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EXCLUSIVITY SUMMARY 

 
NDA # 202514   SUPPL #         HFD # 590 

Trade Name   ZIOPTAN 
 
Generic Name   tafluprost ophthalmic solution 
     
Applicant Name   Merck Sharp & Dohme Corp. 
 
Approval Date, If Known         
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement? 
                                           YES  NO  
 
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8 
 
 505(b)(1) 

 
c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.") 

    YES  NO  
 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study. 

 
      

 
If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data: 
 

      
 

 
d)  Did the applicant request exclusivity? 
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   YES  NO  
 
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 
 

      
 

e) Has pediatric exclusivity been granted for this Active Moiety? 
 
  YES  NO  

 
      If the answer to the above question in YES is this approval a result of the studies submitted in 
response to the Pediatric Written Request?      YES  NO  
 
IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT. 
 
 
2.  Is this drug product or indication a DESI upgrade? 

   YES  NO  
 
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade). 
 
 
PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES 
(Answer either #1 or #2 as appropriate) 
 
1.  Single active ingredient product. 
 
Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen 
or coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) 
has not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety. 

 
                         YES  NO   
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s). 

 
 
NDA#   

Reference ID: 3081587



 

 
 

Page 3 

NDA#   

NDA#   

 
2.  Combination product 
 
If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.) 

  YES  NO  
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s). 
 
NDA#   

NDA#   

NDA#   

 
 
IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.) 
IF “YES,” GO TO PART III. 
 
 
PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS 
 
To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes." 
 
 
 
 
 
 
1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
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the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation. 

  YES  NO  
 
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8. 
 
2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application. 
 

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement? 

  YES  NO  
 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8: 

 
      

 
(b) Did the applicant submit a list of published studies relevant to the safety and 
effectiveness of this drug product and a statement that the publicly available data would not 
independently support approval of the application? 

  YES  NO  
 
(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO. 

  
   YES  NO  

 
     If yes, explain: 
 

      
 

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
demonstrate the safety and effectiveness of this drug product? 
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  YES  NO  

 
     If yes, explain: 

 
 

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 
investigations submitted in the application that are essential to the approval: 

 
 

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section. 
 
 
3.  In addition to being essential, investigations must be "new" to support exclusivity.  The Agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application. 
 

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.") 

 
Investigation #1      YES  NO  

 
 

If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon: 

 
      

 
b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product? 

 
Investigation #1      YES  NO  

 
 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 
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c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"): 

 
 
4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study. 
 

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor? 

 
Investigation #1   ! 
     ! 

 IND # 52080  YES   !  NO   
      !  Explain: 
       

 
 

Investigation #2 N/A  ! 
! 

 IND #        YES    !  NO   
      !  Explain: 
       
 
 

(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study?  N/A 
 
Investigation #1   ! 

! 
YES     !  NO   
Explain:    !  Explain: 

              
  
 Investigation #2   ! 

! 
YES      !  NO   
Explain:    !  Explain: 
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(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.) 

 
  YES  NO  

 
If yes, explain: 
 

      
================================================================= 
 
Name of person completing form:  William M. Boyd, M.D. 
Title:  Medical Officer 
Date:  01/31/2012 
 
                                                       
Name of Office/Division Director signing form:        
Title:        
 
 
 
Form OGD-011347;  Revised 05/10/2004; Formatted 02/15/2005 
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• [505(b)(2) applications]  For each paragraph IV certification, based on the 

questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation. 

 
Answer the following questions for each paragraph IV certification: 

 
(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 

notice of certification? 
 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

 
 If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

 
(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification.  Analyze the 
next paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions. 
 
If “No,” continue with question (3). 
 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant? 

 
(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

  
If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below. 

 
(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification.  Analyze the 
next paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews). 
 
If “No,” continue with question (5). 

 
 
 

 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
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Appendix to Action Package Checklist 
 
An NDA or NDA supplemental application is likely to be a 505(b)(2) application if: 

(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written 
right of reference to the underlying data.  If published literature is cited in the NDA but is not necessary for 
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application. 

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the 
applicant does not own or have right to reference the data supporting that approval. 

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the 
safety or effectiveness of the particular drug for which the applicant is seeking approval.  (Note, however, that this 
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for 
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.) 

  
Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug 
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR 
330.11); new dosage forms; new indications; and, new salts. 
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2). 
   
An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the 
approval of the change proposed in the supplement.  For example, if the supplemental application is for a new indication, 
the supplement is a 505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of 
reference to the data/studies). 

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of 
safety and effectiveness for the original application or previously approved supplements is needed to support the 
change.  For example, this would likely be the case with respect to safety considerations if the dose(s) was/were 
the same as (or lower than) the original application. 

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for 
approval of the supplement, the application does not rely for approval on published literature based on data to 
which the applicant does not have a right of reference). 

 
An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to 
support our previous finding of safety and efficacy in the approval of the original application (or earlier 
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own.  For example, if the change were for a new indication AND a higher 
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose.  If the 
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously 
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2). 

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the 
applicant does not own or have a right to reference.  If published literature is cited in the supplement but is not 
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement. 

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference. 
 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s 
ADRA. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring, MD 20993 

 
 

 

NDA 202514  
 ACKNOWLEDGE -- 

 CLASS 1 COMPLETE RESPONSE 
 
Merck Sharp & Dohme Corp. 
Attention: Chitkala Kalidas, Ph.D. 
Director, Worldwide Regulatory Affairs 
P.O. Box 2000, RY33-204 
Rahway, New Jersey 07065-0900 
 
 
Dear Dr. Kalidas: 
 
We acknowledge receipt on January 13, 2012, of your January 13, 2012, re-submission to your 
New Drug Application submitted under section 505(b) of the Federal Food, Drug, and Cosmetic 
Act for  ZIOPTAN (tafluprost ophthalmic solution) 0.0015%. 
 
We consider this a complete, Class 1 response to our November 7, 2011, action letter.  
Therefore, the User Fee goal date is March 13, 2012. 
 
If you have any questions, please call me at (301) 796-3871. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Constantine J. Markos, B.S., Pharm.D., R.Ph. 
Regulatory Health Project Manager 
Division of Transplant and Ophthalmology Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 202-514 INFORMATION REQUEST 

 
 
Merck Sharp & Dohme Corp. 
Attention: Chitkala Kalidas, Ph.D. 
                 Director, Worldwide Regulatory Affairs 
126 E. Lincoln Avenue, P.O. Box 2000, RY33-208 
Rahway, NJ 07065-0900 
 
 
Dear Dr. Kalidas: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Zioptan™ ((MK-2452) 
 
We also refer to your December 5, 2011, submission, containing request for Agency feedback on 
the expiry date.   
 
The actual shelf life will be determined based on the review of the stability data.  While 
extrapolation of the shelf life beyond the period covered by long term data can be proposed, the 
proposed shelf life should not be more than 12 months beyond the period covered by long-term 
data (ICH Q1E).   
  
Currently the division requires a one-time extractables/leachables study on container/closure by 
using appropriate screening methods (HPLC, GC, mass spectrometry, etc) on at least one 
stability batch through expiry.   
  
If you have any questions, call Althea Cuff, Regulatory Health Project Manager, at (301) 796-
4061. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Rapti D. Madurawe, Ph.D.  
Branch Chief, Branch V  
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR DDMAC LABELING REVIEW CONSULTATION 

**Please send immediately following the Filing/Planning meeting** 
 
TO:  
 
CDER-DDMAC-RPM  

 

 
FROM: (Name/Title, Office/Division/Phone number of requestor)      
Hyun Son, Safety Regulatory Project Manager 

Division of Transplant and Ophthalmology Products 

301-796-1939  
 
REQUEST DATE 
November 1, 2011 

 
IND NO. 
 

 
NDA/BLA NO. 

202514 

 
TYPE OF DOCUMENTS 

(PLEASE CHECK OFF BELOW)  New NDA submission 

 
  

NAME OF DRUG 
 

ZIOPTAN™ (tafluprost 
ophthalmic solution) 0.0015% 

 

 
PRIORITY CONSIDERATION 

Standard 

 
CLASSIFICATION OF DRUG 

Ophthalmology Product 

 
DESIRED COMPLETION DATE  
(Generally 1 week before the wrap-up meeting) 
 
November 3, 2011 

NAME OF FIRM: 

MERCK 
 

PDUFA Date: November 7, 0211 

TYPE OF LABEL TO REVIEW 
 

 
TYPE OF LABELING: 
(Check all that apply) 

PACKAGE INSERT (PI)  
 PATIENT PACKAGE INSERT (PPI) 
 CARTON/CONTAINER LABELING 
 MEDICATION GUIDE 
 INSTRUCTIONS FOR USE(IFU) 

 

 
TYPE OF APPLICATION/SUBMISSION 

  ORIGINAL NDA/BLA 
 IND 
 EFFICACY SUPPLEMENT 
SAFETY SUPPLEMENT 
LABELING SUPPLEMENT 
 PLR CONVERSION 

 

 
REASON FOR LABELING CONSULT 

  INITIAL PROPOSED LABELING 
LABELING REVISION 

 
 

EDR link to submission:   
Original NDA submission: 
\\cdsesub1\EVSPROD|NDA202514 

Please Note:  There is no need to send labeling at this time.  DDMAC reviews substantially complete labeling, which has already 
been marked up by the CDER Review Team.  After the disciplines have completed their sections of the labeling, a full review team 
labeling meeting can be held to go over all of the revisions.  Within a week after this meeting, “substantially complete” labeling 
should be sent to DDMAC.  Once the substantially complete labeling is received, DDMAC will complete its review within 14 
calendar days. 
 
COMMENTS/SPECIAL INSTRUCTIONS: 
Merck has submitted a new NDA for ZIOPTAN™ (NDA 202514) on January 7, 2011 for the indication of reduction of elevated 
intraocular pressure in open-angle glaucoma or ocular hypertension. In the labeling, the sponsor has submitted a patient 
package insert (PPI). The review division has revised the proposed PPI (attached). Please review the PPI. I will send the most 
recently revised PI in a separate email.  
Thank you. 
 

 
SIGNATURE OF REQUESTER 
Hyun Son 
 
 
SIGNATURE OF RECEIVER 
 

 
METHOD OF DELIVERY (Check one) 

⌧  DARRTS/email  �  HAND 

Reference ID: 3037944
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DEPAR ES 

ND DRUG ADM NISTRATION 
 

 
TMENT OF HEALTH AND HUMAN SERVIC

PUBLIC HEALTH SERVICE 
FOOD A

REQUEST FOR CONSULTATION
 
TO (Division/Office):  

nt Labeling  
ivision of Transplant and Ophthal logy Products Mail: OSE  

Patie

 
FROM: Hyun Son, 301-796-1939 
D mo

 
DATE 
November 1, 2011 

D NO. 
  

T 
 
IN

 
NDA NO. 

202514 

 
TYPE OF DOCUMENT 
New submission (NDA)

 
DATE OF DOCUMEN

January 7, 2011 
 
N

ophthalmic solution) 0.0015% 

ONSIDERATION 

Standard 
UG 

Ophthalmic product 
 DATE 

November 3, 2011 
AME OF DRUG 

ZIOPTAN™ (tafluprost 

 

 
PRIORITY C

 
CLASSIFICATION OF DR

 
DESIRED COMPLETION

NAME OF FIRM: MERCK 
 

REASON FOR REQUEST 
 

I. GENERAL 
 
�  NEW PROTOCOL 
�  PROGRESS REPORT 
�  NEW CORRESPONDENCE 
�  DRUG ADVERTISING 

PORT �  ADVERSE REACTION RE
  MANUFACTURING CHAN�

�
GE/ADDITION 

  MEETING PLANNED BY 

ETING 

�  CONTROL SUPPLEMENT 

 LETTER 

DENCE 

⌧  OTHER (SPECIFY BELOW):  

 
�  PRE--NDA MEETING 
�  END OF PHASE II ME

ON �  RESUBMISSI
�  SAFETY/EFFICACY 
�  PAPER NDA 

 
�  RESPONSE TO DEFICIENCY
�  FINAL PRINTED LABELING 
�  LABELING REVISION 

 �  ORIGINAL NEW CORRESPON
�  FORMULATIVE REVIEW 

 
II. BIOMETRICS 

 
STATISTICAL EVALUATION BRANCH TATISTICAL APPLICATION BRANCH 

 
S

 
�  TYPE A OR B NDA REVIE

ETIN
W 

�  END OF PHASE II ME G 

  OTHER (SPECIFY BELOW): 

�  CONTROLLED STUDIES 
  PROTOCOL REVIEW �

�

 
�  CHEMISTRY REVIEW 
�  PHARMACOLOGY 
�  BIOPHARMACEUTICS 
�  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
�  DISSOLUTION 

  BIOAVAILABILTY STU�
�

DIES 
  PHASE IV STUDIES 

TICS 
 WAIVER REQUEST 

 
NSE �  DEFICIENCY LETTER RESPO

�  PROTOCOL-BIOPHARMACEU
�  IN-VIVO

 
IV. DRUG EXPERIENCE 

 
 �  PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL

�  DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOS
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 

ES 

  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

DRUG USE AND SAFETY 
XPERIENCE 

�  POISON RISK ANALYSIS �
�

 
EXPERIENCE, �  REVIEW OF MARKETING 

�  SUMMARY OF ADVERSE E

 
V. SCIENTIFIC INV SE TIGATIONS 

 
 �  CLINICAL 

 
 �  PRECLINICAL 

 
COMMENTS/SPECIAL INSTRUCTIONS: 
Merck has submitted a new NDA for ZIOPTAN™ (NDA 202514) on January 7, 2011 for the indication of reduction of elevated intraocular
pressure in open-angle glaucoma or ocular hypertension. In the labeling, the sponsor has submitted a patient package insert (PPI). The 
review division has revised the proposed PPI

 

 (attached). Please review the PPI. I will send the most recently revised PI in a separate email. 
due date is November 7, 2011. 

hank you. 
The PDUFA 
T
 
 
SIGNATURE OF REQUESTER METHOD OF DELIVERY (Check one) 

   �  HAND Hyun Son 

 

�  MAIL
 
SIGNATURE OF RECEIVER 
 

SIGNATURE OF DELIVERER 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 202514 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Merck Sharp & Dohme Corp. 
126 East Lincoln Avenue  
PO Box 2000 
Mail Drop:  RY33-204 
Rahway, New Jersey 07065-0900 
 
ATTENTION: Chitkala Kalidas, Ph.D. 

 Director, Worldwide Regulatory Affairs  
 
Dear Dr. Kalidas: 

 
Please refer to your New Drug Application (NDA) dated January 7, 2011, received January 7, 2011, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Tafluprost 
Ophthalmic Solution, 0.0015%. 
 
We also refer to your June 9, 2011, correspondence, received June 9, 2011, requesting review of your 
proposed proprietary name, Zioptan.  We have completed our review of the proposed proprietary name, 
Zioptan, and have concluded that it is acceptable.  
 
The proposed proprietary name, Zioptan, will be re-reviewed 90 days prior to the approval of the NDA.  
If we find the name unacceptable following the re-review, we will notify you. 
 
If any of the proposed product characteristics as stated in your June 9, 2011 submission are altered prior 
to approval of the marketing application, the proprietary name should be resubmitted for review.  
 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary 
name review process, contact Karen Townsend, Safety Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301) 796-5413.  For any other information regarding this application 
contact the Office of New Drugs (OND) Regulatory Project Manager, Constantine Markos at (301) 796-
3871.   

Sincerely, 
 

{See appended electronic signature page}     
Carol Holquist, RPh 
Director, Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management            
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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Notice:  This e-mail message, together with any attachments, contains 
information of Merck & Co., Inc. (One Merck Drive, Whitehouse Station, 
New Jersey, USA 08889), and/or its affiliates Direct contact information 
for affiliates is available at  
http://www.merck.com/contact/contacts.html) that may be confidential, 
proprietary copyrighted and/or legally privileged. It is intended solely 
for the use of the individual or entity named on this message. If you are 
not the intended recipient, and have received this message in error, 
please notify us immediately by reply e-mail and then delete it from  
your system. 

Page 2 of 2

8/4/2011
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NDA 202514 
tafluprost 
Chitkala Kalidas, Ph.D. 
 
Dear Dr. Kalidas, 
 

Please find below, comments from our Division in regards to NDA 202514: 

Clinical 

In a request dated April 19, 2011, the Agency requested the following information: 
 
Please provide the location of the following analyses for the Intent-to-Treat population 
with LOCF and Per Protocol population observed cases in Studies 74458, 15-003 and 
001: 
 

Upper and lower 95% CI for the mean difference in IOP at each time point (i.e., 
mean IOP tafluprost minus control). 

 
If they have not been performed, please submit. 
 
In your response dated May 11, 2011, you submitted analyses for the ITT population with 
LOCF and Per Protocol population with observed cases in Studies 7448, 15-003 and 001 
the upper and lower 95% CI for the mean difference in IOP change from baseline at each 
time point. 
 
We reiterate, the analyses the Agency is requesting are the following: 
 

Upper and lower 95% CI for the difference in mean IOP at each time point and 
study visit (i.e., mean IOP of tafluprost minus mean IOP of control at each time 
point and visit). 
 
 

CMC 
 

1. Please provide data to show that the drug product complies with USP <467>.  
Please be advised that the FDA can accept  test data on 
components from tests performed by the drug product manufacturer or the drug 
product manufacturer may provide test data or appropriate statements obtained 
from properly qualified suppliers as described in 21 CFR 211.84(d)(2). 

2. You stated that the validation reports for HPLC methods 54AD10306 and 
54AD10406 were described in two appendices.  However, we were unable to 
locate these appendices.  Please submit this information. 

Reference ID: 2962804
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3. We noted that the Certificate of Analysis (COA) of the  
 is in not in English.  Please provide a copy of the English translation. 

 
Clinical Pharmacology 
 
Regarding the in vitro metabolism study report PK032 (Section 4.2.2.4.1), please submit 
the data for positive-control (i.e., the known substrate for each CYP450 tested) 
experiments to validate the experimental conditions. 
 
 
 

If you could please respond to this new Information Request by the end of June 2011, 
that would be very helpful. 

 

 

Thank you for your time. 

Constantine 

 

Constantine J. Markos, B.S., Pharm.D., R.Ph. 
Regulatory Health Project Manager 
FDA/CDER/OND/OAP/DTOP 
P--301-796-3871 
F--301-796-9881 
Constantine.Markos@FDA.HHS.GOV 

Reference ID: 2962804
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NDA 202514 
tafluprost 
Chitkala Kalidas, Ph.D. 
 
Dear Dr. Kalidas, 
 

Please find below, comments from our Division in regards to NDA 202514: 

CMC 
 
In Section 2.3.S.4, you state that (1) analytical procedures of tafluprost drug substance 
are summarized in Sec. 3.2.S.4-2452; (2) method validation results are summarized in 
Sec. 3.2.S.4.3-2452; (3) batch analysis data for the drug substance are summarized in 
Sec. 3.2.S.4.4-2452.  However, none of the sections that you referred to exist in the 
submission.  Please submit the missing information. 
 
 

If you could please respond to this information request as soon as possible, or by 
06/10/2011, that would be greatly appreciated.  There is also one previous pending IR 
that was e-mailed over to you on 05/20/2011, that included Clinical, CMC, and 
Statistics issues, that I still have not received a response on.  Finally, we are also 
expecting a response from you in regards to some Microbiology/Sterility questions, 
sometime this first week of June 2011 (per one of your e-mails). 

 

Thank you for your time. 

Constantine 

 

Constantine J. Markos, B.S., Pharm.D., R.Ph. 
Regulatory Health Project Manager 
FDA/CDER/OND/OAP/DTOP 
P--301-796-3871 
F--301-796-9881 
Constantine.Markos@FDA.HHS.GOV 

Reference ID: 2956704
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR DDMAC LABELING REVIEW CONSULTATION 

**Please send immediately following the Filing/Planning meeting** 
 
TO: 
 
CDER-DDMAC-RPM 
 

 
FROM: (Name/Title, Office/Division/Phone number of requestor) 
Constantine J. Markos, B.S., Pharm.D., R.Ph. 
Regulatory Health Project Manager 
Office of Antimicrobial Products 
Division of Transplant and Ophthalmology Products
(301) 796-3871 

 
REQUEST DATE 
06/06/2011 

 
IND NO. 
 

 
NDA/BLA NO.  202514 

 
TYPE OF DOCUMENTS 
(PLEASE CHECK OFF BELOW) 
 
Labeling 

 
NAME OF DRUG 
tafluprost 
 

 
PRIORITY CONSIDERATION  
NO, STANDARD 505(b)(1) 

 
CLASSIFICATION OF DRUG 
Ophthalmic—Prostaglandin 
(4042130) 

 
DESIRED COMPLETION DATE  
(Generally 1 week before the wrap-up meeting) 
 
 

NAME OF FIRM: 

MERCK 
 

PDUFA Date: 11/07/2011 

TYPE OF LABEL TO REVIEW 
 

 
TYPE OF LABELING: 
(Check all that apply) 
X  PACKAGE INSERT (PI) 
X  PATIENT PACKAGE INSERT (PPI) 
X  CARTON/CONTAINER LABELING 

 MEDICATION GUIDE 
 INSTRUCTIONS FOR USE(IFU) 

 

 
TYPE OF APPLICATION/SUBMISSION 
X  ORIGINAL NDA/BLA 

  IND 
  EFFICACY SUPPLEMENT 
  SAFETY SUPPLEMENT 
  LABELING SUPPLEMENT 
  PLR CONVERSION 

 

 
REASON FOR LABELING CONSULT 
X  INITIAL PROPOSED LABELING 

  LABELING REVISION 
 
 

EDR link to submission: 
\\CDSESUB1\EVSPROD\NDA202514\202514.enx 
 

Please Note: There is no need to send labeling at this time.  DDMAC reviews substantially complete labeling, which has already 
been marked up by the CDER Review Team.  After the disciplines have completed their sections of the labeling, a full review team 
labeling meeting can be held to go over all of the revisions.  Within a week after this meeting, “substantially complete” labeling 
should be sent to DDMAC.  Once the substantially complete labeling is received, DDMAC will complete its review within 14 
calendar days. 
 
COMMENTS/SPECIAL INSTRUCTIONS: 
 
Mid-Cycle Meeting:  06/27/2011 
 
Labeling Meetings:  [Insert Dates] 
 
Wrap-Up Meeting:  09/12/2011 
 

 
SIGNATURE OF REQUESTER  Constantine J. Markos, B.S., Pharm.D., R.Ph. 
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7. Please note that in support of NDA 202514, a DMF Information Request (IR) 
letter was issued to the holder of DMF  on May 10, 2011. 

 
 
Statistics 
 
• For studies 001, 15-003, and 74458, please analyze the mean change from baseline at 

each time point for each study by imputing missing data using multiple imputation 
methods. 

 
• For datasets under the ISE analysis dataset folder (datasets such as iop001, iop15003, 

iop74458, etc.), please describe clearly what “FAS-LOCF’, ‘FAS-DAO’, ‘PP-LOCF’, 
and ‘LOCF’ mean for the variable “DTYPE”.  Furthermore, we recommend that you 
create a specific variable as the last observation carried forward flag (LOCF flag).  
For this LOCF flag, if an IOP value at a certain visit is carried forward from the last 
visit’s observed value, then the flag sets as ‘Y’, otherwise it sets as ‘N’. 

 
We cannot locate the integrated dataset for efficacy in your April 4th 2011 submission.  
More specifically, in the definition PDF file for ‘ADSL’ and ‘ADOP’, the variable 
‘PROTOCOL’ defined all the following seven studies: 001, P15001, P15002, P15003, 
P74457, P74458, and P77550; however, the actual ‘ADSL’ and ‘ADOP’ datasets only 
had data for study 001.  Please submit the integrated efficacy dataset that has all seven 
studies’ efficacy data included in one big dataset.  In the integrated efficacy dataset for 
IOP measurements, please include a variable to indicate whether the data is imputed or 
not. 
 
 

If you could please respond to this information request as soon as possible, that would be 
greatly appreciated. 

 

Thank you for your time. 

Constantine 

 

Constantine J. Markos, B.S., Pharm.D., R.Ph. 
Regulatory Health Project Manager 
FDA/CDER/OND/OAP/DTOP 
P--301-796-3871 
F--301-796-9881 
Constantine.Markos@FDA.HHS.GOV 

Reference ID: 2950163
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

 
NDA 202514 
 

PROPRIETARY NAME REQUEST  
 UNACCEPTABLE 

 
Merck Sharp & Dohme Corp. 
PO Box 2000 
126 East Lincoln Avenue, RY33-208 
Rahway, New Jersey  07065-0900 
 
ATTENTION:  Chitkala Kalidas, Ph.D. 

  Director, Worldwide Regulatory Affairs 
 
 
Dear Dr. Kalidas: 
 
Please refer to your New Drug Application (NDA) dated January 7, 2011, received January 7, 2011, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Tafluprost 
Ophthalmic Solution, 0.0015%. 
 
We also refer to your January 20, 2011, correspondence, received January 20, 2011, requesting review 
of your proposed proprietary name, Saflutan.  We have completed our review of this proposed 
proprietary name and have concluded that this name is unacceptable for the following reasons. 
 
The proposed proprietary name, Saflutan, is orthographically similar to, and shares overlapping product 
characteristics with, Xalatan.  The orthographic similarity of this name pair stems from the shared five 
letters that appear in the same or similar positions and similar positions of upstroke letters giving these 
names similar shapes.  Furthermore, as demonstrated in the handwriting sample below, their first letters 
may look similar if the cross stroke for the ‘X’ (in Xalatan) occurs at a lower point on the letter.  Given 
these orthographic similarities, it is possible that a pharmacist or nurse may misinterpret a prescription 
for Saflutan to be Xalatan even though Saflutan contains the additional letter (‘f’).   

       

      

 

 

Reference ID: 2933599



NDA 202514 
Page 2 
 
In addition to the orthographic similarities between the names, Saflutan and Xalatan share overlapping 
product characteristics such as dosage form (ophthalmic solution), numerically similar strengths 
(0.015% vs. 0.005%), route of administration (eye), and frequency of administration (once daily at 
bedtime).  Additionally, both products are stored in the refrigerator prior to dispensing and have limited 
stability at room temperature once opened.  Furthermore, they share the same prescriber and patient 
populations.  Finally, since they are both available in single strengths, the strength may be omitted and 
the product can be dispensed and administered without seeking clarification.   

These orthographic similarities between Saflutan and Xalatan combined with the overlapping product 
characteristics increase the potential for errors to occur during the prescribing and dispensing phases of 
the medication use process which may result in wrong drug medication errors.  Given these similarities 
and the fact that ‘Xalatan’ is a recognized name in the marketplace, confirmation bias may also play a 
role in causing confusion between this name pair.   

We note that you have not proposed an alternate proprietary name for review.  If you intend to have a 
proprietary name for this product, we recommend that you submit a new request for a proposed 
proprietary name review.  (See the Guidance for Industry, Contents of a Complete Submission for the 
Evaluation of Proprietary Names, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM075
068.pdf and “PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2008 through 
2012”.) 
 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary 
name review process, contact Brantley Dorch, Safety Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301) 796-0150.  For any other information regarding this 
application contact the Office of New Drugs (OND) Regulatory Project Manager, Constantine Markos 
at (301) 796-3874 
 

Sincerely, 
 
      {See appended electronic signature page}   
      

Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring, MD 20993 

 

 

NDA 202514  
NDA ACKNOWLEDGMENT 

 
Merck Sharp & Dohme Corp. 
Attention:  Chitkala Kalidas, Ph.D. 
Director, Worldwide Regulatory Affairs 
126 E. Lincoln Avenue 
P.O. Box 2000, RY33-204 
Rahway, New Jersey 07065-0900 
 
 
Dear Dr. Kalidas: 
 
We have received your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: SAFLUTAN (tafluprost) 0.0015% Ophthalmic Solution Single Dose 

Container (MK-2452) 
 
Date of Application: January 7, 2011 
 
Date of Receipt: January 7, 2011 
 
Our Reference Number:  NDA 202514 
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on March 8, 2011, in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 
 
You are responsible for complying with the applicable provisions of sections 402(i) and 402(j) of 
the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was amended by 
Title VIII of the Food and Drug Administration Amendments Act of 2007 (FDAAA) (Public 
Law No, 110-85, 121 Stat. 904). 
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The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 
 

U.S. Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Anti-Infective and Ophthalmology Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
If you have any questions, call Constantine J. Markos, B.S., Pharm.D., R.Ph., Regulatory Health 
Project Manager, at (301) 796-3871. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Maureen P. Dillon-Parker 
Chief, Project Management Staff 
Division of Anti-Infective and Ophthalmology Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 202-514 INFORMATION REQUEST 
 
Merck Sharp & Dohme Corp. 
Attention:  Chitkala Kalidas, Ph.D. 
        Director, Worldwide Regulatory Affairs 
126 E. Lincoln Avenue 
P.O. Box 200, RY33-204 
Rahway, NJ 07065-0900 
 
 
 
Dear Dr. Kalidas: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Tafluprost (MK-2452) Ophthalmic Solution.  
 
We also refer to your January 7, 2011, New Drug Application submission.   
 
We are reviewing the Chemistry, Manufacturing and Controls section of your submission and 
have the following comments and information requests.  We request a prompt written response 
in order to continue our evaluation of your NDA. 
 
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. 
 
If you have any questions, call Althea Cuff, Regulatory Project Manager, at (301) 796-4061. 
 
 
      Sincerely 
 

{See appended electronic signature page} 
 
Stephen Miller, Ph.D. 
Acting Branch Chief, Branch V 
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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