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  The actuator is as for N  but is slightly 
longer to accommodate a taller canister.  The drugs are 
not NMEs and are not considered to be narrow-
therapeutic.  Important product characterization studies 
are included in attachment 2 of P.2.  A report on devices 
returned from the clinical studies is included in 
attachment 4 of P.2.  Based on the similarity of this 
product to the products of N212122 and N208294, the 
risks to achieving the product CQAs are fewer when 
compared to a product developed de novo. 

Co-packaged product 
information N/A 

 Device information: 

The device constituent part of the combination product 
consists of an  aluminum  canister 

 with a metering valve which is inserted into an 
actuator.  The device constituent part also includes a 
dose indicator. 

Storage Temperature/ 
Conditions 

Store at controlled room temperature 20° to 25°C (68° to 
77°F); excursions permitted to 15° to 30°C (59° to 86°F) 
[see USP]. Keep in a dry place away from heat and 
sunlight. 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Sam (Sukhamaya) 
Bain 

Lawrence Perez 

Drug Product/ 
Labeling 

Craig M. Bertha Hong Cai 

Manufacturing Miral Patel Ramesh Dandu & 
Chengjiu Hu 

Biopharmaceutics N/A  

Microbiology Marijke Koppenol-
Raab 

Jesse Wells 

Other (specify): 
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Consults N/A 

 

2. Final Overall Recommendation  - Adequate. 

 
4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 
There are no remaining deficiencies or pending issues, with the exception of 
editorial labeling revisions.1 

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

 
Recommendation by Subdiscipline: 
   Drug Substance      - Adequate 
   Drug Product  - Adequate 
   Quality Labeling  - Pending1 
   Manufacturing  - Adequate 
   Biopharmaceutics - N/A 
   Microbiology  - Adequate 

 
 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: 

N/A 

 
1 The labeling review decision is pending for this IQA due to ongoing negotiations with the applicant.  There are 
only minor labeling deficiencies from the CMC perspective and we expect the applicant will accept our 
recommendations.  Refer to the CMC sections of the final approved labeling. 
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1 Strength is typically indicated as the mass of drug delivered per actuation for MDIs.   

  
 The draft guidance entitled Metered Dose Inhaler (MDI) and Dry Powder Inhaler (DPI) Products – Quality 

Considerations (2018) recommends that the container label include the amount of drug delivered per actuation from the 
mouthpiece, provides no guidance for section 3 of the package insert (PI), and is currently under revision.  Thus, it may be 
necessary for the applicant to revise the strength in section 3 of the PI and on the labels in the future  

. 
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Proventil HFA and Ventolin HFA have “albuterol sulfate” as part of the 
established names.  Proventil HFA provides the strength in terms of the albuterol 
sulfate (108 mcg) and the albuterol base (90 mcg).  The Ventolin HFA label 
provides the same information with regard to the drug delivered from the 
mouthpiece, but has “90 mcg per actuation” more prominently listed as the 
strength under the established name (albuterol sulfate inhalation aerosol). 
 
 
 
3.0    CARTON AND CONTAINER LABELING 
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