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From the Biopharmaceutics perspective, NDA 204442 for Probuphine Implants containing 80 mg 
bupronorphine HCl per implant is recommended for APPROVAL.   
 
 
 
Elsbeth Chikhale, Ph.D.                                          Angelica Dorantes, Ph.D.     
Biopharmaceutics Reviewer                                      Biopharmaceutics Team Leader  
Office of New Drug Quality Assessment                  Office of New Drug Quality Assessment 
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For the 144 hr time point: 
Dissolution of clinical and stability lots at 144 hours
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The following requests were sent to the Applicant on 3/21/13: 
 
 1. Revise your dissolution acceptance criteria as follows:  

• % at 24 hours  

• % at 48 hours  

• Not less than % at 144 hours  
 

 2. Provide a revised drug product specification table 
 
 3. Submit all correspondences dated 3/15/2013 officially to the NDA 
 
On 3/25/13, the Applicant provided the following responses: 
 
1.  The dissolution acceptance criteria will be revised as requested. 
 
2. A copy of the revised Titan specification for the drug product is presented in Attachment 1. This 

revised specification includes both requested revisions by the Agency.  
• Inclusion of package appearance and acceptance criteria (Titan response to question 

4 from Information Request dated March 4, 2013)  

• Revised dissolution acceptance criteria (Response to FDA Question #1 above).  
 

3. All correspondence dated 3/15/2013 will be submitted officially to the NDA by 05 April 2013.    
Titan also plans to include the information provided in this response as part of that submission. 
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Product Quality Microbiology Review 
 

March 21, 2013 
 

 
NDA:    204442 
 
Drug Product Name 

Proprietary:   Probuphine® 
Non-proprietary:  buprenorphine hydrochloride/ethylene vinyl   
    acetate. 

 
Review Number:   1 
 
 
Dates of Submission(s) Covered by this Review 

Submit Received Review Request Assigned to Reviewer 
October 27. 2012 October 31, 2012 November 05, 2012 November 08, 2012 
 
 
Submission History (for 2nd Reviews or higher) – N/A 
 
 
Applicant/Sponsor 

Name:     Titan Pharmaceuticals Inc. 
Address:    400 Oyster Point Blvd, S San Francisco, CA 
     94080 
Representative:   Sunil Bhonsle, President 
Telephone:    Allene Dodge, Reg. Affairs Consultant 

     253-549-0751 
Name of Reviewer:   Vinayak B. Pawar, Ph.D. 
 
Conclusion:    Recommend approval.  
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NDA 204442  Microbiology Review #  1 
   

   
 
 Page 3 of 12 

Executive Summary 
 

I. Recommendations 
 
A. Recommendation on Approvability – Recommend approval 
 
B. Recommendations on Phase 4 Commitments and/or 

Agreements, if Approvable – N/A 
 

II. Summary of Microbiology Assessments 
 

A. Brief Description of the Manufacturing Processes that relate to 
Product Quality Microbiology – The drug product implant is 
manufactured by a process which includes  

 primary packaging and terminal 
sterilization by gamma radiation.  

 
B. Brief Description of Microbiology Deficiencies – N/A 
 
C. Assessment of Risk Due to Microbiology Deficiencies – N/A 
 
D. Contains Potential Precedent Decision(s)- Yes [ - ]   No  [ X ] 
 

III. Administrative 
 

A. Reviewer's Signature _____________________________ 
 Vinayak B. Pawar, Ph.D., Sr. Microbiology Reviewer, OPS/CDER 
 
B. Endorsement Block _____________________________ 
  Bryan S. Riley, Ph.D., Acting Team Leader, OPS, CDER 
 
C. CC Block 

N/A 
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From: Bloom, Raanan 
Sent: Monday, March 11, 2013 1:57 PM 
To: Rivera, Luz E (CDER); Jao, Edwin 
Subject: FW: Finalized - NDA 204442 Environmental Assessment Consult Request 
(FRM-CONSULT-30) 

Luz, Edwin; 

This is my evaluation of the provided information. 

Titan Pharmaceuticals, Inc. has submitted a Claim of Categorical Exclusion under 21 
CFR §25.31(b); Expected Environmental Concentration (EIC) < 1 μg/L (ppb). 
Supporting information (2017 production estimates and environmental exposure data) 
was provided by the applicant in a document titled 'Environmental Assessment' (Note: an 
EA is not required for a claim of categorical exclusion). The EIC is estimated at  
μg/L. The provided information supports the claim for categorical exclusion. Based on a 
search of the literature including the PPCP database (http://www.epa.gov/ppcp/lit.html ) 
we find no indication of 'extraordinary circumstances' for this application. 
 
The action qualifies for categorical exclusion under §25.31(b). 
 
Raanan Bloom 
Senior Environmental Officer 
OPS/IO 
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