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Overview FDA

Product-Specific Guidance (PSG) background

Overview of the FDA PSG program, GDUFA Il commitments, PSG
prioritization and Revisions

* Public Requests and Public Comments on PSGs

e PSG Online Resources

fda.gov/cdersbia



What 1s a PSG? A

Reflects FDA's current thinking and expectations on how to develop a
generic drug product therapeutically equivalent to a specific reference
listed drug (RLD)

K

« Contains product-specific recommendations

> ldentifying the methodology for developing generic drugs and generating evidence
recommended to support ANDA approval

> Including key science and research output

* Unique to the generic drug development program

fda.gov/cdersbia ANDA: Abbreviated New Drug Application A

ANV
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Background on PSGs

Starting in 2007, FDA has published PSGs to provide clear and
direct recommendations to ANDA applicants

Total PSGs Published CY 2013-2023
® Revised

2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023

« 2,187 PSGs on the 300
FDA PSG o
webpage as of April
2024

200
150
» ~40% for complex | ;
products . I i I
50
MAPP 5240.10 Classifying Approved New o

Drug Products as Complex Products for
Generic Drug Development Purposes

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

Number of PSGs Published (#)
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https://www.fda.gov/drugs/guidances-drugs/product-specific-guidances-generic-drug-development
https://lnks.gd/l/eyJhbGciOiJIUzI1NiJ9.eyJidWxsZXRpbl9saW5rX2lkIjoxMDEsInVyaSI6ImJwMjpjbGljayIsImJ1bGxldGluX2lkIjoiMjAyMjA0MTMuNTYzODMwNDEiLCJ1cmwiOiJodHRwczovL3d3dy5mZGEuZ292L21lZGlhLzE1NzY3NS9kb3dubG9hZD91dG1fbWVkaXVtPWVtYWlsJnV0bV9zb3VyY2U9Z292ZGVsaXZlcnkifQ.oa6YLkvIHeiSxWTQ5rrmO_eDdUZPBdLpBwwA5mezhLo/s/1257355954/br/129776013972-l
https://lnks.gd/l/eyJhbGciOiJIUzI1NiJ9.eyJidWxsZXRpbl9saW5rX2lkIjoxMDEsInVyaSI6ImJwMjpjbGljayIsImJ1bGxldGluX2lkIjoiMjAyMjA0MTMuNTYzODMwNDEiLCJ1cmwiOiJodHRwczovL3d3dy5mZGEuZ292L21lZGlhLzE1NzY3NS9kb3dubG9hZD91dG1fbWVkaXVtPWVtYWlsJnV0bV9zb3VyY2U9Z292ZGVsaXZlcnkifQ.oa6YLkvIHeiSxWTQ5rrmO_eDdUZPBdLpBwwA5mezhLo/s/1257355954/br/129776013972-l
https://lnks.gd/l/eyJhbGciOiJIUzI1NiJ9.eyJidWxsZXRpbl9saW5rX2lkIjoxMDEsInVyaSI6ImJwMjpjbGljayIsImJ1bGxldGluX2lkIjoiMjAyMjA0MTMuNTYzODMwNDEiLCJ1cmwiOiJodHRwczovL3d3dy5mZGEuZ292L21lZGlhLzE1NzY3NS9kb3dubG9hZD91dG1fbWVkaXVtPWVtYWlsJnV0bV9zb3VyY2U9Z292ZGVsaXZlcnkifQ.oa6YLkvIHeiSxWTQ5rrmO_eDdUZPBdLpBwwA5mezhLo/s/1257355954/br/129776013972-l

fda.gov/cdersbia GDUFA: .Generlc Drug User Fge Amendments; NCE: New Chemical Entity; NDA: New Drug
Application; GDUFA Ill Commitment Letter

GDUFA Il Commitment on PSG ==
Development

For Non-Complex NCE New Drug Applications (NDAS) approved on or after
October 1, 2022, a PSG will be issued for 90% of such NDA products within
2 years after the date of approval.

> No change from GDUFA Il k

For Complex Products approved in NDAs on or after October 1, 2022, a
PSG will be issued for 50% of such NDA products within 2 years after the
date of approval, and for 75% of such NDA products within 3 years after the

date of approval. A

FDA will continue to develop PSGs for Complex Products approved prior to -

October 1, 2022, for which no PSG has been published. ‘
6



https://www.fda.gov/media/153631/download

PSG Prioritization and
Development

Initiating Events

Recently approved NDAs
and supplemental NDAs

FDA analysis of products
without PSGs

Pre-ANDA meetings
Public requests

Comments submitted to PSG
docket

Controlled correspondences

Citizen petitions

fda.gov/cdersbia

Prioritization

GDUFA commitments

Stakeholder interest
in ANDA submission

Drug availability and
accessibility

Public requests from generic
drug industry and other
stakeholders

Public health priorities

Data to Support PSG
Development

» Pharmacokinetic (PK) and
pharmacodynamic (PD)
modeling

Previous BE studies
NDA review and labeling
Pharmacovigilance

GDUFA-funded research
outcomes



http://www.fda.gov/media/150142/download?attachment

How are Revised PSGs =
Planned?

Identification of Needs for Notification of PSG Revision*

PSG Revision

Changes to the RLD: e.g., labeling
update, supplements, new strength

Category Description

PSG revision includes additional bioequivalence studies
or evidence recommended to support FDA approval that

* Newly identified safety concerns Critical reflect a change in the safety or effectiveness of the drug
* Consistency with revision to general product. The critical revision has a potential impact on all
guida nces ANDAs includingI tZe apdpdroved ?pplicatisns. |
: . PSG revision includes additional in vivo bioequivalence
* Responses to the received BE In Vivo d

Maior studies or evidence recommended that is necessary to
comments l establish BE and support FDA approval

* Citizen petitions

PSG revision includes additional in vitro bioequivalence

* New BE approaches from research: :\r/:;:::o studies or evidence recommended that is necessary to
e.g., addition of the in vitro option establish BE and support FDA approval

* New knowledge from ANDA Minor PSG revision includes in vivo and/or in vitro changes that
assessments, Pre-ANDA meetings is not considered critical or major
and controlled correspondences Editorial PSG revision includes non-substantive changes

fda.gov/cdersbia *Upcoming PSGs for Generic Drug Product Development k 8



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

When are PSGs Published?

New and revised PSGs are published quarterly

» February, May, August, and November

« A PSG may be published as a stand-alone guidance or a stand-alone batch
outside the quarterly batches, e.g.,

» Coordinate with citizen petition responses

» Meet the GDUFA goal date
» Efficiency in developing PSGs for products in the same class
>
9

Level 2 Revision(s)

- The FDAwill issue a notice in the Federal Register for every batch and stand-
alone posting, except Level 2 Revisions

fda.gov/cdersbia A



What Is a Level 2 PSG =
Revision?

Level 1 guidance documents set forth the Agency’s initial interpretations of
statutory or regulatory requirements; describe changes in FDA's earlier
interpretation or policy that are of more than a minor nature; and deal with
complex scientific or highly controversial issues.

« Level 2 guidance documents address existing practices or minor changes in
FDA's interpretation or policy.

« Level 2 PSG Revisions
» Typographical errors found in PSGs
» No change in BE recommendation or Agency thinking
. » For example, three Level 2 PSG Revisions published in Nov 2023

https://www.fda.gov/about-fda/reports/background-fda-good-guidance-practices
fda.gov/cdersbia A



https://www.fda.gov/about-fda/reports/background-fda-good-guidance-practices

Level 2 PSG Revision Example (&

Ruxolitinib Phosphate Topical Cream NDA 215309

h. Use within 7 davs prior to baseline of 1) antihistamines, 2) topical antibiotics, 3)
topical corticosteroids or 4) other topical drug products

1. Use within 24 hours prior to baseline of any topical product (e.g_, sunscreens,
lotions, creams bland emollient/moisturizer) in the areas to be treated

1.  EKnown allergy or hyvpersensitivity to ruxolitinib pismeerelimus-or any other
component of the test product or reference standard

k. Not willing to minimize or avoid natural and artificial sunlight exposure
during treatment

ida.govicdersia  Recommended: 08/2023: Revised 11/2023 A



Public Comments on PSGs

FDA issues a Federal Register Notice announcing the availability of
new and revised PSGs via Docket Number FDA-2007-D-0369

The notice will identify a comment period for the draft
recommendations k

» Comment can be submitted electronically to the docket or by mail

» Users can request additional assistance with a Help Desk ticket:
https://www.regulations.gov/support

.  FDA will consider comments on draft PSGs while revising the PSGs '

fda.gov/cdersbia A 12


https://www.regulations.gov/support

Public Requests for PSGs

* Public requests for PSGs can be submitted using the
CDER Direct NextGen Collaboration Portal

» FDA reviews requests and takes appropriate action

CY 2017- 2023 Public Requests Recieved
200
lm - *
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40 53
20
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2017 2018 2019 2020 2021 2022 2023
. cy
fda.gov/cdersbia 13



https://edm.fda.gov/EDMIDPLogin/welcome?response_type=code&client_id=0oa1as7rb2poiYTch297&scope=openid%20profile&state=-1112605354_1647874544869&redirect_uri=https%3A%2F%2Fedm.fda.gov%2Foidcclient%2Fedmrp

Controlled Correspondence vs.
Public Request

Controlled Correspondences received are triaged as Public
Requests for RLDs that:

» Submitter is requesting or proposing general BE recommendation
» Have no published PSG

« |f a complex products, submitter may send pre-ANDA meeting
request

FOA

 Public Request response:

> The request for information related to product-specific recommendation
for generic drug development was sent to ORS for further processing

» ORS will take your request into consideration when publishing the PSG

» You will not receive additional direction notification of guidance
development from the Agency

fda.gov/cdersbia




Upcoming PSGs for Generic Drug
Product Development (Forecast List)

Describes the FDA’s plans for all upcoming new and revised PSGs of generic drug
products in the next 12 months

» New in GDUFA Ill: The forecast list includes both complex and non-complex products

Enhances transparency in PSG development or revision plan for generic drug products

» New in GDUFA llI: Updates include projected PSG publication dates in MM/YYYY or
descriptive timeline (within or beyond 12 months)

Ensure consistency in FDA recommendations/decisions following previous iterations of
the PSG and establish principles for PSG revisions to reflect "most accurate, sensitive,
and reproducible" approaches

» New in GDUFA llI: Redefine revision classification (category with description)

« Updated quarterly with each PSG batch posting

https://www.fda.gov/drugs/guidances-drugs/upcoming-product-specific-
fda.gov/cdersbia guidances-generic-drug-product-development 15



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

Upcoming PSGs for Generic Drug

Product Development (Forecast List)

FOA
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FOA

PSG Online Resources

fda.gov/cdersbia ‘




PSG Website

U.5. FOOD & DRUG

Product-Specific Guidances for Generic Drug Development

Total number of currently published PSGs: 2187

Product-Specific Guidances for Specific Products Arranged by Active Ingredient
ABCDEFEBHIJXKLMNOPOQRSTUVYWIXYZ

Search by Active Ingredient or by RLD or RS Number
] characters Search

o gt leas!

+ Newly Added Guidances since February 15, 2024

+ Newly Revised Guldances since February 15, 2024

fda.gov/cdersbia




Excel csv PDF

Show 10 v | entries

Active Ingredient (link to Specific Guidance)

Adagrasib

Amaxicilling Clarithromycin; Vonoprazan Fumarate
Amaoxicillin; Vonoprazan Fumarate

Baclofen

Budesonide; Formoterol Fumarate; Glycopyrrolate

Caffeine; Ergotamine Tartrate

Durlobactam Sodium; Durlobactam Sodium; Sulbactam Sodium
Elagolix Sodium, Estradiol, Norethindrone Acetate; Elagolix Sodium

Ferric Derisomaltose

Showing 1 to 10 of 29 entries

fda.gov/cdersbia

Newly Added Guidances since February 15, 2024

Type

Abacavir Sulfate; Dolutegravir Sodium; Lamivudine —

Draft

Draft

Draft

Draft

Draft

Draft

Draft

Draft

Draft

Locating PSGs

| ommaver Aot Medmmendut

il Nat e Tmpdovontothon

Drah ikt im Abecens ek Debtopors Sl Lt |
Febiruary 2024

Thie dealh gssdance, whes fiatalised, will sepeeseset the cutrent thankiag of the Food md Dy
Adriniatrmtion (FDA, or fhe Ageray | on i sopic 5 dows e cxtablinh sty gl for sy prrson sl
o0 008 bmding vt FIOA o the pobi You onm e s altoratve apoeosch if 1t ssfics the
requrveents of e sppinadle aatues end regul, To discws an o appeoadh. contec the
OfBoe of Geserxc Dvugs

In general. FDA's gaadance documents do not establinh legally enforcehle respoesbalitios
loicad, gradances descnbo the Agency 's current thinking o a tapic and should be viewed anly
o recommendations, unless spocific rogalatony o statory requirements are orted The une of
the word shvedd im Agency padances mesm thal sametieng o ssgovied of recommendod, but
ol requitred

Active Ingrodiesty: Abacavir sullste. Dolutegravir sedien. Lamivodae

Desage Form: Tabdet, foe suspemion

Moute: Ol

Strength: E0 60 myg Base. FQ S mg Base, 30 mg

Revommended Stodiex: Two m vive Blooguivitlence stalics with plarmacokinctic endponnty

1 Type of study . Fasting
Design Single-dose, twin-treatsnent, (wesperiod crossover in vivo
Strength. O 60 my Base, D 5 myg Base. 30 g
Sutyects. Healthy males and healthy females not of reprodactive potential
Addinosal comments: Nooe

2 Type of study. Fad
Destgn. Sungle-dose. twintreamment, twopenod crossover in vivo
Strength. FC 60 mg Base, BQ § mg Base. 10 mg
Sutwects. Healthy males and healthy females not of reproductive potential
Addinonal commenes: None
Analytes o moassre: Alscavir, dobasgraver. and lusevadine o plasing
Biocquivalence based oo (0% CT Abacavir, dobuegravic, and lasrvadoe

Waiver request of in vive testing: Not sppleable

Next




Navigating a PSG 25

Conmunrey Nowhimding Recommendations
Deafe - Not fir loplomentintron
Draft Guidance on Abacavir Sulfute; Dolutegravir Sodium: Lamivudine
February 2024

Thas denft gusdance, when finalized, will represent the cumvent thanking of the Food and Drug
Admunestration (FDA, or the Agency ) on thes topic. It does ot establish sary nghts for any person mnd
15 not binding on FOA or the public. You can use an aliemnative appeonch if it satisfics the

o of the applicabd and regulat Tod an al © apy h z X X 3 : 2 = > =
Office of Gienene Drugs Recommended Studies:  Two in vivo bioequivalence studies with pharmacokinetic endpoints
2 Type of study: Fasting
In general. FDA's gusdance documents do ot establish legally enforceable responsibe Design: Single-dose, two-treatment, two-period crossover in vivo
Instead, guidances describe the Agency's current thinking on a topic and should be vig Strgngth: EQ 60 mg Base; EQ 5 mg Base: 30 mg : .
as recommendations, unless specific regulatory or statutory requirements are cited. Th Subjects: Healthy males and healthy females not of reproductive potential
the word showld in Agency guidances means that something is suggested or recommer] Additional comments: None
not requared

2: Type of study: Fed

Design: Single-dose, two-treatment, two-period crossover in vivo
Re u I at or P r efac e Strength: EQ 60 mg Base; EQ 5 mg Base; 30 mg

g y Subjects: Healthy males and healthy females not of reproductive potential
Additional comments: None

Analytes to measure: Abacavir, dolutegravir, and lamivudine in plasma

Bioequivalence based on (90% CI): Abacavir, dolutegravir, and lamivudine

Waiver request of in vivo testing: Not applicable

fda.govicdersbia Bioequivalence Recommendation(s)

20



Navigating a PSG FOA

Additional information:

Device;
The reference listed drug (RLD) is presented as tablets for oral suspension co-packaged with a
dosing cup. The dosing cup is the device constituent part.

pampling times: The dissolution information for this drug

A’s Dissolution Methods database,

/scripts/cder/dissolution/. Conduct comparative dissolution testing
the test and reference products. Specifications will be determined

FDA recommends that prospective applicants examine the size and shape, the external critical e
design attributes, and the external operating principles of the RLD device when designing the new drug application (ANDA).
test device including:

e Multi-use design

e  Volume markings DISSO|Ut|0n
User interface assessment: ReC O mm e n d atl 0 n

An ANDA for this product should include complete comparative analyses so FDA can determine
whether any differences in design for the user interface of the proposed generic product, as
compared to the RLD, are acceptable and whether the product can be expected to have the same
clinical effect and safety profile as the RLD when administered to patients under the conditions
specified in the labeling. For additional information, refer to the most recent version of the FDA
guidance for industry on Comparative Analyses and Related Comparative Use Human Factors
Studies for a Drug-Device Combination Product Submitted in an ANDA.*

Drug'DEVICe Recommendatlon and/or Document History: Recommended February 2024
Additional Product Development Unique Agency ldentifier: PSG 215413
Recommendations

Administrative
Tracking

fda.gov/cdersbia 21


https://www.accessdata.fda.gov/scripts/cder/dissolution/index.cfm

How to Use RLD/RS on the ==
PSG Webpage?

TRIUMEQ PD (ABACAVIR SULFATE; DOLUTEGRAVIR SODIUM; LAMIVUDINE)
EQ 60MG BASE;EQ 5MG BASE;30MG
Marketing Status: Prescription

Filter:
Active Ingredient: ABACAVIR SULFATE; DOLUTEGRAVIR SODIUM; LAMIVUDINE RLD of RS Number Date Recommended
Proprietary Name: TRIUMEQ PD 020477 05/01/2008
Dosage Form; Route of Administration: TABLET, FOR SUSPENSION; ORAL s R,
Strength: EQ 60MG BASE;EQ 5MG BASE;30MG
( 08/28/2020

Reference Listed Drug: Yes
Reference Standard: Yes 027652 T101/2007
TE Code: 021205 05/01/2008
Application Number: N215413

Product Number: 001 o bcatokin
Approval Date: Mar 30, 2022 204716 £9r1as20te
Applicant Holder Full Name: VIV HEALTHCARE CO 202379 07/2072018
Marketing Status: Prescription ST088¢ po
Patent and Exclusivity Information
21387 08/21/2023
Showing 110 10 of 205 entries Pravious | 1 2 3 4 § 21 Next

fda.gov/cdersbia Orange Book

22



https://www.accessdata.fda.gov/scripts/cder/ob/index.cfm

low to Use RLD/RS on the PSG  pum
Webpage .

 RLD/RS information on the FDA PSG webpage helps identify
the product related to a specific PSG

» Not a substitute for the Orange Book

» Information is current when the PSG is posted but the RS may
change over time

» Applicant(s) should use the Orange Book for:
» Correct basis of ANDA submission

. » Current RS Referencing Approved Drug Products in

y

ANDA Submissions Guidance for Industry
fda.gov/cdersbia (October 2022) A 23



https://www.fda.gov/regulatory-information/search-fda-guidance-documents/referencing-approved-drug-products-anda-submissions-guidance-industry
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/referencing-approved-drug-products-anda-submissions-guidance-industry

GDUFA Il Meetings FDA

PSG meetings (pre-submission or post- COMPLEX PRODUCT' NON-COMPLEX PRODUCT
submission) can be requested following ¢

. . . . . . PSG [new or revision] N . PSG (hew or revision)
the PSG T-con if additional discussion is ety "

Impacts in viva study
(1
needed ;
l’:o- submission M’:aDlEir\\/g‘ Pre-submiasion
. . . . PSG Maat) PSG Manting
»  Allows a forum to discuss the scientific rationale — i)
for an approach other than the approach 7 psuB
recommended in the PSG bl

»  Pre-submission PSG meetings can be
requested if the ANDA has not been submitted

0 {new o revision
Imnncls in vive nmﬂy

1 grantesd POEV Maoting MCRM If I" :
3 ~ 'ost FUbMISSIon
‘ If eligible COT eligible CGT PSG Moeting

1"S0 {new or revision)
Impacts In vive study

» Post-submission PSG meetings can be
requested if the ANDA has been submitted
» Controlled correspondence is an alternative
way for applicants to follow up with FDA on
the remaining issues following the PSG T-
con

» Other pre-ANDA and ANDA scientific
meetings are available as alternative to
PSG meetings

.

fda.gov/cdersbia Summary of T-cons & Meetings S T-con: Teleconference |24



http://www.fda.gov/media/162239/download?attachment

Resources FDA

CDER Guidances Webpage

MAPP 5240.10: Classifying Approved New Drug Products as Complex Products for Generic
Drug Development Purposes (April 2022)

Guidance for Industry on Bioequivalence Recommendations for Specific Products (June 2010)

Guidance for Industry Referencing Approved Drug Products in ANDA Submissions (October
2020)

Product-Specific Guidances for Generic Drug Development

Upcoming Product-Specific Guidances for Generic Drug Product Development
PSG Snapshot
The ABCs of Product Specific Guidances

SBIA webinar on PSGs (May 2021): FDA Product-Specific Guidances: Lighting the
Development Pathway for Generic Drugs

Guidance for Industry Product-Specific Guidance Meetings Between FDA and ANDA

Applicants Under GDUFA
fda.gov/cdersbia

3N 44


https://www.fda.gov/regulatory-information/search-fda-guidance-documents
https://lnks.gd/l/eyJhbGciOiJIUzI1NiJ9.eyJidWxsZXRpbl9saW5rX2lkIjoxMDEsInVyaSI6ImJwMjpjbGljayIsImJ1bGxldGluX2lkIjoiMjAyMjA0MTMuNTYzODMwNDEiLCJ1cmwiOiJodHRwczovL3d3dy5mZGEuZ292L21lZGlhLzE1NzY3NS9kb3dubG9hZD91dG1fbWVkaXVtPWVtYWlsJnV0bV9zb3VyY2U9Z292ZGVsaXZlcnkifQ.oa6YLkvIHeiSxWTQ5rrmO_eDdUZPBdLpBwwA5mezhLo/s/1257355954/br/129776013972-l
https://lnks.gd/l/eyJhbGciOiJIUzI1NiJ9.eyJidWxsZXRpbl9saW5rX2lkIjoxMDEsInVyaSI6ImJwMjpjbGljayIsImJ1bGxldGluX2lkIjoiMjAyMjA0MTMuNTYzODMwNDEiLCJ1cmwiOiJodHRwczovL3d3dy5mZGEuZ292L21lZGlhLzE1NzY3NS9kb3dubG9hZD91dG1fbWVkaXVtPWVtYWlsJnV0bV9zb3VyY2U9Z292ZGVsaXZlcnkifQ.oa6YLkvIHeiSxWTQ5rrmO_eDdUZPBdLpBwwA5mezhLo/s/1257355954/br/129776013972-l
http://www.fda.gov/media/71401/download
http://www.fda.gov/media/102360/download
http://www.fda.gov/media/102360/download
https://www.accessdata.fda.gov/scripts/cder/psg/index.cfm
https://www.fda.gov/drugs/guidances-drugs/upcoming-product-specific-guidances-generic-drug-product-development
http://www.fda.gov/media/150142/download?attachment
https://www.fda.gov/drugs/cder-small-business-industry-assistance-sbia/abcs-product-specific-guidances
https://www.fda.gov/drugs/fda-product-specific-guidances-lighting-development-pathway-generic-drugs-05052021-05052021
https://www.fda.gov/drugs/fda-product-specific-guidances-lighting-development-pathway-generic-drugs-05052021-05052021
https://www.fda.gov/media/165468/download
https://www.fda.gov/media/165468/download
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