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Charles M. Lizza (CL 5036) SMIRTRICT COURT
William C. Baton (WB 5834) U.S. DISTRICT L0
LEBOFUF, LLAMB, GREENE & MACRAE, L.L.P. o
One Riverfront Plaza no G 19 P22
Newark, New Jersey 07102-5490

Phone: (973) 643-8000

Attorneys for Plaintiffs

UNITED STATES DISTRICT COURT

DISTRICT OF NEW JERSEY
) .
CELGENE CORPORATION, NOVARTIS )
PHARMACEUTICALS CORPORATION and )} L/ O ?’O S"@C
NOVARTIS PHARMA AG, ) Civil Action No. 04 -
\ -
Plaintiffs, ) COMPLAINT
Y. )
)
TEVA PHARMACEUTICALS USA, INC., )
)
Defendant. )
)
)
)

Plaintiffs Celgene Corporation ("Celgene") and Novartis Pharmaceuticals Corporation
and Novartis Pharma AG (collectively referred to herein as "Novartis"), by their attorneys, for
their Complaint against Teva Pharmaceuticals USA, Inc. ("Teva"), allege as follows:

Nature of the Action

1. This is an action for patent infringement arising under the patent laws of the
United States, 35 U.S.C. § 100 et seq., and, more particularly, 35 U1.5.C. §§ 271(e)(2) and 281.
The act of infringement is Teva's filing of an Abbrevialed New Drug Application ("ANDA™"),

and amendments thereto, with the United States Food and Drug Administration ("FDA") in
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which Teva seeks approval to markel a generic version of Novartis's patented FOCALIN™ drug
product prior to the expiration of various United States Patents owned by Celgene,

The Parties

2. Celgene Corporation is a corporation organized and existing under the laws of the
State of Dclaware, and has a principal place of business at 7 Powder Hom Drive, Warren, NJ
07059.

3. Novartis Pharmaceuticals Corporation is a corporation organized and existing
under the laws of the State of Delaware, having a principal place of business at 59 Route 10, East
Hanover, New Jersey 07936.

4. Novartis Pharma AG is a corporation organized and existing under the laws of
Switzerland, having an office and place of business at Lichistrasse 35, CH-4056 Basel,
Switzerland.

5. Teva Pharmaceuticals USA, Inc. is a corporation organized and existing under the
laws of the Delaware, having a principal placc of business at 1090 Horsham Road, P.O.

Box 1090, North Walcs, PA 19454-1090.

Jurisdiction and Venue

6. This Court has junisdiction over the subject matter of this action pursuant to
28 U.S.C. §& 1331 and 1338(a).

7. This Court has personal jurisdiction over Teva by virtue of, inter alia, Teva's
continuous :and systematic contacts with New Jersey, its sale of prescription drugs in New Jersey,
its registration of prescription drugs in the New Jersey Generic Formulary of the New Jerscy
Department of Health and Senior Services, its consent 1o being sued in New Jersey, as evidenced

by its registration to do business in New Jersey and its appointment of a registered agent in New
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Jersey, its regular and established places of busincss at 92 Route 46 East, Elmwood Park, New
Jerscy and at 8/10 Gloria Lanc, Fairfield, New Jersey, and its performance of tortious acts that
will result in foresesable harm in New Jersey.

8. Venue is proper in this judicial district pursuant to 28 U.S.C. §§ 1391 and
1400(b).

The Patent In Suit and the FOCALIN™ Drug Product

9. United States Patent No. 5,908,850 ("the '850 patent"), entitled "Method of
Treating Attention Deficit Disorders With D-Threo Methylphenidate,” duly and legally issued to
Celgene on June 1, 1999, naming as inventors Andrew L. Zeitlin ez al., by the United States
Patent and Trademark Office. A copy of the '850 patent is attached hereto as Exhibit A. The
'850 patent claims are directed to methods of treatment using d-rhreo methylphenidate.

10. Celgene is the owner by assignment of all right, title and interest in the
'850 patent. Novartis Pharma AG is the cxclusive licensee of the '850 patent.

11.  Novartis Pharmaceuticals Corporation holds an approved New Drug Application
for tablets of 2.5 mg, 5 mg and 10 mg of the hydrochloride salt of d-threo methylphenidate, also
known as dexmethylphenidate hydrochlonide, which it sells as a commercial product under the
trade name FOCALIN™., The approved use of the commercial products is covered by the ‘850
patent.

Acts Giving Rise To This Action

12. On or about July 9, 2004, plaintiffs received 4 letter from Teva notifying them
that Teva had filed a patent certification pursuant to section 505(3)(2) of the Federal Food, Dirug

and Cosmetic Act, 21 U.S.C. § 355(j)(2), directed to dexmethylphenidate hydrochloride. In the
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letter, Teva stated that it had submitted ANDA No. 77-107 to the FDA secking marketing
approval for dexmethylphevidate hydrochloride tablets, 5 mg and 10 mg.

13.  On or about July 28, 2004, plaintiffs received a second letter from Teva regarding
ANDA No. 77-107 (the July 9th and July 281h letters arc jointly referred to herein as "the
Notification Letters™). In this sccond letter, Teva notified the plaintiffs that Teva had filed an
amendment to ANDA No. 77-107 seeking marketing approval for dexmethylphenidate
hydrochloride tablets, 2.5 mg (the 2.5 mg, 5 mg and 10 mg tablets are collectivcly referred to
herein as "Teva's dexmethylphenidate hydrochloride tablets").

14,  Teva submitted its ANDA to obtain FDA approval to engage in the commercial
manufacture, use and sale of dexmethylphenidate hydrochloride tablets prior to the expiration of
the '850 patent, which is listed in the FDA publication entitled "Approved Drug Products with
Therapeutic Bquivalence Evaluations” as being applicable to the FOCALIN™ products, On
information and belief, Teva intends to engage and will engage in the commercial manufacture,
use and sale of dexmethylphenidate hydrochloridc tablets promptly upon receiving FIDA
approval to do so.

15.  The Notification Letters state that Tcva's ANDA No. 77-107 contained a
"Paragraph IV Certification” that, in Teva's opinion, the '850 patent is invalid.

16.  The Notification Letters statc no grounds for unenforceability of the '850 patent,
or for non-infringement of that patent by Teva's proposed marketing of the dexamethylphenidate
hydrochloride tablets.

17.  Upon information and belief, Teva's ANDA No. 77-107 contains information
showing that dexmethylphenidate hydrochloride tablcts (a) are bioequivalent to the patented

FOCALIN™ products, (b) have the same active ingredient as the patented FOCALIN™
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products, {c) have the same route of administration, dosage form and strength as the patented
FOCALIN™ products, and (d) have the same, or substantially the same, proposed labeling, and
the same indication and usage as the patented FOCALIN™ products.

18, This action is being brought pursuant to 21 T.8.C. § 355(j)(5)(B)iii) before the
expiration of forty-five days from the date of receipt of Teva’s July 9, 2004 letter.

Count 1: Infringement of the '850 Patent

19.  Plaintiffs repeat and reallege the allegations of paragraphs 1-18 as though fully set
forth herein.

20.  Tevu's submission of its ANDA to obtain approval to engage in thc commercial
manufacture, usc and salc of dexmethylphenidate hydrochloride tablets, prior to the expiration of
the '850 patent, constitutes infringement of one or more of the claims of that patent under
35 US.C § 271()2).

21.  Unless enjoined by this Court, Teva, upon FDA approval of Teva's ANDA, will
infringe the '850 patent under 35 U.5.C. § 271 by making, using, offering to sell, importing, or
selling dexmethylphenidate hydrochloride tablets in the United States.

22, Tevu had notice of the '850 patent beginning prior to undertaking its act of
infringement. Teva's in(ringement has been, and continues to be, willful and deliberate.

23.  Plaintiffs will be substantially and irreparably damaged and harmed if Teva's

infringement is not cnjoincd. Plaintiffs do not have an adequate remedy at law.

Praver For Relief
WHEREFORE, plaintiffs respectfully request the following reliet:

(A) A judgment declaring that Teva has infringed, and that Teva's making, using,

sclling, offering to sell or importing of dexmethylphenidate hydrochloride tablets will infringe
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the '850 patent;

(B) A judgment ordering that the effective date of any FDA approval for Teva to
market dexmethylphenidate hydrochloride tablets, or any other drug product containing
dexmethylphenidate hydrochloride, be no earlier than the date on which the '850 patent expires;

(C) A judgment permanently enjoining Teva from making, using, selling, offering to
sell, or importing dexmethylphcenidate hydrochloride tablets until after the expiration of the
'850 patent;

(D)} A declaration that the commercial manufacture, use, importation into the United
States, sale or offering for sale of Teva’s dexmethylphenidate hydrochloride tablets will infringe
the “850 patent;

(E) A declaration that the commercial manufacture, use, importation into the United
Stales, sale or offering for salc of Teva’s dexmethylphenidate hydrochloride tablets will induce
and/or contribute to infringement of ‘850 patent.

(F) If Teva engages in the commercial manufacture, use, importation into the Uniled
States, offer to sell, or sale of dexmethylphenidate hydrochloride tablets prior to the expiration of
the '850 palent, a judgment awarding damages to plaintiffs resulting from such infringement,
increased to treble the amount found or assessed, together with interest;

(G)  Auorneys' fees in this action pursuant to 35 U.S.C. § 285;

(H)  Costs and expenses in this action; and

(D Such further and other relict as this Court may deem jusl and proper.
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Dated: August 19, 2004 By:

OF COUNSEL:

Anthony M. Insogna

Lester J. Savit

JONES DAY

12750 High Bluff Drive, Suite 300
San Diego, CA 92130-2083
Telephone: (858) 314-1200
Facsimile: (838) 314-1150

Attorneys for Celgene Corporation

Robert L. Baechtold

Henry J. Renk

Nicholas N, Kallas

Fitzpatrick, Cella, Harper & Scinto
30 Rockefeller Plaza

New York, NY 10112-3801
Telephone: (212) 218-2100
Facsimile: (212) 218-2200

Attorneys for Plaintiffs
Novartis Pharmaceuticals
Corporation and Nevartis Pharma AG

onn

Chdelgs M. Lizza
William C. Balon
LEBOEUF, LAMB, GREENE & MACRAE, L.L.P.
One Riverfront Plaza

Newark, New Jersey (7102-5490
Telephone: (973) 643-8000

Facsimile: (973) 643-6111

Attorneys for Plaintiffs

Celgene Corporation, Novariis
Pharmaceuticals Corporation and Novartis
Pharma AG
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1
METHOD OF TREATING ATTENTION
DEFICLT IMSORDERS WITH D-THREO
METHYLYHENIDATE

This is # continuation ol spplication Ser. No. 08/567,131,
filed Dec. 4, 1995, now abandoned, disclosure of which is
herein incorporated by reference.

The present invention relules 1o methods of treatiop
certain Centeal Nervous System disorders such as Attention
Deficit Disorder (ADD), Attention Deticit Hyperactivity
Disorder (ADHLY), HIV/AIDS cognitive decling, and AIDS
Dementia Complex with decrcased side cffcets, redueed
cupharie cffeet, and reduced drug shuse polential.

BACKGROUND OF THE INVENTION
Altention Deficit Disorder (ADD) is the most commonly
diagnesed illoess in children. Patrick et al,, J. Pharncol, &
Exp. Therap, 241:132-158 (1987). Sympioms of ATD
include distractibility and impulsivity, A related disorder,
termed Attention Deficit Hyperactivity Disorder (ADTID), ix

further characterized by increased symptoms of hyperagtiv- .

ity in patienis, Racemic methylphenidate (.., Rilalin®) is
a mild Central Nervous Systemn stimulan with pharmaco-
logical activity gualitalively similer lo amphetamines, and
has been the drug of choice for symptomatic treatment of
ADTY in childeen, Cireenhitl, 1., Child & Adol Psych. Clin.
NA, Vol 4, Number 1:123-165 (1995), Curmrent adminis-
tration of racemic methylphenidate, bowever, resulls in
notable side effects such as anorexia, weight loss, insomnia,
dizriness and dysphornia. Additionally, racemic methylpheni-
date which is a Schedule II conteolled substance, produces
a suphoric effecl when administersd iniravenously or
through inhalation, and thus carmes o high polential for
substance abuse in paticnts,

At least 70% of HIV-infected individuals who have devel-
oped Acquired lmmnnodeficicncy Syndrome (AIDS) cven-
lually manifest cognitive delects, and many display signs
and symptoms of dementia. See Navia et al, Asnals of
Newrology, 19:517-524 (1986). Complaints of largetfulness,
toss of concentration, faligue, depression, loss of
allentiveness, mood swings, personality change, and thought
disturbance are commeon in patients with Human Immune-
deficiency Virus {(HIV) disease. Thowrenis et al, Proo. 7th
Inr'l, Conf, AIDS, 1, MB, 2135:215 (1991); Holmes et al., J.
Clin, Psychigiry, 50:5-8 (1989), Racemic mathylpbenidate
has been uscd to (rcat cognitive decling in AMDS/ARC
patients. Brown, G., fnel J. Fsyeh, Med. 25(1) 21-37
(1995). As described above, racemic meothylphenidate which
15 4 Schedule 11 controlled substance, produces a enphoric
effect when administered intravenonsly or through
inhalation, and thus carries a high polential for drug abuse
in AIDS patients.

CGrhutaibione is an important antoxidstive agenl thal pro-
teels the body against elecirophilic reactive compounds and
intracellular pxidanis. Tt has been posiulated that HIV-AIDMS

patients suffer from drug hypersensitivity due to drug over- s:

load and an acquired glulathione deficiency. See Ustrechl et
al., Pharmacol, Kes, 6:205-273 (1989), Patients with HI'V
infection have demonstrated a redoced concentration of
glutathione in plasma, cclls and broncho-alveclar lavage
fluid, Staal et al., Lancer, 339:909-912 (1992), Clinical data
sugpgests that HIVescropositive individuals display adverse
rcactions to the simultaneous administration of several oth-
erwise therapeutic drugs. Rieder et al., Arn. Tntern. Med.,
11286289 (198Y). 11 is theretore desirable to provide fur
the administration of methylphenidate in reduced dosages
amang, patients with drugr hypersensitivity due o IV
infection,

25

30

4N

45

G0

65

2
Mcthylphenidate possesses two centers of chirality and
thus ¢an exist as four separate optical [somers, ‘The four
womers of methylpbenidate are as follows:

0
=T,
H
HN
E-(IR:I'R) threo 1-(25708)
EL
Q
[0 B V' C— OCHy
CIu—C
H I£8
R 1] NH
d-(2R:2'8) brylhra 1-(25:2'R)

Dastereomers are known in the arl o possess ditfering
physical propertics, such as meling point and boiling point.
For example, while the threo- racemuale of metbylphenidate

3 produces the desired Central Nervous Syslem action, the

erythro- racemate conteibutes to hypertensive side cffects
und exhibits lethality in rats.

Additional siudies in animals, children and adulis have
Jdemonstraled pharmacological activity in the d-threo Isomer
of methylphenidate (2R:2'R) . See Patrick et al, J. Phar-
macel & Fxp. Therap, 241:152-158 (1987). Althaugh the
male of the 1-ispmer in toxicily or adverse side effects has not
been thoroughly examined, the potential for Wsomer ballast
in methylphenidate is of concern for muny patienl groups,
particularly those drug hypersensitive patients as desceribed
above,

Althovgh 1-threa-methylphenidate is rapidly smd stereo-
selectively metabolized npon oral administration, intrave-
nous administration or inhalation results in high )-threo-
methylphenidate serum levels, Srinivas et al., Pharmacel,
Res, 10:14-21 (1993). Intravenous administration aud inba-
lation are the methods of choice by drug abusers of enrrent
methylphenidate formulations. The present invention pos-
tulates that the cuphoric effect produced by cuerent formu-
lations of methylphsoidate is doe to the action of l-threo-
methylphenidate.

Accordingly, it has been discovered that the use of the
d-threa isomer (ZR:2'R) of methylphenidate, substantially
free af the [threo isomer produces a methylphenidate medis
catian which retains high activity levels and simulaneausly
possesses reduced cuphoric offoct and reduced potential for
abusz among paticnts,

U.5. Pat. No. 2,507,631, to Iartmann et al. describes
muothylphenidate and processcs for making the same.

U.5. Pal. No. 2,957,880, 1o Rometsch el al. describes the
conversion of c-aryl-c-piperidyl-(2)-acetic acids and
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3

derivatives thereof (including methylphenidate) into their
respective racemales,

Tolmes et al., J. Cln Psychlatry, 50:5.8 (1989) reported
on the use of racemic methylphenidate (Ritaline®) and
dextrosmphetamines in the Ireatment of cognitive impair-
ment in AIDS patjents.

Srinivas ¢t al,, J. Pharmacal, & Exp, Therap.,
241:300-3006  (1987) described wse of racemic dl-threo-
methylphenidate (Ritalin@) in the lreatment of ATMD in
children. '1his study noted a 5-fold inereasc in plasma levels
of d-threo-methylphenidate in children treated with racemic
melhylphenidate, but was otherwise inconclusive with
regard to the efficacy of a single methylphenidate isomer at
therapeutically significant doses.

Srinivas et al, Clin. Pharmacol Ther, 52:561-368
(1992) studied the administtation of dl-threo, d-threa and
F-ilren-methylphenidaie to children sulTering rom ADHD.
While Srinivas ct al, reporied the pharmacodynamic activity
of dl-threo-methylphenidate resides in the d-threo isomer,
this study investigated neither the adverse side cffocts of the
-ihreo isomer, nor the euphoric sllects of the single somers
or raccmate, Single isomer dosages below ¥ of the racemate
dosage were not studied,

Patrick ot al., J. Pharmacel. & Exp. Therap.,
241:152-158 (1986) cxamined the pharmacology of the
cnantiomers of threo-methylphenidate, and assessed the
relative contribution of cach isomer to centeal and peripheral
actions of Ritalind®,

Brown, G., farl J. Psych. Med, 25(1):21-37 (199%)
reported the vse of racemic methylphenidate for the toeat-
ment ol ATDS pognitive decline,

Patrick et al., Psychopharmacology: The Third Genera-
tiom of Frogress, Raven Press, NY, (1987) examined the
pharmacokineiies and actions of methylphepidate in the
treatment of Altention Beficit [Typeractivily Disorder
(ADHD), Patrick noted the d-threo isomer possesses higher
activity than the I-threo isemcr, and that dsthreo meth-
ylphenidate may be responsible for the therapeutic activity
in the racemic drug,

Aoyama et al., Clin. Phermacel Then, 33270-276
(1994) repurted on the use af (+)-threo-methylphenidate in
the treatment of hypersomnia. Aovama et al. describe a
correlalion between sleep latcney in paticnts and plasma
concentralion ar (+)-threo-methylphenidate,

SUMMARY OF THE INVEN110ON

‘The present invention is based on the discovery that
d-threo-methylphenidate {2R:2'R} possesses enhanced
therapeutic activity with reduced side effects, and |-threo-
methylphenidate produces undesirable side effects, euphoria
and drug abusc potential in patients suftering from Attention
Deficit Dhsorder, Altention Deficit Hyperactivity Throrder,
AlDS copnitive decline, and AIDS Dementia Complex.

The present nvention thus relales o methods afl trealing
Altention Deficit Disorder and Attentivn Deficil Hyperac-
tivity Thsorder in children and adults while providing for
reduced side effects, reduced euphoric effect and reduced
potential for abuse potential through adminisiration of
d-threo-methylphenidate (ZR:2'R) of the formula:

15
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of 4 pharmaceutically acceptable sall thereofl, substuntially
free of the 1-threo suroer.

The invention [urther relates to meathods of treating AlDS-
related dementia and related cognitive disorders while pro-
viding Tor reduced side effects, reduced euphoric cffect, and
reduced abuse potential throvgh administration of d-threo-
methylphenidate (ZR:2'R) of the fornula;

or # pharmaceutically acoeptable sall thereal, substantially
free of the 1-threo isomer.

Prescription of methylphenidate 1o treat ALDS copaitive
decline and AITIS Dementia Complex associaled with [TV
infeciion is becoming imereasingly popular. Iowever, hiph
doses in excess of 40 mg/day are not well olersled by a
substuntial pumber of HIV-infected pulients when trealed
ovel wecks or months, Brown, (., fnt'f ). Fsychiatry. Med,,
25:21-37 (1995). The d-threo isomer use of the prescnt
invention thus ¢nables a lowered dosing therapy resulting in
mmproved efficacy for diseased patients and particnlaely
ITV-infected patients.

Moreaver, sdministration al the d-thren isomer Lo patients
will result in decreased side effects, reduced euphoric effect,
and substantially reduce the polenbial for shuse af the
product,

DETAILED DESCRIPTION OF THE
INVENTION

Racemic methylphenidate and its individval isomers arc
knawn. Sec U5, Pat, Nos, 2,507,631 and 2,937,880. They
can be preparcd by conventional techniques, and can be
obtained from a varicty of commercial sources.

The d-threo isomer of the present invention can be
adminisiered orally, reclally, parenterally, or transdemmelly,
alene we in combination with other psychostimulants,
antidepressants, and the ke ko a patjent in need of irealment.
Oral dosage forms include tablets, capsules, dragees, and
similar shaped compressed pharmaceutical [omms. [selonic
saling solutions conlaining 20-100 milligrams/milliliter can
be used for parentersl administration which includes
intramuscular, intralhecal, intravenous and intra-arterial
routes of administralion. Recta] admimsicalion can be
effected ihrough the use of suppositorics formulated from
conventional carriers such 85 cocon butler. ‘Lransdermal
administration can be cffected through the use of transder-
mal patch delivery systems and the like, The preferred routes
of administration arc oral and parciteral,
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‘The dosage cmploved must be carelully titrated to the
patient, considering aye, weight, severity of the condition,
and climical-profile. Typically, the amount ot d-threo-
methylphenidate administered will be in the range of 5-50
my/day, but the actual decision as to dosage must be made
by the atrending, physician,

The present nvention provides enhanced reliel [or
patients suffering from Altention Deficit Disorder and Atton-
tion Deficit Hyperactivity Disarder while providing for
reduced side effects, reduced euphoric effect, and reduced
abuse potential through adminisiration ol d-threo-
methylphenidate substantially tree of the l-thieo isomer

The invention further provides for treatment of AIDS-
related dementis and related cognitive disorders with
d-threo-methylphenidate substantially free of the |-threa
isomer while providing for reduced side effects, reduced
cuphoric effect, aod reduced abwse potential.

‘Ihe tcrm, “substantially frec of the I-threo-isomer” means
that the composition contains at least %% by weight of
d-threo-methylphemidate, and 104 by weight of l-threo-
methylphenidate, [n the most preferred cmbodiment, the
term “substantially free of the 1-threo isomer™ means (bal the
composition contains at least 99% hy weight of d-thren-
methylphenidate and 19 or less of 1-threo-methylphenidate.

'The following cxamples will serve to further typify the
pature of the inveodon, bul should oot 1 coustrned a5 a
limitation on the scope thereol, which is delined solely by
the appended claims.

EXAMPILE 1
Tablets for chewing, each containing 5 milligrams of

d-threo-methylphenidate, can be prepared in the following
manner:

Compusilivn (for 1000 tabluly)

d-lhrev-meLhylphenidate 5.00 grams
manaitol 15,33 prame
Tacloss 10.00 grams
tale 1,40 grams
glyvine 0.83 gramy
ateariz nad .66 grame
suctharin 0.10 grams

5% gelntin solution gs.

All the sohid ingredients are first forced throogh a sieve of
025 mm mesh width., The mannite] and the lactose are
mixed, granulated with the addition of gelatin solution,
foreed through o sieve of 2 mm mesh width, dried at 50° C.

and sgain foreed through 4 sieve of 1.7 mm mesh width. The -~

d-threa-methylphenidate, the plycine and the saccharin are
carcfully mixed, the mannitol, the lactose granulate, the
slearic acid and the tale are added and the whole is mixed
thoroughly and compressed 1o form tablets of approximately
10 mm diameter which are concave on both sides and have
a breaking groove on the vpper side,

EXAMPLE 2

Tablets, each conlaining 10 milligrams of d-threo-
methylphenidate, can be prepared in the [ollowing manner:

20

5

M}

5

10

45

50

s

Composilion (for 1000 tableta)

d-threa.methylphenidate 10.0 proms
lactose 3285 grams
varn slarch 17.5 gmms
[mlycthylgng glyml &000 5.4 grams
Lule 35.0 gmms
magnesium stzarale 4.0 prama

deminsraliesd Water 4.8,

'I'he solid ingredients are fimt [orced through a sicve of .6
mm mesh widik, Then the d-threo-methylphenidate, lactosc,
tale, magnesinm stearatc and half of the slarch are intimately
mixed. The other half of the starch is suspended in 65
millikiters ol waler and this suspension is added 10 a boiling
solution of the polyethylenc glycol in 260 miltililers of
water. The resulting paste i3 added to the pulverulent
subsiances, and the whole i mixed and granulated, if
pecessary with the addition of water. The granulate is dricd
avermight at 35° C., foreed through a sieve of 1.2 mm mesh
width and ecompressed 1o form lublets of approximately 10
mm diameter which are concave on hoth sides and have a
breaking noteh on the upper side.

EXAMPLEL 3

Gelatin dry-filled capsules, each conaining 20 milliprams
of d-thrco-methylphenidale, can be prepared in the follow-
g, mannet:

Composition (lor 1000 cepsules)

d-threo-mathylphenicdate 0.0 grams
micruerysislling collulose b4 grams
acdjum lnuryl sulfate 0.4 grams
magnesium sleamle Lb ginms

The sodium lauryl sulfate is sieved into the d-threo-
methylphenidate theough a sieve of (0.2 mm mesh width and
the two componenls ars intimately mixed fur 10 mintes.
The microcrystalline cellulase is then added throogh a sieve
of 0.9 mm mesh width and the whole is again intimately
mixed for 10 minutes, Finally, the magnesium slesrate is
added through a sigve of 0.8 mm width and, after mixing {or
a further 3 minutes, the mixture is introduced in portions of
28 milliprams each into size O {elongated) gelatin dry-fill
cupsules.

LXAMPLE 4

A 0.2% injection or infusion solution can be prepared, for
example, in the following manner:

U-1hreg-melhylphunidale 3.0 wruny
andinm chloride 215 grams
phosphale bult: pH 7.4 R0 prame

dentineralized water to 2500 ml.,

The d-threo-methylphenidate is dissolved in 1000 milli-
liters of waler and (fliered throngh a micrefilter or shurried in
1000 mT. ol H,O. The bufTer sedution is added and the whole
i made up 1o 2500 milliliters with water. To prepare dosape
umit forms, portions of 1.0 or 2.5 milliliters each are ntro-
duced into glass armpoules (each containing, respectively 2.0
or 3.0 milligrams of d-threo-methylphenidate).

What i claimed 1s:

L. A method of treating at least one of Attention Deficit
Disorder and Allention Deficit IMyperactivily Disorder and
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providing enhanced therapeutic activity, reduced side offects
euphoric effect, or potential for drug abuse as comparcd to
racernic Lhreo methylphenidate, said method comprising
administering I a human exhibiting symptoms of such
disorder therapeulically sfective amounts of D-threo moth-
ylphenidute or phanmaceutically acceptable sall ihereot,
sibstantially free of Lebreo methylphenidate, on a daily
hasis.

2. The method according to claim 1 whetcin the amowit
administered 15 5 mg o 50 mg per day.

3

3, The melhod aceording to clam 1 wherein the amount
of d-theeo-methylphenidate or a pharmueceutically accept-
able zalt theecof is greater than 999 by weight.

4, The method according to claim 1 wherein said D-threo
methylphenidate is adminstered together with a pharma-
veulically acceplable carricr,
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FED.R. CIV. P. 7.1 DISCLOSURE STATEMENT

Pursuant to Rule 7.1 of the Fed. R. Civ. P., counsel for Plaintiffs Celgene

Corporation, Novartis Pharmaceuticals Corporation and Novartis Pharma AG certifies the

following:

1.

3.

4.

5.

Dated: August 19, 2004

The full name of each party represented by me is:

a} Celgene Corporation;
b) Novartis Pharmaceuticals Corporation;
¢} Novartis Pharma AG;

There are no corporate parents of Celgenc Corporation which are publicly
held, other than Celgene Corporation itself. No publicly held company owns
10% or morc of Celgene Corporation's stock.

Novartis AG, a publicly held corporation, is the parent company of Novartis
Pharmaceuticals Corporation. Novartis AG is the only publicly held company
that directly or indirectly owns 10% or more of Novartis Pharmaceuticals
Corporation's stock.

Novartis AG, a publicly held corporation, is the parent company of Novartis
Pharma AG. Novartis AG is the only publicly held company that directly or
indircctly owns 10% or more of Novartis Pharma AG's stock,

There are no corporate parents of Novartis AG which are publicly held, other
than Novartis AG itsclf. No publicly held company owns 10% or more of
Novartis AG's stock.
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LOCAL CIVIL RULE 11.2 CERTIFICATION

T hereby certify that the matter in controversy is not the subject of any other action

pending in any court, or of any pending arbitration or administrative proceeding.

Dated: August 19, 2004 ' A

Civatés M. Lizz%ﬁ) i
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