
 
 
 

CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

202514Orig1s000 
 
 

MICROBIOLOGY REVIEW(S) 



 

 

Product Quality Microbiology Review 
 

17 JAN 2012 
 

 
NDA:    202-514 
 
Drug Product Name 

Proprietary:   Zioptan 
Non-proprietary:  Tafluprost, preservative-free 

 
Review Number:   3 
  
Dates of Submission(s) Covered by this Review 

Submit Received Review Request Assigned to Reviewer 
13 JAN 2012 13 JAN 2012 14 JAN 2012 14 JAN 2012 

 
Submission History (for amendments only) 

Submit Date(s) Microbiology Review # Review Date(s) 
07 JAN 2011 1 30 SEPT 2011 
09 FEB 2011 1 30 SEPT 2011 
29 MAR 2011 1 30 SEPT 2011 
08 JUN 2011 1 30 SEPT 2011 
01 AUG 2011 1 30 SEPT 2011 
22 AUG 2011 1 30 SEPT 2011 
06 SEPT 2011 1 30 SEPT 2011 
13 SEPT 2011 1 30 SEPT 2011 
27 SEPT 2011 1 30 SEPT 2011 
27 OCT 2011 2 04 NOV 2011 
02 NOV 2011 2 04 NOV 2011 

 
Applicant/Sponsor 

Name:    Merck Sharp and Dohme Corp. 
Address:   126 E. Lincoln Ave. 
    PO Box 2000 
    Mail Drop RY33-204 
    Rahway, NJ 07065-0900 
Representative:  Chitkala Kalidas, Ph.D. 
Telephone:   732-594-0599 

 
Name of Reviewer:  Jessica G. Cole, Ph.D. 
 
Conclusion:  This application is recommended for approval.    

Reference ID: 3073168



NDA 202-514  Microbiology Review #3 
   

   
 
 Page 2 of 4 

Product Quality Microbiology Data Sheet 
 
A. 1. TYPE OF SUBMISSION: Class I resubmission of a 505 (b)(1) NDA 

 
2. SUBMISSION PROVIDES FOR: Complete response to the approvable 

letter dated 07 November 2011 for a new preservative-free topical 
ophthalmic drug product.   
 

3. MANUFACTURING SITE:  Laboratorie Unither 
       ZI de la Guerie  
       F-50211 Coutances Cedex 
       France 
 
4. DOSAGE FORM, ROUTE OF ADMINISTRATION AND 

STRENGTH/POTENCY:  
 Preservative-free ophthalmic solution 
 0.0015% tafluprost 
 Single dose ampules for topical ocular 

administration 
 
5. METHOD(S) OF STERILIZATION:  

 
 
6. PHARMACOLOGICAL CATEGORY: Indicated for the reduction of 

elevated intraocular pressure in open-angle glaucoma or ocular 
hypertension. 

 
B. SUPPORTING/RELATED DOCUMENTS: Product Quality Microbiology 

Review #1 dated 30 September 2011 and Review #2 dated 04 November 2011.  
Also see the Director’s Memorandum of Concurrence dated 04 November 2011.   
 

C. REMARKS: This submission was in the eCTD format.   
   
filename: N202514R3.doc 

Reference ID: 3073168

(b) (4)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

 
 
  

 
DATE: 4 November 2011 
 
TO: NDA 202-514 Tafluprost 
 
FROM: David Hussong, Ph.D., Associate Director for New Drug Microbiology, OPS 
 
CC:    Renata Albrecht, MD, Director, Division of Transplant and Ophthalmology Products 
 
SUBJECT: Director’s Memorandum of Concurrence with Review Recommendation 
 
 
 

The microbiology review of NDA 202-514 (Tafluprost ophthalmic drops) has 
noted that the sterile manufacturing process validation studies  were flawed.  The 
manufacturer had been using a procedure that discards failed test units on the basis of 
reevaluation.  Generally, this practice would be viewed as “testing into compliance,” and is an 
undesirable practice as detailed in the agency’s Guidance on  processing.  It is important 
to consider that the compendial sterility test procedure will only detect contamination less than 
35% of the time even when the portion of contaminated samples exceeds .  Therefore, 
complete validation is critical to sterility assurance.   
 The applicant has provided a commitment to perform appropriate  but 
only by the end of .  This would mean that approval of the application could permit 
marketing of product prior to a complete demonstration of sterile manufacturing capability.  We 
wanted to allow the applicant the opportunity to complete the validation and begin drug 
manufacture as promptly as possible, and proposed that the approval would be conditioned upon 
a commitment to withhold shipment of product until the validation was complete.  However, that 
condition cannot be enforced in a post-approval commitment.  If the applicant chose to market 
the product and subsequently  failed , the outcomes should be 
considered.   

1. All marketed product could be recalled for lack of sterility assurance.  
2. Patients might be exposed to contaminated products.  Bacteria capable of 

growing in the solution would have time to reach great populations.  
3. The Quality Assurance department may exercise its authority to investigate 

the cause of the failure and conclude there is no risk.  Their conclusion may 
be subject to bias.  

 Two of these outcomes are undesirable from a regulatory and safety perspective.  
Based on these considerations and the applicant’s lack of willingness to perform these studies in 
a more timely fashion, I conclude that the application should not be approved until three 
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M E M O R A N D U M 
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consecutive  are completed successfully and reported to the application file. 
 
Recommendation:  The application is approvable pending completion of the sterile process 
validation studies.   
 
The following deficiency should be conveyed to the applicant.   
 

Provide a report of studies that include the results of three consecutive successful  
processing simulations of the Zioptan manufacturing process  using the 
revised inspection and accounting procedures. 
 

END 
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Reference ID: 3040020



Product Quality Microbiology Review 
 

04 NOV 2011 
 

 
NDA:    202-514 
 
Drug Product Name 

Proprietary:   Zioptan (proposed) 
Non-proprietary:  Tafluprost, preservative-free 

 
Review Number:   2 
  
Dates of Submission(s) Covered by this Review 

Submit Received Review Request Assigned to Reviewer 
27 OCT 2011 27 OCT 2011 26 OCT 2011 03 NOV 2011 
02 NOV 2011 02 NOV 2011 03 NOV 2011 N/A 

 
Submission History (for amendments only) 

Submit Date(s) Microbiology Review # Review Date(s) 
07 JAN 2011 1 30 SEPT 2011 
09 FEB 2011 1 30 SEPT 2011 
29 MAR 2011 1 30 SEPT 2011 
08 JUN 2011 1 30 SEPT 2011 
01 AUG 2011 1 30 SEPT 2011 
22 AUG 2011 1 30 SEPT 2011 
06 SEPT 2011 1 30 SEPT 2011 
13 SEPT 2011 1 30 SEPT 2011 
27 SEPT 2011 1 30 SEPT 2011 

 
Applicant/Sponsor 

Name:    Merck Sharp and Dohme Corp. 
Address:   126 E. Lincoln Ave. 
    PO Box 2000 
    Mail Drop RY33-204 
    Rahway, NJ 07065-0900 
Representative:  Chitkala Kalidas, Ph.D. 
Telephone:   732-594-0599 

 
Name of Reviewer:  Jessica G. Cole, Ph.D. 
 
Conclusion:   Approvable pending successful completion of 

 process validation studies.   

Reference ID: 3039847
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NDA 202-514  Microbiology Review #2 
   

   
 
 Page 2 of 6 

Product Quality Microbiology Data Sheet 
 
A. 1. TYPE OF SUBMISSION: Original 505 (b)(1) NDA 

 
2. SUBMISSION PROVIDES FOR: New preservative-free topical 

ophthalmic drug product.   
 

3. MANUFACTURING SITE:  Laboratorie Unither 
       ZI de la Guerie  
       F-50211 Coutances Cedex 
       France 
 
4. DOSAGE FORM, ROUTE OF ADMINISTRATION AND 

STRENGTH/POTENCY:  
 Preservative-free ophthalmic solution 
 0.0015% tafluprost 
 Single dose ampules for topical ocular 

administration 
 
5. METHOD(S) OF STERILIZATION:  

 
 
6. PHARMACOLOGICAL CATEGORY: Indicated for the reduction of 

elevated intraocular pressure in open-angle glaucoma or ocular 
hypertension. 

 
B. SUPPORTING/RELATED DOCUMENTS: Product Quality Microbiology 

Review #1 dated 30 September 2011.   
 

C. REMARKS: This submission was in the eCTD format.   
   
filename: N202514R2.doc 

Reference ID: 3039847
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Product Quality Microbiology Review 
 

29 SEP 2011 
 

 
NDA:    202-514 
 
Drug Product Name 

Proprietary:   Zioptan (proposed) 
Non-proprietary:  Tafluprost, preservative-free 

 
Review Number:   1 
  
Dates of Submission(s) Covered by this Review 

Submit Received Review Request Assigned to Reviewer 
07 JAN 2011 07 JAN 2011 10 FEB 2011 11 FEB 2011 
09 FEB 2011 09 FEB 2011 N/A N/A 
29 MAR 2011 29 MAR 2011 N/A N/A 
08 JUN 2011 08 JUN 2011 N/A N/A 
01 AUG 2011 01 AUG 2011 N/A N/A 
22 AUG 2011 22 AUG 2011 N/A N/A 
06 SEPT 2011 06 SEPT 2011 N/A N/A 
13 SEPT 2011 13 SEPT 2011 N/A N/A 
27 SEPT 2011 27 SEPT 2011 N/A N/A 

 
 
Applicant/Sponsor 

Name:    Merck Sharp and Dohme Corp. 
Address:   126 E. Lincoln Ave. 
    PO Box 2000 
    Mail Drop RY33-204 
    Rahway, NJ 07065-0900 
Representative:  Chitkala Kalidas, Ph.D. 
Telephone:   732-594-0599 

 
Name of Reviewer:  Jessica G. Cole, Ph.D. 
 
Conclusion:   Approvable pending resolution of microbiology 

deficiencies on page 16.   
 

Reference ID: 3022996
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