
UNITED STATES DISTRICT COURT
SOUTHERN DISTRICT OF FLORID A

MIAMI DIVISION

ANDRX PHARMACEUTICALS, LLC .

Plaintiff,

V .

GLAXOSMITHKLINE, PLC and
SMITHKLINE BEECHAM CORPORATION
D/B/A GLAXOSMITHKLINE ,

Defendants .
/

CASE NaO 5 - 23264
CIV . LENRR b

COMPLAINT FOR
PATENT INFRINGENT

Plaintiff, Andrx Pharmaceuticals , LLC ("Andrx"), for its Complaint against

GlaxoSmithkline , PLC and SmithKline Beecham d /b/a GlaxoSmithKline (collectively "Glaxo"),

hereby states as follows :

NATURE OF THE ACTIO N

1 . This is a civil action for patent infringement a rising under the patent laws of the

United States, 35 U .S.C. §100 et seq .

2 . This action relates to a patent covering a dosage form of the pharmaceutical known

by the gene ric name bupropion .

THE PARTIES

3 . Andrx is a Delaware Limited Liability Company with corporate offices and

manufacturing facilities located within this Dist rict .

4 . Upon information and belief, Defendant , GlaxoSmithKline PLC, is a publicly held

limited liability company organized under the laws of the United Kingdom with it s
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principal place of business located at 980 Great West Rd ., Brentford, London TW8

9GS, United Kingdom .

5 . Upon information and belief, GlaxoSmithKline PLC is operating in the United States

through its wholly owned subsidiary, SmithKline Beecham Corporation, a

corporation organized under the laws of Pennsylvania, which does business under the

name, GlaxoSmithKline .

JURISDICTION AND VENU E

6. This action ari ses under the patent laws of the United States of America and

specifically under 35 U .S.C. §§ 271, 281, 283, 284, and 285 .

7. This Court has original jurisdiction under 28 U .S.C. §§ 1331 and 1338(a) .

8 . Venue is proper in this Court under 28 U .S .C . §§1391(c) and 1400(b) .

9. Upon information and belief, Glaxo and its subsidiaries and/or licensees sell various

products and do business throughout the United States including in this District .

10. Upon information and belief, Glaxo and its subsidiaries and/or licensees manufacture

bulk pharmaceuticals and pharmaceutical products that are sold and used, including

through subsidiaries and/or licensees, throughout the United States, including in this

District .

CLAIM FOR PATENT INFRINGEMENT

11 . Andrx incorporates paragraphs 1-10 by reference herein .

12. Andrx is the owner of United States Patent No. 6,905,708 ("the `708 Patent"), titled

"Controlled Release Oral Dosage Form," duly and legally issued by the U .S. Patent

and Trademark Office on June 14, 2005 . A copy of the `708 Patent is attached hereto

as Exhibit A .
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13. The `708 Patent claims a formulation for a once daily dosage form of bupropion or a

salt thereof.

14 . Upon information and belief, Glaxo has infringed and is continuing to infringe, one or

more claims of the `708 Patent by making, using, importing, selling and/or offering

for sale either directly or through its subsidiaries and/or licensees, a bupropion

hydrochloride extended-release product that is marketed under the brand name

"WELLBUTRIN XL." See Exhibit B .

15 . Upon information and belief, Glaxo infringes one or more claims of the `708 Patent,

induces others to so infringe, and/or contributes to the infringement thereof by others,

by making, importing, using, selling and/or offering for sale in this Judicial District

and/or elsewhere, a bupropion hydrochloride extended-release product that is

marketed under the brand name "WELLBUTRfN XL . "

16. Glaxo's infringement has been and is in willful violation of the `708 Patent .

CLAIM FOR RELIEF

WHEREFORE, Andrx requests that the Court enter judgment in its favor and against

Glaxo on the patent infringement claim set forth above, providing as follows :

1 . That Andrx is the owner of the entire right, title and interest in and to the 708 Patent,

including the right to sue and recover for past infringement thereof .

2 . That the `708 Patent was duly and legally issued, is valid and enforceable, and is

infringed by Glaxo .

3 . That Glaxo is liable for infringing the `708 Patent by making, importing, using,

selling and/or offering for sale in this Judicial District and/or elsewhere its product

known as "WELLBUTRIN XL" ;

3
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4. That Glaxo is liable for inducing and /or cont ributing to the infringement of the `708

Patent by making, import ing, using , selling and/or offe ring for sale in this Judicial

Dist rict and/or elsewhere its product known as "WELLBUTRIN XL" ;

5 . That Glaxo 's infringement has been willful ;

6. That Glaxo and those acting in concert with Glaxo be permanently enjoined from

making , impo rting, using, selling and/or offe ring for sale in this Judicial District

and/or elsewhere its product known as "WELLBUTRIN XL" ;

7. That Andrx be awarded damages adequate to compensate it for Glaxo's infringement

of the `708 Patent, together with prejudgment interest thereon ;

8. That Andrx be awarded treble damages under 35 U .S.C. § 284 for Glaxo's willful

infringement ;

9. That Andrx be awarded its reasonable attorney fees and costs of this action under 35

U.S .C. § 285; and

10. That Andrx be granted such other and further relief as this Court may deem just and

equitable .

Respectfully submitted ,

Of Counsel :
Brad S. Needleman, Esq .
Deepro R. Mukerjee, Esq.
Greenbert Traurig, LLP
New York MetLife Building
200 Park Avenue
New York, New York 10066
Tel : (212) 302-8989
Fax : (212) 801-6400

ISICOFF, RAGATZ & KOENIGSBERG
1200 B rickell Avenu e
Suite 1 9
Miami , 1 rida 3313 1
Tel : (3 )373-323 2
Fax : ( 5) 373-323 3

D . Isicoff
Flo rida Bar No. 3722
Teresa Ragatz
Flo rida Bar No . 545170
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VIENIMOMUS,006905708B2 MW

( 12) United States Patent
Li et al .

(54) CONTROLLED RELEASE ORAL DOSAGE
FOR M

(75) Inventors : Boyong Li , Davie, FL (US) ; Avinash
Nangla, Weston, FL ( US) ; Chih Ming
Chen , Davie, FL ( US) ; Xiu Xiu Cheng,
Davie, FT . (US )

(73) Assignee : ANDRX Pharmaceuticals , Inc., Davie,
FL (US )

(•) Notice : Subject to any disclaimer, the term of this
patent is extended or adjusted under 35

U .S .C . 154(b) by 77 days .

(21) Appl . No . : 10/ 435,012

(22) Filed : May 9, 2003

(65) Prior Publication Data

1JS 2003/0198683 Al Oct . 23, 2003

Related U .S . Application Data

(60) Division of application No . 10,071,257, filed on Feb . 8,
2002, and a continuation -in -part of application No . 09,1905,
712, filed on Feb . 8, 2001, and a continuation -in -part of
application No . 09/905 .690, filed on Feb . 8. 2001, each is a
continuation -in -part of application No . 09/259,133, filed on
Feb . 26. 1999 . now Pat . No . 6,210,716 .

(51) Int . CI .7 . . . . . . . . . . . . . . . . . . . . . . . . . . . . A61K 9/14 ; A6I K 9/48 ;
A61 K 9/54

(52) U .S . CI . . . . . . . . . . . . . . . . . . . . . . . . 424/489 ; 4241490; 424,1457 ;
424/458

(58) Field of Search . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .. . 424,497, 489,
4241490, 457, 45 8

(56) Refe re nces Cited

U .S . PATENT DOCUMENTS
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3,819,706 A 6/1974 Mehta

3 .885,046 A 5/1975 Mehta
4,016,880 A 411977 Theeuwes et al .

4,135,514 A 1/1979 Zaffaroni et al .
4,173,626 A 1111979 Dempski et al .
4 .309,405 A 111982 Guley et al .

4 .327,725 A 5/1982 Cortese et al .
4,393,078 A 7/1983 Pec k

4,435,449 A 3%1984 Stern
4,438,138 A 3/1984 Stern
4-507,3Z3 A 3/19R5 Stern

4,519,801 A 511985 Edgren
4,539,198 A 9%1985 Powell et al .

4-557,925 A 12/1985 Lindahl et al .
4,571,395 A 2/1986 Peck

4,687,660 A 811987 Baker et al .
5,098,715 A 31%1992 McCabe et al .
RE33,994 E 7/1992 Baker et al .
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5,472,708 A 12/1995 Chen
5,478,577 A 12/1995 Sacklcr et al .

(Continued)

FOREIGN PATENT DOCUMENTS

WO WO 00'30685 6,2000

OTHER PUBLICATION S

Physicians ' Desk Reference 46th Edition 1992 p . 821 "Well-

but ri n" .
Cooper et al ., Journal of Pharmaceutical Sciences, vol . 73,

No . 8 Aug . 1984 ; " Determination of Bupropion and Its

Major Basic Metabolites in Plasma by Liquid Chromatog-
raphy with Dual-Wave Ultraviolet Detection" pp .

1104-1107 .

Primary Examiner-James M . Spea r
( 74) Attorney Agent, or Firm-Hedman & Costigan, P.C .

(57) ABSTRACT

A once a day bupropion hydrochloride formulation is dis-
closed

6 Claims, 4 Drawing Sheets

DISSOLUTION OF BUPROPION XT CAPSULES IN pH 7. 5 BUFFER
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TIME (hr)

• EXAMPLE 3
--~---- WELLBUTRIN
T EXAMPLE 1
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CONTROLLED RELEASE ORAL DOSAGE
FOR M

CROSS REFERENCE TO RELATED
APPLICATION S

The present invention is a divisional of application Ser.
No . 10,071,257, filed Feb. 8, 2002, and claims is a

continuation-in-part of the converted nonprovisional appli-
cation Ser. No . 09,1905,712 of U .S . Provisional Application

Ser. No . 60/267,457, filed Feb . 8, 2001 and the converted

nonprovisional application Ser. No . 09/905,690 of U .S .
Provisional Application Ser. No . 60,267,456, filed Feb . 8,
2001, which converted nonprovisional applications are in

turn a continuation-in-part of application Ser . No . 09/259,
133, filed Feb . 26, 1999, now U .S . Pat . No . 6,210,716 .

FIELD OF THE INVENTIO N

The present invention relates to oral controlled release

dosage formulations containing bupropion hydrochloride .

BACKGROUND OF THE INVENTIO N

The compound designated hupropion hydrochloride is

described in U .S . Pat . Nos . 3,819,706 and 3,885,046 . It is

marketed as an anti-depressant and an aid to smoking
cessation . Bupropion is an aminoketone-derivative chemi-

cally unrelated to other currently available antidepressants
(e .g ., selective serotonin-reuptake inhibitors, tricyclics,
tetracyclics) .

While the neurochemical mechanisms of the antidepres-

sant and smoking cessation effects are unknown, noradren-
ergic pathways and/or dopaminergic effects appear to be
primarily involved . Bupropion does not inhibit monoamine

oxidase and is a weak blocker of serotonin and norepineph-
rine uptake .

The drug is useful in the treatment of depressive affective
disorders (e .g ., major depression) at dosages of 7S to 600 mg

daily . Bupropion may be preferable to other agents because
of its minimal anticholinergic, cardiovascular, and antihis-

taminic effects or in those patients who have experienced
weight gain or sexual dysfunction with another antidepres-
sant . Bupropion, as extended-release tablets, is used in the

cessation of smoking at dosages of 100-300 mg daily.
Withdrawal symptoms and cigarette craving are reduced
with bupropion . Other uses include patients with bipolar

depression, attention-deficit hyperactivity in both adult and
pediatric patients, and panic symptoms superimposed on
depression .

Immediate release bupropion tablets provide more than
75% of bupropion release into the dissolution media in 45

minutes . In studies to date, the risk of seizures appears to be
strongly associated, in part, with the use of instant release
tablets .

Numerous techniques exist in the prior art for preparing
sustained or c ntrolled release pharmaceutical formulations .

One common technique involves surrounding an osmoti-
cally active drug core with a semipermeable membrane . The
drug is released from the core over time by allowing a fluid
such as gastric or intestinal fluid to permeate the coating

membrane and dissolve the drug so the dissolved drug can
permeate through the membrane . In some cases a hydrogel
is employed to push the active ingredient through the

passageway of the membrane .

Another common technique for preparing controlled-
release pharmaceutical formulations is to encapsulate a

plurality of beads, pellets or tablets that are coated with

2
varying levels of diffusion barriers . The barriers can he of
the same or different chemical composition . Release of the
pharmaceutical may occur by leaching, erosion, rupture,

diffusion or similar actions depending on the nature and
5 thickness of the coating material . These products requir e

multi-layered coating, sometimes as much as 30 to 90 coats .

Film coating techniques are characterized by the deposi-
tion of a uniform film onto the surface of a substrate .

Because of the capability of depositing a variety of coating
materials onto solid cores, this process has been used to

make controlled release dosage forms starting from different

formulations, such as tablets, granules, pellets and capsules .

Cores are usually prepared using one of the following

processes : compaction, surface layering, or agglomeration .

One limitation associated with these dosage forms con-

sists in their failure to delay drug delivery. Many of the
multi-walled preparations described above do not provide
prolonged delayed release of the drug prior to initiation of

sustained release, which is important when bipbasic release
profiles are desired . Other systems are essentially "delayed"
releases mechanisms . There is delay of drug release in the

stomach, but once the coated drug reaches the intestines, the
release of medication is rapid . There is no sustained release

in the intestines .

Bup ro pion hydrochloride is highly soluble in water with
a high permeability characterized by rapid and almost com-

plete absorption . Peak plasma concentrations occur within 2
hours for hupropion and 3 hours for hupropion sustained-

release . Its hiphasic pharmacokinetics is characterized by a
two-compartment model ; the distributive phase has a mean
half-life of 3 to 4 hours with a biphasic decline and a

terminal T'/ of about 14 hours following single doses . A
major drawback is extensive first-pass metabolism . It
appears that only a small portion of any oral dosage reaches

the systemic circulation intact . Immediate -release tablets are

dosed three times a day, preferably with 6 or more hours
separating the doses . For those patients requiring doses

greater than 300 mg daily, each divided dose should not
exceed 150 mg each . This necessitates administration of the
tablets 4 times daily with at least 4 hours between successive

doses . Commercially available sustained-release products
are available in film-coated tablets marketed by Glaxo

Wellcome under the tradenames Wellbutrin® SR and
Zyban® . These arc dosed twice daily. For those patients
requiring above 300 mg daily, the regimen remains twice
daily dosing. No currently available product provides a

sustained release profile suitable for once daily dosing .

Patient compliance is especially problematic in depressed

patients . There is a need for improved patient compliance .
One of the means employed clinically to improve patient
adherence to therapy is simplification of the dosing regimen .
Thus, need exists for a once daily bupropion formulation .

Sustained release tablet forms of hupropion are described
in U .S . Pat . No . 5,427,798, comprising a sustained release

tablet which provides peak bupropion blood levels at
approximately 2-3 hours, thereby requiring twice daily
dosing . Controlled release is achieved by combining bupro-
pion particles with microcrystalline cellulose and hydrogcl-
forming hydroxypropyl methylcellulose .

Another sustained release bupropion tablet or caplet for-

mulation disclosed in U .S . Pat . No . 4,687,660, comprises a
difficult manufacturing process and limited shelf life . U .S .
Pat . No . 5,358,970 discloses a formulation of bupropion

hydrochloride that contains an acid stabilizer .

U .S . Reissue Pat . No . 33,994 discloses a tablet formula-
tion of a water insoluble, water-permeable film coatin g
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3

surrounding the drug core and a particulate, water-soluble,

pore-forming material dispersed within the film coating, this
osmotic gradient and channel forming system is applicable

for tablet dosage forms . However, here also at least twice
daily dosing is necessitated by the release profile of 25-70%
of bupropion within 4 hours, and 40-90% within 6 hours .

Wellbutrin® SR is a commercially available twice a day
dosage form of bupropion which contains carnauba wax,
cysteine hydrochloride, hydroxypropyl methylcellulose,

magnesium stearate, microcrystalline cellulose, polyethyl-
ene glycol and titanium dioxide .

There is no capsule form of bupropion commercially
available Capsules are advantageous in those patients who

have difficulty swallowing where the contents of the capsule
may be sprinkled on food .

Immediate release tablets must be stored at a temperature

above 15-25° C . and protected from light and moisture .
Extended-release tablets should be stored in tight, light-
resistant containers at a temperature of 20-25° C .

The need exists for a delayed, sustained release pharma-
ceutical preparation that provides a longer delay of drug
dissolution thereby allowing greater flexibility in designing

sustained release profiles, provides improved plasma levels
wherein the maximum plasma concentration (C,,,~.) can be

substantially reduced without a concomitant reduction in
AUC, and is simply and economically produced . Such a
delayed delivery dosage form has a practical application,

and it represents a valuable contribution to the medical arts .
The present invention provides such a composition, and
offers an efficient and cost effective method of preparation .

Accordingly, it is an object of this invention to provide a

sustained release formulation of bupropion suitable for once
daily administration .

Another object of the present invention is to provide a
capsule dosage form comprising means for delaying deliv-

ery of the drug in gastric fluids for 6 hours up to 12 hours,
usually 4 hours to 8 hours .

It is also an object of this invention to provide a controlled

and extended release bupropion capsule formulation that is
easy to manufacture and can be used to prepare a range of
dosing levels suitable for once daily administration .

It is a further object of the present invention to provide
24-hour control of symptoms of depression or tobacco

dependence withdrawal .

Seizures result more commonly by single dosages of
bupropion over 150 mg, hence the need for twice to four

times daily dosing regimens . Another object of this inven-
tion is to provide simplified once daily dosing regimen with

the potential to prevent or reduce the incidence of seizures
caused by bupropion .

The present invention also relates to a new sustained

release bupropion pharmaceutical composition producing
novel blood plasma levels after ingestion over 24 hours that
is not disclosed in, nor rendered obvious by, the prior art

Other objects, features and advantages of the invention are
not taught in the prior art but will be more apparent to those
versed in the art from the following specification, taken in

conjunction with the drawings .

4
Lions of sustained release coatings that are applied to sepa-
rate active pellets . The formulation functions by membrane-
controlled extended-release in a pH dependent manner . The
bupropion release rate has been improved by the introduc-
tion of two types of film coated active pellets that release the
drug at different p1I resulting in novel dissolution profiles .

Inert spheres are initially coated with bupropion and
hydroxypropyl methylcellulose . The active pellets contain-
ing bupropion comprise 70-75 weight % of the dosage form .
An enteric coating, applied to about one third of the active

drug pellets, is comprised of a film insoluble at low pH, such
as hydroxypropyl methylcellulose phthalate . The second
coating applied to the other two thirds of active drug pellets

is comprised of a combination of a hydrophobic coating
agent and methyl acrylic acid copolymer. The two pellet
types are then combined in a capsule . Generally, the weight

ratio of the first pellet to the second pellet will he from about
90:10 to about 10 :90, although a weight ratio of from about

30:70 to about 70 :30 is preferred . Especially preferred is a
weight ratio of about 33 .3 :66 .7 .

This formulation can provide 24-hour efficacy with once
daily dosing, with less than 50% of the drug released at 10

hours. Therapeutic plasma levels are maintained from 12 to
24 hours . The usual dosage range is 75 -450 mg .

In another embodiment of the present, an uncoated bupro-

pion component is also employed . In this embodiment,
bupropion powder or granules, or the uncoated active pellets
(bupropion and hydroxypropyl methylcellulose sprayed

onto an inert sphere) maybe used directly (first component) .
The bupropion release rate is further modified and improved

by the introduction of uncoated bupropion and the two types
of film coated active pellets that release the drug at different
pH resulting in further novel dissolution profiles .

In this embodiment, the coterie coating (hydroxypropyl
methylcellulose phthalate) is applied to from about 10 to

about 90 weight percent of the active drug pellets (second
component) . The second coating (hydrophobic and methyl
acrylic acid copolymer) is applied to from about 90 to about

10 weight percent of active drug pellets (third component) .

5
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40 The three components are then combined in a capsule .
Generally, the weight ratio of the first component to the
second component may vary from about 1 : 50 to about 50:1,
the weight ratio of the first component to the third compo-
nent may va ry from about 1 :50 to about 50 : 1, and the weigh t

45 ratio of the second component to the third component may
vary from about 10 : 90 to about 90 :10, although a weight
ratio of from about 30 : 70 to about 70 : 30 is preferred .
Especially preferred is a weight ratio of three components of
about 10 :30 :60 .

5 0

SUMMARY OF THE PRESENT INVENTIO N

'the present invention meets the unfulfilled needs of the
ph armaceutical indust ry .

The current invention involves a new pcllctization
process, typified by the application of a bupropion !cellulose
ether suspension to inert spheres and two unique formula-

BRIEF DESCRIP110N OF THE DRAWING S

FIG . 1 is a graph depicting the dissolution profile in a p11
7 .5 buffer of the formulations as described in Examples I
and 3 versus the dissolution of the commercially available
sustained release form of bupropion (Wellbutrin® SR) .

FIG . 2 is a graph depicting the dissolution profile in
simulated gastric fluid (pH 1 .5) of the formulations as
described in Examples 1 and 3 versus the dissolution of the
commercially available sustained release form of bupropion
(Wellbutrin(D SR) .

FIG . 3 is a graph depicting the mean plasma

concentration-time profiles of bupropion in seven healthy
subjects (smokers) following a single oral dose of the

formulation in Example 2 versus 150 mg of the cotntner-
cially available sustained release product (Zyban®) .

FIG . 4 is a graph depicting the mean plasma
concentration-time profiles of bupropion in seven health y

5 5

6 0

65
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subjects (smokers) following a single oral dose of the
formulation in Example 4 versus 150 mg of the commer-
cially available sustained release product (Zyban(g) .

6
tration of drug in the pellets. The binding agents employed
can be any type of binding agent commonly known in the art
such as polyvinyl pyrrolidonc, hydroxycthyl cellulose,
hydroxypropyl cellulose, low molecular weight hydroxypro-
pyl methylcellulose (HPMC), polymethacrylate or ethyl
cellulose . In a preferred embodiment of the present

invention, the binding agent is a water -soluble polymer such

as hydroxypropyl methylce llulose having a viscosity in the
range of 2-12 cps at 20° C ., preferably 4-6 cps, such as the
mate ri al sold as Methocel® E5 . A preferred composition of

the binder for bupropion is about 2-10% w;w, and most
preferably 3-5% .

The active pellets of the present invention will preferably

comprise the following ingredients :

DETAILED DESCRIPTION OF THE PRESENT
INVENTION

The present invention, in a first embodiment provides a
two component controlled rclcasc bupropion formulation for
oral administration , the formulation comprising :

(1) a first pellet comprising :

(i) a core comprising :
(a) bupropion and its salts, isomers, or a pharmaceuti-

cally acceptable aminoketone antidepressant agent ;
(h) an inert pellet as a starting material ; an d
(c) a binder; and ;

(ii) a coating comprising :
(a) a pH dependent coating agent ;

(b) a plasticizer ; an d
(c) a lubricant, and

(2) a second pellet comprising:

(i) a core comprising :
(a) bupropion and its salts, isomers, or a pharmaceuti-

cally acceptable aminoketone antidepressant agent ;
(b) an inert pellet as a starting material ; an d
(c) a binder; an d

(ii) a coating comprising :

(a) a methyl acrylic acid copolymer ;
(b) a water insoluble polymer ;
(c) a plasticizer ; an d
(d) an antisticking agent .

In other embodiments of the present invention, there may
also be present another component, a form of immediate

release bupropion .
The immediate release bupropion component may com-

prise any form of immediate release bupropion . This may
take the form of uncoated bupropion granules or powders,
may comprise bupropion active pellets (as described

hercinbclow), may include bupropion granules or active
pellets coated with a highly soluble immediate release
coating, such as an Opadry® type coating, as are known to
those skilled in the art (see generally , U .S . Pat . No . 5,098,

715), or a combination of any of the foregoing .
The active pellets of bupropion hydrochloride useful in

the practice of the present invention are preferably based on
active pellets having a core forming inert component that
may comprise any type of commonly known pellet starting

material, which may he water insoluble, such as, but not
limited to, cellulose spheres or silicon dioxide, or may be
water soluble, such as, but not limited to, starch or sugar

spheres having a diameter ranging from about 15 to about 50
mesh, preferably ranging from about 30 to about 35 mesh .
The preferred pellet starting material is sugar spheres, NF,

containing not less than about 62 .5 percent and not more
than about 91 .5 percent of sucrose . The spheres should have
consistent bulk density, low friability, and low dust genera-
tion properties.

The inert core is preferably coated with an aminoketone
antidepressant agent or a pharma ce utically acceptable salt or
stereoisomer thereof Most preferably, the core drug is bupro-

pion hydrochloride .
The core forming inert component is coated with a

formulation that comprises bupropion hydrochloride and a

binding agent . The binding agent should be water soluble,
and should possess high adhcsivity and an appropriate

viscosity, to guarantee good adhesion between the sugar
cores and bupropion particles, resulting in a high concen-

5

t o

15

INGREDIENT PREFERRED MOST PREFERRE D

Rupropion HCI 40-50% 60-70%

211 HPMC 2-10% 2 .5-5 %
starting pcllcts 10-35% 15-30%

All the percentages in the above-table are based on the total
weight of the core .

25 The active pellets for use in the practice of the present
invention that comprise the bupropion are typically prepared
by forming a suspension of the binder and the drug and then

layering the suspension onto the starting pellet using any of
the layering techniques known in the industry, such a s

30 fluidized bed coating, rotor granulation or pan coating . The
suspension medium may comprise any low viscosity
solvent, such as isopropyl alcohol, ethanol, water, mixtures
thereof and the like . Asufficient amount of coating is applied
to provide the desired level of bupropion . These active
pellets may be used directly as the first component of the

three component formulations of the present invention .
The active pellets are also useful in preparing the other

two components of the present invention (both the two

component and three component formulations) . The activ e

3 5

40 pellets intended for such use are divided into two groups,

each group receiving a film coating that releases the drug at
a different pH . One group of pellets is coated to release drug
at a pH corresponding to about 4 .8 and lower, which is likely
to occur in the upper gastrointestinal (GI) tract ; the othe r

45 group of pellets is film coated to release drug at a pH of 7
and above, which is likely to occur in the lower GI tract .
Thus, the entire does is released from this product for an

extended period of time during its transition through the GI
tract .

so In a preferred embodiment, one group of pellets (enteric

component) is coated with a film comprising a pH dependent
coating polymer, a plasticizer and a lubricant . This group of
pellets preferably comprises from about 10 to about 90

weight percent of the total pellets, preferably from about 30
55 to about 70 weight percent, and most preferably from about

33 to about 60 weight percent.

The pH dependent coating polymer may be selected from
those enteric coatings known to those skilled in the art
Preferably, the pI1 dependent coating is selected from th e

so group consisting of shellac, methacrylic acid copolymers

(such as, but not limited to Eudragit® E100 (a cationic
copolymer of dimethyl aminoethyl methacrylate and neutral
methacrylic acid esters)), cellulose acetate phthalatc,

hydroxypropyl methylcellulose phthalatc, hydroxypropy l
65 mcthylcellulosc acetate succinatc, cellulose acetate

trimellitate, polyvinyl acetate phthalate or mixtures thereof
Hydroxypropyl methylcellulose phthalate (HPMCP) is pre-
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ferred. The preferred concentration is 2-10% w/w of the
total dosage form, and most preferably 3-5% .

The coating preferably also contains plasticizers . Plasti-
cizers that may he used in the practice of the present
invention include any of those known to those skilled in the
art, including, but not limited to, acetyltributyl citrate,
triacetin, acetylated monoglyceride, rape oil, olive oil,
sesame oil, acetyltriethyl citrate, glycerin sorbitol,
diethyloxalate, diethylmalate, diethylfumerate,
dibutylsuccinate, diethylmalonate, dioctylphthalate,
dihutylphthalate, dihutylsehacate, triethyl citrate, trihutyl
citrate, glyceroltributyrate, polyethylene glycol, propylene
glycol and mixtures thereof . The preferred plasticizer is
acetyltributyl citrate in an amount ranging from about 1 to
about 15 percent based on the total weight of the final
coating or 0 .1-3%% w/w of the total dosage form .

The coating further preferably includes a lubricant such
as, but not limited to, those selected from the group con-
sisting of glyceryl monostearale ; Myvaplex 600P, calcium
stcarate or stcaric acid . The preferred lubricant is glyccryl
monostearate in an amount ranging from about 1 to about 15
percent, and most preferably 1-2 .5% based on the total

8
pellets by forming a solution of the respective coating
components in a solvent or a mixture of solvents, such as,
but not limited to, acetone and isopropyl alcohol, and

employing any of the application techniques known to those
skilled in the art, such as fluidized bed coating, rotor
granulation or pan coating.

The components, either the two coated or the two coated

and the immediate release, of the present invention are
blended together in the desired ratio and placed in gelati n

5

to capsule to obtain a finished product . By varying the ratio of

the three components , including used of the immediate
release at 0%, novel dissolution profiles and plasma profiles

may be obtained in accordance with the present invention .
Alternatively, the dosage formulation may be made int o

15 tablets by fi rs t adding from 25 to 40 weight percent of a solid

pharmaceutically acceptable tablet excipient that will form a
compressible mixture without crushing the pellets, and then
tabletting the mixture in a suitable tablet press .

The following examples are intended to illustrate the

20 present invention but are not intended to limit the scope of
the appended claims .

weight of the coating .
A preferred enteric coating for use in the present invention EXAMPLE 1

therefore comprises the following ingredients :
?S

A batch of controlled release bupropion was manufactur e
using all materials that comply with the current USP/N F
compendia speci fi cations.

INGREDIENT PREFERRED MOST PREFERRED A controlled release 150 mg oral bupropion dosage for m

HPMCP 2-10% 3-5%
is prepared by forming active core pellets having the fol -

Acetyltributyl citrate 0.1-3% 0 .5-1% 30
lowing composition :

Glyce ry l monostearate 1-3% 1-2.5%

Additional active drug pellets for forming the second

coated component of the present invention, preferably from
about 90 to about 10 weight percent of the total pellets, more 3 5

preferably from about 70 to about 30 weight perce nt, and
most preferably from about 67 to about 40 weight percent,
are coated with a coating that comprises a polymer such as
a methacrylic copolymer , water insoluble polymer , a plas-
ticizer and an anti-sticking agent .

The methacrylic acid copolymer is selected from the
known group of methacrylic acid copolymers, preferably
Eudragit® S (methacrylic acid copolymer Type B), and most
preferably Eudragit ® S100 . The preferred concentration is
1-15% of the total weight of the dosage form , preferably
4-7% .

The water insoluble polymer in the preferred embodi-
ments of the present invention is formed from a cellulose
ester, or a cellulose ester-ether . Representative materials

1 . ACTIVE CORE PELLETS

Bupropion HCI 70.0%
Sugar sphere 30i35 2b.5%
Methocel E5 3 .5r

40

Active pellets of bupropion are formed by dissolving 2 .8

kg of bupropion HCI and 0 .40 kg of hydroxypropyl meth-
ylcellulose (Methocel® E5) in a mixture of water and
isopropyl alcohol . The active drug solution is then sprayed

onto 1 .06 kg of sugar spheres 30/35 in a fluidized bed
processor with a Wurstcr insert . The active core pellets are
then dried in a fluidized bed processor until the loss on
drying is below 1% . The bupropion pellets are then passed

through a 16 mesh screen and a 30 mesh screen and pellets
arc collected that are smaller than 16 mesh and larger than
30 mesh .

4 5

include a member selected from the group consisting of 50

ethyl cellulose, cellulose acylate, cellulose diacylate, cellu-
lose triacylate, cellulose acetate, cellulose diacetate, cellu-

lose triacetate, cellulose acetate butyrate, mono-, di- and
tri-cellulose arylates, and the like . Preferred is ethyl cellu-
lose in a concentration ranging from about 1 to about 20%, 55
preferably from about 2 to about 13% .

The preferred plasticizer additive for the second coating
may be selected from any of those mentioned above . Acetyl-

tributyl citrate is preferred .
The anti-sticking agents can be chosen from any of the eo

known agents, such as, but not limited to, those selected
from the group consisting of an alkaline earth metal stearate,
such as magnesium stcarate or calcium stcarate, or talc . The

anti-sticking agents can be used alone or in combination in
effective amounts . The preferred anti-sticking agent is talc . 6 5

The coating for the active pellet for this (second coated)
component of the present invention is applied to the active

IL ENTERIC COATED PELLETS

Bupropion active pellets 75.0 ĉ
HPMCP 50 10.9%
Acetyltributyl citrate 2.5:r

Myvaplex 600P 5.6%

For a group of about one-third of the pellets, 0 .270 kg of
hydroxypropyl methylcellulose phthalate and 0 .040 kg of
acetyltributyl citrate are dissolved in a mixture of purified
water and isopropyl alcohol, USP. Then 0 .090 kg of glyccryl
monostearate (Myvaplcx 600P) is dissolved into the solution

above . The solution is then sprayed onto 1 .2 kg of the
bupropion core pellets in a fluidized bed processor with a
Wurster insert . The pellets are then dried until the loss on

drying (LOD) is less than 1% . The pellets are then mixed
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with 270 (w/w) talk for 10 minutes in a V-blender . The
pellets are then passed through a 14 mesh screen and a 24
mesh screen and pellets that arc smaller than 14 mesh and
larger than 24 mesh are collected .

10
the bupropion capsules of Example 1 were then tested

according to the USP XXIII dissolution test (type 2, basket),
at 50 rpm, at 37 ° C . in SGF (pH 1 .5) to determine the
percentage of drug dissolved versus time .

TABLE 2

Ill . SUSTAINED RELEASE (SR) COATED ACTIVE PELLET S

Bupropion active pellets 80.0 %
Eudragit ® S 100 12.6 %
Ethocel ® 10 cps 1 .4%

Acetvltributvl citrate 2 .0 %
Talc 4 .0%

Time ( hours) % Release d

1 0
2

3
4 3

6 7
8 1 5

10 30

]2 4 5

14 5 0

16 5 6
20 60

For another group of about two-thirds of the pellets, a
coating is prepared where the ratio of the methacrylic acid
copolymer to ethylcellulose is about 9 : 1 . The coating is
made as follows: 0 .378 kg of methacrylic acid copolymer
(Eudragit ® S 100), 0.42 kg of ethylce llulose ( Ethocel® 10
cps), and 0 . 060 kg of acetyltri butyl citrate are dissolved in
a mixture of 0 .690 kg acetone and 6 . 210 kg isopropyl
alcohol . 0 .120 kg of talc is then dispersed into the solution
above . The suspension is then sprayed onto 2 .40 kg of the
active bupropion core pe llets in a fluidized bed processor
with a Wuster insert . ' lhe bupropion pe llets are dried in a
fluidized bed processor until the LOD is less than 1% . The
pellets are mixed with 2% ( w/w) talc for 10 minutes in a
V-blender and passed through a 14 mesh screen and 24 mesh
screen . Pellets smaller than 14 mesh and larger than 24 mesh
are collected .

These pellets have the following coating composition :

INGREDIENT MG/CAPSUt .F. % TOTAL . %VEIGFrT

Eudragit ® S100 22 .5 6 .4
Ethocel ® 10 cps 2 .5 0 . 7
Acetcltributvl citrate 3 .6 1 .0
Talc 7 .1 2 .0

The enteric coated pellets and the SR pellets are mixed
after loading each group into dosators . The strength of the
final product is 150 mg of bupropion with 50 mg of active
drug in the first group of pellets and 100 mg of active in the
second group . The pellets are then encapsulated into size "1"
light turquoise blue/light turquoise blue capsules . The total
weight of the formulation (capsule+pellets) is 350 mg .

The resulting bupropion capsules of Example I were then

tested according to the USP XXIII dissolution test (type 2,
basket) at 50 rpm, at 37a C . in p11 7 .5 buffer and found to
have the following release profile :

TABLE 1

Time (hours) % Released

25

6 0

3 75

4 80

6 88

8 93

10 93

12 94

14 94

16 94

1 0

1 5

20
'the release profile of the contro ll ed release product

shown in this Example 1 is shown in FIG . 2 by the line with
the filled circles .

The Bupropion capsules of Example 1 were then evalu-
ated in seven patients using standard techniques known in
the art . Bupropion was first detected in the plasma at about
2 hours after administration , and showed sustained release
over 24 hours .

Two panels of seven patients were randomly assigned to
receive either the hupropion formulation described herein or
ZYBAI ® in an open , randomized single dose study . Blood
samples were collected over a 72-hour period and analyzed
for bupropion concentrations with a LC/MS/MS method.

For the blood levels car ried out C,,, is the maximum
blood level concentration , of bupropion, T,,,_ is the time at
which the maximum blood level concentration occurs, T1ag
is the sampling point preceding the one at which concen-
trations first become quantifiable . AUC is the area under the
cu rv e" of time versus blood concentration . The results
provided arc given in Table 3 and FIG . 3 show that the mean
plasma concentration -time p ro files of bupropion were dif-
ferent for the Example 1 formulation and Zyhan ® . Follow-
ing oral administration , the Example 1 formulation had a
delayed absorption with a T1ag value of 1 .9 hou rs . The mean
C,,a,, value of the Example 1 bupropion formulation was
about one-half of that for Zyhan ® . The time to reach (T,,,,,,)
maximum plasma con centration occurred about 8 hours after
administration of the Example I formulation . The relative
bioavailability of the Example 1 formulation to Zyban® was
40% in terms of C,,,_ and 80% in terms of AUCa ,,, f ratio .

2 5

3 0

t c

4 0

4 5

50

TABLE 3

55

Variable Example 1 Mean Zyban Mean G- Mean Rati o

C, , (ng/ml ) 54 .2 129 .0 0 .40
AUCw,,, ( ng . hr/ml) 832 .0 998 .0 0 .80
T„a (hr) 1 .9 0 . 1

Tm,x (hr) 8 .1 3 . 6
T,,; (hr) 17 .0 20 . 3

60 Thus, it can be seen from the data above that although the
C,,,an . Of Example 1 is significantly lower than the C_ of

the Zyhan® formulation, the AUC has only been slightly
reduced .

The release profile of the controlled release product 65 EXAMPLE 2

shown in this Example is shown in FIG . 1 by the line filled The pellets from Example 1 are taken as the second and
with circles . third components . These pellets are loaded into the dosator
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along with active pellets and are filled into capsules in a ratio
of 10 :30 :60 while maintaining the dosage at 150 mg . The
blood profiles from this example will show a C,,, . that is the

same as shown in' able 3, but will show a slightly increase
AUC, thereby rendering the G-Mean ratio at about 1 .00. The 5
amount of active pellets may be adjusted as is known in the

art without undue experimentation based on the teachings of
the present disclosure in order to substantially provide a
G-Mean for AUC of approximately 1 .00 .

EXAMPLE 3

'he procedure of the Example 1 is followed for the first
group of pellets . The bupropion cores are prepared by

forming a suspension of bupropion and hydroxypropyl
nlethyIce] lulose in a mixture of water and isopropyl alcohol,
which suspension is spray coated onto inert spheres . The

HPMCP enteric coating is then applied to about one third of
the active drug pellets .

Film Coating for SR Pellets

A second group of about two-thirds of the pellets is coated
with a coating prepared where the ratio of methacrylic acid
copolymer to ethylcellulose is about 1 :1 . The pellets have

the following composition :

bupropion active pellets 80 .0%

Eudragit ® S100 7.0%
Ethocel ® 10 cps 7.0%
Acety'llrihulyl citrate 2.0%

Talc 4.0%

The coating is made as follows : 0 .105 kg of methacrylic
acid copolymer (Eudragit® S100), 0.105 kg of ethylcellu-
lose (Ethocel® 10 cps), and 0 .030 kg of acetyltrihutyl citrate

are dissolved in a mixture of 0.345 kg acetone and 3 .105 kg
isopropyl alcohol . 0 .060 kg of talc is then dispersed into the
solution above .The suspension formed is then sprayed onto
1 .20 kg of the active bupropion core pellets in a fluidized bed
processor with a Wurster insert . 'he coated bupropion

pellets are then dried in a fluidized bed processor until the
LOD is less than 1% . The pellets are mixed with 2% (w/w)
talc for 10 minutes in a V-blender and passed through a 14
mesh screen with a 24 mesh screen . Pellets smaller than 14
mesh and larger than 24 mesh are collected .

The pellets have the following coating composition :

Ingredient mg/Capsule `:6 Total Wt .

Methacrylic acid copolymer 12 .5 3 .6
Ethocel ® 10 cps 12 .5 3 .6
Acetvltributvl citrate 3 .6 1 .0
Talc 7 .1 2 .0

The first group of pellets and the 1 :1 above pellets are
mixed after loading each group into dosators . The strength
of the final product is 150 mg of bupropion with 50 mg of
active drug in the first group of pellets and 100 mg of active

drug in the second group . The pellets are then encapsulated
into size "1" buff opaque/light blue opaque capsules . The
total weight of the formulation (capsule+pellets) is 352 mg .

The resulting bupropion capsules were then tested accord-
ing to the USP XXIII dissolution test (type 2, basket), at 50

rpm, at 37° C ., in pH 7 .5 buffer and found to have the
following release profile :

1 0

15

12

Time (hours) % Release d

1 28

4 0

3 5 0
4 5 8
6 70
8 80

10 83

12 8 7

14 88

16 90
18 90
20 92

The release profile of the controlled release product of
Example 3 is shown in FIG . I by the line with the filled in
squares .

The resulting bupropion capsules were then tested accord-
ing to USP XXIII dissolution test (type 2, basket ), at 50 rpnl,
at 37° C ., in SGF (pH 1 .5) and found to have the following
release profile :

' u

30

35

Time (hours) % Release d

1 0
2

3 4

4 6

6 12

8 21

10 40

12 57

13 64

16 68

17 71

20 74

The release profile of the controlled release product shown
in Example 3 is shown in FIG . 2 by the line with the filled
in squares .

The bupropion capsules of Example 3 were then analyzed
in a seven patient test using techniques known in the art .
Rupropion was first detected in the plasma about 1 .4 hours
after administration and showed a sustained release over 24
hours.

The testing procedure is as described in Example 1 . The

results provided are given in Table 4 and FIG . 4 and show

that the mean plasma-time profile of the bupropion formu-

lation differs from that of Zyhan® . Rupropion had a delayed

absorption ; the relative bioavai]ability of bupropion to

Zyban® was 48% and 59% in terms of C,,,a,. and AUC

values, respectively . The terminal elimination half-lives

were similar.

4 0

4 5

5 0

55 TABLE 4

Parameter Example 3 Zvhan ® Ci-Mean Ratio

Ca,,, (ng/ml) 56 .9 114 .8 0 .48
AUC° .,,, (ng hr ;ml) 531 .7 889 .5 0,5 9
T„8 (hr) 1 .4 0 . 1
Tom„ (hr) 5 .1 4 . 1
T, ; . (hr) 12 .6 14 . 1

60

Thus, again, the C,,, . of the Example 3 product was
65 reduced significantly more than the AUC compared to th e

reference product, demonstrating that an effective once-a-
day product has been provided .
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EXAMPLE 4

The pellets from Example 3 are taken as the second and
third components . These pellets are loaded into the dosator
along with active pellets and are filled into capsules in a ratio
of 10 .30 :60 while maintaining the dosage at 150 mg bupro-
pion . The blood profiles from this example will show a C,,, .,
the same as in Table 3, but will show a slightly increased
AUC, thereby rende ri ng the G-mean ratio at about 1 .00 . The
amount of active pellets may be adjusted as is known in the
art without undue expe ri mentation based on the teachings of
the present disclosure in order to substantially provide a
G-Mean for AUC of approximately 1 .00.

While certain preferred and alternative embodiments of
the invention have been set forth for purposes of disclosing
the invention , modifications to the disclosed embodiments
may occur to those who are skilled in the art . Accordingly,
this specification is intended to cover all embodiments of the
invention and modi fi cations thereof that do not depart from
the spirit and scope of the invention .

All of the above - identified patents are hereby incorpo-
rated by reference .

14
What is claimed is :

1 . A once daily dosage form comprising 150 nig of an

bupropion or salt of bupropion, said dosage form providing

an in vivo plasma profile selected from :
5

(a) Mean T,,, of about 5 or more hours

(b) Mean C,,,ox of less than about 90 ngiml, an d

(c) Mean AUC0.1205 of more than about 350 (ng-h)ml .

2 . The once daily dosage form of claim I wherein said

mean C,,,ax is less than about 80 ngiml .

3. The once daily dosage form of claim 1 wherein said

mean C,,,ax is less than about 70 ng/ml .

4 . The once daily dosage form of claim 1 wherein said

mean C,,,ot is less than about 60 ng/ml .

5. The once daily dosage form of claim I wherein said

mean C,,,ar is less than about 50 nu/ml .

6 . The once daily dosage form of claim I wherein said

1 0

1 5

-a mean C,,,,, . is less than about 40 nglml .
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11 . BASIS OF JURISDICTION Ill . CITIZENSHIP OF PRINCIPAL PARTIES (PLACE AN , IN ONE BO X
For Diversity Cases Onlyl

0 1 . U .S . Government ® 3 . Fede ra l Question PTF DEF
Plaintiff (U .S. Government Not a Party) Citizen of This State 01 0 1

0 2 . U .S . Government 17 4 . Dive rsi ty
Defendant (Indicate Citizenship of Pa rties In Item III) Citizen of Another State ❑ 2 0 2

Citizen or Subject of a
Foreign Country

03 03

FOR PLAINTIFF AND ONE BOX FOR DEFENDANT )

PTF DEF
Incorporated or Principal Place 04 ❑ 4
of Business In This State
Incorporated and Principal plat,. 0 5 Oil
of Business In Another $ We
Foreign Nation 06 oG-

^Z~-

IV. CAUSE OF ACTION (CITE THE U .S . CIVIL STATUTE UNDER WHICH YOU ARE FILING AND WRITE A BRIEF STATEMENT OF CAUSE . DO NOS CrrT JURISDICTIONAL STATUTES
UNLESS DIVERSITY) 35 U .S .C . § 100, et . seq . - Claim for infringement of U .S . Patent No . 6,905,70 8

IVa . 5 days estimated (for both sides) to try entire case .

V . NATURE OF SUIT (PLACE AN x IN ONE BOX ONLY )

A CONTRACT A TORTS B A A OTHER STATUTES
FORFEITURE /PENA BANKRUPTCY
L

110 Insurance PERSONAL INJURY PERSONAL INJURY 0 610 Agricultu re 0 422 Appeal 0 400 State Reappo rt ionme nt
0 120 Marine 0 310 Airplane 0 362 Personal Injury - 0620 Other Food 6 Drug 28 USC 158 0 410 Antil-t

0 130 Miller Act 0 315 Airplane Produ
ct

Med Malpractice 0 625 Drug Related Seizure of 0 423 Withdrawal 0430 Banks and Banking
0 140 Negotiabl e Instrume nt L iability 0365 Personal Injury - P ro pert y 21 USC 881 28 USC 157 0450 Commerceiicc Rates / Et c
0 150 Recover of Overpayme nt and

Enforcement of Judgme nt
0 320 Assault. Libel &

Slander 0 368
P ro duct Liabilit y
Asbestos Personal

0 63 0
0 640

L iq uor Laws
R .R . & Truck A PROPERTY RIGHTS

0 460
0 470

Depo rt atio n
Racketee ri ng Influenced and Corrupt

0 151 Medica re Act 0 330 Fed Employer s Injury Product 0 650 A irline Reps Organization s
0 152 Recovery of Default ed Student Liability Liability 0 660 Occupational 0 s10 Selective Serv ice

Loans 0 340 Marine Safety/heath 0 820 Copyri ghts 0 850 Securities / Commodities / Exchang e
(Exdu Veterans ) 0 345 Mari ne Product Liability PERSONAL PROPERTY 0 590 Other sip Patent 0 875 Customer Challenge 12 Usc 341 0

0 153 Recovery of Overpayments of 0 350 Motor Vehicle 0 370 Other Fraud ❑ 691 Agricultural Acts
Veteran 's Benefits 0 355 Motor Vehicle Pro duct 0 371 Truth in Lending ❑ 640 Trademark 0 892 Economic Stabilization Act

0 160 Stockholders' Suits Li abili ty 0 380 Other Personal 0 893 E i l M tt
0 led Other Contract 0 360 Other Personal Liability P ro perty Damage B SOCIAL SECURITY 0 894

nv a ersronmenta
Energy Allo cation A ct

0 105 Contract Product Lability 0 360 Other Personal Injury 0 385 P roperty Damage 0095 Freedom of Information Act
Product Liability D900 Appeal of Fee Determination under

0 881 HIA Equal Access to Justic e
0 862 Black Lung D950 Constdullonality of State Statutes
0883 DIWC/DIWW 0890 Other Statuto ry A ct ions
0664 SSIDTtle XVI - A or B
0 665 RSI ( 406(01 )

A REAL PROPERTY A CIVIL RIGHTS B PRISONER PETITION A LABOR A FEDERAL TAX SUIT S

0 210 Land Condemnation 0 441 Voting 0 510 Motions to Vacate 0 710 Fair Labor Stand ards Act 0 870 Taxes U .S. Plaintiff
0 220 Foreclosure 0442 Em

pl
oyment Senten ce Habeas 0 720 Labor/mgt Relations Or Defe nd ant

0 230 Rent Lease & Ejectment 0443 Housing / Corpus 0 730 Laborrmgmt . Report ing & 0 871 IRS - Third Pa rt y
0 240 Tons to Land Accommodation 0 530 General Disclosure A ct 26 USC 760 9
0 245 Ton Product Liabilit y 0 444 Welfare 0 535 Death Penalty 0 740 Railway Labor A ct
0 290 All Other Real Prope rty 0440 Other Civil Rights 0 540 Mandamus & Other 0790 Other Labor Ligation

0 550 Civil Rights u791 Empl Ret Inc Secvnt y
Act

VI . ORIGIN
IHI I Origina l

Proceeding

(PLACE AN x IN ONE BOX ONLY )
02 Rentoted from 03 Remanded front ❑ 4 Refiled

State Court Appellate Court

N'li . REQUESTED IN CHECK IF THIS IS A CLASS ACTION

COMPLAINT : U UNDER F .R .C .P . 23

Transferred fro m
0 5 Another District ❑ 6 Multidistrict

(Specify) Litigation

Appeal to District
❑7 Judge front magistrate

Judgmen t

DEMAND S Check YES only if demanded in complaint: .
JURY DEMAND : U YES ® NO

VIII . RELATED CASE ( S (See Instructions) :
IF ANY JUDGE I DOCKET NVI,QBE R

DATE SIGNATURE OF ATTORNEY ON RECOR D
12-20-0 5 , Q AALI a

~S"O.~ '522-2-5T
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