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Anexos:

B Comprobants de pago de la tasa de presentacion de la solicitud por $ 422.000.00.

O Comprobante de pago por reivindicacién de prioridad.

Bd Documento que acredita la existencia y representacion legal cuando el solicitante sea persona
jurldica.

Poderes, si fuere ol caso.

O Documento de cesién del inventor al solicitante o a su causante.

O Declaraciones.

(| Copia de la solicitud intemacional. (Resumen, descripcion, reivindicaciones, dibujos)

. Traduccién de la solicitud internacional al castellano. (Resumen, descripcion, relvindicaciones,
dibujos)

X Copia del examen preliminar efectuado por la IPEA.

B Traduccién de! examen preliminar efectuado por la IPEA.

1] De ser el caso, copla del contrato de accsso.

O De ser el caso, documento que acredite la licencia o autorizacibn de uso de conocimientos
tradicionales de las comunidades indigenas.

| De ser el caso, certificado de depdsito det matarial biolégico.

O Arte final 12x12

O De ser el caso, informacién sobre otras solicitudes de patente o titulos obtenidos en el extranjero

por el mismo titular o su causants, relacionadas parcial o totalmente con la invencién de esta

solicitud.
. X Otros: FORMA PCT/IB/3068 NOTIFICACION DEL REGISTRO DE UN CAMBIO (NOTIFICATION OF THE
RECORDING OF A CHANGE) — CAMAIO DE NOMBRE DEL SOLICITANTE

@ FIGURA CARACTERISTICA

(X

Solicito la concesién de la patente,

NOMBRE: EMILIO FERRERO

FIRMA : QQ— !..-C < J
C.C. 438.019 de Usaquén T.P. 31.929
S iBPRP
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A‘TE]'-_-_,]" RS- 179 Representacién y Poder con autenticacién notarial y Apastille
ABOG Abds - para patentes, modelos de utilidad, disefios Industriales,

« EDIFICIO SISKI marcas de fibrica, nombres comerciales, ensefias, nombres
CARRERA 43 N* 72-33 de dominio, lemas comerclules, licencias.

BOGOTA, 8 - COLOMBIA

Representation snd Power-of- Attorney  with notarial
authentication and Apaostille for patents, utility models,
Industrial designs, trademarks, commercisl names, trade

emblems, domain names, slogans, licenses.

REPRESENTACION Y PODER REPRESENTATION AND POWER- OF- ATTORNEY
13388
Yo (nosotros), abajo firmado ()1 (we), the undersigned 0s64
BOEHRINGER INGELHEIM PHARMA GMBH & CO. KG
domiciliado (s &) enof
55216 Ingelheim, Germany

por el presenie nombramos a EMILIO FERRERO, tpe. 31929;
GONZALO PERDOMO, tpe. 831; LUZ CLEMENCIA DE PAEZ, tpa.
35 y GERMAN CAVELIER, tpa. 832, domiciliados en Ia Carrers 4°
12 335, Bogotd, Colombia, en obedecimiento a lo dispuesta en ¢l

parigrafo lo del Artleulo 543 del Codigo de C;:mm:lo. el primero como -

principal y los demds como suplentcs, en su orden, como mis (nuestros)
representantes en todos los asuntos de propiedad industrial con facultad
pare recibir notificaciones y nombrar apoderados judicinles o
extrajudiciales. E] primer representanie suplente reemplezaré al principal
¢n caso de avsencia o impedimento temporal o definitivo de aquél. La
misma regla se aplicard cuando ¢l segundo representante: suplente haya
tle reempluazar al primero, o el tercero sl segundo. En tales casos, el
represeqtante principal, o el primero, o segundo s'uplente.. €n Su caso, 0
ambos, declarardn su intencidn de no gjercer la representacidn mediante
declaracién sulenticada por Notario Piblico en Colombia, o por Notario
u otro Funcionario Pblico, o Cénsul de Colombin, en el extranjero; y si
se tratare de impedimento, con el certificado respectivo. Si alguno de los
nombrados faltare definitivamente, el siguiente tomani su lugar. Cuando
cesore la ausencin o impedimento del representante principal, o de su
rimero 0 scgundo suplentes, en su ceso, podrin cjercer la
tacién, cn su orden; uno u otros scgin el casd, asumiéndola por
¢l solo hecho de cjercerla, cesando en ese momento el ¢jercicio de la
representacidn por el primero, segundo o tercer suplente en su caso.

Ademis, conlicro (conferimos) poder » los abogados arribs nombrados,
pan abtencr la proteccién de mi (hucstra) propiedad industrinl y conura
la competencin desical, a cuyo efcecla mulorizo (amas) a los dichos
apoderados para que me (nos) represcrten ante cualesquiera entidades o
personas, cjerzon o no jurisdiccién, especislmente ante las del orden
administrativo, contencioso administrative y judicial, asi como los
tribunales de arbitemento, en lodo lo concernienle a los siguientes
asuntos; a) Oblencidn de patentes de invencion, modelos de utilidad, y
dischos indusiriales; ¢l regisro de marcas de fdbrica, colectivas,
defensivas, de scrvicio, lemas comerciales, nombres comerciales,
cnseilas, nombres de dominio, variedades vegemales y denominaciones de
origen; su renovacitn, traspaso, ¢ambio de nombre o domicilio,
cancelacién volunterin; y el registro de licencias de uso de esos derechas;
b) Las acciones de competencin desleal, proteccién del consumidor,
oposiciones u observaciones, cancelacién administrativa y judicial,
nulidad, medidas cautclares, concesidn de licencias, la tuteln, la
proteccion de secretos indusirinles, y en gencral los juicios civiles,
pennlcs, sdministrativos o contenciose administrativos relecionados con
cstos derechos; acciones y procesos que promovamos 0 3¢ nos

© CAVELIER ABOGADOS
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in due compliance with the terms of paragraph 1si. of article 543 of the
Commercial Code, do hereby appoint EMILIC FERRERO, tpa. 31929;
GONZALO PERDOMO, tpa. 831; LUZ CLEMENCIA DE PAEZ, mpa
23555 and GERMAN CAVELIER, tpa. 832, domiciled at Carrera 4* N*
72 35, Bogow, Colombin, the first as principal and the others as
alternates, in the onder of their appointment, as our representattves for all
industrial property matters with faculty to receive notifications and to
appoint attomeys in and ow of Court. The first alternate shall replace the
principal in case of his ebsence or of temporal or definitive impediment.
The same rule will spply when the second aliernate representative is 1o
replace the first one, or when the third is to replace the first or second
alternates in their tum, or both of them, second. In such cases, the
principal represeniative, or the first or second altemates in their tumn, or
both of them, shall state their intentlon not to act as representatives
through a declaration given before a Notary Public in Colombia, or befare
a Notary or another Public Official or a Colombian Consul abroad; and in
case of impediment, the appropriate certificate shall suffice, If any of the
appointees were (0 be definitely absznt, the following altemate shall take
his place. When the sbsence or impediment of the principal
representative, or of the first or second altemate in their tumn ceues. the

representation can be taken F&Mm“

first or second alternate depcmm

exercise will suffice. The
second or third alicrmates in

In addition, we grant a Powér oF' Auomeyin:favor, of the lbove amed
attomeys st law so that lhey mny obmn lhe prolcchn ol‘ m¥% (our)
industrisl property and agam.ﬁ MQnm'meﬁlﬁF?#m rpase
I (we) suthorize the said uﬁﬁ&?‘tﬁ*ﬁﬁﬁ*‘nt’?ﬁé’( any
suthorities or persons, with or without jurisdiction, specially thase
administrative, administrative contentious and judicial, as wel! as before
Arbitration Court, in all matters concerning the following: a) Obtainment
of patenis, ulility models and indusirial designs; the registration of
trademarks, collective, defensive and service marks, slogans, commercial
names, trade emblems, domain names, vegetal varielies and
denominstions of origin; its renewnl, assignmenl, change of name or
domicile, voluntary cancellation; and the registration of licenses of use of
the sbove rights; b) Actions of unfair competition, protection to the
consumer, oppositions or observations, administrative or Court
cancellation, nullity, infringement, granting of licenses, the action for writ
mandamus, the proteetion of trade secrets, and in genceral the civil, penal,
and administrative suits releting 1o those rights; actions and suils
instituted by me (us) or against me (us). And thst in all the above maiters
they msy substitutc this Power of Attomey, compromise, conciliste,
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promuceven. Y pars que en todos los ssuntos amiba determinados, puedan admit the facts of the case, desist, cancel, n:eewe.nslgn.and
sustituir este mendato, transigir, conciliar, admitir los hechos del dane by representatives without a power of sttomey.,

proceso, desistir, cancelar, recibir, renunclar, y ratificar los actos de
agentes oficiosos.

r
Dado y firmado hoy/Given and signed this_ 21 doys o Mareh——— .

enfin Ingelheim
pocfby :
Firma Signature '
BOEHRIN! INGELHEIM PHARMA GMBH & CO. KG [

ppa.

f
Dr. KLAS I
Head of Parent Department ;
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7. Miclact Kivppter

cs auténtica; que el signatario desempelln actualmente el cargo

!(UTENTI\.ACION NOTARIAL (SOCIEDAD)

s El infrascrito Notano Cemﬁca Que |a firma que antecede de

The undersigned Notary certifies: That the preceding signature
of 1.Mr.Dr.Heinz-Gerd Klés and
2.Mr.Dr.Michael Kompter

is authentic, that the signatory currently nctl in the position of
procurists

of the company _Bgehringer Ingelheim Pharwa
GmbH & Co. KB ,

a company currently existing and organized under the laws of
Germeny

that the address is _ 55216 Ingelheim am Rhein
Binger Strafie 173

Dado y firmado en

‘ a—’ %H

e L

KOSTENRECHNUNG ;
Gebihr fGr die
Erteilung der
Legalisation

Wert: EUR 20.000,00
JVKostO v.26.7.57
i.v.m. § 45 KostO
Gebiithr: EUR 18,00

Mainz, den 24.03.03

Ju ekretarin

(Convention de La Haye du 5 qugyﬁﬁ“%f 1
TARFC 3.

and that the signatory has the power to grant this document.

The Notary Public is aware and attests to the above facts upon
examination of the corresponding documents.

Given and signed in_Ingalheim sm Bhain

On_the 21th day of March 2003
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1. Land Bundesrepublik DeutachF'ﬂﬂ e EON £ i, atrso)
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Diese 6ffentliche Urk% FEB iﬂﬂ‘l
Dl ." t
ist unterschrieben von T ]
sﬁ#
Alfred Fu ¢ h a

in seiner Eigenschaft &ls Notar"
gie ist versehen mit dem Dienstsiegel
des Alfred Fuchs - Notar in Ingelheim am Rhein

Bestdtligt

in Mainz 6.

am 24.03.03

durch den Prasidenten des Landgerichts
unter Nr. 269/2003
Stempel/Siegel 10. Unterschrift

In Vertretung:

{
o~
A Al
(Dr. Harald Bing)
Vizepriasident

"UR.Nr. 571/2003 (‘

NOTARIAL AUTHENTICATION (COMPANY) L)
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TRADUCCION OFICIAL No. 9468
de un documento escrito en Alemadn, efectuada por Luz Arriaga de
Herber, resoluciétn del Ministerio de Justicla 599 del 6 de

marzo 1978.-~

Traduccién de los sellos y autenticaciones en Alemadn que
aparecen en el documento de representaciédn y poder, escrito en
espaficl e inglés, por medio del cual la firma Boehringer
Ingelhei.m Pharma GmbH & Co. KG, domiciliada en D-55216
Ingelheim am Rhein, Alemania, otorga poder a EMILIO FERRERO,
tpa. 31929; GONZALO PERDOMO, tpa. 831; LUZ CLEMENCIA DE PAEZ,
tpa 23555 y GERMAN CAVELIER, tpa. 832, domiciliados en la
Carrera 4 No. 72-35, Bogota, Colombia. Dado y firmado el 21 de
marzo 2003 en Ingelheim am Rhein por loa sefiores Dr. Heinz-Gerd
KILAS y Dr. Michael KOMPTER, representantes legales de la

mencionada firma.

IRELy

; T oG
antecedentes por el notario de Ingelheim -_r-- Bhadibue I:E’q;:}

Fuchs, el 21 de marzo 2003, bajo el No. 571/2§0 -3
*3
COSTAS: e LOTARIO MEDINA

Derechos de legalizacién

Valor: EUROS 20.000,-- E-:fu\:f,}?\ A e r:lig.r"tl!cl;.‘:‘:
b_ (4
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JVKoatO del 26.7.57 en combinacién con Art. 45 KostO
Derechos: EUROS 18,00

Mainz, 24.03.0%

Fdo.: ilegible,

Secretaria de justicia

APOSTILLA
(Convention de La Haye du 5 octobre 1961)
1. Pais: Repiiblica Federal de Alemania ™ '?
Este documento piblico ?3
2. Ha sido firmado por el notario Alfred Fuchs :

3. Actuando en calidad de notario
4. Lleva el sello oficial del notario de Ingelheim am Rhein,
Alfred Fuchs

Certificado
en Mainz 6. el 24.03.03

5.

7. por el Presidente del Tribunal Regional
8. bajo el No 269/2003 7/
9.

'“'rongi_'

"o
Sello 10. Fi ﬁﬂ::g&?;:'lﬂ%m:

X100 & 1y, S0tNL
.\!m:- :-_".:-n "'l

Tribunal Regional de Mainz Fdo.: i
' (Dr. Ha

-

Vicepre¢sidente ;&... " !
IR ANl S A Y F

[ Nus o Y

e —— f'.u_mgg‘l-sftousom‘

ES TRADUCCION FIEL Y COMPLETA, de la cual se deja copia ‘e
archivos de estas oficinas para su confrontacién.

Bogota, 7 de abril 2003

LUZ Akihi..alk uk GENBER
AADUSTOAN VU 'il Ar1E QFJCIAL

J.‘%Q ::tfj%;mal;éla"

2
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(12 INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Inteflectnal Property Organtzation
Iniemationa! Burcap

1{43) Internationa} Publication Date
27 February 2003 (27.02.2003)

PCT

1 R L M R

' (10) Intemational Publication Number

‘WO 03/015787 Al

(51) Isternationn! Patent Clagsification”>  ASUK 31/517,
31M22, 3174045, 31/48, AG1P 29/00, 25/06 // (A61K

317317, 31:422) (AG1K 31/517, 31:4045) (ASIK 317517,
31:48)

(21) Internsiional Application Numbex: PCT/EPOV0ES93

- (22) Inhrnllon-ll Filing Date: 10 Augnst 2002 (10.08.2002)

AT 0 A

(25) Fillag Language: English

{26) Publication Langusge: English
(30) Priority Data:

101394100 - 17 Augms12001 (17.082001) DB

(71) Applieant (for aoll designated States except US):
BOEHRINGER INGELHEITM FPHARMA KG
(DE/DE); Binger Swasse 173. 55216 Ingelheim am
Rhein (DE). )

{72) 1oventors; and

(75) lnviators/Applicants (for US omly):  DOODS,
Heari [NL/DE]; Freiherr-von-Kdnig-Stazee 6, 88447
Warthausen (DE). RUDOLF, Kiaes [DE/DE); Oachweg
11, 88447 Warthansen (DE). EBERLEIN, Wolfgang
[DBE/DE]; Obere An 6, 38400 Biberach (DH)

(74) Common Repressatative: BOEHRINGER INGEL-
HEIM PHARMA KG; Binger Stmu 173, 55216

Ingelheim am Rhein (DE).

(61) Designaied Staves (matfonal): AE, AG, AL, AM, AT, AD, .
AZ, BA, BB, BG, BR, BY.BZ, CA,CH,CN. CO,CR, CU,
CZ, DE, DK, bM, DZ, BC, ER, ES, HI, GB, GD, GE, GH,
GM, HR, HU, ID, IL, IN, 15, JF, KE, KG, EP, KR, KZ,1C,
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW,
MX, MZ, NO, NZ, OM, PH, PL, PT, RO, RU, 8D, SE, 8G,
SL, SK, SL, TI. T™, TN. TR, TT, TZ, UA. UG, US, UZ,
VYN, YU, ZA, ZM. ZW.

(84) Designated States (regional): ARIPO patent (GH, GM,
KE, 1S, MW, MZ, 8D, SL, 82, TZ, UG, ZM, ZW),
Buyasisn paient {AM, AZ, BY, KG, KZ, MD, RU, T1, T™M),
Earopesn paient (AT, BE, BG, CH, CY, CZ, DE, DK, ER,
ES, Fl1, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, SK,
TR), OAFI patent (BF, B, CF, CG, CL CM, GA, GN, GQ,
GW. ML, MR, NE, SN, TD, TG).

Poblished:
—  with intgrnationc] search report

For two-lgiter codes and other abbrevictions, refer o the “Guid-
ande Nodes on Codes and Abbreviations” gppearing af the begin-

" ming of each regular issue of the PCT Gazelle.

(549) 'g:l;: Umwmmmmmmﬁnmmmmmbmmmmmnmorm-

a method of treatment or prevention of headache, migraine or cluster hoadaches, ’

which method compeises co-administration of a therapeutically effective amount of the compomd A = 1{N-[3,5-Di-

|
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i) GRA

S

-m-. {57) Abstract: The presant invention relates
g Bramo-N-{[4-(3 4-d1bydro-2(1

=

H)-oxochinaznlin-3-yl)- l-ppmdinyl]-dlrbouyl] D-lyrosyl]-blysyl]444-pyndinyl)-pumzlne

mmmmSBS]mlphymhpnﬂymhlcsdlmmflndldunmbul Iy cffective amount of a second active antimigraine
drug. pmcnhﬂymmmzdmmmuﬁhy&wgomwlphmhgnﬂymmmf as well as ©0 the

corresponding pharmaceatical compoztitions end the preparation
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WO 03/015787 ' PCT/EP02/08993

Use of BIBMOQG in combination with other antimigraine drugs for the
treatment of migralne

Fleld of the invention )

Migraine s one of the mast common neurological disorders, Involving periodical
atiacks of headache and nausea as well as a plethora of other symptoms. Although
conslderable progress has been made, the pathophysiology of migraine is still not
understood. However, several observations point to an involvament of Calcitonin
Gene-Related Peptide (CGRP). Migraine headache invoives the activation of the-
trigeminal system and diletation of cranial vessels. CGRP Is localized to neurons in
the frigeminal ganglla and CGRP levels are Increased during a migraine attack,
prestimably causing the vasodlstion observed. Accordingly, it is conceivable that
inhibition of CGRP-aevoked diiatation of the cranial vessels may provide a novel
treatment for migraine headachs.

Widely. used antimigraine drugs are the so-called triptans®, e.g. sumatriptan and
zoimitriptan. These compounds elicit thelr antimigraine effects due fo their
vasoconstrictive properties and presumably thelr inhiblion of the release of the
neurcpeptide calcltonin gene related peptide (CGRP) (Fermrar, M. D., Saxena, P. R.
(1985), 5-HT, recaptors in migraine pathophyslology and treatment, Eur. J.
Neuralogy, 2, 5-21; Johnson, K. W., Phebus, L. A., Cohen, M. L. {1998), Serotonin
in migraine: Theiroes, animal models and emerging therapies, Progress in Drug
Ressarch, Vol. 51, 220-244), the lavels of which sre assumed to be increased
during a migraine attack (Edvinsson, L., Goadsby, P. J. (1994), Neuropeptides in

_ migraine and cluster headache, Cephalgia, 14(5), 320-327). A completely novel

approach to treat migraine is the use of CERP antagonists (Doods, H., Hallermayer,
G., Wu, D., Enizeroth; M., Rudolf, K. Engel, W. Eberdein, W. (2000),
Phammacologice! profile of BIBN4096BS, the first selective small molecule CGRP

" antagonist, Br. J. Pharmacol., 129, 420-423).
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WO 03/015787 - . _ . PCT/EP02/08993

Background of the Invention .

WO 98/11128 discloses modifled amino acids having CGRP-antagonistic properties,
thelr use and methods for their preparation-as well as thelr use for the production -
and purification of antibodies and as labelled compounds in RIA and ELISA assays

" and as dlagnostic or analytic atndliary agents In neurotransmitter rasearch. In view

of thelr pharmacological properties the modified amino acids are thus suitable for '
acute and prophylactic treatment of headache, particularly migraine and duster
headaches. .

Summary of the Invention

Unexpectedly, t was found that in a model which is considered o predict the
antimigraine effects of drugs the combination of two dnigs with a completely
different mode of action, namely a 5-HT1ep agonist or'an ergot alkaloid and the

.CGRP ahtagonist disciosed in the WO 88/11128 A1, hamely

A = 14NL3, 5-D.bmmo-N-ﬂ4-(3.4-dmydm-2(1H)-omdﬂnazoﬁn-a-yl)-1-pipar|d|ny|]-
carbonyl}-D-tyrosylH.ysyl}-4-{4-pyridinyl)-pipsrazine [BIBN40S6BS],

resulis in a highly significant better effect compared to the effect of one drug alone.
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WO 03/015787 . . : PCT/EP02/08993

Detalled Description of the Invention
As a firet aspect the present invention provides a method of treatment or prevention

of-indications selected from the group conslsting of headache, migraine and cluster
headaches, which method comprises co-administration of a therapeutically effective
amount of BIBN4086BS or a physiologically acceptable salt thereof and @
therapeutically effective amount of another active antimigraine drug (A) to a person
In need of such treatment.

For this purpose, drug (A) can be selected from the group conslsting of antiemetics,
prokinetics, neuroleptics, antidepressants, neurokinin-antagonists, anti-convulsants,
histamine-H1i-recoptor antagonists, .antimuscartnics, p-blocksrs, a-agonists -and
c-antagonists, ergot alkaloi&s. miid anaigesics, non-steroidal antiphlogistics,
corticosteroids, calcium-antagonists and S-HTsaxp-agonists.

A non-steroldal antiphlogistic may be selected from the group consisting of

acclofenac, acemetacin, acetylsalicylic acld, azathioprin, celecoblx, diclofenac,
difiunisal, fenbufen, fenoprofen, flurbiprofen, lbuprofen, Indometacin, ketoprofen,
leflunomid, lomoxicam, mefenamic -acid. meloxdcam, naproneri, phenylbutazon,
piroxicam, sulfasalazin, zomepirac or the pharmaceutically acceptable salts thereof,

as 5-HT,mragonists may be used, for example, almotriptan, avitriptan, eletriptan,
frovatriptan, narafriptan, rizafriptan, sumatriptan or zolmifriptan or the pharma-
ceutically acceptable salts thereof and

suitable ergot alkaloids are, for example, ergotamine and dihydroergotamine.

_ Additional active substances which may be considered for the above-mentioned

combinations as drug (A). component include, for example, metoclobramide.
domperidon, diphenhydramine, cyclizine, promethazine, chlorpromazine,
dexamethasone, flunarizine, dextropropoxyphene, meperidine, propranoiol, nadolol,
atenolol, clonidine, indoramine, carbamazepine, phenytoin, valproate, amitryptilin,
fidocaine or diitlazem.

0
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As a preferred .embodiment in the method according to the invention dni'g (A) Is
selactad from the group consisting of ergot alkaloids and 5-HTignp-agonists,

especially preferred are dihydroergotamine, sumatriptan and zoimitriptan, most -

preferred is sumatriptan-or the physiologically acceptable saits thereof.

As a further preferred embodiment in the method according to the invention drug (A) .

Is sQIected from the group consisting of non-staroldal antiphlogistics, especially

"preferred is meloxicem or the physiologically acceptable salts thereof. ‘

The dosage for the combined migraine drug (A) is appropriately 1/50 of the lowest -

dose normally recommended up to 1/1 of the normally recommended dosage,
preferably 1/50 1o- 1/6 and more prefersbly 1720 fo 1/10, by orally, nasally,
subcutaneous or Infravenous route. The nomally recommended dose for the
combined migraine drug (A) should be understood to be the dose disclosed in Rote
Liste Win® 2001/, Editio Cantor Veriag Aulendorf.

According to, the invention BIBN4D96BS or a physiologically acceptable salt thereof
may be administered by intravenous or subcutaneous route in a dosage of 0.0001 to
3 mg/kg of body weight or by oral, nasal or inhalative route in a dosage of 0.1 to 10
mg/kg of body welght once, twice or trice a day, In combination with

sumatriptan or.a physiologically acceptable salt theraof which may be administerad
by oref route in a dosage of 0.03 to 1.43 mg/kg of body weight once, twice or trice a
day or

by intravenoue or subcutaneous route In a dosage of 0.002 to 0.09 mg/kg of hody
welght once or twice a day or

by rectal route In a dosage of 0.007 to 0.36 mg/kg of body weight once or twice a
day or
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by nasal routs In a dosage af 0.006 to 0.29 mg/kg of body welght once or twice's .

day or in combination with

Zolmllrlptan ora physloioglcally accapiable aalt thereof which may ba administered -

by oral route in adosageofODOOTtoooas mglkg of body weight once or twice a
dayor

in combination with dlhydroargotarnino or a physiologically acceptable salt thereof
which may be administered by oral route in a dosage of 0.001 to 0.07 mglkg of body
welghtonceortwiceadayor

in combination with meloxicam or a’physiologically accepiable salt thereof which
may be administered by oral soute in a dosage of0004 to 0.21 mg/kg of body
welght once a day.

in a praferrad embodiment of the invention BIBN4096BS or a physlologically
acceptable salt thereof may be administered by intravenous or subcutaneous route
In a dosage of 0.0001 1o 3 mg/kg of body weight or by oral, nasal or inhalative route
in a dosage of 0.1 to 10 mg/kg of body weight orice, twice or frice a day, In
combination with

sumatriptan or a physiologically acceptable salt thereof which may be administered
by oral route-in a dosage of 0.03 to 0.24 mg/kg of body weight once, twice or trice a
day or

by intravenous or subcutaneous route in a dosage of 0.002 to 0.015 mg/kg of body
welght once or twice a day or

by rectal route in a dosage of 0.007 to 0.08 mg/kg of body weight once or twice a
day or

v
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by nasal routs in a dosage of 0.006 to 0.048 mg/kg of body welght once or twice a°
day or )

in combination with Zolmitriptan or a physiologically acceptable-sait thereof which
may be administered by oral route In a dosage of 0.0007 to 0.006 mg/kg of body
welght once or twice a day or '

In combination with dlhydroelgétamlne -or a physiologically accaeptable salt thereof
which may be administered by oral routs in a dosage of 0.004 to 0.01 mg/kg of body
wolght once or twice a day or

in combination with meioxicam or a physiologlcally acceptable salt thereof which
may be administered by oral route in a dosage of 0.004 to 0.036 mg/kg of body
weight once a day.

In @ mors preferred embodimant of the invention- BIBN4096BS or a physiologlcally
acceptable salt thereof may be administered by intravenous or subcutaneous route
in a dosage of 0.0001 io3mglkgofbodywalghtorbyoral nasal or inhalative route
In a dosage of 0.1 o 10 mghkg of body welght once, twice or trice a day, In
combination with

sumatriptan or a physlalogically acceptable salt thereof which may be administered
by oral routs In a doaage of 0.075 to 0.143 mglkg of bady welght onoe, twice or trice
a dayor

by intravenous or subcutaneous route in a dosage of 0.005 to 0.008 mg/kg of body
weight once or twice a day or

by rectal route in a dosage of 0.0175 to 0.038 mglkg‘of body weight once or twice a
day or

5
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by nasal route In a dosage of 0.015 to 0.029 mg/kg of body weight once or twica &
day or '

in combination with Zolmitriptan or a physiologically acceptable salt thereof which
may be administered by oral route In a dosage of 0.00175 to 0.0038 mg/kg of body
weight once or twice a day or

in combination with dihydroargotamine or a physiologically acceptable sait thereof
which may be administered by oral routs in a dosage of 0.0025 to 0.007 mglkg of
body welght once .or twice a day or

in combination with meloxicam or a physiologically acceptable salt thereof which
may be administered by oral route in a dosageé of 0.01 to 0.02 mg/kg of body we_igt_1t

. once a day.
15 - '

The present Invention provides as a second aspéct a pharmaceutical composition
for treating or preventing headache, migraine or cluster headaches comprising a
therapeutically effective amount of BIBN4A0S6BS or a physiologically acceptable salt
thereof and an antimigraine drug (A) selected from the group consisting of

sumatriptan, zolmitriptan and dihydroergotamin or a physlologically acceptable &alt .

thereof as a combined preparation for simultaneous or sequential administration.

A phamaceutical composkiion according to the invention may comprise a single
dosage unlt of 0.1 to 10 mg of BIBN4086BS and

a single dosage unit of 1 to 100 mg of sumatriptan or
a single dosage unit of 0.1 to 2.5 mg of zolmitriptan or
a single dosage unit of 0.1 to § mg of dihydroergotamin or

a single dosage unit of 7.5 to 15 mg of meloxicam.

M
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All doses or dosage units of a physlologically acceptable salt of an active compound.
mentioned hereinbefore shoukd be understood as the dose or dosage of the active
compourid itself. :

Furthermore, 2 pharmaceutical composition according to the Invention may be a kit

of parts for treating or preventing headache, migraine or cluster headaches, which
kit comprises _ :
(a) a first containment containing . a phamaceutical composition
comprising a therapeutically effective amount of BIBN40S6BS or a
physiologically * acceptable salt thereof and one or more
pharmacsutically acceptable diluents and/or caniers; and .
(b) a second containment containing a pharmaceutical compaosttion
comprising sumatriptan, zoimiiriptan or dihydroergotamin or a
physiologically acceptable salt thereof and one or more
pharmaceutically acceptable diluents and/or carriers.

A prefarred kit of parts comprises sumatriptan in tha second contalnment.

A third aspect of the present Invention Is the use of BIBN4096BS or a
physiologically acceptable salt thereof In combination with another active
antimigraine drug (A) for the manufacture of a phamaceutical composition for
treating or preventing headsche, migraine or cluster headaches. Drug (A) and
preferred embodiments thereof as well as phammaceutical compositions are
mentioned hereinbefore under the first and second aspect of the invention. Most
preferred with respect to all aspects of the Invention ls the combination of
BIBN40D6BS with sumatriptan or of pbysiologically acceptable salts thereof,

Several of the drug (A) components mentioned herelfibefore are already on the
market, .g. sumatriptan is sold under the trade name imigran®, zolmitriptan is sold
under the frade name ascotop® and dihydroemgotamin and ihe pharmaceutically
acceptable salts thereof under the trade name agit®.

15
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'BIBN40968S can be administered using for Instance pharmaceutical formuiations

disclosed in WO 98/11128 or using one of the following pharmaceutical
formulations:

" capsules for powder inhalation containing 1 mg of aclive substance,

inhalable solution for nebulisers contalning 1 mg of active substance,

. propeliant gas-operated metering aerosol containing 1 mg of active substance,

nasal spray containing 1 mg-of active substance,

 tablets containing 20 mg of active substance,

L

capsules cr.;ntaining 20 mg of aclive substance, .

' aqueous solution for nasal appiication containing 10 rig of active substance,

aqueous solution for nasal applieaﬁén contalning 5 mg of active substancs, or
suspension for nasal application containing 20 mg of active substance.

Example i

In order to examine the pharmacological activity of combinations according to the
invention the following experiments have been carrled out

Measurement of facial skin blood flow - .
Facial skin blood flow was measured by a modified method described by Escott et

al. (Escott, K. J., Beattie, D. T,, Connor, H. E.,, Braln, S. D. (1985), Trigeminal
ganglion stimulation Increases faclial skin blood flow in tha rat: a major role for
galcitonin gene-related peptide, Braln Research, 889(1), 83-99). Fasted male wistar

[6
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rats (straln CHbb:THOM, 280-320g) were sanaesthetized with sodium
pentobarbitone (initally with 60 mg/kg ip. and maintained throughout the
experiment with an intraperitoneal Infusion of 30. mg/kg/h through a 23 G needle
using a solution of 10 mg/ml). Both sldes of the buccal area of the facial skin were
shaved and depilated with & commerclal depilatory. cream (Piica, Schwarzkopf & -

_ Henkel, 40551 Dlsseldorf, Germany). The trachea wae cannulated and the animals

were artificially raspired (80 slmkedmlri) with room air supplementad with oxygen.
The body temperature was malntained at 37°C by an automated heating pad. The
lett femoral artery and the left femoral vein-were cannulated for the continuous
measurement of arterial biood pressure and intravenous administration of test
compounds, respectively. Neuromuscular blockade was achieved by Intravenous
administration of pancuronium bromide (1mg/kg/0.5ml, 5 min prior to each .electrical
stimulation). Heart rate was derived from the blood pressure éignal. Biood pressure
and heart rate were continuously' monitored throughout the course of the experiment

" to assess the level of anaesﬂleéla and to monitor the cardiovascular effects of the

drugs used In this study.

The animals were -ﬁlaced In a sterectaxic frame and a longltudinal Incision was

. made In the scalp. A small hole was drilled in the skull (left or right) and a bipolar

electrode (Rhodes SNEX-100 supplied by David Kopf Instruments, Tujunga, 91042
Californla, U.S.A.) was lowered using a micromanipulator, Into the trigeminal
ganglion (0.32 cm dorsal fo bregma, + 0.30 cm lateral from the midline and 0.85 cm
below the dural surface). The position of the electrodes in the trigeminal ganglia
were checked visually at the end of each experiment following removal of the brain.
The trigeminal ganglion was stimulated at 10 Hz, 1 mA, 1 msec for 30 seconds
using a stimulator supplied by Hugo Sachs Elektronlk (79232 March-Hugstetten,
Germany). Microvascular blood flow changes in the facial skin were measured by
Laser Doppler flowmetry with a Periflux laser. doppler system (PerfELUX 4001, wave
length 780 nM; time constant 3 s, Perimed AB, Jarfalla, S-17526, Sweden).
Standard laser doppler probss (PROBE 408) were positioned on elther side of the
face approximately 0.5 cm below the cenire of the eye, an area innervated by the
maxilary branch (V2) of the trigeminal nerve. -Biood flow changes were measured
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as flux in arbitrary unlts and expressed as area under the flux curve (mm?)

according, to Eacott et al. (1805).

Experimental pfotocol .
Afer 30 min of equilibration, the animals were subjecied to three periods of

electrical stimulation, separated by a 30 min interval, The first stimulation was used

as a control for the subsequent stiniulations. Saline, single compound or the

' combination were administerad intravenously 5 min prlor to the second stimulation.

The results are giver In the following table 1. They show that the Improvad potency
of the combination of 5-HTwnp agonists or other antimigraine drugs in genelal with
a CGRP antagonist would allow higher efficacy, would allow lower doses of each
compound resutting in similar efficacy with less side effects and the addition of the
two mechanisms might resutt in less headache recurrence. -

)4
3
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Table 1: Effect of BIBN 4096 BS in combination with other antimigraine drugs on

facial skin vasodilation induced by electrical trigaminal genglion stimulation In the

rat
treatment % of trigeminus n | % inhibition compared to control
stimulation value )
saline (control) 82.7 +4.4 ! KT -
BIBN 4096 BS (0.03 803251 8 274
mig/kg)
Sumatriptan (1.0 mg/kg) 66.8+6.8 7 188
BIBN 4096 BS + 266+54° 6 67.8
Sumatriptan
(0.03 mg + 1.0 mg)kg
Zolmitriptan (0.1 mg/kg) 55.6+4.8 6 '32.8
BIBN 4096 BS + 27.316.07 8 87.0
Zolmitriptan
(0.03 mg + 0.1 mg)kg
DHE (0.1 mg/kg) 60.4 + 4.1 6 27.0
BIEN 4086 BS + DHE 209+3.1° 6 747
(0.03 mg + 0.1 mgykg

DHE = Dihydroergotamin

" significant, p < 0.001, compared to Sumatriptan
b significant, p < 0.01, compared to Zolmtriptan

¢ significant, p < 0.001, comparad to DHE
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The Examples which follow describe pharma'oauﬂcal preparations which contain as
active substance BIBN4096BS or a pharmiaceutically acceptable salt thereof:

Example 2
aps erli with 1 mq of active substan
Composttion:
1 capsule for powder inhalation contalns:
- aclive substance 1.0mg
lactose ) 20.0.mg
hard gelatine capsules 50.0 mg
' 71.0mg
Method ion:

The active substance Is ground to lhe particie sizs nesded for inhalation. The
ground active substance Is homogeneously mixed with the lactose. The mixture Is
packed into hard gelatine capsules

Example 3

Inhalable solution for Respimat® with 1 ma of active substance

Composition:

1 spray contains:

active substance 10 mg
benzalkonium chloride 0.002 mg
disodlum edetate 0.0075mg .

purified water ad 150 ql

27
720
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Method of preparation: . .

The active substance and benzalkonium chloride are dissolved in water and packed

In Respimat® cartridges. -

Example 4

Inhalable sal bulisers with 1 of active s nce

Composition: ' : (
-1 vial contains: '

active substance 01 g

sodlum chloride 018 g

benzalkonium chioride " 0.002g

purffied watar ad ' 20.0 ml -

Meth ! ti _ .

Active substance, sodium chioride and benzalkonium chioride are dissolved in
_ watsr. '

Example 5 t

Propell ted metering aerosol with 4 mg of active substance

. Composition:

1 spray contains:

active substance 1.0mg

lecithin 0.1%

propeilant gas ad = - 500 ce ..
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The miu'ohigeﬂ active substance is-homogeneously suspended. in the mixture of
lecithin and propellant gas. The suspension is transferred into a pressurised con-
tainer with a metering valve. '

Exampie 8
Nasal spray wi mg of e substan
Composition:
1 spray jet contains

. active substance _1.0 mg
mannitol " 50mg
disodium edetate 0.05mg
asCorblc acld - 1.0 mg
purified water ad . . 0.1ml
:Method of preparation:

The active substance and-the exclplents are dissolved in water and transferred into
a sultable container.

EﬁmM

Inlectable solution 5 r 5 ml

Composition:

active substance in basic form .o 5mg
acid/salt-forming.agent In.the.eamount.needed . .

to form a nsutral salt _ q.8.
giucose ' 250 mg
human serum albumin - 10 mg

glycofurol - ' ' 250 mg

2L
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water for Injections ad _ ‘. “oml
Preparation:

'Dissolve the glycafurol and glucose in water for Injactions (WA); add human serum

albumin; add sali-forming agent; dissolve active substance with heating; make up to
specified volume with W; transfer into ampoules under nitrogen gas.

Example8

inlectable solution for subcutaneous administration containing 5 mg of active

su r

Composition:

active substance ' 5mg
glucose ' 50 mg
polysorbate 80 = Tween 80 2mg
water for injections ad 1ml
Preparation: -

Dissolve glucose and polysorbate in water for injections; dissolve active subsiance
with heating or using ultrasound; make up to specified volume with WHi; transfer Into

empoules under Inert gas.

Compoeition: .
active substance 100 mg
monopotassium dihydrogen phosphate

= KHoPO4 12 mg

disodium hydrogen phosphate

23
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= NagHPO4-2Ho0 - : 2mg -
sodium chloride 180 mg
human serum albumin 50 mg
polysorbate 80 20mg
_water for Injections ad - 10 ml

Dissolve polysorbate 80, sodium chloride, monopotassium dihydrogeﬁ i:hosphate
and disodium hydrogen phosphate in water for injections (Wfl); add human serum
albumin; dissolve active substance with hesting; make up 1o specified volume with

'WAi; transfer into ampoules. . '

mple 1

Lyophiisate containin of active nce

Composition:

active substance in basic form Co 10 mg
acid/salt-forming agent In the amount needed

to form a neutral salt ' 4.5.
mannitol : © 300 mg
water for Injections ad 2mi
Preparation;

Dlasolve mannitol in water for Injections (Wfl); add salt-forming agent; dissolve
active substance with heating; make up to specified volume with Wfi; transfer into
vials; freeze-dry. .

s ¢ Ivophillsate:
polysorbate 80 = Tween 80 "~ 20mg
mannitol’ 200 mg

water for injections ad _ ' 10ml

24
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Prepargtion:
Dissalve polysorbate 80 and mannitol in water for Injections (WHl); transfer into
ampoules. - ' C

Example 11

Lyophiiisate containing 5 mg of active sybstance

Composition:

. acfiva substance in basic form 5mg
 polar or nonpolar solvent '
. (which can be removed ) ) '

by freaze-drying) ad ~ Ami

Preparation;
Dissolve acfive substance In sultable solvent; transfer into vials; freeze-dry.

S i ilisate;

polysorbate 80 = Twean 80 .5mg
mannitol 100 mg
water for injections ad 2mi
Preparation;

Dlssolve polysorbate B0 and manniiol in water for injections (Wl); transfer into
ampoules.
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.Exa '01

Tablets contalning 20 mg of active substance -

Composition:
active substance . " 20 mg
lactose 120 mg -
maize starch 40 mg

_ magnesium stearate ' _ 2mg
Povidone K25 ' 18 mg
.ng_a@ﬂon':

Homogeneously mix the active substance, lacinse and matze starch; granuiate with
an aqueous soiution of Povidone; mbx with magnesium slearata; press In a tablet
press; weight of tabiet 200 mg.

Example 13

Capsul nf 0 of active substance

Composition:

active substance 20 mg
makze starch ' 80 mg
highly dispersed silica 5 mg
magnesium stearate i 25mg

Preparation; : :

Homogeneously mix the active substance, maize starch and silica; mix with magne-
sium stearate; transfer mixture into size 3 hard gelatine capsules In a capsuls filling
machine.
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Exam j4
Suppositories gontaining 50.m bstance
Compt;siﬁon:

active substance - . 50 mg
hard fat (Adeps solidus) q.s. ad 1700 mg

Melt the hard fat at about 38°C; homogeneously disperse the ground aclive sub-
stance in the molten hard fat; after cooling to about 35°C, pour into chilled mouids..

'Examnle 15

.Composition:

active substance 10.0 mg
hydr_oi:lﬂaﬁc acld In the amount needed to form a neutral sait

methyl parehydroxybenzoate (PHB) 001 mg
propyl parahydroxybenzoate (PHB) 0.005 mg
purified water ad ' 1.0 ml
Prepration;

The active substanca Is dissolved In purified water; hydrochloric acid is added until
the solution is clear; methyl and propyl PHB are added; the solution is made up fo
the specified volume with purified water; the solution is filtered sterlle and
transferred Into a sultable container.
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Exampie 18

Agueous sojution for nagal agmiulm' jon containing 6 mg of attive substance

Composition:

active substance 5mg
1,2-propanediol 300 mg
hydraxysthyicellulose 5mg
sorbic acld 1mg
purified water ad . 1ml

Preparation:

The active-substance Is dissolved in 1,2-propanediol; a hydroxysthyl-cefiulose solu-
tion in purified water containing sorbic acid is prepared and added to the solution of
active substance; the solution is filtered sterile and transfermed into & sultable con-
tainer. :

Cc;mposilion: .

active substance - 5mg
1,2-propanediol 300 mg
mannitol - 80mg
watter for injections (Wfi) ad ' 1mi

Prepargtion: ... ..,.

The active substance is dissolved in 1,2-propanediol; the solution is made up to
approximately the specified volume with WHl; the mannitol is added and made up to
approximately the spetified volume with Wil; the solution is filtered sterile,
transfered into Individual containers and autociaved.
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active substance ' 75mg

egg lectthin, e.g. Lipoid E 80 100.0 mg _

cholesterol _ . 50.0mg o : l
glycerol . ' 50.0 mg '
water for Injectionsad © 1o0mi

Preparation:

The active substance is dissolved in a mixture of lecithin and cholesterol; the
salution Is added to a mixiure of glycerol and Wi and homogenised by high
pressure homogenigation or by the Microfluidizer technique; the liposomal
formulation obtained is transferred into a suitable contalner under aseptic
condttions. _ .o

-Example 19 oL : -

-

Composition:

. active substance ' 20.0 mg
mrbomnaﬂwylcellulose (CMC) 200 mg
sodlum monohydrogen phosphatalsodlum
dihydrogen phosphate buffer pH 6.8. : g.s...
sodium chioride 8.0 mg
methyl parahydroxybenznate 0.01 mg
propyt parahydroxybenzoate - 0.003 mg

purified water ad 10 ml



K

WO 03015787 S . PCT/EP02/08993

-23-

The acfive subsianae |s suspended in an aqueous CMC solution; the other Ingre—
dients are added successlvaly io the suspenslon and the suspension Is Mpped up

5 tothe specified volume with purified water.

10
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Example 20

Composition: _ :
active substance . 100 mg
sodium monohydrogen phosphate/sodium

dihydrogen phosphate buffer q.s. ad pH ' 7.0
sodium chioride : 40mg -
water for injections ad : : ' - 0.5m
Preparation:

The active substancs Is dissolved in the phosphete buffer solution, after the addition
of the common salt the solution is made up 1o the specified volume with water. The
solution is filtered sterlie, transferred into a sultabile container and autodlaved.

Example 21

USOUS BUSDENE r subcuta dministrati taining 5 ma of actlve
substance )

~ Compqsition:

active substance 5.0mg
polysorbate 80 _ 0.5 mg
water for Injections . . 0.5mi

10
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Preparation: .
The active substance Is suspended in the polysorbate 80 solution and comminuted

to a particle size of about 1-um using a suitable dispersing technique (e.g. wet
grinding, high pressure-homogenisation, microfluidisation, eic.). The suspension is
8 transferred Into a corresponding contalner under aseptic conditions.
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Patent Cl

1. A method of treatment or prevention of indications selected from the group
congisting of headache, migraine and ciuster headaches, which method comprises
co-administration of & therapeutically effective amount of BIBN40SSBS or &
physlologically acceptable sait thereof and a therepeutically effective amount of
ancther active antimigralne drug (A) to a person in need of such treatment.

2. The method according to claim 1, characterized In that drug (A) Is selected from
the group oo_nsisﬂng of anflemetics, prokinetics, neuioleptics, antidepressants,
neurokinin-antagonists, anti-convuisants, histamine-H1i-receptor antagonists,
antimuscarinics, p-blockers; a-agonisis and u.-aniagonlsts, ergot alkalolds, mild
analgesics, non-steroidal antiphioglstics, corticosteroids, calcium-antagonists and
5-HTanp-agonists.

* 3. The method according to claim 2, characterized In that drug (A) is selected from -

the group consisting of ergot alkaloids and 5-HT1anp-agonists.

4, The method according to claim-3, characterized In that the ergot alkaloid Is
ergotamine or dihydroergotamine or & physkblogically acceptabie salt thereof and
the 5-HTwnp-agonist is almotriptan, avitriptan, eletriptan, frovatriptan, naratriptan,
rizatriptan, sumatriptan or zolmitriptan or a physlologically acceptable sat thereof.

5. The method according to claim 1, characterized in that drug (A) is sumatriptan,
zolmitriptan or dihydroergotamine or a physiologically acceptable salt thereof.

. 8.Tha msthod of clalm &, characterized In'that BISN4096BS or._a phygiologically

acceptable salt thereof is administered by intravenous or subcutanecus routs in a
dosage of 0.0001 to 3 mg/kg of body weight or by oral, nasal or Inhalative route In a
dosage of 0.1 to 10 mg/kg of boty weight once, twice or trice a day and

5y
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sumatriptan or a physlologically acceptable salt thereof Is administered by oral route
in a dosage of 0.03 to 1.43 ma/kg of body weight once, twice or trice a day or

by lntmvanous or subcutaneous ruuhe in a dosage of 0.002 to 0.09 mg/kg of body
welght once or twice a day or

by rectal route in adosageofoou'(tooaﬁmglkgofbodywaughtoncaortnleea'

dayor

by nasal route in a dosage of 0.006 to 0.29 mg/kg of body wzelght once. or twice a
dayor

Zoimitriptan or a physlologlcally acceptable salt thereof Is administered by oral route
in a dosege of 0.0007 to 0.036 mg/kg of body weight once or twics a day or

dihydroergotamine or a physiologically acceptable salt thereof Is admini{"‘?d by
oral route in a dosage of 0.001 to 0.07 mg/kg of body weight once or twice a day.

7. A phamaceutical composition for treating or preventing headache, migraine or
cluster headaches comprising a therapeutically effective amount of BIBN4096BS or
a physiologically acceptable salt thereof and an antimigraine drug (A) selected from
the group consisting of sumatriptan, zolmliriptan and dihydroergotamin or a
physiologically acceptable salt thereof as a combined prepamtion for simultaneous
or sequential administration. '

8. The phamrnaceutical composition of claim 7 comprising a single dosage unit of 0.1
to 10 mg of BIBN4096BS and

a single dosage-unit of 1 o 100 mg of sumatriptan or

a single dosage untt of 0.1 to 2.5 mg of zolmitriptan or
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a single dosage unit of 0.1 to 5 mg of dihydroergotamin.

9. A kit of parts for treating or preventing headache, migraine or cluster headaches; _

which kit comptrises
(c) a fist containment containing a phamaceutical composition
comprising a therapeutically effective amount of BIBN4096BS or a
physiologically acceptable salt .thersof end one or more
phannéceutically acceptable diluents and/or carriers; and
(d a second containment containing a phamaceutical - composltion
" .comprising sumatriptan, zolmitriptan or dlhydroargotamin' or a
_ physiclogically acceptable salt thereof and one or mome
_ pharmaceutically acceptable diluents and/or carrers. '

-10. The kit of parts according to claim 9, which kit cbmprl;'aes sumatriptan or a

physioelogically acceptable salt thereof In the second containmant.

11. Use of BIBN40SBBS or a physiologically acceptable sait thereof in combination

with another active antimigraine drug (A) for the manufacture of a pharmaceutical
composltion for treating or preventing headache, migraine or cluster headaches.

12. The Use according to clalm 11, characterized In that drug (A) is selected from -

the group consisting of antiemetics, prokinetics, neuroleptics, antidepressants,
neurokinin-antagonists, anti-convuisants, histamine-H1-receptor antagonists,
antimuscarinics, f-blockers, a-agonists and o-antagonists, ergot alkalolds, miid
analgesics, non-steroidal ariliphloglsﬁcs. corticosteroids, calcium-antagonists and
5-HT1anp-agonists.

13. The use according, to glaim 12, characterized.in that drug (A) is. sglected. from
the group consisting of 5-HTyanp-agonlsts and ergot alkalolds. '

14. The use according to claim 13, characterized in that the ergot alkaloid is
ergotamine or dihydroergotamine or a physlologically acceptable salt thereof and

34
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“the of 5-HTaxp-agonist:is aimotriptan, aviiriptan, eletriptan, frovatiptan, naratriptan,

rzatriptan, sumatriptan or zolmitriptan or a physiologically acceptabie salt thereof.

15. The use according to claim 14, characterized In that drug (A) Is sumatriptan,
zolmiiriptan or dihydroergotamin or a physiologically acceptable salt thereof. '

16. The use of BIBN-_I-OBBBS or a physiologically accepiable salt thereof for
rn_an_ufadura of & pharmacsautical composition or a kit of parts according 1o any of
claims 7 t0 10.
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DE

Applicant’s registration No. with the Office

State (that ks, coumiyy) of nationality: State (ther s, country) of residence:
DE DE
rwm%umnnpglsm D th m E#ww #Suuhﬁ—nln
o ot st i u".—v-z '_"rf oy hwaﬂw“u_.r" Ttk | D1 porson it:
hbhw.mmuu-mw indeated bejow,) D applicant only

[X] sppiicant and imventor

DE DE

Obere Au 6

585400 Biberach ] ....m“.iwm below,)
DE Applicant’s registration No. with the Office
St (st s, cowry) of natiouality, Stato (thar 13, country) of ToRdcaoe:

e bl papenat . [JRm™ [JatEsisss ¥

ihe United Siaten

- et Dﬂnlﬂﬂmlﬂ

n::'ﬁnud alﬁ-ﬂuﬂl afficial derignation.
n’:unwm s hﬁha::ﬂ-;dﬁu?mhfrniu hﬂ

This person is:
|:| spplicant cnly
D spplicant and inventor
czmﬁﬂhhbn)

Applicant’s mlinuhunNo. with the Office

State (that &s, coumitry) of residencs:

State (ihat is, country) of nationality:
This person is spplicant

for the purposes of: Dl““llllﬂl Dmm i D

#ww the Stetey indiested In

the Supplemental Bax

axckirasy tucllaated in this
Box be the applicant s Siaie (thex s, Md’rmh-d‘r#h indScated belw,.)

This person is;
[ applicent aaty
D spplicam md inventor
D ﬁ“ﬂgﬂghw

Applicant’s registmtion No. with the Offico

State (thar Is, country) of nationality: State (that Is, cosmiry) of residence:
This person is applicant designated United indicated
hm’mpu:gf Di-ﬁu Dﬂmﬁ.ﬁm I:I#Amw 35';@9:

[[] Surther epplicants and/or (further) inventors are indicated an another contimumtion shect.

Farm FCT/RO/101 (continustion sheet) (March 2001; reprint July 2002)

See Notes to the requast farm

Yo



Sheet No. ...3...

Bex No. V DESIGNATION OF STATES Mark the applicable check-boxes below; at leaxt ons muat be marked

The following desigastions are hereby made under Rule 4.9(a):

Reglonal Patent

B AP ARIPO Patent: GH Ghans, GM Gambia, KE Kenys, LS Lesotho, MW Matawi, MZ Mozsmbique, 8D Sudan,
S1. Sierra Leons, 82 Swaziland, TZ United Republic of Tanzania, UG Ugands, ZM Zambia, ZW Zimbsbwe, and sny other
State which is § Contracting Smts of the Harars Protocol and of the PFCT ({forher kind of protection or trectevent desired,
spacifrondoyad lng) . . ..........co . iiiier i iaiiraas i s e s s asa s s ns s nrr s nnans

& ZA EBuarascian Patent: AM Armenis, AZ Averbaijen, BY Balarus, KG Kyrgyzstan, KZ Kazskhstan, MD Republic of Moldova,
RU Russian Federation, TJ Tajikistan, TM Tutkmenistan, and any other Stato which is a Contracting Staty of the Euraxisn
Patent Convention and of the PCT

K EP Eurvpean Patent: AT Anstria, BE Balgirm, BG Bulgaris, CH & LI Switzeriand and Liechtenstein, CY Cyprus, CZ Crech
Ropublic, DE Germany, DK Denmark, EE Estonia, XS Spain, FI Finland, FR France, GB Unitad Kingdom, GR Greees,
IE Iretand, IT Italy, LU Luaxtembourg, MC Monaco, NL Netherlands, PT Portugal, SE Sweden, SK Slovakia, TR Turkey, snd
any other State which i3 a Contracting State of the European Patent Convention and of the PCT

K OA OAPI Patent: BF Burkina Faso, B) Benin, CF Central Aftican Republis, CG Congo, CI Cbte d'Ivoire, CM Cameroon,
GA Gabon, GN Guinca, GQ Equatorial Guines, GW Guines-Bissu, ML Mali, MR Manritania, NE Niger, SN Seaegal,
TD Chad, TG Togo, snd axy othar Btats which is » mamber State of OAP] and s Contrasting State of the PCT (i osher kind

of protaction or trectment dasired, specify on doUsd INE) . . .. . .. iiii i i i s risii it aar s aanas

National Patent (f other kind of proteciion or trectwment derired, specify on dotted lrg):
M AE United Areb Emirates.. ... ........ Kl GM Gaobia M Nz NewZealand . ................
K AG Antigua and Burbuda B AR Croatin ......c00000veinnnnn. & oM Omm
DAL Alania.......occovunvenreens K HU Bogary ...oooivevvceennen Bl PH Philippines ..................
Kl AMAmmenia........ccco00nneeenes B D hdomesia BlrL Poland.......c.oonvenennen
BAT Avarria...co.oooveeiviiinennns [ T O B PT Portogal........covveinnnees
B AU Ausiralis............00vnieees BIN Indis,..........ccccnnnnnnns RO Romsnia
K AZ Asmbajjan................... 18 Iccland K RU Russien Federstion . . . ... .. ...
K BA Bosia nd Herzegovina ... ... .. ... Bar Japm..cciees et

BB Burbados KE KOOYR. .o ivereneerrnnnnacaras &l sD Sudan
K BGBulgaria.........o.ovvvviinnen B G Kygystan . ....oeveeeenennns SE Sweden
KBRBumal.......c...cceevvrnernen K XP Democratic Pocplo's Republic i $G Singapora
K BY Belarus ...eevoeineniivninnenns OFKOTO® .« e vevnerrneansns SI Slovenis........cco0ivinnnns
Kl BZ Belixe..............cc00enenan W@ KR Republicof Kores............. BISK Slovekin........oevneinenne
Kl CA Camada B XZ Kemlhsten.................. W 8L SieraLeomd.........c.cc0nns
§ CH & LI Switreriand and Licchtenstein 0 LC Saint Lucia W15 Tkdstm...................
Bonchin............ovevvennnn B LX Sri Lazka M T™ Twkmemistan...................
B co Colombla ® LR Lidberin B TN Tunisla
B CRCosaRica.......c.cevueeenn BLS Lewotho.....ceoevvennnnnn.. [y R
Bcucas.........ccceeeevvennnn [ LT Litmsnia B TT Trinldadand Tobago ..........
B cz Crech Republis. ... ............ B LU Lixembonrg ™ 00000 ieereererieeneiiineanens
RIDE Germany .........ccevvenrn. W LV Lavis & TZ United Republic of Tanzania
R DK Denmark . ......coo0vvevnnnns B MAMOroeeo. ....oovvnerrnnnns.. B uA Ukmging ...................
@ DM Dominica B MD Republic of Moldova . ........ BuGugsda ....................
RDZ Algesin......ooovvvivinnnnnns  evverreeereveresaarannerras I US United Staeg of Americs ..., .
RECExMOr.......ooonvvvnnanss B MGMMagaacar.........coeeiieeh s
W EE Betonia...........oovvnennne MK The former Yugoslav Republic of [ UZ Uzbekistan.................
BIES Spain ..........ceiiiinenens MacedOniB ...ovvrenrineiannas B VYN VitNmm . .....oovveeee
B ¥t Finknd........coooovievninns W MN Mongolia B YU Yugoslavie .................
N GB United Kingdom RMwMalewi...........c0000s B ZA South Afdes................
R GD Orenads B MXMexico......oveiveiienenas B zZM Zambia
BGEGeogia......covvvenvenrnns K MZ Mommbiqua.................. ZW Zimbabwe . ................
BGHGME.........oviveieannns lHONmy
&ukhuuhhmdhdmmﬁamwﬁahnhmopﬂybhmmumdmm
[ 0 O

Precautionary Designation Statament: In addition t the designations made shave, the spplicant also makes under Rule 4.9(b) sll
other designations which would be permitted under the PCT except any designation(s) indicated in the Supplementsl Box as being
exsluded from the scope of this statement. The applicant declares thar those additional designations are subjest to confirmation snd that
say degignation which is not confirmed before the expiration of 15 months from the priority dute is to be regarded as withdrawn by tho
lppliuntltllle.ﬂpinﬁmoﬂhnlinnlimit. (Confirmation (including feex) maut reach the receiving Office witkin the 1 S-month tims thit )

Form PCT/ROY101 (second sheet) Quly 2002) Sex Notas io the requast form

y#



SheetNo. ... 4...

Bozx No. V1 PRIORITY CLAIM

The priority of the fllowing earlier spplication(s) is hereby claimed:

Filing dats o Number Whare earfier application is:
of carier application earlier application ‘Bational spplication: . X .
* | regionsl application:* | international spplicetion:

(day'manth/year) mnzfm tonl Offica rving Offics

item (1)
17.08.2001 101 39 4101 DE
(17. August 2001)

iem (2)

ivem (3)

ivemn (4)

item (3)

{J Further priority claims are indicated in the Supplemental Bax.

‘The receiving Office is requesizd to prepare and transyit to the Inteenational Burean a eertified copy of the carlier application(s) (only

mmmwﬂmmmmpwmdﬁummnmmwwﬁd
-

Duten [Jim@) O tme [0 we O@e 0o O

. aewlier application it an ARIPO indicats at lecx! one couniry the Paris Comvention fur the Protaction
mﬁﬁmwu#qm mmﬁpmmﬂzmmﬂd uo@mp.—..f

----------------------------------------------------------------------------------------------------------

Box No. VIl INTERNATIONAL SEARCHING AUTHORITY

Chalce of Intsrnational Searching Auth Internationol Searching Authorities are compeient the
e tiors T T ooy o 22 e ae o carry ow

Request to use results of earller search; reference to that search (Jf em earlier search has bewn carried out by or raquestad from the
Intermational Searching Authority):
Date (cewinornth/year) Number Country (or regional Office)

Box No. VI DECLARATIONS

The thllowing declaratians are conteined in Boxes Nos. VIII (1) to (v) fmark the applicabls Number of
check-bosus bafow and indloats bs the right column the manber of each (ype of declaration): declarations

[0 BoxNe. V() Declaration s to the identity of the invextor

[ BexNo VIO Gi) Declarstion as to the spplicant’s entitzment, as ut the inteepational filing
date, to apply for and be granted a patent

[0 Bex No. v (i) Declaration as to the applicant’s entitiement, as at the international filing
date, to claim the priority of the cartiar application

[J BoxNo.VII(v)  Declamtion of inventmuabip (auly for the pusposes of the dosignation of the
United Staies of Americs)

[0 BaxNo.vII (v) Declaration es to noo-prejudicial disclosures or exceptions to lack of novelty

Form PCT/RO/101 (third sheet) (July 2002) Sex Noter 1o the reguest form



SheetNo. ...5...
Box No.IX CHECKLIST; LANGUAGE OF FILING
This international application contains: imernational applicstion is accompanied by the Mlomn; Number
. nm(s tha applicable checl-bavas Below and indicats in of items
O e ey form th momber ofeach )
W!Hfm‘-‘- . 1. n fie calculntion shoot : 1
5 5 2 origimal separate power of sttarney : 1
mhm 24 |. 3- O original genoral power of attorasy :
olsima 4 4.0 eq:yofpudpnwwofmy'nﬂuuunumbu
1] MM
drewings . 50 mmllm'hnkolm
afsbests : EY] (¥ ] mdocmmt(l)ﬂmﬁdmhﬂo Vim . 1
Snb-lnhlnlnb:m i I (e :
"I“"“lmwm'm 7.0 tmnslation of intomnational application into
w ﬂ’ (onguap): . ... i viiearvanroinsnnssorsnnansansonsen :
or III 8 indications ted
f:‘h | [m | m emeermngdqnd microorgenizm :
= aal ¥ I readahle form (indicate also
- Tﬂlm-hr -flhﬂh : 3 | O e et eamiens mm-m.(cn-nwmq)?
uquneol of description filed i for the parposes of international h
@) mnmn - Onmmdcuuronly(udmu:pmofm e
O I:I mlr(mﬂwm Wl(lﬁ)) Inwrnatioml sppliation) :
(msmlm i) ﬂ:wwhlhemofmhﬁ.—‘fmll
mﬂnnmurm dnlm. - Rule 13ter
CD-R o (i) with relovant statement ag to the identity
i contained :'
T e T . o oo g et
T rrraraeaeeasrenees 10. 7 other (pacifl: .....ovveennns, fereeienenesrranrans :
Figars af the drawings which Langunage of of the
dnlldlmblb:nu: nmnﬂmll':::nm. English

BoaxNo.X  SIGNATURE OF APPLICANT, AGENT OR COMMON REPRESENTATIVE
Nt g0 axclh sigreaturs; indicate e sene of the person signing avd the copactly in wiich the person siges (i such oqpacily iy st obvices from reading the reguesy).

BOEHRINGER INGELHEIM PHARMA KG

w i A ‘
I AP

Dr. Rothermel

For receiving Office use ouly
). Duic of sctual receipt of the .
e IWI.. ‘the purparted 2. Doawings:

3 -lelﬂdﬁhoflnﬂmptdmhllmhn
ﬁnmumdmmﬂmhm

4. Dt of timely roupt of the requied [ not vecetvest:

5. International Searching Authori 6.
(IIMormnmt) ISAI D mgﬁﬂmm

For Inteenational Buresn use only

Date of receipt of the recond
byhhmn%mnnmw

Form PCT/RC/101 (last sheet) (March 200]; reprint July 2002) Ses Nowy 1o the request form
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PCT/EP02/0B993
e w o iR TENT COOPERATION TREATY
f e
64 Juni 2003 ERFASSTme the INTERNATIONA%
l_— Soisper. | enedigt | To: EG
\ )
ermrldﬂmpnnlne ¥ Sy
e e OF A CHANGE — BOEHRINGER INGE GHARMA
CO. KG
(PCT Rule 92bis.1 and Binger Strasse 173
Administrative Instructions, Section 422) 55216 Ingalhaim am Rhein
Germany
Date of maiing (day/momhivesr)
23 May 2003 (23.05.03)
Applica pent's {Be reforence
1 "';:;" IMPORTANT NOTIFICATION
Intsrnational application No, Intamastional filing date {day/month/yesr)
PCT/EP02/08993 10 August 2002 (10.08.02)

E the applicant

1. The following indicatlons appesred on record cancarning:

D the agent

D the common rapresemtetive

D the Inventor
Name and Address

BOEHRINGER INGELHEIM PHARMA KG
Binger Strasse 173

55216 ingathelim am Rhain

Germany

D ths psrson E the name

Z The Intsmational Bureau hereby notifies the spplicent that the following change has been recordad concerning:

[] e sddress

D the natlonality

State of Nationaiity State of Residence
DE DE
Telephons No.
" Facsimie No.
'_T.I.prlrmr No.

D the residence

1 Further abservations, if necessary:

4 A oopy of this notification has been sent to:
m tha recalving Office
[[] the intemetional Searahing Authority
E the Internationat Preliminary Examining Authorhy

[ ] the designatad otfices concerned
EI the slooted Offices concerned

Doﬂm‘.

N.m. .nd Mdm’ §"“ ﬂ_Nlﬂonll-ilv §Cltl of h'ld'nu
ggs'r(igmezn INGELHEIM PHARMA GMBH & B DE DE
Binger Strasse 173 Telephona No.
216 Ingelhelm am Rhein
Germany Facalmile No.
Teleprinter No.

The intemnational Bureau of WIPO Authorizad officer
34, chamin des Colombettas iai
1211 Genevs 20, Switzerland Brigitte WYSS
Facsimie No. {41-22) 740.14.356 Telephone No. {41-22) 338 8388
Form PCTAB/308 (March 1904) 005880430
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PATENT COOPERATION TREATY
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WO 03/015787
PCT/EP02/008083

APPLICATION TQ THE DESIGNATED O'FFICES

(PCT Rule 47.1(c), first senience)

Daute of mailingfdnwimonthAvear} B

J&mﬂeﬂs&ﬁ

27 February 2008 (27.02.03)

Applicant's or agent’s file refcrencs J

1/1548 ERF ASS T IMPORTANT NOTICE
Intsmational application No. Triemational filing daia{doymonth/vaar) Priority dete{day/month/vear)
PCT/EP02/008993 10 August 2002 (10.08. 02) 17 August 2001 (17.08.01)
Applicant

BOEHRINGER INGELHEIM FHARMA KG

L]

J 4.

Notice is hereby given that the Iniemational Burcau has communicated, as provided in Article 20, the internalional application to the
following designated Offices on the date indicated abhove a3 the date of mailing of this notice:
KP, KR, US

In accardance with Ruls 47.1(c), mhdmﬂnnOﬂhuwmmeptﬂnmlmlheuéomhﬁwmmmemMm
of the inmmational application hes duly laken place on the date of mailing indicaied ahove and no copy of the imemational application is
required o be furnished by the applicant to the designaed Office(s).

‘The following designated Officas heve waived the requirement for such a communication af this ime:

AE, AG, AL, AM, AP, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EA, EC,
EE, EP, ES, Fi, GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, 1S, JP, KE, KG, KZ, LC, LK, LR, LS, LT, LU, LV, MA, MD, MG,
MK, MN, MW, MX, MZ, NO, NZ, OA, OM, PH, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, J, TM, TN, TR, TT, TZ, UA,
UG, UZ, VN, YU, ZA, ZM, ZW

The commmnpication will bs made 0 those Offices only upon their request. Furtharmore, those Offices do nol require the applicamt 10
furnish a copy of the international application (Rule 49.1(a-bis)).

Enclosed with this notics is a copy of the intamational application as published by the International Buyean on
27 February 2003 (27.02.03) under No. WO 03015787

TIME LIMITS for flling a detnand for international prefiminery examination and for entry ioto the national phase

The applicable time limit for entering the national phase will, subject to what is said in the following paragraph, be 30 MONTHS from
hpnoruydm,mlonlymnspaaofmyehcudon'ufldemdﬁwmmnomlmhnmymmmuﬁldhdmeme

of 19 months from the priority date, but also in respect of ary designated Offfice, in the sbsence of filing of such demand, where
Articke 2%(1) as modified with effect from 1 April 2002 applies in respect of that designaled Office. For further dewils, see PCT Gazatre
No. 442001 of 1 November 2001, pagas 19926, 19932 and 19934, as well as the PCT Newsletter, Oclober and November 2001 and
Pebruary 2002 ismnes. -

In practice, tima Iimits other than the 30-month time Lmit will contione to apply, for verions periods of time, in respect of certain
designated or elected Offices. For regular updates oun the applicable time limbts (20, 21, 30 or 31 months, or ather ime limlt), Office by
Office, refer w0 the PCT Garens, the PCT Newsleizer and the PCT Applicont’s Guide, Volnme [I, Nalional Chapters, all available from
WIPO's Intcrned sits, at hnip=//erorw. wipo.int/petfenfindex bl

For filing a demand for international prefminary examination, sce the PCT Applicans’s Guids, Volume IVA, Chaptar 1X. Only an
spplicant who i3 a national or resident of 2 PCT Contracling State which Is bound by Chapter T has the right i file a demand for
inlernalional preliminary examination (a1 present, all PCT Contmctiog States e bound by Chapter IT).

11 is the applicant's sola responafbility 1o monitor all these time limils.

Facsimile No.(41-22) 740.14.3%

The Imemational Buresn of WIPO Authaorized officer

34, chamin des Colambetes

1211 Geneva 20, Switzerland Judith Zahra

Telephone No.(41-22) 338.91.11

Form PCT/IB/308 (April 2007)
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PCTIEPO2IO§993

PATENT COOPERATION TREATY L

From the INTERNATIONAL BUREAU

N .
@ % LW‘W To:

\ W
\Wcsmns ELECTED
FFICES NOTIFIED OF THEIR ELECTION BOEHRINGERHNGELHEIM PHARMA KG

Binger Strasqde 173Eingang CD Patents

{PCT Rule 61.3) 55216 Ingelhgim am Rheln
Germany 03 hari 25
Dete of meling (day/monthiyear) SB esehen T m——i
18 March 2003 (18.03.03) 2060, | erledigt |
——— — -
Applicant’s or agont’s file reference | . j
IMPORTANT IN .
1/1248
Internationsl application No. international filing date (day/month/year) |Priority date (day/month/ysar)
PCT/EPQ2/08993 10 August 2002 (10.08.02) 17 August 2001 {17.08.01)

Applicant
BOEHRINGER INGELHEIM PHARMA KG et al

1. The applicant is heraby Iinformad that the Intsrnational Bureau has, secording to Artlcls 31(7), natified each of the following
Offioas of ita slection:
EP :AT,BE,BG,CH,CY,CZ DE,DK,EE,ES,FI,FR,GB,GR,IEIT,LU MC,NL,PT,SE,SK, TR
National :AU,BG,CA,CN,DE,GB,IL,JP,KP,KR,MN,NO,PL,RO,RU,SK,US

2. The following Offices hava waived the requirament for the natification of thelr sleation; the natification will ba sent to them
by the imemational Bursau only upon their request:
AP :GH,GM,KE LS, MW,MZ,SD,SL,SZ,TZ,UG,ZM ZW
EA :AM.AZ BY,KG,KZ MD,RU,TJ, TM
OA :BF,BJ,CF,CG,C),CM,GA,GN,GQ,GW,ML ,MR,NE,SN,TD,TG
National :AE,AG,AL,AM,AT,AZ BA BB,BR,BY,B2,CH,CO,CR,CU,CZ,DK,DM,DZ EC,EE,
ES,Fl,GD,GE,GH,GM,HR,HU,ID,IN,IS KE,KG KZ,LC.LK,LR,LS,LT,LU,LV,MA MD MG,
MK, MW, ,MX MZ,NZ,0M,PH,PT,SD,SE,SG,SI,SL, TJ,TM, TN, TR, TT,TZ,UA,UG,UZ VN, YU,
ZAZM,2ZW

3. The spplicant is reminded that he must snter the "national phase™ before the expirstion of 30 months from the priodity date
before each of the Offices listed above. This must be done by paying the netional fee(s) and furnishing , If presaribed, &
transiation of the imernational applicatian (Article 38(1)(a)). as well 33, whars applicable, by fumishing a translation of any
annexes of the international praliminery axaminetion report (Article 38(3)(b) and Rule 74.1).

Soma offices have fixed time limits expiring Iater than tha ahove-mentloned time limit. For detalled informeation sbout the
spplicable time limits and the acts to be performed upon entry into tha national phase before a particular Office, see Voluma It
the PCT Applicant's Gulde.

The entry into the Europaan regional phase is postponed untll 31 months fram the priority dste for all States designated for
the purposes of obtaining a European patent.

The International Buresu of WIPO Authorized officer: -
34, chemin des Colombettss .
1211 Geneva 20, Switzeriand Brigitte WYSS
Facsimile No. {41-22) 740.14.36 Telaphone No. (41-22) 338 8358

Form PCTAB/332 (Septembar 1897) 5528620



. PATENT COOPERATION TREATY

From the
INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY
To: D Patents
ngC
BOEHRINGER INGELHEM P anmiiDgane o
55218 Ingelheim am Rhein
3]# OTIFICATION OF TRANSMITTAL OF
ALLEMAGNE 11 Nov. E INTERNATIONAL PRELIMINARY
o = EXAMINATION REPORT
%-4—395—'———‘*——3;—' (PCT Rule 71.1)
P 1 ek
(deyinonthyaar) 10.11.2003
Applicant's or agent's flle reference
11248 IMPORTANT NOTIFICATION
Intemnational application No. Interational flling date fdsumanthjyear) Priaitly date {dayénonihear)
PCT/EP0O208993 10.08.2002 17.08.2001

BOEHRINGER Ih‘GELHEIM PHARMA GMBH & CO. KG et al.

1. The applicent;is hereby notified that this International Preliminary Examining Authority tranemits herewith the
International preliminary examination report and its annexes, it any, established on the intemational

2. A copy of the report and its annexes, if any, is being transmitted to the Intemational Bureau for
communication to all the elected Offices.

3. Where required by any of the electad Offices, the Intemational Bureau will prepare an English translation of
the report (but not of any annexas) and will transmit such transtation to those Offices.

4, REMINDER

The applicant must enter the netional phase before each elected Office by performing certain acts (filing
translations and paying national fees) within 30 months from the priority date (or later In some Offices)
(Article 39(1)) (see also the reminder sent by the Intemational Bureau with Form PCTAB/301).

Where a transiation of the intemational application must ba fumished to an elacted Office, that translation
must contain a translation of any annexes to the intemational preliminary examination report. it Is the
appiicant's responsibility to prepare and fumish such translation directly to each elected Office concerned.

For further details on the applicable time limits and requirements of the elected Offices, see Volume Ii of the
PCT Applicant’'s Guide.

The applicant's attention is drawn to Article 33{5), which provides that the criteria of novelty, Inventive step
and Industrial applicability described in Article 33(2) to (4) merely serve the purposes of International
preliminary examination and that "any Contracting State may apply additional or different criteria for the
purposes of deciding whether, in that State, the claimed inventions is patentable or not® (see also Article
27(5)). Such additional criteria may relate, for example, to sxemptions from patentability, requirements for
enabling disclosure, clartty and support for the claims.

Name and malling address of the International Authorired Officer
prefiminary examining authority:
European Patent Ofice Ladumer, Y
D-80268 Munich
j Tel. +49 89 2399 - 0 Tx: 523656 epmu d Tel. +4@ 80 2390-7913
Fax: +-48 B9 23080 - 4465

Form PCTAPEA/418 (July 1862)
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PATENT COOPERATION TREATY

PCT

INTERNATIONAL PRELIMINARY EXAMINATION REPORT

S

BOEHRINGER INGELHEIM PHARMA GMBH & CO. KG et al.

(PCT Article 36 and Rule 70)
Applicanfs or agent's flie refarance See Notification of Tranemittal of Intemational
11248 FOR FURTHER ACTION Preliminary Examination Report (Form PCTAPEAM18)
intemetional applcation No. Intamationad flling date (dapmonihjear} Priority date (day¥nonthjear)
PCT/EP0O20B893 10.08.2002 17.08.2001
Intemational Patent Classification (IPC) or both national classification and IPC
AB1K31517
Applican

1.  This international preliminary examination report has baen pre,
Authority and is tranemitted to the applicant according to Arlicle

2. This REPORT consisls of a totaf of 5 shests, inciuding thia cover sheel
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INTERNATIONAL PRELIMINARY
EXAMINATION REPORT Intemational application No. PCT/EP(02/089893

. Basls of the report

1. With regard to the elements of the International application (Replacement sheets which have been furnished to
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originelly filed"
and are not annaxed o this report since they do nof contain amendments (Rules 70.16 and 70.17)).

Description, Pages
1-24 as originally filed

Claims, Numbers
1-18 as originally flled

2. With regard to the languags, all the elements marked above were avallable or fumnished to this Authority in the
language in which the intemational application was filed, unless otherwise Indicated under this item.

These elements were available or fumnished to this Authority in the following language:  , which is:

O the language of a translation fumished for the purposes of the international search (under Rule 23.1(b)).
0O the language of publication of the Intemational application (under Rule 48.3(b)).

O the language of a translation furnished for the purposes of Intemational preliminary examination (under
Rule 55.2 andbr 55.3).

3. With.regard to any nucleotide andbr amino acld sequence disclosad in the intemational application, the
international preliminary examination was caried out on the basis of the sequence listing:

contained in the intemational application in written form.

filed together with ths intemational application In computer readable form.

fumished subsequently to this Authority in written form.

fumished subsequently to this Authority In computer readable form.

The statement that the subsequently furmished written sequence listing does not go beyond the disclosure
in the international application as flied has been fumished.

The statement that the information recordsed In computer readable form Is identical to the written sequence
fisting has been fumished.

4. The amendments have resulted in the cancellation of:

O OoooOooao

0O the description, pages:
O the claims, Nos.:
O the drawings, sheets:
5. O Thie report has been established as if (some of) the amendments had not been made, since they have

been considered to go beyond the disclosure as filed (Rule 70.2(c)).
(Anyn)rplacemanrshaorcamainingsuch amendments must be referred to under item 1 and annexed fo this

6. Additional cbservations, if necessary:

Form PCTAPEA/408 (July 1688)
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INTERNATIONAL PRELIMINARY
EXAMINATION REPORT Intemnational application No. PCT/EP02/08993

lil. Non-establishment of opinion with regard to novelty, inventive step and Industrial applicabllity

1. The questions whether the claimed invention appears to be novel, to invoive an inventive step (to be non-
obvious), or to be Industrially applicable have not been examined in raspect of:

0
®

O

(W]

the entire international application,
claims Nos. 1-8
bacause:

the sald intemational application, or the said claims Nos. 1-8 relate io the following subject matter which
does not require an intemational preliminary examination (specify):

see soparate sheet

the description, claims or drawings (indicate pariicular elemenis befow) or sald claims Nos. ars 80 unclear
that no meaningful opinion could ba formed (specify):

the claima, or sald claima Nos. are so inadequately supported by the description that no meaningful opinion
could be formed.

" no intemnational search report has been established for the said claims Nos.
A meaningful intemational preliminary examination cannot be carried out due to the failure of the nucleotide and/or

amino acld saequences listing to comply with the standard provided for In Annex G of the Administrative
Instructiona:

0 the written form has not been fumished or doss not comply with the Standard.
0 the computer readable form has not been fumished or doas not comply with the Standard.

. Reasoned statement under Article 35(2) with regard to novelty, Inventive step or industrial applicabllity;

chatione and explanations supporting such statement

. Statement

Novelty (N) Yes: Clalms 1-16

No: Claims

Inventive step (IS) Yes: Claims  5-10, 14,15

No: Claims 1-4,11-18, 18

Industrial applicability (1A) Yas: Claims 7-16

No: Claims

Citations and axplanations

see separate sheet

Form PCTAPEA/408 (July 1996)



INTERNATIONAL PRELIMINARY International application No. PCT/EP02/08993
EXAMINATION REPORT - SEPARATE SHEET

Section il
Claims 1-6 relate to subject-matter considered by this Authority to be covered by
the- provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated
with respect to the industrial applicabillity of the subject-matter of these claims

(Article 34(4)(a)(i) PCT).
Section V

1. Reference is made to the following documents:
D1: DOODS H ET AL: 'PHARMACOLOGICAL PROFILE OF BIBN4096BS, THE
FIRST SELECTIVE SMALL MOLECULE CGRP ANTAGONIST' BRITISH
JOURNAL OF PHARMACOLOGY, BASINGSTOKE, HANTS, GB, vol. 129, no. 3,
2000, pages 420423, XP000992559 ISSN: 0007-1188
D2: FERRARI M D ET AL: 'Oral triptans (serotonin 5-HT1B/1D agonists) in acute
migraine treatment: a meta-analysis of 53 trials' LANCET, XX, XX, vol. 358, no.
9294, 17 November 2001 (2001-11-17), pages 1668-1675, XP004323637 ISSN:
0140-6736
D3: DATABASE MEDLINE [Online] 15 November 1993 (1993-11-15)
HOERNECKE R ET AL: [Treatment of migraine attacks: combination of
dihydroergotamine tartrate and paracetamol in comparison with individual drugs
and placebo]' Database accession no. NLM8295604 XP002199881 &
MEDIZINISCHE KLINIK (MUNICH, GERMANY: 1883) GERMANY 15 NOV 1993,
vol. 88, no. 11, 15 November 1993 (1993-11-15), pages 642-648, ISSN: 0723-
5003
D4: DATABASE MEDLINE [Online} January 1992 (1992-01) SAADAH H A:
'Abortive headache therapy with intramuscular dihydroergotamine.’ Database
accession no. NLM1555927 XP002216638 & HEADACHE. UNITED STATES JAN
1992, vol. 32, no. 1, January 1992 (1992-01), pages 18-20, ISSN: 0017-8748

2. The subject-matter of the present claims can be considered novel in that the prior
art does not disclose combination of BIBN4096 with other anti-migraine drugs (Ant
33 (2) PCT).

3. Itis however known to use BIBN4096 in the treatment of migraine and therefore it
is prima facie obvious to combine it with other anitmigraine drugs.

Form PCT/Sepamis Sheet/ (B (Sheet 1) (EPO-Apidl 1897)



,y

5B

INTERNATIONAL PRELIMINARY International application No. PCT/EP02/08993
EXAMINATION REPORT - SEPARATE SHEET

For the combination with sumatriptan, zolmitriptan and dihydroergotamine the
applicant has shown a synengistic affect so that an inventive step can be
acknowledged for claims 5-10,14 and 15.

However, because of the nature of a synergistic effect, they cannot be transferred
to other combinations so that an inventive step for the subject-matter of claims 1-
4, 11-13 and 16 cannot be acknowledged (Art 33 (3) PCT).

Form PCT/Separate Sheet/400 (Sheet 2) (EPO-Apri 1957)
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Solidiud intsmacional No. -| Fecha de presentacitn Inlemacionsl (diaimea/s/io) Fecha de priorided (dia/mea/afio)
PCT/EP02/08903 10 de Agosto de 2002 17, de Agosto de 2001

Clasificacién intemacional de Paientes (IPC) o clasficacion nacional e IPC

AB1K 31/517

[Soliciante

BOEHRINGER INGELHEIM PHARMA GMBH & CO. KG Et al.

1. Este informe de examen preliminar Internaclonal ha sido preparaedo por esta Administracién encargada del
Examen Preliminar Intemacional y se envia al solicitante en concordancia con el articulo 38.

2. Este INFORME consta de una total de 5 holas, incluyendo la portada

O Este informe también se acompafia de ANEXOS, esto es documentos de la descripcion, reivindicaciones
y/o dibujos que han sido corregidos y que son la base de este informe yio documentos que contlenan
rectlficaciones reallzadas ante esta Administracién (Ver Regla 70.16 y Seccién 807 de las Inatrucciones
Administrativas segin el PCT)

Estos anexos constan de un total de hojas.

3. Este Informe contiene indicaclones relativas a los siguientes aspectos:
l Bd  Fundamentos del Informe

il O Prioridad
m Bd No se estableca concepto relativo a la novedad, nivel inventivo y aplicacidn industrial
v [0 Carencia de unidad de la invencion
v < Declaracion razonada segun el articulo 35(2), en relacién con la novedad, nivel inventivo o
aplicacién industrial; citaclones y explicaciones que soportan dicha declaraclén
v [0  Clertos documentos citados
Vil [0 Ciertos defectos da la solicitud interacional
vill [0 Ciertas observaciones respecto a la solicitud Internacional
Fecha de presantacion de la demanda Fecha de terminacidn de aste reports
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INFORME DE EXAMEN . .
PRELIMINAR INTERNACIONAL Solichud internacional No. PCT/EP02/08953

124
60

1.

Base del Informe

Respecto a los elementos de la solicitud Intemacional (Las hofas de reempiazo que hgn sido
entregadas a la Oficina receptora en respuesia a la invitacion bajo ef Artfculo 14 se refleren en
este informe como “originaimente presentadas® y no se anexan a este informe ya que ellas no
contienen modificaciones (Regla 70.18 y 70.17):

La descripcidn:
péginas 1-24, como se presentaron originalmente

Las reivindicaciones:
Nimeros 1-16, como se presentaron originalmente

Respecto al lenguaje, todos los elementos marcados anteriormente estuvieron disponibles o
fueron enviados a la Administraclén en el lenguaje en que se presentd la solicitud intemacional, a
menos que se indique otra cosa en este punto.

Estos elementos estuvieron disponibles o fueron enviados a esta Administracion en el siguiente
lenguale el cual es:

[J el lenguaje de la traduccién enviada para propésitos de la bisqueda Intemnacional (bajo
Regla 23.1 (b)).

[[] ellenguaje de la publicacién de la solicitud intemacional (bajo Regla 48.3(b)).

[0 el languaje de la traduccién entregada con propésitos del examen preliminar intemacional
(bajo Regla 55.2 y/o 55.3).

Respecto a cualquler secuencla de nucleétido y/o amino écldos divulgada en la solicitud
interaclonal, el examen preliminar Intemacional se llevd a cabo con base en el listado de
secuencias:

contenido en la solicitud internaclonal en forma escrita

presantado junto con [a solicitud intemacional an forma leglble por computador

entregado posteriorments a esta Administracién en forma legible por computador

La daclaraclén de que el listado de secuenclas posteriormente entregado no va més allé
de lo divuigado en !a solicitud intemacional originalmente presentada, ha sido entregada.
La declaracién de que !a informacién grabada en la forma leglble por computador es
idéntica al listado de secuencias escrito que e ha entregado.

Las modificaciones han dado como resultado la cancelacién de:
la descripcion, paginas .

las relvindicaciones, Nos. ,
los dibujos, pagina .

000 O 0O 0000

Este reporte ha sido establecido como sl {parte de) las modificaclones no se hubleran
reallzado, ya que éstas han sido consideradas como una ampllacién de lo inicialmente divulgado
como se indica en la Casllla Suplementaria (Regla 70.2(c)).

(Cualquier hoja de reemplazo que contenga dichas modificaciones deberd ser referida bajo el
punto 1 y enexada a este Informe)

Observaciones adicionales, si es necesarlo:

PRP/WPC13738AD-212



INFORME DE EXAMEN
PRELIMINAR INTERNACIONAL

Solicitud Intemacional No. PCT/EP02/08983

2.

No establecimiento de opinién con respecto a la novedad, nivel Inventive y aplicabilidad
Industrial.

La pregunta de sl la invenclén relvindicada parece tener novedad, nivel inventivo (que no sea abvia), o
que sea aplicable industriaimente no ha sido examinada con respecto a:

[[] lasolicitud Internacional completa
X Ias reivindicaclones Nos. 1-6,

Porque

(] Ia solicitud Intemnacional, 0 las menclonadas reivindicaciones Nos. 1-§ se relacionan con los
siguientes objetos, los cuales no requieren examen preliminar Internacional (especifiqus):

Ver Hoja Separada
[0 la descripcion, las reivindicaciones o los dibujos (Indique los elementos particulares abajo) o las

mencionadas reivindicaclones Nos. ______ son demaslado confusas que no se puede formar
ninguna opinlén significativa (especiiqus):

[0 Ia descripcién, o las maencionadas reivindicaclones Nos. no estin adecuadamente
soportadas por la descripcién que no se puede formar ninguna opinidn significativa.

[0 no se ha establecido un reporte de biisqueda para las mencionadas relvindicaciones Nos.

No sa pudo realizar un examen preliminar internaclona! significativo debido a fallas en el listado de

nucledtidos y/o aminoéicidos para dar cumplimiento con los estindares del Anexo C de las

Instrucciones Administrativas:

[0 Elformato escrito no ha sido suministrado o no cumple con los estandares.

IO Elformato de lectura por computador no ha sido suministrado o no cumple con los estdndades.

Declaracién motivada segin el Articulo 35(2) en cuanto a la novedad, el nivel inventivo y la
aplicacién Industrial; citas y explicaclones que apoyan esta declaraclén.

Declaracién
Novedad (N) Sl: Relvindicaclones 1-18
NQO: Rusivindicaclones
o i T 510,14,
Nivel inventivo (NI) Si: Relvindicaciones 15
NO: Reivindicaciones 14, .:; -13,

Aplicacién Industrial (Al) Sl: Reivindicaclones 7-16
NO: Reivindicaciones

CHas y explicaciones (Regla 70.7)
Ver Hoja Separada

PRP/WPC137381D-212



INFORME DE EXAMEN

PRELIMINAR INTERNACIONAL-HOJA SEPARADA Solicitud intemecional No. PCT/EP02/08963

SECCION 1l

Esta Autoridad considera que el objeto de las reivindicaciones 1 a 6 se encuentra cubierto
por lo provisto en la Regla 67.1 (iv) PCT. Consecuentements, no podra formularse una
opinién con respecto a la aplicabilidad Industrial del objeto de dichas reivindicaciones.
(Artlculo 34(4)(a)()PCT)

SECCION V

1.  Se hace referencia a ios siguientes documentos:
D1: DOODS H ET AL: “Perfil farmacolégico de bibn4096bs, la primera molécula pequefia
selectiva antagonista cgrp” BRITISH JOURNAL OF PHARMACOLOGY, BASINGSTOKE,
HANTS, GB, VOL. 129, NO. 3, 2000, PAGES 420-423, XP000882559 ISSN 0007-1188.
D2: FERRARI M D ET AL: "Triptanos orales (agonistas de serotonina 5-HT1B/1D) en el
tratamiento de la migrafia aguda: un metaanalisis de 53 ensayos” LANCET XX, XX, vol 358,
no. 9294, 17 de Noviembre de 2001 (2001-11-17), paginas 1668-1675, XP004323637 ISSN:
0140-6736.
D3: DATABASE MEDLINE [Online] 15 de Noviembre de 1993 (19983-11-15) HOERNECKE R
ET AL: [Tratamiento de ataques de migrafia: combinacién de tartrato de dihidroergotamina y
paracetamol en comparacioén con los farmacos individuales y placebo]® Acceso de base de
datos no. NLM8295604 XP002199881 & MEDIZINSCHE KLINIC (MUNICH, GERMANY:
1863) Alemania 15 de Noviembre de 1993 81983-11-15), paginas 642-648, SIN: 0723-5003.
D4: DATABASE MEDLINE [Online] Enero 1992 (1992-01) SAADAH H A “Terapia abortiva
para dolor de cabeza con dihidroergotamina intramuscular®. Acceso a la base de datos no.
NLM1555927 XP002216638 & HEADACHE. Estados Unidos Enero 1982, vol. 32, no. 1,
Enero 1892 (1992-01), paginas 18-20, SIN 0017-8748.

2. El objeto de las presentes reivindicaciones puede ser considerado novedoso ya que el arte
previo no divulga la combinacion de BIBN4098 con otros farmacos antimigrafiosos (Articulo

33 (2)PCT).

3. Sin embargo es conocido el uso de BIBN40S96 en el tratamiento de la migrafia y por esto a
primera vista es obvio combinario con otros farmacos antimigrafiosos.

PRP/WPC13736M1D-212
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. INFORME DE EXAMEN e
' PRELIMINAR INTERNACIONAL-HOJA SEPARADA Solicitud intemaclonal No. PCT/EP02/08883

Para la combinacién de sumatriptan, zolmitriptan y dihidroergotamina, el solicitante ha
demostrado un efecto sinérgico de tal forma due el nivel inventivo puede alcanzarse para las
reivindicaciones 5-10, 14 y 15.

Sin embargo, debido a la naturaleza de el efecto sinérgico, este no puede ser atribuido a
otras combinaclones de tal forma que no puede alcanzarse el nivel Inventivo del objeto de
las reivindicaciones 1-4, 11-13 y 16. (Artlculo 33(3)PCT)

PRP/WPC13736AD-212
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Uso de BIBN4098 en combinacién con otros firmacos antimigrafiosos para
el tratamlento de migrafia

Campo de la Invenclén

La migrafia es uno de los trastornos neurolégicos mas comunes, que Implica
ataques periddicos de cefalea y niduseas asl como otros sintomas muy diversos. Aun-
que se ha realizado un progreso considerable, todavia no se entiende la patofisiologla
de la migrafia. Sin embargo, varias observaciones apuntan a la implicacién del péptido
relacionado con el gen de la calcitonina (CGRP). La cefalea migrafiosa implica la acti-
vacion del sistema trigeminal y la dllataclén de los vasos sanguineos craneales. El
CGRP est locallzado en las neuronas, de los ganglios trigeminales, y los niveles de
CGRP se elevan durante un ataque de migrafia, causando presumiblements la vasodi-
latacidn observada. Por consigulente, es concebible que la inhibicidn de la dilataclon
de los vasos craneales evocada por CGRP pueda proporcionar un nuevo tratamiento
para la cefalea migrafiosa.

Unos fArmacos antimigrafiosos muy utilizados son los lamados "triptdnes”,
p.el. sumatriptdn y zolmitriptin. Estos compuestos incitan sus efectos antimigrafiosos
debido a sus propledades vasoconstrictoras y presumiblemente a su Inhibicién de la
liberacién del neuropéptido denominado péptido relacionado con el gen de la caicitonl-
na (CGRP, por sus siglas en inglés) (Ferrar, M. D., Saxena, P. R. (1995), 5-HT, recep-
tors In migrafia pathophysiology and treatment, Eur. J. Neurology, 2, 5-21; Johnson, K.
W., Phebus, L. A., Cohen, M. L. (1998), Serotonin in migrafia: Thelroes, animal models
and emerging theraples, Progress in Drug Research, Vol. 51, 220-244), cuyos niveles
86 supone que se incrementan durante un ataque de migrafia (Edvinsson, L., Goads-
by, P. J. (1994), Neuropeptides in migrafia and cluster cefaleas, Cephalgia, 14(5), 320-
327). Una estrategla completamente nueva para tratar la migrafia es el uso de antago-
nistas de CGRP (Doods, H., Hallermayer, G., Wu, D., Enizeroth, M., Rudolf, K., Engel,
W., Eberleln, W. (2000), Pharmacological profile of BIBN4096BS, the first selective
small molecule CGRP antagonlst, Br. J. Pharmacol., 129, 420-423).

Antecedentes de la Invencidén
El documento WO 98/11128 describe aminoacidos modificados que tienen
propledades antagonistas de CGRP, su uso y métodos para su preparaclén asl como

‘PRPAD-20/WPC13738
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su uso para la produccién y purificacidn de anticuerpos y como compuestocs marcados
en ensayos RIA y ELISA y como agentes auxiliares dlagnésticos o anallticos en la
blsqueda de neurciransmisores. En vista de sus propiedades farmacoldgicas, los
aminoécidos modificados son por lo tanto adecuados para tratamiento agudo y profl-
lactico de las cefaleas, particularmente de la migrafia y las cefaleas en racimo.

Compendio de la Invencién

Se ha encontrado Inesperadamente que en un modelo que se considera pre-
dictivo de los efectos antimigrafiosos de los faArmacos, la combinacién de dos farmacos
con un modo completaments diferente de accién, a saber un agonista de 5-HTanp ©
un alcaloide del ergot y el antagonista de CGRP descrito en el documento WO
98/11128 A1, a saber
A = 1{N?[3,5-Dibromo-N-[[4-(3.4-dihidro-2(1H)-oxoquinazolin-3-il)-1-piperidinil]-
carbonll}-D-tirosil]-L-lisil}-4-(4-piridinil)}-plperazina [BIBN4096BS],

Br

COTA P ren

NH,

da como resultado un efecto mejor altamente significativo si se compara con el efecto
de un firmaco a solas.

Dascripcién detallada de la Invencién
Segln un primer aspecto, la presente Invenclén proporciona un método de

tratamlento o prevencién de indicaciones selecclonadas del grupo formado por cefa-
leas, migrafia y cefaleas en racimo, cuyo método comprende la administracién conjun-
ta de una cantidad terapéuticaments eficaz de BIBN4098BS o una sal fisioldgicaments
aceptable del mismo y una cantidad terapéuticamente eficaz de otro fArmaco antimi-

PRPID-203WPC13738
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grafioso activo (A) a una persona que tiene necesidad de dicho tratamlento.

Para este proposito, el firmaco (A) se puede selecclonar del grupo formado
por antleméticos, procinéticos, neurolépticos, antidepresivos, antagonistas de neuro-
quinina, antl-convulsionantes, antagoniatas del receptor H1 de histamina, antimuscari-
nicos, B-bloqueantes, a-agonistas y ag-antagonistas, alcaloides del ergot, analgésicos
suaves, antiflogisticos no aesteroldeos, corticosteroides, antagonistas del caiclo y ago-
nistas de 5-HTaxp-

Un antiflogistico ho esterdideo se puede seleccionar del grupo formado por
aclofenaco, acemetacina, ackio acetilsalicllico, azatioprina, celecoxib, diclofenaco,
difiunisal, fenbufeno, fenoprofeno, flurbiprofena, ibuprofeno, indometacina, ketoprofe-
no, leflunomida, lomoxicam, &cido mefenamico, meloxicam, naproxeno, fenlibutazona,
piroxicam, sulfasalazina, zomepiraco o las sales farmacéuticamente aceptables de los
mismos,

como agonistas de 5-HTayp 80 pueden utliizar, por ejemplo, almotriptdn,
avitriptan, eletriptan, frovatriptdn, naratriptdn, rzatriptén, sumatriptAn o zoimitriptdn o
las sales farmacéuticaments aceptables de [os mismos y

alcaloldes adecuados del ergot son, por ejemplo, ergotamina y dihidroergo-
tamina.

Ofras sustancias activas adiclonales que se pueden considerar para las com-
binaclones mencionadas anteriormente como el componente farmacolégico (A) inclu-
yen, por ejemplo, metoclopramida, domperidona, difenhidramina, ciclizina, prometazi-
na, clorpromazina, daxametasona, flunarizina, dextropropoxifeno, meperidina, propra-
nolol, nadolol, atenolol, clonidina, Indoramina, carbamazepina, fenitolna, valproato,
amitriptilina, lidocaina o diltiazem.

Como una reallzaclén preferida en al método de acuerdo con la invencién, el
farmaco (A) se selecciona del grupo formado por los alcaloldes del ergot y los agonis-
tas de 5-HT:anp, especiaimente preferidos son dihidroergotamina, sumatriptan y zolml-
triptin, el mas preferido es sumaiﬂptén o0 sus sales fislolégicamente aceptables.

Como una realizacldn preferida adicional en el método de acuerdo con la
Invencién, el férmaco (A) se selecclona del grupo formado por antiflojisticos no este-
roidales, es especiaimente preferido meloxicam o sus sales fislolégicamente acepta-
bles.

La dosificacion para el fadrmaco antimigrafioso combinado (A) es apropiada-
mente 1/50 de la dosis mas baja recomendada normaimente hasta 1/1 de la dosifica-
clén recomendada normalmente, preferiblements 1/50 a 1/6 y més preferiblemente
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1/20 a 1/10, por via oral, nasal, subcutdnea o intravenosa. La dosis normaimente re-
comendada para el fairmaco antimigrafioso combinado (A) debera interpretarse como
la dosis descrita en Rote Liste Win® 2001/), Editio Cantor Verlag Aulendorf.

De acuerdo con la invencién, BIBN4096BS o una sal fisioldgicamente acep-
tabla.del mismo, se puede administrar por via intravenosa o subcutanea en una dosifi-
cacién de 0,0001 a 3 mg/kg de peso corporal 0 por via oral, nasal o inhalativa en una
doslificaclén de 0,1 a 10 mg/kg de peso corporal, una, dos o tres veces al dia, en com-
binacién con

sumatriptdn o una sal fisloldgicamente aceptable del mismo, que se puede
administrar por via oral en una dosificacién de 0,03 a 1,43 mg/kg de peso corporal,
una, dos o tres veces al dla, o

por via intravenosa o subcutdnea en una dosificacion de 0,002 a 0,09 mg/kg
de peso corporal, una o dos veces al dfa, o

por via rectal en una dosificacidn de 0,007 a 0,36 mg/kg de peso corporal,
una o dos veces al dia, o

por via nasal en una dosificacién de 0,006 a 0,29 mg/kg de peso corporal,
una o dos veces al dia, o en combinacién con

zolmitriptdn o una sal fisiolégicaments aceptable del mismo, que se puede
administrar por via oral en una dosificacién de 0,0007 a 0,036 mg/kg de peso corporal,
una o dos veces al dfa, 0

en combinacién con dihidroergotamina o una sal fisioldgicaments aceptable
de la misma, que se puede administrar por via oral en una dosificacién de 0,001 a 0,07
mg/kg de peso corporal, una o dos veces al dla, o en combinacion con

meloxicam o una sal fisioldgicamente aceptable del mismo, que se puede
administrar por via oral en una dosificaclén de 0,004 a 0,21 mg/kg de peso corporal,
una vez al dla.

En una realizacion preferida de la Invenclién, BIBN4096BS o una sal fislologi-
caments aceptable de! mismo, se puede administrar por via intravenosa o subcutinea
en una dosificacién de 0,0001 a 3 mg/kg de peso corporal o por via oral, nasal o in-
halativa en una dosificacién de 0,1 a 10 mg/kg de peso corporal, una, dos o tres veces
al dia, en combinaclén con

sumatriptan o una sal farmacéuticamente aceptable del mismo, que se puede
administrar por via oral en una dosificaclén de 0,03 a 0,24 mg/kg de peso corporal,
una, dos o tres veces al dfa, o

por via intravenosa o subcutinea en una dosificacién de 0,002 a 0,015 mg/kg
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de peso corporal, una o dos vaces al dia, o

por via rectal en una doslficacién de 0,007 a 0,06 mg/kg de peso corporal,
una o dos veces al dia, o

por via nasal en una dosificacion de 0,008 a 0,048 mg/kg de peso corporal,
una o dos veces al dla, o0 en combinacién con

zolmitriptdn o una sal fisiolégicamente aceptable del mismo, que se puede
administrar por via oral en una doslificaclén de 0,0007 a 0,006 mg/kg de peso corporal,
una o dos veces aldia, o

en combinacién con dihidroergotamina o una sal fisioldgicamente aceptable
de la misma, que se puede administrar por via oral en una dosfficacién de 0,001 a 0,01
mg/kg de peso corporal, una o dos veces al dla, o

en combinaclén con meloxicam o una sal fisiclégicamenta aceptable del
mismo, que se puede administrar por via oral en una dosificacion de 0,004 a 0,038
mg/kg de peso corporal, una vez al dla.

En una realizacién mas preferida de la invenclén, BIBN40S6BS o una sal
fislolbgicaments aceptable del mismo, se puede administrar por via intravenosa o sub-
cutdnea en una dosificacién de 0,0001 a 3 mg/kg de peso corporal o por via oral, nasal
o Inhalativa en una dosificacién de 0,1 a 10 mg/kg de peso corporal una, dos o tres
veces al dla, en combinacién con

_sumatriptan o una sal fisioldgicamente aceptable del mismo, que se puede
administrar por via oral en una doslificacién de 0,075 a 1,43 mg/kg de peso corporal,
una, dos o trea veces al dia, o

por via intravenosaa o subcutdnea en una dosificacion de 0,005 a 0,009 mg/kg
de paso corporal, una o dos vaces al dia, 0

por via rectal en una dosificaciéon de 0,0175 a 0,036 mg/kg de peso corporal,
una o dos veces al dla, o

por via nasal en una dosificacién de 0,015 a 0,029 mg/kg de peso corporal,
una o dos veces al dla, o0 en combinacién con

zolmktriptdn o una sal fisloldgicamente aceptable del mismo, que se puede
administrar por via oral en una doslificacion de 0,00175 a 0,0036 mg/kg de peso corpo-
ral, una o dos veces al dia, o

en combinacién con dihidroergotamina ¢ una sal fisiolégicaments aceptable
de ia misma, qde se puede administrar por via oral en una dosificacién de 0,0025 a
0,007 mg/kg de peso corporal, una o dos veces al dia, o

en combinacidn con meloxicam o una sal fisiolégicamenta aceptable del
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mismo, que se pueds administrar por via oral en una dosificacién de 0,01 a 0,02 mg/kg
de peso corporal, una vez al dla.

La presente Invenclén proporciona, como sagundo aspecto, una composiclon
farmacéutica para tratar o prevenir cefalea, migrafia o cefaleas en racimo, que com-
prende una cantidad terapéuticamente eficaz de BIBN4096BS o un sal del mismo fisio-
légicamente aceptable y un firmaco antimigrafioso (A) seleccionado del grupo forma-
do por sumatriptdn, zoimitriptan y dlhidroergotamina o una de sus sales fisioldgicamen-
te aceptables como una preparacién de combinaclén para administracién simultanea o
secuenclal.

Una composicion farmacéutica de acuerdo con la Invencién puede compren-
der una sola unidad de dosificacién de 0,1 a 10 mg de BIBN4096BS y

una sola unidad de dosificacién de 1 a 100 mg de sumatriptan o

una sola unidad de dosificaclén de 0,1 a 2,5 mg de zoimitriptdn o

una sola unidad de doslficacién de 0,1 a 5 mg de dlhidroergotamina o

una sola unidad de dosificacién de 7,5 a 15 mg de meloxicam.

Todas las doslis o unidades de dosificacién de una sal fislolégicamente acep-
table de un compuesto activo menclionado aqul anteriormente debera Interpretarse
como la dosis o dosificacion del proplo compuesto activo.

Ademads, una composicién farmacéutica de acuerdo con la Invenclén puede
ser un kit de partes para tratar o prevenir cefalea, migrafia o cefaleas en racimo, kit
que comprende

(a) un primer envase que contiene una composicién farmacéutica que com-
prende una cantidad terapéuticamente eficaz de BIBN40S6BS o una sal
fisloldgicamente aceptable del mismo y uno o més diluyentes y/o veh!-
culos farmacéuticamente aceptables; y

(b) un segundo envase que contlene una composicién farmacéutica que
comprende sumatriptin, zolmitriptédn o dihidroergotamina o una de sus
sales fisiolégicamente aceptables y uno 0 mas dlluyentes y/o vehiculos
farmacéuticamente aceptables.

Un kit de partes preferido comprende sumatriptdn en el segundo envase.

Un tercer aspecto de la presente invenclén es el uso de BIBN4096BS o una
sal del mismo fislolégicamente aceptable an combinacién con otro farmaco antimigra-
fioso activo (A) para la fabricacién de una composicion farmacéutica para tratar o pre-
vanir cefalea, migrafia o cefaleas en racimo. El fAirmaco (A) y las realizaciones preferi-
das del mismo, asl como sus composiciones farmacéuticas, se han menclonado aqul
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anteriormente bajo el primer y segundo aspectos de la Invencién. Lo mas preferido en
relacién con todos los aspactos de la Invencion es la combinacién de BIBN40S6BS con
sumatriptin o una de sus sales fisloldgicamente aceptables.

Varios de los componentas farmacolégicos {A) mencionados aqul ante-
riormente ya estdn en el mercado, p.sj., sumatriptan se vende bajo el nombre co-
mercial Imigran®, zoimitriptdn se vende bajo el nombre comercial ascotop® y dihi-
droergotamina y sus sales farmacéuticamente aceptables, se venden bajo el nombre
comerclal agit®. '

El BIBN4096BS se puede administrar, por ajemplo, utllizando las formulacio-
nes farmacéuticas descritas en el documento WO 88/11128 o utilizando una de las
sigulentss formulaclones farmacséuticas:

cépsulas para inhalacién de polvo, que contienen 1 mg de sustancia activa,
solucién Inhalable para nebulizadores, que contiene 1 mg de sustancia activa,

aerosol dosificador accionado por un gas propelente, que contiene 1 mg de sustancia
activa,

spray nasal, que contiene 1 mg de sustancia activa,

comprimidos, que contienen 20 mg de sustancla activa,

cApsulas, que contienen 20 mg de sustancia activa,

solucién acuosa para aplicacidn nasal, que contiene 10 mg de sustancla activa,
solucién acuosa para aplicaclon nasal, que contiene 5 mg de sustancla activa, o

gsuspension para aplicacién nasal, que contiene 20 mg de sustancla activa.

Elempio 1
Con objeto de examinar la actividad farmacolégica de las combinaciones de

acuerdo con la invencién, se han llavado a cabo los siguientas experimentos:
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Mediclén del fiujo sanguineo cutineo faclal

El flujo sanguineo cutdneo faclal se midié por un método modificado descrito
por Escott et al. (Escott, K. J., Beattie, D. T., Connor, H. E., Brain, S. D. (19895), Tri-
geminal ganglion stimulation Increases faclal ekin blood flow in the rat: a major role for
calcitonin gene-related peptide, Brain Research, 669(1), 93-89). Se anesteslaron ratas
wistar machos mantenidas en ayunas (raza CHbb:THOM, 280-320 g) con pento-
barbltona sddica (Iniclaimente con 60 mg/kg i.p. y mantenidas a lo largo de todo el ex-
perimento con una Infusién intraperitoneal de 30 mg/kg/h a través de una aguja de
callbre 23 utlizando una solucién de 10 mg/ml). Ambos lados de la zona bucal de la
plel facial se afeitaron y depilaron con una crema depilatoria comercial (Piica,
Schwarzkopf & Henkel, 40551 Disseldorf, Alemanla). Se canulé la trAquea y se some-
tieron a ventilaclon artificial los animales (80 inspiraclones/min} con aire atmosférico
enriquecido en oxigeno. Se mantuvo la temperatura corporal a 37°C mediante un le-
cho calefactor automético. Se canularon la arteria femoral lzqulerda y la vena femoral
lzquierda para la medicién continua de la presién sanguinea arterial y la administraclén
Intravencsa de los compuastos de ensayo, respactivamente. Se astablaclé un bloqueo
neuromuscular por administracién intravenosa de bromuro de pancuronio (1
mg/kg/0,5ml, 5 min antes de cada estimuiacién eléctrica). La frecuencla cardlfaca se
obtenia a parlir de la seflal de la presién sanguinea. La presién sanguinea y la fre-
cuencia cardiaca eran vigiladas continuaments durante el curso del experimanto para
estimar el nivel de anestesla y vigllar los efectos cardlovasculares ds los farmacos
utilizados en este estudio.

Se pusieron los animales en un ammazén esterotéxico y se hlzo una incisién
longitudinal en el cuero cabelludo. Se taladré un pequefio agujero en el cridneo (a la
izqulerda o a la derecha) y se Introdujo un electrodo bipolar (Rhodes SNEX-100 suml-
nistrado por David Kopf Instruments, Tujunga, 81042 California, EE.UU.) utllizando un

_micromanipulador, en el ganglio trigeminal (a una distancia de 0,32 cm dorsal a breg-

ma, una distancla + 0,30 cm lateral desde la Ilnea media y 0,95 cm dabajo de la super-
ficle dural). La posicién de los electrodos en los ganglios tigeminales fue verificada
visualmente al final de cada experimento tras la extirpaclén del cerebro. Se estimuié el
ganglio trigeminal a 10 Hz, 1 mA, 1 ms durante 30 segundos utilizando un estimulador
suministrado por Hugo Sachs Elektronik (78232 March-Hugstetten, Alemanla). Se mi-
dieron los camblos en el flujo sanguineo microvascuiar en la plel facial utiizando fluo-
metria Laser Doppler con un sistema laser Doppler Periflux (PeriFLUX 4001, longitud
de onda 780 nM; tiempo constante 3 8, Perimed AB, Jarfélla, S-17526, Suecia). Se
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situaron sondas laser Doppler normales (SONDA 408) a cada lado de la cara a una
distancia de aproximadamente 0,5 cm debajo del centro del ofo, un érea inervada por
la rama maxdlar (V2) del nervio trigaminal. Se midleron los cambios de flujo sanguineo
como flujo un unidades arbitrarias y se expresa como 4rea bajo la curva de flujo (mm?)
de acuerdo con Escott et al. (1995).

Protocolo experimental .
Después de 30 min de equllibracién, los animales se sometieron a tres perio-

dos de estimulaclén eléctrica, separados por un intervalo de 30 min. La primera estl-
mulacién se utilizé6 como un control para las subsigulentes estimulaciones. 5 min antes
de la segunda estimulacion, se administraron intravenosamente solucién salina, com-
puesto individual o la combinaclén.

Los resultados se dan en la Tabla 1 siguiente. Dichos resultados indican que
la potencia mejorada de la combinacién de agonistas de 5-HTsanp U otros fArmacos
antimigrafiosos en general con un antagonista de CGRP permitifa mayor eficacia,
permitiria dosis més bajas de cada compuesto para obtener una eficacia similar con
menos efectos secundarios y la adiclén de los mecanismos podria dar como resultado
menor recurrencia de las cefaleas.
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Tabla 1: Efecto de BIBN4098BS en combinacién con otros farmacos antimigrafiosos
sobre la vasodilatacién cutdnea faclal inducida por la estimulacion eléctrica de los

ganglios trigeminales en la rata.

#
13

Tratamiento % de estimulacién n [ % de Inhibicién comparado con
del trigémino valor confrol
Solucién salina (control) 82,7 + 4,4 11 -

BIBN 4096 BS (0,03 mg/kg) 60,3 + 5,1 8 271

[ Sumatriptan (1,0 mg/kg) 688+68 7 16,8

BIBN 4086 BS + sumatriptan 266 +54" 6 67,8
(0,03 mg + 1,0 mg)kg

Zolmitriptan (0,1 mg/kg) 65,6 + 4,8 6 328

BIBN 4006 BS + Zoimitriptan 27.3+60" 6 87,0
(0,03 mg + 0,1 mg)kg

DHE (0,1 mg/kg) 60,4 + 4,1 6 27,0

BIBN 4008 BS + DHE 209+3,1° 6 74,7

(0,03 mg + 0,1 mgykg

DHE = Dihidrosrgotamina

* significativo, p < 0,001, comparado con sumatriptén
® significativo, p < 0,01, comparado con zolmitriptan
¢ significativo, p < 0,001, comparado con DHE

Los EJemplos que siguen describen preparaclones farmacéuticas que contle-
nen BIBN408B6BS o una sal del mismo farmacéuticaments aceptable como sustancia

activa:
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Elemplo 2
Ciépsulas para Inhalacién de polvo con 1 mg de sustancia activa
Composicién:
1 capsula para Inhalaciéon de polvo contiene:
sustancia activa 1.0 mg
lactosa 20,0 mg
capsulas de gelatina dura 50,0 mg

71,0 mg
Método de preparacién:

La sustancia activa s8 muele hasta el tamafio de particula que se necesita
para Inhalacion. La susiancla active molida se mezcla homogéneamente con la lacto-
sa. La mezcla se carga en capsulas de gelatina dura.

Elemplo 3

Solucién Inhalable para respimat® con 1 mg de sustancla actlva
Composicion:

1 pulverizacién contiene:

sustancia activa 1.0 mg

cloruro de benzaiconio 0.002 mg

edetato disédico 0,0075 mg

agua purificada hasta 15,0 p!

La sustancla activa y el cloruro de benzalconio se disuelven en agua y se
cargan en cartuchos del respimat®.

Elemplo 4

Solucldén Inhalable para nebull n 1 mg de sustancia activa

Composlclon:

1 vial contiene:

sustancia activa 01g
cloruro de sodio ' 0,18¢g

PRPAD-20WPC13736
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cloruro de benzalconio 0,002 g
agua purificada hasta 20,0 ml

Meétodo de preparacion:
La sustancia activa, el cloruro de sodio y el cloruro de benzaiconio se disuel-
ven en agua.

Elemplo 5
Asrosol doslficador accionado por un gas propelente con 1 mg de sustancia ac-
fiva

Composicidn:

1 pulverizacién contiene:

sustancia activa 1.0mg
lacitina 0,1%
gas propelente hasta 50,0 ul
Meétodo de preparacién:

La sustancia activa micronizada se suspende homogéneamente en la mezcla
de lecitina y gas propelente. La suspensitn se transflere a un envase presurizado con
una vélvula doslficadora.

Elemplo 8
Spray nasgl con 1 mg de sustancia activa

Composiclon:

cada chorro de spray contiene

sustancia activa 1.0mg
manitol 5,0 mg
edetato disddico 0..05 mg
acldo ascorbico 1,0mg
agua purificada hasta 0,1ml

Método de pre I6n:
La sustancla activa y los exclplentes se disuelven en agua y se transfleren a

PRPD-203YWPC13736
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un envase adecuado.

Elemplo 7

luclén inyectable con $ mg de sustancl lva por 5 ml
Composlcion:
sustancia activa en forma bésica 5mg
acido/agente que forma sal en la cantidad necesarla
para formar una sal neutra c.s.
glucosa 250 mg
albaomina de suero humano 10 mg
glicofurol 250 mg
agua para inyeccion hasta Smi
Preparacion:

Se disuelve el glicofurol y 1a glucosa en agua para inyeccion (Wfl); sa aflade
albdmina de suero humano; se afiade el agents que forma la sal; se disuelve la sus-
tancia activa calentando; se lleva al volumen especificado con Wi; se transflere a am-
pollas bajo atmésfera de gas nitrégeno.

Elemplo 8

lucldn In ble para inistraclén subcutdnea gue contlene 5 mg de sus-

fancia activa por 1 ml

Composicion:

sustancla activa Smg
glucosa 50 mg
polisorbate 80 = Tween 80 2mg
agua para inyeccién hasta 1ml
Preparacion:

Se disuelve la glucosa y el polisorbato en agua para inyeccion; se disusive la
sustancla activa calentando o utilizando ultrasonidos; se lleva al volumen especificado
con Wii; se transflere a ampollas bajo atmdsfera de gas inerte.

PRPAD-20/WPC13738

26



10

15

20

25

35

-14 -

emplo 8
Solu ble que contiene 100 mg de sustancla activa por 10 ml
Composiclén:
sustancla activa 100 mg
dihidrégenofosfato monopotasico
= KHaPO4 12mg
hidrégenofosfato disédico
= NagHPO4-2H20 2mg
cloruro de sodio 180 mg
albimina de suero humano 50 mg
polisorbate 80 20 mg
agua para Inyecclén hasta 10 ml
Preparacién:

Se disuelven polisorbate 80, cloruro de sodlo, dihidrégenofosfato monopotasi-
co e hidrégenofosfato disddico en agua para inyecclén (Wfl); se aflade albamina de
suero humano; se disuelve la sustancia activa calentando; se lleva al volumen especi-
ficado con WTi; se transflere a ampollas.

Elemplo 10
Liofilizado que coptlene 10 mg de susiancia activa

Composicion:

sustancla activa en forma bdsica 10 mg
écldo/agente que forma sal en la cantidad necesaria

para formar una sal neutra c.S.
manitol 300 mg
agua para inyeccion hasta 2ml

Preparacion:

Se disuelve el manitol en agua para inyeccion (WHi); se aflade el agente que
forma la sal; se disuelve la sustancia activa calentando; se lleva al volumen especifi-
cado con Wfi; sa transfiere a viales; se liofiliza.

PRPAD-203WPC13738
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Disoivente para liofllizar:

polisorbate 80 = Tween 80 20mg
manitol 200 mg
agua para Inyeccion hasta i0ml

Se disuelven polisorbate 80 y manitol en agua para inyecclén {(Wfl); se trans-
flere a ampollas.

Elemplo 11
Liofilizado gue contiene 5 mg de sustancis activa

Composician:

sustancla activa en forma bésica Smg
disolvente polar o no polar

(que se puede separar

por liofllizaclén) hasta 1ml

Pre n:

Se disuelve |a sustancia activa en un disolvente adecuado; se transflere a
viales; se liofiliza.

Disolvente para liofilizar:

polisorbate 80 = Tween 80 5mg
manitol 100 mg
agua para Inyeccion hasta 2ml
Preparacion:

Se disuelven polisorbate 80 y manitol en agua para inyeccién (Wil); se

transfiere a ampollas.

PRPAD-203/WPC13738
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Ejemplo 12

Com ntlanan 20 m ncl va
Composicion:

sustancla activa 20 mg
lactosa 120 mg
almidén de malz 40 mg
estearato de magnesio 2mg
Povidona K 25 18 mg
Preparacién:

Se mezclan homogéneaments la sustancia activa, lactosa y almidén de malz;
se granulan con una solucidn acuosa de Povidona; se mezclan con estearato de mag-
neslo; se comprimen en una maquina para formar comprimidos; peso del comprimkio
200 mg.

Elemplo 13

Cépsu ntlenen 20 mg de sustancl
Composicion:

sustancia activa 20 mg
aimidén de malz 80 mg
silice altamente dispersada 5 mg
estearato de magnesio 25mg
Preparacién:

Se mezclan homogéneaments la sustancia activa, almidén de malz y sllice;
88 mezclan con estearato de magnesio; la mazcla se transfiere a capsulas de gelatina
dura del nimero 3 en una maquina de relleno de cépsulas.

Elemplo 14
Suposlitorios gque contlenen 50 mg de sustancla activa

Composicién:
sustancla activa 50 mg
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grasa dura (Adeps solidus) c.s. hasta 1700 mg

Preparacién:
Se derite la grasa dura a unos 38°C; se dispersa homogéneamente [a sus-

tancia activa molida en la grasa dura derretida; después de enfriar a aproximadamente
35°C se vierte en moldes frios.

Elemplo 15

Soluclén acucosa para administracién nasal que contiene 10 mg de sustancia
activa

Composicion:

sustancia activa 10,0 mg
&cido clorhidrico en la cantidad nacesarla para formar una sal neutra
parahidroxibenzoato (PHB) de metilo 0,01 mg
parahldroxibenzoato (PHB) de proplio 0,008 mg
agua purificada hasta 1,0ml
Preparacién:

La sustancla activa se disuelve en agua purificada; se afiade écido clorhidrico
hasta que la solucién es clara; se afiaden PHB de metilo y propilo; la solucidn se lleva
al volumen especificado con agua purificada; la solucién se esteriliza por filtracién y
transfiere a un envase adecuado.

Composician:

sustancia activa omg
1,2-propancdiol 300 mg
hidroxietiicelulosa 5mg
#cido sérbico 1img
agua purificada hasta 1mi
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Preparacion:

La sustancia activa se disuelve en 1,2-propanodiol; se prepara una solucién
de hidroxietlicelulosa en agua purificada que contlene acido sdrbico y se aflade a la
solucién de la sustancla activa; la solucién se esteriliza por filtracién y se transfiere a
un envase adecuado.

Elemplo 17

Solucién acuosa para administracién Infravenosa que contlene 5 mg de sustan-
cla activa

Composicién:

sustancla activa 5mg

1,2-propanodiol . 300 mg

manitol 50 mg

agua para inyeccién (Wfl) hasta 1mi

Preparacion;

La sustancia activa se disuelve en 1,2-propanodiol; la solucion se lleva hasta
aproximadamente el volumen especificado con Wfl; se afiade manitol y se lieva hasta
aproximadamente el volumen especificado con Wi; la solucidn se esteriliza por flitra-
cién, se transfiere a envases individuales y se trata en un autoclave.

Elemplo 18

Formulacién liposdmica para In l6n | n ue contiene 7.5 mg de sus-
fancla activa

Composicion:

sustancla activa 7,5mg

lecitina de huevo, p.ej. Lipoid E 80 100,0 mg

colesteral 50,0 mg

glicerol 50,0 mg

agua para Inyeccion hasta 1,0 mi

Preparacion:

La sustancia activa se disuelve en una mezcla de lecitina y colesterol; se
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afiade la solucion a una mezcla de glicero! y Wfl y se homogenelza por homogeneiza-
clén a alta preslién o por la técnica del Microfiuidizador; la formulacion liposémica obte-
nida se transflere a un envase adecuado en condiciones asépticas.

. Elemplo 19
Syspensién para adminigtracién nasal que contlene 20 mg de sustancla activa
Composicién:
sustancia activa 20,0 mg
carbaximetiiceiulosa (CMC) 20,0 mg
tampén de monohkirégenofosfato
sédico/dihidrégenofosfato sédico, pH 6,8 C.S.
cloruro de sodio 8,0 mg
parahidroxibenzoato de metilo 0,01 mg
parahldroxibenzoato de proplio 0,003 mg
agua purificada hasta 1.0ml
Preparaclon:

La sustancia activa se suspende en una solucldn acuosa de CMC; los deméas
ingredientes se afiaden sucesivamente a la suspension y la suspension se lleva al
volumen especificado con agua purificada. )

Elemplo 20

Soluclé ara adminls ién cuténea con 1 stancla actlva

Compeosicién:

sustancla activa 10,0 mg
tampdn de monohidrégenafosfato

sddico/dihidrégenofosfato sddico, c.9. hasta pH 7.0
cloruro de sodio 4,0 mg
agua para inyecclén hasta 0,5mi

Preparacién:
L_a sustancla activa se disuelve en la solucion de tampén fosfato, después de
la adiclén de la sal comdn, la solucién se lleva hasta el volumen especificado con

PRPAD-20%WPC13736
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agua. La solucion se esterlliza por filtracion, se transflere a un envase adecuado y trata
en un autoclave.

Ejlemplo 21

Suspensld ra administracié utdnea gue contlene 5 m us-
tancia actlva

Composicion:

sustancia activa 5,0 mg
polisorbate 80 0,5mg
agua para Inyeccion 0,5mi

Ereparacion:

La sustancia activa se suspende en la solucién de polisorbate 80 y se tritura
hasta un tamafio de particulas de aproximadamente 1 pym utilizando una técnica de
dispersién adecuada (p.e). molienda himeda, homogenelzacién a alta presién, micro-
fluidizacién, etc.). La suspension se transflere a un envase correspondients en condi-
clones asépticas.
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33



10

15

25

35

-21-

REJVINDI IONES

1. Un método de tratamiento o prevencién de indicaciones selecciona-
das del grupo formado por cefalea, migrafia y cefaleas en racimo, cuyo método com-
prende la co-administracién de una cantidad terapéuticamente eficaz de BIBN4096BS
o una sal fisiolégicaments aceptable del mismo y una cantidad terapéuticaments eficaz
de ofro fdrmaco antimigrafioso activo (A) a una persona que neceslta de dicho trata-
miento.

2. El método segun la relvindicacién 1, caracterizado porque el farma-
co (A) se selecciona del grupo formado por antieméticos, procinéticos, neurolépticos,
antidepresivos, antagonistas de neuroquinina, anti-convulsionantes, antagonistas del
receptor H1 de histamina, antimuscarinicos, pB-bloqueantes, o-agonistas y a-
antagonistas, alcaloides de! ergot, analgésicos suaves, antiflogisticos no estaroideos,
corticosteroldes, antagonistas del calcio y agonistas de 5-HT 1p1p.

3. El método segun la relvindicacién 2, caracterizado porque el farma-
co (A) se selecciona del grupo formado por alcaloldes del ergot y agonistas de
5‘HT|~10.

4. El método segtn la relvindicacién 3, caracterizado porque porque el
alcaloide del ergot es ergotamina o dihidroergotamina o una de sus sales fisloldgica-
mente aceptables y el agonista de 5-HT1z1p 68 almotriptén, avitriptan, eletriptan, frova-
triptén, naratriptdn, rizatriptin, sumaltriptan o zolmitriptdn o una de sus sales fislologi-
camente aceptabies.

5. - El método segin la relvindicacién 1, caracterizado porque el firma-
co (A) es sumatriptan, zoimitriptén o dihidroergotamina o una de sus sales fisloldgica-
mente aceptables.

6. El método de la reivindicaclon 5, caracterizado porque BIBN4096BS

0 una de sus sales fisioldgicamente aceptables se administra por via intravenosa o
subcutdnea en una dosificacién de 0,0001 a 3 mg/kg de peso corporal o por via oral,
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nasal o Inhalativa en una dosificacién de 0,1 a 10 mg/kg de peso corporal una, dos o
tresveces aldiay

ss administra sumatriptdn o una de sus sales fisioldgicamente aceptables por via oral
en una dosificacién de 0,03 a 1,43 mg/kg de peso corporal una, dos o tres veces al
dia, 0

por via intravenosa o subcutdnea en una dosificacion de 0,002 a 0,09 mg/kg de peso
corporal una o dos veces al dla, o

por via rectal en una doslificacion de 0,007 a 0,36 mg/kg de peso corporal una o dos
veces aldla, o

por via nasal en una doslificacion de 0,008 a 0,20 mg/kg de peso corporal una o dos
veces aldla, o

se administra zolmitriptdn o una de sus sales fisioldgicamente aceptables por via oral
en una dosificacién da 0,0007 a 0,036 mg/kg de peso corporal una o dos vaces al dia,
o i

se administra dihidroergotamina o una de sus sales fisioldgicamente aceptables por
via oral en una dosificacién de 0,001 a 0,07 mg/kg de peso corporal una o dos veces
al dia.

7. Una composicion farmacéutica para tratar o prevenir cefaleas, mi-
grafia o cefaleas en racimo, que comprende una cantidad terapéuticamente eficaz de
BIBN4096BS o una de sus sales fisiolégicamente aeepiables y un farmaco antimigra-
fioso (A) seleccionado del grupo formado por sumatriptan, mlmitﬂptén y dihidroergo-
tamina o una de sus sales fisioldgicamente acepiables como una preparacién combi-
nada para administracién simultanea o secuenclal.

8. La compoeicién farmacéutica de la reivindicacién 7, que comprende
una sola unidad de doslficacion de 0,1 a 10 mg de BIBN4096BS y
una sola unidad de dosificacion de 1 a 100 mg de sumatriptin o
una sola unidad de doslficacion de 0,1 a 2,5 mg de zoimitriptdn o
una sola unidad de dosificaclén de 0,1 a 5 mg de dihidroergotamina.

9. Un kit de partes para tratar o prevenir cefalea, migrafia o cefaleas

en racimo, kit que comprende
(c) un primer envass que contiene una composicién farmacéutica que com-
prende una cantidad terapéuticamente eficaz de BIBN40S6BS o una sal
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del mismo fisiolégicamente aceptable y uno o mas diluyentes y/o
vehiculoas farmacéuticamente aceptables; y

(d) un segundo envase que contiene una comp'oslcién farmacéutica que
comprende sumatriptan, zolmitriptin o dihidroergotamina o una de sus
sales fisiolégicamente aceptables y uno o méas diluyenties y/o vehiculas
farmacséuticamente aceptables.

10. El kit de partes segiin la relvindicacién 9, kit que comprende suma-
triptdn o una de sus sales fislolégicamente aceptables en el segundo envase.

1. Uso de BIBN40S6BS o una de sus sales fislolégicamente acepta-
bles en combinacién con otro frmaco antimigrafioso activo (A) para la fabricacién de
una composicion farmacéutica para tratar o prevenir cefalea, migrafia o cefaleas en
racimo.

12. El uso segun la reivindicacién 11, caracterizado porque el fArmaco
(A) se selecclona del grupo formado por antleméticos, procinéticos, neurolépticos, an-
tidepresivos, antagonistas de neuroquinina, anti-convulsionantes, antagonistas del
receptor H1 de histamina, antimuscarinicos, B-bloqueantes, a-sgonistas y a-
antagonistas, alcaloides del ergot, analgésicos suaves, antifiog(sticos no esteroideos,
corticosteroides, antagonistas del calcio y agonistas de 5-HT g/1p-

13. El uso segin la reivindicacién 12, caracterizado porque el farmaco
(A) se selecciona del el grupo formado por agonistas de 5-HTanp y alcaloldes del er-
got.

14, El uso segin la reivindicaclén 13, caracterizado porque el alcaloide
del ergot es ergotamina o dihidroergotamina o una de sus sales fisiolégicamente acep-
tables y el agonista de 5-HTanp ©8 almotriptén, avavitriptin, eletriptan, frovatriptan,
naratriptén, rizatriptdn, sumatriptdn o zolmitriptdn o una de sus sales fislolégicamente
aceptables.

15. El uso seg(n la reivindicacién 14, caracterizado porque el farmaco

(A) es sumatriptén, zolmitriptén o dihidroergotamina o una de sus sales fisloldgicamen-
te aceptables.

PRP/ID-203/WPC13738
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18. El uso de BIBN4096BS o una de sus sales fisiolégicamenta acapta-
bles para la fabricacién de una composicién farmacéutica o un kit de partea segin
cualqulera de las reivindicaclones 7 a 10.

PRPAD-203/WPC13738
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La presente Invencion se refiare a un método de tratamiento o prevencién de

cefalea, migrafia o cefaleas en racimo, método que comprende la co-administracion de
una cantidad terapéuticamente eficaz del compuesto
A = 1{N3J3,5-Dibromo-N-[[4-(3,4-dihidro-2(1H)-oxoquinazolin-3-il}-1-piperidinii)-
carbonil}-D-tirosil}-L-lisll]-4-(4-piridinil)-piperazina [BIBN4086BS]
o una de sus sales fisiolégicaments aceptables y una cantidad terapéuticaments eficaz
de un segundo farmaco antimigrafioso activo, particularmente sumatriptén, zolmitriptan
o dihidroergotamina o una de sus salas fisioldgicamente aceptables, asl como a las
comespondlentes composiciones farmacéuticas y su preparacion.
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