Public Health Significance of High-quality
Registration and Listing Data




Mission

To shield the public from
poor-quality, unsafe, and
ineffective drugs through
proactive compliance
strategies and risk-based
enforcement actions




FDA
Accurate Data is Essential to Patient Safety .

FDA relies on DRLS data to protect public - \! (/ /,7
health to help: = N /

« Drug establishment inspection planning
« Drug import and export review

« Recall oversight

« Tracking reports of injury

* Monitoring of drug shortages

J
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DRLS data is also widely used outside
FDA for electronic prescribing and
electronic health records, reimbursement
and patient education.



By the Numbers

There are over

144,000 drugs

currently listed with
FDA.
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Source: FDA. Other includes animal drugs, drugs for further processing, medical gas, homeopathic drugs, etc.



By the Numbers

There are over 10,600
manufacturing ..
establishments
currently registered
with FDA.

Registration Heat Map

Source: FDA



Registration and Listing
Compliance Activities

In Fiscal Year 2022

2 1 ,440 drug listings were inactivated due to either not being certified as active or
associated with an unregistered manufacturing establishment

1 y 1 1 9 unused labeler codes and issued

2 1 2 deficiency letters to firms for inaccurate or incomplete registration and listing data




DRLS Warning Letters

“Our review determined that your Waming Leter/Company ssue Dae . Closeoutate
firm has submitted contradictory Lutia Co. 612612023
lnfOrmathn between the labellng Procter & Gamble Manufactura S de RL de GV 342023 Close Qut | etter
and the electronic listing files. As (032712029
such, your firm is in violation of The Body Bean, LLC 02/06/2023
the Fedel/'al FOOd, Dl/'l/lg, and in Unit Dose Services, LLC 10/19/2022 Close Out Letter
° (12721/2022)
Cosmetic Act (FD&C Act) as
explained below. BiteAid Corporation 1071772022 Close Out Lot
° (12/20/2022)
Please I’ZOZLl.]f)/ FDA in writing, Grimann S.A de C.V. 5/23/2022 Close Out Letter
. . . . 06/03/2022
within 15 working days of receipt
OfthiS lel‘l‘e;/; Ofl‘he Specmc St@pS ECI Pharmaceuticals. L C 2/3/2022 DilﬁEELg[ﬂLttHr
you have taken to address any '

violations.”



Why does FDA take the data seriously?

How has drug registration and listing data impacted
public health in 20237




Ophthalmic Product Activities

e |In generaL certain routes Of @ FDA Drug Information € @FDA Drug Info - Feb 2
administration, such as ophtha|m|c FDA is warning cor;sun‘liers and HCF|’5 not ’To purchase?nd Iimmed;ately stop
. using EzriCare Artificial Tears or Delsam Pharma’s Artificial Tears due to
prOdUCtS’ can pose a greater risk of potential bacterial contamination: fda.gov/drugs/drug-saf...

harm because they bypass the body’s
natural defenses \
* In 2023, FDA and CDC collaborated to :
address an outbreak of extensively
drug-resistant pseudomonas aeruginosa
* In general, accurate DRLS
data is:
» Helping stop importation of
potentially harmful products
 Aiding inspection planning

 Assisting identification of
products for FDA testing




DEPARTMENT OF HEALTH AND HUMAN SERVICES
\ o DMENIST

—— S e N FDA warns consumers not to purchase or use
e. D 20857 - ——_ certain methylsulfonylmethane (MSM) eye drops
e - due to contamination

O | ([ ] Global Pharma Healthcare Pvt. Ltd A rmaceutical Complex F share inUkedr | Bamal | S pom
I o~ t I q T 7 T T
r r l orur = 603110, Tamilnad, & rod
p a I C T'his document lists observations made by the FDA re ntative(s) du e

Update [8/30/2023] Dr. Berne’s Whole Health Products voluntarily recalled Dr. Berne’s
MSM Drops 5% and 15% Solution Eye Drops due to bacterial and fungal contamination on

inspectional obsi

resent a final Agency

itions, and do not

you have an objection di n observation, or have

impleme response t

° t, b S i
the FDA repr ve(s) during th pection t this information t a address above.
If you have any questions, please contact FDA at the phone number and address above [8/22/2023] FDA is warning consamers not to purchase and to immediately stop using
Dr. Berne’s MSM Drops 5% Solution and LightEyez MSM Eye Drops — Eye Repair due to
DURING AN INSPECTION OF YOUR FIRM WE OBSERVED:

August 26, 2023.

ctive actior you may dis

bacterial contamination, fungal contamination, or both.

Dr. Berne's products are distributed by Dr. Berne’s Whole Health Products; LightEyez’
OBSERVATION 1 products are distributed by LightEyez Limited.

5 3 i . qonss . o L FDA recommends consumers properly discard these produets as FDA deseribes. Using
Procedures de to prevent microbiological contamination of drug products purporting to be sterile . o - L. o .
T i i ot contaminated eye drops could result in miner to serious vision-threatening infection
do not include validation of the sterilization process - i . D .
which could possibly progress to a life-threatening infection.

secifically

FDA is not aware of any adverse event reports associated with use of either produets at
A. You aseptically fill the [l mg/mL. to manufacture S8 this time. Patients who have signs or symptoms of an eye infection should talk to their
he US market. You intend to achieve the sterilization of the drug product th B8R tration health care professional or otherwise seek medical care immediately.
ona
(b) (4) filter for sterilization. There The Dr. Berne’s and LightEyez eye drop produects also contain methylsulfonylmethane
is not & ” trate that the B} and the (MSM) as an active ingredient. These products are unapproved drugs and illegally
ent can reliably sterilize the [BI&) solution. In ad

lifferent manufacturing

ure, flow rate, maximum

on the filter’s rete;

ion capability

You have also not established ase scenario for the bioburden

Your General Ma

»F the Quality Assurance stated led filling room temperaturc (g}

contr

'C) establis

" " ) ot o o g, L S G it & o ol s s R T FDA warns consumers not to purchase or use
La bel N g ReV| ew ' EzriCare Artificial Tears due to potential
FDA Issues Warning Letters to Firms Marketing contamination

Consumer Advisories Unapproved Eye Products

Agency Warns Eight Companies Regarding Their Unapproved Ophthalmic Drugs

in Linkedin | & Emal | B prnt

f share inLinkedin | % Email | & Print

- Update [8/25/2023] FDA is reminding the public that these recalled produets should
e C a V e rS I g not be used, including off-label use in animals. FDA does not have direct knowledge of

veterinary use of these products or of animal adverse events that are linked to the

For Immediate Release:  September 12, 2023 R
products; however, on August 14, 2023, the New Jersey Department of Health issued

n . ) ) . ) ) a Health Alert Network message (4 calling for animal caretakers to immediately
I n S e Ct I O n S The U.S. Food and Drug Administration has issued warning letters to eight companies for discontinue using EzriCare Artificial Tears, Delsam Pharma Artificial Tears, and Delsam
manufacturing or marketing unapproved ophthalmic drug products in violation of federal P . :
p law. These warning letters are part of the agency’s ongoing effort to protect Americans Pharma Artificial Ointment on animal patients.
from potentially harmful ophthalmic products.

If you suspect that an animal under your care contracted an infeetion or serious side

u Eye products addressed in the eight warning letters are illegally marketed to treat effects from these produets, please report it to FDA: How to Report Animal Drug and
o Wa r n I n L e tt e r S conditions such as conjunctivitis (‘pink eye”), cataracts, glaucoma and others. Sorme of the Device Side Effects and Product Problems.
FDA warning letters also cite the companies involved for quality issues related to product
sterlity.
The FDA is particularly concerned that these illegally marketed, unapproved ophthalmic Update [2/22/2023] FDA recommended that Global Pharma recall Delsam Pharma’s
drug products pose a heightened risk of harm to users because drugs applied to the eyes Artificial Eye Ointment, and the firm agreed to initiate a recall.

bypass some of the body’s natural defenses. Some of these eye products are labeled to
contain silver, which may be characterized as silver sulfate, silver sulphate or argentum.
Long-term use of drugs containing silver can cause some areas of the skin and other body Update [2/21/2023] In addition to Artificial Tears products, FDA is also now warning
tissues, including in the eye, to permanently turn gray or blue-gray, which is called consumers and health care professionals not to purchase or use Delsam Pharma’s

Artificial Eye Ointment due to potential bacterial contamination. This is an over-the-

“argyri

Additionally, unapproved drugs that claim to cure, treat or prevent serious

conditions may cause consumers to delay or stop medical treatments that have been found . . .
safe and effective through the FDA review process counter product, manufactured by Global Pharma Healthcare Private Limited, intended to

be sterile.




Safeguarding against Contamination

From October 2022 to July 2023, the World
Health Organization (WHO) issued medical
product alerts about contaminated
medications, including children’s cough and
cold syrup, found with unacceptable
amounts of the contaminants diethylene
glycol or ethylene glycol.

Contamination was associated with more Organlzatlon

than 300 deaths abroad, many in young |
children under the age of five. saléfz"ff},p
This is one of the largest epidemics of DEG W

poisoning in history.

Similar contamination in 1937 led to the
creation of the modern Food, Drug, and
Cosmetic Act.




OFFICE OF GLOBAL POLICY AND STRATEGY

Testing of Glycerin, Propylene Glycol, Maltitol A Message From OGPS WAHH I HE LETTER w-ﬂlHH I HE LETTEH
Solution, Hydrogenated Starch Hydrolysate, 9
Sorbitol Solution, and other High-Risk Drug

Components for Diethylene Glycol and
Ethylene Glycol

Gu.idance fOI‘ JIndu?try . Information Relatedctg:g}l]v:r?dr\::i‘zllﬁdAsI;r:uRpegarding Children’s Failu re tO Test Failu re tO Resp Ond

This guidi is for il

November 2, 2022

It is a prohibited act under section 301(e) of the FD&C Act (21 U.S.C. 331(e)) to refuse to
Dear International Colleague,

In the wake of international reports of children's cough and cold syrup contaminated with 1 L] Your ﬁrm failed tO COndUCt at

diethylene glycol and ethylene glycol, the FDA is reminding manufacturers and foreign

permit access to or copying of any record as required by section 704(a).

For questions regarding this dosument, contact (CDER) Offiec of Compliance, 301-796-3400.

The use of ingredients contaminated with DEG or EG has resulted in various lethal
poisoning incidents in humans worldwide. See FDA’s guidance document Testing of

y .
regulatory counterparts that it has a guidance that could help identify the presence of these l t t t t f th . . .
contaminants. The FDA is working with the Centers for Disease Control and Prevention eas 0 ne es 0 Verl y e Gly“_”“- P"Gp_yl?“? Glycol, Ha-lntol _501“1"0”: Hydrogenated Starch Hydrolysate,
(CDC), our foreign regulatory counterparts, and the Waorld Health Organization (WHO) to Serbitol Solution, and Other High-Risk Drug Components for Diethylene Glycol and

" . . . .
support investigation efferts to determine the root cause of the reported contamination d t t f h t f Ethylene Glycol to help yon meet the current good manufacturing practice (CGMP)
Even though the FDA currently has no indication that these products have entered the U.S. l en l y 0 eac co mp 0 nen 0 a

requirements when manufacturing drugs containing ingredients at high-risk for DEG or
drug supply chain, the agency is investigating the potential impact and scope of this hazard
on FDA-regulated products. The FDA is giving heightened scrutiny to formulations including d d t 2 1 CFR
Syrups or suspensions made with glycerin, propylene glycol, or sorbitol rug p rO uc
U.S. Department of Health and Human Services
Food and Drug Administration

Center f ) oE] On October 5, the WHO announced that contaminated children's cough and cold syrup has associated communication attempts, we have no indication of the level of quality
Center for Drug Evaluation and Research (CDER) . i a
been found in The Gambia, Africa, with unacceptable amounts of the contaminants ° ° assurance for drugs registered as manufactured at your facility.
May 2023

v ol diethylene glycol and ethylene glycol, which are toxic to humans when consumed and can
Compliance o . . . . | . .
Revision 1 be fatal. The products cited in the WHO alert are: Promethazine Oral Solution, Kofexmalin Until FDA is able to confirm compliance with CGMP and other applicable requirements,
Baby Cough Syrup, Makoff Baby Cough Syrup and Magrip N Cold Syrup. The stated
manufacturer of these products is Maiden Pharmaceuticals Limited in Haryana, India

EG contamination at https:/ /www.fda.gov/media/167974/download.

Because your firm failed to respond to the section 704(a)(4) records requests and

Import Alert 66-40 Import Alert 66-79

DEG Compliance Activities

DRLS DATA PLAYED A VITAL ROLE

Detention Without Detention Without

Physical Physical Work with public health agencies and foreign
Examination of Examination of authorities

Drugs From Firms Drugs From Industry outreach.
Which Have Not Foreign Updated DEG guidance

Met Drug GMPs Establishments Issued records requests
Refusing FDA Increased sampling and inspections

Warning letters

Inspection . e :
Screening criteria and import alerts




NDC Proposed Rule Overview

What Is a National Drug Code (NDC)?
NDCs are unigue identifiers for drugs in the

United States. For most drugs, the NDC can be
found on the labeling and can sometimes be part

B

Drugozide
10 mg

100 Tablets




Proposed Rule Overview

* Proposed rule, if finalized, would update the length of NDCs

« Under the proposed rule, if finalized, NDCs would expand from 10 digits to
12 digits

National Drug Code (NDC) Change

Product Code
4 digits
Labeler Code Packag'e.Code
6 digits 2 digits

NDC 012345-6789-00

www.fda.gov



I U.S. FOOD & DRUG

ADMINISTRATION
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