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CHEMISTRY REVIEWER MEMORANDUM 
 

To:    NDA 203856 
From:    Josephine Jee., CMC Reviewer, ONDQA 
Thru:    Ali Al Hakim, Ph.D., Chief, Branch II 
Date:    30-APR-2013 
Drug:    Cyclophosphamide Capsules 
NDA Applicant:  Roxane Laboratories, Inc. 
Route of administration: Capsules 
Strength: 25 mg and 50 mg 
Subject:   Amendment erroneously dated 26-MAR-2013  
    (Received by FDA Document Room on 29-APR-2013) 

 
The above submission did not adequately address the CMC outstanding issues discussed with the 
sponsor on 25-MAR-2013. These issues are related to one NDA batch that did not pass the 
proposed specifications. Therefore, the CMC conclusion remains the same (NDA is not 
recommended for approval). For additional details, refer to NDA 203856 Review dated 26-
MAR-2013 for further information. 
 
 
 
 
 
 

Reference ID: 3301643



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

JOSEPHINE M JEE
04/30/2013

ALI H AL HAKIM
04/30/2013

Reference ID: 3301643



 CHEMISTRY REVIEW
  
 
 
 
 
 

NDA 203856 
 
 

Cyclophosphamide Capsule 
25mg and 50 mg 

 
 

Roxane Laboratories, Inc. 
 
 
 

Josephine Jee 
 

Office of New Drug Quality Assessment 
  

 For the Division of Drug Oncology Products 1 
 
 
 
 
 
 
 
 

 

Reference ID: 3286822

























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

JOSEPHINE M JEE
04/02/2013

ALI H AL HAKIM
04/02/2013

Reference ID: 3286822





PRODUCT QUALITY (Small Molecule) 
FILING REVIEW FOR NDA or Supplement (ONDQA) 

File name: 090513-Product Quality Filing Review.doc Page 2 
Version Date: 05132009 

7. 

Are drug substance 
manufacturing sites identified on 
FDA Form 356h or associated 
continuation sheet?  For each site, 
does the application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if 

previously registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person.  

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

√  Resubmitted 

8. 

Are drug product manufacturing 
sites are identified on FDA Form 
356h or associated continuation 
sheet.  For each site, does the 
application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if 

previously registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

√  Resubmitted 

Reference ID: 3181327













PRODUCT QUALITY (Small Molecule) 
FILING REVIEW FOR NDA or Supplement (ONDQA) 

File name: 090513-Product Quality Filing Review.doc Page 8 
Version Date: 05132009 

33. Have the immediate container 
and carton labels been provided? √   
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Initial Quality Assessment 
Branch II  

Division of New Drug Quality Assessment I 
Office of New Drug Quality Assessment 

 
 

OND Division: 
NDA: 

Applicant: 
Stamp Date: 

PDUFA Goal Date: 
Established Name: 

Trade Name 
Chemical Class 

Dosage Form and Strength: 
Route of Administration: 

Indication: 
 
 
 
 
 
 

 
eCTD Reference for CMC 

 
Regulatory Filing 

Related IND 
Reference DMFs 

 
 
 
 

Assessed by: 

DOP1, OHOP 
203-856  
Roxane Laboratories, Inc. 
21 December, 2011 
21 October, 2012 (standard) 
Cyclophosphamide 
Not available 
Type-1 (change in formulation) 
Capsule – 25 mg and 50 mg 
Oral 
Cyclophosphamide is more frequenty used 
concurrently or sequentially with other 
antineoplastic drugs, etc., and is useful in carefully 
selected cases of biopsy proven "minimal change" 
nephritic syndrome in children but should not be 
used as primary therapy.  
 
 
eCTD. 
 
For 505 (b) (2) 
IND 112446 
DMFs: ; 

. 
 
 
 
Haripada Sarker 

 
 

  No    Yes 

ONDQA Fileability:   x  

Comments for 74-Day Letter:   x 

Reference ID: 3089622
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4000591A 6 Months 6 Months 
4000594A 6 Months 6 Months 

 
Cyclophosphamide Capsules, 50 mg 

 

Batch 
Numbers 

 
Bottles Stored At 
40°C/75% RH* 

 
Bottles Stored At 
25°C/60% RH* 

4000508A 6 Months 6 Months 
4000592A 6 Months 6 Months 
4000592B 6 Months 6 Months 

 
* RH = Relative Humidity 

 
Stability of DP was monitored by Description, dissolution, assay and degradation product.  All the 
batches apparently meet the proposed specification within the test period of six months.  The DP 
stability specification is found to be similar to corresponding DP release specification.  
 
No statistical analysis of DP stability is included to support the proposed DP expiration dating.  The 
Applicant proposes a 24-month expiration dating period for the Cyclophosphamide Capsules, when 
stored at 25°C (77°F). 
 
Drug Product Critical Issues 

 New degradants in DP, when compared with RLD specification. 
 Dissolution test data needs to be evaluated by Biopharm reviewer for change in dosage form 

from Tablet to Capsule. 
 Check EES of DP sites for accuracy.   
 DMFs for container/closure systems need to be reviewed for adequacy of the NDA. 
 Check stability test data on drug product over the period of intended storage time. 
 Justification of 24-months expiration based on 6-months stability data in the submission.  

Whether ICH Q1E can be applied for this extrapolation to justify the proposed expiration. 
 Harmonize release and stability specifications for impurities. 

 
 
Fileability Template 

Parameter Yes No Comment 
1 On its face, is the section organized adequately?  √ 
2 Is the section indexed and paginated adequately?  √  
3 On its face, is the section legible?  √ 
4 Are ALL of the facilities (including contract facilities and test 

laboratories) identified with full street addresses and CFNs? 
 √ 

5 Is a statement provided that all facilities are ready for GMP 
inspection? 

 √ 

6 Has an environmental assessment report or categorical exclusion 
been provided? 

 √ 

7 Does the section contain controls for the drug substance?  √ 
8 Does the section contain controls for the drug product?  √   

Reference ID: 3089622
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9 Has stability data and analysis been provided to support the 
requested expiration date? 

  √ Pending review of 
stability update. 

10 Has all information requested during the IND phase, and at the 
pre-NDA meetings been included? 

 √ Review issue. 

11 Have draft container labels been provided?  √  
12 Has the draft package insert been provided?  √ 
13 Has a section been provided on pharmaceutical development/ 

investigational formulations section? 
 √ 

14 Is there a Methods Validation package?  √ 
15 Is a separate microbiological section included?  √ 
16 Have all consults been identified and initiated? 

                    (bolded items to be handled by ONDQA PM) 
 

√ 
√ 
 
 
 

√ 
√ 

 
 Microbiology 

Biopharm 
Statistics (stability) 
OCP/CDRH/CBER 
LNC 
DMEPA 
EER 

 
 
 

Have all DMF References been identified? Yes (√)   No () 
DMF Number 
 

Holder Description LOA 
Included 

 Yes 

Yes 

Yes 

Reference ID: 3089622
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Yes 

 
 

Comments and Recommendations  
The application is not fileable; following fileability issue regarding drug product stability has been 
identified at this point.  Facilities have been entered into EES for inspection.  A single reviewer is 
recommended for this NDA, since the manufacturing process is not particularly complex. 

 
1. Six months of long term and accelerated stability data of the drug product are not 

sufficient to support a commercially viable shelf-life.  Also note that as per Good 
Review Management Principles and Practices for PDUFA Products, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Gu
idances/UCM079748.pdf, all NDAs are to be complete in the original submission.  
This includes all stability data and corresponding data summaries necessary to establish 
a shelf life.  Information submitted to an NDA subsequent to the original submission 
may or may not be reviewed as resources allow. 

 
 
Haripada Sarker, Ph.D.  February 17, 2012  
CMC Lead  Date 

Sarah Pope Miksinski, Ph.D.  February 17, 2012 
Branch Chief                    Date  
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