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Disclaimer

• The comments expressed today are those of the 
presenter only and do not necessarily represent 
the official positions or policies of the FDA
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Pharmaceutical quality 
assures the 
availability, 
safety, 
and efficacy 
of every dose.

Everyone deserves 
confidence in their next dose 
of medicine. 
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CDER/OPQ/Office of Pharmaceutical 
Manufacturing Assessment/Division III

OPMA Role within CDER:

1. Submission Assessment 

• NDA/ANDAs/BLAs, Supplements, INDs, DMFs, Mtg Pkgs

• Microbiology/Facility/Manufacturing Process

2. Subject Matter Expertise

• Facility Inspections

• Incidents (drug contamination, infection outbreaks)

• CDER Policy (guidance/inquiries, outside organizations)

• Input to CDER re: inspectional findings & assessments
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Presentation Outline

• Regulations/Compendial Requirements & 
Microbiological Critical Quality Attributes (CQAs): 
Topical Ophthalmic Drug Products

• Recent FDA Concerns
– Adverse events

– Recalls

– Warning Letters

• Relevant Guidance & Technical Reports for Industry

• Expectations re: Non-preserved Topical Ophthalmic 
Presentations & Multidose Units
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Microbiological Critical Quality 
Attributes for Topical Ophthalmics

• Sterility

• Antimicrobial Effectiveness for multiple dose units

– Provides microbiological quality during drug in-use time

• Container Closure Integrity
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CFR and Topical Ophthalmic 
Sterility Requirement: Link

21CFR200.50(a)(1)

www.fda.gov                                                        2024 PDA Asia Pacific-Pharma Manufacturing & Quality Conference

https://www.ecfr.gov/current/title-21/chapter-I/subchapter-C/part-200/subpart-C/section-200.50
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CFR and Topical Ophthalmic 
Sterility Requirement: Link

21CFR200.50(b)

www.fda.gov                                                        2024 PDA Asia Pacific-Pharma Manufacturing & Quality Conference

https://www.ecfr.gov/current/title-21/chapter-I/subchapter-C/part-200/subpart-C/section-200.50


10

Microbiological CQAs for Topical 
Ophthalmics: USP Chapters

• USP<51> Antimicrobial Effectiveness Testing

– For multiple dose units

– See table 3 for acceptance criteria
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Microbiological CQAs for Topical 
Ophthalmics: USP Chapters

• USP<771> Ophthalmic Products-Quality Tests

– Section: Drug Product Quality

www.fda.gov                                                        2024 PDA Asia Pacific-Pharma Manufacturing & Quality Conference



12

Presentation Outline

• Regulations/Compendial Requirements & 
Microbiological Critical Quality Attributes

• Recent FDA Concerns

– Adverse events

– Recalls

– Warning Letters

• Relevant Guidance & Technical Reports for Industry

• Expectations re: Unpreserved Topical Ophthalmic 
Presentations & Multidose Units
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Case #1: EzriCare Artificial Tears 
Adverse Events & Recall : Link
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https://www.fda.gov/drugs/drug-safety-and-availability/fda-warns-consumers-not-purchase-or-use-ezricare-artificial-tears-due-potential-contamination?utm_medium=email&utm_source=govdelivery
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Case #1: CDC- P. aeruginosa and 
Artificial Tears Outbreak: Link
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https://www.cdc.gov/hai/outbreaks/CRPA-artificial-tears.html
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Case #1: Global Pharma 
Healthcare Private Limited WL: Link
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Case #1: Additional WLs 
Associated with Infection Outbreak
• US Distributors of DP manufactured at Global 

Pharma Healthcare Private Limited

–EzriCare LLC: Link 

–Delsam Pharma LLC: Link
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https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/warning-letters/ezricare-llc-658390-02132024
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Case #2:
Recalls & Adverse Events
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• Multiple Recalls

– DP manufacturer not clear in recall announcements 

– DP Distributed in US by Velocity Pharma LLC

• The Velocity Pharma website states, “We 
specialize in developing a product that does not 
contain a harmful preservative or harmful 
ingredients”.

• The Harvard Drug Group, LLC (Nov 01 ,2023) Link

• Cardinal Health, Inc. (Nov 01, 2023) Link

https://www.fda.gov/safety/recalls-market-withdrawals-safety-alerts/harvard-drug-group-llc-issues-voluntary-nationwide-recall-certain-rugbyr-laboratories-brand-eye
https://www.fda.gov/safety/recalls-market-withdrawals-safety-alerts/cardinal-health-inc-issues-voluntary-nationwide-recall-certain-leadertm-brand-eye-drops-supplied
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Case #2:
Recalls & Adverse Events
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• Common language in these recall announcements:
– “(Recalling firm) received information from FDA 

indicating investigators found insanitary conditions in 
the manufacturing facility and positive bacterial test 
results from environmental sampling of critical drug 
production areas in the facility.”

– “The (recalling firm) has received three (3) reports of 
adverse events related to these products including 
reports of vision blurriness, vision loss, and burning 
eyes. The reports of adverse events were shared with 
our supplier, Velocity Pharma, LLC.”
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Case #3: Kilitch Healthcare 
India Limited WL: Link
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Result of Infection Outbreaks

• Increased FDA scrutiny of companies that 
MANUFACTURE, DISTRIBUTE or SELL topical 
ophthalmic DPs

• Increased number of inspections and WLs
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Result of Infection Outbreaks
• FDA Warning Letter Search: Link

• Search Word: “ophthalmic”

• 56 total Warning Letters

• 20 from August 2023-present
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https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/compliance-actions-and-activities/warning-letters
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Result of Infection Outbreaks

• FDA Warning Letter Search

– Manufacturers and insanitary conditions

– Testing of unopened units that demonstrate 
microbiological contamination

– Websites that advertise unapproved drugs 
making unsupported clinical claims

– On-line sales of adulterated drugs (those 
manufactured in a facility with insanitary 
conditions) or drugs that are not FDA approved
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FDA Advisory-Information for 
Consumers & Patients: Link
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• See advisory for a list of consumer tips & links to 
FDA announcements

https://www.fda.gov/drugs/buying-using-medicine-safely/what-you-should-know-about-eye-drops#:~:text=Consumer%20Tips&text=Stop%20using%20eye%20drops%20if%2cand%20report%20them%20to%20FDA
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Relevant Guidance for the
Manufacture of Sterile Drugs

• Guidance for Industry: Sterile Drug Products 
Produced by Aseptic Processing — Current Good 
Manufacturing Practice: Link

• Guidance for Industry: Submission Documentation 
for Sterilization Process Validation in Applications 
for Human and Veterinary Drug Products: Link

• Guidance for Industry: Quality Considerations for 
Topical Ophthalmic Drug Products: Link

• Guidance for Industry: Insanitary Conditions at 
Compounding Facilities: Link
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https://www.fda.gov/regulatory-information/search-fda-guidance-documents/quality-considerations-topical-ophthalmic-drug-products
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Relevant Technical Reports for the
Manufacture of Sterile Drugs

• Parenteral Drug Association Technical Report No. 1 (TR 
1) , Revised 2007, Validation of Moist Heat Sterilization 
Processes Cycle Design, Development, Qualification 
and Ongoing Control: Link

• Parenteral Drug Association Technical Report No. 26 
(TR26) Revised 2008, Sterilizing Filtration of Liquids: 
Link

• Parenteral Drug Association Technical Report No. 13 
(TR 13), Revised 2022, Fundamentals of an 
Environmental Monitoring Program: Link

• Parenteral Drug Association Technical Report No. 22 
(TR22), Revised 2011, Process Simulation for 
Aseptically Filled Products: Link

www.fda.gov                                                        2024 PDA Asia Pacific-Pharma Manufacturing & Quality Conference
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https://www.pda.org/bookstore/product-detail/1180-tr-22-process-simulation-for-aseptically-2011
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Expectations: Non-preserved
Topical Ophthalmic Presentations

• Single Dose Presentation (no micro in-use concerns) 

OR
• If a multiple dose presentation: the container closure 

system prevents microbial ingress during use
– These are very specialized devices
– For application products: the drug is approved for use with the 

device after review of the NDA/ANDA/BLA with supporting data
– OTC manufacturers should have the data on-site for inspection
– Caution: each device may not be compatible with every drug
– For guidance on product specific studies to support use of a 

multi-dose container that does not allow microbial ingress 
during use, contact CDER-OPQ-inquiries@fda.hhs.gov
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In Conclusion

• Drugs intended to be sterile with inadequate 
microbiological quality present real and significant 
safety risks to patients

• It is critical that manufacturing processes for drugs 
intended to be sterile be properly validated and 
performed according to CGMP

• It is critical that manufacturers of drugs intended to 
be sterile demonstrate through scientific studies that 
the container closure system and drug formulation 
are appropriate for the intended use of the drug
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THANK YOU!

Email :

john.metcalfe@fda.hhs.gov

Phone:

301-796-1576

For General Micro Drug Quality Questions:

CDER-OPQ-inquiries@fda.hhs.gov
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