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NDA 206-307 PMC Development: Product Quality (CMC-Biopharmaceutics) 
 

This template should be completed by ONDQA’s Biopharmaceutics or CMC reviewer. For each type of 
CMC or Biopharmaceutics PMC in the Action Package (See #4 for a list of PMC types). 

 
NDA 
Product Name: 

NDA 206-307  Finafloxacin Otic Suspension 

 
PMC # 1 
Description: 

The dissolution method development report with the complete data should be 
submitted within 6 months from NDA’s action date.    
 
The report should include the following information: 

a. Solubility and pH data for the drug substance in the proposed 
dissolution medium; 

b. Detailed description of the dissolution test being proposed for the 
evaluation of the proposed drug product and the developmental 
parameters used to select the proposed dissolution method as the 
optimal test for the proposed product (i.e., selection of the 
equipment/ apparatus, in vitro dissolution media, 
agitation/rotation speed, pH, assay, sink conditions, etc.).  The 
dissolution profile should be complete (i.e., 10, 15, 20, 30, 45, & 
60 minutes) and cover at least % of drug release of the label 
amount or whenever a plateau (i.e., no increase over 3 
consecutive time-points) is reached.   The use of USP Apparatus 
2 with mini-vessels (50-200 ml volume) should be considered for 
the dissolution testing of this otic suspension drug product. 

c. Provide the complete dissolution profile data (individual, mean, 
SD, profiles) for the proposed drug product.  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); and  

d. Include the complete dissolution data for the testing conducted to 
demonstrate the discriminating capability of the selected 
dissolution test as well as the supportive validation data for the 
dissolution method (i.e., method robustness, etc.) and analytical 
method (precision, accuracy, linearity, stability, etc.).    

 

 
 Final Report Submission:  05/2015 
 
 
PMC # 2 
Description: 

 
A proposal for the dissolution acceptance criterion and the complete 
supportive data should be submitted within 12 months from NDA’s action 
date.   
 
The selection of the proposed acceptance criterion should be based on the 
dissolution profile data (i.e., 10, 15, 20, 30, 45, and 60 minutes; N=12) from a 
minimum of 12 commercial batches and the stability data for registration 
batches.  It is noted that the selection of the specification time point should be 
where Q = % dissolution occurs.   
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 Proposal Submission:  08/2015 
  NA Final Report Submission  11/2015 
 

1. During application review, explain why this issue is appropriate for a PMC instead of a pre-approval 
requirement.  Check reason below and describe. 

 Need for drug (unmet need/life-threatening condition) 
 Long-term data needed (e.g., stability data) 
 Only feasible to conduct post-approval  
 Improvements to methods  
 Theoretical concern 
 Manufacturing process analysis 
 Other (Dissolution acceptance criteria) 

 
Resolution of interim dissolution acceptance criteria are generally handled as PMCs and not PMRs 

2. Describe the particular review issue and the goal of the study. 

 

3. What type of study is agreed upon (describe and check type below)?   

Select only one. Fill out a new sheet for each type of PMC study. 

 Dissolution testing (dissolution acceptance criteria) 
 Assay 
 Sterility 
 Potency 
 Product delivery 
 Drug substance characterization 
 Intermediates characterization 
 Impurity characterization 
 Reformulation 
 Manufacturing process issues 
 Other  

 

The objective of the PMC is to ensure that the appropriate dissolution method and acceptance 
criterion have been established for this drug product.  
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Describe the agreed-upon study: 

 

4. To be completed by ONDQA/OBP Manager: 

 Does the study meet criteria for PMCs? 
 Are the objectives clear from the description of the PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMCs, ask questions, determine feasibility, 
and contribute to the development process? 

 

PMR/PMC Development Coordinator: 
 This PMC has been reviewed for clarity and consistency, and is necessary to further refine the 
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.  
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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  October 10, 2014 
  
To:  Mike Puglisi, Regulatory Project Manager  
  Division of Transplant and Ophthalmic Products (DTOP) 
 
From:   Christine Corser, PharmD, RAC, Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP) 
 
Subject: NDA 206307 

Finafloxacin otic suspension 0.3% 
 
   
As requested in your consult dated August 21, 2014, the Office of Prescription 
Drug Promotion (OPDP) has reviewed the proposed labeling for Finafloxacin otic 
suspension 0.3%.   
 
OPDP’s comments are based on the substantially complete version of the 
labeling titled, “NDA 206307 Draft PI.doc” which was received via email from 
DTOP on October 6, 2014.  OPDP’s comments are provided in the attached, 
clean version of the labeling. 
 
OPDP notes that a proprietary name has not been approved at this time.  OPDP 
further notes that proposed carton and container labeling have not been 
submitted by the drug sponsor at this time.  Please inform OPDP once this 
labeling is ready for review. 
 
Thank you for the opportunity to provide comments on this PI. 
 
If you have any questions about OPDP’s comments, please contact Christine 
Corser at 6-2653 or at christine.corser@fda.hhs.gov.   
 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  

Reference ID: 3642575
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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

CLINICAL INSPECTION SUMMARY

DATE: October 6, 2014

TO: Michael Puglisi, Regulatory Project Manager
Rhea Lloyd, M.D., Medical Officer
William Boyd, M.D., Medical Team Leader
Division of Transplant and Ophthalmology Products

FROM:  Roy Blay, Ph.D.
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance
Office of Scientific Investigations

THROUGH:  Janice Pohlman, M.D., M.P.H
Team Leader
Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
Office of Scientific Investigations

Kassa Ayalew, M.D., M.P.H.
Branch Chief
Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations

SUBJECT:  Evaluation of Clinical Inspections

NDA: 206307 

APPLICANT: Alcon Research, Ltd.

DRUG: Finafloxacin otic suspension, 0.3%

NME: Yes 

THERAPEUTIC 
CLASSIFICATION: Standard Review

INDICATION: Treatment of acute otitis externa in subjects  of age or older.

Reference ID: 3640565

(b) (4)



Page 2- NDA 206307 – Finafloxacin otic suspension, 0.3% – Clinical Inspection Summary

CONSULTATION REQUEST DATE: May 6, 2014
CLINICAL INSPECTION SUMMARY DATE: October 8, 2014
DIVISION ACTION GOAL DATE: November 21, 2014
PDUFA DATE: December 25, 2014

I. BACKGROUND: 

The Applicant submitted this NDA to support the use of finafloxacin otic suspension, 0.3% 
for the treatment of acute otitis externa in subjects  of age or older.

The identical pivotal studies C-10-018 and C-10-019 entitled, “Safety and Efficacy 
Evaluation of Topical AL-60371 Otic Suspension, 0.3% in the Treatment of Acute Otitis 
Externa”, were inspected in support of this application.

Drs. Calcagno’s and Schwartz’s clinical sites were selected for inspection because they were 
among the highest enrolling sites.

II. RESULTS (by Site):

Name of CI, Location Protocol #/
Site #/
# of Subjects (enrolled)

Inspection Dates Final 
Classification

Frank A. Calcagno
CYn3ergy Research
24850 Southeast Stark Street, Suite 
#180
Gresham, OR 97030

C-10-018/
5019/
39

6-13 Aug 2014 NAI

Richard H. Schwartz, M.D.
Advanced Pediatrics
100 East Street South East, Suite #301
Vienna, VA 22180

C-10-019/
2234/
43

18-19 Aug 2014 NAI

Key to Classifications
NAI = No deviation from regulations. 
VAI = Deviation(s) from regulations.
OAI = Significant deviations from regulations.  Data unreliable.  
Pending = Preliminary classification based on information in Form FDA 483 or preliminary communication
with the field; EIR has not been received from the field or complete review of EIR is pending.

1. Frank A. Calcagno
CYn3ergy Research
24850 Southeast Stark Street, Suite #180
Gresham, OR 97030

a. What was inspected: At this site for Protocol C-10-018, 42 subjects were screened,
39 subjects were randomized to treatment, and 23 subjects completed the study. Of 
the 16 subjects discontinuing the study, seven were treated with finafloxacin and nine 
were treated with vehicle. All informed consent documents for all enrolled subjects 
were reviewed. Other records reviewed included FDA 1572s, financial disclosure 
forms, IRB approvals, training certifications, eligibility criteria, adverse events, and 
drug accountability.

Reference ID: 3640565
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b. General observations/commentary: Dr. Calcagno did not insert otowicks into 
Subjects 1440, 1443, 1446, and 1455, despite these subjects having an ear canal 
patency of 50% or less and the protocol’s requirement that otowicks be inserted in 
such cases. Dr. Calcagno’s understanding was that insertion of otowicks was at the 
investigator’s discretion.  The monitor provided re-education on this protocol 
requirement. A Form FDA 483 was not issued at the conclusion of the inspection. 
Review of the records noted above revealed no significant discrepancies or regulatory 
violations.

c. Assessment of data integrity: The study appears to have been conducted adequately, 
and the data generated by this site appear acceptable in support of the respective 
indication.

2. Richard H. Schwartz, M.D.
Advanced Pediatrics
100 East Street South East, Suite #301
Vienna, VA 22180

a. What was inspected: At this site for Protocol C-10-019, 43 subjects were enrolled, 
24 subjects discontinued the study early, and 19 subjects completed the study. Of the 
24 subjects discontinuing, seven were treated with finafloxacin and the remaining 17 
subjects were treated with vehicle. Informed consent forms were reviewed for all 43 
enrolled subjects. The complete records for 22 randomly selected enrolled subjects 
were reviewed. Records reviewed included FDA 1572s, financial disclosure forms, 
delegation of responsibilities, training certifications, sponsor, monitor and IRB 
correspondence, subject eligibility, source records, study procedures, visit dates, 
protocol deviations, progress notes, dosing records, test article accountability and
storage documentation, and primary and secondary efficacy endpoints.  Source 
records were compared against sponsor line listings.

b. General observations/commentary: A Form FDA 483 was not issued at the 
conclusion of the inspection Review of the records noted above revealed no 
significant discrepancies or regulatory violations.

c. Assessment of data integrity: The study appears to have been conducted adequately, 
and the data generated by this site appear acceptable in support of the respective 
indication.

Reference ID: 3640565



Page 4- NDA 206307 – Finafloxacin otic suspension, 0.3% – Clinical Inspection Summary

III.OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS

The clinical sites of Drs. Calcagno and Schwartz were inspected in support of this NDA.
Neither Dr. Calcagno nor Dr. Schwartz was issued a Form FDA 483, and the final 
classification of these inspections was No Action Indicated (NAI). The data generated by 
these clinical sites appear adequate in support of the respective indication.
                                                                                   

{See appended electronic signature page}

Roy Blay, Ph.D.
Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
Office of Scientific Investigations

CONCURRENCE: {See appended electronic signature page}

Janice Pohlman, M.D., M.P.H.
Team Leader
Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
Office of Scientific Investigations

{See appended electronic signature page}

Kassa Ayalew, M.D., M.P.H.
Acting Branch Chief
Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance 
Office of Scientific Investigation
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LABEL AND LABELING REVIEW

Division of Medication Error Prevention and Analysis (DMEPA) 
Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: September 12, 2014

Requesting Office or Division: Division of Transplant and Ophthalmology Products (DTOP)

Application Type and Number: NDA 206307

Product Name and Strength: Finafloxacin Otic Suspension, 0.3%

Product Type: Single Ingredient 

Rx or OTC: Rx

Applicant/Sponsor Name: Alcon Laboratories

Submission Date: May 8, 2014

OSE RCM #: 2014-942

DMEPA Primary Reviewer: Rachna Kapoor, PharmD

DMEPA Team Leader: Yelena Maslov, PharmD

Reference ID: 3625825
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Additionally, DMEPA concludes that the patient instructions for use and prescriber information 
labeling are acceptable.  We have no additional comments for the patient instructions for use 
or prescriber information labeling at this time.

Based on this review, DMEPA recommends the following be implemented prior to the approval 
of this NDA:

4.1 RECOMMENDATIONS FOR THE APPLICANT/SPONSOR

A. Container Label (sample only)
i. Add the statement “For Topical Use in the Ear Only” to highlight the correct 

route of administration.  We recommend this revision to help prevent wrong 
route of administration errors.

B. Carton Labeling (including sample)
i. Relocate the statement “Shake well before using” to the principal display panel

as this statement provides important information regarding the correct use of 
the product.

Reference ID: 3625825
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APPENDIX C. PREVIOUS DMEPA REVIEWS
C.1 Methods

We searched the L:Drive on September 9, 2014 using the term Finafloxacin to identify reviews 

previously performed by DMEPA.  

C.2 Results

A proprietary name review was completed on July 24, 2014 for Finafloxacin under the same 

NDA 206307 (Panorama#2014-17319).  

Reference ID: 3625825
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APPENDIX G. LABELS AND LABELING 
G.1 List of Labels and Labeling Reviewed
Using the principles of human factors and Failure Mode and Effects Analysis,1 along with 

postmarket medication error data, we reviewed the following Finafloxacin labels and labeling 

submitted by Alcon Laboratories on May 8, 2014.

 Container Label

 Carton  Labeling

 Patient Instructions for Use

 Package Insert (no image included)

G.2 Label and Labeling Images

Container Label

Container Label (sample)

1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 

Reference ID: 3625825
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Clinical Pharmacology Reviewer: Zhang, Y. Y

TL: Colangelo, P. Y

Biostatistics Reviewer: Deng, Y. Y

TL: Wang, Y. Y

Nonclinical 
(Pharmacology/Toxicology)

Reviewer: McDougal, A. Y

TL: Kotch, L. Y

Statistics (carcinogenicity) Reviewer:

TL:

Immunogenicity (assay/assay 
validation) (for BLAs/BLA efficacy 
supplements)

Reviewer:

TL:

Product Quality (CMC) Reviewer: Zhang, C. Y

TL: Shanmugam, B. Y

Quality Microbiology (for sterile 
products)

Reviewer: Pawar, V Y

TL:

CMC Labeling Review Reviewer:

TL:

Facility Review/Inspection Reviewer:

TL:

OSE/DMEPA (proprietary name) Reviewer: Kapoor, R. Y

TL: Maslov, Y. Y

OSE/DRISK (REMS) Reviewer:

TL:

OC/OSI/DSC/PMSB (REMS) Reviewer:

TL:
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 Advisory Committee Meeting needed? 

Comments: 

If no, for an NME NDA or original BLA, include the 
reason.  For example:

o this drug/biologic is not the first in its class
o the clinical study design was acceptable
o the application did not raise significant safety 

or efficacy issues
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease

  YES
Date if known: 

  NO
  To be determined

Reason: not first in class, no 
significant safety or efficacy concerns

 Abuse Liability/Potential

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance? 

Comments: 

  Not Applicable
  YES
  NO

CLINICAL MICROBIOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 Clinical pharmacology study site(s) inspections(s) 
needed?

  YES
  NO

BIOSTATISTICS

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

Reference ID: 3614420
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NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

Environmental Assessment

 Categorical exclusion for environmental assessment 
(EA) requested? 

If no, was a complete EA submitted?

If EA submitted, consulted to EA officer (OPS)?

Comments: 

YES
  NO

YES
  NO

YES
  NO

Quality Microbiology (for sterile products)

 Was the Microbiology Team consulted for validation 
of sterilization? (NDAs/NDA supplements only)

Comments: 

  Not Applicable

YES
  NO

Facility Inspection

 Establishment(s) ready for inspection?

 Establishment Evaluation Request (EER/TBP-EER) 
submitted to OMPQ?

Comments: 

  Not Applicable

  YES
  NO

  YES
  NO

Reference ID: 3614420







---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

MICHAEL J PUGLISI
08/21/2014

Reference ID: 3614420




