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Learning Objectives FOA

1 Describe changes permissible via suitability petition

 Understand how GDUFA |ll Reauthorization FY 2023-
2027 affects suitability petitions

O Summarize the effect of GDUFA Il on suitability
petition submissions since FY 2024

 Review the structure of a product-specific guidance
(PSG) for products approved via suitability petition
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Permissible Suitability Petition Changes*
Include:
A different active ingredient in a combination product in which the

other active ingredients match those of the reference listed drug
(RLD)

A different route of administration**

A different dosage form

A different strength

*Provided under § 505(j)(2)(C) of the Federal Food, Drug, and Cosmetic Act (FD&C Act)

**A (j)(2)(C) petition seeking a change in the route of administration has not been approved to date
fda.gov/cdersbia




DUFA Ill Resulted in Goal Dates for
Suitability Petitions Submitted FY 2024-202

« The following goals are implemented:

% Submissions reviewed Maximum Petitions

Fiscal Year: in 6 months eligible for goal k
2024 50 (n = 25) 50
2025 70 (n = 49) 70
2026 80 (n = 64) 80
2027 90 (n = 81) 90
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As of March 1, 2024.* FDA has Recelved

Monthly Submissions (FY’24)

Oct* Nov Dec Jan Feb
54 9 3] 7 1

Total 77

*The GDUFA Il start date for FY 2024 was October 1, 2023.
fda.gov/cdersbia




ablet to Orally Disintegrating Tablet (ODT) puy
Is the Most Frequent Dosage Form Petition

Type of Switch Petitioned

Dosage Form Switch

Tablet > ODT

Solution = Powder for reconstitution

Tablet or Capsule - Solution/Suspension
Lyophilized powder - Ready to use injection
Other - specialized

Strength Change

Intravenous injection (Convenience dosing/waste elimination)

Tablet/Capsule
Other

# Petitions

32
15
¢
4
4
5

y
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FDA Action on FY’24 Suitability Petitions:*

Final Response Issued: 28
Denied 12

Withdrawn 3

Partial Grant/Deny 1

Granted 13

On Hold/Information 2
Request

Pending 46

*As of March 1, 2024.
fda.gov/cdersbia




13 Suitability Petitions have been Granted:*jish

Granted 13

Tablet to ODT
(Cyclobenzaprine Tablet to ODT)

Strength Change 12

Intravenous injection — Convenience dosing/\Waste
elimination (Concentration typically remains the same)

Tablet/Capsule Strength additions 4

*As of March 1, 2024
fda.gov/cdersbia A 8




FDA

I PSG Development on Strengths Approved
via Suitability

fda.gov/cdersbia A




Contaims Nonbinding Recommendations
Deaft Guidance on Cefixline

This deaft guidance, once finalized, will represent the Food and Drug Admumstration's (FDA ) ' A

current thinking on this topic. It does not create or confer any nghts for or on any person and does not
r e e r e n S O operate to bind FDA or the public. You can uwse an altermative approach if the approach satiafies the
requirements of the applicable statutes and regulations If you want 1o discuas an alternative approach,

contact the Office of Genenc Drugs

Cefixime Oral

Form/Route! Suspension/Oral

Suspension Approved e

Design: Single-dose, IWo-Way crossover in vivoe
Strength: 500 mg/S ml (200 mg dose)

under Three Approval BT il e L s e s piin

2 Type of study: Fed

Design: Single.dose, two-way crossover in vivo
at W a S Stength: 500 mg’'S ml (200 mg dose)
Subjects: Healthy males nnd nonpregnant femnles, general population
Additional Comunents: Please refer to the Amantadine Hydiochlonde Tablet Deaft
Chudance for addittonal information regarding fed studies

Annlytes to mensure (in approprinte biological fluid): Cefcune in plasma
Bioeguivalence baved on (900 CT): Cefixune

Watver regquest of in vivo testing) 100 mg/3 mL and 200 mg/S mL based on (1) acceptable
bioequivalence studies on the 500 mg/S ml strength, (1) acceptable in vitro dissolution testing of
all strengths, and (14) proportionsl sialarity of the formulations across all strengths. Please refier
1o the Murtazapine Tablet Deaft Chudance for additional information regarding dose
proportionality

* Since Cefixime Suspension, 3500 mg/S ml, 200 mp/d ml, and 100 mg/d ml me the subyect of
thuee separate applications (both New Diig Application (NDA) and Abbreviated New Diug
Application (ANDA)), therefore three separate ANDA s must be subputted, You may request o
waiver of in vivo bioequivalence testing of the 100 mg/S mL and 200 mg/S mL strengths of you
meet the critenin. [n addition, please crossgelerence the (o vivo biosquivalence studies conducted
on the lighest strength along with yow waiver request. Please refer 1o the Guidance for Industry,
Vaviations in Dyug Products that May Be Included in a Single ANDA located at

Lt/ fdagov/cder/ gnidance

RKevommmdod Jan 2008, Reviaed Ape 2015 Reviand Nov 201 1

fda.gov/cdersbia chromeextension://efaidnbmnnnibpcajpcglclefindmkaj/https://Www.accessdata.fda.gov/drugsatf_ime_su
sp 202091 RV11-13.pdf




Case Study: Cefixime Oral Suspension

Basis for all cefixime oral suspensions

Suprax - NDA 050622 Suprax - ANDA 065129

Applicant Holder: Lederle Applicant Holder: Lupin

Application Type: 505(b)(1) LD\ Application Type: 505())

Dosage: Oral Suspension —/| Dosage: Oral Suspension

Strength: 100 mg/5 mL Strength: 100 mg/5 mL

Approved: April 28th, 1989 Approved: Feb 23, 2004
Discontinued* Discontinued**

Original RLD; Was listed as RS prior to 200 mg/mL
Currently listed RLD approval

effectiveness reasons

*Federal Register determination that product was not discontinued or withdrawn for safety 0
**No Federal Register determination

fda.gov/cdersbia 11



Suspension

Case Study Continued: Cefixime Oral

Suitability Petition Approved

2005P-0013/CP1
Change in Strength:
100 mg/Sml = 200 mg/ 5 mL

Approved: April 8, 2005

FDA

Bioequivalence Approach for
Suitability Petition
« NDA 050622 was discontinued
 ANDA 065129 identified as RS
* The dose tested was 200 mg:
* 10 mL of the 100 mg/5 mL was
tested against 5 mL of the 200
mg/ 5 mL proposed suspension

)

Suprax - ANDA 065355

Applicant Holder: Lupin

Application Type: 505(j)(2)(C)

Dosage: Oral Suspension

Strength: 200 mg/5 mL

Approved: April 10, 2007

Current reference standard (RS)

Listed as RS prior to 500 mg/mL approval

fda.gov/cdersbia
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Case Study Continued: Cefixime Oral
Suspension

Approach for 505(b)(2) submission Suprax - NDA 202091
* ANDA 065355 (200 mg/5 mL) selected Applicant Holder: Lupin
as the listed drug Application Type: 505(b)(2)
* The dose tested was 200 mg »| Dosage: Oral Suspension
* 5 mL of the 200 mg/5 mL was Strength: 500 mg/5 mL
tested against 2 mL of the 500 mg/ Approved: Feb 20, 2013
5 mL proposed suspension Listed as current RLD/RS

fda.gov/cdersbia A 13



Anatomy of the Cefixime PSG

Containg Nonbinding Rec i

Deaft Guidance on Cefixtine

This deaft guidance, once finalized, will represent the Food and Drug Admimistration's (FDA')
current thinking on this topic. It does not create or confer any nghts for or on any person and does not
operate to bind FDA or the public. You can wse an alternative approach if the approach satisfies the

Th re e Stre n gth S Of Cefl Xi m e O ral S u S pe n S i O n ::w;:a:::l;);;\f‘liz:l‘)}:l:‘:‘cln];:\:::lu and regulations I you want 1o discuas an alternative approach,
approved based on a:

* 505(b) NDA/505(j) ANDA — ——
® AN DA 505 (J)(Z)(C) Recommended studies 2 studies
. 505(b)(2) NDA L vy SR

Strength: 500 mg/S mlL (200 mg dose)
Subjects: Healthy males nnd prog 1 los, goneral popul

« The 500 mg/5 mL strength is assigned as Addionnt Comament Nove
RLD and RS for cefixime oral suspension SR —

Design: Single-dose, two-way crossovet i vivo

Active ingredient: Cefixime

Strength: 500 oS mb (200 myg dose)

e \Waiver of in vivo testing on the lower Subjects; Healthy males and nonpregnant feaales, general pop

Additional Comuments: Please refer to the Amantadine Hydiochlovide Tablet Dyaft

strengths based on: Chudance for 304 Tegarding fed snudies

° LU p|n,S 500 mg/5 m L Strength approved based Annlytes to mensure (in approprinte biological fluid): Cefixime in plasma
On thelr 200 mg/5 m L Strength Bioeguivalence baved on (90% CT): Cefixume
. Lhu pi nisé 800 m / 5Lm L stre n gth approved on i s en S vt v 100 g3 il st A0 T oot o D SN o
t elr mg m Strengt :‘B'hv M:-;n;:;i:ﬁ:‘;:&‘ﬂrbun (A' \:uulnnr:/‘ ol‘!‘lu- fnn.lml:nom o\cu::n'::lmu‘l:;ualol::a Please refer
. proportionality
¢ OG D ConSIderS these three Strengths aS part * Since Cefixume Suvpension, 300 mg/S mL, 200 mp/S mL, and 100 mg/d mL mre the subyect of
Of the same product I|ne thiwe separate applications (both New Diig Application (NDA) and Abbreviated New Diug

Application (ANDA)), therefore thuee separate ANDA s must be sul 4. You may req "
waiver of in vivo biocequivalence testing of the 100 mg/5 ml and 200 mg/S mL stengths if you

1 1 1 ! In addition, pl aus-relerence 1) o /nlence stud ducted
* Aseparate ANDA Is requwed to be submitted on fhe Mghiost siength Aloag with yowr waiver request. Ploase fefee to the Gaidancs for luduriry,
Vaviations tn Dyug Products that May Be Included in a Single ANDA located at

fO I' e aC h Stre n gth htposovfidagov/cder/ guidance

Recommeridead Jan 2008 Revised Ape 2015, Reviand Nov 201 4

. chromeextension://efaidnbmnnnibpcajpcglclefindmkaj/https://www.accessdata.fda.gov/drugsatfda Cefixime_su
fda.gov/edersbia 555001 RV11-13.pdf 14
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l PSG Development on Dosage Form
Changes Permissible to File via a Suitability
Petition
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Example: Tablet to an ODT and Pharmaceutical
Equivalence Considerations

U Taste Masking
O Tablet Friability and Packaging

4 Disintegration k

U Intended label claims for petitioned ANDA that differ from
the tablet

[ Selection of the most sensitive administration method for
bioequivalence studies

O Administer with water
d Administer without water ‘

fda.gov/cdersbia A 16




Special Administration for ODT Tablets in FOA
Bioequivalence Studies

Bioequivalence consideration for generic Bioequivalence consideration for Tablet to
approval of an ODT referencing an ODT oDT

Applicants should - Applicants should
: PP Petitioned ANDA PP
ANDA labeling conduct o conduct
: _ ) : labeling intends to . :
intends to state: bioequivalence bioequivalence

studies: SN studies:

Administer ODT with : Administer ODT with Conduct study both

. Without water . ) .
or without water or without water with and without water
Administer ODT with With water Administer ODT with With water
water only water only
Aglmlmster OobT Without water AQmmlster obT Without water
without water only without water only

fda.gov/cdersbia A
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I Future of PSG and Suitability
X Petitions
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SG will Proactively Support Recommendations
for Approved Suitability Petition
O Traditionally, FDA incorporates our recommendations for the

additional strengths into the PSG only after a petitioned ANDA
has been approved

O Moving forward, FDA will attempt to proactively incorporate our
recommendations for petitioned strengths into our PSG prior to a
petitioned ANDA being approved

» Example — Primidone

» In the future, you may see strengths and dosage forms in the
PSG recommendation that are not in the Orange Book

- » This will be because there is an approved suitability petition

fda.gov/cdersbia A 19
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Contany Nonhoding Recommendationy
Draft - Not for Implementtion
Dralt Guidanee on Primidone
November 2023

Primidone PSG Example

Thaw drall d when finalized, will the current think ol the Food and Drug
Administrasion (FDA or the Ageney ) on this topie. 1t does aor establish mn Fhghts for any pecson and
i not biding on FDA or the public. You can uve ah ul Py ool i wasti the

of the lwable wtatuien and To dincuns an aligmative approach, contact the
Orfice of Generle Drugs

In general, FDA's 4 & do not blish legally unfi bl bl
Instend, glmhm.cn dexeribe the Apency s current thinking on a topic und should be viewed anly
ny unless specifi | y of alululuw q ure cited. The use of

the word shoukd in Agency ] maans that [T for dod, but
not required

Active Ingredient: Promdone
Dosnge Vorm: Tablot
Route; Oral
Strengths: 25 mg', 50 my, 100 mg', 125 my', 250 mg
Recommended Studies: Two in vivo bioeguivalence studies with pharmacokinetio
endpoints
i Typo of study  Fasting
Dexipgn: Single-dose, 1 3 it 1 nvivo
Strength: 50 mg
Subjects Healthy malex and preg I iy femal
Additional comments. None
2 Type of study Fed
Design: Single-doxe, t 3 I ] in viva
Strangth: 50 mg
Nubjects: Healthy malex and W | u \

Additional comments; None

Annlyte to mensurer Primidone o plasmi

FStonshn idennifiod sre the sibijeut oF wn appeovisd snstabidisy potition (FIIA-2000-P-04%2)

Kecommvmded My 2009 Kevorord Nov 2024

fda.gov/cdersbia  chromeextension://efaidnbmnnnibpcajpcglclefindmkaj/https://www.accessdata.fda.gov/drugsatf

0.pdf

Walver requext of in vivo testing: 25 mg, 100 my, 125 my and 250 my strenpths based on (1)
aceeptable biooquivalence studios on the 50 mg steenyth, (1) proportional wmilanty of the
f 1 testing of all strengthy

formulations across all wtha, and (i) ble i vitio

product can be found in the FDA'K I | Maothods datat
hitg Lwwy Jintas, (il oy /uer lissol [ Conduct | ve disol texting
on 12 dosage untts each of all strengths of the test and refe /| s fi will be

determined upon review ol the abbreviated new drug uppln.ulum

1F any wtrength of the tablet product has a £ | seore, profile testing
should be conducted for ench sepment of the sphit tablet after manual and mechanical splitting ax
per the most recent version of the FDA guidance for industey on Tabler Scortng: Nomenclature,
Labeling, and Data for Evalvarion

Document History Recommended May 2019, Revined November 2023

Unlgque Agency tdentiflers  PSG 008170

SO thie st rosant visnbons of a goaikanue, dbwok thi FTIA g idiamom witsate it g 208w w o sy Asualaingy -
fanmat O 1\

Revonmmmntod May 2019 Revued Nov 2025

PSG_009172(



Challenge Question #1 FDA

A permissible suitability petition
request does not include:

A. A different route of administration*
B. A different dosage form

C. A different strength
D. A different salt form of a drug

fda.gov/cdersbia A




Challenge Question #2 A

K

By 2027, FDA commits to reviewing
what percentage of suitability
petitions in 6 months?

A. 30%
B. 60%
C. 90%

. D. 100%

fda.gov/cdersbia




Summary

GDUFA 1l commitment goals in FY'24 related to suitability petitions have
been met

Industry has successfully leveraged the revamped suitability pathway .
evident by the number of submissions received

FDA is proactively providing PSG recommendations for petitioned
strengths

U Dosage form changes may have unique product characteristics and

special conditions to establish bioequivalence that should be
considered

fda.gov,cdepggaemal considerations may need to be made

O Additional strengths are likely eligible for a waiver of in vivo tisting; A

23
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