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Anex s:

Comprobante de pago de la tasa de presentacién de la solicitud por $ 443.000.00.
Comprobanta de pago por reivindicacién de prioridad.

Documento que acredita la existencla y representacion lagal cuando el sofictante sea persona
juridica.

Poderes, si fuere el caso.

Documento de cesidn del inventor al solicitante o a su causante,

Declaraciones.

Copia de la solicitud internacional. (Resumen, deacripcion, relvindicaciones, dibujos)
Tr;ﬂuodbn de la solicitud internacional a! castellano. (Resumen, descripcibn, reivindicaciones,
dibujos)

Copia del examen prefiminar efectuado por la IPEA.

Traduccién dsl examen preliminar efectuado por la IPEA.

De sar al caso, copia del contrato de acceso.

De ser el caso, documento que acredite la licencia o autorizecion de uso de conacimientos
tradicionales de las comunidades indigenas.
De ser ol caso, certificado de depdsito del material biologico.

Arte final 12x12

De ser el caso, informacién sobre ofras solicitudas de patente o titulos obtenidos en el
extranjero por el mismo litular o su causante, relacionadas parcial o totalmente con la invencién
de esta solicitud.

Otros: VER HOJA DE DOCUMENTOS ANEXOS

@'m D00 OODR BRDBE -Dla
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DOCUMENTOS ANEXOS

-

. B Publicacién Intamacional WO 2004/058227 A1

Descripcién:
Péginas 1-21 en el idioma original
Paginas en aspafiol

Relvindicaciones: Namero (s) 1-16
Figuras: NUmero (8) 1-3

2. Xl Forma PCT/RO/101. PCT Request

3. (] Forma PCT/RO/108. Invitation to Correct Defects.

4. [[] Forma PCT/ISA/210. Informe de Bisqueda Intemacional.

5. [ Forma PCTNSA220. Notificacion De La Transmisidn Del Informe De Busqueda
Intemacional Y De La Opinidn Escrita De La Administracidn Encargada De La Busqueda
Intemacional, O De La Declaracidn.

6. [J Forma PCT/SA/237. Opinin Escrita De La Administracion Encargada De Ls Busgueda
Intemacional.

7. 4 Forma PCT/IBf304. Notification Canceming Submission Or Transmittal Of Priority
Document.

8. [] Forma PCT/IB/306. Notification Of The Recoding Of A Change.

Descripcion De Modificacion;

8. B{ Forma PCT/1B8/308. Notice Informing The Applicant Of The Communication Of The
Intemational Application To The Designated Offices.

10.(<] Forma PCT/1B/332. Information Conceming Elected Offices Nolified Of Their Elaction.

11.[X] Forma PCTAPEA/401. PCT Demand

12.[X] Forma PCT/IPEA/402. Notification Of Recelpt Of Demand By Competent International
Preliminary Examining Authority.

13.] Forma PCT/IPEA/408. Written Opinion.

14.[X] Forma PCT/PEA/416. Notification Of Transmittal Of The Intemational Preliminary
Examination Repon.

15.[X) Forma PCT/IPEA/409. Informe Del Examen Preliminar Intemacional.

18.[] Traduccion Al Espafiol Del Informe Del Examen Preliminar Intemacional,

17.[J Traduccién Al Espafiol De Los Anexos Presentados Junto Con El Informe Del Examen
Preliminar Intemacional.



dkl1om

ICREInyeT T

*;

CONSULADO GENERAL DE COLOMBIA
MUNICH

Ne. 169

El Consul General de Colombia
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Que ha teno a 1a vista la documentacién que prueba lo anterior.
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NOTA PARA EL SENOR CONSUL DE COLOMBIA: S:Fl‘m los articulos 65 del C. de F.C. y 480 del C. de Co,
si el poderdante es una socicdad, el Seiior Cénsul debe certificar que tuvo a I vista las pruebas de su
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" et A T 1650 ABOGADOS COPKEQ BIPCTSOMITO MuwDial, CAVE
TrLETONO 370 1] TIPAIOY

TNTa ajar? CAVE €0 EOWFICIO SISKE
137483275 CAVE UC CARRERA 47, No. 72233 CALIT UAVELEYES
BCGOTA 8, COLOMBIA

Sefor Jefe de la

DIVISLON DE NUEVAS CRFACIONES
Superintendancia de Industria y Comercio
E. 5. D.

L

Poderdante: BOEHRINGER INGELHEIX INTERNATICNAL GMBH

Poder conferido el: 12-12-95.

Yo, GERMAN CAYEiIER. obrando en mi callidad de apoderado
Gi principal del poderdante arribsa mencionsdo atentamenta
manifiesto a Usted gue sustituyo el poder qua me ha sido
conferido en las peraona del doctor EMILIO FERRERO, Abogadop con
Tarjetus Profesional Wo. 31.925, con todas las facultades que ma

fueron conferidas.

Hayo 1la anterior sustitucién conforme .al articule 66 del
Cddigo de Procedimiento Civil ya que los otros sustitutos
faltan en este momento.

(1) . ey

GERMAN CAVELIER
T.P.Ap No. 832
Ji %931 de Rogol d

sCe £3 J¥cLie

Sefior Jefe,

F:*n"‘.': ForeC I
¥, . JSuewiiuo s 1a o )
re fs'_"sn .‘mw“ Au-I
Acepto: ’. :‘f.:f. 21 JUL 2005 .
- ;\jr o A T, s -
Lioed 4 ST e AL e
il b L N
w_.‘, et e, n "l'"EOL.O"sﬂOI\!lun -
EMILIO FERRERO A A BRI A S A -
T.P.A., N2 11.929%
C.C. Na. 438.019% de Usaquén K \u :
- .éy .
LY
2e-760-2 we

CAVELER ABOGADOS NIT. §60051.347.3
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ASEIGNMENT

1 (). e wichersigmed

o |, Anke ESPERESTER 3 L Anke ESPFRFSTTR
3. Fekhard SCHAEFER 3 Fekhand SCHALFER
3, Fritz SACHER 3 Fritz SACHER

Demiclisdols)

m ol

L. Rosmurthmstr. 54, §5126 Main, A lomawis

1 Richank-Wimmer-5tr. 2], 63150 Heonsenstammn,
Awmania _

3. Kalser-Kart-Str. 27, 855435 Giu-aAlyesheim,
Abtmumin

L. Russmerihaxir. 84, 55126 Maimx, Germuny

2.Richard-Wimmer-Str, 13, 63150 Meuscndamm,
Garmany

3. Kalser-Karl-Scr, 27, 55435 Guu-Alsesheim,
Gecmnny
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- CRRTIFICACION NOTARIAL (INDIVIDUO)

Alng dias del mey do

de200 __ Amte mi, Neuxrio Piblico de

Casn 13-11@

N

NOTARIAL CERTIFICATION (INDIVIDUAL)

UR.Nr. 1023/2005

Ontis __13th _ Jayor May

200 3 befure n, & NetandPasi of
Ingelhein am Rhein

compirevideron) personalmente

personally appeared  Mrs.Anke Esperastor and

Mr.Eckhard Schéfer------=ereeccceeca-

a quienfes) duy fe de comocer y me consm quc ex(son) ksf§)
persona{s) firmante(s) del ducamentn que precede. y quien{ex)
ticne(n) capuviuad legal para otorgariv

'NOTARIO PUBLICO-NOTARYSNC (.~ /™

tn me knowa, and kaown fo me to he the person(s) who excared
that foreguing documont, end who dunizrve) legal capachy to
exesute it.

1.  Couniry: ..coeeeeee.

APOSTILLE
(Convention de La Haye du S sctobre 1961)

This public document

Ll o

5 ... .
7. hy.. .
8. No...

hus beem signed by .........ccocinnniimiiieeinniiernreninneecan
weting in the capacity of .......

4, bearsthescul/stamp of ...ccooieeeniiiiiaeii e e

Certilied

9.  Seolstamp

6! 'hc (XL TN RN AT TR RN Y RN Y ]

10. Sipgnuture

G CAVELIER ABOGADOS
WPHODED1- 324



AR - s
.Nr. 1139/2005 _

g: this 1st day of June 2005 before me, a notary junior judge of lha

Notary Alfred Fuchs in Ingelheim am Rhein personally appeared Mr. Fritz

Sacher to me known, and known t0 me lo be th_a person who executed

that foregoing document, and who has legal capacity to executs it.

.

Notary junior judge Daniela Seltenreich
Administrator of the Notary's Office

APOSTILLE
(Convention de La Haye du 5 octobxe 1861)

1. Land: Bundesrepubliik Deutschiand
Diese Sffentliche Urkunde
2. st unterschrisben van Notarassessorin Daniela Seltanseich

3. inseiner Eigenschaftals  amtiich bestellte Vertreterin des Natars Alfred
Fuchs in Ingelheim

4. sle st versghen mitdem  Alfred Fucha, Notar in Ingelheim am Rhein
Dianstalegel/stempel

Kostenrechnupa:

Gebuhr for die Entsilung Bestiitigt

des Legalisstion

Waert: 20.000,00 € 8. In Mainz 8. am 02.08.05
JVKosiO v, 26,7.1957

LV.m. § 45 KostO 7. durchdan Priisidenien des Landgerichts

Geblhr: 18,00 €

Mainz, 02.06.2005

B. unfer Nr, 688/05

Justizeakratarin z.A.




TRADODCCEON OFICTAL Mo 07.13/05m vealizada por Diego vargas, Trasuctor
Oficial, Resclucidn Na. PQOR de 1999 del Ministerio de Juscticia y

reqistrado ante el Hinisterio de Relacissey Bxtericres de Colombia.

A continuacién se ctraduren 1leg sellus y lagalizaciones de un
dosumento de Cepldn escrito en inglés y espaficl por medic del cual
1. Anke ESPEREETER; 2, Bokhard  SCAABFER; 3, Fritz SACHER
domiciliados en 1. Rosmerthaatr.64, 551268 Mainz, Alemania; 2.
Richard-Wimmer-3tr.23, §3150 Heusenatamm, Alemania; 3. Xaisaer-Kaxl-
8tr.27, 56435 Gau-Algesheiw., iAlemanim; cespectivamente, daclaran
kajo juramento ser Cnicon y verdaderps inventores de: "Compiinido
recubierio ron pelicvia qus comprende un axizacio de hojas de parra
roja” ¥y declaran asi wmismo que geden y trancfieren sin limitaciss a
favor de Eoahringer Ingelheim International GmbY, una =poiedad
constituida y existasks de conformidad con las leyea da Alemania,
domiciliada en Binger EBirasse 173, 85216 Iagelheim, Rlemania, todos
loa derechos inherentes a dicha iovencidn y gque la cirada compafiia
gueda facultada para solicitar en eu nonbre la patente

correspondiente en la Rapidblica de Colombis,

Firnzs Tlegibls Firma Ilsgible PFirma Ilagible
Anke EBIRERESTER FCKHARD SCHREFER Fric: SACHER

CERTIFECRCION NOTARIAL (INDIVIDUD) por medis ds la cual se
certifican lae Eirmas de la aelfiore Anke Espereuter y del scedor -
Bckhard Schafer en el anterior documenta asi como su capacidad legal

para otoxgarlo.

".. é Fu .“.
FOTARIO Firma Tiegible
a =
% &

&
"’l-ll’ﬂ' s
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DR. Rr. 1135/3005

[Anaxal

Hoy 1 de junio de 2805 ante mi, netario jwez auxidliar de la Rotaria

Rifred Fuchs de Ingalheim am Rhein comparecid parscnalmente al 5.1"1:!1'

Fitz Sacgvher a quidn cognozce como le peraona gue suacribiéd el

anterios docunente ¥y qulén tiene la capacidad lacal sarps otorgaric.
Firmz Ilegihie

Retario juez auxiliar Danials Seltenreich

Rministrmdor de la Oficina Motarial

en rapresentacidn del Retario Alfred Fuchs de Ingelhein

Bello de Obles

Sello de MNpostille expedido en la Repilslica Fedszal de Alomanis v

i ®® )
cgrtificads en Mainez =1 02.06.05 con el Mr. 68%/05 Eiomado por =1 Dr.
RolE Hofal.

P |
i "—'IE-‘.' b
I 1 .
Ea Ltraduccidn fiel y campleta de 1a cual us deja '—_:’-:v.'l-.:opig;, en’ e=sta
ofizina para su cenfrantacidn. __ -a ;'
OVZ/ID-6923 /WRCLOO26G/COLO 09258-B41-024-4 :'_._.; TR
- ‘-: gt ars
Spieivhtase.
FICLAL
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TRADUCCION OFICIAL No, 10857
de un documento escrito en Alemén, efectuada por Luz Ariega de Herber, resolucién del
Ministerio de Justicia 589 del @ de marzo 1978.-

L. . LY [T ] _"" "-"" .

Y . .
Traduocion de los sellos y autenticaciones en alemdn que aparecen a continuacién de
un documento de Cesidn, escrito en espaiol e inglés, por medio del cuel los sefiores
.' \ -
1. Anke ESPERESTER . \

2. Eckhard SCHAEFER
3. Friz SACHER

domiciliado(s) en N

< aa

1. Rosmerthastr. 84, 55126 Mainz, Alemania
2. Richard-Wimmer-Str. 23, 83150 Heusenstamm, Alemania
3. Kaiser-Karl-Str. 27, 55435 Gau-Algesheim, Alemania LN

deciaran bejo juramento ser Unicos y verdaderos inventores de la invencién

“Comprimido recublerto con una pelicula gue comprende un extracto de hojas de
parra rojas”

y declaran as/ mismo que ceden y fransfieren sin limitacibn a favor de Il sociedad
Boehringer Ingelheim intemational GmbH, constitulda y existente de conformidad con
Ias leyes de Alemania, domicifiada en Binger Strasse 173, 55216 Ingelheim, Alemania,
todos los derechos inherenies a dicha invencidn y que la citada compafifa queda
facultada para solicitar en su nombre la patents correspondients en la Repiblica de
Colombia. Hay tres firmas {legibles de los mencionados sef\ores.

Certificacion en ingids de las firmas antecedentes de los seflores Esperester y Schilfer
por el notario de Ingetheim am Rhein, Alfred Fuchs, el 13 de mayo 2005 bajo UR.No.

1023/2005 (sello redondo No. 2 en tinta).
w‘%ﬁ
=

—T T T e e e - -




- . ® * .. /;_

(Sigue cerfificacidn en inglés de la firma del sefior Sacher por l2 administradora de la
notaria de! notario Alfred Fuchs de Ingelheim, bajo UR 1139/2005 del 1 de junio 2005. -
Hilo y olea notarial en refieve).

APOSTILLE
(Convention de La Haye du 5 oclobre 1861)
1. Pais. Republica Fedaral de Alemania
Este documento publico
2. Ha sido firmado por Alfred Fuchs
3. Acuando en calidad de notario
4. Lieva el sello oficial del notario de ingelheim am Rhein, Alfred Fuchs

Certificado
5. en Mainz 6. el 02.08.2005
7. por el Presidente del Tribunal Regional
8. bajo el No. 689/2005<—
8. Sello 10. Firma
Tribunal Regional de Mainz Fdo.: llegible
(sellc redondo No. 15) (Dr. Rolf Hofel)

4
1]

Cogtes _
Derechos de legafizacién 2
Valor: 20.000,00 €

JVKostO del 26.7.1957 en

combinacion con Art. 45 KostO -
Derechos: 18.00 € =
Mainz, 02.08.2005 Td
Fdo.: firma ilegible L
Secretaria judicial z.A.
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ES TRADUCCION FIELYOOMPLETA.deIamaIsadejaouplaenlosardwosdams
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Bogotd. 15 de julic de 2005 47, ,'..:
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(43) Imterwationsl Puhlcation Date
15 Jaly 2004 {15.07.2008)

PCT

(2 Interautinnel Publiceiian Komber

WO 2004/058227 Al

3Lt Inrernationa] Pateol Chasdllenl o™= AGTK WM, 357Y

2Lk Intormulios] Appllontlon Momber:
TN 14144

(B lorerbalions Fillmg Diate
12 Dl 3007 ¢ 1. 12.2003)

125 Fllina Tangwg:: linglish

(AR Fuhhaliue 1 emmege Bragkiah

(50 Priority Dxtw;
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3} Decomber 2002 (31,12,2008] TP
35 Bopcomhor 2005 (05.002003] BP
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WO 1004058277 PCT/EPIOOALIE_AT

FIIM COATED TABLET CONPRISING AN EXTRACT OF RED VINE LEAVES

BACKGROUND OF THE INVENTION

1. TECHNICAL FIELD
The invention relates to & film coated tablet comprising a dried exuract of red vine leaves, an
excipient and a tablet film and the use thercof for the improvement of the blood circulation
and/or the oxygon supply of the lower extremities.

2. BACKGROUND INFORMATION
Chronic venous insufficiency (CV]) is a progredient dissase and will lead in many patients —
cspecially if untreated — to cedema, coronal phiebectasia (Widmer stage I), hyperpigmentation,
indurarion, lipodermatogclcrosis, white atrophy (Widmer stage II), or varicose log ulcers
(Widmer stage TII), Chronically distusbed haemodynamics of deep or superficial veina due to
obstructed venous sogments or valvular incompotonco lead nsnaily 1o skin diseases in the innar
ankic arca of the lower imbs.1 Dismrbances in the microcircplation ofﬂpsﬂn have been
consideared 1o be major contributors for skin chenges associated with chronic venous
hypervolaamia and venous hypertension. (e.g. Fagrell B Vital microscopy nd the
pathophyziology of docp venous insufficiency. Int Angiol 1995;14:1B-22.; Jonger M, Klyscz T,
Hahn M, Rassner G. Disturbed blood flow regulation in vencus leg ulcers. Int J Microcire
1996;16:2539-265).

Obvicusly, culaneous microsngiopathy of ¢linical relevance such as enlarged, tortuous
capillaries sumrounded by micm-oedema contributes to the skin alterations in the lower limbs and
determines the course of CV1 (Fagrell B, loc. cir. and Jonger M et al., loc. cit.).

The application of the 1aser Doppler technique in venous disordors is well illustraiod. (e.g.
Tualsvski IT, Ubbink DT, Jacobs MYHM. Red and green laser Doppler compared with capillary
microscopy to assess skin inférociruldtion in the feef of healthy subjects. Microvase Res
1999;58(2):83-38 and Bollinger A, Jiger K, Jtnger M, Seifert H. Tho vascular lahoratory:
advances in non-invasive techniques. World I Surg 1988;12:724-731).
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Differcnt technigacs have been developed to investigate microcireulation In hoth fanctionally
diffetent layers. of tha sidin: the deapar, malnly themmormgn(atory layer end the zuperfiaial,
nulriliva leyer, Miorosirculatocy disinthances in the superficial niritive layer ams of sxmost
mlevance for trophical skin changss. (Tihgey M et al,, 2¢. sit, and Gachwandmer ME, Ambrozy
B, Rasching 8, Willfort A, Schoslder B, Béhler E, el al. Microciroulation in venons ulcers and
sumrounding akin; findmgs with caplifary mieroscopy and laser Dioppler imager, Eor J Clin Invasi
1999:29:708-716).

The British patent GE 934,554 disclosca that the capillay regiatance of gonioa plas deficient ina
vitaomin cest be snhianoesd by intreperitonally administration of an slconolic sxtmet of vins leaves.

Tha International patent epplication WO 91/28363 disclases 2 methad for preventing of
Alevinting the discoanfort assorinmd with mild-to-moderae obminic venous insufficicncy of the
Jower cxtremities with Lhe &id of an agueons pxtract of rod ving Jonvee. In addition a daily dosage
reglman of 30 to 1000 mg divided up in 1 103 capsnles 1a supgesicd.

The problem onderlylng the prescnt invention was to pmvide a dosage focty which allows 1o
adrtnister such high emounts of aquenus cgtract of od vine leaves in the stpeaisd regimen,
view of pationt compliance there is the requirement that sush dosage forms shall not be too big,
in onder to faciHrate swallawing, Om the other hand the dosags form rmuat have a high smbility to
onéura kg shelf gnrage times, Morcover, high bicavellahility is Tt a prerequisite for the
therapootic sndfor prevantive mecoss of such o dosage farm.

'BRIEF SUMMARY OF THE INVENTION .

R bac bees rpyixingly found Lhat a Hlin caated 1ehlet conoprisheg:
(&)  atdenst 50 % by weight of & dried axtract of rad vine leawes, which ia obtainable
Yy extraction of red vine lesves with water and drying; ]
{0  upto 50 % by weigiw of an axcipient consigiing cesenlially of
- ot laaat one binder,
« ot Igast pog ;.ﬁnhugrﬂnt, - o S
B lesst one filler, and
- B lobricant; snd
(¢} @ tublot Alm consisting essentially of & film Tonmer, a plastizizer, & coating agent
il aptionally a colaring agent;
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fulfils these requircments esd can be Uscd to &igni foamtly énbines the mhicrocionlstion and the
oxygon supply at tha predorainanfly affecicd parimall=olar area of the loy in CVI patients.

Actordingly Lbe invention rolates to @ film coaled Mblet comprisimg the fallowing constitventa:

{2} otlsast 50 9 by weight of a driad extract of red vino loaves, whieh ig obtainsble by
exiracticn of red vine leaves with water and drying;

) up to 5D % by wright of an excipient conalsting essantially of

ot least onc binder,

aC least one disintegrant,

at least ooc Fillsr, and

o Jubricanc, and

{c} ambler film conzistey essentially of & [ilm formmer, & plasliziscr, a coating recnt and
opticnally 2 golocing aget.

Anothzr aspect of the present invention iz a process for preparing such a flm coated tablet

comprsing the slepa of:
(A) mixing the dricd aqueouy extrmct of red vine leaves (a) with the excipients (), optionelly
in the preaence of a volatile diluent;

{8) optlonally screening the mixmure ohialned;
{C] cmvpresaing the mixtom with o auitable tables press;.and
(D)  oconting the resulting tablat with fhe tabiet flm (<),

Fethermnore, the invention relmies Lhe: use of sach o film coated tehlet for peepacing a
phecmacentical oc distary corpoattion for the trsitment ac prevention of the discomfort, disonder
andfar diseese nssociated with chromic venom hypervaleends and verous Byperoemsion,

Purlhermane, the inyention relatea to an aqueous cxtiact of red vims leaves, which Ls obininable

by a mothod compeining the steps of:
(@)  collocting red vine lcaycs at & poinc of titse when the cootesd In flavonoide has
reuched an optizmm; . '

(b)  drying end onshing the leaves;

{r)  cuting the Josvod to picces; _

{d)  eoxirbctng the Janves with water at elevated tempetahaas £or 6 to L0 hoas:
(c)  concenirating ond drying che nbenlned extract, sl
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()  addition of up to lO%bywaightofailicamhﬁngtomQﬁnmoulmuntofme
resulling extract.

BRIEF DESCRIPTION OF THE DRAWINGS
Figure 1 shows the schematic design of the clinical study which has been carried out Lo prove the
efficacy of the film conated tablst according to the present invention,

Figuro 2 shows the infiuence of the vine leaf extract containing film coatcd tablet
. AS195 360 mg compared with
—0— placebo

on the microcirculation measured with Lasar Doppler flowmetry (LDF 10-37 kiiz).
Figure 3 shows the influsnce of the vine leaf extract containing film coated tablet
—0— AS195 360 mg comparcd with

—— plaoebo

on Transcutaneous oXygon partial pressure (tpOy)

DETAILED DESCRIPTION OF THE INVENTION

‘The film coated tablet of the present invention consists of herbal ingredients derived by an
agueous extraction from red vine leaves (folia vitls viniferae; Bxtractum Vitis viniferse ¢ foliom
spissum et sicoum) and drying (a), excipients (b) and the tablet film (c). This extract containa
favon(ol)-glycosides, -glucuronides and flavonoids, with quercetin-3-O-8-D-glucuronide and
isoqucrcitrin {guercetin-3-O-8-glucoside) aa its main active ingrediants, . The range of their
pharmacological actions has not yot been fully elucidated, but in-vitro studies indicate that they
have antioxidant and anti-inflammatory properties and that thoy inhibit platelet aggregation and
hyaluronidase and roduce oedemn, posaibly by reducing capillary permeability. Preclinical in-

" ‘vivo experiments demonstrated anti-inflammatory and capillery wall thickening effects, -

The film coated tablet according to the present invention comprises 50 lo'?O'lmfadriedaqﬁeom
red vine leaf cxtrect with a high flavonoid content of 2-15%.
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Ax a role the relation by weight herween the deied extract and the excipients used to prodoce the
core of the tebiet Is hetwoen 1§ 1 2! 1, prafemably between 1.1 : 1 and 1.8 : 1, in puriicalsr
between 1.25: 1and 1.75: 1,

A [ilm caatod tablet compeising
(8) 50t 70 % by weight of said dried exiyact of rad vine lesves;
B 25 A4S B by waight of sail exclplent, and
{c} 1lz5% by weight of sxid tablet film,

basad on tha total mass of lha film coated tablet, 18 prefecred.

Mouore prefarned ie a film coated tablet comprising
(@) 51t 59 T, in particalar about 535 % by wright of suid dred extracs of ved vine
loaves;
(b) 38 to4£8 %, in particnlar about 43 % by weight of said excipient, and
i} 103 %, in pationlar abooc 2.7 % by weighe of ssid 1eblet fibo,
baced on the total mass of the film conted talHet

Another preferred emboxtitirent i5 a fim contad cibjet according, wheesin the axcipicnt (b)

egsentially cansists of
. = TOu B5 % by weight of atleast one binder,
= 0560 12,5 % By weight of at lcast ane disintegrant,
- 5w 15 % by welght of et least onc fller, and
- 1105 % by welght uf at teast onc lebrioumt,
hasad on ¢he botal mazs of the combined exciplents.

The terma "binder™ ¢ uged bercinbofore and herelnafter drmotns an excipient widch Ls sujtable fu
binding uther gomponenls 10 ohe anothsr, Prefetoed bindevs sccording to fhe invenbion are
selzcted from among;

-pawdored cellulose, microarystalline cellulose, sarbitol, starch, polyvinylpyrralidane, (povidone),

copelymors of vinylpymolidane with other vimyl derivat vea (oopovidone), cellulose darlvatives,
paeticularly mathylhydroxypropykellaloss, &5 Methoee] A 15 LY, and mictores of thegs
ctypermmids, The preferred bindera aro powilceed cllulese, patianlady merocrystalline celinlosa
amdfot copovidone. IT the sbovementioned bindere am nsed, the rmount by waight, based on the
tolal mass of the tabled secooding to the invention, is prefarably in a rangs of 15 - 45 wo, moms
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prelorobly 23 — 40 wi, %, most prefersbly about 33 wt.%. Thanks to e perticulusty prefcrred
binder microcrystalline oellulose, tablets arc obtained having & high stability and good
cump]iau':ca for tha patients to whom Lhe rquecus oxtyact of red vine leaves bas to be sministered,

Tha tahlee according to the inventian alao containg disintasrants in addition ta the
abuvementionad Ingredicnts, Widhin the scope of the peesent invention these disintegronts may
aptionaly also he lnown as brcikdown ageats. Theee ars praferably selected, aconding o the
invention, from ameng sodiun starch glyeolats, cmesfinked polyvinylyymrclidone
feroapovidone}, croscermallase sadiom salt {sodinon salt of cefulnge carboxymeriyl ether,
eouallnked), vodium-carboxymothylesliulose, dried maize atigeh, colleddal sbyirons silica and
mmixlures chassaf, Within the scope of the presest invention it is particulady prefened 10 use
sodlem fterch plycolato, orospovidons and, prefershly, the sodiem sst of crospovidone o
croscarmelloss aad enllofdal anhydrons silica, Mosl peeferred is 2 mixinre of croscarmellose
sadium, colloidal mabydrous silics aad optionally crospovidone. I tha abovementioned
diginbegrancs are nscd, the amount by welght, based an the totel mass of the tiblet accanding to
the imvention, 18 peefarably in & range of nbout 0.5 - 10wE.%, more prafcrebly sbong 1.5~ 7.5 -
wi.%. Thenks to e piticolardy prefarred combimation of disintegrants, tahlsts are oblemed
maving a high atability and provide high bioavailability (o the aqecons extract of ted ¥ins tenvea

" Tho teblet acoarding ko the invention als contdins a filler. As & rol¢ fillers are imart compounds

such es toargamic metal oxides or inorganic phosphata or bydmgen phosphate, Prelaeably the
filler i3 mbydross calelem hydrogon phosphabe. 1f the abovementioned fillers ave msed, the
amount by weight, based on the el mass of the tablet according ta the invention, is preferably
in myange of abont 1 ~ 10 wt.Fe, moro prefecably about 2— 8 wt.%.

The teblet accarding to the {nvention alsa cunlaine flow agenks or flow regudators und also
lubricants, s pdditional ingredients, These include, within the scopa of the presant isvention,

.. for.sxmuple,.silicon dioxide, tale, swege acid, spdinm acaryilomacatn, magaesiumn steapaie and

ghyecrol mibehenste, According to the invention magnesium etearste is proferably ased. I the
sbovementioned preferred lubricants ace psed, the amaount by weight thercof, based un the totl
mazs of the tablet acoarding o the invention, Ls preferably in & mnge of aboat 0.1 - 10 wt. %,
proforably about 3.5 — 5 wt. %, mare prelerubly betwesn 0.6 and 1.5 wt %,
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Purthcrmore preferred is s film coated tablot, wheein the tablet film (c) essentially consists of
= 50 to 85 % by weight of at Jeast ono film former,
- 510 10 % by wolght of at laast one plasticizer,
- 101to0 20 % by weight of at least one coating agent such as talc, and
- 0w IS % by weight of at least one colorant.
based on tho total mass of the wablet film (c).

The tablet film accanding to the invention may also contain one or more synthetic or natural,
pharmaccutically acceptable colorant, preferably one or more inorganic matal oxides such as
titanfum dioxide (B 171) and/or ferric oxide (E 172). If the sbovementioned prefemed colorants
are uscd the amount by weight theroof based on the total mass of the tablet according to the
invention is 0.01 to 0.5 wi.%.

It is a further object of the present invention to provido a film coated tablet for preventing and/or
alleviating tho discomlort assaciatad with mild-w-moderats chronic venous insufficiency of the
lower extremities comprising herbel ingredionts, wherein the tablet is manufactured pursuant toa
controllod process that prescrves the herbal curing qualitiea of the ingredicnta.

It is seill a further object of the preson! invention to provide a film coated tablet which i
effactive in preventing and/or allevisting the discomfort associated with mild-to-moderate

chronic venous insufficicncy of tha lower extremities.

Ttis still a further object of the present invention to pravide a film coated tablet for preventing
and/or allaviating tho discomfort associated with mild-to-moderate chronk: venous insufficiency
of the Jower extremitics cornprising harbal ingredients and having minima) or no sida effects md
thus being safe for internal consumption nd a high stability end good patient compliance.

The aqueous extract prepared from dried red vins loaves is characterised by s high content of 2

. 0 20%, proferably 2 to 10 % of biologically active flavancida.

The termn “'a pexson in need thereof™ or “patient” as used hercinabovs and hereinbelow rclates to
a femalo or male person who suffers from clinically not relevant carly stages of chronic venoua
insufficiency (CVT) from proven CVI stage T and II eccording to Widmer, As s rule such patients
are alderly people with an age of betwean 30 and 80, preferably between 32 and 76 years having
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an mean age (+ susdard deviation) of 55.2 £ 7.7 years, Aa a rulc CV] & more expressed in
fomalr then in malc paticnts.

T crdar thac thia imvepting ba more Tully underssood, che following sxammiles are get forth.
These exemipléy sre for the perpoxe of illustratng embodiments of this invention, md ars not to
be constmed es miting the scape of the inventon in any way.

The oxamples which follow re ilkstrative und, 4s recogmised by one skilled 10 the wit, particalor
concittons could be modified as meaded fix Individual compositians. Macrials wsed in tests
beloaw are either conmerciglly svailsbie o easily prepared from conensscinlly available
malersls by theds skilled in the art.

The basie of the tablet is the aqueous extract of red vine leawes (fofias vitle vinjferne L), The
startmy material for the preparation of the extract are rod vine leaves coliected ot 3 point off time
where tho content in flavonolds hes reached an optinmen. This i upasily the Sase aroumd (he
harvesting time of the grapes, The laaves arc cimsfully dricd and orushed. For exlracion the
leaves are QX 10 piecss of prefarably 5 to 10 mm. To achicwe a high condent in flavonolds the
extraction is done st clovated emperatuse, preferably at a temperature In the fangs of 60° ©
80°C, ovex a ttme of at least 6 up 1o 10 howrs, Tha preferred method ks that of an exhanstive
percolation.

The so-callad fluld cxtmct oblainzd in the corse of tho cxiracton is concentrated by use of a
auitable evaporator. Th:: thick extraet obtrined o this stap is dried, fior instanes Iy nse of
vacuum drying oven ar a vasuwum drylng comeeyer,

All or some of the exdcipients may be addnd dudng drying te facilitute further processing of the
pxtract. As a rule up 19 10 % of one or mam coestitucats of the excipiants cim be added during
the drying provces.,

Prefarsbly a pert of ;:he fiaw rogulator snch 4a colloidul, inhydros allics bs added oo the extreact

during drying or befare admixing with the ather constliments, Preferably the resuling edtract
composithon containg 0.5 o 10 % by weight, in partioular 2.5 to 7.3 % by weight, mast
preicrably abomt 4 % by weight of calloidal, anhydroue silica,
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Surprisingly, 1ablets obtained from m cxtract to which a part of the excipients have been added
during the drying process show an enhanced stability.

Most preferubly the film coated tablet according to thig invention consists of
= 300 to 500 mg, preferably 320 to 400 wg, in particular about 355 to 380 mg of dry
aqueous extract of red vine leaf (4-6 : 1) (extractum vitis viniferae foliae aguosum
siccum), which may contain up to 10 % weight of a flow regulator, in particnlar collaidal,

« the following excipicnts of the tablet care:
microcrystalline cellulose, croscarmellose sodium, calcium hydragen phosphate
(anhydrous), colloidal silica (anhydrous), magnesiom stearate, and optonally

crospovidone, and
*  atablet film consisting of:

hypromellose, glyceryl tristearate, titanium dioxids (E 171), talk, ferric oxide, red

(B 172).

Fibm coated tablets were prepared with the ingredients listed in the following tables A and B:

Ipblo A
Name of ingredient Quantity por film Punction
coated tablet
/ 658.000 mg)

Tablet Corg
Vitis viniferae folium 360.000 Active ingredicat
dry oxtract squeous
(4-6:1) )
Microcrystalline cellulose 219.000 Binder, disintcgrent
Croscarmellose sodigm’ ~ ' 18000 " |°  Disintegrant
Calcium hydrogen 30.000 Filler

_ phosphate, enhydrous
Silica, colloidal,snhydrous 4.000 Flow regulator,

disintegration
accelerator
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Magnesiom stearate 9.000 Lubricent
Tablct Film
Hypromellose 11.383 Film former
Glyceryl tristearatc 1,138 Plasticizer
Titanivm dioxide @B 171) 0.783 Colouring agent
Tak 3,131 Coating agsnt
Ferric oxide, red (E 172) 1.565 Colouring agent

The extract is mixed with the exciplanls of the tablet core and compressed on a suitable lablet

press.
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Tablo B
Naane: of inptedient Quaneley per film Funrtion
i oualed teblet
[mg / 658.000
Tablss Core
Vids vintferme foliuoe 360.000 Actve Ingredisnt
diey extract aquecons
(4-6:1)
Silica, colkddal, mbyyidrons 15.000 binder
Microcryetalling celinlose 214.000 Binder, digintegrent
Crosceemalloss sodium 18.000 Disintegmnt
Caldum hydrogen 30.000 Flllar
phosphire, anhydrons :
Silica, sollnidal mmirydrous 6.000 Flow regulator,
disintegratios
accalecator
Mpgncsium stemrite 9.000 Lubrigiml.
Crospovidons 18.00¢ Dislntegmnt
Tibiet Film '

. | Hypromelloss 11383 Filn foonar
Glyceryl tifsearate L.158 Plasticizer
Titanim dioxide (K 171) 0.783 Colouxing egent
Tale 3.191 Coarlap agant
Ferric axide, 8d (E 172} . 1.565 Colouring agont

The extraal is nmixed with 15,000 mg alllea dnrmg the: deying process, which vields an exgract
aonsisling of 96 % hy weight of the Ingredlenty of ths exiract and 4 % of silics, This reulting

mbrhure is mixod with the romuining excipients of the cabilst com snd compressed on & sxitable

The compression fnn:e-l which are nocded to prodnca tablets of switable breaking vesistmon and
hence with the required breglcdown times grg depandant om the shispas and sizes of the punching
tools used. Compressicn forces in the range from 2 - 2D kN are profemmed. Bigher compressian
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forces may lead to tabiets with a delayed selonsed of active substance. Lower compesaton forocs
may produce mecnically uastsble tablata, The tablet cores roxy have diffarent shapes; the
pue{errad shapes arc round hiplanar or bleopvex and cval o oblang focme.

Tha coating solutjon is peepaved by mixing the Slm-forming agent with the culouring matorials
mmd & plasticizer in witer, Using & mitabje coating pen the film-comting solution is applied on to
the labler cofes.

Praferably (he tabiste have an obloag shape to facilitaee swallowing. In the onee of a film-coated
teblet containing 760 mg of exiract and an cxtract 10 excipient ratio as indioated before, an
cbiong tablct may be abouc 17-18 omm Jong and have & width-of abont 8 to 9 nem. Those Blm
coated tablets of Table A are hepsinhalow codad “AS 197",

To enhancs he blood cleculation andvVor the oxygen #epply of the lower sxiremitics, the tabler
should be taken in doaages corrcsponding to 130 and /000 mg of extesct, prederably 300-800 mg,
in particular 350-750 mg daily. The total amount of extracl may be divided wpin 1 to 3 film
ouated tablsts a day, The deily dose shoudd be takan at once, prafenibly in the marning.

Impresaive itgrovement of the symptams oem be expeciad within ¢ weeks of continuous Lse,
The optirnum &ffect is mainteined or smpliiled oa Jonges use,

Methods

Participantz

Male enrl famale paticois, agc 1§ yaars or morg, with proven CVI1 or CVI socording 10 Widmer,
with diagnosis confirmed and proscat for at least ono yorr wore anmlled. Medically relovunl
voneonitaat diseases have io be sbacnt. Patients who used drugs to allevige their CVI symptoms
within 4 weeks or wero treated with theophyilin, daretice, candiar giyeogides, ACE inkibitors or
clcinm anmiagonists within 8 deys prdor Lo the first examinabion wece ol slfowed Lo be aqrolled,
Comywession brodages or concormitant thérapy for venous problema wee forbisden duing th
participation in the tdal. '
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Design and procedures

‘The double-blind, randomisad, placebo-controtied cross-over trial was run according 0 the
principles of the declaration of Helsinki and the Intemational Conference of Harmonisaton of
Qood Clinical Practice.

Each paticnt participated for 17 weeks in the trial: for a ons-weaek wash-out (plecebo-treated), for
a 6-week treatmont period (Group_1 stardng with AS 195, Group_2 starting with placebo), for 8
4-week wash-out (placcbo-treated), and for a sccond S-weok treatment period (Group_)
continuing with placebo, Group_2 continuing with the ).

AS 195 (film-coated tablets containing 360 mg dry extract of red vins leaves) or placebo tablots
were laken according to the randomisation schedule as single dose in the moming. Both tahlets
were identical with respect to size, shape, weight, inner appcarance, and teste,

Far Isscr Doppler flowrnetry the equipment was provided by LMTB, Berlin, Genmany (e.g.
Doerschel K. Mueller G. Velocity resolved laser Doppler flow meesurement in skin,
Lascrmedizin 1996;12:163-171.). The equipment is a computcr-based mobile unit using a laser
frequency of 785 nm. The laser probe was fixed 3.5 cm diaal to the inner snkle of the more
affected leg. After 30 minutes sitting for adaptation 10 room temperature, measurement startcd
after 10 minutes standing (256 points of measurcment, durastion of measurement: approx. 0.4
secands). The hack-scattered light was retrdeved by two diodes in the range of frequencies
between 0.2 to 37.2 kHz. The data were processed using a Fast Fourier Transformation. Finally,
the output referred to the range of frequencies betwesn 0.2 to 10.0 kHz for veasels in the roticular
venous plaxns (larger mainly thermorcgulative vessels, diameter more than 30 micrometer) and
to the mnge of frequencies between 10.1 t0 37.2 kHz for cupillasies in the subpapillary venous
plexus (superficial small nutrtive vessels, diameter G to 30 micrometer).

Transcutancous axygen pressure (PO2) wes measured using modified Clark-type polarographic
electrodes containing noble metal cathodes and sil versliver chloride anodes (TCM 3,
Radiogoeter Copenhagen, Bromshdj, Deamark). A heating clement adjacent 1o the anode
meintained skin tmperstare at 43° Colgius. At this temparature the arterioles are maximally
dilated, tPO2 approximates the PO2 of mtezial blood (e.g. Bollinger A, Fger K, Junger M,
Scifert H. The vascular laboratory: advances in non-invasive techniques. World J Surg
1988;12:724-731.).

.;\
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The clectrode was attached to the gkin surfece by an adhesive ring device which was filled with
physiological saline, 3.5 cm mnteriolateral from the Laser Doppler probe. After 30 minutes itting
fmuﬁaptaﬁmmmmumpum,mmumtmmdmmmimmdmdin; A
measurement lasted approx. 15 minutcs. The tcPO; values are expressed in millimeter meroury
column (mmHg). Normal valoes available for the dorsum of the foot of patients without CV| are
ranged between 40 and 80 mmHE.

lacalsﬁnmp&nhnuwummdw.im a thermistor fixed adjacent to the oxygen clectrode in
the parimalleolar region, In arder to minimise ¢ffects on the skin perfusion, LDF end PO,
measurcments were conducted botween 28 and 32° C local skin tempersturs,

Celf and ankls circumforence were measurcd using 4 measuring tape. Measurements were
carried out at the lateral and medial ankie and at the middle of the calf.

Subjective symptoms of CVI (tired heavy legs, scnsation of teasion, tingling seasarion, and pain)
were msasurcd by using a 10-cm visual snalogue scale with zoro as “nonc at all” and 10 em as
“very strong''. '

Overall eatment efficacy was rated by patients and investigaors on a 4-point verbal rating scale
(good, satisfactory, not satisfactory, and bad) at the end of each treatment period.

Overall tolerability was rated by patients and investigators on a 4-point verbal rating scale (good,
satisfactory, not satisfaclory, and bad). The patienta wero quoationed about their woll-boing in
general tarms at each visit.

Resulta .
Seventy-one women and men aged botween 32 and 76 years with proven CVI stage [ end II
according to Widmer were included. The mean age (x siandard deviation) was 55.2 % 7.7 years; -

. 35.were women, 16 men, The phlehological status revealed moderate or severe inlensity of

vericosis in 47 (67.1%), pigmentation in 27 (38.6%), ankle oedema in 26 (37.1%), and lower leg

oedems In 25 (35.7%) patienta, Mild signs of atrophy were present in 13 patients (18.6%), of
eczema in none (Tabla 1).
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Table 1: Demographics and baseline characteristies of CVI

AS 195/ Placebo  Placebo / AS195

(n=36) (n=35)
Continuous vuriates (median (range))
Age [years] 66 (32-76) 66 (37-76)
Hoight [¢m] 168 (150-186) 165 (150-191)
Weight (kg] 26.5 (48-97) 73 (55-120)
Body mass index [kg/m’] 27.6 (20.6-32.0) 26.7 (20.1-42.5)
Syswlic blood pressure [mmHg] 130 (100-150) 135 (120-140)
Diastolic blood pressure [mmHg] 80 (60-90) 80 (65-90)
Categorical variates (n (%))
Remalc 24 (66.7) : 31 (88.6)
Current smoker 4(11.1) 1(29)
CVistage
Stage | 26 (72.2) 23 (65.7)
Stage II 10 (27.8) 12 (34.3)
Phiebological status of modorats
1) severe intensity .
Varicoals 26 (72.2) 22 (62.9)
Pigmentation 11 (30.6) 17 (48.6)
Atrophy 0(0.0) 0(0.0)
Eczoma 0(0.0) 0(0.0)
Ankle ocdema 13 (36.1) 14 (40.0)
Lawer lcg oedema 12 (33.3) 14 {40.0)

‘J(

Protocol violations did noc accur in the remaining parients, Theroforo, all paticats remained in
the intention to treat analysos (Figure 1). Patient characteristics were homogenously distribuled
acrogs the two treatment sequences (Group_1, Group_2) except for the sex rao (12 men in
Group_l, 4 men in Group_2) (Table 1), Baselinc valucs for the laser Doppler parametsars,
transcucansous oximetry, ankle and calf circumferoncos, and subjective symptoms were
comparsbls for Group_] and Group_2 (Table 2). Compliance with the film coated tablet
according to the invention was appraximately 100% in both treatment sequences.

Tablc 2: viean (+SD) of basellne characteristics of each treatment period

- Perodl-- - <. - .- Period2 -
?s 193 Plzcebo AS 195 Plaetho .
0=36) (n=34) (n=34) (a=36)
[l.xlu- Doppler Flowmetry =
ul
10-37 kHz 3035(195.2) 333.5(153.0) 2754 (1264) 293.3 (119.9)
<10k 352.7(87.7) 370.8(120.0)  174.7(77.0) 1894 (67.6)
Transcutansous Oximetry 321(7.0) 323 (6.4) 30.1(62)  30.8(64)

[mmHg]
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Circumference [em]
Ankls 203 (2.2) 204 (2.4) 202(26) 20.3 (2.2)
Calf 34.73.1) 3423.0) 34003.1) 34.6 (3.2)
Subjective symptoms [cm]
Thed/heavy legs 43(28) 3729 4.6(29) 52 (26)
Pain in iegs 403.2) 32@.1) 43527 49@.1)
tion of 1msion 45(29) 4.1(28) 4.5 (2.6) 5.1(29)
'lingling sensarion 3331 2.7(29) 3.702.6) 42 (2.9)

Laser Doppler Flow meagsurements in the frequency range of 10-37 I8z wore elected for the
primary endpoint, These frequencies are cansidered to be determined by tha number of
erythrocytss and their movements (flow volocity) in the capillaries of the superficial layer of tho

5 skin of tholog. After 6 weeks tho Jaser Doppler frequenciea (10-37 kkiz) increased in the AS 195
group (pius 241 8:18.7 AU) but decreased in the piacebo group (minus 41.0+18.7 AU,
p<0.0001) (Table 3). Thia effcct was present as early as 3 wocks after start of treatment
(p<0.0001) (Table 4, Figure 2).



Tuble 3: Mean (<SEM) of change from baseline adjusted for period effects, 95 % confidence interval for trentment contrasts
mdpvphm-ﬂzrsmmlnuntwﬂhmmgw«phmh

Treatment Treatment contrast
AS 195 Placebo Difference Confidence Interval  p value
{n=70) {n=70) _(n=70) . (=10)
Weak 3 - 5 ) ;
[AU} . .
10-37 kHx 132.2(11.9) 282(11.9) 160.5 127.010 1940 <0.0001
< 10 kH -3.702) 999 (9.2) 96.2 702101222 <0.0001
Transcutaneou$ Oxiboetry ~ 0.62(097)  -3.84(097 446 17210720 0.0018
(omHg '
Cirenmference [cm] .
Ankls .19 0.09) 021 (0.09) 040 -0.65 10-0.15 0.0025
caf . -0.24 (0.04) 0.04 (0.04) 028 0.40t0-0.17 <0.0001
Sabjective mwml [cm]
Tired/heavy Jegn 0.94(0.25) 021 (0.25) o7 -14210-0.04 0.0396
Pain in lcgs 117023)  -024(023) 094 -1.59 10-0.28 0.0061
Sensaion of tension ~ -1.00(024)  -052(024) 049 -1.17t0 0.19 0.1588
TNingling ‘scasation 099(026):  -0.20(0.26) 079 -1.5210- 0.06 0.0335

LITREO/FO0T OM
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Tahle 4: Mean (+SEM) of change from bascilne adjusted for period effects, 95 % confidence Interval for treatment contrasts

and p value after 6 weeks treatment with 360 mg AS 195 or placebo

~ Trentment ‘Treatment contrast
AS195  Placebo Diffcrence.  Confidence interval _ p value
Weas O=70)  (n=70) (n=70) _ (0=70)
Laser Doppler Flowmetry [AU]
10-37 Xz (primary endpoint)  2418(187) 41.0(18.7) 2828 299w3357  <0.0001
<10kHz 51.0(124) -107.7(124) 1647 1297101997  <0.0001
Transcutaneous Oximetry [mmHg] 135097 -7.27 (097 863 588mw1138  <0.0001
Clrtumferesice [cm])
Ankle 039(0.09)  0.29(0.09) 0.68 09410043  <0.0001
Calt 034®05)  0.14 (0.05) 068 08310053  <0.0001
Subjective symptoms [cm]
Tied/heavy logs -0.78(0.33) -0.94 (033) 0.16 0.76101.09 0.7285
Paip in legs 0.76 (0.35) -0.86 (0.35) 0.10 -0.88 10 1.09 0.8323
Sensation of tcosion 096(035) -1.40(035) 044 046 10 L4 03819
Tingling sensation -0.55(0.30) -0.66 (0.30) 0.11 £0.7510096 0.8044

LITRONO0T O
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Laser Doppler Flow measurements in the frequancy renge below 10 kH2 aro conidered to
be determined by the number of erythrocytes and their movements (flow velocity) in the
capilluries in the decper mainly thermarcgolative Iayer of the skin of the leg. After 6 weeks
the laser Doppler frequencies below 10 kHz) increesad in the AS 195 group (plus
57.0£12.4 AU) and docreased in the placebo group (minus 107.7:12.4 AU, p<0.0001)
(Table 3). This effect soems to depend on the climatic condition during the treatynont
period, During the study period of moderate tempeyatures (April/May) the Lascx Doppler
measorements (<10 kHz) remaincd unchanged in the AS 195 treatment group after an
imitial drap whereas the measurements in the placebo group decreased (p<0.0001). During
the study period of higher wmperatures (July/August) the laser Doppler measurements
(<10 kHz) increased in the AS 195 treatment group end remained constant in the placebo

group. (p<0.0001).

The transcutaneous oxygen pressure increased in the AS 195 group (plus 1,3520.97
mmHg) but decreased in the placebo group (minus 7.27:0.97 mmHg, p<0.0001). This
observation was consistent in both treatment periods and would therefore be in line with
the Laser Doppler Flow in the nutsitive superficial layer of the skin (1.¢., 10-37 kHzx) (Table
34, Figare 3),

Thes statistically significant and clinically relevant reduction of enkle {(afier 3 weeks:

AS 195 minos 0,19+0.09 cm, placebo plus 0.2130,09 cm, p=0.0025) and calf
circumforcnces (after 3 weeks: AS 195 minus 0.2440.04 cm, placebo plus 0.0440.04 cm,
p<0.0001) indicate mm onset of action as early as 3 weeks afior start of treatment (Tabile 3).
This offect becomes more pronounced after 6 weeks (AS 195 ankle; minus 0.35:0.09 cm,
calf: minus 0.540.05; placebo enkle: plus0.220.09 em, calf: plas 0.1440,05 am,
p<0.0001) (Table 4)

* -There was no reltvent chango of the intensity of the subjective symptoms related to CVI -

after § woeeks of treatment. This result is in line with thoee of 8 previous study where
aubjective symptoms measured on & visual analoguo scale wers reduced only after longer
treatmont periods (12 weaks).
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Adverse events occurrsd rarely in this study. Thirteen of 71 patients experienced at least
one adverse event, 12 of them experienced the onses of action while on placebo treatment,
ons while on AS 195 (bronchitis, moderate intensity, considered not drug related by the
investigator). The patient who died from cardiac arrest had been treated with placebo
(never received AS 195 in this trial). All petients agsessed the overall tolerability as good
or satisfactory. The laboratory parameters did not change during the study.

Discussion

1t has been shown in a previous study (WO 01/28363) that red vine leaves extract AR 195
reduces lower leg cedema, calf circumference, and ankle circumference in addition to
improving subjective symptoms related to chronic venous insufTiciency in patients treated
once daily for 12 weeks.” The présent study was designed to provide additional
inforxaation on the undarlying mechanism of sction by investigating microcirculation as 2
¢clinically relevant surrogate pesameter far CV1 related leg problems, This study is the first
one in CVI patienta simed to investigate in addition to leg ocdema reduction further
clinical relovant effecta related to the therapy with red vine leaves extract. The reduced
venous dreinage results in impaired cutaneous mierocirculation with trophicel disturbances
of the akin, If CVI remains yntreated this condition may even result venous leg ulcers.
Laser Doppler flowmetry, as used in the present atudy, is a valid and sensitive moethod w

* measure objective treatment offects which may be related to the subjectively experienced

volume reduction after 3 months of treatment.

The study results it into the clinical data availablo for AS 195 and sdd infornation on the
onset of action. The leg volume as an objective paramotor will be reduced in a clinically
relevant and statistically significant degree'after 6 weeks of treatment. Thig objective effcct
has also been reported recently with horse chestnut sees extract (e.g. Dichm C, Trampisch
HJ, Lange S, Schmidt C. Comparisen of leg compression stocking and oral horse-chestmut
aced 'axﬁ'!ct thérapy'in patients with chronic venous insufficiency. Lancet 1996:347:292-
294.) and Butchers Broom (e.g. Vanscheidt W, Jost v, Walna P, et al, Efficacy and safcly
of a Butcher’s Broom preparation (Ruscus sculcatus L. extract) campared to placcho in
patients suffering from chronic venous insufficiency. Drug Res 2002;52(4):243-250.).
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In tho present study it was shown that the lascr Doppler flowmetry parameters, the ankle
and calf circumferences and the transcutaneoxs oXygen pressure were affocted as carly as
after 3 weeks of treatment. In contrast, the subjective symptoma of CVI ramad on a visual
analogue scale wero not significantly different from placebo after 6 weeks of weatment as
they were in the provious study. A treatment duration of 12 weeks is mandatory fora
relevant reduction of subjective CVI symptoms.

The present ceaults suggeat a major role of red vine leavea extract in prevention of CVI
progression and the occurrence of trophical skin lexsions and may even prevent or dolay the
transiton from clinically not relevant early stagas of CVI to CVI Stage 1.
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A film coated tablet comprising the following constituents:

at teast SO % by weight of 2 dried extract of red vine leaves, which is
obtainable by extraction of red vine leaves with water, drying and optianally
addition of up to 10 % by weight of silica relating to the total amount of
component (a);

up to 50 % by waight of a excipient consisting cssentially of

‘- at least one binder,

-  at Jeast one disintegrant,

- ot loast one filler, and

- alubricant; and

a teblet film consisting essentially of a film former, a plastiziser, a coating
agent and optionally a coloring agent.

A film coated tablet according to claim 1 comprising

50 to 70 % by weight of said dred cxtract of rod vine leaves;
25 10 49 % by weight of said excipient, and

1to 5 % by weight of said tablet flm,

based on the total masa of the film coated tablet.

3.

(e)
®
©

A film coated tablet according to claim 1 or 2 comprising
51 to 59 % by weight of said dricd extract of red vine Jcaves:
38 10 48 % by welght of said excipient, mnd

1103 % by weight of said tablet film,

baxed on the total mass'of the film coated tablet.: - - - .o ST
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A film coated tablet according to any of the preceding claims, wherein the

squeous cxtract of red vine leaves is obtainshle by 2 method comprising the steps of:

(&)

(b)
©
)
©®
(D

3.

collecting red vina leaves at a point of time when the contant in flavonoids
has reached an optimam;

drying and crushing the leaves;

cutting the leaves to picces;

extracting the leaves with water at elevated temparamres for 6 to 10 hours;
concentrating and drying the obtained extract, and

and optionally addition of up to 10 % by weight of flow regulator relating to
the final total amount of the resulting extract during the drying process (e).

A method according to claim 4 whercin the leaves in step (iv) ere extracted

with water st temperatures from &0 to 80 °C.

A film coated rablet sccording (o any of the preceding claims, whorcin the

excipicnt (b) cssentially consists of

70 to 85 % by weight of at 1sast one binder,
0,5 to 12,5 % by weight of at leatonedhhmyum:
5 o 15 % by welght of at leaat one filler, and

1 § % by weight of at Jeast one lubricant,

based on tho tocal mass of the excipients (b).

7.

A film coaied tablct according to any of the preceding claims, wherain the

binder is gelected from among powdered callulose, microcrystalline ccllulose, starch,
* polyvinylpyrrolidone, copolymers of vinylpymolidone with other vinyl derivatives,
cellulose derivatives and mixmures of thess compounds.
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8. A film coaied tablet according to any of the preceding claims, wherein the
disinicgrant Is selected from among colloidal silica, sodium starch glycolate, crosslinked
polyvinyipyrrolidone (erospovidone), croscarmelioss sodium salt (sodium salt of collulosc
carboxymethyl cther, crosstinked), sodium-carboxymethyiceliulose, dried muize starch and

5 mixturcs thereof.

_ 9. A ﬁlmcmmdnblumxdingwyofdmpuoa'dingclaim, wherein the
filler is an inorganic phosphate or hydrogen phosphate.

10

10. A film coated tablet according 10 any of the preceding claims, whevein the
filler is asleated among from silicon dioxide, talc, stoaric acid, sodium stearylfomarste,
magnesium stearate and glyccrol tibehenate.

15 '

11. A film coated tablet according to any of the preceding claims, whesein the
tablet film (c) essentinlly consigts of
« 50 tu 85 % by waight of at least one film fonmer,
20 - Sto 10 % by weight of at lcast one plasticizer,
- lOto!D%b}wdghmfntlwtmcoaﬂnsqmt.md
- 01015 % by weight of at least cue colorant.
bgsedon the wotal mass of the tablet film (c).

12, Process for preparing a film coated tabler according to one of claims 1 1o 11
comprising the steps of:
" {(A) mixing thé dricd aqueous extraot of rod vine Jeaves (a) with the excipients (b),
optionally in the presence of a volatile dilucat;
30 (B) oplionally screcning the mixture obtained;
(C) compressing the mixture with a suitable tabiet press; and
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(0}  comting ihe resulting hiblet with the mbiet film ().

13. Usse of & Al coated tablet soconding bo one of clufms 1 o 11 Tor preparing
a pharmaceutical or distary comgposition far tho treatment oe pesventlon of the dizcomgort,
disorder andlar discuss sssoclatod with chromlo voaowe hypervolzamia and venous
hypertension.

14, An agquoous extract of red vipe leaves bs obtuinible by & method compriaing
the siepa of:

(1) collecting red ving louws et a point of time when the content in flavoneicds hag
reached an optiomom;

(b} drying and cneshing the leaves;

() cutung che lzaves to pieces;

{d) cximeting the leaves with water at eloveied lempetatares for 6 to 10 bonrs;

(e} concentrating and drying the obtainad extmet, and

{13 addition of up ¥ 10} % by weight of aflow regulator during the wiating 1o the final
totad armount of the resulting extract during the dr_ying procsss (&),

13. . The agoeana axtreot sxcopding to claim 14, which compriecs 2.5 10 7.5 % by

welght of colloidal, snbydrons ailfca.

16. | The aqueons extact accondifg 10 aladi 15, which commpriscs ebout 4.0 % hy
wedght of collpidal, anhydeuts silice. '



vy

WO Xoes8x17 FCTAEPRLNADIL 1Y
13
DRAWINGS
5
71 patients
i} mndomited 1
36 received AS 195 35 reseived placebo
then placebo then AR 195
1 | (Group_2)
+ I 1 died
-
14 eted Erisl [ 24 comaplated Hial |
. 4
Fﬁ in ITT 154 i ITT
population _ alion

H




WO 204058227

PCT/EP2N0N014148

Laser Doppler Flioanatry
Mean /- BEN of Change from Bessling of Resting Fiux (10-37 kkz)
Sy Period 1 Sy Pedod 2
"'""'i--_-...__,__% _____ —
Bagellne  Wesk3 = Wesk6 Baseline  Wesk3 Weck 8

W



4

WO 0044868007 - PCTRPION3A14149

Tranac.taneaus: Cuimatry
Nean +- SEM of Change from Basalina of Transcutaneous Oxygen Preseuns

B

Sty Patiod 1 Stucy Pariod 2

—_
=

|
|

S
o

=

Transcutaneaus Oxygen Pressure (mmia}
£
’n"
I
ey
¥
I
¥
!
|
|
1
|
!
v

Bapallts . Wock3  Weok Basslg Week3 . Woak@



PATENT COOPERATI N TREATY 74 )_

PCT

INTERNATIONAL SEARCH REPORT
(PCT Articte 18 and Rubos 43 and 44)
| e ———— s T __-*
Apglizant's or rgent’s fi'e referance FOR FURTHER unmumluol rmmofmmumm
1-1445-PCT ACTION RCTASAzIo) Spproatd
intarnatienal sppicaon N, Weamaticnal iing date (Gavmonivyear; | (Ewkost) Prioaly Daw (Gasmommyved
PCT/EP 03714148 12/12/2003 31/12/2002
[Appicant

ROEHRINGER INGELMEIM INTERMATIONAL GMBH

mmmmmmmwmwwumuurwum applicont
acconding 1 Aslicio 18, A copy Is being ranemYed 1 NG Intamaliona) Bruive

This intacnations) Search Roportconsistisofatomtiol___ 5 shesin
[X] i wiso accompanied by & copy of sach prior an documeat cltard ia this repart,

1. Rasis of tha repert
8. With ragard 10 the lenguago, T INBMATONA! SGArth wits GRITIed aut an e besa o1 the Inernasonal spplicaiion in the
lanGuage i which i was flod, uniess ctherwise Indcalsd unders this Bam.
[ twnemamne ssarch wes canted aut an e basis of & wransitsion of the ivssrational eoplication kumished to s
Authorty (Rufe 23.1()).

b. With regasd 10 any nucisolide and/or amino agld seguence disdoser bs tho mrmational applocuticn, the intematioral search
WBE CRITiad DUt on the basis of the sequanca lisling :

coniainid in the inenatonal application in wriltew fom.

Xad wgaiher with the intemalionsl agpiicason I computer roadable form.
furnishod subseguendy 1o this Authorily th wrstiea form.

fumnishes subsequartly t0 this Arthorfly in computer reachle lorm.

the atatoment that the sobeocuondy lumished writen sequenos tetang doss not go beyond the disdosun in he
intenational applicadon as fed has been Annished.

o stalament that the informesion recardad in Computer reseinble form [a iamtical 10 the writies seguercs Aaing kas been

a
3

Cariain ciakns were found unsearcheble (Bee Ban (),
Uity of bwention s laching |3sa Deox ).

00 0O 00000

4, With rogesd to o Stde,
[] e toxt ia epproved as submisod by the applicant.
[Z]  tw text nas Deen ostablshed by this Authosty In read & folows:
FILK COATED TAALET COMPRISING AN EXTRACT OF RZD VINE LEAVES

S. Wit egasd i te sbetraet,
e toxt 15 approved a8 Sxheited by he appicam.
D uummmmnmmuwmmuﬁmnuumwm.

within ona month from tha dare of maltvg of Dis iramazonal seerch comaents b this Aulhortty
6. The figute &f the dra—wings 1 be pubiiahed with e abstmctis FuIe No. -
] =swoosendoy the appicam. [}  Noseofthe igures.

[C] beceuse me appiicant meed 1o suggom a figurs.
[]  becwuss tis fiurs better characurtzos the invention.

form PCTASAZ210 (frut shoe {July 1028)



INTERNATIONAL SEARCH REPORT

vy

el y et

PCT/EP 03/14148

s ' iy

Accanting o intornaflansl Palact mm rio tady authes cdasstifiodion end PO

Mistours demnatathn
IRC 7 ASK

ttigiyd fiostTiation syntens kifowid by desication symiois)

Toaopgtetion searchod 02y ihah ichimo Gecauniaton to T Gt thel auch tocurents e lockntd § thy (aid smrhed '

Mtecivonic dute bame eecalivd dadeg the Imarnilions) saarch (nams of dein bews 30d, whiss presiiad, sxanch BrTS dbde)
EPO-Internal, WPl Data, PAJ, EMBASE

G- BOUCUMENTS COMIMENED YO B AELEVANT

Ouingory * | Claibe of decoment, Wil Soafion, whero KRVOCHELS, o i calhins] PRI

Skovant ko ainim Ao,

cited tn the application
page 6 1ine 4 - 1ine 9

example b5

X US 6 485 727 B1 (FREY HANS W ET AL)
. 26 November 2002 (2002~11-26)

column 2, 1ine 26 - Yine M

column 3, line 6 - 11ne 37

X W 01 28363 A (FREY ums W :ESPERESTER
ANKE (DE); VIX JEAN MICHEL (oE);
BOEHRINGE) 26 Apri1 2001 (2001-04-26)

page 4, Vine 18 -page 5, line 2

y US 6 297 218 B1 (NORAZZONI PAOLD
2 October 2001 (2001-10-02)

1-16

1-16

1-16

1-16

ET AL) 1-16

-/

m Parther doqrecis s htad (v cordation tbox C.

D Paj ot faurly wecrizess wro thlect I RaL

* Soeciyll axtagoden of cbed doomments :

"A' Jecynent chirkg 1 gooars] atate of the wrl wilich ls. et
» cuasidesd o be 07 pEutr palininT

T ﬂwlﬂl pakiistesd on or aitar e Nopetiondl

-~ g..ﬂhh Jz%

i R mmu-nmm uﬂhc

Pﬁ-l an wmmn

m-'...‘nﬂlhﬂh q&“

urﬁh ooy aiaing he

- ‘“"'-'.'.ﬁ:am.um‘ﬂ"‘uﬂ

Ihh-li -Inn-

'\"a—n mm

--““Mh -_&_ﬂﬂllb

mmm by chwic in 8 Saemcy Skifyd

2' chacurnnt sy of iy wmme potest ferlly

"Bite of 1he ncon) sscriin o the bbwrreiioedl soerzd Diis of raling of s Rorationl ataoch reptet
24 March 2004 056/04/2004
Maans end meSing odbam of e 134 - Aufhxien oficar
Ricxpan Pyient Citica, P.BL SIS FewmTaen 2
L = — er. F
Fax (s=T0} 1

Fem SCTABAVIN faiearul d-aet} Clonmtey IS5

ey IE R TTE L U DL

- — ———



INTERNATIONAL SEARCH REPORT

_ﬂ::inll-!-u-
PCT/EP 03/14148

C{fetinmtion) BOCUSERTS CONENERED TO OL RELFVANT

DO ESTADO DO RIO DE JANEI (BR))
19 Septembar 2002 (2002-09-19)
page 9, 1fne 5 -~ 1ine 14

——

[Guagy * | Cliine of €acurass, moih BXITEIM. WHSES ECRCNN, 6 B T Pamagss YTy
Y US 4 897 270 A (DEUTSCH DAVID S ET AL) 1-16

30 January 1990 {1990-01-30)

examples 1-b
Y b0 02 072118 A (MOURA ROBERTO SOARES ;UNTY 1-15

P FERABAIN O Lxeiiee e of nevwy shdut] (cmbied 2000)



INTERNATIONAL SEARCH REPORT

No
informstion m Saubars
aad PCT/EP 03/14148
Patondl docunant Publivation Pasat Publleatian

afind in baarch report datn mmw dew

US 6485727 81 26-11-2002 US 2002031739 Al 13-02-2003
AT 235167 T 15-04-2003
AU 1273701 A 30-04-2001
' 0014874 A 11-06-2002
CA 2386215 Al 26-04-2001
cN 1382022 7 27-11-2002
DE 60001857 D1 30-04-2003
DF 60001857 T2 27-11-2003
DK 1225810 T3 07-07-2003
W 0128363 Al 26-04-2001
EP 1225810 Al 31-07-2002
EP 1300084 A2 09-04-2003
ES 219312 T3 01-11-2003
P 2001122751 A 08-05-2001
> 2003511476 7 25-03-2003

WO 0128363 A 26-04-2001 AT 235167 T 15-04-2003
A 1273701 A 30-04-2001
BR 0014874 A 11-06-2002
CA 2386215 Al 26-04-2001
cH 1382022 T 27-11-2002
DE 60001857 DI 30-04-2003
DE 60001857 T2 27-11-2003
X 1225810 T3 07-07-2003
W 0128363 Al 26-04-2001
EP 1225810 Al 31-07-2002
EP 1300084 A2 09-04-2003
€S 2193112 T3 01-11-2003
JP 2001122791 A 08-05-2001
JP 2003511476 T 25-03-2003
US 2003031739 A1 13-02-2003
Us 6485727 B1 26-11-2002

US 6297218 A1  02-10-2001 [T  MI972680 Al 04-06-1959
AT 258802 T 15-02-2004
A 743031 B2 17-01-2002
AU 1562799 A 28-06-1999
CA 2312795 Al 17-06-1999
DE 69821524 DI 11-03-2004
EP 1035859 Al 20-09-2000
M 0100522 A2 28-12-2001
P 2001525370 T 11-12-2001
N0 20002327 A 02-06-2000
PL 340884 Al 12-03-2001
* 8272000 A3 07-11~2000
BR 9805813 A 16-12-199¢
of 1126564 B 05-11-2003
W 9929331 Al 17-06~1999
RU 2207866 (2 _ 10-07-2003

US 4807270 A 30-01-1990 AT 393001 B 12-08-1991
AT 260985 A 15-01-1991
Al 594082 B2 01-03-1996
AU 6323286 A 02-04~1987
BE 905518 A1 30-03-1987
CA 1282331 ¢ 02-04- 1991
cH 672736 AS 29-12-1989
oY 1563 A 17-05-1991

RTe AOTasAS 170 Queban) uscly arvatnd {Jonaey SCXST

J0



INTERNATIONAL SEARCH REPORT

[*>n © ey
Infertiation o8 aembara
Pty PCT/EP 03/14148
it chogment Pubicedon

€tiad fn saath mport date w -

Us 4897270 A DE 3633292 Al 09-04-1987
DE 3677710 D1 04-04-1991
K 462486 A 31-03-1987
Ep 0223365 A2 27-05-1987
ES 2002382 A6 01-08-1988
FR 2591597 Al 19-06-1987
¢ 2181052 A ,B 15-04-1987
&R 862464 Al 02-02-1987
WK 84990 A 25-10~1990
IE 59089 B1 12-01-1994
L 80165 A 10-06-1991
IT 1196644 B 16-11-1988
JP 2661682 B2 08-10-1997
JP 62123118 A 04-06-1987
KR 9400233 B1 12-01-1994
LY 86613 Al 05-04-1988
N 8802465 A 16~04-1087
N 863863 A .8, 31-03-1987
NZ 217720 A 28-07-1988
PH 25702 A 18-09-1991
1 83459 A ,8 01-10-1986
SE 8504114 A 31-03-1987
6 65090 6 26~10-1990
ZA 8607318 A 27-05~1987

N0 02072118 A 19-09-2002 BR 0106382 A 30-09-2003
W 02072118 Al 19-09-2002
CA 2440333 Al 19-09-2002
EP 1368045 Al 10-12-2003

Poww POTEEATS Juserd AW iy srveen? {imsassy J004)

bl e~ — — ]



PATENT CCOPERATICN TREATY

From tb2 RECEIVING DFFICE

o
BOEMRINGER INGELHEIM
GMBH
Bingar Strasse 173

PCT

g (CATION OF THE INTHRNATIONAL
[CATKIN NLKRER AND NF TIHE
TIONAL FILTNG DATE

D-55216 Ingolheim am Rhein ¢ 3. Feb. lll+
' i (FCT Raa 20 )
TBale of maiting
(upfovacsth pacr} 17 132 =

Applicost’s or aail't Olo rekereoet

1=1445=POT IMPORTANT NOTIFICATIEIN
Inwernadionsl spplieation N, 1 \nizrasdonsd Milng daor {duypronihi) Puiccity datn {'shoyjwin Meeer)
PCT/RPO3/ 14148 | 1271272003 3171272002

t
BOEHRINGER INGELMEIM INTERNATTOMAL GMBH

Tl of e Jowntion

I. The spplicont is hershry noclfjmd thyt the internntionsl spplicasion bae beun sl Lhe ivermtiond coplioacion surber smd

the iierneliopal g daxr indicaie] soave.

2. The spjlicant is Rurther cotifial hat the veard copy of the interpaiionsl Appllaskion was wraeolind v e Ioleraatioual

Bupedls bt Tho nkova dare of malling.

3. [} o

* The Iatordutiaesl Burem: onitare tha taamniral of te veeord agpy BY 1 ceceiving Dks and Wil netfy the sppilomt
¢oizh Porm PCT;1By30L) ol i secalpL. Shocld du roasood copy nok hsvs bect stseive? by G axpiraden of 14 months from

dt pulerity dain, the Eaternationsd Huresa Wil culily e pplicas 12 Le]s
Name wd miln] mlrem of e Receiving Office Awtharlzd afficer "
-?’;rlnm O, BB, 5178 Pristlasn 3 FF,__...--""';""' Mare Saror
"Tt!. +1%.70) m-m -
S Eyr (+21.70) 303014 ol
Furm uly i942| ruprint Jamuary 3




LS

155
PCT REQUEST 1-1445-PCT
Original {ior SUBKESION, - pritied on 10128003 T1:14:04 PU
] For runﬂnn Office usa oAly
G4 | Mtemational Appiication No. PCT/EPD3 /14148
il -
3
T [Ferm - POTIO/101 POT Roquast
041 | Prepened using PT=-EAEY Varsion 2.92
(updated 01.11,2003)
*s |Pzmibn

Ik

]
[ ]

B
16

=
-2
-9
[} |
-1
in-1-2
-4
-1-B6

li-1-8
-7

Tho undensignod raquesis hal e
pwweni intembtidrm) mpplicaiion be
pecnzei Scoonting b %:4 Palsnd

[Cotpetan raay____
[ving Office (spaciilod by the

i el Roropean Patent OFFi=a (EPD) (RCO/FER)
Applicant's or agent’s te wforanse | 1.1 345-PCY
[Titia of Ivantion YIl COATED TARLEY
[ Applcanl
Tris pwnan i agplicant only
Appicur: for all depignated States axcept DE
Mama BOEHRINGER IHGELHEIM INTERNATIONAL GHBE
Ackknas: Bingay Btruaes 173
D=-8821¢ ITHCELKEIN AM FHEXY
Germany
Swie of nedanaiiy nE
Elaln of mekianen nE
Tolephore No. 05132/77-8084
Focaimis N, 051332/77-437T7
"Rpplicand greior Raniiar
Tia pemen fa: applicant and imventor
AppEcant I U8R omly
Mama [LAST, Fircl) EFPEREASTEN, Anka
Atktrans: Rosmearthastranss 04
D=551326 MAIRE
Bermamy
Sinte of rilomaliy o




M-1-1
Iv-1-8

-1-¥

hombyhiag bagn sppolaied 1o ast on
petiall o the appiesatis) beiow e
oarpalnt Inlematiane Actheriios os;
Name

Altrans:

Telepghore Ne.

=14

Facaimike Mo,

PCT REGUEST “ dsRET
Driginal (lor GUBMESEION] - prinoyd on 10122003 0F;14:04 PL

T2 | Appllckrt araliar Ivantor

52-1 | This parson Is: applicant and inventor

22 |Apsitoant kr US caly

B2~ |Mame |LAST, Frsl) ECHAEFER, Eckbard

2§ |Adimes Rigdhurd-wWwinner-Stragee 23
O~-43150 HEUSENSTANM
Carmany .

M58 | Stwte of naligalily DE

-7 | Gtats ol pesidence vE

T | Applcwnl andior InWeniar

137 | 'This pacscn fs: applioant and inventor

I22 | Apotoant for U8 omly

-3+ | blomay [LAST, Fial) SACNER, Fritz

N->5 | Addmea: Kalaser-Rarl-Etraste 27
D-00435F GAT-ALOESHE IN
Garmmryy

K-8 | Skte of nelonaty DE

a3+ | St ol reskdence

"W | Zgand of comman vEprEsamative) er

Sctlrésyx oy SArSpoetthannE
Tha petscs dandited Baiow in oommon reprazantativa

BOEARTREER YNEELEETM INTERNATICMHAL

Binger Stxasase 173

D-55316 INGELEEIN AM RHEIN
Garmany

a8i3afrr=-0004d
Q61327774377




VUL UQ/ 1 & | &
SN
k)

PCT REQUEST 1-1448-PCT
Original (lor SUBMISSION) - printad on 10.12.2003 01:14:04 PM

v Deaignation of Siaiss

V-1 [Fiogionel Paterd AP1 BN GX GN KE LS MW Mz 8D 8L 8Z TZ UG
m::';d.,"'m“” ZW and any other Btate which is a

parontheses stes the desigration(i) | Contracting State of the Harare Protocol
canasmad) and of the PCT

EA: AM AZ BY KG K2 MD RU TJ T™ and any
other State which is a Contracting State
of the Eurasian Patent Convention and of
the PCT

EP: AT BE BO CHARLI CY CE DE DK EE E5 FI
FJR GB GR RHU IE IT LU MC NL PT RO SE 8
K TR and any other Btate which is a
Contracting Btate of the European Patent
Convention and of the PCT

Oh: BF BUJCF CG CI O GA OGN GQ GW ML MR
HE 6N TD TG and any othar State which is
a mambar State of I and a Contracting
State of the

ag

185392% ¢
EHEEEY
SRERAARE
a355ARE

V2 | Natonsi Paent
i any, ar specitied between Bz
parontheses

SRANGHRRR
SAREBHALE
EEEESEEF
RRABSBNE
Fdeganes
N3183888&
CEE-PE-ER
NONRHER
dRERYHYE

VS | Precsutionary Dusignatian Statemant

va |Exe provautionary MONE

W"%dmm

¥i1-1 | Fing dato 31 Dacember 2002 (31.13.2002)
Vi1-2 | Numbar 02029100.4
VE13 | Reglonal Office 2P




45

f W1 EE

UJd/s | %

I %

=

1-Hld-PCT

Orighnai (far ELBMESSION) - pinied o 10, 12,2003 011404 PW

030L9636.4
Ep

05 Saptember 2003 (05.09.200%)

RCT REQLIEST
V-2 Priprity clasim of smrilar seglional
plication

Vi1 | FlMing dee

Vi3 | Numbar

Vvi2-3 |Asgyona {Oifica

Vi1 Irrhrnﬂunll !nll'lﬂl llrm‘:
il

v Deckarationa

viH [Dodematian & o 2 Eanily of tha

vin-2

v

Y4

¥ili-s

Rurcpean Patent Office (XFQ) (ISA/EP)

Rimber oi decarslions

Bacliralion qu Io the app-cant'y
miEament, a5 ol e ieemadosl Sy
aaks, o apph for and be gearmed 2

Ealen
Gactarmilon s & d Appicarta

onlilamani, 18 &t ha neezionsl dling
duig, 1 olaliy 1M priority of s svisr

maton
'ﬁﬁm o Inwenarsnip [y o e
purposes of Ik desigrmtion of e

1] Sinina of Amasios
&hn 6 40 nen-pasjuetieinl

disc’astiaa or sxceptioni W 132k of

el
T Bkl e Fcworio RegT e
D61 [P (irchding SEGandan shaok] |5 - -
B2 |Demcripion 21 -
[ I [ ) r -
D [AmDec 1 BEAABSTO0 . TXT
%S [Drauings 1 -
7?7 [ TOTAL 34
Mscompanying liema PP ASnaTaniie) aiaohes alBciome TedE) BUBEhed
-5 | FeocEcuston shasl g -
%0 [Origr=l sepssara power of stompy 7 -
%13 [Friofty detuhenlis} Ttemi{w} vI=-1, VI-2 |-
D-17 [FOT-EASY dkoto - Digketta
TG | Figure of tha drswkags which sheull
ncmﬂﬂl:l llll;'ﬂ;ll' v
mﬂiﬂ uggmnnﬂun Bnglisk
1 |sgnahira of spplice, ager or
oommen REErEarial ve
¥ [ Meme BOXMRINGER INTERNATIONAL GNEBM
%1-2 | Name ol sigratory Pr. Klia
R | Capolty Ppa.

o



FULICF YUJ/7 1% 140

5/5

PCT REQUEST

X-a

Origirml (for BUBMISSION) - printed on 10.12.2003 01:14:04 PM

Signalure of appiiosnt, agent or
representstive

-,

BOEHRINGER A INTERNATIONAL GMRH

2.1 |Nama
%22 | Name of signatory Dr. Kompter
X2-3 [ Capechy i.v.
FOR RECEIVING OFFICE USE ONLY
701 ] Gate of sctual recsipi of tha 1220 / \
intamations! spplication | T

g Epotad man 12 DEC 2003 }
10-2-1 | Racokmod L
1022 | dieresasived:
103 | Comected daia of actus! rocoipl dus

ta iater but thnely recaived papers or

drawings compileting the purportad

intamational
64 |oateof receipt of the requived

corvections under PCT Articis 11
10-5 | inlarnational Beurching Autharlty I8A/EP
00 | Transmitial of sasrch copy duisyed

unttl senrch fes Is paid

11-1

FOR INTERNATIONAL BUREAU USE ONLY

Date of receipt of the record copy by
the intamationa! Burepy




PCT/EP2003/014148

PATENT COOPERATION TREATY iz

From the INTERNATIONAL BUREAU

PCT o
SUBMISSION O TaneaiS, BOEHRINGER INGELHEIM INTERNATIONAL
GMBH
OF PRIORITY DOCUMENT Binger Strasse 173
{PCT Administrative Ingtructlons, Section 411) 55218 INGELHEIM AM RHEIN
Germany
Date of malling (day’manthivesr]
05 March 2004 (05.03.2004)
Applisant's or apant’s fiie referance
1-1445-PCT IMPORTANT NOTIRCATION
intarnations| application No. intsmational filiag dste {day/montivysar)
PCT/EP2003/014148 12 December 2003 {12.12.2003)
karsational publication date {dsy’momblyesr) Priority date (day'monthiyear)
Not yat publighed 31 December 2002 (31.12.2002)
Applicant

BOEHRINGER INGELHEIM INTERNATIONAL GMBH et al

1. By mesns of this Form, whigh replaces sy previcusly lisued aouf'eation conoeming submission or tranamivl of priority
doouments, the applisant is hereby notified of the date af recsipt by the internytional Bureau of the priority dosument(s)
relating to alt eartisr appilcationis| whoso priority Is claimed. Unises otharwisa indicated by the letters "NR". inthe
right-hand columa of by an asterisk sppoaring next 10 & dats of recaipt. tha pelerlty document cesesrned was submitted or
trangmitted to the Imamational Bureau in complisnce with Rute 17.1(s) s (b

2. (i spplicabia) The letters "NR" appesring In the right-hang column dancts & priceily docwmnent which, on tha data of mafing
oithis Form. had net yet buon roosivod by the Intamations] Bureau  uoder Aule 17.1(s) or (b). Where, under Rula 17.1{a} . the
prierity dooumaent must be submittad by the applicant ta tha receiving Offics or the intarmations! Sureau, but the apeticant
fally 10 submit the priority dooument within 1he appligobie time [imit under that Rule. tha sttantion of the appisant iy direxted
to Aule 17.1{¢) which provides thet ne dosignated Office may disregard the prioity claim conowrned bofers plving tho .
appiicant sn opportunity, upon entry intg the national phass, to furnish tha pelority document within a time Rmit which is
raasonadie undar the oroumstances.

A. (Y sppicablo} An astorich(’) appesring next to & data of recaipt, in the right-hand golumn, denanos 8 pricrity domement
submited or tranemitted to the intarnatianal Bureau bust not In gompliance with Rule 17.1() ar (] {the prierity docuram
was rocoived sftor thg dme (it preacribad In Ruile 17.1(a) o the request 10 propare and tremarmit the priority documeat was
submitted to tho receiving Office aftar the appiicable time Emit under Rule 17.1{b)). Gven though the priority document was
net furnished in compliance with Ruls 17.1¢) or {b). tho iImomational Buresu will nevertheless tranamit a copy of tha
decumant o the designatsd OTN0ss, iy their conalderation. In case such a copy s mot  acceptod by the dosighited Office
as priasiy dosumant, Rule 17.1/¢) provides that no designatad Office may disregard the priority cleim congerned before
glving the applicant gn opportunity, upon snlry ino the astionsl phasa, to furnish the psiority dooument withia a time Hmit
which Is roa spne ble under the creumsaness.

Priody dats Biletity apolieation No. Country ot realonal Qffice Daza of recaint
or PCY recaivina Qtfios ol.otlochky dogyment
31 Dace 2002 (31.12.2002) 020291084 EP 20 Fabr 2004 {20.02.2004)

05 Sapt 2003 (05.09.2003} 030195364 EP 20 Febr 2004 {20.02.2004)
The latamations! Surssu of WIPO Avthorized eflioer
34, chomin des Calombettas Aurorg CENDANA (Fex : 338 89 75)

1211 Goneva 20, Switrariand
Facsimily No. 141-22) 338.04.75
Foren PCTARSNM Lisnuary 2004}

Telephona No. (41-22) 338 6908
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From the INTERNATIONAL BUREAU y

PCT To:

NOTICE INFORMING THE APPLICANT OF THE
COMMUNICATION OF THE NI'ERNAHONAL

APPLICATION TO THE DES P e A
38218 IGELHEIM AW FHERN
tPCT Rulke 47. 1), lirst fonicnce) . LLEMW
™™ 19 Jul
P of muiling fukaeAnonth/iru: §
18 July 2004 (15.07.2004) esgpeén | |qried)
Applicant’s ar ppeay’s fik Ifoaxe )
1-1445-PCT IMPORTANT NOTICE
Intemapdionsl apphestion No, Ioieenationad fifing Jate [ deyAmmtiyenr) Pricwity dute ¢ depdimnmb/year)
PCT/EP2003:014148 12 December 2003 (12.12.2003) 31 December 2002 (31.12.2002)
Applicam
BOEHRINGER INGELHEIM INTERNATIONAL GMBH et at ERFASST f.,v

Notico it herchy glven that the Inlermlinnal Burcae bas cosamunicuted, as provided in Asticle 20, 1he bemationa) applicawe w the
Fullowing dedenaied Officos on ho date mdicauad dbove as the dute of mulling of this notice:

AU, AZ, BY, CH, CN, CO, DZ, EP. HU, JP, K@, KP, KR, MD, MK, M2, RU, TM, US

In sccordmee with Roke 47, I(e), thind svaeace, thoee Offices will oetept the pevsent aotier &t conclstive evideoe twl the comamnicaliog
of the srermtiomd application has duly taken pisce on the duio of mushag Indicaed sbove wnd 50 copy of the inlemutional application is
regaired (o be furnished by the applicant & the devigaoted Officets),

The fotivwmg dexigmaed (4 fices huve waived the mquiremen for such 4 conmunication a3 this Line:

AE, AG, AL, AM, AP, AT, BA, BB, BG, BR, BW, BZ, CA, CR, CU, CZ, DE, DK, DM, BA, EC, EE, EG, ES, FI, Gp, GD,
GE,QH,GM. HR, ID, IL, IN, 15, KE, KZ, LC, LK, LR, LS, LT, LU, LV, MA, MG, MN. MW, MX, NI, RO, NZ, OA, OM, PG,
PH, PL, PT. RO, SC, 8D, 8E, SG, 8K, SL, 8Y, TJ. TN, TR, TT. TZ, UA, UG, UZ, VC, VN, YU. ZA. ZM. ZW
The comurznicatbn will be gide 10 choge Offioes caly epon thelr request Ferthamae, those Olices do ool raguite the opplicant 0
furnish u copy of the Incsuatbonal spplicaziun (Rule 49, 1{a-Mn)L

Enclased with this mtice is o copy of the imcrnadons! spplicazion us pablished by tw 1atarestional Muneau w
16.hly 2004 (15.07 2004) uxler Na. WO 20040058227

TIME LIMITS lor Dling » demnnd for Iniermsiinos! prelivdnury exsrminallan snd for eniry inko the: nailonal phase

The spplicuble time limi) for eatoring the naslonal phase will, subject le what s sald in the followlog paragraph, be 30 MONTHS from
the priodty dak. oot waly I respect pf any eleciad (Mfiee it & demond for mermiional prefiminory sasmimion s filal hefime the
2apiruline of 19 maniths fmm the pricrity dxie, but aln in respect of wy muMhMMMMMMMM

lebﬂllﬂmuﬂlleﬂhﬂhﬂlkpﬂm:nlhﬂnmuﬂhlw For Merther detuliy, see PCT Gagetie
No /MDI of | November 2001, pages 19926, 199X ond 19934, as well o the PCT Newslarzer, Ogiober and Novermher 2001 ond
Februzry 2000 bisucs.

In pracvicn, gme Hmits ather than the 30-month thne Emit will coniinde 10 apply, mmmﬂmmmpmdmu
dewigrnted o7 elecied Offices. For regoiar updates on the appleable time Kmits (20, 21, 30 or 31 esonihs, or oshoer ime Bemin, Ollice by
Offioe. refex W the PUT Guceise, the PCT Newdetter sed the MCT Applicam”s Cadide, Volowm 11, Notiona) Chopient, all ovafiable fmm
WIPO' s Interas sile. sl Bipfwww. wipofmifpci/anfiadex. mt.

Hoe filing & demand for intermationn] prellminury canmination, sec the PCT Appliant’s Chdde, Volurw VA, Chapter IX, Only o=
wpplicunt who is 2 nashuml ur esiden of 0 PCT Comnciing Stue which i3 boond by Chapior £ bas 1he dght 10 fike a demand for
{niemmiiomd preliminary examingion (st preseat, all PCT Coeunciing Stxien sre boumd by Chapter 11).

I I the applcant's suly redpongibilily to yoaliior ol thewe thine Tendin.

The kmematlonal Bunzsu of WIRD) Authorized officer
3, chernin des Coloniheties
1211 Genervn 20, Switrartund Agnes Wittmann-Regis
Facsimile No.+41 22720 14 38 Pacsimile No.+41 2 33859 70

Narm PCTARAMR (Aprl 20020
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PCT/EP2002:014148

G

From Lha INTERNATIQONAL BELUREAL

Ta:

BOEHRINGER INGELHEIM INTERNATIONAL
GMEH

Birger Strasso 173
[PCT Rule 81.3) 65718 INGELHEIN AM EMEIN
Garmany
Date af malling daynondyel
12 July 2004 {12.07.2004)
Applcym's o spont's ie reforanss
1-1446-PCT MPORTANT INFORMATION
Intemadonal applicaion Ma latornatianal ling dase= (Jayimonthiyenr| |Prigrity dute (dey/momhiyead
PCT/EP20034T1 4148 12 Decambes 2005 {1212 200% 31 December 2002 (31.12.
Applcant

BOEWRINGEA INGELHEIM INTERNATIONAL GMBH et sl

Dificon of its alsctlon:

S1,5ICTH

by thg Imamatiora | Burekt Sily upon thelr mqeest:

EA :AMAZ BY KG,KZMD,RUTLTM

TT.T2.UA UG UZ V. VN, YU ZAZM ZW

of the PCT Applicani's Guide.

1ha purposes 0 ObDl ining s Exropoan patant.

1. Tha appllcant i herniny informpd that the inkernankeaal Bureu has, agsording 10 Artlole 31171 nodiled ew ol of the Follawing
€P :AT.RERG CH.CY.CZ DE DICEEES FIFR,GB,GR, HU,IEITAUMCNLPTRO,SE,
Mational :BG,CACN.CZ, DEIP.KP.KA,MNHO,FLAD AU SKUS

2, Tha forlowing Dk s b ve wpivad tho requirement fer die noslcatien of thelr plgctice; the nodficadan will be #a2 tw then

AP :AW,GH.GM,KE,LE. MW, M2 5D, 8L6Z TEUG ZM ZW

OA :BF,8.LCF.CG,.CLCM.QA GN,GOGW,MLMR,NE, SN, TO, TG

National -AEAGALAM AT, AUAZ,BABEBR BW.BY,B2,CH,CQ,CR,CL,DK.DM,DZ EC,
EE,EG,E3,FI,.0B.GD0.GE.GH.GM.HR HLLIDILINIS KEKGKZLC LK LA LS LT LU,

va “A' M n| M EI M HMW. mrMZI" 'r"zrm rFGrH'IJ FT!Eis D,EE.S'E, 5 I-.l E?JTJITM ITNITH r

2 The applioant i remincod thet ka must #n1ar e “naticoal phase” before the mxpiratios of 30 mostihg from tho oty des
hefprg cadh of Th Dffioe Figtod §bawe. This must bi doms by g
trangkation of she Iarniicrel opplication LAsdicls 381158} as wel 2=, wharn -:ﬂﬁﬂhh,
annen & 1he linermadors | prefming ry exarminetion raport (Article 3663){hd and Rl

ying the ngona| leejs] aad Ininichiag , ¥ prognriiod, »
wble, | famishisg a tranchtion nf ney

Soms olfiess have faed fime imits secplring islar ihan tho 3 bove-mestiosed 1 e fimit. For dotsiles information sbos the -
npniicabla slerws Emite and the acts to be performed upon scicy Iz tha natlonsl phise before n particular Offizs, sea Woline 11

Tho snsry imk-the Emonesn mginnyl phass |3 postponed until 31 months irom the priority Jate for il Stames deglgnassd Tar
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™ Boehringer &6
||||| Ingelheim

Arairtitger Lapereim Intermationst Guald - 55216 pilhaln = e 0 Boshringor [npetheim
Europliisches Patentamt Intemnational Gmbti
Erhardsirassc 27
80331 Monchen

07 June 2004
International patent application No. PCT/EY 0314148 Our reteranies
Our Ref.: Case 1/1445-PCT Ke/mi - POL- 1644

De., Michaol Komnpter
Demand under Art.31 PCT Phone +CO/81 32/TI-08.84

Fax MBI IVTATY
Applicam hercby submits the Demand under Art.3]1 PCT, Ctngor Strmase 173

55226 Ingathelm am Rt:oin
Furthermore, the applicant requests that the EPO as the competent m’tm| %2150
International Preliminary Examination Authority refrains from the Fax  a8/51 32720

“procedure withoul delailed substantive examination” but directly conducts  www.boshsiageringeihalacom
the “detailed substantive examination™ of the subject application.

BOEHRINGER INGELHEIM INTERNATIONAL GmbH
Ppa. LY.

r. Klids

Board of Managing Directars
Encl;: D: Aleasanm Banchi
Demand under An.31 PCT {Chalrmpn)

CrOr Ardreas Bamer

Mics Charman)

D7 Hang-}0rgen Lauchs

Prof. Or Marbed Mull

Seat Ingafhaim sm Rhain
Conmercial Ragistas
Bingan HA A 1063

Deutscho BankAG
BLZ 550 71000
Accoint Mo, 0122 350
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PATENT CO PERATION TREATY &7~
Eingang CD Patents

Proz: Ue .
INTERNATIONAL PRALIMINARY EXAMINING AUTHORITY 06 Juli 2004 PCT
To: - T —

&'&% erledl
BOEHRINGER INGELHEIM INTERNATIONAL . . OF RECHIPT

GMBH AE-DEM SIENT INTERNATIONAL
Bingor Strasse 173 PRELIMINARY EXAMINING AUTHORITY
D-55216 Ingelhoim am Rhein
Hulex 39.3(c} and &:.1{b), firn semtenee
ALLEMAGNE e Waminiaratie mﬂ Seetion 601(x)
Dak of mailing
(Gymeniiiyay)  05-07-2004
Applicent’s or agent's fe rafesonce
Case 1/1445-7CT IMPORTANT NOTIFICATION
Internatonsl applisstien N Inierpationsl Miing dale (day'moarhfyesr) Priority date | duy,'monrdfyeer )
PCT/EP03/14148 12/12/2003 31/12/2002
Apaicant

BOEHRINGER INGELIEIM INTERNATTONAL GMEH ot al.

1 m?mh notified that this Izternitonal Prefiminay Examining Avthorily congiders the folowing daty a3 the
date wummubrlm“mwnmmmﬂwmm

09/06/2004

2 This daw of recvipt e
m tho sctua) datz of tevespt of the demmnd by this Asthority (uie §1.3(b)).

[[] the actoal dute oF recuipt of the dernand on bebalf of this Authority {Rules S9.3{x)).

] b date on whish his Authority has, in respunse 10 the invitation o0 evcrect daficts In the demand
{Hoim PCTAPEAMDS), reosived Lhe requlied correctons,

i § ATTENTION: Thas date of recuipt Is after the of 1% months from the privrity date, Consegquanly, in respent
D of mome Offices, the demand daes nat have the affoet of lhmhwlhurlhndsh-uﬂlﬂmﬂuﬁm
the priori Mhrmhmwmlmme the octs for enicy into the national phass mun therelore b
erawal within 13 pwaths fram x priosity daic (or En sorue Offices) Hewever, in 1evpect of some ulher OMcuy,
he time timit of 30 months (cr ksor} may eevertheltes xpyiy. Sev the Annex 10 Form PCTABI301 and, for details nhout rhe
upgticabie tinw Henite, Offos by Office, sas the PCT 4, 'y Guids, Volumu 11, Natlom! Chapters and the WIPOD

c {1 apphble) This noalication conflu the infsrmacon given by wiephose, fisimie winmmlasion of (a person

4. Only where paragragh 1 appiles, 8 onpy of this notifisation ket beun sent ta Uit Internanonal Buresu,

f ?lun%'

Name and madiing adiress of the IPEAJ Authorired officer «
B Yo i
LODOLO F
T, [ +49-89) 23990, Tx: 513856 |
Fll:ltlm 23004443 o ’3

Tel. {+49-89) 2199.200%
Form PCT;IPRAJUZ (Aprll 200%; repitsd Jewuary 2008) m)



PATENT COOPERATION TREATY EF

From the
INTERNATIONAL PRELIMINARY EXANMINING AUTHORITY

iy —1 '
T Eingang CD Fatents PCT
BOEI-FIlII’:llN%ER N%E"I‘.gﬁlm
ATIONAL
Binsr Siratae 173 02 Mirt NOTJFICATION OF TRANSMITTAL OF
D-55216 | am Rhein INTERNATIONAL PRELIMINARY
ALLEMAGNE nedigt EXAMINATION REPORT
i - (PCT Rule 71.1)
' Date of mazing
, | faayimontijesr 01.03.2005
W«m e mfgrence -
Casge 1N1445-PCT IMPORTANT NOTIFICATION
[ intemational apgiication No. intemaiong) #ng date fdananthdenr) Priortty dam (dayinonoar
PCTEP 0314148 12.12.2003 31.12.2002
Appceani .

LBOEHHINGEH INGELHEIM INTERNATIONAL GMBH 61 al.

1. The applicant is hereby notlfled that this intemational Preliminary Examining Authority transmits herewith the

intomational prefiminary sxamination report and its annexes, if any, established on the international
application.

2 A of the rt and its annaxes, If any, is boing iransmitted 1o the International Bureau for
mnhtbnmfnodl the elected Oﬂhat.w ™

3. Whaere required by any of the elected Offices, the Intemational Bureau will prepare an English tmnslation of
the repart (but not of any annexes) and will transmit such translation o those Offices.

4. REMINDER

The applicant muet entar the national phase before each elected Office by performing certain acts {/fing
transiations and paying national faes) within 30 months from the priority date (or later in some Offices)
{Arnicle 39(1)) (see alao the reminder sant by the International Bureau with Form PCTA8401).

Where a trangiation of the intemational application must be fumished to an aelected Office, that transiation
must contaln a tranglation of any annsxes to the intamational preliminary gxamingfion rapost. it ia tho

applicant's responalbliity fo prepare and furnish such transiation directty to aach elacied Office concemed.

For turther detalis on the appilcable fime limite and requirementa of the efacted Offices, sea Volume Il of the
PCT Applicant's Guide.

The appiicant's auwﬁonhdmwntomﬂ. M::{l‘m m ;hl: criteria of n:‘w.mmnzlostap
and industrial applicability described @ purposes of intematio
pmmmummﬂm'.wmtmﬁ%mmm«dﬂmmmmqn
purpmoldsnldngwhem.hutSme,machirmdlmanmhpatemnbbornqt'{mmmnh
' 27{8)). Such additional critecia may relats, for exampla, 10 exemptions irom patentabilily, requirements for
nbnngd'nebsura.nhrltyaMsuppmlorﬂndnm.

Name and addraes of the inlomationa| Audbarised OMloer ~
oraeninary & mrnarity: Serkal. H f. \
w—  Guropoon Putont Ofice { @)’
| ﬂ Tel 48 80 399 - 0 Toc: 523658 epru d Tel. 44D 83 23038071 AL
| = Fax 449 892300 - 488 )

Fomm PCTLPEA/418 [lamauy 2004)
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PCT

&

INTERNATIONAL PRELIMINARY EXAMINATION REPORT

BOEHRINGER INGELHEM INTERNATIONAL GMBH et al.

(PCT Article 36 and Rule 70)

Tﬂlﬂ'ﬂw-a-oiﬂ'lﬁeu\lnm ! Sos Nolcation of Tranaminial of Wdsma 1
Case 11445-PCT i FOR FURTHER ACTION Praliminary Examination M:ch n‘:&'{#wm
Immmational appication No. Internaional tEng date fiayinontviear) Prineiy cate (cmoanthionr)

PCTEP 0344148 | 12.12.2003 31.12.2002

inamasonal Pateni Classiication (1PC or beth aalional ciassiication and IPC 7]
AG1K928

Apploant

1. This internationas prefiminary examination report has been preparod by this intermational Preftiminary Examin
Authority and is ransmitied to the appiicant according 1o Articto 38, o i

This REPORT conslste of 4 lotal ¢1 5 shasets, inciuding this covor shoot,

O This raport is aino accompanied by ANNEXES, Le. sheels of the ion, claima andbr drewinga which have
mmwmmmhz:ﬂmwmm rectifications made beiore this Authorily
{soo Rule 70,18 and Section 807 of the Adminfatmiive instructions undes the PCT).
Thesae annoxes consist of atotal ol sheets.
1
'3. “This report comalns indations relating 10 the following ilems:
| B Bas}s of the opinion
W O Priomy
N [0 Non-estsbiishmen of opinion with regand 1 novelly. inventive step and industrial applicabfty
IV [ Lackol unily of invention
V B Rsasoned staiomont under Rule 88.2{a)il) with regard to novalty, invantive step or industrial applicablllty;
citations and sxpianations supponing such statenmont
Vi O Cansindocuments cited
Vii O Conain defects In the intemational appiication
Vil O Conain shasrvations on the Intamational appliication
Daie of subrmisalon of the cemand T T T T Dute of cornpiesion of thés repon
09.08.2004 01.03.2008
Name and yaling address 0f e ntemalonal AUTROMZe0 Officer o
= Europaan Patsnt Office £ : \
j Tot. 4@ 30 2399 - 0 T 323056 wprmu o Lohor. \\ ,l,
I| — =T Par 44980 2399 - 4465 ! Talophone No, +49 80 Z380-7839 ""'J

Form PCTIPEA’409 (Cover Sheet) (Jarunry 2004)
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INTERNATIONAL PRELIMINARY
EXAMINATION REPORT Intetnationel appication Na.  PCT/EP 0314148

L Basis of lhe reporl

1. With regard to the elaments of tha Imemational appicatin (Aepidcaman sheels which heve bean lumished o
the regeiving Office & Aasponse it an inviation under Arficle 14 are refamed ko i (Ria kaport a3 “origially Had"
and are not annceed o fhis neport ginds thay do nol aentaln amendmenle (Aules 70,16 pod 70171

Deyeription, Fanas

1-22 = originatly ied
Ciairme, Humbeng

1-18 & ofiginaly fiked

2. With regard to tha langunge, all the slermenis markad above were avaliable or urnkshed to this Authority In tha
languegs In which the Intamational spplicafion was filed, uniess otharwise indicated under fhis jtem.

These alamemls were avallabie or irnished o thie Autharlty in the following language: |, which le:

O ihe language of a iranslallon flumished for the purpases of the infernational search (under Fule 23,1 (b)),
3 1the languaps of publication of the Inlernalianal application (under Aule 48.3(b)) .

1 1he langusgs ol a vansiafion kenishad lor tha purposea of imematianal prefndnarny exemination (unde:
Pule 55.2 amfbr 55.3).

3. Withr to any nuoleatide ancior amino scid sequanca disclosed in the inlamational application, tha
international preliminary examination was caitied out on the bagis of te saguence ¥aiipg:

O owoitalngd in fhe inlsmational applicatdon in wiitten form.

O fied topgaths: with tha Intemations agplisation in somputer readable fosm.
O fwnished subaequently ko this Authaorily ln writien fomn

O fumished gubsequenty 1o this Autharily In computar readeble dorm.

(m]

(|

T atatoment that e cubsaquently lumishad wrinan seguenge listing dsas not 9o beyond the disalbsurs
in tha Infovnafionst appiciiion a8 {led e been furnishad.

The statemant \hat the information recorded in camputar readable form Is igenfisal 1o the writien sequence
Usting has Eaaon fumished.

4, The aneiaiments have resuliad i te canpellation o

O the description, pagos:
[3 the clmims, MNog.:
O the demwings. sheets:
5. 0 Thia report has baen esiablshed as i {some i} the smancments had nol bean mada, since they have

been cormidanad 10 go beyond Ihe disclosura as filed (Fade 20.2{c)).

m,;ﬂn}pmmmgrmﬂhmm;mm miesl be referned Jo under fem T and anndwed to Mis
report

B Additional obsarvaiiong, it necessary:

Foun FOTAPEANADR [Sarweary 2004)
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INTERNATIONAL PRELIMINARY
EXAMINATION REPORT intornational appication No. PCT/EP 0314148

V. Reasoned statement under Article with regard to novelty, inventive or Industrial applicability:
citations and explanations mmmmum statament siop ®

1. Statoment
Novely (N) Yox: Claims 1-13,15,16
No: Claims 14
Invantive step (IS} Yes: Clrime
No: Claims 1-18
indusirial applicability (IA) Yas: Claims 1-18
No. Claims

2. Chationa and explanations
880 separate sheet

Form PCTIPEAI400 {Ianuary 2004)
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INTERNATI NAL PRELIMINARY intemational appcation No. PCT/EP 03/14148
EXAMINATION REPORT - SEPARATE SHEET

The following documents (D) are referred to in this communication; the numbering will be
adhered to in the rest of the procedure:

D1:
D2:

D3:
D4:
D5:

US-B1-6 485 727 (FREY HANS W ET AL) 26 November 2002 (2002-11-26)

WO 01 28383 A (FREY HANS W :ESPERESTER ANKE (DE); VIX JEAN MICHEL
(DE); BOEHRINGE) 26 April 2001 (2001-04-26) cited in the application

US-B1-8 297 218 (MORAZZONI PAOLO ET AL) 2 Octobar 2001 (2001-10-02)
US-A-4 887 270 (DEUTSCH DAVID S ET AL) 30 January 1990 (1990-01-30)

WO 02 072118 A (MOURA ROBERTO SOARES :UNIV DO ESTADO DO RIO DE
JANE! {(BR)) 19 September 2002 (2002-08-18)

If not mentionad otherwise, the relevant passages are thoss mentioned in the European
Search Report.

Art 33(2) The present application does not meet the requirements of Article 33(2) PCT,

since the subject-matter of claim 14 is not new.

D1 and D2 describe an aqueous extract of red vino leaves obtainable by a
method compriging the steps (a)-(e) as defined by prasant claim 14. Optionally
silicon dioxide is added to the extract to facilitate the further processing of the
extract (see e.g. D1, column 3, 4th paragraph). As present claim 14 defines
step (f) as °... addition of yp to 10% of a flow regulator...” (i. 8. 0-10%) this
feature is also considered to be optional. Therefore, the subject-matter of claim
14 is not new In the light of D1 or D2.

Art 33(3) The present application does not meet the requiremants of Article 33(3) PCT,

because the subject-matter of claims 1-16 does not involve an inventive step in
the sense of Article 33(3) PCT.

D1, which s considered to represent the most relevant state of the art, discloses
the manufacture of an aqueous extract of red vine leaves which is used in the
present application, D1 furthermore suggests to prepare solid administration

Form PCT/Saparate Sheet 400 (Shemt 1) {EPO-Apdl 1087)
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forms such as coated tablets and mentions excipients used In the present
application including silicon dioxide. The content of extract in those solid
administration forms is within the same range as disclosed in the present
application. The use of the extract is exactly the same as disclosed in the
prasent application.

The problem to be solved by the present invention may therefore be regarded
as how to provide a stable and swallowable coated tablet cantaining at least
§0% of the active ingredient.

The present application suggests to solve the problem posed by providing a film
coated tablet containing at least 50% (w/w) of a dried aqueous extract of vitis
vinifera, up to 50% (w/w) excipients and a tablet film.

Yet, D4 teaches the manufacture of film coated tablets having a core which
comprises about 80% active agent (in a similar absolute amount) and
ingradients in similar amounts as uged in the present application. The coating is
made by using hypromeliose as film former, propylene glycol as plastiziser and
opaspray as coating and colouring agent.

D5 discloses the usae of aerosil in order to facllitate the processing of and Iin
order to stabllize an extract of vitis vinifera.

Taking into account the teaching of the cited prior art the following reasoning
applies:

There seems to be no basls for inventive step within the present application as
filed aince no evidence can be found that the features which are novel over the
prior art rasult in a solution of the posed problem which could not have been
foreseen by the skillad person.

It is therefore noted, that the solution proposed In claims 1-18 of the present
application is not considered to be inventive in the sense of Article 33(3) PCT.

Art 33(8) The subject-matter of claims 1-16 is considered to be industrially applicable in
the sensa of Art 33(4) PCT.

Famn PCT/Sepane BnewleDd (Bheut 2) (RPO-Apel 1067
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Comprimido recubierio con una pellcyla
ANTECEDENTES DE LA INVENCION

1. CAMPO TECNICO

La Invencién refiere & un comprimido recublerto con una pelficda que
comprende un extracto seco de hojas de pama roja, un exclplente y una pelicula del
comprimido y su uso para | mejora de la circulacion sanguinea y/o o suministro de
oxigeno & las extremidades Inferfores.

2. INFORMACION ANTERIOR

La Insuficiencia venosa crdnica (CV!) es una enfamedad progresiva y puade
llevar en muchos paclentes (especisimente sl no estin tratados) a edama, plebectasia
coronaria (Widmer etapa 1), hiperpigmentacion, induracidn, lipodermatoscierosls,
atrofia blanca (Widmer etapa Ii), o Gicoras varicosas en ias piemas (Wiimer etapa ili),
La hemodinamica alterada cronicaments an las venas profundas o superficiales debido
a segmenios venosos obstruidos o a la Incompatancia valvular ligva usualments a
enfermedades de la piel en el area interdor del toblllo 0 an las extremidades inferiores,
Se ha conslderado que las alteraciones en la microcirculacion de la plal son
aportaciones principales pasra los cambios de la plel asoclados con la hipervolamis
venosa cronica y la hipertenaldn venosa. (por elemplo, Fagrell B. Vita! microscopy and
the pathophysiclogy of deep venous insufficlency. int Angiol 1985;14:18-22; Jinger M,
Kiyscz T, Hahn M, Rassner G. Disturbed biood flow reguiation in venous leg uicers. Int
J. Microcirc 1998;16.2598-2686).

Obviaments, la microangiopatia cutéinea de relevancia clinica tal como los
capliares diatados, tortuosos alrededor del microedema contribuye a las aiteraciones
de la plel en las extremidades infariores y determina el curga da CVI (Fagrell B, Loc,
Cit. and Jinger M &t al., loc. Cit.).

La aplicacitn de la técnica laser Doppler en las altemaciones venosas eatd blen
lustrada (por ejemplo, Tulevski Il, Ubbink DT, Jacobs MJHM. Red and green laser
Doppler compared with caplifiary microscopy to assess skin microcirculation in the feet
of healthy subjacts. Microvess Res 1999;58(2):83-83 and Bollinger A, Jiger K, Jinger
K. Selfert H. Tha vascular faboratory-advances in non-invasive techniques. World J
Surg 1988,12.724-731).

Se han desarroliado diferentes técnicas pama investigar la microcircutacion en
ambat capas de la plel diferentes funcionalmente: la mas profunda, la capa
principaimente termoreguladora y la capa supefficial, nubritive. Las alteraciones
microcirculatorias on la capa nutriiva superficial son de suma relevancia para los
camblos de la piel troficos. {(JOnger M et al.. joc. Cit. And Gschwadtiner ME, Ambrozy E,
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Fasching S, Willfort A, Schneldar B, Bdhler K, ef al. Microcirculation in venous uvicers
and sumounding skin: indings with capifary microscopy and /aser Dappler imeger. Eur
J Glin Invest 1989:29:708-716).

La patente briténica GB 934.554 describe que la resistencia capllar en cobayas
deficienies en vitamina A se puade mejorar por la administracién intraperitoneal de un
extracto glcohdlico de hojas de parma.

La solickud de patents internacional WO 01/28383 describe un método para Is
prevencién o allvio da la Incomodidad asociads con Ia insuficlencla venosa erdnica de
madia 8 moderada de las extremidades Infariores con la ayuda de un extracio acuose
de hojas de pama roja. Adiclonaimente se suglera una pauta de dosificacion diarda de
80 a 1000 mq diviiidos en 1 hasta 3 capsulas.

El problema subyacente en la presente invencién fue proporcionar una forma
farmacéutica que pemnita administras tales allas cantidades de exiracto acuoso de
hojas de pama rojs con la pauta sugerida. En vista del acuerdo del paclente existe el
requerimiento de que tales formas farmacéuticas no deban ser muy altas, para facliitar
su Ingaatién. Por ofro lado la forma farmacéutica debe tener una alta establidad para
asegurar largos tempos do almacenaje. Ademés, la alita blodisponibilidad a3 un
prarrequiato para al éxito terapéutico o preventivo de tal torma farmecéutica.

BREVE SUMARIO DE LA INVENCION

Se ha encontrado sorprendsniemente que un comprimido recublesto con una
pelicula comprende:

(a) al menos 50 % en peso de exiracto seco de hojas de parra roja, que es
obtanible por extraccién de hojas de parra rojs con agua y secado;

(b) hasta 50 % en peso de un axciplente que consta esencialmanta de

- & menos un aglutinante,

« al menos un desintegrants,

- al manos un agents de cargs, ¥

- al manos un lubricante; y

(c) una pelicula del comprimido que conata esanciaiments de un formador de
pelicuta, un plastificante, un agente de revestimiento y opcionalmente un agente
colorante;
satisface estos requerimisnics y se puede usar para mejorar significativaments la
micracirculacién y o suministro de oxigeno en e &rea perimaleclar
predominantemente afectada con CVI da la plama on los paclentes.

Por consiguiente la invencidn se reflere a un comprimido recublerto con una
peileula que comprende los sigulentes constituyentes:

2
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{a} al mencs 50 % en peso de extracto seco de hojas de parma rje, que es
obtenible por extraccidn de hojas de parra raja con agua y secado:

{b) hasta 80 % en peso de un excipients que consta ssenciaimente de

- al menos un aglutinante,

- al menos un desintegrants,

- &l menoa un agente de canga, y

- al menos un lubricante; y

{¢) una peficula del compiimido que consta asenciaimame de un formador de
pellcuia, un plasiificants, un agenie de revestimiento y opcionalmentie un agente
colomantae;

Otra aspecto de la presente invencién es un procedimianto para praparar tal
comprimido recublerto con una pelicula que comprende las etapas de:

{A) mezclar al extracto acuceo seco de hojas de parm roja (a) con loa
excipientes (b), opcionalmente en prasencia de un diluyante voléti;

(B) opcionalmente cribar Ia mezcia obtenida;

(C) comprimir Ia mezcla con una prensa pars comprimidos adecuada; y

(D) ravestir ol comprimido resuliants con una pelicula pars compiimidos (c).

Ademds, la [nvencion se reflaro al uso de tal comprimido revestido con una
pelicula para preparar una composicion farmacéutica o diatética para el tratamlanta o
prevencidn del 1a incomodidad, trastomo y/o enfermadad asociada con la hipervolamia
vanasa cronica y ia hipertensién venosa.

Ademas, la invencion so refiare o un extracta acuoso de hojas de parra ja
que es obtenible por un método que comprende las etapas de:

(8) recolectar las hojas de parma roja en un momento en el que el contanido do
flavonoides haya alcanzado un 6ptima;

(b) secar y prensar las hojas;

(c) cortas las hojas en trozos;

(d) extraer las hojas con agua & slevadas temperaturas durante 8 a 10 horas:

{e) concentrar y secar al axtracto oblenido, y

() aRadir haste 10 % en peso de sllice en relacién can la cantidad final total del
axtracio resultante.

BREVE DESCRIPCION DE LOS DIBLLIOS

La Figura 1 muestra el modelo eaquematico del estudio clinico levado a cabo para
probar Ia oficecla del comprimido revestido con una pelicula segin la presents
invencibn.



10

15

23

30

a5

La Figura 2 muestra |a influencla del exiracto de hojas do parra quée contiene of
comprimido revestido con una pelicula

—0— AS185 360 mg comparada con

—QO— placabo

sobre la microcirculacidn medida con flujometria de laser Doppler (LDF 10-37 kHz).

La Figura 3 musetra la influencia del extracto de hoja da pams que contiene ef
comprimido revesfido con una pelicula

—0— AS18S 360 mg comparado con

—0— placebo

sobra la presion parcial de oxigenc transcutaneo (tpQs)

DESCRIPCION DETALLADA DE LA INVENCION

El comprimido revestido en forma de pelicula de la presente invencidn consta
da Ingredientes herbales derivados por extracién acuosa de hojas de parra roja (folia
vilis viniferse; Extractum Vitis viniferse & follum spissum et siccum) y secado (a),
exciplentes (b) y [a pelicula del compeimido (c). Ests extracto contlene flavon(ol)
glicosidos, -glucuronkios y flavonoldes, con quercetine-3-O-8-D-glucuronida o
isoquercitrina {quercetina-3-O-8 -glucoskic) como sus Ingredlentas activos principales.
Todavia no 36 ha elucidado totaimente al Ambilo de sus acclones farmacoligicas, pero
los estudias in vitro indican que tenen propladades antioxidantes y antiinflamatories y
que inhiben la agragacion de Ias piaqueias y la hisluronidasa y el adema reducido,
pogiblemente reduciendo la permaeabilkdad capiar. Experimentos preciinioos in vivo
demostraron efectos antiinflamatorios y espesantes del muro capitar.

El comprimido revestido con una pelicula segun la presents invencibn
comprande de S0 a 70% de extracto de hoja de pama roja acuaso seco con un ato
contenido de flavonoides de 2-15%.

Como norma la relacion en peso entre al extracto seca y los axcipientes usados
para producir el nGclea de los compdmidos astd entre 4 : 41 8 2 : 1, preferiblaments
entre 1,1:1y1,8:1, enparticularentre 1,25: 1y 1,75: 1.

Un comprimido revestido con una peliculs que comprende
(8) do 50 a 70 % en peso de dicho exiracto seco de hofas de para roja;

(b) de 25 a 48 % en peso de dicho exciplenta, y
(c)de 1 a 6 % en paso de dicha pelicula del comprimido,
basado &n Ja masa total del comprimido ravestido con una peficula.

27~
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Méa preferido ea un comprimids revestido con una pelicula qua comprende
[} de 51 a 69 %, &n partoulsr aproximadamente 5% % en peso da dichn exinecto saco
da holae de pama raji;

{h) de 38 a 45 %, &n panicular aprocdmadaments 42 % an pesa de dicho excipiema, y
{c)de 1 a3 %, an particular aproximadamenta 2,7 % en peso de dicha pelicula dal
campimido,

besado en la masa total ded comprimido revestido con una pellaula.

Otra realizaciin prafarifa aa un comprimico revestids can una pallcula, &n el
qua & excipiemte (b) coneta esencialmenie de
- de 70 3 65 % =n pean da &l nvenoe un aglutinanta,

«de 0,5 & 12,5 % en paso de &l menos un desintagranta,
-de 5 & 18 % an peed de al menos un agenda de carga,
-da 1 .2 5% en peso de al manas un lubwicants,

bazado an la masa lolal s axciplontes reuntd os.

El témalna "aglutinante” como 98 use antenors y postadornaia significa wn

excipientie que a8 adecy ado para agiufinar unos componamies con olros. Lo
ephfinanias praferidos segin (& imvencidn e seaccionam entre:
Colukga &n poivo, celuloga microcistaling, sorbliol, almiddn, pelivinlipirmalidona
{povidona), copolimeros de viniplmalldona con otros dervados vinllaos {copovidona),
derivados de calulosa, particvlarmente medllhidnoxipeoplicelulasa, por  ejemplo,
Methocel A 15 LV, ¥ mazcias de estos compuesies. Log agiviinamies prefeddos son
caluloza en poivo, paricuarmente calulosa micracristaling o copovidona, S ae Lsan
Ioa aglutinantes mencinadas amea, ka cantidad en peso, basado en la maka \atal dal
comprimido segin la hwencitn, estd prefadblementes en el intervalo de 18448 % an
peEs, ma prefertlamenis 25-40 % en peso, b mds prefedblaments
gproximadamenta 33 % ah paso. Gracias |l agltinante de oekdosa microcstalins
paditulanmenta prafedido, los comprimidos que ee pbiiensn liznan uns alia estabiidad
y 3on bien acepiadas por los pacientea @ Isa fue sa llana qua administrar ef extracto
da hojas de pama mja.

comprimido segin la Invencion contiene también desintegrantbes adends da
las ngredentee mendonados anles. Deniro del sleance d= Ia invencln estos
desintegramies pueden ser conocidos también opalonaiments ¢oms aganias de mtura.
Estos 55 selccionen preferiblemente, sagiin la invencién, entre plloolskd de aimiddn v
sodky, poliviniipimalidana refitulada (crospovidona), sal da croscarmelosa de eodlo {sal
da sodlo de carbaximetbeter-caluloss, reticulada), carbovinssllicalulosa da sadlo,
almidSn de malz seco, eilica coloidal anhiira y sus mezckas. Danire dad alcance da la

2/
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presente Invenoldn se preflere paticularmente & use da ghodlate de aimidén y eodla,
coapavidons y, prafadblsmame la aal da sodis de la croapovidone o croacarmaloss y
la sllica colnldal anhidra. Lo mas prolarids &5 una mezda de croscammeiosa de sodio,
Bilice coloiial arhidra y opcionalments crospovidona, Si se usen los desintegrantes
mencionados Antes, |8 cantidad en peso, basado en I8 masa kotal del comprimido
segin = imvencién, esté preferiblemente en 2| intervain de sproximedaments ,5-10 %
an paso, mas prakaibamente aproximadamenta 1,6-7,5 % on paso. BGraclas a la
combinaclén padiculanmante prafedda de deelntegrantes, loe comprimidos gua ee
obtlenen fenen une Alia estabilldad y proporoloren Blta biodsponibliddad sl extraoto
acugsos ce hojas de pama mja.

El comprimido soegim la imvencion también confiene un agenle de carga, Como
norma les agentas de canga aon compuestos Inerias tales como Gxldos da meatalas
inargénicoa o foefats inargdnics o foafaln da hidrdogany Prafaribismeste ol aganta do
carga ex un fosfate de hidrogeno de cakcio anhidro. 5i e usan ks agenies de camga
mencicnados antes, |8 cantidad an peeo, besada en la masa tofsl del comprimido
segln la Invenckm, estd preferblemente en & Imlervalo de aproximadamenta 1-10 %
an peag, mis praferibhmenis meosinsdaments 2-3 5 en peso.

El compimids sagin la Invanchin confland Lambidn agantas de flujp o
reguladores de Bujo y también lubricantes, como .innmdimlu adiclanaiee. Estos
induyen, dentre del Alcance de |8 presente Invensidn, por elemplo, disddo de alleona,
tnico, dcido estedion, esteaifumarate de sodio, estesnato de magnesio, y tribehenato
da gliceral Segdn la invernién s# via preleriblemnente el astearate de magnesio. 3i se
uean los lnbricantes preforddos manclonados amos, su cantkdad an peco, basada an fa
masa totel del comprimido segin & Inwencidn, st preferdblemants an al Intarvels de
aproximadamente 0.1-10 % =n peso, preferiblements aproximadamama §5,.5=0 % en
paso, mas prgfaribkovetia etve 04 ¥ 1,5 % en peso.

Se preflere adiclorelmente un comprimido revestikio con una peleuls, en el que
Ia palicuin dal comprimida () conata assnaisl menhs de:

- Bl a 88 % an pash <o A menoes un formador de pelicula,

- 5210 % en peso da 3l moenos un plactiicanta,

= 10 8 20 % en paso de &l menoa un agana do revestimiento tal
camoa laleo, y

- 1213 % on pei> da 3l menos un colorante.

Basado en la maea intal de la pallwla del scomprimido {c).

La peliaaa del comprimida ssgin La invirmion puede contener ambién uno o
més cokwamen sintéticos o nalurales, famacéuticamants aceptables, preferiblemente

7
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unc 0 mis bxiios de matales Inorgdnicos tales como didxido da titanlo (E 171) yo
Oxido fdrfco (E 172). Si 9o usan los colgrantes preferidos mencionados antes su
cantidad en peso basada en la masa total del comprimido segtin la invencidn es de
Q.01 a 0,5 % en peso.

Es un objelivo adicional de Ia presente invencidn proporcionar un comprimido
raveatido con una pelicula pam prevenir y/o aliviar la incomodidad asociada con (a
insuficlencia venosa cronica de media 8 moderada de la extremidades inferiores que
comprencdle ingredientes herbales, donde el comprimido se prepara con asregio a un
precadimlanto confrolado que presarve las cuafidades curativas herbales de los
ingrediontas.

Es un objetivo adicionsl de |a presente invancién praparcionar una composicién
que sea efective en prevenir y/o aliviar la incomodidad asociada con la insuficiencia
venosa crénica de media 8 moderada de las extremidades inferiores.

Es un objetivo adicional afiadiio de la presente Invencidn proporcionar un
comprimide ravestido con una pelicula que sea afectivo en prevenir yo aliviar la
incomodidad asociada con la insuficiencia venosa crénica de madia a moderada de las
extremidades que comprende ingredientes herbales y que tiene minimos efectos
secundarios o no los tiena y por tanio es segura para consumo intamo y tane una aka
estabilidad y Bene una aita aceptacién par parte da los pacientes.

El extracio acuoso preparado a partir de las hojas da parra roja se caractesiza
por un ako contenido de 2 a 20 %, preferiblemante de 2 a 10 % de flavonoides
bloldgicamente actives.

El t4rmino "una persona que lo necesita” o "pacienta” o roflere anlerdar y
posteriormente a una persona femenine 0 masculinad que padece de eiapas tempranes
clinicaments no relevantes do insuficiencla venoea crénica (CVI) o que se ha
demostrado en & la etapa | y I} de CVI segiin Widmer. Por nonma lales pacienies son
gente mayor con una edad entre 30 y 80, preferibiemente entre 32 y 76 afios, taniendo
una edad media (x desviacién esténdar) de 55,2 & 7,7 aflos. Por nomma CV1 aparece
més an paclentes fameaninoa qua en pacienies mascuiinos

Para que esta invencién sea complsiamente enfendids, se exponen los
siguientss sjemplos. Estos ejemplos tlenan ol propdaito de llusirar las realizaciones de
esta Invencién, y no se deben tomar como limitantsa del alcance de esla Invencién de
ningin modo.

Los ejemplos quo siguen son llustrativos, como puede reconocer un expero en
la técnica, y las condiciones particulares se pueden modificar como se necasite para
las composivionea individuales. Loa materales usados en los snsayos postesiores
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estan o comerciaimente disponibles o se pueden preparar féolmenie a paric de
materdafzs comercialmarie dsponibles por loe axpardas en la ¥onica.

1.3 bapa del comprimids &4 sl ixirach acuceo da holes da parra soja (foles wtls
vinifgrag L.). El malodal dg partida para la praparacién dal extracto son hojes da poera
mla recagldas an un momanto en a ¢ue 8l contanido de flavonaldes ha alcanzado un
dptimo. Este &3 el caso realmente durante el tiempo de cogecha de las uvas, Laa hojas
se secan y prensan culdadossmemnie. Fara Ie exiraccion lae hojas Se corfaron &n
piwzas de B a 10 mm preferiblfemente, Para Iograr un elle contenldo de Aavonpides e
mallza b odracciin 3 devada lempershn, preferiblemenits a une emperalae en el
Inlsrvala da BO® a BO°C, duranta un Llanmpo de al menad § hests 10 horas. El méndd
prefarido 6 an e que aa ragliza un fliirado exliaativg,

El =l denominado mxracio fluldo obtenikdc an ol cwwss da In axtracciin se
concentra mediante &l uso de un evepomador sdecuado. El exiracio espaso obtenido
en esta etapa 59 seoe, por ejemplo mediante & uso de un hane de sacada sl vacio o
un convartidor de sacada al vacia.

Sa puadan afadir todoe o algunos exciplantas duranta al sacado para faclitar
al procedimianta adiclonal dal axtracts. Por norma sa pusskn afadir durants o
procedimiento hagta 10 % de uno o mas constiluyanies.

Preferiblements se afade una parie del regulador de Buja iaf como sice
anhidra colaldal, 8l axtracto duranie o antex dé Iz meacla oon kos olros conslituyemes.
Profodblamente & composkddn dal axlracds resulianie conteng de 0,5 8 10 % en
peso, en particular 2,5 8 7,5 % en pego, més prefedblements 4 % on paaa da ailica
anhicre coloidal.

Sorprendenizmente, |08 comprimidos oldanidos & parr da un axiracte a o
cuales 3o ha afadido una pare de los excipientes durarte el procedimianta de secado
muasiran una establlikiad mejorada.

Lo méa pisfarblamanta el comprimide mvestido oon unn pelioula segin
imvenolbn consta de

= 300 a 500 mg, prefedblement= 320 a 400 mg. en particular aproxdmedamanta

355 a 380 my da axirachy aGso Seoo de hojas de parma roja [4-6:1) {300 to

500 mg, prefarably 320 to 400 mg, in parficular about 355 (o 380 mp of dry

aguecus extract of rad vine lasf (4-6:1) (axtraoiim vilis winiferae folise equosum

siccum), gue puede conlensr hasta 10 % an pasd de mgulador de Sujo, en
perrticuler sliioe enhidra, coloidal;
" |os slgulentas axcipientes del nicieo del comprimkia:

.14
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cellpsa microcrisiaing, croscammelnsa de sodio, hidnipenofoafate de calclo (anhidro},
sillos caloldsl (anhldra), esaraln do magnaals, y spalorsimata crspavidana, y

= Uun camprimide que conata da:
hipromelosa, gliiceril triesiearato, didxido de titsnio (E 171). talce, dxido férico, mjo (E
172),
Se prepararon los comprimidos revestidos con unn pelicula con los ingrecdientes
listexlos 2 Ins siguienies tables A v B;
Tabls A

Mambra dal hgradlante Canlldad por Funciéan
compimido revaatido
& une pelicula
[mg/ 658,000 mg]

Miclen del compimldo

Vitie viniferae felum 380,000| Ingreciente activo
Extracio amIpso Seoo
(-5 :1)
Calulosa Microcrstalna 219,000 Aglutinania,
deaintagramts
G roscarmelosa de sodio 18,000 Desinfegrants
Hidréipenofosiata de caloia, X,000| Agente de cargs
anhidro
silica anhfdra, colokial
4. 000 regqulador da Aujo,
desintagracion
acelanador
Estaaraby de Magnesin 2,000 lubricants

Prligiis del compimido

Hipmmalpea 11,303 Fommsodar de La
palicuka
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Gliceri-t riesstoarain 1,198 Plastificarte
DHbxido de Htanio (E 171) 0,143 Agents oclormrte
T 3,131 Agenle da
neyealimianta
Quido fimice, roja (€ 17 1,565 Agente coloramte

Be mazcha = exiracty oo las exdplantee del micleo del comprimide y sa
comprime &n una prensa para comprimidos adecuada

Nombre ded ingredieme Cantfdad par Fungidn
comprimido reseslida
con una pelicda
[mg / 658,000 ma]

Niiclep dal gpmaimide
Vitle viniferae foliam M0000| Ingradianta actha
Extracto acuose Wcq
4-6:1)
sifice, calgital.anhidra 15,000 Aghriinante
Celulosa Micracristaiina 214,000 Aglutinante,

desintegrante
Croacarmeinas de sodio 18,004 Desintegrante
Hidnigenofosfate de oalcio, 30,000 Agente de carga
anhldm
sllice calgidal, anhidra 6,000| mpulador de fujo,

desimagrz2cdn

acalerador

Betsaralo de bMagreslo 5,000 Lubricante
Craspovidona 18,000 desintegrame
Bellula del comordmido




W

10

=11-
Hipromelkraa 11,383 Formador de 1a
pallcula
Glicei-Hriesieamnmn 1.138 Fastiflosme
Didndda da Utanla {E 171} 0,783] Agenie coloranie
Taleo 3,13 Agente da
ravastimbanic
Lito femico, rajp (E 172} 1565]| Agenie coloranie

Se mezcla o extracke con 15,000 my da allica duranta el proceao de seceda. o
B inde un extractd que congla da 86 % on paso da los ingredicnies del extracio ¥ 4
Y% de sllos. Esta marcla rasultants 8 mazela con los excipiantes restantes del nickeo
dal eomprimida y B comprime en una prense de compimidos adecuada.

Las fuerzas de compresion que 3= receditsn paa produck compdmidos do
resistencis 4 lx mbera adacirada y por tanto con los fismpos de rotura requeridos =on
dependientes de les fonmas y tamafios da lae herramiemtas da parforacidn utiizadas.
Sa preflaran fuarzes da comprasion en  Intervalo de 2-20 kN. Fuerzas de compresion
myonas pusadien Bwvar 2 comnprimidas con liberacikin retardada de la sustancia activa.
Fuerzae de compreeion menores puedsn produck comprimides  inastables
mecanicamente. Los miclecs de los comprimikias pueden tener dfierantes lonmas, las
icemmy preferideas aon formes mdondas hiplanarea o bieonvexas ¥ ohlongss.

La soluclén da rovesEmiento s& prepara merclando = agente Formadar de Ia
pallcula can los materiales colorantee v un plastificanta en agua, Usanda vn mokis da
revestiimiento adecuado I soluckdn de revesimiento en forma do palicia se apliea
sobne los nucleos de los comprimidos.

Preferiblemernie, los comprimidos tisren yne frma pbioga para Lacililar b
ingestién. En sl oasa da un comprimida revestids con una pelicula que contiena 389
my] da awiracia y une radaclidn da axtmeta a axcipiorta coma o ha Indicedo antes, un
comprimido oblongo puedse ser aproximadamente 1718 mm de largo v iener una
anchuma de 8 5 9 mm. Eslos comprimicias revestidos oen vne pelicula de |8 Tabla A 58
caremiren de acpal an adedant= "AS 185"

Para majarar la dreulackdn sanguines y'o ol sumnigtns de oxigeno de |as
exiremidades inforiores, o comprimido dabha lomarsa & dosis que &9 coarmgsporcien
150 a 1000 mg da exiracio, prefedblerntanta 300-6(d mg, an padcular 550-750
mg, &l dis. La sentidad tobal de extmcia sé puede dividr haata an 1 & 3 comprimicdas
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preferiblemente por la mahana.

Se puede esperar una mejora admimbile de los sintomas en 8 semanas da uso
continuo. El efecto 6ptimo se mantiene o ampiifica con ef uso prolongado.

Métodos

Participantea

8¢ inscribleron pacisntes mascuiinas y femeninos, de 18 afios o més, que
tienen CWA | o CVI 3egin Widmes. con diagndstico confirmade y presenie durante al
menos un aflo. Deben estar musentes enfermedades relevantes concomitantes. Los
pacientes que tomaron fdmacos para allviar sus sintomas CV| en 4 semanas o que
fueron tratados con theophifina, diumélicos, glicdsidos cardiacos Inhibidores ACE
antagonistas del calcio en 8 dias antes dal primer examen no s» parmitld que se
inscibiesen. Los bendajes de campresidn o terapla concomitante para los probloamas
venosos estuvieron prohibidos durante la parficipacién en la prueba .

Planteamianio y procedimientos

Se realiz6 el estudio cruzado, contralado con placebo, aleatoric, a doble clago
{double-blind) segiin los prncipios de la declaracidbn de Halalnkl y la Imemational
Conferance of Harmonisation of Good Clinical Practice.

Cada paciente participd dumante 17 semanas en el estudio: durante una
gsemana limpio (tratado con placebo), durante un periodo de Gatamierio de seis
semanas (Grupo 1 empezd con AS 185, Grupo 2 ampazd can placebo), durante cuatro
samanas limpio (tratado con piacebo), y durante un segundo periodo de tratamiento de
seis somanas (Grupo 1 continud con placebe, Grupo 2 continud con al AS 196
(comprimidos revestidas con una pelicula que contienan 380 mg de extracto seco de
hojas de parma rojs) o se tomaron comprimkios de placebo segin la pauta de
doslficacion como una dosis (nica por la maniana, Ambos comprimidos eran idénticos
con respecio al tamafio, forma, paso, apariencia intemna, y sabor.

Para la fiulometria de laser Doppler el equipo fue proporcionado por LMTB,
Berlin, Germany (por ejemplo. Doerschel K, Mueller G. Velocity resoived laser Doppler
flow measurement in skin. Lasermedizin 1996;12:163-171.). El equipo @3 una unidad
mdvil basada aen un ordenador que usa una frecuencia da lAser de 785 nm. La sonda
del laser se Mo a 3.5 cm do distancia & tobilo interno en la ploama mds afectada.
Después de 30 minutos sentado para adaptsree a la temperatura ambients, la medida
empezd después de 10 minutos de pla (256 puntos de medida, dumacién apraximada
de la medida 0,4 segundos). La ks de fondo desparamada se recuperd mediante dos
diodos en &l intervaio de frecuencias entre 0,2 a 37,2 kHz. Los datos se procasaron

£

 ———— e B TR wy i e S —— e w——— M




10

15

20

30

33

13-

usando una transformacién rdpida de Fourier. Finalments, los datos de salida referidos
dinhtvalodaluwenda:entmO,Zaw.OkHzpamlmvmendpluom
reticulpr (vesos mis grandes principaimente lermomaguledores, didmetro més de 30
micrémetroa) y an e Intervalo de frecuencles entre 10.1 a 37,2 kHz pama los caplares
en ¢! plaxo venoso subpapliar (vasos nutritivos suparficialea pequefios, didmetro do 6
a 30 micrdmetros).

Se midi6 la presién de oxigeno transcutanea (1cP0O2) usando slscirodos
poiarogréficos modificados tipo Clark que contenfan cAtodos de metales nobles y
&nodos de domro de plata/plata (TCM 3, Radiometer Copenhagen, Bronshei,
Denmark). Un elemento calefactor adyacente al anodo mantenia la tamperatura de la
plel a 43° Celsius. A eata temperatura (as arferiolas estd méximamenta distadas,
1cPO2 se aproxima al PO2 de la sangre artedal (por ejemplo, Bollinger A, Jiger K,
Janger M, Selfert H. The vascular laboratory: sdvances in non-nvasive techniques.
World J Surg 1988;12:724-731.).

El electrodo se unié a la superficie de |a piel mediante un dispositivo en forma
de anilio adhesivo que se rellend con safuckdn selna fisioldgica, 3,5 am anteriolatera)
desde la sonda del laser Doppler. Despuéa de 30 minutos sentado para la adaptacién
a femperatlura amblente se comenzd la medida después de 10 minutos de pie. La
medida durd aproximadamente 15 minutos, Loa valores de tcPO, 86 exprasan en una
columna de milimetros de mercurio (mmHg). Los valores normales disponibies para ef
dorso de los piss da jos paciantes sin CV1 astén situados en un Inlervalos entre 40 y
80 mmHg.

Se midié la temperatura local de la plel con un termistor fjado de forma
adyacente a un electrodo de oxigeno en la regidn perimaleciar. Para minimizar los
efectos da la parfusidn de la plel, ias meiidas de LDF y tcPO; sa realizaron entre 28 y
32" C de temparatiira local da s plal.

Se midieron las circunferencias del tobilio y de la pantorrifia usando una cinta
mélrica. Las medidas se llevaron a cabo an 8l tobillo lateral y medio y hacia la miiad de
la pantoniila.

Los sintomas subjetivos de CVI (plernas peasdes cansadas, sensacidn de
tension, sensacin de hormigueo, y dolor) se miieson usando una escala visual
anéloga de 10-cm con e cera comon “ninguno en absoluto™ y 10 cm como "muy fusrte®.

La eficacla del tratamlanto global fue gmaduada por los paclentas o
investigadores en una escala gradual verbal de 4 puntoa (buenc, satisfactorio, no
satisfactorio, y maio) ai final de ceda periocdo de tmatamiento.
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La talsrancia global fue graduada por las pacientes e Investigadores en una
ascaia gradual verbal de 4 puntos (bueno, satisfactorio, no satisfactorio, y malo) A los
paclentes se les preguntd acerca de su bisnestar en ténminos generales en cads vistta.

Resultados

Se incluyaron setenta y una mujeres y hombres de edades entre 32 y 76 afios
con etapas | y Il do CVI probadas segin Widmer, Le edad media (+ desviacién
estander} era 55,2 £ 7,7 years; 55 aran mujeres, 16 hombres. E! estado fleboldgico
mveld varicosis de intensidad moderada o severa an 47 (87,1%), pigmentacion en 27
(38,6%), edema de tobllo en 28 (37,1%). edema de plerna inferior en 25 (35,7%)
pecientes. Estaban presente signos medios de atrufla en 13 pacientas (18,8%), signos
de eczema an ninguno (Tabla 1).

Tabia 1: Caracteristicas demogréificas y bdsicas de CVI

AS 195/ Placebo  Pilacebo / AS193

. {n=386) _{n=39) -
Variantes continuas (media
(Intervalo))
Edad [alios) 86 (32-76) 68 (37-76)
Altura [em]} 168 {150-186) 168 (150-191)
Pesa [kg) 76.5 (48-87) 73 (55-120)
Indice de masa comoral (kg/m?] 27,6 (20,6-32,0) 28,7 (20,1-42,5)
Presion sistdlica sanguinea [mmHg] 130 (100-150) 135 (120-140)
Prasidn dlastélica sanguinea [mmHg] 80 (60-90 80 (65-90)_
Variantes categéricas (n (%))
Hembra 24 (66.7) 31 (88,6)
Fumador habitual 4(11,1) 1(2,9)
Etapa CVI
etapa | 28 (72,2) 23 (85,7)
otaps |l 10 (27,8) 12 (34,3)
estado fleboldgica de Intansidad
de moderacia a severa
Varicosis 26 (72.2) 22 (62,9)
Pigmentacion 11 (30.8) 17 (48.8)
Atrofia 0(0.0) 0(0,0)
Eczema 0 (0,0) 0(0.0)
Edema de tobilio 13(36.1) 14 (40.0)
Edema de la parte infedor de ta 12 (33,3) 14 {40,0)
_plema

Las violacionas del protacolo no ocumieron en los restantes paciantes. Por
tanto, fodos los pacientas se maniuvieron en los andlisis de intencidn de tratar {Figura

1).Lnamﬂwmdemmm$nodmmmmonbmm
dos aecuancias de tratamiento (Grupo 1, Gnupo 2) excepto en cuanto a la relacidn de

7
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sox0s (12 hombres en ol grupo 1, 4 hombres en el grupo 2) (Taebla 1). Los valores de
base para los parAmetros de ldser Doppler, la oximetrfa transcutAnea, las
circunferancias del lobilio y de la pantorriils, y los sintomas subjetivos fueron
comparables para al Grupo 1 y o Grupo 2 (Tabla 2). La conformkiad con los
comprimidos revestidos con una pelicula fue de aproximadamente de 100 % en ambas
secuencias de tratamlento.

Tabla 22 Madia (£SD) de las caracteristicas do base de cada periodo do
tratamionto

Periodo 1 — Poriodo 2
AS 188 Placebo A8 195 Placebo
— (n=36) (n=34) (n=34) {no36)
Flulemetria do
ldser Doppler [AU]

10-37 kMHz 303,5(135,2) 333,5(153.0) 2754 (126,4) 2933 (119,8)
< 10 kHz 352,7(87.7) 370,8(120.0) 174,7(77.0) 189,4(67.8)

Oximetria 321 (7.0 32,3 (6.4) 30,1 {6.2) 30,8 (6.4)
franscutinea
[mmHg]
Circunferancia
cm
teml Tablllo 20,3 (2,2) 20,4 (2.4) 20,2 (2,6) 203 (2,2}
Pantontila M,7(3.1) 34,2 (3,0) 34,0 (3,1) 34.6(3.2)
S8intomas
subjetivos [cm]
Piemas 43(28) 3.7(2,9) 48(29) 52 (2,8)
cansadas/pesaday
Do:lrum las 4,03,2) 32(3,1) 4,5 (2.7) 49 (3,1)
plemas
Sensacidn 4,5(2.9) 4.1(2,8) 4,5(2.8) 5.1(2.5)
de tensldn
Sensacidn 33 (3.1) 2,7(2.9) 3,7 (2,6) 4.2(2.8)
de hormigueo -

Las medkias de fiujo de laser Doppler en ol intervalo de frecuencias de 10-37
kHznolghmnmpuniofMpﬂmlpuLEstasfmuon&ssenhoquom
determinadaa por el niimero de eritrocitos y sus movimientos {valacidad de flujo) en los
upﬁamdalampanupmﬁduldelupbldelaplmmusmm
frecuencias de laser Dopplar {40-37 kHz) sumentaron en el grupo con AS 195 (mas
241,8418,7 AU) pero disminuyeron en @l gnmpo oon placebo (menos 41.0:18,7 AU,
p<0,0001) {Tabla 3). Este efecto s6 hizo presente ian pronto como 3 semanas
después comonzar ol iratamiento (p<0,0001) (Tabla 4, Figura 2).

g8
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Tabla 3: Media {£SEM) del camblo do la base ajustado para efectos de periodo, 85 % Intervalo de seguridad para contrastes de
tratamiento valor de p después de 3 somanas de tratamiento con 360 mg de AS 195 o placebo

Tratamiento Contraste do tratamiento -
AS 195 Placebo Diferancia Intervalo do sogurdad Valor de
__{n=70) {n=70) {n=70) ____{(n=70) )
Semana 3
Flujometria de liser Doppler
10-37 kHz 132,2(11.9) -28.2 (11,9) 160.5 127.0to0 194,0 <0,0001
< 10 kHz -3.7 (6,2) -99,9(9.2) 982 70,2 to 1222 < 0,0001
Oximetsia transcutinea 0,62 (0.97) -3,84 (0,97) 4,46 17210 7,20 0,0018
[mmHg])
Clrcunforencla fcm]
Tobilio -0,19 (0,09) 0,21 (0,09) 0,40 -0,65t0-0.15 0,0025
Pantorrilla 0,24 (0,04) 0,04 {0,04) 0.28 -0,4010 -0,17 < 0,0001
Subjective symptoms [cm]
Plemas 0,64 (0.25) 0,21 (0.25) 0,73 -14210 0,04 0,0398
cansadas/pesadas
Dolor en las plomas -1,17 (0.23) - 0.24 (0.23) -0.94 -1,59 10 -0.28 0.0081
Sensacién de tension  -1,00 (0.24) - 0,82 (0,24) -0.49 -1,17to 0,19 0,1588
Sansacién de 0,99 (0.26) - 0,20 (0,26) 0.7 1,52 to - 0,06 0,0338
hormigueo
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Tabia 4: Media (£SEM) del camblio do ia base ajustado para efectos de periodo, 95 % intsrvalo de seguridad para contrastes de
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tratamlento valor de p despuds de 6 semanas de tratamiento con 360 mp de AS 185 o placcho

Somana 3
Flujometria de léser Doppler [AU]
10-37 kHz (punto final

principal)
< 10 kHz

Oximetria transcutinea [mmHg]
Circunferencla fem)
Tobillo
Pantorrilla

Subjective symptoms [cm]
Piemas cansadas/pesadas
Dolor en las plemas
Sensacion de tension
Sensacién do homigueo

0,55 (0,30)

Treatment — Treatment contrast
AS 195 Placebo Differenco Confidenca interval
{n=70) {n=70) {n=70} n=70
2418(18,7) -41.0(18.7) 2828 2289 to 335,7
87.0(124) -107,7(124) 1647 129,7 to 199.7
1,35(097) -7.27(0,97) 863 5,881011,38
-0,38(0.09) 029 (0.09) -0,68 0,64 10 -0,43
-0,54 (0,05) 0,14 (0.05) 0,68 0,8310-0.53
0,78(0,33) -0,94 (0.33) 0,16 -0,76 10 1,09
-0.76 (0,35) -0,88 (0,35) 0,10 -0,88t0 1,09
-0,96(0,35) -1.40(0,35) 0,44 0,46 to 1.44
- 0,68 (0,30) 0.1 0,75 t0 0,96

< 0,0001

< 0,0001
< 0,0001

< 0,0001
< 0,0001

0,7285
0,8323
0,3819
0,8044

7o



13

30

35

-18-

Se considera que las madides de Aujo de laser Doppler an el Intervalo de
fracuencias por debajo de 10 kHz estan determinadas por el nimero de arkrocitos vy
sus movimientos (velocidad de Rujo) en los capllame da la capa termoreguladora
principal més profunda de la pial de ta piema. Después de 6 semanas las frecuencias
de léser Doppler (por dsbajo de 10 kHz) aumentaron en el grupo con AS 195 (més
§7.0:12.4 AU) pero disminuyaron en ol gnspo con placebo (menos 107.7+12,4 AU
p<0,0001) (Tabla 3). Este efacto parece dapender de las condicionas ciimiticas
duranie el periodo de tratamiento. Durante el parode de estudio de temperaturas
moderadas (Abrf/Mayo) las medidas de laser Doppler (<10 kHz) permaneciaron sin
cambios o grupo da tratamlento con AS 195 despuds de una calda Inicial mientras
que las medidas en &l grupo con placsbo disminuyaron (p<0,0001). Durante e periodo
de estudio de altes temperaturas (Jullo/Agosto) las medidas de l&ser Doppler
(<10 kHz) sumeniaron en el grupo de tratamiento con AS 195 y permanacieron
constantes en el grupo con placebo (p<0,0001).

La presién de oxigeno transcutdnea aumenio en e grupo con AS 165 (més
1.35:0,97 mmkig) pero disminuyd on el grupo con placebo (menos 7,2710.97 mmHg,
p<0.0001). Esta obsarvacién fue consecuentd en ambos periodos de tratamianto y
podria estar, por tanto, en linea con el flujo de ldser Doppler en la capa supeshicial
nutritiva de Ia piel (es declr, 10-37 kHz) (Tabia 3.4, Figura 3).

La reduccién de la circunferencia del tobillo importante estadisticamente y
clinicamente relevante (después do 3 semanas: AS 193 menos 0,19£0.09 om, placebo
més 0,2120,00 om, p=0,0023) y do Ia pantorriila (después de 3 semanas: AS 195
menos 0,24+0,04 cm, placebo mas 0,04+0.04 cm, p<0,0001} indican un comienzo de
la accion tan pronto como tres semanss daspués de comenzar el tratamisnto (Tabla
3). Este efecio se hace mis pronunclado despuds de § semanas (AS 185 tobilo:
menos 0,39:0,09 cm, pantorrila: menos §,5420,05; placebo tobillo: més 0,28:0,08 cm,
pantosrila; mis 0,14+0,05 em, p<0,0001) (Tabla 4)

No hubo ningin cambio relevants do ks intensidad da los sintomas suhjstivos
en relacidn a CV1 deapués de G samanea de tratamienio. Este resultado esta en linea
con los de un estudio previo en el que fos sintomas subjetivos medidos sobre una
escala visual andloga se redujeron sbio deapués de largos perlodas de tratamiento (12
samanas).

Raramente ocurren en este estudio sucesos adversos. Trece de los 71
pacientes axperimantaron al manos un suceso advarso, 12 de allog experimentaron la
aparicidn de la accldn mientras estaban en tretamienio con placebo, uno mientras
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sataba en tratamiento con AS 195 (bronquitis, intensided moderada, que sa considera
por parte de! investigador que no esid relacionada con el férmaco). El pacients que
murid de una parada cardisca habla sido tretado con placebo (nunca recibid AS 195
en esin pruaba). Todos ios pacientes valorsron la tolerancia global como buena o
satisfactoria. Los pardmetros de lsboratorio no camblaron durante el estudio.

Discusion

Se ha demostrado en un astudio previo (WO 01/28363) qua el extracto de
holas de parra roja AS 195 reduce el edema de la parts inferior de Je plemo, la
circunferencia de la pantoniila, y la circunfersncia del toblllo ademas de mejorar los
sintomas subjetivos relacionados con la Insuflciencla venosa cronica tratados una vez
al dia dursnle 12 semanas.” E! presente estudio se disefd para proporcionar
informacién adicional sobre el mecanismo subyacente de accidn Investigando la
microcireulacidn como un parfmetro sustituto relevants clinicamenta pam CVI en
relacién con los problemas en las plemas. Este estudio es el piimero en paclentos CVI
que ayuda a investigar ademas de la reduccion del edema en las plemas, efectos
relevantes clinicamente adicionales en relacidén con fa terapia con extracto de hojas de
parg mja. El drengje venoso reducido da como resultado uns microcireulacidn
cutines deflada con siteraciones tréficas de la piel. SI CV1 queda sin tratar este astado
puada Incluso dar lugar » Ulceras venosas en las plemas. La fujometria de Kser
Doppler, como se usa en el presente estudio, ea un método valldo y los efactos
objetivos del tratemiento que pueden estar relacionados con ia reduccidn dal volumen
exporimentada subjetivamente después de 3 meses de tratamiento.

Los resultados del estudio se ajustan con los datos clinicos disponibles para AS
185 y afladen informacién sobre la aparicidn de la aocidn, El volumen de ia plema
como un pardmatro objetivo se reduckd en un gmdo dinicamente relevanie y
astadisticamenta Imporianie después de 6 semanas de tratamlento. Este efeclo
objetivo también se ha publicedo reciantemente con extractio de semillas de castaha
de Indias (por sjemplo, Diehm C, Trampisch HJ, Lange 8, Schmitt C. Comparison of
leg compregsion stocking and oral horsa-chestnidt seed exiract therapy in patients with
chronic venous insufficiency. Lancet 1998:347:202-284.) y Butchers Broom (por
ejompio. Vanscheidt W, Joat V, Waolna P, et al. Efficacy end safety of a Butchers
Broom prepamation (Ruscus aculeatus L. exirec) compared to placebo in patisnts
suffering from chronic venous insufficiency. Drug Res 2002;52(4):243-250.).

En of presente eatudic se demostrd que los pardmetros de la flujometria de
Wser Dappler, las cireunforenclas dal tobillo y la pantorrila v la presidn de oxigeno
transcuténea se vieron afectados tan pronto como después de 3 semanas de

Y22
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tratamiento. En contraste, los sintomas subjetivos de CVI graduadas sobre una escola
visual andloga no eran significativamente diferentes del placebo después de 8
semanas de (ratamiento & como fueron en o estudio previo. Una duracidn del
tralamientc de 12 semanas es ocbligatoria para una reduocion relevante de los
sintomas CVI| subjetivos.

Los presentes resultados sugisren un papel principal del extracto de hojas de
parra roja en I8 prevencion de la progresién de CVi y en la aparicldn de lesiones de
plel tréficas y pueden inciuso prevenir o relrasar la transicién desde estados
tempranos clinicamenta no relsvantes de CV! al estado | de CVI.
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VINDAC

1. Un comprimiiia revestido £on una peliculs gue comprende los cguiantes
canstitvyentes:

{r) &l menos 50 % en peso de un cowacta geco de hojss de pamrs oja, qus as
abilgnible por extracoidn de hojag de parra roja con agun vy seoado, ¥ opclonalmenta
adioidn de hopla 10 % on posa do &llice & ralecidn oon la cantidad total da
comMpondnta (ay,

(h) hemalg 50 % en paso de un exclpiente que conata asenclaiments de

- gl mends un agiutinante,

- & menos un desimiagrants,

- & menos un agente de canga, y

- al mands un ibricents; y

{c) una pelloula del comprimido que conats osanclalmenta da un formedaor de
palledia, un plasifieants, un agente do revestimienio y' opclonaimenta un agerie
colorante.

2. Un compimide ravastida con una pallpula s=ginm Ia rebAndicacion 1, que
oomprende

gl de 60 & 70 % &n pean de dicho extracto de halma da parra roje;

() ch 25 2 49 % en peso de dicho excipienie, ¥

(c) < 1 a 5 % en peso de dicha palicula del comprimido,
bassde an [a masa latsl del aomprimida mvestico con um peSoula.

4. Un rampimido nsvesticks com una pelicula seglin las mivindicaclones 4 6 2,
qua compranda

{21 de 51 2 59 % en peeo de dicho exdracin seco de holas da perra mola;

{b) de 38 8 43 % en pesa de dicho exolpiente, vy

() da 1 & 3 % an pess de dicha pefloula del comprimico.
basada an le masa total dal comprimido revastide con una pelicula.

4. Un comprimido ovestide con una pelleula ssgin cuslquiem de las
relvindicaciones precedsntes, en el qua al exiracts acuosa da hojas de parvs ioja %
ablenhie por un metods que comprande laa stapas da:

{8) nacx@ciar 1as hojss de pema roja en un momento en of que < contenido da
flavanddes haya alayrade un dptimo;

{b) sacar y prensar lag hojas:

{c) cort=s las hojaa en trozos;

{d) extraer las hojas con agus & slavadss temperaturas durante @ a 140 horas:

;5/’(
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(e} opcdanal manta concamar ¢l gxtracko oblenido, ¥

(A y opcionaimemis BNadir hasta 10 % sn peso de regulador da fiujo en ralackén
van la cantidad ioief de extracio meultents duranta ol prooseo de secado {e).

8. Un milpdg segin la reivindicacion 4, en al que las hojas de (& stapa [iv) so
Exiraen con agua 3 emperahures ci 80 § 30 °C,

B. Un comprimido reveslide con una pelicula segln cualgulers de las
relvindicaciones precedentss, en &l qua al axcplente {b] conela esanciairmanta da

=70 2 85 % en pazo da al manos i agluliname,

- {15 2 12,5 % wen peso de al manos un dasintagrans,

-5 & 15 % en peso de al menoa Un agants da e, y

-1 a §% en peap 4o &l mencs un lubricanta,
basado an la maaa total de los sxipientes {b).

7. Un comprimido rewvestide con vng pelicwla segin cudlgulara de las
mivindicaciones precedentas, an al qua al aglitinanie 8& sslecciona enire calulosa ah
polvo, celulosa microcristaling, aimiddn, polivinilpirolidons, copolimerca da
vinil pirylidione con olros derivados vinilicoe, derffrados de caflulsaa y mezolas de estos
compuesios,

B. Un ocomprmide revesikla con una peflcula segin cusigulera da s
ralvindicaciones pracadontes, en Al gy el desintegranie se selecciona amre slice
cofidal, glicokato de almidin ¥ sodio, palivinllpl malidona reticulade (croapovidora), sal
da crosoammelosa de sodio {sal da sodka de carbadmetialer-oeluloss. reticulada),
varboximeticelulosa de sodio, 8l midin de maEiz seco ¥ sus mazekea.

9. Un mmprimido revestido con une pelicula segin cualquisra da las
raivindicasionas pracedenbis, &n o que el egenie de carga es un fosfato Inorganico o
un hidvdganaloafato.

10. Un compimido reveatidn con una pelicula segin cumlquiera de las
relvindicaciones precodontss, on ol qua al agenia di ¢arga s selecciona enfre dixido
de sliolo, talco, écido estedrico, asteariiiumanto de sodio, estearata do magnasio y
kibehenalo de gloerol,

i1. Un comprimide revestide gon una gelicula segin cualquiera de ks
rehindlcacionea pracedantss, wn &l cpe |4 peliculs del comprimido {c) consta
eeanclaiments da

=50 a B5 % en peso de al menos un formadaor da pallcula,

- 5 8 11 % en paso de al menos un plastifcanta,

- 10 a 24 % en pesn de al mencs un agente de revesal imbana, ¥

=0 & 15 % en pass da &l menos un colormnte,

2r
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basado en la masa total de la pelicula () del comprimido.

12. Un procadimiento para preparar un comprimido ravestido con una pelicula
segim una de las relvindicaciones 1 a 11, que comprende |as etapas de:

(A) mezclar el eximcto acuoso sec¢ de hojas de parra roja () con los
axciplentes {b), opcionaimente en presencia de un diuysnie volall

(8) apcionaimaente cribar la mezcla abtenida;

(C) comprimir la mexzcla oon una prensa para comprimidos adecusdas; y

(D) revestir el comprimido resultante con una pelicula para comprimidas (¢).

13. Bl uso da un comprimido ravestida con una pelicula segin una de las
relvindicaclones 1 a 11, para preparer una composicidn farmacéutica o dietbiica para
ol tratamienio o prevencién de la incomadidad, trastomo y/o enfermedad asoclados
con ta hipervolemia venosa cronics y la hipertension venosa.

14. Un extracto acuoso de hojas de pama roja es obtenible por un método que
comprenda Ias etapas de:

(a) recolecter las hojas de parra roja en un mamento en e que el contenido de
flavonoldes haya alcanzado un optimo;

(b) secar y prensar Jas hojas;

{c) cortas las hajss en trozos;

(d) extraer las hojas con agua a elevadas temperaturas durante 6 a 10 horas;

(e) opcionalmante concantrar al extracto obtenido, y

() afiadir hasta 10 % en peso de reguiador de flujo en relacidn con ia cantidad
fotal de extracto resuitante durante e proceso de secado {e).

18. El extracto acuoso segun la reivindicacion 14, que caomprende de 2.5 a 7,5
% on paso de sllice colaldal. anhidrs.

16. El axtracto acuoso seglin la relvindicacién 18, que comprende
aproximadaments 4,0 % en paso de silice cololdal, anhidra.

COLO 09255-841-024-4
PRP/WPCL9255/1D-000328



Uy

10

20

23

-24-

REBUMEN

La wencldn se milars & un comprimido revestido oon una pelicula gque
comprende los siguisntes consfiluyanios:

(@) & menos 50 % en peso de un exiracto esca de hojas de pera rojs, que es
obtahible par gxtraccian de hojes de pama roja con agua v cacada,

(s} hasta 50 % en paso d& un axciplenin qua consta seencialmente de

- & menas vn eghulinamts,

- 8l manas un desinlegrante,

- al mants un aganle da cargs, y

- &l menos un lubricende; v

(o} unn pelicuia del comprimido que coneta esancalments de un kemador de
pallcula, un plastificante, un sgente de revestimierma y opclonalmants un agants
coloranta.

Adernda I3 invenaldn se refiere 8 un eximcio acuoso da hojea de parra roja
obterible por un méinds qua comprends las alapas de-

{a) recaleztar las hojas de parra roja en un momento en el que el contenido de
Mevoneides haya alkcanzado un dptimo;

{h) eécur y pranser las hoje;

() coras las hopas ¥n rozos;

(d) oxtraer Iaa hojas oon agus & elevadas temperatures durante & 2 10 horas;

{a} opadanaimenie soncenirar ol exiracio oblenido, ¥
afiadir hasta 10 % en peso da mguisdar de Bujo en releciin con |a cantidad folal de
gxéracto msultanta durants ol procese da secado (a).

75
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