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IN THE UNITED STATES DISTRICT COURT
NORTHERN DISTRICT OF ILLINOIS

EASTERN DIVISION efLED

ABBOTT LABORATORIES, an Illinois AUG 18 2000

corporation, FOURNIER INDUSTRIE ET SANTE,

)

French i d LABORATOIRES ; CLERK
a French corporation, an =1 W. DOBBINS,
FOURNIER S.A., a French corporation, ; Um}%[{)ASE%X'\\! £S DISTRICT COURT

Plaintiffs, )} Civil Action No.
)
Vs. ) (D
) Judge @ LJ
NOVOPHARM LIMITED, a corporation of the )
dominion of Canada, )
) Jury Trial Demanded
)

Defendaﬂt. CH]FF JUDGE A S¥iiy

Pursuant to Rule LR3.4 of this Court, Plaintiff, Abbott Laboratories, submits this
Notice of Claim Involving Patent for this suit, stating that the parties are:

Abbott Laboratories
100 Abbott Park Road

Abbott Park, Illinois 60064-3500; LEYIN

waSTRALE TUDGE L2
Fournier Industrie et Santé
42 Rue de Longvic

21300 Chenbve, France;

Laboratoires Fournier S.A. ﬂ?r@ﬁ%

42 Rue de Longvic %“
21300 Chenbdve, France; e

EAN
and ‘X\SQ’

Novopharm Limited
30 Novopharm Court
Toronto, Canada M1B 2K9.
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The patent upon which this action is brought is U.S. Patent 4,895,726, for which Bernard Curtet,

EricTeillaud and Philippe Reginault are the listed inventors.

Date: August 18, 2000 ABBOTT LABOQRATORIES

James A. White \
Tina M. Tabacchi

Timothy J. Heverin

JONES, DAY, REAVIS & POGUE
77 West Wacker

Chicago, Illinois 60601-1692

(312) 782-3939

Attorneys for Abbott Laboratories
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IN THE UNITED STATES DISTRICT COURT § lﬁ ED
NORTHERN DISTRICT OF ILLINOIS

EASTERN
DIVISION AUG 18 2000
ERK

ABBOTT LABORATORIES, an Tlinois D) MICHAEL W 2‘5‘?8}'\&?@-%OURT
corporation, FOURNIER INDUSTRIE ET SANTE, ) UNITED STATE
a French corporation, and LABORATOIRES )
FOURNIER S.A., a French corporation, )

)

Plaintiffs, ) Civil Action No.
| 0
VS, )

) ‘
NOVOPHARM LIMITED, a corporation ) Tudge CHIEF JUDGE ASPEN
of the dominion of Canada, )

) Jury Trial Demanded

)

DefeEdan;h

@9\&\ MAGISTRATE JUDGE LEVIN

G 28 W compramT
Plaintiffs, Abbott Laboratories, Fournier Industrie et Santé, and Laboratoires

Fournier S.A., for their complaint against Defendant, Novopharm Limited, allege as follows:

THE PARTIES

1. Abbott Laboratories ("Abbott") is a corporation organized under the laws
of the State of Illinois, having its headquarters and principal place of business at Abbott Park,
Ilinois 60064.

2. Fournier Industrie et Santé, formerly known as Fournier Innovation et
Synergie, and Laboratoires Fournier S.A. (collectively "Fournier") are French corporations
having their principal place of business at 42 Rue de Longvic, 21300 Chendve, France.

3. Novopharm Limited ("Novopharm") is a corporation organized under the
laws of thf; dominion of Canada, having its principal place of business at 30 Novopharm Court,

Toronto, Canada M1B 2K9, doing business in the United States and in this district, and through

CH: 1118275v2
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its wholly-owned subsidiary Novopharm, Inc., located at 165 Commerce Drive, Schaumburg,
Tilinois 60173.
JURISDICTION AND VENUE

4. This Court has jurisdiction over this snit pursuant to 28 U.S.C. § 1338(a)
as it arises under an Act of Congress relating to patents, Title 35, United States Code, §§ 1 gt seg.

5. Venue properly exists in this judicial district pursuant to 28 U.S.C. § 1391
and § 1400(b) in that Novopharm is doing business in this district and therefore resides here,

6. This Court has personal jurisdiction over Defendant under 735 ILCS 5/2-
209 because it transacts business within the State of Illinois.

FACTUAL BACKGROUND

7. Abbott is the exclusive licensee of U.S. Patent No. 4,895,726, ("the '726
patent"). A copy of the '726 patent is attached as Exhibit A.

8. The '726 patent, which issued on January 23, 1990, claims, inter alia, a
novel dosage form of fenofibrate containing fenofibrate and a solid surfactant which have been
co-micronized as well as a method for the preparation of this dosage form and its use for
improving bioavailability in vivo. Fournier is the owner of the '726 patent, which expires on
January 19, 2009.

9. Fenofibrate is useful as a lipid and cholesterol lowering agent for
treatment of adults with increased triglyceride levels.

10.  Abbott has approval from the United States Food and Drug Administration
("FDA") to market fenofibrate capsules under the name TRICOR®.

11.  TRICOR® (fenofibrate) is included in the FDA's list of " Approved Drug
Products With Therapeutic Equivalence Evaluations" also known as the "Orange Book."

Approved drugs may be used as the basis of a later applicant’s Abbreviated New Drug

CH: 1118275v2 -2-
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Application ("ANDA") to obtain approval of the ANDA applicant's drug product under
provisions of 21 U.S.C. § 355(j).

12.  The FDA's "Orange Book" also lists patents associated with approved
drugs. The '726 pa'tent is listed in the "Orange Book" in association with TRICOR®
(fenofibrate).
| 13, Abbott and Fournier received a letter from Novopharm dated July 6, 2000
stating that Novopharm had amended its ANDA, designated as No. 75-753, requesting FDA
approval to market a generic version of Abbott's TRICOR® (fenofibrate) capsules in a 200 mg
dosage before the expiration of the '726 patent.

14.  35U.S.C. § 271(e)(2) provides that the submission of an application under
21 US.C. § 355()) for a drug claimed in a patent or for a drug use claimed in a patent is an act of
infringement if the applicant secks FDA marketing approval effective prior to the expiration of
the patent. Novopharm's submission of an ANDA for approval to sell fenofibrate capsules in a
200 mg dosage prior to the expiration of the '726 patent constitutes an act of infringement of one
or more claims of the '726 patent under 35 U.S.C. § 271(¢)(2). In addition, Novopharm's generic
version of TRICOR® (fenofibrate), for which it has amended its ANDA, infringes one or more
claims of the '726 patent.

15.  Plaintiffs have no adequate remedy at law to redress Novopharm's
infringement.

WHEREFORE, Plaintiffs pray for the following relief:

(a) a judgment that the '726 patent remains valid and enforceable, and is
infringed under 35 U.S.C. § 271(e)(2) by Novopharm's filing and amendment of its ANDA No.

75-753;

CH: 1118275v2 -3-
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(b) an order that the effective date of the approval of ANDA No. 75-753 be
subsequent to the expiration date of the '726 patent;

() an injunction prohibiting Novopharm from commercially manufacturing,
selling, using, or importing the fenofibrate claimed in the '726 patent or otherwise infringing one
or more claims of the '726 patent;

(d)  damages and/or other monetary relief for any commercial manufacture,
use or sale of the fenofibrate falling within the scope of one or more claims of the '726 patent by
Novopharm;

(e} an award of Plaintiffs’ costs and attorneys' fees pursuant to 35 U.S.C.

§ 271(e)(4) and 35 U.S.C. § 285; and,
§3) such other and further relief as this Court may deem just and proper.

A TRIAL BY JURY IS DEMANDED FOR ALL COUNTS.

Date: August 18, 2000

a
Timothy J. Heverin
JONES, DAY, REAVIS & POGUE
77 West Wacker
Chicago, Illinois 60601-1692
(312) 782-3939

Attorneys for Abbott Laboratories

CH: 1118275v2 -4 -
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FOURNIER INDUSTRIE et SANTE
and LABORATOIRES FOURNIER S.A.

Charles D.6ssola

Donald O. Beers

ARNOLD & PORTER
Thurman Arnold Building
555 Twelfth Street, N.W.
Washington, DC 20004-1202
(202) 942-5000

Mark R. Shanks

Simon D. Roberts

SHANKS & HERBERT
TransPotomac Plaza

1033 N. Fairfax St., Suite 306
Alexandria, VA 22314

(703) 683-3600

Luke DeGrand

Tracey L. Wolfe

CLARK & DeGRAND

One S. Wacker Dr., Suite 1495
Chicago, IL 60606-4616

(312) 425-0500

Attorneys for Fournier Industrie et Santé
and Laboratoires Fournier S.A.
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United States Patent 1) it Patent Number: 4,895,726
Curtet et al. 451 Date of Patentt  Jan. 23, 1990

{54] NOVEL DOSAGE FORM OF FENOFIBRATE

[75] Inventors: Beruerd Curtet, 18 Corte;
Eric Tefllaud, Taleny;
Remﬂt,& i Fontaine les Dijon, al] of
ance

(73] Assignee: Pournler Yanovation o Synerpis,
Pacis, France

[21] Appl No: 299,073 .
{30] Foreium Aewlication Priacity Thats
Feb. 26, 1988 [FR]  Franct oo 4802359

[51] Int QU4 ... " ASIK 9/64
B2 US Ql ctrrsrrrremnrsirs 4347486 %4!;2;

B
(58] FUeld of Seurch . eeeeer, 4247436, 452, 438

{56 Reféreaces Cltad
U.S, PATENT DOCUMENTS
4436743 3/1984 Schimalinger ctal. ... S14/364

100

95

85

4,558,038 12/1985 Scks e et AL e S14/7342
4,628,604 12/1986 QGrouller ct o, . 424778

FOREIGN PATENT DOCUMENTS

62701649 5/1982 Eurapen Pat. Off .
0179583 4/1986 Ruropean Pat Off. .
0239341 971987 Europesn Par. QI |

Primary Examiner—Elis P, Robinson

Assiziant Examiner—Lson R. Hovne .
Attorney, Agent, or Firm-Flait, Jacobson, Cobm, Price,
Holman & Stern

5N ABSTRACT

The preseat invention relateas to a nove! dosa ge form of
fenofibrats contatuing fenofibrate and g solid sucfactant
which hsve been comiorpnired,

It elso xelates t0 the method for the preparation of this

dosage form and its use for improving the bioavailabity
In vivo,

12 Clximg, 1 Drawing Sheet
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1 4,895,726 3
" flow-¢nhancing excip ients, for example hiclose, starch,
NOYEL DOSAGE FORM OF FENOFIBRATE polyvinylpyuulidnncmdmgneeiumlteammbe
. added ta the co-micronirute of fenofibrate and sohid
The pecsent invention relates to a novel dosage fomt sucfuctans, ,
offenoﬁhsm.nukummweehdywnhmwuﬁc L] Aooo:d.ing:dtbainvenﬁon.lmahodforthepmpan
compasition coataining and Mg & ration of & thefapentic compasition conteining fenofi-

fenofibrute cosuring
in:pmmltﬂomﬂabﬂlty.udmnmmﬁmhcm
ttica of this ¢otnposiion.

Penofibrate (uternetional common pame), which i
;ocommendadinthetrutmmtofhme' idemia and

ypercholesteralemin, corresponds to the nomenclaturs
lsopropyl  2-(4-(4-chlorobenzoyl)phenaxy)-2-methyl.
propionate. The castomary adult dossge iy thres geiatin
capsules per day, each contining 100 mg of fenofibrats.

Fot the petictt’s corfort, it & adventageous to try
a0d find a doasge form which bas to be takon oaly onos
® day acd whose payclwlogicsl cffoct is fdente] 1o that
obtained when uroltiple doses ave taken, A. palatin cap-
sule infng 300 mg of fenofibrats has tharefore been
proposed, the dosage in thi
o ue 'dﬁ'm?s the doza;

Hawever, it is poesibls Lo try and improve fe
form still further. It is kmown, fn fact, thit the bicavaila-
bility of feacfibrate is not equsl ta 1009, It b thesefors
deginable to develop a dosage foon in which the bi-
cavailahility of the fenofftwute ks improved and which
cin be adngnistered on!'y once a day.

lIti? mmmmﬁuﬂaﬂm
ple {s capable of i mg the di tion said
uﬁvcpﬁnciplcinﬁvo,andh:melu Gioavailebqity, It
is also known that the additien of & surfactant excipient
t 1 fonnulation of an active principle is capable of
tmproving the sbectption and Comsequently the bi-
oavailability of the said sctive pre

It bas now beta discovered that the eo-micronization
of fenoffurate and a s0ld surfactant (e, the microniza-
tion of an intimate mixtare of fenofibrate and a solid
surfactant) mekes # posible to improve the bicavaila-
bility of the fenofibrate to a rignificantly greater cxtant
than that which would be ackieved either by edding &
surfactant, ar by micronizing the fenofibrate on its own,
or by intimately mixing the sapatately micronized
fenofibrate and gurfactant.

The presont invendon therefore Proposes o movel
therapeutic composition, preseated in the form of gela-
tin capsules, which i8 seful especially in the oral treat-
ment of hyperlipidemia snd hypercholesterolemia, the
said composition containing fenofibrate and a solid xus-
factant which have beedt co-miaronized,

The recammended amonunt of fenafitirate is about 200
mg par therapentio unit.

The surfactsnt will be sslected fram golid surfastants
80 that it cuan be co-micronized with the fenofibrate, An
alkali metal sulfate of lawry! alcobol, for example jo-
dium lgoryl-sulfate (alternative name; sodium dodecyl-
sulfate), will be preferred. The recommended amaunt of
sodium lauryl-sulfats will be batween 0.5% and 79 by
weight, relafive to the total weighst of the farmulation.
The weight ratlo surfactant/fenofibrate will sdvanta.
gooualy be botween about 0.75/100 and 10.5/100.

The co-micronization of the fenofivrate and the solid
urfacrant will advantageously be carried out in an ac-
celerated air-jet mill until the powder obtained is such
that the mean particie tizo is Jess than 15 o, prefecably
less than 10 pm and particularly prefecably less thag 5
wm.

To obuin o powder which can be formulated into
gelatin cepsules, conventional filling, diapersing and

25

kK]

35

40

45

50

58

65

brate and a4 golid surfactmut i recommended which
comprises: the

@) intimatcly mixing and then co-microuiring
fenofibrate aud the solid surfectant,

(h)addinghcmuudsurchtothemimmeobminad,
f(ﬁi) converting the whaole to granules in the presance
of watex, :

(iv) drying the granules umil they contain no’ more
than 19 of water,

(V) grading the grenules,

(v) sdding polyvinylpymolidone sod magteaiom
itsarkte to the graded granules, and

(vil) filling gelatin capaules with the mixture obtained
in stage (vd).
m‘l‘hainvmﬁan\;ﬂlbemdmtoodmmemtyfmm

description of the Preparstive lea which

follow and from the deseription dthegumpmnlhobuimd
in compacstive tests, which show that the Invention 3
non-abhvioae,

PREPARATION I

For 100,000 gelatin capsules, esch welghing 350 mg
and contuining 200 mwg of fenofibrme, the smounts of

producty used are sy follows:

{eoofbtatn 200 kg
sodinm yurylralfats 07 kg
a-lisrote monokydrata i?.l klrg
pregeladuized sarch o
croallaig polyvinyl-

preolidone 07 &g
eagnodom rastuto Q5 kg

The fencfibrate/sodium laurylaulfate mixturs is co-
micronized in an sir-et micronizer to give a powder
with & median partizle sire of 3 um. The lactoss and the
starch are then added to this powder and the whole is
converted 1o graawles in the presence of 8.9% of dis-
tilled watey, relative to the totsl welght of the mixtere.,
The granuley obtained in this way are dried for one day
st 30° C. and then graded so a5 to retain only the parti-
ales with sizes less than or equal te 1000 pm, The poly-
vinylpyrrolidons snd the magnesium atearate are then
added snd the whols i mixed unt? homogensons. The
powder obtalned is used to fit] size 1 gelatin capsnies on
an antomatic machine with the compression st to &
maximum of 150N,

PREPARATION II

The procedure indicated in Preperatios I is followed
using a fenofibrate/sodiom lauryl-sulfate mixtnre with a
median particle size of 6-7 pm,

PREPARATION YI

For 100,000 size 1 gelatn capstles, each welphing
297 mg and containing 200 mg of active principle, the
amounts of products ere as followa:

fevofibrate 200 kg
sodium aryt-sulnte 0.3 kg,
a-lastone moschydra &8 kg
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~continded TABLE I-cantinued
cratitinkod palyvinyl i« VALUR OF THE T $0% TIMES (tx adrutes)
frvotidecs 04 INGREDIFNTS A ] <
Soigusshin searuse 95 ks s of!-'mu + 1% 2815 1264 —4661
LS
Thcpmccdumkualogowmthatmforp; FruoBhesss + 3% w8 L1 LI X T
tion L, the co-micronization of the fenoftbrate/sodinm g;'é‘:“; 1% s 1075 2579
luryl-culfate mixture being sach that the median parti- o BaLS
cle 1ize is 6-7 pun and the granulation belng carried out 16 Vom
in the presenes of 109 of distilled water, relative to the A gl of scrosltunm .
weight of the fenofibrate/sodium lsaryhgulfate/ise. B o0 acsomloacon of i miseiot of fmgrotiomts
tose/starch mixtucs. € vusatm BB o 40 00 %)

PREFARATION IV
Following a procedure analogous tg that described i
Preparntion 1, using & co-micronized mictare of feuofie
brate and sodium lancyl-sulfucs with a medisn
size of 6+7 pum, the formulations collated in Table T

/g
%

INGREDIENT A R € D R P 2
Fenofibraca 00 0 200 00 00 200

Na bmryleilfete ] 3 T 12 1nNs s
Lactoan 16g 105 101 95 was  fis
Sugch ¥ B 3 W 1 0
Folyvisylpyolidens T 1 7 7 7 7

Mg ttoacnis 5 S L 5 1
Prresgtage of Na 0 Q8 2 34 5 1m

Teking these formulations, the dissolation curve
shown in FIG. 1 was plotted,
solved fenofibrate (Y) being given 13 a fugction of the
percentige of sodium lauryl-sulfate comtzined fn the
formulation (X). The dissolution kinctics are deter-
mined, a3 specified in the Burgpesn i

vsing a rotating-vame apparatus, the elgent consisting of 4

water a0d 0.1M sodium lancyl-sulfate, The fenofibrate is
determined by UV spectrophotemetry at 282 am, The
curve in FIG. 15 given by the values obtained after 20
migutes,

These results show that 82% of fenofbrate is dis-
solved at a sodivm lsuryl-sulfats concentration of 09%,
87% of fenofibrate 1 dissalved at a concentmtion of
0.5%, 92% of fenofibrate is dissolved at a concentrarion
of 19% and a moximum disselution of 95 to 969 of
fenofibrate iy obtained a9 from g sodium lanryl-gulfats
caoncentration of 495,

The dissolution cucves wece also plotted, in a con-
tinuous-flow cell with 2 fow rat¢ of 20 ml/min of 0, 1M
sodium lauryl-sulfate, foc formultions contajning ¢o-
wicronized fenofibrate sod ' sodium lauryl-solfare
{NaL8), by comparison with micionized fenofibrate
and with formulations obtained by intimately mizing
separately micronized fenofibrate and lzuryl-sulfats.
The comparison is made by means of T 50%, i.e. the
ime required for 509 of the fenofitrate to dissolve. g
The results abtained are collated in Table I below:

TABLE I
YALUE OF THE T 50% TIMES (in minute)
INGREDIENTS A ;] C

- 33
Mlcconized pura

lenoftboute
Foofivorie + [%
of Nal g

Y7165 37.163 o

1801 3.62 —~3Lt4

the percentage of dis. 4

45

50

Ihmraﬂnshuwthttth:?ﬂo%ﬂ;fdtl;:oﬁunoamcﬁbnm
is tiggificantly reduced (hence i 10N rite
ufvtg:yfmoﬂhtmuv i i when
&re co-

The i
the bloavailability of fenofibeats, which increases with
thediuolnﬁonmc.ncabo%ruululhcwnthaﬁtwu
uotwithinthcundmﬂndinsoﬂhcnulﬁﬂcdinthe;zt
to 'y e compoition eharactarized ¥
mmmmmtheqw“ fenofibrato and & sofid surfac-

tant.
These retalts have been confirmed in clinical trisls.
Fenofibrats way administered to groups of healthy sub-

Jeers, (a}in the form ufaﬁnglendx_ninimaﬁon (1 gelatin

keted under the tradensme “LIPANTHYL 300 ard
) in ths form of a single adminietration of 200 mg of
co-mictonized fenofibrute abtained according to Prepa-
ration I described above, Blood samples are taken
fremn the sobjects at regular intervals and one of the
active mmboﬁtu—z{ﬂhhlombmzoyl}phcnoxylé-
methylpropionic acid-—is determinsd “Fhe erve show-
Ing the concentration of this metabolite as a fonetion of
tins is plotted and the ares under the curve [AUC(O-
«)), expressed in mg/1h, is caleulated,
The results obtained aze shown in Table ITT below:

TABLE 1T¥

FENQFIBRATE FENOFIORATE
BIOAVAILARILITY 200 mg 300 mg
PARAMETRE, {1} {3}
AUCQ-wXmp1n) 174,18 - 48 457 I6E.B3 + ST.GA
C ez (m/M 1088 = 2.13 10.39 4= 219
t cax () L E XX 3824170
t () 1513 £ 427 S EX
Pt feooBes (0

co-mksrodrad (enoDaats By

() mon-wacrowtzed Ceooliasts (¥0 my)

The results in Table I show that there is not 2 statis-
tically significant difference between the in vivo bi-
ocavailability of 200 mg of co-micronized fenofibrate
according to the inveation and 300 mg of non-micro-
nized fenofibrate (which ia currently the preferred dos-
age form for a single daily administration). In other
words, co-mietonized fenofbrate at a 200 mg dose i3
biocquivalent to non-micronized fenofibrate gt a 300 mg
doss,

According to another sspect of the iavention, a
method for improving the bioavailability of fenofibrate
in vivo is téecommended, the gaid method comprisiog
co-micronization of the femofibrate and 4 sokid surfac-
tant, the said co-micronization being carried out by
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mi&gmﬁmmfmmwmmfmm 7. The therepentic compositon sscosding to clsipg 1,
until the particle tize of the powder obtained is logg than ~ WHGSH 2ls0 Containg exclpients such ax dispecsants, fill-

r

ls&%mmmm«mwsm m&%mmdamﬁc
¢ Is cleimed js; . 3 compositlon according to claim 3, which comprizes:
L A thempeutic composition, whish i prescated in @) intimetely mizing end then co-microniring the
thcfomot‘sdwthupmuudwhkhhmm«pe- fenofibrate snd a soiid surfactans,

dtﬂyinﬂtcotalumtofkypcﬂipidmmm. (ii) adding Inotoss and starch to the mixturs obrtained,
ol lemis, aaid oo ifion containing & co. (m')oonmﬁngthewhaletogrmuluinthepmmm_

L, . 10 of witer,

micronized mixture of particles of fenoflbrate &nd & iv) drying the grendles util they contain

solid surfactant, wherein the mean partiols sizg of said (t)hanI%ufwm ey e o
co-micronized miixture is leds than 15 gun, (v) prading the granulas, o

2. The therapeuts stion ¥ng to elsim 1 (v adding polyvinylpyrrolidone and magnesivm
whertia the welght ratio sutuctant/feoftmate is b | MeEmswd
cween About 075/100 and 105/100. ‘ § e mediod sccording to claim 8, wherein the
&Ijbommuhcmmmmtumxtochml meag partick size of the co-micranizad fenofibrate and
whercin the amount of feucfibrate is equal to 200 mg sodinm lauryl-suifate is 1css then 15 g,
4 . .. . enofibrate in vivo, wi comprites ¢o-miaronization
. mmmmimﬁhammh of the fenofibeate and & solid surfactant, the said co-
m&m surfactant ks lauryl-enlfute. micronization belng carrled out by micronization of &
! mmpmuowmdmgmchmk fennfibrate/solid earfactant mixtute yotil the particle
mmwdmmmhbmrMotmmoWhlm&mUm
0.5 20d 7% by weight, relative ta the total welght of the 11 A method for treatment of hyperlipidemia or
formulation, hthyfﬂcholnmmoompﬁngonlly inlsteri
. .. . therapoatic composition of claim € to & petiznt.
ﬁ.mwe@wmm‘od‘mh 1. The method of treatment of cloim 11, wherein
Whﬂﬁnmdmcmpmolemulcnm«eqmwsowjdpmumummmoxmnmsm
10 pm and said solid sipfaotant 3 sodinm lavryl-sulfate. ML

3%

45

55

5%
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