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REF EXPEDIENTE No.. 05091313
PATENTE: FORMULACIONES DE INMUNOGLOBULINA'Y
METODO DE PREPARACION DE LA MISMA
SOLICITANTE : ELAN PHARMACEUTICALS, INC.

ASUNTO: SOLICITUD ESTUDIO DE FONDO

DILIA RODRIGUEZ D’ALEMAN, en mi condicién de apcderada de la Sociedad
solicitante, por el presente escrito atentamente solicito a Usted que habhiéndose
surtido la publicacién de la presente solicitud, en la Gaceta de la Propiedad
Industrial No.576 de fecha Mayo 30 de 2007 y se proceda con el estudic de

Fondo.

Para tal fin me permitc anexar la tasa correspondiente.

Agradezco continuar con el presente tramite.

Sefor Jefe

DILIA RODR|GUEZ DALEMAN
C.C. 41.654.882 Bogotd

p-663
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Industria y Comercio

SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 05-91313

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION
FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 576 DE
FECHA 31 DE MAYO DE 2007 EL TERMINO HABIL SENALADO POR LA LEY

EXPIRA EL 31 BE AGOSTQ DE 2007

NOTA: Dentro del plazo de los seis (6) meses siguientes a partir de la fecha de publicacion
en la gaceta de Propiedad Industrial, debera solicitar y cancelar sl examen de
patentabilidad so pena de gue la solicitud caiga en abandone, de acuerdo con lo
establecido en el Aticule 44 de |a Decisién 436/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCERGS.
Sl NO X
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DIVISION DE NUEVAS CREACIONES

2020
Bogotd, D.C., 30 de noviembre de 2008

Apoderade: Dilia D'Alernan

ASUNTO Radicacion 05-91313

Tramite 002

Evento 041

Actuacion 430

Oficio . 'liii'ﬁﬂ

Folios
Patente de Invencion <X]
Viia PCT (fase nacional) < Capl <X Cap. I [_]
No. Sol. Internacicnal PCT/JSZ2004/003873

Fecha de Presentacién Internal. WQO2004/071439

Coma resultado del examen de fondo, realizado con fundamento en el articulo 45 de
la Decision 486 de la Comisidén de la Comunidad Andina, se le comunica:

1. Documentos estudiados

Descripcién: Folios: 37 a 76 {como se radicd inicialmente)
Reivindicacisnes: Folios: 77 a 86 {como se radicé inicialmente)
Prioridad: Folios: 1, US 60/455 818, 10 de febrero de 2003

2. Objeto de la invencion

Titulo de la solicitud: Formulacion de Inmunogiobulina y Método de Preparacion de
la Misma.

El objeto de la presente solicitud de patente de invencién consiste en formulaciones
que comprenden inmunoglobulina, buffer fosfato y cloruro de sodio.

Reivindicaciones 1-26, 29, 30, 31: composiciongs que comprenden
inmunoglobulinas.

Reivindicaciones 32- 40. Procedimiento de mezcla para preparar las composiciones.
Reivindicacion 27, 28, 42: método de tratamiento;

Reivindicacién 41 Un articulo que contiene |la formulacién,

Reivindicaciones 43 y 44 uso.



Jon

4
: IC,; 3
Se catalogd la invencion, segun la Clasificacion Internacional de Patenies (IPC.)
AGTK39/00, 39/38, 38/395.
De la solicitud de Patente

Reivindicaciones (Articulo 30 D 486 de la C.AN)

La refvimdicacidn 41 reclama umn “articule” el cual no esta técnicaments definido,
porque define contenedor por contenido y si es un “articule novedoso” para contener
la composicion es de otro campo tecnoldgice.

Por lo tanto esa reivindicacién no cumple con el requisito de definicién, clandad,
concisidn ¥ sustento por la descripcion de acuerdo al art. 30 de la Decisidn 488 .y/o
art.22 Tratado PCT.

Excepcion a la patentabilidad (Arficulo 20 D486 literal d} de ja C.AN.)

-Las reivindicaciones 27, 28 y 42 reclaman un meétodo de tratamiento para el cugrpo
humano o animal, por lo tanto esta comprendido en el articulo 20 D 4886, por lo tanto
no es patentable.

Rejvindicaciones relativas a un uso ¢ a un segundo us¢ {Ariculos 14y 21D 486
dela CAN)

-Las reivindicaciones 43 y 44 reclaman el uso de composiciones farmaceuticas,
de acuerdo con la legislacion Andina el uso no se considera para proteccion por
patente, como se lee en el articulo 14 de la Decision 486 de la Comision de la
Comunidad Andina *... Los Paises Miembros otorgaran patentes para 1as
invenciones sean de productos o procedimientos en todos los campos de Ja
tecnologia...”; aqui no s& hace alusidn al uso. Demas Ios Usos 0 segundos usos
6 son patentables, de conformidad con la sentencia del TJAC BS-A)-2000. Los

usos en general no son patentables.

Determinacion del Estado de 1a Técnica

La fecha gque se ha tenido en cuenta para determinar el estade de la técnica es la
fecha de presentacion de la solicitud de la cual se reclama prionidad 10 de febrerc de
2003,

Teniendo en cuenta la fecha indicada se realizd la busgueda en el estado de la
técnica de documentas relacionados con la salicitud encontrandose los siguientes
documenios mas relevantes.

. Fecha de
N° | Documento _ Titulo publicacion®
Freeze-dried preparation containing s
D1 | EPO841067 mohoclonal antibody | 13-may-1992
Stable lyiophilized pharmaceutical —
D2 | W09822138 substances from monoclonal o polyclonal 28-may-1998




antibodyes 1

Free-dried preparation containing

D3 | US5,908,826 | 0 cional antibidy

01-jun-1999

Stable intravencusly-administrable

D4 | U55,945,008 immune globulin preparation

31-ago-1999

Anti-dual integrin antibodies,

DS | W00212501 | compositions, methods and uses

14-feb-2002

12. Analisis de patentabilidad (segun requisito) {articulo 14 D486}

12.1 Novedad {Articulo 16 D488 de la C.AN.)

-La presente solicitud reclama las formulaciones farmacéuticas que comprenden una
inmunoglobulina, un amortiguador de fosfato, un polisorbato v cloruro de sedio.

-Las anterioridades D1-D5 describen composiciones farmacéuticas que comprenden
inmunoglcbulinas, en los valores de pH de las solucicnes a los que los anticuerpes
se disuelven y que es compatible fisiclogiacamente pH de 4 a 8,1 mas apropiade de
6,1 a 8,1 y aun mas apropiado de 6,5, a 7.8 para mantener el pH de |a
composiciones estabiliza con buffer fosfato, se isotoniza la compoesicion con clorurc
de sodio y se utiliza tensivactivos los polisorbatos denominados tweenes entre ellos
tween 80, igualmente se le agrega aminoacides tal como histidina,

Vease D1 (EP0841067) por ejemplo pg 4 renglones 1-5, 12-46 y los ejemplos 7-10.
-D2 (W(Q8822136) véase especialmente reivindicacion 8, que comprende todos los
componentes de la solicitud en estudic, pg. 33 tabla del ejemplo 10; pg. &.

-03 (USE, 908,826} vease especialmente col. 1renglones 50-68, col.2 renglones 44-
66; col.3 renglones 45- 53; col 4. Renglones 10-20, 35-44, 52-56; ¢ol. 5 renglones
14-17, 28-31, 40-50; ejern. 1.

-D4 (US5,945,098) véase especialmente ¢ol.5 rengl. 1-30, 4142, 54-63; ejem 1], Ill,
V, reiv. 1-14.

-D5 (W(00212501) véase especialmente pg.33 tabla del elemplo 10; pg.9 y reiv.6.

Tal como se observa la presente sclicitud carece de novedad, ya gue las
anterioridades citadas se anticipan a describir las formulaciones gue en la presente
solicitud se reclaman como nuevas e inventivas,

-En cuanto al nivel inventive s obvio que cualquier solicitud que tenga afectads su novedad
carace de nival inventivo,

13. Conclusion:

Los requisitos de patentabilidad de la presente solicitud se encuentran afectados asi:

Reivindicaciones

afectadas Requisito que afecta

N°® Documento N°®

D1 | EP0841067 1-44 mﬁ:ﬁ?:\?entivo

D2 | W09822136 | 1-44 Novedad




Nivel inventiva

D3

LI55,608 826

1-44

Novedad
Nivel inventivo

D4

DS

LU355,945,098

1-44

Novedad
Nivel inventive

WQ0212501

1-44

Novedad
Nivel inventivo

En cumplimiento del articulo 45 de la Decision 486 de la Comision de la Comunidad
Andina, s& le indica que debe dar respusesta dentro del término de 60 dias contados
a partir de la fecha de notificacion de la presente comunicacion. En caso de no dar
respuesta al presente requerimiento, o si a pesar de (a respuesta subsistieran los
impedimentos para la concesion, se denegara la patente.

Motifiguese el presente oficio co
capitulo quinto del titulo pri

ALIX CARMENZA
Jefe de Division d

rme a lo dispuesto en el numeral 5.2, literal e), del
e la Circular Unica N° 10 de 2001.

EDE® DE VERGEL |
uevas Creaciones

El anterior requeirigliﬁréo fue notificado por fijacidon en lista, de fecha !
. 2008
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immameglebulic meleculs apm:ar Lo slabilios themslees,
The aptimal drlcrgen? contenl is ablaioed By Cucmulation
cRpcriznna woZl kowen o hoss SRR g che s Inoany
opet, L dppears M0 & desimabe delgfpenr anncenwinn g
nravides a halarce f hydrophilic aod hydrophebic pmper-
lizs a1 the mraledn solucien sa thal Ize immupaglobulin s ey
prone (o dvoature, The vplima | deiergral oosntrarion will
b 1 minimal aonwanl Shal will presil gecicles G
g aul o slnjon, will nancwse levie el wnd will
nred wchvermely Elees the effizacy of che Enal product under che
sclecled slompe conditicos.

Ao ammvunl of aoc or moee amico aciily o |ies De Impact
1 phwswlagivally-axapletile oty (i.e. abio 300 Ckm!
17 30 10 peepedl i abd 10 mLnlaEn S IMArene S&ma
plobwdir in monermseric form aka is added ra e scludice.
Ercfrrred amina azids include glvrire, lvsiog, arpinioe acd
plenvlalapine, wilh plweias Teing, pasticelasly uebeered A
glveing voaessziestion ol w1 NZ M generelly js |lr=r=|:'=15_-__

The |3 salnzivg s fuerher campecse palywinylpyrrali-
drne PP} 2t certain pll rmnges, typicalle pl[d o pl[ T,
in additico o ar inalace ol ke amine acidz) a5 a3 xzeol or
preventice, pelymernizalivn acdfor pariiculstion «f Ibe
gamma glkmlin, FYT abos Ixpivally dovs sl prowih: 3oy
Ieral stabaliedsivg <3 imozuneglobu irs, Fal PVE doer ona-
writvaie o effeczive bang vema subilizaling in the preparaians :5
at 1kis inveetion. Tar amaunl cf PYE weful in e prepa-
riivm & Limiled 5 il Wxivily and Deivoilile al hi(yh
SOGENEANES s G o 1 e %) of FYE K-15 {or
alber walcr saluble zrade] & wseul b puesval parlicdlslii.
Amounls withio i rioge arc soluble and wel belos wake
leve]s.

Tere sckditian of PYPooes et prowvide an isoipnie snludng
foncnpl when Ibe PVT i okl o1 nnaoaeplalsly ligh Jeveksp.
Thereluce, PYT eeocrally iv added 1o 1be 1l woluld __{5
camainaticn wih olber adidllives such amine askls,

(ilzymu hagicul Tp-cacrpranle Ra he e carbahypdreer sehich can
T waegl mﬂ%ﬁ Lieeful carwshydraces
iarludc sugars =och T2t . maocos;, lcedalasy
galaclose, dexiran, Cruciwes, Tacisss, sucnest. malks:, ma-
uit amd mombical. Man-reducing cachahydrzles are pre- g

n

“lemed Al 3ay pliyivlugivally scaepldile sl sech 3.

codium chdocide, sediniw s 1ale, wedinsn citag, s chn b
ured 1o adjus ke Lonicity af thc prepariticos. Cxampks
ieclude Wb alkali melal, dkaline eark rmecdd, amewrdws
aud plosphale walle as well 23 waeows Ocgeoes 4l 45
fiocluding bul nol dimiled 1o vealas, valeoale, okars,
33:zrate, borae, henvoawe, Jactace, 1osylace, ciirze, mzleate,
Tunarale, aginale apd Baliale). Sediue e‘hluln\'ii:‘ Jud
salium vitrale acy pefened calrs, TTE epaSTe snoear of
Aoy pericuiar Looicly-slisling agenlls) ek« & provide s
ao ispieaic soludve will vary oo prepanlica 1o prepar-
Tran. Tie erizin will readily deiesmine approprime amouncs,
0L T

It has beeo Cound 1bat the pH of 1he imuname globulin
reparalicn & an importa facier celative ta the [p0 manps $¢
mer coneem of the Ainal prodduct In the prepambons of the
prexent dveutios The pl ch einge Soom 2.0 T4, Wilil
thi= range, 2 Tewer pll ix desired, howcate, 10 o
maximum mooomer cuoled. A ph ul 12205 is pocConmd
far 1 % peraenl immune serurs glebulin preparacico. Ter so
[ereEnl repRiAnans, hawewer, e meed sahdke 2t o pE of
3302 Optimal pH ie wlaived Ty Borwrulanow teclutigue:

iy ekl i e arl, B cRumpl, opliodE

can be dabrpminad [ iz acclemion chosmeingraphy
O Ues b Aiouk a6 Bl 4 Mot SiwhEiny dacs A0 ainoghe- w5
il (s ol e variss et vk ditfkering oH
camditipes.

i
mmum glhulio solulicos, in:luding imouc: globulic
sotulions useful as s=arling materials for the presenl
PIRFrHl nften enelinte ane aveics af alsfethylene
plycal) (PECT) 2 a sabilievr. Whie PEG sions ceous
pamvide & proparalica as 2l as thuse desimibed herdn, il
I 5 helieved 10 be fpearao 1eoibe averall sehilily
el Ay immmene glidmlin aalnnes, welidpng e of (e
presscd dnvunsioe, Thes, O FEG i ol sty pozend v the
garlicg sooroe of iomuce glabiling 2 small amcent
[rupically s b 1.2 grom & should fe included in che

psparatiuce ol the imeotion.

14 will 1+ pppamo (bal 1 sppooqiiate axxezairslinm ol

b= varicus slabilizers in the prexenl fnmune 2lcdulin carm.
prititre, whll wary Wil Qibalcin aonhcenicaticn. Mormial
waArialivm aeup, praled sord Ll will epnsg adjustntents in
stadilizer poyuireoents. Toos: xkillsl do 1be et will scadily
Uelermiree acoegiable sebilime: lave s oowal oo the [eachines
nereil.

I Garntica is ilnaed B ide fllmoag Lt anples
Al perocalages ar by weiphl vulea olbeewsse woiwl,

LXABELL |

Clyuior Al copocetratives of D200 & addud 1o agic-
aws [0 salelions paribed accerdzng, 1o ln: metlned Lught in
LS Fac Moo 31770094 Treen Coln T Ll ar albas
wur wrinde (R e wlinh st resilial szt =
W]rﬂlh‘}.‘b&ﬂc gl venlly kesa thaw 0.2 g 5. The povicin
zdncenlratica is Ibeo adjuseed 33 appruximat:dy 3% cider by
dissrhudno and dilutian of @ punfisd Jpl precipilade ro
stz asivg thengls e nie &F angenrinl Mo nlicatilcea-
1ton and wihur auilabk m-::.u:-m‘rmulral:iug profesigs, The
]-||I is adjmstec 1o 5.0 0 and Palysarbate B0 (Towca™ B0}
is L n added 10 2 00340001 % kevel. The 185 salwian i
srequle Bheeed apd filZed inla firal certiners Br use.

LEAMYTE IE

Glwein: 4L wunceciretioos of 0220 1 & okbel 10 age-
ras JgG maltiecss puriBed frum Cahn Cr 10, Cohn [ 11
Flitate, up uiler nane crinde 1t wownces. The pfalein o=
penlrAtEn porten gl v g sty 1 ERR and ol ps
i= admsted ta 60=).00 Polyirbale B0 {Tacco™ & & e
achled la 2 OANTL0 035G Sovel. The 1 solution is sicrile
fl=eed accl Nibed g Gnal conuiners fre ue.

L AMPLE Bl

Glycioe al cootcoirativms wf Bze0.1M, FEG 21 vomeo-
erpinre af UA11% and palvserbaee 21 coacectrations al
apinmienacaly (LN 2t added w0 an aquecas solution of
Punibrd winrcioudl AurPedy derived Trorn htsridoenas. T he
coocentratian of the antibedy ix appraximatcly 2 my/ml ant
the selutics i fepl al pH 5.2 wing 10 mM sotivm cilmke or
it plwciphane i bt Thas e parecion ep be wsed a5
2 dliaymeelic mapvol ur b wrecile pilierel wndd Billedd ol
ipd] conlaioers fac inlravecoss or Crramuscular adigings-
{razica.

EMAMFLE 1¥

(tyrine ar concenimiioas of 02401 M, acd patydnylpye-
ralidane ot eaneenicacans rngicg feom 0.1 1o 150 i added
10 aijus gl wedurios porified Fram Cake Feoll Dioha Fr
01 Allmis, v olbee cree sxude Bl Sors wheds couras
residus] amaunt af PES (lypically s ¢han 0.3F). The
Rl LI R REE, F Uen wjemad s e desimed G,
wewdll= 5 1R, by Bkt clduiain o Shrcenstrihee
lerhoiques such a3 uliraliliration. The phl @ aljusaed 0
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Ant-dual integrin zrtisody compourds, consposiiions ar cambinstions of the
present ivention cae Ffher compraze at leagt one of any sopable :nu:'i]:'a:_»,', such a5, bl oot
tirmuted fu, dilient, binder, stabuizer, bubders, saits, lipophilic solvents, preservative, adjuvant
or ihe like. Phatmaceutically acesptable awciliarizs are prefemed. Man-limitng sxemples of,
and methods of prepasing suck sterile solutisns are well Jnawn i dee art, such as, but limaged
b, G, Bd., Remingren 'y Plirmacentizs! Seigncas, [§% Edision, Mack E'uhlisl'.:iﬁg Ca,
[Eastom FA) 1990, I'hacmaceutically asceplable carmiers cao e rostmely selecied that are
suitasle tor the medds af edministration, selubtlity andfar stabiline of the and-due] integrin
antibady, feagtent of varant commposition a3 well ¥nowal In the ac or a5 deseribed erem,

Phamacenticsi cxcipients ard additives useful in the present compesition inzlude by
are pat Bmieed 10 broleing, peplides, oo acids, tipids, and cerhohydreles (=7, Aum@rs,
irac Iz Momusaceharides, di-, -, teém-, and oligoszecharides; derivatized aupers such a8
alditofs, aldonic acids, eatzrified sugars and the Tike; and polysaccharides or sugar polyoers),
which s20 be presenn singly of it combination, cotmprisitg alane or o combination 198853
Ty weeight ar vlepie, Exvmplary prodein encipients inclide senmm olbumir sich 85 oo
seremn albuvmin 138A), recambinent humon albumin (FELA}, pelatin, casein, end the ke,
Foepressmiative amine ecidandbedy compenents, which can also fonetion i 2 buffeeiye
capacity, inclnde glanine, glycine, arginine, betaine, histiding, ghotamic avid, asparic scid,
cysteing, Bysing, lossine, isglewsiae, valine, methionme, phenylulmine, aspiriymes, and e
Tikn. Qe yirefeprad amine ocid is glycins, -

Carbohirdrate excipietits enitable for nee i the nvention iaclwle, for example,
anosadclarides suzh as fnactess, muliuse, gulectos, glovose, D-mannoss, sorbose, and the
Tize; disacehances, such ac laciose, sicrae, rehalase, cellohiose, and che like:
polyzancharides, such as rafiinees, melamitoss, maltodextring dewigans, starches, and the like;
and alditals, such as manmitod, ylite], malitol, taetitd, sylisol sorhilel (glucitel), myeinositel
and e like. Peefecred encbohydmie excipients for wsz in the present invention are marmital,
trehalase, and raflinose,

Axti-dual ibeegein mlibody compositions an alss Deiutz & baffer ar 2 pH edjusting
agent; pepisally, the baller % a calt prepared fiom an erganie scid ac base. Reprasentatiye
buffers wocluc srganic neid salts snch s zalta of citric acid, aseochie weid, glusernis 2cid,
carbonic acid, 1artarie ackl, slsemic asid, acelic asid, or phahalie ae:d; Tris, tromedhamine
hydrechlomnde, or phosphete buffers, Prefemed balers for use in the gresen: compdstons ars
organie 07id satbs such 88 citeats.

Additionally, enti.dua] integrm smbibody compositions of &e vention can mebeds
pelymeric excipientiadditives such as polyvinylpyrrolidones, ficells fa polyroesic uges),
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desctrates [z, cyclodestins, suzh a5 2-nydronypreps.- f-cyeiodeniring, polyetiylene glyeals,
flavoring agents- antimicrolial 2pents, svmsteners, antigaidants, antistatic apzots, surfactante
(€.E., polysarbates such ag 1."1'“"EEN 20" annd *TWEEW 207),[lipida (.5, phosplelipids, fatiy
acids], slecoids (2.3, cholfsteral, ard chelaring sgents (.8, EDTAY.
These e sdditiomal krwwn pharmaceutical exripients andfor additives suilable for
115 §m ey arti-gme: inbegrin antibody, perdon or variant c-:-.mpnsitiuus aceording ta the
invenlicm 2re Jeadown ol the ek 8., a5 Ested n “Ferminglon: The Scicoce & Practice of
Pharmacy ™, §5% ed., Williams & Williams, (19%3), and in the “Fhysicizn's Desk Relerenees™,
52% pd., Medical Peanormies, Mortvale, M1 (1578, the disclosures of which are entirefy
insarporated heeein by reference. Preferred carrick or excipient nuaterials are carbohydeates
(e £., saucharides and 2ldilols) and buffes {22, citmie) o polvmenic agets,
Formulations
A noted above, the mventon proyides for stable forrmatations, wihich i3
— T

—_ e ——r— - - .
preferably 2 phaspbate lﬂlﬂ_‘g with galie ara chogen salk, 23 well 25 preseowed sglubiuns and

15 formillions wmbsining 2 peessrvative a5 well as mubt-use preserved formualions suitable for

pharmaceutical of velerinary use. composing 8% Last ane anti-dual integrin ansfhady in
pharmacentically eatepable formulakion. Prescrved formulatiens coatain at leact one knowa
prevervative or optiotally selected from the gronm congisting of o [2ast one phenal, mremesal,
peresnl, veeriol, chlomeresal, benzy] dliohel, phenylmercunc nitrite, phenoxyeibanal,
formaldehyde, cilorobutanal, magnesium chlorde {e.g., hexabydrabe], alicylparsben {nactkyl,
ethyl, propyl, butyl and e Like), benzalkanium chloride, beteethonium chlortde, sodiugy
debydroacetate snd thiterosal, or mixnmes fhereel K an 2qoeous dilueml. Awy switable
conoenbatinn ar Tialme car be ussE a3 known in the att, such s 00003 -5%, of any mnge o
value therein, such as, but pot Limited to 8000, 0033, 0035, G009, 0.01, 062, 0203, 305,
009,0.1,0.2,03, G4, 05, 06,07 65,08 1.0,1.1,1.2 15, 5.4 1.5 1613, 1.5, 19,20,
21,22,23,0.4,25,26,20, 2820, 30,31, 1.2, 1.5, 34, 1.5, 1.6, 3.7, 3.5, 1.9, £0, 4.3, 4.5,
4.4, 4.7, 4.8, 4.9, o Iy enge ot value theeein. Ken-limiting examples include, oo
prestryitive, 3, 1-2% T-cresdl (e, 03, T3 B, 05, 0, 109, 011-3% penzy aloohel {2,
0.5, 05, 1.1, 1.5, 1.5 2.0, 2.5%), 000140 5% thimerosal (g, 0008, 0,01}, 0.000.2.0%,
pheeel {e.g., 0.05, 025, 020, 0.5, 0, 10963, D.4M5-1.0% alkylporabenisi-{e. g, 0TS,
O000%, 5001, GO0, 0005, (k7S 0.00%, 0,01, 0.02, 0.05, 0.075, 069, 4.(, 0.2, 0.3, 0.5, .75,
0.9, 100G, and dhe Tike,

As opled above, the mwention provides an amicle of manutacture, comprsing
packaging spaterial #od st Lleast one vial cormpriging a solution of at Jeast ane ant-dusl fncegrin
ansituly with e preseribed buffers andlor preservatives, optienally in =n squeges diluent,
whersn said puskaging matesial cammprises a Label that ndizates that such solalion san be beld
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overnpericd of 12,24, 7, 6, %, 12, 18, 20, 24, 30, 36, 40, 4%, 54, 60, 66, 72 hours or gredter.
Tae invention further somiprises an arbele of manefacture, compoismg peckaging reteral, 2
fizst viel comprising bpophilized o least e ant-dual injegrio aneiboedy, anf 2 second vial
mmmmnﬁkd haffer or praseTvalive, whersin said ackeging
material comtprises & label that instructs 8 parietd o reconsambe the st least aoe anti-dual
integrin antitedy in e aqueers dilueat o foem 2 s.o]mim'dutcan be beld vvce & pcm)-d of
BemibyTyuT hours of grealer.

“Mhe 2t [east ooe anl-due] indegrinantbody used in sceondanee wilth tie preseot
e, can e mroedinned by eotmbineed wekie, welading Trom, rrenmmaliuen tel) o
rumagenic prepanitlions, or ¢an be punfied fmom «ther biclogical souree, ay fescrbed berein
or as know in the att.

The tange of st least anc and-dual integrin andbady in the product of te present
mwention eludes amonnts sieiding vpon recoastilvlion, 110 2 wetfny svstem, copeentrabions
from abapt 10 sgfml ke about KN me'ml, aithough lower aad higher comzeotrations are
operable sod 20e depeodent on the intended delivery wehizle, 2., soiution fermulatione will
ditfer frorm tranedermal patch, plmenary, transineogal, or osmotic ar micm pomg rreshods,

Prelerzhly, the aqueous dilwemt optisnably further comprises a phurmecsutically
aceeptble preseTvenve. Pretermed preservatives include those selectsd from the group
consisting of phenol, m-mesol, p-cresa], g-oresel, chloroeresol, bensyl alcchal, allylparaben
(mmeshyl, eiwl, pragyi, butyl and dhe L), benzalkoniuen chboride, benzeibdione chlgeide,
sodium dehydroacetsts and thimerosal, or miviuces thereot The comctratiom of preseatiye

peed in the fermulatio 38 2 ceneentration suftizieat to yaeld an anti-microbzal effzet, Such
soncenlraijons ate dependent on the presecvative selected and are readily defcrmined by the
skilled artizan. - |
CHBe excipicnte, & . iotopisity agenis, buflers, anlioxidants, Freservative enhanceTs.
en he opgenally s prefirably pdded io the diluent An isatoniciny sgent, euch as glycern, is
comumaatly used 8t known concentrations. A physielogically tolerzted buifar is preferabiy
added W provide improved pH control The formulations can cover & wide range of pHs, such
ac from ahout pH 4 teabont pH LG, atd prefermed rasges fotn ot pH S 4o gbout pH Y, 7od o
mast prefered range af abont 6.0 to aboot 5.9, Freferably the formulationa of the peesent
inventiim have pEL belweten about 6.8 and about 7.8, Prefemed buffers include phogphats
buiFess, mast preferably sodivm phoapbate. parfieuladly phosphate buffered sabine (PRE).
(Hher pedifives, such az a pharmacentically acceptable solybilizess |ike Twean
20 (polvesysthylens (20 sumitan momolaumate), Tween 40 {podyovetylens (200 sabitn
mooopalmitate}, Tween 30 (pelvoxpethylens (207 sorbian monoe]ele=), Muoenic Fok
{palyaxyettylens polyoxypropyiene block copolymers), and FEG (pakrethyleos plveol) o
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26, 3726, 29 30033, 35, 3%, 34,25, 30, 37, 36,39, 40, 41, 432, 47, 44, 45, d6, 4T, 48, &, 5,
51, or 52, or alernoteesiy ar additionally, et ieastaaeof 1,2, 3. 4.5, 4.7, 8, %, 19,11, 11,13,
14, 15, L&, LT, 12, 19, ar 20 vears, o Y corthinaion thereof, wsing single, infusian or
repaated doses.

Dosage fomms {eanpesiton) suitable for inlemal adminisration gencrelly contain
[rom about 0.1 milligram o ahout 300 miliigrams of agtive ingrodient per wmit o containe. n
these phapmespuiieal scmpositions the 2enive Jegredien: witi crdinanly be present in an
arvownr af gbaus 05995690 by weigit based on the tpdal weighe of e omipasitian.

For parenteca | adminisieation, the anifbody can be formulated as a sobelion,
sispersinn, cmuleion or yophilized aowder in psseciamon, o separztcly provided, with a
pharmaceutizally accepteble parenserai vehiele. Bxaples of such vebueles axc weier, salioe,
Ringers soluison, denbuge solwtion, and 1-19% himen gevem albumin. Lipesumes zmf
oonaquenus wehicles such as flaed oils con alsebe used. The vehbicle of Lyophilized powder
can contain additives thet meiniein isoleaicity (e.8., sodiur c:r-.loﬁd:i maatitol) and chemizal
stability {e.p., builers and preservatives), The furmulation i sterbized by hnaua or sustable
techniques.

Suitsble pharmaceutical gacriers are described in the mas; receat editicn b
Hermnglon’s Pharmecentical Sciences, &. Cwol, 2 stndart reference text in Heis fcke.
Adterpative Adelolstration

bdany knewa asd developed modes of con be ped aepording to S pressml invention

for sdminietering phurmacewtically cHer-ve amauns of at Jeast one ati-tual intogmn

anttbdy 2cearding to the presenl imvesrsen. While pulmanary adminizieacion s osed in the
{ollowing description, other modes of admizistration can be nsed ooeordiag B e preseot
invention wilh saitable tesules.

dual intepnn unbibetles of the present invesiion cin be delivered fn & caner, 052
sulwtion, cielsion, eolleid, or Aospension, or a2 a doy powder, using m;' o a variety of dewices
gnd methods suztate for administration by inhalalion ot asher mades descnbed here withis op
imawm m the ac.
Parenteral Formulalions pud Adoilnkctration

Farmulstions for pereplemu] zdhiniseration can contaio as commeon excipicote sberile
withe o aline, polyalkylens glyeats such os polyethylene glycel, oils of vegelibls arigin,
hydragerated ranhhalenes and the tike, Aqueous iy ofly suspensions for Ejeein e be
prepared by wsing an apprepriate emaulsifier or bumidufier sndd a suspending sgent Aceirditg
Jnwewn rethads, Agents ot injecticn can be & nen-taxic, non-orally administrable dibving
gaent such ad aquows eofction of a sterile injestable salutien or suspension io & solvent, As the
nsable vehisle oo aolwery, water, Rmger's solution, jsotonic szline, otc. are allowed; asan
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mgvepiicg denaleratou ol arsibedy dusiag Levze-dring
el et ibecen? in L pEL range Where the curlay e acid
ar Cgposall does el exen @ bodir arjm Hegarling a pid
razge ol an Lribody waalutin, if 30 3pt o wiiziun having,
1 lew pH vahue is intmeaeEiy itjecicd pain o spjeaiion
il oy, Where 20 aoliedy wplalan s ouscd 2y Ao
iCjBcliva, it i~ ikesirable 1 hawe 3 pf value inoao appres-
watly neutml pH mgs. Hivwever, uijlezation ol such an
antibocdy sphulion ic 2 sl pH rainge is oo wpgEsied in
WO ELL Y

For e purpusy-oi inecivaling viuws which coukl coo-
Twminne immuigkilelieg in prepariog, e frem sear
plashia, smanuncglobulias sre olish heated 53 0 o of
Meals gelaians Fror dnsance, W-A 5050 ALe4035,
HL-L9] 622 ikl 57-1HIT24 diselees i sckd
L daids 1o said wivbulw walaions foo thea penrese. JB-5
GITHA0 end 61-THYZD skt ke adcilion o aedzm
aetale I immitaplohulEn preparetiaes and heariceg them in
a dry aeaie, owever, alb of them oegely menlian L

addtivnn of cacheooyliv st Tor the purpess ol <abilizing

:im:nu,r_;_ugp_'.hulin prepazalions io lhe weacceamcenl. L ks
DAl beoclolor Bee) kneana whelber or pe carneeylic acids
azul their sxlls wegTd b wicful for prevenlicy, deoaruration
ot wurinedies during, Eyise=liwing apd alas Toc suesenling a
ez b their anBepnbiodhiog sciviy owiog Lo =ail
denatrali

PRCIIEM 14 EE BOLVED By 1HE
IKWEM 104

“The ohject of b present ovonlion is he paovide soble

Liteuailrmed prepambioms of inanstlosal anlibodics, which
At e imm cecalamtizn ol e pemeclomal aimstender
duri_-|3 Crecc =l wotg ared [Fom o dejcese of theic anbieen-
hizing activily owang w said denaiucalivon.

M EANS FOH SR VNG THE BHOLT EM

“The presear nvennor ~have U ehat gedarin, wao tagplic
Ak o theic salls s slfedive o iabiliziog a sunmelinal
1likekly i spesre-drying il Mawsly, they have Team! bt
By qiditkn al pelasn o2 sululn s ining 2 moaschonz|
l.nl'.'l,-,nd}- La L focec=lricd, o2 nalugiog o 1l axaneclanal
antinedy derng frocot-trying a= well a dencase of §5
anligu||-ls|n|1.-.n[;_ wceiily mar be prevened 2nd hal, by e
addildan of cailxagy he acid o ils 52 b 2 salimnn canlainiog
¥ mgcacioaa] aoldxaly 1o be freeyr-cricd, henaierarian af
Ih: pwpcckanal aolsady donicg, Tresre-drying as el e
deeneyee at w2 amigenbinling 2<fjvay waing, I said depa-
Wwraliwn may e revenied aver 4 bt pH s and even
a1 2l vale: Dring wekeice the range ohen: 4 Wisler ACLIND
52 axhibiled. On 1he henis ol e chservatioes, smpieLns
Havg, Rzwl that il is possible Lo peepae wsuble and highly
mila posparaliom ol 2 manoclanal yalilaxly.

Bpeeitically, Lhe present imvenion peavides a Dovac-dric:d
PrEparativn cunlaining menecluag! apsilaaly 20 pelain as
well an a preparatitl geparcd by foee.o-<h yisg L snhulioc
eotaimg o maneclonal antiledy wad carbomy e okl o it
=1 apd kaving, pll belaey &1 Jnd 8.1,

The mucesdonal sctibedy 1o e el w ghe preseo:
iusepion miy be any oopecbooal andmdy thal o |;.|.:un.:|:=|'-!|'
OlLpjneed e fruman deicgs, 3, rais and oo, 4 e
uri;im. Ao e prowtucing means arg pef speciflcal by de fined.
Far j=siaca:, the ueanaknal I.'Iﬂibod:; [uc st 30 12 prescol
levenlian may b oblaimed fram g cullure wiprizklant as
vhlaimal biy v llivalicg actibexdy-prslueng cells as prepanad
Iry Ypewn enethods such as 2wl (wiion melbsd vrow
Tinsfarmalivo ieAled, or hy :ull:i-.-;.|i|_-3 = s which a

en af cashosy-

25

kil

a

u

52

Eil

1]

41

4

wluped acildaly pent has b doougpkpaned, or from ascitvs,
elc. al 3 oars 1o which such gptjlaele-peeducg cells
fate bzt dnravlamiod, e pahing i axrosleos] 200 -
L\'.lqj}- ulitaznesl Zrnm such a il eully e saernalacl e mawss
asciles o Ghe Jike, usable ao: varqges poriliczllon melbaeda
alien as zmmeoiven sitlle sdiing-sul. e eachings
chtamaicgrapby. gl Wirncon, zbndly cirureanagrapny,
Ultpp iz ifugatian, adsorpliva d=mawnprzpky aed Tipde-
pheaiz daonwopraphy. The imneympletelio classes el
menoclanal antdxely i Fe ased In (o proenl jveentsan are
gy 15ci, [, EzAand Igl, 122 chew gme ool speatlivally
bl A moneeleod anlixdds ol any immucoglobulin
elags com b sl 13l present inyeciita, Above vl Tahd i
Ieas gaable shan s of oiler Smmupoplobuln classes,
Tierzhie. the sabiliing, mcthsl 2 licelive fec Lhe Ighd s:laes
Sarleial @nintEy may wdsily b oapalicd w0 ool
aibedics ol siec snmuennglubin clav=z. In fhe poosecl
Jwemion, a snele mowacloial smibody oy s vesd or
sttpral wrneianal znixklies mmy e alss usad 25 0 ciixere
af bemn with m jenhlem.

Laclalin enayw he groupesd dulu b vpes [neutral sype 21kl
eTidhic Typas) auwding o e mordeat of oeepariog il ol
whick she isrckoioeg preats are difereal o cick acher
Yeuh of ‘hem oy b used in the proscs? wecssion. In
adliLive, shemically modzlivd gelarnes sech 1 vy polyrsla-
4 ar nnaditied .'.‘qmidge.'al.iax ey e T vl

A earhaxylic acild. wahle ar2, far cxampl, wnie and,
el acid, ovale ok, modni sl 2cd fumaric acel.
iz avid is preferable, Ax sall ol cadeeayle a2, uszble
atiy, for oxample. wslivo e, pelesiar ciialg, sasdium
plaks, PAILRRIUM Auclale, sxliem axelale, polasidw
waglale, sovlfum succinaly, pfscum succiouy, woalivm
fl.ll-mara_k awel ritazium fumarate, Sealjmm corane is poefer-
akle.

B Cw puspase of walih Aing the monucloaal sy ar
Tar e porpeee ol TRl aEjusting, iweaicaisg aml bulfvrisg
the muarsilinal anibedy-conlaicing, &: osan 1o he Eroce-
dried, jouzpanic i, meorsacchacily, disacybasids, sugas
wlerial e zmine 2l mas be Freher 2kl jo acklizice e
B e carlesylic avid et s sl

A ipoipanie sal, wsable ae, [or example, ssdivm
chloride. quiseamen chlocde agl pagnesium chleride.
Sewdram chlaride iv prescialile.

Ax mancsabatiie, nmalske are, for peaicple, ghooose,
ILymnese, yulacioee ard Crucloes:  diliotse or mamwes it
Pralerable.

A sacchariide, waalis ird.fﬂt‘uamylu. maliresd, SUCCTsE
aml lutne. Mallosy ar e s areferable,

B rupar aloohal. usdbly s, drr sxamole, sedxbivl w5l
Mammiul Mzanzl &= preleezle,

A= argioe s, uadle are, Far uxample, ghyawe, alardne,
valilg, Jeucice. isolowing, 1¥0sine, nheovialaoiny, nerine,
Ly g, gluramioe, plalani exid, asparaeine, asparne
acid, acginane, Iysioe, bislidigs, gunline, irypeopban,
muthiucing aud yseine. Glycit: ue ampoioe i prelemable.

¥ar sroduacing e leeere-doicd preparativa of e peesect
ilpwemnan, a mococlomnl antitwaly anlietion containiog cela-
lip oo ewrmevylic achd v dlv gelt may be Incvsc-diil
Preleczbly, L arceinmal aolibedy saluiicn is akded Lo a
L T T A e gwmwcm;;fs;nﬁ!w A% having
A adjuaed pl[valus; m gelisin i carhoaylic a¢id o 15 £alc
T2 ekl o0 3 mooolocal aurteidyconlaining solutico. LT
comvalcalz uf 12 monecloan] annilody in ke soluliva Lo
e urad in the pcsszn invenlico s fooom B 01 copib i 50
mpiml. preferably Trandll mEml 1o L0 mganl. Tie areunl
af gelain is from 17000 %0 180 pares by weighl Lo ois: 2l

¢

5900 K26

5
1w wcighe al B meoorluual anobecy. Toelerably, o & fom
L2160 100 pars by weighl brone pan by weight ol 1l sare.
Tt conveitratam of carkboxylic sl o 115 zah i he added
1= lerrn 2 mmedn SO0 i, referahly Trom 56 m w g
ufd.

Te pH watue of ke wlulizs fae dissalving e imma-
clonzl antfluady ha b= freeqe -dried #lnoe 4ol oo 21 when
gelarin 5 ackbal (herewn; ar il x Dam 6.1 10 #., feefirably
TNirn ©% 10 TR ahm carterylic acd s 233w o buh
wulaiion o nd corhexylic acid 2 wbled. Adjusimenl ol b ¢H
walue ol e wlysen may b duoy walg, rogasic 2okl
irargaric acils. firrgani2 £alls or olbee wanpninds which
ane peverally oeed Car pIE aljicaimens, singly or io s
natien ul lwa ar mnre af thera, A @ cannpesznd wszbly Lor
wack plf adjuwiaen), R are meniiw, fie wanpk, cinic
wejl. sedivm Silealy, pelaium ciezly, phosnliic acid,
wekhnen phesphale, palaszanm plasphale, aydnsclibone wad,
arigghydroymeiylaminemeilp g, saesne acid, wedivo
acklzir, pudzssinn @eslalt, sedium ook, teric 20,
i boiraze, acd polasen barale. The canczutiacizn of
the bufler salnzine Trr dissabving llae mmaoclonal anlibody i
Trom 3 M 1z 506 md, orefecgaty Cmag 10 i 1o S ok
AL menliared shove, vacbuiylie 305 el sall way e il
wail bar pE ail st ol s nenceclecal antibedy containg,
saalulion, nxel the ahove munlizoes] sensunl of e 2kl oo ils
w2 icdiaies che el amouch \bepgd (o che saluzion iccled-
inp the arccuck D pH sdjusment.

“Ihe hus prepansd nxnsekingd amibody wrianun may he
slabl; when Freeze.dried Ginedls @« o s e i 2o possidile
1a add et a surfaoal ¥ a5 TWEkRN Xar TWEEN
#4y, & hesman or bovine slbzaming ac a chilatiog sgencsuch as
EDTA, Bac i purmees of Bsaloeicaling U soliniea ar of
prev=nnng zdhegon ol 195 mannclooal aolibady e e
venilanes walairing the =Auljian.

Frecev-dewing of the meouslenal ancibody sakolion may 4

ke carricd oul by Ay ordinary ko nethed, and the
dreing lempertune skl 1 vacuum Gogres i e method
miry e felecied suilaldy.

LXAMPLES

Mol the prasert dmaenld g oll be exqilained Ly acas il
ke Tullowing evansples, which an:, Tnwewer, e limEZlzlive
18 & curinpldicd herein 25 3 manwdoual amibedy io the
Ui invanlion. This is esicee, an montionpd s, B
is biwe Stable 1o aolibslics of mher imowcoglsbekn
Class (., Deth, It ond TaL), and usiclore the subilibog,
gllect 51 b venficd v LtM may b ocasicy applid
anlwulazs af alber immuragaliee claxsay,

Faamyple 1

2535 of Epsleln-Darr vite {ER virus) maesfommed vl
liwe ME-303 (FER RP-1356) prudusing un [N andoedy
ressive b g B s D rclovn py caer ufiHid Besd
wullures, ard 3 Tumau meeelonal anliboly waae prcied
Liwim the cuhure supcmatanl Ty ssamanium sullac salting-
ooz, el Alyatitat with SEPIIACEYL 5-300 [ Fharmazia Co)
and column chztenngranh¥ ahsh a Evdeosyapaizie HELD
columo (Mikwe Toasy Chemicils, o)y aud BLUE-
SEIMHEARUSE (Pharmaca Gy, ‘Lhe mneaclonz] antwady
1= cfilyined by these melEkkls Tiad » gy of 997 or highvr,
ax analyscd Uy $18-palvacrylamide gel ¢leraphoresis and
HET.C with a el fiivsion colume. The mownsknal aodi
Laly wan dissolved o a pleggheebudens ph}'sil.ﬂ.v.lm.t‘ﬂ
salim: bavwp an adjusied FL vl of 7.4 [hcremelar
pelerred 1 ose PE2)L 0 have a lioed wmceniration of 03
mgml. On ke vl i, g2nin {high-grae gelain; MIppi

BaH

2

]

=

]

13
Cua, o A (e pelatizl asd o B {acdic gelabiofy wa,
added there k1o e o fina] coaccateating =F 04491 0 L
“The resulling walulam was lken pulin 2 whonlnne pelypra,
qviane cryodubes (0w niclg Cx.) uoder a stecilivesd 4ziuloin,
crch 3 an ameunt of 05 m], arl fineen cherein 2l K¢
Thess waie Freeme-dried io wacun, Afier 2rving, O sanie,
2mount. 23 Lhal befione feecor -drvimg, ut a <hatilled water Loy
injection wan added e Fracmedrivl poiier 5o that by
perwluct was dissalved. Tl anziganindicg activity af he
ipkeenelinnal antihody & e 1esalieg solution was e e,

Meaaremcnl of B @lgep-nicdng actisaly ol ty @i
Paninckarn 2% SorUTiRGsa 2nlixah Wik carried in the man-
o6r maeticeed below. A ]iF.qu]n.wﬂ:zrid: (115, as pr-
pared Srom Serengla-killed cells o disrup 1oseralype
Frindaneruy cerpgimear ATOT 275D Yy Tanxhe el als
et (vieme kijibbc nsorsalom ©, {1978) L795-15I1), was,
dessulved in PRE 1o have a cppeenumion of 1 mgiwd, zm
Lhis aegs djlnzad by SUA-Fald witli o) LM phacpkaes bolfec (pl)
700). The iz diloreal salzion was Qo e anowells of
wo-well BEda plate ([ouculog-o00; Cireiser Co.) i u =moung
wl A1 ulrwell The plady 'wes sllowed oosiand a0 &5
e far cowing, 2l 3w then washed wilth FES
conlaiaing U4k TWEEN 20 (bescmalier relerred 1o 13
“igasiicyr seeleteet R oE IR covmis gy 11 S50 basdion. sy
alhemia (hersinanien iafemed 4o as a "L3eding solulian™)
wik added 1 cach wvll an Ah ameel al 200 plaesl, apd ks
Flate war, ke shaken al rogyz) samaeratur E2r oo e &
121 e ran-specifc prolvighjsdiog, =2es won: wlureied
Aflee e Dhacking splubian wps renaved, solulins ol ;
sumpk L L Leatid, 2ach hmli:ls 3 mllii-fnisd ddulsl cm-
cenzratinn in widsr Fiom L dewreined cisznirenan, were
gL in the wrels v in a6 amounl ol Sk aloveil, and chy
qilane was Lt n skaken [or 3 u-urs 21 mom lemperslne Afler
wasking wnh the washicg sajptiza fans rimes, 2 penoidas.
laltal guml ani-human :lg\'l wntibeedy {Tagn Ca] was
aliluepd by LRk Lot with Lhe blociaing wilurian, ard was puy
wn dach well dn g snkauen of L0 glegll, 20d the plee wi
whuken a1 roam: lemperalire Poc 2 hours. Adler wasl=ng, wilhy
Me wishiog, seluliun fom Trnes and chen with S LM ciric.

. i boder §pH £.0F voc Iimy;, a pubearare sohilSic coolalu:

1 meml ol 22 -avinebis{d. cohypTen gofh=araline -h-sulfonic
23] el DA hwdragee, paiwmsd L Ihe samnc bulue wye
1 o 2t well dnaw sitan m of #ealtecl, seel the plave
was then shaken al imwa 2 mpemmlan, Altcs 200 minuces, 25
sucCivds avil was 1dded Ip cach well on w0 amounl of 50
plwell & Lhal e cnes msne: reacean Denvin wans o],
‘Lhe ahsarhance at 418 Wn was meamod wWih 3 Oewel]
plate pmler (Mippea [nlecMcd €. Mouble logacitboiy
plating, was dene btoween ke recgprocal of b dilutang
wirpalfantion and Wb al==ymance, aod 1he dietig mepni.
Acation % slke Me Dasohance of Beug 1.1 was oblaicg)
acd imlucaled] a3 the anbigkp-bémljugg seivity al che sample:
fe-leid

T peales sre Shesam ig Tehlg 1, A5 b reladive acdieity 1
Iie: laases 2 1her anLipen-Dindieyg wcrivity oD i sainpie lefore
heing Croscn wi WP e arovoslorie BRRGEY g
Ergcen-ch jcd witlsoue addilnn ur;¢|atin chereta, L antizen-
binSup w2tivity nelivvably geiuased. Ay opposal 0 The
cane. wher gelalin was sidded, ke anligeorlsinding aclivigy
wias well cesoveied ever in Lhe Iovgg =il produs, amd Lh:
efliad depended upan the copuazparaian af e gelatin abled,

s e
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FTERNATIONALE AMMELDUNSG VEROFFENTLICHT fACH DEM VERTRAG (nkl DIE
INTEENATIONALE ZLSAMMENARBEIT AU:F DEM GEBIET DES PATENTWESENS [M°T)

(513 Intemativngh: Pobeniklgstkation 9 ; | (1] Idermationske Verdtentlichunpmemmer: WO 5022106
ABLK 390505, 47114, 17f16 AZ |30 Invrsonales
I— Verd Menttchemgsdatums: 23 a3 199E (2RSS
(A1) Tnpermatioesles Akienzeichm: ECT/EPHIGa%: r{sn Berdlvmungsuuicys: AL, AR AT ADL AT, HA, BB, B,
BR, BY, Ca, CH o, CU, CZ, OE, I, EE, B5, 1, GE
(72} Intermmtionsbes Amveldedanum: 15 Wovember 1047 GE. GH. A0, IL, 15, JF, BE KG, KT, KR, £, LIS LK
(LEL1ET) LR, L5 EF LT, LY, M1 MG, BEC MY MO, MY, 0,
MZ, FL. FT, RO, RE. 50, &E, 2C, 8L 5K, S0, T, T
TR, TT, L'a, UGS, US. UZ, ¥R, Y0, 29, ARIED Fuen
31} Prineitiisdun; (GH. KE. LS, bW, 50, 57, DG, TWL, eurwishe: Frtac
o AR 2 15, Wrvgmber 1094 (19.11.0%)  EP AW, AZ, BY, X0G, KT, MO, RLY, T, Thiy, eurmpdietTis:
) fander jie die de pogionole cdler Fotent (AT, BE, CEL DE. O%, BS, FI, BB, GB. R, 1E, IT
Luraensiunule ARmafdung Angereichl LI 3T, %1, FT, 5E). $abi Faent (BE, B), OF. 03, 4
wardim i O e, L34 0OM, Ghl ME, MK, ME K5 TD T
01 Ammehler  (fur ale  Segfmemungummen  oraer D) ViriNTertticht
EOEHRENGER MASMEEIM GMBL [DETE]L F-6829E Ohne infeeatinnalm Rechercenberivhd pmd emew I
e TEL verdfantchen gah Erfhal ded Aeriokus,

{T2) Erfiwdsrs und

[T5) ExBodorihomtlder fur fur [k KALLMEYER, Geon
[DEDEL Buskener Stpmse T, B-EE1Y 2Awmekewm, (DE).
WINTER, Certurd [LETE) fabnshasse 2k, Doégr2]
Pocmecieim (D). KLGESEN, Choistim [DE'DE!; Hmpl-
masse 35, DETI4] Laopcien (DL WG, Heinrich
[DEDE]; Lisdomasse f, D645 14 Lawdenloch (OF).

|M] Crptinamer Yerirater:  BOEMRDGIR  MANTHITM
GMUE; T tAgilung, Di2o Mamaheim (KL

[54) Tste: STABLE LYGREHILIZED PrbaRHACEUTIC AL SUBSTANCES FROM MUROGCLONAL it FOLYCLOR AL A MTIRCHDES
(S Teghnnng: ETAFRE L10FELLATRTE BHARMATER R TRCME. TUREFFTNUNGEN W0 MiRG ODER PO YELOMALEN

ANTEOBPERS

[37) Absstraent

Disclosed ant Lvognaliz=d ot tical et Ttom monoekinad oo polyekons oodbodics. [OECining 3 SOgac tx Afidd SIEE 25
Well un 5 mucfectan a # AskEliing agere, Also dischstd 4 the metwed of prepaiang ki stoble Lyephil s well us the uag GF @ AIgeT
@ mrang Sugar, an malos ecid aml 3 surfacteol a4 fedlizen; for therapeycie ond diapnidlic apene: topluag anbibadies,
(5T Zuenmumen fwvnlip

Tie Erfindimg beoriit hophilivien: parmazsliche 2obmmiungen voo mani- odir palyiedlin AnthigEm, dis cin Zwchit
oy Amloceucker, tine Amingdun: g 2in Tansid 4k Siablis ine] ertutien A pberdem betrilTr Ak Friindung ein Werfahmen zur

Hrstsdiung dimer Natllan Lympdiligale pewie die Versniing eines Sheier ade Aulitogackers, eines 4=TmsBee und eioss Toaaids 45
Saphilisproren wor sikHEealigen <37 diggnowtischer Minels

il

Wik 16 PCT/EPYTGI5E

ynbers Grenze fir den Zockerpehal! kommen beispizlivedze Mengen ab (0, 30 bze. 100
g in Frage. Bevornugee Bereiche sind 200 - 1000 mg, irskesondens 400 - 300 mg, Die
hier penanhien Mengenangeben pro Einzeldarrcichungsform bezishen sich Einzel-
darreichungsformen, die als Lyophifisate in de Faodel kimme. Derertige Lyophilisare
sind varmesweise in Injehtionsftaschen mit einem Volumen von 10 md sbaeflllr, Nach
Anfltasung der Lysphilisate mit giner Rekonstinnionsldsung von 10 ml worden, Mossige
Drretchonasfprmen erhalten, dig dicpkt vesahbreichl werden kbnnen Dic Fucker-
konzentration in dicsen Iijektionsiomengen beirfgt bis zo 200 migfoil, vormugsweise big
zu 100 mefml, basierend #uf den cingangs genanasen Mepgenangab der verwerndeten

Zucker,

Als erfrdungsgemdl} vermendere Aminossuren kommen basisclwe Aminasiuren in Frage,
wip beispicisweise Asginin, Lysin, Histidin, Ormithin ua, wobel die Aminosanren
vorzugsweise iy Form ihrer anorganschen Salze {vortedlhaft in Form der Phosphor-
sautesilze, dh, als Aminosiurephospliste} cingeserar werden. Fiic den Fall, dalt die freien
Amingsaoren eingesetzl werden, erfoloe dic Einstelung des gewnnschten ph-Wertes
dursh Supabe eimer gemgneten phyisleiseh verrighichen Poffersubstanz, wic =B, einec
anorpanischen Sauge, inshesonders wom Prosphorsaure, Schwefelsiure, Fssipsiure
Ameisensiure oder deren Salze. Der Emzatz won Poosphaten het haetbel insheeonders
den Vortell, dal besunders stabile Tyophilitsate echalten werden. Es hat sich gezeior, daB
&t vortalhaft s wenn die Zwbereilpngen im wesentlichen frei sind wvon orgaruschen
Saurer, wie 7B, Aplelsance, Weinsime, Zitrorensiure, Bernstsinsiure, Flmarsiure,
ete., haow_ die entsprechenden Anionen (Malace, Calate, Clirale, Succioate, Fumarase,

ele. nicht enthalten sind.

Als Aminosduren kommen bevoraugt Arginn, Lysin oder Oenithin in Frage. Danshen
kénnen auch saure AMnosiuten, wie @5, Glutanincune wed Asporepinsiere, oder
neutraie Amgnosauren, wie =B, Toimucdn, Lewcit wnd Alamin, bew. @romedscbe
Aminosturen, wie z.H. Phenyialanin, Tyrosin oder Tryptaghan, Verwendung fnden. Per
Aminasiuregchal in den crindunzsgemdfien willrigen Zubereituopgen betragt iz zu 100
mgiml, bevermgt bis s S0 meinl odec bis zu 30 mgfml. Al uncere Gaenazs homroes

LR—
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Beispiel 10

Aus der fofgenden Desammensieiung sind die Destendretle dor Rezeptor 15
eanetmien. Eni dem weowshdeten Antkorper handelt es sich umt Ami-l-Sedektin. Aus
den i Tabelle 13 5 anoepebeen Daten 2 Undersuchung der Stabifitat gehs herver, deg

die verwendete Bereptur <ine hinreichend qute Srabhsienmg eomdaliche.

Lusammenzetmangan der Razspiur 15
TRezeptur L5

Ariti-L.Selektin T4 rg

Phasphatpu fier ~J L5 M

Ketnumchlond R)\“‘ 3 mM

Faccharnse K‘EL 68.0mg

ATgrin .\f:]ﬂ 100 mg 5
Phaspharsiure & ad pHL 6.5

Tweenzo | g;}g ‘“\ #.1 mg

Wagses fiur Injeksionszwecke | ad 10 md

Tabelin 13 a; Stabilivitsdaien Rezeptor 15 bhei 25°C

Eaperung 4 Wochen bei 355 Lagenang, 13 Wochen bl 25°C
1 o (] I I ul ‘
]R.:z_ 5 Tmglml] =00 no. 15 | w99 . 19 5

10

WO SR 136 PUTEPITIHAST
A3

MAK-HBY und Anti-L-3elsltin Lyophilicate.

Zur Losung, des Ami-L-MGFR 0 ginen Plosphaipe®er wicd elne wissrige Losung mit
den Zusatzgioffen Zocker, Aminostiore und Tensid mit pH 3 his § beigemischt. Dee Zu-
stz ¥on Phosphatsalzen ecfolod in solchen Menpen, so dafl die zovor definkecten
Konzemirationen  erhalten werden,  Anschbefend erfolsr  d5e  Steridflzarion und
Lyophilisation der so herggstellien Lasung. Nach [yophilisation erhilt man eiwen optisch
einwend feien Lyophiisanonskusen, Do Antkiper Snti-L-MWGFR bleibt safil. Mach
Rekanssition des Lyophilisates mit Wasser fr [njektionszwecke erhall men eng ke
Lisurg.
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Pateninnspriiche

Stabite Lyophiliciene pharmazsitische Zubercitong van mona- oder polylklonalen
Antilegrpern, enthaltend  sinen Zucker oder ginen Aminozucker, eine Adningsaure

und ein Temsid,

Fubersiung nach Anspruch 1, dadurch gekenmzeichneg, dalb die Zubtretung im
wesentlichen fre von Polyethylenelykolen undioder ffei won  protenatigen

pharmazeutizeh ubbicher Hilfsstoffen st

Fubereiteng pach Anspruch 1 ader 2 bestehemid im wesentlich aus
g sieem mone- odes polkyklenalen Antikorper,

by einemn Zwcker oder Ammoo@ucker,

£ siner AMminosiure,

d) cines als Puffbrsubsranz witkenden anorganischen Saure und

& ginem Tensid

Fubereiung nach cioen der Angpruche L - 3, dadurch pekennzsichiet, dald der
Zucker ein Maono-, Di- oder Tosacchand 1, varougmweise Saecharose, Malase,
Trehalase ader Raffinose.

Zubeseitung nach einem der Anspeiiche L - 4, dadutch pekennzeichner, dal der
Aminozucker Glucosamin, -Meihylglacosamin, Cralsciosamin oder MNeuraminsture

Fubereilung pach einem der Ansproche 1 biz 5, dadurch wekennzsichnet, dab die
Aminotiure cios Iesische, sgure oder nemtrale Aminesiuce it vORTUgsweise
Arginin, Lygin, Hittdin, Omithin, 1sobeucm, Leucin, Afanin, (utaminsivre oder

Asparapinzanes.

il

11.

1Z.

Wi FHITI 36 FETVEPFALTSSD

Zubereiting mach einem des Anspriiche 1 Bis &, dadurch gekeanzeichnet, dalh dag
Temsid ein Polyseobat ader sin Pobyogeitylen-polymgrpropylen-Polymer fst.

Zubereitung nach Snen der Ansgriche 1 bie 7, didure gekeonzeichne, dali ge

physiclepisch vertrigliche Hilfsstoffe aus dec Gruppe der Saueem, Basen, Pl.:ﬁ'e:_-l:

. |
undfader Ismopigderangesmittel enthilt. ——

Willrige pharmazeutische Zobereiung von mono- oder palyklonalen Antkérpem
eshalilich dereh Redissolution des Lyophiiisats nach winerm Jer Ansprisehe 1 bis 8.

. waliige pharmazeutische Zubereitungy nach Ansprich %, dadurch gekennzeichael,

dafl die Lasung eiven pH-Weat von 3 - §, voszuoswidise von o - R4 gnfetst,

Verfahrey, zur esstellung giger Yyophilisierten pharmaseutischen Zubeceihung
gemift tinem dor Anspritche | bis §, dedurch gekennagichnes, dal man &ne wilioge
Zubereitung, enthaltend inen monckiomaten oder polyklonalen Aniikgrper als
Wirkstotf und eien Zuckes oder Aminozacker, ging Aminosaure und ein Tensid ais
Zusatzigffe sowie gegehenenfally weitere pharmuzeunsche Hilfsstolle, hersteli und
dic Lésung anschliefend hyophilisiert.

Yerwenduny der Kombination von FGl Gstoffon bestehead aus ) @nem Zucker odec
Amisomckers, b) einer Aminosaure uad c) wines Temsids zue Herstellung staliiler

antikarperhaltiger therapeutischer ader diagnostischer Mivel
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