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Memorandum DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

 
Date: 05-APR-2022 

 
From: Venkateswara R. Pavuluri, Ph.D., R. Ph. 

Drug Product Reviewer 
DNDP II 
Office of New Drug Products 

 
Through: Hong Cai, Ph.D. 

Branch Chief, Br. 4/DNDP II 
Office of New Drug Products  

 
To: CMC Labeling Review of NDA 215272 for VTAMA® 

Subject: Final Recommendation –  APPROVAL 

At the time when Original Labeling Review of NDA 215272 was completed, on 02-17-
2022, this NDA was not recommended for approval 21 CFR 314.125(b)(6) from the 
CMC labeling/labels perspective due to deficiencies listed below.  The NDA for this 
drug product was otherwise complete and adequate from the drug product perspective, 
per the review dated 02-11-2022. 

Labeling/Label Deficiencies identified in Labeling review on 02-17-2022: 

Prescribing Information 

HIGHLIGHTS 

Product Title in Highlights 

1. Revise the Title deleting  included after drug product name, 
. 

Assessment of Applicant’s Response: Adequate.  

Dosage forms and strengths 

2. Revise the text deleting description of the cream, i.e., . 
 

Assessment of Applicant’s Response: Adequate.  

11. DESCRIPTION 

3.   Revise / add the statements in respective paragraphs as indicated below: 

Paragraph 1: VTAMA (tapinarof) Cream  contains tapinarof as the 
active ingredient.  Tapinarof is  aryl hydrocarbon receptor (AhR) 

. 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



Assessment of Applicant’s Response: Adequate.  

Paragraph 2: Tapinarof is a white to pale brown powder.  Chemically, tapinarof is 
3, 5-dihydroxydihydroxy-4-isopropyl-trans-stilbene, also known as (E)-2-
isopropyl-5-styrylbenzene-1,3 diol, with the empirical formula C17H18O2, a 
molecular weight of 254.32, and the following structural formula. 

Assessment of Applicant’s Response: Adequate.  

Paragraph 3: Add “Each gram of VTAMA Cream for topical use contains 10 mg of 
tapinarof in a white to off-white cream.” as sentence 1 and revise the subsequent 
statement on inactive ingredients by listing all inactive ingredients using USP/NF 
names (where available) in alphabetical order, per USP <1091>.  

Assessment of Applicant’s Response: Adequate.  

16     HOW SUPPLIED/STORAGE AND HANDLING 

4.   Revise the text as: VTAMA (tapinarof) Cream, 1% is a white to off-white cream. 
Each gram of VTAMA Cream contains 10 mg of tapinarof. It is supplied in 
laminated tubes in the following size:  

60  laminated tubes: NDC 81672-5051-01 

Assessment of Applicant’s Response: Adequate.  

5. Revise the storage statements adding the following statements:   

    
     -   Discard any unused cream in the tube after 30 days of initial use 

Assessment of Applicant’s Response: Adequate.  

Reviewer’s Note: Applicant’s justification for not including the statement “Discard 
any unused cream in the tube after 30 days of initial use .” is acceptable. 

Patient Labeling:  

6.  Revise product name as “VTAMA™ (tapinarof) Cream, (Vee-TAM-uh), for topical 
use”. 

Assessment of Applicant’s Response: Adequate.  

7.   Add the statement ”Protect VTAMA Cream from exposure to excessive heat.” 
under ‘How should I store VTAMA Cream?’  

Assessment of Applicant’s Response: Adequate.  

Storage and Handling:    
- Store at 20°C to 25°C (68°F to 77°F) with excursions permitted between 15°C and 30°C (59°F and  

86°F).   
- Do not freeze.  
- Protect from exposure to excessive heat.   
- Keep out of reach of children.   



Reviewer’s Note: Applicant’s justification for not including the statement “Discard 
any unused cream in the tube after 30 days of initial use .” is acceptable. 

8.   Include Street Address “3780 Kilroy Airport Way,” prior to the City name under 
“Marketed by” section. 

Assessment of Applicant’s Response: Adequate.  

Container and Carton Labels (Applicable to both Commercial and Sample Packs):  

9.   Per 21 CFR 201.17, unless it is easily legible through such outer package, 
expiration dating must be displayed on both the immediate container label and 
carton for a drug product including the sample size tubes. Provide revised text for 
container labels and carton, indicating the location for placing Lot number and 
Expiration date. 

Assessment of Applicant’s Response: Adequate. 

10. Per 21 CFR 201.18, the lot number on the label of a drug should be capable of 
yielding the complete manufacturing history of the package. Provide the lot number 
format to be used on the drug product labels. Also provide the format to be used for 
expiration dating, i.e., DD/MM/YYYY or MMMYYYY. 

Assessment of Applicant’s Response: Adequate.  

11. Per 21 CFR 201.25(c), at a minimum the appropriate National Drug Code (NDC) 
number should be in a linear bar code that meets European Article 
Number/Uniform Code Council (EAN/UCC) or Health Industry Business 
Communications Council (HIBCC) standards or another standard or format that has 
been approved by the Food and Drug Administration. Provide revised text for 
container labels and carton, inserting the NDC number in place of blank spaces 
under the barcode. 

Assessment of Applicant’s Response: Adequate.  

12. Add the statement “Discard any unused cream in the tube after 30 days of 
initial use” on the container and carton labels.  

Assessment of Applicant’s Response: Adequate.  

Reviewer’s Note: Applicant’s justification for not including the statement “Discard 
any unused cream in the tube after 30 days of initial use .” is acceptable. 

13. Add the statement “Protect from exposure to excessive heat.” under the subhead 
“Storage” on carton and container label (where space permits). 

Assessment of Applicant’s Response: Adequate.  

14. Revise the inactive ingredients listing by using USP/NF names (where available) in 
an alphabetical order, per USP <1091>. 



Assessment of Applicant’s Response: Adequate. 

Recommendation:  

The CMC label/labeling issues identified in the labeling review have been satisfactorily 
resolved as reproduced in attachments below. This application is recommended for 
APPROVAL from the CMC labeling/label perspective. 

 
Venkateswara R. Pavuluri, Ph. D., R. Ph., 
Drug Product Reviewer 
DNDP II, ONDP 

 
Hong Cai, Ph. D., 
Branch Chief, Br4/DNDP II, ONDP 

4 Page(s) of Draft Labeling have been Withheld in Full as B4 (CCI/TS) immediately 
following this page 
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