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                                                                                                                                                                 Public Health Service 
DEPARTMENT OF HEALTH & HUMAN SERVICES                                   Food and Drug Administration 
 

                                                                Memorandum 

 

Date July 29, 2013 

From Vipul Dholakia, Ph.D. 
Compliance Officer 
New Drug Manufacturing Assessment Branch 
Division of Good Manufacturing Practice Assessment,  
Office of Manufacturing and Product Quality 
 

Subject Concurrence with New Jersey District Office (NWJ-DO) Withhold Recommendation for 
NDA 204-820 Colchicine Capsules 0.6 mg 
 
 

Thru Don Henry, Acting Branch Chief  
New Drug Manufacturing Assessment Branch (NDMAB) 
Division of Good Manufacturing Practice Assessment (DGMPA) 
 

To 
 

Peri Prasad,  Branch Chief, Branch VIII, ONDQA Division III 

 
              Applicant:  Hikma Pharmaceuticals LLC 
        200/401/435/465 Industrial Way West  
        Eatontown, NJ 07724 
             
      
                       Establishment:  West-Ward Pharmaceutical Corp. 
             465 Industrial Way 
             Eatontown, NJ 07724-2209 
             FEI: 2250102 
             
 
The Division of Good Manufacturing Practice Assessment (DGMPA) has completed a review of 
an establishment inspection report (EIR) covering a pre-approval inspection (PAI) and GMP 
inspection conducted by New Jersey District (NWJ-DO) investigators from April 29, 2013 to June 
07, 2013 at the West-Ward Pharmaceutical Corp. facility. DGMPA has also reviewed the firm’s 
June 27, 2013 written response to the FDA Form-483 observations. This inspection was initiated 
by NWJ-DO to provide pre-approval coverage of NDA 204-820 and also follow up inspection to 
the 2012 warning letter. 
 
The West Ward Pharmaceutical Inc. was inspected in June 2011 and was classified Official 
Action Indicated (OAI) due to systemic CGMP deficiencies. This facility received a Warning Letter 
in 2012 as a result of this inspection. This site was re-inspected in July 2012 and persistent and 
additional CGMP deficiencies were verified and OAI classification for the site was maintained. 
During the current inspection NWJ-DO investigators found continuing CGMP deficiencies as 
observed on the previous two inspections and has recommended maintaining OAI classification. 
 
The Division of Good Manufacturing Practice Assessment (DGMPA) concurs with New Jersey 
District Office’s withhold recommendation for NDA 204-820. NWJ-DO recommended withholding 
approval of this application due the systemic CGMP deficiencies and the product specific 
deficiencies.  The following deficiencies specific to NDA 204-820, Colchicine 0.6 mg Capsules 
were observed: 
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CDER/OC/OMPQ/DGMPA Recommendation:   
 
Based on the above assessment of the inspection findings, the firm’s response to Form 483 
observations, inadequate resolution of observation 1 in this memo, and the pending OAI 
classification of the June 2013 inspection, OMPQ concurs with the NWJ-DO’s recommendation to 
withhold approval of NDA 204-820 Colchicine 0.6 mg capsules. OMPQ recommends that 
corrective actions to the Form 483 should be verified on a follow up inspection.  
 
 
If you have any questions, please contact me at (301) 796-5065 or by email at 
Vipul.dholakia@fda.hhs.gov. 
 
 

 
 
Vipul Dholakia, Ph.D. 

 
 
cc:  
 
 New Jersey District Pre-Approval Manager (PAM),  
 NDMAB Acting Team Leader, Mahesh Ramanadham  
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MEMORANDUM: DEPARTMENT OF HEALTH AND HUMAN SERVICES PUBLIC 

HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

 
 
DATE: 31-JUL-2013 
 
TO:  N204820 File 
 
FROM: Craig M. Bertha, Ph.D. 

CMC Reviewer/Acting CMC Lead 
ONDQA, Division III, Branch VIII 

 
THROUGH: Prasad Peri, Ph.D. 
  Branch Chief 

ONDQA, Division III, Branch VIII 
 
SUBJECT: Update on Establishment Evaluation Request for N204820 Mitigare (colchicine) 

Capsules; CMC recommendation 
 
SUMMARY:  
 
On 29-JUL-2013, the Office of Manufacturing and Product Quality in the Office of Compliance 
issued a memorandum which concurred with the WITHHOLD recommendation from the New 
Jersey District Office for NDA 204820.  It is also noted that the applicant has followed up and 
submitted revised drug product specifications (applied at release and for stability studies) that 
reflect the agreement for the dissolution acceptance criterion outlined in the biopharmaceutics 
review dated 01-JUL-2013 (see the 02- and -08-JUL-2013, amendments), i.e., Q = % at 20 
minutes. 
 
RECOMMENDATION: Considering the concurrence memorandum from OMPQ, the 
application is not recommended for approval. 
 
 
 
      _______________________________ 
      Craig M. Bertha, Ph.D. 
      CMC Reviewer/Acting CMC Lead 
 
cc: 
OND/DPARP/MJordan Garner 
ONDQA/DIV 3/CBertha/31-JUL-2013 
ONDQA/DIV 3/EDuffy 
ONDQA/DIV 3/PPeri 
OND/DPARP/BChowdhury 
ONDQA/EChikhale 
ONDQA/DIV 3/YLiu 
OND/DPARP/KHull 
OND/DPARP/LLeshin 
OCP/DCPII/SAgarwal 
OB/DBII/KHamilton 
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CONSULT YES NO COMMENTS:  

Biometrics  X very limited stability data provided 
Biopharm X  This is within ONDQA so it isn’t actually a consult.  

The assigned Biopharm Reviewer is Dr. Elsbeth 
Chikhale. 

EES X  EES was entered on Dec. 3, 2012 after getting 
additional site clarifications from the applicant. 

Pharm/Tox X  possible 
Methods Validation  X This is not recommended unless the reviewer feels 

that our lab should check one or more methods for 
particular concerns. 

EA  X Reviewer will evaluate categorical exclusion request. 
New Drug Micro   There are no microbial controls for either d.s. or d.p.  

This is a review issue to evaluate. 
CDRH  X       
Other              
 

c. Other Applications or Submissions to note (if any) listed by the 
applicant in the NDA:  

 
DOCUMENT 

NAME 
DATE 

APPLICATION 
 NUMBER 

DESCRIPTION 

IND 10/14/2009 78601 Colchicine Tablets USP 0.6 
mg; although this IND is 
referenced in the NDA, 
West Ward Pharmaceutical 
is the sponsor of this IND 
(but not the applicant for 
this NDA) 

Reference ID: 3225908
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Page 10 of 21 

(among other issues) the concern about the very limited stability data available for this 
drug product.   
 
 

 

 
 
Description of Facility Related Risks or Complexities (i.e. foreign sites, large 
number of sites involved, etc.) 
See EES for complete list of facilities related to this application. 
Site information is being clarified. 
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7

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

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, 
telephone, fax number and 
email for on-site contact 
person.  

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

• DMF number (if applicable) 

 X  

See 3.2.S.2.1.  The NDA 2.3.S.2 lists 
one site for drug substance.  The 
NDA doesn't list a specific phone 
number for the contact person at the 
site although general phone numbers 
are provided for the site (3.2.S.2.1) 
and an e-mail address is provided in 
the 11/05/2012 amendment.  
Clarification has been provided in the 
11/20/12 amendment for the 
responsibilities of the contract testing 
laboratories for the drug substance. 
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24.  

Is there a description of 
manufacturing process 
and methods for DP 
production through 
finishing, including 
formulation, filling, 
labeling and packaging? 

X   

a blank batch record is provided 
(3.2.P.3.3), but it doesn’t seem to 
describe final packaging and labeling.  
See Regional Information (R) for batch 
records of completed batches and 
packaging batch records.  Section P.3.3 
should contain a detailed description of 
the packaging and labeling processes. 

25.  

Does the section contain 
identification and controls 
of critical steps and 
intermediates of the DP, 
including analytical 
procedures and method 
validation reports for 
assay and related 
substances if applicable? 

X   

Controls of critical steps and 
intermediates are provided, although 
limited to the blend and the capsules, 
and routine production batches of the 
blend will only be tested for description 
and identification, and will not be tested 
for blend uniformity, bulk density or 
moisture.  This section does not provide 
a justification for this, although these 
additional tests will be done on process 
validation batches.  (Note that there are 
other in process controls that will be 
performed.)  This is a review issue.  
The applicant refers to capsule tests for 
dissolution and content uniformity 
(apparently in process), using the same 
tests used for the drug product. for 
which validation data are available.  A 
sampling plan is not provided for this 
testing; this may also be a review issue. 

26.  

Is there a batch 
production record and a 
proposed master batch 
record? 

x   

Section 3.2.P.3.3 provides “the largest 
batch record” (which is not identified as 
a master batch record); this is for  

capsules (the size of the 
proposed commercial batch); it is not an 
executed batch record and does not 
include packaging and labeling. Section 
3.2.R includes three process validation 
batch records (separate records for 
manufacturing and packaging).  The 
manufacturing records are for  
capsules each.  These packaging 
records provided seem to state that the 
bottles were unlabeled for these 
batches; this is not clear as there is 
some mention of labels.  It does not 
appear that there is a batch record 
identified as a master batch record. 

Reference ID: 3225908
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31.  

Has stability data and 
analysis been provided to 
support the requested 
expiration date? 

 X  

 
This NDA appears to have primary 
stability data at room temperature only 
for 9 months and only for one batch 
(each for two presentations, for 100s 
and 1000s bottles).  There are also 
accelerated data for this batch (6 
months) at 40 deg. C/75%RH.   
 
There are two additional batches with 1 
month of accelerated data, for each 
package size.  No statistical analysis is 
provided.   
 
Stability attributes tested included the 
following:  appearance, dissolution, 
assay, related compounds.   
 
Proposed expiry for the drug product is 
24 months for bottles of 100 and 1000.  
Bulk packaged drug product will have 
an expiry of , though it isn’t 
clear if the applicant has provided data 
to support this. 
 
The applicant has provided supportive 
tablet stability data to justify their 
proposed expiry with very minimal 
capsule drug product data; this is a 
review issue. 
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characteristics of colchicine Capsules. 
 

The dissolution method development report should include the following information: 
a. Solubility data for each drug substance covering the pH range; 
b. Detailed description of the dissolution test being proposed for the evaluation of the 

proposed drug product and the developmental parameters used to select the proposed 
dissolution method as the optimal test for the proposed product (i.e., selection of the 
equipment/ apparatus, in vitro dissolution media, agitation/rotation speed, pH, assay, 
sink conditions, etc.).  Include the data supporting the selection of the type and 
amount of surfactant. The testing conditions used for each test should be clearly 
specified.  The dissolution profile should be complete (i.e., 15, 20, 30, 45, & 60 
minutes) and cover at least 85% of drug release of the label amount or whenever a 
plateau (i.e., no increase over 3 consecutive time-points) is reached.  We recommend 
that at least twelve samples be used per testing variable;  

c. Provide the complete dissolution profile data (individual, mean, SD, profiles).  The 
dissolution data should be reported as the cumulative percentage of drug dissolved 
with time (the percentage is based on the product’s label claim); and  

d. Include the complete dissolution data for the testing conducted to demonstrate the 
discriminating capability of the selected dissolution test as well as the supportive 
validation data for the dissolution method (i.e., method robustness, etc.) and 
analytical method (precision, accuracy, linearity, stability, etc.).  

 
For the setting of the dissolution acceptance criteria of your product, the following points 
should be considered: 

e. The dissolution profile data (i.e., 15, 20, 30, 45, & 60 minutes) from the clinical 
batches and primary (registration) stability batches should be used for the setting of 
the dissolution acceptance criteria of your proposed drug product. 

f. The in vitro dissolution profile should encompass the timeframe over which at least 
85% of the drug is dissolved or where the plateau of drug dissolved is reached, if 
incomplete dissolution is occurring.    

g. The selection of the specification time point should be where Q = % dissolution 
occurs.  However, if you have a slowly dissolving product or includes a BCS-Class 
2, poor-soluble drug, a two-point specifications option may be adequate for your 
product.  The first time point should be during the initial dissolution phase (i.e., 15-
20 minutes) and the second time point should be where Q = % dissolution occurs. 
  

h. The dissolution acceptance criterion should be based on average dissolution data 
(n=12).   

 
Note that the final determination on the acceptability of the proposed acceptance criterion 
for your proposed product will be made during NDA review process based on the provided 
data.  
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2. The dissolution data that you collect during your stability study should cover the complete 
dissolution profile (i.e., 15, 20, 30, 45, & 60 minutes). Please provide these data.  If you have 
not collected these dissolution data at all appropriate time points, you should start collecting 
these data and submit to the NDA. 

 
 
 
{See appended electronic signature page}  
Elsbeth Chikhale, Ph.D.  11/21/12 
Biopharmaceutics Reviewer        Date 
Office of New Drug Quality Assessment 
 
{See appended electronic signature page}  
Angelica Dorantes, Ph.D.  11/21/12 
Biopharmaceutics Team Leader    Date 
Office of New Drug Quality Assessment 
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