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MEMORANDUM 
 
Date:  November 1, 2011 
 
To: NDA 202-514 
 
From: Terrance Ocheltree, Ph.D., R.Ph. 

Director 
Division of New Drug Quality Assessment II 
ONDQA 

 
Subject: Tertiary review of ONDQA recommendation for NDA 202-514, tafluprost ophthalmic 
solution, 0.0015%, ZIOPTAN™. 
 
I have assessed the ONDQA reviews of NDA 202-514 by Maotang Zhou, Ph.D.  The initial 
ONDQA CMC review was entered into DARRTS on August 26, 2011, with a recommendation 
for a Complete Response due to an absence of a recommendation from the Office of Compliance 
on the manufacturing and testing sites acceptability and pending labeling issues.  A second CMC 
review was entered into DARRTS on October 24, 2011 by Dr. Zhou updating the status of the 
recommendation from the Office of Compliance and adding the recommendation of “Approvable 
pending resolution of microbiology deficiencies” from the Product Quality Microbiology 
Reviewer.  On October 13, 2011 the Office of Compliance entered an Overall Recommendation 
of “Acceptable” into EES.  However, due to the Product Quality Microbiology Review, the 
ONDQA recommendation remains Complete Response.  An ONDQA Biopharmaceutics review 
was not performed for this NDA. 
 
I concur with the determination that the information as provided in the NDA is adequate to 
assure the identity, strength, purity, and quality of the drug product and support the 
recommendation of a drug product shelf life of 36 months for the proposed commercial product 
when it is stored in cold (2-8 ºC) environment and protected from moisture. 
 
The Drug Master File (DMF)  was reviewed for the drug substance, tafluprost, and found 
to be ADEQUATE on July 25, 2011 by Dr. Zhou to support This NDA 
 
Secondary review of the CMC reviews was performed by Rapti Madurawe, Ph.D. 
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Initial Quality Assessment 
Branch __IV__ 

Pre-Marketing Assessment Division __II__ 
 

 
OND Division:  Division of Anti-Infective and Ophthalmology Produ 

NDA:  202-514 
Applicant:  Merck Sharp & Dohme Corp 

Stamp Date:  January 7, 2011 

PDUFA Date: November 7, 2011 
Trademark: Saflutan  

Established Name: tafluprost ophthalmic solution, 0.0015% 
Dosage Form: Ophthalmic Solution  

Route of Administration:  Topical 
Indication: Reduction of elevated intraocular pressure in open-

angle glaucoma or ocular hypertension 
  

PAL: Linda Ng, Ph.D. 
  
 YES NO 

ONDQA Fileability:   
Comments for 74-Day Letter   

  

Summary and Critical Issues: 

Summary 
Saflutan (tafluprost ophthalmic solution) 0.0015% is a 1S NDA, dated January 7, 2011, by eCTD 
format, accepted for standard review.  Tafluprost, also known as MK-2452 within Merck, is a 
prostaglandin.  The product is a preservative-free unit dose in one strength and size for 
the reduction of elevated intraocular pressure in open-angle glaucoma or ocular 
hypertension.  The applicant states that it is generally believed that prostaglandin analogues 
reduce intraocular pressure by increasing uveoscleral outflow of aqueous humor.  The related 
IND number is 62,690. 
     
A microbiology consult was submitted by the OND PM, Constantine Markos and Dr. Jessica 
Cole was assigned.  The trade name consult was sent directly from the applicant to OSE.  The 
EES evaluation was performed by ONDQA PM Althea Cuff who confirmed sites with the 
applicant and finalized the request with the CMC reviewer Dr. Maotang Zhou. 
 
The drug substance section was not submitted.  The applicant was advised to submit minimal 
information even when the drug substance is referenced to a DMF.  DMF  from  

 contained information on tafluprost.  The letter of authorization was dated 
December 17, 2010. The drug substance section was amended on February 9, 2011 to contain 
general information and the acceptance specification sheet with history of changes for the 
specification. 
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NDA 202-514         Page 3 
CMC IQA Review 

Critical issues for review 
• The drug substance is a new molecular entity.  Since most information is submitted to the 

DMF, comments have been and will be conveyed directly to the reviewer.   
• The reference standard in the drug product section is claimed to be submitted in 3.2.S.5 – 

2452-ophsln.  No such section exists.  Reviewer should follow up. 
• All tests should be evaluated for meaningful conditions and criteria for both drug 

substance and drug product.  In the drug substance specification, the “Any individual 
unspecified impurity” instead of “Others” should be used.   

• The LDPE  are described with the word ‘or 
equivalent’.   Leachables could be different with different components.  The applicant 
should be made aware. 

• The post approval commitment does not contain language to inform the division in case 
of failure and to meet 21 CFR 314.81(b)(1).  Current statement is not adequate. 

• In the drug product specification, Table II of USP <789> for particulate matter testing 
should be adopted and impurities reporting should follow ICH Q3B format.  

• Note that endotoxin testing is missing in the drug product specification.  This may be a 
micro issue.  

• Recommended that the  
be evaluated. 

• Does not appear to have any freeze-thaw study for the drug product.  Such study should 
be performed.  

• The analytical procedure for assay and impurities is recommended to contain a 
chromatogram that includes labeled impurities; system suitability to include a standard at 
the quantitation limit to ensure detectability of impurities observed at that level. 

• The dp specification in the methods validation package does not appear to the same as in 
the dp section.  Reviewer should follow up. 

• Not clear if a leachable study is performed.  Somewhere it is stated that leachable was 
observed at .  No leachable was 
included in the drug product specification.  Reviewer should follow up. 

• Labeling include instructions to patients as well as the package insert.  Suggest to use the 
word  to described the container in the How Supplied section.  Reviewer should 
review all labeling for adequacy. 

 
 
 

• Comments for 74-Day Letter 
None recommended at this time.   
 
 
D. Review, Comments and Recommendation:  
 
Acceptable for filing.  Dr. Maotang Zhou has been assigned to review this NDA. 
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PRODUCT QUALITY (Small Molecule) 
FILING REVIEW FOR NDA 202-514 (ONDQA) 

File name: N202514 NDA Filing.doc Page 2 
Version Date: 05132009 

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  

Clarification made via communication between 
ONDQA PM and applicant. The facility site 

address is different between the NDA and DMF. 
 
 
 
 
 
 
 
 

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) 

x  Minor clarification made via communication 
between ONDQA PM and applicant.  
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PRODUCT QUALITY (Small Molecule) 
FILING REVIEW FOR NDA 202-514 (ONDQA) 

File name: N202514 NDA Filing.doc Page 7 
Version Date: 05132009 

35. 

If the NDA is not fileable from 
the product quality perspective, 
state the reasons and provide 
filing comments to be sent to the 
Applicant. 

  N/A 

36. 
Are there any potential review 
issues to be forwarded to the 
Applicant for the 74-day letter? 

  Very likely 

{See appended electronic signature page}  

Linda Ng, Ph.D. 
CMC Lead Date 
Division of Pre-Marketing Assessment II 
Office of New Drug Quality Assessment 

 

{See appended electronic signature page}  

Stephen Miller, Ph.D.  
Acting Branch Chief Date 
Division of Pre-Marketing Assessment II 
Office of New Drug Quality Assessment 
 
 
 
cc:    OND PM  CMarkos 
         ONDQA PM  ACuff 
         CMC Reviewer MZhou 
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PRODUCT QUALITY (Small Molecule) 
FILING REVIEW FOR NDA 202-514 (ONDQA) 

File name: N202514 NDA Filing.doc Page 8 
Version Date: 05132009 

Chemistry comment forwarded by ONDQA PM to the applicant: 
 

Although you are referencing DMF  for drug substance information, in order to 
facilitate our review please provide important CMC information in Sections 2.3.S and 
3.2.S of the NDA. Please include established name, structure, acceptance specification 
for the drug substance, and information about drug substance attributes which are 
important for the drug product manufacture and product performance. 
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