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� Castillo Gran & Associates 
� law Offices 

P.O. Box2S1473 
Bogota, Colombia 

OR PATENTS AND TRADEMARKS IN 

COLOMBIA 

PODER GENERAL 

(1) STRAKAN INTERNATIONAI_ 
UNITED 

domlolliado an (2) 51h Floor, The Penthouse, 
Washington Mall I, Church Street, Hamilton, 
Bermuda 

nombra a or, Germtn CastiJo Grab y/oAijriane 
Castillo Gibsone y10 Luis Felipe Castillo Gibsone 

can oficinas an Is Carrera 13 No. 37-43. PIso 12 
en Bogotd. D.C., Colombia como Bus 
representantes con poaer especial amDflo 
suficienta, para reabar do has orIc?nas y 
autoridades Colomblanas administrativas, 
judiciales o do policla, an primera 0 Sequnda 
listancia, to ObtencIn de Patentes do 
Invencion, Registro de Marcas, do Dlsenos 
Industriales, de Whitney y Easel 
Comerciales, to mlsnio qua traspasos, 
extensiones, renovaoion,s, cembios do gamble 
y domlcilio, registro de Iloencias de’explotaclon y 
reglstro de Iloenclas de uso referentes a tales 
actuaciones, a cuyo efecto lee faculta para der 
ante dichas autoridades today los paws 
necesarlos at objoto indido, server soliciludes, 
formuler descripciones. enmiendas, protestas, 
declaraciones, apelaclones y reclamos, solicitar 
Is aplicacion do medldae caulelares scepter an 
nuestro nombro y representaciori Ia Cesion be 
derechos do invonclOn y S patente de InvenciOn 
quo so nos hays par cualquier persona, abonar 
todos Im minuestof cuotas y pagos 
deterTninados Par Is Fey, recibir todos los 
documento, y valores dando as decargo 
respectivo, fear cualesquiera otros reqL,isitos, 
desistir, y tnar an fIn todas las medidas quo 
creyeren conducontes at resguardo de nuestros 
Intereses y an caso de presentarse oposiciones 
para quo intervengan como demandaritos o 
como demandados, Pon todas 11es demÆs 

Dada 

GENERAL POWER OF ATTORNEY 

(’I) STRAKAN INTERNATIONAL 
LIMITED 

domiciled in 2) O Floor, The Penthouse, 
Washington Mall 1, Church Street, Hamilton, 
Bermuda 

hereby appoint Dr. German Castillo Grau and/or 
Adriana Castillo-Gibsone and/or Luis Felipe 
Castillo-Gibsone ..................................... 

with offices at Carrera 13 No. 3743. lZ Floor in 
Bogota, Colombia as our representatives with 
special ample and sufficient power to obtain from 
the offAces and Colombian authorities. 
administrative, judicial and police , In first or In 
second instance, Patents of Invention, 
registration of Trade or Service Me", Industrial 
Deeigns, of CofTimerolal Names and Ertsgns, as 
well as assignments extensions, renewals, 
changes of names and addresses, registration of 
icences of exploflation end licence, of use 
referring to said actions who are empowered to 
take before said authorities all of the necessary 
steos for the purposes indicated, to file 
applications, to formulate descriptions. 
corrections, protests, declarations, appeals and 
claims, apply for precautionary measures, to 
aocept on our belsIf end repiseematior the 
assignment of rights on invention and titles of 
invention that may be gIven to us by any person, 
to pay all taxes, quotas arid payments 
prescribed by law, to receive all tie documents 
and proceeds plying the respective 

A our interests, and in use 
are presented to intervene as 

lefandant, with all necessary legal 
is power Includes the feculties to 
let, compromise, transact, substitute 

part, to revoke subsWutions, to 
:ications and to appoint judicial or 
aftomeys. 

L to 

and signed in (4) 

F irmalsignatUre 

2<’ 
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DECLARACION NOTARIAL NOTARIAL CERTIFICATE 
finfividu I (Individuals) 

Abs . has chat most de .de2005 
oompareciO personalmento ante ml. Notsrio 
PObilco eija seflDr(a) 

A quien(es) day 16 its conocer y me consta qua 
es(son) a(s) persona(s) deicrita(s) y (irmante(s) 
ced docuniento quo precede, declarando ante ml 
quo otorga(n) of mismo puma lore fines 
propOsltos quo en Ol so exprefian. 

El Notarlo PUbllco 

(Sociedados) 

El infrascrito Notario certlfica: quo Is firma quo 

antecede # dice ...... 

as autenVoa  qua of signatarlo desempefla of 

ctrfl 

de STRAXAN INTERNATIONAL LIMITED 

quo done facultad para otorgar eats poder, y Quo 
tt, tomac(a esa domiccada en HarnMcn. 
Bermuda 

actualmonte exists y esta organizada its 

acuerdo a las terms do 

Tortes too bathos anteriores be constari per 

rather examinado Ids documentos esp.ctiv 

do todo 0110 do fe.. 

El N eta ii a Priblico 

(Con Apostilla) 

On this.10Itday °... ........ . . . ’a 200(.... 
personally appeared before me a Notary Public, 

..j.flvu 
70 thçll 1t2-? 44&frthttatf 

to me known, and known to me be the person(s) 
described in and who executed the foregoing 
document, and he(they) duly aoknowtsdged to 
me that he(they) executed same for the uses 
and purposes therein expressedWWI

 

. 

ji g 
(Corporations) 

The undersigned Notary Public cervfies: that 

The prceeding signature reading  

is authenuc; that the signor at present fills the 

ptsto% 

of STRAKAN INTERNATIONAL LIMITED 

and that he/ski Is empowered to grant this 
power and That said comparw is domiciled in 
Hamilton! Bermuda 

and actually exists and is organIzed in 

accordance vth the laws of &flI4SIA 

All the foregoing facts are known to the Notary 

due to his/her having examined the respective 

documents to which hetslie, he Notary, atteste. 

an5,cç signed 

Notary Public 

(With AostiIIe) 
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2 11111hadilloodby I. Collie 
a to sign I rar 

3. Melt]8 l the caracily of Notary Pub] 
afiesalt en quaLild do 

4. If... he slisiemp of The Sold Nolo!y Peak 
cut rcttu do ,au/tiathre de 
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7 an Hat Majestys Pttiiripat Shcretafy or Stub for ForciEn and Contoionwcalih A fault 
per te Secrdiaire d Eta] PrincipaL dc Sc Meat sun A fairco Pta$ngIceS el do Crmlna]]t,t Anne . 

8. Noes/aou.No G987785 
Co,,o No is Vei ntieaia d.I C 
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IL*J!Itti1 t.14c11!m 

El los) lnfrascritcs) 

STRAKAN LIMITED 

dnlclIlado(s) en Buckholm Mill, Buckholm Mill 
Brae. Galashiels, Reino tinido 

titular do Is Solicitud do Patent, 

OMNISETRON TRANSDEmIICO Expediential 
No. 0517.580 

declare par of presents quo he cedido a 

STRNWJ INTERNATIONAL LIMITED 

dorTliciliado(a) on 5 Floor The Penthouse, 
Washington Mall 1, Church Street, Hamilton, 
Bermuda 
Iola) referida(s) solicitud de patents con todos 
(as derechos y prerrogativas correopendientes, 
sin extension of Ilmltacion alguna, pudlendo Par 
conaiguiente, do lioy an adelante  of ceeionario 
cotisideraree come Unico dueno do dicha(s) 
patents para usaria(s) y diaponer do ella(s) 
coma meor convenga a she Iriteresas sin clue 
haya Will a reclamaciOti ulterior alguna per 
pane del cedente 0 SUS causahabientea an 

domlcillados an Is Camara 13 No, 3743 Piso 12 
an Bogota, some sos representantes y pare qua 
1° representen en las gestiones y para quo Ic 
representen an las gestiones judiciales 0 

administntivas a quo haya legal para 
perfeccioniar Is presents casion con lacultad 
para recibir etectuar renovaciortea, radiations do 
mares nuevas transferencias, camblos do 
number y domicile. recibir notificacionies y 
naiibrar apoderadosjudlciales y extrajudiclales. 

Firniado en iL&&J.. (A 

El Cedente. / j14rzL’- Tile Asdgnor 

CASTILLO GRAIJ & ASSOCIATES 
Law Offices 
P.O. Box 251473 
Bogota, Columbia 

The Undersigned, 

STIMal UMITW 

domiciled In Bucktjolm Mill, Buckholnn Mill Brae, 
Galashles, United Kingdom 

proprietor of the Cdombian Patent Application 

TRAIISDERMAL CIRANISETRON No. 05 
71380 

declare, by this document that assignment has 
been made of all rights and titles with any 
exception or firwhavorn to 

STRAIWI INTERNATIONAL LIMITED 

domiciled in &’ Floor, The Penthouse, 
Washington Mall 1 Church Street. Hamilton, 
aemiuda 
of said Patent Application, the assignee being 
able to be considered therefore as the sole 
owner of said patent to use the same and to 
dispose of same to his best interest without any 
further claim in the matter on behalf of the 

and/or LUIS FELIPE 
domiciled at CarTers 13 

cot in Bogota as our 
as attorneys with special 

.tl, fthI powers of subsIitvtiotz to carry out 
renewals, vegetation of trademarks new 
assignments, changes of name and domicile, to 
receive notifications and to appoint judicial or 
extrajudicial attorneys. 

Signed 
p/lic A&4 

�ABR 2006 

/ G%VO SAMFER ROOR1131J61 
NOTARID VFIflSELS 

- 

NOTE: The signatures must be attested by a Notary Public. Anotarial declaration has to be added about 
the legal existence of the concern and the right to act for same of the persons authorizing this document, 
which must be finally legalized by Apostille. 



EL CEDENTE 

El Irifrascrito Notarlo PtbIico certifica quo: Is 
firma quo antecede y dica 

as auMntica; quo el flrrnante desempefla 
sctmen%e at C3T90 Oe 

do STRAXAN LIMITED 

quo there facuJtad para otorgar Lets documento; 
y quo dicha compaflla east domiciliada on 
Gaashieis Reino Unido 

y actualmente existe y esta organizada its 
acuerdo con las ’eyes do 

Tall los hechos anteriores Is canstan p0’ 
babel  examinado Ids documentos rospectIvos y 
do todo elJo th fe. 

Pado y flrmwjo en 

EL NOTARIO PUBLICO 

EL. CESIONAF4IO 

El Infrasorito Notarlo PUblico certifica qua Is 
Iwyna qsje welcome  thce 

as autentica; quo el firmante dasempefla 
octuarmerite el cargo do 

do STRAJ(At1 INTERNATIONAL LIMITED 

quo hene facultad more otorgar este documento; 
y qua dicha compaflia houldi domlciliada on 
Hamilton, Bermuda 

y actualmente exists y esta organizada its 
cuerdo con las lusess do 

laths los hechos anterloros Is constan por 
haber examIrado los docurnentos respects 
de todo ello do fe. 

Dada y !irmadoen 

THE ASSIGNOR 

The Undersigned Notary Public decade: that the 
preceding signature read 

is au1t’that the Signor at present fills the 
postof bofs-

of STRAJ(AP1 LIMITED 

and that he/she is empowered to grant this 
document; and that said company is domiciled in 
Gaiashr&s, United Kingdom 

and actually exists and Is organized in 
accordance with the laws of 

All the foregoing facts are known to the Notary 
due to his havinó examined the respective 
documents to which he/she, the Notary, attests. 

Granted and signed In 
/ St 40 

THE NOTARY PUBLIC 

THE ASSIGNEE 

The Undersigned Notary Public cerlifies: that the 
precçding signature readiQag 

jh4jctr (LIt/  .. 
is authentic; that the signor at present fills the 
postof %-

of STRAXAN INTERNATIONAL LIMITED 

and that helshe is empowered to grant this 
document; and that said company is diiciIed In 
Hamilton. Beinuda 

and zctualIy exists and is organized under the 
laws of 

All the foregoing facts are known to the Notary 
due to his having examined the respecbve 
document, to which he/she, the Notary, attests. 

Granted and signed In 

:: ..THE :No .ARYpus 1 
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SUPERINTENDENEP DE INDUSTRIP V CGERC!U 

lI i B00U60391 

RECIBICIALDEC 06 - 31.535 
FE[1AAPRIL 25 DE 1006 

V10 : 
Fi; 2O6O4 IS :0053 O.Tr.; ONLiEAcj 

PAT$yyjj 
PAMQIOiAJF 4t379 

lItI CONS lENAC5 ON III*t 

PEMSITANIE TIPO P0 BANCO THETA No. PC0 FECHA POD 

CSTI1LQ BEAU ASOCi0osMMICMAtI0N EAMDO POPULAR aso-oo’io-Ø 3717149 25104/1006 

fisH C U M I E P 1 U 1112$ 

CN1. REMISTICO COHCEPTO 

I 50 5-0143 CMBIO DE BOILING V NUDIFICA 12 MARCAS V LEMAS [2MERCIALES 
TOTAL 

SO NIGERIA V C5MCO MIL PESOS 

RE B? U N S A B L C  

Vr. PASO 

211,000.00 

TOTAL CUMEEPTO 

95,00.0O 
95,000.00 

RECIBU DE CAJA APLICADA AL UPEDIENTE N.________________ 



DE INDUSTRIA Y COflRCIO 

Folio W 

2020 
Bogota D.C. 

Doctor(a) 
CASTILW IRAU GERMAN 
rodersdo (a) y/o Re,reseitante Be 

SnAICN LZNI TED 

REFEENCTh Radicac–ón  No. OS 77560 
solicitud jitternaclonal 0a20041000403 

� FecIa Snicio fan nacionai 0J09J005 
Trflite 11 
Evento 379 
Actuaciôfl 416 
DfiCio No, 3170 

1 

Teniendo en Cuenta que la solicitud de privilegia de patents owe Be troita hajo el 

expedient, iMicado en is referenda, reune 1QS reguisitos de forma esta1ecidos en 

la Decision 46 de is COmisiôn as la Comundad Mdina, el Tratado as CooperaciAn en 
Materia de Patentee (PM el Reglalnento y Is Circular Unica de in Stiperiritendeilcia 

de Induotria y Comerojo, Be envia el extracto Be la solicftud a is Oflciaa de 
CoM1nicaciones para efecto de au publioacion en la Gaceta as PrQpied&d Industrial. 

12 DIG S Dado en Eogot& DC, 

ALIX CAPIEN,A CES �DES 0! VEROEL 
Jefe de 2/d2fls6, de Nuevas Creacionea 

adpal 0 



Indiistria y Comerelo 
UPERiN TEN 9ENCA 

DIVISION DE NLJEVAS CREACIONES 

RADICACION EXPEDIENTE No 05-077560 

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENrE DE INVENCION 

FUE PIJBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 575 DE 

FECHA 30 DE ABRIL DE 2007 ELTERMINOI-{ABILSEFA1ADOPORLALEY 
lop 

EXPIRA EL 31 DE JULIO DEL 2007 

NOTA: Dentro del plazo de los seis (6) mesas siguientes a partirde La feche de publicaciOn 
an Is gaceta de Propiedaci Industrial, debars solicitar y onceIar el examen de 
patentabilidad so pane de qua La solicitud taiga an abandono, de acuerdo con 10 
esabIecido an of Aft icuLo 44 de a Decision 486/2000. 

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS 

S 
St ___ NO  _X ___ 
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Otros Datos 
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Icerrar S.sión 

NRR 
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ESEN 
205 
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flcr- I 
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European Patent Office 
I I J 

Eu ropIsohas patentanni Ifl VN 
_______ Oeuroeendesbrex,ets EP 1 044 684 A2 

12) EUROPEAN PATENT APPLICATION 

43 Dare o ,t Cl!: A61J( 9170 
18.102000 BulIetla 2000f42 

(21) Appal number: 001078435 

22) Date of ming: 12.042000 

(84) Designated Contncllng States: 
AT BE CH CV CE US ES P1 ffR Ca GRE fil LU 
MO ML PT BE 
trademarked Extended, Stales: 
AL LT LV MI( RD SI 

(30) Priority ; 17.04.1991 JP 1059010 

(71) Appilcant: 
NITTO DENKO CORPORATiON 
Ibarakl-stit, Osaka 56746W (IP) 

(72k invelnlors; 
Vamanioto. Icelil, 
Food NI to Denko ODipoYMiosi 
Brooks US 061567 SSW (Jp) 

� Nakano, Vostiihlsa, 
was Nftto Oninko (dmonaon 
lbarnki-shl, Osaka 57-90O0 (JP) 

� Hon Mftsi,hiko, 
We Mite Deriko Corporation 
Ibaraldatit. Osaka OPTION (JP) 

(74) thears,efinfigatind: 
vat, KreIsIar, ASk, CipJ-Cet 0el 
Patentanwrnte, 
volt lr-Sltbn&V.rnet 
Bahbhotsvorplab I Dalohmannhaus) 
50087 Kô {DE) 

(54) Percutot’eoualy abaonbabIe pepartIon 

(57) A percutaneously esorpt/e preparatton Is 
provied which inckidet e drug rEsrvoir lo1wl a drung 
reservoir layer-forming film a cloth layer, an adhesive 
lewr end orionel’ eli i,ipsrmaabls siippoIl wheitn 
the drug retarvol r layer is snclosad in the drug reservoir 
Uh,Tftwmrg Off or endosed by the drug reservoir 
Iayer-fonnnIrg film and the support termed On the drug 
reservoir layer-fonnni F, film the drug reservoir layer 
contains a drug except g-tert.butylernino-1 (2-cbloro-4-
hydroxypllenyl)ethan-I of and a pliarTnecolocsiIy 
acceptable sat thereof, and the cloth layer and the 
adhesive layer are successively amdhyWd on either 
side of the drug reservoIr layer -forming filet or on the 
side opposite frorr, the support layer the preparation of 
the prase nt northern mu ibs separetlo ri Of the dreg rss- - 
ervoir layer-forming tea Irom the echesive layer, glue 
reml rider oaths skin after pealing OFT, and d(ocn1eCio Ii 
If the drug reservoir layer-torming film due to the sol-- 
hailkink the Urugluenoirlsyelt In anion meprapara-- 
don of the present invention is superior in the 

4 peuuteneoes abqorplloi, d a 

usedall
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Qg15 
EP I 014 684 *2 

Description 

TECHNICAL. FIELD OF THE INVENTION 

0001’ The press nt hive ntion off to a percutan aD usly absorptive preparation for transdeumally administering a 
drug except 2-tert-b,ityle,nino1 -(2chloro.4-hydrosypheriyuethan-1 -0’ and a phermecolOgieaftg eeptabLe I the race 
More pafficulast me present hot rstates to a practical rsseRD ,pe e,cwepscusty ,bsorprw. preparation that 
achieves superior pa rcutetteo us absorption when applied to the skin aurtace, with the aid of a some layer toned 
between doing reservoir layer-forwin g Film and On aiesde layer. 

to 
BACKGROUND OFTHF INVENTION 

[00021 In recent yeers, percutaneous administration of veui Due drugs has been activeLy stu died and developed in 
an attempt to prolong duration of the effect endto Of side effects. Due lottie barrier function Ojilie skht that iotvera 

is the skin pemieabflity. however, it is effirromery dillioult to have the necessary amount or e fig ebsonbed from the skin 
upon application to a practical aree of the skin. 
10003? Uen&raty, percufaneousb’ absorptive preparafions matyeonstst of niondifilic type WpPMq0ft having two 
layers of a support and e die g.contai lii rig adhealve Layer. Hecaull the drug A oontairied in the adhesive lever, a drug 
Ii eying e lower solubilfoj in the adhesive remai rig mostly metal but exists in e crystal line sti in the course of 

� a transfer of the drug into the skin, a drug in a disac jed state can mig rate into the skin quickw, but a drug in a crystal i ne 
state requires all addifional step of dissolution in an adhesive. This step becomes a rate .iimiting factor end reduces 
drug release from the preparation to consequently prevent absoepti on of a sufficient amou lit it the drug by the skin. The 
easiest method to iniprove this state is to an large the area of application or thicken the adhesive layer. Such method is 
not always effective, beuee the method In form causes increased feehng cfomfor1duntng epplicatlon 

SO Toned tance of diffusion for the drug. 
(0004] when a d rug is to be more efficie MY administered percutaneously, a method for more eat pg drug absorption 
tycaily lodudes I) increasrig solulity of the drug In the preparation, which La achieved by ether using a speoc 
adhesive or adding e Sol , thereby to enhance drug re lease from the preparation, or (2) Imposing skin entries  
bility by the addition of a percutaneous absorption promor 

a, f000SJ The above-mentioned monolithic type prepenation containing a drug in the adhesive is sub)ect to various fm- - 
itetions when the above method is applied. For egarilple, the solubirizer or percutaneous Subsofirpoel promotwr Play not 
be comtib[e with the adhesive, or these may be volatilized during heating process. 1h eretore, a sulacient enlou nt to 
achieve a desired effect may be too much to be contained in the adhesive. In al  the adhesive is reçuired to have 

itilerO,aesibw force to reta a compons’fl parIicurJy qrd component cootaliiing a soii4oferendJor percu() 
,5 tansous ebsorptic r, promoter. When the edh etive contains a certiosy 110 group  hydroxy I group or amino group, the 

edlievin be 6IThXd using a cross Ii nki rig agent to achieve higher adhesion. When the above .me ritioned liquid 
compo cant contains a oornpoun d having the eforeme ritlon ad hi notional trend reactive with the crcssfnldng agent, how- - 
ever, the functio pal group preferentially reeds with the agent Consequently, the crcssinkirig reaction of the adhesive 
is Inhibited, with the result that the liquid component cannot be ratS ted in the adheslde and a desired efficacy of 

40 be afforded. 
iij@oei mail the present inventors rook note of a nesarvofr type p,mten�,vey etsotptiuv prapsiafion whero a 
drug is sealed in a time reeervoir layer which I located in a drug reservoir leyer.loniiing film or enclosed by ad rug res- - 
ervol r layer .lorlTii pg film and an trnperurieable support launi nated on the drug reservoir layer termingrum, and en adhe- - 
was layer is amended on the drug reaervoLr layer-fonni i g him. 

4s ’Dlx)?] The abovemail ruservoir type preparation cainprisi Pg e drug reservoir layer containing a drug arid a 
solubi izer shows a weak adhesion between an adhesive layer and a drug reservoir layer -fonni i g film due to a large 
eniou nt of the liquid component contal lied ii the drug reservoir Layer. Consequently, the preparation is associated with 
a possibility Off tile diii g reservoir layer-forming film may Dome OF during use divided pal ott having tIle edhesiee 
Mom . it frequently happens that to adhesive remains on the skin 0-6., glue remain der) upon peeling off of the prepe-- 

so ration, When the drug reservoir door toningfilm is swenleble with 501 ubfiizer. the preparation itseLf may deform. 
[0008j iris ituerebre An opted of the prassuw Lpvenho" to proids a percuteetousit/ absorptive preration superior 
In percutaneoue absorption 0t the drug, which It oapabi a of inhibiting a glue remainder on the skin upon pee i rig off and 
inn biting sweLling or defoil-netlo ii of a drug reservoir layerfoniling firm any a soe nt of a drug contain ad in a drug rese 
vdr layer. 

55 

SUMMARY OFTHE INVENTION 

VO3OJ Such object can be ectileved by the present thventiou’ descrbed in tire thiowing. The present inventloir is 
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[00211 The cloth layer may be laminated on a mot us film. The cloth layer in to present inention encompasses 
such a laminate. The porous our, perfoxf Is one usable as the above-me riti oned drug reservoir layer mank  ng film. or 
one having air permeeblIir  (Gurley method) of not more man 9000 secll 00 cc. The laminate is used in such a men ne 
Was the adhe&e layer is in contact with the cloth. 

0022j lila cloth layer hat a woman anchor of fiat etow orsrrong edhesionn to the adbeefve layer. This has 
consequence tli * even it a soitsbihzer causes marked electoral n of adhesive, the drug reservoIr later formingfilm 

does not come off during manager or upon peenig off, leaving the adhesive met and e glue rem nder On the skirt 
surforce is inhibited upon pealing off- The cloth leyer prevents swelling and dab nynationi of the drug reaervoi r layer -form-- 
an film containing 0 Large amount of the liquid component Even the drug reservoir lower coming film is ewel I able at 

no the solubillzerto be uteo the presence ofe bth iwyerprevenw d&fo,niafior, of thepraparation of thapresant invention. 
(00231 The drug reservoir layer compteiy saSs a drug other than 2-1-butyiamino-1 ’(7-chioro-4-hydro5yphe-
rQethan-1 -01 and phermacologically accsptabLe salts thereof. This drug may be it the fooll of a Pharmacologically 
aeptabie salt or a prodriig. 
(0024] The dnug to be seaLed in the drug reservoir When may be any and is exemDllfled by corti00steroides, anaige-

5 she ailp4iogLgnb, somoftooienr sedstwe egent 1reiuutlze,, e lityperfalhel,e hypotenofve Sharon,Ill anes-
thetic, antimicrabial al,fu pgai agent, vitamin agent, coronary vasodilato r, enhlstemi lie cough medlciii a. See mount, 
agent antidepressant, cerebrel simulation improver, anfiwneo, e lititumor agent, biological drug and the like. In Palo 
,let the drug pubroday has e solublilty of not less than 1 wt% in a aol ubiLizer to be surprise later. 
fOOZSI The composition to be s aeled in the drag reservoir When has a drug content that is subject to change 

At dependeig or! the kktd of tire *ug and the ih. it is gamereiyprefsrab’ 0$ -40 wt%, When it is less than 0.5 At the 
therapetdtc effect is lnsuffioLent and the content ecceeding 40 wt% is unpreferabie from the aspect 01 drug utiizatiofl. 
0020j The drug reservoir layer probably edditLonaily teals a tolubilizer artdlor a percutaneous absorption pro-- 

motet 
0U271 The mixing ratio act, solubiliser and the drug cat, valy depending on the object ci the p reparation, the drug 

Zff ode seef ed end the ike. Ti,e ropo,ljoi, of the dru2 is genarolbi preferab 0.1 -200 partS by weIght, more preferably 
1 - IdO parts by weight, per 100 parIs by weight of the solubiLizer. 
I002I The mixing may of the percutaneous generous promoter end the drug can vary depending on its objecl of 
the preparation, The drug to be sealed end the like. The proportion ottlie ohug ipmethirdmanal - 2000 pants 
by weIght, more preferably I -1 000 Darts by weight, per 100 parts by weight site percutaneous absorption promoter. 

A (oO2e When 11,2 drug ,essrr?oi’ layer seals a soiubwizer and a perduterteous absorption promoter, the mixing ratio 
of the oeo is preterably 3 -200 psrts Big, percutaneous sbsorpbon promoter by weight per 100 parts by weight arms 
worshiper When Lt is Less than 3 parts by weight, the adhesive ornimbonion e sutliol ent em ount or the percutaneous 
absorption promoter, wh’th in turn results In a failure to achieve e desks piomoth e&ct. When if exceeds 200 pens 
by weight, the relative amount Other sol ublirer in the drug reservoir layer decreases, undesirably lowering the soLubil 

je oflhledru&i 
00301 The solubilze r is added to increase soLublihy of the diii g, Tee ssoived dlii g permeates the sMn prale rably 
at the aid of the percutaneous absorption p rofnoter. Therefore, the solubllzer preferably dissolves the drug and in 
miscible wtfl the percutaneous absorpiforn prorrlorer to be rnernflolied iar& raorchows of the soJuNt2or incLude lower 
alcohol such as ethyl alcohol and the had  polyhydric athoi such as ethylene gIycOi, glycerol and the like, dimetlsjl aul- - 

40 foxlos, dhnethyiacetamlde, *nethyiorrnamLde, N-niethyi-2.pyrrolidone, dinlathyileuryiamLde, dodecyipyrrolidone, 20 
sortitol, liquid paraffin, various liquid surfactants, minimal or  lanolIn, ethyl acetate, crotorniton, water and the liRe. 
Preferable solubilizer may be lower alcohol having I to 4 carbon btonw. The eohol Ii aving I to 4 carbon atoms is 
eKeolpilfiad by methyl ehohol, ethyl alcohol, n-prOpyi el,ohof, lsopropyi alcohol e-btiyl alcohol, foobutyl alcohol and 
tert-buy alcohol. 

he (0031] The percutaneous etsorpton promoter may be glycol such as ethylene glycol and the like, fats and oils such 
as olive oil, nqu eLena and the lIke, polar solvent such as dimnethyl sulfoxide, dimethyifomlilamide arnq the eke, sulfacte lrt 
Ii as sorum IS ryl suftste, sorb’ten fatly acid esle rend the be  long oh alp fatty acid such as ohIo acid And the like, 
erndfhe new  From the espeot oiincreased penvttaneous absorption of the duse conlpsltbliity with the above mentioned 
solubilize r and the like, at least one fund selected train esters Of latty acid hevi pg 12 to 14 carbon atoms, diesters 01 

A dicarboxyit acid having S to 10 cathon atoms end glycerol esters of fatty acid having S Be I Q carbon atoms is p retereb 
used, 
(00a2] As the latly acid ester, an eLkyi ester of allphafic nionccartotyio acid havIng 12 to iS begun atoms such as 
iaunc ac4 myrinlic ac4 III acid, sleeric as oheic acid am the like, and alcohol having I to 10 carbon atotfls 
such as methyl alcohol, ethyl alcohol, n -propyl etohol, isopropyl alcohol n-butyl alcohol ieobutyl name, pony also -

St half hexyl alcohol, Ileptyl alcohol  cotyL alcohol, nonyl alcohol, isononyl aicoli ol and the law may be used. 
100331 The dealer of dioarbotyfic acid is preferably otaikyl esrers ofeiptiarlc d’nmtoxlhsdd hav’n,gO I, ID carbon 
atoms, such as Baxter of adipic acid or sebaoic acid and abohol havIng 1 to 10 carbon elenis. 
[0e34J Ills at ester of fesy acid is esemptfied by glycerol ester of tatty acid having 8 to 10 carbon eto.l rush 
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as glyceryl nionocaprylate, glyceryl monoprate, tncapryllri end the ithe. 
(0035] For an Improved nianip U labinty of the composItion to be seal ad in the drug reservoir layer during production 

ycerci pmpyieoe basse, polyethylene glycot poly (virlpyrolidone) bydroxyptopytceiiuiose and the like may be 
added to increase viscosity. 
(00361 When the drug is in the foren 01 a salt, a pit  adjusting agent is preferably contained in the the g reservoir layer 
en’or aollesive layer. Sy addhig a beat pH adjtjstkng eg.rnl, such as soeum hydmxide, Idothenolarnilld t(dsoprope-
nolami cc, thisopropa rid emin a, monoisoprcpenoianiine, sodium cap rylate. potassium hydrode and the like, or an 
acidic ph adjLiati n 9 agent, such as citric acid tests acid, gtyoorl it acid. S liccinic ecid, tartarlo and, lactic acid, nialeio 
acid and the tire, the drug in the tonirl of a salt Von be ’be rated. As a result, the drug an be conwred 0 6 drug in the 

to term of abase or an acid capable of higher percutaneous absorpTion. Tire content or the pH adjtisti n 9 agent is Such en 
amount as is n ecessar) for neutralizi rig the acid or bese at! ached to the dnj g In the forni ot a base or an acid. 
0037] When the content of the pH adjusting agent is Lest than this and, a base or an acid Is generated in e less 
amount. The percutaneous absorpto n may become somewhat Interior, bvt the stability of the drug in the preparation 
borttessrlpedcr. When (hoconrenl as higher, the edhasii,e layerbecomes basic or acidic, and may induce irritation to 

11 the skin when applied. 
(003S The amount of the composition to be made in the dreg reaervoi r layer Is prele rably not more than 50 
uUcrn, When it exceels 50 itoner. it may happen that the composiehrr hat cannot be raMMed In the drug resarinol, 
layer or the composition that was romearred fresh the drug reservoir layer into the adhesive Layer cannot b a retained in 
Thermal Vince accommodations  sap aration of the adhesive conipo nent incantational plasthiiati on of the 

20 adheshie, which In turn may muse a glue re niainde ron the skin eurface upon peeling oil. 
00391 The adhesive Layer ano r ding reservoir sedimentations, where necessary in addition Him above-man - 

boned pH atitustiog agent and percutaneous absorption promoter various krioivri additives such as so I ubi in r, stebi-
rzer represented by anhoxi darn e.g., ascorbic acid, tocopherol dibutylhydroxytol uen a and the like), piasficizer (e4.. 
glycerol, propylene glycol, poothyie pa glycol and the like), filler (e.g., titanium oKida, zinc oxide. water.containing cii - 

25 con onoxide a rid ha ike(, end the Ake. 
I0040 The adhasve layer of the percutaneously model preparation may cover the entire as riace of a cloth 
rayer, or may cover onq an appropriate width on the periphery of the cloth layer forming a from, 116shape. 
00411 The polymer to be used for the adhesive layer is a pressure sensitive adhes he power list shotis adhesiee 
property at normal temperature. Preferably c rue oornp attbie with the aforemanfionad so lubirize np ercutarieout abase 

10 Von promoter rniniure is used. P referable exa,npres of such adhesive incLude acrylic adli ecive and rubber adhesive. 
0042j Examples ot the acryto adhesIve_inclUde hornopojyar such as aiky1acryiateand Skiniathe0ra..it 

copoiniers I reakee[TIir Huge f1h "John i aoryIte and aIylrethacryIate means Imiar or branched chain kyi having 
ore lrbanaomsLwhchpc4ucaiyrnath)i eL)4p,opyL?utyi, Peery, hexvi heptvi octyl aocctyl.2 ethyihi 

nonyl, isorionyL, decyl, undecyl, dodecyl, tridecyl, tetradecyl, penlidecyl, henadecyl, heptadocyl, octadecyl and trw like. 
Preferred is linear orb ranched chain alkyl having 4 to 12 catbon atoms. The acrylic adhesive to be used in the present 

L invention may be a copolymar nithe aloremerufioned ayi ecrytate andhr Slu merhacnyftte ivitli 01w Ormo,e imdt of 
the monomers mentioned balow 
(0543] The monomer is cramp lvi ad by those having cerb oxyLlo group (e.g., acrylic acid. iteconic acid Malec acid, 

aleic anhydride), Those having Sn tonic acid group (e.g., styrell esulfonic acid allyisu tonic acid, suiropronyf acnyire. 
40 aoryloyioxynaphthaienesutonic acid, acryiemidcmethyiprcpanasulfonic acid). hydroay idwer alkyl acrylate (e.g., 

hydYomsIV aoflhiate, Iiydroityatliyl aoryiate. tdroxyproi ectylate, t’ydroxybutyl ecrylata), acrylamided ecrylamide 
deriveave te,o..dimearstervalme,. N-butviacnilsmide. N.metlrnlolacrviarnide. N.methvIoioroDaneacrviamide  emi-

thyl riiethacrytate, bydropropyl mathacrylate. hydroybutyt nmtfficryiafef, metnaoyiomi* nnerbacfliar.nide derive-- 
fee (e.g., dimethylmethactylamida. N ’bulylmethacrylamide, N -metfiytormethacry larnide. N -methylo ipropene 
methacrylarnida), aminoeii rnethacryltte (e.g., aminoathyl methacrylete), erlamirioaikyi methecrftte je,g., dirnatli’ 

50 yiaminoethyl rnenhecrylato tert-butyl eminnoethyl methacrylate), aikoxyalkyl methacrylate (e.g.. methovyethyl rnethacr- - 
ylate ethoxyathyL maTh acrylata), tetrehydrofurfu rip methacrylate, ester of rnethiecryiio acid arlo methokydiethy lore 
lvoi, ester of methewyitc SCJd and nneshoxypdy?thyLane 9coi, ester of methacrylic acid and methosypelypropylene 

coL, methac to nitril a, acryl on! rile, vinyl acetate, vinyl p ropionate, vinylpyrroildorie, methylvi rylpyrtoildone, viny I pyrl-- 
has  vinylpipecidone vinylpyrirrldine, vinyipiperazihla. vLnylpyrazine, vinyipyrrole, vinyhmLdaOie, vrnyIapmlactain, 

cm vinylorazote. vinyimorpho itne. sIwne and (Ire itice. 
00441 When a copolymer of aLkyl ecryte anor alkyl methacrylate with the above-olentioned moruorniels is used 

as the acrylio adhesive. 30- 99.5 wt%, preferably 50- go of of the and acrylate anor aikyl methacrl4ete and(Al 
70 M%, preferably 10-50 vat, of the above’menhoried monomer are pre(erab& copolyrnerireot 
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(00519 2-Etttrex}f aclyte 05 peas) and aafc aSddd 15 pmls) wale pofynierlz.d In ethyl ecetate under an inert 
gas afrnosplisrs to give an Acrylic Ala  aotuon A. 

5 

adheolut 

[Offill High molecular weight polyisobutylene IN parts, viscoslty-avaTage molecular weight 2,1 oul, VISTANEX 
MINE. -1 40, manufactured by Exxon Chemicals Japan LID.), medium molecular weight polyisobutylsne 30 pars, had,  

on costs average molecular weight 60,000, HLMOL SH, manufactured by NIPPON PETROCHEMICALS CO.. LTD.) and 
atcydic psfrolat)nu reatu 20 ps,fl softening point l0O’C, Arkori P-log, manufactured by ARAXAWA CHEMICAL 
INDUSTRIES LTD.) were dissolved In hexane to give a rubber adhesive solution 6. 

Example 
IS 

[OOGOj To the adhesive soluriont A was added and mixed e polylsocyanate compound (CORONATE htL, menufac-
turedby NIPPON POLYURETHANE INDUSTRY CO., LTD., solldcontonto.l5% In ao?ieslva(. The mtunwasepped 
onto a release II ner (75 up i Thick polyester film after peeling off treatment) to a thickness etter dryl Fog of An JET and dried. 
A poLyester nonwoven fabrLc (basic weight 6 glrn°) was laminated thereon  and a 50 An thent ettoyleru a - vinyl acetate 

a, copolymer film (vinyl acetate content 14%) was heat mfl adhered. As upport (a lamin ste of al urninum-deposited poly- - 
ester film and polyethylene) was heat sealed therewith leaving a drug rese nloir layer solution inlet in the are of inner 
thernMer2o mm seal Width 4 atm, and ott along the psdp}ieiy or the heartened part. 
00601 A drug raseroir layer solution (50 RL, containing an ethyl arcahol-hoprtpyl nuyristate mixture (mixing who 

7:5) arid ketop rofen at a concentration of 10%) was injected from the Lnhet and the inlet was cc.uipletery heat sa sled to 
25 gfve the percutaneously ebsorptive proodynexan of fle pnwserit movencon. 

ExampLe 2 

00611 In the all C manner as In Ssatnp Is I except that the drug reselvoir lever solution contained an ethyl Will 
no isopropyL nuystate-pjceryl monp rylete mixture (mixtn g ratio 7:2:1 and ketoprofen at a concentration of 1 Out the 

pere utansously absorptive preparation of the present Invenilo u Was Obtained  

Exertrplea 

35 (0062] In the some manner as in Example I except that the drug reserqoir layer aol ulion contained an ethyl eboulol-- 
diatbyr sebacbte mixture (mixing and 7:3) and kefoproren at a concenrrotucn Of ?&f, the p&,corane&u$ absorptive 
Lewin of the Leonard invention me obtained. 

Es ample 4 

40 r0o6) In the same manner as in Exeunple I except that isopropyl niyristata was added to ri A ads calve solution B 
in a proportion of 40% and the drug raaervoir Layer soLution contained an isopropyl elcoluol-isopropyI my mtate mixture 
(mixing rAtio 6:4) and nietop 001cr at a concentration of 10%, the perctneously absorptive preperatlo n of the prose Pt 
iiiemnhcn was otamad. 

45 

ExampleS 

0064] In the same mariner as in Example 4 except diet the ethylene-vinyl acetate copolyine had S vinyl acetate 
content of 5% and the drug reservoir layer aol utlon contained all eThyl aloohol-isopropyr rTiynstete nuixtu re (mixing ratio 

so 5:4) and metop no 101 at a concentration of 10%, the perouturbourad absorptive preparation of the present inve notion Was 
obtained. 

Example 6 

55 [0066J Ion tine Carrie rnarrner es in Examine 4 except that the nthylenn-t4nyl acetate copolymar had a vinyl acetate 
content of 33% and the dl reservoir layer solution contained an ethyl alcohol-isop ropyl nuyristete mixture (mixing ratio 
6:4) and nietoproiol at a concentration of 10%, the percutaneously absonptive preparation of the present i riventiori Was 
obtelned. 
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being 881001116 from i he group consies tug ut a Ikyl acrylates 
con Laming 4t, II carbon atoms in the a Ikyl group and alky] 
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Iymetiaable ’nith said (mclb)acrylatc monomers. and 

a Iherapoutically effective arnouot of ledsetron. The 
t,aaIsd11mmsI drug delivery composition is uscd Ic niake a 
iransdertnal duag delivery device fur thc (Ioivety It 
leriaciron. 
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I, Vitro Skin Penolration Test Method 

6,136,807 

receptor fluid is stirred by means If � madman SL irret 
throughout the experiment to aao re a uniform a.niple and a 
reeluccd diffusion ba,rioro’a an, do,,,) sido It the akin. The 
,an,, olumo of reQeptor had is withdrawn at specthed 
lime intervals (2, 4, 0, 8, nA 24 iou t) and immediately 
replaccst with rrash recoptor fluid. The aiitadrscaqt r000pior 
been is analysed for fing content using con,,cotionaI not 
perform anco held oh 0 at a iograph y The cu mulati,,e 
amount of drog potrelrali [ag the akin and the flux rate arc 

10 calculated. 

SI ability Ibal Method 

Trai.ma I dnae delivera devil’ 0 r000 V atthes were 

30 ology (peak area) ving a UV..Jetector working at 282 mm 
The lay,,111111M Sed below arc usod iii the exanijile,. 
BOA : teooetyl acrylate 
NI’?; N- all, -2pyrrolidono 

.7 IDEA : 2-hydro’tycthyl aerylatc 
IPM  is op ropyl nayrislet’ 
FG: propylene glycol 
Ok oteic acid 

11 LA: marl’ acid 
ELVACITErM: potymethylniethacrylato maeromotaomrr 

o.siIabk bom JCJ AcryJics 
DCp-Lohja 164Z: relcaao liner 1-ZFESTR(MATTE). 

164 Z release linor available from 
45 NIP  ohia Inc. 

Plot 2r,one, of the Copolymors 

The inherent viscosire adon, which are reported below 
wese measured by conventional means using a dana a 

so Fenskc #50 viscotneter in a water bath conIrolled at 27 C. 
to ma,me the auw time of tO toni motors of the polymer 
soltthort (a 35 ji of po)’eaor per decitito, of ethyl acetate). 
�flie (tat procedure and apparatus are dcamribcd in dolail in 
Tesrbook g" PoIy’oer Science, p. W. tiillmeyer, Wiley 

55 Enteracienco. Second &di(fo,, (1 971) pages 84 scó as. 

Preparation of Iaooctyl AcrvlateiN-V’nyl-1- 
pyrrolinc!ENacftem’ 1GZO (77420,31 dbpc,ivmer 

A flaak equipped with On ago ator, o,,tdenae r nitrogen 
60 Intel tuhc and an addirMer fLammel ayes clowged wth iacaclyl 

acrylate 034.75 W. N- III -2,pyrrntidutte (35.0 g) and 
Elvacite’5 I 020 (5.25 g) premixed in a mixture of ethyl 
acetate (231, .25 g) All moLhanol 26 .25 g. The to ixtore atjs 
heated to all C. with medium agitation and purged with 

55 oaitrogen In remove oxygeta. 2,2-Azohtt-(2-methyL-
b1t)onitriIe) (a 26 g, Wall- V-59) was added to iLaitiato 
reaclion. The reaction t:mpc ratu ro ass taiainta med at 57- C. 
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and the reaction was run or real 24 hours. A!ter termina - a soltatioti of 2.19 g Irrisetron it, 4.57 g moth mill  lntenxivc 
ton of the reaction additional ethyl sect ate (90 g) and mixing provided a homogotaeous 114 log ioltatioti. 

methancd (tO g were ad*d. The inktyna,t aiscos)iv was .4 ’flac solution aos cvaaed MID xye]eaac liner (DCP-Lohja 
dl.tg. 1641) and oven dried for 20 minutes at 60 C. The dric4J 

coating was then lanjinaled to a CoTran 9720 backing. 
Preparation of laooctyl Acrylatc/2-I tydroxycthyl The resulting devic had a drug loading of 1.47 mg 
aorytato/Elvncitc le J 020 (59/3912) Copolymer lerisetrun per 1 cmC. 

This copolynler was prepared mass procedure similar to EXAMPLE 5 
III, OilS described sboe for lsooctyl scban-Wny1-2-
pynoILdone/Elvacite’ 1020. The inherent viseosity of The 1 To 35.70 of a solubiota containing 28% by weigrn of 
polymer in cilayl acetate was 0,69 611g. IOA]NVP/HEA 89j9)2 in ethyl acetate there were added 

0.65 g LA, 5.85PQ anal a soluiiora of 1.04 lerisetron in 
Preparaticet of toecatyl acrylate/2.Hyalroxyeihyt 32090,1031001 Intensive mixing provided a ho,laogeueobat 

acrylaie/Nvinyl-2-pyrroLidr,ne (89/2/9) Copolymer coatitag allution. 

A Uask eqr4pped with an sgiiator, iet.Ilmdrym Is The solution was coated onto a release Liner (DCP-t.oh)a 

inlet tube and an addition funtael was charged with isuoctyi 1641) and oven dried for ZIP minutes It 60a The drkd 

acryl ate (155.75 g). N-snyl-1-pyrroIiaIone (15.75 g) and coat] one was then laminated to a CoTran" 9720 backing. 

JjydroveLhyt aciylate (3.50 At premixed in a mixture of The reatiltitag devices had a drug loading of 0.66 ] 

ethyl acetate (249.38 g) and methanol (13.13 g). 2,2. MosLL per o&. 

� Azobis.(1-nlettayl-butyroni,rile) (0.26 g WakON V.59) was 10 EXM4PUI 
added to ioiti ate reaction. The mixture was purged with 
nitrogco to remove oxygen. The misture ’vaIl agitated and To 57.48 6 If a 502W/olD coflMioing 28% by sceigbi of 
healed to 57’ C. and the reaction was ran for about 14 hours IONNVPflulvscite 77120/3 in ethyl acetate there were added 
at this lemperature. Alier maturation ton of ’he reaction addi- 0.55 g of 4.3% by weiglu of 1 .4 di azabicycto[2.2 affairs 
total erft1d neeiaw (17&.13 g) and methanol (93& g) were a o ethyl sedate, 0.50 LA, 9.50g PG and a sotulion of 2.20 

added. The inherent v iscoait y was 1.27 OUR  at Ic risclruo in 6.01 & methanol. ntensive Mixing provided a 
homogeneous coating solurion. 

EXAMPLE I The solution was coated unto a release liner (Sco1cllPakla 

To 4S.74 g of a solution caotaining 39% by weight of 1022) and oven dried for 20 minutes at 60’ C. The drfe4l 
leA/I tEA,tvacite 59(39)2 in ethyl acetate there were added 31 coating was then laminated ro a Col ’In ’ 9722 backing. 

i1te resulting devices had a drug loading of 0.69 mg 0.68 9 GA, &22 gPO sn4 a solution of 6.29 g ofletisebron 
lerisctrott pert cma. in 8,2 gal methanol tntcta,.ive mixing provided a homre- 

neoua coating solution. EXAMI’LE 7 
Ibe solaatioo was ceasrett onto a release liner (DCP-Lohja 

1641) and oven 
dried For 20 minutes at did C. The dried li To 6&20 g or a solution contaiotng 28% by weighr of 

coating was theta Ia mm a Led to a CII)MIL 9720 bactci15. lOAMVPIElvacite 77/20/3 in ethyl acetate bilateral added 
’The teaulling devices had a drug load’mg of 2.37 mg 0,55 got 4.3% by weaght If l,4.dtasabicyolo[2.2.2]octane 
lerisetron per 1 cme  in ethyl acesabe, 5.76 g PPM and a solution of 1.50 ri 

leritetron in 5.44 of methanol. Intensive mixing provided a 
EXAMPLE 2 40 homogeneous coating solubion. 

To 59.13 g of a solution contain i.tg 28% by wetght 01 
Thesoletioo wascoated cm, a release liner (ScoichPak’ 

1022) and oven dried For 20 minutes at 60’ C. The dried 
lOAq’JvP/Elacite 77,20/2 in stiff acetate them were 

0.53 LA. 10.07 PG 2.21 e,tadng was ’hen laminated to a CoTrao’ 9722 backing. 
added, g and a solution of g me rcsa,tiing devices had a dreg loading of 0.52 mg 
lorisetron in 5.23 methanol. Dominionmixing provided a 45 lerisetron per I cmr. homogeneous coating solution. 

The solution was coated onto a release no, (0  EXAMPLE 
104Z) and oven dried for 20 mituarea at 60’ C. The no 
coat Lug was then Ia n mated to a Co l’ran 9720 backing. lb 67.92 g 01 a ajlu lion conlain ing 23% by weight of 
The resulting devices had a drug loading of 0.48 mglOA1NVt/Elv aci to 77/20,3 in ethyl acetate there were added 
lerisatron per 1 co, ° 0.55 g of 4.3% by we ighi of 1A mIIIIML 2  .2]outatic 

in ethyl acetate, 10.24 9 fory and a sl,tudoo or 2.27 
EXJUaIPLtL 3 leriactron in 6.02 a methanol. In,enxive mxing provided a 

homogeneous coatang solution. 
TO 31.73 a of a solution containing 28% or weight of flae solution was noaruef onto a release iine,(SuotchPatiG 

I(yA1N VPrElv acite 77/20/3 ill ethyl ace late ’here were at Is 1012) and oven dried fur 20 minutes at 60’ C. ’flae ddcd 
0.45 g I A, 4.014 If 1 .3-hiatatadiot and a aolulion Of 160 a coating was then tamioated to a CoTra nna 9722 backing. 
lerlselwe it 3.4 g methanol. Intensive mixing provided a The resti,iog devices had a drug loading or 0.68 on 
homuge neout coating solution. leriaclron per I 11130. 

’tile solution was coated onto a release liner (DCP-1 .ohja 
IcC) and oven dried for 20 minutes at by C. The dried 60 EXAaSPLE 9 
coating was ’hen Laminated to a CoTran 9720 baol1ing. To 29.98 g of a solution containing 24% by weight of 
tile reeaalling devicts had a dnag loading of 0.75 nag IoNNVpitvacjte 77/20/3 in ethyl acetate in... were added 
attention per 1 "1. 0.09 g L. 3.34 g PG and a solution of 0.80 g lerisatron in 

g methanol. ]memo,, mixing provided a laomoguoeotic 
EXAMPLE 41,87 

65 coating aolulion. 
10 34.50 If or a solution oanta ining 39% by weighi of The solution was coated onto a release liner (t)Cl’-Lotsj a 

bAil tEA,tvacite 59,39/2 in ethyl acetate there was added feet) and ,,I dried for 20 mibu tee 11 60’ C. 7be diled 
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coating was then laminated to a Central 9726 backin& acr1d ates containing 4 to 12 carbon atoms in the shy1 
The resuting devices Id a drug IW,,g r,( 0.66 meg group and sThy] jorOascilates containing 4 10 12 
lerlac,ron per I cnta. carbon acorns in the alleyl group and One or more 

hydrophulie monomors being copolymarizable wilii 
EXAMPLE lv I 

d (meth)aaylate monn.iaers. fli 
(b) a therapeutically affective amount of Ic tiseiron. 

To 30.13 9 of a solutican containing 24% by weighl of 3. A lefiredIIIII drug dcl Very camrevition of claim 
tOA4vP/El1acite 77i20/3 in ethyl ace’ ate there were added further comprising a peneLIatioll enhanter. 
0.67 g ON 2.08 gpo and a aolutlon of 0.68 g leriaocron IQ 3. A transderrnal drug delivery csmposttion of claim 2 

.60 g methanol. Intonsive mixitig provided a homogeneous wthcrcin said pe rae [ration enhancer is solactad from the group 
coating solution, to uonaisting of aka,, polyols, fatty acids. fatty acid esters, 

The solution was coated onto a release liner (DCP-Lohja fatty J1coolg. and C(OtS JRYI cslces ofa cnb&xy}1c acid, 
I 64P) and oven dried for 20 miilutca at at C, Ite dried and mixtures thorco 
coating was then laminated to a CoTraolM 9721) backiiag. 4. A( .... J,m,m  dnig delivery composition of claim 3 

The resulting davicea had a drug loading of 0.74 Mg 
e,c,o in, niksoe poll is propylene glycol and the falty 

Icriseteon pan 1 cm2. ac or l ac oleic id aurto aci d. id is 
5 A tranader m al drug delivery composition of claim 2 

The irsosde rmal (fifirg delivery devices prepared in wherein the enhatacc r ta present in an amount or from about 
E maples I-LU year, tcstt4j using the akin r,eatrtration teat 10 Er, about 50 percent by wciglit based on the total weigh, 
Ill desarihcd above. The results arc shown in Table I If the romposftlon, 
below he,, each entry is the average or four indepondent 6. A trarodarma I drug delivery composition of ’l l, 
derermin ationa. wherein the enhancer Cs presetir in an arnoittor of troni sblul 

nraaaee& 025ij55 wsigbi Drag k,54ia5 For acts, 
ExampLe o,pe[yaler vi%) (,sfe.o (u,Gui) (L%Iemt,04 Cr) 

I ICC43SffA11V 30% P0 11.9 2.31 CI 
9913912 3% GA 

2 tOAJNVP,-L’LV 12% p  5.9 0.40 t 32 
71fl0I3 2% IA 

8 Pull,Vr1V 1516 3,3’ 1.5 013 128 
71t21e3 0sts4LaL 

3% IA 
4 !OAiTtEAIELV - 10 147 55 

I LO,*ThT,lJhA 32% no IA 066 tIC 
4% IA 

6 tOAJNVPIELV 31% PG I  0,49 ] 09 
1100:3 21 IA 

I C04JNVP:ELV 22% 1PM tI .1 0.62 129 
12,’ 2W1 

S 104rnVWav 32% PG 9.6 a 56 131 
771210 

9 iOAcNVPcSJ_V 1911 1 9.4 One 117 
12130/3 Im IA 

In 1,eadpy,Y 24% PG I2j 014 222’ 
114013 1’ ’A 

beeLiffil % afeettaw,, batud oath, tai.I u,eLgbt or scads 

’ftc tra nade rmal drug del very etevicts prepared in 
RxansØes 6, rally if) were rested l’o’ siathlity using the eat 
method dewirihed shove. 13cc rastalts are shown in Tel 2 
below. 

TABLE 2 

stabaLay nsia 

�:aa a, ph a 
Na. Drag ssateaa afro 2 warha Dra1 eaatcre arts, 4 wmsa 

101  or I 
t02 .I 

10 96,2 903 

.0 mg aartsac La tapanad B. tby p rmar Call i,s of tat a65i,tat Cms 
L)sdrcs the ama,xet IF tha .ta cc-I to 3% 

Wja0 II dssDlcd is: 
1. A tranadermal drug delivery composition comprising: 
0), copolymer nf one or more (aieth)actylak monomers 

heinz aeleeled hoa, Me gwaap conejiofiog of alkyl 

20 toabout 35 percent by weight based on the lotat we igtat 
If the compost tion. 

so 7. A tyanaderma I drug delivery conipnaitfoti of utetrir I 
wherein the lcriaelron ire prcaent in an amount of from about 
2 to ahouL 20 perce tat by weight baacd on the had wetght of 
the 53201 PIddOD. 

8. A trsn,sdcrmal drug deLivery composation of clatnI 7 
vltercin the leriactron is present in an amount at from about 

55 S Jo aboaai lOpercc nt by weight based on tite total wctght of 
the cotair2si60n. 

9. A eratasdermal drug delivery composition of claim I 
wherein Ihe Icrisetron is dissolved In the coItIposJtlon. 

0. A I ranadernia I drug delivery conapositton of claim 
wherein the acrylate monomer 1, selected from the group 
consisting of imooctyl acrylate, 1_o11a1 atrylate, cyclo-
Iaexyl on a to and n-b torfl aceyhad, and naxJu,as thereof, 

ii. A Ira In  dnag delivery fin Pill of claim 10 
wherein the acrylate rilononicr as as000tyl acrylate. 

13. 4 arsajsdcro,M [rug delivery composition of claim I 
as wherein the hydrophitic monomer is s4tected from tla group 

consisting of 2-hydroxyethyl acrylate. N-vt nyla-- 
pyrrolidonc, acrylic add and mixtures hereof. 
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U. A tranadertoal drog delivery composition of claim I (I,) a lltcrapuc justly effective amount of Ic riactroti. 
tvitcpcni rho mrwerphill, m0000jor is ?J-sty-2-pyrro)idone. 19 A method of awAderawl dcEveay of connote, to a 

14. A leanadermal drug delivery eompesiiion of claim I mammal eomprLsig LIte SLeps of: 
whereita the copotymor forther coniprises one or mote 
substantially linear macromotaonaers ctij lymerizhlc with (5) providing a composition accortling ’0 claim 1 
the (taielh$c’yIaLe and hydroplaitic monomers. (b) placing the composition on the skm of a mammal; md 

IS. A trangdomaal drug delisery composition of claim 14 ailowing the composition 1, remain on the akin for a 
wherein the macromotsmer is selected from the group 
consisting of pofymethylmethecryiare. myrenc/crvIocricrik time Se ecien t to allow leriactron to penetra to the akin 

polyetlaer and polystyrene mactomonotnem. of the mammal. 
10 16. A trausdenhial drug deli,cry composilioti of claim 15 20. Amethod of rrca(n%g ins mammal a conthtton eapabte 

where in the mgcrom000naer is polymothyhnethacrylate. of Ireatment by lersetron eonhpriuitig the steps of: 
17. A tranade rtaial drug delivery compoaitton of claim 14 (a) providing a conapcajtio.1 aca,rdhtg to claim I; 

wherein the copolymer comprises from adult 55 to 90 
Percent by weight of (mcth)acrylacc ot000mer% from about (b) placing the composition on the be of a mamnhal and 

7 to anon’ 40 percent 
y 

weigh, or hydamahn, mono mets,at  (C) Jh,. mur he ct’ohpoisljon to remain on in, aktta fi)r a 
and from about I to abotal 7 percent by weight of mac- time suffithetit to establish or maintain a ttaerapoiaticalty 
romonomers based on the total weight of I he copolymer effective blood level of torisetron it, the mammal. 

12 A decc. f,., Itso Dsnsrm al delicate It leriactron 21. A meabod of prevent log and/or treating nauaea and 
comprising a backing Bruce jog a composition aditered to one omesis in t Mammal comorising the steps of: 
surface of I he backing, said compositin ta comprising 10 (a) providing a composition awarding to dfill1 

(a) a copolymer of one or more (mcli,) acrylate monomers 
being aelecteti from the consisting of alkyt <b) p2 acfla aI,e c&mpOSh)Lsn on aJc skin of a mammal; and group 
anrytatos aantaining 4 to 12 carbon stows in the alkyl (C) allowing the conpotiuo n 1, remain on the skin for a 
group and slt<yt mcth acrylaics containing 4 to 12 tame sufficient to cStbltsh or mainrain therapcu lie atly 
carbon atoms In ’tao altryt group and one or more 25 effcctie h)ood Jove) of Ic,iseo is Al mamma. 
bydroptailic monomers being copolyttterizable with 
said (meth)aery]ete monomers, ’Al * 

49 
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Stilt further. the present invention provides a transdermal drug delivery device as defined 

above for the treatment olemesis anthr nausea or for the prevecltian ofemesis and’or 

nausea and the use of the pressure sensitive akin adhesive in the manufacture ot’a 

trarisdermal drug delivery device for use in the treatment or prevention of emesis or for 

5 use in the treatment or prntritjon of flsasea. 

4. Detailed description of the inventiOn. 

In accordance with the present invention it was found that the adhesive layer should 

include an acrylate or methacryate polymer that also includes a hydrophilic coroonosner. 

U is believed that the latter connector provides the necessary solubility of the drug in the 

in adhesive layer. 

Hydrophitic B monomers in connection with the present invention are typically monomers 

that have a tendency to bind or absorb water and are prerably monomers of which a 

hotnopolymer shows a tendency to swell or dissolve in water. F,camples ofB monomers 

include N-viny(-2-pyrrolidone, vinyflmidazoes, 2-hydro’ethylacryiare Irt000 acryfztesof 

Is poly(alkyleneoxide) aIlcyl ether, mono methacrylates ofpoly(alkyleneoxide) alkyl ether, 

acrylamides, methacrylamides, N-vinyl valerolactarn N-vinyl caprolactam vinyl acetate, 

cetra-alkylammosm contaithrxg monomers such as (meth)acr4oxyeihyt 

tritnethylammonjum chloride (meth)acrylo,yethyl triethylarnmoriium chloride, 

� (rneth)acrylamido-ethyl trimethyl ammonium chloride and aminogroup containing 

10 monome, such as dimethyJanti noethykmeth)acryl ate, diethybmino(meTh)aoyiare 

morpholino-ethyl(meth)actylate, piperidino-ethyl(meth)acrylate, piperidino-etityl-

(meth)acrylamide, dimethylanüno-ethyt(meth)acrylamide and diethylamino- - 

edryknoblibucrylamide.Particularly pefe,m is N-Syl-2-pyno1doo 

Prctºrably, the a monomer is free of imoleophi)k gzoupi in paflSar those that are 

23 capable of reaction with ester functions in the copolymer. While not intending to be 

hound by any theory, it is believed that such nucleophilic groups might react with ester 

æuncüon in the copolymer leading to cross-linking of the adhesive layer and accordingly 

reducing the storage stability of the transdermai drug delivery device. Presumably such 

reaction would be catalysid by the drugs which are fairly strong bases. For example, 

30 tmpsct7on has a p& ofabot8 9.5. Preferably, the B monomer is free ofnucleophilic 

RI IRTfl1 ITF RWPWT Sr II t �% 
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Stability test method 

Drug containing patch formulations (10 cm2 patches) were sealed in BARIX pouches and 

stared at the following two cond,t,ons: 

25°C / 60 V, relative humidity and 40t / 75 % relative hairnithty 

The patches were checked for their drug content &eftjre storage sad after 2 and 4 weeks 

storage time. The drug content was determined by removing the liner from the patches 

and placing the remaining patch in ajar with a methanottethyl acetate mixture. Upon 

� stirring over night the adhesive coating dissolved in the solvent mixture. After tThration of 

the solution an aliquot was taken and analysed for the drug content. 

0 List of abbreviations: 

IA: no-octylacrylale 

NW: N-vinyl-2-pyrrolidone 

}IEA: hydroxyeth$ acrylate 

IPM : sopropy) myristate 

it avACJTE: poiymeThylmethac,ylate ,nncromer available from IC! Acrylics 

Preparation of the copolymers used in the examples 

Propantioa of isouctyl so at-sn1pynoidonv (9119) ropolymer 

A flask equipped with an agkator, cotdeasor, thtrogen Inlet Se and an addition 

ftsrmel is charged with isooctyl acrylate (91.0 g), N-vinylpyrrolidone (9.0 g) and 

20 ethtcetate (85 B). The mixture is heated to 60°C with medium agitation and purged 

with nitrogen to remove oxygen 2,2-zob&-(2-ff2ethyl-butyronrthle) (0.] & Wak(’ V-

59) premixed in ethyi acetate (3.0 g) is added to initiate reaction. The reaction 

temperature is maintained at 60°C. Ethyl acetate (L5 
s) 

is adde4 to the polymer solution 

every 30 minutes until the conversion of isooctyl at,ylate to polymer reathes a jilmumit 

25 ofgS%, typically 20-30 hours. An additional charge of22-azobis_(2-methyl-

butyronitrile) (0.1 g) premixed with ethyl acetate is added after S hours and 9 hours 

sUBsTflhlT SHFFT IMiP t wa 
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ropLsetroa per 10 cm2. Samples of these devices with a size of 1.55 unit were tested with 

respect to the drug releas’penetration characteristics through human cadaver skin (HCS). 

The cumulative amounts released after 24 hours was 112.0 pcm. This corresponds to 

18 82 % of the initial drug loading. 

S EXAMPLE 6 

To 50-45 g of adhesive solution (IOA/}TVp/ELVACITETM 1020(77/20/3); 28.1% solid 

content) 014 g oftropisetron, 3.91 g MM and 5.09 g methanol were added. The solution 

was stirred at room temperature until all tropisetron was dissolved. The coating solution 

was coated onto a release liner (SCOTCHPAKTM 1022) at a wet thickness ofdSO1im and 

lo overt dried for 20 ritwes at orG. The dived coatings were than laminated with 

SCOTCF[PAKha 1109 backing. The resulting device had a drug loading of 5.3 mg 

tropisetron per 10 cm’. Samples of these devices with a size of 155 cm2 were tested with 

respect to the drug releas&penetratioo characteristics through human cadaver skin (lies). 

The cumulative amount released after 24 hours was 8S.0 RgIcm2 for the system with 

Is SCOTCFIPAJC1M 1109. This corresponds to 16.6% of the initial drug loading. 

EXM1I’LE I 

To 287.5! of adhesive solution (10An4ENELVACITErI 1020(59)39(2); 39.2% solid 

content) 8.77 gal tropisetron, 31.77 g PM and 30.0 g methanol were added. The 

solution was stirred at room temperature until all tropisetron win dissolved. The coating 

o solution was coated onto a release liner (Daubert 64?) at a wet thickness of4o0am and 

oven dried for 20 ,thnutes at 60°C The dried coatings were then laminated with 

SCOTCHPAICrM 1109 backing. The resulting dece had a drus loading of 5.7 mg 

tropisetron per 10 cm’. Samples ofthese deices with a size of 155 nn2 were tested with 

respect to the Insly release/penetration characteristics through human cadaver skin (NCS). 

s The cumulative amomit redeemed after 24 hours was 159.6 FtgIcm2 for the system with 

SCOTCHPAICTh’ 1109. This corresponds to 28.0% of the initial drug loading. 

Stability testing of this formulation revealed a crosslinking of the drug-in-adhesive matrix 

and a decrease in the drug content of more than 10% within 4 weeks of storage. 

glIRcnttn-r wccretl,c , 
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CLAIMS 

- A transderm& thl2g delivery device comprising on a becking an adhesive layer, said 

adhesive layer comprising: 

(a) a copolyrner of one or more A monomers and one or more B monomers said 

A monomers being selected from the group consisting of a&ylaczylates containing 4 to 12 

carbon atoms in the alkyl group and alkylmethacrylatea containing 4 to 12 carbon atoms in 

the alkyl group and said B monomers being hydrophilic monomers copoymerizable with 

said A monomers, and 

S (b) a therapeutically etieclive amount of a ImS selected from the group consisting 

to of,ropisetron and granisetron. 

2. A transdeniial drug delivery device according to claim I wherein said B monomers are 

No of nucleophulic groups selected from the group consisting ofhydrorcy, thiol  primary 

amino groups, secondary amino groups and acid groups. 

3. A transderTnal drug delivery device according to claim I wherein said B monomers are 

is selected from the group consisting ofN-vinyl-2.pyrroiidone, vinyliniidazo{es, mono 

actylates of poly(allcyleneoxide) alkyl ether, mono methaorylates of poly(alkyleneoxide) 

alkyl ether, acrylamides, N-vinyl valerolactam N-vinyl caprolactani vinyl acetate, tetra-

alkylamnionitmi containing monomers and tertiary amino group containing monomers. 

4. A transdermal drug delivery device according to any of claims Ito 3 wherein said 

20 copolymer is a copolymer of one or more A monomers and one or more B monomers 

and a macrozuer copolymerizable with the A and B monomers and said macromner having a 

weight average molecular weight between 500 and 500000. 

5. A trw,therma) thug delivery device according to claim 4 wherein said macromer is 

selected from the group consisting ofpolymethylmethacrylate macromer, 

25 pouediyiacryMte macranter, polystyrene macron,er and polystyreneaayIonitdle 

ni aci o m CI’ 

6. A tranadenial drug delivery device according to claim 4 wherein said copolymer 

comprises between) and 7% by weight of units derived from said macromer. 

, ’nqtm’n artt to. Ii C 
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prOgestin) present in the drug delivery system to 

crystallize within the system. This permits the 

active agent to remain effective over the entire 

period of time of delivery to the patient through 

the drug delivery device. The presence of the 

graft moieties enhances the ability of the 

adhesive system to retain its structural integrity 

and adhesive character during the period of use of 

the drug delivery device. More specifically, the 

10 presence of a graft macroneric moiety containing 

hydrophilic repeat units enhances the 

compatibility of any drug flux enhancer with the 

graft copolymer. 

The pharmacologically active agent to be 

15 administered by use of the transdermai drug 

delivery means is employed in a conventional 

manner. Suitable active agents include those that 

are compatible with the administration system of 

the present invention and exhibit the expected 

20 benefit upon percutaneous administration. Such 

active agents include, without limitation, 

antibiotics, antipyretics, analgesics, anti-

inflammatory drugs, aatihistaminics psychotropic 

drugs, coronary vasodilators, antiarrhythmics, 

25 antihypertensives, chemotherap�utLC drugs, 

anticancer agents, antiemetio, vitamins, 

antJspasaodies, antitussives, antifungal drugs, 

steroids, etc. Exemplary of the most commonly 

transdermally-adpjnistereci active agents are 

30 cicnidine, estrodlo:, nicotine, nitroglycerine and 

scopolamine, each commercially available in 

transdermal devices. See U.S. Patent No. 

,32,819, herein incorporated by reference, for 

a more detailed discussion of suitable 

35 percutaneous administered active agents. 
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W1AT IS CiD_jj 

1. A normally tacky graft copolymer pressure 

sensitive adhesive comprised of a backbone polymer 

having a polymeric moiety grafted thereto, 

comprising the reaction product of: 

(1) at least one A monomer consisting of a 

monomeric acrylic or methacrylic acid ester of a 

non-tertiary alcohol, said alcohol having from I 

Sto 30 carbon atoms, wherein at least about 30 

10 percent by weight of said A monomer consists of a 

monomeric acrylic or nethacrylic acid ester of a 

non-tertiary alcohol having at least U carbon 

atoms, and said at lean one A monomer exhibiting 

an average number of carbon atoms in the alcohol 

15 portion of the total acrylic or aetbacryiic acid 

esters of at least lG 

2) at least one optional B monomer, 

(3) an optional polymeric graft moiety 

having a T greater than 20&C, and 

20 (4) a graft macroner 0 containing_repeat 

hydrppilic units. - - - � 

2. A pressure sensitive adhesive drug 

delivery composition for use if the transdermal 

administration of a pharmacologically active agent 

25 comprised of a homogeneous admixture of a 

hydrophilic nacromer reinforced copolymer and a 

pharmacologically active agent, said copolymer 

comprising the reaction product of: 

(1) at least one A monomer consisting of a 

30 monomeric acrylic or methacrylic acid ester of 

non-tertiary alcohol said alcohol having from 1 

to 30 carbon atoms, wherein at least about 30 

percent by weight of said P monomer consists of a 
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monomeric acrylic or methacrylic acid ester of a 

non-tertiary alcohol having at least 12 carbon 

atoms, and said at least one A monomer exhibiting 

an avenge number of carbon atoms in the alcohol 

5 portion of the total acrylic or methacrylic acid 

esters of at least 10, 

2) optionally at last one B monomer. 

(3) optionally a polymeric graft moiety 

having a Tg greater than 2GW, and 

10 (4) a graft macraTher 0 containing 

hydrophilic repeat units. 

3. A transdermal delivery system for 

administering a pharmacologically active agent 

comprising a flexible backing material impermeable 

25 to said active agent and a pressure sensitive 

adhesive layer on at least a portion of said 

backing layer in homogeneous admcture with said 

active agent, said pressure sensitive adhesive 

comprising a graft macromer reinforced copolymer 

20 formed by the reaction of: 

1) at least one A monomer consisting of a 

monomeric acrylic or methacrylic acid ester of a 

non-tertiary alcohol, said alcohol, having from 1 

to 30 carbon atoms, wherein at least about 30 

25 percent by weight of said A monomer consists of a 

monomeric aoryic or methacryaic odd ester of a 

non-tertiary alcohol having at least 12 carbon 

atoms, and said at least one A monomer exhibiting 

an average number of carbon atoms in the alcohol 

30 portion of the total acrylic or methacrylic acid 

esters of at least 10 

(2) optionally at least one B monomer, 

3) optionally a polymeric graft moiety 

having a T greater than 20’O, and 
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(4) a graft macromr U containing 

hydrophilic repeat units. 

4. The product of any one of claims l 

wherein said graft moiety C is a polymerized 

monoalkenyl-substituted aromatic hydrocarbon. 

S. The product of claim 4 wherein said 

Polymerized monoalkenyl-substituted aromatic 

hydrocarbon comprises polystyrene. 

6. The product of any one of claims l-

10 wherein said at least one A monomer comprises an 

ester of acrylic or methacrylic acid with a non-

tertiary alcohol selected from the group 

consisting of 1-butanol, l-pentanol 2-pentanol, 

3-pentanol, Z-methyl-1-butanol, 1-methyl-i-

15 pentanol, 2-methyl-1-pentanol 3-methyl-I-

pentanol, 2-ethyl-1-butanol 355-trimethyli-

hexanol, 3-heptanol 2-ootanol 1-decanc,1, and 1-

dodecanol. 

7. The product of any one of claims 13 

20 wherein the A monomer is present in the copolymer 

in an amount within the range of from about 20 to 

80 percent by weight. 

a. The product of any one of claims 13 

wherein the B monomer is present in the copolymer 

25 in an amount within the range of from about 3 to 

30 percent by weight. 

9. The product of any one of claims 1-3 

,herein the U mactamer is present in the copolymer 
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Como resultado del examen de tondo, realizado con fundamento an el articulo45 de 
Is Decision 486 de Is Comision de Is Comunidad Andina, se Is comunica: 

1. Docunientas esttadiados: 

1.1. Descripclon: (Folios: 4 a 35) come Se radicO inicialmente. 

12. Reivindicaciones: 1 a 29 (Folios: 36 a 39) comb Se radico 
ncafrnente, 

1 3. Prioridad: 05/0212003, GB 0302662.2.. 

2. AnaIisis do to Prioridad: 

La prioridad de Is presents solicitud corresponde al objeto reivindicado. 

3. Objeto de Is invencion: 

La presente solicitud as titula: GranisetrOn transdern1cQ. 

El objeto de )a presents, soUcilud Se -efiere a perches transdermicos comprendiendo 
granjsetrOn a uses dales mismos y a mØtodos pare all preparación. 
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Segôn a description, las nauseam y vOmitos son frecuentements los sintornas mae 
debilitantes y desalentadores de las medicaciones administrades a pacientee con 
cancer. Los efectos secundarios do vOniito no sonsolo desagradables debido a Is 
condicôn, per Se, pueden coriducir a seuia desiidrataciOn y attn rnala nutrición. 

La quimioterapia citotOxica Be piensa quo libera serotonina de ciertas celulas del 
intestino delgado. La serotoriina liberada puede estimular los nervios aferentes 
vagales a travØs de los receptores SHT3, estimulando a& el reflejo de vomito. De 
acuerdo con lo anterior, as asume quo Jos medicamontos entagonisticos del receptor 
5l-1T3, tales como ondansetron, granisetron y tropisetrOn, ejercen sus efectos al 
bloquear serotonina, tanto perifericamente, an terminales nerviosas vagales Como 
centralrnenele, an a rona de accionamiento del quimkorreceptor. 

Los antiemØticos antagonisticos del receptor 5HT3 so administran actualmente do 
manors intravenosa, oral o rectal. La adrninistraclon intravenosa puede realizarse 
solamente bajo supervision medics y cause incornodidad del paciente significotiva, 
fall como rojez y quemadura an el sitic de inyeccion. Los problemas Be agravan an 
medicine pediÆtrica, pertenecientes at desagrado de los niflos por las agujas 
siempre existen preocupaciones con respecto a las lesiones por adhesion de Is 

� 

En of capitulo reivindicatorio as reclama lo siguiente: 

Reivindicaciones 1 a 28 (folios: 36 a 39): Un parche adhesivo adecuado para Is 
administraciOn transdermica do 9ranjsetr6n, 

ReivindicaciOn 29 (folio: 39): Un metodo card of tratarniento de una condician 
asociada con aclividad do! receptor 51-1T3 an un paciente en necesidad del mismo. 

El problems planteado an esta solicitud as Is necesidad del sistema de suministro de 
modicamento no oral capaz de mantener los niveles de plasma constantes de 
agontes antierneticos durante periodos extendidos do tiempo. 

La soluciOn propuesta por Is presents solicitud consists an Un parche adhesivo 
edecuado pare administracion transdermica de granisetrOn. 

� El objelo de Is solicitud definido anteriormente so clasfficO an Is IPC A61K 9/07, 
31/439. 

4. De Is solicitud de Patente 

4.1 Reivindicacionos (erticulo 300486) 

De acuerdo con in revelado an el capitulc reivindicatorio, las reheindicaclonos 15 a 22 
(folios: 37 y SB) due Be relacionan con un parche transdermico do grariisetrOii, està 
caracterizado por un metodo de tratamiento, to cuat no son clams debido a qua estas 
reivindicaciones Se deben caracterizar por sus componentes. 

5. Excepciooes de Patentabilidad (articulo 20 0486 literal a) -d)) 

De acuerdo con to anterior, la(s) reivindicacion(es): 15 a 22 y 29 (folios: 37 a 39), qua 
as refiere(n) a in rnØtodo do tratamiento, no as (son) patentable(s) porgue as 
encuentran dentro de las ecopciones do patentabilidad. 



U 

6. Anilisis de a(s) Oposiclon(es): (articuio 43 0, 486) 

No Se presentaron oposiciones at objeto reivindicado. 

7. Deterrnlnacion del Estado do Ia Thcnica: 

La fecha qua Se ha tenido an cuonta para determiner el Estado de Is Tecnica as  

Fecha de presentaclOn de a solcitud prioritaria 5-02-2003. 

Teriiendo an cuenta Is fecha indicada, Se buscaron documentos del estado de Is 
tecnica relacionados, con fecha de publicacion anterior a esta. 

Se encontrd come anterioridades qua pueden atectar to patentabilidad del oteto de 
Is presents solicitud: 

Fecha de 
NO Documento Titulo PubJicacion 

01 EP 1044884 
Percuteneuosly absorbable 18 de octubre de 

preparation 2000 
Composition for the transdermal 24 de octubre de 

02 US 6136807 delivery of lersetron 2000 
Tranedermal drug delivery device for 

3 de diciembre 
03 WO 98/53815 the delivery ottropisetron 

de 1998 
granisetron  

Transdermal pressure sensitive 
adhesive drug delivery system and 27 de agosto de 

CA WO 98/37111 pressure sensitive adhesive used 1998 
therein  

B. Anilisis de patentabilidad (articulo 14 0486) 

� 8.1 Nivel inventivo (articuIolS 0486) 

La presents Solicitud de Patente reivindica lo siguiente: Up parche adhesive 
adecuado pare Is administraciOn transdØm,ica de granisetrOn, an donde ci adhesivo 
as un adhesive artifice conteniendo porciones de hidroxiia no acidic, una canfidad 
fisiolOgicamente efectiva de granisetron cargÆndose an el adhesivo. 

La anterioridad EP 1044684 (folios: 74 a 78) Se relaciona can one preparacibn 
absorbible via porcupines quetiene una caps adhesive eonformada porpolimeros de 
acrilato y metacrilato, come par ejomplo: actuate ae bidroximetilo, actuate de 
hidroxietilo acrilato de hidroxipropilo, acrilato de bidroxibutilo, metacrilato de 
hidroximetilo, metacrilato de hidroxietilo, metacrilato de hidroxipropilo, metacrilatode 
hidroxibutilo. Este tire de preparacion sirve cars administrar diferentes tipos de 
fØrmacos incluidos los antiemØticos. 

El documento US 8136807 (folios: 79 a 83) as rears a una composition pare 
liberacion tranadermica de lorisetr6n qua comprende un copolimero de uno 0 ms 
monomeros de metacrilato, came porejemplo acrilatos de aiquilo qua cantienon 4 a 
12 carbonos an el grupo alquilo y metacrilatos de alquilo tambiØn can 4 a 12 



M. 
carbonos an el grupo alquila, y tambien comprende one cantidad efectiva de 
Ierisetro n. 

La anterioridad WO 98/53815 (folios: 84 a 88) menciona Ufla forma de liberaciori 
transdermica de tropisetrón a granisefrón, qua comprendo  one caps adhesive 
compuesta por copolimoros de uno a mØs monomerosA y uno o mas monomeros B, 
entro los cuales estan el acrilato de 2-hidraxietilo (FlEA) y mono acrilatos do 
poIi(aIquIenoxido)-aIquI-eter. En 05th dacumento as observe Is preparaciOn del 
paroho adhesivo cuyo principia activo as el tropisetrOn. 

El documento WO 98/37111 (folios: 69 a 93) menciona formas transdermicas pare 
liberacion de fØrmacos coma por ojemplo antiemeticos; el sistoma de liberaciOn 
transdermico comprende at menos on monomero A qua consists dew, ester do 
Æcio acrllico a metacrilico, on monômero By una unidad polimerica C. 

Estos documentos revelan Is existencia y ampllo uso de formas transdermicas tipo 
perches transdermicos qua empleari coma adhosivo Un polimero derivado acrilico 
coma for ejomplo metacrilalos y acratas de hdroxipropiko, hidroxiotilo 
hidroximelilo, para Is liberacion de antiemeticos tipo granisetron a fÆrniacos quo 

� tambien son antagonistas de 51-tTh coma $1 trapisetrón. 

El problems teenico planteado an osta solicitud: Is necesidad del sistema de 
suministro do rnedicamento no oral capaz do mantener los nhieles do piasma 
conslantes de agents antiemeticos durante periodos extendidos de tiernpo, so 
habla resuefto previamente mediante parches a preparaciones transdOrmicas ya 
conocidos(as). Par esta razOn Se considers qua los componentes de tos parches 
trarisdermjcos reivindicadas an Is presente solicitud son evidentes para una persona 
medianarnente versada an Is matera. 

La reivindicacion I a 14 23 a 28 de esta solicitud no menciona una caracteristica 
qua concede un efecto inesperada a especial aloe parches tr.ansdØrrniqos, qua 
pueda considerarse coma on sports a Is tecnlca, asi qua. son obvios para Una 
persona versada an Is niatoria. 

AdemØs, puosto qua DI, D2, D3, D4 divulgaban previamente parchestransdern,icos 
� (foIios 74 a 93), una persona conocedora de Is materia motivada portal sugerencia 

lograrla el abjeto do esta solicilud parcheslransdormicos do granisetrOn; do manera 
qua pare una persona mothanamente versada an a matsria serla obvio emptear 
estos documentas. Por to cual puede no haber Nivel Inventiva. 

g. conclusion: 

Los requi&tos do patentabi)kiad de a presentesolicitud so encuentran afectados asi: 

nto Pr Reivindicaciones Requisito quo afocta fectadas 
 1 a 14, 23 a 28 Nivel Inventivo02

 US 6136807 

"04WCOU9801371

I a 14, 23 a 28 Nh’s) Inventivo5
 1 a 14,23a28 Nivel Inventivo1
 1 a 1423 a 28 Nivet Inventivo 

En cumplimiento del articulo 45 do ía Decision 486 de is CornisiOn de Is Comunidad 
Andina, Se Is indica qua debe dar respuesla dentro del tØrmino de sesenta dies 



contacts a partirde Is fincha de Is notificación Os Is  presents comuncacOn. En Cac 
its no dar respuesta al presents requeriniento a Si a pesar de Is respuesta 
subsistierari los impedimentos pars Is coneesión, as denegara Is patents. 

Wotifiquese S presente alicia conformo a a dspuestoen ci numeral 5.2, itemJ 0), del 
capitulo quinto del titulo primeyde Is Circular Unica N ID de 2001 

ALIX CARMENZA CESPEDES DE VERGEL 
Jets do Is Givisioqde Nuevas Creaciones 

ElJqe notiticado por fijación an lista, de 
feche I r Jwfl. 2uu 
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