASAP

Thank you, Lauren! How's this? I'm adding Dave to take a look as well.

- How many of those unusual reports have you received so far? Can you give us a number of the dogs

Proposed response:

affected, to FDA knowledge?

From: Carey, Lauren

Sent: Friday, July 13, 2018 9:18 AM

To: Putnam, Juli <JuliAnn.Putham@fda.hhs.gov>; Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>;
Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Delancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>

Subject: RE: Bloomberg News inquiry re: Dog Food causing canine heart disease - Deadline: ASAP

Hi,

Thanks,
Lauren

From: Putnam, Juli
Sent: Friday, July 13, 2018 9:04 AM
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To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Palmer, Lee Anne
<LeeAnne.Palmer@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Norris, Anne
<Anne.Norris@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>

Cc: Carey, Lauren <Lauren.Carey@fda.hhs.gov>

Subject: RE: Bloomberg News inquiry re: Dog Food causing canine heart disease - Deadline: ASAP

Thanks, everyone. B5
i B5 See the draft proposed response below for your review.

- How many of those unusual reports have you received so far? Can you give us a number of the dogs
affected, to FDA knowledge?

Proposed response:

From: Hartogensis, Martine

Sent: Thursday, July 12, 2018 6:21 PM

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; DeLancey, Siobhan
<Siobhan.Delancey@fda.hhs.gov>; Putnam, Juli <JuliAnn.Putnam@fda.hhs.gov>; Norris, Anne
<Anne.Norris@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>

Cc: Carey, Lauren <Lauren.Carey@fda.hhs.gov>

Subject: RE: Bloomberg News inquiry re: Dog Food causing canine heart disease - Deadline: ASAP

Thanks Lee Anne! ! B6

From: Palmer, Lee Anne

Sent: Thursday, July 12, 2018 6:20 PM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; DelLancey, Siobhan
<Siobhan.Delancey@fda.hhs.gov>; Putnam, Juli <JuliAnn.Putnam@fda.hhs.gov>; Norris, Anne
<Anne.Norris@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>

Cc: Carey, Lauren <Lauren.Carey@fda.hhs.gov>

Subject: RE: Bloomberg News inquiry re: Dog Food causing canine heart disease - Deadline: ASAP

B5

From: Palmer, Lee Anne <LeeAnne.Palmer(@fda.hhs.gov>

Date: July 12, 2018 at 6:16:01 PM EDT

To: Hartogensis, Martine <Martine. Hartogensis(@fda hhs. gov>, DeLancey, Siobhan
<Siobhan.Delancey(@fda.hhs.gov>, Putnam, Juli <JuliAnn.Putnam{@fda.hhs.gov>, Norris, Anne
<Anne.Norris@tda.hhs.gov>, Forfa, Tracey <Tracey.Forfa@@fda hhs gov>

Cc: Carey, Lauren <Lauren.Carey(@fda.hhs.gov>

Subject: RE: Bloomberg News inquiry re: Dog Food causing canine heart disease - Deadline: ASAP

Hi about B5 to date . Can't see whole steam - will send them read all
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From: Hartogensis, Martine <Martine. Hartogensis(@ftda. hhs.gov>

Date: July 12, 2018 at 5:28:58 PM EDT

To: DeLancey, Siobhan <Siobhan Delancey(@fda.hhs.gov>, Putnam, Juli <JuliAnn.Putnam(@tda.hhs.gov>,
Norris, Anne <Anne.Norris(@fda.hhs.gov>, Forfa, Tracey <Tracey.Forfa@tda.hhs gov>

Cc: Palmer, Lee Anne <LeeAnne Palmer(@fda.hhs.gov>, Carey, Lauren <Lauren.Carey(@fda.hhs. gov>
Subject: RE: Bloomberg News inquiry re: Dog Food causing canine heart disease - Deadline: ASAP

Yes, me too.

As of right now, I believe we have ab B5

Lee Anne or Lauren, can you confirm?

From: DeLancey, Siobhan <Siobhan.Delancey(@fda.hhs. gov>

Date: July 12, 2018 at 4.54:18 PM EDT

To: Putnam, Juli <JuliAnn.Putnam(@fda.hhs.gov>, Norris, Anne <Anne.Norris@@fda.hhs. gov>, Hartogensis,
Martine <Martine.Hartogensis(@fda.hhs.gov>, Forfa, Tracey <Tracey.Forfa@tda.hhs gov>

Subject: RE: Bloomberg News inquiry re: Dog Food causing canine heart disease - Deadline: ASAP

That works for me!

Siobhan Del.ancey, RVT, MPH
0: 240-402-9973

M: £ B6

From: Putnam, Juli

Sent: Thursday, July 12, 2018 4:52 PM

To: DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>;
Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>
Subject: RE: Bloomberg News inquiry re: Dog Food causing canine heart disease - Deadline: ASAP

From: DelLancey, Siobhan
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Sent: Thursday, July 12, 2018 4:47 PM

To: Putnam, Juli <JuliAnn.Putnam@fda.hhs.gov>; Norris, Anne <Anne.Norris@fda.hhs.gov>; Hartogensis,
Martine <Martine.Hartogensis@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>

Subject: RE: Bloomberg News inquiry re: Dog Food causing canine heart disease - Deadline: ASAP

Siobhan DelLancey, RVT, MPH

M:; B8

From: Putnam, Juli

Sent: Thursday, July 12, 2018 4.44 PM

To: Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan <Siocbhan.Delancey@fda.hhs.gov>;
Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Forfa, Tracey <Tracey.Forfa@fda.hhs.gov>
Subject: RE: Bloomberg News inquiry re: Dog Food causing canine heart disease - Deadline: ASAP
Importance: High

From: Putnam, Juli

Sent: Thursday, July 12, 2018 3:49 PM

To: Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan (Sicbhan.Delancey@fda.hhs.gov)
<Siobhan.Delancey@fda.hhs.gov>; Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Forfa, Tracey
<Tracey.Forfa@fda.hhs.gov>

Subject: Bloomberg News inquiry re: Dog Food causing canine heart disease - Deadline: ASAP
Importance: High

Hi all - | know Dr. Solomon is out this week so including you all in the interest of time. Please let me know if you
have edits to the responses and if we can answer the last one. Thanks!

Best,

Juli

Reporter: Aziza Kasumov

Outlet: Bloomberg

Deadline: asap

Background: I'm Aziza, a reporter for Bloomberg News working on a story about your statement from today
about the potential link between certain dog foods and canine heart disease. | have a few more questions about
the report, can you answer these for me? We're on tight deadline, so the sooner, the better.
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Questions and proposed responses:

- Were the foods from several brands or from one brand of dog food? Can you name the companies that
produced the foods linked to the reports, and which foods exactly the dogs ate? Was there one particular food
brand that was heavily linked to the unusual reports?

- How many of those unusual reports have you received so far? Can you give us a number of the dogs affected,
to FDA knowledge?

CVM, please advise.
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From: Freeman, Lisa <Lisa.Freeman@tufts.edu>

To: _Peloquin, Sarah
Sent: i B6  4:36:23 PM
Subject: Re:; B6 .

Thanks!! Lisa

Sent from my iPhone

Ot B6  iat8:49 AM, Peloquin, Sarah <Sarah Peloquin@@fda hhs.gov> wrote:

The tissues can be collected in the same way asi___B6 __i(formalin and frozen). Then the vet should hold the

tissues until next week, and we could send the boxes to him then.
I'll email him to clarify as well.

Thanks!
Sarah

Sarah Peloquin, DVM
Veterinary Medical Officer
tel: 240-402-1218

From: Freeman, Lisa <l.isa.Freeman@tufts. eduy>

Sent: | B6 10:01 AM

To: Peloquin, Sarah <Sarah. Peloguin@fda hhs. gov>

Cc: Jones, Jennifer L <J@mm|\rf@mom@s@ma hhs.gov>; Guag, Jake <Jake.Guag@fda.hhs.gov>
Subject: RE:! B6 -

Hi Sarah

Just to clarify — all of the tissue in the freezer or some in the freezer and some in formalin?
Thanks

Lisa

From: Peloquin, Sarah <Sarah.Peloquin@fda.hhs.gov>

Senti B .. . 9:56 AM

To: Freeman, Lisa <Lisa.Freeman@iufts. edux

Cc: Jones, Jennifer L <J@mm|\rf@mom@s@ma hhs.gov>; Guag, Jake <Jake.Guag@fda.hhs.gov>

Subject: RE: B6

Yes, -20 degrees should be fine.

Thanks, Lisal
Sarah

Sarah Peloquin, DVM
Veterinary Medical Officer
tel: 240-402-1218

From ; Freeman, Lisa <l.isa.Freeman@étufts. edu>
Sent:; B6 9:54 AM
To: Peloquin, Sarah <Saran, Peloquin@fda. hihs. gov>

FDA-CVM-FOIA-2019-1704-004741


mailto:Lisa.Freeman@tufts.edu
mailto:Sarah.Peloquin@fda.hhs.gov
mailto:Lisa.Freeman@tufts.edu
mailto:Saran.Peloquin@fda.hhsgov
mailto:Jennifer.Jones@fda.hhs.gov
mailto:Jake.Guag@fda.hhs.gov
mailto:Sarah.Peloquin@fda.hhs.gov
mailto:Jennifer.Joens@fda.hhs.gov
mailto:Jake.Guag@fda.hhs.gov
mailto:Lish.Freeman@tufts.edu
mailto:Sarah.Peloquin@fda.hhs.gov
mailto:Lisa.Freeman@tufts.edu

iy

Cc: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Guag, Jake <Jake.Guag@fda.hhs.gov>
Subject: RE:: B6

Hi Sarah

Can they be frozen at -20? I'm sure the primary care vet doesn’t have a -80 freezer
Thanks

Lisa

From: Peloquin, Sarah <Sarah.Peloquin@fda.hhs.gov>

Sent: B6 9:51 AM

To: Freeman, Lisa <Lisa.Freeman@tufts.edu>

Cc: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Guag, Jake <Jake Guag@fda.hhs.gov>
Subject: RE:: B6

Hi Lisa!
| hope you've been well. Jake also forwarded your email to me—thank you for following up with us.

If possible, the body and/or samples could be held frozen until next week. I'll discuss with Jen when she gets
back, since I'm unsure where we are with our post-mortem samples. I'll make sure we follow up with you.

Thanks again, and have a great weekend!
Sarah

Sarah Peloquin, DVM

Veterinary Medical Officer
tel: 240-402-1218

From: Freeman, Lisa <Lisa.Freeman@iufts.edu>

Sent! B6 19:26 AM

To: Peloquin, §_§rah <Sarah.Peloquin@fda.hhs.gov>
Subject: FW: ! B6

Dear Sarah

Got an out of office message from Jennifer so updating you so you can hopefully help to facilitate
Thanks
Lisa

From: Tufts Veterinary Clinical Nutrition Service

Sent:! B6 9:09 AM

To: Jonés, Jenniter L <Jénnifer. Jones@fda.hhs.gov>; Guag, Jake <Jake Guag@fda hhs.gov>
Cci B iotufts. edu>

Subject: B6 z

Dear Jennifer and Jake

| just heard from B6 i the primary care vet for: B6 i She is the dog from the household in
which at least 3 dogs were affected with diet-associated DCM. This was the first case from the household
which was identified when she came in for congestive heart failure.

_shippina_materials?. His_email.is

B6

Thanks very much
Lisa
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Lisa M. Freeman, DVM, PhD, DACVN

Board Certified Veterinary Nutritionist™
Professor

Cummings School of Veterinary Medicine
Friedman School of Nutrition Science and Policy
Tufts Clinical and Translational Science Institute
Tufts University
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From: Freeman, Lisa <Lisa.Freeman@tufts.edu>

To: Jones, Jennifer L

Sent: 1113/2018 10:12:07PM )

Subject: RE: 800.267-EON-358523{ _B6 !

Attachments: taurine! B6_ipdf; taurin{ B6 ipdf, tauring B@ bdf

Hi Jen ' ' _
Attached are 3 taurine levels on dogs I've already reported —| B6 B6 ‘andi B6 .

I'll try to get the rest reported this week. | got a little backed up with so many. Do | have the record for most

reports?

Also, Darcy Adin and | are collaborating on some studies so would love to catch up at some point if you think a
conference call would be worthwhile.

Thanks!

Lisa

Lisa M. Freeman, DVM, PhD, DACVN

Board Certified Veterinary Nutritionist™
Professor

Cummings School of Veterinary Medicine
Friedman School of Nutrition Science and Policy
Tufts Clinical and Translational Science Institute
Tufts University

www.petfoodology.org

From: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
Sent: Tuesday, November 13, 2018 3:13 PM
To: Freeman, Lisa <lisa.freeman@tufts.edu>

Subject: RE: 800‘267-EON-358523-?: ‘‘‘‘‘‘‘‘ B6 !
Thanks, Lisa. You can send the updates to me. I'm the primary POC for the DCM cases, and Dr. Peloquin will
be handling the other cases.

Jennifer Jones, DVM

Veterinary Medical Officer

Tel: 240-402-5421

&Y u.s. Fooo & DRUG r,w,v;_;w-.{m

ADMIKTSTRETION

From: Freeman, Lisa <Lisa.Freeman@tufts.edu>
Sent: Tuesday, November 13, 2018 3:02 PM
To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Subject: RE: 800_267-EON—358523{ Bé6

Hi Jen,

I've noted in a few submissions that | haven't yet talked to the owners but on any others, you should be able to
contact them

Should | continue to send updates on cases I've submitted to you or is it better to send to someone else on your
team?

The cases are continuing to come in so I've got some additional cases to submit.

Thanks

Lisa
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Lisa M. Freeman, DVM, PhD, DACVN

Board Certified Veterinary Nutritionist™
Professor

Cummings School of Veterinary Medicine
Friedman School of Nutrition Science and Policy
Tufts Clinical and Translational Science Institute
Tufts University

www_petfoodology.org

From: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
Sent: Tuesday, November 13, 2018 2:45 PM

.......

Hi Lisa,

Should | assume that it's ok to contact the owners for an interview when you submit the complaints?

Hope you're well. Just want to check,
Jen

Jennifer L. A. Jones, DVM

Veterinary Medical Officer

U.S. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
8401 Muirkirk Road, G704

Laurel, Maryland 20708

new tel: 240-402-5421

fax: 301-210-4685

e-mail: fennifer jones@fda.hhs.gov

Web: http/'www fda gov/AnimalVeterinary/ScienceResearch/ucm 247334 htm

ROMINIETRETICN -

% u.s. FOOD & ORUG /,,-;-
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From: Freeman, Lisa <Lisa.Freeman@tufts.edu>

To: Jones, Jennifer L

Sent: 12/27/2018 1:55:26 PM
Subject: updates

Hi Jen

I'm finally digging out from aother deadlines so am.back to reporting cases to you. I'll submit a bunch online but
wanted to let you know that,____B6____idiedi B6
Hope you get some time off to enjoy the holidays!
Lisa

Lisa M. Freeman, DVM, PhD, DACVN

Board Certified Veterinary Nutritionist™
Professor

Cummings School of Veterinary Medicine
Friedman School of Nutrition Science and Policy
Tufts Clinical and Translational Science Institute
Tufts University

www.petfoodology.org
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From: Freeman, Lisa <Lisa.Freeman@tufts.edu>

To: Jones, Jennifer L

Sent: 10/18/2018 2:19:15PM _
Subject: Updates: Taurine Resultfori____B6 ___iand B6 |
Attachments: T 23038jpg: T_23040.jpg

Lisa M. Freeman, DVM, PhD, DACVN
Board Certified Veterinary Nutritionist™
Professor

Cummings School of Veterinary Medicine
Friedman School of Nutrition Science and Policy
Tufts Clinical and Translational Science Institute
Tufts University

wwiw. petfoodology . org

From: Tufts Veterinary Cardiology Service
Sent: Wednesday, October 17, 2018 9:28 AM
To: Freeman, Lisa <lisa.freeman‘@tufts.edu>
Subject: FW: Taurine Result

Veterinary Cardiology Service
Tufts University Cummings School of Veterinary Medicine

Please note: This account is not monitored on weekends, holidays. or evenings (after 5pm). Please allow 24 - 48 business hours for a
reply. For immediate service during business hours. please call the liaison office at 508-887-4696. If you need to speak with the
Emergency Service, please call 508-839-3395,

Foster Hospital for Small Animals
200 Westboro Road

North Grafton, MA 01336
http://www.tufts.edu/vet/
508.887.4696 phone
508.887.4363 fax

From: Amino Acid Lab <ucd.aminoacid lab'@ucdavis.edu>

Sent: Tuesday, October 16, 2018 6:37 PM

To: Clinical Pathology Lab <clinpath'@'tufts.edu>: Tufts Veterinary Cardiology Service <cardiovet'a tufts.edu>
Subject: Taurine Result

Hello -

Thank you for using the Amino Acid Laboratory at UC Davis, School of Veterinary Medicine.
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Please find attached the results for your patient. You will note that we are now using a new submission form. The
new form requests some additional information that may be useful in interpreting your results. Please note, with the
recent increase in the number of dogs screened for taurine deficiency, we are seeing some dogs with values within the
lower reference ranges (or above the “no known risk for deficiency range™) yet are still exhibiting changes in cardiac
function.

In addition to our new submission form, we have also attached 2 handouts developed by our cardiology service at UC
Davis for your information. The first is a general handout on dilated cardiomyopathy in dogs. The second is a
handout specifically focused on Golden Retrievers, a breed that has been over-represented in the association between
grain-free diet consumption and dilated cardiomyopathy.

We hope your clinic finds this information helpful. Veterinarians are always welcome to contact our laboratory for
assistance in evaluating your patient’s results.

Thank you -

The Amino Acid Laboratory
Department of Molecular Biosciences
School of Veterinary Medicine
University of California, Davis

Phone: 530-752-5058
Email: ued.aminoacid.labéucdavis.edu
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Foster Hospital for Small Animals

Cumminas ptr S

Veterinary Medical Center North Craflon, MA 01536

(508) 839-5395
AT TUFTS UNIVERSITY

Client: Patient: E__B_B_'
Veterinarian: B 6 Species:  Canine
Patient 1D: Breed: Great Dane
Visit ID: Sex: Male (Neutered)
Age: T-B-G--E Years Old
Lab Results Report
Chemistry 21 (Cobas) 9/13/2018 11:43:20 AM Accession ID: B6 !
[ Test [Results |Reference Range |Units
GLUCOSE 67-135 mg/dL
UREA 8-30 mg/dL
CREATININE 0.6-2 meg/dL
PHOSPHORUS 26-72 meg/dL
CALCIUM2 94-11.3 mg/dL
T. PROTEIN 55-78 g/dL
ALBUMIN 28-4 g/dL
GLOBULINS 23-42 g/dL
A/GRATIO 0.7-1.6
SODIUM 140 - 150 mEq/L
CHLORIDE 56 106 - 116 mEq/L
POTASSIUM 37-54 mEq/L
NA/K 29-40
T BILIRUBIN 0.1-03 mg/dL
D.BILIRUBIN 0-01 mg/dL
I BILIRUBIN 0-02 mg/dL
ALK PHOS 12- 127 U/L
ALT 14 - 86 U/L
AST 9-54 UL
CHOLESTEROL 82-355 mg/dL
OSMOLALITY (CALCULATED) 291 - 315 mmol/L,
- 11 B6
stringsoft

Printed Sunday, September 16, 2018
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Ingredient listing by Atypical vs Typical Breed for Canine DCM

Typical vs Atypical

Atypical Typical All
Ingredient N %ofTotal N % of Total N % of Total
Folic Acid 35 245% 4 0.28% 39 2.73%
Biotin 31 2.17% 4 0.28% 35 2.45%
Peas 31 217% 4 0.28% 35 2.45%
Pyridoxine hydrochloride 31 2.17% 4 0.28% 35 2.45%
Thiamine mononitrate 31 2.17% 4 0.28% 35 2.45%
Vitamin E Supplement 31 2.17% 4 0.28% 35 2.45%
Niacin supplement 31 2.17% 3 0.21% 34 2.38%
Vitamin B12 Supplement 29 2.03% 4 0.28% 33 2.31%
Vitamin D3 Supplement 29 2.03% 4 0.28% 33 231%
Natural Flavor 27 1.89% 4 0.28% 31 217%
Copper proteinate 26 1.82% & 0.21% 29 2.03%
Manganese proteinate 26 1.82% 3 0.21% 29 2.03%
Flaxseed 26 1.82% 2 0.14% 28 1.96%
Calcium iodate 23 1.61% 4 0.28% 27 1.89%
Iron Proteinate 24 1.68% 2 0.21% 27 1.89%
Riboflavin Supplement 22 1.54% 4 0.28% 26 1.82%
Salt 22 154% 4 0.28% 26 1.82%
Calcium carbonate 20 1.40% 4 0.28% 24 1.68%
Choline chloride 20 1.40% 4 0.28% 24 1.68%
Zinc Proteinate 21 1.47% 3 0.21% 24 1.68%
Vitamin A Supplement 20 1.40% 3 0.21% 23 1.61%
Potassium Chloride 17 1.19% 4 0.28% 21 1.47%
Sodium Selenite 18 1.26% 3 0.21% 21 1.47%
Sunflower oil 20 1.40% 1 0.07% 21 1.47%
Calcium pantothenate 17 1.19% 1 0.07% 18 1.26%
Rosemary extract 16 1.12% 2 0.14% 18 1.26%
Chickpeas 16 1.12% 1 0.07% 17 1.19%
Green lentils 16 1.12% 1 0.07% 17 1.19%
Pea Protein 13 0.91% 4 0.28% 17 1.19%
Red lentils 16 1.12% 1 0.07% i 1.19%
d-Calcium pantothenate 14 098% 3 021% 17 1.19%
Kangaroo 14 0.98% 1 0.07% 15 1.05%
Pea Fiber 13 0.91% 1 0.07% 14 0.98%
Probiotics 13 0.91% 1 0.07% 14 0.98%
Dicalcium Phosphate 12 084% 1 007% 13 0.91%
Yucca schidigera extract 10 0.70% 3 0.21% 13 0.91%
Alfalfa Meal 10 0.70% 2 0.14% 12 0.84%
Mixed Tocopherols 10 070% 2 0.14% 12 0.84%
Pea Flour 1 0.77% 1 0.07% 12 0.84%
Beta Carotene 11 0.77% 0 0.00% 11 0.77%
Betaine Hydrochloride 11 0.77% 0 0.00% 11 0.77%
Copper sulfate 8 0.56% 3 0.21% 11 0.77%
DL-methionine 1 0.77% 0 0.00% 11 0.77%
Ferrous sulfate 8 0.56% 3 0.21% 11 0.77%
Lactic acid 8 0.56% i 0.21% 11 0.77%
Zinc Sulfate 10 0.70% 1 0.07% 11 0.77%
Sweet potatoes 8 0.56% 2 0.14% 10 0.70%
Taurine 7 0.49% 3 0.21% 10 0.70%
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Typical vs Atypical

Atypical Typical All
Ingredient N %ofTotal N % of Total N % of Total
Cobalt proteinate 8 0.56% 1 0.07% 9 0.63%
Riboflavin supplement 9 0.63% 0 0.00% 9 0.63%
salt 9 063% 0 0.00% 9 0.63%
Apples 6 0.42% 2 0.14% 8 0.56%
Blueberries 7 0.49% 1 0.07% 8 0.56%
Carrots 8 0.56% 0 0.00% 8 0.56%
Manganese sulfate 7 0.49% 1 0.07% 8 0.56%
Potato 7 0.49% 1 0.07% 8 0.56%
Potassium lodide 7 0.49% 0 0.00% i@ 0.49%
Selenium yeast 6 0.42% 1 0.07% 7 0.49%
Vitamin A Acetate 7 0.49% 0 0.00% 7 0.49%
Cranberries 5 0.35% 1 0.07% 6 0.42%
Dried Tomato Pomace 4 0.28% 2 0.14% 6 0.42%
Kangaroo meal 5 0.35% 1 0.07% 6 0.42%
Manganese Oxide 4 0.28% 2 0.14% 6 0.42%
Salmon Oil 6 0.42% 0 0.00% 6 0.42%
Salmon meal 3 0.21% 3 0.21% 6 0.42%
Spinach 6 0.42% 0 0.00% 6 0.42%
Acetate 4 0.28% 1 0.07% 5 0.35%
Alfalfa 5 0.35% 0 0.00% 5 0.35%
Ascorbic acid 5 0.35% 0 0.00% 5 0.35%
Canola oil 4 0.28% 1 0.07% 5 0.35%
Lamb meal 5 0.35% 0 0.00% 5 0.35%
Lentils 5 0.35% 0 0.00% 5 0.35%
Parsley 4 0.28% 1 0.07% 5 0.35%
Vitamin A 4 0.28% 1 0.07% 5 0.35%
Zinc proteinate 5 0.35% 0 0.00% 5 0.35%
Beta-Carotene 2 0.14% 2 0.14% 4 0.28%
Cheese 4 0.28% 0 0.00% 4 0.28%
Dried Whole Egg 4 0.28% 0 0.00% 4 0.28%
Duck 4 0.28% 0 0.00% 4 0.28%
Duck meal 4 0.28% 0 0.00% 4 0.28%
Minerals 4 0.28% 0 0.00% 4 0.28%
Pumpkin 1 0.07% 3 0.21% 4 0.28%
Salmon 2 0.14% 2 0.14% 4 0.28%
Sorbic Acid 4 0.28% 0 0.00% 4 0.28%
Vitamins 4 028% 0 0.00% 4 0.28%
Celery 3 0.21% 0 0.00% 3 0.21%
Chicken fat g 021% 0 0.00% 3 0.21%
Chicken meal 3 0.21% 0 0.00% 3 0.21%
Cobalt Amino Acid Complex 3 0.21% 0 0.00% 3 0.21%
Copper Amino Acid Complex 3 0.21% 0 0.00% 3 0.21%
DL Methionine 2 0.14% 1 0.07% 3 0.21%
Inositol 1 0.07% 2 0.14% 3 0.21%
Iron Amino Acid Complex 3 0.21% 0 0.00% 3 0.21%
L-Ascorbyl-2-Polyphosphate 1 0.07% 2 0.14% 3 0.21%
Lamb 3 0.21% 0 0.00% 3 0.21%
Lettuce 3 0.21% 0 0.00% 3 0.21%
Manganese Amino Acid Complex 3 0.21% 0 0.00% 3 0.21%
Menadione sodium bisulfite complex 1 0.07% 2 0.14% 3 0.21%
Poultry fat 1 0.07% 2 0.14% 3 0.21%
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Ingredient

Turkey meal

Zinc Amino Acid Complex
peas

Beet Pulp

Broccoli

Brown Rice

Caramel color

Chicken Fat

Chickory Root Extract
Chicory root

Citric acid

Cobalt carbonate
Copper Amino Acid Chelate
Deboned Salmon
Deboned chicken

Dried Kelp

Flaxseed oil

Garbonzo bean

Iron Amino Acid Chelate
L-carnitine

L-lysine

Manganese Amino Acid Chelate
Pomegranate

Pork Fat

Pork Liver

Pork Meat Meal

Rabbit

Rabbit Meal

Tomato pomace
Tomatoes

Venison

Vitamin B12 Lactic Supplement
Watercress

Zinc Amino Acid Chelate
Zinc Oxide

Alfalfa sprouts

Animal digest

Animal fat

Barley

Barley grass

Betaine

Bison

Brewers Rice

Brewers Yeast

Calcium lodate

Calcium phosphate
Cauliflower

Chicken

Chicken cartilage
Chicory Root

Chicory root extract

Atypical
N % of Total
0.21%
0.21%
0.21%
0.14%
0.14%
0.07%
0.07%
0.14%
0.14%
0.07%
0.00%
0.14%
0.07%
0.07%
0.14%
0.07%
0.14%
0.00%
0.07%
0.07%
0.07%
0.07%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.07%
0.00%
0.07%
0.07%
0.07%
0.07%
0.00%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
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Typical vs Atypical

N

COoO OO0 OO0 C OO0 OO N—_OOO0COO0OO0COCOO—= =232 NO=2C-20ON2"2O0O0C=—=00000

Typical
% of Total
0.00%
0.00%
0.00%
0.00%
0.00%
0.07%
0.07%
0.00%
0.00%
0.07%
0.14%
0.00%
0.07%
0.07%
0.00%
0.07%
0.00%
0.14%
0.07%
0.07%
0.07%
0.07%
0.00%
0.00%
0.00%
0.00%
0.00%
0.00%
0.00%
0.00%
0.00%
0.00%
0.00%
0.07%
0.14%
0.00%
0.00%
0.00%
0.00%
0.07%
0.00%
0.00%
0.00%
0.00%
0.00%
0.00%
0.00%
0.00%
0.00%
0.00%
0.00%

All
N % of Total
0.21%
0.21%
0.21%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.14%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
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Typical vs Atypical

Atypical Typical All
Ingredient N %ofTotal N % of Total N % of Total
Cinnamon 1 0.07% 0 0.00% 1 0.07%
Cobalt Amino Acid Chelate 1 0.07% 0 0.00% 1 0.07%
Corn gluten meal 1 0.07% 0 0.00% 1 0.07%
Deboned Beef 1 0.07% 0 0.00% 1 0.07%
Deboned Turkey 1 0.07% 0 0.00% 1 0.07%
Deboned buffalo 1 0.07% 0 0.00% 1 0.07%
Deboned duck 1 0.07% 0 0.00% 1 0.07%
Deflourinated Tricalcium Phosphate 1 0.07% 0 0.00% 1 0.07%
Dried Seaweed Meal 1 0.07% 0 0.00% 1 0.07%
Dried Yeast 0 0.00% 1 0.07% 1 0.07%
Dried kelp 1 0.07% 0 0.00% 1 0.07%
Duck fat 1 0.07% 0 0.00% 1 0.07%
Ergocalciferol 1 0.07% 0 0.00% 1 0.07%
Faba Beans 1 0.07% 0 0.00% 1 0.07%
Fennel 1 0.07% 0 0.00% 1 0.07%
Fish oil 0 0.00% 1 0.07% 1 0.07%
Garlic ol 1 007% 0 0.00% 1 0.07%
Glucosamine hydrochloride 1 0.07% 0 0.00% 1 0.07%
Glycerin 1 0.07% 0 0.00% 1 0.07%
Green tea extract 1 0.07% 0 0.00% 1 0.07%
Guar gum 1 0.07% 0 0.00% 1 0.07%
Inulin 1 0.07% 0 0.00% 1 0.07%
L-lysine monohydrochloride 1 007% 0 0.00% 1 0.07%
Manganous oxide | 0.07% 0 0.00% 1 0.07%
Natural Chicken flavor 1 0.07% 0 0.00% 1 0.07%
Natural Pork flavor 1 0.07% 0 0.00% 1 0.07%
Nicotinic acid 0 0.00% 1 0.07% 1 0.07%
Oatmeal 0 0.00% 1 0.07% 1 0.07%
Oats 1 0.07% 0 0.00% 1 0.07%
Olive ail 1 0.07% 0 0.00% 1 0.07%
Papayas 1 0.07% 0 0.00% 1 0.07%
Pea flour 1 0.07% 0 0.00% 1 0.07%
Peppermint 1 0.07% 0 0.00% 1 0.07%
Pheasant 1 0.07% 0 0.00% 1 0.07%
Pork fat 1 0.07% 0 0.00% 1 0.07%
Pork liver 1 0.07% 0 0.00% 1 0.07%
Pork meal ! 0.07% 0 0.00% 1 0.07%
Potato protein 1 0.07% 0 0.00% 1 0.07%
Potato starch 0 0.00% 1 0.07% 1 0.07%
Poultry by-product meal 1 0.07% 0 0.00% 1 0.07%
Quail 1 0.07% 0 0.00% 1 0.07%
Quinoa 1 0.07% 0 0.00% 1 0.07%
Raspberries 1 0.07% 0 0.00% 1 0.07%
Rosemary oil 0 0.00% 1 0.07% 1 0.07%
Salmon Meal 1 0.07% 0 0.00% 1 0.07%
Salmon oil 1 0.07% 0 0.00% 1 0.07%
Soybean meal 1 0.07% 0 0.00% 1 0.07%
Spearmint extract 1 0.07% 0 0.00% 1 0.07%
Sulfur 1 0.07% 0 0.00% 1 0.07%
Tapioca 1 0.07% 0 0.00% 1 0.07%
Tomato powder 1 0.07% 0 0.00% 1 0.07%
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Ingredient

Turkey

Turmeric

Vitamin D Supplement

Water for Processing

Whole Grain Corn

Whole Grain Wheat
Wild boar

Yellow squash

Zinc oxide

Zucchini

alfalfa

potatoes

unknown
L-Ascorbyl-2-Polyphosphate

All

1 row has been excluded.

Typical vs Atypical

Atypical

N %ofTotal N
0.07%
0.00%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.00%
1243 86.98% 186
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Typical

% of Total N
0.00%
0.07%
0.00%
0.00%
0.00%
0.00%
0.00%
0.00%
0.00%
0.00%
0.00%
0.00%
0.00%
0.07%
13.02% 1429

Aot T R R L Iy

All
% of Total
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
0.07%
100.00%
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From: Jones, Jennifer L </o=ExchangeLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0f6ca12eaa9348959%a4chb1e829af244-Jennifer.Jo>

To: Rotstein, David; Palmer, Lee Anne; Carey, Lauren
Sent: 5/8/2018 11:09:29 AM
Subject: RE: Ingredient listing by Atypical vs Typical Breed for Canine DCM.docx

Thank you, Lee Anne! This is great. Here’s the list of product | sent for comparison Cystine, Taurine, and
Methionine Testing. Let me know if you want the full ingredients to do Odds Ratios, etc. As | mentioned
yesterday at OSC council, | listed in the far right column the ingredients in common between the non-GF and GF
diets if the ingredient was more frequent than 14 in the frequency chart you sent. A lot of the nonGF foods also
contained peas (which was surprising), but they were much lower on the ingredient list...

Case ID Product Name Type Grains
800.216-sub 2 Grains brown rice, corn, barley
800.215-sub 5 Grains rice, rye flour, brown rice

barley
800.210-sub 1 Grains corn gluten meal, rice, b
800.194-sub 1 Grains brewers rice, corn gluter

wheat flour
800.240-sub 1 Grains corn, sorghum
800.240-sub 2 Grains carn, sorghum
800.240-sub 3 Grains corn, sorghum, brewers
800.240-sub 4 Grains corn, sorghum,
800.250-sub 1 Grain Free-No Grain FREE

PFRs

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

[ U s, FOOD & DRUG ;‘;,v;-‘:_.,,_.h
ADMINISTRATION ~ ‘/ -

From: Rotstein, David

Sent: Monday, May 07, 2018 2:42 PM

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>;
Carey, Lauren <Lauren.Carey@fda.hhs.gov>

Subject: RE: Ingredient listing by Atypical vs Typical Breed for Canine DCM.docx

Lee Anne,
It was all very helpful!
David Rotstein, DVM, MPVM, Dipl. ACVP

CVM Vet-LIRN Liaison
CVM OSC/DC/CERT
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Palmer, Lee Anne

Sent: Monday, May 07, 2018 2:34 PM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Carey,
Lauren <l.auren.Carey@fda.hhs.gov>

Subject: RE: Ingredient listing by Atypical vs Typical Breed for Canine DCM.docx

And | didn't really answer the question —! B5 :
B5 i Sorry about that, was answering the question you didn’t ask!

From: Palmer, Lee Anne

Sent: Monday, May 7, 2018 2:32 PM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Carey,
Lauren <L.auren.Carey@fda.hhs.gov>

Subject: RE: Ingredient listing by Atypical vs Typical Breed for Canine DCM.docx

So, itis a good question. | BS

From: Rotstein, David

Sent: Monday, May 7, 2018 2:19 PM

To: Palmer, Lee Anne <|.eeAnne. Palmer@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>;
Carey, Lauren <L.auren.Carey@fda.hhs.gov>

Subject: RE: Ingredient listing by Atypical vs Typical Breed for Canine DCM.docx

Lee Anne,

B5

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison
CVM OSC/DC/CERT
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such infoarmation. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Palmer, Lee Anne

Sent: Monday, May 07, 2018 2:16 PM

To: Rotstein, David <David.Rotstein@fda.hhs.qov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Carey,
Lauren <l.auren.Carey@fda.hhs.gov>

Subject: RE: Ingredient listing by Atypical vs Typical Breed for Canine DCM.docx

B5

From: Rotstein, David

Sent: Monday, May 7, 2018 2:10 PM

To: Palmer, Lee Anne <l.eefnne.Palmer@fda.hhs.gov=>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov=>;
Carey, Lauren <Lauren.Carey@fda.hhs.gov=>

Subject: RE: Ingredient listing by Atypical vs Typical Breed for Canine DCM.docx

Lee Anne,

Thank you.

| think B5 Martine emailed me for an update.

Dave

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

. B6  (BB)

it U.S. FOOD & DRUG

ADMINISTRATION
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.
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From: Jones, Jennifer L </o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0f6ca12eaa9348959%a4chb1e829af244-Jennifer.Jo>

To: Rotstein, David; Palmer, Lee Anne; Hartogensis, Martine

CcC: Burkholder, William; Carey, Lauren; Norris, Anne; DeLancey, Siobhan; Lovell, Randall A

Sent: 5/14/2018 11:09:04 AM

Subject: RE: DCM and meetign with Cardiac Care for Pets

I'll be interested to see! B5

Based on those results, Lee Anne’s analysis, and thoughts from managament, Vet-LIRN could:

T

Case ID Product Name Type Grains
800.216-sub 2 Grains brown rice, corn, barley
800.215-sub 5 Grains rice, rye flour, brown rice

barley
800.210-sub 1 Grains corn gluten meal, rice, bl
800.194-sub 1 Grains brewers rice, corn gluter

wheat flour
800.240-sub 1 Grains corn, sorghum
800.240-sub 2 Grains corn, sorghum
800.240-sub 3 Grains corn, sorghum, brewers
800.240-sub 4 Grains corn, sorghum,
800.250-sub 1 Grain Free-No Grain FREE

PFRs

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

[ 1.5, FOOD & DRUG /vzw_;,qw{%

ADMINISTRATION SN

From: Rotstein, David

Sent: Friday, May 11, 2018 6:06 PM

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Hartogensis, Martine
<Martine.Hartogensis@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
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Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Lovell,
Randall A <Randall.Lovell@fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

Lee Anne and Jen,

g B6 iwhich is the day CVCA is available. | made you both alternate hosts.

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM QSC/DC/CERT
fZS:I.Q..SIaéJgish_.E!IacLEe

it U.S, FOOD & DRUG

ADMINISTRATION

BoQg -8

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Palmer, Lee Anne

Sent: Friday, May 11, 2018 4:30 PM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>;
Jones, Jennifer L <Jennifer. Jones@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Lovell,
Randall A <Randall.Lovell@fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

From: Rotstein, David

Sent: Friday, May 11, 2018 4:14 PM

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Hartogensis, Martine
<Martine.Hartogensis@fda.hhs.gov>: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>: DeLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>; Lovell,
Randall A <Randall.Lovell@fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

Lee Anne,

This is fantastic. B5
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From: Palmer, Lee Anne <LeeAnne.Palmer(@fda.hhs.gcov>

Date: May 11, 2018 at 4:06:05 PM EDT

To: Rotstein, David <David Rotstein(@fda.hhs.gov>, Hartogensis, Martine <Martine. Hartogensis(@fda.hhs.gov>,
Jones, Jennifer L <Jennifer.Jones(@fda.hhs.cov>

Ce: Burkholder, William <William.Burkholder@fda.hhs.gov>, Carey, Lauren <Lauren.Carey(@tda.hhs.gov>,
Norris, Anne <Anne. Norris(@fda. hhs.gov>, DeLancey, Siobhan <Siobhan Delancey(@fda.hhs gov>, Lovell,
Randall A <Randall Lovell@fda. hhs.cov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

Hi there | o

B5

B5

I'll final this up next week, have to get to other things yet today. Have a great weekend! J Lee Anne
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From: Rotstein, David

Sent: Wednesday, May 9, 2018 4:13 PM

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Hartogensis, Martine
<Martine.Hartogensis@fda.hhs.gov>: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>
Subject: RE: DCM and meetign with Cardiac Care for Pets

Sounds very intriguing!!!

From: Palmer, Lee Anne <LeeAnne.Palmer(@fda.hhs.gov>

Date: May 9, 2018 at 4:09:18 PM EDT

To: Hartogensis, Martine <Martine Hartogensis(@fda hhs.gov>, Rotstein, David <David.Rotstein(@fda.hhs.gov>,
Jones, Jennifer L <Jennifer.Jones(@tda.hhs gov>

Cc: Burkholder, William <William.Burkholder(@fda.hhs. gov>, Carey, Lauren <Lauren.Carey(@tda.hhs.gov>,
Norris, Anne <Anne.Norris@@fda. hhs.gov>, DelLancey, Siobhan <Siobhan Delancey(@fda hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

B5

B5 ‘Twant to confirm it, then will send it along — could be Friday before T get this in shape to
SEHA. ot 16 18aVE you hanging, but wanted to be more sure. Definitely, not done today as I'd thought. Thanks!

From: Hartogensis, Martine

Sent: Wednesday, May 9, 2018 2:17 PM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Palmer,
Lee Anne <LeeAnne.Palmer@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>

Subject: RE: DCM and meetign with Cardiac Care for Pets

Awesome, thank you Dave!

Martine

FDA-CVM-FOIA-2019-1704-004946
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From: Rotstein, David

Sent: Wednesday, May 09, 2018 2:06 PM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Jones, Jennifer L
<Jennifer.Jones@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>

Cc: Burkholder, William <William.Burkholder@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>;
Norris, Anne <Anne.Norris@fda.hhs.gov>; DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>
Subject: RE: DCM and meetign with Cardiac Care for Pets

Good Afternoon,

| spoke witk B6 Cardiac Care for Pets. He is going to look into times/dates with the cardiologists
there and we can set the meeting up from that point.

Just some basic information:

B5

As a side note, there is a facebook page dedicated to this issue:

https://iwww.facebook.com/groups/1952593284998859/about/

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

B6

ont .S, FOOD & DRUG

ADMINISTRATION

aono- o

This e-mail message is intended for the exclusive use of the recipient(s) nhamed above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Hartogensis, Martine

Sent: Tuesday, May 08, 2018 10:58 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov=; Rotstein, David <David.Rotstein@fda.hhs.gov>; Palmer,
Lee Anne <LeeAnne.Palmer@fda.hhs.gov>

Subject: RE: DCM

Thank you Jen and Dave! Very interesting and sounds like you all are onit! BG

B6
B6

Keep us posted!

FDA-CVM-FOIA-2019-1704-004947
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Thanks again!

Martine

Hi Martine,

[ —

I'm happy to share more info as needed.
Jen

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

vy US, FOOD & DRUG - L..
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From: Rotstein, David
Sent: Tuesday, May 08, 2018 9:45 AM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>; Palmer, Lee Anne

<LeeAnne.Palmer@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Subject: RE: DCM

Martine,

Looping in Jen.
Thanks for the update!
dave

David Rotstein, DVM, MPVM, Dipl. ACVP

FDA-CVM-FOIA-2019-1704-004948
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CVM Vet-LIRN Liaison
CVM OSC/DC/CERT
7519 Standish Place

B6

it U.S. FOOD & DRUG

ADMINISTRAYION

@mog -

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-malil
the sender immediately at david.rotstein@fda.hhs.gov.

From: Hartogensis, Martine

Sent: Tuesday, May 08, 2018 9:00 AM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>
Subject: RE: DCM

Martine

From: Rotstein, David

Sent: Monday, May 07, 2018 1:13 PM

To: Hartogensis, Martine <Martine.Hartogensis@fda.hhs.gov>
Subject: Re: DCM

Martine

Lee Anne will likelv! B5
B5

Vet-LIRN is looking intd B5

3

There's a way to go on this moving forward.

Dave

From: Hartogensis, Martine <Martine. Hartogensis(@tda.hhs.gov>

FDA-CVM-FOIA-2019-1704-004949


mailto:Hartogensis@fda.hhs.gov
mailto:Martine.Hartogensis@fda.hhs.gov
mailto:LeeAnne.Palmer@fda.hhs.gov
mailto:David.Rotstein@fda.hhs.gov
mailto:david.rotstein@fda.hhs.gov



mailto:David.Rotstein@fda.hhs.gov

From: Jones, Jennifer L </o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0f6ca12eaa9348959%a4chb1e829af244-Jennifer.Jo>

To: 'Andrea Fascetti'

Sent: 8/20/2018 10:47:59 AM

Subject: RE: B5

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

[ 1S, FOOD & DRUG /-?_;,%ﬁ;&
ADMINISTRATION VRN

From: Andrea Fascetti [mailto:ajfascetti@ucdavis.edu]
Sent: Saturday, August 18, 2018 6:43 PM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
Subject: Re:; B5 i

Hello Jen -

BS5

I will try to find out why he prefers using the chemical form - it may be as simple as cost. I sent an email but
have not heard back - [ have been on clinics all week and he has been pulling long hours.

I will try to track him down on Monday. We got in over 100 samples last week alone. Happy to catch up with
you if we can be of any help with regard to the taurine matter.

B5

Kind regards and I hope you are getting some time to enjoy the summer.

Andrea

On Aug 17, 2018, at 7:48 AM, Jones, Jennifer L <Jennifer Jones(@fda.hhs.gov> wrote:

Hi Andrea, '
I hag,_g,_gg_lgg_,g_uestlon I'm trying to order the, B6 | but does it matter BS ? | referenced
thel BS i ipaper you sent but couldn’t find any speC|f cs of the chemical formula.

FDA-CVM-FOIA-2019-1704-005011
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| hope you and your family are doing well, including your dog after the quarantine period J

Thanks again and take care,
Jen

Jennifer L. A. Jones, DVM

Veterinary Medical Officer

U.S. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
8401 Muirkirk Road, G704

Laurel, Maryland 20708

new tel: 240-402-5421

fax: 301-210-4685

e-mail: jennifer jones@fda.hhs.gov

Web: hitp//www.fda.gov/AnimalVeterinary/SclenceResearch/ucm247334.him

<image001.png> <image004.png>
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From: Jones, Jennifer L </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0F6CA12EAA9348059A4CBB1ES829AF244-
JENNIFER.JO>

To: B6

Sent: 7/5/2019 4.34:49 PM

Subject: B E"""""-FDA-CVCA Study for Dilated Cardiomyopathy
Importance: THigh ™

Attachments: 03-Vet-LIRN-Network ProceduresOwners-12.22.2015.pdf

Good afternoon BG 5

understand Dilated Cardlomyopathy in dogs that ate pet foods labelled “grain free” and contain higher amounts
of lanuymes and/or potato products. As part of that investigation, we would like to ask you some questions about

B6 past diet and environmental exposures.

The phone interview lasts approximately 30 minutes. Please send me 3 times when you would be
available to speak between 6:30 am and 3 pm the following days:
711
712
7/15
7/16
717
e 7/18
| attached a copy of our network procedures. They describe how owners help with our case investigations.
Thank you kindly,
Dr. Jones

Jennifer L. A. Jones, DVM

Veterinary Medical Officer

U.S. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
8401 Muirkirk Road, G704

Laurel, Maryland 20708

new tel: 240-402-5421

fax: 301-210-4685

e-mail: jenniferjones@fda.hhs.gov

Web: hitp://iwww.fda. qov/AmmaIVetermary/ scienceResearch/uem247334.htm

uu{iﬂi‘flﬁﬁm W5, FOOD & DRUG

ADBEMIETRATICN
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From: Jones, Jennifer L </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0F6CA12EAA9348059A4CBB1ES829AF244-
JENNIFER.JO>

To: B6 E

Sent: 7/5/2019 4:51:54 PM

Subject: T B6 '-DA CVCA Study for Dilated Cardiomyopathy
Importance: ‘Hi'g‘h‘ """"""""""

Attachments: 03-Vet-LIRN-Network ProceduresOwners-12.22.2015.pdf

We have been worklng W|th CVCA to better understand Dilated Cardiomyopathy in dogs that ate pet foods
labelled “grain free” and contain higher amounts of legumes and/or potato products. As part of that investigation,

we would like to ask you some questions about. B6é 5 past and current diet and environmental exposures.
The phone interview lasts approximately 30 minutes. Please send me 3 times when you would be
available to speak between 6:30 am and 3 pm eastern time the following days:
711
712
7/15
7/16
717
e 7/18
| attached a copy of our network procedures. They describe how owners help with our case investigations.
Thank you kindly,
Dr. Jones

Jennifer L. A. Jones, DVM

Veterinary Medical Officer

U.3. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)

8401 Muirkirk Road, G704

Laurel, Maryland 20708

new tel: 240-402-5421

fax: 301-210-4685

e-mail: jennifer jones@fda.hhs.gov

Web: http://www.fda.gov/AnimalVeterinary/ScienceResearch/ucm247 334 .htm
WS, FOOD & DRUG .
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Chent: B 6
Patient:

Cumminas

Veterinary Medical Center

AT TUFTS UNIVERSITY

Foster Hospital for Small Animals
55 Willard Street
North Grafton, MA 01536
(508) 839-5395

Client: B6 Patient: B6
Veterinarian: Species:  |Canine
Patient ID: __“_?@_6_“_1 Breed: German Shepherd
Visit ID: Sex: Female (Spayed)
Lab Results Report A R B0
CBC (Research) (Advia) 3/22/2019 3:35:09 PM Accession ID:| B6 |
| Test Results | Reference Range | Units
WBC (ADVIA) 44-151 K/ul.
RBC(ADVIA) 58-85 M/ul.
HGB(ADVIA) 13.3-205 ofdL
HCT(ADVIA) 39-55 %
MCV(ADVIA) B6 64.5-71.5 fl.
MCH(ADVIA) 213-259 jored
MCHC(ADVIA) 31.9-343 g/dL
CHCM 0-0 g/dl
RDW (ADVIA) 11.9=152
COMMENTS (HEMATOLOGY) 0-0
Hemolysis present 0-1 platelets per High power field
CBC (Research) (Advia) 3/22/2019 3:35:10 PM Accession ID: B6 ! |
[Test [Results [Reference Range [Units |
SEGS% 43 - 86 %
LYMPHS% 7-47 Yo
MONOS% 1-15 %
EOS% 0-16 %
NRBC B 6 0-1 /100 WBC
SEGS (ABJADVIA 28-115 K/ul
LYMPHS (ABS)ADVIA 1-48 K/l
MONOS (ABSIADVIA 01-15 K/uL

2 4/61 B6

stringsoft

Printed Monday, April 1, 2019

Page 4/61
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Client: | B6

Patient: |

EOS (ABS)ADVIA 0-14 KL
WBC MORPHOLOGY 0-0
No Morphologic Abnormalities BG
POIKILOCYTOSIS 0-0
CBC (Research) (Advia) 3/22/2019 3:35:26 PM Accession ID:]_ B6_ |
[Test |Results [Reference Range  |Units
GLUCOSE 67 - 135 mg/dl
UREA 8-30 mg/dL
CREATININE 06-2 mg/dL
PHOSPHORUS 26-72 mg/dL
CALCIUM2 94-113 mg/dL
MAGNESIUM 2+ 18-3 mEqg/L
T. PROTEIN 55-78 g/dL
ALBUMIN 28-4 g/dL
GLOBULINS 23-42 g/dL
A/G RATIO 07-16
SODIUM 140 - 150 mkEq/L
CIILORIDE 106 - 116 mEq/L
POTASSIUM 37-54 mEq/L
tCO2 (BICARB) B 6 14 - 28 mEqg/L
AGAP 8-19
NA/K 29 -40
T BILIRUBIN 0.1-03 mg/dL
ALK PHOS 12 - 127 U/L
GGT 0-10 U/L
ALT 14 - 86 U/L
AST 9-54 U/L
CK 22 -422 U/L
CHOLESTEROL 82 -355 mg/dL
TRIGLYCERIDES 30 - 338 mg/dl
AMYLASE 409 - 1250 U/L
OSMOLALITY (CALCULATED) 291 - 315 mmol/L
COMMENTS (CHEMISTRY) 0-0
- 5/61 B6
stringsoft

Page 5/61
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Client:
Patient:

B6

Medical records

Patient History Report

Cllent:; Patlent:, __B6
Phorig:! Species: CAMNINE Breed: GERMAN
 B6 e
Addrass:| Age: B6 Sex: Spayed Female
Color: BACE AT TaT"
Date Type Staft History
AN2019 Ol EMAIL
Recipients: _uidthen
Attachmants: | Be 2 ph.pdt (P atient Historg
Subject:  Patighf History from! B6 e
BG Message: Mo message enterad,
IL20149 OW EMAIL
Recipients: TOATTN Guardian (Othen
Attachments: | B6 (2739-2 ph.pdf (Patient Histary) i
Subject: Patient History from | B6 for

Message: Mo message entered;

Fe201e b 4 Dilated or Corgested Cardiomyopathy_ Tentative

182019 | 4 i Bé T WILL CAUSE INCREASED THIRST
AND DESIRE.TO URINATE. .BE SURE.YOUR PET HAS FRESH, CLEAN
DRIMKING WATER AT ALL TIMES, ALLOW YOUR-PET TO HAVE ACCESS
QUTDOORS MORE OFTEN-WHIEE ON A DIJRE TIC MEDICATION.

FHig2oe P 4

F1e2018 B 4 B 6

FHIB2018 T 4

B6

Heart: rregular thyth, extrd beats gooasionally,. EGG has VPD's,  Radiographs
revedl erlarged hieart, tall dorsal displacemant of trachea, loss of caudal waist,

congestion of veing

B6

Assesament; Utrasound revealad thin wall to ventricles, dilated vantricles

Rube Outs DOM, distary related likely

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

i B6

Page 1of 30

Page 6/61

Dater 3/80/2019 11115 AM
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Client:
Patient:

B6

Medical records

Patient History Report

Cllent: Patlent:{____BS___ i
Phonie: Specles: CANINE Breed: GERMAN
S , SHEPHERD
Beklress: Age:i____B6 : Sex: Spayed Famale
Color: black and rad
Date Type Staft History
not grain free. Call e food company and et tham know,
SHEEMe T I age: Thoray
Is2ne p BG
I1B2I5 O BG Technician Mote
Hare for coughing onand off. Stared 3days ago. s worse inthe mraming. Ng
change indiet, No medications other then a joint supplament.
EEore T Hrage:
SEENE W i Mar 18, 2019 04:24 PM Staff: 4
We dght 1 67,20 pounds
123201 L 4 Microbisleogy results frem IDEXN Referende

Laboratory Requisitilon ID: 11738842¢

Test Result

OVALFARR

WHIPWOBM
HOOKWORM
ROUNDWORM

Pogted Final

Reference Range

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

B6

Page 2 of 30

Page 7/61

Dater 3/80/2019 11115 AM
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Client:
Patient:

B6

Medical records

Patient History Report

Clieni: Patlent:.___ B® |
Phorie: Specles: CANIMNE Breed: GEBMAN
P — SHEPHERD
Adclress: Age: i | B6 . Sex: Spayed Female
Color: black and red
Date Type Staft History
infectious  agents using RealPCR {canine diarrhea panel: test
code 262%; feline
diarrhes panal: test code 262T).
172220149 L 4 SHAP Asgays regults from IDEXX VetLab In-cliniec
Labératory Regquisition ID: 18361 Fosted Final
Test Besulk Reference Range
HW = ;
Lyme. = !
AP spp = E
EC-EE = i
1222018 |
1282018 | B6
1222618 |
172zzog | 4
1222019 v | B6_ |
We Lght v 8320 pounds
Vezemse 4 Adult Caning. 0 Abnormals

Vaz2me

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

B6

Page Zof 30 Dater 3/80/2019 11115 AM
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Client; 6
Patient: B

Medical records

Patient History Report

Client: | Patlent:; __B6
Phone: | Epecles: CAMINE Breedd: GERRAN
N =Y 2 T SHEPHERD
Bodrass: | Age: i B6 | Sex: Spaved Famale
Color: black and red

Date Type Staft History

10152018 © 22 Examsedical Notes
16208 P 22
1o e20e P 2z B 6

1oMe20s C

Technician Mote

B6

fwie201e v 22 et 16, 2018 03327 PM Staffs 22

We toht v R4, 00 pounds

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

: B6 i Page 4.of 30 Dater 3/80/2019 11115 AM

Page 9/61

FDA-CVM-FOIA-2019-1704-005129



Client: BG

Patient:

Medical records

_Patient History Report

Client: ; Patient:i B |
Phone: ; Species: CANINE Breed: GERMAN
5 SHEPHERD
Adkiress: [ Sex: Spayed Female

Date Type  Staff History

9132018 D 4

B6 iHnal

9132018 C 4 Exam/Medical Notes

vy
»

9132018

9/132018 P 4 B 6

9132018 C : Bs Technician Note

- B6

B~

9/132018 Vv 4 Sep 13, 2018 02:46 PM Staff: 4
Weight : 69.40 pounds
6/20/2018 R 22 Rabies Certificate w/Dr Sigpatura 2. CLOSED 0G/21:2018

B6

B6

B:Billing, C:Med note, CB:Call back. CK:Check-in, CM:Communications, O:Disgnesis, DH:Declined ko hisory, E:Examinalion, ES:Estimaks,
I Ceparing in=tr, L.Lab msull, Mimage cases, F.Presciplion, PAPVL Accepled, PB picblems, PP.PVL Perdomed, PR.PYL Recommended,
R:Comesponde noe, Tlmages, TC:Tenalive medl nole, ViVilalsigns

B6 Page 5 of 30 Date: 3/20/2019 11:15 AM

]’age 10/61
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Client:
Palt?:nt: B 6

Medical records

Patient History Report

Clignit:

o B 6
Acklross:

Patlent:  B6

Ager{_ | B6 i
Color: black and red

Breed: GERMAN
SHEPHERD
Sex: Spayed Famale

Date Type Staft

History

Rabies Certificate

Client 1D Fatient 10:
Clisnt Mame: P atiert Mamea: 86
Addrass: Specles: CANINE
Breed: GERMAN SHEPHERD
Sau Spayed Female
Colar: black and red
Phong: M arkings: B6 i
Birthdate: UBE
Weight 658
Microohips: T BG ............
Tag Mumber:

Lt M e
Vaceination Date:
Expiration Date:
FProducer:
BeANILY

B6

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

TTBe

Page 6 of 30

Page 11/61

Dater 3/80/2019 11115 AM
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Client:
Paltei::;t:i BG

Medical records

Patient History Report ]

CHent: Patient:] i
Phorie: Species:"'CANTNE """" Breed: GEBMAN
......................... SHEPHERD
Address: Aga: I_BS Sex: Spayed Femals
Color: black and red

Date Type Staft History

620018 | e
620/2018 | 29
8202018 | 22
200018 E 20
202018 C | B6 | Technician Note

BiEtinntg v l B6 t sun 2o, 2018 05:03% P ostated  BE |

We et ¢ 65,80 pounds

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

B6 Page 7of 30 Dater 3/80/2019 11115 AM

Page 12/61
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Client: 6
Patient: B

Medical records

Cllent: Pattent:____B6 _ |
Phone: Specles: CANIMNE Breed: GEBMAN
SHEPHERD
Address: Age: Sex: Spayed Famale
Color: 86
Date Type Staft History
242018 P 4 B6
1i201e L 22 Hicrobiclogy results from IDENK Reference
Laberatory Becuisitieon ID: 108610170 Posted Final
Test Result Refersnce Rangs
CNALFABR
WHIPWOBM
HOOEWORM
ROUNDWORM
Asaniii B6 :
OVA & PRBAEITES
#2018 b 22 SHAFR Assays results from IDEXX VetLab In-clinie
Laberatory BReguisitien Ih: L7113 Posted Final
Tast ;Begule Refsrencs Range
HW = [
= B6
11wente | 22 Your pet was vacoinated with the Boelringer Ingefhsim Duramune Lyme vaceine

onthelett side of thechestwith a Serial # 69601004 with expiration dale Awg

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

i B6 i Page gof 30 Dater 3/80/2019 11115 AM

Page 13/61

FDA-CVM-FOIA-2019-1704-005133



Client:
Patient: B 6

Medical records

Patient History Report

Clisrit: Patient:|____B6 | ;
Phone: B Species: CANINE Breed: GERMAN
SHEPHERD
Addross: Age:! i Sex: Spayed Famale
Color: black and red

Date Type Staft History

52018

1ozme | 22 Haveyou checked out your Petly page? Thisfrea sanvice allows youto dccess pat
infarmation including blosdwork and vaccine ramindars, ordet prescription refills,
recjuest appointmerts, and more! Flease be stre o provide us with yaour email

11102018 P gy CCLSRARRULINIRRS
11102018 E 22
1ozots © | Bt Teeh Histoly.Canine - Closed Jan 11201

111002018 ¥ BGE

Weiight 6020 pownds

L2007 © Tech Histary-GCanine - Closed Jul- 1272017

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

B6 E Page @ of 30 Date: 3/20/2019 11:15 AR

Page 14/61

FDA-CVM-FOIA-2019-1704-005134



Client:
Patient:

B6

Medical records

Clignit:

o B 6
Acklross:

Patient History Report
Fatlent: |

Species

F.Te'- A
Color:

Breed: GERMAN
SHEPHERD
Sex: Spayed Famale

Date Type Staft History

I2mT E 2 small Animal; I Abnormalg
FEER Le2ok 2
20T | 2

oty |

B6

pemr P

B:Billingf, . Med note, OB:Call back, ClICheck-n, Gl Do mmunications, D Degnoss, DH:Declined © hioty, EEwaminaton, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,

FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

| B6 |

Page

Page 10'of 30

15/61

Dater 3/80/2019 11115 AM

FDA-CVM-FOIA-2019-1704-005135



Client:
Patient:

B6

Medical records

Patient History Report

Client:
Phore:

Acklross:

B6

Patlent: |
Species: CANINE

Breed: GERMAN
SHEPHERD
Sex: Spayed Famale

Date Type

Staft

History

F2mT B

242mT L

2o2ol7 L

B6

B6

2

g

Jul 971, FRTT 12i0F PM staffi B |

wWe ight  590E0 pounds

UA/Micréncopy results from IDEXN Bofarsrics

Laberatory Beguisition ID:
Tast Begult
BACTERIA
BILIRUBIN
BLOOGD
CASTS
CLARITY
COLOR
CRYSTALS
EFI CELL
GLUCOSE
FETONES
MaCus
GTHER
EH
PROTEIN
BREC
SP CGRAVITY
URCE
WEL

BEori B6 i
PR I N & S g
RE:

103441208

Posted
Befsrance Rangs

Final

900 COLIECTION METHOD FREE-CATCOH

B6

Micrekbiclegy results from IDEXK Refesrenoe

Laboratery Requisitien ID:

Tezt Result
OVREP AR
WHIPWORM
HOORWOGRM B 6

103265839

Fosted Final

Referends Range

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

B6

Page 11 of 30

Page 16/61

Dater 3/80/2019 11115 AM

FDA-CVM-FOIA-2019-1704-005136



Client:
Palt?:nt: B 6

Medical records

Patient History Report
Clisrit: Patlent: | B6 |
Phone: Species: CANINE Breed: GERMAN
SHEPHERD

Sex: Spayed Famale

Addrosgs: Aga: |
Color: black and red

Date Type Staft History

1202047 L 2 Hematology resulte from IDEXK Reference
Laboratery Reguisitien ID: ‘103265148 Fosted Final
Test Basult _____ - Beference Range
HCT 38.3 - 865
HGE 13.4 ~ 20.7
MIHC 2.6 ~ 38.2
WBT 4.9 - 17,86
LYMPHE
MORGS
EOS
BASC
RBC 539 ~ B:70
WMV Eg ~ T&

MIH 21.% -~ 26.1
HEUT SEG

PLATELETS 143 —~ 448
RETIC ONT

ABE BASD 0 - 100

ARS EQE TU -~ 1480
AES LYMPHS 1080 ~ 49580
ABS MOWGE 130 -~ 1150
AREZ MEUTS 25940 — 12670

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

i B6 : Page 12.0f 30 Dater 3/80/2019 11115 AM

Page 17/61

FDA-CVM-FOIA-2019-1704-005137



Client: B 6

Patient:

Medical records

Patient History Report

Client Patient:; ___B6 |
Phone; Species: CAMINE Breed: GERKMAN
SHEPHERD
Address Age:i B6 ! Sex: Spayed Female
Color: black ard red
Date Type Staft History
aBS RET L B6 ; 10 - 110
Asep:! BB i
BE: 3034 REMARES
REMARES
172002017 L Chamistry resalts from IDEXX Refersnce Laboratory RBeguisition

Ib: C1G3265148 Posted

Tast

AET
BUH/URER
Ca
Chloride
CHOL

CE

CRERA

LDRIL

GET

aLl

LIPA

PHOS
Potassium
Bodium
TBIL

TF

GLOR

ANTON GAFE
BICARE
IBIL

A/C Batio
BR/C Ratio
Ha /K Ratio
SDMA

RE: 281 HEMOLYSIS INDEX N

Index of N, 1+, 2+ exhibits no significant

chemistry wvalues.
RE: 282 LIPEMIA INDEX N

Index of W, 14; 2+ exhibits neo significant

chemistry values.

Firial

Raference Range

2.7 - 2.8
5 - 150

18 - 121
337 - 1469
16 ~ 55

9 - 31

8.4 -~ 11.8
108 -~ 11%
131 — 245
10 - 200
0.5 - 1.5
0.0 = 0.1
0~ 15

63 -~ 114
138 ~ 755
2.5 ~ 6.1
0 - 5.4
Z - 182
= 0.3
B 7.5
4 - 4.0

28 - 37
2 - 14

sffect o

effect on

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

| B6

Page

Page 13 of 30

18/61

Dater 3/80/2019 11115 AM

FDA-CVM-FOIA-2019-1704-005138



Client:
Patient:

B6

Medical records

Patient History IReport

Cliermt Patlent:{ __B6 |
Phones: Specles: CANIMNE Breed: GEBMAN
....................... SHEPHERD
Acklress Age:{ BS ... Sex: SpayedFemals
Color: black and rad
Date Type  Siaff History
120e017 L 2 Endocrinclogy results from IDEXY Refersnce
Laboratory Requisition ID: 103285148 Posted Final
Tesk _mm;_._._._.__l Referonce Range
T4 i...B6 1.0 - 4.0
P
Interpretive raniges:
<1.0 Liow
1.9-4.0° Nermal
=40 High
2.1~5.4 Therapentic
Dogs with ne clinical signs. of hypethyreidism and results
within the
normal reference range are likely suthyroid. Pogs with low
T4
concentrations may be hypothyreid or euthyreid sick .
Occasionally,
hypothyroid dogs can have T4 conSentrations that arve low
normal.. Dogs
with elinieal =zigns of hypothyroidism and lew or low nprmal
T4
concentrations may be evaluated further by submission of
froe T4 and
canine TSH. A high T4 concentration in a elinically normal
dog 1s
likely variatien of normal; however slevaticns may ooonr
secondary to
thyreoid autsantibedies er rarely thyreoid necplasia. For dogs
o
thyreid supplemsnt, acceptable 4-6 hour post pill total T4
concentrations generally fall within the higher end or
slightly above
the reference range.
17202017 L 2 Migeellaneous results from IDEXX Reference

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

B6

Page 14 of 30 Dater 3/80/2019 11115 AM

Page 19/61

FDA-CVM-FOIA-2019-1704-005139




Client:
Paltei::;t: B 6

Medical records

Patient History Report

Client: Patient:i ___B6__ |
Phorie: Epecles: CAMINE Breed: GERMAN
e , SHEPHERD
Addrass: age:i | BE .. E Sex: Spayed Femals
Color: black and red
Date Type Staft History
Laborpaterr.Bacodigition ID: 103285148 Posted Final
Asen:!  B6 i
RE: 950 UPC IF INDICATED
Qe IE INDICATED
12017 L 2 SHAP Assays results from IDEXX VetLak In-clinic
Laboratory Recuisitieon Ih: 15201 Posted Final
Task Besult Beference BRange

HW =

Lyme =
AP spp =
EC~EE =

12017 | 2
12017 | 2
17182017 | 2
11a2m7 P 2
1Ha2my E 2

1182017 C Teach Histary=Canine - Closed Jan 202017

B6

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

B6 E Page 15 of 50 Date: 3/20/2019 11:15 AR

Page 20/61

FDA-CVM-FOIA-2019-1704-005140



Client: B 6

Patient:

Medical records

Patient History Report

Cllent: Patlent:! _ B6 |
Phorie: Epecles: CAMINE Breed: GEBMAN
.......................... SHEPHERD
Address: Age:i | B6 ___ i Sex: Spayed Female
Color: black and red

Date Type Staft History

a20t7 v :"B-G--E Jap 18, 2017 02:01 PM Staff:i B6 i
e loht B O pounds
B2201E © 4 Examhedical iotas

B6

S/ERE0E D 4 Sprain Final
BIOR2016 | 4 B 6
Slebaile © Technicianbote,

B6

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

5 B6 5 Page 16 of 50 Date: 3/20/2019 11:15 AM

Page 21/61

FDA-CVM-FOIA-2019-1704-005141



Client:
Patient:

B6

Medical records

Patient History Report

Client: Patlent: |  B6 |
Phorie: Specles: CANINE Breed: GERMAN
e emming SHEPHERD
Addross: Age:i....BS ____ i Sex: Spayed Female
Color: black ard red

Date Type Staft History

5252018 v | B6 May. 285,
R We Lght Lo68. 20 pends

Te32is L 2
1125205 | &
232t | 2
116232018 | 2
1232mb | 2
H2a2015 | Z
232015 P 2
nea2me B 2

101.5

Temperat dre

SHAP Assays results from IDEXX Vetlab In-clinis

Laboratory Requisition IB: 13362 Bogbed Final

Test Result Refsrence Range
HW =

Lyme =

AP _spp =

EC-EE =

Haveyou checked out your Pet Peral? This free service allows you to access pet
infermation inchuding bloodwaork and vaccineg reminders, order prescription refills,
recjuest appointmeants, and more! Please e supg 1o provide Ws with your email

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

B6

Page 17 of 30 Dater 3/80/2019 11115 AM

Page 22/61

FDA-CVM-FOIA-2019-1704-005142



Client:
Patient:

B6

Medical records

Patient History Report

Clert Patlent: ! B6 ;

Phones; Species: CANIMNE Breed: GERMAN
SHEPHERD
Address Age: Sex: Spayed Famale

Color: black and red

Date Type Staft History

| B6
remams v Wi 23, 2015 11:34 A
weight ¢ 60.00 pounds
H2Eele P 2
2zemes p 2 B 6
1123201k E 2

232008 © Tearh Histary-Canine - Closed Mo 242015

B6

117232015 L 2 Micrcbiclegy results from IDEXX Reference
Laboratory Reguisition ID: 100159968 Paatad Fanal
Test ‘Regult ___ Reference Range
DN AEF ARD
WHIPWORM
HOOKWOBM

Y [ FZ CANINE

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

B6 Page 18.¢f 30 Diate: /200201911215 Al

Page 23/61

FDA-CVM-FOIA-2019-1704-005143



Client: B6

Patient:

Medical records

Patient History Report

Client: Patient: |____ | B6 4
Phone: B 6 Species: CANINE Breed: GERMAN
________________________ SHEPHERD
Address: Age: f__________9_6___________3 Sex: Spayed Famale
Color: black and red

Date Type  Staff History

5/7/2015 C 4 Exam/Medical Notes
RV right hip SQ.
5/7/2015 R 4 Rabies Certificate w/Dr Signalure 2.- CLOSEN 06/08/2015

B6

B6

B6

Rabies Certificate

i i e

Client ID: Patiert 1D: B6 E

Client Name: Patient Name: i

Acicrass: Species: "CANINE
Breed: GERMAN SHEPHERD
Sex: Spayed Female :
Color: black and red

Phone: Markings: i B6

B:Billing, C:Med note, CB:Call back, CK:Check-in, CKM:.Communications, D:Diagnosis, DH:Declined ko hisiory, E:Examination, ES:Estimaks,
I Ceparing in=tr, L.Lab msull, Mimage cases, F.Presciplion, PAPVL Accepled, PB picblems, PP.PVL Perdomed, PR.PYL Recommended,
R:Comesponde noe, Tlmages, TC:Tenalive medl nole, ViVilalsigns

i B6 i Page 19 of 30 Date: 3/20/2019 11:15 AM

]’age 24/61
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Client:
Patient: B 6

Medical records

Patient History Report

Cllent: Patlent:!____B6
Phorie: Epecles: CAMINE Breed: GEBMAN
e ———————— SHEPHERD
Adclress: Age:i  B6 | Sex: Spaved Female
Color: black and red
Date Type Staft History
Bithciate: | _B6 |
Welght: 59R
Microchips: B6
TagNGiber e
Eot Mo et i
Vacgination Date: B 6
Explration Date: i
Producer i
KLY b
5THONE | 4 It is-required by Cornecticut state law that all domestic snimals be vaccinated for

Rables according to State statites. Corrently, dogs and cats must receive a rabies
yaccination by 6 months of age: Revaccinalion is reguired within 12 -months of the
tirst vaccination. Boostepvaccinations must then be done within 36 months af the
second vascination forthe animalto be considerad "Curert’ on its rables
vacoinations.

5725 | 4 B 6

B/R2015 W 4 May T TEUTE T RN TER Aty 4

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

i B6 i Page20.of 30 Dater 3/80/2019 11115 AM

Page 25/61

FDA-CVM-FOIA-2019-1704-005145



Client: B 6

Patient:

Medical records

Cllent: Patlent:{ __B6 |
Phorie: Species: CAMINE Breed: GERMAN
.......................... SHEPHERD
Address: Age:i | Be____.i Sex: Spayed Female
Color: black and red

Date Type Staft History

W tght 1 5080 pounds
2IAR0IE ¥ 'B6! Feb 14, 2015 12:46 PM Statfi B6 !
Weight v 59,40 pounds
282015 | 2 B 6
262015 ¥ | B6 |
We lght v 53,60 pounds
raptld o 2 Examiladical Nolas
a/g2014 P 4 B 6
ia2nd © 4 JFramiMecical Note
Qraiattd © BG Technicidn Male
QAN Y 2 Sep 43014 1132 BM Staff; 2

Weight 1 G6L el pounds

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

i B6 i Page 21 of 30 Dater 3/80/2019 11115 AM

Page 26/61

FDA-CVM-FOIA-2019-1704-005146



Client:
Paltei::;t: B 6

Medical records

Patient History Report

Client: Patlent::  B6 !
Phone: B Species: CANINE Breed: GERMAN
......................... SHEPHERD
Address: Age:! B6 | Sex: Spayed Female
Color: black and red

Date Type Staft History

Bimentd © i B6 Phabe Call Niotas
— LRGN racfocal negative
Bid2014 L 2 SHAP Assays results from IDEXX VetLab In-clinie
Laboratory Requisitisn ID: 11236 Fozsted Final
Tast Result Reference Rangse
HWy =

Lyms = E
AP _spp = i
EC~EE = i

B4z014 P 2

8402014 | 2

B4 2

srdizo14 | 2

82014 E 2

842004 P 2

Bidigod v :"B_b‘": Aug 4, 2014 03:27 PM Staifi B |
........... We lght v 68,20 pounds

Temperat pre - 1021
g4end o BG' Tech Histary-Canine - Closed Aug 052014

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

: B6 i Page 22 of 30 Dater 3/80/2019 11115 AM

Page 27/61

FDA-CVM-FOIA-2019-1704-005147



Client:
Patient: B 6

Medical records

Clienit: Patlent:{ """Be 1
Phone: B Species: CAMNINE Breed: GERMAN
SHEPHERD
Ardress: w i i Sex: Spayed Female
Color: black and red

Date Type Staft History

842014 L 2 Microkbiclogy results from IDENK Refersnce
Laberatery Requisition ID: 2739-2 Posted Final
Test Result Referesnce Rangs
CVRSFARE. ... EE NOTES
Ascni _ B6 ]
Ty F8 CANINE
e2ild | Simply snap the two disks together to puncture the safety seal. Part fur atihe base

of the tail and begin applying ina contingous maotion-up to the shoulder blades.
B 6 Allow drying before infreracting with vour pet.

hitp vasww vectrapetoomdbow-To-apply’

362014 | ALL FLEAPROGDUCTS ABE INSECTICIDES. PLEASE FOLLOW THE
DIRECTIONS ON THE LABEL. DSING TOO MUCH CAN HARM YOURPET. IF

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

i B6 E Page23.of 30 Dater 3/80/2019 11115 AM

Page 28/61

FDA-CVM-FOIA-2019-1704-005148


http://www.vectrapet.com/how-to-apply

Client: |
Patient: B6

Medical records

Patient History Report
cClient: Patient:i___ B6___
Phone: Species: CANINE Breed: GERMAN
SHEPHERD

Sex: Spayed Famale

Acklross:

Date Type Staft History

YOU HAVE ANY GQUESTIONS, PLEASE CALL THE HOSPITAL Fleas continug
ta hateh from the envircnment for months aftar the adult population is eradicated.
Continueto treal all pets in the housahold: as well as the envitoniment, to be sure
thie flea infestation does not recur. Please call us it you-are having trouble

------------- ; administering the product. orcontinugle seefleas.
3e2014 P
Se2014 |
32014 1 BG B 6
Je2014 P
1eigd2013 © 2 Exam/Meadical Notes

B6

1ipdizma B 2 B 6

12242013 ¥ 2 Deg 24, 2013 11939 AM Statf: 2

Weiight 7140 pounds

9/92013 PB 4
92018 PB 4 B 6

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

; B6 Page 24 of 30 Diate: 3/20/2019 1115 Al

Page 29/61
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Client:
Palt?:nt: B 6

Medical records

Patient History Report

Clisnt: Patlent: | B6
Phone: B 6 Species: CANINE Bréed: GERMAN
......................... SHEPHERD
Address: Age:! B6___ | Sex: Spayed Female
Color: black and red

Date Type Staft History

iwents ¢ 4 ExamiMeadical Notes

B6

92013 P 4 B 6

g/g2013 ¢ IB8l  TechnicianNote
990013 ¥ BGH Sep 9, #013 03105 PM Staff:|
___________ : We ight : 8400 pounds

Tewperdture

Pulse :
Respiration :
Alert/areitude H
Pain Scale H
Appetite :

Urine  Outpint
Fecal Output

872013 L 2 SHAP ‘Assays results from IDEXY: VetLak In-colinig
Laboratory Requisition ID: 8501 Fos ted Final
Test Razult Refsrance Rangs
Frbu g PR
Lyme. = E
AP _spp = E
EC-EE = !
L LT TTTr

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

B6 Pags 25 of 30 Diater 3/20/2019 1115 AR
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Client:
Palt?:nt: B 6

Medical records

Patient History Report

Client: Patient: | ___B6 i
Phone: Specles: CANIMNE Breed: GEBMAN
......................... SHEFHERD
Address: Age:{ . B6 ___ | Sex: Spayed Female
Color: black and rad
Date Type Staft History
BH2M3 | 2 Yo pet was vaccinated with the Boehringst ingaihaim Duramune Lyme vaccing
onthelaft side of the chest with a Sanal # 5221128 with expiration date
iy 22014
BIF2NE P 2 B 6
BEME B 2

gir2ma ¢ Tech Histary-Canine - Clossd Ang 082013

®T013 W | B6

e dght ¢ E5 A0 ponnds

Body Score (1-9)
Temperature
Pulse
Respiration
Alert/Btiritude
Pain Soale
Mucius Membranes
Capillary Refill
Dental Score
Appetite

Urine Cobput
Fecal Cubpot

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

B6 i Page 26 of 30 Date: 3/20/2018 11:15 AM
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Client:
Patient: B 6

Medical records

Patient History Report

Client: Patlent:{ ___B6 i
Phonie: Specles: CANINE Breed: GERMAN
T — SHEPHERD
Ackdress: Age:i B6 Sex: Spayed Femals
Color: black and red
Date Type Staft History
4192013 © | B6 ! Client Communication - Closed Apr 20:2013
B6
41182013 | 4
4A1B203 | 4
41182013 P 4
482013 © 4 Framdedical Motas
4182013 © { B6 | Tehnician Nole _
B6 !
4M820e v 4 Apr 18, 2013 02:47 PM-Statff: 4
e dght 62,40 pounds
L8201 b 4 Microbielegy results from IDEXY Reference
Laboratory Reguisition ID: 2739-2 Posted Final
Tast Rasult Beaference Range
OVASPARAE SEE NOTES
P %alei e !
o i B6 i

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

B6 Page 27 of 50 Date: 3/20/2019 11:15 AM
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Client: B 6

Patient:

Medical records

Patient History Report

Clhent: Patlent:! B6 |
Phorie: Epecles: CAMINE Breedd: GERRAN
SHEPHERD
Address: age:i B6 | Sex: Spayed Female
Color: biack ad rad

Date Type Staft History

i B6 i FE CANINE

2RI Y .86 Feb 25, 2013 04:37 ©M Staff:! B6 !
We lght : 59.20 pounds
BEREUIE © i B6 ! Phone Call Notes

B6

2252013 P 4 1,00 BOX. B6 ifEE?D“l

Sf2g@a0z P

WEB20Z | BG

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

: B6 E Page 28 of 30 Dater 3/80/2019 11115 AM
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Client:
Paltei::;t: B 6

Medical records

Patient History Report
Client: Patient:._._ B6 !

Phone: Species: CANIMNE Breed: GERMAN
SHEPHERD

Sex: Spayed Famale

Addrosgs: Aga: | !
Color: black and red

Date Type Staft History

recammandead by the Anatican Heabwom Society (AHSy-dnd the Companion
Animal Parasite Coungil {CAPCY that these agents ars used year-around imall
areas of the .5,

s2z2nte b 2 SNAF Dasays results from IDEXK VetLab In-olinic
Laboratory Bequisition ID: 7589 Fosted Final
Test cResalt Refsrance Rangs
Lyme = i
E. canis. = i
B ph. = i

B2gemsz e 2

B22ME | 2

5232012 | 2

B232012 | 2

8232012 ¢ I B6 !

gati202 © BT Becords received by Fax - CLOSED 08232012 - Records receved by Fax

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,
FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

B6 Page 20.of 30 Date: 3/20/2019 1115 AR

Page 34/61
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Client:
Patient:}

B6

Medical records

Patient History Report

Client: Patient:i B6
Phorie: Specles:"ifRFJTNE """"" Breed: GERMAN
......................... SHEPHERD
Acklross: Aga:i: __________ BG Sex: Spaved Female
Color: black and red
Date Type Staft History

B:Billingf, . Med note, OB:Call back, ClICheck-in, .Gl :Communications, D Diegnosis, DH: Declined b hisioty, EEwamination, ES:Estimakes,
I:Departing insir, L:Lab wsulf, M:image cesss, P:Presiption, PAPYL sccepted, PRipoblems, PPPYL Perdoimed; PR:PYL Reconm endsd,

FiGonesponde noe Tihmages, T Teniative medi note;, V- Vitalsigns

i B6 i

Page 35/61
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e l
Patient: B 6

Diet Hx 3/22/19
CARDIOLOGY DIET HISTORY FORM
PR, Please answer the following questions about your pet
Pet's name: i__g_s__ Owner's name : __E B‘s i Today's date: 3 )'2?- | =
1. How would you assess your pet's appetite? (mark the point on the line below that best represents your pet’'s appetite)
Example: Poor = Excellent
Poor ! Excellent

2. Have you noticed a change in your pet's appetite over the last 1-2 weeks? (check all that apply)

ats about the same amount as usual
OSeems to prefer different foods than usual OOther

OEats less than usual

OEats more than usual

3. Over the last few weeks, has your pet {check one)

Olost weight OGained weight

tayed about the same weight ODon't know

Please list below ALL pet foods, people food, treats, snack, dental chews, rawhides, and any other food item that your pet

currently eats. Please include the brand, specific product, and flavor so we know exactly what you pet is eating.

Examples are shown in the fable — please provide enough detail that we could go to the store and buy the exact same food.

Food (include specific product and flavor) Form Amount How often? Fed since
Nutro Grain Free Chicken, Lentil, & Sweet Potato Adult dry 1 %cup 2x/day Jan 2018
85% lean hamburger microwaved 30z 1x/wveek Jan 2015
Pupperoni original beef fiavor treat % 1x/day Aug 2015
Rawhide freat 6 inch twist 1x/week Dec 2015
Bk TRitg (M5y IeD MadT | DRY. [Zilur | >x Wy | 20is

LORMPA_o FALE Slan Pty hmacty
o C oD Zigdy T ATS MADs oF 176 | TRLAT. bmey

Gk LS, [l CU7S (0N AME,
ZHbtrS v URuC PrdDER)

MG~ DoIis
*Any additional diet information can be listed on the back of this sheet

5. Do you give any dietary supplements to your pet (for example: vitamins, glucesamine, fatty acids, or any other

supplements)? OYes ONo If yes, please list which ones and give brands and amounts:
Brand/Concentration Amount per day
Taurine OYes ONo
Camitine OYes ONo
Antioxidants OYes ONo
Multivitamin OYes ONo
Fish oil OYes ONo
Coenzyme Q10  DOYes ONo
Other (please list):
Example: Vitamin C Nature’s Bounly 500 mg tablejs — 1 per day
iy st £, _J_E‘EGL[}}L

6. How do you administer pills to your pet?
O | do not give any medications
1 | put them directly in my pet's mouth without food
B | put them in my pet's dog/cat food
O | put them in a Pill Pocket or similar product
O | put them in foods (list foods):

Pag{: 36/61
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Client:
Patient: B 6

CBC/Chem 3/22/19
Tufts Cammings School Of Veterinary Medicine
m 200 Westboro Road
North Grafton, MA 01536
DUPLICATE
Name/DOB: B 6 1
Patient ID: Sex ;Slli-‘ Order Location: V320359: Investigation into
Phone number: AgeliB6; Sample ID: 1903220112

Collection Date: 3/22/2019 3:35 PM
Approval date: 3/22/2019 5:02 PM

Species: Canine
Breed: German Shepherd

CBC (Research) (Advia)
DNOYES

WBC (ADVIA)
RBC (Advia)
Hemoglobin (ADVIA)
Hematocrit (Adwia)
MCV (ADVIA) Ba
MCH (ADVIA)

MCHC (ADVIA) H
CHCM

RDW (ADVIA)

Comments (Hematology)

Microscopic Exam of Blood Smear (Advia)

DNOYES Fmen

Seg Neuts (%) i

Lymphocytes (%a) L i

Monocytes (%) B6!

Eosinophils (%)

NucleaedRBC |
03/22/19 4:07 PM

Seg Neurrophils (Abs)
Advia

Lymphs (Abs) Advia L
Mono (Abs) Adwia
Eosinophils (Abs) Advia
WBC Morphology
Poikilocytosis

Research Chemistry Profile - Small Animal (Cobas)

CSTCYR
Glucose
Urea
Creatinine
Phosphorus
Calcium 2
Magnesium 2+
Total Protein
Albumin
Globulins
A/G Ratio
Sodium
Chloride

Sample ID: 15032201121
This report contirmes... {Final)

Page 37/61

Ref. RangefFemales
440-15.10 Kul
5.80-8.50 ML
13.3-20.5 g/dL
30-55%
64.5-77.51L
21.3259pg
319-343 gidL

11.0-152

Hemolvsis present 0-1 platelets per High power field

Ref Range/fFemales
43-86 %

7-47 %

1-15%

0-16 %

0-1 /100 WBC

White blood cell count has been corrected for the presence of mucleated
red blood cells

B6

2.800-11.500 Kl

1.00-4.80 KAl
0.10-150 KL
0.00-140 KL

Ref. RangefFemales
67-135mg/dL
8-30 mg/dL
0.6-2 0 mg/dL
2.6-7.2 mg/dL.
9.4-11.3 mg/dL
18-30mEgL
55-78 gidL
28-40 g/dL
23-42 gidL
07156
140-150 mEq/L
106-116 mEq/L

Reviewed by

FDA-CVM-FOIA-2019-1704-005157



Client:

B6

Collection Date: 3/22/2019 3:35 PM
Approval date: 3/22/2019 5:02 PM

i

Species: Canine
Breed: German Shepherd

Patient:
CBC/Chem 3/22/19
Tufts Cammings School Of Veterinary Medicine
m 200 Westboro Road
North Grafton, MA 01336
DUPLICATE
Name/DOB: B6 Provideri __ B6 |
Patient ID: Sex: SF Order Location: V320339: Investigation into
Phone mumber: Age iB6! Sample ID: 1903220112

Research Chemistry Profile - Small Animal (Cobas) (cont'd)

CSTCYR

Potassium
tCO2(Bicarb)

AGAP

NAK

Total Bilirubin
Alkaline Phosphatase
GGT

ALT

AST

Creatine Kinase
Cholesterol
Triglyeerides

Amiase

Osmolality (calculated)
Comments (Chemistry)

Sample [D: 12032201122

B6

REPRINT: Orig printing on 3/22/2019 (Final)

Page 38/61

Ref. Range/fFemales

37-54 mEqL
1428 mEqL
8.0-19.0

29-40

0.10-0.30 mg/dL
12-127 UL

0-10 UL

14-86 UL

054 UL
22422 UL
82-355mg/dL
30-338 mg/dl
409-1250 UL
291-315 mmol/L

Reviewed by

Page 2
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Client: BG

Patient:

NT-proBNP 3/22/19

IDEXX Reference Laboratories

Client] T Pstien BMI

il
Client:} i Date: 03 22/2012
Patient! ! B _§____5 Requisition #: 14
Species:C ANINE Accession #:2303842774
Breed: GERMAN_S HEPHERD Ordered by: RUSH
Gender: FEMALE § PAYED
Aged B6 ;

CARDIOPET proBNP- CANINE

IDEXX VetConnect 1-888-433-9987

TUFTSUNIVERSITY

200 WESTBORO RD

NORTH GRAFTON, Massachusets 01536
50B-339.53835

Account #88933

C:;‘E:i;p“ prENP °BE | 0- 900 prokL HIGH

Nmamamameimd

B6

Page 39/61
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Client:
Patient:

B6

Patient's at-home monitoring sheet 3/26/19

B6

German Shepherd

Birthdate:],

HEART FAILURE MONITORING WOKSHEET

Appetite
€
ik L
Res plranon % § o §
@ =
Date |Rate/Minute| Tine w| o] &] a Comments
032319 30 22-00 o No coughing, rested comfortably during day, shghtly restiess at night moved
from cne spot o snofer for sbout an hour belore falling asiesp.
0342419 34 2310 B 6 B 6 B B 6 v Spent some time lying outide, seemed pretty comforiable throughout the day.
Stool softer than normal,
02518 2% 07:00 o Food: 172 cup Acana & 34 cup Royal Canin Early Cardiac 2x day. Emi pooped
i once today &t Tpm . stoolwas normal. formed
28 22:56
- Food: /2 cup Acana & 34 cup Royal Canin Early Cardiac2x day. Emi had
il 104
ovzens| 30 045 v accident lsst right. winates in dog bed.

Respiration Rate: Count the num ber of breaths for 30 seconds and multiply tmes 2 to get the respiratory rate per minute. In dogs, obtain the respiratory rate when they are at rest and not panting. In cats get the
respiratory rate at rest when they are not puming. fn anamals with well controlied heart failure the breathing rate is often jess than 35-40 breaths per minute. When the breathing rate is cimbing, or when there
is more effort fo the che st wall or belly muscies during breathing, then fluid is ikely accumulating in the lungs and more furosemide may be indicated. Please brng this sheet with you to your next veterinary exam.

Page 40/61
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Client:
Palt?:nt: B 6

Vitals Results

3/22/2019 1:43:08 PM Weight (kg) 25.9000

Page 41/61

FDA-CVM-FOIA-2019-1704-005161



Client: |
l’alt;‘:iltzg B6

ECG from Cardio

3/22/2019 2:18:38 PM Page 1 of 2
Tufts University
Tufts Cummings School of Vet Med
Cardiology

12 Lead:; Standard Placement

]’age 42/61
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Client: B 6
Patient:

ECG from Cardio

i B6 i 3/22/2019 2:18:38 BPM Page 2 of 2
Tufts University
Tufts Cummings School of Vet Med
Cardiology

[’age 43/61
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Client: B 6

Patient:

Patient History

03/20/2019 11:52 AM

03/20/201901:33 PM

03/22/201901:11 PM
03/22/201901:13 PM
03/22/201901:43 PM
03/22/201901:43 PM
03/22/201901:56 PM
03/22/2019 02:43 PM

03/22/2019 03:57 PM
03/22/2019 04:00 PM
03/22/201904:18 PM
03/23/2019 09:47 AM
03/27/2019 12:41 PM

Appointment

Appointment

UserForm
UserForm
Vitals
Purchase
Treatment
UserForm

Prescription
Prescription
Purchase
Email
Appointment

Patient Account History  Description

Qty

price

Extended Disc Pmt

Page 44/61
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Client:

B6

Patient:
Patient Account History  Description Qty price Extended Disc Pmt
Friday, 22 March 2019 Appointment: Cardiology Study 1.000 0.000 0.0000  0.0000  0.0000
13:43
Page 45/61
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Client:
Paltei::;t: BG

Patient Account History  Description Qty price Extended Disc Pmt
Friday, 22 March 2019 | B6 i 60.000 0390 28.4000 0.0000  0.0000
15:57 '

Page 46/61
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Client:

B6

Patient:
Patient Account History  Description Qty price Extended Disc Pmt
Friday, 22 March 2019; 30.000 0.110 83000  0.0000  0.0000
16:00
Page 47/61
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Client:

B6

Patient:
Patient Account History  Description Qty price Extended Disc Pmt
Friday, 22 March 2019 Pharmacy Finished 1.000 0.000 0.0000  0.0000  0.0000
16:18
Page 48/61
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Cummings B6

\leterinary Medical Center

AT TUFTS UNIVERSITY

_______________________

STANDARD CONSENT FORM

| amihe owner, ar agent forthe owner, of the above desoribed animeal and have the autharity 1o eseoute consent |
hereby authosize the Cummings School of Velerinary Medicne at Tults University (herein alter Gummings School) to
presribe fortreatment of said animal aconding 1o the following temmes and andibions.

CGumamings Schinl and iis officers, agants and employess will provide surh veterinary medical care as they deem
ressanable and appropriate undar the ciosmstances.

Currmings School and its officers, agenits, and employees will use all reasonable care inthetreatment of the above
merkioned animal, but will not be [iable for any loss or accident that may ooour ar any dsease that may develgp asa
result of the care and treatment prowvided

1 understand that the above ideritified animal may be treated by Gummings School studers underthe supervision and
assistance of Cummings School siaff members.

In eecuting this form, | herdy exqpres iy adonowledge that risks, benefits and alternative forms of treatment have
been explainad o me. | undersiand said explanation, and | onsent to treatment. Showuld any additional trestments ar
diagnnstics be recpaired during the continued care of my animal, | understand that | will be given the oppartunity to
disors and conseni 1o these additional procedures. | understand that further or additional treatment may bereqgirand
without an apportunity for discussion and consideration by me, inthecase of the davelopment of any life-threatening
emergeney during the continued care of my animal and | exgrressly conseant to all sudh reasonable trealment as
required | realize and understand that reaults carnot be puaranteed.

I arwy exqpipment is left with theanimal, it will be accepled with the understanding that Curmmings School assumes no
responsbility for any loss of epapment that may ocar.

1 agreeto pidk up the animal whennotified that it s ready for relsase

in the everit the animal is not picked up, and Ften {10) days have expired since aregistarad letter was sent o the
address given above, ntilying me 1o call for the animal, the animal may be sold ar otharwise disposad of ina humane
marmer and the proceeds applied to the dharges inoured in caring and treating the animal.  Failure to remove said
animal will not and does not relieve me from dblisation for the costs of services rendered.

1 hereby grant 1D the Cummings Sdhool of Velerinary Medicine at Tults University, its officers and employees
{collectively refared to herein as Qummings School), and its agends and assions {the Graniees) the imevocable nghits o
photngragh f videotape the operation or procedhure to be performed, inchading appropriate and otherwise use such
photngraghs and mages for, and in cormection with, a Grantes’s medical, soenitific, educational, and publicity
purposes, by any means, methods and media {print and elecironic) now known ar, nthe fubre, dewsopad that the
Grantee deems mlmmmmwmmmMMnhmm
unless such jals are publicizing edhrcational programs at Qummings School). As medical and surgical treabment
necessitates the removal oftissue, cells, fuids ar body parts of my animal, | authorize the Grandees 1o dispose of aruse
these tissues, cells, fuids orbody parts for scientific and educational purposes.

FDA-CVM-FOIA-2019-1704-005169



| understand that a ANANCE CHARGE will be agiplied i all accourds unpaid after 30 days. The FINANCE CHARGE is
campuied ona manthly rate of 1.33% par manth, which s an anmual parcentage rate of 16% agplied to the average
daily balance outstanding, with a minimum fee of $.50.

1 do hather agree that showld any payment, ar the full amman of the sum stated above, become overduemore than 20
days from the above-agread upon time of payment ar paymants, the entire babnee shall be considered indefoult and
become dise and payable. 1 further apree o be responsiltile for amy or all calledlion agency andfor attomey fees
necessary o coliedt the fulll asnownt.

1 do hxther agree tn comply 'with hours of visitation in confundction with our Hospitals polior.

1 have read, understand, and agree o accept the terms and conditions herein

i the indiivihal adenitting the anisnal & sosneone other than the legal owner,
please cosnglicie the portion belowr

The owner of the anima B6 as granted me autharity to obtain medical treatment and to bind this owner
10 pay the velerinary medical services provided at Cummings School pursuant to the terms and conditions desaribed
above

Authowized Ageni - Please Prind Agerd's Spnahare
Street Address Date
Town/Gly State Iip

FDA-CVM-FOIA-2019-1704-005170



Cummings S

Te lephone {508} 8395395

\eterinary Medical Center g ey

AT TUFTS UNIVERSITY e
Discharge Instructions
Patient Ower
Mamnes B6 ! Mamec,  Bs | PalieE):: B6
Black/Red Female (Spayed) German BB
Shephed
li‘lllﬂ:‘ _______ Bs IIIIIIII
Altending Candiclogist-

El _______ Joln E.mmnmmlmmmmnﬁmm;

B6

At Dates 3/72/7619 1:09:07 PM
Discharge Dates 3/22/2019

Diapgnoses: Dilated cardiomyopathsy (DOM) with congestive heart failure, venitricular premature depolarizations

Diagnostic test resulls and findings:
o EWM? Be BA

o E(Eiliga 86
B6

o lLabwork Endings- B6

B6

........

camman in lange and giant beeed diogs and Ed:lam:'m:lbytl'tnlnguf'lhewls of the heart, rechsed cardiac pump
function, and enlargement of the upper chambers of the heart. Many dogs with DOM will also have significant anwthimias
which can be life-threatening and also require medical management. The heart enlarsement has now progressed to the
poit of congestive heart failure, mesning that Thad s backing up iIndo the ungs {(puimonary edema). Undoriunately this isa
progressive disease and we cannot reverse the dhanges to the heart muscle, however we can use cardiacmedicat ions and
some changes to the diet to make your dog comiortable and have har breathing easier.

FDA-CVM-FOIA-2019-1704-005171



Mandloring at hamne

o Wewould like you to monitor your doe's breathing rate and effart at home, ideally during sleep ar at a timeofrest
The doses of drugs will be adpusted based on the breathing rate and effort

o In gceneral, most dogs with heart Ralhre that s well condrolled have a breathing rate at rest of less than 35 breaths
per miniie. inaddition, the breathing effart, noted by the amount of belly wall motion usad foreach breath, s
fairly minimal if heart faikre is condrolled

© Aninaease in breathing rate ar effort will uaslly mean that you showld eive an extra dose of furosemide (Lasid. F
difficulty breathing is not improved by within 20-60 minutes after giving esdra funosemide then we recommend
giving 1 more dose and iTthat does not help then arechedk exam be schadhulad andforthat your dog be aahsted
by an emergeruy dinic

O Thereare nsinetions for monitaring breathing, and a form to help keep track of breathing rate and drug doses, an
the Tufts HeartSmart weh site (htipffvet hufls ediyheartemarnt fat-home- mondaring ).

O Weakowani you towatdh for wealmness ar collapse, a reduction in appetite, warsening cough, ar distertion of the
belly as these findings indicatethat weshould do a recheck eamination

O [Fyouhave any concerms, please call or have your dog evahated by a veterinarian. Our emergendcy clinicis open 24
hoursfday.

Recosmnended Medications

arhwythimia - ad’q;llna
Dick suppesBons:
Dags with heart faire acosmuiaternare faid inthesr body ifthey eat lange amounis of sodium {salt). Sodum canbe found
in all fonds, but some foods are lower i sodeam than others. Many pet treals, people foods, and supplermnents used to oive

pills oiten have more sodium than is desimble- a sheet that has supgestions for low sodium treals can be found onthe
HeariSmart web site (hittpy et tufts.edufheartamarnt fdiet /)

Your dog's usuml diet may also havemare sodium than recommended - we want himyhar 1o continueto eat hisfhernonmal
diet for the first 710 14 days so we can make sure he s tolerating medications well, but afterthat time wewould
renmmend siowly nrochcing ane of the lower sodum diets anthe HeartSmart [ist {(25% of the new diet and 75% old diet
for 2-3 days, then 5050, etc). Hopelully you can find a diet an the st that your dog liees to eat. Altlematiedly, ifyouare
attarhed 1 the current diet you can researdh the amount of sodium in the diet to ensure that the sodum content s simibr
tothose onthe list.

FDA-CVM-FOIA-2019-1704-005172
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© The DA 5 amrently iwvesticating anapparent association between diet and atype ofheart disease alled dilated
cardiamyopathy. The exad cause is still unclear, but it appears o be associated with boubique diets and those
containing esmtic ingredient or aregrain-ree. Theredore, we are ousrent iy recommending that does do not eat
these types of diets.

MMMnﬂmmm surch as kangaroo, duck, lamb, venisan, lentils, peas, beans, ulfalo,
tapioca, barley, and chidpeas.

o The DA ssupd a statement regarding this isae
{hiipss/fweew. i gov/ AnimalVetarinary/ NewsEwenls/CiWUpdal esfuomé13305.him) and a recent article
published by Dr. Lisa Freeman an the Cummings School's Petiondnlogy blog can urther explhin these findings
{hiipy fvelnurition ulfts.eduy/ 201 806/ a- bolen-heart-risk-oFhear - disease-in-boutigue or-grain-ree diels-and ex
otic-ingredient</).

O Ournuiritionists have compiled a list of dog foods that are good gptions for dogs with heart disease.

Dry Food Opbions:

Royal Camin Earlly Candiae fwelievinary dict)

Royal Canin Boer

Purina Pro Plan Adult Welshl Management

Purina Pro Pian Bright Mind Adult Small Breed Fanrmusa

Carmedd Food Opltions:

Hill's Scence Diet Aduit 1-6 Healthy Culsine Roasted Chiideen, Camot, and Spinach Stew
Royal Canin Mahxe 8+

Berdse Recosmnendations
For the first 710 10 days after starting medications for heart failure we recommend very limited activity. Leadh walking only
is iﬂLaﬂﬂmmmmmﬂElﬂtfﬂiEEtﬂnmﬁmlhiﬂmslw longer walks are acoepiable.

...........

aregenerally not advised at this stage ofheart Bilure

Recheck Visits:

Arecheck visit is recommendad in1-2 weeks after any madication adjustments are made. At this visit we will dveck your
dog’s breathing effort and heart function, do a blood test 1o recheck kidney values, and recheck an ECG. A recheck candsac
exam for the shudy and an echocrdiogram is recommended in 3 months

]Intgmhmtrguswﬂit B6: .GIE. Please omnitact our Cardiolopy liaison at (508}-337-4696 ar amail us at
candioved@tults. edu for scheduling and non-emersant questions or conas.

Please visit our HeartSmart wehsite for more nformation
hittpe/fvet tulits edheartamar tyf

Presoripiioo Refill D closowe
For the safely ond wel-be ing of our palients, your pel marsi one hod on exeminaiion by one of cur velermarians within Lthe post
yeav in order o obioin pre soription medicotions.

Ondenog Food:

Pleose check with your primovy velernoian 1o urehoe the reecommended dictis). I you wish o prehose youwr food from s,
please ol 7-10deys in odvence (508-887-9629) o ensure the food s in siock. Allernoline i, velerinary diels can be ondered from
online reloders with o presoriplion/ve lerimony opproval.

Choiool Trds:
Cliniced triols ore shindies inwhich our velerinary doclors work with you ond your pel o invesigole o specife diseose process ore
promising new lest or treolment. Pleose see our website: vel ufls. edufovme/cinicsl shedbes

Case B6 | Owner:: B6 | Dizhape Instntions
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Veterinary Medical Center it

AT TUFTS UNIVERSITY Riyy) e tuse A IR gt

Alvecne/Kardia Hondourt

If you have an iPhone or Android, you may want to explore the option of puschasing an AlveCor/Kardia
ECG monitor which will allow you to record and email your pet’s heart rate and rhythm at home.

The device {Kardia} can be purchased at www _ alivecor.com or www.amazoncom. The app for your
phone is free.

I you have an iPhone-
0 Search for Veterinary AliveECG’ app in the Apple Store
O You will need to signup for an account
O Make sure to have your pet’s name in the information so we know whom it is from
© |fthe app asks for permission to access headphone portfspeaker portal, say "OK/allow”

I you have an Andiroid-

Search for Kardia® app n the Google Playstore

You will need to sign-up for an account.

Make are to have your pet’s name in the information so we know whom it is from

If the app asks for permission to access headphone portfspeaker portal, say "OK/allow”

Once downloaded, it will require you to send a “test ECG" for activation of the app. Just place
your fingers on the siiver sensors and let it record

If the test ECG is unable to record, try agan, with less movement. [f it still fails, then your
phone is not compatible with the device

(=R -0 - = -

Q

Recording an BOG:
O Apply rubbing alcohol {soaked cotton ball will work} to the chest region behind your pet’s
elbow (where you can feel the heartheat }
nough to wet the regions where both silver boxes will touch the animal
If yourr pet is flufly, you may have to clip a amall patch of fur to allow for better contact
Hold the device against your pet’s dhest with the silver areas being up and down {vertical} n
contact with the animal
With the app open, hold your phone near {within a few nches} the device.
There isa signal bar inthe upper left cormer of the app to show whether it detects the device.
If there are no bars then move your phone around/get doser to the device until they appear.
O Once you see a recording, hold everything in place for at least 30 seconds if possble.
O The humon Kordio opp will ottermpt to interpret the ECG; just ignare this oz it & not chvaoys
oecuraie.
O The heart mate thot the opps repart is olsa not ahwoys occurote.

=1 - -

(= I =
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Saving an ECG:
O The app will automatically save the HIG as long as the recording is long enough {>20seconds}
O Youcan click on the ID {(box with pencil icon} in the Veternary AlveECG app to add your pet’s
name

Emmilang an EOG:
€ If you are inthe recording screen on the Veterinary AliveECG app, clidk on "BCGs” to see the list

of saved ECGs
O |f you are inthe home screen on the Kandia app, clidk "History'.
0 Select the ECG you wish to send. Go to "Share”. Select "Email PFDF. SKIP the Password protect
feature and select the email app you widh to send it by {Gmail, outlook, yahoo, etc). Your mest
hove o working emncil an your phane for this to work.
Select an ECG that you wish to send
Click the mail icon {either a box with amow or a letter symbwol}, and select “Email”™

Email to: candiovet @tulis.edu {only monitored Monday-Friday SAM-5PM)

- = -
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Lummings 'B6 |

Veterinary Medical Center —
ki (e v ::'im S —
Black/Red
Cardiclogy Appoiniment Report
ENROLLED IN DCM DIET STUDY
Date: 3/22/2019
Attending Cordicogist

B6

B6

Presenting Camplaint: referred for evaluation of DCM and for graindree diet study

Concurrent Diseases: none reported

General Medical History:

Last weekend, had difficulty breathing on a wak, desxibed as wheezing {very brief} and then seemed to
be okay. Next moming, the same thing happened. Took in to rDVM on Monday where she was diagnosed
with DCM. Usually a “lowkey dog™. Owner noted increased breathing effort during rest {quidk, short).
Nothing else out of the ordinary. Prior history of nfected anal gland, resolved with antbiotics by rOVM
Ourrently on heartworm preventative.

No “wheezing™ spells since starting the B6 but still tachypneic.

Eating and drinking are normal.

Diet arcd Supplesnents:

Acana heritage red meat formula {gran-free} has been on for a few years {occasionally a different}
Eats homemade [wer treats n trest balls {dhidken mixed with comflour, eges, garlic)

Occasional raw mamow bone

Condicwnceulor Histowry:
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Prior CHF diagnosis? ¥

Prior heart murmur? N

Prior ATE? N

Prior aurhythmia? Y, VPCsnoted on EGG

Monitoring respiratory rate and eflort at home? ¥, has had inoreased effort during rest {not counting}

Cough? ¥
Shoriness of breath or difficulty breathing? Y

Syncope or collapse? N
Sudden onset lameness? N

Exercise intolerance? Hard to say, she'susually low energy - has been sometimes avoiding going upstars

when che usually would

Curent Medications Pertinent o OF System:

Admmistration Frequency:! B6

—————————————

Admnistration Frequency:! B6

Carchine Plysical Exasminats

'B6

Mustle condition: muscle loss mostly in the pelvic area

[ Normal U Moderate cachexia

M Midd musdle loss LI marked cachexda
Cardiovncseulnr Physieal Bram:
Murmur Grade: -

! None to L v

M 1 O v

O O wipn

El inpwn

Murmur location/desaription: left apical

Jugular vein:
¥ Bottom 1/3 of the nedk L 172 way up the neck
[ meddie 1/3 of the neck U Top 2/3 of the neck
Arterial pulses: -
L weak L Bounding
W Fair [ pulse defiits
[ Good [ pulsus parados
QJStmlg U other:

FDA-CVM-FOIA-2019-1704-005177



1 None [ Bradycandia
| sinurs arrhythmia [ Tachycardia
| premahwebeats
Gallop:53
Yes ¥ pronounced
[ ne L] other: mpressive gallop
Ll intermittent
Pulmonary assesaments:
O Eupneic [ pulmonary crackies
2 wad dyspnea L] wheezes
L] Marked dyspnea L Upper airway stridor
¥ Normal BY sounds
Abdommnal exam:
M Normal - minimal exam ] maild ascites
O [ Marked asdtes
| abdominal destension
Problems:
DCM with CHF
Mildly increased eflort of breathing {lkely secondary to CHF vs less [kely pulmonary disease vws PTE vs
pulmonary hypertension}
EiEdmmﬁngﬁrn [ Dialysis profile
¥ chemistry profile o Thoradc radiographs +/-
¥ ece M NT-prom
[ Renal profile ™ Troponin |
= Blood presaure [ other tests:
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Racliopraghie findings: None available at time of exam

Assessnent and recomnendations:

Dilated cardiomyopathy with mild pulmonary edema today and some veniricular :nhyth-ma.BS

B6

![llﬂ:nfﬁlj erter into DUR &t stidy, stait Taiins pending tairine Iémhﬂﬂﬂi!tﬂkﬂi'fﬂ'ﬁlm tme
about the pros and cons of starting an antiamrhythmic. The dog did not have collapse and sustained

arhythmia was npt dooumented. Disoussed Holter or aserial alvecor read ng;r..E

B6

B6 Get long lead || EOG and recheck renal values and dedirolytesin

E:il)ul: 10 day< and then consider |mea:lgi B6 iﬂngﬁManiSngPM},‘ B6 rased

on oarent bloods {liver enzymes} and rechedk ECG. Discussed diet change.

Heort Foihere Clos sification Score:

ISACHC Classification:
Hha =N
Hib b
=™

ACVIM Classification:
IF. ¥c
O p1 Op
He2

M-Mode

LvIiDd
LvPwd
IVSs

LVIDs
LVPWs
EDV({Teich}
ESV{Teich}
EH{Teich}
%S

5W{Teich}
- B6

LA Diam

Ma=x LA
TAPSE
EPSS

M-Mode Noemalized
IVSdN

LVIDdN

LVPWdN

3393R®RI3338538335

{0290 - 0520}
{1.350 - L.730} !
{0.330 - 0,530}
{0.430 - 0.710}
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LVIDsN
LVPWsN
Ao Diam N
LA Diam N

2D

SALA

Ao Diam

SA LA S Ao Diam
Ivsd

LVIDd

LvPwd
EDV{Teich}

IVSs

LV¥IDs

LVPWs
ESV{Teich}
EH{Teich}

%S

SV{Teich}

LV Major

LV Minor
Sphericity Index
LVid LAX

LVAd LAX
LVEDV A-L LAX
LVEDV MOD LAX
LVLs LAX

LVAs LAX

LVESY A-L LAX
LVESY MOD LAX
HR

EF A-L LAX

LVEF MOD LAX
SVALLAX

5V MOD LAX
COALLAX
COMOD LAX
LA Area

R-R

HR

COA-LLAX

CO MOD LAX

Dappler

MR Vmax

MR maxPG
MV E Vel

MV DecT

MV Dec Slope

B6

{0790 - 1.140}!
{0,530 - 0780} !
{0,680 - 0890} !
{0.640 - 0900} !

393R®NRIFIFLH85

A3gyaif*eaagniiss
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MV A Vel
MYV EfA Ratio

k‘

Sl

AV Vmax
AV maxPG
PV Vmax
PV maxPG

B6

myfs
mfs

mfs
mfs
mfs
mmHg
mfs

mmHg
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B6

Birthdate)

....................... -

“fufts Patient ii5: 441842
German Shepherd......

B6 |

HEART FAILURE MONITORING WOKSHEET

. e

=
: L
Respiration g § s
Date |Rate/Minute| Time AM PM AM PM AM PM AM PM gl o] &| & Comments
03/23/19 30 2200 50mg 50mg 10mg " 7 5mg 7.5mg 500mg 500mg | v No coughing, rested comfortably during day, slightly restless at night- moved
from one spot to another for about an hour before falling asleep
03/24/19 34 23:10 50mg 50mg 10mg . 7.5mg 7.5mg 500mg | 500mg | v Spent some time lying outside, seemed pretty comfortable throughout the day.
Stool softer than normal.
0 19 34 0 = 75 7.5m 500 500m Food: 3/4 cup Acana & 1/2 cup Royal Canin Early Cardiac 2x day. Emi pooped
B Q7 v o g e 9 s s ¥ once today al 7pm. . stool was normal, formed Squints a bit when outside
) 28 22:56
03/26/19 30 1045 50mg 50mg 10mg u 7.5mg 7.5mg 500mg 500mg | v Food: 3/4 cup Acana & 1/2 cup Royal Canin Early Cardiac 2x day. Emi had
: accldent last night, urinated in dog bed
03/27/19 32 08:26 50mg 50mg 10mg . 7.5mg 7.5mg 500mg 500mg v Food: 1/2 cup Acana & 3/4 cup Royal Canin Early Cardiac 2x day. A little more
’ active and engaging.
28/1 3 : 50 50 10 - 75 75 500 500m: Food: 1/2 cup Acana & 3/4 cup Royal Canin Early Cardiac 2x day Slept through
Sy # 2518 mg L0 i mg iy i 9 v night, about 6 hours, no accidents
03/29/19 30 29:55 50mg 50mg 10mg _ 7.5mg 7.5mg 500mg 500mg | v/ Food: 1/4 cup Acana & 1 cup Royal Canin Early Cardiac 2x day. Urinated while
asleep last night. Acting a little more like herself, follows Pandora outside.
: Food. 1/4 cup Acana & 1 cup Royal Canin Early Cardiac 2x day. Ate most of her
16 0 - ; 7.5 5001 500
03/30/19 30 23 50mg 50mg 10mg 7.5mg md mg mg 4 food this evening
L Food: 1/4 cup Acana & 1 cup Royal Canin Early Cardiac 2x day. Left a little food
1 28 19:32 50 50 1 - B 7.5 5001 500m
Saale o g fmo Ghing L o8 9 4 in her bowl in the moming and evening. Followed Pandora around yard.
04/01/19 24 2302 | 50mg | 50mg | 1omg - 75mg | 7.5mg | 500mg | 500mg | v/ Food:1:14:cup RoyellGanin Eany Gardiec 2 day,
) Food: 1-1/4 cup Royal Canin Early Cardiac 2x day. Loose stool around 7pm.
102/19 16 22:53 501 0 - v (£ 500 00
o8 s mg Boéng 10mg 7.5mg Smg mg 500mg ol Didn't eat all her food am or pm.
" 16 22:56
04/03/19 20 15:04 50mg 50mg 10mg - 7.5mg 7.5mg 500mg 500mg v Food: 1-1/4 cup Royal Canin Early Cardiac 2x day. Loose stool 12:30pm. Alert,
more active when outside. Didn't eat all her food am or pm.
5 32 2141
04/04/19 50mg 10mg 7.5mg 500mg v Food: 1-1/4 cup Royal Canin Early Cardiac 2x day.

Respiration Rate: Count the number of breaths for 30 seconds and multiply times 2 to get the respiratory rate per minute. In dogs, obtain the respiratory rate when they are at rest and not panting. In cats get the
respiratory rate at rest when they are not purring. /n animals with well controlfed heart failure the breathing rate is often less than 35-40 breaths per minute. When the breathing rate is climbing, or when there
is more effort to the chest wall or belly muscles during breathing, then fluid is likely accumulating in the lungs and more furosemide may be indicated. Please bring this sheet with you to your next veterinary exam.

Page 1
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Pet's name

4.

B6

CARDIOLOGY DIET HISTORY FORM
=iaase answer the folaadno.auastione ahos your pet

Owner's name

B6

Today's date: i]_é\-_\_\j_

How would you assess your pet's appetite? (mark the point on the line below that best represents your pet's appetite)
Excellent

Example: Poor

Poor

Excell

—a

ent

Have you noticed a change in your pet's appetite over the last 1-2 weeks? (check all that apply)

REats about the same amount as usual
OSeems to prefer different foods than usual OOther

Over the last few weeks, has your pet (check one)

OLost weight OGained weight

Please list below ALL pet foods, people food, treats, snack, dental chews, rawhides, and any other food item that your pet

OlEats less than usual

OEats more than usual

OStayed about the same weight ODon't know

currently eats. Please include the brand, specific product, and flavor so we know exactly what you pet is eating.

Examples are shown in the table — please provide enough detail that we could go to the store and buy the exact same food.

____Food (include specific product and flavor) Form Amount How often? | Fed since
Nutro Grain Free Chicken, Lentil, & Sweet Potato Adult dry 1 %cup 2x/day Jan 2018
85% lean hamburger microwaved 30z 1x/week Jan 2015
Pupperoni original beef flavor treat % 1x/day Aug 2015
Rawhide treat 6 inch twist 1x/week Dec 2015

Ryt (NN ey CAZDIAT [ % Cur oLx DY
L/ L THEHTS - Apvig mMADE. - JUST Ya lur | D¢

CIiC b Lidil, LS« Coantfeorft.

*Any additional diet information can be listed on the back of this sheet

Do you give any dietary supplements to your pet (for example: vitamins, glucosamine, fatty acids, or any other

supplements)? OYes ONo If yes, please list which ones and give brands and amounts:
Brand/Concentration Amount per day
Taurine HBlYes ONo
Carnitine OYes ONo
Antioxidants OYes ONo
Multivitamin OYes ONo
Fish oil OYes ONo

Coenzyme Q10 OYes ONo

Other (please list):

Example: Vitamin C Nature’s Bounty
U 03 pynte

500 mg tablets — 1 per day

How do you administer pills to your pet?

O | do not give any medications

@ | put them directly in my pet's mouth without food
| put them in my pet's dog/cat food
| put them in a Pill Pocket or similar product

O | put them in foods (list foods):

FDA-CVM-FOIA-2019-1704-005188



Client: B6

Patient:

Recheck chcmimmmé-é ....... E

Tufts Cammings School Of Veterinary Medicine

m 200 Westboro Road
North Grafton, MA 01536

Name/DOB: B 6 Provider Dr. John Rush
Patient ID: Sex: CM Order Location: V320559: Investigation into
Phone number: Age: 12 Sample ID: 1904300091
Collection Date: 4/30/2019 12:32 PM Species: Canine
Approval date: 4/30/2019 1:33 PM Breed: Golden Retreiver

Research Chemistry Profile - Small Animal (Cobas)

CSTCYR Ref. Range/Males
Glucose 67-135 mg/dL
Urea 8-30 mg/dL
Creatinine 0.6-2.0 mg/dL
Phosphorus 2.6-7.2 mg/dL
Calaum 2 9.4-11.3mg/dL
Magnesium 2+ 18-3.0 mEq/L
Total Protein 55-78 gidL
Albumin 28-40gdL
Globulins 23-42 gidL
A/G Ratio 0.7-1.6
Sodium 140-150 mEq/L
Chloride 106-116 mEq/L
Potassium B 6 3754 mEqL
tCO2(Bicarb) 1428 mEq/L
AGAP 8.0-19.0
NAK 29-40
Total Bilirubin 0.10-40.30 mg/dL
Alkaline Phosphatase 12-127 UL
GGT 0-10 U/L
ALT 14-86 UL
AST 9-54 UL
Creatine Kinase 2422 UL
Cholesterol 82-355 mg/dL
Triglycerides 30-338 mg/dl
Amyiase 400-1250 UL
Osmplality (calculated) 291-315 mmol/L
Sample ID: 190430009171 Reviewedby:

END OF REPOR.T (Fial)

Page 4/34
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Clif:nt: B 6

Patient:
Diet Hx _B6__ |
CARDIOLOGY DIET HISTORY FORM
Please answer the fol!tnwmﬂm--ﬂons about your pet s

Pet's name: B6 Owner's name : | Bs Today's datei ''''''' ,§§‘ _______ -
1. How would you assess your pet's appetite? (mark the pomt on the line below that best represents your pet's appetite)

Example: Foor E Excellent

Poor rI Excellent

2. Have you noticed a change in your pel's appetite over the last 1-2 weeks? (check all that apply)

DEats about the same amount as usual DCEats less than usual _  [Eats more than usual T b ¢

DOSeems to prefer different foods than usual E0ther € Appetite na s ;mpm wad &1 L §4~

Med g
3. Over the last few weeks, has your pet (check one)
DLost weight DOGained weight yed about the same weight QDon't know

1. Please list below ALL pet foods, people foed, treats, snack, dental chews, rawhides, and any other food item that your pet
currently eats and that you have fed in the last 2 years. - (. wAcd hus lasds WLt O LS
m—— ,m e rrend ‘(S:Dog?— ) '!"
Please provide enough detail that we could go to the store and buy the exact same food - examples are shown in me rab:‘e

Food (include specific product and flavor) Form Amount | How often? Dates fed

Nutro Grain Free Chicken, Lentil, & Sweet Potato Adult dry 1 ¥%cup 2x/day Jan 2016-present

85% lean hamburger microwaved Joz 1x/week June -Aug 2016
Pupperoni original beef flavor treat ¥ 1x/day Sept 2016-present
Rawhide treat 6 inch twist 1x/week Dec 2018-present
ines P Playy werdwt yhana gmens- | Ny [ V= ¢ B X day | Shred ¥/35-

L e siz e PC Chisdoan bend/d_ [ Sewo oc . axdedol 7. grece

mnnbhney  bousot Spn. dog hs cads lﬁ_ﬂ_‘a;g: | A d\.\_% 2 = pagoead

*Any additional digt information can be listed on the back of this shest

2. Do you give any dietary supplements to your pet (for example: vitamins, glucosamine, fatty acids, or any other
supplements)? OYes ONo  If yes, please list which ones and give brands and amounts:

Brand/Concentration Amount per day
Taurine Wé‘s' ONo__ ¢ L1l
Carnitine OYes ONo /
Antioxidants OYes ONo
Muiltivitamin OYes ONo
Fish oil OYes ONo

Coenzyme Q10 OYes ONo
Other (please list):
Example; Vitamin C Nature’s Bounly 500 mg tablets — 1 per day

3. How do you administer pilis to your pet?
O | do not give any medications
O | put them directly in my pet's mouth without food
0O | put them in my pet's dog/cat food
0 | put them in a Pill Pocket or similar product
quﬂt them in foods (list foods):__Spia({ Y lda 2_oF Chiiirs

Page 5/34
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Client: B6

Patient:

Amino Acid Lab taurine panel 4/17/19

Ly

Amino Acid Laboratory Sampie Submission Form B6
Amino Acid Laboratory, 1089 Veterinary Medicine Drive Davis, Ca 95616 | i

Telephone: 530-752-5058, Fax: 530-752-4698 T
Email: %gl?"ﬁ"Tt’E PRCKS . TAURINE
22 Lithium Heparin
PO —— . [NT$ )
Veterinarian Contact: | B6 i
Clinic/Company Name: Tyufts Cummings School of Vet Med. - Clinica Pathalogy L aboratory

Address: 200 Westboro Road, North Grafton MA 015369

cardiovet@tufts.edu

Email: __ Clinpath@tufts. edu

Telephone: _ 503 887.4880 Fax. __508-339-7936

Billing Contact:|______ B6 Email B6
Billing Contact Phone: W - | Tax ID:

Patient Name B6 Species: C/LUU NA—

Breed: k)@c{bt 22}{' Owner’s Name: BG ‘
Current Diet : &LA./\L ‘.')*ujﬂb- Lﬁ aaon. LY D

/-’ _‘\ '.

Sample type: fPasma J Whole Blood ,Urine Food Other =

-

Test: -'Taurhe {Complete Amino Acids  Other:

Plasma: _BS Whole Blood: | B6 rine: Food:
] - - ) )
Plasma (nMol/ml) Whole Blood (nMol/ml)

| Normal Range No known sk | Normal Ra'lge No known risk

| for deficiency | for deficiency
cat 80-120 >40 300-600 | >200
Dog | 60120 | >a0  200-350 >150

* Pleasa note with the recent increase in the number of dogs screened for taurine deficiency, we

are seeing dogs with values within the reference ranges (or above the "no known risk for deficiency
range”) yet are still exhibiting signs of cardiac disease. Veterinarians are welcome 1o contact our

laboratory for assistance in evaluating your patient’s results.

Page 6/34
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Client: B6

Patient:

Troponin 5/31/2019

Gastrointestinal Laboratory
Dr. J.M. Steiner
Department of Small Animal Clinical Sciences
Texas A&MUniversity
4474 TAMU
College Statien. TX. 77843-4474
Website User ID: lisa.freeman@tufts.edu o# B6 @tufts.edu

Gl Lab Assigned Clinic ID: 23523

Dr. Rush Phone: 508 887 469

Tufts Cummings School of Vet Med - Cardiology/Nutrition Fax:

North Grafton. MA 01536 ' B6
Owner Name:

usa
Species. Canine
Date Received May 30, 2019

Tufts Cummings School of Vet Med - Gl Lab Accession:] B6 i

Cardiology/Nutrition Tracking Number:

444016
Test Result Reference Inteval Assay Date
Ultra-Sensitive Troponin | Fasting i B6 ina/mL <0.06 05/31/19
Comments:

Gl Lab Contact Information
Email: gilab@cvm.tamu.edu

Phone: (379) 862-2861
veimed tamu.edwgilab

Fax: (979) 862-2864

Page 7/34
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Report Details -
ICSR:

Type Of Submission:

Report Version:
Type Of Report:
Reporting Type:

Report Submission Date: 2017-07-11 17.06:59 EDT

Reported Problem:

Product Information:

2023228

Initial

FPSR.FDA.PETF.V.V1

Adverse Event (a symptom, reaction or disease associated with the product)

Voluntary

Problem Description: _Please note Dr Jennifer Jones was consulted prior to submission of this report.
She wolld like to be involved inthe case review 3 week history of colgh treated

Radiograbhs showed severe pulmonaty edema and echocardiogram showed

_severe Dilated Cardiomyopathy 1here was an Initial response to diuretic therapy |
however, he declined and was placed on the ventilator for respiratory support and
continued CHEF treatment. Attempts to wean off the ventilator were unsuccessful

_ and aquaphoresis was performed. He continued to decline despite aggressive
therapy and was euthanized. Infectious disease testing was negative and taurine
and carnitine analysis showed adequate levels. Necropsy initially did not reveal a
cause for DCM and supported alveolar injury (possibly ventilator related) A re-

review of the myocardial histopathology by one of our pathologist showed
myofiber vacuoles reminiscent of the changes seen in doxorubicin foxicity. Since

the dog had nol received doxorubicii B6

| DGR

B6

B6 ihad been fed Ca!fornla

...............

presented with severe DCM and CHF . | WI|| enter this dog as a separate affected
_ patient Both dogs had extensive infectious disease testing which was negative
and nutritional amino acid deficiencies were ruled out Because of this, their

conS|der|ng common environmental factors which could preclpltate DCM,
_including foad contamination or toxin exposure.

Date Problem Started i B6

Concurrent Medlcal No
Problem:

Outcome to Date: Died Euthanized
Date of Deathi B6 i

Product Name: @ Alternated between -California Natural Adult Limited Ingredient Grain Free
Venison & Green | entils and Kangaroo & Red | entils Recipe

Product Type: Pet Food

Lot Number;
UPC: not available
Package Type: BAG
Package Size: 26 Pound
Purchase Date 06/01/2017
Possess Unopened No

Product:
Possess Opened Yes
Product:
Storage Condltlons In a cabinet, in the orlglnal bag
Product Use Descrlptlon ' twice daily feeding The sample we have is from 6/17,
Information:  however, we do not have food samples from 2/17 when |

both dogs started with clinical signs.

Time Interval 2 Years
between Product

FOUO- For Official Use Only 1
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Use and Adverse

Product Use
Stopped After the
Onset of the

Perceived
Relatedness to

Other Foods or
Products Given
to the Animal
During This Time

Event:

Adverse Event:

Adverse Event:

Period:

No

Possibly related

Yes

Manufacturer
IDistributor Information:

Purchase Location
Information:

Address:

United States

Animal Information: Name: i B6 i

Type Of Species:

Type Of Breed:

Schnauzer - Miniature

Gender; Male

Réprdduétive Status: Neutered

Weight: 8.2 Kilogram

Age: 2.5 Years

Assessment of Prior Excellent

Health:

Number of Animals 2
Given the Product:

Number of Animals 2
Reacted:

Owner Information:

Information
provided:

Address:

Healthcare Professional
Information:

Practice Name;

Practice Name:

FOUO- For Official Use Only

Owner Yes

Contact: Name:

Phone:

B6

Email:

B6

. North Carolina State University, College of Veterinary

Contact: Name:

Address: 1060 William Moore Dr

. North Garolina State University College of Veterinary Medici

Contact: Name: 1 i
Phoneé B 6

Medicine
Darcy Adin
Phone: (919) 513-6694
Other Phone: 6145829798
- Errv'nail:vdbadin@ncsu.edu

Raleigh

New York
27607

United States

FDA-CVM-FOIA-2019-1704-005453
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Practice Name:  North Carolina state University, College of Veterinary Medic |

Contact: Name:
Phone:
Other Phone: |

Sender Information: Name:

Address:

Contact;

Permission To Contact

Darcy Adin

1060 William Moore Dr
Raleigh

New York

27607

United States

Phone: 9195136694
Other Phone: 6145829798

Email; dbadin@ncsu.edu

Yes

Sender:

Preferred Method Of

Email

Contact;

Reported to Other

Manufacturer

Parties:

Additional Documents:

FOUO- For Official Use Only
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NC State University

Veterinary Hospital
Fax: Admin 052 William Moore Drive Small Animal  (919) 513-6500
Fax: Referral Raleigh, NC 27607 Large Animal (919) 513-6630

Discharge Comments

Client _Patient____ — ,- .
! : i BB i Case# B6 ! Attending DVM B6 !
- B6 WASTIRE =t Student |
‘ MC 05.3k Discharging DVM ,
k < Referring DVM |
‘ FAWN ‘|
CANINE

Admission Date/Time:MAY 03, 2018 03:42 PM Discharge Date/Time: MAY 04, 2018 03:30 PM Discharge Status:
CASE SUMMARY

DIAGNOSIS

1. Dilated cardiomyopathy - r/o primary vs diet induced

2. Atrial fibrillation

3. Congestive heart failure - pulmonary edema, abdominal effusion, pleural effusion

HISTORY [ "
i B6 iisal B6 imale castrated English Mastiff, who was presented to the NCSU/| B6 ifor lethargy and coughing

with a terminal refch for four days. He was hospitalized and transferred to the NCSU Caruiolsgy Seivice for further care.
i B6_ihas been more lethargic at home for the past couple of weeks. Approximately 1 week ago he also began coughing with.a.....
erminal retch. He was taken to his primary veterinarian three dgg_g_ ,gg_q,mngm,hlqodmrk.and_a.urirlaiusis-mm.suhnﬁttedmim--ﬂg_i

T B6 ; B6 : Over the past
few days the coughing has-progressea; arms ne s TUIrenny Coughing -6 times per Hour, He alse Tefused 3 eat the morning of
presentation, which is abnormal. Due to his progressive decline, he was presented to NCSU for further evaluation.

..............

{__Be_ iis otherwise eating, drinking, urinating, and defecating normally. He has a history of allergies, and was started on benedryl
and famotidine by his primary veterinarian at his visit a couple of days ago. He also has a history of frequent ear infections. Jiaht bulb
foreign body, and naproxen toxicity.: __B6__ihas been.seen.by the NCSU! B6 i

| B6 Both events résolved without haspitalization or intervention. He eats

i-fignature kangaroo diet (grain-free; for another dog's allergic skin disease). To supplement:  Bé __!diet, raw liver was added about
5-6 weeks ago to supply additional taurine. He is on no current medications, apart from preventatives B6 |

B6

CV/RESP: rapid irregularly irregular tachyarrhythmia, variable and weak femo_ral pulses, increased lung sounds bilaterally

GGl po.nain.an.ahdominsl 1 VL VL.

PHYSICAL EXAM.EINDINGS:

DIAGNOSTICS
1. Big 4. B6

2. Doppler blood pressure on admission; B6 nmHg

3. ECG: Atrial fibrillation with a rate a B6 ‘:apm and infrequent left sided VPC's

FDA-CVM-FOIA-2019-1704-005494
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4. AFAST/TFAST - mild peritoneal effusion, no pleural or pericardial effusion

5. Echocardiogram

a. Dilated cardiomyopathy - rfo primary vs diet induced

b. Severely increased LV size

c. Decreased ventricular wall thickness

d. Moderately enlarged right ventricle

e. Moderately reduced RV systolic function
f. Severely dilated left atrium

g. Moderate mitral valve regurgitation

h. Mild to moderate tricuspid regurgitation

6. Thoracic radiographs * final report pending *
a. Generalized cardiomegaly
b. Mild pulmonary edema

ey Page 2
' B6_!
t‘?‘ N I N E : -------- é .6. ....... E
B6 o
s o
B6

9. Whole blood taurine: pending

ASSESSMENT:

Thank you for bringing! B6__:in to see us today. He is a sweet boy and was a pleasure to work with.

and Labrador Retrievers). Although the exact mechanism of DCM is currently unknown, dietary taurine/carnitine deﬁcienciee, genetics

and toxins have all been linked to DCM. The overall

effect of DCM is a decrease in the contractility (pumping ability) of the heart.

Because the heart is unable to pump with enough vigor to move blood adequately forward into circulation, a volume overload occurs
and the heart dilates to accommodate it. As a result, the chambers of the heart become very large, and the walls of the heart become
very thin. Ultimately, the heart is unable to accommodate and dilate further; the result is back-up of blood from the heart and into the
lungs, known as congestive heart failure ("fluid on the lungs").

Iti is |mportant to know that this dlsease is progresswe and ultimately those pahents affected with it will expenence congestwe heart

heart failure rnedlcatlons in the hospital, and he is breathing comfortably. We will be sending him home on medlcatlons to help
prevent further fluid accumulation, and improve the function of his heart. We will also recommend starting him on a supplement called
taurine - that has been shown to improve heart function in DCM cases caused by nutritional deficiencies.

: B6 'has also been diagnosed with an arrhythmia call atrial fibrillation (AF). Cardiac enlargement in dilated cardiomyopathy can
'FESUN A this rhythm. AF arises due to an abnormality in the electrical system of the heart. In AF, the pacemaker cells' normal

d electrical impulses that originate in other areas of the atria. The result is an
of tiself not hfe-threatemng AF may lead to the development of decreased

electrical impulses are overwhelmed by disorganize
erratic usually rapid heart rhythm. Although in and

Changes in the muscle of the heart in dogs with DCM can lead to fibrosis and remodeling of the myocardium (heart muscle). This can
lead to the development of ventricular arrhythmias. Intermittent ventricular arrhythmias are not dangerous, but if they occur in
sequenqg..and.[anidly they can result in sudden death. In the future we would like to place a holter monitor (24 hour ECG) to
evaluate B6 iaverage heart rate at home, but also to evaluate for underlying ventricular arrhythmias. This can be performed at

his next Fféchck appointment.

Although we cannot cure DCM, we hope to manage!

survival for DCM patients after an episode of heart faliure is 6 12 months. However, as we discussed, |f B6 lDCM is secondary

to a nutritional deficiency - his heart structure and function may show improvement with taurine supplementahon and diet change.

Please see below for diet recommendations.

Please monitor him for signs of worsening of heart failure such as increased exercise intolerance, labored breathing, increased
coughing or fainting. Call NCSU Cardiclogy or your referring veterinarian if any of these signs occur. Also, please learn to take a

respiratory (breathing) rate when your pet is resting.
seconds and multiplying by 4 (to get the total breath

INSTRUCTIONS FOR CARE

This can be done by counting the number of breaths your pet takes in 15
s per minute). This number should remain less than 36-40 at rest.

FDA-CVM-FOIA-2019-1704-005495
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~MEDICATIONS:

e
s

MONITORING: ——
1. Please continue to monitor; __B6 _ ifor signs of recurrent congestive heart failure. These would include exercise intolerance,
increased respiratory rate, difficulty breathing, episodes of fainting/collapse, or decreased appetite. If you notice any of these signs,

please contact us and have! B6 ievaluated by a veterinarian.

2. Please also begin to monitori "Be __irespiratory rate at home when you observe him sleeping. You can do this by counting the

number of breaths he takes in 15 seconds, then multiplying this number by 4 to obtain the number of breaths per minute. A normal

respiratory rate should be less than 36 breaths per minute. If you feel that. _ B6 respiratory rate is increasing - or if he is having
more effort while breathing, please contact us.

ACTIVITY:
Please avoid strenuous exercise or situations which place undue stress on your; B6__iIn general, pets with congestive heart failure

will self-regulate their exercise. Please monitor for any change in exercise capability.

DIET:

As we discussed, we would like to change! __ Bé __ diet due to a concern for dietary induced DCM. We have seen an association
between grain free diets and poor cardiac function recently. Although there is currently no scientific evidence, we have seen an
increasing number of dogs with this problem. We would recommend transitioning him to a diet that contains grains. Some brands to

consider include the major commercial brands (Purina, Hills, Royal Canin, lams). There is a Royal Canin select protein adult KO diet

that contains kangaroo as the protein source.

If you have any concerns with how your pet is doing, or to schedule an appointment, please contact the NC State Veterinary Hospital
at 918-513-6694. There is a veterinarian on call 24 hours a day.

RECOMMENDATIONS EQOR.ELIRTHER.EMALLLATION:

NOTE: If your pet is in need of emergency aid and you are not able to get to the NC State Veterinary Hospital quickly, please seek
care at the nearest veterinary emergency facility. Take these discharge instructions and current medications with you so that the
treating veterinarian will know as much as possible regarding your pet's medical condition.

B6 B6

= Clinician -| B6 Student - c/o 2018

FDA-CVM-FOIA-2019-1704-005496
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Clinicians: _Residents: Clinical Technicians: Client Services:
Dr. Darcy Adin i

| BG ] ! -
o - B6
Research Technician

o
-

In order to help expedite medication refills, please visit us online at www.ncstatevets.org and select Pet Owners, Pharmacy Refills.

[_Be_|
CANINE
C

FDA-CVM-FOIA-2019-1704-005497
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NC S.ATE VETERINARY nOSPITAL
HISTORY & PHYSICAL
L.B6 ] i B8 |
CANINE lMA_S.'f_IF_._-_l Admission / Exam Date: S&LZOF 8
MC B6 ....ifAWN Weight:  [Olbs Okgs
| B6
""""""""""" Temp: Pulse: Respiration:
Membrane Color: ____ Capillary Refill:
L _— i B6 ! ; Body Condition: Pain Score: _
VACCINATION STATUS: YES NO DATE N ABN No N ABN. Nolxam
Rabies 0O O General Appearance [1 [ O Reproductive [ [ O
Distemperor FVRCP [0 [ Integumentary Bl El O Mammary O O |
Lepto or FeLV O O Ophthalmic = El J] Urinary El )|
Tetanus O a Otic B O Nervous = E O
EEE / WEE / VEE T 8 Musculoskeletal O O @] Alimentary [=[ =i O
West Nile Virus ] = Cardiovascular O O O Lymphatic O 0O O
Influenza i ] Respiratory 0O O 0
Rhinopneumonitis O 0O
Other: Lactating? [JYes [JNo Pregnant? [JYes ONo
CHIEF COMPLAINT: |
|. Present History Il. Past History I, Environment :
A. Onset / Duration A. Medical lliness IV. Preventative Student Signature:
B. Progression B. Surgical V. Systems Review
C. Prior Treatment C. Reproductive . :
D. Adverse Drug Reaction Clinician Signature: B6
E. Trauma

FDA-CVM-FOIA-2019-1704-005498
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— VHC DLAE/Clinical Pathology Reports«._

NCSv, COLLEGE OF VETERINARY MEDI\_.NE
NCSU DIAGNOSTIC LABORATORIES

Client Patient Med Rec Caseé B6 i
L B6_ | MASTIFFFAWN ______
MCZ09.475 Ibs CANINE ~777) B6 i
TERRY CENTER TC-ICU ICU-XL ...

Completed 17 of 17 Results

Request Item Priority Status Dates
H-773345 RENAL ROUTINE COMPLETE Requested: 05/04/18 08:55 AM

Collection: 05/04/18 08:55 AM
Requesting DVM: Received: 05/04/1809:05 AM
Student: BG Needed: 05/04/18 08:55 AM
Comments: Status: 05/04/18 09:52 AM

CHEMISTRY - RENAL PANEL

TEST RESULT UNITS REF RANGE RESULT DATETIME
UREA NITROGEN MG/DL 6-26 05/04/2018 09:52 AM
CREATININE MG/DL J-15 05/04/2018 09:52 AM
PHOSPHORUS MG/DL 25-56 05/04/2018 09:52 AM
CALCIUM MG/DL 94-11.4 05/04/2018 09:52 AM
PROTEIN- TOTAL G/DL 52-73 05/04/2018 09:52 AM
ALBUMIN G/DL 3-39 05/04/2018 09:52 AM
GLOBULIN G/DL 1.7-3.8 05/04/2018 09:52 AM
ALB/GLOB RATIO 9-1.8 05/04/2018 09;:52 AM
SODIUM BG MMOL/L 140 - 156 05/04/2018 09:52 AM
POTASSIUM MMOL/L 4-53 05/04/2018 09:52 AM
CHLORIDE MMOL/L 108 -122 05/04/2018 09:52 AM
BICARBONATE MMOL/L 18 -26 05/04/2018 09:52 AM
ANION GAP 11.2-19.9 05/04/2018 09:52 AM
NA / K RATIO 27.7-359 05/04/2018 09:52 AM
ICTERIC INDEX 05/04/2018 09:52 AM
HEMOLYSIS INDEX 05/04/2018 09:52 AM
LIPEMIA INDEX 05004/2018.09:52.AM ;
Comments; :
CHLORIDE B 6 i
Containers E
1018-6103

hitps:/iwebapps.cvm.ncsu.eduluvis31/reports/clinpath/uvis_clinpath_rpt_resultsform_2015.cfm

108/230
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May.09.2018 15:22 Amino Acid Lab 5307525058 PAGE. 1

| 302 __B6

Sample Submission Form l_n;”%?N .

e/ :
Amina Acid Laboratary m B6 Enmber
University of California, Davis s___f
1020 Vet Med 38 B 6: B6
1089 Veterinary Medicine Drive b - gm.hw
Davls, CA 95616 b

Tel: (530)752-5058, Fax: (530)752-4698

http: ed.ucdavis.edu/vmb/aal/aal.htm! BG

Vet/Tech Conta B6 ‘E
Company Name; North Carolina State Unlversity College of Veterinary Medicine

Address: Clinical Pathology Lab, Room C-269
1052 William Moore Drive
Raleigh, NC 276807

Emall: ;
Teli B6 i Fax:g'lg 513-6656

Billing Contact: TAX |D:
Email; Tel:

Patient Namez,_E B6 .
Species: C'\NM‘-
Owner’s Name:__| B6

Sample Type: DPIasma E”Whoie Blood I:]Urme E]Food D(Jther.

Test Items: gTaurlne D Complete Amino Acid DOther.

Taurlne Results (nmol/mi)

Plasma: Whole Blood:_: : B6 Urine: Food:

Reference Ranges {(nmol/ml)

Plasma ' Whole Blood
Normal Range No Known Rlsk for Normal Range No Known Risk for
Taurine Deficiency Taurine Deficiency
Cat 80-120 >40 300-600 >200
Dog 60-120 >40 200-350 »150

NE /san/sanaa E.LODM 70MT AL.0ON — o
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5/4/2018

N VHC DLAB/Clinical Patholegy Reports—.

NCSu, COLLEGE OF VETERINARY MEDILC .«E

NCSU DIAGNOSTIC LABORATORIES

Client Patient Med Rec Case B6
{ B6 | MASTIFR AW .,
B 6 MC 209.475 lbs CANIN} B6 :
TERRY CENTER TC-ER ER-01
Completed 29 of 29 Results

Request Item Priority  Status Dates
H-773260 SAF ROUTINE COMPLETE Requested: 05/03/18 04:40 PM

Collection: 05/03/18 04:39 PM
Requesting DVM: | B6 ! Received: 05/03/1804:46 PM
Student: : Needed: 05/03/18 04:39 PM
Comments: Status: 05/03/18 05:18 PM

CHEMISTRY - SMALL ANIMAL CHEMISTRY PANEL

TEST RESULT UNITS REF RANGE RESULT DATETIME
GLUCOSE MG/DL 70-131 05/03/2018 05:18 PM
UREA NITROGEN MG/DL 6-26 05/03/2018 05:18 PM
CREATININE MG/DL J-1.5 05/03/2018 05:18 PM
PHOSPHORUS MG/DL 25-5.6 05/03/2018 05:18 PM
CALCIUM MG/DL 94-114 05/03/2018 05:13 PM
MAGNESIUM MG/DL 1.8-25 05/03/2018 05:18 PM
PROTEIN- TOTAL G/DL 52-73 05/03/2018 05:18 PM
ALBUMIN G/DL 3-39 05/03/2018 05:18 PM
GLOBULIN G/DL 1.7-3.8 05/03/2018 05:18 PM
ALB/GLOB RATIO 9-18 05/03/2018 05:18 PM
CHOLESTEROL MG/DL 124 - 344 05/03/2018 05:18 PM
BILIRUBIN- TOTAL 05/03/2018 05:18 PM
ALKALINE PHOSPHATASE TU/L 16 - 140 05/03/2018 05:18 PM
ALT IU/L 12-54 05/03/2018 05:18 PM
AST B 6 IU/L 16 - 140 05/03/2018 05:18 PM
GGT 05/03/2018 05:18 PM
CK oL 43 -234 05/03/2018 05:18 PM
SODIUM MMOL/L 140 - 156 05/03/2018 05:18 PM
POTASSIUM MMOL/L 4-53 05/03/2018 05:18 PM
CHLORIDE MMOL/L 108 - 122 05/03/2018 05:18 PM
BICARBONATE MMOL/L 18-26 05/03/2018 05:18 PM
ANION GAP 11.2-19.9 05/03/2018 05:18 PM
NA /K RATIO 27.7-359 05/03/2G18 05:18 PM
OSMOLALITY- CALC. MOSM/KG 278.7-311.6 05/03/2018 05:18 PM
AMYLASE IU/L 236 - 1337 05/03/2018 05:18 PM
LIPASE IU/L 12 - 147 05/03/2018 05:18 PM
ICTERIC INDEX 05/03/2018 05:18 PM
HEMOLYSIS INDEX 05/03/2018 05:18 PM
LIPEMIA INDEX 05/03/2018.05:18 PM.
Comments: :
CHLORIDE ': B 6
Containers E
1018-6087

hitps://webapps.cvm.ncsu.edu/uvis31/reports/clinpath/uvis_clinpath_rpt_resultsform_2015.cfm
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1052 William Moore Drive
Raleigh, NC 27607
CARDIOLOGY Phone: 919.513.6694 Fax: 919.513.6712

Canine Echocardiography Report

Patient Name: B6 Date of Exam:%_ ________ B6_
Medical Rec #: ! Breed: Mastiff
DOB: C pDe g Weight: 95 kg

Age: B6 ________ BSA: 2.10 m?
Sex: Mc HR:

Sonographer: | B6 } BP-sys:

Report Status: READ

Ref. Clinician: | B6

Diagnosis: Dilated Cardiomyopathy w/ heart failure

Study Details: 2D Echo/Doppler/Color Doppler. The images were of adequate diagnostic quality. The
patient was awake.

2D
VS
LV
LVPW

2D

LA Long Axis
LAd

Ao s

LA/Ao

M-mode

RV

IVS

LV

LVPW

LV normalized
LA

Mitral Regurgitation: T i y
MR Vmax CANINE R
MR Peak Gradient MC 8 |
Est SBP by MR { T .. phoc i)

;. _B6 |
Tricuspid valve:

P12T

B6

CLINICIAN INTERPRETATION:

Left Ventricle: The left ventricular cavity size is severely increased. Ventricular wall thickness is
decreased. LV basal fractional shortening is severely decreased.

Left Atrium: The left atrium is severely dilated.

Right Atrium: The right atrium is moderately dilated.

Right Ventricle: The right ventricular size is moderately enlarged. Global RV systolic function is

Page 1 of 2
Final
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B6 5/3/2018 ._B6_

moderately reduced.

Mitral Valve: The E-point septal separation is increased. Moderate mitral valve regurgitation. The MR jet
is centrally-directed.

ECHO SUMMARY:

The left ventricular cavity size is severely increased.
Ventricular wall thickness is decreased.
Moderately enlarged right ventricle.

Moderately reduced RV systolic function.

Severely dilated left atrium.

Moderately dilated right atrium.

Moderate mitral valve regurgitation.

Mild to moderate tricuspid regurgitation.

020N O 03 By o3

CV Exam:
Body condition was overweight. The animal was panting. The mucous membranes appeared pink, with a
normal capillary refill time. Femoral pulse quality was difficult to assess.

ECG:
The heart rate measured at 220 beats/minute. The ECG rhythm is atrial fibrillation.

Recommendations: The echocardiogram was limited due to patient size and stability.

This study shows evidence of dilated cardiomyopathy and atrial fibrillation. The LV is severely dilated with
thin walls. The systolic function is severely reduced - with the septum moving more adequately than the LV
free wall. The mitral regurgitation was difficult to quantify - but appears to be at least moderate. The left
atrium is severely dilated.

The ECG shows evidence of atrial fibrillation with a ventricular response rate of B6 pm.

The patient eats a grain free diet (Zignature Kangaroo). Given the recent association with grain free diets and
dilated cardiomyopathy - diet induced DCM is possible. However, given the breed and age idiopathic DCM is
also considered.

There is a small volume of free fluid within the abdomen - consistent with R-CHF. Thoracic radiographs show

g
i

mild pulmomary edema.

MC [ B6 ... FAWN.,

i B8 i
B 6 CANINE _MASTIEF
6

‘o
L&

| B
“Eléctronicaliy signed on 5/3/2018 on 5:38:12 PM B 6

Page 2 of 2
Final
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NC State University
Veterinary Hospital

Fax: Admin 1052 William Moore Drive Small Animal  (919) 513-6500
Fax: Referral Raleigh, NC 27607 Large Animal (919) 513-6630
Discharge Comments
Client N o ,_,E'_é.t!.ﬂz.ﬂ.t. .......... 4 i &
5 : B6 ‘i Case#i Be Attending DVM
i l"MAb e Student
i Discharging DV:
i MC bl Referring DVM
L FAWN 9
CANINE

Admission Date/Time:AUG 17, 2018 08:54 AM Discharge Date/Time:AUG 17, 2018 11:42 AM Discharge Status:
CASE SUMMARY

DIAGNOSIS:

1. Dilated cardiomyopathy - suspect at least partially diet induced

2. Atrial fibrillation

3. Congestive heart failure - pulmonary edema, pleural effusion, abdominal effusion - well controlled

-HISTORY
i B8 __is a6 year old male castrated Mastiff who was presented to the NCSU Cardiology Service on 8/17/18 for a recheck of dilated
cardiomyopathy, atrial fibrillation, and congestive heart failure.

BG hras first presented to the NCSU ER(.. BS b lethargy and couqhtng with a terminal retch for four days Bloodwork

showed hypoalbuminemia i B6 i, with normal kidney values (BUN : 186} Creati Bs) A
CBC and T4 were within normal limits. 'Ibhé"ij'ﬁﬁ'alysls revealed proteinuria, 'él'ﬁd' pyuria, and the collection method was not réported.
The coughing progressed until his presentation at the ER, where he was coughing 5-6 times per hour. He also refused to eat the
morning of presentation, which was abnormal. While at NCSU an echocardiogram showed evidence of dilated cardiomyopathy, small
volume pleural effusion, and moderate volume abdominal effusion. Thoracic radiographs showed mild pulmonary edema. An.ECG
showed atnﬁl ﬁbmjatlon with a ventricular response rate of ~250bpm. A whole blood taurine returned within. _nqrma] Jmms B6 '__,_

nmol/mL): B6 __iwas hospitalized overniaht and resnonded well to treatment. Ha was. diechoaraod. an.!

B6

.................

_pericardial effusion, wnth posmble scant pleural effusion. His hear[ rate was between; __B8__ _bpm durlng his exam, therefore his
i B6 i dose was increased to 360mg BID. In addition, therapy with{ B6 g SID). A holter monitor performed 1
yigeKIater showed adequate atrial fi bnlianon rate control (average heart riste bebm)' With @' low number of ventricular arrhythmias.

Since his last visut' B6 has been doing well at home. He has increased energy and activity levels and has been initiating play with

his housemate. He-‘ﬁa's'"ﬁé-en able to play for up to an hour, limiting his own activity well and still only panting after playing. They have
not noticed any periods of increased respiratory effort and have heard only a rare. ::m:gh At rest, they have found his respiratory rate
to consmtently be below 40 brpm consistently and his heart rate to be betweet__B6 __ibmp.

L vrn T Y PRGN T OT TN ENTAO TN 1O TS Qg nosTs OT Carat aiseases, ne was eating Eathborne Naturals Lamb Grain-free
from 2013-2015, and then Zignature Kangaroo Grain-free (for another dog's allergic skin disease) with raw liver added to supply
additional taurine. Since May, he has been transitioned to Fromm Salmon a la Veg dry dog food (not a grain free diet) and it has gone
smoothly. He also receives monthly preventatives (Sentinel and Bravecto).

FDA-CVM-FOIA-2019-1704-005510
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B6

ASSESSMENT:
Thank you for entrusting us witk  B@ i care, he was a very sweet boy!

Today we performed a recheck echocardiogram to evaluaty B6 Ecardiac structure and function. We are happy to report that his
echo shows significant improvement. His heart remains modérately to severely enlarged, and continues to show evidence of reduced
function - but overall has shown significant improvement in the past 3 months. This is great news..andlindicates at least some portion
of his cardiac changes are responding to a diet change. As we discussed. it is still very possible B6 ihas undedvina.dijated
cardiomyopathy secondary to his genetics, but we are very pleased to see this improvement withi  tiéf changei B6 | kidney
panel showed normal values - indicating he is tolerating his medications well. In addition__ B6___heart rate was $I6w and well

controlled dyring his exam. His heart rate became elevated when stressed, but this is not unexpected. Given these findings, we would
like _B6__ o continue receiving his medications at their current dosages.

We would like to see BB back in 3-4 months for another recheck echocardiogram. If his heart continues to show improvement,
we may be able to di§ééifiiiiie some of his cardiac medications, At this visit, we can also perform a recheck holter monitor, to monitor
for any worsening arrhythmias. Please continue to monitor him for any signs of worsening cardiac disease - such as lethargy,

increased respiratory rate/effort, coughing, weakness, or collapse. If you are concerned about how he is doing, please contact us and
have him evaluated by a veterinarian.

INSTRUCTIONS FOR CARE

FDA-CVM-FOIA-2019-1704-005511
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MONITORING: S

1. Please continue to monitor. B6 ifor signs of recurrent congestive heart failure. These would include exercise intolerance,
increased respiratory rate, difﬁf:’ﬁ[!y_fﬁfeathing, episodes of fainting/collapse, or decreased appetite. If you notice any of these signs,

please contact us and have] Bg |evaluated by a veterinarian.

2. Please continue monitoringg B@ 'respiratory rate at home when you observe him sleeping. If you feel that B6 | respiratory
rate is increasing, or if he is héviny rmoré effort while breathing, please contact us.

ACTIVITY: Please avoid strenuous exercise or situations which place undue stress on yuuf B6 iln general, pets with congestive

heart failure will self-regulate their exercise. Please monitor for any change in exercise capability.

PLAN FOR RE-EVALK* &~
1. We would like to se;____g_q___jback for a recheck exam, blood pressure, renal panel, echocardiogram, and holter monitor in 3-4
months. Please let us know if you feel he needs to be seen sooner.

If you have any concerns with how your pet is doing, or to schedule an appointment, please contact the NC State Veterinary Hospital
at 919-513-6694. There is a veterinarian on call 24 hours a day.

NOTE: If your pet is in need of emergency aid and you are not able to get to the NC State Veterinary Hospital quickly, please seek
care at the nearest veterinary emergency facility. Take these discharge instructions and current medications with you so that the
treating veterinarian will know as much as possible regarding your pets' medical condition.

B6 . Sevorsudet] | B6

Senior Student:

Clininiana: (= sakmanh I I e

In order to help expedite medication refills, please visit us online at www.ncstatevets.org and select Pet Owners, Pharmacy Refills.

FDA-CVM-FOIA-2019-1704-005512
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e |
EANINE ™ MASTIFF North Carolina State University

5 B6 !_ """ FAWN i Veterinary Teaching Hospital

CARDIOLOGY PATIENT QUESTIONNAIRE

e}
. Contact numbe B6
| would like to pick up my pet at: today if possible. (Please try to be available between
(between 1pm and 4pm) 9:30 and 10:30 am for questions or
updates)
May we sedate or tranquilize your pet today if necessary? NO

Some tests require shaving to obtain the best results — may we shave your pet’s fur today if necessary? @ NO

Please indicate any symptoms your pet has experienced since your last visit — please describe in the space provided:

m Change inactivitylevel T (\CreaS € d

l__-l Change in water consumption

|:| Change in urination frequency
D Change in appetite

[:| Coughing
[] Difficulty breathing
[] sneezing
[C] Weakness / fainting
|:| Vomiting
D Diarrhea
Current diet: l*/me m Y Sdar a4l
: ‘ SAIMon (da, Has your pet been fed today? NO
ave you seen your family vet since your last visit? _A/0 “  If yes, what time 7 o) @f
—— '’ ke m
Howmuch? _ "2 (al b i
e I
CURRENT MEDICATIONS:
| Drug Name | How often given? Was medication What time? REFILL NEEDED
. i given today? TODAY?
L ] u s Y:
b \ D D20
80 b\ TS
it ) |
)
da iy
Aol Xy [
e '
_____ RN J

b - ‘-1 Y
Owner Signature: B 6

OSerDacK of smeejor-uny

Date:

FDA-CVM-EOIA-2010-17N4-.AAEEA 2



NC State Veterinary Hospital
Cardiology Pet Diet History

N -

.............................

179359 - Be. .|
CANINE MASTIFF

Date: g/’7/!g

Current diet: B 6

Brand F;/Omm Y S—ia("

Variety SCl'm o 4 la VC?}

Is this diet Grain-free? /\u/ Q

How long has your pet eaten this food? /3 montih§

Are there other pets in your house eating this food? } O H’\ &— p@/t/

Other diets eaten in the last 3 years and dates:
Z Ic}ma hare Iﬁ'om;z;a reg Cheoin - Gree 2016 — Mayy 2018
o thiicne. Maturads Lamb Groun -6rar 20/3- 20 1%

Other food (treats, rawhides, table food):

Trectn 4+ +alole Cands

Supplements (e.g. fish oil, CoQ10, vitamins etc)
Join+ Max Triple Swm% , Eish o), Taurine

FDA-CVM-FOIA-2019-1704-005514



179359 B6
CANINE MASTIFF

55 | B6 |--TfAWN

B6

—

—

NC o .ATE VETERINARY rnOSPITAL
HISTORY & PHYSICAL

Admission /| Exam

pate: 7). "].|_§ < S

Weight: m&lbs Okgs M’—

Temp: _

ulse: |4 () Respiration: _P_CK_J_’}L

- g - f;l
Membrane Color: _{2 H"\(——r Capillary Refill: _&—=—_

Body Condition: Lﬁz "J| Pain Score: Gf. T

VACCINATION STATUS: YES NO DATE
Rabies O

Distemper or FVRCP s

Lepto or FeLV [] i

Tetanus O o

EEE / WEE / VEE =E

West Nile Virus oo
Influenza El E
Rhinopneumonitis BB

Other:

N ABN NoExam
General Appearance % O Od
Integumentary =® E
Ophthalmic o &= O
Otic [ O O
Musculoskeletal K| O E
Cardiovascular o & O
Respiratory @ O O

Lactating? [1Yes ENo

N ABN No Exam

Reproductive B E
Mammary
Urinary
Nervous
Alimentary
Lymphatic

ooooo

Pregnant? [ Yes gi":No

CHIEE COMPLAINT: [ y oo e for DOM (et ingd 7 ) + COhe

I. Present History Il. Past History IIl. Environment
A. Onset / Duration A. Medical lliness ‘ i
IV. Preventat i
B. Progression B. Surgical V. SystemsaRI:iew SRSenES et
C. Prior Treatment C. Reproductive
D. Adverse Drug Reaction Clinician Signature
E. Trauma
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179359 i B6 |
CANINE :.,...MASIH:I*

B6

ALERTS:

—_ - (o Z?Z@

NC STATE VETERINARY HOSPITAL
DAILY TREATMENT RECORD

IV CATHETER SITE(S):
CLINICAL SUMMARY:

e BTG el B

ey HAEN A D

DATE:

m(\!‘é"é: 6"5

DIET:

WATER:

TREATMENT PLAN

(RECORD OBSERVATIONS

ON BACK)

MONITORING

WEIGHT: 45 ng

TIME

®

>,

2>

(1) wod A

8:00 AM

9:00 AM

chm/ n \/

10:00 AM

DLC

Do
(=

e

11:00 AM

12:00 PM

C)“nnb[me

1:00 PM

2:00 PM

3:00 PM

4:00 PM

5:00 PM

6:00 PM

7:00 PM

8:00 PM

9:00 PM

10:00 PM

11:00 PM

12:00 AM

1:00 AM

2:00 AM

3:00 AM

4:00 AM

5:00 AM

6:00 AM

Z:n0AM

STUDENT;

B6

DAILY TREATMENT Record 8/5/2011

CLINICIA

MEDICAL RECORD

PAGE OF
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NC STATE UNIVERSITY

CARDIOLOGY

Patient Name:
Medical Rec #:
DOB:

Age:

Sex:
Sonographer;

Report Status: _; READ
Ref. Clinician: |

Diagnosis:

Canine Echocardiography Report

B6

6 years

Mc

B6

B6

1052 William Moore Drive
Raleigh, NC 27607
Phone: 919.513.6694 Fax: 919.513.6712

Date of Exam: 8/17/2018
Mastiff
96 kg
212 m?

Breed:
Weight:
BSA:
HR:

BP-sys:

“Dilated cardiomyopath'y - suspect diet induced, atrial fibrillation

Study Details: 2D Echo/Doppler/Color Doppler. The images were of adequate diagnostic quality. The

2D
VS
Lv
LVPW

LV Area

LV Vol

Vol Index
Maj Axis

2D

LA Long Axis
LAd

Ao s

LA/Ao

M-mode

RV

VS

LV

LVPW

LV normalized
LA

patient was awake.

Normal Canine M-mode values (in cm) for 50 kg dogs.

LVIDd LVPWd IVSd LA AO %FES
36
Aortic Valve:
VMax
Pk Grad
Tricuspid valve: :
P12T B6
Final

Page 1 of 2
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B6 8/17/2018 179359

CLINICIAN INTERPRETATION:

Left Ventricle: The left ventricular cavity size is moderate to severely increased. Ventricular wall thickness
is normal. LV basal fractional shortening is mild to moderately decreased.

Left Atrium: The left atrium is moderately dilated.

Right Atrium: The right atrium is mildly dilated.

Right Ventricle: The right ventricular size is mildly enlarged. RV wall thickness is normal. Global RV
systolic function is mildly reduced.

Aortic Valve: No degree of aortic stenosis is present. No evidence of aortic valve regurgitation.

Mitral Valve: The E-point septal separation is increased. Mild to moderate mitral valve regurgitation. The
MR jet is centrally-directed.

Pulmonic Valve: The pulmonic valve is normal.

Pericardium/Effusions: No pericardial effusion is seen.

Aorta: The aortic sinuses, arch, ascending and descending aorta appear all normal.

Pulmonary Artery: The pulmonary artery is of normal size and origin.

ECHO SUMMARY:
1. Dilated cardiomypathy - suspect diet induced
The left ventricular cavity size is moderate to severely increased.
Moderately dilated left atrium.
Mildly dilated right atrium.
Mild to moderate mitral valve regurgitation.
Mild tricuspid regurgitation.

oo s WN

CV Exam:

Body condition was normal. The animal was panting. The mucous membranes appeared pink, with a
normal capillary refill time. Femoral pulse quality was normal. Cardiac auscultation revealed a systolic
murmur of grade |-1I/VI intensity loudest at the left apex. Pulmonary auscultation revealed normal lung
sounds.

Ec¢:. .

The heart rate measured at; B6 : seats/minute. The ECG rhythm is atrial fibrillation. The heart rate in the
exam room waq BG bm

Recommendations: This is a recheck echocardiogram and is compared to the prior study,‘ B6 jwas

eating a grain free diet at the time of the prior study - and was transitioned to a non-grain free diet
approximately 3 months ago.

This study shows improvement in the cardiac size and function. The LV remains moderately to severely
dilated - but has shown a significant decrease in size over the past 3 months. The LV wall thickness has
increased as well. The systolic funciton has shown improvement - but remains mildly to moderately
reduced. The mitral regurgitation has decreased in severity, and the left atrium has decreased in size (but
remains moderately enlarged).

a resting heart rate oi B6 pm at home

Overall these findings show a significant improvement after the patient was transitioned off a grain free diet.
Recommend continuing the cardiac medications at the current dosages. Recommend beginning taurine and
fish oil supplementation. Recommend a recheck echocardiogram and holter monitor in 3-4 months.

B6

Electronically signed on 8/17/2018 on 5:08:14 PM

Page 2 of 2
Final
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NC State University

Veterinary Hospital
Fax: Admin 1052 William Moore Drive Small Animal  (919) 513-6500
Fax: Referral Raleigh, NC 27607 Large Animal (919) 513-6630
Discharge Comments
Client______ . ~ __Ppatient ____ Attending DVM
‘___Bg___: Case #i.....B8._._.] Studbnt g
B 6 M LIt Discharging DVF
e, DBE19TxR Referri.:g ngm
FAWN g
CANINE

Admission Date/Time:AUG 17, 2018 08:54 AM Discharge Date/Time:AUG 17, 2018 11:42 AM Discharge Status:
CASE SUMMARY

DIAGNOSIS:

1. Dilated cardiomyopathy - suspect at least partially diet induced

2. Atrial fibrillation

3. Congestive heart failure - pulmonary edema, pleural effusion, abdominal effusion - well controlled

HISTORY
i B6 |is a 6 year old male castrated Mastiff who was presented to the NCSU Cardiology Service on 8/17/18 for a recheck of dilated

cardiomyopathy, atrial fibrillation, and congestive heart failure.
. B6 iwas first presented to the NCSU ER ¢...B6__ o letharay. and couahing with A terminal cetch for fouc. davs. . Rloadwiardk. ... -
""péifoitied at his regular veterinarian ¢

i B6 iw-w:-urmarrysm--reveme:rprucermma;'anupyurfa';‘an'um'cmrect|on method was not reported.
The coughing progressed until his presentation at the ER, where he was coughing 5-6 times per hour. He also refused to eat the
morning of presentation, which was abnormal. While at NCSU an echocardiogram showed evidence of dilated cardiomyopathy, small
volume pleural effusion, and moderate volume abdominal effusion. Thoracic radiographs showed mild pulmonary edema. An ECG
showed atrial fibrillation with a ventricular response rate ofi_ B6 dpm. A whole blood taurine returned within normal limits B6 } :
nmol/mL} ~B6__was hospitalized overnight and responded. Well to treatment. He was. discharoad or R6 i

B6

i BB tame in on 5/11/18 for a recheck with the NCSU Cardiology Service. At this time, chest radiographs showed similar left sided

“-eararcyniegaly, mildly improved pulmonary venous distention, and.similar to mildly improved unstructured interstitial pattern. His renal
panel showed no significant findings and his digoxin level was:_B6 ing/nL. His fluid check showed no evidence of abdominal or
_pericardial effusion, with possible scant pleural effusion. His heart rate was betweer ppm during his exam, therefore his

b ---.d0se was increased to 360mg BID. In addition, therapy with; B6 i(200mg SID). A holter monitor performed 1
ater showed adequate atrial fibrillation rate control (average heart rae{ gg oy, with a low number of ventricular arrhythmias.
__iwner began supplementation with fish oil, and no other changes weré made.

Since his last visit__B6 __ihas been doing well at home. He has increased energy and activity levels and has been initiating play with
his housemate. He has been able to play for up to an hour, limiting his own activity well and still only panting after playing. They have
not noticed any periods _gj‘jnpreased respiratory effort and have heard only a rare cough. At rest, they have found his respiratory rate

to consistently be belowi-B8.arpm consistently and his heart rate to be betweenl'_ B6 Ebmp‘

__las a history of allergies, and was started oni B6 iby his primary veterinarian at his visit o B6 8. He

kil =e

L».,.mm....,,,Mmmuw-u.-vn-nm-mrmmr:-r-rnw-w-ms-magrm-rsvrcarurac'msaase’;ﬂﬁ'was“eanng‘Eal"mtsarﬁé"l\‘ré{ﬁféls Lamb Grain-free
from 2013-2015, and then Zignature Kangaroo Grain-free (for another dog's allergic skin disease) with raw liver added to supply
additional taurine. Since May, he has been transitioned to Fromm Salmon a la Veg dry dog food (not a grain free diet) and it has gone
smoothly. He also receives monthly preventatives (Sentinel and Bravecto).

CURRENT MEDICATIONS;

B6

FDA-CVM-FOIA-2019-1704-005547
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B6

CVR: Grade II/VI feft apical systolic murmur, irregular rhythm appreciated: eupneic, lung fields clear with normal bronchovesicular

sounds noted on bilateral auscultation

RESULTS OF DIAGNQSTIC.TESTS:
1. Blood Pressure} B6

2. Renal Panel B6

3. Echocardiogram

- Moderate to severe LV dilation - significantly improved compared to prior

. Moderately reduced LV systolic function - static

. Moderate left atrial enlargement - significantly improved compared to prior

. Mild to moderate mitral regurgitation - significantly improved compared to prior
. No free fluid noted

[V e R ol = o 1]

ASSESSMENT: ..

Today we performed a recheck echocardiogram to evaluate: B6 §cardiac structure and function. We are happy to report that his
echo shows significant improvement. His heart remains moderaty 1o’ severely enlarged, and continues to show evidence of reduced
function - but overall has shown significant improvement in the past 3 months. This is great news, and indicates at least some portion
of his cardiac changes are responding to a diet change. As we discussed, it is still very possihle't B6 _}has underlying dilated

cardiomyopathy secondary to his genetics, but we are very pleased to see this improvement with 2 diet change.{ B6 ikidney

panel showed normal values - indicating he is tolerating his medications well. In addition  B6___iheart rate was siow and well

controlled.during his exam. His heart rate became elevated when stressed, but this is not unexpected. Given these findings, we would
like B6 1o continue receiving his medications at their current dosages.

We would like to se¢ B@ back in 3-4 months for another recheck echocardiogram. If his heart continues to show improvement,
we may be able to diseormntd some of his cardiac medications. At this visit, we can also perform a recheck holter monitor, to monitor
for any worsening arrhythmias. Please continue to monitor him for any signs of worsening cardiac disease - such as lethargy,

increased respiratory rate/effort, coughing, weakness, or collapse. If you are concerned about how he is doing, please contact us and
have him evaluated by a veterinarian.

INSTRUCTIONS FOR CARE

MEDICATIONS:

FDA-CVM-FOIA-2019-1704-005548
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Page 3

B6

MONITORING:

1. Please continue to monitoi B6  ‘or signs of recurrent congestive heart failure. These would include exercise intolerance,

increased respiratory rate, difficul
please contact us and havei  Bé

B6

rate is increasing, or if he is having more effort while breathing, please contact us.

DIETBGH can continue on his Fromm Salmon a la Veg diet.

_PLAN FOR RE-EVALUATION:

ACTIVITY: Please avoid strenuous exercise or situations which place undue stress on yuuri B6
heart failure will self-regulate their exercise. Please monitor for any change in exercise capaonny:—~

fy breathing, episodes of fainting/collapse, or decreased appetite. If you notice any of these signs,
ievaluated by a veterinarian.

2. Please continue monitoring;

oo s s oy

}espiratory rate at home when you observe him sleeping. If you feel thaé- BB {espiratory

. In general, pets with congestive

B6

“INOTNG . PIeEsE 167 U Kiow if you feel he needs to be seen sooner.

If you have any concerns with how your pet is doing, or to schedule an a
at 919-513-6694. There is a veterinarian on call 24 hours a day.

NOTE: If your pet is in need of emergency aid and you are not able to
care at the nearest veterinary emergency facility. Take these discha

treating veterinarian will know as much as nossihle.regarding your pets' medical condition.

B6

| —
i

Senior Studen: B6

Clinicians:

Residents:

B6

ppointment, please contact the NC State Veterinary Hospital

get to the NC State Veterinary Hospital quickly, please seek
rge instructions and current medications with you so that the

In order to help expedite medication refills, please visit us online at www.ncstatevets.org and select Pet Owners, Pharmacy Refills.

B6
CANINE

B6

0
o
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E-::.-.B._e.-__? E -------------- é.s ............ _! 'I

CANINE ’MASTH‘F FAWN North Carolina State University

MC a0 g; Veterinary Teaching Hospital
B 6 CARDIOLOGY PATIENT QUESTIONNAIRE

B6 ; : Contact numbe B6
| would like to pick up my pet at: ' today if possible. (Please try to be available between :
(between 1pm and 4pm) 9:30 and 10:30 am for questions or
updates)

May we sedate or tranquilize your pet today if necessary? NO

Some tests require shaving to obtain the best results — may we shave your pet’s fur today if necessary? @ NO

Please indicate any symptoms your pet has experienced since your last visit — please describe in the space provided:

m Change inactivitylevel T (\CreaS € d

l__-l Change in water consumption

[[] change in urination frequency
D Change in appetite

[:| Coughing
[] pifficulty breathing
[] sneezing
[C] Weakness / fainting
[] vomiting
[] piarrhea
Current diet: l*/me m Y Sdar a4l
: ‘ MAIMonN (da, Has your pet been fed today? NO
ave you seen your family vet since your last visit? _A/0 “  If yes, what time 7 o) @f
: - m
How much? _ "2 A/ &
e I
CURRENT MEDICATIONS:
| Drug Name | How often given? Was medication What time? REFILL NEEDED
- given today? T ?
Li ] u s ODAY?
b \ O D130
100 'rﬂ } \ ‘
)
da iy
é e} Xy [
6
Owner Signature: B 6 Da
L te:
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NC State Veterinary Hospital
Cardiology Pet Diet Histo

B6 : | B6
CANINE MASTIFF i
MC I B6 L. FAWN
Date: g/’7/!g B6 ________ B6
B6
Current diet:

Brand F;/Omm Y S’}a(_'

Variety SCl'mOV') C”Ox VC?}

Is this diet Grain-free? /\u/ Q

How long has your pet eaten this food? /3 montih§

Are there other pets in your house eating this food? } O H’\ &— p@/t/

Other diets eaten in the last 3 years and dates:
Z Ic}ma hare Iﬁ'om;z,a reg Cicoon - 6Gree 2016 — Mayy 2018
o thiicne. Maturads Lamb Groun -6rar 20/3-20 1%

Other food (treats, rawhides, table food):

Trectn 4 +adole Conds

Supplements (e.g. fish oil, CoQ10, vitamins etc)
Join+ Max Triple Swm% , Eish o), Taurine
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CANINE MASTIEF

" B6

— —

NC o .ATE VETERINARY rnOSPITAL
HISTORY & PHYSICAL

Admission | Exam Date: () 171 {2

Weight:,l\g- gu,s Okgs M"
ise: |4 () Respiration: :
ulse espiration 'P‘M,;;L

Membrane Color: ;2‘\(\(-' Capillary Refill: e

Body Condition: Lﬁz "J| Pain Score: Gf. T

Temp: _

VACCINATION STATUS: YES NO DATE

Rabies |

Distemper or FVRCP [ bl

Lepto or FeLV I L

Tetanus O g

EEE / WEE / VEE =0E)

West Nile Virus oo

Influenza a8 £l
Rhinopneumonitis B
Other:

N ABN NoExam N ABN NoExam

General Appearance E O O Reproductive [ [ %)
Integumentary B O Mammary O %
Ophthalmic o 0O Urinary O

Otic [ O O Nervous O [l
Musculoskeletal K O O Alimentary O O
Cardiovascular O S| O Lymphatic O O
Respiratory @ O |

Lactating? [Yes ENo Pregnant? [1Yes |;ﬁ;:No

CHIEE COMPLAINT: [ y oo e for DOM (et ingd 7 ) + COhe

I. Present History Il Past History 1ll. Environment
A. Onset / Duration A. Medical lliness IV. Preventative Student Si
B. Progression B. Surgical V. Systems Review EEEEhEa
C. Prior Treatment C. Reproductive
D. Adverse Drug Reaction Clinician Signatur,
E. Trauma
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CANINE MASTIFF

MG B6 - EAWEI\I

B6

Yy

ALERTS:

—_ - (o Z?Z@

NC STATE VETERINARY HOSPITAL
DAILY TREATMENT RECORD

IV CATHETER SITE(S):
CLINICAL SUMMARY:

DATE PLACED: O | ] , 9 wnmas B O

ey HAEN A D

DATE:

m(\!‘é"é: 6"5

DIET:

WATER:

TREATMENT PLAN

(RECORD OBSERVATIONS
ON BACK)

MONITORING

WEIGHT. 45 Kﬁ!

TIME CD

>,

2>

Qwale g,

8:00 AM

9:00 AM

chm/ n \/

10:00AM | 7

DLC

Do
(=

e

11:00 AM

C)“nnb[me

12:00 PM

1:00 PM

2:00 PM

3:00 PM

4:00 PM

5:00 PM

6:00 PM

7:00 PM

8:00 PM

9:00 PM

10:00 PM

11:00 PM

12:00 AM

1:00 AM

2:00 AM

3:00 AM

4:00 AM
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NC STATE UNIVERSITY

CARDIOLOGY

Patient Name:
Medical Rec #:
DOB:

Age:

Sex:
Sonographer:;

Report Status:
Ref. Clinician:
Diagnosis:

Study Details;

2D
VS
Lv
LVPW

LV Area

LV Vol

Vol Index
Maj Axis

2D

LA Long Axis
LAd

Ao s

LA/Ao

M-mode

RV

VS

LV

LVPW

LV normalized
LA

Canine Echocardiography Report

B6

6 years

Mc
B6

READ

B6 i

1052 William Moore Drive
Raleigh, NC 27607
Phone: 919.513.6694 Fax: 919.513.6712

Date of Exam: 8/17/2018

Breed:
Weight:
BSA:
HR:
BP-sys:

Mastiff
96 kg
212 m?

;Dilated cardiomydpathy - suspect diet induced, atrial fibrillation

2D Echo/Doppler/Color Doppler. The images were of adequate diagnostic quality. The

patient was awake.

Normal Canine M-mode values (in cm) for 50 kg dogs.

[.VIDd

LMPWA NSl

1.4

oL.re

B6

Aortic Valve:
VMax
Pk Grad

P12T

Tricuspid valve: B 6

Final

Page 1 of 2
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B6 8/17/2018 179359

CLINICIAN INTERPRETATION:

Left Ventricle: The left ventricular cavity size is moderate to severely increased. Ventricular wall thickness
is normal. LV basal fractional shortening is mild to moderately decreased.

Left Atrium: The left atrium is moderately dilated.

Right Atrium: The right atrium is mildly dilated.

Right Ventricle: The right ventricular size is mildly enlarged. RV wall thickness is normal. Global RV
systolic function is mildly reduced.

Aortic Valve: No degree of aortic stenosis is present. No evidence of aortic valve regurgitation.

Mitral Valve: The E-point septal separation is increased. Mild to moderate mitral valve regurgitation. The
MR jet is centrally-directed.

Pulmonic Valve: The pulmonic valve is normal.

Pericardium/Effusions: No pericardial effusion is seen.

Aorta: The aortic sinuses, arch, ascending and descending aorta appear all normal.

Pulmonary Artery: The pulmonary artery is of normal size and origin.

ECHO SUMMARY:
1. Dilated cardiomypathy - suspect diet induced
The left ventricular cavity size is moderate to severely increased.
Moderately dilated left atrium.
Mildly dilated right atrium.
Mild to moderate mitral valve regurgitation.
Mild tricuspid regurgitation.

oo s WN

CV Exam:

Body condition was normal. The animal was panting. The mucous membranes appeared pink, with a
normal capillary refill time. Femoral pulse quality was normal. Cardiac auscultation revealed a systolic
murmur of grade |-1I/VI intensity loudest at the left apex. Pulmonary auscultation revealed normal lung
sounds.

ECG:

The heart rate measured a! B6 beats!mlnute The ECG rhythm is atrial fibrillation. The heart rate in the
exam room waq BG am g O

mrmm———— i

Recommendations: This is a recheck echocardiogram and is compared to the prior studﬁ B6 was

eating a grain free diet at the time of the prior study - and was transitioned to a non-grain free diet
approximately 3 months ago.

This study shows improvement in the cardiac size and function. The LV remains moderately to severely
dilated - but has shown a significant decrease in size over the past 3 months. The LV wall thickness has
increased as well. The systolic funciton has shown improvement - but remains mildly to moderately
reduced. The mitral regurgitation has decreased in severity, and the left atrium has decreased in size (but
remains moderately enlarged).

.............

ventricular response rate.ot. B6 _spm The heart rate in the exam room waﬂ BG pm and the owners count
a resting heart rate Of Bs m at home. Bl

Overall these findings show a significant improvement after the patient was transitioned off a grain free diet.
Recommend continuing the cardiac medications at the current dosages. Recommend beginning taurine and
fish oil supplementation. Recommend a recheck echocardiogram and holter monitor in 3-4 months.

B6

Electronically signed onl8:‘1 7/2018 on 5:08:14 PM

Page 2 of 2
Final
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From: Carey, Lauren </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=F0226BD682844FA2B71EA3750D4FCB82-
LAUREN.CARE>

To: Rotstein, David; Ceric, Olgica; Glover, Mark; Jones, Jennifer L; Nemser, Sarah; Palmer, Lee
Anne; Peloquin, Sarah; Queen, Jackie L

Sent: 10/25/2018 7:10:28 PM

Subject: RE:E B6 | case-FW-: Taste of the Wild High Prairie: Lisa Freeman - EON-369325

Dr. Freeman stated this might be a duplicate submission. | dug through the database and | don’t find anything so
| think this is an original report for this case.

From: Rotstein, David

Sent: Thursday, October 25, 2018 7:54 AM

To: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>; Glover, Mark
<Mark.Glover@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Nemser, Sarah
<Sarah.Nemser@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Peloquin, Sarah
<Sarah.Peloquin@fda.hhs.gov>; Queen, Jackie L <Jackie.Queen@fda.hhs.gov>; Rotstein, David
<David.Rotstein@fda.hhs.gov>

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison
CVM OSC/DC/CERT

. 7519 Standish Place

B6 {(BB)

1 U.S. FOOD & DRUG

HHHH‘HH ADMIMIGETRATICM

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: PFR Event <pfreventcreation@fda.hhs.gov>

Sent: Thursday, October 25, 2018 7:53 AM

To: Cleary, Michael * <Michael.Cleary@fda.hhs.gov>; HQ Pet Food Report Notification
<HQPetFoodReportNotification@fda.hhs.gov>; usha.gulati@doveltech.com

Subject: Taste of the Wild High Prairie: Lisa Freeman - EON-369325

A PFR Report has been received and PFR Event [EON-369325] has been created in the EON System.

A "PDF" report by name "2057945-report.pdf' is attached to this email notification for your reference. Please
note that all documents received in the report are compressed into a zip file by name "2057945-attachments.zip"
and is attached to this email notification.

Below is the summary of the report:

EON Key: EON-369325

FDA-CVM-FOIA-2019-1704-005769
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ICSR #: 2057945
EON Title: PFR Event created for Taste of the Wild High Prairie; 2057945

AE Date 02/20/2018 Number Fed/Exposed | 1

Best By Date Number Reacted 1

Animal Species Dog Outcome to Date Died Naturally
Breed Great Dane

Age 9 Years

District Involved | PFR-New England DO

Product information

Individual Case Safety Report Number: 2057945

Product Group: Pet Food

Product Name: Taste of the Wild High Prairie ~  _____.

Description: DCM, CHF, atrial fibrillation WB taurine = B6 Dog s diet previously submitted to FDA Note: this
may be a duplicate submission 77

Submission Type: Initial

Report Type: Adverse Event (a symptom, reaction or disease associated with the product)
Outcome of reaction/event at the time of last observation: Died Naturally

Number of Animals Treated With Product: 1

Number of Animals Reacted With Product: 1

Product Name Lot Number or ID | Best By Date

Taste of the Wild High Prairie

Sender information

Lisa Freeman

200 Westboro Rd

North Grafton, MA 01536
USA

Owner information

B6

To view this PFR Event, please click the link below:
https://eon.fda.gov/eon//browse/EON-369325

To view the PFR Event Report, please click the link below:
https://eon.fda.gov/eon//EventCustomDetailsActionlviewReport.jspa?decorator=none&e=08&issueType=12&
issueld=386247

FDA-CVM-FOIA-2019-1704-005770
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This email and attached document are being provided to you in your capacity as a Commissioned Official with
the U.S. Department of Health and Human Services as authorized by law. You are being provided with this
information pursuant to your signed Acceptance of Commission.

This email message is intended for the exclusive use of the recipient(s) named above. It may contain information
that is protected, privileged, or confidential. Any dissemination, distribution, or copying is strictly prohibited.

The information is provided as part of the Federal-State Integration initiative. As a Commissioned Official and
state government ofticial, you are reminded of your obligation to protect non-public information, including trade
secret and confidential commercial information that you receive from the U.S. Food and Drug Administration
from further disclosure. The information in the report is intended for situational awareness and should not be
shared or acted upon independently. Any and all actions regarding this information should be coordinated
through your local district FDA office.

Failure to adhere to the above provisions could result in removal from the approved distribution list. If you think
you received this email in error, please send an email to FDAReportableFoods(@fda hhs.gov immediately.
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From: Freeman, Lisa <Lisa.Freeman@tufts.edu>

To: Jones, Jennifer L
Sent: 8/22__/29.1_§_§_.1_Z_.24 PM
Subject: REi _B6 |

Lisa M. Freeman, DVM, PhD, DACVN

Board Certified Veterinary Nutritionist™
Professor

Cummings School of Veterinary Medicine
Friedman School of Nutrition Science and Policy
Tufts Clinical and Translational Science Institute
Tufts University

www.petfoodology.org

From: Freeman, Lisa
Sent: Wednesday, August 22, 2018 1:43 PM
To: Jones, Jennifer L <Jenn|fer Jones@fda.hhs.gov>

Subject:: B6

Lisa

Lisa M. Freeman, DVM, PhD, DACVN

Board Certified Veterinary Nutritionist™
Professor

Cummings School of Veterinary Medicine
Friedman School of Nutrition Science and Policy
Tufts Clinical and Translational Science Institute
Tufts University

www.petfoodology.org

From: Jones, Jennifer L <Jennifer. Jones@fda.hihs. gov>
Sent: Wednesday, August 22, 2018 12:54 PM

To: Freeman, Lisa <|isa.freeman@iufts. edu>

Subject: RE: updates

Hi Lisa,
| don't have the report in our records fromi B6 i If she submitted one and has an ICSR number, we can

rack it down. e

Also, | had our team check for reports for B6 Eandi_ B6 ' but there weren't any. Are you also able
to send those along with records?

Thank you again for all of your efforts gathing the records, getting permission for interviews with owners, and
submitting these complaints. You've been a great help to the investigation!!
Jen

FDA-CVM-FOIA-2019-1704-005796
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Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

W5, FOLY & RLG

Ao By LT A0

From: Freeman, Lisa [mailto:lLisa.Freeman@tufts. edu]
Sent: Tuesday, August 21, 2018 10:56 AM

To: Jones, Jennifer L <Jennifer. Jones@fda hhs, gov>
Subject: RE: updates

Hi Jen

Actually,i B6 ifrom! B6 !submittedi ___B6 i If you don't have that one, let me know and |
can submit

Owner would be very happy to talk to you

Thanks

Lisa

Lisa M. Freeman, DVM, PhD, DACVN

Board Certified Veterinary Nutritionist™
Professor

Cummings School of Veterinary Medicine
Friedman School of Nutrition Science and Policy
Tufts Clinical and Translational Science Institute
Tufts University

www.petfoodology.org

From: Jones, Jennifer L <Jennifer.Jones@fda hhs. gov>
Sent: Tuesday, August 21, 2018 10:46 AM

To: Freeman, Lisa <|jsa.freeman@iufts edu>

Subject: RE: updates

Thank you, Lisa.

We're going to send you the box this week with 7 whirl-pak bags. Each bag will be labelled for the dog and our
internal identifier number (EON-XXXXXX). Please fill the bags with the respective food. I've calculated the return
weight based on filling 7 bags full.

Also, | have the medical records fori | B6 !, but did you submit a pet food report for him? I’'m wondering if
| didn’t see it on our end.

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

US. FOOD & DRUG - wim .

e 9067 % 0 1A

From: Freeman, Lisa [mailto:lLisa.Freeman@tufts. edu]
Sent: Monday, August 20, 2018 6:18 PM

To: Jones, Jennifer L <Jennifer. Jones@fda. hhs gov>
Subject: updates

Hi Jen
| forgot to note on the report | submitted today that | have a food sample and UPC code for the Acana food that
the 2 Dobies were eating.

FDA-CVM-FOIA-2019-1704-005797
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Also for“i B6 ' whose heart has improved significantly, | just got a sample from the owner who found

some food remaining at her summer house — it is not fresh but I'm saving for you in case you want

Thanks
Lisa

Lisa M. Freeman, DVM, PhD, DACVN

Board Certified Veterinary Nutritionist™
Professor

Cummings School of Veterinary Medicine
Friedman School of Nutrition Science and Policy
Tufts Clinical and Translational Science Institute
Tufts University

www.petfoodology.org

FDA-CVM-FOIA-2019-1704-005798


http://www.petfoodology.org/

From: Carey, Lauren </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=F0226BD682844FA2B71EA3750D4FCB82-
LAUREN.CARE>

To: Rotstein, David; Ceric, Olgica; Glover, Mark; Jones, Jennifer L; Nemser, Sarah; Palmer, Lee
Anne; Peloquin, Sarah; Queen, Jackie L

Sent: 11/13/2018 8:56:20 PM

Subject: RE: DCM cases- Lisa Freeman and/or Tufts-related- 11/10/18

To stay on the same page: EON-370713 and EON-370715 are 2 pets from the same household reported by Dr.
Freeman. EON-370762 is the owner report for this household.

From: Rotstein, David

Sent: Saturday, November 10, 2018 8:56 PM

To: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>; Glover, Mark
<Mark.Glover@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Nemser, Sarah
<Sarah.Nemser@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Peloquin, Sarah
<Sarah.Peloquin@fda.hhs.gov>; Queen, Jackie L <Jackie.Queen@fda.hhs.gov>; Rotstein, David
<David.Rotstein@fda.hhs.gov>

Subject: DCM cases- Lisa Freeman and/or Tufts-related- 11/10/18

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

B6  }(BB)

1 U.S. FOOD & DRUG

HHHH‘HH ADMIMIGETRATICM

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.
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From: Carey, Lauren </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=F0226BD682844FA2B71EA3750D4FCB82-

LAUREN.CARE>

To: Rotstein, David; Ceric, Olgica; Glover, Mark; Jones, Jennifer L; Nemser, Sarah; Palmer, Lee
Anne; Peloquin, Sarah; Queen, Jackie L

Sent: 11/19/2018 11:49:14 AM

Subject: RE: DCM cases 11/16/2018 1500

EON-371239 is the 2" report for this dog, the 4 report for this household. Dr. Freeman submitted a report for
each dog (EON-370713 and EON-370715) and the owner has now submitted a report for each dog
(EON-370762 and EON-371239).

From: Rotstein, David

Sent: Friday, November 16, 2018 2:59 PM

To: Carey, Lauren <Lauren.Carey@fda.hhs.gov>; Ceric, Olgica <QOlgica.Ceric@fda.hhs.gov>; Glover, Mark
<Mark.Glover@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Nemser, Sarah
<Sarah.Nemser@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>; Peloquin, Sarah
<Sarah.Peloquin@fda.hhs.gov>; Queen, Jackie L <Jackie.Queen@fda.hhs.gov>; Rotstein, David
<David.Rotstein@fda.hhs.gov>

Subject: DCM cases 11/16/2018 1500

Please note for(EON370762) EON-371239-Zignature, that there was a report for another dog in the household.
David Rotstein, DVM, MPVM, Dipl. ACVP

CVM Vet-LIRN Liaison
CVM OSC/DC/CERT

7919 Standish Place
5 B6 8B)
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.
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