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ONDQA Division Director’s Memo 
NDA 202-317, Valchlor (mechlorethamine HCl 0.02% gel for topical use)  
Date:  16-AUG-2013 
Author:  Sarah Pope Miksinski, Director (Acting)/DNDQA2/ONDQA 
 
Reference is made to the primary Chemistry, Manufacturing and Controls (CMC) review dated 
16-JUL-2013.  Reference is also made to the secondary CMC review dated 08-AUG-2013.  Both 
primary and secondary reviews recommend approval from a CMC standpoint, and both primary 
and secondary reviewers confirm that there are no outstanding CMC deficiencies that would 
preclude approval. 
 
I concur with the primary and secondary reviewers’ recommendations of approval.  Additionally, 
I concur that there are no outstanding CMC deficiencies for this NDA.   
 
There is no change to the previous ONDQA recommendation:  all CMC review issues have 
been resolved, and ONDQA recommends approval of this NDA. 
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Secondary Review 
NDA 202317   

ValchlorTM 
Mechlorethamine HCl 0.02% gel for topical use 

 
Although CMC review # 2 recommends an approval action for this NDA, the 
reviewer raises some additional concerns regarding clinical batches and related 
clinical issues. These concerns are outlined below. 
 
In Chemistry Review #1, the reviewer stated that “Due to insufficient 
characterization, comparability between the clinical trial and commercial 
products has not been demonstrated. Sufficiently characterize clinical trial and 
commercial products to demonstrate comparability.” In Chemistry Review # 2, 
the CMC reviewer evaluated the response to the above deficiency and 
concluded that the response is inadequate.   
 
In the NDA, the applicant provided the following table which compares the 
clinical batches with the proposed commercial batches. 
 

 
 

 

 
 

  It is essential 
to mention here that the topical drug product route of administration, without 
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(b) (4)

(b) (4)



any significant systematic exposure, has less risk compared to other drug 
products including Injection, Inhalation, Oral, etc.  
  
The proposed commercial drug product batches, which are intended to be used 
widely by the patient population, were stored  

 

Additionally, the above clinical 
batches in table 3  represents the range of impurity for 7 clinical lots) which 
were used in the original clinical trial demonstrated their efficacy and safety, as 
reported by the clinical reviewer, Dr. R. Angelo de Claro, M.D, in his review 
dated June 25, 2013 who stated “trials demonstrated adequate clinical efficacy 
and safety profile”.  
 

Therefore, I do not concur with the CMC reviewer’s comment that: 
“The applicant did not provide any data on the clinical trial product”.  
My assessment is that the applicant did provide data as shown in table 3.  
It is my assessment that the clinical trial lots were adequately tested for 
assay and impurities  

 
 

the assay for these 
batches remained within the proposed NDA drug product specification 

  
 

 
The commercial 

drug product batches have individual specified impurities controlled at the 
qualification threshold and individual unspecified impurities at the identification 
threshold (ICH Q3A). The commercial product remains within these limits 
throughout the shelf life. In addition, the non clinical reviewer, Dr. Natalie E. 
Simpson, reported in her review dated April 19, 2013 that “the proposed 
specifications are acceptable for the impurities. There are no 
pharmacology/toxicology issues to preclude approval of VALCHLOR for 
the proposed indication”. 

 
Therefore, I do not concur with the CMC reviewer’s comment that “The 
characterization of the clinical trial product remains inadequate in this 
application”.   
  
The proposed commercial drug product batches that are intended to be 
used by the patient population are stored  
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The commercial batches are of higher quality  

Therefore, I do not concur with the CMC reviewer’s comment that” 
“Inadequate characterization between the clinical trial product and the 
commercial product can not be established”. 

 
In Chemistry Review #2, the CMC reviewer makes additional comments 
regarding clinical issues (information located on pages 8, 11, 12-14, 32)  
It is this reviewer’s assessment that the CMC reviewer’s comments 
regarding clinical issues and related discussion including e-mails are not 
directly relevant to the overall quality determination,  since the CMC 
review deals with the assurance of quality of the drug product and not with 
a direct determination of safety and/or efficacy. 

 
In conclusion, while I do concur with the primary reviewer’s 
recommendation of approval, I do not concur with the primary CMC 
reviewer’s stated outstanding deficiency raised in CMC review # 2.  Based 
on my assessment and consistent with the primary reviewer’s overall 
recommendation, the Applicant’s response to all previous CMC 
deficiencies is satisfactory and there are no outstanding CMC deficiencies 
that remained unresolved.  The NDA is recommended for approval from 
CMC perspective. 
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from CMC prespective
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NDA 202-317 
Addendum to CMC Review #1 

 
Valchlor  

(mechlorethamine hydrochloride gel 0.02%) 
 

  
 Yaupon Therapeutics, Inc.* 

*corporate name changed to Ceptaris Therapeutics during the review cycle. 

 
 
 
 

CMC Review Team: 
Gaetan Ladoucer, Ph.D. (Drug Substance) 
Anne Marie Russell, Ph.D. (Drug Product) 

 
Office of New Drug Quality Assessment 

Division I Branch II 
for 

The Division of Oncology Products 2 (DOP2) 
 

Reference ID: 3120253



Addendum: 
 

The following information was missing from CMC Review#1 (highlighted): 
 
9.  LEGAL BASIS FOR SUBMISSION:  

NDA 202-317 was submitted in accordance with 21 CFR Part 314.50 as a 505(b)(2) 
application for the Reference Listed Drug Mustargen® (NDA#6695).  
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PRODUCT QUALITY (Small Molecule) 
FILING REVIEW FOR NDA or Supplement (ONDQA) 

File name: 090513-Product Quality Filing Review.doc Page 6 
Version Date: 05132009 

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.  

{See appended electronic signature page} _____________________________________________ 
Janice Brown                                                                                       Date: 22-Aug-2011 
Pharmaceutical Assessment Lead or CMC Lead / CMC Reviewer  
Division of Pre-Marketing Assessment 1 
Office of New Drug Quality Assessment 

 

{See appended electronic signature page}  
Sarah Pope Miksinski, Ph.D.                                                              Date: 22-Aug-2011 
Chief, Branch 2  
Division of Pre-Marketing Assessment 1 
Office of New Drug Quality Assessment 

Reference ID: 3011871



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

JANICE T BROWN
09/08/2011

SARAH P MIKSINSKI
09/08/2011

Reference ID: 3011871




