
Detailed Factual and Legal 13asis for BARR's Paragraph IV Certification

I. Introduction

This document is the detailed factual and legal basis for the assertion of BARR
ge, U .S . PatentL~~~R.A`~or ; : s, INC. {"BArtu"} that, in its opinion and to the. best of its knowled

No. 6,514,_53-1 Bi ("the '531 patent") is invalid, unenforceable nr Nvili not be infringed by the
manufacture, importation, use or sale of the drug products described in BAttR's ANDA . The

right to raise additional defenses is specifically resenTed.

11. Background Information

A. .4malF" :ti CIt"'
`

According to the FDA-approved label, the compound zolpidem tartrate is the active

ingredient in the drug product A\tn ;r:,; CR* AMstEN Ce is available as a coated two-Iatier

tablet : one 1 ;;vGr that releases its dru, content immediately and another layer that allows a slower

release of additional dru- content- .Atiiwt :\ CR1 tablets contain either 6 .25 or 12 .5 mg o1-

zrrtpiderii t :lrtrat :: . 1?~~viBteF~ Ce is appToVCd for the treatment of insomnia . characterized by

difficulties with sleep onset and/or sleep maintenance (as measured by r\a1:t time after sleep

u1tsCO .

B. The, ANDA Formulation

The products that are the subject of WaRR`s ANDA No . 78-671 ("~~RR`s ANDA

products") are a generic version of AmBIEN C~R*, . BAitks ANDA products comprise 6.25 mg or

22 . S mg coJpidcrn tartrate and various excipients . Bmt«.~'s AN-DA products will be marketed for

the currently approved indic4itian :for ANIBIE:~ CR*, the treatment of insomnia, characterized by

lees maintenance jas measured by wake time after sleepdifficutties ~~ ith sleep onset and or s

onset) .

1I1: Factual and Legal Basis For BARR's C"ertiftcatisri

A. Na Infringement of Claims 1-47 of the '531 Patent

I. Alo Lcterul Infrineement

Each of claims 1-47 of the `531 patent requires that the controlled release dosage form

has a "biphasic in vitro profile of dissolution when measured in a type II dissolution apparatus
to the F.S. Pharmacopoeia in 0.0IM hydrochloric acid buffer at '37 QG., whe re the firs t

phase is an immediate release phase having a maximum duration of 30 minutes and . .,Wherein

40 to 70"'t" of the total amount of zolpidem is released during the immediate release phase ."

8ARR's A\I7A products do not have a "biphasic in vitro profile of dissolution ~~ hen mccnssured in
a type 11 cEis ;c,lut ;on apparatus according to the U .S . Pharmacopoeia in GkIN-T hydrochloric acid
huE'ler at "-17 °C., where the first phase is an immediate release phase having a maximum duration
of '30 niinttles and . . .wherein 4(} to ;'C}% of the total amount of 2olpidunn is released during, the
immediate release phase, "
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As such . BARR's ANDA products are missing at least one element of each of claims 1-47
ggIy, the nranufacture, use, salc., offer for sale or importation ofof the '531 patent . Accordin

BARR's Aa'DA products would not literally infringe any oi claizns 1-4-7 of the'531 patent.

a. No Infiingement Under the Doctrine of Equivalents

BARR's AN'DA products will not infringe any of claims 1-47 of the '53 I patent under the
doctrine of equivalents because the patentees are estopped from expandiTl~ ,~ the claims to cover
BARR's AN7DA products under the doctrine of prosecution history estoppel . Based on claim
amendments ma& during prosecution of The ' -*331 patent to particularly specify the dissolution
profile of the claimed comptis~ician . 5A:~OM cannot now expand the scope of the claims to
encompass surrendered ;mhiect matter.

Accordin ;!lti, the manufacture, use, sale, offer for sale or importation of BARR's ANDA
products would not infringe any of claims 147 of the '531 patent under the doctrine of
equivalents .

B. invalidity of the Claims oftfie '531 Patent Under 35 L~~ C, § 103

1. At Least Claims 1, 6-8, 11, 1-7, 18, 20, 28, 29, 32, 33 and 34 are Prima

Facie Obvious Over the Prior Art

At least clairn, 1, Cj, 7, 12 and '12 are . invalid undcr w5 U .S.C. § 103 (a) a, oh\ ious over

U.S. Patecit No . 4 .9S6.90 t;1he'957 patent) in vietiXf of NN-heattey, I? ., „Prescribing Short-Acting
~ HypnOsCdati ;-Cs : Current Recommendations from a Safety Perspective," S(. .fctti 7(2) : 106-

I15 (3 94?) ("Wheatley") ; (b) at least claim 8 is invalid under 35 U .S.C. § 1 03 tat as obvious

over the '9S7 patent in view of Wheatley and further in view of GB Patent Number 2 245 492

published January 8, 1992 {"the'49? patent"); (c) at least claims 1I and 20 are invalid under 35

U.S.C . ; 10(a) as obvious over the '987 patent in view of Wheatley and WMINGTON'S

PELARNiAC'E .~'T ;C"A1 . SGIE4t'FS_ l8"; Ef?_ (1990)("R:E-NtTRGTC)\".S`r);(d) at least clairns, IS and 28 are

invalid uu&r 3-5 iJ .S.t: . § 103{a} as obvious over the'987 patent i31 . iev, r,f' X~Ie:ztle} and lurther

in view of A^^.tF3rEN and (e) at least claims 29 and 34 are invalid under 35 i1 .&C. § 103{a} as

obvious over the'987 patent in -view of 11`heatley, Af'tmt : ;\ `` and Kt .tititcaN,^s .

y. The Objective Evidence of Alanohti%ousness ic Insufficient to Rebut the

Prima Facie Case of Obviousness

SAM)Ft cannot rebut the l-rrrrrafiacie case ofobviousnes,s recited herein .

Even assuming rzr~wrenda fhat AtitaiF'. Ce is encompassed hv the claims of the `53I

patent. 5ANOF1 will be unable to show commercial success because A.*,mtEN CR"~` has not been on

the market for sufficient time to determine whether it is a "commercial SuerLss ." In addition, the

actirt in47redi .nt in A-otitt~\ CRk, znEpiciem, is claimed in U .S. Patent No. 4, ;32,93S ("the '938

patent"), assi~,~~etE to SA,-~(-)Ft :AVrNTts, Owing to a five year patent term extension, the '938
patent e%,^ired on October 21, 2006, barring competitors from making . seilin,-, using. Uffcnn_g for
sale or iciiportirtg tolpideni until October 21, 2006, without obtaining a license from 5 .x':tiOFi .

Because evidence of commercial success is insufficient to rebut a prr,z ;cr fiacie case of
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0 obviousness where. ~market ~ , ntry b y envy. ~ r . .f competitors is barred through patent or statutory exclusionobviousnes s
rights , any inference o f non-obviousness from ev idence of commercial success -would be weak .

Further, there is no evidence of unexpected results assoc iated with any of the dosage

fvscnc etnixried in any af elaims t , 6 -$, 11, 1 2, 19, 20, 28, ?9, 32 , 3 ; and 34 sufficient to rebut the

prima facie case of obviousness recited herein .

Finally, SANoFt has not provided any public information about any licensing agreements

involving the '53 1 pa tent that may be used as evidence of secondary indicia of the

nonobviousness of claims 1, 6-8, 11 . 12 , 18, 20, 28 , 29, 32, 33 and 34 sufficient to rebut the

priniafacie case of obviousness recited herein.

Accordingt y, at least claims 1, 6-8, 1 1 , 12, 1 8, 20 , 28 , 29, 32 , 33 and 34 are invalid under

35 G.S . C . § 103(a) as obvious over the prior art .
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