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patients with this disorder.”  Ex. 3, (Letter from Janet Woodcock, M.D., FDA’s CDER, to 

Gary Veron regarding FDA Docket No. FDA-2012-P-1018, Feb. 15, 2013), at 2. 

5. Colchicine has been widely and inexpensively available as a generic drug in 

the United States since the 1800s.  See Ex. 1 at 3; Ex. 2 at 2045.  The 1938 Food, Drug, and 

Cosmetic Act (“FD&C”) required that new drugs be approved for safety prior to their 

introduction to the market, but old drugs could continue to be available.  Colchicine is not 

merely old; it is literally ancient.  Id.   

6. West-Ward has manufactured colchicine tablets since at least 1972 and has 

sold more than one billion single-ingredient colchicine tablets.  Until 2010, West-Ward was a 

leading supplier of colchicine in the United States. 

7. Prior to 2009, colchicine as a lone active ingredient was not approved by the 

FDA, but combination drugs including colchicine as an active ingredient were approved for 

the prophylaxis of gout.  In 1961, the FDA approved New Drug Application (“NDA”) No. 

12-383 for ColBenemid, a fixed-dose oral combination of probenecid, 500 mg, and 

colchicine, 0.5 mg (approved to Merck).  This approval was made prior to the 1962 

amendments to the FD&C, which require proof of efficacy in addition to safety.  In 1972 

FDA completed a Drug Efficacy Study Implementation (“DESI”) review of ColBenemid and 

concluded that it was “effective for the treatment of chronic gouty arthritis when complicated 

by frequent, recurrent acute attacks of gout.”  Ex. 1 at 4; 37 F.R. 15189 (July 28, 1972). 

8. In 1976, Danbury Pharmacal, Inc. received approval of its Abbreviated New 

Drug Application (“ANDA”) No. 84-279, for Col-Probenecid, which referenced FDA’s 

approval of ColBenemid and the DESI supporting efficacy.  Watson Labs is currently the 

owner of this ANDA.  See Ex. 4 (Printout from Drugs@FDA). 

9. Between July 29 and August 1, 2009, the FDA approved three NDAs for 

Colcrys®, which contain only colchicine as an active ingredient.  These NDAs, Nos. 022-351, 
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-352, and -353 were filed by Mutual Pharmaceuticals Company, Inc. (“Mutual”) to obtain 

three different indications (approved uses) for Colcrys® tablets.1  Each NDA was filed under 

Section 505(b)(2), and each NDA relied upon ANDA No. 84-279 for the combination drug 

Col-Probenecid.  See Declaration of Arthur Tsien dated October 17, 2014 (“Tsien Decl.”),2 at 

¶ 29.   

10. Because there were no Orange Book-listed patents for ANDA No. 84-279, 

Mutual would not have had to make a patent statement under Sec. 505(b)(2)(A).  See Tsien 

Decl. ¶¶ 28, 31.   

11. Mutual submitted no new nonclinical studies for its indication of treating 

“prophylaxis of gout flares” (which was the same indication received by ColBenemid in 

1961).  “The effectiveness of colchicine for this indication derived entirely from published 

literature and the DESI finding for ColBenemid (colchicine 0.5 mg/probenecid 500 mg), the 

listed drug relied upon.”  Ex. 1 at 8.  However, Colcrys® was granted three years of market 

exclusivity for its new indication for “treatment of acute gout flares,” even though this NDA 

(No. 22-351) closely followed guidelines promulgated by one of the major rheumatology 

professional societies years earlier in 2006.  See Ex. 2 at 2046 (characterizing exclusivity as 

“surprising”).Shortly thereafter, Mutual began suing generic manufacturers of colchicine.  

See id.   

12. On September 30, 2010, the FDA announced that it would halt marketing of 

colchicine by manufacturers without approved drug applications, including West-Ward.  As 

requested, West-Ward stopped shipping generic colchicine within 90 days.  This decision 
                                                 
1 Mutual was a subsidiary of URL Pharma, Inc., which was purchased by Takeda in 2012 on 

the basis of large annual Colcys® sales.  All of URL Pharma’s other product lines were sold 
off by Takeda within six months of the acquisition.  http://articles.philly.com/2013-03-
04/business/37412876 1 colcrys-url-pharma-takeda-pharmaceuticals  

2 I have reviewed Mr. Tsien’s declaration.   
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16.  West-Ward submitted New Drug Application  on 

September 1, 2010 (“2010 NDA”).   

 

   

B. Mutual’ s 2010 Citizen Petition 

17. Takeda’s subsidiary Mutual has known about West-Ward’s intent to file a 

505(b)(2) NDA for single-ingredient colchicine since at least November 26, 2010, when 

Mutual submitted a citizen petition regarding West-Ward’s 2010 NDA.  See Ex. 6 (Mutual 

Citizen Petition, Dkt. No. FDA-2010-P-0614) (“2010 Citizen Petition”).  This petition 

explicitly stated “Mutual now believes that West-Ward…has submitted an application for a 

single ingredient oral colchicine…”  Id.   

18. In its citizen petition, Mutual argued that FDA should refrain from accepting 

or approving any application for a single-ingredient colchicine product unless that 

application was (1) filed as an ANDA and (2) references Mutual’s own 505(b)(2) NDA for 

Colcrys®.  See id. at 20.  

19. Significantly, the FDA specifically rejected this request in its response to the 

2010 Citizen Petition.  See Ex. 1 (Letter to Veron re: Citizen Petition FDA-2010-P-0614, 

May 25, 2011).  Not only did the FDA reject Mutual’s argument that any single-ingredient 

colchicine product must be filed as an ANDA, it further rejected Mutual’s argument that any 

single-ingredient colchicine application must list Colcrys®: 

We disagree with Mutual’s contention that any single-ingredient 
colchicine product submitted through the 505(b)(2) pathway must 
necessarily cite Colcrys as its listed drug, irrespective of whether the 
proposed product shares the same strength, PK [pharmacokinetic] 
profile, or other characteristics such as dosage form or conditions of use.  
However, any 505(b)(2) application for a proposed single-ingredient 
colchicine product that is not a “duplicate” of Colcrys must meet the 
statutory approval standard for safety and effectiveness. 
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D. West-Ward’s Decision to Develop Mitigare™ and File New 
505(b)(2) NDA as Suggested by the FDA 

27. I am familiar with the facts concerning West-Ward’s decision to file a second 

505(b)(2) NDA based on the new product Mitigare™, which uses a dosage form dissimilar to 

any previously-approved colchicine product: capsules. 

28. First,  

.  At no time  

 was it suggested that a 505(b)(2) NDA would be rejected for failure to list Colcrys®.  

We had no obligation to reference Colcrys® and chose not to reference data for this product 

.  In fact, the FDA repeatedly suggested 

that  a 505(b)(2) NDA was appropriate.  See infra and 

supra ¶¶ 14, 19, 21, 24, 36, 42, 47, and 53. 

29. Second, we had further no desire to list Colcrys® as a reference because  

 

.   

 FDA had incorrectly advised that 

approval could be secured through an appropriately designed bioequivalence study with Col-

Probenecid.6  West-Ward spent significant sums on  the unaccepted 2010 NDA.  

                                                 
6 This advice seemed especially reliable because Dr. Stanley Cohen, who was then acting 

President of the American Rheumatology Association called Mr. Raya and advised that he 
was calling on behalf of the FDA to inform Mr. Raya that the generic colchicine products 
could be approved based solely upon a bioequivalence comparison with Col-Probenecid. 
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48. Not once in this process did the FDA suggest that Hikma should instead file 

an ANDA, nor that a reference to Colcrys® was necessary to secure approval.   

A. Mitigare™ is Unlike Colcrys® 

49. Hikma demonstrated Mitigare™’s safety and efficacy in part through new 

scientific data it obtained.  These results show substantial differences in pharmacokinetics 

(“PK”) between Mitigare™ and Colcrys®, which justify approving different labels based on 

the different properties of these approved drugs.  Mitigare™ has a different PK profile than 

Colcrys®.  In particular, some of the drastic dose reductions recommended by Takeda for 

Colcrys® appeared unwarranted for Mitigare™.   

50. For example, whereas Mutual’s DDI data suggested that co-administration 

with cyclosporine, a potent P-gp inhibitor, results in a 317% increase in blood concentration 

(and thus requires a 75% reduction in dose), another P-pg inhibitor, propafenon, was found to 

have virtually no effect on colchicine absorption from Mitigare™.  See Ex. 8 at 15(FDA 

CDER Clinical Pharmacology and Biopharmaceutics Reviews for NDA No. 204-820).   

51. In fact, none of the four CYP3A4 or P-pg inhibitors tested by Hikma had a 

significant impact on colchicine PK.  The FDA carefully reviewed the literature suggesting 

such an effect and discerned that drug interactions had previously been reported for 

compounds that are dual inhibitors of CYP3A4 and P-pg.  See id. at 13-15. 

52. In other words, Mitigare™ does “not appear to have a significant interaction 

with drugs” (Ex. 9 at 1)—at least not for “pure” CYP3A4 and P-pg inhibitors.  Testing 

performed by Hikma demonstrated for the first time that not all CYP3A4 and P-gp inhibitors 

have deleterious effects on normal colchicine metabolism.  Therefore, the highly specific and 

drastic label instructions for Colcrys® are unnecessary for Mitigare™.  For these scientific 
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reasons—published literature and the results of Hikma’s four drug-drug interaction studies—

the FDA approved a different label for Mitigare™ than Colcrys®: 

As such, and based on these published case reports, general cautionary 
language informing health care providers and patients about drug-drug 
interaction potential of colchicine will be included in label [sic] along 
with simpler recommendations for close monitoring and dose adjustment 
based on clinical judgment if co-administered with dual inhibitors of 
CYP3A4 and P-gp as well as with CYP3A4 inhibitors or P-gp inhibitors.  
…The applicant’s drug-drug interaction study results and published 
reports suggest that it may not be appropriate to recommend precise dose 
modifications based on one CYP3A4 inhibitor to another, or one P-gp 
inhibitor to another. 

Ex. 5 (Summary Review of Regulatory Action for NDA No. 204-820), at 5. 

53. The FDA regulatory briefing panel agreed with this general assessment 

immediately prior to approval, in September 2014.  In fact, Hikma’s new data calls into 

question the label for Colcrys®: 

The panel agreed that the West-Ward DDI studies raise questions about 
the generalizability of detailed dose modification recommendations to 
drugs that have not been directly studied and asked the team whether 
safety concerns had arisen based on the detailed dose modification 
recommendations in the Colcrys labeling. … 

The regulatory briefing panel also considered the labeling in light of 
FDA’s earlier consideration of drug-drug interaction information for 
colchicine in the context of a citizen petition submitted by Mutual in 2010.  
In FDA’s 2011 response to the citizen petition, FDA agreed that product 
labeling for single-ingredient oral colchicine products would need to 
include adequate information on drug-drug interactions and relevant dose 
adjustments needed to prevent unnecessary toxicity.  However, in light of 
the new information provided by the West-Ward DDI studies, and the 
questions about the generalizability of dose modification 
recommendations, the regulatory briefing panel opined that it was 
reasonable to forego detailed dose modification recommendations and 
include Warnings and Precautions about drug interactions with colchicine 
based on the case reports in the literature, which suggest that dual 
inhibitors of CYP3A4 and P-gp are particularly problematic when 
administered with colchicine, and co-administration should be avoided. 

Ex. 9 (FDA CDER Regulatory Briefing dated September 19, 2014), at 3.   
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54. Therefore, the FDA found Mitigare™’s label to be scientifically justified in 

light of Hikma’s new results, which cast doubt on the generalizability of instructions 

previously submitted by Mutual and approved for Colcrys®.   

B. The FDA Approved Mitigare™ in Light of its Response to 
Mutual’s 2010 Citizen Petition 

55. As shown by the block quote above, the FDA did not “inexplicably,” 

negligently, or mistakenly grant approval of Mitigare™ without considering its prior decision 

on Mutual’s 2010 Citizen Petition.  The FDA was fully aware of its prior and consistent 

remarks on the 2010 Citizen Petition.  See Ex. 9 at 3 (FDA “considered the labeling…in the 

context of a citizen petition submitted by Mutual in 2010.”).  Indeed, the FDA repeatedly 

discussed its response to Mutual’s 2010 Citizen Petition before and after Hikma’s 2012 NDA 

was filed.  See, e.g., Confidential Ex. Conf-3 at 4-5; Ex. 5 at 3; Ex. 9 at 2-3, 6 (Sept. 19, 2014 

FDA briefing).   

56. Instead, the FDA found that Hikma met “the statutory approval standard for 

safety and effectiveness” for a 505(b)(2) NDA.  Cf. Ex. 1 at 20.  Thus, on September 26, 

2014 FDA approved Mitigare™ based on the 505(b)(2) NDA and the references relied upon 

therein.  

C. Mitigare™ is Not a Generic Form of Colcrys® and May Not be 
Substituted for Colcrys® 

57. Contrary to Takeda’s assertions otherwise, Mitigare™ is not a “generic” 

version of Colcrys®. 

58. Unlike ANDA applications under 505(j), 505(b)(2) applications generally do 

not obtain an “AB” equivalence rating, which is required for pharmacies to substitute the 

drug as a generic.  This follows from the fact that 505(b)(2) NDAs are pertinently different 

from any previously-approved drug.  See Ex. 1 at 20-21.  The differences necessitating filing 

under Section 505(b)(2) typically mean that the drug is not interchangeable with any 
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