Colchicine Brand Switching in FMF Patients: A Therapeutic Strategy
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ABSTRACT
In July of 2009 the U.S. Food and Drug Administration enacted new regulation of colchicine under the “Unapproved Drugs Program.” Like other
old drugs that were on the market before the existence of the FDA, colchicine had never been subjected to FDA‐required safety and efficacy trials.
One company elected to put colchicine through the FDA’s approval protocol and when approval was granted in 2009 the FDA announced a ban on five
unapproved brands of colchicine on the market and gave proprietary rights to one approved brand. Sudden brand changes following this regulation
led to a therapeutic crisis for FMF patients and coincidentally revealed unrecognized patterns of response to different brands of colchicine.
An effort was undertaken to document and characterize the brand specific response of individual FMF patients participating in FMF support
groups on the internet and determine the potential of multiple brand exposure for improving the effectiveness of colchicine by reducing intolerance
and resistance rates. An online survey of FMF patients participating in patient support groups on Facebook and Yahoo was conducted. Patients
residing in the U.S. were asked to report each brand of colchicine they had ever taken and to indicate for each brand whether their response was
satisfactory; unsatisfactory, but kept taking it; or unsatisfactory and discontinued it.
40 FMF patients reported taking 11 brands of colchicine; a total of 101 individual/brand trials. Of 31 patients taking 2 or more brands, 3 brands
was the average tried. FMF patients revealed a highly idiosyncratic response to different brands of colchicine. Adverse responses and ineffectiveness
were common for all brands ranging from 81% (FDA approved brand) to 30% (FDA banned brand). A critical finding was that all 9 patients
discontinuing a brand for ineffectiveness (“colchicine resistance”) had a satisfactory response to another brand. Despite the frequency of intolerance
or ineffectiveness to individual brands, patients exposed to 2 or more brands had a satisfactory response to at least one brand.
Conclusions: Intolerance and ineffectiveness (i.e. “colchicine resistance”) are not characteristics of FMF patients but are idiosyncratic brand
responses. Most FMF patients could achieve a satisfactory therapeutic response to colchicine if three independent brands were available to them.
Wider availability of brand options are needed for all FMF patients. Before resorting to higher‐risk drugs, FMF patients should demonstrate
intolerance/ineffectiveness to 3 brands of colchicine. This is a clinically simple therapeutic strategy, but the greater challenge is the maze of
regulations governing the importation of pharmaceuticals across national borders.
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Results: shown in the table, illustrate how the transition from five brands of colchicine
(brands # 2-6) to a single brand (brand # 1) became a therapeutic crisis.

 Of brands that were taken by 10 or more patients, the FDA “approved”
brand had the lowest percent of patients with a satisfactory response
(14.2%) and the highest percent of patients who discontinued due to
adverse response (52.4%) including 2 patients who received hospital
treatment.
 By contrast, 70.6% of patients taking “banned” brand A , 63.6% taking
“banned” brand B, and 78.6% taking the Canadian brand, reported a
satisfactory response; while 9.0%, 27.3% and 21.4% of patients taking
banned brands A and B, and the Canadian brand, respectively,
discontinued due to adverse response.
 Of 30 total instances of discontinuation due to adverse response,
ineffectiveness of the brand was cited in 9 instances, suggestive of
cases that might be classified as “colchicine‐resistant.”
 Finally, in every case of adverse response to the FDA‐approved brand,
patients reported having had a satisfactory response to at least one
other brand, either banned in the U.S. or a foreign brand.
References
1. Goldfinger S. Colchicine for familial Mediterranean fever. N Engl J Med. 1972; 287(25):1302.
2. Lidar M, Scherrmann JM, Shinar Y, Chetrit A, Niel E, Gershoni‐Baruch R, et al. Colchicine nonresponsiveness in familial Mediterranean
fever: clinical, genetic,pharmacokinetic, and socioeconomic characterization. Semin Arthritis Rheum. 2004;33:273‐82.
3. Ben‐Chetrit E, Ozdogan H. Non‐response to colchicine in FMF—definition, causes and suggested solutions. Clin Exp Rheumatol.
2008;26:S49‐51.
4. Putterman C, Ben‐Chetrit E, Caraco Y, Levy M. Colchicine intoxication: clinical pharmacology, risk factors, features, and management.
Semin Arthritis Rheum. 1991;21:143‐55.
5. U.S. Food and Drug Administration, Safety Alerts for Human Medical Products: Colchicine (marketed as Colcrys®) 7/29/2009.
http://www.fda.gov/Safety/MedWatch/SafetyInformation/ SafetyAlertsforHumanMedicalPRoducts/ucm174596.htm

Conclusion: Although observed in the U.S., the principle of
idiosyncratic brand response applies to all FMF patients, with
whom we share a common need for global access to colchicine.
Achieving this goal will offer a renewed opportunity for FMF
patients to realize the full therapeutic potential of colchicine.

