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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

   

METHODS VALIDATION REPORT SUMMARY 
 

TO: Chunchun Zhang, CMC Reviewer 
   

Office of New Drug Quality Assessment (ONDQA) 
E-mail Address: chunchun.zhang@fda.hhs.gov  
Phone:  (301)-796-5168 
Fax: (301)-796-9877 
 

FROM: FDA 
 Division of Pharmaceutical Analysis 

Michael Trehy, MVP Coordinator 
645 S Newstead Avenue 

 St. Louis, MO 63110 
 Phone: (314) 539-3815 
 

Through: John Kauffman, Deputy Director  
                 Phone:  
 

SUBJECT: Methods Validation Report Summary 
 

 
Application Number: 206307       

 
 Name of Product: Finafloxacin Otic Suspension, 0.3% 

Applicant: Alcon Research Ltd. 

 Applicant’s Contact Person: Paul Nitschmann 

 Address: 6201 South Freeway, Mail code TC-45, Fort Worth, Texas 76134-2099 
 
 Telephone: (817) 551-4345 Fax: (817) 551-4630 
              
 
Date Methods Validation Consult Request Form Received by DPA: Jun-4-2014      

Date Methods Validation Package Received by DPA: Jun-4-2014  

Date Samples Received by DPA:  Jun-10-2014 

Date Analytical Completed by DPA:  Aug-14-2014        

 
Laboratory Classification: 1. Methods are acceptable for control and regulatory purposes.   

 2. Methods are acceptable with modifications (as stated in accompanying report).   

 3. Methods are unacceptable for regulatory purposes.   

 

Comments:  See attached review for analyst’s comments and summary of results. 

Reference ID: 3613923
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Date: August 13, 2014    

 

To: Rapti Madurawe PhD, ONDQA  

 

From: Jeffrey T. Woodruff, Chemist, DPA  

 

Through: John Kauffman PhD, Deputy Director, DPA 

  

Subject: Method Evaluation of NDA 206307 Finafloxacin Otic Suspension, 0.3% 

  

 

 

The following methods were evaluated and found acceptable for quality control and regulatory purposes: 

 

                  HPLC Assay and Identification of Finafloxacin Drug Substance and Impurities in 

 Finafloxacin Free Base (AL-60371)    

 

Analyst’s work sheets and chromatograms are available at 
http://ecmsweb.fda.gov:8080/webtop/drl/objectId/090026f88079040b 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

   DEPARTMENT OF HEALTH & HUMAN SERVICES 
Food and Drug Administration Center for Drug Evaluation and Research 

Division of Pharmaceutical Analysis 
645 S. Newstead Ave. 

St. Louis, Missouri 63110 
Telephone (314) 539-2168 

FAX (314) 539-2113 
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Summary of Analysis 
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OMPQ Initial Manufacturing (CGMP/Facilities) Assessment and Filing Review 
For Pre-Marking Applications

Page	6 of	10

2. Drug Product

Parameter Yes No Comment

Is manufacturing process 
considered complex (e.g., 
unusual unit operations, 
innovative manufacturing 
technology, unusual control 
strategy)?

X
Alcon has been manufacturing suspension and 
solution products for decades. 

Include process flow chart/diagram (see eCTD Section 2.3.P.1)

Reference ID: 3533156
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ONDQA Initial Quality Assessment (IQA) and Filing Review
For Pre-Marking Applications – CMC and Biopharmaceutics

NDA	#: 206307

Page	2 of	20

Review Information
1. CHEMICAL	NAME,	STRUCTURAL	FORMULA,	MOLECULAR	FORMULA,	

MOLECULAR	WEIGHT:

(-)-8-cyano-1-cyclopropyl-6-fluoro-7-[(4aS, 7aS)-hexahydropyrrolo[3,4-b]-1,4-oxazin-
6(2H)-yl]-4-oxo-1,4-dihydroquinoline-3-carboxylic acid.

C20H19FN4O4

398.4

2. INDICATION: Treatment	of	acute	otitis	externa	in	pediatric	(ages	 	
	and	older),	adult	and	elderly	patients.

3. PHARMACOLOGICAL	CATEGORY: Antibiotic

4. ROUTE	OF	ADMINISTRATION: Otic

5. STRENGTH/POTENCY: 0.3%

6. Rx/OTC	DISPENSED:					 Rx									 OTC

7. SPOTS	(SPECIAL	PRODUCTS	ON-LINE	TRACKING	SYSTEM):

Is this a SPOTS product?  Yes    No     Not evaluated at time of IQA.

Reference ID: 3523746
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ONDQA Initial Quality Assessment (IQA) and Filing Review
For Pre-Marking Applications – CMC and Biopharmaceutics

NDA	#: 206307

Page	3 of	20

RELATED	REVIEW DOCUMENTS:

a. Drug	Master	Files listed	on	356h	form:

DMF	
TYPE

ITEM	 LOA	DATE COMMENTS

II
II
II
II
V
V

b. Consults	Recommended by	CMC	and	Biopharmaceutics

CONSULT YES NO
COMMENTS:	(list	date	of	request	if	

already	sent)
Biometrics
Clin	Pharm
EES
Pharm/Tox
Methods	Validation
EA
New	Drug	Micro
CDRH
Other

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

DOCUMENT	NAME DATE
APPLICATION

NUMBER
DESCRIPTION

IND	 110576

d. Previous	Communications	with	the Applicant	to	note	(if	any):

DOCUMENT	NAME DATE
APPLICATION
NUMBER

DESCRIPTION

EOP1 meeting Nov-03-2011 IND	110576 CMC,	non-clinical	&	
clinical	

Pre-NDA	meeting	 Sep-27-2013 IND	110576 Clinical

Reference ID: 3523746
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ONDQA Initial Quality Assessment (IQA) and Filing Review
For Pre-Marking Applications – CMC and Biopharmaceutics

NDA	#: 206307

Page	5 of	20

b) Provide the complete dissolution profile data (individual, 
mean, SD, profiles) generated during the method 
development.  The dissolution data should be reported as 
the cumulative percentage of drug dissolved with time 
(the percentage is based on the product’s label claim); 

c) A list of all relevant manufacturing variables and 
material attributes affecting the dissolution of your 
proposed product;

d) Data supporting the discriminating capability of the 
proposed dissolution method for meaningful 
manufacturing changes implemented to your proposed 
product. In general, the testing conducted to demonstrate 
the discriminating ability of the selected dissolution 
method should compare the dissolution profiles of the 
drug product manufactured under target conditions vs. 
the drug products that are intentionally manufactured 
with meaningful variations (i.e., ± 10-20% change to the 
specification-ranges of these variables) for the most 
relevant manufacturing variables (e.g. drug substance 
particle size etc.). 

3) Note that the discriminating ability is not only determined by the 
dissolution method settings but also by the selected specification-
sampling time point and specification value. For the selection of 
the dissolution acceptance criterion of your product, the 
following points should be considered:

 The complete dissolution profile data (e.g., 15, 20, 30, 
45, 60, etc. minutes) from the pivotal clinical and PK
batches and primary (registration) stability batches 
should be used for the setting of the dissolution 
acceptance criteria of your product.

 Specifications should be based on average in vitro 
dissolution data (n=12). 

 The specification-time point should be selected when Q = 
% dissolution occurs.

Reference ID: 3523746
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ONDQA Initial Quality Assessment (IQA) and Filing Review
For Pre-Marking Applications – CMC and Biopharmaceutics

NDA	#: 206307
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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)

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)

Reference ID: 3523746











ONDQA Initial Quality Assessment (IQA) and Filing Review
For Pre-Marking Applications – CMC and Biopharmaceutics

NDA	#: 206307

Page	18 of	20

43.
Does the application include a 
biowaiver request?

X

The Applicant requests a waiver from the 
requirements for submission of in vivo 
bioavailability or BE data. The Applicant 
conducted C-10-007 and C10-022 PK studies 
in healthy subjects and in patients with acute 
otitis externa, respectively. The Applicant 
concluded that in both PK studies systemic 
exposure to AL-6031 was low; as a result 
there were insufficient data to determine PK 
parameters.

44.

Are there adequate in vitro 
and/or in vivo data supporting 
the bridging of formulations 
throughout the drug product’s 
development?

X

The Applicant stated that the formulation 
used in clinical studies (C-10-007, C-10-018, 
C-10-019, and C-10-022) is the to-be 
marketed formulation. 

45.

Are there any formulation 
and/or manufacturing changes 
implemented to the clinical 
formulation?  If yes.  Are data 
supporting the bridging 
between the clinical and 
commercial drug products 
and/or manufacturing sites?

X

The Applicant used different formulations-
solution (FID 116616) and suspension 
formulation (FID 118325 and FID 117374) 
for the toxicology batches. The need for any 
bridging studies will be evaluated during the 
NDA review.

46.

Is the proposed drug product 
a modified release dosage 
form (e.g., controlled release, 
delayed release)?

-- -- Not Applicable 

47.
Does the application include 
an IVIVC model?

X

48.

Does the application include 
information/data on the in 
vitro alcohol dose-dumping 
potential of the proposed drug 
product? 

-- -- NA

49.
Is there enough information 
to assess the extended release 
designation claim?

-- -- NA

50.
Is there any in vivo BA or BE 
study in the submission?   

X

51.

Is the Biopharmaceutics team 
responsible of reviewing the 
in vivo BA or BE studies?  
If yes.
Does the application contain 
the complete BA/BE data?   
Are the PK files in the 
correct format?
 Is an inspection request 
needed for the BE study(ies)?

X

Reference ID: 3523746





ONDQA Initial Quality Assessment (IQA) and Filing Review
For Pre-Marking Applications – CMC and Biopharmaceutics

NDA	#: 206307
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REVIEW AND APPROVAL

See appended electronic signature page}

Balajee Shanmugam, Ph.D.
CMC-Lead 
Division II
Office of New Drug Quality Assessment

{See appended electronic signature page}

Banu Sizanli Zolnik, Ph.D.
Biopharmaceutics Reviewer
Office of New Drug Quality Assessment

{See appended electronic signature page}

Angelica Dorantes, Ph.D.
Biopharmaceutics Team Leader
Office of New Drug Quality Assessment

{See appended electronic signature page}

Rapti Madurawe, Ph.D.
Branch Chief 
Office of New Drug Quality Assessment

Reference ID: 3523746
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

   
METHODS VALIDATION CONSULT REQUEST FORM 

 
TO: FDA 
 Division of Pharmaceutical Analysis 

Attn: Michael Trehy 
 Suite 1002 

1114 Market Street 
St. Louis, MO 63101 

 
FROM: Chunchun Zhang, Method Validation Requestor, CMC Reviewer 

Balajee Shanmugam, Method Validation Requestor, CMC Lead 
Office of New Drug Quality Assessment (ONDQA) 
E-mail Address: chunchun.zhang@fda.hhs.gov  
Phone:  (301)-796-5168 
Fax.: (301)-796-9877 

 
     Through: Rapti Madurawe, Branch Chief, Division V 
    Phone: (301)-796-1408  
 
  And         Youbang Liu 
 ONDQA Methods Validation Project Manager 
 Phone: (301)-796-1926 
 
SUBJECT: Methods Validation Request 
 

Application Number: NDA 206-307  
 
 Name of Product: Finafloxacin Otic Suspension, 0.3% 

Applicant: Alcon Research Ltd. 

 Applicant’s Contact Person: Richard Reese 

 Address: 6201 South Freeway, Mail code TC-45, Fort Worth, Texas 76134-2099 
 
 Telephone: 817-551-4345 Fax: 817-551-4630 
              
 
Date NDA Received by CDER: 4/25/2014    Submission Classification/Chemical Class: NME 

Date of Amendment(s) containing the MVP: 4/25/2014  Special Handling Required: No  

DATE of Request:  6/2/2014      DEA Class: N/A 

Requested Completion Date: 8/2/2014    Format of Methods Validation Package (MVP) 

PDUFA User Fee Goal Date: 12/25/2014     Paper  Electronic  Mixed 

 
We request suitability evaluation of the proposed manufacturing controls/analytical methods as described in the subject application.  Please submit a 
letter to the applicant requesting the samples identified in the attached Methods Validation Request.  Upon receipt of the samples, perform the tests 
indicated in Item 3 of the attached Methods Validation Request as described in the NDA.  We request your report to be submitted in DARRTS promptly 
upon completion, but no later than 45 days from date of receipt of the required samples, laboratory safety information, equipment, components, etc.  
We request that you notify the ONDQA Methods Validation Requestor and the ONDQA Methods Validation Project Manager of the date that the 
validation process begins.  If the requested completion date cannot be met, please promptly notify the ONDQA Methods Validation Requestor and the 
ONDQA Methods Validation Project Manager.   
Upon completion of the requested evaluation, please assemble the necessary documentation (i.e., original work sheets, spectra, graphs, curves, 
calculations, conclusions, and accompanying Methods Validation Report Summary).  The Methods Validation Report Summary should include a 
statement of your conclusions as to the suitability of the proposed methodology for control and regulatory purposes and be electronically signed by the 
laboratory director or by someone designated by the director via DARRTS.  The ONDQA CMC Reviewer, ONDQA Methods Validation Project Manager, 
and ONDQA CMC Lead/Branch Chief should be included as cc: recipients for this document.   
All information relative to this application is to be held confidential as required by 21 CFR 314.430.

Reference ID: 3518407
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Additional Comments:  Also need: 
Purified water 
Acetonitrile: HPLC grade 
Methanol: HPLC grade 
Trifluoroacetic Acid: HPLC grade 
Sodium hydroxide, 50% solution, reagent grade 
Hydrochloric acid, concentrated, reagent grade 
 

 
 
 

Methods Validation Request Criteria  
 
 

MV 
Request 

Category 
Description 

0 
New Molecular Entity (NME) application, New Dosage Form 
or New Delivery System 

1 
Methods using new analytical technologies for 
pharmaceuticals which are not fully developed and/or 
accepted or in which the FDA laboratories lack adequate 
validation experience (e.g., NIR, Raman, imaging methods) 

2 

Critical analytical methods for certain drug delivery systems  
(e.g., liposomal and microemulsion parenteral drug products, 
transdermal and implanted drug products, aerosol, nasal, and 
dry powder inhalation systems, modified release oral dosage 
formulations with novel release mechanisms)  

3 Methods for biological and biochemical attributes (e.g., 
peptide mapping, enzyme-based assay, bioassay) 

4 
Certain methods for physical attributes critical to the 
performance of a drug (e.g., particle size distribution for drug 
substance and/or drug product) 

Reference ID: 3518407
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5 
Novel or complex chromatographic methods (e.g., specialized 
columns/stationary phases, new detectors/instrument set-up, 
fingerprinting method(s) for a complex drug substance, 
uncommon chromatographic method 

6 
Methods for which there are concerns with their adequacy 
(e.g., capability of resolving closely eluting peaks, limits of 
detection and/or quantitation)  

7 Methods that are subject to a “for cause” reason 

 

Reference ID: 3518407
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