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EXCLUSIVITY SUMMARY  

 
NDA # 202317     SUPPL # N/A    HFD # 160 

Trade Name   Valchlor  
 
Generic Name   mechlorethamine gel 0.016% 
     
Applicant Name   Ceptaris Therapeutics (formerly Yaupon Therapeutics)       
 
Approval Date, If Known   August 23, 2013       
 
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)(2) 

 
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:              
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d)  Did the applicant request exclusivity? 
   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? 
    
            
 
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# 6695 (Mustargen)       
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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 
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 
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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?  

   
   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: 
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2005NMMF-201-US - A Phase II Pivotal Trial to Evaluate the Safety and 
Efficacy of Nitrogen Mustard (NM) 0.02% Ointment Formulations in 
Patients with Stage I or IIA Mycosis Fungoides (MF) 

 
                

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  

 
Investigation #2         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  

   
Investigation #2      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"): 

 
2005NMMF-201-US - A Phase II Pivotal Trial to Evaluate the Safety 
and Efficacy of Nitrogen Mustard (NM) 0.02% Ointment 
Formulations in Patients with Stage I or IIA Mycosis Fungoides (MF) 

 
 
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 # 067839  YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 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? 

 
 
 
 
 
Investigation #1   ! 

! 
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YES       !  NO     
Explain:    !  Explain:  

                 
  
 
 Investigation #2   ! 

! 
YES        !  NO     
Explain:    !  Explain:  

              
         
 

(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:  Tyree Newman                     
Title:  Regulatory Health Project Manager 
Date:  August 26, 2013 
 
                                                       
Name of Division Director signing form:  Ann Farrell 
Title:  Division Director, DHP, OHOP 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12 
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IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda hhs.gov) OR AT 301-796-0700. 

 

PEDIATRIC PAGE 
(Complete for all filed original applications and efficacy supplements) 

NDA/BLA#: 202317 Supplement Number:       NDA Supplement Type (e.g. SE5): 
      

Division Name:DHP PDUFA Goal Date: 5/27/12 Stamp Date: 7/27/2011 

Proprietary Name:  Valchlor   

Established/Generic Name:  mechlorethamine HCl  

Dosage Form:  Gel 

Applicant/Sponsor:  Ceptaris Therapeutics (formerly Yaupon Therapeutics) 

Indication(s) previously approved (please complete this question for supplements and Type 6 NDAs only):  
(1)       
(2)       
(3)       
(4)       

Pediatric use for each pediatric subpopulation must be addressed for each indication covered by current 
application under review.  A Pediatric Page must be completed for each indication.   

Number of indications for this pending application(s):1  
(Attach a completed Pediatric Page for each indication in current application.) 

Indication: Treatment of mycosis fungoides (cutaneous T-cell lymphoma)  
Q1: Is this application in response to a PREA PMR? Yes   Continue 
        No    Please proceed to Question 2. 
 If Yes, NDA/BLA#:       Supplement #:      PMR #:      
 Does the division agree that this is a complete response to the PMR? 
  Yes. Please proceed to Section D. 

 No.  Please proceed to Question 2 and complete the Pediatric Page, as applicable. 

Q2: Does this application provide for (If yes, please check all categories that apply and proceed to the next 
question): 
(a) NEW  active ingredient(s) (includes new combination);  indication(s);  dosage form;  dosing 
regimen; or  route of administration?*  
(b)  No. PREA does not apply. Skip to signature block. 
* Note for CDER: SE5, SE6, and SE7 submissions may also trigger PREA.  
Q3: Does this indication have orphan designation? 
  Yes.  PREA does not apply.  Skip to signature block. 
  No.  Please proceed to the next question. 

Q4: Is there a full waiver for all pediatric age groups for this indication (check one)?  
  Yes: (Complete Section A.) 
  No: Please check all that apply: 
  Partial Waiver for selected pediatric subpopulations (Complete Sections B) 
  Deferred for some or all pediatric subpopulations (Complete Sections C) 
  Completed for some or all pediatric subpopulations (Complete Sections D)  
  Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E) 
  Extrapolation in One or More Pediatric Age Groups (Complete Section F) 
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IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda hhs.gov) OR AT 301-796-0700. 

 
 

 (Please note that Section F may be used alone or in addition to Sections C, D, and/or E.) 
Section A: Fully Waived Studies (for all pediatric age groups) 

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected) 
  Necessary studies would be impossible or highly impracticable because: 

 Disease/condition does not exist in children 
 Too few children with disease/condition to study 
 Other (e.g., patients geographically dispersed):       

 Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric 
patients AND is not likely to be used in a substantial number of pediatric patients. 

 Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if 
studies are fully waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if 
studies are fully waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective and unsafe in all pediatric 
subpopulations (Note: if studies are fully waived on this ground, this information must be included in 
the labeling.) 

 Justification attached. 
If studies are fully waived, then pediatric information is complete for this indication.  If there is another 
indication, please complete another Pediatric Page for each indication. Otherwise, this Pediatric Page is 
complete and should be signed.  

Section B: Partially Waived Studies (for selected pediatric subpopulations) 

Check subpopulation(s) and reason for which studies are being partially waived (fill in applicable criteria 
below): 
Note: If Neonate includes premature infants, list minimum and maximum age in “gestational age” (in weeks).  

  Reason (see below for further detail): 

 minimum maximum Not 
feasible# 

Not meaningful 
therapeutic 

benefit* 

Ineffective or 
unsafe† 

Formulation 
failed∆ 

 Neonate    wk.    
mo. 

   wk.    
mo.     

 Other    yr.    mo.    yr.    mo.     
 Other    yr.    mo.    yr.    mo.     
 Other    yr.    mo.    yr.    mo.     
 Other    yr.    mo.    yr.    mo.     

Are the indicated age ranges (above) based on weight (kg)?   No;  Yes. 
Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 
Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief 
justification): 
# Not feasible: 

 Necessary studies would be impossible or highly impracticable because:  
 Disease/condition does not exist in children 
 Too few children with disease/condition to study 
 Other (e.g., patients geographically dispersed):       
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IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda hhs.gov) OR AT 301-796-0700. 

 
 

* Not meaningful therapeutic benefit: 
 Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric 
patients in this/these pediatric subpopulation(s) AND  is not likely to be used in a substantial number of 
pediatric patients in this/these pediatric subpopulation(s). 

† Ineffective or unsafe: 
 Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if 
studies are partially waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if 
studies are partially waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective and unsafe in all pediatric subpopulations 
(Note: if studies are partially waived on this ground, this information must be included in the labeling.) 

∆ Formulation failed: 
 Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for 
this/these pediatric subpopulation(s) have failed. (Note: A partial waiver on this ground may only cover 
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this 
ground must submit documentation detailing why a pediatric formulation cannot be developed.  This 
submission will be posted on FDA's website if waiver is granted.) 

 Justification attached. 
For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding 
study plans that have been deferred (if so, proceed to Sections C and complete the PeRC Pediatric Plan 
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the 
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the 
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4) 
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so, 
proceed to Section F). Note that more than one of these options may apply for this indication to cover all of the 
pediatric subpopulations.  
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IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda hhs.gov) OR AT 301-796-0700. 

 
 

Section C: Deferred Studies (for selected pediatric subpopulations).  

Check pediatric subpopulation(s) for which pediatric studies are being deferred (and fill in applicable reason 
below): 

Reason for Deferral 
Applicant 

Certification
† Deferrals (for each or all age groups): 

Population minimum maximum 

Ready 
for 

Approva
l in 

Adults 

Need 
Additional 

Adult Safety or 
Efficacy Data 

Other 
Appropriate 

Reason 
(specify 
below)* 

Received 

 Neonate    wk.    
mo. 

   wk.    
mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 All Pediatric 
Populations 0 yr. 0 mo. 16 yr. 11 mo.     

 Date studies are due (mm/dd/yy):       

Are the indicated age ranges (above) based on weight (kg)?   No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

* Other Reason:       

† Note: Studies may only be deferred if an applicant submits a certification of grounds for deferring the studies, 
a description of the planned or ongoing studies, evidence that the studies are being conducted or will be 
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies. 
 If studies are deferred, on an annual basis applicant must submit information detailing the progress made in 
conducting the studies or, if no progress has been made, evidence and documentation that such studies will 
be conducted with due diligence and at the earliest possible time. This requirement should be communicated 
to the applicant in an appropriate manner (e.g., in an approval letter that specifies a required study as a post-
marketing commitment.) 

If all of the pediatric subpopulations have been covered through partial waivers and deferrals, Pediatric Page is 
complete and should be signed.  If not, complete the rest of the Pediatric Page as applicable. 
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IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda hhs.gov) OR AT 301-796-0700. 

 
 

Section D: Completed Studies (for some or all pediatric subpopulations).  
 
Pediatric subpopulation(s) in which studies have been completed (check below): 

Population minimum maximum PeRC Pediatric Assessment form 
attached?. 

 Neonate    wk.    mo.    wk.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. Yes  No  

Are the indicated age ranges (above) based on weight (kg)?  No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

Note: If there are no further pediatric subpopulations to cover based on partial waivers, deferrals and/or 
completed studies, Pediatric Page is complete and should be signed.  If not, complete the rest of the Pediatric 
Page as applicable. 

 
Section E: Drug Appropriately Labeled (for some or all pediatric subpopulations):  
 
Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is 
appropriately labeled for the indication being reviewed: 

Population minimum maximum 

 Neonate    wk.    mo.    wk.    mo. 

 Other    yr.    mo.    yr.    mo. 

 Other    yr.    mo.    yr.    mo. 

 Other    yr.    mo.    yr.    mo. 

 Other    yr.    mo.    yr.    mo. 

 All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. 

Are the indicated age ranges (above) based on weight (kg)?  No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

If all pediatric subpopulations have been covered based on partial waivers, deferrals, completed studies, 
and/or existing appropriate labeling, this Pediatric Page is complete and should be signed.  If not, complete the 
rest of the Pediatric Page as applicable. 

 

Section F: Extrapolation from Other Adult and/or Pediatric Studies (for deferred and/or completed studies) 

Note: Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other 
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the 
product are sufficiently similar between the reference population and the pediatric subpopulation for which 
information will be extrapolated.  Extrapolation of efficacy from studies in adults and/or other children usually 
requires supplementation with other information obtained from the target pediatric subpopulation, such as 
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IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda hhs.gov) OR AT 301-796-0700. 

 
 

pharmacokinetic and safety studies.  Under the statute, safety cannot be extrapolated. 

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be 
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations: 

Extrapolated from: 
Population minimum maximum 

Adult Studies? Other Pediatric 
Studies? 

 Neonate    wk.    mo.    wk.    mo.   

 Other    yr.    mo.    yr.    mo.   

 Other    yr.    mo.    yr.    mo.   

 Other    yr.    mo.    yr.    mo.   

 Other    yr.    mo.    yr.    mo.   

 All Pediatric 
Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.   

Are the indicated age ranges (above) based on weight (kg)?  No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

Note: If extrapolating data from either adult or pediatric studies, a description of the scientific data supporting 
the extrapolation must be included in any pertinent reviews for the application. 

If there are additional indications, please complete the attachment for each one of those indications.  
Otherwise, this Pediatric Page is complete and should be signed and entered into DFS or DARRTS as 
appropriate after clearance by PeRC. 

This page was completed by: 
 
{See appended electronic signature page} 
___________________________________ 
Regulatory Project Manager 
 
(Revised: 6/2008) 
 
NOTE:  If you have no other indications for this application, you may delete the attachments from this 
document. 
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IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda hhs.gov) OR AT 301-796-0700. 

 
 

Attachment A 
(This attachment is to be completed for those applications with multiple indications only.) 

 
Indication #2:       

Q1: Does this indication have orphan designation? 
  Yes.  PREA does not apply.  Skip to signature block. 
  No.  Please proceed to the next question. 
Q2: Is there a full waiver for all pediatric age groups for this indication (check one)?  
  Yes: (Complete Section A.) 
  No: Please check all that apply: 
  Partial Waiver for selected pediatric subpopulations (Complete Sections B) 
  Deferred for some or all pediatric subpopulations (Complete Sections C) 
  Completed for some or all pediatric subpopulations (Complete Sections D)  
  Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E) 
  Extrapolation in One or More Pediatric Age Groups (Complete Section F) 
 (Please note that Section F may be used alone or in addition to Sections C, D, and/or E.) 

Section A: Fully Waived Studies (for all pediatric age groups) 

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected) 
  Necessary studies would be impossible or highly impracticable because: 

 Disease/condition does not exist in children 
 Too few children with disease/condition to study 
 Other (e.g., patients geographically dispersed):       

 Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric 
patients AND is not likely to be used in a substantial number of pediatric patients. 

 Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if 
studies are fully waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if 
studies are fully waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective and unsafe in all pediatric 
subpopulations (Note: if studies are fully waived on this ground, this information must be included in 
the labeling.) 

 Justification attached. 
If studies are fully waived, then pediatric information is complete for this indication.  If there is another 
indication, please complete another Pediatric Page for each indication. Otherwise, this Pediatric Page is 
complete and should be signed.  
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IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda hhs.gov) OR AT 301-796-0700. 

 
 

Section B: Partially Waived Studies (for selected pediatric subpopulations) 

Check subpopulation(s) and reason for which studies are being partially waived (fill in applicable criteria 
below): 
Note: If Neonate includes premature infants, list minimum and maximum age in “gestational age” (in weeks).  

  Reason (see below for further detail): 

 minimum maximum Not 
feasible# 

Not meaningful 
therapeutic 

benefit* 

Ineffective or 
unsafe† 

Formulation 
failed∆ 

 Neonate    wk.    
mo. 

   wk.    
mo.     

 Other    yr.    mo.    yr.    mo.     
 Other    yr.    mo.    yr.    mo.     
 Other    yr.    mo.    yr.    mo.     
 Other    yr.    mo.    yr.    mo.     

Are the indicated age ranges (above) based on weight (kg)?   No;  Yes. 
Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 
Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief 
justification): 
# Not feasible: 

 Necessary studies would be impossible or highly impracticable because:  
 Disease/condition does not exist in children 
 Too few children with disease/condition to study 
 Other (e.g., patients geographically dispersed):       

* Not meaningful therapeutic benefit: 
 Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric 
patients in this/these pediatric subpopulation(s) AND  is not likely to be used in a substantial number of 
pediatric patients in this/these pediatric subpopulation(s). 

† Ineffective or unsafe: 
 Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if 
studies are partially waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if 
studies are partially waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective and unsafe in all pediatric 
subpopulations (Note: if studies are partially waived on this ground, this information must be 
included in the labeling.) 

∆ Formulation failed: 
 Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for 
this/these pediatric subpopulation(s) have failed. (Note: A partial waiver on this ground may only cover 
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this 
ground must submit documentation detailing why a pediatric formulation cannot be developed.  This 
submission will be posted on FDA's website if waiver is granted.) 

 Justification attached. 
For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding 
study plans that have been deferred (if so, proceed to Section C and complete the PeRC Pediatric Plan 
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the 
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the 
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drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4) 
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so, 
proceed to Section F).. Note that more than one of these options may apply for this indication to cover all of the 
pediatric subpopulations.  
 
Section C: Deferred Studies (for some or all pediatric subpopulations).  

Check pediatric subpopulation(s) for which pediatric studies are being deferred (and fill in applicable reason 
below): 

Reason for Deferral 
Applicant 

Certification
† Deferrals (for each or all age groups): 

Population minimum maximum 

Ready 
for 

Approva
l in 

Adults 

Need 
Additional 

Adult Safety or 
Efficacy Data 

Other 
Appropriate 

Reason 
(specify 
below)* 

Received 

 Neonate    wk.    
mo. 

   wk.    
mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 All Pediatric 
Populations 0 yr. 0 mo. 16 yr. 11 mo.     

 Date studies are due (mm/dd/yy):       

Are the indicated age ranges (above) based on weight (kg)?   No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

* Other Reason:       

† Note: Studies may only be deferred if an applicant submits a certification of grounds for deferring the studies, 
a description of the planned or ongoing studies, evidence that the studies are being conducted or will be 
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies. 
 If studies are deferred, on an annual basis applicant must submit information detailing the progress made in 
conducting the studies or, if no progress has been made, evidence and documentation that such studies will 
be conducted with due diligence and at the earliest possible time. This requirement should be communicated 
to the applicant in an appropriate manner (e.g., in an approval letter that specifies a required study as a post-
marketing commitment.) 

If all of the pediatric subpopulations have been covered through partial waivers and deferrals, Pediatric Page is 
complete and should be signed.  If not, complete the rest of the Pediatric Page as applicable. 
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Section D: Completed Studies (for some or all pediatric subpopulations).  
 
Pediatric subpopulation(s) in which studies have been completed (check below): 

Population minimum maximum PeRC Pediatric Assessment form 
attached? 

 Neonate    wk.    mo.    wk.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. Yes  No  

Are the indicated age ranges (above) based on weight (kg)?  No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

Note: If there are no further pediatric subpopulations to cover based on partial waivers, deferrals and/or 
completed studies, Pediatric Page is complete and should be signed.  If not, complete the rest of the Pediatric 
Page as applicable.  

 
Section E: Drug Appropriately Labeled (for some or all pediatric subpopulations):  
 
Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is 
appropriately labeled for the indication being reviewed: 

Population minimum maximum 

 Neonate    wk.    mo.    wk.    mo. 

 Other    yr.    mo.    yr.    mo. 

 Other    yr.    mo.    yr.    mo. 

 Other    yr.    mo.    yr.    mo. 

 Other    yr.    mo.    yr.    mo. 

 All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. 

Are the indicated age ranges (above) based on weight (kg)?  No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

If all pediatric subpopulations have been covered based on partial waivers, deferrals, completed studies, 
and/or existing appropriate labeling, this Pediatric Page is complete and should be signed.  If not, complete the 
rest of the Pediatric Page as applicable. 
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Section F: Extrapolation from Other Adult and/or Pediatric Studies (for deferred and/or completed studies) 

Note: Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other 
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the 
product are sufficiently similar between the reference population and the pediatric subpopulation for which 
information will be extrapolated.  Extrapolation of efficacy from studies in adults and/or other children usually 
requires supplementation with other information obtained from the target pediatric subpopulation, such as 
pharmacokinetic and safety studies.  Under the statute, safety cannot be extrapolated. 

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be 
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations: 

Extrapolated from: 
Population minimum maximum 

Adult Studies? Other Pediatric 
Studies? 

 Neonate    wk.    mo.    wk.    mo.   

 Other    yr.    mo.    yr.    mo.   

 Other    yr.    mo.    yr.    mo.   

 Other    yr.    mo.    yr.    mo.   

 Other    yr.    mo.    yr.    mo.   

 All Pediatric 
Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.   

Are the indicated age ranges (above) based on weight (kg)?  No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

Note: If extrapolating data from either adult or pediatric studies, a description of the scientific data supporting 
the extrapolation must be included in any pertinent reviews for the application. 

 

If there are additional indications, please copy the fields above and complete pediatric information as 
directed.  If there are no other indications, this Pediatric Page is complete and should be entered into DFS 
or DARRTS as appropriate after clearance by PeRC.  
 
 
This page was completed by: 
 
{See appended electronic signature page} 
___________________________________ 
Regulatory Project Manager 
 
 
FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE PEDIATRIC AND MATERNAL HEALTH 
STAFF at 301-796-0700 
 
(Revised: 6/2008) 
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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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Newman, Tyree

From: Higgins, Janet
Sent: Friday, August 16, 2013 12:35 PM
To: lwittmer@ceptaris.com
Cc: Newman, Tyree
Subject: Revised label for your NDA 20317: VALCHLOR™  respond by  Monday 2pm EST, August 

19, 2013
Attachments: NDA 202317 Proposed labeling 9Aug13_final tracked_DHP.DOC; NDA 202317 

Medication Guide 9Aug13_final tracked_DHP.DOC

Good Afternoon Dr. Wittmer, 
 
Please refer to the attached revised label for your NDA 20317: VALCHLOR™.  Please respond by Monday 2pm EST, 
August 19, 2013(in track change version).   It is also necessary to submit officially to the NDA on Monday, August 19, 
2013. 
 
Sincerely, 
 
Janet Higgins on behalf of Tyree Newman 
 
Janet G. Higgins 
Regulatory Health Project Manager 
Division of Hematology Products 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration  
10903 New Hampshire Avenue, Rm 2331 
Silver Spring, MD 20903	
	
(240) 402-0330 (phone) 
(301) 796-9845 (fax) 
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Newman, Tyree

From: Newman, Tyree
Sent: Wednesday, July 31, 2013 4:51 PM
To: 'lisa wittmer'
Cc: Jaci Yeager
Subject: RE: NDA 202317:  Tube labels and Carton advice
Attachments: 10726dft 04-19-13.pdf

Good afternoon Lisa, in response to your July 29, 2013, email inquiring about the rationale for the proprietary 
name to appear in title case on the container label and carton labeling.  The review team has referenced 
guidance that supports the use of title case for optimizing the readability of the name.  This recommendation 
can be found in the attached Labeling Guidance for Industry, "Safety Considerations for Container Labels and 
Carton Labeling Design to Minimize Medication Errors". 
 
Please inform me if you have any additional questions. 
 
Kind regards,  
 
Tyree   
 
 
Tyree Newman  
Sr. Regulatory Health Project Manager  
Food and Drug Administration  
Office of New Drugs  
Immediate Office  
Therapeutics Biologics and Biosimilars Team  
10903 New Hampshire Ave.  
Silver Spring, MD 20993  
301-796-3907 (phone)  
Tyree.Newman@fda.hhs.gov  
 
 
 

From: lisa wittmer [mailto:lwittmer@ceptaris.com]  
Sent: Monday, July 29, 2013 4:21 PM 
To: Newman, Tyree 
Cc: Jaci Yeager 
Subject: RE: NDA 202317: Tube labels and Carton advice 
 
Hi Tyree, 
Thank you for your email. I have left you a voicemail message.  The examples I mentioned on the voicemail message 
are:  VIBATIV®, PROCYSBI®, RIXUBIS®, ILARIS®, RAVICTI® and XGEVA®. 
Lisa 
 

From: Newman, Tyree [mailto:Tyree.Newman@fda.hhs.gov]  
Sent: Monday, July 29, 2013 3:34 PM 
To: lisa wittmer 
Cc: Jaci Yeager 
Subject: NDA 202317: Tube labels and Carton advice 
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Good afternoon Lisa, your edits to the carton and container labeling sent to us on July 26, 2013, are under review 
however, the review team wanted to advise you of the following: 
 
We continue to recommend that you revise the proprietary name to appear in title case (e.g. Valchlor) on the 
container labels and carton labeling. 
 
Please inform me if you have any questions. 
 
Kind regards, 
 
Tyree 
 
 
Tyree Newman  
Sr. Regulatory Health Project Manager  
Food and Drug Administration  
Office of New Drugs  
Immediate Office  
Therapeutics Biologics and Biosimilars Team  
10903 New Hampshire Ave.  
Silver Spring, MD 20993  
301-796-3907 (phone)  
Tyree.Newman@fda.hhs.gov  
 
 

From: lisa wittmer [mailto:lwittmer@ceptaris.com]  
Sent: Friday, July 26, 2013 2:01 PM 
To: Newman, Tyree 
Cc: Jaci Yeager 
Subject: NDA 202-317: Tube labels and Carton artwork 
 
Tyree, 
Please find attached the updated tube labels and carton artwork.  Your prior email dated July 22, 2013 references an 
example of FDA’s required format for presentation of the brand/common name, but there was no example 
included.  Nonetheless, Ceptaris has adjusted the logo according to FDA’s suggestions and increased the font size of the 
common name so that the lower case letters measure half of the size of the brand name letters.  In addition to 
addressing FDA’s comments, we have made other changes to make the text consistent with FDA’s feedback on the PI 
and Med Guide and added the list of inactive ingredients (in alphabetical order).  We will submit these formally on 
Monday.  Please let me know if you have any questions. 
Lisa 
 
Lisa Wittmer 
 
Lisa Wittmer 
Vice President, Global Regulatory Affairs 
Ceptaris Therapeutics, Inc. 
101 Lindenwood Drive, Suite 400 
Malvern, PA  19355 
Office:  610‐975‐9290 
Mobile:  484‐431‐7991 
Fax:  610‐975‐9012 
eMail:  lwittmer@ceptaris.com 
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Confidentiality Notice: This electronic mail transmission is privileged and confidential and is intended only for the review of the party to whom it is addressed. If you 
have received this transmission in error, please immediately return it to the sender. Unintended transmission shall not constitute waiver of the attorney-client or any 
other privilege. 
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Contains Nonbinding Recommendations 

Draft – Not for Implementation 

2

This guidance does not apply to over-the-counter (OTC) drug products.39
40

This is the second in a series of three guidance documents that the Food and Drug 41
Administration (FDA) is issuing to help minimize medication errors.  The first guidance focuses 42
on minimizing risks associated with the design of the drug product and its container closure 43
system.4  The third planned guidance will focus on best practices for the development and testing 44
of proposed proprietary names to minimize risks associated with drug product nomenclature, 45
such as proprietary names that look or sound like the name of another product (e.g., look-alike or 46
sound-alike names). 47

48
FDA’s guidance documents, including this guidance, do not establish legally enforceable 49
responsibilities.  Instead, guidance documents describe the FDA’s current thinking on a topic and 50
should be viewed only as recommendations, unless specific regulatory or statutory requirements 51
are cited.  The use of the word should in FDA’s guidance means that something is suggested or 52
recommended, but not required. 53

54
II. BACKGROUND 55

56
Medication errors are a significant public health concern that account for an estimated 7,000 57
deaths annually in the United States.5  In July 2006, the Institute of Medicine (IOM) published a 58
report titled Preventing Medication Errors.   The report cited labeling and packaging issues as 59
the cause of 33 percent of all medication errors and 30 percent of fatalities from medication 60
errors.6  The IOM emphasized that “[p]roduct naming, labeling, and packaging should be 61
designed for the end user — the provider in the clinical environment and/or the consumer.”762
More specifically, the report urged FDA to address safety issues related to product labeling and 63
nomenclature using the principles of cognitive and human factors engineering.864

65
On September 27, 2007, the reauthorization and expansion of the Prescription Drug User Fee Act 66
(PDUFA IV) was signed into law as part of the Food and Drug Administration Amendments Act 67
of 2007 (FDAAA) (Public Law 110-85).  As part of the PDUFA IV reauthorization, FDA 68
committed to certain performance goals, including measures to reduce medication errors related 69
to look-alike and sound-alike proprietary names, unclear label abbreviations, acronyms, dose 70

4 See the FDA draft guidance for industry Safety Considerations for Product Design to Minimize Medication Errors 
(December 2012).  When final, this guidance will represent FDA’s current thinking on this topic.  For the most 
recent version of a guidance, check the FDA Drugs guidance Web page at 
http://www fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default htm.

5 Phillips DP, Christenfeld N, and Glynn LM. Increase in US Medication-Error Deaths between 1983 and 1993. The 
Lancet. 351:643-644, 1998. 
6 Aspden P, Wolcott JA, Bootman JL, Cronenwett LR, eds. Preventing Medication Errors. Institute of Medicine, 
The National Academies Press: Washington DC. 2006. Chapter 6: p. 275. 
7 IOM, Preventing Medication Errors. Chapter 6, Recommendation 4, p. 280. 
8 IOM, Preventing Medication Errors. Chapter 6, Actions to Improve Drug Naming, Labeling, and Packaging, p. 
281-282.  
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designations, and error-prone labeling and packaging designs.9  In June 2010, FDA held a public 71
workshop and opened a public docket to receive comments on these topics.10  This guidance and 72
the companion guidances described in section I of this guidance present FDA’s 73
recommendations and conclusions after reviewing this public input.74

75
III. GENERAL CONSIDERATIONS 76

77
The format and content of prescription drug and biological product labels and labeling must 78
comply with FDA regulations in 21 CFR part 201 for drugs and 21 CFR part 610 Subpart G- 79
Labeling Standards for biologics, and should conform with all labeling requirements required by 80
the United States Pharmacopeia (USP).  Although this guidance refers to some aspects of those 81
requirements as they relate to the prevention of medication errors, product sponsors should refer 82
to the regulations and USP for the full requirements.  83

A. Poor Design of Product Container Labels and Carton Labeling Can Obscure 84
Critical Safety Information 85

86
Product container labels and carton labeling should communicate information that is critical to 87
the safe use of a medication from the initial prescription, to procurement, preparation and 88
dispensing of the product to the time it is given to the patient.  Poor label design can contribute to 89
medication errors by making it difficult for healthcare professionals, caregivers, and/or patients 90
to readily locate and understand critical safety information.  Examples from reports of 91
medication errors include: 92

93
Key information, such as the product name, strength, and dosage form, is missing; is 94
expressed in a confusing manner; or is not prominently located and displayed. 95

96
Key information does not appear in the same field of vision (i.e., the information is not 97
readable without having to turn or rotate the container). 98

99
Container labels and carton labeling look similar across multiple strengths of the same 100
product or across multiple products within a company’s product line. 101

102
Container labels and carton labeling look similar among multiple products from different 103
manufacturers. 104

105
Container labels and carton labeling are visually cluttered by extraneous text or 106
distracting images and graphics. 107

108
Error-prone abbreviations or symbols are used. 109

9 See letters from the Secretary of Health and Human Services to the Chairman of the Committee on Health, 
Education, Labor, and Pensions of the Senate and the Chairman of the Committee on Energy and Commerce of the 
House of Representatives, as set forth in the Congressional Record 
http://www fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm119243.htm.
10 See April 12, 2010, Workshop Notice and Request for Comments (75 FR 18514), Docket No. FDA-2010-N-0168. 
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110
Text is difficult to read because of font size or style, insufficient color contrast, or other 111
design elements.112

113
Overlapping text is printed on both sides of a clear, transparent, or translucent container 114

 label such as those that might be found on syringes, ampules, vials, intravenous bags or 115
 low-density polyethylene (LDPE) vials. 116

117
B.  Risk Assessment During the Design Stage Can Reduce the Risk of 118

Medication Errors 119
120

It is important to consider the end users and their environment of use during the development and 121
design of a drug product’s label, labeling, and packaging.  Sponsors should assess and minimize the 122
risk of medication errors resulting from the design of product container labels and carton labeling 123
before submitting proposed labels and labeling for FDA review and approval.  Medication error 124
risk assessment should take into account all of the prospective end users and the environments in 125
which the product will be prescribed, dispensed, and used.   FDA recommends applying the 126
principles described in this guidance and testing the overall design using well-established risk 127
assessment methods at the pre-IND stage or during the early stages of label, labeling, and 128
packaging development, and when changes or additions to an already marketed drug product occur 129
throughout the product’s life cycle.  For more information and recommendations on analytical 130
methods for risk assessments, we refer you to the FDA draft guidance for industry Safety131
Considerations for Product Design to Minimize Medication Errors (see footnote 4).132

133
C.   Critical Product Information Should Appear on the Principal Display Panel134

135
The principal display panel (PDP) is the panel of a label that is most likely to be displayed, 136
presented, shown, or examined by the end user.  We recommend that the PDP include the 137
following critical information:   138

139
Proprietary name 140
Established name or proper name141
Product strength 142
Route(s) of administration  143
Warnings (if any) or cautionary statements (if any) 144

145
The information listed above should be the most prominent information on the PDP.   Other 146
information on the PDP such as the Rx-only statement, net quantity statement, manufacturer 147
name, and logo should not compete in size and prominence with the important information listed 148
above.  Information such as the product strength equivalency statement, “each tablet contains” 149
statement, and manufacturer name and logo is best placed on the side or back panel to maximize 150
the prominence of the important information listed above.  151

152
D. Labels Should be Legible, Readable, and Easy to Understand  153

154
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FDA recommends that the text on the container label and carton labeling should be (1) generally 155
oriented in the same direction; (2) placed in the same field of vision (i.e., readable without 156
having to turn or rotate the container); and (3) surrounded by adequate white space to improve 157
readability and avoid crowding.   For FDA regulations related to the readability of product 158
labels, see 21 CFR 201.15.  Important factors to consider include the following:159

160
1.  Container Label Size 161

162
The size of the container label greatly influences the overall container label design.  FDA 163
recognizes that in certain circumstances the container closure system might actually be 164
inseparable from the container label (e.g., LDPE vial, glass ampule, syringe, blister foil backing, 165
and intravenous bag).  In other cases, the container label might be a paper, foil, or clear label that 166
is affixed to the container closure system or blister.   If the container label is too small, important 167
information may not always fit on the principal display panel of the container label.168

169
Ideally, manufacturers should explore approaches to create larger container labels or unique 170
packaging to accommodate all critical information on the immediate product container label.171
FDA regulations provide an exemption from some drug labeling requirements when the 172
container is too small or otherwise unable to accommodate a label with enough space to include 173
all required information, provided that all required information is present on the carton labeling 174
or in the prescribing information (21 CFR 201.10(i)).  In such cases, the container label must 175
include at minimum the product’s proprietary and established name (if any); product strength; lot 176
number; and the name of the manufacturer, packer, or distributor.  USP requires the label of an 177
official drug product to bear an expiration date.11  Therefore, we also strongly recommend 178
including the product’s expiration date.   For biological products, at a minimum, the name of the 179
product, lot number, manufacturer name, and the recommended individual dose for multiple-180
dose containers must be included (21 CFR 610.60(c)).  Such exemptions are not available, 181
however, if the lack of space is caused by failure to use all available space on the container, or 182
the use of label space is for non-required information or other design-related elements (see 21183
CFR 201.15(a)(3) through (a)(5) and 201.15(b)).184

185
2. Text Size and Style  186

187
Sponsors should choose a font that is easy to read, not lightweight or condensed.   A number of 188
published references recommend a larger font size such as 12-point sans serif (e.g., Arial) to 189
improve readability.12,13  FDA recommends the use of at least a 12-point font whenever label size 190
permits. 191

11 USP General Notices: 10. Preservation, Packaging, Storage, And Labeling;10.40.100; Expiration Date and 
Beyond-Use Date. USP has announced plans to relocate this information to General Chapter <7> Labeling in the 
near future. 
12 Design for patient safety:  A guide to the graphic design of medication packaging, National Patient Safety 
Agency, Second Edition, 2007; Design for patient safety: A guide to labeling and packaging of injectable medicines,
National Patient Safety Agency, Edition 1, 2008. 
13Recommendations to the Safe Medication Use Expert Committee by the Health Literacy and Prescription 
Container Labeling Advisory Panel, May and November 2009, United States Pharmacopia (USP), posted April 
2010. 
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3. Contrast of Text and Background Color  192
193

The color contrast between the text and the container label background color should be chosen to 194
afford adequate legibility of the text.  Sponsors should avoid color combinations that do not 195
afford maximum legibility of text (e.g., pale yellow text on white container label background).196

197
Text that is raised or recessed (i.e., embossed or debossed) on clear, transparent, or translucent 198
containers (e.g., LDPE vials) is generally illegible.  For these types of container labels, we 199
recommend individually overwrapping the product so that a legible label is applied to the 200
overwrap, and the product should be retained in the overwrap until it is administered.  201

202
4. Information Crowding and Visual Clutter 203

204
When labels are crowded, text size and prominence are generally decreased, and important 205
information may be difficult to read and/or easily overlooked.  Lines or blocks of text should be 206
separated by sufficient white space to avoid crowding or clutter.  We recommend placing less 207
important information on a side or back panel of the container label and carton labeling, rather 208
than on the PDP, or placing it, as appropriate, in the prescribing information.   209

210
Apart from required information about a product’s manufacturer, distributor or packer (see § 211
201.1), information about business partnerships should not appear on the label or labeling. 212

213
The use of logos, bars, stripes, watermark graphics, lines, and symbols is discouraged on 214
container labels and/or carton labeling because they can distract the reader from important 215
information and add to label clutter.  When such items are included, the graphic design should 216
not compete with, interrupt, or distort important information.   217

218
We recommend not superimposing text over images or logos or placing a logo immediately 219
before or after the proprietary name, because the logo can often look like an additional letter in 220
the proprietary name.  In addition, there should be no intervening written, printed, or graphic 221
matter between the proprietary name, established name, and product strength (see § 201.10(a)).   222

223
Images of tablets and/or capsules can help pharmacists or other healthcare providers confirm 224
they are dispensing the correct medication when comparing the product to be dispensed against 225
the product contained in the commercial container closure system.   If an image is used on the 226
PDP, the image should appear at the bottom of the label and should not compete in size or 227
prominence with the proprietary and/or nonproprietary name and strength information.  Images 228
should represent the actual tablet or capsule and reflect the true size, color, and imprint.  229
Schematic or computer-generated images should not be used. 230

231
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232
5. Dangerous Abbreviations, Acronyms, and Symbols 233

234
Certain abbreviations, acronyms, and symbols are dangerous and should not be used because 235
they are frequently misinterpreted and can lead to mistakes that result in patient harm.  For 236
example, the abbreviation μg for microgram should not be used because it has been mistaken as 237
mg, meaning milligram.  The abbreviation mcg is an appropriate abbreviation for microgram.  238
The abbreviation IU for international unit also should not be used because it has been confused 239
for the intravenous route of administration.  Mistakes can also result from the use of 240
abbreviations, symbols, and dose designations whose meaning is non-standardized and/or 241
unfamiliar to the healthcare professional or other target reader.14  For these reasons, sponsors 242
should avoid using error-prone abbreviations or symbols for product names, doses, and strength 243
designations on container labels and carton labeling.  We refer you to The Joint Commission’s 244
“Do Not Use” list, as well as the Institute for Safe Medication Practices (ISMP) List of Error-245
Prone Abbreviations, Symbols, and Dose Designations for a list of commonly confused 246
abbreviations, symbols, and dose designations.15,16,17247

248
E. Avoid Look-alike Container Labels and Carton Labeling249

250
Look-alike container labels and carton labeling have frequently contributed to product selection 251
errors leading to the dispensing and administration of the wrong drug, wrong strength and/or 252
wrong dose.  Sponsors should create a container label and carton labeling design that is 253
sufficiently distinct from that of their other products and the products of other manufacturers so 254
that the end user is able to correctly identify, select, dispense, and administer the appropriate 255
medication, strength, and dose.   256

257
The potential for product confusion is especially problematic when products with similar looking 258
container labels or carton labeling are customarily stored side-by-side or near one another.  To 259
reduce the risk of error, FDA recommends the following: 260

261
1. Corporate Trade Dress 262

263
Sponsors should avoid or minimize the use of corporate trade dress that could make it difficult 264
for end users to distinguish between different medications or different strengths of the same 265
medication.    266

267

14 FDA/Institute for Safe Medication Practices Campaign to Eliminate Use of Error-Prone Abbreviations, 
http://www.ismp.org/tools/abbreviations/.
15 The Joint Commission 2001; 
http://www.jointcommission.org/assets/1/18/Official Do Not Use List 6 111.PDF.   
16 The Institute for Safe Medication Practices’ List of Error-Prone Abbreviations, Symbols, and Dose Designations, 
2010, http://www.ismp.org/tools/errorproneabbreviations.pdf.
17 USP General Chapters: <1265> Written Prescription Drug Information-Guidelines. 
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268
2. Use of Color  269

270
A common feature of look-alike products is the use of the same or similar colors in the container 271
labels and carton labeling of multiple products across a company’s entire product line or within a 272
line of related products.  We recommend that sponsors use color prudently to bring attention to 273
the product name, strength, and important warning(s).   Sponsors also should bear in mind that 274
(1) individuals can perceive colors differently and some individuals may be colorblind, (2) 275
identification of products by color might replace reading the label, (3) there are a limited number 276
of discernible colors available, and (4) colors can look different under certain lighting conditions.277
Accordingly, color should not be the only element used as a means to distinguish different 278
container label and carton labeling of multiple products across a company’s entire product line or 279
within a line of related products.18280

281
In response to medication errors associated with the use of color on pharmaceutical product 282
container labels, carton labeling, and packaging, FDA held a public hearing on March 7, 2005, to 283
discuss the pros and cons of each of the following applications of color.19  Based on these 284
discussions, FDA recommends the following: 285

286
a. Color Differentiation 287

288
Color differentiation is an effective tool that can (1) differentiate products within a 289
manufacturer’s product line; (2) differentiate strengths within a manufacturer’s product line; and 290
(3) highlight certain aspects of the label, such as important warning statements.  When applying 291
color, sponsors should ensure that the text highlighted by the color has adequate color contrast 292
against the background color.  Color differentiation is most effective when the color used has no 293
association with a particular feature and there is no pattern in the application of the color scheme.   294

295
b. Color Coding 296

297
Color coding is a technique that uses color to designate a specific meaning.  FDA generally 298
recommends avoiding color coding in most instances.  Color coding is reserved for special 299
circumstances and only after human factors testing and feedback on the prototype from all end 300
users is received and evaluated by FDA prior to use. 301

302
The use of color coding on drug labels has been limited and not without risk.  Color coding 303
schemes developed to decrease error may actually increase error when the color is relied upon as 304
a shortcut to proper identification (i.e., not reading the label). Errors can also occur when the 305
color code is not meaningful to end users outside the limited environment where the color coding 306
has an established use (e.g., Broselow Tape in the emergency room, and user-applied, color-307
coded labels in the operating room). 308

18 Medication Errors, Second Edition, 2007, p. 119. 
19 See the Federal Register  notice “Use of Color on Pharmaceutical Product Labels, Labeling, and
Packaging; Public hearing,” February 3, 2005 (70 FR 5687). 
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309
Certain applications of color coding are appropriate.  Examples include the color coding of 310
certain drug product strengths such as warfarin, levothyroxine, and conjugated estrogen-311
containing products.  The colors of the strengths are universally color coded across all 312
manufacturers.  Another example is color coding the caps used for ophthalmic products to 313
distinguish a therapeutic class (e.g., beta-blockers have a yellow cap).  Although color coding the 314
caps is useful to ophthalmologists and some patients in identifying the therapeutic class of 315
medication, it is generally not helpful to end users outside of ophthalmology.  In fact, the color 316
coding has made it difficult for these users to differentiate between drugs within the same 317
therapeutic class when the color code was used on the container label and carton labeling.318
Because these products are typically stored near each other, the similar appearance of the 319
container labels and carton labeling has led to dispensing and administering the wrong strength, 320
wrong dose, and wrong product.  For these reasons, the color coding of ophthalmic products is 321
limited to the cap color.  322

323
IV.   SPECIAL CONSIDERATIONS AND RECOMMENDATIONS  324

325
A. Proprietary, Established, and Proper Names  326

327
Sponsors should maximize the readability of proprietary, established, and proper names on the 328
container label and carton labeling.  We recommend capitalizing only the first letter in the 329
proprietary name because words written in all-capital letters are less legible than words written in 330
mixed case letters.  Moreover, the established or proper name and proprietary name should be 331
displayed in a manner consistent with the FDA regulations, taking into account all pertinent 332
factors, including typography, layout, contrast, and other printing features (for drugs see 21 CFR 333
201.10(g)(2)); for biologic products see 21 CFR 610.62). 334

335
The established name for drug products should include the finished dosage form.  If space does 336
not permit the finished dosage form to appear on the same line as the active ingredient, we 337
recommend placing the finished dosage form on the next line below the active ingredient.338

339
      Mydrug              Mydrug   Mydrug 340

(drugozide injection)     or  (drugozide) injection   or         (drugozide) 341
                      Injection 342

343
For biological products, the proper name for biological products should not include the finished 344
dosage form.  The finished dosage form can appear on the line below the proper name.   345

346
          Mydrug       drugozide 347

          (drugozide)            Mydrug 348
             Injection                                          Injection 349

350
Mixed case or tall man lettering on approved container labels and carton labeling can 351
sometimes be used to help distinguish similar looking, established name pairs that have been 352
confused postmarket.  Dissimilar letters in each of the established names are placed in upper case 353
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letters to bring attention to the point of dissimilarity between the names of concern (e.g., 354
drugMY versus drug).  We recommend that applicants consult FDA’s medication error 355
prevention staff before using this technique and supply data concerning the postmarket confusion 356
concern, a description of how the letter string was selected, and data demonstrating that the 357
proposed presentation will adequately distinguish between the potentially confusing product 358
names.  A list of approved name pairs that use mixed-case typography can be found on the FDA 359
Web page at www.fda.gov/Drugs/DrugSafety/MedicationErrors/ucm164587.htm.360

361
B. Product Strength 362

363
A product’s strength or concentration is critically important information for the end user.   If the 364
product strength is not clearly displayed on the container label, or is expressed in units of 365
measure that are incongruent with those used in the dosing instructions, the wrong strength can 366
be selected or the wrong dose administered (i.e., over- or under-dosing).  We recommend the 367
following measures to avoid or minimize commonly reported dosing errors:    368

369
1.  Strength Differentiation 370

371
Product selection errors leading to under- or over-dosing can occur when different strengths of 372
the same product or similar strengths of different products are stored or displayed in close 373
proximity.  Sponsors should ensure that the product strength stands out on the container label and 374
carton labeling.  Appropriate techniques for this purpose include the use of boxing, a prominent 375
typeface or type weight, and color differentiation, among others.      376

377
2.  Strength Designation   378

379
Product strength designations should use a consistent unit of measure across all elements of the 380
labeling (e.g., container, carton, and prescribing information).  The product strength should 381
match the units of measure described in the DOSAGE AND ADMINISTRATION section of the 382
prescribing information to avoid error.  For example, user confusion and dosing errors can occur 383
if product strength is expressed on the label in percentage, but the directions for dosage and 384
administration of the drug are expressed in milligrams.  Sponsors also should use the same units 385
of measure when labeling multiple products containing the same active ingredient (e.g., use mg386
for milligram to express the strength for all nitroglycerin products rather than using both mg and 387
mcg).   388

389
3.  Small Volume Parenteral Products 390

391
For small volume parenteral products, the product strength should be expressed as total quantity 392
per total volume followed by the concentration per milliliter (mL), as described in the USP, 393
General Chapter <1> Injection.20  A number of overdoses have occurred with small-volume 394

20 USP General Chapter: <1> Injections; Labels and Labeling; strength and total volume for single- and multiple-
dose injectable drug products. USP has announced plans to relocate this information to General Chapter <7> 
Labeling in the near future. 
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parenterals because of healthcare practitioner and patient failure to determine the total amount of 395
drug in the container.  In most cases, the user noticed the concentration (e.g., 10 mg/mL) but 396
failed to see the net quantity (e.g., 10 mL), which often appears in a different location on the 397
container label.  This confusion has led to administration of the entire contents of the container, 398
when only a portion of the total volume was needed.  399

400
To avoid such confusion, the strength per total volume should be the primary and prominent 401
expression on the principal display panel of the label, followed in close proximity by strength per 402
milliliter enclosed by parentheses. For example: 403

404
500 mg/10 mL 405
 (50 mg/mL)  406

407
408

If the product contains a volume of less than 1 mL, the product should never be labeled with a 409
concentration of mg/mL, since this may lead end users to mistakenly think the container has 410
more drug in it than it actually does, which can lead to under-dosing. For containers holding a 411
volume of less than 1 mL, the strength per fraction of a milliliter should be the only expression 412
of strength.  For example: 413

414
    12.5 mg/0.625 mL  415
     or  416
    12.5 mg per 0.625 mL 417

418
4.  Expression of Strength for Dry Powder Products  419

420
Dry powder products should express the strength in terms of the total amount of drug per vial as 421
follows: 422

423
  XX mg/vial     or  XX mg per vial  424

425
Instructions for reconstituting the product and the resultant concentration should be included on 426
the vial, if space permits.  These instructions will inform persons responsible for preparing the 427
product what type and volume of diluent should be used for reconstitution, and the amount of 428
drug contained in each milliliter once reconstituted.  If space permits, information on the 429
expiration date and post-reconstitution storage should also be included.430

431
5. Salt Nomenclature 432

433
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When a product contains an active ingredient that is a salt, the USP Salt Policy should be applied434
when naming and labeling drug products.21435

436
6. Prodrugs 437

438
For prodrugs, the product strength should be expressed in terms of the established or proper 439
name of the prodrug — for example, Valtrex (valacyclovir hydrochloride tablets) is a prodrug for 440
acyclovir.  After oral administration, valacyclovir hydrochloride is rapidly absorbed from the 441
gastrointestinal tract and nearly completely converted to acyclovir.  Therefore, the strength of 442
this product is based on valacyclovir rather than acyclovir. 443

444
7.   Metric Measurements 445

446
The dose or expression of strength should appear in metric units of measure such as mL, mg, and 447
mcg, rather than apothecary or household measurements (e.g., tsp for teaspoon, TBSP for 448
tablespoon, drams, and grains) or ratios (e.g., 1:1000). 449

450
Fatal errors have occurred when healthcare providers or patients miscalculated medication doses 451
when converting from one unit of measure to another (for example, the usual dose is expressed 452
in terms of a milligram unit of measure, but the product strength is expressed as a ratio, requiring 453
conversion of the ratio to a milligram dose). 454

455
8.    Location of Net Quantity Statements456

457
Product selection or dosing errors can occur if the net quantity statement is mistaken for the 458
product strength, leading to under- or over-dosing.  This error generally occurs when the product 459
strength overlaps with the product net quantity (e.g., 100 tablets versus 100 mg) or when the net 460
quantity is presented more prominently on the label than is the product strength.  The net 461
quantity statement should appear on the PDP but should be separate from and less prominent 462
than the statement of strength (e.g., not highlighted, boxed, or bolded).463

464
9. Leading and Terminal Zeros, Decimals, and Commas  465

466
Numbers containing decimal points in the declaration of strength can lead to tenfold dosing 467
errors when the decimal point goes unseen (e.g., 4.0 mg is seen as 40 mg, or .4 mg is read as 4 468
mg).  To minimize such errors, the quantity of active ingredient in the statement of strength 469
should be presented in whole numbers, and not with a decimal point that is followed by a 470
terminal zero (e.g., 4 mg, not 4.0 mg).  Conversely, decimal numbers smaller than one should 471
always be preceded by a zero (e.g., 0.4 mg, not .4 mg).  This serves to enhance the visibility of 472
the decimal point.     473

474

21 USP General Chapters <1121> Nomenclature; Monograph Naming Policy for Salt Drug Substances in Drug 
Products and Compounded Preparations. 
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Commas should be used for numbers 1,000 and above to improve the legibility of larger 475
numerals. 476

477
C. Route(s) of Administration  478

The route of administration should be described without abbreviation.  We recommend using 479
positive statements such as “for intravenous use,” “give by subcutaneous injection,” or “topical 480
use only.”  Negative statements such as “NOT for intrathecal use” should not be used because it 481
is easy to overlook the word “not,” even when it is emphasized by bolding, underlining, or other 482
means.  Using affirmative statements will help to ensure that end users understand the intended 483
route of administration, even if they do not read every word.22,23,24484

485
D. Warnings for Critical Information  486

487
When warning statements are added to the container label or carton labeling, they should be 488
written affirmatively.  Non-affirmative warning statements have been confused.  For example, 489
the warning “Not for intrathecal use” has been confused as “For intrathecal use.”  Affirmative 490
statements such as “For Intravenous Use Only,”  “Fatal if given by any other route,” or “Must 491
Dilute Before Use” are more easily understood.492

E. Expiration Dates  493
494

Currently, manufacturers use various ways to express the expiration date on a product label.495
Some express the expiration date with the month and day, while others use the month and year.  496
Most use abbreviations to express these dates (e.g., MA12). The use of abbreviations for 497
expiration dates has led to confusion, misinterpretation, and sometimes delays in treatment 498
because the abbreviation was interpreted incorrectly.  For example: “MA” could mean March or 499
May, whereas the number 12 could represent the day, month, or year.  Accordingly, FDA 500
recommends the expiration date be expressed in a standard format, using three-letter text for the 501
month, two-digit numerals for the day (if included), and four-digit numerals for the year, as 502
shown below:503

504
    MMMYYYY (e.g., JAN2013) 505

    or 506

    MMMDDYYYY (e.g., JAN012013)507

F. Bar Codes  508
509

22 Eastman Kodak Company.  Ergonomic Design for People at Work, Second Edition. Chengalur SN, et al., eds. 
Hoboken, NJ: John Wiley & Sons, 2004. 
23 Handbook of Warnings. Wogalter MS, ed. Mahwah, NJ: Lawrence Erlbaum Associates, 2006. 
24 Proctor RW, Vu KL. Handbook of Human Factors in Web Design. United Kingdom: Routledge, 2005. 
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A bar code should be placed on the immediate container label and carton labeling of most drug 510
products.  The barcode should be surrounded by enough white space to allow scanners to read 511
the bar code properly (see 21 CFR 201.25(c)(2)).  Print density should be consistent to allow for 512
an accurate scan.  The bar code should be placed in a conspicuous location (e.g., not on the 513
bottom of a carton) where it will not be difficult to read because of distorted text.  Additionally, 514
the barcode should be placed in an area where it will not be damaged because it appears at the 515
point of label separation (e.g., perforation). 516

G. National Drug Code Numbers  517
518

Each listed drug product25,26   is assigned a unique 10-digit, 3-segment number known as the 519
national drug code (NDC).  The NDC number identifies the labeler, product, and commercial 520
package size.27,28    When selecting the product code for NDC numbers of drug products with 521
multiple strengths, FDA recommends the following:  522

523
Avoid assigning product codes that are numerically similar or identical.  The similarity of the 524
product code numbers has led to selecting and dispensing of the wrong strength and wrong drug.525
The middle digits are traditionally used by healthcare providers to check the correct product, 526
strength, and formulation.  Therefore, assignment of sequential numbers for the middle digits is 527
not an effective differentiating feature (e.g., 6666, 6667, and 6668), nor is using the identical 528
product code for injectable products containing the same concentration of drug but different total 529
volumes.   For example, injectable products might contain the same product concentration but 530
contain a different total amount of drug in the container because of differences in the fill volume 531
(e.g., 20 mg/2 mL (10 mg/mL), 40 mg/4 mL (10 mg/mL)).  When the same product code number 532
is used for all of the different containers, healthcare practitioners have had difficulty 533
distinguishing the difference in total drug content.  Each of these injectable products should 534
therefore have a different product code assigned.  Another example is when injectable products 535
contain the same concentration and same total drug content but delivers different volumes or 536
doses.  For example, a drug might be marketed in two prefilled pen devices, each containing a 10 537
mg/mL solution, and total volume of 3 mL.  However, one device might deliver dosages of 5 mg 538
(0.5 mL) and the other might deliver dosages of 10 mg (1 mL).  Each of these prefilled pens 539
should be assigned a different product code to help avoid confusion between the two products. 540

541

25 Under section 510 of the Federal Food, Drug and Cosmetic Act (FD&C Act) (21 U.S.C. 360), as amended, and 
part 207 of FDA’s regulations, with some limited exceptions, firms that manufacture, prepare, propagate, 
compound, or process drugs in the United States or drugs that are offered for import into the United States must be 
registered with the FDA (see 21 U.S.C. 360(b), (c), (d), and (i)). Every person who registers must, at the time of 
initial registration, list all drugs manufactured, prepared, propagated, compounded, or processed for commercial 
distribution (21 U.S.C. 360(j)(1)) (see also 21 CFR 207.20).  Drug listing information must be updated in June and 
December each year. These updates must include drugs not previously listed (if any), and certain changes to 
information for previously listed drugs (21 U.S.C. 360(j)(2); 21 CFR 207.21(b) and 207.30).  
26 Information regarding FDA's Drug Registration and Listing is available on FDA’s Web site at 
http://www fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/DrugRegistrationandListing/default htm.
27 See 21 CFR 207.35(b)(3) for specific format requirements. 
28 Information regarding FDA’s NDC Directory is available on FDA’s Web site at 
http://www fda.gov/Drugs/InformationOnDrugs/ucm142438 htm.
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If for some reason the middle digits cannot be revised, increase the prominence of the middle 542
digits by increasing their size in comparison to the remaining digits in the NDC number or put 543
them in bold type.  For example: XXXX-XXXX-XX.544

545
Avoid the reuse of NDC numbers.  The reuse of NDC numbers has led to the dispensing and 546
administration of the wrong drug or wrong strength.547

548
H. Controlled Substance Schedule  549

550
Each commercial container of a controlled substance must prominently display the controlled 551
substance schedule (i.e., CII through CV) as described in 21 CFR 1302.03 and 1302.04.  The 552
controlled substance schedule and the proprietary or established name should be separated by 553
white space, not directly juxtaposed.  For injectable drugs that are classified as Schedule IV 554
controlled substances, FDA recommends the designation “CIV” rather than “C-IV.”  This is 555
because “-IV” can be misread as an abbreviation for intravenous, leading to administration of the 556
product by the wrong route, or as a number, leading to misinterpretation of the product strength 557
as 4 mg.   558

559
V.   OTHER SPECIAL CONTAINER LABEL AND CARTON LABELING 560

CONSIDERATIONS 561
562

A. Unit Dose Blister Pack Presentations 563
564

Various configurations are available for products packaged in blister packs.  For example, they 565
can be a strip of individual blister cells (unit doses) or they can be a sheet containing multiple 566
tablets for a particular duration of therapy (e.g., 3 days, 5 days, monthly).  The size of a unit-dose 567
blister is generally small, and blisters are often torn apart, punctured, or removed from the outer 568
carton by the end user.  Therefore, FDA recommends the following when developing the 569
container label and carton labeling for these packs: 570

571
1.  Blister Cell Label 572

573
Ideally, the proprietary and established name, strength, lot number, expiration date, bar code, and 574
manufacturer should appear over each blister cell so that this important information remains 575
available to the end user up to the point at which the last dose is removed.  Each blister should 576
include only one dosage unit per blister (e.g., one tablet, one capsule). 577

578
In certain cases it may not be possible to design the packaging to accommodate all critical 579
information on each blister cell.  In such circumstances, a random display of the information can 580
appear multiple times across the back of the blister or the important information should be 581
displayed in such a manner that it is not destroyed or eliminated when dosage units are removed. 582

583
2. Product Strength 584

585
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The product strength on the principal display panel and other panels of the blister carton labeling 586
should describe the milligram amount of drug per single unit (e.g., tablet, capsule) so that there is 587
no confusion as to how much product is contained in a single unit as compared to the total 588
contents of the entire blister card.  We recommend the following: 589

590
   XX mg per tablet or XX mg per capsule 591

592
3. Blister Cell Label Material and Readability593

594
Color, type size, and font style should be carefully chosen based on the material used for the 595
blister cell backing.  Because the legibility of text printed on foil might be impaired due to the 596
reflective nature of the material, it is important to ensure that information printed on foil is 597
readily legible.  When possible, a non-reflective material should be used to enhance readability 598
of product information.       599

600
4.  Blister Pack Label Design  601

602
Careful consideration should be given to the overall design of a blister pack label so that it does 603
not lead to confusion and error.  Sponsors should limit the number and variety of blister packs, 604
and ensure that the packaging configuration makes sense for the dosage and administration of the 605
drug product and the intended patient population.  Although special packaging for specific 606
treatment regimens might improve patient compliance and minimize the risk of accidental 607
exposures to the drug, they can also be confusing and prone to dosing errors if not designed 608
properly.  Blister labeling design factors that have been associated with reported medication 609
errors include, but are not limited to, the following: 610

611
Presenting and sequencing doses in ways that do not match the product’s approved usual 612
dosage, leading to administration of the wrong dose.  For example, the blister labeling 613
presents the product or labels the product in a manner that provides for a fixed dose (e.g., 614
twice-a-day dose) but the approved usual dosing regimen is variable (e.g., once or twice 615
daily). 616

617
Labeling doses in the package with days of the week when the dosage and administration 618
does not require such sequencing.  For example, a packaging configuration labeled with 619
the days of the week (e.g., Mon., Tues., and Wed.) can lead to delays in starting therapy 620
because patients wait to start their medication on the first specified day. 621

622
Numbering each blister cell in sequence, such as controlled substances packaged in a 30-623
tablet blister pack and numbered from 1 to 30.  Although this may be convenient for 624
record keeping of controlled substances in facilities, the number has been confused for 625
the tablet strength. 626

627
Providing more doses than needed for a single course of treatment, leading to excessive 628
duration of therapy (e.g., a 20-tablet pack for a product that should be administered once 629
daily for a total of 5 days).630
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631
B. Labeling of Ferrules and Cap Overseals  632

633
Vials for injectable drug products often include elastomeric closures (stoppers), which are 634
connected to the vials by bands, or ferrules.  A cap overseal is a disc over a ferrule that protects 635
the stopper.  The ferrule and cap should be prominently visible on the vial immediately before 636
administering the drug product.  Given their location, the information provided on ferrules and 637
caps of medication vials has a critical role in providing crucial information to the healthcare 638
provider and should be limited to important safety messages critical for the prevention of 639
imminent, life-threatening situations.  If no cautionary statement is necessary, the top surface of 640
the vial, including the ferrule and cap overseal, should remain blank.  Other statements (e.g., lot 641
numbers) can appear on the side of the ferrule but should not detract from any cautionary 642
statement appearing on the top surface.   643

644
The USP created a Labeling on Ferrules and Cap Overseals section of General Chapter <1> 645
Injections, which will become official on December 1, 2013.  Applicants and sponsors should 646
comply with the recommendations set forth in the revised USP General Chapter <1>.29647

648
C. Color Closure System for Concentrated Potassium Chloride  649

650
The use of a black closure system on a vial (e.g., a black flip-off button and a black ferrule to 651
hold the elastomeric closure), or the use of a black band or series of bands above the constriction 652
on an ampule, is used only for Potassium Chloride for Injection Concentrate.  This unique color 653
closure system differentiates this concentrated strength of potassium chloride from other less 654
concentrated strengths of potassium chloride and alerts the end user that the product is more 655
concentrated.30  As such, a black cap/ferrule/lines should not be used on any other drug product.656

657
D. Labels for Large Volume Parenterals 658

659
FDA receives many reports of confusion and errors involving large-volume parenteral products. 660
These reports cite similarity of the containers, lack of prominence of important information on 661
the label, and label clutter.  These concerns were addressed at a joint public meeting held by 662
FDA, ISMP, and USP in 2007.31  Based on the information and recommendations presented at 663
the public meeting, FDA considers the following information to be essential for the container 664
label of large volume parenterals: 665

666
Name and strength 667
Statement “Do not add supplementary …to the Y port…” 668
Statement “Sterile”  669

29 USP General Chapters; General Test and Assays <1> Injections; Packaging Containers for Injections. USP has 
announced plans to relocate this information to General Chapter <7> Labeling in the near future. 
30 USP General Chapters; General Test and Assays <1> Injections; Packaging Containers for Injections. USP has 
announced plans to relocate this information to General Chapter <7> Labeling in the near future. 
31  See the Federal Register notice “Improving Patient Safety by Enhancing the Container Labeling for Parenteral 
Infusion Drug Products; Public Meeting,” November 28, 2006 (71 FR 68819). 
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Statement “Each 100 mL contains…..”  670
General and/or Special Storage Requirements such as: 671

o “See USP Controlled Room Temperature” 672
o “Protect from Freezing” should only be used if the drug product is 673

adversely affected by freezing32674
Labels of Ports (e.g., arrows with “med” or “set”) 675
Barcode676
Lot number and Expiration Date 677
Recycling code symbol 678
Statement  “For use only with a calibrated infusion device”  679
Revision date 680
 “See prescribing information” (not “see package insert”)  681
“Additive compatibility, consult pharmacist” (not  “Compatibility of additives, check 682
with a pharmacist”)  683

684
The following information is considered label clutter and should not be included on the large 685
volume parenteral container label or presented, as appropriate, in the prescribing information: 686

687
All secondary trademark information (e.g., “VisIV”, “Intravia” Container) 688
Symbols (e.g., circles that represent strength) should not be included on the container 689
label or in the prescribing information 690
Statements such as “Caution – check for minute leaks by squeezing container firmly…” 691
and “If leaks are found…” 692
Statement “Use only if solution is clear and container is undamaged” 693
Statements about “series connection” should not be included on the container label or in 694
the prescribing information  695
Osmolarity statement 696
Lactic acidosis statement (e.g., on lactated ringers bags) 697
Statements such as “printed in USA”   698
Manufacturer full address 699
Statements such as “Dose intravenously as directed by physician” should not be included 700
on the container label or in the prescribing information  701
Statement “Whenever possible use central route”  702
pH statement  703
Blood transfusion warning 704
Statements such as “non-pyrogenic”  705
Warnings for purposes of interstate commerce should not be included on the container 706
label or in the prescribing information  707

708

32 USP General Notices: 10.30.90. Protection From Freezing.  USP has announced plans to relocate this information 
to General Chapter <7> Labeling in the near future.
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E. Transferable or Peel-Off Labels for Injectable Medications 709
710

Currently, once an injectable medication is withdrawn from the commercial container closure 711
(e.g., vial or ampule) into a syringe for administration, the syringe no longer provides 712
information needed by the end user to verify the drug name and strength prior to administration.  713
Such unlabeled medication has led to administration of the wrong drug and wrong strength. 714

715
FDA recommends that sponsors develop, when possible, a transferable or peel-off label for the 716
commercial container of injectable products.  This type of label can help to minimize the use of 717
unlabeled syringes because the label would be attached to the commercial container closure, 718
present at the point of product preparation, and not be discarded as in the case with other 719
auxiliary labels often provided with the carton.720

721
F. Double-sided Labels and Labeling  722

723
Printing information on both the front and back panels of labels and labeling can be an effective 724
way to present safety information and, if done correctly, can help prevent medication errors. 725
When double-sided printing is used on clear, transparent, or translucent labels and labeling, such 726
as LDPE vials or intravenous bags, the text should be readable in both the upright and inverted 727
positions and should not overlap with other text.    728

G. Pharmacy Bulk Packages  729
730

For Pharmacy Bulk Packages (PBPs), a prominent, boxed declaration reading “Pharmacy Bulk 731
Package – Not for Direct Infusion” should be placed on the principal display panel following the 732
expression of strength.  This statement can be made more prominent by using boldface type, 733
large size type, or a contrasting color.  The container label for PBPs should not include 734
graduation marks.  735

H. Communication of Important Product Changes  736
737

Changes to marketed products such as new strengths or concentrations, or changes in 738
formulation, or changes in certain inactive ingredients should be communicated to health 739
practitioners on the container label, if space permits, and on the carton labeling.  For example, a 740
change in product strength should be communicated as “New Strength” or “Note New Strength.”  741
This statement should appear on the principal display panel for a period of 6 months.   742

743
I. Dosing Devices 744

745
Dosing devices included with a drug product should be appropriate for the dosages to be 746
measured.33  The dosing device should deliver an oral solution in a volumetric unit of measure, 747

33 See the FDA guidance for industry Dosage Delivery Devices for Orally Ingested OTC Liquid Drug Products
addresses issues concerning dosing devices for OTC liquid drug products (available at 
http://www fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default htm.
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preferably milliliters (mL), consistent with recommended dosing.  For example, sponsors should 748
not create an oral syringe that is calibrated in milligrams rather than milliliters. 749

750
J. Product Samples 751

752
Each product sample unit must bear a label that clearly denotes its status as a drug sample (e.g., 753
“sample,” “not for sale,” “professional courtesy package” (21 CFR 203.38(c)).  At a minimum, 754
product sample labels must also include the proprietary and nonproprietary names; product 755
strength; lot number; and the name of the manufacturer, packer, or distributor of the drug (21 756
CFR 201.10(i)).  We also strongly encourage including the expiration date and NDC number.  757
Professional samples packaged as packs or kits should not be labeled with terms such as starter,758
starter samples, and patient starter pack.34 In addition, the sponsor should consider providing a 759
blank open space on the label so the provider of the drug sample can write or affix a label with 760
the patient name and specific instructions for use.   761

K.   Package Type 762
763

Including the package type on container labels and carton labeling (e.g., single-dose and 764
pharmacy bulk packages) is important in situations where it is unclear how the medication 765
should be safely handled and used simply by viewing the container.  For example, vials 766
containing a specific quantity of a drug product intended to be used as a single dose on a single 767
patient should include the term single dose on the vial to differentiate them from multiple-dose 768
vials and alert the user to the appropriate use of the product.769

770
In addition, when the product appears to be in a child-resistant container (e.g., unit-dose blister) 771
but the container is NOT in fact child-resistant, it is important to include a statement on the label 772
indicating the package is not child-resistant.  For example, “This package is not child-resistant.  773
If dispensed for outpatient use, a child-resistant container should be used.” 774

775
USP General Chapter <659> Packaging and Storage Requirements includes package-type terms 776
and definitions. 777

L.   Quick Response Code778
779

A Quick Response Code (QR code) is a type of matrix bar code (or two-dimensional bar code) 780
that can be read by a mobile phone.  QR codes may provide various bits of information (e.g., 781
Internet address, phone numbers).  FDA has not developed a formal position on the use of QR 782
Codes.  If a manufacturer uses a QR code, we recommend that it appear on the side or back panel 783
of the container label or carton labeling, away from the bar code and in a size that does not 784
compete with, distract from the presentation of other required or recommended information on 785
the label.   786

34 See the final rule “Prescription Drug Marketing Act of 1987; Prescription Drug Amendments of 1992; Policies, 
Requirements, and Administrative Policies” (December 3, 1999, 64 FR 67720 at 67742), available at 
http://www.gpo.gov/fdsys/pkg/FR-1999-12-03/pdf/99-30954.pdf.
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GLOSSARY787
788

Container Closure System: A container closure system refers to the sum of packaging 789
components that together contain and protect the dosage form.  This includes primary packaging 790
components and secondary packaging components, if the latter are intended to provide additional 791
protection to the drug product.  A packaging system is equivalent to a container closure system.792

793
Corporate Trade Dress: As used in this guidance corporate trade dress means the manner in 794
which a company packages, wraps, and labels, a drug or biologic product including the use of 795
color schemes, sizes, designs, shapes, and placements of words or graphics on a container label 796
and/or carton labeling. 797

798
End user: End users include, but are not limited to, the patient, patient’s caregiver, the 799
prescribing physician, nurse, pharmacist, pharmacy technician, and other individuals who are 800
involved in routine procurement, stocking, storage, and administration of medications (e.g., 801
medication technicians).  802

803
Established Name:   Section 502(e)(3) of the FD&C Act (21 U.S.C. 352) states that “the term 804
‘established name,’ with respect to a drug or ingredient thereof, means (A) the applicable official 805
name designated pursuant to section 508 [(21U.S.C. 358)], or (B) if there is no such name and 806
such drug, or such ingredient, is an article recognized in an official compendium [see definition 807
below], then the official title thereof in such compendium, or (C) if neither clause (A) or clause 808
(B) of this subparagraph applies, then the common or usual name, if any of such drug or such 809
ingredient, except that where clause (B) of this subparagraph applies to an article recognized in 810
the United States Pharmacopeia and in the Homeopathic Pharmacopeia under different official 811
titles, the official title used in the United States Pharmacopeia shall apply unless it is labeled and 812
offered for sale as a homeopathic drug, in which case the official title used in the Homeopathic 813
Pharmacopeia shall apply.”   814

815
Label: As defined in section 201(k) of the FD&C Act (21 U.S.C. 321(k), the term label means a 816
display of written, printed, or graphic matter upon the immediate container of any article, or is 817
easily legible through the outside container or wrapper.   818

819
Labeling: As defined in section 201(m) of the FD&C Act, the term labeling means “all labels 820
and other written, printed, or graphic matter (1) upon any article or any of its containers or 821
wrappers, or (2) accompanying such article.”   822

823
Legibility: Legibility is concerned with how easy it is to distinguish individual letters. Legibility 824
is dependent on the typeface design. 825

826
Official Drug Product: USP General Notices, Section 2.20, Official Articles defines an official827
product as a drug product, dietary supplement, compounded preparation, or finished device for 828
which a monograph is provided.   829

830
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Official Compendium:  Defined in section 201(j) of the Act as “the official United States 831
Pharmacopoeia, official Homoeopathic Pharmacopoeia of the United States, official National 832
Formulary, or any supplement to any of them.” 833

834
Package Type: For the purposes of this guidance, the package type is a description of the 835
container-closure system that drug substances and final drug dosage forms are contained in.836

837
Packaging:  A package or market package refers to the container closure system and labeling, 838
associated components (e.g., dosing cups, droppers, spoons), and external packaging (e.g., 839
cartons or shrink wrap).  A market package is the article provided to a pharmacist or retail 840
customer upon purchase and does not include packaging used solely for the purpose of shipping 841
such articles. 842

843
Principal Display Panel: The term principal display panel refers to the part of a label that is 844
most likely to be displayed, presented, shown, or examined under customary conditions of 845
display on the pharmacy or retail shelf. 846

847
Prodrugs: Prodrugs are products that are converted to another active moiety once ingested. 848

849
Proper name:  For biological products, the proper name means the name designated in the 850
license for use upon each package of the product (21 CFR 600.3(k)). 851

852
Proprietary Name: The exclusive name of a drug substance or drug product owned by a 853
company under trademark law regardless of registration status with the Patent and Trademark 854
Office.855

856
Readability:  Readability refers to the ease with which a reader can scan over paragraphs of 857
type.  Readability is dependent on the manipulation or handling of the type.  A highly legible 858
typeface can be made unreadable by poor typographic design.  Factors that affect readability 859
include: line lengths, point size, leading, typeface selection, spacing, type alignment, and 860
background.861

862
Tall Man Lettering: Tall man lettering involves highlighting the dissimilar letters in two names 863
to aid in distinguishing between the two.35  864

865

35 Institute of Safe Medication Practices, http://www.ismp.org/faq.asp#Question 8.
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PMR/PMC Development Template 
 
This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

 
NDA/BLA # 
Product Name: 

NDA 202317 / Valchlor (mechlorethamine) gel 0.016%. 

 
PMR Description: 

 
An assessment and analysis of spontaneous reports of inadvertent 
exposure of anyone other than the patient who has been exposed to 
Valchlor (Mechlorethamine Hydrochloride) Gel 0.016%.  Specialized 
follow-up should be obtained on these cases to collect additional 
information on the events. Continue the enhanced pharmacovigilance 
for a period of 2 years from the date of approval.   

 
PMR Schedule Milestones: Final Protocol Submission:  10/31/13 
 Study Completion:  10/31/15 
 Final Report Submission:  12/31/15 
 

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

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 

 
Knowledge of actual experience in clinical use is needed to inform safety further. 

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is a 
FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new safety 
information.” 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 
 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to assess 
or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the FDA 
is required to establish under section 505(k)(3) has not yet been established and is thus not sufficient 
to assess this known serious risk, or has been established but is nevertheless not sufficient to assess 
or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as defined 
below (e.g., observational epidemiologic studies), animal studies, and laboratory experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a serious 
risk 

 
 Clinical trial: any prospective investigation in which the sponsor or investigator determines the 
method of assigning investigational product or other interventions to one or more human subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the study 
or trial will be performed in a subpopulation, list here. 

Inadvertent exposure of others is an uncertain safety hazard during use of this topical chemotherapy 
intended for home use.  
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• Expedited reports of both serious and non-serious outcomes for all initial and 
follow-up adverse drug experiences resulting from secondary exposure to the skin, 
mucous membranes, and eyes of individuals other than the patients being treated 
submitted as Postmarketing 15-day “Alert Reports”; 

• A summary and line listing of all secondary exposure events from postmarketing 
sources, including consumer reports, solicited reports, and foreign reports 
submitted in each PADER/PBRER; and 

• Documentation of attempts to contact all reporters of events, and obtain findings 
about the events, including but not limited to the circumstances leading to the 
exposure, ultimate highest severity of the exposure, and resolution status. 

 
 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 

Continuation of Question 4 
 

 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, background 
rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, different disease 
severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

      
 
5. Is the PMR/PMC clear, feasible, and appropriate? 
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 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine feasibility, 
and contribute to the development process? 

 
 Check if this form describes a FDAAA PMR that is a randomized controlled clinical trial  

  
If so, does the clinical trial meet the following criteria? 

 
 There is a significant question about the public health risks of an approved drug 
 There is not enough existing information to assess these risks 
 Information cannot be gained through a different kind of investigation 
 The trial will be appropriately designed to answer question about a drug’s efficacy and safety, and 
 The trial will emphasize risk minimization for participants as the protocol is developed 

 

PMR/PMC Development Coordinator: 
 This PMR/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.  

 
_RCK__________________________ 
(signature line for BLAs) 
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Newman, Tyree

From: Newman, Tyree
Sent: Friday, August 02, 2013 9:31 AM
To: lwittmer@ceptaris.com
Subject: NDA 202317 - Revised proposed PMR  

Good morning Lisa, please see below the revised proposed PMR regarding NDA 202317 for your review, if 
you are in agreement, we ask you to submit both by email and officially a copy of the PMR to us with a 
statement that you agree to perform the trial as described and within the timelines that you specified for the 
trial.  Please confirm agreement with the following proposed wording: 
 
PMR Description: 

 
An assessment and analysis of spontaneous reports of inadvertent 
exposure of anyone other than the patient who has been exposed to 
Valchlor (Mechlorethamine Hydrochloride) Gel 0.016%.  Specialized 
follow-up should be obtained on these cases to collect additional 
information on the events. This enhanced pharmacovigilance should 
continue for a period of 2 years from the date of approval.  The 
following components should be assessed and analyzed in a final 
report: 

 Expedited reports of both serious and non-serious outcomes for 
all initial and follow-up adverse drug experiences resulting from 
secondary exposure to the skin, mucous membranes, and eyes 
of individuals other than the patients being treated submitted as 
Postmarketing 15-day “Alert Reports”;  

 A summary and line listing of all secondary exposure events 
from postmarketing sources, including consumer reports, 
solicited reports, and foreign reports submitted in each 
PADER/PBRER; and 

 Documentation of attempts to contact all reporters of events, 
and obtain findings about  the events, including but not limited 
to - the circumstances leading to the exposure, ultimate highest 
severity of the exposure, and resolution status. 

 
Submit the protocol for FDA review and concurrence before 
commencing the process and before the “Final protocol date below” 

 
PMR Schedule Milestones:         
         
        Final Protocol / Plan Submission:            10/2013  
        Study Completion:                       10/2015  
        Final Report Submission:                 12/2015  
  
Kind regards, 
 
Tyree 
 
 
Tyree Newman 
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Sr. Regulatory Health Project Manager 
Food and Drug Administration 
Office of New Drugs 
Immediate Office 
Therapeutics Biologics and Biosimilars Team 
10903 New Hampshire Ave. 
Silver Spring, MD 20993 
301-796-3907 (phone)  
Tyree.Newman@fda.hhs.gov 
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Newman, Tyree

From: Newman, Tyree
Sent: Thursday, July 18, 2013 5:02 PM
To: lisa wittmer
Subject: NDA 202317 (Valchlor) - Proposed PMR 

Good afternoon Lisa, as we continue our review of your application (NDA 202317, Valchlor), our normal policy is to 
consider labeling and post-marketing studies at this time, so that they can be completed in advance of any action date.  We 
have determined that the following study is necessary as a post-marketing requirements (PMR), based on the data 
available to date.  These brief descriptions of the necessary study, attached, are intended to describe the main 
objectives/characteristics of interest.  Please provide edits and comments in clarifying and specifying mutually acceptable 
descriptions of the key elements needed to fulfill the objective. We are available to discuss by tcon, if needed.  Submit the 
protocol/plan of investigation for FDA review and concurrence prior to initiating.  Note that the "Final Protocol 
Submission" date is the date by which you submit a complete protocol that has already received full concurrence by FDA.
 
Upon mutual agreement, we ask you to submit both by email and officially a copy of the PMR to us with a statement that 
you agree to perform the trials as described and within the timelines that you specify for the trial.  Note that milestone 
dates only need month and year. For milestone calculation purposes only, assume that an approval occurs on the PDUFA 
date.  Please confirm agreement with the wording and/or provide edits in track changes [in WORD] along with the 
proposed milestone: 
 
Perform and report enhanced pharmacovigilence (PV) for Valchlor for 2 years following introduction into the U.S. 
market, to assess risks related to inadvertent exposure of anyone other than the patient to Valchlor, by the following 
additions to routine PV: 
 
 Submit expedited reporting of both serious and non-serious outcomes for all initial and follow-up adverse drug 

experiences as Post marketing 15-day “Alert Reports” indicative of secondary exposure in individuals other than the 
prescribed patient 

 Submit a summary, evaluation, and line listing of all secondary exposure events from postmarketing sources, 
including consumer reports, solicited reports, and foreign reports in each PADER/PBRER. 

 Document your attempts to contact all reporters of events, and findings of the events, including but not limited to - 
identify circumstances leading to the exposure, ultimate highest severity of the exposure, and resolution status. 

 
PMR Schedule Milestones:  
  
 Final Protocol / Plan Submission:  MM/YYYY  
 Study Completion:   MM/YYYY  
 Final Report Submission:  MM/YYYY  
 
Please submit the protocol for FDA review and concurrence before commencing the process and before the “Final 
protocol date below.   
 
Lastly, please provide your response to this proposal by 7/24/13. 
 
Kind regards, 
 
Tyree 
  
Tyree Newman 
Sr. Regulatory Health Project Manager 
Food and Drug Administration 
Office of New Drugs 
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Immediate Office 
Therapeutics Biologics and Biosimilars Team 
10903 New Hampshire Ave. 
Silver Spring, MD 20993 
301-796-3907 (phone)  
Tyree.Newman@fda.hhs.gov 
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Kind regards, 
 
Tyree 
 
 
Tyree Newman 
Sr. Regulatory Health Project Manager 
Food and Drug Administration 
Office of New Drugs 
Immediate Office 
Therapeutics Biologics and Biosimilars Team 
10903 New Hampshire Ave. 
Silver Spring, MD 20993 
301-796-3907 (phone)  
Tyree.Newman@fda.hhs.gov 
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MEMORANDUM OF TELECONFERENCE 
 
Date:    July 15, 2013 
 
Subject: NDA 202317 (Valchlor) – PMC/PMR preliminary discussions 
 
FDA Attendees (Agency):  

 
   Edvardas Kaminskas, M.D., Deputy Director (DHP) 

R. Angelo De Claro, M.D., Medical Officer (DHP) 
Nicole Verdun, M.D., Medical Officer (DHP) 
Diane Leaman, Safety Regulatory Project Manager (DHP) 
Afrouz Nayernama, , Pharm.D., Safety Evaluator (DPV) 
Peter Waldron, M.D., Medical Officer (DPV) 
Robert Kane, M.D., Deputy Director, Safety (DHP) 
Tyree Newman, Regulatory Project Manager (DHP) 

 
Ceptaris Therapeutics (Sponsor):   

 
Lisa Wittmer, PhD – Vice President, Global Regulatory Affairs 
Tim Henkel, MD - Executive Vice President, Head of Research 
and Development 
Jeff Wilkins, MD - Chief Medical Officer 
Robert Pullen, PhD - CMC Consultant 
Dale Bennyhoff - Senior Quality Manager 
Cathie Leister - Statistical Consultant 
Jeff Shaver, PhD - Vice President, Project Management 
Kelly Copeland - Vice President, Product Strategy 

 
Background: 
 
On July 15, 2013, the Agency requested and held a teleconference with Ceptaris 
Therapeutics to discuss potential PMC(s)/PMR(s) for NDA 202317.  The purpose of the 
call was to inform Ceptaris of the pharmacovigilance PMC they can expect in the near 
future and the logistical process of how we intend to reach agreement on the proposed 
PMC(s)/PMR(s) and finalize the P.I. 
 
Discussion Items: 
 

• The Agency explained the purpose and logistical process of what Ceptaris can 
expect when they receive the initial proposed wording from the Agency for a 
pharmacovigilance PMC in the event an approval action is taken for NDA 
202317. 

o The pharmacovigilance (PV) PMC will address the following: 
 Submit expedited reporting of both serious and non-serious 

outcomes for all initial and follow-up adverse drug experiences as 

Reference ID: 3344576



Postmarketing 15-day “Alert Reports” indicative of secondary 
exposure in individuals other than the prescribed patient 

 Submit a summary, evaluation, and line listing of all secondary 
exposure events from postmarketing sources, including consumer 
reports, solicited reports, and foreign reports in the 
PADER/PBRER. 

• The Agency explained that Ceptaris will receive proposed wording from the 
Agency regarding the PMC objective and then the Agency and Ceptaris will work 
together on finalizing the PMC wording and agreeing on an adequate timeline of 
when the Agency can expect to receive the protocol or plan of conduct that 
Ceptaris will use to accomplish the PMC for the PV.  

• The Agency stated additional PMC(s)/PMR(s) may be recommended depending 
on ongoing review of the application. 

• Ceptaris inquired about the status of the REMS that was included in their 
submission.  The Agency confirmed that a REMs would not be required. 

 
Action Items: 
 
• The Agency will forward the proposed PMC language to Ceptaris to review and 

provide feedback. 
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Newman, Tyree 

From: Newman, Tyree
Sent: Wednesday, July 03, 2013 2:11 PM
To: 'lisa wittmer'
Subject: RE: NDA 202317 

Page 1 of 2

7/3/2013

Good afternoon Lisa, in response to your July 1, 2013, request for clarification to a comment noted in the package 
insert for NDA 202317.  The review team provided the following response for your reference: 
  
Time to response analysis should be based on 71 responders (not the total 119 patients ) in the Valchlor 
arm and 59 responders (not the total 123 patients) in the control arm. 
  
Please inform me if you have any additional questions. 
  
Kind regards, 
  
Tyree 

Tyree Newman  
Sr. Regulatory Health Project Manager  
Food and Drug Administration  
Office of New Drugs  
Immediate Office  
Therapeutics Biologics and Biosimilars Team  
10903 New Hampshire Ave.  
Silver Spring, MD 20993  
301-796-3907 (phone)  
Tyree.Newman@fda.hhs.gov  

  
 

From: lisa wittmer [mailto:lwittmer@ceptaris.com]  
Sent: Monday, July 01, 2013 11:37 AM 
To: Newman, Tyree 
Subject: RE: NDA 202317  
 
Tyree, 
Ceptaris recognizes FDA’s suggestion that text be included in the labeling   to 
describe the time to response.  However, there is an additional comment that we do not fully understand, 
specifically: 
  
“Do not include non‐responders in the time to response analysis” 
  
Will FDA provide further explanation of the comment above shown in quotes and their preferred methodology 

 of time to response? 
Thanks, 
Lisa 
  
From: Newman, Tyree [mailto:Tyree.Newman@fda.hhs.gov]  

Reference ID: 3336331
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Sent: Monday, July 01, 2013 11:14 AM 
To: lisa wittmer 
Subject: NDA 202317  
  
Good morning Lisa, I received your voicemail regarding a question about comments made to the NDA 202317 
package insert.  Please email your question, and I will forward to the appropriate discipline to provide clarification.
  
Kind regards, 
  
Tyree 
  
Tyree Newman 
Sr. Regulatory Health Project Manager 
Food and Drug Administration 
Office of New Drugs 
Immediate Office 
Therapeutics Biologics and Biosimilars Team 
10903 New Hampshire Ave. 
Silver Spring, MD 20993 
301-796-3907 (phone)  
Tyree.Newman@fda.hhs.gov 
  
  
  

Page 2 of 2
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 202317 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

Ceptaris Therapeutics, Inc. 
101 Lindenwood Drive 
Suite 400 
Malvern, PA  19355 
 
ATTENTION:  Lisa Wittmer, MS, Ph.D. 
   Vice President, Global Regulatory Affairs 
 
 
Dear Dr. Wittmer: 
 
Please refer to your New Drug Application (NDA) dated February 27, 2013, received February 27, 2013, 
submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Mechlorethamine Gel, 
0.02%. 
 
We also refer to your April 1, 2013 correspondence, received April 1, 2013, requesting review of your 
proposed proprietary name, Valchlor.  We have completed our review of the proposed proprietary name, 
Valchlor and have concluded that it is acceptable.  
 
The proposed proprietary name, Valchlor, 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 April 1, 2013, 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 Sue Kang, Safety Regulatory Project Manager in the Office of Surveillance and 
Epidemiology, at (301) 796-4216.  For any other information regarding this application contact the Office of 
New Drugs (OND) Regulatory Project Manager, Tyree Newman at (301) 796-3907.   
 

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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Newman, Tyree

From: Newman, Tyree
Sent: Tuesday, June 25, 2013 9:30 AM
To: 'lisa wittmer'
Subject: NDA 202317

Good morning Lisa, please advise us of Ceptaris' postmarketing submission plan (PADER/PSUR), if Valchlor is approved.

Kind regards,

Tyree

Tyree Newman
Sr. Regulatory Health Project Manager
Food and Drug Administration
Office of New Drugs
Immediate Office
Therapeutics Biologics and Biosimilars Team
10903 New Hampshire Ave.
Silver Spring, MD 20993
301-796-3907 (phone) 
Tyree.Newman@fda.hhs.gov
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Newman, Tyree

From: Newman, Tyree
Sent: Friday, June 21, 2013 2:28 PM
To: 'lisa wittmer'
Subject: NDA 202317 - Information Request

Good afternoon Lisa, please provide a response to the following information requests by COB, Friday, June 
28, 2013:

1. Provide the current mobile phase and gradient for the analytical method  (Identification, 
assay and impurities). The addendum to the original method validation report (Report YAU-R3754A1) 
did not specify the changes. Submit the current version of this analytical method to the NDA.

2. Justify with data collected via a flammability test, in accordance with 16 CFR 1500.43, the absence of a 
flammability warning on the label or add a warning to the label.

3. As per the current policy regarding naming and strength for salt in new products, revise the carton 
and container labeling to describe the product as “mechlorethamine”  and 
the strength as 0.016% 

Please let me know if you have any questions.

Kind regards,

Tyree

Tyree Newman
Sr. Regulatory Health Project Manager
Food and Drug Administration
Office of New Drugs
Immediate Office
Therapeutics Biologics and Biosimilars Team
10903 New Hampshire Ave.
Silver Spring, MD 20993
301-796-3907 (phone) 
Tyree.Newman@fda.hhs.gov

Reference ID: 3329714

(b) (4)

(b) (4)

(b) (4)



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

TYREE L NEWMAN
06/21/2013

Reference ID: 3329714



1

Newman, Tyree

From: Newman, Tyree
Sent: Tuesday, May 21, 2013 9:20 AM
To: 'lisa wittmer'
Subject: NDA 202317 - Information request 

Good morning Dr. Wittmer, I completed a format review of your labeling regarding NDA 202317 and have the 
following comments:  

 A horizontal line must separate the Highlights (HL) and Table of Contents (TOC) section
 The bolded HL Limitation Statement must be on the line immediately beneath the HL heading 
 For drug products other than vaccines, the verbatim bolded statement must be present: “To report 

SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at (insert 
manufacturer’s U.S. phone number) - Must include Sponsor phone number

 A horizontal line must separate the Table of Contents (TOC) from the Full Prescribing Information (FPI) 
section.

 The preferred presentation for cross-references in the FPI is the section heading followed by the numerical 
identifier in italics.  For example, [see Warnings and Precautions (5.2)]. -  

 When clinical trials adverse reactions data is included (Adverse Reactions), the following verbatim 
statement or appropriate modification should precede the presentation of adverse reactions:
 “Because clinical trials are conducted under widely varying conditions, adverse reaction rates 

observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of 
another drug and may not reflect the rates observed in clinical practice.”

 Must reference any FDA-approved patient labeling, include the type of patient labeling, and use one of the 
following statements at the beginning of Section 17:
 “See FDA-approved patient labeling (Medication Guide)”

Please make the necessary updates and submit the revised labeling to your NDA by May 27, 2013:

Please inform me if you have any questions.

Kind regards,

Tyree

Tyree Newman
Regulatory Health Project Manager
Food and Drug Administration
Office of New Drugs
Immediate Office
Therapeutics Biologics and Biosimilars Team
10903 New Hampshire Ave.
Silver Spring, MD 20993
301-796-3907 (phone) 
Tyree.Newman@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

 
NDA 202317 

ACKNOWLEDGE – 
 CLASS 2 RESPONSE 

 
Ceptaris Therapeutics, Inc. 
Attention:  Lisa Wittmer, M.S., Ph.D. 
Vice President, Global Regulatory Affairs  
101 Lindenwood Drive, Suite 400 
Malvern, PA 19355 
 
 
Dear Dr. Wittmer: 
 
We acknowledge receipt on February 27, 2013, of your February 27, 2013, resubmission of your 
new drug application submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and 
Cosmetic Act for Valchlor™ (mechlorethamine HCl) Gel 0.02%. 
 
We consider this a complete, class 2 response to our May 4, 2012, action letter.  Therefore, the 
user fee goal date is August 27, 2013. 
 
If you have any questions, call me at (301) 796-3907. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Tyree Newman 
Regulatory Health Project Manager 
Division of Hematology Products 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
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Newman, Tyree 

From: Newman, Tyree
Sent: Tuesday, May 22, 2012 2:24 PM
To: 'lisa wittmer'
Subject: NDA 202317 

Page 1 of 1

5/22/2012

Good afternoon Lisa, in response to your email sent on May 10, 2012, regarding your request that the 
FDA expand on what is meant by “insufficient characterization” in the statement contained in the 
Complete Response Letter (CRL) for NDA 202-317, the review team has provided the following 
response: 
  

As discussed in three teleconferences held during the NDA review cycle, the data in 
total submitted for the clinical and commercial products were insufficient to demonstrate 
comparability.  The insufficiency assessment includes, but is not limited to, absence of impurity 
data on release and stability for both clinical and commercial products.  The issues you 
identified "the stability data provided for the retained samples under frozen conditions, the total 
number of retained samples analyzed, the timing of the testing of the retained samples, the analytical 
methods utilized and other issues." were also included in the assessment. 

Kind regards, 

Tyree 

Tyree Newman  
Regulatory Health Project Manager  
Food and Drug Administration  
Division of Hematology Products  
Office of Hematology and Oncology Products  
Center for Drug Evaluation and Research  
10903 New Hampshire Ave.  
Silver Spring, MD 20993  
301-796-3907 (phone)  
301-796-9845 (fax)  
Tyree.Newman@fda.hhs.gov  
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Newman, Tyree

From: Newman, Tyree
Sent: Tuesday, April 17, 2012 12:14 PM
To: 'lisa wittmer'
Subject: NDA 202317 - Information Request

Good afternoon Lisa, please confirm by noon, tomorrow April 18, 2012, if the following information 
submitted in your original NDA but absent from your recent CMC amendment, received March 6, 2012, is 
current and valid.

The name and address of the laboratory performing LC/MS analysis for identity, assay and impurities of the 
drug product is as follows:

Kind regards,

Tyree

Tyree Newman
Regulatory Health Project Manager
Food and Drug Administration
Division of Hematology Products
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
10903 New Hampshire Ave.
Silver Spring, MD 20993
301-796-3907 (phone) 
301-796-9845 (fax)
Tyree.Newman@fda.hhs.gov

Reference ID: 3117704
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

NDA 202317  
DEFICIENCIES PRECLUDE DISCUSSION 

 
Ceptaris Therapeutics, Inc. 
Attention:  Lisa Wittmer, M.S., Ph.D. 
Vice President, Regulatory Affairs 
101 Lindenwood Drive, Suite 400 
Malvern, PA  19355 
 
 
Dear Dr. Wittmer: 
 
Please refer to your July 27, 2011, New Drug Application (NDA) submitted under section 505(b) 
of the Federal Food, Drug, and Cosmetic Act for Mechlorethamine Hydrochloride Gel 0.02%. 
 
We also refer to our September 26, 2011, letter in which we notified you of our target date of 
April 15, 2012, for communicating labeling changes and/or postmarketing 
requirements/commitments in accordance with the “PDUFA Reauthorization Performance Goals 
And Procedures – Fiscal Years 2008 Through 2012.” 
 
As part of our ongoing review of your application, we have identified deficiencies that preclude 
discussion of labeling and postmarketing requirements/commitments at this time.   
 
This notification does not reflect a final decision on the information under review.  
 
If you have any questions, call Tyree Newman, Regulatory Project Manager, at (301) 796-3907. 
 

Sincerely, 
 
{See appended electronic signature page} 
 

 Albert Deisseroth, M.D. 
Clinical Team Leader 
Division of Hematology Products 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
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Newman, Tyree 

From: Newman, Tyree
Sent: Wednesday, September 28, 2011 10:02 AM
To: 'Lisa Wittmer'
Cc: Jacqueline Yeager; Pam Morris
Subject: RE: Information request: NDA 202317 site principal investigator information

Page 1 of 2

1/11/2012

Good morning Lisa, please clarify who is the inspection contact (name, address, phone, fax, email) at Site 7, 
NYU.  The previous PI (Bruce Strober, MD) is no longer affiliated with NYU. 
  
Please respond by tomorrow, September 29, 2011. 
  
Kind regards,  
  
Tyree 
  
Tyree Newman  
Regulatory Project Manager  
Food and Drug Administration  
Division of Hematology Products  
Office of Oncology Drug Products  
Center for Drug Evaluation and Research  
10903 New Hampshire Ave.  
Silver Spring, MD 20993  
301-796-3907 (phone)  
301-796-9845 (fax)  
Tyree.Newman@fda.hhs.gov  
  
 

From: Lisa Wittmer [mailto:LWittmer@yaupontherapeutics.com]  
Sent: Tuesday, September 27, 2011 5:00 PM 
To: Newman, Tyree 
Cc: Jacqueline Yeager; Pam Morris 
Subject: RE: Information request: NDA 202317 site principal investigator information 
 
Tyree, 
Please find the information you requested below.  Let me know if you need anything else re: inspection contacts 
at clinical sites. 
Lisa 
  
  
From: Newman, Tyree [mailto:Tyree.Newman@fda.hhs.gov]  
Sent: Tuesday, September 27, 2011 9:51 AM 
To: Lisa Wittmer 
Subject: Information request: NDA 202317 site principal investigator information 
  
Good morning Lisa, please email the following information to my attention:  address, phone number, fax number, 
email address for the principal investigators at the following sites: 
  

Reference ID: 3071970



1.  Site 007: New York University 
Principal Investigator: Bruce Strober, MD, PhD 
  
Bruce Strober, MD, PhD 

 
  
2.  Site 004: Fox Chase Cancer Center 
Principal Investigator: Matthew Zook, MD 
  
Dr. Matthew Zook 
Fox Chase Cancer Center 

  
Please this information no later than COB tomorrow, September 27, 2011 
  
Kind regards,  
  
Tyree 
  
Tyree Newman 
Regulatory Project Manager 
Food and Drug Administration 
Division of Hematology Products 
Office of Oncology Drug Products 
Center for Drug Evaluation and Research 
10903 New Hampshire Ave. 
Silver Spring, MD 20993 
301-796-3907 (phone)  
301-796-9845 (fax) 
Tyree.Newman@fda.hhs.gov 
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Newman, Tyree

From: Newman, Tyree
Sent: Tuesday, November 15, 2011 3:09 PM
To: 'Lisa Wittmer'
Subject: NDA 202317 - Information request

Good afternoon Lisa, please address the following information request with the 4-month safety update report 
(November 23, 2011):

1. The Agency recommends that you submit the following 3 additional datasets (SAS transport format) together 
with your 4-month safety update report on 23 November 2011.

a. The Agency cannot verify your safety analysis for lymphopenia or neutropenia. [Dataset 1] Submit a 
dataset using the same format as XLB analysis dataset for absolute lymphocyte count and absolute 
neutrophil count for all patients (one row per laboratory result). 

b. For the 4-month safety update, in addition to a written report, the Agency recommends that you submit 
the datasets for (1) follow-up of non-resolved treatment-emergent AEs as described in Amendment 9 Item 
4, and (2) follow-up for SCCA.

For follow-up of above non-resolved skin-related treatment-emergent AEs, include follow-up data regardless of 
AE relatedness. The Agency cannot rely upon investigator attribution for these skin-related AEs as these are 
known safety issues with topical NM therapy. [Dataset 2] We recommend you use the XAE analysis dataset 
format for this dataset submission.

How did you collect the information for follow-up for SCCA? The case report forms indicate that these 
information should have been entered into the DF raw dataset. Analysis of the DF dataset indicates only 2 
patients (PT 03-012 and 11-006) with SCCA follow-up greater than 90 days from end of treatment (RFENDT).  
[Dataset 3] We recommend that  you use the DF and SUPPDF dataset formats to submit SCCA follow-up 
information for all patients. Include all dates of follow-up, and indicate whether the SCCA follow-up was made 
by a medical professional.  SCCA follow-up by phone call to the patient would not be acceptable.

2. The clinical review team is unable to run or modify your SAS programs to derive the 95% CI for rate ratios 
and rate differences.

Please submit a SAS program that will allow the clinical review team to calculate the 95% CI of the rate ratios 
and rate differences presented in the clinical study report, wherein the input data (c0, S0, c1, S1) would be 
included with the program statements and would be read through using the CARDS statement. 

Comment: c0 and c1 would represent the number of cases (numerator for r=c/S). S0 and S1 would be the total 
number of subjects per group (denominator for r=c/S).

Please let me know if you have any questions.

Kind regards, 

Tyree

Reference ID: 3071995
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Tyree Newman
Regulatory Health Project Manager
Food and Drug Administration
Division of Hematology Products
Office of Hematology Oncology Products
Center for Drug Evaluation and Research
10903 New Hampshire Ave.
Silver Spring, MD 20993
301-796-3907 (phone) 
301-796-9845 (fax)
Tyree.Newman@fda.hhs.gov
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Newman, Tyree 

From: Newman, Tyree
Sent: Wednesday, January 11, 2012 1:24 PM
To: 'Lisa Wittmer'
Subject: NDA 202317 - Information Request

Page 1 of 1

1/11/2012

Good afternoon Lisa, please provide a response and the additional datasets to the following by COB, 
Tuesday,  January 17, 2012 : 
  

1. You have not submitted previously requested data on skin cancer follow-up for all patients in 
Study 201. The Agency requested for this information on 3 November 2011. Your submission on 
24 November 2011 stated that the database containing the update will be locked in early Dec 
2011. However, the Agency still has not received the requested data on skin cancer follow-up as 
of 10 January 2012. The safety evaluation cannot be completed without this information. Provide 
a status update for this dataset.  

2.  Appendix G of your submission dated 10 January 2012 (Amendment 16) includes an analysis and 
comparison of clinical safety of  and UIP drug products, however you did not submit a dataset 
that will allow the Agency to verify this analysis. Submit a modified "interim.xpt" dataset (3727 
rows × 30 columns, refer to your 5 October 2011 submission) and include additional columns that 
include the drug product source (UIP or ) and lot number for each row where TAKEU = 
"Container".  

  
Kind regards, 
  
Tyree 
  
Tyree Newman 
Regulatory Health Project Manager 
Food and Drug Administration 
Division of Hematology Products 
Office of Hematology Oncology Products 
Center for Drug Evaluation and Research 
10903 New Hampshire Ave. 
Silver Spring, MD 20993 
301-796-3907 (phone)  
301-796-9845 (fax) 
Tyree.Newman@fda.hhs.gov 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

NDA 202317 ACKNOWLEDGE CORPORATE NAME CHANGE 
 
Ceptaris Therapeutics, Inc. 
Attention:  Lisa Wittmer, Ph.D. 
Vice President, Regulatory Affairs 
101 Lindenwood Drive, Suite 400 
Malvern, PA  19355 
 
 
Dear Dr. Wittmer: 
 
We acknowledge receipt on January 6, 2012, of your January 5, 2012, correspondence notifying the 
Food and Drug Administration that the corporate name has been changed from: 
 

Yaupon Therapeutics, Inc. 
 
to 
 
  Ceptaris Therapeutics, Inc. 
 
 
for the following new drug application: 
 
NDA 202317 for Mechlorethamine Hydrochloride Gel 0.02%. 
 
We have revised our records to reflect this change.  
 
If your NDA references any DMFs, we request that you notify your suppliers and contractors who 
have DMFs referenced by your NDA of the change so that they can submit a new letter of 
authorization (LOA) to their Drug Master File(s) and send you a copy of the new LOAs.  Please 
submit these copies of the LOAs to this NDA. 
 
Please cite the NDA number listed above 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: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Hematology Products  
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
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If you have any questions, call me at (301) 796-3907. 
 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Tyree Newman 
Regulatory Health Project Manager 
Division of Hematology Products 
Office of Hematology and Oncology 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 202317 INFORMATION REQUEST 
 
Yaupon Therapeutics, Inc. 
Attention: Lisa Wittmer, Ph.D. 

Vice President, Regulatory Affairs 
101 Lindenwood Drive, Suite 400 
Malvern, PA 19355 
 
 
Dear Dr. Wittmer: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Mechlorethamine Hydrochloride Gel 0.02%. 
 
We also refer to your July 27, 2011 submission, containing the original New Drug Application. 
 
We are reviewing the Quality 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: 

Microbial limits testing should be conducted at the initial time point (at a minimum) on 
stability batches according to USP <61>/<62> methodology or equivalent. The microbial 
limits specification should be consistent with USP <1111> recommendations for 
cutaneous use. Once a satisfactory product history has been established, a post-approval 
supplement may be submitted to the FDA requesting a waiver of microbial limits testing 
of stability batches. 

If you have any questions, call Scott N. Goldie, Ph.D., Senior Regulatory Project Manager for 
Quality, at (301) 796-2055. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Sarah C. Pope Miksinski, Ph.D.  
Chief, Branch II 
Division of New Drug Quality Assessment I 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 

Reference ID: 3067118



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

SARAH P MIKSINSKI
01/05/2012

Reference ID: 3067118







Reference ID: 3066086

         

             

               
      
      
                    

      
               

  

  

               
         





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

TYREE L NEWMAN
01/03/2012

Reference ID: 3066086



 

 

MEMORANDUM OF TELECONFERENCE 
 
Date:    December 8, 2011 
 
Subject: NDA 202317 – December 1, 2011 - Information Request (impurity data) 
 
FDA Attendees (Agency):  

Ann Farrell, M.D., Division Director (Acting; DHP) 
   Edvardas Kaminskas, M.D., Deputy Director (Acting; DHP) 

Anne Marie Russell, Ph.D., Product Quality Reviewer (ONDQA) 
R. Angelo De Claro, M.D., Medical Officer (DHP) 
Gaetan Ladouceur, Ph.D. Product Quality Reviewer (ONDQA) 
Yash Chopra, Ph.D., Pharmacology/Toxicology Reviewer (DHOT) 
Janice Brown; Ph.D., CMC-Lead (ONDQA) 
John Leighton, Ph.D., Division Director (Acting; DHOT) 
Richard Lostritto, Ph.D., Division Director (ONDQA) 
Haleh Saber, Ph.D., Pharmacology/Toxicology Supervisor (DHOT) 
Robert White Jr., M.D., Medical Officer (DOP2) 

   Tyree Newman, Regulatory Project Manager (DHP) 
 
Yaupon Therapeutics (Sponsor):   

Marty Stogniew, Ph.D. – Vice President, Pharmaceutical Sciences 
Tim Henkel, MD, Ph.D. – Executive Vice President and Head of Research 
and Development 
Jim Dowell, Ph.D. – Vice President, Biopharmaceutics 
Jeff Wilkins, M.D. – Chief Medical Officer 
Pam Morris – Director, Clinical Research 
Lisa Wittmer, Ph.D. – Vice President, Regulatory Affairs 
Jaci Yeager – Associate, Regulatory Affairs 

 Regulatory CMC Consultant 
 
Background: 
 
On December 8, 2011, a teleconference was conducted between members from the Agency and 
Yaupon Therapeutics (Sponsor) to discuss the Information Request for NDA 202317 submitted 
to Yaupon Therapeutics on December 1, 2011.  The request focused on questions and 
clarifications from a Clinical, CMC and Non Clinical perspective.  The response to the 
Information Request was provided to the Agency on December 8, 2011.   
 
Discussion Items: 
 
The FDA informed Yaupon that we had just received their response to our joint clinical, 
chemistry and pharmtox information requests. The FDA acknowledged the Sponsor’s 
confirmation that no impurity data was collected on the clinical lots used in the pivotal 
study. The FDA also stated that this was in contrast to Agency advice in several meetings 
throughout drug development. The implications of this lack of impurity data are significant and 
affect multiple disciplines of the NDA review. As a consequence of this missing data, there is no 

Reference ID: 3066079
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may have to do another clinical trial (new clinical data set).  The FDA stated from a clinical 
perspective, based on the unavailability of the stability data, we can not justify the safety and 
efficacy of the current commercial product. 
 
Yaupon inquired how Yaupon would use the stability data to make a determination about the 
commercial product if it were present.  The FDA (ONDQA) responded that it would conduct a 
review of the data and make a determination if the stability was consistent and provide their 
recommendation to members of the review team on the stability of the product.  Yaupon inquired 
if their assay method could be used to justify the impurity profile between both the clinical and 
commercial batches which they felt was similar at various time points.  Yaupon stated that the 
assay method is not designed to quantify or validate the impurity profile and the method must 
also be validated. 
 
FDA emphasized that in order for them to approve the product, the labeling of the product must 
be drafted based on the clinical studies that were conducted. 
 
Yaupon requested to submit a proposal in response to this teleconference. FDA agreed and asked 
for a planned submission date. Yaupon said they would take a few days to formulate a plan and 
would provide an estimated submission date for their response in a few days.  The FDA agreed 
to review their proposal once it has been made available. 
 
 
Action Items: 
 
The Sponsor will follow-up with Tyree Newman to inform the FDA when they can expect to 
receive their proposal. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 202317 

 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Yaupon Therapeutics, Inc. 
101 Lindenwood Drive 
Suite 400 
Malvern, Pennsylvania 19355 
 
ATTENTION:   Lisa Wittmer, MS, Ph.D. 

   Vice President, Regulatory Affairs  
 
Dear Dr. Wittmer: 
 
Please refer to your New Drug Application (NDA) dated July 27, 2011, received July 27, 2011, submitted 
under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Mechlorethamine Hydrochloride 
Gel, 0.02%.  
 
We also refer to: 

• your September 28, 2011, correspondence, received October 3, 2011, requesting review of your 
proposed proprietary name, Valchlor.   

• and your December 7, 2011, amendment, received December 7, 2011, to your request for name 
review. 

 
We have completed our review of Valchlor and have concluded that it is acceptable.  
 
Valchlor 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 September 28, 2011, submission are altered 
prior to approval of the marketing application, the proprietary name should be resubmitted for review.  
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If you have any questions regarding the contents of this letter or any other aspects of the proprietary name 
review process, contact Sue Kang, Safety Regulatory Project Manager in the Office of Surveillance and 
Epidemiology, at (301) 796-4216.  For any other information regarding this application contact the Office of 
New Drugs (OND) Regulatory Project Manager, Tyree Newman at (301) 796-3907.   

 
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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Newman, Tyree 

From: Newman, Tyree
Sent: Thursday, December 01, 2011 3:19 PM
To: 'Lisa Wittmer'
Subject: RE: NDA 202317 - Information Request

Page 1 of 2

12/2/2011

Hi Lisa, we are requesting a response by Tuesday, 12/6.  Yes, these will be the topics for the T-con.  Main issues 
for discussion will be topics 1-3. 

Kind regards, 

Tyree 

Tyree Newman  
Regulatory Health Project Manager  
Food and Drug Administration  
Division of Hematology Products  
Office of Hematology Oncology Products  
Center for Drug Evaluation and Research  
10903 New Hampshire Ave.  
Silver Spring, MD 20993  
301-796-3907 (phone)  
301-796-9845 (fax)  
Tyree.Newman@fda.hhs.gov  

  
 

From: Lisa Wittmer [mailto:LWittmer@yaupontherapeutics.com]  
Sent: Thursday, December 01, 2011 1:59 PM 
To: Newman, Tyree 
Subject: RE: NDA 202317 - Information Request 
 
Hi Tyree, 
I can confirm receipt of this request.  I have two questions relating to the request:  1) are these the topics for the 

upcoming teleconference and 2) is FDA requesting a response by December 13th? 
Thank you, 
Lisa 
  
From: Newman, Tyree [mailto:Tyree.Newman@fda.hhs.gov]  
Sent: Thursday, December 01, 2011 11:20 AM 
To: Lisa Wittmer 
Subject: NDA 202317 - Information Request 
  
Good morning Lisa, please provide a response to the following by COB, Tuesday, December 3, 2011: 
  

1.      Confirm that impurity data was not collected at release and on stability for the  
clinical lots, which supplied  the clinical doses. Alternately, provide release 
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Newman, Tyree

From: Newman, Tyree
Sent: Thursday, November 03, 2011 12:40 PM
To: 'Lisa Wittmer'
Subject: NDA 202317 Information Request

Good afternoon Lisa, please address the following information request by COB on Monday, November 15, 
2011:

1.  What is the data cut-off date for the efficacy analysis?

2.  What is the data cut-off date for the safety analysis?

3.  Only 2 patients had follow-up >90 days following completion of treatment for surveillance of secondary skin 
cancers. Page 105 of the CSR states “Complete follow-up data on the occurrence of skin cancers through the 
entirety of the 12 month follow up period for remaining patients will be reported as a future addendum to this 
study report.” We note that all patients completed treatment by July 2010, and hence the additional 12 month 
follow-up data should have been available by July 2011. We recommend that you submit this addendum as 
soon as possible.

4.  Several patients (almost 25% of all patients in the clinical trial) with a treatment-emergent skin-related AE 
(where AEDRLES field contains “Generalized dermal irritation”, “Local dermal irritation”, “Local dermal 
irritation with secondary infection”, “Severe local dermal irritation”, “Skin infection – bacterial”, or 
AEDECOD contains “Folliculitis” or “Staphylococcal infection”) have no end date for the AE, and are 
therefore considered to have unresolved AEs. Provide additional follow-up data for these unresolved AEs for 
both treatment arms.  If no additional follow-up information is available, provide justification that persistence 
of these AEs in 20-25% of all patients confers a favorable benefit-risk profile for your drug.

5.  You are required to submit a safety update report 4 months after the initial submission as per 
21CFR314.50(d)(5)(vi)(b).  When do you intend to submit the safety update report?  What do you intend to 
include in the safety update report?  We recommend that you include items 3 and 4 with the safety update 
report.

6. Describe the procedure on the filling out of the pathology case report forms for each local and central 
pathology site.  Who transcribed the pathology reports onto the pathology case report forms?  

7.  Pautrier’s microabscess (PM) were noted in more than 60% of patients on both local and central pathology 
review.  The reported prevalence of PM in early mycosis fungoides is about 20-30%.

Table 1. Presence of Pautrier’s microabscesses (PM) in patients with early MF
Reference Number of Biopsies Number with PM % with PM
Santucci, 2000 24 1 4%
Shapiro, 1994 186 32 17%
Smoller, 1995 64 24 37%
Naraghi, 2003 24 9 37.5%
Nickoloff, 1988 228 66 29%
Massone, 2005 745 140 19%

Table 2. Presence of Pautrier’s microabscesses (PM) in 2005NMMF-201-US
Number of Patients Number with PM % with PM

Reference ID: 3039059
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Local pathology 
review

260 165 63%

Central pathology 
review

260 161 62%

Explain the discrepancy in the presence of PM in Study 201 compared to literature data.

8. Your clinical study report, the statistical analysis plan, and/or the protocol provide inconsistent information 
on the following issues.  Please clarify:

8.1.  Is 2005NMMF-201-US a single- or double-blinded clinical trial?

8.2.  Is the primary endpoint CAILS overall response at 12 months or within up to 12 months?

9.  Your last protocol amendment was on 12/8/08.  However, your statistical analysis plan is dated 8/15/08.  
Was the 8/15/08 SAP the final version?  If not, submit the final SAP version in clean and track change format.

10.  CTCAE Grade 1 toxicity for neutropenia and lymphopenia is defined based on the LLN for neutrophil and 
lymphocyte counts.  How did you calculate the LLN for neutrophil and lymphocyte counts?

11.  The study report indicates that the wife of one of the participating subjects (003-0032-AP) became pregnant 
between 1 and 2 months after the subject initiated treatment, and that the pediatrician provided a letter 
documenting that the baby was carried to term (38 weeks) and was completely healthy.  We recommend that 
you submit the pediatrician’s letter for review.

Kind regards,

Tyree

Tyree Newman
Regulatory Health Project Manager
Food and Drug Administration
Division of Hematology Products
Office of Hematology Oncology Products
Center for Drug Evaluation and Research
10903 New Hampshire Ave.
Silver Spring, MD 20993
301-796-3907 (phone) 
301-796-9845 (fax)
Tyree.Newman@fda.hhs.gov
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Newman, Tyree

From: Newman, Tyree
Sent: Tuesday, September 27, 2011 9:51 AM
To: 'Lisa Wittmer'
Subject: Information request: NDA 202317 site principal investigator information

Good morning Lisa, please email the following information to my attention:  address, phone number, fax number, email 
address for the principal investigators at the following sites:

1.  Site 007: New York University
Principal Investigator: Bruce Strober, MD, PhD

2.  Site 004: Fox Chase Cancer Center
Principal Investigator: Matthew Zook, MD

Please this information no later than COB tomorrow, September 27, 2011

Kind regards, 

Tyree

Tyree Newman
Regulatory Project Manager
Food and Drug Administration
Division of Hematology Products
Office of Oncology Drug Products
Center for Drug Evaluation and Research
10903 New Hampshire Ave.
Silver Spring, MD 20993
301-796-3907 (phone) 
301-796-9845 (fax)
Tyree.Newman@fda.hhs.gov
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Newman, Tyree

From: Newman, Tyree
Sent: Thursday, September 29, 2011 10:54 AM
To: 'Lisa Wittmer'
Subject: NDA 202317: Information Request and AOM Presentation Request 

Good morning Lisa, please provide the following by Monday, October 3, 12pm EST:

1. Submit a dataset which contains the following information for all 260 patients.

1.1.  USUBJID
1.2.  Informed Consent Date
1.3.  Original Randomization Date
1.4.  Original Randomization Treatment Arm
1.5.  Rerandomization Date
1.6.  Rerandomization Treatment Arm

2. Submit all CRF pages with local and central pathology data for all patients.  We recommend that you 
use the same format when you submitted all the pathology reports (one PDF file per site).

3. Also, for next week's Meeting we would like you to also address the following:

• Discuss the intra-patient correlation between the best CAILS and SWATS response. Specifically, discuss 
patients classified as responders on CAILS score but as non-responders on SWAT score, and vice-versa.

• Provide justification for the non-inferiority margin.
• Present data on the maximum, average, and range of the amount of drug product used.

Please inform me if you have any questions.

Thank you,

Tyree

Tyree Newman
Regulatory Project Manager
Food and Drug Administration
Division of Hematology Products
Office of Hematology Oncology Products
Center for Drug Evaluation and Research
10903 New Hampshire Ave.
Silver Spring, MD 20993
301-796-3907 (phone) 
301-796-9845 (fax)
Tyree.Newman@fda.hhs.gov
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the results of impurity identification and degradation products greater than the 
identification threshold in any batch manufactured by the proposed commercial 
process. 

ii. Submit the results of drug substance stress testing. As described in ICH Q1A(R2), 
data should include the effects of temperature, pH, humidity, oxidation and 
photostability of the drug substance. 

iii. If the DMF holder has performed the studies requested in 1a and 1b, you may 
submit a letter of authorization from the drug substance manufacturer allowing 
the agency to reference the confidential information in their DMF. 

 
2. As described in ICH Q6A, the drug product specification is defined as a list of tests, 

references to analytical procedures, and appropriate acceptance criteria.  Submit a revised 
drug product specification to include a reference to the analytical method. 

 
3. Provide a comparison of the relative amounts of the two different products (  tube 

and UIP 60 g tube) used in the pivotal clinical trial. Include the following information for 
each lot listed in Table (3.2.P.5.4)1 - Batch Analysis of Drug Product Clinical Lots: 

i. Number of units released (e.g.  60g tubes). 
ii. Number of units dispensed in the pivotal clinical study. 

iii. Number of units consumed in the pivotal clinical study. 
 

4. Most of the PDF documents do not contain recognizable text which can be copied. This 
issue results in unnecessary delays and can affect the overall efficiency of the review. 

 
When submitting PDF documents it's important to comply with Portable Document 
Format Specifications (PDF - 57KB)22 (6/4/2008). Also, please review section J on page 
8 in the Final Guidance for Industry: Providing Regulatory Submissions in Electronic 
Format—Human Pharmaceutical Applications and Related Submissions Using the eCTD 
Specifications (PDF - 132KB)13 (June 2008). 
 
Please re-submit the documents in module 3 and the QOS in module 2 which were 
previously submitted to NDA 202317 that didn't contain recognizable text that can be 
copied and ensure the new PDF documents contain text that can be copied. The 
submission should be an amendment to NDA 202317 and you should include a statement 
in the cover letter attesting that the content didn't change from what was previously 
submitted and only the format changed. 
 

5. Provide the results of  testing on three lots of drug product 
using  methodology or equivalent. 

 
6. Provide the microbial limits specification and test method for the finished drug product in 

section 3.2.P.5.1 of the application. The acceptance criteria for cutaneous use drug 
products provided in USP <1111> are recommended. 
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7. The sponsor should provide justification for non-inferiority margin used in the study 
2005NMMF-201-US. 

 
8. For the 9 patients who were re-randomized due to change in disease status, clarify how 

the patient was included in ITT, per initial randomized treatment or final randomized 
treatment? 

 
9. For the safety analyses, clarify whether patients were analyzed per treatment actually 

received. 
 
 
Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
We acknowledge receipt of your request for a full deferral of pediatric studies for this 
application.  Once we have reviewed your request, we will notify you if the full deferral request 
is denied. 
 
If you have any questions, call Tyree Newman, Regulatory Project Manager, at (301) 796-3907. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ann T. Farrell, M.D.  
Director (Acting) 
Division of Hematology Products 
Office of Oncology Drug Products 
Center for Drug Evaluation and Research 
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Newman, Tyree

From: Newman, Tyree
Sent: Wednesday, September 21, 2011 3:04 PM
To: 'Lisa Wittmer'
Subject: NDA 202317 - Information request

Good day Lisa, please provide a response to the following queries by Monday, October 3, 2011 (9AM EST):

1.  You did not submit data on the dose (amount of drug product) received for patients in Study 201.  
Your exposure datasets captured only frequency of doses.  The dose received is required for the product 
quality review, clinical review, and labeling.  Submit a dataset which contains the average daily amount 
of drug product used for all patients per assessment period (between visits) in Study 201.  The amount of 
drug product used per assessment period may be calculated based on the refill amount and frequency.  

We remind you that the above information should have been collected as per Section 9.2 Dispensing and 
Accountability of the protocol.  Specifically, the protocol states “The number of the containers being 
dispensed, the patient identification number and initials, and the date dispensed, will be recorded on the 
Drug Inventory Form.”  

2.  Submit instructional materials provided to patients and/or investigators regarding the method of 
topical application of the NM ointment.

Please inform me if you have any additional questions.

Kind regards,

Tyree

Tyree Newman
Regulatory Project Manager
Food and Drug Administration
Division of Hematology Products
Office of Oncology Drug Products
Center for Drug Evaluation and Research
10903 New Hampshire Ave.
Silver Spring, MD 20993
301-796-3907 (phone) 
301-796-9845 (fax)
Tyree.Newman@fda.hhs.gov
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NDA 202317 INFORMATION REQUEST 
 
CERTIFIED MAIL 
RETURN RECEIPT REQUESTED 
 
Yaupon Therapeutics, Inc. 
Attention: Lisa Wittmer 
101 Lindenwood Drive, Suite 400 
Malvern, PA 19355 
 
 
Dear Dr. Wittmer: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Nitrogen Mustard. 
 
FDA investigators have identified significant violations to the bioavailability and bioequivalence 
requirements of Title 21, Code of Federal Regulation, Part 320 in bioanalytical studies conducted 
by Cetero Research in Houston, Texas (Cetero).1 The pervasiveness and egregious nature of the 
violative practices by Cetero has led FDA to have significant concerns that the bioanalytical data 
generated at Cetero from April 1, 2005 to June 15, 2010, as part of studies submitted to FDA in 
New Drug Applications (NDA) and Supplemental New Drug Applications (sNDA) are 
unreliable. FDA has reached this conclusion for three reasons: (1) the widespread falsification of 
dates and times in laboratory records for subject sample extractions, (2) the apparent 
manipulation of equilibration or “prep” run samples to meet pre-determined acceptance criteria, 
and (3) lack of documentation regarding equilibration or “prep” runs that prevented Cetero and 
the Agency from determining the extent and impact of these violations.   
 
Serious questions remain about the validity of any data generated in studies by Cetero Research 
in Houston, Texas during this time period. In view of these findings, FDA is informing holders 
of approved and pending NDAs of these issues. 
 
The impact of the data from these studies (which may include bioequivalence, bioavailability, 
drug-drug interaction, specific population, and others) cannot be assessed without knowing the 
details regarding the study and how the data in question were considered in the overall 
development and approval of your drug product. At this time, the Office of New Drugs is 
searching available documentation to determine which NDAs are impacted by the above 
findings. 

                                                           
1 These violations include studies conducted by Bioassay Laboratories and BA Research International specific to the 
Houston, Texas facility.  
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To further expedite this process, we ask that you inform us if you have submitted any studies 
conducted by Cetero Research in Houston, Texas during the time period of concern (April 1, 
2005 to June 15, 2010). Please submit information on each of the studies, including supplement 
number (if appropriate), study name/protocol number, and date of submission. With respect to 
those studies, you will need to do one of the following: (a) re-assay samples if available and 
supported by stability data, (b) repeat the studies, or (c) provide a rationale if you feel that no 
further action is warranted.  
 
Please respond to this query within 30 days from the date of this letter. 
 
This information should be submitted as correspondence to your NDA. In addition, please 
provide a desk copy to: 
 

Office of New Drugs 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Bldg. 22, Room 6300 
Silver Spring, MD 20993-0002 
 

 
If you have any questions, call Alice Kacuba, Chief, Project Management Staff, at (301) 796-
1381. 
 

Sincerely, 
 
{See appended electronic signature page} 

 
Robert L. Justice, M.D., M.S. 
Director 
Division of Drug Oncology Products 
Office of Oncology Drug Products 
Center for Drug Evaluation and Research 
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NDA ACKNOWLEDGMENT 
 
Yaupon Therapeutics, Inc. 
Attention:  Lisa Wittmer, M.S., Ph.D. 
Vice President, Regulatory Affairs 
101 Lindenwood Drive, Suite 400 
Malvern, PA 19355 
 
 
Dear Dr. Wittmer: 
 
We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: Mechlorethamine Hydrochloride Gel 0.02% 
 
Date of Application: July 27, 2011 
 
Date of Receipt: July 27, 2011 
 
Our Reference Number:  NDA 202317 
 
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 September 25, 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 also 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: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Hematology 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 Tyree Newman, Regulatory Project Manager, at (301) 796- 3907. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Tyree Newman 
Regulatory Project Manager 
Division of Hematology Products 
Office of Oncology Drug Products 
Center for Drug Evaluation and Research 
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Newman, Tyree

From: Newman, Tyree
Sent: Wednesday, September 07, 2011 2:53 PM
To: 'LWittmer@yaupontherapeutics.com'
Cc: Fagbami, Modupe
Subject: NDA 202317: Information Request

Good day Dr. Wittmer, my name is Tyree Newman and I will be replacing Modupe Fagbami as your primary 
contact regarding NDA 202317.  We are currently reviewing your NDA and would like you to respond to the 
following queries by COB Thursday, September 8, 2011:

• Considering that the pathology reports for both the local and confirmatory reviews have been retained at the 
study sites as source documentation, please provide the pathology reports (i.e., local, independent local, and 
confirmatory pathology reports) for all the patients in Study 201.

• For the Algorithm Diagnosis, in the independent local review and the confirmatory review, what is the 
source of the molecular biological and immunopathological data, i.e., are the data for each review derived 
from different sources or the same source?

• In Appendix 16.1.4 List of Investigators and Other Important Study Participants,  is listed as a 
confirmatory pathologist.  The Stanford group is not listed as the back-up for review of the Fox Chase 
pathology specimens.  Please clarify.

• On page 30 of the Clinical Study Report, it states that if a patient’s disease was reassessed at baseline and 
the stage was upgraded, the patient was re-randomized (stage assessment in pre-
screening randomization stage reassessment @ baseline > @ pre-screening re-randomization).  And if 
the disease progressed beyond Stage IIA, then the patient was withdrawn from the study (stage assessment 
in pre-screening randomization stage reassessment @ baseline > IIA withdrawn).  Pages 31-32 of the 
protocol and APPENDIX 3: FLOW CHART OF STUDY ACTIVITIES (page 71)  (revised 12/08/08) 
appear not to support these procedures for re-randomization.  The protocol states that randomization occurs 
late in the baseline evaluation and there does not appear to be a provision for re-randomization or 
withdrawal of the patient in the event of advancing stage in the pre-study to baseline visit period. Please 
indicate the whereabouts of re-randomization or double-randomization in the protocol. 

• Please indicate the patients: 1) whose stage progressed in the interval from pre-study to baseline visit, 2) 
who were re-randomized (indicate the initial randomization arm and the re-randomization arm), and 3) who 
were withdrawn because their stage of disease progressed beyond IIA.  Indicate when drug was dispensed 
(i.e., at 1st randomization, at 2nd randomization, or both). Include the dates of both randomizations and the 
stage changes.   Also, provide the case report forms for these patients.

• Please provide the case report forms for the Oklahoma University site (center 8).

• Do you have financial disclosure on the investigators who were “Listed on previous 1572s”?

• It is noted that the previous study coordinator/pharmacist at the NYU site was not listed on the form 3454.   
Please provide the financial disclosure forms for this person.

• Your financial disclosure attachments to form 3454 did not list the study coordinators/pharmacists, who 
were involved with the study, at all the study sites, (i.e., Brigham & Women’s, MD Anderson, Stanford, Fox 
Chase, Duke, Univ. of Penn., Oklahoma U, Southwestern Medical).  Please clarify, correct and indicate 
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their financial disclosure status.

• In your collection of data from investigators and study site personnel, you queried them about receipt of 
financial interests but limited the inquiry to within the past year.  In view of the misunderstanding that one 
of the investigators had about financial disclosure, re-query the investigators concerning financial disclosure 
within the course of the entire study and for one year after completion of the study.  

• In Appendix 16.1.7  Randomization Codes, the tables lack the subject numbers and dates.  Please fill-in the 
blanks.   

• Submit a CONSORT flow diagram (refer to http://www.consort-statement.org/consort-statement/flow-
diagram0/) that details the disposition of each patient in Study 201, including screening failures.

Please inform me if you have any questions.

Kind regards,

Tyree

Mr. Tyree Newman
Regulatory Project Manager
Food and Drug Administration
Division of Hematology Products
Office of Oncology Drug Products
Center for Drug Evaluation and Research
10903 New Hampshire Ave.
Silver Spring, MD 20993
301-796-3907 (phone) 
301-796-9845 (fax)
Tyree.Newman@fda.hhs.gov
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Modupe O. Fagbami 
RPM 
Division of Drug Oncology Products 
Office of Oncology Drug Products 
CDER, FDA 
10903 New Hampshire Avenue 
WO-22, Room 2108 
Silver Spring, Maryland 20993 
Phone: 301-796-1348 
Fax: 301-796-9845 
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From:  Fagbami, Modupe   
Sent: Monday, August 29, 2011 1:12 PM 
To: 'Lisa Wittmer' 
Subject: NDA 202317 Mechlorethamine Hydrochloride Gel Statistics Information Request 
Importance: High 
 

Dear Ms. Wittmer, 
We noticed that you submitted data but not statistical programs for analysis. 
Kindly submit supporting programs for statistical analysis? 
 
Please let me know if you have any questions. 
 
Thank you 
 
 

Modupe O. Fagbami 
RPM 
Division of Drug Oncology Products 
Office of Oncology Drug Products 
CDER, FDA 
10903 New Hampshire Avenue 
WO-22, Room 2108 
Silver Spring, Maryland 20993 
Phone: 301-796-1348 
Fax: 301-796-9845 
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From:  Fagbami, Modupe   
Sent: Friday, August 26, 2011 9:08 AM 
To: 'Lisa Wittmer' 
Cc: Jacqueline Yeager 
Subject: NDA 202-317, topical nitrogen mustard: Information Request 
 
Hi Lisa, 
 
Please find the following information request for your quick response on or before 4: 00 
pm, Monday, August 29, 2011. 
 

• Where on the case report form is the information recorded, regarding the baseline 
skin biopsy reviews by the two independent pathologists?  Where are the 
pathology reports?  Who were the two independent pathologists?  Was financial 
disclosure information collected on them?   How many patients failed the 
independent pathology review? 

 
• In the figure below, it appears that additional biopsies (@ baseline, monthly, and 

then q 2 months) were performed.  Please indicate the whereabouts of the biopsy 
results. 

 
 

• Please provide the patient number of the patient illustrated in the poster presented 
at the First World Congress of Cutaneous Lymphomas (9/2011).  

 
• APPENDIX 16.1.1 PROTOCOL AND PROTOCOL AMENDMENTS (of 

Protocol 2005NMMF-201-US – Clinical Study Report) has links to 6 different 
versions of the protocol.  Is there a red-lined version of the protocol in order to 
clearly see the changes that were made or a summary table of the changes that 
were made? 

 
Please let me know if you have any questions. 
 
Thank you. 
 
 

Modupe O. Fagbami 
RPM 
Division of Drug Oncology Products 
Office of Oncology Drug Products 
CDER, FDA 
10903 New Hampshire Avenue 
WO-22, Room 2108 
Silver Spring, Maryland 20993 
Phone: 301-796-1348 
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specific items as described in the meeting package regarding the format and content to 
support the filing of the 505(b)(2) NDA. 
 
 
Yaupon is planning to submit a 505(b)(2) New Drug Application (NDA) for its proprietary 
topical formulation containing Mechlorethamine HCl (0.02% w/w), the same active 
substance contained in Mustargen® (NDA#6695) which will be referenced as the Listed 
Drug.  
 
Yaupon has obtained a pre-assigned NDA#202-317 for the submission. 
 
All sections of the NDA will be prepared in accordance with the ICH Common Technical 
Document (CTD) format.  Yaupon has also obtained a waiver (from CDER eSub) for 
submission of non-eCTD electronic "hybrid" submission (see Attachment 1). 
 
A proposed comprehensive NDA Table of Contents is provided here in Attachment 2.  
Additional background information is prepared below in Section 9.0:  Clinical Information 
Summary; Section 10.0:  Preclinical Information Summary; and, Section 11.0:  CMC 
Information Summary. 
 
Following is the specific question for the Agency: 
 
1 Does the Agency agree with the proposed NDA format and content plan described 

herein? 
 
FDA RESPONSES: 
 
Please see below responses from the following disciplines: 
 
Clinical Pharmacology: 
 
The sponsor’s proposed NDA format and content plan appears acceptable from a 
clinical pharmacology perspective. However, the adequacy of the data to support the 
NDA will be a review issue. 
 
Meeting Discussion: 
 
No meeting discussion 
 
Clinical: 
 
Yes, however, your pivotal trial has its challenges.   For example, the non-evaluable rate 
is 26.5% (69/260).  Also, there were 16 patients at site #5, who were not randomized and 
were unblinded to the investigator for an additional non-evaluable rate of 6% (16/260).  
This is unacceptable for a pivotal trial.  Whether this single randomized trial will be 
sufficient to support approval will be a review issue.  As we previously 
mentioned to you, in order to support marketing approval, this single trial must be well 
designed, well conducted, internally consistent and provide statistically persuasive and 
clinically meaningful efficacy findings. 
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Meeting Discussion: 
 
The sponsor clarified the reason for a relatively large percentage of patients that were non 
evaluable. This is expected with topical Nitrogen Mustard in Mycosis Fungoides because 
local reaction both of local toxicity and immune mediated occurs within the first three 
months. This is the first randomized trial of Nitrogen Mustard in Mycosis Fungoides and 
that captures the patient discontinuation rate more accurately than previous single arm 
trials. Moreover the patient’s withdrawal rates are the same in both arms, and the non-
inferiority margin is clearly met for both the ITT population and the evaluable population.   
 
Chemistry Manufacturing and Controls: 
 
Your proposed NDA format and content plan for module 3 appears acceptable.  
At the time of NDA submission, our expectation is that you provide 12 months of real 
time stability data on 3 drug product registration batches under labeled storage 
conditions. 
 
Meeting Discussion: 
 
The Sponsor referenced the March 4, 2010 pre-NDA CMC meeting (question 7b) and 
asked if the  expiration day period could be acceptable and supported by less 
than the requested amount of data. The Agency confirmed that this would be determined at 
the time of NDA filing. However, the Agency also acknowledged the Sponsor’s intent to 
submit the NDA and accompanied stability package with a proposed  expiration 
dating period.  
 
Non-Clinical: 
 
Your proposed NDA format and content plan for modules 2 and 4 appears acceptable.  
The adequacy of published articles to support the NDA will be determined after the 
review of the articles.  
Articles used to support sub-sections in modules 2 and 4 or to support non-clinical 
sections of the label should be linked to their corresponding sections. 
 
Meeting Discussion: 
 
No meeting discussion 
 
 
 
 
____________________                                              ________________________________ 
Modupe Fagbami, RPM                                          John R. Johnson, M.D., Meeting Chair                     
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IND 067839 MEETING MINUTES 
 
Yaupon Therapeutics, Inc 
Attention:  Robert Alonso 

President and CEO 
259 N. Radnor-Chester Road 
Suite 205 
Radnor, PA 19087 
 
Dear Mr. Alonso: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for nitrogen mustard . 
 
We also refer to the meeting between representatives of your firm and the FDA on March 4, 
2010.  The purpose of the meeting was to discuss Chemistry, Manufacturing and Controls Pre-
NDA questions from your meeting briefing package. 
 
A copy of the official minutes of the meeting is attached for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call Deborah Mesmer, Regulatory Project Manager at (301) 796-4023. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Deborah M. Mesmer, M.S.  
Regulatory Health Project Manager for Quality 
Division of Pre-Marketing Assessment III and  

Manufacturing Science  
Office of New Drug Quality Assessment  
Center for Drug Evaluation and Research  

 
 
Enclosure: 
 
Meeting Minutes 
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Sponsor Name: Yaupon Therapeutics, Inc. 

Application Number: IND 067839 

Product Name: Nitrogen Mustard  

Meeting Type: Type B 

Meeting Category: Chemistry, Manufacturing and Controls, 

Pre-NDA 

Meeting Date and Time: Thursday, March 4, 2010, 13:00-14:00 ET 

Meeting Location: Food and Drug Administration,  
White Oak Campus, Silver Spring, MD 

Received Briefing Package February 2, 2010 

Meeting Requestor: Robert Alonso, President and CEO 

Meeting Chair: Richard Lostritto, Ph.D., Division Director, DPAMS, 
ONDQA 

Meeting Recorder: Deborah Mesmer, M.S. 

 
FDA ATTENDEES: 
CENTER FOR DRUG EVALUATION RESEARCH 

Office of New Drug Quality Assessment 
Deborah Mesmer, M.S., Regulatory Health Project Manager 
Terrance Ocheltree, Ph.D., R.Ph. Pharmaceutical Assessment Lead 
Richard T. Lostritto, Ph.D. Division Director, DPAMS, ONDQA 
Anne Marie Russell, Ph.D.  Review Chemist 
 

Division of Drug Oncology Products 
Haleh Saber, Ph.D., Pharmacology/Toxicology Supervisor 
Alexander Putman, Ph.D., Pharmacologist 
 

FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH 

OFFICE OF NEW DRUG QUALITY ASSESSMENT 
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Office of New Drug Quality Assessment Type B Meeting Confidential 

IND 067839 CMC Pre-NDA  5/10/2010 

Page 3 of 16  

Meeting Minutes 

FDA Response to Question 1:  No. In addition to the LOA, provide, at minimum, the 
following information in the drug substance portions of the NDA: 

a. Nomenclature 
b. Description 
c. Molecular Structure, Molecular Weight and Molecular Formula 
d. Physicochemical Properties 
e. Specifications (Acceptance, Release and Stability) including Analytical 

Methods and Method Validation 
f. Batch Analysis for the clinical supplies, registration batches and proposed to-

be-marketed product 
g. Stability Protocol and Stability Commitment 
h. Stability Data 

Yaupon’s Response March 3, 2010- Request for Clarification on Question 1: 
Yaupon is aware that the  NM DMF#  was reviewed by the Agency as part of 
an approved NDA Supplement in March 2009 for the Mustargen® (mechlorethamine 
hydrochloride) for Injection, 10 mg/vial NDA#06-695. 
 
YT has obtained information from the “Open Portions” of DMF#  and 
will provide all the requested information in the NDA, except for the Analytical Methods 
and Method Validation, which  considers confidential.  Thus, the LOA will enable 
access to this information and other confidential portions of the DMF. 
 

Yaupong’s Clarifying Question 1:  Will the Agency accept the NDA for filing 
based on the inclusion of the Open Portions of the DMF along with the DMF 
LOA? 
 
Considering the Mustargen supplement was recently approved, will the 
Agency accept the current tests and specifications included in the NM DMF 
for the YT application? 
 

Meeting Discussion:  FDA stated at the outset of the meeting that the Agency was not prepared 
to reach agreement on new questions posed in Yaupon’s clarifying questions. 
 
Yaupon explained that the DMF holder considered analytical methods and methods validation 
confidential. In their absence, Yaupon proposed to provide acceptance test results for the first 
three lots of drug substance, conducted by a contract laboratory. FDA advised that this would not 
be sufficient and that acceptance testing must be: 

• Conducted using a validated method  
• Conducted on all lots of drug substance. No skip lot testing. 
• Submitted in the NDA, as previously advised. 

 
FDA advised that Yaupon could develop their own validated analytical method and bridge it to 
the DMF holder’s Certificate of Analysis results. Alternately, Yaupon could obtain the analytical 
method from the DMF holder and qualify the transferred method by bridging their results to the 
Certificates of Analysis.  
 

(b) (4) (b) (4)
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Meeting Minutes 

2.5 MANUFACTURING PROCESS 

Question 6:  Does the Agency agree that the information to be included in the NDA 
would be sufficient to support the filing of the NDA for drug product manufactured 
at UIP at a scale  for both the  and 60g tube fill weight?   
 
FDA Response to Question 6:  A change of manufacturing site from clinical  to 
commercial (UPI)  raise a number of 
issues to address. Adequacy will be determined on review. 

a. Demonstrate that the new site uses the same equipment, quality management 
systems, environmental conditions, drug product release specifications, controls 
in the manufacturing process, and that no changes have been made to the 
manufacturing batch records except for administrative information, location and 
language translation, where needed.  

i. Include a side-by-side comparison, in table format, of the two facilities 
and highlight changes, noting those that affect product quality. 

ii. Include batch analysis for at least three lots manufactured at each facility.  
b. Demonstrate that the new site is Good Manufacturing Practices (GMP) compliant. 
c. Demonstrate that the stability specifications implemented at the new UIP site are 

identical to those implemented at the  site. 
d. Provide complete stability data for both packages (  and 60g) for all 3 

registration lots manufactured at the commercial site.  
e. Provide bridging studies to demonstrate equivalence between the product 

manufactured at the  site and the UIP site, including side-by-side batch 
analysis comparison of individual lots. Match container size, formulation and all 
other quality parameters in the comparison analysis. 

 
Refer to the following applicable guidance, “Guidance for Industry, Nonsterile Semisolid 
Dosage Forms” which is available electronically at: 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/ucm070930.pdf 
 
Yaupon’s Response March 3, 2010- Request for Clarification on Question 6: 
The types of changes implemented during the process transfer  to UIP were 
summarized on pages 0029-0032 in the CMC Meeting Briefing Document.    
In accordance with the Guidance document referenced by the Agency, YT believes the 
process modifications would be considered  as summarized in the table 
below.  
 

(b) (4) (b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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. 
Yaupon’s Response March 3, 2010- Request for Clarification on Question 7a: 
None requested.   
 
Question 7b:  Does the Agency agree that the stability package, including the number of 
lots, the amount of data, packaging configuration (tube not in unit carton) is sufficient to 
support filing the NDA and approvability of drug product manufactured at UIP in both the 

and 60g tube size?  
 
FDA Response to Question 7b:    
a. It is recommended that at the time of submission, the NDA should contain at minimum – 12 
months stability data for three registration lots of both package sizes manufactured at the UIP 
facility.  
b. The stability tests and specifications should be the same as the release tests and specifications 
for all data submitted.  
c. Any stability data from product manufactured at the clinical site  will be supportive 
only and expiry will be based on the stability data submitted for the as-marketed product 
manufactured at the commercial site (UIP). 
  
Yaupon’s Response March 3, 2010- Request for Clarification on Question 7b: 
 
a. As summarized in Table (3.2.P.8.1)2, page 0117 of the CMC Meeting Briefing Document 
(represented below for ease of reference with slight modification), the NDA will contain a 
minimum of 9 months of stability data for one UIP production1 (registration) batch, and 6 
months of data for 2 additional UIP production batches stored at the recommended storage 
condition   These same lots are also being stored under accelerated conditions 
(25°C/60%RH) and the results from testing at 1, 2, 3 and 6 months will also be included in the 
NDA.  All 3 lots have been prepared in both package sizes (  and 60g). 

 
It is important to note that all stability batches utilize the exact same formulation, and the first 
UIP production batch  is also being used in the pivotal clinical study. 

 

                                            
1 In accordance with ICH Q1A(R2) Guidance on Stability of New Drug Substances and Products, production batch is defined as 
“A batch of a drug product manufactured at production scale by using production equipment in a production facility as specified 
in the application”. 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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b. As summarized in Table (3.2.P.5.1)1, page 0097 and Table (3.2.P.8.1)1, page 0116 of the 
CMC Meeting Briefing Document (and summarized here for ease of reference), the stability tests 
and specifications will be the same as the release tests and specifications for all data submitted.  
We have also included below the additional tests (impurities, uniformity/homogeneity,  

and microbial limits) to be added as required by the Agency. 
 

(b) (4)

(b) (4)
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claim for categorical exclusion, so that YT can correctly prepare the NDA to be 
accepted for filing?   

 
Meeting Discussion: FDA recommended that Yaupon include in their justification for exclusion that the 
drug product is an orphan drug at low concentration and is a cytotoxic agent.   FDA committed to 
provide guidance regarding the ppm for environmental assessment as a post-meeting note in the meeting 
minutes. 

Post-Meeting Note:  Guidance for Industry Environmental Assessment of Human Drug and 
Biologics Applications July 1998 

2.9 NDA CMC FORMAT AND CONTENT PLAN 

Question 10:  Does the Agency agree with the proposed format and content plan for the CMC 
sections of the NDA? 

 
FDA Response to Question 10:   

a. Clearly identify the formulations (F1-F17) used in all studies (clinical, quality, non-
clinical, etc) including the lot numbers, date of manufacture, manufacture info (batch 
size, site, etc), date of use, storage temperature, etc. Provide this information in a clear, 
easy-to-read table format. 

b. See also FDA Response to Question 1.  
  

Yaupon’s Response March 3, 2010- Request for Clarification on Question 10: 
None requested.  YT wanted to clarify that the information presented in the Formulation 
Development section, Table (3.2.P.2.2.1)1 on page 0027 in the CMC Meeting Briefing 
Document, describes the early development work and did not result in batches that were used for 
any purpose.  The NDA will include a comprehensive tabular summary of the requested 
information for all batches used in the pivotal clinical trial, as well as the stability batches.   

 

3.0 ISSUES REQUIRING FURTHER DISCUSSION 

There are no issues requiring further discussion at this time. 

4.0 ACTION ITEMS 

There are no specific due dates or time lines for submission of information or other action items. 
General agreements and commitments are included in the Meeting Discussion Section 2.0 above. 
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5.0 CONCURRENCE: 

{See appended electronic signature page} 

Deborah Mesmer  
Regulatory Health Project Manager for Quality 
Division of Pre-Marketing Assessment III and Manufacturing Science  
Office of New Drug Quality Assessment  
Center for Drug Evaluation and Research 
 

{See appended electronic signature page} 

Richard T. Lostritto, Ph.D. 
Division Director 
Division of Pre-Marketing Assessment III and Manufacturing Science 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research  
 

6.0 ATTACHMENTS AND HANDOUTS 

As referenced in Section 1.0 Backgound, Yaupon submitted slides for the meeting by email. The 
slides are attached to these minutes. 

7 Page(s) has been Withheld in Full as B4 (CCI/TS) immediately 
following this page 
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BACKGROUND:  
 
To discuss specific nonclinical issues related to the development of Nitrogen Mustard 
(NM) 0.02%  to ensure that the type and amount of nonclinical data planned for 
inclusion in the NDA will be sufficient to support the submission. 
 
1. Regulatory 
 
Yaupon is planning to submit a 505(b)(2) New Drug Application for its proprietary 
formulation containing mechlorethamine hydrochloride; Mustargen® will be used as the 
Reference Listed Drug (RLD).  Yaupon is proposing to accept the current labeling 
language which appears on the package insert for Mustargen® including Warnings for 
the use of the product (modified for the Yaupon topical product), Carcinogenesis, 
Mutagenesis, Impairment of Fertility, Usage in Pregnancy, and Pregnancy Category.  
Examples of the proposed language appear below. 
 
“WARNINGS:  This drug is HIGHLY TOXIC and the topical formulation must be 
handled and administered with care.  Inhalation of dust or vapors and contact with skin or 
mucous membranes, especially those of the eyes, must be avoided.  Avoid exposure 
during pregnancy.  Due to the toxic properties of mechlorethamine (e.g., corrosivity, 
carcinogenicity, mutagenicity, teratogenicity), special handling procedures should be 
reviewed prior to handling and followed diligently.” 
 
“Usage in Pregnancy:  Mechlorethamine hydrochloride can cause fetal harm when 
administered to a pregnant woman.  MUSTARGEN has been shown to produce fetal 
malformations in the rat and ferret when given as single subcutaneous injections of 1 
mg/kg (2-3 times the maximum recommended human dose).  There are no adequate and 
well-controlled studies in pregnant women.  If this drug is used during pregnancy, or if 
the patient becomes pregnant while taking this drug, the patient should be apprised of the 
potential hazard to the fetus.  Women of childbearing potential should be advised to 
avoid becoming pregnant.” 
 
“Carcinogenesis, Mutagenesis, Impairment of Fertility:  Therapy with alkylating agents 
such as MUSTARGEN may be associated with an increased incidence of a second 
malignant tumor, especially when such therapy is combined with other antineoplastic 
agents or radiation therapy.  
 
The International Agency for Research on Cancer has judged that mechlorethamine is a 
probable carcinogen in humans.  This is supported by limited evidence of carcinogenicity 
in humans and sufficient evidence of carcinogenicity in animals.  Young-adult female RF 
mice were injected intravenously with four doses of 2.4 mg/kg of mechlorethamine (0.1% 
solution) at 2-week intervals with observations for up to 2 years.  An increased incidence 
of thymic lymphomas and pulmonary adenomas was observed.  Painting 
mechlorethamine on the skin of mice for periods up to 33 weeks resulted in squamous 
cell tumors in 9 of 33 mice.  

(b) (4)



Mechlorethamine induced mutations in the Ames test, in E. coli, and Neurospora crassa. 
Mechlorethamine caused chromosome aberrations in a variety of plant and mammalian 
cells. Dominant lethal mutations were produced in ICR/Ha Swiss mice.  
Mechlorethamine impaired fertility in the rat at a daily dose of 500 mg/kg intravenously 
for two weeks." 
 
“Pregnancy:  Pregnancy Category D.  See WARNINGS.” 
“Nursing Mothers  
It is not known whether this drug is excreted in human milk.  Because many drugs are 
excreted in human milk and because of the potential for serious adverse reactions in 
nursing infants from MUSTARGEN, a decision should be made whether to discontinue 
nursing or to discontinue the drug, taking into account the importance of the drug to the 
mother.” 
 
Does the Agency agree that this approach is acceptable for the Yaupon product? 
 
FDA Response: 
 
Yes, from a non-clinical perspective, a 505(b)(2) application is an acceptable 
approach based on the information provided.  You may rely on FDA’s finding of 
non-clinical safety for a listed drug, as described in the drug approved labeling 
and/or rely on published literature for approval of your 505(b)(2) NDA. We will 
comment on the labeling language after submission of your NDA.   
 
Clarification 1: 
 
Does the Agency agree with the proposed format and content plan for the nonclinical 
sections of Module 2 and Module 4 of the NDA? [Please refer to Table 1 in our Request 
for Clarification document.] 
 
Meeting Discussion: 
 
The FDA stated that there are guidances available at the FDA site regarding the 
content and format of the NDA. 
 
2. Systemic Toxicity 

 
In an FDA communication dated 9 July 2004, the Agency indicated that systemic toxicity 
would only be required if there was evidence of systemic exposure.  Yaupon is 
conducting a pivotal clinical trial in mycosis fungoides (MF) patients with its 0.02% 
Nitrogen Mustard (NM) formulation.  Per agreement with FDA, blood samples were 
collected from both treatment arms for analysis of systemic NM levels  

  The bioanalytical method utilized HPLC analysis with a limit of 
detection of 41.5 ng/mL.  NM or half mustard  levels were 
undetectable in all samples taken on Day 1 and after one month of exposure (n = 34, at 

(b) (4)

(b) (4)



least 12 from the YT formulation).  Yaupon is proposing that these data fulfill the 
Agency’s request for this information.   
Does the Agency agree that the data collected from the pivotal clinical study sufficiently 
demonstrate a lack of systemic exposure and no nonclinical toxicity or additional clinical 
studies are needed? 
 
FDA Response: 
 
It is unlikely that toxicology studies will be needed to assess systemic toxicities 
associated with mechlorethamine. However, a final decision will be made after 
review of data submitted with your NDA. In addition, the adequacy of the 
pharmacokinetic study and validation of the bioanalytical assays will be a review 
issue. 
 
Clarification 2:    
 
Does the Agency agree that submission of the bioanalytical report along with the 
bioanalytical method and method qualification report, all of which will be included in 
Module 5, Section 5.3.1 will support filing of the NDA? 
 
Meeting Discussion: 
 
The Agency agrees that the sponsor’s plan is acceptable. 
 
3. Genetic and Reproductive Toxicity 
 
A large database of information is available in the nonclinical published literature on the 
genetic toxicity and reproductive toxicity of nitrogen mustard.  NM is mutagenic and has 
been shown to produce malformations in mice and rats. Yaupon is proposing that these 
data are sufficient to address these two endpoints and to fulfill the Agency’s request for 
this information.   
Does the Agency agree that no additional nonclinical genetic toxicity or reproductive 
toxicity studies are needed? 
 
FDA Response: 
 
Considering nitrogen mustard is a known mutagen and teratogen, we agree that no 
additional nonclinical genetic toxicity or reproductive toxicity studies are needed.  
Additionally, for a 505(b)(2) NDA, you may rely on FDA’s finding of non-clinical  
safety for a listed drug, as described in the drug approved labeling; see our response 
to Question 1.   
 
4. Carcinogenicity 

 
The potential of topically applied NM to produce secondary tumors has been evaluated in 
the published clinical literature.  The clinical literature suggests a possibility for 



developing only secondary cutaneous tumors.  Yaupon is proposing that, based on the 
available clinical literature, the risk for secondary tumors has been evaluated fulfilling the 
Agency’s request for this information.  In addition, under the SPA, Yaupon is conducting 
a 12-month surveillance of patients that were involved in the pivotal clinical trial 
monitoring them for the development of potential secondary tumors.  Separately, Yaupon 
and the clinical investigators are planning to conduct an extension protocol to continue 
following patients for up to five years to monitor the development of secondary tumors.  
Data from the 12-month surveillance and the 5-year extended follow up will be submitted 
in safety updates and NDA Annual Reports. 

 
Does the Agency agree that no nonclinical or additional clinical studies are needed to 
address the potential risk for developing secondary tumors? 
 
FDA Response: 
 
Yes. 
 
5. Dermal Toxicity 
 
As part of the pivotal clinical trial, Yaupon has collected information on the dermal 
effects (reported as treatment limiting toxicities, TLTs) of the Yaupon 0.02% NM 
formulation.  These dermal effects are consistent with reported effects of other ointment 
formulations of topical NM products (Kim 2003).  Yaupon is proposing that these data 
provide the specific information on the formulation that FDA has requested.   

 
Does the Agency agree that no nonclinical studies are needed to address the dermal 
effects of Yaupon’s proprietary 0.02% NM and that sufficient information has been and 
is being collected from Yaupon’s clinical program?  
 
FDA Response: 
 
Based on minimal information provided, we cannot comment on the adequacy of 
your assessment of dermal effects of your drug product. A final decision will be 
made after review of data submitted with the NDA. 
 
Clarification 5: 
    
Does the Agency agree that no nonclinical studies are needed to address the dermal 
effects of YT’s drug product to enable filing of the NDA?   
 
Meeting Discussion: 
 
It is unlikely that the lack of nonclinical dermal study(ies) will be a filing issue. 
 
6. Repeat-Dose Toxicity   
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