
bk APOTEX CORP. 

October 19. 2007 

Divisiorl orh c k e t s  Marlagerne111 
Food and Drug Administration 
Room 1061 (HFA-305) 
5630 Fishers Lane 
Rockvillc, MD 20852 

Re: Docket 2007N-0382 lGe11mickurripril Capslllts -1 80-Uay Exclusivilv Iss~lesl 

Dear Sir or Madam: 

'I'his commcnt is submitted by Apotcx, Corp. (Apotcx) in rcsponsc to thc agcncy's noticc 

posted on its website, asking Tor corrlrrler~lsregardog 180 rlay ger~ericclr11.g exclusivily Tor 

ramipril capsules. Apotex is commenting because of the in~portanceof the issues involved and 

Lhr: public inlcrcst in prcvcnting a gcncric sponsor cntitlcd to 180-day exclusivity ffom settling 

patent illfringemeut litigation ad "p3xking7' its 180-day exclusivity, thereby blockiug utllcr 

generic versions of the innovator product fmm entering the market. Pem~ittinga generic sponsor 

lo indcfinilcly block gcncric competition and lowcr priccs scvcrcly injurcs Amcrican consurncrs 

and nther eeneric companies. These issues are itnportn~ltboth with ~egnrdtu x~amiyrilcapsules 

and more generally, in light of the Food and Drug Administration's (FDA) practice of 

proceeding on a case-by-case basis on exclusivity issucs, whcrc thosc casc-by-casc decisions arc 

often haseci on prior agency decisiol~s. 

As Apotcx understands the facts concerning ramipril, Cobalt Pharmaceuticals, Inc. 

(Cobalt) submitted the first Paragraph 1V abbrcviatcd ncw drug application (ANUA) for ramipril 

capsules, thereby er~litlimgCuball to 180-day axclusivily. Cubdl was sued by [he paten1 owner 

for patent infringcrnmt. Ratller tl~ancontinuing to defend that litigation, Cobalt adlrlitted 
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inrringanenl of the patent and subscqucntly scttlcd thc laivsuit, rcsulting in voluntary dlsrnissal 

of  the case witlzout prejudice. Appclrenlly ;is part 01ils saltlement of liligalion. Cobalt entered 

into an agreement with King Pharmaceuticals, Inc. Wng), the innovator dlug sponsor. 1Jnder 

[hat agreement, Cobalt will distribute an "authorized gcncric" vcrsion of King's Altacc, the 

innovator prndnct, at a time aiid under cco~~ctiliu~ls which have no1 been publicly disclosed. 

Cobalt received final ANDA approval aln~osttwo years ago, in Octnher 2005, and settled 

its pale111 litigution In April 2006. Howcvcr. Cobalt has ncvcr rnarkctcd its generic product and 

apparently has no intention ofdoiiig so at this time. Tn fmt, Cobalt's RNTIA is curre~ltlyListed ill 

thc "discontinucd" scction of FDA's Orange Book. Yet, Cobalt continues to maintain its 

Parigmph IV cerlificuliun, even though Cobalt IS no longcr activcly pursuing its patcnt casc. 

The bottom line is that Cobalt's actions have blocked the entire mnrket for eeneric r-nmipril 

capsules, contrary to thc public interest and contrary to the intent of the IIatch-Waxman 

hr~millrnenls. 

Consistent with a prior agelicy decision, FDA sliuuld wuclude (11111 Cobull's actions hnve, 

as a matter of law, converted Cobalt's Paragraph IV certification to a Paragrallh TIT certification. 

Without a Paragrapt] IV cerlifi'lcsttion in ib ANDA, it follows that Cobalt is no longcr cligible for 

180-day cxclusivity. Once the 18&dayblock i s  re~~ioverl, isany suhseq~uellt ANnA spolisor t l ~ t  

othcrwisc oligiblc for final approval should receive final approval. 

FDA reached tiis co~~c lus~o t~  tigo in a mullor conccrmng 30mg n~fcdipmcslx yetw 

extended release tablets. There, the agency concluded that the M A syousor entitled to 180-

day cxclusivity (Mylan Pharrtlaceuticals, Inc. (Mylan)) had "effectively changed" its Paragraph 

IV certification to a Paragraph ill ccrtiiication by settling patent infringement litigation and 
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agrccing to distribute an "authorized generic." FDA has never renounced that 2001 

irllerpreliilion ilnd so should continue to follow it. FDA should apply thc sarnc reasoning to 

1rallipril cal~sules (slid other sirnilzirly siluiilerl drugs, as appropriate). 

FDA should act to prevent Cobalt from "parking" its 180-day exclusivity indefinitely. 

Alluwing Cubult to block the entire market for gcncric rarnipril capsulcs is dcfinitcly at odds 

with the intent nf the Hatch-Waxmau A~nenrlr~~erlts: sough1 Lo gel generic drugs inlo"Cu~~gress 

thc hands of patients at reasonable prices - fast." 111 Re: Ban- Lrrhnratories, Trlc.., 931) F.2d 72, 

7G (D.C. Cir. 1991). I1 ulso works lo lhc disadvanlagc of a subsqucnt ANDA sponsor that has 

succeeded in clearing the patent-related hurdles hut nevertheless finds itself blocked by the &st 

sponsor's ]YO-day exclusivity. Here, Apotex understands that Lupin Pharmaceuticals, Inc. 

I Mylan challenged FDA's decision in a West Virginia federal district court. In ruling on 
Mylaii'a mntinn fnr preIiininary injulxtioi~, tlie district c u ~ ~ r l  rejecled FDA's inlerprelaliun as 
unreamrmble. Mylurr Yharmacerrficals, hlc. v. 3kompson, 207 F .  Supp.2d 476 (N.D. W. Va. 
2001). The court's decision was based on a numher of factms, including the court'< view that 
FDA did not have eitlier s#~tory or rtgilatory ailthority to chnuge Mylnn's pnteut uert~ficntioi~. 
207 I-'. Supp.2d el 487. 1)cspitc lhc rcjcction of the agcncy's decision on this issue, FDA 
prcvalcd bcforc thc West Virginia district court on other grounds (207 F. Supp.2d at 488); thus, 
FDA had no hsis to appeal. 

In the cnsuing six years, the U.S. Court of Appeals for the D.C.Circuit has had two 
occasion6 to conkider very silnila~issues. In both cases, the D.C. Circuit lidd thal FDA dues 
have the autllority to coilverl putenl wrlificdiuns by opwaliun of law, cvcn though thcrc 1s no 
spccific provision in the Federal Food, Drug, and Cosmetic Act or in FDA's regulations that 
addresses this issue. ,Cce MyEan T,ahnratn~im,hc .  v. TJmrty).~nrr,389 F.3d 1272 (D.C. Ch. 2004) 
(concenurlg I e r ~ h y l  lrir~scleml drug producl); Hanbaq Laboratories, Inc. v. Food and Dmg 
Adnzinistrution, 96 Fed. Appx. 1 (D.C. Cir. 2004), affirming 307 F.Supp.2d 15 (D.D.C. 2004) 
(concerning flucclnazole d n ~ g  product). Th~is, Apotex believes that n court cur~fror~tecl with the 

s m e  issue today would uphold FDA's decision. 


For t11esereavws, this 2001 West Virginia dislrict courl decision does not necessitate 

any chanyc in thc agcncy's interprctation, that the abandonment of patent inli-ingement litigation 

effectively converts the AM)A sponsor's Paragraph TV certification to a Paragraph 111 

m~tification. 
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(Lupin) is a subsequent ANDA sponsor that recently succeeded in nhtainiiig a decision fi-0111the 

U.S. Court of Appcals for thc Fcdcral Circuit that all asserted claims of the patent that forms the 

1 , ; t . i ~  fiir CrjhillI's 180-dny exclusivity are invalid. Despite having cleared the patent hurdle for 

itself - and for all other ANDA sponsors-Lupin finds itself hlocked hy rnhalt's "parked" 18(3 

day exclusivity. 'l'l~is rcsult is pcrvcrsc. 

FDA rllrlsl strike a proper balanct: un implemenling the 180-dayexclusivity provisions of 

the statute. On the one hand, FDA must preserve the 180-day exclilsivity "reward" to encnurase 

ANDA sponsors to challcngc Orarrge Book patcnts that would otherwise delay generic 

ccmipetitinn, often fnr many years. Apotex u~ldersto~idsard values the sl~vrtlerrr~arid lung terrri 

benefits of the 180-day exclusivity "head start." That "head start" serves as a very important 

ince~llive thut encuumgcs ANUA sponsors Lo cxpcnd thc rcsourccs to, as appropnatc, dcsign 

non-infringing dnrg products and to challenge the validity or e~dorceabilityuf quwliunable 

Orange Book patents. On the other hand, FDA must ensure that genm'c competition i s  not 

unduly blocked, particularly with rcgard to a subscqucnt sponsor that is thc first to clcar patcnt 

liiidles and is othe~wist: eligible h r  G11ul uppruval. Tu prevent blucking Lhe generic markel, Lhe 

180-day exclusivity award should only be available to the first filer if h a t  spoilsor co~ltinues to 

pursue Pxagriiph IV palenl litigation and final approval actively and in good faith. 

The ~ i t ~ ~ a t i n nwhere a subsecluent P~aragrayll N ANDA spurisor is h e  rust to clear prilcnt 

hurdles but finds itself blocked by the first filer's 18Bday exclusivity is an important issue that 

rrierils FDA's albntion. Particularly in c~rcumstanccs (such as here) that are not governed by the 

180-day exclusivity forfeit~ue provisivrls added by the Mdicarc Prcscriplion Drug, 

Improvenlent, and Modemi7atini1 Act nf 200.3 {MMA), Puh. 1,. No. 108-173, FDA needs to fuld 



Letler tu nivisiurl uf Dockels Management 

ways to cony out the L t e n t  of Congress. FDA curmclly decided in 20U1 thtll i.~ Grs t  filer lhal 

abandons its defense of patent intiingement litigation should lnse i ts  eligibility fnr 180 day 

exclusivity. That rcasoning rcmains sound today, and should be applied by FDA with regard to 

m ~ n i p i lcapsules, as well as to any other pre-MMA situuliur~ with similar [acts. 

In closing, FDA should conclude that, hy settling its patent litigatiot-I and entering into a11 

"authorized gcncric" distribution agrccmcnt, Cobalt cflcctivcly abandoncd its Paragraph IV 

patent challenge. As ii result, Cobalt's Prtragmph N cerlificulion should be deemed lo have been 

converted to a Paragraph TTT certification by operation o f  law, resulting in the loss o f  Cohalt's 

1YO-day cxclusivily. Such a conclusion would clcar thc path for any subsequent ANDA sponsor 

that i s  otherwise elisihle for final approval to receive f i ~ u l  approval. Alluwiug Cobalt lu 

maintain its 1 8 M a y  exclusivity would be counter to good public policy as Cohalt's actions have 

11o1resullcd in vp~ningChc gmcric markctplacc; if anythng, thcy will continuc to delay generic 

Apotex appreciates the opportunity to comment. 

Sinccrcly yours, 

~ G L 
Steve Giuli 

Director of Government Affairs & 
Public Policy 


