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IN THE UNITED STATES DISTRICT COURT
FOR THE EASTERN DISTRICT OF NEW YORK

ELAN PHARMACEUTICALS, INC,, ) _;?./;,; .
} ° }ar.l \‘, :
Plaintiff ) R
} Case No.:
V. )]
}
EON LABS, INC,, ]
)
Defendant, )]

COMPLAINT FOR PATENT INFRINGEMENT

Plaintiff Elan Pharmaceuticals, Inc. (“Elan™), by its undersigned counsel, brings this
action for patent infringement against Defendant Eon Labs, Inc. (“Eon®). This action relates
to a patent covering a method for increasing the bicavailability of the drug metaxalone by ad-

ministering it with food, Elan alleges as follows:

1. Elan is a Delaware corporation having its corporate offices and principal place
of business at 800 Gateway Boulevard, South San Francisco, California 94080, Elan is en-

gaged in the business of researching, developing, manufacturing and selling pharmaceutical

producis throughout the world.
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2. Upon information and belief, Eon is a Delaware Corporation having a place of
business at 227-15 N Conduit Avenue, Lavrelton, New York 11413. Upon information and
belief, Eon is engaged in the business of Preparing generic prescription pharmaceuticals for

distribution in New Yok and throughout the United States,

3. This patent infringement action ariscs under 35 U.S.C §8 271¢e) and 281.283,
Subject matter jurisdiction i proper under 28 U.S.C. §§ 133] and 1338(a). Venue is proper

under 28 U.S.C. §§ 1391{c} and 1400(b).

COUNT FOR PATENT INFRINGEMENT

4. n June |8, 2002, the United States Patent and Trademarlk Cffice issued to
Elan Patent No, 6,407,128 (“the *128 patent™, entitled “Method for Increasing the Bioavail-
ability of Metaxalone.” Since the date of issuance, Elan has been and femains the owner of

the *128 patent. A copy of the "128 patent is attached hereto as Exhibit A,

5. Elan manufactures and markets metaxalone in the United States ynder the

brand name Skelaxin®,

6. On information and belief, Eon filed an Abbreviated Now Drug Application
{"ANDA"™) with the United States Food and Drug Administration ("FDA") pursuant to 2!
U.8.C. § 355()) to obtain approval for Eon to commercially manufacture, nse and sel] 4 pe-
neric equivalent of Elan's metaxalone product in the United States before the expiration of the

'128 patent, The FDA assigned Eon’s ANDA the number 40-4435,
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7. On information and belief, Yon also filed with the FDA, pursuant to 21 U.5.C,
& IS5GUDANIDNIV), a certification alleging that none of the claims of the "128 patent will
be miringed by the manufacture, use or saie of Eon’s generic metaxalone product and that all

claims of the "128 patent are invalid,

8. On information and belief, on or after November 18, 2002, Elan received from
Eon’s Vice President of Busincss Development, Jeffrey Raver, Ph.D., a letter purporting to be
a Notice of Certification under 21 C.E.R. § 314.95, informing Elan of Eon’s ANDA submjs-
sion and corresponding certification under 21 U8.C. § ISSONDANVIDAV). A copy of this

Notice is attached hereto as Exhibit B,

9. Under 35 U.8.C. § 271{e){(2)(A), Eon's submission to the FDA of ANDA No.
40-445 to obtain approval for the commercial manufacture, use or sale of its generic metax-
alone product in the United States before the expiration of the 128 patent constituted in-

fiingement of the *128 patent.

10, Oninformation and belicf, the Fon generic metaxalone product will include la-
beling informing doctors and patients that administering the Eon generic metaxalone product

with food will increase bioavailability.

11. On information and belicf, pursuant to this labeling, the Eon generic metax-
alone product will be administered to human paticnts with food to increase bioavailability, in

a therapeutically effective amount for the treaiment of musculoskeletal disorders,

12. On information and belief, Fon is aware that its generic metaxalone product

with such labeling, which informs the public that taking metaxalone with food will increase
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bioavaiiability, will actively induce, encourape, aid and abet patients and doctors in infringing

the 128 patent.
WILEREFORE, Elan demands judgment as follows:
{a) finding that Con has infringed one or more claims of the 128 patent;

{b) ordering pursuant to 35 U.S.C, § 271(e)4)}A) that the cffective date of any gp-
proval by the FDA of Eon’s generic metaxalone product and Eon’s ANDA No, 40-445 shall

be no carlier than the date of expiration of (he *128 patent;

(c)  granting injunctive relief pursuant to 35 U.8.C. § 271{e)4){B) against Eon,
prohibiting the commercial manufacture, use, offer for sale, sale or importation of Eon’s ge-

neric metaxalone product in the United States until the expiration of the *128 patent;

(d) directing Eon to amend its patent certification with rcepect to ANDA No. 40-

445 from a Paragraph IV certification to a Paragraph 11T certification in accordance with 21

C.E.R. § 314.94(a)(12)(viii){A); and

(e}  awardng Elamn attorney’s fees pursuant to 35 U.S.C. § 285, costs of suit and

any further and additional relief as this Court deems just and proper.
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Dated: January 2, 2003
New York, New Yark

CAHILL GORDON & REINDEL
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P. Kevin Castel (PC 9486)
Dean Ringel (DR 0446)
Joel Kurtzberg (JK 1552)
80 Pine Streei
New York, New York 10005
(212} 701-30600

FINNEGAN, INENDERSON, FARARBOW,
GARRETT & DUNNER, L.L.P.
James B, Monroe
Michael J. Flibbert
1300 1 Street, N.W ., Suile 700
Washington, D.C. 20005-3315
(202} 408-4000

Attorneys for Elan Pharmaceuticals, Tnc,
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US 6,407,128 Bl

METHOD FOR INCREASING THE
BIOAVATLABILITY OF METAXALONE

FIELD OF THE INVENTION

The invearion relates 1o methods for inereasing the bio- 5
availability of & medicinal agent, namely metaxalone ({3,
S-dimethylphencxy)meibyll2 axazolidinone).

BACKGROUND OF THE INVENTION
Metaxalons (Skelaxin®) has the following chermical
1

siruchire aliid nange:
”K{}

]
HyC

I5

v

50(3,5 -dimethylphenoxy)melhyi)-2 oxazolidinone 20

Skeladin i= indicated s ap adjunel 0 rest, physics
therapy, and other measures for the relief of discorforis
associated with acuw, painful musculoskeietal conditions,
The mode of aclion of Ihis drug has sot beep ckarly
Henijficd, bul may be related 10 s sedarive propenies,
Melaxalone does ool directly relax iense skeleta] muscles in
man. The commercially available 1ablst contains:
melaxalons, 400 mg dlong with inert compression tableling
cxcipients,

Metaxalone is further described ar Monograph oo, 5838
of the Merck: Index (Elevenih Addition, Merck & Co., 19539
2od Is also identified by CAS Registey Nuraber: 1665— 45-1.
It is also known by the drug code, ABR-438; and the drug
product conlaining it is marketed as Skelaxin® (2 trademark
of Elan Pharmaceuticals, Ine.).

Prepatation of metaxalone is deseribed in Lunsford et 4.,
1 Am. Chem. Soe, 82, 1166 (12609 and U5, Par. No.
3,062,827 w Lunsford Nov. 6, 1962 Assignes A, H. Robins),
which is incorporated herein in its entirely by reference. The
"B27 patent discloses the compound and refaed species as
anticonvlsants and antispasmodics, bowever, these activi-
ties have nat been borpe ol by ciinigal eXPeritoce.

Melaxalone is a central nervous system depressant that
has sedalive and sheletal muscle relaxant effects. Meotaxa-
lone is indicated a5 an adjuscl 1o rest, physival therapy and
other meagures for the relicf of discomforis associated with
acwle, painful muscoloskedctal condilions. See Skelawing
mocograph, 2001 Physicians' Desk Reference®, Medical
Economics Company, Ioc. {publisher) Monrvzie, N1,

The mosl frequent reagtions 1o metaxalope include
pauses, vomiting, pastrainigslinal upser, drowsioess,
dizziness, hesdache, and nervensness or *irriiability.” Other
adverse reactions are: hypersensitivily reaction, characler-
ized by & light rash with or withont pruritus; levkopenia;
hemelyiic anemis; jaundice.

Fharmacokinetic studics have gol proviously been comn-
ducied ta date 1o evaiuate the effeet of food an the pharma-
vokinetics of melaxalone, The bydrophobicity of the
melaxalon: molecule and the dosape amouni required for a
therapeutic cffect both peint 1o probably Limited absorplion
from the g when admiristered orally. More oral bigavail-
ability of the drug substance has bren sought to {nercase
both speed of onser and amount of therapeutic efect,

ERIEF DESCRIFTION OF THE DRAWINGS

an

45

S0

55

FIG. I is a plot of the mean plasma voncenteation of
melaxalone in manggrams per millililer versus the fime

2

elapsed from edministration of (he dosage form. Two (2)
plots are shown for the 400 mg dosage form sdministered
with and without food.

SUMMARY OF THE INVENTION

The subject of this invention is the unexpecied fnding
(hat administration of metaxalone with food increases both
the rate and cxtent of absarption via the oral dosage form in
human subjects.

One aspect of this invention is a method of increasiog the
bicavailability of melaxalooc i 2 buman palient receiviog
metaxalone therapy wherein the metaxalone is contained in
4 pharmaceutical composition, which method COTIPTISes
administering a therapeutically ¢ffeciive amoun| of metaxa-
lone 10 the patient with food,

Another aspect of the inveolion is Providing a method of
incrcasing rale and extent of metaxalone absorphion as
measured by the drag concentration attaiped ia the blood
slream over e of 3 patisal receiving, the dnig in an oral
desage form which method comprises admiristering & thera-
peutically effective amount of metaxalone to the patient wilh
food,

Preferably ihe (herapeutic amouat is belween sbout 200
mg Lo aboui 900 mg, and more preferably beiween abowul 400
mg 1o sbout 30 mg. Unit dosage forms are preferred,

Freferably the food s 2 solid food with sufficisot bulk apd
fat content that it is not rapidly dissoived and absorbed in the
stomach, More preferably the food iz a meal, such as
brealtfasy, Tunch or dinner, Advantageously the dosage is
administered to the patient botween sbout 30 minures prior
fo abour I hours afiler cating a meal, most advanlageously
the dosage is administered wilhin 15 minutes of eating &
meal. The terms “withoul food”, “fasted” and “an cmply
slomach” are defined 1o mean the condition of Dot haviog
consuined solid food for about 1 hour prinr 1o until sbour 2
hours after such consumptiog,

Yet another aspest of this iovention s providing infor-
mation to prescribing physicitns agd patienis receiving
metaxalone therapy wseful in maximizing the therapeulic
cliect of the oral dosage form, by réromménding (hat
metaXalone be taken within about kalf an hour of consuming
o,

Anolber aspesd of this invention is 2o arlicte of manufac-
ture that eomprises 4 contaiper fontaining 4 pharmacenlicel
composition comprising metaxalone wherein (he contaimer
telds preferably the metsxalone composition 1o vait dozage
form and i associated wilk printed labeling instruciions
advisiog of the differing absorption whes the phammaceutical
camposilion is taken with sod without Fond,

The cffect of food on metaxzlone absorpion was identi-
fied in a study designed i comipare the bicavailability of 406
mg of metsxalone in the formulaiion the drug product
Skelaxin® administered 1o bealthy volunteers with and
without food,

An objective was 10 evaluale the bicavailability of
metaxalone when administcred 1o subjects with and withour
food. A single center, single dose, opon-label, mvo-period,
randomized, crossover tris] in beallky subjects was con-
dueted over a period of approximately 32 days,

The two study drug treatments were as follows:

Tieaiment A: metaxalone Labler (400 mg) administered

with fond

Treatment B: metaxalone tablet (400 mg) administered

without food

In fed ircaiment condition A, study drug was 1aken 15
minutes after th ¢ test meal. The fest meal was cotsumed
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over a 15 minute time pemiod. There was a G-day washout
period betwoen study dnig adminisirations. Seventeen blood
samples were collected, slarting with basaline (0 hour) apd
at the following time points: .5, 1, 1.5, 2, 2.5, 3, 3.5, 4, 4.5,
5,6, 8,12, 16, 24, and 36 bours.

Adotal of 44 subjects (31 makes/13 females) were enrolled
and dosed. Ooly the plasma of subjects wha completed the
study were assayed and used for the phermacokinelic analy-
sis,
Asingle conter, single dose, opea label, two-period eross-
over Igal was devised for study in healthy subjecis. Each
sdministration was 2 single oral dosc of one Skelaxin® 400
g tablet with or without food, The siudy drug was sdmin-
islered as folloves:

Tresment A Onc (1) 400 mg 1ablet of melaxalone with
240 mL of reom temperatuce waler with food: Brek-
fa51 was given to (he subjects 30 minutes prier 1o dosiog
and saten within 2 15 minute period. The dose of study
drug was administered (o the subjeets 15 rinutes after
1he breakfast was fipished.

US 6,407
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producl, the subjeet’s oral cavity was checked 1o con-
firm complete medicetion and fAvid consumption. Dos-
ing was completed 25 scheduled in 42 of 44 subjecis.
The drug substance, melaxalone; was dosed in wablel
form. Content: 400 mg; Routs: Oral, BatchfLol No.:
SEEWW263F; Expiration Date: FEBD3; Manufacturer
Wes-Ward Pharmaccutical Comp
All pharmacokinetic parameters were analyzed by pon-
compartmental methods. The following PR paramelers were
calendated for the two P profiles and are defincd as follows:
Tmax: Time Io maximum copseniralion,
Cmax: Observed maxioum conceniration:

kel: Slope of terminal inear pordion of concentration/ims

15 Curve;

T Half-life of metaxalone caloulated as: D593 Kel,

AUC(ast): Area under the curve to last quantifiabls
eonceniration as measured by the Lrapezoidal ule;

: - 20 AUC{inf) The AUC vahlue extrepolated to infinity caleu-
T e m by e Lt . AU DAUC s ClblastKel where CO)
2 strips of bacon; last is the last measurable concentraion.
2 slices of toast wilh buiter,
4 eunces of hash brown polatoes; o Siatistical Analysis

1 glass whole milk (8 ounees).

Treamment B: 1 1ablet of roetaxalone) with 248 ml of
roon temperaltse water without food, The study drug
was administered with 240 ml room iemperature
waler. A mouth check was performed 1o verify that the
subjects swallowed the dose. Subjecls were sequen-
tally doscd at 1 mimue intervals, The actuat time of
dosing was vecorded on the Master Flow Sheet {tefer to
the Appendix 16.3.2 Clinical Study Data). Drug admin-
istration {1400 rog capsule) was assisted wilh 2480 mL
of room lemperatore walet consumed under direct
observaiion. lmmediswely after adminisiration of

35

All stastical analyses were perforned using SASE soft-
ware version 6.08 or bigher. The PK parameters berwveen the
twi Ircatenents were compared using ao appropriste ANOVA
model (anelysis of warance) thal includes term for
freatrient, scqueace, and pericd effect. Ninety percent con-
fidence ioterval was computed for the Cmax and AUC
walues of the fed treaimem with fastiog as the reforence
treatment. During ihe study thete were no protocol devia-
tions to coafound the phanpmacokinetic and bioavailability
analyses. Smdy resulls were oot comesied for dnig polency.
The individual test results are summarized in table

TABLE I

Supmiary of AUCLy aod Lo-Trantformed AUC,,, Ear

rd With Food €A

Log,

A Witk B Without % Rato Rutio

Food Foad Redo (B} Log, A Log B in

Sub| Seq (gmld (ogml}  (A-B) (AB) 100 oA} Lo(B) {Rwic)
b3 1 203k phi L] T4 0516 9164 A0S L) Dok
3 2 oL 13103 3494 0,733 7A3r 9aT0 R481 0310
4 X 011 ABSY 1144 1295 12058 BS19 2,260 0,259
4 1 3388 2530 850 1,30 13385 B 2.836 0,2
g 4 10456 7302 3154 1432 14a]e DRSS CHATE 0,350
7 3 11217 13103 134 1010 1n.od DA% 2315 Ll ]
| X 4075 AB5T 16 1044 IDa3s B300 0 5258 0042
a I 13702 E 4R 1% 15444 GURDE 2091 D435
11 2 E122 L] 1552 L34 12342 9000 870 0212
11 1 4739 247 1269 1237 T3 L416 BT 205
13 2 4614 A4 30 254 1058 1053 8437 BABN LT
14 1 17347 13467 930 17 12581 *Ye) DR | <K
1% 2 S4EH 3§35 153 198 155285 B.B10 BJI#M 0,040
k13 1 12387 12025 3 104 10r81 S420 8,395 1,025
17 1 a07%0 A320 Y500 1236 12nFR B3 8,108 030
18 1 5296 4365 211 1215 12033 B57S 2331 0,193
17 e 5aI 427 245 0990 §egw BARG 5021 0,031
i} 2 2 2874 B 1431 w0306 T.0R4 963 Q.00
1 1 %143 TITH oM LAY 13746 012 2478 0242
22 2 11873 Tax 4131 1534 15338 935 #4954 D428
T3 1 10455 S9H3 473 1047 104730 9255 G20 0044
) i :k4p) 3510 gre 137 1Tes ARl B.518 fr-153
5 2 12143 10272 W7 1,181 11821 S405 9T 1567
L] 1 4515 S B2 083 BRE! B4l B5al 0174
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TABLE [-continued

6

Svmmary of AUC,, 80d La-Treneformed AUC,,, for

Slelaxin minietered Wik Boad (41 v5, Skelaxin & imistered Withoot Food
Log,
A: With  B: Withour % Raliz Ratio
Fand Food Rule (AT} Llag A Llog B Lo

Subj Seq. {npfml) (mgiml) (A - BY (A I Lofay  Lo(B} (Ratic)
X 1 el E0&1 M7 1409 10red  g5sd ESHr Q0%
8 2 B lr) o1z 185 1097 10369 BSS6 REM DO
28 1 10355 13631 1246 0593 8525 9dS 359 (114
k1] 1 Y350 L] g98 1130 J13$2 28 &TiZ il
A3 1 THUL 17 IR0 10280 BS54 8845 0000
3 2 5715 4340 2T 1513 15135 BEI}  BAGE 414
kX] 2 11285 11336 i1 058 DR8] 9332 033 Q02
34 2 13357 13560 D% 05E4 SEM £500 4516 Q01T
aL 2 10710 101348 FIO1056 1S 22T 4224 GO5S
36 h| 19077 b1t 257 D887 58T 9856 $&s9 o3
ar ¥ &7127 54 273 150 15103 3814 402 12
3% ) 10024 ooEd MR LS jR1LED bES3 w204 0450
a9 1 ] FIE4 I 003 SR1F BON E.O%T 0071
i} ] F158 £33 285 104 11344 2554 B344 QAL
4] ] T3 T4 60 1108 1106y 8592 BM1 a101
42 2 3558 2542 316 1067 &8 424% 4200 OWME3
43 1 9337 4542 4185 1.80¢ 19037 9037 9443 Oosdd
da 2 11427 11533 M 0087 95T 934 0A87 0043

Differences were declared to be significant at the 5%
level. The ratio of the geometde meaps for the
in-transformed data and the corresponding 0% confidence
intervals were calculated for AUC(last), AUC(nf), and
Cmax. The cakeulations for ibe confidence intervals used the
least squares means (LSMEANS) and the steodard egror of
the sstimalte, both gencrated by the SASE software.

The lower limil of quantitation for melaxalone was 10
ng/mL. For statistica! ¢nalysis, subject sample vatues beiow
the Jower fimit of quantitation were reponied as zero.

Tables Tla and 1Mb summarize the resulis of (he analyses
performed on the pharmacokinelic parameters obtained
from the fed and fasied states.

TABLE Ila
La-Trapafermed  La-Tremforned  Lo-Traseformed

Merwontone AU%IJM} AUCnF Cmax
Trealment A 7525.00 T630,53 153623
Geomlric
Menn
Treatment 8 a0Rd, 12 9h15.24 Ha5 34
Gepmetrie
Mean
T Ratio 123,48 11535 17753
el (11d.dc 12055 (10003, 121 80) (15662, 202.23)
Confidanes
lei=rvat

TABLE Ilb
Metaxnlone AUC(lasr] AUl Coux  Tmax T42

Treaimpent A Legst Squancs  S4305F  £S41.31 17T6F 4 2.a7
Mean

Tressment B Leaat Squares 696181 T80 8337 332 9ud

Mesn

With a 5% significance level, the ANOVA, detecled sta-
tistically significanl differenves between Ireatments for
in-iransformed AUC{1as0), AUCInE, and Cmax, as well a5 for
uotransformed AVC{last), AUCGof), Cmax, Tmax, T3, and

Lo

a5

Kel. The ANOVA detected no siatistically sigoificant differ-
coces berwesn periods or betwieen soquences.

The mesn Ty, (half-life) of metsxelooe with food znd
withoul feod were 237 and 9.04 hours respectively, The
exacl reason for this discrepancy i wnclear. However, the
AUC last is outside the confidence interval, indicating a
significant food ffccL

Ralic {A/B) of leasi-squares means for AUClast), AUC
(iof) and Cmax were 123.43%, 115.35% and 177.53%,
respoclively démonsirating that metaxalone administered
with food increased both fts rate and extent of shsorption.

AMNOVA detected stalistically significant differcnces
between treatments for ln-tramsformed AUC(last), AUC
(iufy, and Craax, as well as for untransformed AUCJast),
AVC(inf),Cax, T4, and Kel. ANCVA did not detect any
slalistically significant differcnces betwesn weatments for
uniransformed Tmex.

Conclusion: Adminisiralion with food increases both the
rzle and exteat of absorption of metaxalons 400 mg 1sblets
when administered as a single dose. The bioavailabilicy of
melaXalone 400 mg tablets increased when adminisicated
wilh food,

Artcle of Manufaciure

The aricle of manufacnire compnises a container holding
an immediste release pharmacentical composilion suflable
for gral adminisization of metaxalone fn combination with
printed labeling Enstructions providing a discussion of when
4 particuler dosage form should be sdministersd with fopd
aod when il should be laken on &0 empty stomach. The
comrposition will be coolained in any suitible cootaiper
capable of holding and dispensing the dosage form and

&0 which will not significantly imereci wilh the composition

&

and will furiher be in physical relation with Ihe appropriste
labeling advising that an immediate release tablet dosage
form has legs somnelence associaled with its use if taken on
an ¢mpty stomach and & fmmedjate release multipasticulaie
desage form has less somnolence associated with ils wse if
taken with food. The labelivg mstructions will be consiztent
with the methods of reatmeént a5 desedbed hersinbefore.




VS 6,407,128 Bl

Case 1:03-cv-OOO@GT-RLM Document1 Filed O 03 Page 12 of 50

7

The labeling may be associated with the contaiper by 2oy
means 1hat maintin 2 physical proximity of the mwo, by way
of non-limiting example, they may both be contained in 2
packaging marerial such as a box or plastic shrink wrap or
may be assoriated with the instructions being bonded (o the
coplainer such as with glue that dogs pot obsoure the
labeling imstructions or other bonding or holding means.

While the invention bas been described by discussion of
embodiments of the jovention and nonlimiting exapmples
thereof, one of ordinary skill in the art may, upon reading the
specification and claims, sovision other embodiments and
varjations which are also within the intended scopt of the
inventicn and therefore the scope of the invention shall enly
be construed and defined by the seope of the appended
claims.

We claim:

1. A method of increasing the oral bicavailability of
melaxalone 16 & paliedt receiving metaxalone therapy com-
prising administering 1o the palient a therapevtically effec-
tive amount of melaxalons jo a pharmecewiical composition
with food.

2. The melhed of cham 1 whersio the therapewically
effective amounl s 200 mg o W00 mg.

3 The method of claim 1 wherein the therapeutically
effective amount is 400 mg 1o 800 mg-

4. The metbod of claim 1 wherein the administralion 19
1he paticnt oceurs between 30 minutes prior 1o 2 bours after
consuming oo,

5. The metbod of claim 1 wherein the admini=siralion to
the patient is subsiantially ai the same tirge as Lhe coosump-
tion of the food

6. The method of claim 1 wherein the adminisitation Lo
ihe patiend is immediately afler 1be conswmplion of food up
te 1 hour after said conswaiplion.

7. The method of claim 1 wherein the pbarmsarewtical
composilion comprises a lablel,

§. The method of clam 7 wherein the tablel is in unit
dosage form.

2. A melhod of increasing the rate sad extent of absorption
of an cral dosage form of meexalone as messured by lhe
drug concentration sitained in the blood stream over Wome in
a patienl in need of & therapeutic effect thereof comprising,
administering o the patient 2 therapeutically effective
gmovnt of metaxalone i o phermecswical composition with
foad.

10, The methed of claim 9 wherein the therspentically
effective ammovnl 35 about 200 mg to abatl 200 mg.

15

20

kL]

43
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11. The metbod of claim # wherein the herapeutically
effective amounl s from about 400 mg to aboul 300 mg.

12. The meibod of claim % wherein the adminésiration b
the patient oceurs perwesn about 30 minuies prior to abeut
2 hours sfier consuming food.

13, The metbod of claim 9 wherein the admintstration 1¢
tbe patient is subslantially at the same tfme a8 the consum-
oo of the food.

14. The method of claim 9 wherein 1he administration 1o
the patient is immediaiely after the consumption of food up
to aboul one bour afier stid consumphico.

15, The methed of elaim 9 wherein the pharmaceutical
COmpOSition comprises a tablel.

16. Tee method of claim 15 wherein the pharmaceuticsl
composition caomprises a unit dosape form,

17, A wmethed of indreasiog the oral bioavailability of
melaxalene Lo 2 patient rectiving melaxalons thetapy com-
prising administering to the patient & pharmaceutical 1ablel
comprising 400 mg w0 800 mg of meraxalone, with food,
wherein the sdminisiration resulis io an jrcreass in the
maximal plasma concentration ({Cmax) and extent of xbsorp-
oo (AUC{1ast)} of metaxalone ¢ompared o administration
without food.

18. Tie method of claim 17 wherein the adminisirztion to
the patient occurs betwesn 30 minutes prior to 2 hours afier
consuming food.

1%. The maethed of claim 17 wherein the adminisiration 10
the patient is substantially at the same lime as the conswmp-
ton of the foed.

20. The metbod of claim 17 wherein the administration o
the patient is immediately afier the consumption of food up
te 1 hour after said ¢onsumplicn.

21, The method of claim 1, furiher comprisipg infonming
the patical that the administration of a therapeutically ¢ (fec-
tive amount of metaxalone in a pharmaccutical composilion
with food resuls in ao ineresse in the maximal plasma
concentration (Crax) and extent of absorption {AUC(Jast))
of meraxalone compared Lo adminisiration withoul food,

22, The method of claim I, wherein the melaxalone js
from a cootaincs wilth printed labeling advisipg that admin-
istration with food results in ap ipcrease in the meximal
plasma concentration {Cmax) aod exteal of absorpticn
{AUClas)) of mewaxeions compared io administralioo
wilbul food.
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INVENTOR(S) : Scaife et al.

It is certified that arrar appears in the above-identified patent and that said Letters Patent is
haraby corrected as shown below:

Column 1,
Line 38, befare "Nov." insert open parenthesis -- (Nov. --;

Column 2,
Line 67, "th e" shoold read -- the --;

Column 3,
Line 29, "in-transformed"” should read -- In-transformed --,

f ine 66, "in-transformed” should read -- Ln-transformed --; and

Column fi,

Line 40, "In-transformed" should read -- 1n-transformed --.

Signed and Sealed this

Twenty-third Day of July, 2002

Arvesi:

JAMES E. ROGAN
Aneshirg Officer Direcior of e Uited States Paseat and Tredemark Office
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= Eon Labs
The Phammacy Drug Company

Movember 7, 2(#]2
)

Dr. Garo Atmen | :
- Cheirman of the Board

Elan Corporation, plc

Lincoln House, Lincoln Place

Dublin 2, lreiand

Re: Patent Certification Notice of SKELAXIN®

Dear Dy, Armen: l
!

The purpose of this letter is to provide the notice and information required by Section SO5G)}2HBXI)
and (ID) of the Fedaral Food, Drug and Cosmetic Act.

Fon Labs, Inc, has filed an Abbreviated New Drug Application ("ANDA®), application number 40-
445, with the Food and Drug Administration ("FDA") to obiain approval to engage in the commercial
manufacture, use or sale and/or importation of a generic version nf,S!CE.LAxﬁ prics ¢ the expiration
of U.5. Patent 6,407,128 ("the ‘128 patemt'). The "128 patent will expirc December 3, 2021,
according to the Orange Book. .

A detailed statement of the factual and legal basis of Eon's opinion as to why lits mannfacture, use or
sale andfor importation of the generic version of SKELAXIN * will not infringe any claim of the '128
patent is attached bereto and is incorporated ag part of this letter. Additionally, the detalled stat=ment
will discuss why the claims of the '128 patent are invalid in view of the prior att.

Very truly yours,

jeftrey Bauer, Ph.D,
Vice President of Bisiness Development
Eon Labs, Inc, -

i .
Eoh Labs 4700 Eon Drive, Wilsen, NG 27893
Talophone 252 2342222  Fax 252 234-2600 wlww.reanlabcs.cum
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DETAILED STATEMENT PURSUANT TO 21 U.S.C, § 355()(2)(BXii)
IN SUPPORT OF EON LABS MANUFACTURING, INC.'S

PARAGRAPH IV PATENT CERTIFICATION

1. Introdnetion
Eon Labs, Inc, ("Eon") is an applicant for an Abbreviated New Dmug Application {"ANDA"} for
metaxalone tablets. Pursuant to 21 US.C. § 3550}(2){3](:13), Eon provides you with the
following information: '

Eon has submitted an ANDA for metaxalone tablets mnnniniug 400 mg of metaxajone per tablet
and has identified Skelaxin® as the lsted drug. The ANDA E.uclud:s data from bioequivalence
studies which establish thet Box's metaxalone tablets are biosquivelent to Skelaxin®, U.S. Patent
6,407,128 (128 patent") is lsted in the FDDA Orange Book i claiming the listed drug. Eon is
bereby submitting a Petent Certification pursuant to 21 U.S.n::}. § IS5(H2NA)FIIV) to state
that the '128 patent will not be infringed by the manufacture, !rusa, offer for sale or sale of Eon's
metaxalone tablets. In eddition, it is our opinion tEat all ofi the claims of the '128 patent are
invalid under 35 1L8.C. § 102(b) as anticipated by or wnder SLS 11.5.C. § 103 as obvious in view
of the prior art. The following detailed statement of the factut'il and legal bases for this assertion

15 hereby incorporated by reference into the notice to whick it is appended,

II. Eon's Factual and ¥.egal Baces
1. Background !

A method of increasing the oral bivavailsbility of metaxalone is disclosed in the '128 patent,

issued June 18, 2002 and assigned to Elan Pharmacenticals, Ihe. ("Elan"). The "128 patent will

expire December 3, 2021, Metaxalone i indicated for the relief of discomforts associated with
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expire December 3, 2021, Metaxalone is indicated for the rallief of diseomfarts associated with

acute, painful musculoskeictal conditions. The '128 patent 1153&&1&: & method of incrensing the

oral bivavailability of metaxalone to m patient rscmvmg metaxalone therapy cotnprising
sdministering to the patint a thesapentically effective smownt of meaxalone in » pharmpcenticsl
eomposition with food. Metaxzlons is the active ingredient in! Skelaxin®.

2. TheInvention Claimed in the *128 Patent

The '128 pateat issued on June 18, 2002 from U.S. Patent Application Serial No, 05/998,206,
filed December 3, 2001. The '128 patent will expire Decml:‘m- 3, 2021 and is assigned to Elan

Pharmaceuticals, Inc. E

'
I
i

|
The ‘128 patent hes 22 claims. Claims 1, 9, and 17 are in independent form. Claim 1 = directed

to & method of increasing the oral biosvailability of metaxalan;'e to a patient receiving metaxalone
therepy comprising administering to the patient s therapeuti Ey effective amoumt of metaxalone
in & pharmacentical composition with food. Claim 2 is the sante mefhod s clsim 1 but is limited
to a therapeutically effective ameunt of metaxalone of 200 mg to 900 mg. Claim 3 is the same
method as claim 1 but is limited 1o a therapeutically effective amount of metaxalone of 400 mg
to 900 mg. Claim 4 is the same method as ¢taim 1 but is limited to administering to the patient a
therapeutically cﬂ‘?nﬁve amount of metaxalons betwesn 30 m:iﬁutes prior te 2 hours after

~ consuming food. Claim 5 is the same method as claim 1 but vJ:'hlc;m the administration of
metaxalone to the paticnt is substantially at the seme time as thp consumption of the food. Claim

[

6 is the same method as claim I but where the administration of metaxalone tc the patient is
f

immediately after the consumption of food up 1o 1 hour after sﬂ'id consumption. Claim 7 is the

:
2 :
|
|
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same method 8 claim | wherein the pharmeceutica] composition comprises a tablet. Claim 8
further Limits the tablet recited iu claim 7 to a unit dosage f‘}m‘i Claim 9 is directed to a method
of increesing the rate and extent of absorption of 2n oral dusag% form of metaxalone as measured
by the driig concentration atisined in the blood stream over tunr: in g patient in need of ,
therapeutic effect thereof comprising, administering to the pﬁh%nt ¢ therapentically effective
amount of metaxalone in a pharmaceutical composition with food. Claim 10 is the same 8s the
mcﬂmd-of claim 9 wherein the therapeutically effective amounft is about 200 mg % about 300
mg. Claim 11 is the same as the method of claim 9 Wherein m%ﬂ:mpauﬁcaﬂy effective amonnt
is from about 400 mg to about 800 mg. Claim 12 is the same as the method of ¢leim 9 wherein
the administration to the patient occurs between about 30 mmu}cs prior to abowut 2 hours afier
consuming food. Cleim 13 is the same as the method of claim ;} wherein the administration to
the paticnt is substantially at the seme time as the consurnption;of the food. Claim 14 is the Seme
as the method of claim 9 whercin the administration to the patili:nt is immediately after the
consumption of food up to about oxne hour after said mnmptfun Claim 15 is the same as the
method of claim 9 wherein the pharmaceutical composition oo:!uprim atablet. Claim 16 is the
BEMNE as.thi: method of ¢laim 15 wherein the pharmaceutical m:}npusitinn comprises a umit dosage
form. Claim 17 is directed to g method of increasing the oral b%uavailabﬂity of metaxalene to a
patient receiving metaxalone therapy comprising adtninistering to the patient a pharmaceutical
tablet comprising 400 mg to 800 mg of metaxalone, with food, wherein the administration results
in an increase in the maxi_mal plasma concentration (Cmax) and extent of absorption (AUC(last))
of metaxalone compared to administration without food. Clmm 18 is the same as the method of
cleim 17 wherein the administration to the patient ocouts benwee:n 30 minutes prior t¢ 2 hours

after consuming food. Claim 19 is the same s the method of cleim 17 wherein the
|

|
|
2 |
|
|
1
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administeation to the patient is substantially at the same time ax:s the consumption of the food.

Claim 20 is the same as the method of claim 17 wherein the ali:minismﬁon 1o the patient is

«mediately after tho consumption of food up to 1 bour after shid consumption. Claim 21 is the
sams 2 the method of claim 1, further comprising informing the paticnt that the administration -
of a therapeutically effective amonnt of metaxaione it a phmm;muﬁcal composition with foed

results in ap increase in the maximal plasma concentration (Cﬂlmx) atd extent of absorption

{AUC(ast)) of metaxalone compared 10 administration mmuuit food. Claim 22 is the same as

ihe method of claim 1, whersin the metaxelone is from a contaliner with printed labeling advising

that adrinistration with food results in an increase in the m:m;nal plasma concentration (Crmax)

and extent of absorption (AUC(last)) of metaxalone mmpared!iw administration without food.

!
ML Thelaw |
1. Claim Construetion !
A patent must include a specification, which comprises a wnttm description sufficient to enable
& person of odinary SKill in the art to make and use the inventibn, 35 U.S.C. § 112 The
specification must “conclude with one oF more claims parﬁmﬂ!arly pointing out and distinctly
claiming the subject matter which the applicant regards as his invention”. Jd Likea deed to real
property, the claims define the metes and bounds of the patcntlgrant. Coming Glass Works v.

| |
Sumitome Elec. US.P.,, Inc., 868 F.2d 1251, 1257 (Fed. Cir, 15:89].

The claims of a patent may be in independent form or d¢pcnd=L form. 35U.8.C.§112. An

independent claim is & claim that does not refer to another claii|n. A dependent claim refers to

'|

, :

4 |
|

|
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I

one or more ofher claims and is read as including al} of the limilatians recited in the dependent
clgim &5 well as &l the limitations in each claim to which the dependent claim refers.

35 1.8.C. § 112; Wakpeton Canvas Co., Jnc. v. Frontier, inz., El‘?l] F. 2d 1546, 1553 (Fed, Cir.
1989). !

I

Cleim construction is a matter of law. Markman v. Westview Ir;;.s*rrumenu, Inc., 52 F.34 957
(Fed, Cir. 1995), qf°d, 517 U.5. 370 {1996). “ 'To ascertain mcimeaning of claims, we consider
three sourcas: The claims, the specification and the pmsecuﬁon;; history.” " Markman, supra,
quoting, Unigue Concepts, Ine. v. Brown, 939 F.28 1538, 1561 :{Fed. Cir. 1991). “Claims tnust
be read in view of the specification of which they sre a part,” ijrhnan. supra, citing, Autogire
Co. of Americav. United States, 384 F.2d 391, 397 (Ct. C1. 13 | ) and in view of the patent’s
rosccution Eistory, Markman, 52 F.3d at 980, iting Graham ¥, Jokn Deere Co, 383 U.S. 1,33
(1966). The claims are construed as one of ordinary skill in the er would have understoad them
at the time the invention was made. Markman, 52 F.3d a1 979, TWords in a claim will be given
their ordinary and secustomed meaning uniess it appears that thlg inventor used them differently.”
Envirotech v. 41 George, Inc., 730 F.2d 753, 759 (Fed. Cir. 1984, See, Intellicall, Inc. v.
Phonometrics, Inc., 952 F.2d 1384, 1388 {Fed. Cir. 1992). Cl%nm must be interpreted and
given the same meaning for purposes of both validity and inﬁ-ir%gcment analysés.“ Smithkline

Diagnasties, Inc. v. Helena Laboratories Corp., 859 F.24 878, '!ssz (Fed. Cir. 1988).

2. The Law of Anticipation

|
I
.
1
1
I
I
I
1
I
1
|
1
1
|
i
|
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|
Under Section 35 U.S.C. §102(b) & patent is invalid if |

“the invention was patented or described in a pnnted publication in

this or a foreign country ... more than ons year prior to the date of

the application for patent in the Unitad States”. |
!
|
Where the invention claimed in a patent is described in a smgk-,l publication that predates the
filing of the 1.8, patent application by more than oue ycar, the .rlaimad invention is said to be
“gnticipated” by the publication end hence jnvalid. When mns!dering the validity of a patented
invention, each cleim of the patent must be considered separately, i.e., each claim stands or tfalls
on its own merits, 35 U.S.C. § 282, |I
“[A] claim is anticipated if each and every Lmitation is found v.-l.ther expressly or inherently in a
single prior art reference.” Celeritas Technologies Lid. v. Rockwell In:erna;‘ionaf Corp., 150 F.3d

1354, 1360 (Fed. Cir. 1998), cert. denied, 525 1U.8,-1106 (1999), citing Structural Rubber Prods.

Co. v. Park Rubber Co., 749 F.2d4 707, 715 (Fed. Cir, 1984), T? anticipate a claim and render it
invalid, & prior art publication need not duplicate word for wcmi what is in the claims, Srandard
Havens Products, Inc. v. Gencor Industries, Inc., 953 F.2d 136(% (Fed. Cir. 1991), cert. denled,
506 U.S. 817 {1992), Furthermore, where "the result [recited 111'l 2 claim) is @ mecessary
consequénce of what was deliberately intended, it is of mo mpan that the [prior ert] article's
euthors did not appreciate the sesults.” Mehl/Biophile Imermrigimaf Corp. v. Milgraum, 192 F.3d

1362, 1366 (Fed. Cir. 1999),

1
!
|
|
I
i
:
i
1
|
i
|
I
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“ , . [OJne Who seeks such  finding [of anticiparion] must show that each
clement of the claim in issve is found, cither expressly described or under principles of
inherency, in a single prior st reference...” |

* k® | \

I
“The law of anticipation docs not require that the reference “teach’ what the

subject patent teaches, Assuming thet a reference is properly ‘prior at,’ it is coly
necessary that the claims under attack, as mnshuadbyﬂ:é court, ‘read on® something
disclosed in the reference, i.e., all limitatiens of the claim are foumd in the reference, or

‘fally met’ b)" it

i
Kalman v. Kimberly-Clark Corp., 713 F,2d 760, 771-772 (Fed.ICir. 1983), cert. denied, 465 U.S.
1026 {1984), |

3. The Law of Obvicusness ;

i
Anticipation is not the sole basis for invalidating a patent claimi A claimed invention may also

be invalid for obviousness if the differences between it and the Ln‘m- art “are such that the subject .
tnatter as & whole would have been obvious at the time the tmremmn was made t6 8 person

having ordinary skill in the art,” 35 U.8.C. § 103; see also Grakam v, John Deere Co., 383 U.S.
1,13. “The consistent criterion for determination of obviuusncsis 1s whether the prior art would
have suggested to one of ordinary skill in the art that this process should be carried out and

would have a reasonable likelihood of success, viewed in the light of the prior art.” fn re Dow
Chem., 837 F.2d 469, 473 (Fed. Cir. 1988).

’t
|
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|
Where obviovusness is based on 2 combination of twe or mureireferenca. a finding of

obviousness requires a showing of & suppestion, teaching, or motivation to combine the prior art
references. C.R Bard, Jnc. v. M3 Sys. Inc., 157 F.3d 1340, 1352 (Fed. Cir. 1998). This evidence

may flow from the prict at refexences themselves, the knowldge of one of ondinary skill inthe
art, or, in some cases, from the nature of the problem to be solved. See Pro-Mold & Tool Co. v.

Great Lakes Plastics, Inc., 15 F.3d 1568, 1573 (Fed. Cir. 1996). This showing must be clear and -

particular, and broad conclusory staternents about the tﬁnﬁu:?:ungI of multiple references, stunding

alons, sre not Yevidence.” See n re Dembiczak, 175 F.3d 9941 1004} (Fed. Cir, 1999). However,

the suggestion to combine need not be cxpress and “may mm%: from the prier art, 2s filtered

through the knowledge of one skilled in the art,” Moiorolz, Inr v. Interdigital Tech, Corp., 121
i

F.3d 1461, 1472 (Fed. Cir. 1997). i

|
A determination of obviousness “does not require sbsolute prédictability of success. ... [A]f] that

is required is & reasonable expectation of success.” It re DT‘afrrsﬂ, 853 F.2d 894, 903-904 (Fed.
Cir. 1988); see also Jn re Longi, 759 F.2d 887, 897 (Fed. Cir, :1985). Neither does the
determination require excluding routine e;cperimentuti-:}n. In r:e Jones, 162 USP(} 224, 226
(CCPA 1969) ("the selection of the preferred species would hiave been obvious to one skilled in
the art particulariy since the sccondary propricties were k.l‘lﬂ“"i:l or, if not known, could be
determined by routine experimentation with & very limited nu#her of species."; In re Aller, 105
USPQ2d 233, 235 (CCPA 1955) (it is not inventive to diamv:fer the optimum or workable ranpes

by routine experimentation.™)

|
|
i
1
1
;
i
i
|
!
|
1
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4. Litera] Infringement |

To infringe a 1.5, patent, the accusad produst or process must include each and every element
|
recited in gt least one claim of the patent. Sec, e.g. Unigue Cm:bcqu, Ing. v. Brown, 939 F.2d

1558, 1562 (Fed. Cir. 1991), | :
|

I the aceused embodiment falls squarcly within the language df the claim, the infringement is

|
said to be Literal. But if ap accused product or process lacks even a single claim clement, that
| .

claim is not literally infringed. Ses, e.g. Graver Tank and Mar{ngacmrmg Co. v. Linde Air
Products Co., 339 U.S. 605 (1950); Pennwalt Corp. v. Dmuﬂdlrﬁ’ayfand, Inc., B33 F.2d 931, 949
I

(Fed. Cir. 1987), cert. dented, 485 1.8, 961 (1988), and 485 U.iB. 1009 (1988}

5. Infringement Under The Docirine of Equivalents i
The absencs of literal infringement does not end the inﬂ'ing;:-,nt anelysis. Under the doctrine
of equivalents a patent claim may be construed to cover an aml:lsad product or process outside
the Jiteral languags ¢f the claim. The doctrine of equivalents 15 applied on an element by
clement basis, not to the claim es & whole. Infringement under'the doctrine of equivalénts
requires a determination that each clement in the accused embofdiment not encompassed by the
literal claim language performs substantially the same ﬁmcn‘nn;in substantially the same way to
obtain substantially the seme result as the corresponding element in the claim. Dawn Eguipment

Co. v. Kentucky Farms Inc., 140 F.3d 1009, 1016 (Fed. Cir. 1998),
I

The Gourt of Appesls for the Federal Circuit has held that the f%:regeing iripastite test is part of a

‘broader inquiry addressing the substantiality of the differences ?:nem'em the claim clement(s) and
i
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the allegedly equivalent clement(s) in the accused smbodiment, See Hilton Davis Chemical Co.

v. Warner-Jenkinson Company, Inc., 62 F.3d 1512, 1518 (Fed. ;C'II 1995), rw':i on other

grounds, 520 U.5. 17 (1997). Thus, satisfaction of the t:ipaarﬁtf; test may not end the

infringement inquiry, Roton Barrier Inc. v. The Sianley Works, 75 F.3d. 1112, 1126 (Fxl. CJ.t ,
1996), and all evidence in the record relevant to the substantiality of the differences must be

considered. ln assessing whether the differences are substanﬁa;i, an important factor is whether

persons of erdinary skill in the art would have known of the inl%crchungmhi]ity of the ¢lement in

the clain and the corresponding structize of step in the accused exbodiment, See Hilton Dav,

52 F.3d at 1518-1519; Graver, 339 U.8. at 609, Evidence of ! ying or independent

development is also relevant to infringement under the doctrine of equivalents, Hilton Davis, 62

F.3d. at 1519

Under no circumstance does the doctrine of equivalents allow &1} the patentee to recapture claim
coverage given up during prosecution in the Patent Cffice, or {%} the claims 10 be construed as
covering that which js in the prior art. Loctite Corp. v. L?Imei_:i‘ Ltd.,, 781 F.2d 861, 870 (Fed.

Cir. 1985).

|

I

|

:
6. Prosecution History Estoppel !
The doctrine of cquivalents is tempered by another judicial duc!itrinﬂ known as the doctrine of

' |

prosecution history estoppel. The prosecution history of a pateht consists of the entire official
record in the United States Patent and Trademark Office {"PTq"), incinding the specification
with originel claims, the official actions by the Examiner and the applicant's responses, including

]
any amendments to the claims. Statements, admissions or representations made anywhere in the

I
i
1
10 ]
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prosecution history mey give rise to an estoppel, barring the apfplinmt from taking a different
position in subsequent litigation. Litron Sysiems, Inc. v Honeyweﬂ inc., 140F.3d 1449, 1458

(Fed. Cir. 1998), J
|
In Festo Corp. v. Shoketz Kogyo Kabushikd Ce., L., 122 '8.Ct. 1831, 62 US.P.Q. 2d 170]

{2002), the Suprcme Court ruled that a claim limitation which has been narrowed during

prosecution may still be entifled to a range of equivalents, 'but that those equivajents cannot
include subject matter that was surrendered iy the narrowing Jmmdmcnt Thus, it is permissible
to consider the proposed equivalent in weighing the scope of :iquivalenu afforded by r narowed |
limitation, provided that the proposed equivalent was not sm-rcnd&red by the ammdmcnt,. In
other words, once the doctrine of prosecution history estuppeli comes into play, the patentee can
no longer tely upon a broad application of the doetrine of nquir-ivalents as 10 the particular claim

limijtation in question.

|

|
T Direct Infringement !
Al of the claims of the '128 patent are method claims calling f-i.'rr the administration of &
therapeutically effective amount of metaxalone to a patient remwng metaxalone therapy. The
mnethod as claimed would likely be carried out by doctors, athcr health care professionals snd/or
patients themselves and infringement by such persons is refem':d ta as "direct” infringement,
However, remedies for patent mmngmncnt are also available agamst defendants who "induce”

others to directly infringe or whe "contribute® to direct inﬁ-ing?:mcnt by others.-

8. Inducement of Infringément

n
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1 't
3511.5.C. § 271(b) provides that "whoever actively induces mﬁ-mgqnent of & patent shall be
liable as an infringer.” To succwd in & claim under 35 U.8.C. § 271(b), & pluintiff must show
that the defendant had the spemﬁn intent fo encourage another’s infringement.” Mamville Saies
Corp. v. Paramowunt Sys. Inc., 917 F.2d 544, 553 (Fed. Cir. 19%).
Circumstances which mey lead ﬁ a finding of the required intent to induce infringement include
giving a direct infringet instructions on: how to use a patented pruneas or designing a product to
infringe. Mendenhallv. Aster Industries Inc., 13 USPQ2d 19153 (E.D. Tenn. 1988), affid in
umpublished opinion, 887 F-2d 1094 (Fed. Cir. 1989) ("To sustain  claim of inducement, the
[the patent owner] must ﬁtablis;h tkat [the accused infringer) p!urpﬁseﬁl]]y caused, urged or
encouraged enother individual to infringe the ... patent with lu.f:lﬂwledgc of the likely infringing
result."); Construction Prod. C'u:lrp. v. Hahn Builders, Inc., 573 F. Sapp. 6392 (E.D. Wis. 1983);
Goodwall Construction Co. v. Beers Construction Co., 216 UéiPQ 1006 (N.D. Ga. 1981) ("to
sustain a claim of inducement, the plaintiff must establish that E%thc defendant purposefully
caused, urged ox encovraged ani_:th:r individual to infringe p!a%nﬁﬂs patent with knowledge of
the likely infringing result."}; National Tractor Pullers Ass 'n, .1{11::. v. Watkins, 205 USPQ 892,
913 (N.D. 1. 1980); Sims v. Mack Trucks, Inc., 459 F. Supp. Ia 198 (E.D. Pa. 1978), revid on

othet grounds, 508 F.2d 87, 203 USPQ 961 (3d Cir. 1979); ("such inducement requires acts

which cause, urge, encourage or aid another to infrings and knbwledge by the inducer that
i
infringement is likely."). - |

I
i
‘.
|
I
|
|
I
!

12
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[
i i
9, Contributory Infringement :,
35 U.8.C. § 271(c) provides: .
Whoever offexs to sell or sells within the United States or imports into the United
States a component of a ;;atentad machine, manvfacture] combination or composition, of

a material or apparatus for use in practicing a patented pmc:ess, constituting a material

part of the invention, knowing the same 1o be especially made or especially adapted for

use in an infringement of such patent, and not 2 staple a%‘ticia or commodity of commerce

suitgble for substantial noninfringing use, shall be Hiable as a contributory infringer,
I 1

As is evident frorn the language of this statute, to be liable for éonﬁ'ihutorjr infricgement the
accused infiinger must be sclling a product which hes 1o "substantial noninftinging use". C.R.
Bard, Inc. v. Advanced Cardiovascular Sys., Inc., 911 ¥.2d 6'?di (Fed. Cir. 1998).

IV. Analysis

|
|
|
|
!
1.  Claim Construction of Claims 1-22 i
|

As explained above, ¢laims arc interpreted based on three major sources: The claim language,

I
the specification and the prosecution history.

The prosecution history indicates no substantive amendments Iil:r the pending claims that were
finally allowed in the '128 patent. The Examiner did note, hn\nl[wér, that recitation in certain of
he pending method elaims to labeling information (advising that the administration of

13

|
|
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’ I

metaxalone with food results in an increase in bioavailability) lis not subject matter covercd under
patmtlaws,orisnstamm:n:aﬁntendeduscihatdm nntmn:kﬁtutculimitaﬁnnthatcan

distinguish the claimed invention from the prior art. |
|

From the foregoing, it is our opinion that when the claims are interpreted in light of the
specification and the prosecuiion history, the claims must be n?nsuucd as confined to a method
for administering to a patient a therapeutically effective amount of metaxalone in B

. i
pharmaceutical composition with food, !

i |
2. The Manufacture And Sale Of a Generic Version of Skelaxin® Does Not Infringe
Any Clahns of the '128 Patent:

An analysis of literal infringement requires & comparison of the properly construed clauns with

the accused eonduct

!
All of the claims of the *128 patént are so-called method of teedtment claims, and each
independent claims specifically I'aqmrﬁ the "administration" 16 t'ne patient of a therapeutically
effective amount of metaxalnna.: As we understand it, Eon m]il sel:l a generic drag product of
Skelaxin® in the United States, .tliut will not be responsible for aral administration of the produet
to patients’. Rather, indepmdcn:t health care professionats and :rthe patients themselves will be
responsibls for oral administration of the product. That being t;hn case, Eon could not be a direct
infringer of the 128 patent. ' I
| . |
' To the extent that Bon conducts cfinical triale in the United States prezequisite to 2 ANDA Siling for a
generic drug product of Skelaxin®, such conduct would bp excmpt from any claim of patent

infringement, &t least 10 the extent such studies are conducted “solely .for uses reasonably
related to the development ‘and submission of information” to the FDA. 35 U.S.C. § 271e)(2).
|

.
i
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It is our opinion that Eon is not hahl: for active inducement of' m:Ermgea:n-t or mnmbutory

infringement. In response io a supplermental new drug apphcaﬁan filed by Elan on October 16,

2001, the FDA has approved 2 new package labeling for Skulacun Tablets, 400 mg and 800 mg, ,
winch ineorporates a Pharmacokinetics section comparing the pcan paak plasma concentrations

and the extent of absorption of metaxalone under fasted and fed pa'.timt conditions. Presumably,

Eon will also be required hyme:FDA ta have the same Phannéfgmkiuetius section. The section

notes that the clinicel relevance is unknown for the observed liffcrenws in the mean peak

plasma concenirations and the extent of sbsorption of metaxalone under fasted and fed patient

conditions. Further, the Dosape and Administration section ofithe package labeling is silent &s to

whether Skelaxin® Tablets should be taken with or without fm:]d 'I‘hus, Eon's use of the same

language as in Elan's new package labeling for Skelaxin® Tablets would not constitute active
inducement of infringement or contributory inffingement of m}' cleims of the '128 patent as
there is no active solicitation or instructions by Eon to adm:ms{.cr metaxalone with food. Thus,
claim 115 not infringed uader 35 US.C. § 271(b). Smoeclann]l wnmmﬁmged, claims 2-22 are
also not infringed. See Wolverine World Wide Inc. v. Nike Incql 32. USPQ2d 1338, 1342 (Fed.
Cir. 1994), quoting Wakpeton Canvas Co. ». Frontier, Inc., s*fp F.2d 1546, 1553, 10 USPQ2d
1201, 1208 (Ped. Cir. 1989) {"It1s axiomatic thet dependent r:]amm canmot be found infringed

unless the claims from which thcy depend heve been found to havae been infringed™).
]

Eon's géncric drug pmduét of Skelaxin® will be sold as a drug that:is capable of substantial
nosinfringing uses, ¢.g. oral administration of the drug without| food. Thus, the generic drug
product tacks one of the clements roquired for contributory infiingement. At Jeast for this

15
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reason, the sale of the generic drug product does not constitutecontributory infringerent of
clatms 1-22 of the '128 patent,

3. All the Claims Of The '128 Patent Arc Invalid In View Of Prior Art. _ .

Az noted ebove, pursuant o 35 :EU.S.C. § 102(b), a patent claim is invalid if the claimed subject

matter was “patented or described in & printed publication in this or @ foreign couptry ... more

than oné year prior to the date of the application for patent in tl:r: United States™,
' i

. 1
In an article published August 11, 1995 by Micromedex, Inc., i} is disclosed that a number of

sketetal muscle relaxants, including metaxalone, "may be cmﬂ'lad and mixed with a little food ot
I .
Tiquid if needed to make the tablets easier to swallow.” Sec Ex}:lihit 1 {"Micromedex reference).
, B

In en article eptitled "Muscutoskeletal Disorders and Their Management with a New Relaxant
published April 1965 by XK. Faﬂnc in Clinical Medicine, it is st:imd that "Metaxalone was well
accepied and except for mild nmasea in six cases, was EppamnﬂL' well tolerated. Nausca might
have been less prominent if the medmatmn hed been taken with food." See Exhibit 2 ("Fathie
reference”). l |i '

. |
Beth of the ebove references wer:_a published more than one yeai' prior to the filing of the
application for the *128 patent (December 3, 2001}, and are pm;ler prior art references to the *128
patent, It is our opinion that each of the ebove references rende1|'s all of the claims of the '128

1 :
patent invalid, ‘While the below discussion refers to the Micromedex reference, the invalidity

arguments applies equally as well to the Fathie referance.

16
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Claim 1 of the '128 patent reads ;

"A mothod of mcrcasihg the oral bicavailability of mctaxalone to a patient
receiving metaxalons ; therapy comprising admunstmng to the patisut a

 therapeutically eﬂ’ectiva amount of metaxalone in & pharmaceutical

composition with fcod.l" :
: !
; .
The Micromedex reference teacl:m the oral administration of metaxalone with food. The
Micromedex reference docs not teach that the oral biosvailability of metaxalone 1o & petient
increases when metaxalone is mkm with food. However, the oral ladmmismnon of metaxalone
with food inherently possesses ﬂ?ais characteristic, i.e., it incmasl»es the oral bioavailability of
metaxalone. Becausce this charaéteﬁstic is inherent to the methbd, it is inherently taught in the

Micromedex reference. Cumsaquenﬂy, all of the limitations of Flaim 1 are taught by the

Lﬁmmndex reference, either exphmﬂy or under the pnnmp]m|nfmherenuy Accordingly, the
Micromedex referénce anticipatés claim ) and for at least this rpasnn it is our opinion that claim
115 invalid.

1
1
| I
]

In addition, cleims 2-22 are invalid for the following reasons,

, o
The Micromedex refercnce further teaches that metaxalone shopld be administered to adults and

I
menagcrsatadosageuf&ﬂﬂmgthmctn four times a day, Clm:'ms 2and 3, whchmdnpcndent

on claim 1, recite amounts of metaxalcnc 1o be administered w:lh food that encompass 800 mg,

Accordingly, the Micromedex rci‘erem:: anticipates claims 2 anh 3
||

¥ |
I
!
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.
The Micromedex reference tcacf;es that metaxalone should be adm:mstcmd with faed, Clams 4
' |
and 5, which are dependent on allmm 1, recite that metaxalone ils to be administered with food
within & time period that encmnpassas administering to the pahent memxa]ane substentially at .

I
the same titne as the cunsmnpnun of food, Accordingly, the luﬁcmmsd:x reference anticipates

claims 4 and 5, 5. .
I 1

| 1
: i

Claim 6 i dependent on claim 1I and recites that the admuuann of metaxalone 1o the patient

be done immediately efter the mnsumptmn of focd up ta 1 h-:nlr aﬂe: seid consumption, The

Micromedex reference teaches ﬂm metaxalone shonld be adnnlmstm'ed with food. This

reference would make obvious me sdministration of metaxnlnnﬂ t0 a petient immediately after
the consumption of food. Aomrdmgl}r, claim 6 is invalid as nbmuus in view of the Micromedex
reference. E 1
|
' i
Claims 7 and § arc dependent on claun 1 and recite that the meiaxalonc is in a tablet form wnd in
a unit dosage form, msp:cnvely The Micromedex reference disclnses that a crushed tablet or
tablets having a total metaxalune of 800 mp should be adm:mstﬁrﬁd with food, Accordingly, the

Micromedex reference anumpatas claims 7 and 8. |
Independent claim ¢ is dn‘ected tn a method of increasing the raie and extent of absorption of an
oral dosage form of mmxalone a.s meamned by the drug conoentmhnn attained in the blood

sircam over tine in 2 patient in nwd of a therapentic effect ﬂtercnf mmpnsmg, administering to

the patient & therapeutically ¢ﬂ'mwe amoupt of metexalone in a pharmaceuucal composition
||

I

H

i '

[ [
H

I

|

1
I
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with food. The Micromedex reféreace teackes the orl admm:sitrauun of metaxalone with ©00d.
The Micromedex reference dm::s; not teach increasing the rate alhd l:xtmt of absdrpﬁﬁn of an orgl
dosage form of metaxalone as m:casured by the drug mnmntra}im: attained in the blood stream
over time in a patient when mctaxalane is taken with food. qu:vnr, the oral adminjstration of
metaxalone with food inherently possesses this characteristic, i.e 1t increases the rate and cxtent
of absorption of an oral dosage fores of metaxalone ss meaw:JLd by the drug concentration
attsined in the blood stream cn.rr.r fime in a patient. Becausc ﬂus characteristic is inherent to the
method, it is inherently taughtmlt the Micromedex reference. Euns:quﬂy, all of the limitations
of cleim 9 arc taught by the Mmfumtdex reference, either Elphmﬂy or wnder the principles of
inherency. Accordingly, the Mif:mmedex reference enticipates claim 9 and for at least this
season it is our opinion that claim 9 s invalid

1 i
Clsims 10-16 rc dependent on élsim & and recite sdditional Hiitations identice] to thoss recited
in elaims 2-8. Claims 10-16 an:l'finvn]id for the same reasons a.!;s cl?ims 2-8 are invalid,
Claim 17 is directed 10 & mcthor.‘; of increasing the oral binavm'iabiiity of metaxalone to g patient
receiving metaxalone therepy comprising edministering to the Paﬁent a pharmaceutical tablet
comprising 400 mg 1 800 mg of metaxalone, with food, wh:re!;in the administration results in an
increase in the maximal plasmalmnmntmhun (Cmax) and ex[?t of absorption {AUC(lest)) of
metaxalone compered to administration without food. The m&m reference teaches the
oral administration of metaxajone with food. The Micromedex rctlze:renca does not teach
increasing the ora) bioavailabili 1.r of metaxalone wherein the afim:msiratm results in an incredse
in the maximal plasma concentration (Cmax) and exteat of ahsnmt;iun {AUC(last}) of

.
1
H
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metaxalone compared to adminii,straﬁun without food when one is taken with food.
However, the pral administml:im!l of metaxalone with food inhm‘:nﬂy possesses this
characteristic, i.e., it mmuses thc maxima] plasme mncmt:annn (Cmax) end extent of
absorption (AUC(last)) nfm:taxa!unc cotpared to adm:mstrahon ‘without food. Becanse this
| charactenistic is inherent to the mcr.hnd, it is inherently taught i m thc Micromedex reference,
Consequently, all of the I:mnannns of claim 17 are taught byﬂit I\E-::rum:&ex reference, cither
explicitly or under the pnnmp]&ﬁ of inherency. Accordingly, the Mlcrnmedex reference
snticipates claim 17 and for at lqiast this resson it i our opinion that claim 17 is invalid.

Claims 18-20 are dependent on dlaim 17 and rosite additional Hmitations identical to those
recited in cleims 4-6, Clairns 13:-20 are invalid for the same reasons as cleims 4-6 gre invalid,

f Lo
Claim 21 is dependent on claim l and has the further step of informing the petient that the

administration of th:rnpmucally effective amount of m:taxaluncin & pharmaceutical

composition with food results in an increase in the maximal plafuna concentration (Cmax) and
extent of sbsorption {AUC([ast]} uf metaxalone compared 0 admmstmuun witheut food,

Claim 22 is dependent on claim 1 and has the limitation that th; metnxalnna is from a container
with printed labeling advising that adminjstration with food rmults in &n increase in the maximal
plasma concentration (Crmex) and extent of absorption (Aucaa%u}):afmcmxalm compared 10
administration without food. In tin: prosecution history of the ‘1&23 patent, the Examiner noted
that "[i]n the pharmacecutical art, %t is routine, if not requited, to hcfudc a package insert
containing instructions for the us¢ of the packaged pharmawuml.a] "The specific printed

informetion is not material mvered under patent laws, but ra:hcq capyright laws. Also, even if

|
|
i 20 '

i ,
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cuch were covered under patent laws, he limitation in the claimn relating to the instractions
would be seen as a statement of intended nse for the cleimed cf:mpusition which does not impart
oy physical Mﬁnn to the composition that is rot found in,llur made obvious by the prior art”
Accordingly, the specific language or information conveyed 10 the patient regarding the
pharmacokinetics of metaxalone required by claims 21 and 22 is not required to be disclosed by

the prior art reference for it to anticipate the claims. Rather, a.ﬁlm%gasth:pri{srmrnfm

teaches the oral administration of metaxalone with faod, and sych administration inherently leads
10 the pharmacokineties of metakalone stated in clairas 21 and 1:22, then the reference anticipates

dhese cleims, This is indeed what the Micromedex refesence téaches and inherently leads to.

|

V. Conglusion i
For at least the reasons discussed above, it is our opinion that | making, vsing, offering for sale,
selling or fraporting into the United States of a generic drug p:ln-dum of Skelaxiz® with the same
wmmgmmmmmﬂmmmmmydmgfmeqzsm In
sddition, it is our opinion that claims 1-22 of the 128 patent aré invalid as anticipated or rendered

obvious in view of either the Micromedex or Fathie reference,

21
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Exhibit I.
Micromedex Article
!
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| | i

3. {plorphenesin [ktur-FEN-e-smn': !il &. Meﬂ'm:arb?md {mﬂ-puh-KhR-bamls}i

a. Chiorzoxazone (Kor-ZQX-5-z0ne, | | ,
H 1 1
i | ;

i
+ Genaric name product may be avaflable in the l..l.sr

§ Ganeric name product may be avalilab!e in Canats
» Not commercially eveilable in the LS.
[

i

1

[ |
i

L

+ Not commarcially avairable In Canada

1 |

Category .

| H H

. Skeleta) muscle relaxant ~Carisaprodol; Chlnrphenesfn + Chlorzoxazane, Metaxalone,
Methocarbamol 5 ! :

|
Skaletal muscle ralaxants are used to relax cartain muscles in yaur body and relleve the
stiffness, pain, and discomfort ¢apsed by sirains, sprains, or other injury t0 yaur muscles.
However, these medicines do noj taks the place of rest, exertise or physical therapy, or ather
treatment that your doctor may recommend for your medical ﬁ;mhlam. Methocarbamol alsa has
baan used to refieve some of thel muscle problems caused b tetanus.

Descripticn

skelotal muscle relaxants act in the central nemous system (CNS) to produce thelr muscle

relaxant effects. Their actions in the CNS may also produce épme of thelr side effects.

In the U.5,, these medicines are lavailable only with your dnctLr'a pregciiption. In Caneda,
some of these medicines are available without & prescriptioft.
|

. ! | !
These medicines are avaliable in the fullnvﬂn'_g dosage forms|

Oral H I_
« Carisoprodol ! ;
o Tablets (U.8. and Canads) |
Chiorphenestn i ]i
o Tablets (U.8.) | |
Chlorzoxazone ' i
o Tablets (U.8.) - =
staxalons : |
o Tablets (U.3.)
mMethacarbamol ;
o Tablets (U1.S. and Cai!".ada}
I I
Fﬂmﬂf&fﬂf L |
Methocarbamol : [
o Injection (U.S. and Canada) : I

|
| |

' |
hrzpﬁhmrwnhn.nih.gnvfmadﬁnaplﬁydmgnfoNSﬁdiQUESZB.hmﬂ 9/13/2002
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Before Using This Medlcine

In deciding to use a medicine, the risks of taking the medicing must be welghed against the
goad t will do. This iz a decigion you and your doctor will make. Forthe skeletal muscle
reiaxants, the following should be consldered: ‘

i ! :
Allergies—Tell your doctor if you have ever had any unusual[ur allergic reaction to any of the
skeletal muscle relaxants or to carbromal, meblitamats, meprgbarnate {e.g., Eguanil}, or
tybamats. Also tell your heaith care professional if you are allergic to any other substances,
such as focds, preservatives, or dyes. : ; .

Pregnancy—Although skeletal niszcle relaxants have not baif-.n shown to cause birth defects
or other problems, studies on birth defects have not been dong in pregnant women. Studies in
animals with metaxalone have not shown that i causes birth defects.

| : :
Breast-feeding—Carisoprodol passes into the breast milk and may cause drowsiness of
stomach upset in nursing bables! It is nol known whether chlorphenesin, chlorzoxazone,
metaxalone, or methocarbamel passes info the breast miik. However, these medicines have
ot been reported to cause problems in nurshﬁg babies. '

Children—Studies with the sk$1éta!‘ muscle relaxants have ha'aen done only in adult pafients,
anhd there is no specific Information comparing use of these medicines in children with use in
other age groups. However, earisoprodol and chlorzoxazone have been used in children. Thay
have not been reporied to causedifferent side gffects or problems in children than they da in
achults. : ;
Older adults—Many medicines have not beeln tested in nlde%- neople, Therefore, it may not be
krown whether they work exactty the same way they do in younger adults or if they cause
different side effects or problems in older people. There is nolspediiic information about the
use of skeleial muscle relaxants In the eldeny. |
B | !
Other medicines—Alhough cerj;ain madicines should not be used togather at all, in othier
cases two different medicines may be used together sven if gn imeraction might occur. In
these cases, your doctor may want to change the dase, or other precauiions may bé
necessary. When you are {aking 2 skeletal muscle relaxant, it is especially important that your
health care professional know If you are taking any of the folowing:
« Alcohol of | |1
« Caniral nervous system (CNS) depressants or ;
« Tricyslic antidepressants (arnitriptyline [e.g., Elavii}, amoxapine [8.8., Agendin),
clomipramine [e.q., Anafranifl, desipramine fe.g., Pertofrang], doxepin [e.g., Sinequan),
imipramine [e.g., Tofranil], noririptyline [e.g., Aventyl), protriptytine [e.g., Vivactil,
trimipraming [e.5., surmontil]}=The ¢hance of side eﬁa’r:.ts may be increased

|
Other medlcal problems—The presence of other redical pt';nblams may affect the use of &
skeletal muscle relaxant. Make sure you tell your doctor f you have any other medical
problems, especiaily: ]

l
‘.
| |
bitp:/fwerw nilm.nih. gov/medlineplus/droginfo/uspdi/202523 htrl | 0/12/2002
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+ Allergies, history of, or , i

» Blood disease caused by an aflergy or reaction to any other medicing, history of, or

« Drug abuse or dependence, of history of, or ;

» Kidney disease of - ;

» Liver disease or ' i

+ Porphyria—Depending on which of the skeletal muscle relaxants you take, the chance of
side effects may be increased; your doctor cai choose a muscie retaxant that is less
likely to cause problems ' I :

Epllepsy—Convulsians may be more Iiié_e!y to oceur i rrﬂethoc:arbamnl is given by
injection ! ]

Proper Use of This Madicine "

! !.
Chiorzoxazons, metaxatone, or methocarbamol tablets may be crushed and mixed with a little
food or liquid if needed to make the tabieis easier 1o swallow.;

Dosing— :

b

The dose of ihese medicines will be dlifferent for difierent patlents, Follow your doctor's orders
or the diractions on the label, The Tollowing information includes only the average deses of
these medicines. if your dose Is different, do not change it unlless your doctor tefls you to do
0. : ,
Far carsoprodof ; ',
» For oral dosage form {tablets):
o For reiaxing stiff, sore muscles: ! :
» Adults and teenagers—350 milligrams (mg) four times a day.
« Chiidren up fo 5 years of age—Dose must be determined by your doctor.
» Chikiren 5 to 12 years of age—8.25 mq per Kilogram (2.5 mg per pound) of
body weight four mes a day. !

For chlorphenesin !
« For oral dosage form (fablets); _
o For relaxing stiff, sore muscles: | ;
2 Adults and teenagers-=B800 milligrams (mg} {hree times = day, st first, Your
doctor may decrease your dose after you begin to fes| better.
« Childret—Use and dose must be determined by your dottor.

For chiorzoxazone ' : \
« For oral dosage form (tablets): ; i,
o For relaxing slff, sore muscles: i
. Adults and teenagers—500 milligrams {mg) three or four times a day.
. Children—125 to 500 mg three or four times|a day, depending on the child’s
siza and welght. : !

For metaxalone
« For oral dosage form {tablets): [

L

hrr.p:fw.ﬂmﬂhgw;mgdlhcpiwmuginmﬁﬁdﬂzﬂzszs.hunl | 9713/2002




Case 1:03-cv-000 - :
v @SI RLM Document1 Filed oltg Page 42 of 50
o For relaxing siiff, sore muscles: 1 :
« Adukis and teenagers—800 miligrams (mg) three or four fimes a day.
» Childran—Use and dose must be dﬂ‘tarmina[l by your doctor.

For methocarbamol ;
« For oral dosage form (1ablets):
o For relaxing stiff, sore muscles: |
= Adults and teenagers——1500 milligrams (mg) four tirnes a day, at first. Your
doctor may decrease your dose after you begin to feel better.
« Childran—Usa and dose must be determined by your doctor.
« Forinfsction dosage fonm.
o For relaxing stiff, sore muscles: .
. Adults and teenagers—1 10 3 grams a day, injected into & muscia or a vein,
—his tolal daily dose may be divided Into smalier amounts that are given
several imes a day, especially when the medicing is injected Into & muscdle,
= Childran—\ise and dose must be determined by your doctor.
|

Missed dose— |

|
I you miss a dose of this medicing and remember within an hbur or so of the missed dose,
take 1t right away. But if you do not ramermber until later, skip the missed dose and go backto
your reguiar dosing schedule. Do nat double deses, '
Storage— | |
|

To store this medicine: :

|
|
. Keep out of the reach of children. ‘
. Store away fram heat and direct light. : i
. Do not store this medicine in the bathroom, near the kitchan sink, ot in other damp
places, Heat or moisture may cause the medicine to break dowr.
+ Do not keep cutdated medicine of medicing no langer needed. Be sure that any
discarded medicing is out of the reach of children. .
|
precavtions While Using This Medicine | '
If you will be taking this medicine for a lopg time (for exarnp'.a,in-rore than a few weeks}, your
doctor should check your progress at regular visits. i

This medicine will add to the effects of aicohel and other CNS|depressants (medicines that
siow down the nervous system, possibly causing drowsiness)) Some examples of CNS
depressants are antihistamines or medicine for hay fever, other allergies, or colds; sedatives,
tranguilizers, or sleeping medicine; prescriplion paln meditine|or narcotios; barbliuratey;
madicine for seizutes; ather muscle relaxants; or anesthstics, induding some dental
anesthetics, Do not drink alcohalic beveragas, and chack withlyour doctor before taking any of

+he madicines listed above, while you are using this medicine.|

Skelets! muscle relaxants may cause blurred vision Or c'.un'lsi.rlass or unsteadiness in some
peopie. They may also cause some people to feel drowsy, dizzy, lightheaded, falnt, or less
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Jlert than they ate nonmally. Make sure you know how yoll réact to this medicine before you
drive, use machines, or do snything else thet could be dangerous if you are dizzy or are not
alert, well-coardinated, and able to see wall, . '

For diabetic patients: ‘

b
« Metaxalone (e.g., Skelzdn) may cause false test results with one type of test for sugar in
your yrine, 1{ your urine sugar test shows an unusyally large amount of sugar, or if you '
have any questions about this, check with your health care professional. This is
especially important If your diabetes is not well contrelled.

|

Along wilh its neaded effects, a medicine may cause some urwanted effects. Although not al
of these side effects may oceur, If they do accuy they may need medical attention.

Side Effects of This Medicine

Check with your doctor 28 soon as pcssiblé if any of the fullnwinﬁ gide effects ocoeun

Less cominon P
Fainting, fast heartbeat; fever; hive-like swellings (lame) on face, eyelids, mouth,
lips, and/or tongue; mental depression; sheriness of braath, troubled breathing,
tlghtness in chest, and/or wheezing; skin rash, hives, liching, or redness, slow
heartbeat (methocarbamol Iinjection only}; stinging or burning of eyes; stffy noss
and red or bloodshot eyes T

Rare
Bieod in urine; bloody or black, tarry stools; convlilsions (selzures)
[methocarbamol Injection onily); cough or hoarsenlbss'; fast or irreguiar breathing;
lower back or side pain ; muscle cramps or pain (not present before freatment or
more painful than before teatment); painful o diﬁ‘{muh urination; pain, tendemess,
heat, redness, or swelling over a blond vessel (veip) in amm or leg {methocarbamol
injection only}; pinpolnt red spats on skin; puffiness or swelling of the eyelids or
around the eyes; soras, ulcers, or white spots on [lps.or in mouth; sore throat and
fevar with or without chilts: swollen and/or painful glands; unusyal brulsing or
bleeding ; wnusual firedness or weakness; vomifing of biood or material that looks
like coffee grounds; yellow eyes or skin D

i
Otther side effects may occur that usually do nat need medical attention. These side effacts
may go away during treatment as your body adjusts to the medicine, Hewever, check with your
doclor if any of the following side effects continue or are butheaimume:

More common _ '
Biurred or double vision or any change In vision; dizziness or lightheadedness;
drowsiness

Less common oF rare |
Abdominal or stomach cramps or pain; clumsiness or unsteadinsss; confusion;
constipation; diarrhes; excfernent, netTvousness, restlessness, or imitability;
fiushing or redness of face; headache | hear’tbumé hiccups: muscle weakness;
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naysea of vumihng - pain or pseling of skin at plate of injection {methocarbamol
only); trembling; troubls in sleeping; uncontrolied movements of eyes
(methocarbamol injection only) ~ :

Aithough net all of the sida effacts fisted above have been reported for ali of these medicines,
they have besen reported for at least one of them. However, since all of these skeletal muscle
relaxants have simllac effects, it Is possible that any of the above side effects may eocur with
any of these medicines. :

In addition ta the other side efiects Nsted above, chiorzoxazone may cause your uripe to tum
orange or reddish purple. Methocarbamel may ¢ause your urine to fum black, brown, of green.
“This effect Is hanmless and will go away when you stap taking the madicine. Howaver, if you
have any questions about this, cheek with your dactor.

Other side effects not listed above may also oocur in some petients. \f you nofice any other
effects, check with your doctor. : :

Revised: 08/11/1095 1 P
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Musculosketetal Disorders and Their Mana gemmtjlwit.h a New Relaxant
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! Neurologicaland Oxthe

thopaedic Sargeons

Musculoskeletal Disorders and Their
Management with a New Relaxant

KAZEM FATHIE, M.D., F.A.I;B.S., F.1.0.8., PhD.

Metaxalone was administered to 50 patients with skeletal muscle dis-
orders, of whom 42 were available for fpllowup. & brmeficial
therspeutic effect was observed in 80 per cent of these with low back
pain and stiffness indicative of muscle spasm of the back, hip and leg
H muscles, Ten patlents had ratld side effects.-A This report is based oun
| o clinical evaluation of a skeletal muscle relaxant with a chemical

| someture unrelated to that of other skeletal muscle relaxants. This

\ compound, metaxalone,t is 5- {3.5-dim'ﬂﬂ:tylphemmrmethﬁ} - -

} oxazolidinons(y). It is a asteless, odorless] white erystailine powder

§ that melts without decomposition at 121.5 to 123 . Extensive

4 pharmacodynamic studies(2) showed metaxalone to have 8 gpecific

! antagonlsm to strychnine-induced convulsions. It completely blocked
i the polysyneptic linguomandiibular and flexor reflexes at closes that

| did not aiter the normal posture and geit of unanssthetizecl animals,
8 Y had neither sedative nor tranquilizer properties, but was analgetic.
No apparent effects on blood pressure, heart rate, body temperature,
electrocardiogram or electromyogram were nated. Thus, any muscle
relayant effect from this dmg observed linical- Iy is probably due to

BOARAD.CERTEICATION an interruption of noxicus impulses at $he internuncial penrons of
DR PR AT S '

the cord. i :
" Materials and Methods

The present study included 50 patients: on an putpeiient basis

e 81 the Medical College of Virginia, The ¢conditions inchacled low back

Pt ey pain and stiffness, acute lumbosacral pain, cervical stiffness or

R 1o oohis, arthritic pain and parkinsonism. The type of discomfort

acﬁgi degree. approximated those usnallyjobserved it a general medical
c.

A complete interview and medical examination was performed on
8 cach patient and laboratory studies were ordered. These inclzded a
complete blood count, urinalysis, and blood urea nitrogen, The
reom egree of muscle stiffness and skeletal yuscle spasm was assessed by
023 imerview, inspection, palpation and esthmation of the range of
motion. Muscle spasm was identified nél sudden, viclent, involuntary
contractions of a muscle or muscle group sttended by pain and
interfetence with proper function, PEﬁEiI]’IS ranged in age from 2o to
86 years with the largest number in thesixth decade. The duration of
* symptoms ranged from one day to 30 years with a median duration
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e

of approximately two years. Dosage ranged from 2400 to 4000 mg.
daily (average 5200 mg.) and duration of treatment from one to 21
days with 2n gverage of 14 dave, g
|
|

Resnlts

Ofthe 50 patients eriginally included in the study, completed records
are available on 42 and eight did not return for re- evalyation. Of the
42, results were considered excellent in'16, good in seven, fair in gix
and poor in 13, These results are shownllb}'-diagnosis in Table 1.

Teble 1 |
Results of Metaxalone Thempy in 42 Patients
h)iagnusis ;J:uim Therapeutic Effects*
— Y1012} 3 4
A Low back pain and stiffness | 19 bl 1 B0 los 5
P (47%) (11%)-(26@] (16%)
B. Low bask pain, stiffness of g 3 4 3 )| 3
loack: and bips 379l (50%126%) (16%)
. 4 i E]
Elfnwbar:k andle.fpmn 8 EU%j_"Z!EH%l (37%)
SUBTOTAL 35 Lol %) (20%)
ID. Arthritis 5 1 4
E. Parkinsoniso 2__ p)
TOTAL a2 [w6] 7 t 61 13
1=Excellent: 2=good; 3={air; 4= |~
DT

|
The greatest therapeutic effect was obtained in patients with painfuol
spastn or stiffness of the back and leg muscles, When groups A, B,
and Cin Table 1 are taken as a whole, 80% had a positive therapeutic
response to medication. Only one of theifive arthritic patients had a
favorable re- sponse and there was no improvewment in the
symptomatology of parkinsonism in two patients, It was Interesting
to observe eomplete control of hemiballismus in one of the latter
patients. The other corn- plained of an increase in rigidity after one
day's medication and because of this and his emotional status the
madication was discontinued. Two of the patients (C) with low back
and leg pain failed to respond to medication in the ¢linic and were
subsequently treated surgically for herniated disc by the
nevrosurgical service. The third was a 200-pound patient with
tandencisas toward malingeting, 'al

Case Histories
Case ]
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A woman of 85, weight 153 pounds, was admitted with symptoms of
Jow back pain and stiffness present intermittently for approximately
six months. Phvsice] examination revedled no nenrological deficit ar
chauges in reflexes. There was no evidence of disc pachelogy. Her
blood pressure was 120/ 80, pulse 88, The history was non-

utory. Metaxalone was prescribed, 804 mg, three times daly.
On re-examination five days later, the parient reported that pain was
gone and stiffness diminished, The patient-was well satisfied with the '
results of therapy. Medication was continued for ap additional fonr
days, When re-examined eight days after initial admission, all muscle
stiffness and peain were resclved, and results were sonfirmed by re-
examination two wesks later. Hemoglobin, white blood count and
differential, urinalysis, and blood urea nitrogen were within nofmal
limits, There were no side effects.

CageIl |
A man of 59, weight 155 pounds, had for several years a history of
muscle fightness in the cervical area. Approximately one week prior
1o admission the patient noticed pain and stiffness of the right hip
and lumbosacral area, Blood pressure on admission was 160/100,
pulse 9o, The peurological examinationiwas negativa, Metaxalone
was prescribed, 8006 mg. three times daily for four days. On re-
examination, neck and back muscles were more relaxed and
spastieity was completaly absent. Patienit reported moderate residual
pain, Dosege was inereased to 800 mg. four times daily, Within two
days, only mild pain and stiffness remained and within two weeks
after the origingl visit, all symptorns had disappeared. This patient
mentioned polyuria on the first night after initiation of drug therapy,
but no other wntoward syteptoms thereafter. Hemoglobin, white
blood count, differential, urinalysis and plood Urea nitrogen
remained un- changed. ’ :

CASEIN : '

The patient was admitted with symptors of acute back and leg pain
and acute rigldity of humbar muscles of three o four days’ duration.
On admission blood pressure was 116/80, pulse 0. History revedled
symptoms of arthritis for two to three ysars. Neuzological
examination was negative except for diminished deeptendon reflexes
and some radiation of pain to both bips. Metaxalone was prescribed,
Boo mg, four times dafly for 14 days. ﬂqmexaminaﬁun after even
days, pain was completely re-solved andionly minar muscle spasm
was deteetable on palpation. Fourteen days after admission patient
felt much improved, pain and stiffuess gone.

|
Side ]I:.‘:ff'e-,r:.tsi1
Lo
Of the 42 patients, 32 were without side effects that could be

attributed to the medication. Six patients mentioned a feeling of
nansea during the perlod of drug therapy. Of these, two had slight
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nansea and loss of appe- tite on the first day or two of treatment. The
nausea then disappeared and medication was continued for 10 to 14
days. Two patients had nausea on days 13 and 24 and one patient had
to discontinue raedication during the second week of treatment
bexauss of persistent nausea. The sixth patient with gastrointestinal
symptoms developed fever and pain (possible arach-noiditls from
myelograph dye) after taking only 10 tabiets and was transferred to
arither servioe. In contrast, two other patients noticed an incresse in
appetite during drug therapy. One of these patients, a 106-pound
woman with chronic peinful rigidity of the Jower back had pre-
viously complained of poor appetite and was very pleased with the
mexplained improvement, Twe patients, one of whotn had an
excellent therapeutic effect, complained ofislight headache. One
patient mentioned polynria on the first day of drug treatynent and
another mentioned frequent micturition, One patient reported a loss
of taste while taling metaxalone. i , .

This study was conducted during the early clinical trials of
metaxalone when the indications were not definitely pinpointed. It
was recognized at that time that the d.n'llg had marked skeletal muscle
relaxant properties in animals, but the clinical efficacy and
incications had not been determined, Hence, no effort was made to
Yimit the smdy population to patients with & specific syndrome oT
condition with common eticlogy. In some patients, the muscle
inanifestations were more prominent and, in others, muscle
involvement appearec! to be secondery to joint pain, In adl, there was
stiffness, limited range of metion and gharding, Neurelogic
axamination in most cases was negative, The onset of drug action ap-
peare to be quite rapid. Painful symptoms begen ta subside after the
secand or third dosa and, in those cased inwhich the patient was 1o
respond favorably, a definite therapeutic résponse was ohserved in
three clays, Medication was continued jn most cases for 10 to 14 days
pniess the patient was uncoeperative or side effects intervened. '

The problems inherent in evalusting a new therapeutic agent in a
clinie population markedly reduce the 2mount of valid data on which
to hase conclusions of efficacy and patient nceeptability. Many of the
patients were yepeaters whose attendance at the clinic was sporadic
= nd who did 1ot return for follownp exarmination, Although it snay be
presurned that Symproms were sufficiently alleviated to permit
Teasomable comfort or a return to normal activity, this has not been
confirmed, Sufficient experience was gained with the drug, however,
to arrive at certain impressions of its thiyapertic usefulness and
primary indications. Metaxalone was well accepted and except for
mild nausea in six cases, was apparently well tolerated. Nausea might
have been less prominent if the medication had been taken with food.
Other untoward symprores that occurred during the peried of drug

|

1
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therapy could not be un- equivocally attributed to drug action.

Metaxalone was raost useful in those patients in whom acite spasta

apd mmscle stiffness were most prominent: In cases of arthritic pain

or nevrologieal nvolvement suck as parkinsonista, uo benefcial

effect could be discernecl. A dose of 80¢ mE. four tmes 2 day .

appeared to be optimum. A moderate therapeutic effect was observed

in some patients who were started on 2400 Mg, daily and as much as

4000 g, was tolerated. For general 1se, 3200 ME. & day appears - '
appropriate. P

Summary and Cm:itclgsinns

|
1, A skeletal muscle relaxant, metaxalone, was dispensed to 50
patients with skeletal muscle disorders,/treated on an outpatient
Lasis at the Medical College of Virginia,Sufficient followuyp data were
avallable on 42 of these patients to permit evaluaton of drug effect.
o A beneficia) therapentic effect was obseryed in 8% of the patients
with Iow back pain and stiffness indicative of muscle spasm of the
back, hip and leg muscles. The drg was not effective in the two
patients with parkinsonisin or in four ottt of five patients with

arthpitis. One axthritic patient noticed areduction in muscle spasm

Contact Us: |
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