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CHEMISTRY REVIEW(S) 
 



M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: July 24, 2014
FROM: Nina Ni, Ph.D., Review Chemist, Branch IV, DNDQA II/ONDQA
THROUGH: Danae Christodoulou, Ph.D., Acting Branch Chief, Branch VII, DNDQA 

III/ONDQA
SUBJECT: Addendum to CMC Review #1 for NDA 205434
TO: NDA 205434

In my CMC Review #1, dated 06/13/2014, this NDA was recommended for approval 
pending on the following issue:

 The overall recommendation regarding manufacturing sites from the Office of 
Compliance was pending.

Recently, the Office of Compliance has issued an overall “Acceptable” recommendation 
in the EES (establishment evaluation system), see the attachment. Since the pending issue 
has been resolved on 07/17/2014, this NDA is recommended for approval. 

Attachment: EER reports
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I concur with the reviewer's conclusion and recommendation
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IQA and Filing Review Cover Sheet 
 

1. NEW DRUG APPLICATION NUMBER: 205-434   

2. DATES AND GOALS: 

Letter Date: 09/23/2013 

 

Submission Received Date : 09/23/2013 

 

PDUFA Goal Date: 07/23/2014 

 

 

3. PRODUCT PROPERTIES:  

Trade or Proprietary Name:  Flonase Allergy Relief 

Established or Non-Proprietary 

Name (USAN): 

Fluticasone propionate aqueous nasal spray, 50 mcg/metered 

spray 

Dosage Form: Nasal spray 

Route of Administration Intranasal  

Strength/Potency 50 mcg/metered spray 

Rx/OTC Dispensed: OTC 

4. INDICATION: Temporarily relieves these symptoms due to hay fever, other 

respiratory allergies,  

nasal congestion, runny nose, sneezing, itchy nose, itchy, 

watery eyes.  

5. DRUG SUBSTANCE STRUCTURAL FORMULA:  

S-(fluoromethyl)6α,9α-difluro-11β,17-dihydroxy-16α-methyl-3-oxoandrosta-

1,4-diene-17β-carbothioate,17-propionate 

6. NAME OF APPLICANT (as indicated on Form 356h):  

GlaxoSmithKline Consumer Healthcare 

1500 Littleton Road 

Parsipanny, NJ 07054 

Reference ID: 3405442
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7. SUBMISSION PROPERTIES: 

Review Priority: Standard   

Submission Classification 

(Chemical Classification 

Code): 

Type 8- Partial Rx to OTC Switch 

Application Type: 505(b)(1)    

Breakthrough Therapy   No 

Responsible Organization 

(Clinical Division): 
Division of Nonprescription Clinical Evaluation (DNCE)  

8. CONSULTS: 

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

Biometrics X   

Clinical Pharmacology X   

Establishment Evaluation 

Request (EER) 
X   

Pharmacology/Toxicology X   

Methods Validation X   

Environmental Assessment  X   

CDRH  X  

Other  X  
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Overall Filing Conclusions and Recommendations 

CMC: 
Is the Product Quality Section of the application fileable from a CMC perspective? 

Yes     

CMC Filing Issues: 

1. None 

 
Are there potential CMC review issues to be forwarded to the Applicant with the 74-Day 

letter? 
  No   

CMC Comments for 74-Day Letter: 

1. Provide a Letter of Authorization (LoA) to the Drug Master File (DMF ) supporting 

the dust cap. 

2.  Submit updated stability data including updated stability summary for the NDA batches. 

3. Submit stability data to support your proposed storage statement “Store between 4
o
 and 30

o
C 

(39° and 86°F)”. 

 

Biopharmaceutics: 
Is the Product Quality Section of the application fileable from a Biopharmaceutics 

perspective? 
Yes  No   

Biopharmaceutics Filing Issues: 

1. N/A 

 
Are there potential Biopharmaceutics review issues to be forwarded to the Applicant with 

the 74-Day letter? 
Yes  No   

Biopharmaceutics Comments for 74-Day Letter: 

1.  

 

Microbiology: 
Is the Product Quality Section of the application fileable from a Microbiology perspective? 

Yes  No   

Microbiology Filing Issues: 

See Microbiology Filing Review for details and for any potential Microbiology review 

issues. (Microbiology filing review is pending at this time). 
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Summary of Initial Quality Assessment 

Does the submission contain any of the following elements? 

Nanotechnology QbD Elements PET Other, please explain 

No No No  

 

Is a team review recommended?   No  

Suggested expertise for team: 

 

 

Summary of Critical Issues and Complexities 

Drug Product: 

 Changes between the approved Rx and proposed OTC drug product are included in  

Module 2 which should be evaluated in-depth. 

 

  The applicant proposed that product label will have the storage statement “Store between 

4
o
 and 30

o
C (39° and 86°F)”.   

   

 Has adequate justification been provided for the microbial limits test in the release 

specification of the drug product?  Microbiological Attributes section 3.2.P.2.5 is 

included and needs a consult review by a microbiologist. 

 It is noted that stability data for only , 2 batches for 60 spray 

count, 1 batch each for 120  spray count 

configuration is bracketed by the 60 and 120 spray configurations.  Is the submitted 12-

month stability data  for the drug product enough to 

Reference ID: 3405442
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support the proposed 24-month shelf-life of the drug products for all configurations  

60, , 120 ?  
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Initial Quality Assessment 

Summary: 

This is a CTD formatted NDA application for Flonase® (fluticasone propionate nasal spray, 

50 mcg) submitted as a 505(b)(1) NDA with reference to previously approved Rx NDA for 

Flonase (NDA 20-121).  Flonase Allergy Relief Nasal Spray, 50 mcg is exactly the same in 

composition as the approved Rx Flonase® Nasal Spray, 50 mcg. It is a white,  suspension 

of  fluticasone propionate ) for topical administration to the nasal mucosa 

by means of a metering, atomizing spray pump. 

Flonase was originally approved in 1994 for the management of the nasal symptoms of seasonal 

(SAR) and perennial (PAR) allergic rhinitis in adults and adolescents 12 years of age and older.  

However, Rx Flonase approval was expanded later to include pediatric patients (4 years of age 

and older) and patients with perennial non-allergic rhinitis (PNAR).  GSK CH is seeking 

approval for the use of OTC Flonase Allergy Relief for the temporary relief of the following 

symptoms due hay fever, other respiratory allergies  

 nasal congestion, runny 

nose, sneezing, itchy nose, and itchy, watery eyes.   

Flonase is currently sold as a nonprescription treatment for allergies in 13 countries (UK, New 

Zealand, Ireland, Denmark, Finland, Sweden, China, Latvia, Estonia, South Africa, Singapore 

and Slovenia. 

 

Drug Substance: 

The Drug substance, Fluticasone Propionate used to manufacture the proposed OTC finished 

product, Flonase Allergy Relief Nasal Spray, 50 mcg is identical with the drug substance used for 

the approved and marketed Rx Flonase® Nasal Spray NDA 20-121. Therefore, drug substance 

section is cross referenced to the approved Rx Flonase® Nasal Spray NDA 20-121 as agreed in 

the Pre-NDA meeting.  To facilitate review, the applicant has provided a table (Section 2.3.S) to 

locate appropriate (updated)  information.  Chemical Structure and formula is shown below 

(taken from NDA 21-121) 

Reference ID: 3405442
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Fluticasone propionate 

Molecular formula: C25H31F3O5S 

Molecular weight: 500.57 

CAS Registry Numbers: 80474-14-2; 90566-53-3 (fluticasone base). 

 

Specification for Fluticasone Propionate )  

Taken from NDA 20-121 

Reference ID: 3405442
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Drug Product:  

The OTC Flonase Allergy Relief Nasal Spray, 50 mcg is identical in composition as the 

approved Rx Flonase® Nasal Spray, 50 mcg. There is no change to the drug product 

composition, manufacturing process, site of manufacture or the process controls.  In addition, it 

will be dispensed using the same metered-dose spray pump as the Rx product.  Proposed OTC 

Flonase Allergy Relief Nasal Spray drug product will be different from the Rx product regarding 

container closure system.   

 

 

 

 

  The appearance of OTC drug product dust cover will be  green with a 

debossed logo instead of Rx product dust cover which is  green without a logo.  
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FILING REVIEW CHECKLIST 

The following parameters are necessary in order to initiate a full review, i.e., complete enough to 

review but may have deficiencies.  On initial overview of the NDA application for filing: 

A. GENERAL 

 Parameter Yes No Comment 

1.  
Is the CMC section organized 

adequately? 
X  Refers to NDA 20-121 

2.  

Is the CMC section indexed and 

paginated (including all PDF 

files) adequately? 

 X Refers to NDA 20-121 

3.  
Are all the pages in the CMC 

section legible? 
X  

Refers to NDA 20-121 

4.  

Has all information requested 

during the IND phase, and at the 

pre-NDA meetings been 

included? 

X  

 

Refers to NDA 20-121 

 

B. FACILITIES* 

* If any information regarding the facilities is omitted, this should be addressed ASAP with the 

applicant and can be a potential filing issue or a potential review issue. 

 Parameter Yes No Comment 

5.  

Is a single, comprehensive list of 

all involved facilities available in 

one location in the application? 

X  Refers to NDA 20-121; Section 1.1.2 

6.  

For a naturally-derived API only, 

are the facilities responsible for 

critical intermediate or crude API 

manufacturing, or performing 

upstream steps, specified in the 

application?  If not, has a 

justification been provided for 

this omission?  This question is 

not applicable for synthesized 

API. 

  

 

 

 

 

 

N/A 
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 Parameter Yes No Comment 

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  Section 1.1.2 

8.  

Are drug product 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  
5 manufacturing facilities are entered to 

the EES system for inspection. 
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 Parameter Yes No Comment 

9.  

Are additional manufacturing, 

packaging and control/testing 

laboratory 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  

 

10.  

Is a statement provided that all 

facilities are ready for GMP 

inspection at the time of 

submission? 

X   

 

C. ENVIRONMENTAL ASSESMENT 

 Parameter Yes No Comment 

11.  

Has an environmental assessment 

or claim of categorical exclusion 

been provided? 

X  

 

Justification is included in Module 1.12.14 
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D. DRUG SUBSTANCE/ACTIVE PHARMACEUTICAL INGREDIENT (DS/API) 

 Parameter Yes No Comment 

12.  

Does the section contain a 

description of the DS 

manufacturing process? 

 X Refers to NDA 20-121 

13.  

Does the section contain 

identification and controls of 

critical steps and intermediates of 

the DS? 

 X Refers to NDA 20-121 

14.  

Does the section contain 

information regarding the 

characterization of the DS? 

 X Refers to NDA 20-121 

15.  
Does the section contain controls 

for the DS? 
 X Refers to NDA 20-121 

16.  

Has stability data and analysis 

been provided for the drug 

substance? 

 X Refers to NDA 20-121 

17.  

Does the application contain 

Quality by Design (QbD) 

information regarding the DS? 

 X  

18.  

Does the application contain 

Process Analytical Technology 

(PAT) information regarding the 

DS? 

 X  
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E. DRUG PRODUCT (DP) 

 Parameter Yes No Comment 

19.  

Is there a description of 

manufacturing process and 

methods for DP production 

through finishing, including 

formulation, filling, labeling and 

packaging? 

X  Refers to NDA 20-121 

20.  

Does the section contain 

identification and controls of 

critical steps and intermediates of 

the DP, including analytical 

procedures and method 

validation reports for assay and 

related substances if applicable? 

X  Refers to NDA 20-121 

21.  

Is there a batch production record 

and a proposed master batch 

record? 

X  Refers to NDA 20-121 

22.  

Has an investigational 

formulations section been 

provided?  Is there adequate 

linkage between the 

investigational product and the 

proposed marketed product? 

X  Refers to NDA 20-121 

23.  
Have any biowaivers been 

requested? 
 X  

24.  

Does the section contain 

description of to-be-marketed 

container/closure system and 

presentations? 

 X  

25.  
Does the section contain controls 

of the final drug product? 
X  Refers to NDA 20-121 

26.  

Has stability data and analysis 

been provided to support the 

requested expiration date? 

X   

27.  

Does the application contain 

Quality by Design (QbD) 

information regarding the DP? 

X   

28.  

Does the application contain 

Process Analytical Technology 

(PAT) information regarding the 

DP? 

X   

 

F. METHODS VALIDATION (MV) 

 Parameter Yes No Comment 

29.  
Is there a methods validation 

package? 
 X Refers to NDA 20-121 
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G. MICROBIOLOGY 

 Parameter Yes No Comment 

30.  

If appropriate, is a separate 

microbiological section included 

assuring sterility of the drug 

product 

X  Refers to NDA 20-121 

 

H. MASTER FILES (DMF/MAF) 

 Parameter Yes No Comment 

31.  

Is information for critical DMF 

references (i.e., for drug 

substance and important 

packaging components for non-

solid-oral drug products) 

complete?  

X  

 

 
Refers to NDA 20-121 

 

DMF # TYPE HOLDER ITEM REFERENCED LOA DATE COMMENTS 

III 07/12/2013  

III 07/03/2013  

III 04/30/2013  

III 04/30/2013  

 04/30/2013  

 04/30/2013  

   

      

      

 

I. LABELING 

 Parameter Yes No Comment 

32.  
Has the draft package insert been 

provided? 
X   

Reference ID: 3405442
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33.  
Have the immediate container 

and carton labels been provided? 
X   

 

{When applicable, paste the Biopharmaceutics Filing Checklist table here. Whether a 

Biopharmaceutics Filing Checklist table is added here or not, delete this note.} 
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This document will be sequentially signed in DARRTS by all of the following who authored or 

reviewed this assessment: 

See appended electronic signature page} 

Swapan K De, Ph.D. 

CMC-Lead  

Division of New Drug Quality Assessment III  

Office of New Drug Quality Assessment 

 
{See appended electronic signature page} 

NAME  N/A 

Biopharmaceutics Reviewer 

Office of New Drug Quality Assessment 

 
{See appended electronic signature page} 

NAME N/A 

Biopharmaceutics Team Leader or Designee 

Office of New Drug Quality Assessment 
 
{See appended electronic signature page} 

Danae Christodoulou, Ph.D. 

Acting Branch Chief 

Division of New Drug Quality Assessment III 

Office of New Drug Quality Assessment 
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