2y U.S. FOOD & DRUG

ADMINISTRATION

Not So Complex?
Product-Specific Guidance Updates

Pharmaceutical Quality Symposium: Quality, Supply Chain & Advanced Manufacturing

Xiaoming Xu, Ph.D.

Director, Division of Product Quality Research
Office of Testing and Research, Office of Pharmaceutical Quality
CDER | U.S. FDA

October 31, 2023



FOA

GDUFA Regulatory Science Program

The Generic Drug User Fee Amendments (GDUFA), first enacted in 2012, enables
FDA to assess industry user fees to bring greater predictability and timeliness to the
review of generic drug applications. To advance generic drug regulatory science and
decision-making, GDUFA provides resources that allow FDA to fund research.

— Since FY2013, FDA has awarded over 200 research contracts and grants as well as
conducted numerous projects led by FDA staff.

— GDUFA research provides new tools for FDA and industry to evaluate generic drug
equivalence. This enables more efficient development and review of generic drugs, including
the development of PSG recommendations.

— Results from GDUFA research are presented at scientific and public meetings as well as
published in peer-reviewed scientific journals.

www.fda.gov https://www.fda.gov/drugs/generic-drugs/science-research 2
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Product Specific Guidances (PSGs)

Dt ot oot . PSGs outline FDA's current thinking on the

Thes drot pmdiosce, witen Smalized, will regresent the cumment Sunkasg of fhe Food and Divg

Al (RO B 5 s o e e SN e S e st studies and information that are recommended

md m not bmdng o0 FDA or the prtthe You can e an altematree approsch |fnu|n{m the
of O spphicable vovstes snd regal To docum anal Ty contact

O uf Gt rus to demonstrate a proposed generic drug
it | Cppi product is therapeutically equivalent to a

Deosage Farm: Rowmie: Emmbace: oplelialuac

B specific Reference Listed Drug (RLD).

Recommended Srady: TWO optaceal 10 V0 O 1 \EVO ATy

L In vilre opties:

T it o o i pion o s . el i o . GDUFA Il commitment includes goal dates for

& The tewt and seforence listed drug (RLD) formulations see qualitstively (QF) and

P posting of PSGs for NDAs approved after Oct
g ey ity et atg 1, 2022, that are complex products:

basches of both rest and RLD produen’

Paramelers (0 meavure: Globule wxe divtinbution. viscosity juofile as
applied shear. pHl. zeta potential. ostne hln ad w € lession. Sposts

ﬁuuu ;hl cattaring etk mlm/\ JH\ 100 e vxulu;l h..- gz of the rest —_— 50% Wi‘thin 2 years of NDA approval
Parameters to measure: Globule size distnibution, viscosity profile as a function of
applied shear, pH, zeta potential, osmolality and surface tension. Sponsors should use o
dynamic light scattering method (or PCS, QELS) to measure the globule size of the test _ 0] ithi
and RLD formulations. and provide comparable size distribution profiles (intensity- 7 5 A) Wlth In 3 yea rs.
weighted histograms) upon senal dilutions. Information on the instrument, analysis
maxde (3 applicable), diluton medium, and level of dilution used for globule size
measurement should be provided

www.fda.gov https://www.fda.gov/drugs/guidances-drugs/product-specific-guidances-generic-drug-development



Challenges and Opportunities
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Cyclosporine Ophthalmic Emulsions: A Case Study sk
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for assessment of product-specific quality attributes, best
measurement practices and assessment criteria to support
equivalence. However, it took nearly 10 years from
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An internal program to identify and
direct research to support PSG
development of complex generics

SME Triage Team Program

Welcoms 10 OGD-0PQ SME Triage Team SharePoint Site!

10 complex areas
SMEs across 9 CDER offices

Over the last two years, conducted
59 SME triage team meetings of
newly approved NDAs, with 8
identified research projects
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SME Triage Team Program:

» Established a cross-office program (SME Triage Team, STT), to support complex PSG development

« STT program clarified relevant CDER offices of roles and responsibilities in the development process of
complex product PSGs.

« STT program successfully connected research and review assessment with PSG development, achieving
early identification of knowledge gaps and timely addressing technical challenges.

« |dentify product based on complexity area, e.g., ophthalmic, inhalation, dermatological.

« Each complex area has its own SME team, with membership comprises of experts from research, review,
and policy.

+ SME team make key decisions like: Identify area of complexity; Determine if the complexity needs new
research; Decide the research objectives.

« STT program enabled cross-disciplinary collaboration for effective knowledge management to maximize
efficient use of Center resources.

« STT program started as a pilot in 2021 and became fully operational in Oct 2022.

www.fda.gov 7



Timeline to Support Complex Product PSG
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Today

VERKAZIA, cyclosporine emulsion
(NDA 214965)

Approval: 6/23/2021 4 \J
DEXTENZA (dexamethasone

ophthalmic insert, NDA 208742)
Approval: 11/30/2018

PSG Published: 8/2/2022

14 months to publish PSG

Research is ongoing to address knowledge gaps in
material characterization and Q3 attributes™.

H Nejad, et al. Impact of Material and Manufacturing Process on Performance of an
Ophthalmic Implant. Invest. Ophthalmol. Vis. Sci. 2023;64(8):735.
www.fda.gov



Today (cont.): PSG Forecast List
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Upcoming Product-Specific Guidances for

Generic Drug Product Development
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Planned New PSGs for Complex and Non-Complex
Generic Drug Products
Updated May 18, 2023
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Summary

« FDA's product-specific guidance program provides FDA's current
thinking on the type of studies and information to support the
development and approval of safe, effective, and high-quality
generic drug products.

« GDUFA research offers opportunity for targeted generation of
evidence and knowledge in areas of high complexity and challenge.

 Lifecyle approach towards knowledge generation and information
sharing is critical to the timely development of PSG.

11
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