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Cipher Pharmaceuticals Inc has submitted a new NDA (N 22-370) for their extended-release 
tramadol capsule that references their previous NDA . As a background, the Division 
sent the Applicant an approvable letter for Cip-Tramadol ER Capsules, NDA  on 
May 2, 2007. The original submission comprised a 505(b) (2) NDA, and the reference 
labeled drug (RLD) was Ultram (immediate-release tramadol tablets).  

 
 

 
 

  
. 

 
, the Applicant has opted to 

conduct two bioequivalence studies against an alternate approved RLD, Ultram ER 
(extended-release tramadol) tablets. The Applicant considers their product a “pharmaceutical 
alternative” dosage form to Ultram ER, and is citing the Agency’s previous determination of 
safety and efficacy of Ultram ER as support of the safety and efficacy of the Cip-Tramadol 
ER capsule. Refer to the review by Dr. Lei Zhang (Clinical Pharmacologist), for details 
regarding the interactions between the Division and the Applicant over the NDA 
amendment, as well as FDA’s assessment of these new clinical pharmacology studies. Of 
note, Dr. Zhang did not find any issues requiring statistical evaluation. Therefore, there is no 
statistical review for this new application.  
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1  EXECUTIVE SUMMARY 

1.1 CONCLUSIONS AND RECOMMENDATIONS 

After careful evaluation of the submission, I have not found sufficient evidence to support the use of 
CIP-Tramadol ER 100 mg, CIP-Tramadol ER 200 mg, or CIP-Tramadol ER 300 mg for the desired 
indication.  

 
 

 
 

1.2 BRIEF OVERVIEW OF CLINICAL STUDIES 

The Applicant, Cipher Pharmaceuticals Limited, seeks to market CIP-Tramadol extended-release 
(ER) capsules for the management of moderate to moderately severe chronic pain in adults. The 
development plan for CIP-Tramadol ER was previously discussed during several meetings (February 
22, 2001 through June 14, 2006) between the Applicant and the Division.   
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1.3 STATISTICAL ISSUES AND FINDINGS 

 
During my review of the submission, I identified several issues that warranted further consideration. 
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2  INTRODUCTION 

2.1 OVERVIEW 

Ultram (immediate release tramadol) was introduced in 1995 in the United States and is currently 
marketed in a 50 mg oral tablet. The Applicant, Cipher Pharmaceuticals Limited, seeks to market 
CIP-Tramadol extended release (ER) capsules for the management of moderate to moderately severe 
chronic pain in adults. CIP-Tramadol ER incorporates a combination of immediate and extended-
release drug delivery properties, which according to the Applicant, may provide rapid and prolonged 
analgesia. The capsules are multi-particulate dosage forms comprised of extended release beads 
together with an immediate release component. 
 
The development plan for CIP-Tramadol was introduced to the Division of Anti-inflammatory, 
Analgesic, and Ophthalmic Drug Products under IND . Following the reorganization of the 
therapeutic areas in the Center for Drug Evaluation and Research, CIP-Tramadol fell under the 
purview of the Division of Anesthesia, Analgesia, and Rheumatology Products. The key milestones 
in the clinical development program are highlighted in Dr. Burkhart’s review.  Statistical issues were 
discussed during several of the meetings and key issues are summarized below: 
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The submission includes  one long-
term safety study, Study 03.  
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Information on safety 
was also obtained in study Study 05 and in the open-label, uncontrolled long-term study (Study 03) 
conducted in the United States, Canada and Mexico.   
 
 

2.2 DATA SOURCES 

This statistical review is based on data submitted in Studies 01, 02 and 04. 
 
The electronic datasets for this NDA can be found at: 
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3.2 EVALUATION OF SAFETY   

Dr. Burkhart reviewed the safety of CIP-Tramadol ER in detail.   The reader is referred to Dr. 
Burkhart’s review for information regarding the adverse event profile 
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6  LABELING 
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7  APPENDIX 
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Appendix 7.2: Patient Demographics and Baseline Characteristics – Safety Population 
 
Table 7.2.1: Patient Demographics and Baseline Characteristics – Study TRAMCT02.01 

 
 
Source: Study Report (02 01) Module 5 Vol  48, page 73 
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Table 7.2.2: Patient Demographics and Baseline Characteristics – Study TRAMCT02.02 

 
Source: Study Report (02 02) Module 5 Vol  67, page 72 
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Table 7.2.3: Patient Demographics and Baseline Characteristics – Study TRAMCT02.04 (Primary Analysis Set) 

 
Source: Study Report (02 04) Module 5 Vol  111, page 93 
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Table 7.2.4: Patient Demographics and Baseline Characteristics – Study TRAMCT02.04 (All patients who 
received at least one dose of study medication) 

  
Source: Study Report (02 04) Module 5 Vol  111, page 95 
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