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1. TITLE OF STUDY: SILK FIBROIN: A 28,0AY ORAL GAVAGE TOXICITY STUDY IN RA TS 

2. OBJECTIVE 

The objeclive of this study is 10 evahra:le the. po1en1ial subchronie to)(ici1y of' Si lk Pibroin in male. 
and t'emale. rats likely to arise from repeated e.xposure, via o,al g;1vage, over II te.~t period of 31 leas1 
28 days. A no-ohseNed-adverse-effeC(,!evel (NOAEL) will tie determined. 

3. STUDY DIRECTOR 
Rag!mvendra Gowda. Ph.D 
Study Director 
Tel: 732-438-5100 xl542 
Email : Ra~havendraGowda '¢.ProductS11feL'll ,ah~.com 

4. NAME AND ADDRESS OF THE TESTING FACILITY 

5. SPONSOR 
Cam bridge Crnps, Inc, 
444 Somerville Ave. 
Som~rvi lle. MA 02143 

6. SPONSOR REPRESENTATIVE 
Laith Abu-Taleb 
Catllbridge Crops, lnc. 
4A4 Somerville Ave. 
Somerv ille, MA 02143 
Tel: JO 1-580-3965 
Email: lalt.h@cambridgecrops.oom 

7. DATES 

Proposed In-Life St\lrt Date: Novernb<:r 5, Wf9 

Proposed ExpCJ'imcntal Tcnnination Date: Deccrnbe, 4-, 2019 

8. TEST SUBSTANCE 

9. NAME ANO ADDRESS OF THE TESTING FACILITY 

Product Safety l..ab.; (PSL) 
2394 US Wghway lJO 
Dayton, NJ 088 LO 
Tel: 732 438 s ioo 
9.A Source 

The,te.~t suh~tonce will he prov1ded by the s·ponsor. 

Now I= 11/01/2019 
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9. B Identification 

The test ~ub~ance is identified using the following information provided by the SponsM: 

Product ldenli fier: Silk Fibroin 
Composi tio11: 5.0% Silk Fibroln (CAS# 9007-76-5) & 95% Water 

Documenlation of the methods of syn1hesls, fabrication, or derivation of the test substano~ is 
retained by the Sponsor. 

Sponsor has provided vints ofa solut1un of the test sub~tance al the highest do~e concentration: 

ldenlity : Silk ffbroin solution 

PSL, •ID: 191015-2D 
Batch/I; 215 

Concentration: 50 111g/mL, aqueous 
Physica l Description: Slfghtly yel low liquid 

Su)rag_e Conditions: -2o•c (!huwed in refrigerator before us~) 
Expiration Date: _Stnble at 4 •c for one. 11'10111)\. Upon thawi ng, please use In one month 

9.C Analysis 

The test subs1w1ce. es received, is expected to be stnble for the dorallon of !he study. The stabi llfy 
of 01e test subshince and verification of the test subsrnnce lo the dose preparations will be 
determined"" part of this study (Sect,ion 10.C), 

9.D Hazards 

Appro priate routine safety pcecaurions will be exercised in the handl ing of the test and control 
substances unle.,;s otherwise indica1eiJ by the Sponsor. 

10. GENERAL TEST SYSTEM PARAMETERS 

l O.A Animal Requirements 

I 0.A.1 Number of A nlmals: 80 

10.A.2 Number of Gmups: 4 (J dose levels+ l control group) 

10.A.3 NMrnber of Animals per Group: 20 (10 males, IO females) 

IO.A4 S~ Male and Female; feniales wlll be nutliparous and non-pregnant 

I 0.A.5 Species/Strain: CRL Spnig11e-Dawley CD" IGS rats 

I 0.A.6 Age/Weight: Seven lo eight we1.-ks at initiation; rhe weight vari11tion will not exceed 
± 20% of the mean weight fo r each sex. 

10.A.7 'Suppliei: Charles Riv~r Labor~tories. lnc. Rats wi ll be shipped in lilrered curtons oy 
airfrcfght and/or !ruck. 

10.B Test System Justification 

The Sprague Dawley"' rat is the system of choice because, historically, 1t has beC rl 8 preferred and 
com,non!J, used species for oral 1oxicity tests. The current state of scientific knowledge does no! 
prov ide accep~ble pllernatives to the ~se of live an imals tn :iocompl \sh lhl' objective of thisstudy , 

5 Ntw Js,uc: I J/0 I 120 I Y 
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PSL is AAALAC {Association for Assessment ond Acorel.litation of Laboratory Animal Care) 
acc,-edited and certified in the appropriate care of all live e11perime11tal animals ancl ,nain1ains 
cunenlStafftraining, ensuring animals wtll be l\andled humanely during the experimental phase of 
this Judy, snd will meet all guideline standards'. 

10.C Hu5bandry 

I0,C.I Housing 

The animals wi ll be housed in cages which conform to the size recommendations in the 
laiest Guide for the Care mrd Use of labun,/Qry Animal'. Litter paper placed beneath the 
cage will be chHnged at least three times/week. The animal room wil l have a 12-hcrnr 
light/dark cycle and will be k.ept clean and vermin free. Environmental controls are ~et to 
m11i11tain temperature a11d relative humidity ranges of23 ± 3°C and 30-70%, respectively. 
Observed ranges will be <locumente<l in the raw daJ.a_ 

IO_C.2 Acclimation 

f he anirn;,ls will be conditioncd to the housing facilities for a minimum of tive days prior 
to testing. Body weights 9nd clinical observatfons will be recorded at l=t 1wo ti,rn:s prior 
LO study start. 

10.C.3 Peed 

2016 Ce 11ificd Envigo Teklacf Global Rodent Diet® will be- stored in n dedicated 
temperatu~,;: and humidity monitored feed storage site and will be available od fibitum 
during acclimation and throughout lhe study except fo r times of fasting. 

10.C.4 Water 

Filtered tap warn, will lie available ad /fbflum from individual bottles attached to the c:.ages 
or from .in ~utomatic 1Yatering access syStem. Water analysis is conducted by Precision 
Analytical Service~ Inc., Toms River, NJ And South Brunswick Municipal Water Supply, 
South Brunswick, NJ, 

10,C.S Contaminants 

There are no lrnown contatninams reasonably expected 10 be found in the food or water 
that would i11terfere with lht results of this study. Ro\Jtinc analysis consis1ing of e11ch fol 
of food used in this study will Ile received from Envigo Teklad, Madison, WI . Water 
analysis ts conducted p"riodically a11u the records are kept on file al Product Safety Lab5, 
The dBte(s) of the most recent 1malyses wi ll be reponed in the final report. 

I0.C.6 Viral screen 

Serum samples from nalve rats housed in the same room as test animals, as part of l'SL's 
sentinc:I health monitoring proitram, will be evaluated for lhe absence of vimses nlial' the end 
of the in-life portion ofthe:.1udy (PSL SOP 11755). 

1 Notion.ol 1tes .. 1Gh Council (1011} (/11ide fe,· '"" Car~uird ,,,~ uf l.alx,ru101y An/1,1t1I, (8"' ttl}. WHh1ng10,1, OC: Tho N••lonot 
Acadctnlts r,.,.,. 
6 'Ne 1Y I !SUC; 11/0 1/2019 
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111.D lclentlflcation 

10.l}.I cage 

Each cage wi ll be.identified by a cBge card indicating at least the study number, dose level, 
group ;issignment, Individual animal identification 11J1d sex oF the nnimal . 

10,D.2 Animal 

Each animal will be given a saqucntia l number in addition to being wniquely ldenfificd with 
a Mone I self-piercing stainless s teel car tag. 

11 . EXPERIMENTALDESIGN 

H.A Route of Administration 

The !est substance will be administered by ura:I g'.<vage. 

H.B Justification of Route of Administration 

The ora l route of administration wi ll be osed because it is 1<:commended in the refcrenocd 
guidel ines (Section 14.C.) , and because !rnman exposure ,nay oceur via this route. 

u.c Control of Blas 

Animals will be randomly assigned 10 1es1 groups according lo PSL SOP# 714. 

U.D Dose Levels 

Ten male and ten female test animals will be randomly assigrn:d co each of the following test 
groups: 

~ - ---
Np , Animals/ Oral Gavage Dose Dose 

Concentration 
Gro up Group of Test Substance Volume 

(mg/m LJ" 
(M/F) (01wkw'day) (mL/kg) 

I 10/lD 0 (Vehfo le Contsol)" 0 
. 

2 lOILO 125 12.5 
_._ - 10 

3 10/10 250 25 

4 10/ 10 500 50 

-
• Di,ti ll~d Wat<r 
~ Apprcpri1llc conocnlrations of the lesl .sUbslG ce .a:s received in vchic.le-tci o.chie:'ile ,h.e 1arget do~t! ~vel 

11.E Justification of Dose Level Selection 

The dose levels of 0, (vehicle control), 125, 250, and S00 mglkg/dBy ofS11k f'ibroin were selected 
by the Sponso, in consu!LatioD with the Study Director and was based on a prcvimls 14-Day range -

New 1 .. ue; 11/01/2019 
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iindingstudy (PSL S1udy/lS072.5t The high dose was prc:viously se lected because of solubility 
limitations. The high do.se is a tolerable dose and is not eKpecred ro cause m&rkcd toxicity. The 
intermediate and low dose levels were selected to derlv~ a dose-re~pon~e for any effects obser.rcd. 

12. GENERAL PROCEDURES 

12,A Selection of Arilmals 

Eighly healthy rnale and fe mnle r11ts will be used on test. Anlmals will be sel~cted for this study un 
1hebesis of adequate body weight gain. freedom from t: 11nical signs ofdisense or i11jury, ~nd a body 
weighr wilhln.±20% of 1he mean with in a sex. Selected rat~ wi.11 be disuibulcd hy r!lndomi;zation 
according to SltatificatJon by body wcighl so that there wil l be no stelfstic:1!Jly slgJllficalil difference 
among group body weight means. 

12.B Dose Preparations and Procedures 

12.B. I Test Subsw.nce Preparation 

The tCS1 subsrance has been provided by rhe Spon~or 81 lhc highest c:onccrnration (50 
mg/mL). Via ls will be thawed overnight in refrigerator before use, and vortexed two (2) 
limes in five (5) second imerveb, with e ten (10) second waiting period bet\veen each 
vone!I befoN m.e, Further dilutions will be mnde with disrilled water lo produce 
formulations containing 25 (intermediate do.~e) and I '2.5 (low dose) concentrations of the 
test substance. These will be prepared daily, Formulations will be mixed unril a visually 
ho11iog.eneow; mixture is achieved. Preparatio"s of the rost subsmnce will be documented 
In the raw dara. 

12.B.2 Dos.e Calculations 

lndividual doses will be calculated based on the most recent weekly body weights and will 
be adjusted to maintain the targeted dose level for all rats (i.e. mg/kg) . All doses will be 
adrninistorcd volumetrically al 10 mUkg, TI1e control group will receive vehicle only, a1 
lhe same dose \/olume as the test animals. 

!2.B.:I Dost11g 

Eoch animal wi\i be dosed by oral intubation, us ing a stainle.ss steel ba.ll-tipped gavage 
need le mtochcd 10 af! appropriate syringe. Dose odminis rra1ion will be once daily (7 
dayslwecK). The firs! day ofadministrn.tioo will be considered Day I of the study . Dosing 
will be at approximately the same lime each day(± 2 hours) with an ei«:eplion un the day(s) 
h~matolofl.)' -and/or clinical chemistry, and urinalysis somples are <:ollected. l'repared 
dosing formulations remaining will be discarded following each adm-iniSl/"Jtion and 
sampling (as ~quired). 

U .C Aoalysis of Test Substance and Dose Preparations 

12.C. I Sampling 

The prepared dosing mixtures will be sampled ln duplic111e. Additional samples may be 
collected and analyzed, at the discre1ion of the Study Director, to ensure stability, accuracy, 
and homogeneity of the dosing concentrations over the course of the study. Samples 11ot 
requiring ~nalysis will w discarded at study u:rminat ion. 

1 Silk f.ibro)n: A 14-day repeal dose oral gavage ranger finder study fn r~ls; l'SL.#5D72S (report in preparation). 
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12.C.2 Homogeneity 

A I the beginning oflhc study, formulation of 11ach concenlr~tio11 will be prepared 111:cordl11g 
to the procedures as will be used on lesl ( cclion 11 .B), Samples from these prepar.itions 
will be collected from the top, middle, Mnd bottom of each concenrrntion ofte~I subs1ance 
th~I was prepared in the vehicle. Sample oflhe vehicle control wil l hccotle(ted f,om the 
111iddle of 1hc conr.iine.r Ollly. 

12.C.J Concentration Verification 

Dose prcparatinns w,11 be ,11mplcd at the beginning (as part of the homogeneity ass •!ll~cnl, 
Sectto11 l 2.C.2 , near the middk, and again 11! the end of the ,111dy for verification or dose 
co,,ce111ra11on. Samples will be eollccted from preparations of each ~onccntratiM ofte~t 
substance and one sample from the control (middle). 

12.C.4 Sample Preservation 

a1ni,le~ of dose prepnrations will be storc:d froa:n. Samplu wlll be considered stable from 
1he point at which they are ih,zen. 

J2.C,5 Sample Analysis 

Tho lroxen samples describtltl above will be sent to Producr Sa ecy Labs Clinical Pathology 
Lab for anulysi~ of dose prcpar11tio11s. 

12.D Analytical Chemistry 

12.D.l Sample 1orage 

Upon receipt, all Slllllp]c:s will be stored and maintai ned frozen (epproximutely-20° ) prior 
to analysis. 

!2.D.2 Method Validation 

Pri°' 10 sample analysis, the suitability of the Picu.t OCA Protein il.'ISAY (Catalog # 23225; 
Thermo Scicmlfic) wlll be demonstrated. Method validation will inch de, but is not limited re, 
dttcrmination of lh1c11rity, precision, and accumcy. In addltion, QC samples wfll be prepam:I 
in 01e vehicle at the lo\!;, middle, and high dosecooo~nlrdtions. These samples will be analyzed 
the day they are prepared and 1hen stored frozen. ·nie frozen QC samples will be re•ana]yll:u 
after a storege period of .U least the maximum number of days Ilml ti"' d()Se solutioos samples 
were stored prior to analysis. 

12.L>J Reference Substance 

A Sponsor-provided AB Silk Fibl'Qtn soluoon (Catalog 11) 1.:.4; AdVW'ICCd Biornatrix. 
Carlsbad, CA) will serve ~s the rcfct·ence smndard. 

12.0 .4 Cht:mical Analysis 

S,amples will be analyzed in replicate_ I\ detailed description of the analytical lest 
method(s) will be documented. Any rernai11ing sa111ple material will be retained until the 
issuance of the final n,port . 

12.0.5 D~lil Rcportil1i 

Dara will be c~p1ured on stundard raw data sheets and as instrument 001pm. as necessary, 
and 3um111arized in tabular fonn. 
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12.D.6 Analytical Rcpoi1 !llld Rec.ords to be Maincalned 

A stgned, analylicat repon will b~ provided 10 lhll"Srudy Director. This report.will Include 
'lhe melhOQology. pertinent measurements, sludy results, and tabulated results. The 
finalized analytjcal chemistry report "'ill be provided to the Sludy Director. to be 
incorporated into the main study report. 

12,E Cllnicat Observations 

All an imals will be observed al least rwice daily fur viability. Cage-si,Je ob~ervalions of all animals 
will be performe.d daily during the study, All finding; will be recorded, 

Ou Day I, prior to (esr subst;rnce administration, and approximately weekly thereafter, n detailod 
observatior1 will b11- conducted (PSL SOf' #7261 while h~ndli11g thi, animaf, genoirally 011 days that 
the ~nim11ls are weighed and food con.sumption measuremems are Uike n, Potential signs noted 
should incluuc:c. bu1 out be limilc:d to-: changes in skin, fur, eyes, and mucous membranes, occurrence 
of seeret ions and ex.cretio11s and autonomic activity (e.g., tacrimation, piloc:recti011, pupil size. 
unusua l respiraLory pallem). Likewi~, ~h1miic:s in gait. posture and response to handling as well 
as the presence of donic or ton ~ moveinents. stereotypes (e.g., excessive gruomlng, tepctltivc 
c1rcllng). or bizarre behavior (e.g., s~lf-mutilation. walklng backwards) should also be recorded. 
The date nod clock time of a ll obserV•tion; and/or mo rtal ity checks will be recorded. 

The Study Direcror will be prumpliy nuli!ied of severe/remarkable clinical observations and wlll 
be advi5ed when an animal is found in a moribund condition nnd may authori:te eulhanasia and 
necropsy as necessary to avoid the.Joss of qual ity data. All such authoriz.atiol\s will be recotdcd in 
the raw dota. 

12. F Body Weight and Body Weight Gain 

,lndivid1ml body w,;1ghts w\lt be rcwrded ai least two times durrng 11oclimation. Test animals will 
be we ighed on 11ay I (prior ·to stud.)' rlart) and .approx.imstely weekly thereafter (11,tcrvals of 7 days 
± I) for all animals. Decede11ls need not be weighed. Body weight gain wi ll be caloulated for 
se lected intervals and for the stud}' overall. A final rast~d bo<ly weigh1 will also be obraine<I prior 
to sched11led terminal sacrifice. 

U.G Food Consumption and Food Efficiency 

Individ ual food consumption will be measured and recorded to coincide will, weekly body weight 
measurements for all anima)5. food effidency will be calculated and reported, ifwam1nted 

12.H Clinical Pathology 

Clinitllll pa1hology will be performe~ on all surv,.v,ing animals fo r clinic.cl chemistry, hem11rology, 
and coagulation once, prior to or at necropsy . Blood w1ll be coHected via 1he inferior vcna ce.va, 
under isonu,anc anesthesia at Lerminal sacrifice. All cti'nlcal pathology sample.~ will be e\laluated 
for quality by visyal ei.aminatinn , The animals Will be fasted overnight prior to blood collec1iott. 

12.H.l Hematology 

App,o,i;imately 500 µI,. of blood will be collected in a pre-calibrated tube containing 
K,EDTA for hematology assessments . Whole blood samples will be stored under 
refrigeration or on ice and transferred to the clinical pathology deparonent at Product 
Safety Labs on cold packs. Tll( lbl lnwing parameters will be evaluated. 
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crythrocyle cown (RBC) hemoglobin conm1tl'lllfon (HGB) 

hc.matocrit (HCn rncan corpuscular volu me (MCV) 

nienn corpus~lar hemoglobin (MCI IJ red cell ~istribulion wfdU, (ROW) 

absolute reticulocyte oouot (ARET) plate kl counl (PL"I') 

total white blood coll (WBC) :ind differential le.ukocyte cowit 

Mean oorpusculs r hemoglobin ooncc-ntralion (MCHC) will. be ca.lculattd. 

In addition, separate, blood Sllleurs, ,rained witb New Methylene Olue or Wrigh1-Giem ~a 
5tai11, will be prepared from each animal uodergoi11g h~marological evaluation 11nd w 'i fl be 
examined, if required, to subswn1ialtl' or clarify the result~ of hematology ftndlngs . 

l 2 .H. I Clinical cheinistl)I 

Approximately 1000 µL of blood will be collected into a tube contajning no preserval.lve 
for clinica l c hemistry assessme11l!!, These samples Will be centrifuged in 11 refrigereted 
centrifuge and the serum will be lransferr~d to a k1~Jed tube.. Se"um samples will be stored 
in a -80"C freezer until a11alysis. The fo llowing pnrameters will be evaluated. 

;erum aspanat• nmil\O rmnsfernse (/\ST) serum alanine a1nlnolra.nsFc:rase {ALT) 
sorbitol dehydrogenose (SDl-1) alkal ine pliospham.sc (ALKP) 

tocal billtubin (DILi) urea nirrogen (BUN) 

blond crt:al inin• (CREA) total cholc:s,ecol (CHOL) 

triglycerides (TRIG) fasting glucose (GLUC) 

total serum protein (Tf') al bun\in (ALB) 
globu lin {GLOB) calcium (CALC) 

1110,g;,n,c pl1osphoru• {l l'HS) ,odiuin (NI\) 

por,;ssiutn {KJ ch loride (CL) 

12.H. I Urinalysis: 

The day be.fore their 1especrive collec!ion of samples for U1e clinical pathology evalua1ion. 
ani1ttllls will be placed 111 metabolism eagcs. Animals will be fi!Sled overnight and urine 
Wi ll be collected from each animal. Uri)1e samples wiH be stored on ke ot under 
rcfrigerarion urlli I analysis. 

quality (QUAL) pH keto11e (KET) 
color(COL) gluco•e {UGLC) bi lirubin (U0IL) 

clarll)' {CLAR) spe,;ific.gr,wfcy ~G) blood(BLD) 

volun•c (UVOL) protein (UMTP) utob ilinogcn (URO) 

mic r05copic urine scdimente~smina1io11 

12.H. l CoagulaHon 

Approximately 1.8 mL of blood will be col lected ir1a pre-calibra ted tube containing 3.2% 
sodium citrate, 1l1ese samples will be cenrriftlgcd in a refrige roted centrifuge and fhe 
pla~ma will be transferred 10 labeled tubes. Plasma samples w(ll be stored in a -80-C 
freezer until analysis. In possible, a second blood sample will Ile refainc.d during the 
cxsanguinatio11 procedure for furure possible evaluation i f treatment-related effects are 
identified. Details of this evaluation will be added by amendment . The following 
parameters will be eval~ated. 
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pro1hrombin tim• (PT) 

~ctiviltcd par1ial 1hromboplfts1in 1;me,(Af'Tl) 

12.H.2 Clinic,al Pathology Report 

A signed, clinical pathology reporrwlll be provided ro the Sn1dy Director. This report will 
include, hu! not be limited to the methodology, pertlnenf measurements. study results. a 
OLP compliance statement sig1\ild l)y the Principal Investigator (Seotion lJ.O), a Quality 
Assurance statement, 11nd tabulated results. The finalized clinical pathol'<,gy report w111 h'e 
µrovlded to the Study Director, to be incorporated in to rhe 1na1n study reporr. 

Any remaining serum samples will be maintained frozen at approximately -So•c -and 
discarded upon approval of the Sponsor at finalization. 

ll.I Termlnal Sacrifice and Hlstopathol.ogy 

l 2.1.1 Scheduled Sacrifice 

At respective tennlnal sacrificec. all survivors will be euthanized by exsanguinalion from the 
abdominal aorta under isofluranc anesthesia, All animals in lhe study (including decedcnn) 
will be subjl'l:ted 10 a gross necropsy, which will include examinalion oJ rhe exrernal surrace of 
lhe body. !II orifices, rnusculoskele.ral system, and the cranial, thoracic, abdominal.and pelvic 
cavities, with their assocla.ted orgar\S and tissues. All gross lesions will be recorded . 

1l1e following tiss11as (of all animals sacriliccd by design) will be weighed wet as soon as 
possible after dissection to avoid drying; 

adrenal~ (l'Olllbintd) kidneys ( c,un bin•cl) spleeu 
brain liver thymus 
epidl<fymldes (combined) hean testes (combined) 

Ull!ftls Ovaries wlQ 11vidueis 

The followlng tissues will be weighed at leas! 24 hours 11fter preservation in 10% neutral 
buffored formalin 

ventr,! prosune thyroid/parathyroid 

seminal vesicle$ wi1h ~oagula1ing gland (_combined) 

The following organs and !issues from all animals will be preserved in 10% 11e11lral 
buffered fonnalin for possible future histopa!hologica.l examina.tion~ 

accessory geni1al organs ileum wilh Peyer' s palches rectum 

(prosme ood sM1inol vesicles) jejunum salivary gland, (sublingual 
adrenals kidneys st1bmandibulor, and 
all gross lesion, la•ynit parotid) 
aorta lfvcr skeletal mu5Cle 
bone (femur\ lung, ikin 

belle marrow (from le1nur & lymph110de mandibulm ,pioal cord -3 levels, 
sternu111) lymph node 111escnterte cervical, mid- thomcle, 

brain --;eclions includin g rnammary gland and lumbar 
medulle/pons, cerebellar, nasal !urbinales "Pleeo 
nnd >xrcbral com:x rn>,lt m,rnum 
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cecum OV11tios smmach 
c,ervix OVidUCIS th)'lltUS 

colon pancrc:ai lhyroid 
duodonum pawhyrofd 1maho11 

esopl\ijgus penphcrnJ nerve (sciati~) urin.,y bladder 

Harderian gland phurynx 'Utr:rus 

hesrr pi1uitmy gland vagina 

'The following orgaus arid tissues will be pi;esenled io mm,lified Davidson's fixative and 
then srored in ethano l, for possible focure hi51op,uhological exami'nation: 
eyes opiic "erv~ 
epididymides tC.Sles 

Additional tissues will be preserved if indicated by signs of tox icity or lllrget organ 
tnvolvc:mi:m. All tissues collected and preserved at rerminal sacrifice will be scheduled for 
pkk-up by courier and de! i vered to l l isto-Sc ienti fi c Res ear ch Laboratories (HSRL ). 

12.1.2 Unscheduled Sacrifice 

Any rat chat dies or is sacrificed because of a moribund condition will beellllllllned for the 
cause of death or· moiibund condition °" the day I.he observation is made. Rats wi ll be 
evaluated for gms~ lesions. O,gans and tissues wiJI ~c exciged, weighed (except for 
~nimal6 found dead), a11d preserved as describi:d for tho£e animals sacrificed at the 
scheduled terminal .1;acri!ict:s. BlooJ need not be collcc1cd from animals sacrifict:tl prior 
to siudy termT11ation unless requested by the Study Director. 

12.U Histopathology 

Histological examination will be performed on the preserved organs and ti~~u~s of 1he 
animals from both the control and high dose groups {Groups I and 4, respeclivcly) as wel l 
as from any animal that dies duri ng the course ofth.c study. Jn addition, gross lesions noted 
in any test groups- at the time of terminal sacrifice will also be examined. These 
axami11ations may be extended to other tissues and Ol'gans from the low and intermediate 
groups at the cequest of Pathologi~t in consultation with the Study Di rector and Sponsor 10 
funher investigate ch11ng,;s observed in the high dose group. The fh<cd tissues will be 
trimmed, processed, embedded in paraffin. ~eolioned with a microtome, placw on glass 
microscope slides, stained with hematO)(yllnand eosinand c.xamined by light microscopy. 
Slide prepara1Jon and histolo,gical assessrnem. by a board-certified vererinary pathologist, 
will be performed at HSRL (Scclion 15.A). 

13. STATISTICAL ANALYSIS 

ProdllCl Safety Labs will perfonn s!a!istical analysis of all data ca!lectedduri ng the tn-life ph~se of 
Jhe s1udy, as well as clinical palhology and organ weight data. The use of the word "significal1l" 
or "significanlly" ind icates a stat istica lly sigui ficanl difference bct\vccn the conu·ol and 11,t 
experimental groups, Significance will be jl1dged at a prol'labilhy value of p < 0.05. Mea.n and 
standard deviations will be calcul11ted for all quantitative de.ta. Msle and female rats will be 
evahiated separately. 

Statistical a nalysis will be conducted by using one or more of the following software appl ica1ions: 
Provantis"" version 9, Tables and Stati stic.'\, lnstem LSS, St,ifforshire UK; Prislima"1 version 7.2.0, 
Suitistical Analysis, Xybion Corporacio,1, Lawrencevllle , NJ; JNSTAT or Prism OJostatlsti[:.S, 
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Gril!)hPad Soliware, San Diego, CA; Slatv iew, version s. S/1.S l11stitutc £He., Cary, NC; Pheoni1< 
8.1, Certora USA, Inc., Princeton, NJ; and SigmaStm, ver~ion 2, Systal Software. Sa n Jose, CA. 
Other statistkal methods wi ll be useiJ lf appropr'!ate, at the time of analysis and described in the 
final report. 

13.A Statistical Methocls 

I n::J .ffe..Qata 

·For all in-life endpoints that ere identified as multiple measure,nents of conlinuou~ data over time 
(e.g. body weight, food consumption, and food etrrciency), treatment and control groups will be 
C<lmpared u5ing a two-wi,.y analysis of variance (A NOVA). re.;ting the effecls of ·both time and 
1rentment, with methods accounting for repeated measures in one independent variable (time)'. 
Further analysis of the p value for each individual fru,tor may be conducted and ·ultimately by a post 
hor multiple comparisons-test (e.g. Dunnett's 1e,1) of the individual treated groups to conlrol , 

Organ Wcigb.t Data 

If warranted by sufficient group sizes, all endpoints with single measurements of continuous data 
within groups (e.g. otgan weight, n!lativeorgan weight, etc) will be evaluated for homogeneiiy of 
variances' and normal ity, Where homogeneous varianocs and ll()nnel di;trihution is observed, 
lreabnenl ru:,d control groups will be compared using a one-way ANOVA. A comparison of the 
trea led group,to comm I will be performed with II multiple comparlsorui u:st (e.g. Dunnt::tt' s rest)3·•. 

Where variances ~ considered significontly different, gro1.lps will be compored using a non
parametric method (e .g. Krll!lkal-Wallis non-parametric ~nalysis of variance'). When non• 
parame!ric analysis of v11rianc.e is significant, a comparisafl of lreatcd group, to control will be 
performed (e.g. Dunn's tesl6). 

l f wt1rr1111ted by sufficle1t1 group sizes, lhe incidence of clinical observations may be evaluah:d 
through sequential npplication of a trend test'. Other procedures will be used if appropriote, 
following con5Llltation with the Sponsor, and will be dcscrlbcd in th.c fl11al report, 

1 Motul<lcy,11 (20 14). Intuitive bio;tatistics, • non1nn1Mn,atii:al guide 1,,.101i.11icol thinki11g (3'' &litiart). OxfoNI Univ~roily P,~ ... 
N••• York, tlJ. 

1 Flo,deu, MS. ( 1937). Prupcnic, of ,irfficienci onJ ~tal,s1iool 1t.m. P,'oceedln'iJ of the Roye,/ !,~Qi/,1/0"/ Society Soie.r A, 160, 
268-82. 

-, Duonctt C. W, (l9ti0~ roinvise n,ultiplo comp..-isons in the unequal vnriAl.'Ltc case. J Amer. Stal/•~ .4,1oc. 1S, 796-1100. 
• Dunnet~ c _w_ (1964~ I-low toblo, for mull ipll> comparisons wi~, coarrol. Bfa,,,01rlc.r, 4&2-491. 
'Kru,:knl, W,H, '"'" Walli, W,A, (1952), Lise of rank,; inonc-crircrton ~nnly,h ofv1rlonc<, J. Amer. Stpti;/. -fr.,o~. 47, 583-61 l 
• Dunn, OJ_ (1964). Mulliple conlrast> using r:ml< sums. Tt,:/v1omerr/c1, 6, 24t •2-:12, 
7 Agn:.ri , Alnn (2013). Co1egoricnl D•m Anol)'llls (3" Edition), John Wiley & Sons. fo~. llobolu:o, NJ . 
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ll.B Statistic-al Methods (Clinical Pathology) 

Signifaance will be judged at a probability value of p < 0,05. Males and females will be analyzec1 
separately. 

PnnU~ICf Pn:liminul\ TC$! 

Melhod 0fSatisll<:4l llnal ,rs 
If preliminary IUI ls 1fpre1itninary ~sr i!'i 
nol si.tnificant sl ~nifica.nt 

-

Clioic<>t r,iholbgy' 

Barttc1l's 11!$1 for 
homogeneity and 
Sltop1ru-W,lk I I~ for 
t'tono111ily 

Onc·way auelysis of 
VD!l!H\Cf: folto,vcd with 
Dunnclt'Ji lelt 

I 

Log l,..nsforll)S of tho dnu, lo 
ochlc,c n0<mallty ood 
vmisnce honiogcncily may bt 
us,,d If rho Ina 1rnn,form 
fltlls,, • ncn-pnrAmcrric: 
method (Kru•~•l•Wallfs non-
pa11me1.ric o.noly.sis of 
varioncc) will Ile ... 11. Wlt<n 
DOl't-piil'3illttric sna)y:!li.3" of 
vurian« ls sii;nillgant.. a 
<cmpLn!On Of u-eorod groups 
lo 00111m l will be pt:rfonned 
(e.g. Dunn's 1e.s l). 

• Wha, 1111 individ""l ob.,c,cvotion I• recorded"" being lessthnn • o,,nain v>lue(o,g. b<Jow the lower limit or 
quantiU1tlon), e:alculutions are performed on half 1hc rccorUcd value~ Fo, c.Ji.am plt, ff bilirnbin is ICpGfted 

•• <0 .1,0 o, iJ u,cd foron)' c,,lcul.o1ion, p<rformed wldt ~'"' hilirubio Ja1a. \'lhcnna indil, i~U•l obse,votlbt\ 
Is re:wtded u: being ~re1uet than a eertoln valuc1 colculation.1 i,rc pcrfunned ott the tccotdcd v-Jlua. for 
cxmnple; if-specjf1c &:~Vil)' wns reported 11s"=:I. I00, LI00 U u.so.d for llf1)' caf~ulotitui pcr&rnled with th-at 
,peciric gravity (\.,io. 

Olher sta1istical methods will be used ifappropriale. at the.time uranalys is. The statistical melhmls 
used will be described 111 the final report , 

14. FINAL REPORT 

A report of the results of this ~tudy will a.ccuraicly de:;oribe all methods used for generation and 
e.na.Jys1s of the data. Thi$ report will include, but not be !i1111ted to, the following infonnalion: 

individual animal data (and avernges where appropriate) for actual concentration of lest 
substanoc received; time of obserVlltion of each abnormal sign and Its subsequent course; 

body wcighls food consumpdon, and food efficiency values (if applkable-); 
• hem3tology, cllnlcal chemistry, coagulation. and uri nalysis resu[ts; 
• organ weights, organ 10 body weight and organ Lo brain weight rll!jos; 

necropsy and pathology findings; 
• dose prepnralion analysis; 

a colnpliance Sllltement signed by the Stud_y Director ll1a1 states whether or not all applicable 
GLP regulations were followed in the conduct of the study; 
a Quality Assurance statement ~ummaiizing QA activities perromted fonhcstudy; 
acertific~tion statement signed by the Study Director and test facility management that s1-ares 
whether or not the report accurately reflects the raw data obtained during the perfo,rnance of 
the study. 

'Shopin>. S.S. llL Wilk. M.B. (19GS). An ~••i)'ns ui ••ri•n~c lest fo.- ~ rn,oliiy (~oniplc1esamplo.o). 81Qm•lrikr,, 52(3-4), 591-{i 11 , 
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is. STUDY CONDUCT 

is.A Laboratory 

Test Fadlit 

In-life pm1ion 

Clinics.I pathology and Dose analysis 
(clinical chemist!')', hematology. 
coagulation, and urinalysis). and 
do.se formulation analysis 

~ 

Clinical pathology data evaluation 

TC5t Site QA tor 
Clinical Pathology Evaluation 

Test Site Management for 
Clinical Pathology Evaluation 

Histological slide preparation 

Histolo_gical slide evaluation 

16 

Product Safety Labs 
2394 US Highway IJO 
Dayton, NJ 08810 

Product Safety Labs 
2394 US Hig)lway 130 
Dayton, NJ 08810 
P.I.: Victor Ansah-Johnson, BS 

Eurofins Advinus 
21 & 22, Phase 11, Peenya lncJusltfal Area 
Bengaluru, 560 058. India 
Prospective P.l.(s): 
Dr. Jayaelumdra, K.C, M.V.Sc., DABT 
Dr. K. V. Lakshmi~ha, B.V.Sc. M .V.Sc, DABT 
Ot. K. Kamala, B.V.S~ M.V.Sc, IBTP 

Mt,ktha Bhagavan, M.Sc., RQAP-GLP 

Rajiv Malik 

Histo-Scientific Research LaboraJories (HSR.L) 
5930 Main Street 
Mount Jackson, VA :12842 
P.1. (histology): Craig Zook 

His1o-Sdc11ti fie Resean:h Labomtoties (HSRL) 
5930 Main Street 
Mouni Jackson, VA 22842 
Prospective P.l.{s) (pathology): 
David Garlick, DVM, OACVP 
Laura E. Elcock, DVM. PhD, DACVP 
Katherine A.B. Kuostman, DVM, PhD, DACVP 
Ma1thew A . Buccellato, DVM, PhD. DACVP 
Earl F. Meit!rbenry, DVM, PhD, OACVP 
Allen Singer, l)VM, OACVP, OABT 

Now Issue: I JI0I/ZOl9 
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15.B GLP Compliance 

This study will be conducted in compliance with the following regul a:t ions: 

U.S. FDA GLP: 21 CPR Part 58, !987, 

which is compa1ible with 

OECD Prin,:iple:1 of Good Labomtory Practice (as revised in l 997} published In 
~V/MC/CHEM (98)17.0ECD. Paris, 1998. 

15.C Test Procedure Guidelines 

This study design is based on the following guidelines: 

• OF.CO Gu1delines for Te.sling ofChcrn itals, Seel ion 4, TesrNo. 407: Health Effects, Repealed 
Oo~e 28-Day Oral Toxici ty Study in Rodefils (adopted 1995; upda1cd October 2008). US EPA 
Health Effects TesT Guidellt1cs: OPPTS 870,)050 Repeated Dose 28-day Oral Toxicity Study 
in Rodents (2000). 

• US FDA Toxiculogicsl Principles for the Safely Assessment of Pocd lngredienls, Redbook 
2000, Revised 2007 JV.C. 4, a. Si,bdmmic Toiicity S1tulies will, Rodents {2003), 

18. QUALITY ASSURANCE 

The Quality Assurance U.n it (QAU) of l'SL has reviewed this protocol for GLP compliance and 
will conduct in-process inspectiol\S of selected procedures during the study, The anal)'tical phase 
report. clinical pathology ph.as.c Jeport, and final reporl will be audit~ for agreement wilh lhe fl!W 

dam records and for compl iance with the protocol and PSL SOPs. 

In addition, PSL QAU will function a.s lead QA for 1his study nntl wi ll rqonilor QA activities al 
HSRL a� d El•rofins AdviullS Ud. for portions ofth~ study conducted by asubcoulhlctor, the QAU 
for I.hat facility will conduct necessary critical phase inspections and aL1dit respective rcslllis and 
reports for the study phnse accord111g 10 the SOPs of that facilily . 

The QA lJni! from IISRL and Eurofins Advinus L.t<I will send all GLI' audlL repom to the Study 
Director, Srudy Director'5 ,na, ogemenl, and PSL QA U flS soon as 1/,ey are issued. 

17. RECORDS TO BE MAINTAINED 

An electronic signed copy of 1he repon. will be sent 10 the Sponsor. The original si!llled report, 
together with the protocol and all raw data gcr1era1ed at Product Safety Lobs, will be maintained in 
the Product S~•fety Labs Archives. PSL wi ll inainrain these records for a period of-at least five 
ye111,. A fler this time, the Sponsor of the study will be offered the opportl!nity to t-ake pusses,ion 
of the reco,xls or wi ll be chnrged an archiving fee for continued arch iving by PSL. 

The following records. wi II be malnlai ncd: 

A, Info rmation on test substance will include but not be lim ited 10 Ille follow ing: 

Storage Dose preparation analysis 
Usage Disposition 

17 Now ls,uc; 11/01/2019 
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B. Info rmation on animals will inclucf'e, bot not be limited to lhe fo llm~ing: 

Re~eipt, date ofblrlh Clinical observations 
Initial heaHh-as.sessment Histopathology data 
Dosing Individual necropsy ,records 
Body we ights Organ weights 
Foo(! cons u1np1ion 
Hematology, clinical chemistry, congu lation, w--i nalysi~ data 

C. All other reCQrds that would demonstrate adhere nce to the protocol. 

Raw data related to clinical pathology evaluations will be ,nai n!ained by Product Safely 
Labs. Prepared slides and pathology dala will be maintl!ined by P'roduct SafotyLabs and/or 
by HSRL, 5930 Main Streel, Mount Jackson, VA , 22842 Dose preparation analysis data 
wi ll be maintained by Product Safety Labs, 2394 US Highway 130. Dayton, NJ 08810. 

Any electron ic raw data genera!ed by the Test Site will be mai 11tolned by the Test Site in 
~cordance with their GLr archiving procedures. 

18. PROTOCOL AMENDMENTSANO DEVIATIONS 

All amenchncnts and/or deviations to this pro!ocol &nd !he reasons therefo1'e, shall be appropriately 
documented, signed by the Study Director, ~nd described in the final repor1. 

19. DISPOSITION OF TEST SUBSTANCE 

A reserve sample of 1hc test substance and records of sample disposition will be maintained nl 

Product Safety Labs, A 1-1 r~mai11ing1est substance will be retaintld for 3t least ocie year from rweip1, 
unless otherwise specititd by tile Sponsor. All remaining ltst subshu1~e wHl be ret11med to the 
Sponsor u11Jesli otherwise dfrecced. 

IR New l&SO•: 11/01/2019 
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28-Day Oral Toiticity StUdy Product Safety Labs Protocol II P713.0J- CMR 
PSL LO: 191015-2D 

-------------------------=St=ud_x No: 5165 1 

20. PROTOCOL APPROVAL 

Signature: 

Lailh Abu-Taleb 
Sponsor Representative 
Carnbridge Crops. Inc. 

_ Signature:·-:
Raghavendra Gowda 
Study Director 
Product Safely I .abs 

:_ 

Dllte: November 1, 2019 Dntc: 

s;"'"""' 
Daniel J. Merkel 
President 
Product Ss fety Labs 

Date: - "'"""-'/_ / , ~o/'l , 

21. PROTOCOL REVIEW: 

Signal
Rhonda S. Krick., BS 
Director, Qual ity Assurance 
Produc1 Safety Labs 

 

Date: 

19 New l&>ue< I II0 !/201 9 
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ROT COL AMENDME T 

SILK FIBROIN: A 28-DAY ORAL GAVAGE TOXICLTY STUDY IN RATS 

PROTOCOL NO.: P713.01 CMR AMENDMENT NO.: 1 - 3 

STUDY NO.; 51851 PSL NO.: 191015-20 

Amendment /I. 1 

Protocol Section: 9.C Analysis 

Change from : The lllsl substance, as received, Is expected to be stable for the duration or lhe study. The 
stability of the test substance and verification of the test substance in Ille dose prepara!ions will be determined 
as·part oftNs study (Seclton 10.C). 

Change to: The test substance, as received, Is expected to be stable for lhe duration of the study. 
Verification of the test substance ooncentratk>n in the dose preparations will be determined as pan of !Ms 
study {Section 12.C). 

Amendment# 2 

Protocol Section: 10.C.0 Housing 

Change from: The animals will be housed In ca_ges which conform to the size recommendatiorcs In the latest 
Gulde for the Cane and Use of Laboratory Anfmal1. Litter paper placed benealh the cage will be changed at 
least three tfmes/week. The anirnal room WIii have a 12-.hour llght/darll cycle and wm be kept clean and 
vermin free, Environmental controls are set to maintain ternperature and relallve humidity ranges of 23 ± 3°C 
and 30-70%, respectively. Observed ranges will be documented In the raw dat11 

Change- to: The animals will be housed fn regularly cleaned cages Which conform to lhe size 
recommendations in the latest Guide fort e Care and Use of Laboratory Anfmafs. The animal rcorn Will t,ave 
a 12-hour llghtldarl( cycle and will be kept clean and vermin free. Environmental conlrols are set to maintain 
temperature and relative humidity ranges of 21 ± 2'C and 30-70%, respectlllely. Observed ranges WIii be. 
documented 1n the raw data. In addition, -airflow in the animal room will be maint11ined at or above 1 O air 
changes per hour. 

Amendment# 3 

Protocol SecUon: 12.1.1 Scheduled Sacrifice 

Change from: At respective terminal sacrifice, all survivors will be euthanlzed, by exsangulna~Ofl from the 
abdominal aorta under isonurane anesthesia. All animals In the study (Including decedents) will be subjected 
to a gross necropsy, Wt,ich wm include examination of 1he external surface of the body, all orifices, 
musculoskeletal system, and the cranial, '!hora.cic, abdominal, and pelvic cavities, with their associated ortians 
and tissues, All gross lesions will be recorded. 

The lollowlng tissues (of all animals sacrificed by des'ign) will be weighed Wet as soon as 
possible after dissection to avoid drying: 

adrenals (combined) kidneys (combined) spleen 

brain liver thymus 

epidldymides (combined) hell!t testes ( corn blned) 

Uterus Oyarltt w/o ovlducb 
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Change to: At respective teimirial sacrifice, all survivor5 will be eulhanized, by e)(sangutna"on from the 
abdom[nal aorta under isollurane anesthesia, All animals in the study (includil'\9 decedents) wtil be subjected 
to a gross necropsy, which will include examination of the external surface of the body. all or'lfices, 
rnusculoskeletal system, and the cranfal, thoracic, abdominal. and pelvic cavities, with their associated organs 
and !issues. All gross lesions will be recorded. 

The following tissues (of all animals sacrificed by design) will be weighed wet as soon as 
possible after d~section lo avoid drying; 

adrenals {combined) kidneys (combined) spleen 

·brain liver thymus 

epidldymides (combined) heart testes (combined) 
Uterus Ovarlts wlth oviducts 

REASON: Clari~cation of Protocol anct study ,requirements 

Effecllve Dale: November 51h, 2019 

Raghaven~h.D Date 
Study Director 
Prod~ct Safety Labs 

000584 



DocuSign Envelope ID: 08102655-6D6A-4B51-AF2F-A7160609C8AD 

Page 82 
________________ Stu_ d.Y Number 51_§~ 

Product Safety Labs 

PROTOCOL AMENDMENT 

SILK FIBROlK A 28-DAY ORAL OAVAOBTOXICITYSTUDY TN RATS 

PROTOCOL NO.: P713.0I CMR AMENDMENT NO.: 4 

STUDY NO.: 5 l65l PSL NO. : 191015-2D 

PROTOCOL SECTION: 10.C.6 Viral Sllreen 

Changt,from 
Serum samples from na'lve rars housed in the same room as tcsr animals, as pan of PSL-'s sentinel health 
monitorfng program, will be evaluated for tl,e absence of viruses near lhe eud oflhe i11-Ufe portion of the 
study (PSI. SOP #755). 

Change lo: (change in bold) 
Serum sample~ from few repreiientative tonlrol ;1nim11ls, as pa.11 of PS L's sentinel health monitoring 
progrom, will be evaluated for the absence ofvlM,Jscs near lhc end of the in-Ufe portion of the $ludy (PSL 
SOP#755). 

Reaimn: 

Use sen,m from control animals fo1· viral screen. 

EFFECTIVE DATE: 2/17/2020 

":.:.\I+ l !2.02.c 

Date Ragha.vendra 
Study Director 
Product Safety Laboratories 
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PRQTQCQLAMENDMENT 

SILK FIBROIN: A 28-DAY ORAL GAVAGE TOXICITY STUDY IN RATS 

PROTOCOL NO.: P713.0l CMR AMENDMENT NO.: 5 

STUDY NO.: 61661 PSL NO.; ~91015-20 

AIIIIENDMENT (various sections): Additional method validatlon will be done lo Improve upon tile method as 
It currently exists. Method validalion w111 Include samples of unused test sub:itance to eval1Jate. differences 
specific to the test subslal'\Ce use w~h this kit. Other modifications may be made as deemed necessary and 
will be documented. It Improvements In the method can be achieved, the addilional set of samples that were 
collected ('B'' samples) will be analyzed and Ifie results will be used to replace the original resul~ ("A" 
Samples). 

REASON: The results of the original analysis were below the concentrations expected by the Sponsor based 
on qualification of the samples pr1or to being shipped lo PSL. As a result, II Is believed that tha original 
method validaUon may not have been sufficiently robust and therefore additional method validation fs expected 
to improve upo11 the rnelhod being used and to yield more accurate resll l\s. 

Effective Date: March 04, 2020 

Raghavendra Go da Ph.O 
Study Director 
Product Safety Labs 
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PRQIOCQLAMENDMENJ 
SIU<. FIBROIN: A 28-DAY ORAL GAVAGE TOXlCITY STUDY ·tN RATS 

PROlOOOL NO.; P713 () 1 CMR 

STUOV NO.: $165l 

PROTOCOL secrlON: 16 Study Conduu, 

Clt~nQtl Frofl'I, 

HISl'Ologcal stlek! f!lllalu11uoo 

Ch11n90 To: 

I IJSIOIOgu:al Slide evaluallon 

AMENOMc.NT NO 6 

PSL ND.; 191015-10 

Hi$l0-SC'OnUllc Reseaicn labOratot•e~ (t-lS~l/ 
5930 MFJin S<reel 
Mount Jacllf;Q!l, VA 22842 
Proopectsve P l,(sJ jpalhologyj 
011\'ld Garl<tk. OVM. OACVP 
Laura E. Elcock, D\IM, PhD, OACW 
Kiltienoe AB Kn05tman, OVM. PhO DACVfl 
Mstl/ll!'W A. BUGcellalo, DVM PhO, OACVP 
Earl F. Mc:1eme,,ry, OVM PllD, OACW 
Allen Sl~er, QVM, OACVP DABT 

H-st~def'll(JIC Ri!!;earch L:1bllt111011t!!I IIISRI I 
5930 Mai" sv.,et 
MoU/'lt Jac.hDl"I. VA 22~2 
proepe,ct,<1~ P 1.(ll) (p.!tllology) 
David G1t1ffck OVM, OACVP 
Laura I: Elt:ock. DVM PliO. DACVP 
Kill!enne A B Knoetrmin. DVNI. PnO, OACVF 
Matltiew A.. Bucce!lato OVM PIID. OACVP 
Earl F Me,e1M11,Y. OVM, PhD, 0/\CVP 
Allen Slr,ger-, O\JM, DACVP, DA8T 

Chrlttine E. Witlson, MS, 8VMS, MRCV.S, PACVP 

REASON: Mdl!I011 IJI !3 ?rowec11ve fl I and dMllicatior, of respof\SibllllleS 

Effedive Dwlo: Marc:h :10 2020 

Rag~!IVflnc!ra. a P .o tlate 
Sl:Ydy Dlrec:10r 
Product Satett LEtJJI! 
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APPENDIX B: FEED, WATER, AND SEROLOGY ANALYSES 

PRODUCT IDENTIFICATION 

Silk Fibroin 
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APPENDIX B: FEED 

+++ 
·£NVIGO 

Ttilt.id CeniliaCS Global 16% Protein R~t Diet 
~QINumber 2016C--090619MA 
O•• of Marufaclur• oes.. 19 

RecCJ,t0;,19 16S<fJ)20l!l Pn,lo,, ti.SCI 

Fat , .n 
L.IIOorato,y Olet Certlfkatfon Roport FW UJ 
Th• '"""""11V daltl I! ii QQll601d81lOII of ""'ullS obtained l(l>m OM ~re t1.lll 
Of 1100'~ lndftpendeol le9Ung Iaabo,natonea Tl!~ aclv:al ~'°'l' 

All'! 5.11 
tGllll5 are avlll&J»e llpOfl '8Qlle81. 

caldum CI.N 2019.09.16 
P/los;lhorus 0.78 

13:40:02 •05'00' 
Es.l;i !1l-=S,hflll' ~.\3:..111•u~11 

....,..,,. ..... \.inob l~lt•1 4•n 
ri • I •~·-~ ;,'1~1- - ---. ~••-.--~ -_ . ' . ........,. ·tt.:•~ .. i,.-t r.:.-- .f :'•,!!"'.L~ t.,,,A: .. 

Arsinoc <0.10 
Caa.,ilum < 0.10 
Ll1B! co.ao 
Milnl#y "'0.0, 
S<,l,tilijm 

~,• . -~:,.-::~~~~'.<'-~,gf~.ai(~..!Q:1 
Afll!b!Gl'l 81. 92, G1, G2 

Aldm 
-

0.2t 

·· . 
< 6.00 

<0.01 ppn 0.03 

U/l!l!lne < O.,t ppm 0.05 
CJ\IOfdllr.9 <O.Ot ppm O.OS 

DDT& 19lated s.-,~nci,e <0.03 PP"' 0.15 

o.tvin <0.02 l)l)Cll 0,03 

Er¥tn < 0.02 Cll!ffl 0,00 

~cntot <0.01 PP"' 0.03 
Heplaclllclt EPOJd'de <0.91 j)pJTI 0.03 
T~ollO < 10 ppm 0.1s 
PCB't <l>.10 9pm 0.1S 
a-Bi<: < O.O'I 1""'11 MS 
o-BHe <0-01 Pf)tl'I o.~ 
~BIC <0.01 P9'TI 0.0S 
H~t>- ppm 0.03 
Mmr ppm 0.02 
"'-IIIOIC)ldllo, 0.50 

Ttiimet <0.11 ppm 0.50 
O!mlnon <0.14 PSI'" oso 
DIS!Jlflll.af\ <0.t6 pPll1 0,&0 
M•fl Pe!ll!1hlOB <0.14 pPffl 0.-50 
MA!t171kln <0,14 ppm 0.50 
Pa~ <0,12 ppm o.so 
Thlodon <0.0:l pc,,,, oso 
EIIIIOIJ <0..1• ppn o.so 
Tr,ll\loll c0,16 pum O.SG 
i•llllllfQ.111:.ar.••••___,.tl~ O~ISI& 

EMigo TeldaO Olets • Ma<llaon WI • .,.·,-,.-.. , · •• , • telll&Olofo@en~lgo.com • (800) 483-5!23 
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APPENDIX B (cont.): WATER 

In December 2019, water was analyzed for contaminants. 

LABORATORY: PRECISION ANALYTICAL SERVICES, INC. 
2161 Whitesville Road 
Toms River, NJ 08755 

Results of water analysis for possible contaminants were acceptable within regulatory standards. 
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APPENDIX B (cont.): SEROLOGY 

In December 20 19, serology from representative control animals residing in Room #48, was obtained 
from collected blood scrum for a battery of common viral and microbiologic pathogens. 

The representative control animals were in Room #48 from November 6 - December 6, 2019, for the 
duration of the study . Blood samples were collected on December 6,2019 

LABORATORY: lDEXX BioAnalytics 
401! Discovery Drive 
Columbia, MO 6520 l 

Results of the serology analyses for the representative control animals corresponding with this study are 
reported as samples 7004M 9/ 13/19, 7005M 9/ 13/ 19, and 7009M 9/13/19. All samples were negative for 
microbial antibodies . 

000592 



;004M 'i" 1'.l I~ R•g!•u GoYl<lS 48 CC)'CRL 31~ 

7~M"l1310 llBg1u1t;o,,,,Ja o\6 COICRL 

{00',1111 9 . 1~ 19 Ral)'l'u &w.D ,18 Cl.llCRL 

DocuSign Envelope ID: 08102655-6D6A-4B51·AF2F-A7160609C8AD 

Page 90 
Study Number 51651 

X. 'oAn I ic 

FINAL REPORT OF LABORATORY EXAMLNA TION 
4011 DilM:overy OriVe, Columbl11, MO 65201 

1.S00-669,-0825 1-573-499-5700 
klUll'.bbanalyllo:s@!dou .com wm,,ldow,loaniilytb.eom 

IOEXX ~ Casa 16643-2020 ReceNed: 2/2W2020 
Coll"4)1eted: 2121/2020 

Subm~By 
Mithila Rao Phone: 732-438-5100 elf1 1558 

P!oduel Si1Jety Lolls Er11ell; Milhilarao@p,oJuctsafC!lylabs.00111 
2394 US Highvr-iv \30 

~tOfl, NJ 08810 

s~ ~ 
Spc;ic!es 1al 

Breed/Strain : CDCRL 

Descrip1ion OpH·Spo(; Op1i,..Spot $1rip(sJ 

Nun'bcf !)f ~pl}ClmulTSIAnll llB Is. 3 

Servlce.s/Tests Performed; Primary SP.rclogv PrQfil;? { 1-3) 

SeroJC9c evaluation for antibodies to: H 1, KRV, RCVfSOAV, RMV, RPV R1V 

swnmary: All lest results were oegatilla 

ttUI 11 • • I· F. ]11 " ' I 
t, "t i ~ I ll u .- .; 

000593 

mailto:Milhilarao@p,oJuctsafC!lylabs.00111
http:klUll'.bbanalyllo:s@!dou.com


.. , 
IIC\i' tll\V 

ATV 

I 

DocuSign Envelope ID: 08102655-6D6A-4B51-AF2F-A 7160609C8AD 

Page 91 
Study Number 51651 

SEROLOGY SUMMARY 
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APPENDIX C: CHEMICAL ANALYSIS 

PRODUCT IDENTIFICATION 

Silk Fibroin 
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TABLE 1B: CHEMICAL ANALYSIS RESULTS' 
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TABLE 2; INS'fflUMENT PARAMElcRS 
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TASLI: J, LINEARITY 
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TABLE! (cont.I: LINEARITY 
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TASLE 5: RESULTS OF CONCENTRATION Vl:RIACA110N' SAMPLES 
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PRODUCT IDENTIFICATION 

ilk Fibroin 

1 Tf no observations are listed on the day the animals were nccropsicd, animals were normal upon observation, 
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APPENDIX E: DETAILED CLINICAL OBSERVATIONS ASSESSMENT METHODS 
SCORJNGKEY 

PRODUCT IDENTIFICATION 

Silk Fibroin 
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Removal from Cage/Hand-held Observations 
Ease of 0. Slighl/moderalc resistance - animal' is easy to bandie, may squirm or vocali1..e 
Removal/Handlinl\ occasionally 

1. No resistance - animal is tlaccid when being handled 

I EmaciaLio 

2, High resistance -animal is difficult to handle, and/or squirms continuously 
3. Asgrcssive - bitin or lun~inl! behaviors ecificall , directed at handJer 
0. Absent ~ l _ Present (cqnfirmed using body weights) 

E es 0. Normal 
l. Exophtha!mos - abnormal protrusion of eyeball present 
2_ Enophthalmus - posterior displacement oflhe eye (sunken eyeball) 
3_ E e lesion - mechanical <lama e or other e . . , orbital blceding),_ _______ --l

Fur/Skin Appearance 0. Normal 
l. Unkempt - coat rough or ungroomed, may be sl ightly stained 
2. Stained/wetness (e,g., ano-genital staining) 
3. Hair loss 

Lacrimation 

I Mucous Membranes 
(color) 

uscle Tone 

________

Pal Liebral Closu7 r

Piloereclion 

4_ Other - Includes but is nol limited; eschar, wound, laceration or other skin _lesions 
o_ Absent 
I. Present - lacrimation noticeable 
2. Excessive - animal has excessive amount of tearing 
0. Normal 
1. Blanch lo pink lone 

1 2. Dusky rose to deep flush 
3. Cyano.sis (blue) 
4. Excessive or abnormal secretion I
0. N_ormal - muscles are resilient and firm and the hind legs go through their full range of 
motion 
!. Increased - muscles are rigid; hind limbs will not go through their full range of motion 

__ 2. Decreased- muscles are flaccid; hind limbs have little or no resistance to movemenl 

0. Eyes wide open 
t. Eyes halfway shut 

2_ Eyes completely_sh_ut'----------------------
0. Absent 
1. Presenl 

Pupillary reflex 0. Normal 
_ 1. Slow or absent- r,up il reaclion is slow..;.....:.o_r..;.;a.::-bs=-e'--n-'-t. ______________ _ 

llespirato ry Pattern 0. Normal 
1. Slow 
2. Rapid 
3. Rales (Moist or Dry) 
4. Gasping 

---------+--'-5.;_L"'""'a""'b-'-o-'-re-'-d - D s nea 
Salivation 0. None 

I . Present - salivation is noticeable around the edge of the mouth 

---------~2. Excessive - salivation extends to the fur around the jaw 
Vocalization 0. Absent 

J. Present - animal vocalizes unprovoked or C2Elinuously vocalizes whe.!!_ being handled. 

 

 

-----------------------
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Open Field Observations ----------Act iv it /Arousal 0. Alternating behaviors - animal goes through normal repenoire of behaviors duri.ng 
observation period; these consist of exploring, sniffing, grooming, rearing, etc. 
I. Inactive/Alen - animal sits in one place during the observation period but appears to be 
aware of its surroundings. It may go through its normal repertoire of activities but the 
majority of the observation period is spent not moving. 
2. 1-lypoactivc/Not alert - animal sits in one place during the observation period; animal 
appears lo be unaware of lts surroundings or in a stupor. 
3. Hypcractivc/Hypcralert - a.nimal appears e.'<cited; a11imal may dart and freeze during 
the observation period or animal may sit in one place and jump at any sound or 
movemenl. ---------Convulsions 0. None 

1 I . Clon(c - alternating periods of contraction and relaxation of muscles 
2. 'fonic - rolon ••ed eriod of muscle contractions 

Defecation 0. None/Normal 
1. Soll (partially formed) l 2. q_iarrhea wale feces usual! , of increased volume) 
0. Nonna] 
I . Ataxic Gait - inability of truncal, pelvic and limb muscles to move in unison so animal 
is not able to move in stJ'aight iine (lurch). 
2. Hypotonic gait - impaired gait (limp) due to limb weakness or paralysis in which Lhc 
animal is unable to support is weight but can move forward in a straight line without 
lurching. I 3. Impaired Gait - includes steppage (due to dorsitlexion of foot or toe the animal drags 
its forelimbs, walks on its knuckles or lifts its forelimbs unusually high lo avoid dragging 
its toes over the ground); spastic (shuftliog gait with legs rigidly extended and not lifted 
during movement; waddling (lateral wobbling of the pelvis); dysmelric (incoordinating 
movement with a coarse tremor due to overshooting goal). 
4. Total gait incapacity - applies when these are severe gait abnormalities or combinations 
of ait abno.rmali . 

Locomotion 1speed and 0. Normal 
vi •or of mo ement l . Somewhat irnpain:d 

2. Totall im aired 
0. Absent 
I. Present 
NOTE: When resent a comment will identif~ finding. ___________ _ 

Posture 0. Nonna! (awake) - e.g., alert, sltfing, standing or rearing or ormal (sleeping) -
e.g. curled up, usually with head down 
J. I-lunched - e.g., abnormal posture 
2. Flattened ( rone) ~- ., limbs pread out l:t,in_g Oat or on one side 

Tremors 0. None ----------

1. Slight - e.g., localized involuntary oscillatory movement 
2. evere - e .. , more tu more than one area or involving whole bod ~--------1 

Twitches 0. Nooe 
I. Slight - brief coarse involuntary muscle contraction 
2. Moderate - increased frequency and severity 

__ 3. Fasciculation - wave-l ike i:i Jes of a muscle or rou o[ muscles 
Unusual Rehaviors 0. Absent 

I. Present - Stereotypies/Bizarre behavior/Aggression be specific in describing all unusual 
behaviors on data she_e_t ___________ _ 

Urination I 0. None/Nonna! =-7 
. I. Excessive 

,_V_ o-ca-1-iza- ti_o_n_s -----+-, 0. Abse_n_t -------

1. Pre etlt 
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APPENDIX F: INDMDUAL ANIMAL DETAILED CLINICAL OBSERVATIONS 

PRODUCT IDENTIFICATION 

Silk Fibroin 

000627 



DocuSign Emk ,,, .i ID; 08102655-6O6A-4851 -AF2F-A7160609CBAO 

Page 125 
Study um her 5 I 65 I 

lndMdual An im al Oe!ailcd Cllrloal Otmerve!ion& 
PSL SbJdyN1Jnber 51651 -A 28-0ay Or,,I Gavll!IO lo,i0ily Sh,dy in Ral• 

So~ Malo Oay(t) Rell.ti,o lo Sill~ Dale 

0 
mll'l<glday 
GrQUJ> 1 

Haidl,ng Handli'IJ !-landing H"'1Cklll Haodllrg 
0etOin0t.. (Removal tcm Cego) 

Vo081ire&n Voc,.,,,lim Voc•bmon Vocalizlltiqi Vocal ~ion! Palpl!bral Palpeli«,i Polpebnll Palpebrlll 
Ructr,i\-; Reacti<Aly ReactNiy Roeclivity R,""11,ily (RC) (RC) (RC) IRC) (RC) Clc,;Lle Clc,ure Clo111c Clos~ 

1 8 15 22 29 1 B 15 22 29 1 8 15 22 

7001 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
1002 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7003 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7004 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7005 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7006 0 0 0 0 0 0 0 0 0 0 0 Q 0 0 
1007 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7008 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7009 
7010 

0 
0 

Q 
0 

0 
0 

0 
0 

0 
0 

a 
0 I 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 
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lrdividual Anir!ll!I Oela'Jed OliriGal Observa.li(lfl$ 
PSL Study NUTlbet 51651-A W-Oay Oral Gavag,, Toi:l•ily Stuay In Reis 

Sex: Malo Dari•) Rellllivo to Start Date 

0 
m9'k9'day 
Gr~l 

Polpebra 
Cl0$are 

La,rimstion 

OaainObo (RelllO'llal ~a,, Cage) 

scrimalia, I Lacnmotion Lac,maoon i[iic"rmetia, T Eyes Eyes Eyes Eyes Eyoo MJCOl.ls MJoous Mmu; 
Mombraoesl Memtraiesl Memlnnee 

I 

7001 
7002 
7003 
700~ 
7005 
7006 
7007 
7008 
7009 
1010 

29 

0 
0 

0 
0 
0 
0 
0 
0 
0 
0 

j 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

8 

0 
0 
0 
0 

0 
0 
0 
0 
0 
0 

15 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

22 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

29 

0 

0 
0 
0 
0 
0 
0 
0 
0 
0 

1 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

l 8 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

15 

0 
0 

0 
0 
0 
0 
0 
0 
0 
0 

22 

0 
0 
0 
0 
0 

0 
0 
0 
0 
0 

29 

D 
0 
0 
0 
0 
0 
D 
0 
0 
0 

1 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

8 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

15 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
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lncfr.ridulll /lnimal Detailed Clrical Obse,,,elans 
PSL Sii,dy Nirnber 51651 • A 28.0.y Orel Ga,age Tllllldy Sludy in Riis 

Sex: Malo Day(s)Relahveta SIJlrtO.le 

0 OotcrlllObs(Removd lram Cagol 
m~!J'dil'/ Mltllla Mucollll Salivslion T Ssf"'ltian So!i,ot.,n SafMllion ' S.ivellon Emai:iltlon Em~on Emmldlon Em..Jmiin Emooiaticn Pllaerodian Pllae,ecllo!, 
Grell.Ill Menlblarm Mombrane• 

I I I 
I 

22 29 1 8 15 22 29 1 8 15 22 29 1 8 

7001 0 0 I 0 0 0 0 0 0 0 0 0 0 0 0 
7002 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7003 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7004 0 0 0 0 0 0 

I 
0 0 0 0 

7005 0 0 0 0 0 0 0 0 0 0 
7006 0 0 0 0 0 0 0 0 0 0 

I 
0 0 0 0 
0 0 0 0 
0 0 0 0 

7007 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7008 0 0 0 0 0 0 0 0 0 0 0 (I 0 0 
7009 D 0 0 0 0 0 0 0 0 0 0 0 0 0 
7010 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
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lndivlcjua AA!mal Detailed Cllrical Observation, 
PSl study NLJnber 51651 -A 28-Dey Oral GBVuge Toxiolty Sludy in Raio 

SOJC Male Osy(o) Ro ti,e ID SI.rt Date 

0 DetClinObo (R•mova from Cs~) 
mgqlday f'joo.,,,lion IPiio,,..otion Pilocre<tion F..lskin FurlSkln Ftn/Skil Fa/Skin FurlSkin MJ«le To '"'we ToneMAcle T"" •AiS<lle TonoM!<de Tmt Re11>,alD<Y 
GrOJJ) 

I 
Pa~m 

,s-1 
I 

j 
22 29 I 8 15 22 29 1 8 15 22 29 I 

7001 0 0 0 Q 0 0 0 0 0 0 0 0 0 0 
7002 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7003 0 0 0 I n 0 0 0 0 0 n 0 0 0 0 
1004 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7005 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
1006 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7001 0 0 0 I 0 0 0 0 0 0 0 0 0 0 0 
7008 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
1009 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
1010 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

-
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lnc!M<JIJOI Ari im al Oelsiled Cllnci,1 Ollwvilioor 
PSI. SMfy NW1ber 51651 • A 28-0ay Oral Gir,a!I" Toxitily study In Rlt, 

So,;: Mill• Ony(s) Relative lo start Dale 

0 DelCinObs {Remova tom CO¥) DotCinObo (Open Field Ob•) 
mgkgldey Resl'l"'°'f j R .. pir1110<)' Respralory Rup rmor, Puplll""I ~lay ~Uary Pup,iiry f'll!ilary Nlir-itfl Activity/ klotilyl ActNilyl Aoti'Jity/ 
Gll>U~I Pittom PB~~m Pallern Patorn Relle~ Re1.,,_ Reflex Re~ Rl!fte, hoosal Arnu,al Arousli AloUlal Arou"81 

e 15 22 29 1 8 

7001 ' 15 22 29 1 B 15 22 29 I 

0 0 0 0 0 0 0 0 0 0 0 0 0 0 
1002 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
1003 0 0 0 0 0 0 0 0 0 0 0 0 0 Q 

7004 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7005 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7006 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7007 0 0 0 0 0 0 
7000 0 0 0 0 0 0 I 

0 0 0 0 0 0 0 0 
0 0 0 0 0 0 0 0 

7()09 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7010 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
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lr<liviooal Animal Dl!!mled Cliric.ol Obselvalions 
PSI. Sru,tr N1111be,- 51651 - A 28.0oy o,~ Gav9jj0 Tmdcily Sludy in RBI• 

Se~ Malo D•rl•l Rel.iiYo to Slart Oat• 

0 Oe!ClinObo (Open Field Obs) 
mg'ligidey Col?llisions Conv,Jsions!CDrMAsioo• CMl~mj"eoo,,(j,i,,n, Tremcn Tremors Tremcrs T11!rnon Tremor• Po>lu'e Po.llR PO!il ..-e Postu'e 
Group 1 

1 8 15 22 29 1 8 15 22 2ll 1 5 15 22 

7001 0 0 0 0 0 0 0 0 0 0 0 
I 

I 
0 0 0 

7002 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7003 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7004 0 0 0 I 0 0 0 0 0 0 0 0 0 0 0 
7005 0 0 0 0 0 D 0 0 0 0 0 0 0 0 
7006 0 0 0 0 Q 0 0 0 0 0 0 0 0 0 
1001 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7008 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7009 0 0 0 0 0 0 0 0 0 0 
7010 0 0 0 0 0 0 0 0 0 0 I 0 0 0 0 

0 0 0 0 
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I r,dividual Anlmal �elalod Clorical Ome,vations 
PSI. Study Nan bar 51651 • A 28-0ay Oral r.Ja"age T""icity Sh.dy In R"-" 

Sex:Male Ooy(s)R•lativetoStllrtOato 

0 
m!>'!<w,lay 
Groop I Po,1..-e I Gel Gait Gal Gal 

OalClinObs [Open Reid Obs) 
locomotion Loeomotim Looomo!iM Loc,,molian l.oeenic&o Odecnllon Delecalion Oeiel:ollon 

29 i 1 8 15 22 15 22 29 15 

7001 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7002 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

7003 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7004 D 0 0 0 0 0 0 0 0 0 0 0 0 0 

7005 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

7005 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7007 0 0 0 0 0, 0 0 0 0 0 0 0 0 0 

7008 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7009 0 0 0 0 0 0 0 D 0 0 0 0 0 0 
7010 0 0 0 0 0 0 0 0 0 0 0 a 0 0 
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lndiYidual Arnmal Detailed CliricaJ Obter,alion, 
PSL ~ Nlllliw 51651 • A 28-0ay Ors! Ga'/llge TOllicily Sh.dy in Rsto 

Sot Male Day(s) Ro tivo lo Sl3rt Date 

0 OetC[nOba (Open field Ulc) 
m!Jkgldsy Dofoclli0n Defecati011 ~ Uinali0n i.JnmtlCJ'I Lm•lion UifnatiCJ'I Umallon U=ia I Unu,u,l Lko,Ui!I lJnu!lllll Lir<JSIIOI V0cnllzstion Vooolizalion 
GfClllp t Beh..,ion; Seha,i0n; 6ihEM01'S Behavi<r, S.havlo11 (OF) JOF) 

I 

22 29 1 e 15 22 29 I 
l e 15 22 29 I 8 

1001 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
1002 0 0 0 0 0 0 0 0 0 D 0 0 0 0 
7003 0 0 0 

I 
0 0 0 0 0 0 0 0 0 0 0 

7004 0 0 a 0 0 0 0 0 0 0 0 0 0 0 
7005 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7006 0 0 a 0 0 0 0 0 0 0 0 0 0 0 
7007 0 D 0 I 0 0 a 0 0 0 0 0 0 0 0 
7008 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
71JJS 0 0 0 0 0 0 I 0 0 0 0 0 0 0 D 
7010 0 0 0 0 0 0 0 D 0 0 0 0 0 0 

000635 



DocuSlgn En~. ~ ID: 08102655-6D6A-4B51-AF2F-A7160609C8AD 

Page 133 
tudyNumbcr 5 165 1 

lncfrlidual Al,iml;I Dd.lllodQrical Ob&erlationt 
PSI. Stuct/ Nllnbor 51651 -A 28-0ey Oral Gavag,, Toxicity Stucfy in Rao 

Sex: Male Day(&) RelatiYe lo Siert Osle 

0 DetClilObs (Open field Obi) 
m9'1<glday 
Gn,.,p1 

Vo,,,lzalion·vocalir.a!o.i111oc!lizaion 
IOF) (OF) (OF) 

Ott,er Other other other Other T..tdies T\lilc/1es Twitches Twitd,es T>'itche• 

I 

15 ' 22 I 29 1 I 8 15 22 29 1 8 I 15 22 29 
7001 0 0 0 0 0 D I 0 0 0 0 0 0 0 
7002 
7003 

0 
0 

D 
0 I 

0 
0 

0 
0 I 0 

0 
0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

7004 0 0 0 0 0 0 0 0 0 0 0 0 0 
7005 0 0 0 0 0 0 0 0 0 0 0 0 0 
7006 0 0 0 0 0 0 0 0 0 0 0 0 0 
7007 0 0 0 0 0 0 0 0 0 0 0 0 0 
7008 
7(1()9 
7010 

0 
0 
0 I 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
Q 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 
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""''"• r. -.. , .. 
lrdivldw!I Animal Detale~ CUrJOBI Ollser,acons 

FSL Sl!Jay NU11ber 51651 • A 28-0ay Oral GEN1190 Toxlclly Stu:ly lo Rats 

S•x: Mlle Da:Y(~) Rela!Ne lo Siar! Date 

m OelCfJ10bs (Removal tom Cago) 
rni,kglclay Htnlling ttan,ir,;i Vocaliz«icln VocoizalMll1IVooalizllliooi

I 
Vooallzalion 

"" 
Vocdlz...,

"" 
Paipellral 

·-
Pelpebral ,... Palpebml I Palpebni 

Gro.,p 2 R~ctivrty Reaetr.ily R•aaidy Reaciivily ReaelMty (RC) Closure Clas,,ro Closure 
ISCI .,, 

1 8 15 22 29 , 8 15 22 29 1 8 15 22 

7021 0 0 0 0 0 D D D 0 0 0 0 0 0 
7022 0 0 0 0 0 0 0 D 0 0 0 0 0 0 
7023 D 0 0 0 0 n 0 0 0 0 0 0 0 0 

7024 0 0 0 0 0 0 0 0 0 Q n 0 0 0 
7a25 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7021; 0 0 0 0 0 0 

" I 
0 0 0 0 

11/1.7 0 I 0 0 0 0 
0 0 0 0 0 0 0 0 (I 0 0 0 

7028 0 0 0 0 0 0 0 0 0 0 I 0 0 0 0 
7029 0 0 0 0 0 0 0 0 i) 0 0 0 D 0 
7030 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000637 
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Study Number 51651 

I ridNidud Animal Od•lled Ci rleal Obscnialion, 
FSl SludyNUTibe, 51651 - A 28-0ai, Ord Govll!JO Toxi,ily Study in R.t1 

Su: Male Da)'(•)Relotrvc to Slarl Dalo 

125 DatainObs !Removal h1JT1 Cage) 
mgl\glday f>lllp,br,j Laonmallo~ I lacrimatior, Lacri,,ltion lBOllmallOn Lacrimstion Eyes" Eyu Eyo, Eyes ey .... hilJCGllB ~uo M.ioous 
G(aup 2 CIOS1.ire MeJ!i>ranet l Membla,e�l '-"mbrar,es 

29 1 8 15 r 22 29 1 8 15 '12 29 ) 8 15 

1021 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7022 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7023 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7024 0 0 0 0 0 0 0 u 0 0 0 0 0 0 
7025 0 0 0 0 0 0 <I 0 0 0 0 0 0 0 
7026 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7027 0 0 0 0 0 0 0 0 0 I 0 0 0 0 0 
7028 0 0 0 0 0 0 0 0 0 0 D 0 0 0 
7029 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7030 0 0 0 0 0 0 0 0 0 0 I 0 0 0 0 

000638 
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Study umber 5 L651 

lrdivloual Animal Cl.tailed Cineal Ob&crvlllion, 
PSl. SludyN'611ber5 te5t - A2Wey0ril GaYll9e To,,ioifystudy inRal• 

s01e Male Da~t) RelaliYo to Shirt Date 

125 
T 

De!ClnOb!I (Romll'la torn Cage) 
mgl;glday IAJCOIJS MLEOU!I Saliwlion Salivelion Sllivalian Solivalion Soillillion Emsclotion Emaciotion Emociitim E!Tlllo!aijM Emeclei 111 Piloemtlon Pioerenjjon 
G,cup2 Membrane• Mertml'IO$ 

I 
I 22 I 

I 

29 1 8 15 22 29 1 8 15 22 2S I I B 

7001 0 0 D 0 0 
70'22 

' 0 
I 

D 0 0 0 D 0 0 0 
0 0 0 0 0 0 0 0 0 0 0 0 0 0 

7023 0 0 D I 0 0 0 0 0 0 0 0 0 0 0 
10'24 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7025 0 0 0 0 0 0 0 0 0 0 0 0 I 0 0 
7026 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7C0.7 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
1028 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7029 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7030 0 I) 0 0 0 (J 0 0 0 0 0 0 0 0 

000639 
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, tudy Number 5165 I 

I nd"rvidUsl .Glimal Detailod er rical Observolions 
PSL Srudy Nunbo,51 651 -A28.(Jay Oral GO'Vage To:riclly Slooy in RBI• 

Sex. Malo Daii•)Rela!ive le Start Cele 

125 DetCllnObs{Romo'IBI tom Cage) 
mijl\gloay PilocMOtion Pllcttoction P;lc«l!c:tion Fu-/Skin Fl~/Sldn Fud51<in Fur/Skil FU'/Ski\ M.tsole TDfl!'M.ls<:l• TontMta.ile Tm>! '-'lsole ToneMJsde T,,.,.j Respiratory 
Group 2 Pliten) 

I 

15 22 29 1 8 )5 22 29 1 B 15 22 29 I 

7021 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7ffl2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7023 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7024 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7025 0 0 I 0 0 0 0 0 0 0 0 0 0 0 0 
7026 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7027 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7028 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7029 0 0 0 0 0 0 0 0 0 0 I 0 I 0 0 0 
7000 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000640 
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Study Number 51651 

Individual .orimal Oeteiled Cll rlcal Obsorvalians 
PSl S!\.<jy NIJT!ber51651 -A21!.CJay Ora Gmrage fo,;iaity Sh.dj in RBI• 

S.,c Melo Di,y(•)R•lalive la Slarl Dale 

125 lntClinObt (Rernova m C~B•) De!CinOb• (Open Rold Obs) 
m~doy 
Group 2 

RGplratDI)' 
Pattern 

Reopimacy Respi"ator; Re,pi n,lor; 
PBUJ,m f'atl,m Pollom 

Pupllary 
Rollei< 

Pupillsy 
Re'lle,c 

Pup'.lltuy 
Reflex 

11'\Jpliry 
R•l\e~ 

Pupillory 
R"'1"-' 

Aclillty/ 
Ara,,..I 

Achily/ 
AtoUSIII 

t,,.twy/ 

"'°"'' .. 
Aolwit)'/ .......... I 

Ac!Mty/ 
A,..,..1 

e 16 22 29 l 8 15 22 29 1 8 15 I 22 l 29 

7021 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7022 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7023 
7024 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

I 0 
0 

0 
0 

0 
0 

0 
0 

7025 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7026 0 0 0 0 0 D 0 0 0 0 D 0 0 0 
lO'll 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

70'l8 0 0 0 0 0 0 0 0 0 0 
I 0 0 0 0 

lf1J.9 0 0 0 0 0 0 0 0 0 0 0 Q 0 0 
7000 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000641 
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Study Number 516S I 

I rdividuol llsimal Odtiled CII rical Oboervalions 
Pst stucly Number 516~1 -A 28-0ayOral Gllllage Toxicity S11.dv in Rats 

S<!x: Malo Day(•)Relative lo SbirtOete 

125 
m~•day 
Group 2 

Col'l,'tffic,ns Conwlsions Coov!J~ons 1Con1ulsions Convuslon:l, 
DdClinObo (Open F\itd Obs) 

Tromet, TreinQ/S" r Tr..,,c,, T,.mD!!I Tr,n,ors Posture Po•b.re Postu-e Pos1uia 

' 
1 B 15 22 29 1 B 15 22 29 1 8 75 22 

7021 
7022 
7023 
7024 
7025 
7026 
7027 
7028 
7029 
7030 

0 
0 

0 
Q 

0 
0 
0 
0 
0 
0 

0 
0 
0 
Q 

0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
a 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
a 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

I 

0 
0 
0 
0 
0 
0 
0 

0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
Q 
0 
0 

0 
0 
Q 

0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 

0 
0 

000642 
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Study umber 5 1651 

I r,jivldual Primal Octa led Cl rioal Observalions 
PSL Study N<1T1bor51651 -A 28-0ay Orel Gl!Vage Taxioi!y Sludy in Rais 

S.,,c Malo Dar(•) Relative lo starl Dale 

m DelCfrnOb• (Open I Fiold Oil•) 
m~!l'<lay Poth.I"• Gai Giil Gail Galt Glil Locomotion Lacomolionlooomation Loccmalioo loccmllli<ln I Delecslion O.ftcatlon Defl:cmon 
Gr~2 

I l 
29 1 B 15 22 2S 1 8 15 22 2!l 1 8 15 

7021 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7022 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7023 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7024 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7025 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7026 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7027 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7028 0 Q 0 0 0 0 0 0 0 0 0 0 0 a 
7029 0 0 0 0 0 0 0 a 0 0 0 0 0 0 
7000 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000643 
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Study um her 5 I 651 

lrdMdual Mmol Detailed Clrlcal Clblervaticos 
PSL Stud'/ Nunber 51651 • A 211-0a, Ora Gayego Toxi~ty Study in Rats 

Sox: Malo D"'l(s) Re liv• lo Start Dole 

125 Dl!!CinOhs (Opan Field Obt) 
mgkg/day Deloc,tjon Defecslion Urination UriMiion Lm,fon Unalim Urfllllion Unu!iua Urm~ lhJSual Uoo11Jal lhm.al v..,.;,itton VOCB!zal!o!, 
Gr~ 2 

22 29 , I 
B 15 

l 
22 29 

llehoo°" 

I I 

Behoviols 

8 

Behwiol$ 

15 

BehaM<n 

22 

Set.Mon 

29 

(OF) 

1 

(OF) 

8 

7021 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
1022 
7023 

0 
0 

0 
0 

0 
0 I 0 

¢ 
0 
0 

0 
0 

(I 

0 
0 
0 

0 
0 

0 
Q 

0 
0 

0 
Q 

0 
0 

0 
0 

7024 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7025 
7026 
7027 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 I 

0 
0 
0 

702B 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7029 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7030 0 0 C 0 0 ,o 0 0 0 0 0 0 0 0 

000644 
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Studt_Number 51651 

lndMdu~ AMnal �sailed Clr>cal Oboervafioru 
PSI. Slucfy N\mber 51651 • A 211-0at Oral Gau"lJ• TO;ltidty study in Rill• 

125 ootcr110bs (Opeo Reid Ob•) 
mwk{>'day Voe&mlion Vocalillllioo V()Ca)21fon 0th!! Olher T Other Othot other Tw!ches Tv.ttches T,wct,e, Twleheo TiMtohlla 
GIOUp 2 (OF) (OF) (OF) 

I 
15 22 29 1 8 15 22 29 1 a 15 22 29 

ro21 0 0 0 0 0 0 0 j 0 0 0 0 0 0 
um 0 0 0 0 0 0 0 0 0 0 0 0 0 
7023 0 0 0 (J 0 0 0 0 0 0 D 0 0 
7024 0 0 0 0 0 0 0 0 0 0 u 0 0 
7025 0 0 0 0 0 0 0 0 0 0 0 0 0 
7026 D 0 0 0 0 D 0 0 0 0 D 0 0 
7027 0 0 0 0 0 0 0 0 0 0 D 0 0 
7028 0 0 0 0 0 0 0 0 0 0 0 0 0 
70'29 0 0 0 0 0 0 0 0 0 0 0 0 0 
7030 0 0 0 0 0 0 0 0 0 0 0 0 0 

000645 
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Study Number 5165 I 

lrdivklual Animal Ddailed Cl~cal Ob,o,valions 
PSl Swdy l'vnber 51651 - A 28-0ay Oral Oavago Toxicity Sl<JdylnR;js 

Sec lu'.ale Day(•) Re~ lo start Date 

250 Oa!0-010b$ (Romcval m Cage) 
m~~!>'day H...-6,ng Kardling Honlilng T Hrdrng Handling VcOllllziiion-VocsizatJo,, IVooallzliicn Vocaiimf.f1 Vooaizatio,, Palpebr,,I Palpobn1I Pal~ Paipobrd 
GrOIIPa Rea!;tivily Reac~vity R••ctmy R ... cw11, R•ec:ti~ly (RC) (RC) 

I 
(RC) (RC) (RC) C1oetn c,o .. ,(lj ClcsU"e Cloain 

I 8 15 22 29 1 e I 1 8 
I 

15 22 29 15 22 

7041 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
1042 0 0 0 0 0 0 0 0 0 0 a 0 0 0 
7043 0 0 0 I 0 0 0 0 0 0 0 0 0 0 I 0 
7044 I) 0 0 D 0 0 0 0 " 0 0 0 0 0 

7045 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
70-1fi 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7047 0 0 0 0 0 0 0 0 Q 0 0 0 0 0 
7048 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7049 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
1reo 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000646 
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Study umber 5165 I 

lncf~~ /V'imal Ol!tliil•d Cllrical Obser;aHoos 
PSl S1u<t(Nlnlbef 51651 - A 28-0ay Ora Gnv<Jgo Toxicilf Sludy in Rn 

Se,c; Male D•>\•)R•lalilie toStM Osle -
250 OelCl'.nObs (R.,,,.,.111 fiom Cage) 
mg.'l<glday 
Gr..,.i J 

lialpebrlli 
Closln 

L""'1maflon fl smation l..&:rlm,/ion lattim•tion La<rimallon Ey..- EyOI Ey•• Eyos Eyes M.cllUI Micous MJerua 
Meninnes l\l<mbr$let thmbranes 

I 
29 1 8 16 22 I 29 1 8 15 22 29 1 8 15 

70<4I 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7042 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7043 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7044 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7045 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7046 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7047 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7048 0 0 0 0 0 0 0 0 0 0 0 0 iJ 0 
7049 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7050 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000647 
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Study Number 51651 

Individual kltnal O.t.iled C!riGal Observelion, 
PSI.. Sludy Nlrnber-51651 - A 28-0ay Oni Gavage Toxicity Stuct, in Rois 

Sex Mile Day(s) Relative lo st, Date 

Z50 DBIClin<lbo (Removal rrom Cage) 
m~dll'/ 1,,-\,oous Mucous Salr/M~ Selivaion Saiivetiol, Suvelicn Saiviilion Emiiciotion Emacialion Emacialcr, Emacia,on Emaoralicn Piloeredlon Pllweotion 
GrOCJp3 Memblane• Memb1311es 

22 29 I 
\ 8 

I 

I 
\5 22 29 1 8 ' \5 

I 
22 29 I 8 

7041 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7042 
7043 

0 
0 

0 
0 

0 
0 

0 
0 I 0 

0 
0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

7044 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7045 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7046 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7047 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7048- 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7049 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7050 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000648 
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Studt_ Num ber 51651 

lroivk!uai Animal Ddailcd Cirical Obse1Vati0111 
PSL Study N<rnber 51651 • A 28-0ay Oni Gavsge Toxi<ily Slucti, in Rats 

Sex: Malo Oay(s) Relali'le to Start Dale 

250 Del<linObs (Remo•a ~am Cage) 
mgl~glday Plloe~eliol1 Plloereetion Piloeffldlan Fu-/Skin FudSl«n ftJr/Skii f\1/Slcin FudSkln P.tulc4e T~ MJade To~itcle Tttrl,tiotle Tord.tJscle T Rospnilory 
Gfoup3 

I Pattem 

15 22 29 T 8 15 22 29 1 8 I 15 22 2!l 
I 

l 

7041 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7042 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7043 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7044 0 0 0 0 0 0 0 0 0 0 0 Q 0 0 
7045 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7046 
7047 

0 
0 I 

0 
0 I 0 

0 
0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
Q 

0 
0 

0 
0 

7048 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7049 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7050 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000649 
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Stud__y Number 5165 1 

lrdivldual Mmol Dot.lied Cirical Observations 
PSL 5tii<!YNunber51651 - A28-0eyO.S Gm,i,ge TO)(tc.iyS!ujy In Rais 

Sex: Male Oa-/(•) Retatr,e ID Start Dale 

250 OetctnOba (Removal ~om Cage) OetC~riOI!• (Open Field O~s) 
m!tJ<!iday R~ratory Rospirnlory r espiratory RO!plntory f't4,iTiary Pupilhry Puplary Pup!liry Ar.lN'rfy/ Aoli.;1y1 l'-t.t'rit,I Pupllary Ar.M(I Activity/ 
Gr014> J Paltem Pallem Pattern Pallom R.lffex Retell Refleoc Reflel< Relle.>. 

I 
houaal 

I 
Arou"81 >tooSlll Aroooil Arousat 

I 

a 15 22 29 1 B 15 22. 29 ' I 1 8 15 ?2 29 

704-1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7042 0 0 0 0 0 0 0 0 0 I 0 0 0 0 0 
7(),13 0 0 0 0 0 0 0 0 0 I 0 0 0 0 0 
7044 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7045 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7048 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7047 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7048 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7049 0 0 0 0 0 0 0 0 0 0 0 0 0 I 0 
7050 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000650 
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Study Number 51651 

lro,vidul!I MimaJ O<taled Cffriciol Observalfoo, 
PSL SludyNlrnborS1651 - A 28,.0,iyO:af Gav• Toxici!y su.t,,inRat. 

Sex: Mile D,rl(s) Relative lo Slllrt Date 

OdClinOba (Open Field Obs) 

Cl>!Wloionsl onwl• on,: IConvuslons COf'IIUls«>ns rCorM.lslOO'J Tremors Tremo11: Tnmors Tremors Tremor, Posture Posue 

1 1 8 15 22 , 29 15 I 22 29 8 15 22 

7041 0 0 0 0 0 0 0 0 I 0 0 0 0 0 0 
7042 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7043 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7044 0 0 0 0 0 0 0 0 0 0 0 0 D 0 
7045 0 0 0 0 O 0 0 0 0 0 0 0 0 0 
1046 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7047 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7048 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7049 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7050 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000651 
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Study Number S 1651 

lnrnvldual Arimal IJ,lailM Cirical Observalions 
PSt Sl1Jdy Nunber 516) 1 - A 28-0ay Clfd Glillage Ta,l~lly Sludy In Raia 

250 
mlJl:9'd3y 
Grwp3 

Postin Gal G1'1 Gail l Gail Gal 
OclClnOba (Open Field Oba) 

Lacll!nation Locomotlon Lacomation ll..ocoma6an jl.ocamatiaii Dl!location Delecatian Delwsli00 

29 , 8 15 22 29 1 8 15 22 29 1 8 15 

7041 
7042 
7043 
7044 
7045 
7046 
7047 
7048 
704.!l 
7050 

D 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
D 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
D 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
D 
D 

D 
D 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
D 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
(I 

0 
0 
0 
0 
0 
0 
0 

0 
0 
D 
0 
0 
0 
0 

0 
D 
0 I 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

000652 
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Study Number 51651 

lrdVJdtll!i An.mal O<taled Cirical Obaervations 
PSl S~N«nber51&>1 - A28-0")"0rn G1Woge Toxlcily st\1.1)' mRols 

Sec Malo Oay(s) Ro1aliwo lo Sblrt Dlilo 

250 DdCmOba (Open rllld Obi) 
m~k!)lday Defecmon Defecation Uinlll/G11 lfrireHon Urination I Unnehan - uliniion l.rullt!i lklmJl!i Unusulli lJnusJal lhttual Vocallution1Voc1lfzation 
Groop3 

I 
Behl!Yicn Beha•iors- Beha-;iD<I' Behavl<n BOhB\OiOI' (OFI IOF) 

I 

22 29 1 8 15 I 'lJ. 

7041 
I 29 1 8 15 22 29 1 I B 

0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7042 0 0 0 0 D 0 0 0 0 0 0 0 0 0 
7043 0 0 0 0 0 I 0 0 0 0 0 0 0 0 0 
7044 0 0 0 0 0 0 0 

I 
0 0 0 0 0 0 0 

7045 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7046 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7047 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7048 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7049 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7000 0 0 0 0 0 0 0 0 0 0 0 0 I 0 I 0 
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lnal'lldUfll Ar,maJ Ddlliled Clirical Obc on, 
PSI. SllldyNm,bef 516S1 -A 28-0ay Oral Gavoge Toxicity Slu:ty In Rats 

Su Male Oa)'(•)Relatn,oloStal!Dtte 

250 Oe!CllnObs (Opon Field Ob•) 
m'1i(gldar Vocalizalion Vocolizotion Votliizition 00,,r Othor Clther 00,., othor TWlo!iea Twtohe• Tw.t~s I Twiltll•• Tv.itoho, 
GrC1Jp 9 (OF) (OFJ (OF) 

! 
15 22 29 1 8 1~ 22 29 t 8 1~ 22 29 

7041 0 0 0 0 0 0 0 0 0 0 0 0 0 
7042 0 0 0 0 0 0 0 0 0 0 0 0 0 
7043 0 0 0 0 0 0 0 0 0 0 0 0 

I 
0 

7044 0 0 0 0 0 0 0 0 0 0 0 0 0 
7045 Q 0 0 0 0 0 0 0 0 
1046 I 

0 0 0 0 
0 0 0 0 0 0 0 0 0 0 0 0 0 

7047 0 0 0 0 0 0 0 0 0 0 0 0 0 
7048 0 0 0 0 0 0 0 0 0 0 0 0 0 
7049 0 0 0 0 0 0 0 0 0 0 I) 0 0 
7050 0 0 0 0 0 0 0 0 0 0 0 0 0 

000654 
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Study Number S 1651 

1.-.:ii'liruei Arimal Det.ill!d Clln oal Observations 
PSL Study NLfllber 51651 • A 29-0ay Ord Gavage To,acity Sl'-"t In Reta 

Sox: Malo Oay(,)Relali11e lo start Date 

soo Oe!OinObo (Remov,i fiom Cage) 
mwkglday Hancf'1119 Hruloi'1!1 Handing ~ Hlrl!fog VClCaontian Vocabatlan Vooalizition Voeaizelfon VOCllliz.-i0n1 P~ Pait>elw'" Pelpebl'III Polpelm~ 
Oroup4 Reactiviy Readivily Reactivity Roactivily Re,,;tr,;ty (RC) IRC) (R C] (RC) (RC) I Closure Closure Clar1.-. Cl<mm, 

, a 15 22 29 , a 15 22 29 I 8 15 22 

7081 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7002 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7003 0 0 I 0 0 0 0 0 0 0 0 0 0 0 0 
7064 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7065 0 Q 0 0 0 0 0 0 0 0 0 0 0 Q 
7o,;5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7r£/ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7008 0 0 0 0 0 0 0 0 I) 0 0 0 0 0 
7009 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7070 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
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lr<f.,lduai Arimal Det.ilod Clirical Qbser,shons 
PSl study Nunber 51651 • A 211-0ay Oral Gw,ge Toxlcay SILQy irl Rais 

Sex: ~• Day(,) RelaiYe to Start Date 

500 n.terllObs (Remove tom Cago) 
fl1ll'~day Pa!pebrlll Laorimation Lacrimali011 Loclimmion Lecrimalion Laerimation Eyes Eyes Eyet Eyes Eyes MJcous t.,\Jcou1 M.JC<JUs 
Gr(l(lp4 CIOW!I I l 

Membranes Mi:ml:rs1u Mornbl'ane• 

29 I 

1061 0 

~ 8 15 22 29 1 8 15 22 29 I 8 15 

0 0 0 0 0 0 0 0 0 0 0 0 0 
7062 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7063 0 1) Q 0 0 0 0 0 0 0 0 0 0 0 
1064 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7065 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7066 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7067 0 0 0 0 0 0 

l 
0 0 0 0 0 0 0 0 

7068 0 

I 
0 0 

I 
0 0 0 0 0 0 0 0 0 0 0 

7069 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7070 0 0 0 0 0 0 I 0 0 0 0 0 0 0 I 0 

000656 
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lndividllal .AlimaJ Di!!aied Cirlcal Observation• 
PSl ShJdy N11nbe1~1~1 - A28-Dey0ra Gavagt Toxict/ SIW,, in Rats 

500 
m!1kglday ---M.Jow, MUCD'-" -l 

Dd:OinObs (Removal ~am Cage) 
Salivation SaiYl(/on Safr1sliool Sallwlion Sslivalion Emac:isllon Emaolalion E"macistla! Emaciwon I Emaclalion Pllaerndirln Pilweotion 

GrO!IP 4 

22 29 1 8 15 22 29 , 29 1 8 

0 0 0 
I 8 15 22 

70';1 0 0 0 0 0 0 0 0 0 0 0 
7<62 
m,. 

0 0 0 0 0 0 0 0 0 0 0 0 0 0 
0 0 0 0 0 0 0 0 0 0 0 0 0 0 

7054 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
1~ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7066 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7007 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7008 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7009 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7(110 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000657 
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Study Number 516S I 

1"1ivlcluel Anmal Odlilod Cl111ca Obsefvabcns 
PSLStudy Nmibef 51651 -A 28-0ay Orel G811aga Toxiaity Slud! in Reis 

Sox_ Malo Day(,)Reioove lo Starl Date 

500 0.IOinObo (Romo,111 t om Cage) 
m!tii&/day Piloen,clion Pllo,,...ti on Pila•rnt11on Fir/Skin FooSkin Fur1S1<1n Fui/Skln FurlSl(i, ~• Tor,,~ Ton<M,sclc Tonii ~-j~ µ_isc1a Tone, Rosplr.tory 
Group4 Paltem 

15 22 ' 29 1 8 10 22 29 , 8 15 22 29 1 

7061 0 0 0 0 D 0 0 0 0 0 0 0 0 0 
7062 0 0 0 0 D 0 0 0 0 0 0 0 D 0 
7063 0 0 0 0 D Q 0 0 0 0 0 0 0 0 
706 4 0 0 0 0 u u 0 0 0 

0 0 0 I 
0 0 

0 0 0 0 0 0 0 I 0 0 0 
7066 0 0 0 0 
7\)66 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7007 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7068 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7069 0 0 0 0 0 0 0 0 
7070 0 0 0 0 0 0 0 0 I 0 0 0 0 0 0 

0 0 0 0 0 0 

000658 
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lrdll'ioulli Animal D!lailed Cirlcal Observoliom 
PSLSludy Nunber 51651 - A 28-0ay Oral Gavago T01ici\y Slwyin Ra, 

Sa.di.al<! Da)(s) Rolalive lo Start Dale 

~00 OolClinOb; (Removal ~om Cago) De\CmOI>, (Open Field Obs) 
mg,'kg/day Rosprator,, Rosp,atory Rtapi-1!!0,y1R••pjm!ofy Pupila,y Pupil,ry Pupjlaiy P~,ry Puplruy AJ:tiwity/ Adi'lityl Acliliiy/ Acliirityl Acl,.,;ty/ 
Gr'""14 Pattern Palta,m Pat!,m Paitem Refle>. Rol111< Rene.\ Reio, Rell~~ A,....,.1 Arousal /l,o,Jo,( A,ousal AnllJ6al 

0 15 22 29 I e 15 22 29 1 8 15 22 ZS 

7001 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7002 
7<:63 
7064 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 I 

0 
Q 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

706:i 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7066 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7<:67 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7068 0 0 0 0 0 0 0 D 0 0 0 0 0 0 
7069 0 0 0 0 0 0 0 D 0 0 0 0 0 0 
7070 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000659 
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looMooai Animal Dolaled C11rieal ObsetvabOllS 
PSI.study N11nber5l651 -A 28-0ay Ora Gavage Toxiclly 51'-'<fy In Relc 

Sex: Male Dal(t) Relative to Stlrt Dato 

500 OetanOba (Opon Field Obs) 
m!l'l<g/day Con,ulsions Coo'Ailsions Caw1.filons Co~sions Con'/IJslons Tremort TrM10rs Trenor• Tremor., Trerncn Poolure Posture Polhlre Posrun, 
Gr~4 

I 
I 8 15 22 29 I 8 15 I 2Z 29 1 8 15 22 

7001 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7062 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7063 
7084 

0 
0 

0 
0 

0 
0 

0 
0 I 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

7065 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7066 
7067 

0 
0 

0 
0 I 

0 
D 

0 
0 

0 
0 

0 
D 

0 
0 

0 
0 

0 
0 

0 
0 

a 
0 

0 
0 

0 
0 

0 
0 

7068 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7069 
7070 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 I 0 

0 I 
0 
D 

0 
0 

0 
0 
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DocuSignEm J ID: 08102655-6D6A-4B51-AF2F-A7160609C8AD 

Page 158 
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lnJMdrnll M lmal Ottoih:d Clirical Obiervafons 
PSI. SW, Nunber51651 • A 28.Qay On,I Gevage Toxitity study in RP 

Se,: ~• Day(s)Relalive lo stnrl O:ie 

500 
mgllqjlday 
Gr'"4'4 

Posture Gai Gal Gllit Gill Gail 
OetCNnObs (Open Reid Ol>t) 

Looomoijon Locomoliat locomonon I Locomotion l..ooom olion Delecntion Defecation Oeleellllon 

29 1 B 15 22 29 1 8 15 '22 29 1 8 15 
7061 
7062 
7063 
7064 
7065 
7061i 
7007 
7068 
7069 
1070 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 I 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

I 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 I 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

I 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
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Study umber 5 I 65 I 

lrdvldull Arornal Odalod Clricllil Obsor,&liom-
PSL Slucfy Nl.mbor 51651 - A 28--Day Oral Gavago Toxiorty Study in Rat~ 

S&.c MDI• Day(,)Rel.ilivetostartDala 

:;oo DdCinObs (Open FIOld Ctis) 
,ngkglday Oeloetiion Oefeca!ion Urination Urinalicn l..ms!ion 

I 
Urinelim UITil!tien Unusual ChJl!Jlli U,utUol Uoowal 

o,....,4 \.h.Jsuol Vaoaiz~on; VocB:'~•lioo 

I 
0.havjars &navkl!! 8ehavio~ Behavi<n Behaviors 

I 
(0 F) (OF) 

22 29 I e 15 22 2S I e 15 22 29 I l e 
7061 0 0 0 0 0 0 0 0 0 0 0 0 D 0 
7062 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7063 0 0 0 0 0 I 0 0 0 0 0 0 0 0 0 
7064 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7065 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7066 0 0 0 0 0 0 0 D 0 0 0 0 0 0 
7067 0 0 0 0 0 0 0 D 0 D 0 0 I 0 0 
7068 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7069 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7070 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000662 
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Study Number 51651 

lndMdual Animal Ol!lll!led Cil11cal O~alion, 
PSlstudy N..nber 51651 • A 28-0ay Orrtelavage Tox~ st,.Jy if1 Riis 

Sele Malo ~s)RelativaloSlarlDate 

~00 OetOinot.i (Opell FIOld Obs) 
mgi~day Vo,;allzationf'Oealill!~011 Voesizition a.iier other other Other Oll'tel Twlche$ Tv.i\cnes l\vllches Tv.Uchcs T\\ilche• 
GrOllp 4 (OF) (OF) (OF) 

I I 
I 

5 22 ~-r 1 8 -15 Tl. 29 , 8 15 22 
I 

29 

7061 0 0 0 0 0 0 0 0 0 0 I 0 0 0 
7062 0 0 0 0 0 0 0 0 0 0 0 0 0 
7063 0 0 0 0 0 0 0 0 I 0 0 0 0 0 
7064 0 C 0 0 0 0 0 0 0 0 0 0 0 I I 7065 0 n 0 0 0 0 0 0 0 0 0 0 0 
7066 0 0 0 0 0 0 0 0 0 0 0 0 0 
7067 0 0 0 0 0 0 0 0 0 0 0 0 0 
706B 0 D 0 0 a 0 0 0 0 0 0 0 D 
7069 0 0 0 a D 0 0 0 0 0 0 0 0 I 7CJ7D 0 0 0 0 0 0 0 0 0 0 0 0 0 

000663 
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Study Number 51651 

lrdmckJal Arimel Ddaled Cln c,,I Obsorvatlont 
PSL SUJ<lf N"'1bor 5!651 • A 28.0ay Ora Ga~"!!" Toxit,ty Sl<.d( In Rat, 

~ Femalo D"f(•J Re!atiwe lo Slrut Date 

0 DetCtinObs (Rernovi,t troo, Cage) 
mg'kglday 
G,""" 1 

Haneline Haro,t,g 
Reacti\lty I Re8'1lvily 

Hancling 
Rmv"!y 

Hooding 
Ree<lMly 

Herdl"ll 
Roactriity 

Vooalinilan Voeaimtion 'Vocainticn, ocehallon Vooaimloni Polp!!bnil 
~) ~ ~ ~ ~ a-

Palpebral 
C!oiur,, 

P~,<!b,.I 
Clow• 

Palpet,rel 
Closure 

1 
I 

8 16 22 - 29 1 8 15 I 22 29 1 8 15 22 

101 I 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7012 
7Q13 
7014 

7015 

0 
0 
0 
0 

0 
0 
0 
0 

I 

0 
0 
0 
0 

0 
0 
0 
0 

0 
0 
0 
0 

0 
0 
0 
I) 

0 
0 
0 
0 

0 
0 
0 
0 

I 0 
0 

0 
0 

0 
0 
0 

0 

0 
0 
0 
0 

0 
0 
0 
0 

0 
0 
0 
0 

0 
0 
0 
0 

701& 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7017 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7018 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7019 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7020 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000664 
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lndivlduli Anin•I Debiiled Clrical Otiotwe!ions 
PSLS!u<t/ Nunber 51651 - A 28.(nyOnil Gavage To,riajy sttdy in~ 

Sex: Female Day(s) Re!a!~c lo Start Dale 

0 DelOinObi (Remcr;d ham Cage) 
m!1kglday Palpelir!I lacrimalion l acrimalioo Lacrwm~ion l acrimalion lacrimatlon Eyes Eyes Eyea Eyes Eyes t.tlcous M.Jcou9 M.Jcous 
Grrup 1 Otooare I 

I I 
Meironines Merit.-..,., Memb12n01 

I 
I I 

29 1 9 15 22 29 1 8 15 22 29 1 8 1 15 I 
7011 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7012 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7013 0 0 0 0 0 0 0 0 0 0 0 0 0 

I 
0 

7014 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7015 0 0 0 0 0 0 0 0 0 Q 0 0 0 0 
7016 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7017 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7018 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7019 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7020 0 0 0 0 0 0 0 0 0 0 0 0 I 0 I 0 

000665 
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Study umber51651 

ln,iivi<lua ,4,imal Odailed Clrloal Observal!a"" 
Pst StodyN\fTlbef 516~1 - A 28-0!l)'Ofll G8Yllg<I Toxlcly S11.Mty In Raio 

Selt Female Day{;,) Rela1ive lo Slart Dall! 

0 ,..... DctO
mi,'kglday l,.1ucouo 
Gr004> 1 Mombnmes ~·""" Salrmti011 S,iJvl!tion 

Menvnnes 
l inObc (Removal lion Cage) 

Sawalioli ,... .......... - ....... 1.,····r ...... ~.., "·•·"' 
I 

22 ~ ' 8 I 15 22 29 1 8 15 I 22 29 t 8 

7011 0 0 0 0 0 0 0 0 I 0 0 0 0 0 0 
7012 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
701a 0 0 0 0 0 

I 
0 0 I 0 0 0 0 

0 0 0 0 
I 0 0 0 

7014 0 0 0 0 0 0 0 Q 0 0 
7015 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
701 8 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7017 0 0 0 0 0 0 0 0 0 IJ 0 0 0 0 
7018 0 0 0 0 0 0 0 0 0 0 I 0 0 0 0 
7019 0 0 0 0 0 0 0 0 0 0 I 0 0 0 0 

I 7020 0 0 0 0 0 D 0 0 0 D 0 0 0 0 

000666 
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tuqy Number 51651 

lr,fr,i~ Plimal �dllled Cfrical Ob<oiviimons 
PSL Stud'/ N<ITlbor 51651 • A26-0ay On,1 Gay"!!" To~cilY SIi.id'; In Reis 

Seic female Day{$) Relsliv• lo Slart Dalo 

0 OatClinObo (Removal ~om Cage) 
m!)'~9'd8'/ Piloeroot!on Piloer~ on Pooen,<tion F1r/Sl<ln Fur/Sldn Fu~S ·n Fur/Sl<in Fur/Skin M.Jscle ToneMw:!•TOO!M1solo T~ f..-i"-'"le TOIi! R .. p~ 
Gr~ 1 Ptttem 

15 22 29 1 e 15 22 29 1 8 15 22 I ?.3 1 

7011 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

7012 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7013 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7014 
7015 

0 
0 

0 

0 
0 
0 

0 
0 I 0 

0 
0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

7016 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7017 
7018 
7019 
10'l0 

0 
0 
0 
0 

0 
0 
0 
0 

0 
0 
0 
Q 

0 
0 
0 
0 

I 0 
0 
0 
0 

0 
0 
0 
0 

0 
0 

0 
u 

0 
0 
0 
0 

0 
0 
0 
0 

0 
0 
0 
0 

I 

I 
0 
0 
0 
0 I 

0 
0 
0 
0 

0 
0 
0 
0 

0 
0 
0 
0 
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I rdNidual An,mal Ddailed Clrical ObocrvBbcm 
PSl study Nunbor 51551 • A 2B•Day Oral ClaYage TC!JCicily Slat; in REI• 

Sti<: fOITllff Oar(•) Relcli,, lo S1a,1 Date 

0 o.icrlOOll, (Removal tom Cagb) Oe!Ctil\0111 (Open Field Obi) 
ml)l'~g/dll)' f\e..Jim!DI'/ Respratory Ro""1'1i°'Y Roljiratory PijpiHIIIY Pupihiy P~lary l''-1'.lia'Y Pupilary Aetiv(y/ /11:Uvify.l /v,IMtyl P-J;fNfyi Acb~ty/ 
Graip 1 P>ttom Pall.om Patt,m Plll,lom Rofl•x Relox Reflo, Ro!ox Rola, Arou,al Amu..t Arouial Aro'5•1 Arousal 

~ e 15 22 29 I l 8 15 22 29 1 8 15 22 l 29 

7011 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7012 
7013 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 I 0 

0 
7014 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7015 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
1016 
7017 

0 
0 

0 
0 I 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

7018 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7019 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7020 a 0 0 0 0 0 0 0 0 0 0 0 0 0 
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Study Number 51651 

lrdivaauli An:mal Odailt:d Cllrw ll Obstnlstiom 
PSI. Sturfy Nunbor ~1651 · A 2S.Oay Oral Gl!llll!IC Toxi,liy S!\l:ly in Rall 

Seit farn•I• D;,yl<J Rel•w• lo Stzrl Dale 

0 OelClinObs (Open Froid Obs) 
mr,l(g/dey CoMi!lfons COl'Mioi<rns Co!M.lsi011•1C01T,'Uisl0rrs Conv(ii;icw1 

r,..,, .... I Tll!moro T;;;;ior, T- T,en,,.., Poahre PC>!lure Postu-e Pos!in 
Group 1 I 

! B 15 22 29 1 B 15 22 '/9 1 e I 15 22 

7011 0 0 0 0 0 0 0 0 0 0 0 0 I 0 0 
7012 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7013 0 0 0 0 0 .0 0 0 0 0 0 0 0 0 
7014 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7015 {) 0 0 0 0 0 0 0 0 0 0 0 0 0 
7016 0 0 0 0 0 0 0 0 a 0 D 0 0 0 
7017 0 0 0 0 0 0 0 0 0 0 I 0 0 0 0 
1018 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7019 0 0 0 0 0 0 0 0 

I 
0 0 0 0 0 0 

7Cl.10 0 0 0 0 0 0 0 0 I 0 0 0 0 0 0 
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Study Number 51651 

Oa,,(s) r
Clricel Obse,valiam 

S<I~ ,~~
l~ividual Aron, I ~aled 

PSL Sluctr Nunbef 51651 /\ 28-0ay Orel Gov._e TOXlcrty Sludy in Rais 

female Rel. • lo Slart 

0 Fiold 
m9'1«.1/day · Dale 

DllCinOtna (Open Obs) 
Gell Gait Gan Gal LDC<J111<ilon tocomoticr, Looomoion Locom~oo Locomatlon llefecooon Defe..\ion Defec,i;on 

Grlllll' 1 

29 I 8 15 22 ,s l B 1~ 22 2!l t e 15 

7011 0 

I 
0 0 0 0 0 0 0 0 0 0 0 j 0 0 

7012 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7013 0 0 0 0 0 0 0 0 0 I 0 

I 
0 0 0 0 

7014 0 0 0 0 I 0 0 0 0 0 0 0 0 0 0 
7015 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7016 Q 0 0 0 0 0 0 0 0 0 0 0 Q 0 
7017 0 0 D Q 0 0 0 0 0 I 0 0 0 0 0 
7018 0 0 D 0 0 0 0 0 0 0 

I 
0 0 0 0 

7019 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7020 0 0 0 0 0 0 0 0 0 0 0 I 0 0 0 
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Study Number 51651 

lr,:jividual Ar/mal Dels~ed Clncal Obsmations 
PSl Sludf N1111ber ~1651 -A 28-Day Orol Gavqge Toxi~ty Stud-/ in Raio 

Sex: Femole Dat(s) Relat~e lo Start Date 

0 l o«CinOb,(Open Field Obu) 
milrg/day Oet,cm011 Dt!malion Lmation Unreli011 Uriotiion Uril1alion Urmlon Unusual lhr....i Unuoum Unusual I.JrtJw,I 1vocallutian .Vocaltlltion 
Group1 BehlMOR 

j 
60111'/wn 6ehwj0!5 E!ehavi<n I Bel'IMO<S (OF) (OF) 

22 I ~ I e 15 22 2S ( a 15 ?2 I 
~ 29 1 B 

7011 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
70!2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
70!3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7014 0 0 I 0 0 0 0 0 0 0 

I 
0 0 0 0 0 

7015 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
1016 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7017 0 Q 0 0 0 a 0 0 0 0 0 0 0 0 
7018 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7019 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7020 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000671 
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Study umber 5165 I 

lrovidual Anml!I � ,tailed Cir1cal Obser\/etiom 
F'SL Sludy NLITlber ~1651 - A 28-0ay Ona! Gavage Toxicity Sll.dy in Rats 

Sox: Fems• Clay(&} Relrive to Siar\ Date 

0 
mglkglday 
Grwpl 

\/'oceiUiliMVocdzalioo Vooai2alon 
{OFI (Of] (OF) 

0th" 

I 
oo,., 

Ool0110bs (Open Field Obs} 
Other Oiher olher Twitat,ea r Tv.i<hes T\Mlahes-I Tv.ilches T•Mldlos 

15 22 29 I 8 15 22 ~ 1 
I 

8 15 22 29 

7011 
7012 
7013 
7014 ,m 
7016 
1017 
7018 
7019 
7020 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
D 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

I 
I 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
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Study umber 516S1 

Individual Arim•I Dolmled Clrie& Otloervations 
Pst Study Nunbef ~1651 -A 28-0ay Oral Gevago Toxiciy Study lnRlil• 

~ : femalo Day(s) Re!alilo le Start Daw 

125 Deter- (Romovd t<rn Call") 
m~day Haoiains Handling ~ Har,ding ;m/019 H andling VaetllizleionjVoc,l;zifion VoC81lz~on1Voc;aizaicn/Vocaiz.tionl Palpcbral Palpebral Papeb!al Polpobr1!1 
Group2 ReacCNrty Reaotivily Readr,ity Reai:tivily Reaetivity (RC) (RC) {RC) I (RC) (RC) ctooure Clo<ure a.....-. C/o,iute 

1 8 15 22 29 ; B 15 22 19 1 e 15 22 

7031 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7032 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7033 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7034 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7035 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7036 0 0 0 0 0 0 0 0 0 0 0 0 0 a 
7037 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7038 0 D 0 0 0 0 0 0 0 0 0 0 0 0 
7039 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7040 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000673 
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Study umber S 1651 

lr'ldivioJa Arimal Dtlaili!d Cirital Obtervafi<lm 
PSL Study Ntlnber516~1 - A28-0ay0tal Gava.ge Toiiciy Stu<t,,lnRal• 

Sex female Day(") Retawe lo S!art Dale 

125 
m~gldav 
Grcx,p2 

Palpel>ni 
Cl°"'"' 

OelCJHIObt (Remov# hom Cage) 

Lecrime1ion Lacrimalion l.acnmmon laorimetion la<nmeliiii Eyes EyOll Eyes Eyes Eyes MJcoua fv\Jcou• MJGOJS 

Merm""" 1 Membrane• Momtnneo 

7031 
7032 
7033 
7034 
7035 
7036 
7037 
7038 
7039 
7040 

29 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

1 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

8 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

15 

0 
0 
0 
0 
0 
Q 

0 
0 
0 
0 

I 
I 

22 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

29 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

' 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

8 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

I 
15 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

2'l 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 I 

29 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

1 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

8 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

15 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
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Study Number 5165 1 

lrdMooal Mmal O~ed Cllrfail Obwvations 
PSL study N,,nber516~1 -A 28-0sy Oral Gav11ge To,ay Sh.at in Rais 

Sex fem,h Oay(s) Relative lo Start Dale 

125 DelOinObs (RomoYel fi'om C~ge) 
m~day M.Jaous Mucous Saiwtion Sai'lwon Safriation Salivallon Salivation Emad!tion Emaciation E'lnaclsion Emaciiloi'i" Emacislioo Piloere~ jPioore<lion 
Group 2 Momllranes- M!~n<!i 

22 29 1 8 15 22 29 j B 15 22 29 1 
I a 

7031 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7032 0 0 0 0 0 0 0 0 0 0 0 n 0 0 
7033 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7034 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7035 0 o- 0 0 0 0 0 0 0 0 0 0 0 0 
7036 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7037 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7038 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7039 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7040 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000675 
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Study Number S 1651 

lnclividuli Animal D.tiiled Clinical Ob .. lV.tiont 
P SL Study N11nber 51651 - A 28-0ay Oral Gav ago T Ql(iofty Slu:fy [n Rita 

s.~ f•male D1rf(•J Relalillc lo Start Dale 

125 OolOinOm (Roma,rm ftom Cago) 
m~day Piloorect:oo r lo<rection i P!omcticn F..-ISkin Fu19'n F!r/Slrin Fl,JSli\n Fo.r/Skn Muscle To...;M,sdcTaneM1sole ToneJ,Aisole Tao IAlsde Tan~ Rosprnmry 
Group2 P.itcm 

I 

1S 

7031 0 ' ~ l 29 I s 15 22 ~ I 8 16 22 29 1 

0 0 0 0 0 0 0 D 0 0 0 0 0 
7032 0 0 0 0 0 D 0 0 0 D 0 0 0 0 
7033 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7034 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7035 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7006 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7a37 0 0 0 0 0 u 0 0 0 0 0 0 0 0 
7038 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

7039 0 0 0 0 0 0 I 0 0 0 0 0 0 0 0 
7040 0 0 0 0 0 0 0 0 0 0 0 I 0 0 0 

000676 
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Study umber 51651 

I t'ldlvidUel Anlrnel �etaled Clirir;al Omer,rnions 
PSI. study NL111ber 51651 -A 18-0ay Orel (lavage TOJC t<:ity SIU<fyJn Rats 

Sex; Female Day(, ) Rotative to Start Dato 

126 
m!>'k91day 
ClrQUJ> 2 

DelCinOb• (Removal tom Ce.go) 

Res,,ll!lory Rospiatory Resplra!ory j Respiiito,y P~llfl)' Plqlila-y 
1',ttem Pa!b,m f'ott,m Plilem RefloJC RofoJC 

PupA,uy 
Reflox 

~~JWY 
Retoi<. 

P\Jpllery t ~livityi 
Rolle~ A-ou,al 

ClotCliiObe (Open Field Obs) 
Aoli1ilyl ktioiity/ Acli',ilyJ ...,.~sat Ar~Uil Arovnl 

Adivi"ly/ 
Arou.al 

8 15 22 I 29 1 8 15 22 29 1 a 15 22 29 

7031 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7032 0 0 0 0 0 0 a 0 0 0 0 0 0 0 
7033 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7034 0 0 u 0 0 0 0 0 0 0 0 0 0 0 
7035 
7036 
7037 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 I 

0 
0 
0 

0 
0 
0 

7038 
7039 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 I 0 

0 
0 
0 

7040 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000677 



DocuSign En\ J 10: 08'102655-6O6A-4851-AF2F-A7160609C8AD 

Page 175 
Study Number 51651 

lndMduel Mimal Detailed CinClli Obsorvolimu 
PSL Srud)' Ntmbor 51651 • A 29-00)' Ora Clllllllf.l• TOXJCity study in A.in 

Sex Female D"f(•) Relative to Start Date 

125 
m~ 
Clroop 2 

CorwulsionsrConwlsion, 1Convcbiir,o Cornultloos lCon.lhlono 
DctCr:nObs (Open Rold Obs) 

Tieman, Tremor,;- Trcmcn Tre- Trcm0<i Pooilme Po>m Po<iu-e Po,IU!? 

1 I 8 15 l 22 

I 

29 f 9 I 15 22 2il 1 8 15 ~ 

70'.31 
7032. 
7tn3 
7034 
7035 
1036 
1007 
7038 
7009 
7040 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
D 
0 
0 
0 
0 

0 
0 
0 
0 
0 
a 
0 
0 
0 
0 

I 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

I 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
D 
0 
0 
0 

0 
0 
0 
0 

0 
0 
0 
0 
0 
0 

0 
0 
0 
a 
0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 I 

0 
0 
0 
0 
0 
0 
II 
0 
0 
0 

0 
0 
0 
0 
0 
0 
I) 

0 
0 
0 
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Study Number 51651 

lrdividua Animal Oelaled Cirical Olloetv~oos 
PSL Sludy Nunber 51651 -A 28--0ay Ora Claiage Toxicity SILJ!y in Rais 

Se:.: Female Oay(s) Relalr,e lo Siar! Date 

125 
mg/kg/day 
Gr011p2 

Poctll'e Gad Giit Gait Ga~ Gat 

OelCinObt (Open Field OIJt) 

- Locomotion Loc:ornotion I Locomotian Locomotion] Locomotion Doleemon Defeatlon Delecmon 

7031 
7002 
7033 
7034 
7035 
7036 
7037 
7038 
7039 
7040 

29 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

I I 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

' 

I 

8 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

15 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

I 

I 

22 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

29 

0 
0 
Q 
0 
0 
0 
0 
0 
0 
0 

-, 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

8 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

15 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

I 

I 

I 

22 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

29 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

1 

0 
0 
0 
0 
(J 

0 
0 
0 
0 
0 

8 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

15 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
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Stud¥ umber 5165 I 

lr,divwjual Animal Do!allod Cliric.al Oboer<ation, 
PSI. Slu<fy NLlllber 51651 • A 28-0ey O;,i Ga.age Tolicify Surly in Rao 

Sox: Femol• Ol'f(•) Relawe to Slafl Date 

125 OelCf.nOl>o (Dp,n Aeld Cb$) 
mgkglday Def..,aion Defecnllon UiMlion \hin,!ia, Urination Uinaiia, Orriiilion u~ l.hmJai 
G,~2 llehwiona 

I I 

....... , ... Unusual ~! ... Unuwal Ul"l!Sla Vocall~io,, Voceiz:alion 
~~ Elei',islorT (OF) (OF) 

22 29 , 8 ) 5 22 29 1 8 15 22 29 I 8 

7031 0 0 0 0 0 ' 0 D 0 0 0 0 0 0 0 
7f/32 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7003 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7034 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
703~ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7036 0 0 0 0 D 0 0 0 0 0 0 0 0 0 
7037 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

I 
1039 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7039 0 0 0 0 0 0 0 0 0 0 0 0 0 I 0 
7040 0 0 0 0 a 0 0 0 0 0 0 0 0 0 

000680 

http:Cliric.al


DocuSign Em e ID: 08102656-6D6A-4851·AF2F-A7160609C8AD 

Page 178 
Studr_ Number 5165 I 

l!'lfJVidua/ /1,limal Detailed Clirl~ Ot>s<,r;ali0111 
PSI. Studv Nunber 51651 -A 2ll-Oay Oro! Govsge Toxidy Sh,:ly in Ralli 

Sox: Femalo Day(o) Relal!ve lo Stilt O.le 

l25 DetOinObo (Open Fleld Obs) 
m~day Vcd!Z111lon Vo""1lJ!llon1Voomi:uiJon Qlhe, Other oth,r 
G-oop2 l., Twtcjie1 Twtcho• r,.;1c1>es Twichea Tv.itd-e• 

(OF) (OF) (OF) -
15 22 ' 29 1 8 15 22 2.9 1 8 15 22 29 

7031 0 0 0 0 0 0 0 0 0 0 0 0 0 
7032 0 0 0 0 0 0 0 0 0 0 0 0 0 
7033 0 0 0 0 0 0 0 0 0 0 0 0 0 
7034 0 0 0 0 0 0 0 0 0 0 0 0 0 
7035 0 0 0 0 0 0 0 0 0 0 0 0 0 
7036 0 0 0 0 0 0 0 0 0 0 0 0 0 
7037 0 0 0 0 0 0 0 0 0 0 0 0 0 
7038 0 0 0 0 0 a 0 0 0 0 0 0 0 
7039 0 0 0 0 0 a 0 0 0 0 0 0 0 
7040 0 0 0 0 0 0 I 0 0 0 0 0 0 0 

000681 



OocuSign En\ a ID: 08102655-606A-4851-AF2F-A7160609C8AD 

Page 179 
Study_!iurnber 51651 

lr,divioual Mimal Dttaled Cir,cal Ob<r.r,atioo• 
PSL Stud')' NL111ber 5"\651 A 28,0sy Ooal Gavage ToxicilyS1..t) in Rn 

SeJC Fomsl8 D~(•) R•l~liv• to Slat Oe!e 

250 Oe!Oi110bs (Removal from CalJO) 
m9'1<1J1day HondJ~ Haniing ~ Hooding Ha,dlr,g Harding Vooaluit,~Voo-:lizallm Vor:allzltlo" VoceliHbml VOCllfizaion[ P•lpehra ?o\pd)n,j P>lpebral Pelpdm~ 
Gr~3 Rellctivl!y Re;,::l1vit, ReaclNdy R"'divUy Reao~-.ty IRCJ (RC) (RC) lRCI (RCJ Closure Clouo Closm, Cl""""' 

1 e 15 22 2!l 1 1 e I 1~ 22 29 I 8 15 22 

7051 
7052 
7053 
7054 
7055 
7056 

0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 

I 
0 
0 
0 
0 
0 
D 

0 
0 
0 
0 
0 
D 

I 

0 
0 
0 
0 

0 
0 

0 
0 
0 
0 
0 
0 

0 
0 
0 
0 
0 
0 

I 
I 

I 

0 
0 
0 
0 
0 
0 

I 

0 
0 
0 
0 

0 
0 

7057 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7050 0 0 0 0 0 D 0 0 0 0 0 0 0 0 
7059 
7000 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 I 

0 
0 

0 
0 
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Study Number S 1651 

lrdl dual Arilnr.1 D.t.lled Clri eaj Obcer..ati°"' 
PSL Study Nunbor ~1651 • A 28-0ay Ora G""'IJ• Tariclly Study In Raio 

Sox: Female D111(s) Rolamie lo start Dale 

2.50 
mi,kglday 
Grll<lp 3 

Palpebrul 
ClosU'e 

DetOinObo (Remo11a tcm Cage) 

lacrim!l!ion \Lacrimalor, laorimimn Laorimstion Lacrimalion E)et Eyeo ey.. Eyes Eyes Muows t Muoou, Mucru, 
Mombranes Membr..,.. Momb,..,.. 

29 1 8 15 22 29 I 8 15 22 29 1 8 15 

7001 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7002 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7003 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7054 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
I~ 0 0 0 0 0 0 0 0 0 0 0 0 0 D 
7006 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
ll:l'il 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7058 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7059 
7060 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 I 0 

0 
0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 
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Study Number :?..!_65 1 

lnalVidlJal Animal D.taled Ci rical Oboe:valiolls 
PSL study Nt,nbor 51651 - A 28-0ay Onll Gav• r ..,.;,;;(y St...t, in Roi• 

S~ Female Oay(c) Relawe lo Sal Date 

250 DetainObo (Removij &an Cage) 
m!ik!,'day t.\Jcoo, Mucous Sativalioo Saivlllioti Solvatio~ Sadivafian Salvmon Ernac:iad lon Emacia!l on Ema':l.tial Emociaion Emaciation Piool!ldion Plloerection 
Groop3 Membraies Membranes 

I 
I , 8-

I 
22 29 8 15 22 29 15 22 29 1 8 

7051 0 0 I 0 0 0 0 0 0 0 0 0 0 0 0 
7052 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7003 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7054 0 0 0 0 0 0 I 0 0 0 0 0 0 0 0 
1055 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
/056 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7C'ISI 0 0 0 0 

I 
0 0 0 0 0 0 0 0 0 0 

7058 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7059 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7060 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
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Study Number S 165 I 

lrdividuii Alvmal Odaled Ctirical Observlllion• 
PSLstudy Nunber 516-51 ·A 28-llayOni Gavag, Toxio;ty Sliify in R1!11 

Se,: Femala Oay(t) Rela\,n,d lo starl Dale 

('10 DelOinObs(Romov,. -&om Cage) 
mirl<l>'d;r/ Pifoereotion Pilol!feotion Piloen,ttion flf/Sl<in F\JI/Skin FudSkln FurfSoo 
Grwp3 

...... , __ ,.T .... ,~-,-..... ,_, .. 
Palte

..., 
m 

15 22 29 1 8 15 I 22 29 l B 15 22 29 1 

7051 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7052 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7053 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7054 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7055 0 Q 0 0 0 0 0 0 0 0 0 0 0 0 
7056 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7057 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7058 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7059 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7060 0 0 0 0 0 0 I 0 0 0 I 0 0 0 0 0 

000685 



lr&.idual Animal Do!ailed CiriCIII Qbomwons 
PSL Study Nunber 51651 - A 28-0ay Ora Gav ago Toxi<ity SILK!y in Rats 

Se.ic fema'.., OayM Relelive lo Slart o,,te 

250 Ot!ICi.iol>B (Re,noviil tom Cage) Dt!IC!nObo (Open ,.,kl Ob,) 
m9'\<!>'day Resp~ Respiatory Respmory Resplral<,,y Piijiiliily P\JpilS'f Pllplary Activity/ ~Mlyl Adr/lty/ 
Gr""!)3 Pltlem Pattern Paltem Pawn Reft•x Relex Reflex Arousal I ArllUsai Aniusal 

15 29 12 29 8 15 22 29 

7001 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7052 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7003 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7054 0 0 0 0 0 0 0 0 0 0 o o 0 0 
705~ 0 0 0 0 0 0 0 0 0 0 0 

I 
0 0 0 

7056 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
1«i/ 0 0 0 0 0 0 0 0 

I 
0 0 0 0 

7re8 0 0 0 0 0 0 0 0 0 0 0 0 
7059 0 0 0 0 0 0 0 0 0 0 0 0 
7060 0 D n 0 0 0 0 0 I 0 0 I 1 i 0 
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Study Number 51651 

lnlfr,iclual Arimal Odalod Cfirical 0bHN8iot1' 
PSL SbJdr Nlinber 51651- A 28-0ay Ora (lavage Toxicity Sludy In Reis 

Sex: Female Da,,(,)Re!s!Nelo Start Da!J! 

250 
mwt,Qlday 

DctCI.Ob� (Open Fiald Oba) 
Cor,;ul,lore Con~1om1caw~a,an,;co,,...u1,1ono Conv,&lon, I Trimcn Tremors Tr"1lll's Tn,mors TrM10 .. PDslae Pos1uro ~ Po!luro I PosMe 

Gr<>,1p3 

I 
j 8 I 15 22 29 1 8 I~ 22 29 l B 15 22 

7001 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7052 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7o:;3 
7054 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 I 0 

0 
0 
0 

0 
0 

0 
0 

0 
0 

7055 0 0 Q 0 0 0 0 0 0 0 0 0 0 0 
7051i 
7051 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 I 0 

0 
0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

705B 0 0 0 n 0 0 0 0 a 0 0 0 0 0 
7059 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7060 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
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Study Number 51651 

lndiYl(i(/al Ao'mtl Detailed Cllncaf ObscNalion~ 
PSI. SbJdy Nu!lber 51651 • A 28-0ay()nj G••"ll'> To,ucmy study In Ral• 

Sex. Fomal• Dayll) Rel,,we lo S1wt Oet. 

250 OaQnOb1 (Open Field Qle) 
mgl<glday Poo1ute Gaij Gait Gail Gai Galt locomotion locomotiar, Lcccmo!ion loc:omo~on l.oeomc:tmn Defecmon Defecwon oer.02li0f1 
Groopa 

, ,~ r 
29 8 22 29 1 8 15 22 29 I 8 1S 

7051 0 0 0 0 0 0 
I 

0 0 0 0 0 0 0 0 
7052 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
70.,3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
1054 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7005 0 0 a a 0 0 0 0 0 0 0 0 ~ 0 
7056 ,rm 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

0 0 0 0 0 0 0 0 0 I 0 0 0 0 0 
7058 0 0 0 0 0 0 0 

I 
0 0 0 0 0 0 0 

7059 0 0 0 0 0 0 0 0 0 0 0 
7060 0 0 0 0 0 I 

0 0 0 
0 0 0 0 0 0 0 0 0 
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Study Number 5165 I 

lrcf,iicnsal Animal Ol!leiled Cl1rical ObseM!lions 
PSL Study N"11w51651 -A 28-0ey Orlil Gsv~e Tox,oily Stuctf in Raio 

Sex: Female Oay(s) Roll!live to Slart Date 

250 Dl!ICfinObs (Open Field O>t) 
m9'kgldoy Deaion Defecation Uilaiian Orination Urin!lion UinaliCll Urln..ion Urusulll Urusual lhicull Unu,ual U,tim Voceliution Vocnlizot!on 
Grcq, 3 Beliavim Behevk>r; Be~ff1i01& &havicn Bet.Mo<s (OF) (OF) 

22 29 , 8 15 
I 22 29 

I 1 8 15 22 29 1 8 

7051 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7052 0 0 0 II 0 0 0 0 0 0 0 0 0 0 
7053 0 0 0 0 0 0 0 0 0 I) 0 0 0 0 
7054 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7055 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7056 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7r:t.7 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7r:t.8 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7r:t.9 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7060 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
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Study Number 51651 

lnclivldull Animal Dd!liled Ciricol Obsorvaons 
PSI. SludyNunber51651 -A28-0ay0ni Gevage foxicilyst~ inRal, 

Sele Fomalo Oay(c) Rela!ive lo Start Dale 

i2.'i0 
m!l'l<J'day 
Gr"4' 3 

Vocmatior, VocaU:amori 1V0cli1ulion , 
(OF) (OF) (OF) 

other 

I 
Other 

OelClnObs (Open Field Obs) 
Other other Other T'Mtches Twilche• I Tw\teheo Tv.itches Tv,itches 

7051 
7052 
7053 
7054 
7055 
7056 
1001 
7058 
7059 
7000 

15 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

22 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

I 
I 

29 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

1 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

8 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

15 

0 
u 
0 
0 
0 
0 
0 
0 
0 
0 

22 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 I 

29 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

1 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

0 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

I 15 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

22 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

29 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
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lnd:vldual Anmal Dclailed Clrical Obser,,llli<ll1s 
PSI.Study N1111ber 51651 • A 23-0ay Ora Gavage TDl<icily Study in Riis 

Su: Female O"f(o) Rel,,live lo Stan o,,t,, 

!IOO oetainObs (Removal tern Cage) 
m~~doy Hariding Handing H1mding tmcrmg flarding IVocaizaicn Vocdlmtioi1 'Vocalizslion VocaimicnlVocdizallon PaiJ,ebril Patpebral Pslpet,ral Piir,ebral 
GIWP4 Reactivfty Re>tlivily Rea~riilY Rea,livi!y Re,id"ly (!{CJ (RC) (RC) (RC) (RC) CIOOIR °"""" Closu-e CI001ao 

1 8 ,~ 22 29 I 1 8 I 15 22 29 1 8 
15 j 

22 

7071 0 0 0 0 0 0 0 I 0 0 0 0 0 0 0 
7012 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7073 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7074 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7075 0 0 0 0 (l 0 0 0 0 0 0 0 0 0 
7076 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
1011 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7078 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7079 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7000 0 0 0 0 0 0 0 0 0 0 0 0 I 0 0 

000691 
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Study umber S 1651 

lndlViduol Mimal Detailed Cirical Obocrvolions 
PSI. SllJd'f Nunber 51651 - A 28-0ay Onf Gmge Toxicity Study in Reis 

500 Dotcr...obo (Removol ta11 Cage) 
m~<h>y Poip,,b,el ~Lecrimelion Latrilll!l(ion Laomiitlon L..,.;naoa LBGrirnation Eyes £yea Ey .. Eyes Eyes ~ Mice,..,. r.L,o,,. M.Jcou, 
G,oup 4 OlcsU!e 

I 
W.embraoes Membr.,.... Memllranes 

29 t 8 I ~ n I 29 1 8 15 ZI 29 1 8 15 

7071 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7072 0 0 0 0 D 0 0 0 0 0 0 0 0 0 
7073 0 0 0 0 0 I 0 0 0 0 0 0 0 0 0 
7074 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7075 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7076 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7071 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7078 0 0 0 0 0 

I 
0 0 0 0 0 0 

7079 0 0 0 0 I 
0 0 0 

0 0 0 0 0 0 0 0 0 0 
mio 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

000692 
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Study N_umber 51651 

lr,dMau,I Arimal Oolliled Clirical Obswalicns 
PSI. Sludr Nlrnbe< 51851 · A 211-0ay Orel Govage Toxicity 5iooy 1n RIii~ 

Sex: Female Day(•I Relalr;e lo S12!1 Da.lo 

500 
mgk!l/day 
Group 4 

l,\Joous M>.JXIUS Safival C11 
Ml:<RIJfano, Merrbmiesl 

Selr;dlon 
DolOinObo (Removal ~om Cull") 

Satrvlllion l SllliYaUon Selivati011 E1!111Cimon Em~leli C11 Em..:> llilan Emacililan I Emaltlelioo j Ploer,,aion I Pioere<tilln 

I 

,~,1 
22 

0 

29 

0 

1 

0 

8 

0 

15 

0 

22 

0 

29 

0 

, 
0 

8 

0 

15 

0 

22 

0 

29 

0 

I 1 

0 

B 

0 
7'112 0 0 0 0 0 0 0 D 0 0 0 0 0 0 
7<119 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
1074 
7075 

0 
0 

0 

0 
0 
0 

0 
0 I 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

7076 
7077 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

I 0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

7078 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7079 
7000 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 I 0 

0 
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Study Number 51651 

I niwidual An,rr,,,I O•biled Cirical Obs•rv•Df\'i 
PSt. study Nunbof 51651 -A 28-0ay Oni G.,,,age Toxioity Study in Rolt 

P,loereotion Pik>1Jdon P,loen,o!lon I Fir/Skin 

1, 22 29 

7071 0 0 0 0 0 0 0 0 0 0 0 0 0 
7072 D 0 0 0 0 0 0 0 0 0 0 0 0 
7073 0 0 0 0 0 0 0 0 0 0 0 0 0 
7074 0 0 0 0 0 0 0 0 0 0 0 0 0 

7075 0 0 0 0 0 0 0 0 0 0 0 0 0 

7076 0 Q 0 0 0 0 0 0 0 0 0 0 0 
10n D 0 0 0 0 0 0 0 0 0 0 0 0 
7078 0 0 0 0 0 0 0 0 0 0 0 0 0 
7079 Q 0 0 0 0 0 0 0 0 0 0 0 0 
7000 Q 0 0 0 0 0 0 0 0 0 0 0 0 

000694 



DocuSign En\ J ID: 08102655-6O6A-4851 -AF2F-A7160609C8AD 

Page 192 
Study umber 51651 

lnd\'idual Animal O!lallcd C6rical Obtttvaliom 
PSI. Studyt.\lnber 51651 -A28-0ay Ora Gavago TOJticity Study inRlu 

Sex Fem11le Oay(r) Re1af,,,, to S1211 Dale 

500 DotCinObr (Remo<1il tom Cugo) Oe!C'i10bs (Open field Db<) 
ml1kll/day 
GroYp4 

R"'l]lrmo,y Respira!oty Respirt,tor, Retptim>r, 
Plttem Paltem P~ern Palem 

Puplllary 
R•1'1!>( 

Poplll,ry 
Reflex 

Pupll8,y 
Rolloit 

Pu~II)' 
Retcx 

PujjBary 
Reflex 

NJIN«yl ,,,..,,, .. , Ac6vity/ 
Arousal 

Activity/ 
ArOIJnl 

Aewityl 
ArOIISal 

Aclivtty/ 
An,u .. 1 

8 15 22 29 I 8 15 22 29 1 

I 
I 

8 ,, 22 29 

7UI I 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7072 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7073 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7074 
7075 
7076 
70TT 

0 
0 
0 
0 

0 
0 
0 
0 

0 
0 
0 
0 

I 
0 
0 
0 
0 

0 
0 
0 
0 

0 
0 
0 
0 

0 
0 
0 
0 

I 
0 
0 
0 
0 

0 
0 
0 
0 

0 
0 
0 
0 

0 

0 
0 
a 

0 
0 
0 
0 

0 
0 
0 
0 

0 
0 
0 
0 

7078 
7079 
7000 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

I 
0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 

0 
0 
0 
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Study_Numbcr 5165 I 

,
lrdvidu,j Arlmal O<tailed CliriCl!I Ollservalicins 

PSL Sllxt/ N1111ber 51651 • A 2S-Oay Ora Gavago Toxicity Sludy in Ras 

Sex: F•ma!e Day(•-) Rdativo lo Stat lDale 

500 OdCinObo (Open ndd Obs) 
mgllcglday Treinen Tremocs Trl!l1crs Tremor,, Tromors Postu-e Posue Poslllre 1 Pos1ure 
Gr~4 -~-- I 

1 8 15 22 211 1 8 I 15 22 29 1 8 15 22 

7071 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7072 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7073 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7074 0 0 0 0 0 0 0 0 0 0 0 Q 0 0 
7Q7", 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7076 0 0 0 0 0 0 0 0 0 0 0 0 0 
um 

0 
0 0 0 0 0 0 0 0 0 0 0 0 0 0 

7078 0 

I 
0 0 0 0 0 0 0 0 0 0 0 0 0 

71179 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7080 0 0 0 0 0 0 0 0 I 0 I 0 I 0 0 0 0 

000696 
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Study Number 516S I 

lndiviclJal Arimal Dl!tlill!d Clrical ObEC1Yations 
PSL S11J<tt Nilnber 51651 -A 28-0ay Ora Ga""!!• Tcnicily Sluct/ in Ras 

Sex Fomal• 0..,(s) Rel•trle lo Stan Date 

500 
mgkglday 
Group 4 

Pooture Ooi Glit Gu Ga! 

DctelinObs (Open Field Obi) I l ocomotil locomotloo- Locomolion Locomotioo l.ocornciion Ddeoation Oefi!calion Def!cdion 

29 8 15 29 l 8 15 22 29 1 

7071 0 0 0 0 0 I 0 0 0 0 0 0 0 0 0 
7072 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7073 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7074 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 
7075 
7076 

0 
0 

0 
0 

0 
u 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
o 

0 
O 

0 
o 

0 
o 

0 
0 

0 
0 

7071 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
71J78 0 0 0 0 0 0 0 0 0 0 0 0 0 
7079 
7080 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
0 ~ I 0 

0 
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Study Number S 1651 

lndr1100lll Anlmel Detailed Clirieol O~alions 
PSI. Sludy Ni.mber 51651 - A 28.0oy Ora Gevage Toxicity Study in fut, 

Sox; Female Dll)'(•) Rclillii,o lo Start Dato 

500 
m~day , ..... r,..., IJm,,l;i,n \Jnreaon Urin!tian 

DelClinOb; (Open Field Obil) 
l.kinaaon Unnalion lJ!ullal Uru UnUS1Jal Ur,u,,.ia! Ufuoual Voeai?llion Vooaliza1ion 

Gro,p4 BelllMOIJ Botaviors Beha,ion Beho,ias Bonaviors (OF) (OF) 

22 29 t 8 15 Z2 29 1 8 15 22 29 1 a 
7071 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7072 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7073 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7074 
7075 

0 
0 

0 
0 

0 
0 

0 
0 I 0 

0 
0 
0 

0 
0 

0 
0 

0 
0 

0 
0 

0 
Q 

0 
0 

0 
0 

0 
0 

7076 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7017 0 0 0 0 0 0 0 0 0 I 0 0 0 0 0 
7078 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7079 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7080 0 0 u 0 0 0 0 0 0 0 0 0 0 0 

000698 
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