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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: 21 December 2018

TO: File for NDA 210942

THROUGH: Bhawana Saluja, Ph.D.

FROM: Justin Penzenstadler, Pharm.D.

SUBJECT: Clinical Pharmacology Primary Review

APPLICATION/DRUG: NDA210942/ GLOPERBA (colchicine oral solution 0.6 mg/5 mL) 

Romeg Therapeutics submitted NDA 210942 on 30 March 2018 under Section 505(b)(2) of the 
Federal Food, Drug and Cosmetic Act for colchicine oral solution (0.6 mg/5 mL) relying on the 
Agency’s previous findings of clinical safety and efficacy for colchicine in a combination product 
(colchicine 0.5 mg/ probenecid 500 mg tablet; reference standard).

The clinical pharmacology program includes a single pivotal pharmacokinetic (PK) relative 
bioavailability and food-effect study (RMG-COL-PK001), and two drug interaction studies (RMG-
COL-PK002 and RMG-COL-PK003) to support the application.  Dosing in the fasted state met the 
bioequivalence (BE) criteria (i.e., 90% confidence interval (CI) of 80.00-125.00%) for both Cmax 
and AUC for the proposed product as compared to the reference standard. Food had no impact 
on the extent of exposure (AUC) for the proposed oral solution of colchicine, however the Cmax 
was decreased by 19% (90% CI; 9 – 27%)after administration with a high fat, high calorie meal. 
This effect of food on colchicine exposure is not expected to have any clinically meaningful 
impact on the safety and efficacy of colchicine.  

A multi-disciplinary unireview has been used for this application, and the clinical pharmacology 
review will be archived as part of the unireview.  
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Center for Drug Evaluation & Research

Date: December 18, 2018

To: File for NDA 210942

Through: Rachel Glaser, MD

From: Keith M Hull, MD, PhD

Subject: Clinical Primary Review

Application: NDA 210942 GLOPERBA (colchicine) 

Romeg Therapeutics (Applicant) has submitted the current NDA under Section 505(b)(2) of the 
Federal Food, Drug and Cosmetic Act relying on the Agency’s previous findings of clinical safety 
and efficacy for colchicine in the combination product (probenecid and colchicine), as well as 
publicly available information as the primary source of data necessary to demonstrate the 
clinical safety and efficacy of colchicine for the prophylaxis of gout flares in patients with chronic 
gout.  Consequently, the majority of data in this application is derived from the scientific 
literature provided by the Applicant and supplemented by additional literature researched by 
this reviewer. Additionally, the Applicant has submitted data from two Applicant-initiated 
pharmacokinetic (PK) studies. 

The primary efficacy data are derived from two randomized, placebo-controlled trials using the 
incidence of gout flares as their primary efficacy endpoints in subjects with chronic gout who 
were undergoing urate-lowering therapy. Further supportive evidence comes from five 
additional trials.  

To support the safety of colchicine for the prophylaxis of gout flares indication, the Applicant 
has submitted an analysis of safety data obtained from the published literature and the results 
of their pharmacokinetic studies.  In addition, this reviewer has supplemented the submitted 
safety review to include further evaluation of the scientific literature for oral colchicine, 
regardless of indication, FDA and WHO postmarketing safety databases, and labeling from the 
U.S. and foreign colchicine products.  
I recommend approval of Colchicine Oral Solution (GLOPERBA) for the prophylaxis of gout flares 
in adults, pending the completion of the clinical pharmacology review and provided agreement 
can be reached with the Applicant on revisions to the proposed package insert.

The clinical review has been completed. A multi-disciplinary unireview has been used for this 
supplement and the clinical review will be archived as part of this unireview.  
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