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NDA 205-641

Applicant Merck Sharp & Dohmn Corp.
Drug Asmanex HFA

Reviewer Xiaobin Shen, Ph.D.

NDA 205-641 was recommended for approval in chemistry review 01 signed off on 18-Mar-
2014. At the end of the review the Agency listed two comments to be communicated to the 
applicant; the applicant provided their responses to these comments on 22-Apr-2014 in 
Amendment 0010. This review evaluates the applicant responses.

The 1st Agency comment was ‒

Update your post-approval long term ongoing stability study protocol to specify the storage 
orientation (valve up, down, or horizontal).

The applicant response is ‒
The Sec.3.2.P.8.2 Post-Approval Stability Protocol and Stability Commitment is updated to 
specify the valve down orientation for the stability study.

Evaluation: Adequate.

The 2nd Agency comment was ‒

As required under 21 CFR 314.81(b)(1)(ii), commit to immediately discuss with the Agency any 
aberrations of the drug product from its approved specifications and to withdraw the affected lots 
from the market as warranted.

The applicant response is ‒
Merck Sharp & Dohme Corp. (Merck) maintains suitable procedures within the Merck 
Manufacturing Division that ensures compliance with the requirements of 21 CFR 314.81 
(b)(1)(ii) for Asmanex® HFA. Consistent with these Quality procedures, Merck will discuss 
aberrations of drug product from approved specifications with FDA in a timely manner and 
withdraw affected batches from the market as warranted.

Evaluation: Adequate.

Both comments are satisfactorily addressed.
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XIAOBIN SHEN
04/23/2014
The responses are adequate. The NDA remains recommended for approval from CMC
perspective.

CRAIG M BERTHA
04/23/2014
Signing for Dr. P. Peri
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XIAOBIN SHEN
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The NDA is recommended for approval from CMC perspective. Please send the two comments at
end of the review to the applicant.

CRAIG M BERTHA
03/18/2014
I concur
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Asmanex® HFA (Mometasone Furoate) Inhalation Aerosol
NDA 205641

Summary of the Basis for the Recommended Action
from Chemistry, Manufacturing, and Controls

Applicant: Merck Sharp & Dohme Corp.
One Merck Drive
P.O. Box 1000
Whitehouse, NJ 08889

Indication: Asmanex® is a corticosteroid drug product indicated for the prophylactic 
maintenance treatment of asthma in patients 12 years and older (not for acute 
bronchospasm)

Presentation: There are two strengths of the inhalation aerosol drug product: 100 and 200 mcg 
of mometasone furoate (MF) per actuation delivered from the mouthpiece.  The 
drug product formulation is a suspension of MF in HFA-227 (1,1,1,2,3,3,3-
heptafluoropropane) and ethanol, with oleic acid as a surfactant.  The inhalation 
aerosol also includes a numerical dose counter, and is designed to deliver 120 
actuations.

EER Status: Acceptable.

Consults: EA – categorical exclusion provided
Statistics – N/A
Methods Validation – Deemed not necessary to be forwarded to Agency 
laboratory.
Microbiology – N/A
Pharmacology/toxicology – N/A

Original Submission: 27-JUN-2013
Re-submissions: N/A
Post-Approval CMC Agreements: None beyond the typical stability commitment (see 
comments for applicant in CMC review #1).

Drug Substance: The drug substance is mometasone furoate, a glucocorticoid, and 
information has been provided by the applicant by cross-reference to their approved 
NDAs 22518 (Dulera Inhalation Aerosol) and 21067 (Asmanex Inhalation Powder), both 
for the oral inhalation route of administration.
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The chemistry classification code is type 3 – New Dosage Form.  
There are two strengths of the drug product, with 100 and 200 mcg of 
MF per actuation delivered from the mouthpiece.  The drug product 
formulation is a suspension of MF in HFA-227 (1,1,1,2,3,3,3-
heptafluoropropane) and ethanol, with oleic acid as a surfactant. 
 
3. RECEIVED DATE:  27-JUN-2013 (Applicant: Merck Sharp & 

Dohme Corp.) 
 
4.  RELATED REVIEW DOCUMENTS:  
 

a. Drug Master Files listed on 356h form: 
 
DMF 

# 
TYPE HOLDER ITEM REFERENCED

LOA DATE COMMENTS 

4 18-APR-2013 Last reviewed 22-
DEC-2009  

  17-JUL-2012 Verify LOA in file; 
not reviewed for 
specified  

  17-JUL-2012 Verify LOA in file 

 3 12-JUL-2012 Not reviewed for 
specified  

 3 29-APR-2013 Verify LOA in file; 
Refer to review of 
02-NOV-2009 for 

Dulera® 
 3 29-APR-2013 Refer to review of 

06-JAN-2010 
supporting 

Dulera® 
3 29-APR-2013 Refer to review of 
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 22-OCT-2009 
supporting 

Dulera® 
 

 

b. Recommended Consults 
 

CONSULT YES NO 
COMMENTS: (list date of request if already 

sent) 
Biometrics X  Request evaluation of stability data if trends in 

parameters will limit expiry (e.g., water content, 
ethanol content,  leachables, degradants). 

Clin Pharm  X       
EES X  Submitted to OC by ONDQA PM on 18 & 22-

JUL-2013 
Pharm/Tox  X Compare controls (tests/acceptance criteria) for 

drug product impurities and leachables to that 
applied for the approved Dulera® application.  
If comparable, then there would be no need to 
request the pharmacology/toxicology team 
evaluate these controls. 

Methods Validation  X Left to reviewer discretion if any drug product 
methods are questionable, but MF is not an 
NME so it is not mandatory that any methods be 
assessed by the Agency laboratory. 

EA  X Applicant claims environmental introduction 
concentration allows exclusion as per 21 CFR 
25.31(b); reviewer can evaluate if any data are 
needed to support claim. 

New Drug Micro  X Inhalation Aerosol drug products are not sterile.  
Drug product specification is consistent with 
recommendations of USP <1111> for oral inhalation 
drug products.  The microbiology team has been 
notified of the application and will determine if any 
microbiology review is needed. 

CDRH  X  N22518 
(Dulera® Inhalation Aerosol) according to the 
applicant. 

Other       X N/A 

Reference ID: 3345217
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c. Other Applications or Submissions to note (if any):  
 

DOCUMENT 
NAME 

DATE 
APPLICATION 

 NUMBER 
DESCRIPTION 

NDA   22518 MF/formoterol fumarate 
inhalation aerosol 
(Dulera®) for asthma  

 
NDA  21067 MF inhalation powder 

(Asmanex® Twisthaler®) 
for propylaxis for asthma 

IND  70283 MF/formoterol fumarate 
inhalation aerosol 

IND  52214 MF inhalation aerosol 
IND  46216 MF inhalation powder 
pre-IND  112669 MF inhalation aerosol 
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7

Are drug substance 
manufacturing sites 
identified on FDA Form 
356h or associated 
continuation sheet?  For 
each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, 
telephone, fax number and 
email for on-site contact 
person.  

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

X    

8

Are drug product 
manufacturing sites are 
identified on FDA Form 
356h or associated 
continuation sheet.  For 
each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, 
telephone, fax number and 
email for on-site contact 
person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

X         
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38. 
Does section contain 
tradename and established 
name? 

X    
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