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i ncorporated by reference in their entireties. The

present invention relates to novel conpounds, to

The '”Wﬁ?"h‘ﬁ@t@a t teaksech ApiddAdCANrastikodiepfor e mgntfhriure ofmoeriment for the
treatmast ofedkliac @Bedsd ahdis trigi€al §ruet he conpounds in medi ci ne and

for the preparation of a nmedi canent which acts on the

human 11-b- hydroxysteroi d dehydrogenase type 1 enzyne
Mucosahafdispsisrse) ad@ﬂ@l’(@ﬂ@ﬂ\‘@'\ﬂéﬁcﬁ"iﬂ-}@ # NGERET|ofike immynagiotyéesyperfamily of
cell ackentnmedeptorsmid iseont béthe fdhksionanddieslinyoivied &fthe recruitment of Iymphocytes to
tissued W&p?&ﬂﬁédc @l AReEE i rﬁ?rgc% ih aq'lobf%?ﬁn mgle?.E ehe 3!’13 s@rrace of the
vm hexarrp e, the renoval e pitui y or
ymPhoeyieid fron1a di abetic animal alleviates the nost
severe synptons of diabetes and | owers the

It has 64&H %ﬁmr\r tﬁ'&t Qo QEs HitHRR %mblﬂ%xfrw\d%églqg g% h@grgbbmg&g Qartn%p 4P, for

Leuki ns
exampgoang WCA% ant}geodl?sl(ggzyEéTaWC pﬁ@dp%&&p 455.588724) 8@2‘)' 4Pz antibodies
(e.g. ABETIUSI 654 J5P3), cantinhibt lcukgte \wetrdvasasdnaibtb irfibrael ihfagtine, and can therefore
be ber@idi AR iR infRAPAGy bt f gl ucagon on the
°ne |Iver The rol elnoém? &X)HSDll(ﬁ‘Ié\efsagé; BE?rrport ant regul ator
of | ocal glucocorticoid effects and thus of hepatic
Anti-M§HCAND stibpriescuct asoWEGAs36Rehdwesanes¢ pot tHesdpeddic4lls @e=f@ inchuman patients:

MECAJB@moiﬂéié)lﬂo@E vakicAl ZQQ%es]not @E@Qﬁfch Bfhity 18R hibhan MAdCAM M molecule.

n sBEPRSEE) MRS LSS i e B v
be SU"‘ﬁ@ﬁ fas b‘@cﬁpﬁmf@ uge. 1 18D Monedingli antirodiea rdiresieskaganstenu(ndd MRECAM have

been ddséRbed QWO a6/2467BP Bal thdse Sk idibo IRAFRCEd MMunoddplcal hudshs. Recently,

therapéﬂﬂ@dﬁly %geig E)ffjlly iﬁ{nép %ﬁtlmgl% é/ltrAgﬁ,%l\ﬁx Rt 8%@3 n)glms %ﬁ?l? ﬁp?ﬁt}lgg and affinity
to humap and piingte MAHE4M f@t’%*lﬁeéée@ﬁéﬁﬂ@dd tipciased WSVOARRAOG76%| s
and activities of two key enzymes in hepatlc gl ucose

An mh%t@rdch'%e ﬂt@ra}’:‘ﬁ%%eﬁl\%ghj%ﬁ\%AMaaﬁ!ﬁ gBrStmrt]echrrm aéu h uv gt ocllgrgg anti-MAdCAM

ynme in uconeogenesr s, h
a“t'bO%’aP'b%kWPWaé%%ﬁPEP@m (suchras “@NS?@ oMEchgs pmphcamge described in WO

01/078( ) Pacjeet dbAlided fObd Rl ASthe GOAMB ostnﬂanrﬁéto bowel dlsease (IBD).
Howevg} lﬁcggéep(ﬁﬁ b& ?1' f%urginﬁ.atg}n%(&%gsepfa CIS lnterglctlréglull&%(Ud ing lng an lbOdleS to

cose eve 0
AR YsAukin the frPPAWPnﬁ gf ccoliac ilsefﬁmygtrog'eﬂ &Pkdocked- out .
Data fromthis nodel also confirns that inhibition of

Coellaé-dlg'&'s'!,sig clen fute‘ﬁ%@r?sﬁw?&ﬁ%%! %%@e&c%;rﬁ; %%ICSFICEHOh of the small

asa evel
ntesiee o 0B Alei it Iy S081Pege b Lpfaddfigasom, Europe and the USA
Coeliag Hietagt B\at smymon Yonditeh, amb .can &f8Oahyorferanany At it waAGRslght$6 be more
commddtm& butkddrly %%%auallﬁp%n‘awon%es' ty is closely
associ ated with glucose intol erance, hyperinsulinem a,
hypertri gl yceridem a, and other factors of the
Glutensmixtire o tivosateiiso bliadin ychalutening is(feung in whekts leyoérelagk. It reacts with the

small HOWEIS Eusify dAhRGE 6;’11§&idatlln§3i\h€|u§rm9'fe si¥itbm @habitrd 8ASRLdiR RIS bowel,

i Gl RSB L, 78 2855 f L

after wegiingryiea ca@a'mwe| intgpgudeh infchiBe digl, Blftough if ca@(PHdiaghosey pleang age. The
symptathisads@t heCsubte) chn® NN palkbntf rady fe@DMRAIN For tre B&0R frorCRRktRle before the
diagnobifRMugnce. I nhibition of the enzyme in pre-adi pocytes
(stromal cells) has been shown to decrease the rate of
differentiation into adi pocytes. This is predicted to
result in dimnished expansjon (possibly reduction) of
the onmental fat depot, i.e. reduced central obesity
(Bujalska, 1.J., Kumar, S., and Stewart, P.M (1997;
Lancet 349: 1210-1213). SUMVARY OF THE | NVENTI ON The
compounds of. the present invention are useful as
11bHSD1 i nhibitors. In one aspect, the present
|nvent|on prOV|des conpounds of fornula (1): wherein
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As used herein, the terns "conprising” and "incl uding"

are used in their open, non-limting sense. As used
waeowion7i4ashe term "al kyl ," unl ess ot herw se i NECTAB®UG/001837

refers to saturated nonoval ent hydrocarbon radical s

First sbltaMbrﬁgusﬁlblryam@laé b&Jomdg FAEHE Bnd ik &EBIE Sith %o&%ﬁ&tufé@n@ kdilure to gain

welgh{ %OF S/f“lel zi“oh(?'@y Lanhbelégrlng %%fz O%Jkg;a}/r\\/ld Ss%efl nastggﬁg%%r [@Hen s%art with

avil n one car
"°m't‘%ﬁ‘5‘ﬂld@"m?ﬁos°\ﬁi‘?éraéﬁ qute'agwlthq wongsdiagagsisat @asitgenteritislnthe stomach may
beconerspblied amg tHe nausdes/of ity shd (dgs S&dolle &/bk&ﬂaﬂd thmi 18 bdults 8 symptoms

may BéS%IIaFQHc%d%g \&Jb?\t ﬁo@g With %Lle&%hswe MQ’ I'ﬁgas o?tcgr%ﬁle{%hgl? a?d abdominal

sostiggh S i ?%%W'thrqoﬁiaed'%ﬁﬂdw%P@fieﬁnmwromsgroaéhe bowel. They
approzth ftievaldctariieoaise Aextigreatirhdness, psychdiogictlqrraniehal lik@depréssion, bone pain
and deé'tuﬂ@sSev@r‘i ﬁ&ﬁd?és?@ue‘ t@ﬁlﬁnﬁ@ré 6idhe tfoﬁés@ MfelsGh tb ﬁitatlﬁK br egtSthHr% ‘tchy skin

eon BT i ond e 3ol P a3 o rorers o

the -NH 2 radi cal and any substitutions of the N atom
Some ABMES &th IR diseadd¥avé @ﬁfﬁﬁty d@ﬁh@ {]hantaaﬁjd m bé)dlagn'éﬂald%éause of

this. F%EJ}%EWnégar da%gl(gp%%tgrge’ous %is ofS a @ﬁg%aé'?yg |§,] SOI‘?%!EIG? 8§sr?1c:|aetéd with coeliac

disease; PPTE YRIPRIASE ﬁ%nosedwﬁvr@svsegamé beghuse theirchiowelioanhot ahadrb eeough iron
and vitamina to- KeBp 3p @ltfﬂﬂ@den%d bSiRihg PRERINA makiR@thér® l&lerely anaemlcf: Babies who
[ e
are smaﬁl 'fdr we%&wm (int é{ﬁ%@% groﬁﬁwpgtgéﬁ%tﬁ)ﬁ%éggﬁg%ﬁfesgeyg% %o’m, fonothers
with °??H?°é’é§§asﬁt herwi se indicated, refers to a -CN group. As
used herein, the term "Ms," unless otherw se

If left ittt beMac &l@&\@é’ éntl&dwgﬁﬁmﬁs U+nfe%@£s% dna, r§rg§%‘)e formBf cancer.

ess ot her

e i i Gt el ety oS L BAge i T by
improveeI@Hrevemdlisapgeanniae rofiths elamagsi to dtedidgng lo‘éihe bewd].0However, the damage
will rediiEk HABIO re-iMFocSROBE RN, the term "Et, " unl ess

ot herwi se indicated, refers to ethyl. As used herein,

the term"Et20," unI ess otherwi se indicated, refers to
Althouglh geefiga dsages is nak Prgvasteblsestisking totehgluterefren digtt a@p reversadesage to the
small iRteBtREVTHEErequNe$ Etbigstablé Eibdlife. t TheR iIBaMRED to/iid USRMdicament with a low

risk oih§‘o§lgrgé1 effécgethétg{llﬂbnag ?’;M'aentsl'l{éI e%?% dw%erba? a%%l Iar\}gé %?%e% and vitamin

deficienejgs/nd offpy) crditiops ?Fé?%t%dé""’ih ﬁ*‘@?'@ﬁfj'é‘??se T ef ers to
triethylam ne. As used herein, the term "Et OAc,
TropicHRbES & a%d%ﬁfv@“p%ﬁleh@l@t G&Lr@% thé Fg %%n& ijﬁ%rmél P@tﬁ)?etvﬁ% $opical sprue

t he ess ot

co ot g Bls P, SREEBEIH 1L 2 A Soptr L e ol o
trOPICE}JS@_@E heapls who dahe Idt ef faity' {Acds"mayredxpssisnaetrinee wévere diarrhea than those on -
diets [bwifl . 3B & sythSBRE Bcllde cAfFRE WauseASwéi ﬁgsshé‘ers%h@md@&ﬁort erm

"TFA," unl ess otherwi se indicate refers

trifluoroacetic acid. As used. herel n, the term "HATU, '
Tropicgjispiag affestsipbpuiioreofierriy ¢ ailliod peantsf and 9cques fidmNgbiit,30 degrees north of the
equatdr Y8 80 deafget Batltisrani IU@MW&HM&)@WQE&?@W&B@&!‘%S lﬁcﬁucﬁ%@%&a Haiti, Cuba,

Puer’cohﬁff: eénra’the @cief‘m;ganrﬁeaubh It lS rQree§a sgrtﬁ ¢ f)g? ki Ilagg?{ga ag?l,ﬁamalca The

use

conqu-'a@qs reqﬂ@pfésog ti‘@tqﬁgq;tqq gOélnmcpﬁd@sC\mllqu; trqv@ergrtgong usually it affects only
traveldrdhatlol stay idr Isik nioyiels eiérder. As used herein, the term

"TIOEt," unless otherw se indicated, refers to

thal | ium(l) ethoxide. As used herein, the term"PCy3,"
The C31S¢ QEEOPE%W?@PW hag, n?trﬂgp% gterélaed Pifitaip @rop@)bly due to a combination of factors,
including integtioh eheepopl plidisp Hihat ect Agettisrad ddnege ithe, linihin 6f theegnmall intestine, making
it less absd GERA) RirientdNl €ss ot herwi se indicated, refers to

tris(di benzylideneacetone)di pall adi un{0). As used

herein, the term"Pd(QAc) 2;" unless otherw se

indicated, refers to palladiun(ll) acetate. As used

herein, the term"Pd(PPh 3)2C 2, unless otherw se

indicated, refers to

di chl orobi s(tri phenyl phosphi ne)pal | adi unm(11). As used

herein, the term "Pd(PPh3)4, "unless otherw se

i ndi cated refers to
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As used herein, the term"mm" unl ess otherw se
indicated, refers to mcroneter. As used herein, the
woeoomooM4S unl ess ot herwi se indicated, refers POTABL086/001837
As used herein, the term"N," unless otherw se
indi cated refers to nornmal . As used herein t he term
Diagn srgf ro b ? tdng cated d % Stool
93% éepa‘a %"F °r?” t ﬁ"m't T PRRSe "Eﬁ’i‘t’é%"s T%*E‘V%S'E‘éar symptonis. Stoo
and blpesdpeingre aserfqrrerobtp sulg @yt pthererpsiea pf dissdeq; slEhespearenggativejgad the patient
has liVe@irTihe &Bples’ folldl @&shdat REbIbtRne| theh t‘réﬂr@dspnﬁeﬁ"@ &I gotehfial cause for the

illnessahohgd gy g‘?ﬁ &n otémedﬁgl gﬁrﬁrge dtng i ff& the tpﬁcage{t@hrr&ggg t%vml in tae small

intestiffar ej n, the termum z," unless otherw se indicated,
refers to mass/charge ratio As used herein, the term

Certaln %6%“9&5 aldd |c§§a°1d Wth@ Brgérﬁﬁs 'o{‘t%pﬁglts%ﬁtle é&fa@sfe/%hé éﬂseas? bloc’ks certain

e Ve (RS PRREDop JPEPER B AR UBIOL HETAD . ot £ may
be obdeereei The fakient tney atsd hdvé anamid duerib eiteniroB 12emdifdate fefidiemis da addition,
stool s{o@d‘rrﬁén%nia dfhdrstdtd ST dxBasBHhSunt Afatused herein, the term
W, " unless otherwise indicated, refers to

ultraviolet. As used herein, the term"APCl- N5, "
Treatmgnt sgisualy treeenio six mﬁ‘dt'sdétae@,iotirSeﬂerfs"Ctasida(talmJs%ilhe falate) supplements.
PeoplPWiBSAAHIR BEN@NLISRY will GeteRéitaRih sTBSncBRRE WENSCOPY.  AS

used herein, the term"HPLC, " unl ess otherw se

i ndi cat ed, refers to high perfornmance I|qU|d
%&ﬁh&b&@lﬁph As used herein, the term"LC " unless

ot herwi se indicated, refers to i qui d chromat ograph.

One agb%a%? fhg rggr\'trgh E'thetljgg ottﬂ(ﬁ mlbogﬁ‘\(ﬁ'specﬁgel@%ﬁdﬂﬁwA\M f3Fthe manufacture

r onat
of a %ﬂ&ét‘%s‘d dB?/ tfe%@et}s%&%té? disgpse tah‘¥°rt nAnpiepagpect of the
inventioh fieex methed offtcalo@hied coelied disemsd andiu pteprc‘ai snzru&‘: a)refe‘rdihm abeliac disease,
using &h‘r@%&ﬁ;&ﬁw &R0 aftSuridsesl ahﬁzﬂlﬁd(th tdtGodyer m "sat, " unl ess
ot herw se i ndi cat ed re ers to saturated. As used
herein, the term"aq," unless otherw se indicated,
Anotheredspecs ot the anyergioni s thésiseisieah rdiroeBrrintegrineantifmdnfor BheSPartufacture of a

medlcé‘rﬂen@sfr?r S rﬂ@ét%ﬁeof' Qg€ Qﬁs@gse 5n@fo€rtr§p|$eﬁ) sSM@pQrE@FabNecoehac disease.

Preferalwgthe aaﬁ ?,t@g E\’Eelg?rhiqt g%dggs huH\aiu b1 a}sgf:@{eg I\/llLHO%,Eé@ther aspect of the
inventiop éscd me&mbWre.atAEnWEdelrh@dreeaae andie togicainsprRIvRrEs] r)oeltac disease,
using y%eﬁéﬁ.eaﬁ@sre\érwssmbgrﬁ biGALRtle.pl SHESS, araergrrphtmesol ution
mass spectironetry (el ectrospray Io0nization). As used
herein, the term"Anal.," unless otherw se i ndi cat ed,
Anothér&fsm’cSofltr@ isveatioytid taalse. QASn ivisiktr dfedARICAM-o, frantéginimediated adhesion for
the: mangfelct{i%'of a rgér%npkptﬁ%%acﬁﬁen't %Q@E @geasé Eﬁo%r?roﬁn%l sprue. Still another

ereln
asPerPfh@?\Aﬁ'"&'émP r®IPCRERY of rtEseigpelt t’ °ﬁ'8’t° dr'séste erd/orxgroalgaiapme' using a
theraplaticelly rffedtiveeantomntrof aiNALiBitotisf IMAS S Aol intdgsie metited aihesiqn
refers to not tested. As used herein, the term RT,
ess otherw se indicated, refers to roo

Pfeferﬁfawa@ VIR AV el gr HBpTing REienheres e I e pyprligg specfaly
binds A HEeAMI Eeen mate pefegably, atdéast he ICORNEUdeDCRs QASandsarbodtyar@ hyman CDR

sequeh&e@ $reern"ént|§§§1|-ﬂrr¥dﬁtgrp)ortron 'dﬂla @u§r§arp’érhr%dt§“ SBefeRBly G Sbody is a human

antivtp s RPEIPY AT ZEP P RIRRY LTS T e et ven more
preferglsanentieside s, antienibindingpaticoSkreopibatiasis ds AMAICAV apthgonisier m
"% " unless otherw se indi cat ed, refers to val ues of
Prefer,at%' ¥he an rbpld)a pténlgtrgrl? %cfsgersgetﬁ%é éeaslt ﬁn %rkeq?:ilgﬁrhgrprg?esrttlet@g Eﬁ;m
(@) ar?b‘d?@ﬁtlmﬂlce"%s used herein, the term"1C50," unless
ot herwi se indicated, refers;to concentrations required
for at |east 50% enzyne inhibition. As used herein,
the term"substituted,” unless otherw se indicated,
refers to that the specified group or noiety bears one
or nore substituents. The term "unsubstituted,” means
that the specified group bears no substituents As
used her e| n, the term opt| onal | y subst [ t ut ed unl ess

o, L 1 N a o,




As used herein, the term"di seases in which the |iver

is a target organ," unless otherw se indicated neans
wdizelo@moess hepatitis, liver cancer, |iver fibreeraB2oasiahis37

mal aria. As used herein, the term"netabolic

(b)  SHAVGH RREHVity AAVARA JIGNIAW or'ﬂlﬁbl%‘éﬁw AbN&dsy®Fold;Ndi cat ed
(©) ITE?({HO R Oaﬁq'n%bim vithahet es, fpebf,l L fésé gound heal i ng,

neur odeg gnhetative dr s&ases,
(d) gﬁh'ﬁ'@tﬂ&’@?ﬁrﬁ of wﬁquxerewmﬂlsm human fiAgeaMe,
(e) plnBibisl theat@tititentof lyhpiytsdto gastion Binal, lyrighyiatise.
uraciluria, sulfinuria, isovaleric acidem a,
sacchar opi nuri a, 4-hydroxybutyric aciduria,
Prefergfiiy, 18 SRtlogdy agtwﬁrabled'rwe}w@m @@@é@g@ina afhugiae NMECAM fppy, and has at
|mmhﬁg6ﬂNﬁUbwﬁ§bmd@mgenase deficiency. As used herein, the
(a) t &bdE can &ég\bl % refe}é eeaﬁﬁoolg);nﬁre{ﬁ%ng?o I{IIR (M:th ed refers to

reversi evi a 8 e progress of, or
(b) pF%W@ﬁFW%baFﬁ@”@?§HP for BipdipAMAGEAN t o whi ch such
(c) t Endntaihpkaresepitoge of MAJQAM Ao refeeequxtrﬂbmiy of such di sorder

(d) OBmcfs%]ﬁh&dﬂg\ﬁ]wnthTﬁﬁstégélmthetsgﬁék% referefiSe %@@c@ herein,

© ¢ Dol uBoGEh M Gy Hesoine R e, aﬁ%’%%rcstegc%dgﬁove

whereindhe refecbnbe prtibpdy it Iseledtast fnant the duduatcetisisting diroderioalbiahgntibody 1.7.2,
monodioRbI€&rtibdy 188, ﬁ"@hdclohéd é?ftlbo'%iy @ﬂiui %&{oclgr%l’ aﬁtllﬁﬁm% 20fmonaclonal

er oi erfa dir
ool SRhSh Bt B8 e 2%, e o
monocipngr Wby of-16: G rmenotiengh metibody AA0.H.neorasionakAntiyedy (7t epnoclonal
antibod®f DEI2| Giidnedlonaf ankib @ B2 b rAonBEI@RUEBBddY 6133 AL, monoclonal antibody

6.67.1 %4 rrﬁo%%klé’r{él Shit .bcgj?@% ?%oﬁ%h%&o&c‘?r% é;h”igt?afy 7*&8 Aoy

pressi on 1'on of
ene(s) nalntalned under such control As used herein,
in anothbreaspétit af8e incgplidrithd Neagy chamas®R regidnnihe ight ohdnevavibi8eregion or both

of the aﬂtﬂMR@\‘S/ﬁﬁj argfbgéyee\? att IQas@i b@"/e %%al% a]nnwg 2ol %e{qlféﬁéeutg tﬁbgcoprgst,pondmg

regmn&&&@ﬁ@ %{tq ragpoplﬂrta‘l %'PW@ sgl;ﬁ%paffqrr{,@e (QW@? c%ngé}f]dmonoclonal antibody
1.7.2, momocloral catitiote1.8.8r ponddidia) artibaly Gildal momoives @olady €.22.2, oronoclonal

antibofiyed. B4 Rh Bl Skisday 8%79] ABREILSI Eﬁfbbd"ll%i‘%o%@dnblndnﬁﬁoay 6.77.1,

0 retinopat rematurity
monocﬁqg%u?rg% dé ié;éj T%}oclﬂnaﬁj agtrptl)% gl moeg;:é&nal éptlﬁ%c&u‘?g%,f monoclonal
antibog@ycerar, magbelenebantibods G 32. amxmmogmwb@w 6c3d12ehadi maroclofial antibody
6.67.11ntb@, BclomSaribRE 61781 2ok and AénobIBRAMENIORH Fi2b W-mdal
"obese," refers generally to individuals who are at
| east about 20-30% over the avera e wei ght for his/her

Preferghlythe andikody ifcpeleatpdfam the glonsansisting of: " obese” i s defi ned,

(@) f o arfiBddy SomErBing MHi aviind il Sebee s iyt iMBSS 10 ROEXadSEQ ID NO: 4,

ith g 1 7.8 kg/ n2, and for females, as
" mﬂﬁ ?@?ﬁﬁgpgﬁe ose-body mass index is greater than

) kg FbodyceraRrise theigmine aeid spqygnces get fasthdn P5Q F%N%gfhi"*ﬂé%EQ 'D NO: 8,

without thasignahsequeneent i on nethod is not limted to those who

© f éA éntu%&y%mpﬁsm‘g‘ tl%bé?i’dr% £ofdl de§ifehaes shivdaed SE ebhe NBEtibash ﬁ’éo ID NO:

12‘M$ﬂg gyentlgn cgn al so be advant ageously practiced
SYURLFYGHTES f al | outside of these traditiona

(d)  cen ewibody cofmprising Xzrgulie, aciyseturosss saﬁmrrﬂa;SE@dDmQ)ne apSEQ ID NO:

16\Mﬁaﬁﬁkgwnm§§mg§§§ herein, the term™ inflannatory

o SRBE S e B R SRR g s=iRFICE b iy sz o no
20ﬂM@®%ﬁﬁ§@F@F%we%§%r|atlc arthritis, psoriasis,
f  choadibayabmbiogitis, angl(igrﬁcll:l éeqﬁdgmifsmwipmgmb Ni)i:@_@@ﬁdi‘SE% ID NO:

- is ohn's di sease, fibromyal gia, an
24Am@%§ﬁ%$§g¥§&@gh§%d herein, the phrase "therapeutically

ef fective anount, " unl ess ojherw se indicated, refers

to that anount of drug or pharnmaceutical agent that

will elicit the biological or nedical response of a

ti ssue, system animal, or human that is being sought

by a researcher, veterinarian, nedical doctor or

ot her. As used herein, the phrase '’ anDunt .

effectlve to Iomer bIood glucose Ievels unless

L 1 Y o s _[ o



carboxylic acid derivative), aikyl/aryl chloroformte

or sulfonyl chloride to provide the correspondi ng
wanrew/ooalds de, carbamate or sul fonam de; (d) red#dTaB2086/001837

am nation of a primary or secondary am ne using an

@) aén%ﬂ%@? coJ;!?@m& RERAMB S QlqubREs B GHBM SEQYERBI SNardd®Eq ID NO:
tric carbon atons. D astereoneric m xtures

zs“m@ﬁhmﬁﬂg LﬁﬁF%Pﬁﬂ into their individual diastereoners
(h)  oam dnkileodp agnsisiod the laeino apid peduerdes e¢idarihdaPEQID NOr ehaw$SHID NO:
32“mmﬁ;m9g§w$§£mym&p those skilled in the art, for

. or fractjon )
0 SOy B PR R e ek AT 3k g e s oo
36, Wltmyhbheﬁlgnﬁgequme?enantl omeric mxtures into a

G) dé@éﬁ.@fdﬁ@éﬁ;’brﬁmmw&taum A3 seqRRhidet 68 foMhtil SBQ IBRPE SPErdEER 1D NO:
40 WIthotﬁ ghgglgA%se%génlcge conpound (e.g., al cohol ), Sseparating

oner s and convertln % hydr ol y
()t #reantibrdy wprariising Hiestnorasty saUSNGeH S?t wihdp SERYD alﬁdﬁmpdg‘)tﬁoem NO:
44, witRduaine sigrabscsuerided; ess ot her wi se excl uded, all such
0 enagpﬁf;%}l,gm&k“g%%”% HRERRARE & fSHMH% 8% %%63%935@ ID NO:

rs are consi red as part e invention.
48, withaybthe SjaRhERIYCEY t he i nvention t hat are basic in
(M) nat antisodgicemprigipg ieeantrfo deidrsequegeea setifofth i §ERER WOOH2 and SEQ ID NO:

54, w,tqduﬁhgg,gm Seﬁg‘g,{cgs wi th various inorganic and or ganl c
h h salt t
Sl s o S USSR S8 oo

58, WIthkmtthpalbrhaéSaqnermactl ce toinitially isolate the

(0) Cﬂmm%orﬁﬁnsha €hel FMRNcid@Bgleh&NsktTert i 3ehi D NOTBX bt SEQ 1D NO:

rnaceutlcally unaccept abl e salt and then
Bzwm@%ﬁ%FQ@@% 1% he latter back to the free base

(P cempobew c@vyprﬁmédierﬁérﬂo arictsRaygRces sRifPTHB SFRJE &% G4 AR SEQ ID NO:
66, withelpHe digebdoercesiuad t the latter free base to a

(a) pg’iagd{m%ﬁ%%}%gr%‘n@ﬁreaa%%oécﬁ@e eﬂgés(éeﬁ‘ow" IF IS B lﬁﬁlé 42 y;beSEQ ID NO:

ase conpoun
68, withepy e Siopah segu@ncPeadi | y prepared by treating the base
compound with a substantially equival ent anpunt of the

In ano%gﬁ%ct%fqg Aerbn, %éyﬁ'lgﬁo%loﬁ‘éf |afhiblody élnaragr‘\{@g“ﬁnoﬁr%l NoRdh thereof is

sui tabl e organi c sol vent, such as
Sdedﬁﬁ?ﬁﬁﬁﬁ@“ﬁ@“é?ﬂﬁﬂﬁ? Upon careful evaporation of the -
(a) stievemw chdiheonibgsssitieches ol dhein SBR, GLRZrand GDRY apkoaicid gepuences of a

refereric@GanfiR9y t&ELtACHFh Halgfoup e&aqsa,h@oofba e es 20I6t1atzeé 28 p M4, 6.67.1,
6.73.2 z‘g#ﬁzqﬁgq#?g&% L &Fs P%ggz 0L 98Nk 6, $9l deé“% B¥od and 7.26.4-

uTlon appTo AL e neral
mod organi ¢ aci d. Those conpounds that are acidic |n

(b) NaUige LR coRRE] e it fcRdnTCDE1,IEDR2 &l ADR3AMiRo ¥@d baduénces of a

I
refererpclg%n%fiﬁ %&é&aij{c{wny th@%ﬁo%?tcagksﬁn gft I1Oﬁ?kaq@< %gg eZZ? E%E ne:‘% 6.67.1,
673258TH S TdRA P 7 BB e 3 6 22 AETdIAAINEN B SpOTIREe. (T mod and 7264
mod salts. These salts are all prepared by conventiona

© ! %%anlbgh&?&mpﬂég a%gm% of Pﬁ%ﬁ@a Wi b @{ @), 43ed as

reage har maceut | cal acce
@ ety o () WFHRE o (Sl R AP0 SBIF GRPP GEhscauences are
selecterbirpnt tb samebrefseneadntitmdyd t h t he aci di ¢ conpounds of the
invention Such non-toxi c base salts i ncl ude those
on1such har acce table cati.ons
i anclf§F s et Bt G E RO BRI PP e GGG o po e
(a) Thdsavyshin sonsriising thei Hegvyisbaip wer@blp é@lqywntlrromdu §eguanpgeof an antibody
select6PdreHD grdp Bct&s@lﬁw'g@f C1.T2 (FEQUD®: W; b 8. 2asE@mmoua§ 6.14.2 (SEQ ID NO:
10 6382 el S0 b 1Gias) EEnp ORI R 2Rk S Tagling g
solution to dryness, preferably under reduced
pressure. Alternatively, théy may al so be prepared by
m xi ng | ower al kanolic solutions ofthe acidic
conpounds and .the desired al kali netal al koxi de
toget her, and then evaporating the resulting solution
to dryness in the sanme manner as before. In either
case, st0|ch|onetr|c quantltles of reagents are

Y o




305. "Reduced Activity of 11-beta-hydroxysteroid
dehydrogenase in Patients with Chol estasis"). Reducing
woheo7aoti4si ty of 11bHSD1 in the |liver by a sel ecrilBmo6/001837

inhibitor is predicted to reverse this inbal ance, and

6.77. 13%&{ ®'No: 381 PLEE ééé&ﬁpmﬁ)o’f% S HER IB%d‘X&e’f 5@£§Egﬂ NO: 42); and

avvaltrn%m? t'teat nent reno '\rr)t? %/
9.8.2 (%%%tﬂr NQ140% §:22 Fried dp M dS2b P3¢ %@%K%E&'Ht RoeRel: BH‘Od SEQID
NO: 6Qyebyr7alrs@l (BEQ IBRO1A4); iamd T.264-mod@EQRMNOO42),0t her net abol i ¢

®) di ﬁ@'rt AR%iS cétﬁpct@ﬁb Mol JalRA FeSn Ao CRA ééﬁuénhe.z 8t P Bntibody -

sulin | sta
seloo g g DSIPPCIRES T 1 B SRR Gt £ Rt B BB e Agsea o o;
12); 6.2 hSEQIBINSX: 68)i &34.21(SERAD NO: PRAR7TINRERYD NOI 2t 132 (SEQ ID NO: 28);
6.77.1 (SR @AGS: 1Y), 7&@@ (@Izcapato 360200 & [SEROBING: Q8 ¥ 9615 (SHECD NES 44): and

9.8.2 5!‘-;(%'16‘& ‘%’Er t2i2 c§< ﬁc{) '?HHS%B&A gﬁé’%@@ﬁ%‘%) 2ad, MBYseq 1o
NO: 6236517 g AFQ '@Ng(ﬁ%@ﬁ‘i 7-2%t-60q ($EQRHO; BRuAri n

(©) I @8 hedvabiah of ¢y Shd thd KberBhain oftB). ycysi tic ovarian
syndr one, obesity, hyper gl ycem a, hyper I i pi dem a,
per chol esterem a, pertriglycerid
Anothwffeﬁt PHEGIvRRiD &, th%t\"ﬁ? qfrghﬁ B ﬁ%‘?’?fr‘r'ght BT P ARG antbody
or the @driablé esgion ©oothkrtahiiyes-biadiny @vilh rebHol of muckk\acitedieca@és encoding any of

the for o%'aﬂ@gpg(armlg%[ﬁlrc'alp_sra{c%%féﬁle c§t ﬁd %Q a eB{%‘ath@ zﬂtver@bﬁ: Inbl@&é@ k% use of

raamepf, Y & e S5O oA osPiSTR s By WA PR ASiEE: Fleb
fragmeb@C}rrMIeTmalechaqEﬂ)aagnmaetSbuffer pH 8.0, containing 200MM
0. 02% n-dodecyl b-D-maltoside, 5% gl ycerol, 5mM

Prefer%év”ﬁr AR Bery By b e Ryl ateSfay spescd fom 172

1.8.2, 6. é‘f’r%@ﬁétzﬁ &4.2.18.64. 1033?313 Ag7.(r7) 166, H88.6.01R6d69-8a| §-223-med 6.34.2-mod,
6.67.1aMtd, 6.87. 0RSE b 1BL-Asd dsQlebdivsd in WIDEbe@0a.Y PRetfefably v anti-MAJCAM
antrbogéy::c%al rrs%ggh? rt]tcrtqagr%.clognn(}js r\lg%%lgﬁl gagg%‘% g%ele eotfn)?n &&m% 8, 12,
16, 20cHn @ AL %Kt 1 Ad, 4B G, B 67 688X 6&3@ SHPHUP MO 2950RTS28. 44t pr without the
signal betfubee) or\tevarigerebibe bizay beof \sais aDopLie s&mendef@r one or more CDRs

from the%@(‘awlr%nazynﬁf}%&éh'ceg ah?ed%ﬁw&r@ﬂh%néc}ﬁlf Fe%awgo%p'rr&g a heavy chain

ucose-
°°mpf@”9166§'é'”8 204 SUPIRAE S°'aet) fﬂfgﬁ%%%'éo %\ﬁd%ﬁ'ﬂn Byt 36 3 $4 38, 42,
46, 52t b@: 60oneeRd staivh INWOEI005/06762Gwih DI witkouti the sifrel sesisenge) or the amino

acid s&fdbric8 o) the @Jr‘rgblg’ t'el'gﬁﬁ’ ok b8 6r h@EDRMronk éeﬂﬁémmo acid sequences. The anti-

oA el bl e, e Rl S ey Semins S i i geauence
from tirg hegidining efihea@DRiyigdihe andlofitire COR3 di angtohg bidhe flapx¢-thentioned sequences.

The aSitMAUCANantiS héé@lﬂn thé ink&tibn @dnia%u @b ah BRMASEAM era.stdyqampns.ng one
colum (Polaris C18-A

tu
or m°r§5§ regfn%m@anygﬂﬁe aeofé%mig'o etd ?ne 6m Vari an) connect ed
to an aut omated Hi gh- throughput Li qui d Chr omat ogr aphy

The antiMBAJOAVEdHtbad SIdapBe iyntiidRRSisy rcllies ANaltAGAIERM antibody comprising

one o@%%‘ﬁi ﬁ”ng%gﬁﬁ%@@%e%pér@%%%% E[gl_c%m %é@%?%ﬁghévé been made.

For e’iaNPI?JSCVStE'B‘hSn'ﬁ tRS; akipqsly.axhigh  may | be cherpirAlly septiye. ate phstigiedjgiih another
residud, lsecrsaghgithpattimitatiog afaniod uckerinee Ak subatit@ios egpaeat @ dorkvanonical cysteine
or at Q%n@ﬂca@@ysteﬂéc ﬁﬁg 's%s%ﬂ%%@ benaé’g’rn%7C[HﬁtohmwotkoreW &'a variable

/'mn. The initial
d°ma'§8rd%zhre8ﬂ"'sta?€ E\atnl 2%” %e*?%'yrreasur ed by stopping the

reaction at 60 mn and by neasuring the area of

An anﬂfo%@rbl @&bsfrt@ﬁdﬁﬁta'y@@o b@m&&% @lmﬂ%t@m pFoté%lthr fteCh R aﬁl‘body Such
QuUsS CO

ses o8 de%ifp SrHR B s R Tefler L barra i P Ty e BRRAR gian of an
i nhi bitor devel oped by Mrrison, JF. (Mrrison JF.
Bi ochi m Bi ophysAci a. 1969; ?85 269- 86): 001581 - 13 -
Where Vi, and VO are the rates of Cortisol formation
in the presence and in the absence of inhibitor,
respectively, | is the inhibitor concentration and E
is the 11bHSD1 concentration in the assay buffer. Al
the concentratlons reported ar e t he frna

o, . o o Y ~ o o AAa "



(&R, which will result in activation of |uciferase

and production of light (assay readout). A conpound
wai2od7/00f@s capabi ity of inhibiting 11BHSD1 wi | PCTABR200€001837

the luciferase signal, as conpared to the cortisone

antlbo@gmsﬁ tltu(&\n oY @Fste?ﬂéb%'élﬁ@éseand @ﬁJol/a'? r&ecﬂltl@t sﬁgs 'rr%y 3c%%rease the

Bottom Wil te Poly rene TC- T
heterogmnelfydlb hatagtébodyaqro%t OGGBar%géqergll i palrét wigcf\fgmﬁpéengql da@wldatlon sites,
may berklimivetdd, by ialierimig ooere!f hotheof DVEedidees. uin arfth@bads subetiteion may be made to
add orkdYeMBRBEAN RS gl&Z%tlorg’s%é%eQ/X@éb@réﬂHn ob&f Qﬁlﬁbd?gg’édtlr‘l @8in@ntion.
i nhi bi tor conpounds. Different concentrations of
i nhi bitor conpounds were added in 10% (v/vV)
The Cdérm@tﬂlhiyﬂii%bff thx iheiryy (oBainriof thel dnji-MAEGAW cniddy yseddde tivertiopfmay be
cleaved MM &Y laR® ght Ciuindlef ‘(M%' An)i-MABOAM GRlidoSie\VRiaf obt%ﬁ&@aﬁcﬁﬂe a signal
ce uenacte 370C (5% CQ2) for six hours. At the end of the .
e Rcubati on, 25 ni/well St eadyLite HTS were added and
pI ates were incubated 10m n at roomtenp on shaker.
Twelvdprafe& mmisiryt Human @ﬁEIdAdUAMTmmo@ewnbntledh@gfoﬁ&éhlS% invention (1.7.2,
1.8.2, QHQQr@{Q 25§0/ ZCﬁEﬁ?rg‘fSazt '69'? il']é é]hi'é%'st 9565%@@%@9 are described in
0

I on si gnal “was determ ne

detail '0"‘59 @O%BQ@%W?I’E'H@CER%@F" chyéeferﬂl‘qe results were

conpared to 100% activation control, i.e. cells
Class gndefabeabs ofdny-MAJCAM dotiotisbne (no i nhi bi t or s added) .

Human Fa2N-4 I mmortal i zed Cel | - Based Assag Fa2N-4 i s )
The angBac M g 2065 78 I8V A IENTTHER oF @ ED Gelede. PSRl anbRdy s an
IgG cladalahd Gednl lgGe ®rdbG@QerdsG, subatass.( USreRafermbly, Nioe anti-MAJCAM antibody is
subcla& I§@7orQ6§) MGE Prefe t’h@ b- mepa‘{ntlm%ﬁﬁ@ Qarﬁé—@aéé'aﬁd §15bclass as

i e S 7 VRS et e OB s 250

mod whigh lstasor 6t1l4ér ®2B2,6.3¢2h6-Bi- 1. B8 2 rfafry! @fd.8Zwhich is 1gG, as described in
wozobhige7asnt eri stics of normal human hepatocytes, and thus
provi ding a virtually limtless and reproducible
upply of cells to support drug discovery. Inhibition
The clﬁs and supFiemIof entAC A antibadiey nmge delereingd By iy neqiiod kpawnyin the art.
In genBrai@k clbss N8 aidiabdg a6l Qﬂlb@ﬁmy bé déi@rtrines 0ding( BAFOAIFE that are specific for

a pamQJIaq glggste}'nd @%%H@&fgktlbgé}l 'Sﬂchcéf‘s EoldFeSQre%QanEElS @Jnﬁger IlghELISA Western

Blot a§ Mlﬁl 5? gtggr te@qup?ssﬁn dgfegwaq th\ﬁégsa a%fqbt: gﬁsre\r}@‘lef}matwely %e class and
subclad®ey d dettimined hyheeqeanpiey dadr apbrtiof ofttilce@hsiaht derhéiss diyhe heavy and/or

light cﬁgﬁ'@r&?th@Entfb%es%nfp@h@ttﬁelr%%ld's [IHhHR8 B RY known ammo aC|d sequences
of var\%ésr %:gsé?sn%rgo Lp%l]assg%e c%\lm‘nrp qul lqu rgotaue& %qt%plngg!b%cl%s(g 5{1% aubclass of the

antibofibscasdipd detse showdQ @0 uhest séquerselidentitn 200 ml / wel | MFE(t M)
(Multi-functional Enhancing - XenoTech, LLC) nedium
SpecidsQNl MoBtungsaMtividpi ot i cs (penicillinstreptonycin) and
suppl enented wi th10% of heat inactivated fetal bovine
The asteVAdGAMPRRibedy used i then imvdndioredbrehst@®8 @othSPedEPand molecule selectivity.

The aRMRAIEAN bintib &(}ﬂnépb ihd Highaflayno s Retiey maacki t idﬂ{ér elfm MAJCAM

antlbog 83 lﬁg% gtqg%ln¥eéltl%1a(5; ar]o %@J to a(wég/ rho&g%lplélc%s\é% as a m %oset One
may dgémm«?dww@er@vmvmefor iheani-NASIROi antihegy einioynediinds BPIDMPESIn the art
For ifdfdnEd,Y o Midye dpte@ninenGpddrk i SdlectVity Nust@lr Vdd®rm blot, FACS, ELISA or

mmun%ﬂgt&fen%fn ﬁ‘{fl\egp% pPeré ?Hm%h&nﬁ%nt Co%%?%ono%%rré%% g@-%@éé ge’lectnvnty using

immurteiEigeNemysty-and ceI | s were incubated at 370C, 5% CCO2
overnight. At the end of the incubation, 100 niL of
An an%mCﬁM%ﬁlmy %@éd Waﬂ%e %@At%tz %t fsyS’ercnc géﬂi} tb|n§9 lMAQ@RItAer\ys selectivity for

tisol - kit from
MACCAT) Ve Y TRARO L P PLSr D Ak S b Rect TBI BBIsaapt oas 20,30
read on a plate reader (Spegtra MAX PLUS - Mol ecul ar
Devi ces Corporation) at 405 nm wth correction at 580
nm Al results were conpared to 100% acti vation
control, i.e. cells treated only with cortisone (no
i nhi bitors added). Pharnaceuti ca
Conposi tions/ Fornul ati ons. Dosaai nq and Moddes of
Adn1n|strat|on Pharnaceutlcally acceptable salts of




channel, or netal -ion coordi nated hydrates - see

Pol ynmor phi sm i n Pharmaceutical Solids by K R Morris
wWOBG7/067146. Brittain, Marcel Dekker, 1995). | seCauBmo6/001837

site hydrates are ones in which the water nol ecul es

40, 50 86r0e7(5 588'0?5@ Q)Iof [BE p%fér?r‘ﬁ)} atQ%ﬁtt ﬁﬁtfol&\'I ﬁgfe W}RQEM@MA&)AM antibody

venl ng anne
does n?frﬁéh'waw rap%q' ?ELH inding|tq YCAN, fi Pfa?%cr"te B a*ﬁ?réngge\m&e@h%w%‘\“
One may detaneixé the geledtibigrof tha eti-MAdgAdtarttissly fdr MAdBAM lusingmethods well known
in the Qrpﬁaﬂcg\hﬁbe\hg gsaEWr%E F ﬁtﬁ ’spéch Batiat ?5r iRERINEE Whé $haft @@temﬁg selectwlty

wsna o TS B s T PGS e | el ned - O

stoi chionetry i ndependent of hum dity. Wen, however,
BmdmaW/tgeﬁaméwd%%ﬁa&beweﬁtng%é@AWy bound, as in channel

h
The a %d@%\ﬁ ?qdleség%‘jgﬁép]%gﬁe(ng%\nngﬁfﬁr HISR?Q Iw%gpg ﬁ(\g\d%\? with high
affinity c Onel anti-NAHSAM antilsngy hseddrsibs inventien speciicelyi kinde ta MAWAM withea Kq of 3 x

10 MloPRsd) 8 Aeadblcd By istiédct! F8EMIM rbddhdhck, Q@cfﬁ@s‘ﬁlﬂcdﬁé It’rbﬁrably, the antibody
spemflcaﬂ)f En(}s to SﬂA%EﬁM m'lt‘wt Ka V%?W '89 rc])% Iﬁé:socar eﬁ%ﬁ\é(oo{es? eMng %referably, the

erein
antibodytspedifically hipenle MAdQA with 8 Keprt1 X W W ef 'e=fﬁ d¥repihogy ¢sed in the invention
specifitdNBihd3i t6 MAQORE [With aayRENEEX 16E5MF REE 2,301 01V of I¥gar 9 x 107°M or

less. Iir&gljab@%he %n%&]jgf_%ge%ﬁlc% ?B Hcgs tp %{iCAI\W GIMJ? kdo«% 1039{&“ ﬁ)g?&s qing'erably

the an@ogygfpgplflqapyebu&gﬁ% MAGEAM a.yfth ﬂ.@atﬁr?tlaﬂy t%pw a’:}s an antlbody selected from
1.7.2, ¢0RsBit.0ed252,vhd4ch) 628876, bFBRA6.TOYER 168, 7TtAspU@h.4, 9.8.2, 6.22.2-mod,
6.34.2 %E‘ -CAVBh&NE 71 Mol 801 26U Fod RWUbscRgdlifhnl 565/8 6. cONp! ex
a neutral nolecule with a salt. Co-crystals may be
prepared by melt crystallisation, by recrystallisation
An anfibodyrwitto I'substantially ghe bgmqoﬁysascﬁarelfeyerm iantdodhghasha Ke  that is £ 100 pM,

preferdby 132 rﬂ)ﬁinﬁn&etp%ém 20 p‘ﬁ/ﬁ@ttllqwe’\b £/0RPY R 10 dM, + 53Hr 18 Qﬁ compared

to the g‘é HQP%\ efe(eé\?e 8@%&% nMEthS?m %%rbr?]egg tlgr%fgr%_ély glf(ge antlgoc& blnjs to MAdCAM
with sybltantialySbe sarget K( 89 an artiggly 1!%30mq§|ye3|-me@b mog]va(lmg@laams or one or
more GiSRDftom M EntiBEIYRILBIES frévh 11722 1i812Y 8M4.2,CBRAMR.3ARSOBEXIESS.2, 6.77.1,

7.16.6! 926‘5”‘?%8?‘)%%2 G, zitz%%% %'E‘E%Péaa%%ﬂrméd' Eﬁ%q ofdaY 8¢ 9'2%14-mod as

able sonor
descrg gy WO S005 R8¢ e TER I R ARIGFPYHRES 3 FHRIGAN Wit bl the same
Kq as Stamtiddpthet dolerises bree df thelamtho smatequéreest deiectet®rbrh SEQ ID NOS: 2, 4, 6, 8,

10, 1231%' 1 h9BY, 22'\4315%795 %B'é“%@éé §é 28, 4%344t li‘é?c}df 62 léhtssois B, 64, 66 or 68

her no
o5 oIS 2o0ST R Dt PPN AR, eBiEPER). o TeLOURE Soman threot
Preferghtyrtie metivbdy isnfsho HAdOEN Bith substaniieltyties sagel Ka@atan aitiody that comprises

one orGRHEEHREFbnPSH antidtRy fHalomprise SHNRAMNE dehdhcd @¥Rtel R6m SEQ ID NOS:

LR Tk B LR B RS, B AT .

64, 66;90@83@%&%&?%64 i WO200&R2Gs - COCNa +, - COO'K+, or -SCB

hb+) or non-ionic (such as -N N+(C}B)3) pol ar head

The blgci g Jmt){ o anr';%{: &ég@%l\? éyﬂlg Mﬁ%&ﬁgg{ }éﬁé Qetérm‘%%g'&}t/ Qr%l method known
in the Sftué'? pne QIF'??C‘EGF% #@rp"(dfﬂé\ﬁﬁf"éy 9P b8 epasurery by conmstitye (T4 1SRG rRIAs or
surfacabbsrﬁcfhf resoRBeSsuc aé BRcok ailME chorqiigFertsadsnbotidkbitd@e binding affinity is

meaere% S%H&C%SPIJSQIOI‘? ?Js&?‘a oil‘l\éﬁte S m Fe\‘e rQ&TE Q&ﬂﬁent the blndmg affinity
e

xes ‘and to sol
and d'ﬁi?F'f"‘i'°”d€§Frﬁfo'ﬁ%ﬁ§t‘reg oFipe @ é§°r§n d\“leix%mﬁ"?jOfc"reng"a‘P% b'B‘f“”gs%ff‘i‘% can be
found Ve 2005/0676@ comnmpounds of the invention include the
cl ai med conpounds as herei nbefore defined, including
al | pol ynorphs and crystal habits thereof, prodrugs
and i soners thereof (including optical, geonetric and
tautomeric isomers) as herepnafter defined and
i sot opi cal | y-1abel ed clai mred conmpounds. As indi cated,
so-call ed 'prodrugs' of the clained conpounds are al so
wWithin the scope of the invention. Thus certain
derivatives of the clained conpounds which may have
little or no pharmacol ogi cal activity thensel ves can,
mhen adn1n|stered |nto or onto the body, be converted

. o o o




conpounds whi ch contain an aromatic noiety. It follows

that a single conmpound nmay exhibit nore than one type
wofoi7gomasi sm | ncl uded within the scope of theCpneExes001837

invention are all stereoisoners, geonetric isomers and

Half-L iR R BAICAM Aibdicaf the clai med conpounds, including
conpounds exhibiting nore than one type of isonerism

The ar@ifMIAJTAKL antiBgly @bedoin ghedinveminhehat hdwip e of & lsast omecdaydediraprein vivo.
Preferéaog}} Eheae]qﬁuotﬂ/ 3P p&Hion ?é@of $8d L $amhe Bﬁétneatshﬁreﬁqé%t erlbr@ rbréfe“fably, the
optica Act PV F

, _ e, for exa ctate or y

ety or R EeOF 2 R4 PO PYS S/ BB AP AR e Potbody o
portiorGherktfrhan e hal-iiaef sigtalayhe Iegpar tie edtitegy groam:imhlr@!malportlon thereof
used i A€ hﬂérﬁllﬂ# Fnay\@!sd bd‘cﬂeﬁ%zéo‘%r %@ﬁ&l 8K that@chak B 1dnbé& nak-life, ak @lscussed

B O T -
half lifgy seghae descairet VEQPHRI56H of i ndi vi dual enanti orrer s
i ncl ude chiral synthesis froma suitable optically

The arﬁ §%d§r¥§{f C(lr')h%)sl’ 5 mg%suFe%sn g’r rjngarhf Qrtov\ﬁw r?oeorre‘%%ﬁn?&&n&rz Ekllt P‘ﬁ'\e art. For

a sa I'va
instaneeh thezantivpidy hal fe sl be meagiiedibyc e Eera.Clh b‘ﬁﬁ’yor(%e&sf an appropriate
penod/df tine.Nakd sribatly Haltfe ey daBicas(«irin any apedpriae primelusbiay a primate,

.9, c@:l%}hoggs @&digpa Mith a suitable optically active

r exanpl e, an alcohol, or, in the case
mhere the cl ai ned conpounds contain an acidic or basic
noi ety, a base or acid such as 1-phenyl ethylam ne or

Identification af MAJCAM Ehitofdser@wiabd hyfgti-BAdSAM Aeidadt i ¢ ni xture

The lrg%ygr? gpqs grggéq%ggpdlﬁgéf gﬂrérg%\,a ér@g{lﬁgg% a%ﬂJ@{:l)? trha’tf lglnad%tthe samle antigen or
epitopd b@ 8 hanhacing- MRECAM aotibody frevitiet! bereiheFathen; the ryanfiom gropidasdhe use of a
huma@ﬁrﬁﬂ\ﬁ.&m érﬁhodpxha't.r@(ﬁﬁb%te@’% crosﬁfb@MBetésQMﬁ‘a #Stiiniah @8- MIRBGAND antibody.

oL oot s T A R B vz a1 6705
6.77.1eNABI6.i 106, 7 CAH] 8. 2rf-d2Head, .84 Amadi &Y - Ichech f éngroaﬁhzf% A- mod as
d|sclo§e)dnh 9@ boos/dBkeS0. PrefaibhATEMAtRER bti-NASIAM mt'bdidya:omﬁ&ﬂeé éne or more

.consistin droc [ | h
vanabger gr% %(%{ng %DQS rrrcl)rahn aﬁubggsfﬁ]/é {)eg f&)ﬁ'{ ?/2 ??5%?—42 6.22.2,
6.34.4, § 6 FrPob.77.0 ol &Sl 95f7r%§5rﬁ L %222%%30' it TS 7 1500, 6.77.1
mod &%0.deY-M&. UPieferibly Afhe ity avitik-MYRICAMY fpiticall |cgmftisédone of the amino acid

seque(rjmes sel%cL,t FE&%] ﬁgﬁtf qlt é %n (5) f12 qe1§l1$’eﬁb%2a§£ %dé% §d'] 82, 34, 36,

en an enate cgésta

38, 4QJ I496"’[4a|4§ 4§)f52t %b 58i 3% 8¢ Shi g/q V&één moezoa §766(|') éNlﬂS’I-ﬂl:l énthout the signal
sequéntd) Sdr atvafiebld donialhethdreas.e Rieterablyntbe burdan antiiAJdCAWeamtiiiod) comprises one

or mafeé é@fﬁsr foqu) érparﬂp u?ea‘é\@cgrgpﬁ%%lo%]@f HOLPEE REPIZudREIBeREted from SEQ ID
o LS R L0 Do £ R P o

62, 64rB& bnbBef BIO 200510A762@kr at e wherein two fornms of crystal
are produced in equlnolar anounts each conprising a

e _enant i oner. parh of ¢
one GpE BeRTIe PR gt e pprl Aaredh 2 Ede e B kT By prother
MAdGibpdibady eising @ krsigtyrehipethedpdnelinfin tie @rit Festiypianea one can use a known anti-
MAdGNMJQﬂ’B&dyQ§ cAPUTP BE &ftided , BIDE the ANBgehdRANRE enti-NRRIDAM antibody, and then

detern%(ﬁn%tw eﬁ t[;myesp antlégd?l%ll?h ﬁdj tobtﬁ %8{&4 %ﬂﬁdeﬂ n %n}gtn%mlte‘m'ﬁﬁé whether an

et @R MM AR O CHBRRRESS BY-BATGAN EtpRiy 1o MALCAN
unde@daflirabng ¢dndiiiins emd (R&h IneyisuriddBel anilityTdi ehepese sreibady itabischib MAHCAM.  If the
test a!nn)%b 19 gtﬁe ﬁ): lde%‘@E Wﬁ@ﬁ(‘l@l LA saﬁeéﬁﬁ\% eRHe thﬁMAdCAM antibody, then the test

anegl BBl e RPLER BT BEEAE B MATSAL TR e oa anbody s o
able Bt v o tUMBECAM buthe asmeatiroerititenriges ©staantivpely sompetaserith the human anti-

different fromthe atomc s or mass nunber which

predom nates in nature. Exanples f isotopes suitable

for inclusion in the conpounds of the invention

i ncl ude i sotopes of hydrogen, such as 2H and 3H,

carbon, such as 11C, 13C and 14C, chlorine, such as

36CI, fluorine, such asl8F, iodine, such as 123l and

1251 n|trogen such as 13N and 15N oxygen, such as

A N A~ A N P~ o P g—,



anhydrase inhibitors, and prostagl andi ns; conbi nations

of anti-glaucoma agents; antioxidants; nutritiona
weoeupplemant s; drugs for the treatnment of cystoPdT/IB2006/001837

macul ar edenma including, without Iimtation,

MAdCA‘Iﬁ Qntﬁ)ﬁ@f Ol‘hgaelxp&pnteht rfaﬂ/fble 9({ Nsnrﬁg:%@AS or é&ﬁ%ﬁ)lafsﬂﬁn Fegr%ance or,

ate ener at
p"eferalbh{c Plﬁ\ﬂ?rﬁg %Wétx‘ﬁ?fﬂtef 7e a(’E‘IP"{} %\%)a”%’?ﬁ ERBRLLAPHES (Mfip @nother anti-
MAJCAWAniibodn coredmayg usamtitehetpelitiomintegtton odescrinedy iabgye nestvs directions, i.e.
detem‘hrﬂ‘l@' |f*?|‘\et KA6wn arltiB&y BRLRGABY LABEN SR Hicd VARLDI tors that
I nhi bit proteln ki nase receptors, including protein
L/Mandpa%e gg s that are VEGF receptors; and
9N ARLEFTY - OHAP Euppfement s; drugs for the treatnent of

The mt?&ﬁ&\eéléocprbNe@(fﬁe' l%@%f %Qnt%&%n@ﬁodb R & RbeS 2 ﬁb‘f‘n“@ﬁm variable
fo he treat ment of

%r ferative VItreoretlnoE% g

region; eH‘Eﬂdﬁﬂj'?yn@h”’Uﬁ"th P18 atblé(t e Hoht Shain YPERRIRERIPR I8LnEqrgd by a human
Vi A2fA3bA2E) BB )CMIZCOS 018vgenia cariip.derefatably ghelpendhsin comgiserchionggre than eleven,
no moYéé tEQPé-i'} Ao"ﬂw&ré‘ttﬂag Qhreegér%‘é chué gﬁgtﬂﬁt*ﬁns ftﬁ.ﬁ h@‘:‘g%,r%?ﬂé h&rﬁa% Vi A2, A3,

pr ot Imtati
A26, Bél (Pk?r% 8i1$ seagpnge aﬁfgfeti”@b'éf‘? gmigg %“Bﬁé't”f‘%ﬁ afer@”%en“@é\‘teﬁé?ﬂmu“ons
of di seases or conditions of posterior segment 26,

Prefercja Héq}ang theV\én'il Wbé}\ﬂ' Emlgo@% sqgeesarn% Jﬁtﬁt?{ﬁi)nmwv@ﬁo the germline

jenerati on | exu at |Ve

amine G R0 BB L Mo o VRS Az 2ab o, 6222, 6342
6.67.1r @Td. hOFat . &&6, 7ra8t5i ?‘LEQ #,9,8.28@RRin®d, Gréd:Ainad, 66ddmend, BT1-mod or

7.26. 4%0@‘6@&?{%(1 .mo@@/@m% afHecinvéﬁt@ﬁ le@&es%{e%s%faﬁu dnttMAcAM antibody
| osed U.S. Patent 5, 67

tat eSS S BRIV RS PR SrfRRE L Y GBS PR dRE Sgipedy may
comprisy stiegir choreeds the@arme chetations fom gpafiereaone Gamee afeinplifietl Bibodies, or the

antubo%ﬁ&;‘@ﬁmﬁr\e’srr_e'edﬁ@ aegpéglgﬁﬁﬁbﬁs'a@&% P Fnofel ¥ thk RMROSsRiBnMs! che Qenéore of the
M R S MR o e

aminotagid ubstituiitinp thehare thessame @ thaes rrpsent in acfiegdyr 1. 1665, anq/ another amino acid

substlﬂuﬂﬂrﬂ%{jls%saﬁ’é B@érﬁfe&ﬁﬁ’ 2*5?3 Irﬂtﬁﬁ'ﬁ@hﬂéﬂ (% céﬁfmli AR match different features
ol ce .0 e

of antlk c%y n%ﬂljn@g\ oernea?ooaﬁte% 2 (gt ct)l}esaffgﬁyc?{ e an% lF]o\éYIy WCQM ltsggs(fomatlon rate
from f'@far‘a@ﬁm ﬁheswtattqn@ Fray beeadefif (e sangst Posikien aéifcq% foupr in @py one or more of
the VIS 6fl anbibddiet V1.7a20d .8t aliubj 6.92.2,a84.2t Be7.ma8.18.2 60i7.1t a6 dORADE 7.26.4,

9.8.2, (?0{2@ mJ:c)lh%rS%%Ht '6%?11 n{%ﬁ”@?ﬂ Fnb&)%ls 7§5Il4tnﬁ)gl gutfcgﬁsewaﬁve amino acid

ounds present | nvention
substYEATR iR M TR P PRI R A S65b. (REBrTYP pie ino 3ot
substitutiontdomp@eds foithd gednling irt dne ofithé antiSertids 1CONP B 6.10RS.2%16.34.2, 6.67.1,

6.73. 2”@*7*11361’316%0‘? 26,58l 35 HHQPAS. Qi 3-RBq, 788 B0 dl 8N Lmok, ‘H77 t-mod or 7.26.4-
mod l@lﬁ%ﬁ% oewe:kcqga%}ga]tugw WBS“&@WB?@W | Ca[aasly (l;flé?an mino ac]a substitution is

serinepgheimay sonsaivitiyely Fubstitaie tipevninels of t he i nvention may be
adn1n|stered oraIIy Oral admi nistration nay i nvol ve

The ll%ﬁam 0 g#ﬂﬁ ?%%?c?y rréaﬁ{(r}?m?nsguﬁ ggllno acl:lé seqbl rice tha} is the same as
the af@ufbaq'dnm@ﬁm%l@lfﬁhw/b?fr BRI by 19Ri &¥-2 I@é%o@r%h S 3@nB.&7.& 7.16.6,
7.20.5 hee. b| o®gl estaraads, di3n.eciddyes. 67, phbd, Ber7 Mamddnor 7EBIaiddat THaNight chain

prefergtw éo@rg) ?e C?ﬂ\rno d{ @l agg&egltl’?'a:t lééttlj'neo&n‘{j A ltl%dé%ﬁ P«th|oqs of tlfw% hght chain of

1.7.2, h1a8r% &lgs G128 < ééﬁga?’ By hgs AR 677 1or 18BN Do T ?%Igaet%ss 22.2.mod,
6.34.2mayl, 1663, 1-nond, paWdercs; or| TRBerges [Theddhtidhakg may comprise an amino acid
seque'néeq\M{hda“: |éa£t| cﬁlQ)ODRCJ%&XY? of tREligh chfaﬁﬂsotr 1 @}'25 P@@Sé Ny, 529@ 342, 6671,

uccal / mucoac

6733, B LR 105 2Dt (54 SPuP AL LS T HATRS S8 GATORGR. Gbmod or 7264
mod. sT b¢ light o, may gemprise amo etifl xéaugceSuthtCORsivm differeaphighindiyins that use

be enpl oyed as fillers in Sﬂft or hard capsul es (nade,

for exanple, fromgelatin o

hydr oxypr opyl nmet hyl cel | ul ose) and typically conprise a

carrier, for exanple, water, ethanol, polyethylene

gl ycol, propylene glycol, methylcellul ose, or a

suitable oil, and one or nore enul sifying agents

and/or suspendlng agents quU|d fornulatlons may al so

o o o o o R 4 a



conprises from1l weight %to 80 weight % nore

typically from20 weight %to 50 weight % of the
weabaresi4s Less sol ubl e conpounds may conpri se BRCOABADE001837

proportion of the conposition, typically up to 88

the saW@V@Rhd 30 gdnet. h@re?é?ébw tﬁ§ CDQL ﬁ‘r% %ﬁltef'e?{tellg}{t chta{ﬂg fel TR from 1.7, 2,

102, R Y B T G bl ey " BE4%A B E2d Ml 2mod
6.67.1-mad. & &11-mol yrelbetraod. dusferaply dtedighishaiocosyrisedia braino acid sequence

selecteB g &EQl IbNGES 4280102 8, 0/ Bl 08! 42y @148 SANkg sk 45 %@%%r 68 of WO

sonsof P 5 50 VRl o L LS, 0.0
Seq”erﬁﬁﬁ’?coéﬁ@lbdérﬁ‘tJ@EOt'éQﬁGG\d%n@ gglecfel f1or0 SERARQYHNO&NT 7f 11alD 9, 23, 27, 31, 35,
39, 43,@NBINETEE T B5 pwww@mwe@sw@im Yraitod® the %haﬂ%édﬂlgmﬁg &MY Sucleotide

sequen%é)% regco%gse Qh alni(r% ac§c§) SgcﬁlnlgC% I‘(alvxnCl UHI 0 IH% aga lpﬁegtlons deletions or

enDI ients,
substitidignss Herefpms é’mjerta%bst @e neyng r@@'d a‘@}@ﬁﬂ@onslilarefmoﬂsﬁwat've amino acid
substitigionso ITtlaardigodyiot poriich éhered¥ @@t domprisa fa@antbdp lightbHayh. pr epar ed

by evaporative drying of thin aqueous filns coated
™ ﬂgeelable backi ng support or pﬁ@ This may be

o PIOGHLISGD ARG itRYOaY ATe (R LA It MALGBE B1tb9qaorcestioh faateof that

comprigsg amgmardwy eene sequeline o peemiencel dyrivad fran a WAl NH gge. B Hevy chain
amino écﬁU {é’elbe';‘iﬁé 9@? bé 95nv9cf ?dm Qq{%ﬂ \ﬁji ﬁ a1 00 QE}{ ;bl\}b%d%?b misAled, gene

family. Ig T, bI 'TEEE' ‘%T rfel eas
ef easy ‘ForN &N ‘i‘?g‘P iSga |"?J HBfeo*Bﬁ'"a%ﬂL R §19% *a?fh%m no more than
three aﬁmom chapgsa tfioml gerdling humem &Het 18136l 5p B-AGr RBTESEB0r @i3@as d-4 gene
sequen&dli t abl e nodified rel ease fornul ations for the
purposes of the invention are described in US Patent
106, 864, herein incorporated by reference in its
SEQ 'DeWP?’ r2ef5y1° b t18i 225 261300340 3%, 42 @nd Abieciased iBAY@2005/067620 provide the
amino 4aCdenadnogs & SheSUIGRNAIS héﬂtvg Bhafie &F @\bélvtﬂ |aﬁtpﬂA§¢Amgnt@ijes for use in the
S [ n [ e nd i
:?V\:::tléa g‘r;\tlr{agEeﬁ i Ilgc glpéa ggrﬁ%gF hg el reﬁnge to cﬁ%g%({ugHCfs aA:puaBl disclosed in
0098P &0t a/ (2001). The use of chemnng gumto achleve
controlled release is described in WO 00/ 35298.
Parenteral Admi nistration The conmpounds of the

L,hvention may. al e admnistered directly into the
F’“?fefah'v'otged"@t°F@5r?¥“-ﬁﬁ§@*"ﬁﬁ%f@P® COBpInt Hie G2 Mufatieienteletitsy g e, germine
amino Wig segirnee, rae @y oficoer mae ehthe Vel of adlivbdiésst.7.2t1.97 6.12¢), ade2, 6.34.2,
6.67.1, BITB R 2B/EMNQ WS 6.6] Nbd a1kl bab, 6. iﬁr%@@%fshtzmaé 67.1-mod, 6.77.1-mod or

7.26.4- rlngE{ . ang{r%ﬁ;é t dlsgutﬁ%e g?vgnéhgﬁnt%?%tckrg%ggén%%}( molre of the same mutations
from g¢rrtineassy Aes thomwegwewtaammeas T8e iantitiobye m\ﬁls’@ewnfpme different

substityfiérsedn bey el merd 15F ﬂhef‘sbl’ﬁé'lbbsmﬁnd é&&dédﬁ rrfb%eﬁﬂ the é)le%llflégl 'aﬁ‘tﬁl)odles For
exampl@tl%r\m’]&%l a% MAHbEﬁI %9th§, a/ cgntg ‘1 oéeeoer mo el :fn%%o cid srulgs itutions that are

the sarye, a5 Rosp PYPog [oWTROKY 311661 BRSPS OB tht i tho same as
antibodgX€6.pi kerttis msnrel) oascamatit Snd nesAdhluleiedl fadt@r8s ammtidodf Blﬁd“ﬂngﬂﬁl order to
alter, e. Qgﬁggﬁmﬂrw Rt %ti@g’c!y%rtwﬁ«d@Aﬂ i ﬂbdlgs&%{rbr?’ra e(}ro?'{)re R%en fag" amino acid

| catl ons
substi g ?‘Pmpgftg%& gegniige giay e Wéd%%fﬁh%ﬁme@eeﬂoe@ﬁ aEHesiuan 0§ germine s
found ingj piiyeehefan mrore of the VU S cbfdrence anbadict.7.0n1. 82 tdi4e, sLeabbe?, 6.67.1,

6.73.2, 6&Nh C1 & 65 ¥eh 528064, @lsid 602 @Wo@%eﬁ A h&E 6884 Slou. 64YE1-mod or 7.26.4-
atlons under steri ?

mod, bdf ¥h%§g?rlt?otn hsosgbggiﬁg&tgﬁﬂﬁ%ren%? qu§ dm‘ﬁh i %Qpewtlve{ﬂwtltutlon compared

tomeﬁﬁeﬁ@Pﬁvm@@ acconpl i shed using standard pharmaceuti cal
techni ques well known to those skilled in the art. The
solubility of the clained conpounds used in the
preparation of parenteral solutions nay be increased
by the use of appropriate {ornulation t echni ques, such
as the incorporation of solubilityenhanci ng agents.
Fornmul ati ons for parenteral adm nistration may be
‘fornmul ated to be imedi ate and/or nodified rel ease.
Modi fied rel ease fornul ati ons include del ayed-,
sust ai ned-, pul sed-, controlled-, targeted
andprogranned release Thus conpounds of the |nvent|on

T | o o o o



| euci ne, mannitol, or nmagnesium stearate. The | actose

may be anhydrous or in the form of thenonohydrate,
wonref/@oalaky the [atter. Ot her suitable excipi eRCS/1B2006/001837

i ncl ude dextran, glucose, nmaltose, sorbitol, xylitol,

PreferdblyUd Kea@ chai Q)f 06 entAMAJGAVEARbRS Bsedin Bl idvalibe c&x@ﬂn%’és' dA"mino acid

cousk 0L 3 A 40Dl B BN ISR 9 10, pagp 02220302
6.67.1,&t2af-A7- ¥r7o1r§r5)1/ Frg0-b.07- 280 83f 6 2hemed BiFd@rnebdof.6T. henod, 6.77.1-mod or
7.26.4-may.einbre prefepdly, A6 hetay tiah cdMprisbEmiRE hdittdely@hcatQhd BR thEBme as the

CDR ré/gfi’JnX o? {hQ'Pe%\)é/” ch uﬂ 0199@1 182’%%’?'6‘23'2 E%ﬁ Euéé‘ﬂ YUY 77.1, 7.16.6,

‘eéne ycol~,
7205, 370k P& 2Bt m°6tfh%ﬂw%'|"°daﬁ&7§@mdu T hined Pei26.4-mod.” Preferably, the
heavy gjainegomatises ean solinpeattdssegdrincdfrom it Ibsst vse DR NEdi@AS! tf heavy chain of

17.2, PBQPM&@%@Q’%‘HM‘ %%'7‘4‘3'879&3’63?%10'71%%‘17@ '43’?%‘)('5%‘5 6.22.2-mod,

f|l avour's,
o542l SO 0 e Bt G oS oS BeSy AeER e amino s
sequensescwith &10IRs frsmdilﬁawnt heayy dbansdtigferaltly) thel 23R ffoordifieleat heanschains are
obtaine@ffrote7.2, MV@ntd Y, islbenelesls fedd7 1, BRabegls? Nt ANRT3h 5 7.064 982,

tr t Iatlon r 1.n tranasa .
o222 AT S 6 BP1-pE0 O BN ok 2k BEESH B HERE S compries
an amiggRgidseqyepeR felesigd frem $584D lb@ishg} 6, 14182270 P& 30 RBL28, 42, 46, 52, 56,
60 or 6WEWDI 28d5/06768R%IG drQuithadl Bk iSRS sédﬂ@ﬂc@d¢héj@éaa)y &fdin, may also comprise

on i S eRce BT SRRl e ot BB R TR 105 8o 1
21,25 ?ﬁe’%c%?rrﬁbﬁd@ 6% Pres] WM??%MF?@ e naelprtife eqagensel that encodes
an amineedidbdquerae heagy Nas hiiino had ingradig] ®@letioid drRebtinfidis Merdrom. The

substlttﬁlyr%rbﬁ)esbréfgrraﬁly cdHsevald amifid %C‘IPJE%B& uididcoa butter is a

traditional “suppository base ut various alternatives

may be used as appropriate. Fornulations for

rectal /vagi nal adm nistration may be fornulated to be
Nucleici Agigie.Megtprs -c“' glls apebitkchr hnbnthtth@memum&g eI ease
- ations include del a X , . Sust ai ned-, ed-
he "“9%%??461 Yegtgrs: hﬁsb‘i’e&%?tnééecafﬁﬂ i %‘P%ﬂ%ﬁéfaa‘?f@l*@ég é"t'bOd'eS are described
in WO Z096/P&62%ur al Admi ni stration For administration to the

eye, a conpound of .the present invention is delivered
Derivatizéd #hd piidaaeeiskiesal | y accept abl e opht hal m ¢ vehicl e

such that the conmpound is maintained in contact with
An antipggie op enfbedy modiof atibe frgentian sanf ei derieatizedtdr fiwkep ér armthet Molecule (e.g.,

anotherﬁﬂebﬁﬁé/ dr PR, rmpggﬁgrat %e%%ﬁr@@t)repomaﬁs FokheRe ARRARE such that the

MAdCA%/FbH?J rlg is ngﬁtfecgeﬁtagﬁr%e yekglﬁg%%e lyatlz?y(gg{) I%l?ea?g c/ﬁcgﬁcgléglg the antlbod|es
and a“Wf’W RAFi98S bRseyn the fuessiersarh intapded to inclidslah intaptmind modifigsgiarms of the

human afiti-BAdOANVBSfibodie® mléscrlﬁdaqfeféir\d/%ﬁéxbﬂﬁe %@n%HyﬁB@nﬂﬁBﬂ? portion used in
the lnvéﬁﬁ(‘;ﬂ ngg %%t%ﬁlﬂlg)(nl%g gtﬁ'%%g}# Faﬁ“‘ c&!?;hnghgenetlccf é b gc%nlc%va en as?oeclatlon or

enca
othenmﬁfo&np 81 morgo@grmlar Qg\tlthsWé:ch Mﬁ*@r@ﬁhk&pﬁy(e@} Sdyispegific antibody or
a diaboily)] ®deteetioncigetCd tyyotoxitt s@edt Ephainidc@BtS afdnlRRd/6a REILIE Glu&spt!de that
can me&h’t@‘aﬁsocugt%tohﬁé antl@omx&tﬂg@ rpgtﬁvﬁ% \glﬁq Ao rpﬁecﬁeg%)dglll %t & gtl%ptavudm

N Known, accepta such as’'s
core re%{%b‘?' 8|p°§ @B8%fe8hct i val injections. The sclera and
Tenon's capsul e define the exterior surface of the

One typ@'o@@@xv&fze& Qﬁb&ﬁﬁ‘i’s précREed gy @A SR b AWQ es m the same type or

of d'ffefeat {ng%p%t@gto f thﬁPéSBFr‘ﬂftC %E‘H'EP%Ef)htel§Lﬁt6'i"% é?é?§%'§ke(5$r incidde those that are
heterob&lﬁﬁ@ﬁnﬁh bﬁ\@ﬁgofWOt tiginglysiteedtive grosey sepatatedf byt hre apyrepriatet spiaser (e.g.,

m- ma'eﬂmﬁ@fza}ﬁ#\l&uy&exﬁu&m&& Bstéle Bphorﬁ’cfblflﬁncﬁﬂglcﬁefd Cdléﬂi'démwdylysuberate)
Such hn‘Rgrs QIQ-: HREEL7 f‘ ongherce C|¥emlca Brhga%%aog;%} [chm ically

I've agen I rect face of the
sclera and beIOM/Tenon s capsule. In addition, in
cases of ARMD and CME it is nost preferable to dispose
the depot directly on the outer surface of the sclera,
bel ow Tenon's capsul e, and generally above the macul a.
In addition to the fornul ati ons descri bed above, the
conmpounds may al so be fornul ated as a depot
preparatlon Such Iong actlng fornulatlons may be

.

.



sugars, starches, cellul ose derivatives, gelatin, and
pol yners such as pol yet hyl ene gl ycol s. O her
woealtofiagi es The conpounds of the invention nRgTAB2006/001837
conmbi ned with sol ubl e macronol ecul ar entities, such as
cyclodextrin and suitable derivatives thereof or
yet h Iene glé?O| contai ni n

Anothqr ﬁ;ﬁ)leog; gep an oﬂybllq gtlipeleﬁ i@ ®8$yut Vg n%ulrdge tion agen%s W|tl(1) which an
antibodyas ammmysabmugqf ths in@utin Il bé detwataedjn@rdeé)ucaeﬁcent cgmiogids, including

fluorestsh®  HudrdBd QfotiidtGardie0 rtﬁé’ﬂémnieomnémﬁneof napthalenesulfonyl chloride,
o S AR L SO O 51870 Bl vt
useful dms}atg@om creteasaipcberrdigh ASrexXidass. Iﬁcﬂﬁlaﬁ'f@iﬁaégv lugigrese. piing ghagphatase,
glucos@’aﬂdé%@@ndi e ik ivaHan Ga Epledeis Idvalkd ih & SedctabSeraime, it is detected by

addlngaelld%?on& refuglle%ts tﬁat%eb&gﬁmecgﬁgg eﬁ?@&u‘cg B r CBJF\ ﬁ&g dtd(ﬁé’fgan BJ]@Ecerned

e S T e

dlamlnGEHrﬂEiﬂiﬁé Kadiseth Edred feegion plotyphSehihds detedtgblea-An reibady neaychalso be

Iabelec? %m&y b Ia%j g%ﬁ&%édqtﬁrou&?(ﬁmﬁlcteﬁeégﬁremﬁt% aliBiM opgtréf@i«“aﬂ Hifding. An

ona I catl ons WO 117 %g beled
antibody ey tsiigbeled ite ‘@F’@F@Bfﬂ b sph ascyac @a'.“ins ﬁ”r?gt;‘??ﬂ\é fray, @lsq pe labele
with arpeedetdedied olyeeptide aadimerreemmzedwycaosebmdawlrmrtaf(e ac teugiee zipper pair

sequeﬁc@gp@mgssueg Qr BRI %n’ubfa@és tnl'b?el FBM&H@%Slef\s, _tebiﬁiéélté& aln some
e o S A <P AN D Bt A s g Bt inrance

phar maceuti cal conpositions, at |east one of which
- An an@ﬁlﬂﬁ@‘\l\mﬁnt@o@;ﬂmﬁb%e' Iébe@@ QR 6 aatoRibiied Bmihé ecid. N"Mikdielfhel may be

d
used Wcitlb«g?gé\o? '8 Ian% %ér&ﬁ?uhg glfrPclas?e Férg}s Fﬁ éﬁh%era cﬂgbeﬁmlﬁj Ee used to detect
MAJCHMexpressing Kissuea by eiiay orriien diegiesticolRpinioness %efowemféabe‘ may be

used tﬁ&ﬁ@u@daﬂ%/ SNROIA R disbRad tiBoPASAdOANNSKpreading teraes. Erenplel of labels
ISothdes BLRABARRAEE - °H, C, N,
o el LA By AR SO anes
8, "¥a 1@ thdS|{|ons "such as a container, divided
bottle, or divided foil packet. An exanple of such a

An arf) 'NF/ﬁ((ibﬁM ah?oopvama% Lids b® hérﬁgtfiéd RAck ﬁéﬁﬁé&l érgtﬁp §J&ﬁ as polr(ethylene glycol

l'ets, es ag IR
(PEGIof el B P G & SRR S0Py P55 BB e ool o mprove the
biologelmharastérsticsrg thai dnfileadpre.g. dtosmga@sef earyre haltle oretp dnepsiage tissue binding.
This RERSdoRG wB@E &ithed; pﬁl#/,to f2§ a &?@h-ﬁih&ﬁgﬁfrég’hgantsh@ RRMAL aff @nti-MAJCAM
tb(}E‘aonpos,ltlons at different sage intervals, or for
antbi®¥r ati ng the separate conpositions agai nst one
anot her. To assist conpliance, the kit typically
Phar | i for administration and may be

MH&P—Q—&@@QS&—M%

In a fgrzm,[ ﬁﬁpgcg tﬁ'{e Img?]n% Pr&)p \LIJI rr%sncomg??t r Xon?p{ %ng %P ?\ﬁi? %@F Ig{man C?ntl -MAJCAM
antibagy andraetieaslerfs tierlisg eoieet enth ) ﬁ‘l"i‘Rﬁ’ﬁ“?@ inpene annP%ﬂ'm%tSt he Subject of
treatrfeAig Burlard B bikgr didyimehte ghd subRctad 8 uéterkiafy sabjédtgIn some embodiments,

r node of adm nistration.
the V%?Rgrggﬁbr%r'? Qg ggogéagﬁm}ngat?’ephﬁ% bet ween 30ny/ kg body
wei ght to about 100 ng/ kg body weight. The total daily

Treatfl@® enapiyolixeadadiistmatisit « bedori nibrs inhibitogy ati-MidCAexbnddsekantibodies, or
anhg&rbqwdﬁg%agrﬁéntst gre&fhé(l&ﬂecdr%h% pﬁ#b%(:&klééﬂ\‘]‘ accfeﬁbl!ale Ot %lbltory anti-

ypi cal ran I ven ereln 8 ar e
MACGRIL BTSSR RS FOPRRS (B et o AT HG R g g i one or
more abeu theGPdLjc, t dingr@itig or ﬁ'h@ytahlgpag@ntan Agiglitidnalr therelpelulic gaentglitciude anti-
mﬂanjén%td#)%r%\mﬁb‘ﬁwog@&@@ abMis. SMQée%EI?s W?Qé%e blé‘l@ké}m llrilfufgh ke the topical and
out.si d nf ants an er
oral BYSREI3, B ALt RGN PATBT BAGEE NaFay o tulesonider
“"treatnment” include referenq to curative, palliative
and prophylactic treatnent. MPLES The exanpl es,
met hods, and preparations provided bel ow further
iIIustrate and exenplify the conpounds of the present
i nvention and net hods of preparing such conpounds. It
is to be understood that the scope of the present
|nvent|on |s not I|n1ted |n any way by the scope of

T o 1

o o o o



cbCl3) , d: 8.29 (br s, 1 H, 7.48 (s, 1 H, 6.91 (s,
1 H, 2.40 (s, 3 H, 2.33 (s, 3 H, 1.52 (s, 9 H;
woenB/pESs) mz @ 400. 2. iv. Preparation of ferPCTMBBIL0Ys/001837
(6-{[(2-brono-4-net hyl -
ammos‘ar'r)blylhtg ag&!h gsy e§+f%zf‘r@nyl)lla@£n9o}baéalamde or NCX- 45f6 the class of

car banat e susPenS|on
mmunprggdp B[ft §Hch as azat |opr|ne 6-mercaptopurine, methofrexate, cyclosporin, FK506, IL-10

(llodechiim { IL{1 2 {@preladingl -I02, WIF/Ch7 8 attigoaizts] CBA0ydntuhiste reptt aaThie100/5-
D12, 0}46‘!_ d?%;emgt%] g'%{l;ggf: rbrg c{dhgnﬁﬁgrt}%é‘%gg (tﬂe égss%f antigﬂ\% dﬁgﬂé such as

infliximgp, ega“wdm)oqprﬁ@cmewﬁrtt pipneeceptatye ﬁ@is %ﬁa"%@ﬂwm 2gRHFegich as
PDE-4firtaibfter (,I‘bf}tlh‘lﬂﬂiﬁt tetd) tTe\CEOHhMOTHKDP@?:@? RDBA®BB,, etd .abd m}ﬁ,nnlwbltors (VX-740,
etc) as-wéﬁ aE ﬁ..af fekhor %%&dﬁk& Lidh e gacﬁliug_hrarb Gh&8hLstP sél%veaéb‘ﬂeéﬂﬁsmolecule

tIon was sery

antagogo| St B EUASER, MNP PHETPBR HESELP AR ACBl B A 5o But o
limited 2 CO&-2anitbiicm e éy rateeakib, valdea@qboceQesgﬁb e -9 voltggeesensitive channel

(0.25) rﬁcﬁgﬂ%k' Qﬂh §§’béb‘3pé’t\@§ arfli p?e?d%éﬁﬁd Nkﬂ r@debfw ar@é@@ﬁlﬁg %ar(r%gnord receptor

resutln solu’I V}/ast; W V\@
ocglgt 3§ iR ERPBLESS Tt GHoUh P G P L RoB 8l Geraeseni or
chemoth@rapeutit Jagerifhe Sudhl kdtiticaal agegjamiay keainciddddet the same composition or

admini¥84 spheious sodium sul fate, filtered, and
concentr at ed Purification by high perfor mance fl ash
- chromat ography (0(r)1.5% net hanol in dichloronethane)
As usqst hpieind érhatnirsedibaly éxcentable rpaitipra meagpary gang  all solygnts, |dispassion media,
coatindsEspkidact¥hidl :and Bdifunyal aE’érﬁ?%bl@ﬁlt et #bborptn fentintiNg or delaying agents, and

the Irk(l 'gat(a% ghgélﬁ QE%W%HH?#N ﬁofhe 'e%rm)\(ds o?‘pharmaceutlcally acceptable carriers are
water, z58ingo PhosPhAi IyTTsS Salinh- 2oelple) Buffen vt sodiam seiis: odpxigse. glvcerol,

Polyetiiy@hé glyed) ydthanol and the like, as well as combinations thereof. In many cases, it will be

prefer{b {)[I‘(C%H? fsBi3hi %ggﬁg I?df'er%mp?e tsnéa@sz %LI aﬁco\%lg §&thé§n¥érlwﬁ’dn Jr}ﬁ‘ntol or

BN TV L EMUC N W
surfectamte) | wettihg Jagergal bv Injnoa ardounissaf lanxilar Hbstatces E@h0S \gettirg. @ £mulsifying
agentsrmeervat?\leg grLHu‘Ff%rs | WhicR erthaHEd Re m%m&tnrr@f@&rvéne@@df &He abiddayTl)

was purged with nitrogen for 15 m nutes.

Di chl oro[ 1, 1' - bi s(di phenyl phosphi ne) f errocene]
The cqymbsitinds usmd( 1 this invihtion imai b¢ 0. 20@8ety of formsOfgr eMample, liguigsemi-solid and
solid 6AbeVidrméasuch he@nrqaid(ieldtlonarwgt fhféctél@§ lahd linfigiord Sdiutibes), Wikpersions or
susperpsmné:l %aq)ée\lflé \ hg r])hogh f)zgg rc]:?II %?:\%Jl]se rlladlsﬁmggA%}#jt s%gposrq?lgs The preferred

form dzaenéﬁ op e 'Qtﬁi‘q?fjl"ﬁﬂﬁ’e\ﬁéédrﬁ'ﬁ'ﬁf?@?ﬁ pngk Berapaytic, appliention. ﬂprclqhgreferred
compasigons afdd theethh bf Rjgctalsil e0iH@sibiE Xblutioss, sach @xdompcsditiets diniey lto those

used B¢ ﬁatsgsee ln(nﬁgrz%}oh of hﬁﬁ?n@.o' 'Ilhg Cp}ﬁ%#ree rngﬂg 'o? a(‘ﬂﬁﬁrst@ilhrﬁ Q &Yeg{eral (e.g.,

rous So ms concent

inivavepRlfy POEATIoBHS waqﬁ'@heabérrrﬁw%'ﬁwﬂfdeagw dﬁ?@f?&%@ﬁ%@ﬂmem the
antibo\Ois "atiD¥isetrdalyby atatadue infsidnex dmjedidn. pmoanothed prefeged embodiment, the

antrbo!gng Qdfnmﬁ&lér@& By lhpan%g&rlégrzmtrﬁe@nal &%%e@é&@em + 1f & Bhe antibody

may be_ﬁdmrryst%'gé ?%ds‘r]ng a p&rmp_‘)ener?a a@og%gtorylor 'l_rbd&/q@ggefe(vgrr Orfﬂ% lrke2
2.65 (s, 3 H), 232(S 3 H, 1.50 (s, 9 H; LRV
Thera&eﬁt'ﬂ aorrm)ﬁtronéf%rcéhl n\Us’e beP §t&m=,a5r@ltslté?>ré Lﬂrﬁer the condrtrons of manufacture and .

storag h col po ro an be u}é d as a tYon)I hi ed c¥ owd/er |croemulsron
&t ﬁ T Pﬁ 'h70 SO fSSH Y& a so tp of

dispergiesy, ﬂlp%dwl or [oie{ prpigreq A&L@Wm%ﬁ%w wgh4drrﬁefq'?9¢rﬁr1tlon Sterile injectable
solutions cdb@ pebarba ¥} [nssthdraxiny | theasritimMdCAM antibody in the required amount in an

appro;m;{e@x%/&x Cvltrgbdehd? a%b%&@i?@%ﬁednﬁ %?hﬂ‘negat%d QJ&@eS ag'mablred ]'followed by

ster ”‘Zﬁ‘i‘qnf IniBe epse et steileroweers for hg PWEaratA’“ Shyiigriy injeckpRle solijens thppreferred
~ m xture was stirred at 24 %for 48 h. The sol ution

was neutralized with saturat'ed aqueous sodi um

bi carbonate, and the resulting solution was extracted

wi th dichloronmethane (3 x 20 nL). The coll ected

organi c was dried over anhydrous sodi um sul fate,

filtered, and concentrated. Purification by high
perforrrance fI ash chrorrat ography (O 1% et hanol in

oy 1. 4" 4




Anal . Calcd for C20HL7N3G3S HCl: C, 57.76; H, 4.36; N,

10. 10; Found: C, 57.87; H, 4.58; N, 9.88. The racemc
wobnrew/dbasge was separated by a preparative PCT/IB2006/001837

enant| osepar ation net hod whi ch was devel oped using

ercritical fludch At E
o PRSI 7 PP BV Pt S e o BER Rl oreden
plus anf amyheddmml|c@sup|dausmed|emérog\epaqr%\ftwah steril ?%JgP'htﬂleE?ﬁf ofGenerally,
dlsperthé £r§ refAYEAy iR FativgBe Sdlile do&iﬁo@luﬁnt&@st&nl@ﬁh@:t&ﬁh@&ﬁtams a basic

d|spers,&ntnbeéﬁl arﬁdtﬁ% r%%{rélc{]éatﬁgtlh éhrlea f@o@ﬁf{gé@%hln%?at%%&d@ The desired

chronat o a
charactestiol qf.acﬁqwthmsc@a b RIAAR. 48 XIS, SR AT 196 AETES Bestsng e
partlclecbfzefrh 168 t4sa lop@spesion ity (reragd dssarfactants phospholipids and polymers. Prolonged
absoer ion o‘?m%a%éea ?Aa %}@ﬁ% g{,’l r&.@ﬁtQﬁ %\%Ié@?ﬁ%lcgﬁbos?mpanaasggnt that .
delays ebzaqrpmﬂ fOW@@H‘ﬁ‘Sl %@WO%aratF ﬁ%!tS)m'V@‘aﬁ'ﬁf?ﬁﬁe"F‘lé %?’EH?%E ‘

mai nt ai ned at 350C. The nDbl | e phase used was

The arﬁgﬂ%ﬁg %fr {qtg (EF%%%'}S H}ygﬂtlpr& &”Iml c%mng,tte{?on k\%l aaﬁiettyr%f mg@gésflipg\[m in the art,
althoughrfer reang drespavtic applieafions; &e@refeme r%’éq/mOOEr?éﬁ‘im'@ﬁﬁt'Ori‘s Fefcpaneous, »
|ntram&Mtrademéﬁor@zravéﬁﬁl@lﬁfbﬁﬂﬁe s Zil[ba]abbrédidaéaHy tie skil@dartisan, the route

a”d’°r|'_"/)g‘1!?% ?T'nﬁ’ﬂ/%i?%)wg/ ’gge?’f)gd‘“ﬂ Gt thidesllreﬂ)res enyl -4-sul f onam

ide and (+)-4'-cvano-
In cer’cél?\/'eﬁwﬁo&rﬂenh;\/ d‘l’é@ﬁw&ﬂp Eorhphsiyons d1aVI 2 prebdrbi plttea phrriet-tisal Millganetect the
antlbo{n haec;amg; Sabis ca{%frgés% %JCFI Led cSr@rﬁﬁWr&ee@a HM&!&OW&&IMQ FnpksrtdN Bansdermal

escrib apove r t
g oA BB ANRELESTS; T CBeH A BEF R B R g e et
such ab eﬁpla&dnr@lfacafmbmolyamgm:s wolyahiebloracidecollaph pplgeriapgsters, and polylactic
acid. maﬁ; foddds tﬁ%réﬂa@tl&?g‘ stéh f@mfufaﬁ&\skéibsﬁtéhlédhﬁ @&nerally known to those

version to sal t. Man
skilledsin) the Art.c [ReBrAad: oﬂ‘rsﬁ'fﬂﬁ‘& ’(féi‘i” [)ég%e %éo .}/q Be” es"% (‘éavggbmson
ed., MbrberkI«adlnct Né\@YQr@?IQ@B)) 83% 1H NMVR (400 I\/Hz CDCI 3) ,
d: 8.05 (d, J =8.3 Hz, 2 ,776(m2H) 7.58-7.71

In cerfq'gw erﬁ_boEgﬂentz gba{t%\AAd]C\]AM an}%%crlz % té le/enhg Eén gtg ’orGagy aerm&ered for

examg(leywitl? aiinert Giluget of en agpirailatie 5d|lpl|2 cargerH)The E?QWB“'H‘:(SH othefﬁlrngredlents if
desnreépébnoalsoTB@ cRIRPAIAEL i@ @NsdRtshels eaatinadapaue, nempresbetvirdo tablets, or

mcorpBrlagS re%tly |nt'c;> qlﬁet nze%gs Elgtr E&a&H' tﬁerg e"ﬁ@@\éﬁmnlﬂb@on the anti-MAJdCAM

ogra condi ti ons
et b R REIRS 65 RS BE o | LS %&'ﬁ‘%&ﬁy i tvits
trochels| dapsufes, &ixicki, BlHEslops) epyb< arloaatdehy m@scmzﬂmmﬁer 8gpmpound of the
mvent?)gh% oﬁ{e?flbgtg % ?ﬁ@raFéHnH{mraﬁﬁ k Ry %Q'n@éﬂsﬁrﬁw QBedhY chhigsRd with, or

0gl es enperature was

co-adppigistef 1 ABPOLRd ‘%@Oﬁ“at‘?rl‘?é{‘]’r?ﬁ%ﬂt 'B?‘lcégaé'o lsed was
supercritical CO2 with 45% nmet hanol as the nodifier,
The cgﬁbd%ﬁlé*\snﬁ%e iSVRKtoR taG Mclude AtthatageliRUnyreb&@iv@im&t’ k4 Mdraphylactically

eﬁectg% [alagxfn o% @aa rhh ‘ﬁe‘{? %rztﬁrsr? blﬁélngl%)glop %fﬁh_e %@%Lr@ )Q’atﬁer?ﬁ?utlcally effective
amouhtb st id art gmat Siteclivg, pedosaerrand oy eeriorn AT YRAsNagPESANnIgcRChieve the
deswéﬁhﬁer&&h@ reSun A th%pé&éa"?@ﬁ‘d&wemn&oﬁtldblthevmxﬂbcﬂy br antibodyg®rtion may
vary %c?jdlﬁqetfg?%cgrso&cﬁ a?ﬁgg {i%gasigt % % rs%& Stk e IHtQ)W?\E mthDdusWaaﬁd the ability

ng enant.i omer
of the(:gnmoéﬁorfa,nmfix pratiop &9 ¢ligha ggsires rgspﬁ?s&uq the indiidyal. s/bgnérla%?uecally effective

amou@Pik i alsal onk i @hicioBsy, tokiaJoPdetfiragntd] -effectna thet pntivedyeor antibody portion are
outWeéq’]%teg rb?}r@qgerﬁp%ut?ggy l:JeZef%%l 8iths T A2 pRRnyIdc R RESHbNE la¥ount” refers to an

amouny effeglive atrAPERISR PHT éﬁw%aﬁ of % ngeastay it ALTRYP M. dsirgcopgphviactic
mde. [a]D (MeOH) = -17.34 ; Anal. Calcd for
C21HI9N3GS O H2O C, 63.61; H, 4.92; N, 10.60.
Found: C, 63.59; H 4.93; NI°10.60. Enantiomer 2:
(+)-4'-cyano-
L/ -[6-(1-hydroxypropyl)pyridin-2-yl]biphenyl -4-sul fona
mde. [a]D (MeOH) = +22.29 ; Anal. Calcd for
C21HI9N3O6S 0. 14 H2O C, 63.70; H, 4.91; N, 10.61.
Found C, 63. 68 H 4 92 N 10 45 Exan'pl e 4

~
~ a1



with ethyl acetate (50 nL). The m xture was washed

W t h aqueous hydrochloric acid (2 X 30 niL, 0.1N) and
weoeabwrriatied sodi um bi carbonate (2 x 50 nl). ThePOT/@BIWE001837

| ayer was dried over anhydrous Na2Sq 4, filtered, and

result. R S&h&rﬂ%%gp pﬂwgy%?éfg 4 gy @%ﬁ%ﬁ&té %k@%@ﬁﬂ% %ngq%%f disease,

the proghylactl%aﬂ:g@‘few am 8y be les(g thag ﬂ‘féhe(queut igally egeoqu_ﬁnouq_t
8.00 (br s, 1 H, 7.71 (t, J =7.8 Hz, 1 H), 712(d

Dosagglﬁﬁ%z r%;;g be:ﬁdguste%g grgvug’e 91@ Jig?ﬂéurﬁrdgglr;eg :l'es%éns('-:s'(e gg'él)therapeutlc or

pProphy(asicyTitRoBRSY r [ ofickemrs, P)Sl'?ﬁ'ﬁ helfofen P8 SHMBBPLECT HETBC b 4RRRE o be
admm@té&d rdver) tirveasr taeldiegk can be proportionally reduced or increased as indicated by the

exugenuéi G (tﬂre hb{éiép%%e%méhanpym GH Rs chiy] aanagtageous to formulate parenteral
compcrﬁvmsdr&ﬁcrsg lgﬂg%m dor(eg% of f%rg Pflﬁtrit[o%?ﬂﬁj L{ﬂi[%mm cg{ u?,age V\g%sage unit form

as usedthereinaeferato @sily fisprete uriifs sulthassunitary desagesder tregpdnapplign subjects to
be tredlédl; ehidhi uhitl EcttRthg gréLasleminBy huaﬂﬁtf/‘ 8 acfivéd c¥mpsunBcaicuied tb PRduce the

deswe? gweraB%ur ig )c(aﬁ%&n&ssocuaﬁ?rg\ltw{h%he reﬁ%ure phé}%aée%%&y{g {&/ gﬁ’lﬂ)@(pggf cation for

the dashgeo KA toFme pfpme('m@nt_fpn e digtajed byhandnflisectlyr depgadeniyers kR ghe unique
charaddribtits SatttHé ahemABCAM EanStQ)Hthor @RrtioR therdmd andl)the Paticutsr ghetapeutic or

proph)llﬁgc,e LrefPd b% C# Eg/eg\/%rd (w% %s%@% in Cff\é Errt of &9{1 o@r{&ﬁiug such an

ncentrate ove tit I nternedl at e
anﬂbca\sforathwrﬁatr@eng?ﬂswefm(' "B'Bd'\f,)dua‘sga% HPLC: R 0.628 nin.
(99.5% area). 1H NMR (400 MHz, CDCI3) , d: 7.48 (t, J

An exem%a% nEE Ilmlﬂng%nge%r%(ihigpeuﬂ:alw 07 pr%plglﬁctlc;lly@ffectﬁe grgodng@f ) antibody

or ant(bey ))omcm of thagyerﬁmn i OZSP‘OG%Papg/W JRer fprefergnyHB1 to mg/kg more
preferﬁ)l)( d.1-220f1-th 1@ 9 O dioPenditgl Jresomplembsdihertds, aydrnppgtion ¢gpmais-me/ml of
antlboHyniﬁ akpié op Sy MM'SQ&]urQEce@dté? H‘Br50mtrﬁWIN§Cl kR dﬂ—a\gm%ol%ﬂﬁé 80. In

other %@P?%%n&?la gemugﬁt%r) g? a@g f“ a%p antibo |n527% rq%wl of s? jum acetate
trihydrated4 m/et pyhannitohd.02 Maysl qﬁﬁlsodwnséD%ﬁT@mdra eTRe mﬁlea'tw@vsorbate 80,
adjusté@® phit5 9 WighldcRl acdtacRiNglg Mg smiadknsid fde S Bit ditfed braisbdBelis Lerormulation

contai sz&ﬂn@%ﬂoﬁ%n%lbg% {g?rgq!ﬁ“‘gf sglcngn gc%{éteq}i@dmédﬁsorﬁg é'm(émﬁtgl' 6‘02 mg/ml

of d'sc&nny%ﬁwghm@@sw mof! pt @Wéﬂbat%% = eSiRIER DR AOAN PACH dEsibaci. 0.
for subtlitnbdus &t inbradendes ustonie isits bagoted thaicdvsapel valtibs mapvaygwigpthy type and
severlryI (Htlﬂencg)néMJnno IBS)é nEtedetltIW o PRk %nc‘eﬂs’(ooél)tha?ﬂf# any parhcular subject,

tions were conpl ned and cgoncentr c? g
specic; daveas [SPIBILL £l BF Y QBT N (ESq5ngy 10, ggidtpiphgad and the
profesRibnZ jug@ment nf th¢ PFsdB4dmmeste)ing drHuxbdi\ler(gétﬁ)@adwmstra@D@f 8 compositions,

and tf@it dgsag‘élra(mies st fcrtt? hg?elh"%re el(er'ﬁBl_lsry @nl?%n({ ?re not rthﬁ)Zde@ tcHKmlt the scope or

d
PfaC“Qo"é"“eféﬁ)e C?J“%’&'“‘(fb 9 H) 0.1 1 (s 6 H: LRVB (ESI)
mz: 239.2. iv. Preparation of
In ond—émbb@mér{t[tf\éfdinfhbdaylts)éldﬁlﬂlsﬁféﬂ e fbﬁulaydn]a@)é)é}emgfaﬁbébhwrutldﬂll having a pH

that rad'xgéﬁ?frgrp oabo%{ﬁsg)gg %gﬁ:ﬁ% and co%u::if gqgf?oga &? 6}?92191 tHlt Qtﬁ 296 mg/ml of
antibagy.rferrhghoyis] mflinak ¥ @@phWO)n{meplg{' G4 histi tﬁger( @or’g_@ @Jt 0.01 mg/ml to
about0L0Gxg/MNad |p)>lysoﬂbatec&)aﬂa’6lapm nyd miflindlak focabylit 40D Indilirmde of OelbBse, and
. Xxture was
o I B DR iy e X
sodi um bi car bonate (2 x 30 nL) and aqueous
Anothialyghiped of the ipesent inderti@n proBdksrkis cdinplisind) an drtidAsiCGBirentbody or antibody
portich @Y@E indBRiod by @&n&%&ﬁon%&hbfr@fmﬁ Q&huﬁ?a%dy fA kit REEAURNA addition to

concentr at ed vac Purificat

tho AP OO JARIEOR oA RTPRIBATH. o R e ygtons foruse
acetate (1:1) and conbi ned 5 actions were concentrated
to afford the above-titled internediate as a white
solid (0.21 g, 76%9. HPLC. Rt 4.236 mn. (81% area).
1H NVR (400 MHz, CDCI3) , d: 7.89 (d, J =8.3 Hz, 2
H, 7.60 (d, J =8.3 Hz, 2 H, 7.52-7.49 (m 4 H,
7.43 (t, J =7.6 Hz, 1 H, 6.87 (d, J =8.6 Hz, 1 H),
6.59 (d, J =7.3 Hz, 1 H), 6.22 (d, J:80H21' 1

~ ~ 7 ~ 1 N ~

~ =



Exanpl e 8:

4' - cvano- N-f 6- (et hyl am no) pyri di n- 2-yl 1bi phenyl - 4-sul f
woneamodei43o a suspensi on of PCT/IB2006/001837

N- (6- Ami nopyri di n-2-yl)-4'-cyanobi phenyl - 4-sul f onani de

in a da réots{zﬁ % et?]er%aeg%orﬂggéd) Ih Q]OJ@‘E%%%} §r11e|m-t)19 Wﬁ’\gﬁg&e{% antibody or a

compositiery eampfigingAf apgp éiraglaﬂg@aage%tgatrcgg G Usgst in @@?}Eqﬁisqieaﬁrbﬁ%gelow In
anothés boirdfdr@dl emdadinddht, Nhenkitt iedudbe the raetibioliyeoreedehintpositpnabmprisihg lirand one or

more tﬁé@&%?co{?gmf%t cqg bé Qsegﬁ rgethoq dZQ:rrEHE[ﬂeDow After 6 h, the

m Xt ure was d wth saturated aqueous
sodi um bi car bonat e, and the aqueous | ayer was
Gene LiraP¥ct ed wi th di chl oromethane (2 x 10 nL). The

The a@fBB'&?ééf'\EQd Plrth’@rgve%trénar)éﬁ fb§ amﬁrst\é\@cct l{begi pé%rtrthn RécdereRdla gene therapy.

over sod] um su

The thegapl dghayelisc &ithel ‘ﬁs“r'r"%‘Hr%?fé\‘t%ongthﬂ? %so' E‘tdtf%@ rﬁge'c acid molecules
encoding Xoathes heaya\chait laed priigiduabin (afk @@SQstereg% a patienNMVIR @ 4B0e preferred

emboMﬁgnt @Qhéé.c ’acrg md?ecggs (28 ad?m@st&ed"éuchahé'fl)they7arzgste(b(§,rntegrated into

chromjs.ogreé 0 és t;:%cause ﬂlﬁﬁe z:%ls aR g)eg;algﬁd fo_rl_ ergiucrng agrino%%s In a preferred
embodim@qt,lpredzlrsoﬂB leiplls eBe B@sieted gr:rgfegeq_gx vivio zpq)d redrangplaotedyinipqa patient in
need (Hé}eotz |F|)an13th3|3erhl50d|m1=:nt7 plectéor BB cdtls or lolRMBcd|IESte) infektgd in vivo using a

recomﬁm% vrrrﬁ kﬁ(lj]_vxa{! tgﬁ\?acyé\a ﬁejl%p&%?@?k%%&l X&éoégésNé?or ge_rlre therapy include

liposomas, 3@3;1@@, and ofifall yegtorst h@xefr@ﬁa(l “rahbecb'(saﬁﬁ régovg%wqaqep‘ovrruses and
adenoTa%béo%teE,vrrfmy beerpfepeT @derly viomer axfviveKielels df antbbdy expression can be
monltgr bfﬂ(rné;ntsg{? SRR RS eB8d ?ﬁ@ﬁt@n@%gnd thylifRufeasd®l kfsn in the art or

he appropriate starting materials. Table
dmu%&%@r@t anti - MAdCAM ant i bodi es for the treatnent of

coeliac disease and tropical sprue The invention

In a Jr&er?e:dee‘%bt)&mext ethé’ﬁ&e%er?ﬂﬁrhe‘t%@%?ﬂs@@th’e keds Sﬁaofrrmﬁstérth an isolated

e SR e e
antibeaigl dne sxprassio@the nadéie séibmolgediee clnlapotijevisabadipent.she geng iseapy method
compF?Jesttllibestédi'f'rﬂrI %&Qr'ni@t@hﬂg' &h SRS hir¥icl atidafolsalel enadding thedliyht chain or an

antrger&;@ﬁwg @B%Prh!h[arﬁgfs c}f 88 raEItf &Aé&ﬁn qut}?tfy a%ﬁ e%%%s%%b’ lth%s‘nuclerc acrd molecule.
Ina m@mefpmmert@gl, thggeqeélggﬁ@py @fethp%gcéqugqslthegst%spﬁadg}r.plstenng of an isolated

nuclelc%@%dlé&ulﬁlﬂn&ﬁitﬂrb &h@hbatrﬁéha&rl.b’rfaa@ﬁtrgeﬁ binbieg pytigrhiberpdfemd an isolated

nuclercfacrEA&né) ?nc%gf@ml %“@Eha‘ﬂ'ﬁér tl%oétjﬁl -btnlaﬁ'r% pbrﬁm tpérEokaf HinBShadCAM

n bi ndi ner
antibesy ahhe BveRtien an@r&dw"a fﬁelgr gd f(‘g les. NEteSe@eE% gfawe%d may also
comphisetASst&ilE adhibisterirg3Botiednti-nflaramtary erAbMurrTtodidaery egenf.e. g.
Act-1 ; US 6,551 ,593), can inhibit |eukocyte
extravasation into inflamed intestine, and can
therefore be benefl cr aI in the treat ment of
Inhibitiorf df siBrrhd eng pdbesiond dCANhantibagd CAM

I T e T
bindily ardisadimedisheot Mt GAddrin daatind cels tn (MAdQHMV@_T retieh ceanéte rigangis, such as L-
selectu‘r) rto MR@CFEH gﬁg pwﬁ%mkn%y k- MP!d@Aﬁdéjhtﬁﬂaﬁ Bnd B&#HRBa Soluble form, or

nmune, r.es
oL B8 PTERS & SrRL. (8RO PERHET “BRCLTHT At B RRCAR antbody i o
humdnhetilegai@ utri arnothxs&mﬂ\zhmet te rroitbodyner podiab tHemdf iplibitsdiinding tetgreen oup;

"and @%&ﬂ@[}r Q@%M%Vﬁan%%ﬂt des Fr%feh@tﬂerﬁ%@ment the ICsO value is no

morg thanf éin np&_{,% %rﬁ{el(?respee |Imgbteﬁe }%%t‘ﬁlé lﬂg%sf E:Tn meEI % more preferred

embduliment tizEniCho-valserisnleddXH@AM Rrg b Scfides/nii ori. @xiplmls | ﬂreanother preferred
emb@bﬂﬁé?ﬁ fHeOEL, WaRB 6 RES hah by ﬁnLhUWE\!(’id;/rﬁ_n& 08 iugmiLe ™MAJEAVEIue can be
have been devel oped and |scl7os in WO2005/067620. An
i nhi bi tor of the interaction between MAACAM and a4b7
integrin, such as a bl ocking anti-MACAM anti body, or
an anti body to a4b7 integrin (such as M.NO2, which is
humani sed Act-1 , described in WO 01/078779), has been
postul ated to be useful in the treatnent of
|an arrrratory bovvel d| sease (1 BD) Hovvever it has now

1. i a s Y "




travel ers who stay for six nonths or |onger. The cause

of tropical sprue has not been identified, but it is
wonrolyabtysdue to a conbination of factors, i nckPadirBzm06/001837

infection and poor nutrition,' that act together to

measu%@@%ﬁgﬁe@%oh kn% gln Qﬁe LrpeT\éﬂBI gil Blﬁ m§e§$lu§§an Méeﬂsgreh tby ELISA or

of trop
adhesigigssay- daA PIsETED H‘B‘qut%?ﬂ% the 1Gre Kalipd® MARRHIRd O ﬁahe@% ﬁ%%ahw@ either
cells ortissriel vébich Siytively exBess BIAOAM ancbliDbrdistle vdsh savarbeerpaigihesreretd express
mAadcAw rule out other causes of diarrhea. If these are
negati ve and the patient has lived in the tropics for
an extended period of time, then tropical sprue is a

Unlessgcglﬁﬁ%%,rg%ﬁng%H%rila,nf%é\{ fj?: a@d\}?thlceﬁ t%"PwstUﬁ%cP {n;/?aone% ion W|th the present
inventigr ghell aMeribe meaninge that Bilej compopli endsragdof bl ihase of erdinary skill in the art.
FurtheCaRIbs3i dthdpligDBqliRa he cahte® sialadteths shall REudd ggBIGEs snqulural terms

shall m%l[u?eothg ngulsap r 851era%f %S-Hgiﬁlahjpeg ugéds g @%gec?o \9131 adtk éhﬁfg@es of, cell and

tissue gyfiturg, rmjepﬁulﬁr b@ggyclmwp@(pgyvmlp@hlplﬁ@, genelics, m(otalﬁ G”CE“LI?W apid chemxstry
and hyblationedbscribbEhgdéih b@rthosemell Ahda dnaemaaiisad tHide b The methods
and teéﬁh{q@%y dJf th@i)?eséﬂ’t] q\vgrﬂ? Lr@%{g r?gr%fréllg g&%ﬁﬁe%%ccdrﬂngatg@bweﬂﬁnal ][nethods well

an excess anount
known fin, the aﬁtraéglaﬁé’ﬁﬁcr '?@ 'E‘J%ﬂ?l‘?f QG"FT?,’ g peye spseifigppferaroeg that are cited and
discussed tthrbugbbut ¢ ;améntfsplamf(camIudleésacbtlsanmealnﬁleﬂied obe®t ey., Sambrook et al.,

Molecu?é#%n%@eﬂﬁ%org&? Waﬁuaw In M1 tC@lmS}Snrallaarg@rfLa%r%@yPrwsl €old Spring

versn, R32 {90k e Bl R B R PP Rt AP b B Bypiatng

Associgipg i(1998)y anthdtarlep el fliagal /ﬂlylb@lqudé mq@m fVianuay,heold Spring Harbor

LaborefBAN RSt 061€ Hfin HABEH, qwenbgos OWhikth @ret ERp¥REd herkin by reference.
Enzymgt;;:g:elrI agz ?n%lléﬁ ISOUHF‘ ciag ona %:%1 ﬁlp Iacgl%g fpr rréogrt%ﬁ% n?c% Plg% O%S Qn %ufacturer s
specifiggiiens agsecoatiphiyraceqmppshed in tBp prter agpdeserivpd bergine SEanpae techmques are
used f6H REAIGR syt &) ciieniidaParRRSds! prahdcyutied foRsphiatich, APmMIbn, @hd delivery,

CAM anti body. Anot her aspect of the
mwtmgﬁﬁﬁﬂ#k%%h?s the use of an anti-a4b7 integrin antibody

for the manufacture of a medi canent for the treatnment
The tetrh ‘pulpkptide’ eticeregesaesamatiyendr arifinfal prateinsppraein fprgetests el yolypeptide
analog 86 thétEin RERSCA pBEEAR AR be mbftincAOb! rodhdft/ | N egrin »
ntibody 1s humani sed Act-1 , also ca
Another aspect of the invention is a nethod of
The tetny ‘alated piotedt’ oc'zelktied polypegida’'sea pa@iner pelypeplide dlat lypuirtve of its origin or

sourceFUf @&ﬂ!ﬁtﬂ)‘ﬁ' Y i& 9&|a%§félaféﬂ %ﬁl@ﬁﬁurall&sdsﬁﬂlaﬁadtcbﬁbﬁﬂﬁlg EHaF Q(!cbdvfpany it in its

natve R} & e FARIEFbroBle PO PR eha el Bl Sl Fogh aiferen
speciegnori (thiderst eat aggur Ndainmg  AlUsy ai pelveeptide thabds ghestically synthesized or
synthe&ighas b Qéllufaﬂﬁysfeh\ailfféwwifrcﬁ@ thel lc@ll fedm BhidREIEh G849 Rigihedds Wilhigs “isolated”

from itgﬁaﬁf}%lmgoc% ed %gr%cjngr? dé B%%ﬁ%aﬁ]@%’o% rér{dgreh gl?r!stafilﬁar I)Vﬁee of naturally

er aspec entl on
associgtpepmpapntsdy 'SeBanr Wg@f%@@f@w/tﬁhnw@ﬁ\{e& Kows mtl]%aft
using a therapeutically effective anmount of an

A protém Ba|§p%Ft.d9f. Mﬁgs%%n%gﬁe Mmggtgﬂlﬁt%@ d@sﬁgpa%e%&*s %ﬂ@%g %gau% urified”

Pr ef erab ant |
when g dgagt; AUt tsﬁé‘f Bt ol psaaelerexiiviis & siglespedng of B‘éme?tld&al'rh‘ilpc"ypept‘de or
proteirfbmay be Mikn@Ad/ic dEvieuitinmic.e A safsanily pyuregiolybegaisé ot lpete@DRI typically

comprie€ SHRDNSRS 6@% $(§% ‘%O%"Er'gb%qNN\%fea J?&Qﬁ@ar% mQ@Q Uﬁﬁﬁiﬁa‘\bout‘%%, and

of

rotrgy AL 5ol B el P BElEgoS W pamber o means
well km/\@fle b by sicth asrplyastiaoideogeh lelegirppidseriby ofor protein sample, followed by
visualiahy 4 9l Pl g‘ﬁd{btlﬂg bdHAubbORaikiNEh & §dl witle¥ SRin RN RndWnai BE 3R For certain

an anti bo or antigen- blnqlng portion thereof that

acts as a NﬂdCAM ant agoni st”.” Preferably, the anti body

or portion possesses at Ieast one of the follow ng

properties: (a) binds to human cells;(b) has a

selectivity for MADCAM over VCAM or fibronectin of at

| east 100 fold; (c) binds to hunan MADCAM with a Kd of

3 X 10 10 M or Iess or (d) |nh|b|ts the b|nd|ng of

o s a A AA 1 /7~~AR A



36, without the signal sequences; (j) an anti body
conprising the am no acid sequences set forth in SEQ
wWOoRu¥D07@8 and SEQ ID NGO 40, without the signaCT/1B2006/001837
sequences; (k) an anti body conprising the am no acid
e t I
purpose% gi&l?e? ?%glﬂtt?b%tr?é/oc[e d?ovlio{éd ?}E%Aedﬁgfl’e\l.g or%%e@ﬂw@ar%ﬁ%ll IQO\hph the art for
p“r'fcaE‘ES’rrprl sing the ami no acid sequences set forth |n SEQ
ID NO 46 and SEQ I D NO 48, wthout the signal
The ter@égplypaties fragmeht” asusad bérbio eijer<£10 RpolySdpide thdt@anan dntincteinthal and/or

carboxyst@%%n&é?e%oﬁ Bt ﬁl;hglrettll;b rjemaﬁﬁg%nl\ F\% M sezrf\%n@éqlg ld§’1:’t@al tpfhglg)rrespondmg

uences,

P°S't'°rk§a}ﬂ3? P%wﬂa °Fﬂ‘é””8ﬁ? sncsc npoue &mem@tss E%gn?eaﬁs@r? 3t .l?as%écf 8or10
amino dc@s Nay. 15 6tharmnbSEQet) tHd@agbts ae btharst 14tdménosicign hg, more preferably

at leastDO GHHI &8s Ioﬁ@bs@aﬂy AN PR nifoOLHRE | loﬁ% Rerl rh@re %mfé?éblyaﬁ hedst. 70, 80,
rthlnSEQIDNO 0 and I D NG

uences .set
90, 100 %’% vﬁ%ﬁ"@m aic'ﬁ% °8¥-gnal sequences; (p) an anti body

conpfising the am no aci d sequences set forth in SEQ
The terh Ebdypkptifiétarpitd” Seiekd Kerd¥Jefefilo a letp@&ldib tﬂah&)nﬁ)hé}a@%'segment of at least

25 amn’?o %@? {h?eéﬁﬁa’g s@k%ganéaqide@g/ t?%tplo:? 8%% f laB nhléglld E%US%CS ag% 0rBs at least
one of Ftl@fO’GB'”g WIoPpriest (D tseecdie Ginging g@e%@féfégnder PLitable Piding conditions, (2)
ability tQ.BPIBIE b.,pPihteiEand/ar E:841dcAM bindikto MAAOAN Ocn'qlé) aiBmFyltcb ﬁédwceCMAd@ﬂM cell

surface%Q;% *as%%ﬂ ﬁrpwtp) r{r ﬂ%/np oegplca[I]ya)og]fﬁ%txdﬁ gnaﬁcips chprl e 8 S%ngtgg amlno acid
subst'tw.t'ﬂb<°h@%ampnc9h deleliomDpn respeshiteothe ARfuTElIRGCHTRIRgAUEaFed Analogs typically
are at |@BROSMNGRSacdlE loBg, padfe st Gastis0] d0pTly 86 @ embetbofof 200 dnfi® acids long

hStd f.: , 6. 22. 2,
o tono) 1oy RGR B2 B A urenbi oty g o
7.26.4, 9.8.2, 6.22.2-nod, 6.34.2-nod, 6.67.1-n0d,
An “imreung@obliintixce @inamefic 2®ledule. nioch rahally-breukingivtmuabgdbalin, each tetramer is

compos%@ 'EpMoS@eﬁtIJahﬁalrls 'ogwlypgghﬁé BrafdeRdach p&ORRing BHe %(a@é{jt BOkDa) and

one hetawé g%aogt IOSl{E?aﬁ gtl'gef g%l%gger@naq Fo%orz%f %a%&%ﬁ%ne grgluéeé azvanable
region gf @xputzmoao 670 pr mere7@nity a@ds7timbrily 7espénsible for 20tigBn recognition. The
carboxyﬂe%aﬂporﬂoﬁo@eacﬁ hdin e, a @@n%t‘bntzregﬁﬁl pn@aﬁy rélsbmﬁ!)le for effector

nctor, a0 PRI b 2h o Byl AR P VS SBRRIS] 8y . .
Q, or e tahde define tHecaitjoody's [sefypevidsdghdi laD tig@ 16fe @0y laFheespectvely. [VWityintlight and
heavy &hbias, theGlARamerbmOcoAsthd H@Fég@ﬁedafyea € tgph @Hadoio1B &ltore amino

s, 0% (LRG0 RELBAP S ol B QlETo P Bl o gorr
Fundanwdfaf [negpnelagrp Chs B4Paul, &Y. ed ass\egl. Beven Pressnibi €i8PQ) triserporated by
referentecia\ty eftiiéty For ¥ plrpdies. IMagivaabiamigis aCéddh SGAMENG Ghff paiiTorm the

ant.bod?%h%@qos%é{ R%ﬁ'ﬂ%?&r?ﬁt é n%”} é@% LRy C@WQ}%QQZOE SE(12 I7D

NO 10); 6.22.2 (SEQID NO 14); 6.34.2 (SEQ ID NG
Immundg®puylinGeh6ids xh{bBHENR bdthe\fanei2PgtructBre 78 2la(ivslyQon&2rNd. frad@yvork regions

(FR) joﬁ%dégjﬁre@ nHRatthg%pg alsg c&l@d @or{ﬁg@n'tﬂ I\Qterrﬁ' ﬂ'tég ée% én?lQ DI5CDRS

The CC%Rg Ch&lé% of %acﬁgalzar%@@(gedsgdhp Iﬁaméworgﬁglons to form an epitope-
specific@ir@ifg Siterdidont BEDMINDs NG-teB@)us, Bttelightlandthieavy SEsl dombi@e the domains
FR1, C@Q) FR@ 55Rﬂ F'debI%EQ)d @Mhe@@algnnﬁﬂgoﬁam%@ ﬁldg@djea(cﬁg@nam is in

s, MR o o b ML B0RL S Mol e et
Institutesraf Hinslly Bedhesds é\éﬁ H(#98 anH €199 b Ly Qf@ﬁ@l Stlieply Lbfiol.1Bigl., 296:901-
917(192{7555@0%@9%@ N&ure, 345878-865HS90), BadNGF wﬁih lsﬁ'rcaiﬂerateﬂﬁggnbpreference
mthelr%@;etylz 6.22.2 (SEQID NO 16); 6.34.2 (SEQ I D NO
6.67.1 (SEQ ID NO 24); 6. 73 2 (SEQ I D NO. 28)

6.77.1 (SEQID NO 32); 7.16.6 (SEQID NO 36); 7.20.5

(SEQ ID NO 40); 7.26.4 (SEQID NO 44); and 9.8.2

(SEQ ID NO 48); 6.22.2-nmod (SEQ I D NO 54);

6.34.2-nod (SEQ ID NO 58); 6.67.1-nod (SEQ I D NG

62); 6.77.1-nod (SEQ ID NO 66); and 7.26.4-nmod (SEQ

ID NO 68); or (c) the heavy chain of (a) and the

Ilght chai n of (b) Anot her aspect of the |nvent| on is

S Y a1 o .



Twel ve preferred inhibitory human anti- MAACAM
nmonocl onal anti bodies for use in the invention (1.7.2,
wa 280720785 14. 2, 6.22.2, 6.34.2, 6.67.1, 6.73. 2PCoIA32004/001837
7.16.6, 7.20.5, 7.26.4 and 9.8.2) are described in
detail in WD 2005/ 067620, herein |ncorporated fully by
of . an

an el 08 BB g o5 e SigeT Hlana o epersat et gompetes
with thgwtqcbwtlquyécpf spgqmcrhrﬂd@guﬂreson‘arqgfbedlmbrhty anfestitzody isbamoantiged-binding
portion &Rerédd.G Antigehoiraing goRio@Nmhyd 6d prolaad . byhﬁ@?nbﬁ’l%ntl Mtechnlques or by

h
enzyme?hU%F }:I"lae‘?‘rﬁ’cal %S%eo&%ﬁt%a%ﬁ{%mest Entlgaegnrbgrg'rg Etﬁrés mclchJa m?ér al% Fab,

Fab’, F@Hh mem %ﬂmp?em@at?ﬂty get%rw@ms gagion (P RR)Fragments gipgle-alwin antibodies
(scFv), actimeddio dyntiflodies 2 diatodies 2and7 pdifpeptided . tRA). Eontaifv 40.1¢kst a portion of an

lmmuncg-lo%glmghﬁquff g\ﬁ"n‘?’é cgnfmpecg ‘aﬁéeﬁl‘%w& t%%eéZI&r;fng éq-'%afrezgment is a

monovgn Faggrenicepg o b hp 1Ly I Cloargl G driein: 7 € bl seaient s 4 bivalrt
fragmegfesomprisingdwo Rab/iER0BAS OkKéd BDa distigdectriagesatainohisgehedias @ Faffragment

consnst@é\‘tthe'm%‘h%ﬁiaﬂg%h v frggf%nf{% Qzﬁg &‘rtlfy ﬂeé#\d% H%mfrgftall%gle arm
of an B o ol Tarank i Gl i PS40 ol s Vo i

are specific for a particular class and subcl ass of
As use@ndréil @ WntibdtCtRat A Yele P& 88 eaf €l 7@V a'8|zaé)ll£2 @%m 61.8klY2, 7,166,

7.20.5, 5‘2% §’%r Q\é\gs%%rrﬁoqoclonal %{ﬁ%‘)\/ge lﬂ% 'IS goguce rbyéf}eﬁgprlc@&gfpf t%[a [jane name.
For exa@wé?s §nt'a?ﬁbr Tsibis|Peasiycegy hifsiderea &7-A1 Ae @ntibpdisibeflie refsmad) toeds! 6.22.2-
mod, 6.04.2-80p,@. 8711010 B.7¥ enod @NB 26N dlie BB dASCIsHal dnbisball @AYEE sequence has

been m@&]ﬁgd%m |t§ gemesﬁdﬂgihg S&{t %}{}E di edl%&gl gnse‘sxscorrparI ng their

am no acl equencte dMne aci d sequences
of various cl asses and subclasses of i munogl obul i ns,
A singledelabird @btibodyi (schWy i¢ e aplitesys irAbicts WD cdna S edgidnBi@ire paired to form a

monova?em mBRiERa 8 Syniiafe k@t Frl'égf% [ﬂ\gg 10'be REQJ“%SJ sll.r?ﬁ;‘? SIHEEE Chain (Bird

ectl

etal, SgRE RRIRAIR DDA GO Tk Baf FahiSFoHoA, B5:5676.5683 (1986).
Diabodige aterizitatent dispdsiit lantpdies ip svhich /Hhaldedudienadel € tipvdskad on a single
polypeplificrait but WMK&WE& QQ&VshH@M aJ%vWér 5aﬁ)rmg $EfEen thY N%'Halnng§on the

M ant | bodi es use

same CS%IH tggeWrcmﬂ tr&eod%a(lnsatia rﬁ)alr 9@1 QOMWW gor?ﬁyﬁkcg)pnother chain and
creatingsfyye antigen kinding sées (seenmenbgliser, POrieal.nerye. dletl. dicarl. Sei. /3% 90: 6444-6448

(1993) apeRslels RS &| @Gl i Stiutyref 21121-he23aAbd4) MEAEHMn 8B IODRS G¥m 48 bitBody of
the mv%@&ﬂ&q b‘éﬁ*éog‘éﬂ%mmb% ltn{)]gcu%relther covaler@itoflg?%come y {m %ake it an

ne s
immunqagdesin et F@A'f &Y PiRgUR W%/t\%cﬁ@ mr@tnwﬂheslm may ipeaspasate thd CDR(s) as

part of e froged polyebtide @hdin, ity coheleRilyNink ehet SDR(SPE BhBser §6ﬂr;ﬁ§$de\éhélb’ or may

mcorpoﬁé&' tﬂg Cbﬁ(% 'ﬂ%bvﬁle‘ﬂﬁw %eﬁﬁﬂs peAﬂlt ﬁ\?tlﬁwmpﬁ%gg%s ﬁwmd to a

icusiSed i n. the I nvent’ on at specitica
pa 'Cu?{ﬁg '9§BPé’&t?rre§}| ty for MAJCAM over VCAM f| br onectl n or
any other antigen that is at |east 10 fold, preferably

An antltﬁbﬁy h@@ﬁéve 3Rk or??r%ré"gmdlr%%tes%)ﬁthezgrs % tﬂérbt%g bfnﬁ’ng snenmégmdmg sites

a :

may bEQ Ecabﬁ&@%ﬁ}f ;ﬁ)‘%‘f f’ft{%ad;}’ed’?ff@%e"h e @%ﬁfﬂf’& 3 “%Wi')'va’ﬁw@eﬂ%wglobuhn
has t""‘brﬂ?ﬂﬁpfﬁ &ingipg WigaMe sihdlecaveartibaty or Fainfragntehehasami ibgpeling site, while a
“bispecifd” DEbifunBiRal MM AV didb08)) RRIWSI@KSETbRGNG fXgs. Sel ectivity

of the anti-MAACAM anti body for MAJCAM usi ng net hods

well known in the art follow ng the teachings of the
An “isolatsd @ntbpdhatis ahanticedy thaid1)as oet, asenviatedanith chatuealyrasseciatere components,
including etheciaturallyasdssibtad aMibsdie! thatddcodmpahAEH ltsl-:dah\ﬁﬁstaté’ I(2) is free of other

s EMEH S SE ST O o 0 o

in the invention preferablﬂ)spe0|f|cally bind to
MAACAM wi th high affinity.” One anti-MACAM anti body
used in the invention specifically binds to MAACAM
wth a Kd of 3 x 10"8 Mor |ess, as neasured by
surface plasnon resonance, such as Bl Acore.
Preferably, the antibody specifically binds to MAADCAM
mnth a Kd of 1 X 10 8 or Iess or 1 X 10 9 M or | ess.

Y T T o g, s Y 4 I



epi tope as a human anti-MAJCAM anti body provi ded

herein. Further, the invention provides the use of a
wauanemoansi - MAACAM ant i body that conpetes or  PCT/IB2006/001837

cross-conpetes with a human anti- MAAJCAM ant i body.

in natufdl eE:amplab W lsBlB@d QH@@G@H&!UJsW%F@@hMbﬁ%Qﬂ/%ha]rgz%éeef affinity
purifi ed%n ﬁ%%@d&k}\} fB agtl ﬂec?@%\f antlggﬁéwaghasg)eﬂprgd%quy %h@ﬂdozrarﬁf)ather cell

line in vrogand f_hH@gp ang- WC@M@@oWdeﬁve@@omaﬁ@dsgawc oesoklas gldnti N
WO 2005/ 067620. Preferably, the human antl-NﬂdCAM
As use@ﬁgréub W%@%ﬂ%énsﬁﬁbog? %ne%gsoan qan?b V? ‘rglc\/% éca%?e Vazele apdézons?ant region

or nore anti
sequengesgare hurBanlgpquncgc 2§he2tern6 eg:,gmgass@s gwqu:es@m@gsegueneesménged from

human gere, Byt WhichOhabe béer?bhafigedd e@., 20 dberesde Zboﬁﬁilﬂ’e lnﬁnlﬁlﬂ?e%mﬁm Gherease
affinity, @Iwﬁiﬁaté'@‘&@nes @r @Xao@ylatﬂ?@t grthaz t éalﬂg Qnd lra% efjéﬁmg el‘jﬁ ‘E’xe term

o human rrses one
reome TS 4B IHAEES ETBETE POFVBAIOE® P AgEEn 29lsAuing: raght mpan
glycosylaiipn noPtypickliof hi@an deBs. 26 terrd Blso BdconidBssed BntibSdiks whith hd,been raised

3 .
o5 Vb OO 08 735 (T e pafn Funprulteetnp o crar

sequence), or a variable donmain thereof. Preferably,
the human anti- MAACAM anti body conprises one or nore

In one &3pRs, thé Hvedion VDS uhdBEd GRIFBEY. Sﬁ%oﬂ@%n@%d:&@rﬁ%% Blfhanized

antibodya%'aq gﬁ%ﬁﬁgte% dgrﬁ)gg ?réyﬁd nfﬁégurﬁazp %es @Ngvﬁm@ocertg@ amglgf agds in the
framewqgls and3g>nstgr|@ dongms g;f4the n@mgnd it cI@;m h§6s bes8 mugRed $4as t6Gvoid or

abrogate ian G8marfe MEREO B NHEE20.In E¥ike emyoddﬁetn%r mmuﬁam Qﬁﬁod@r}nay be
produce@ B fumWQAMséﬂttdogw&ﬁrm ?%a%%nwgg HR a5 ﬁe 31%18? of a non-human

a varl

a r anti -
species. n.g{ﬂgogeg ﬂg make; hymanjzed anpt@pheq; A3y Bp faund @r{énu@cgﬁtatgg Eatgnt Nos.
6,054,2%n &3P, AN 5 Mﬁ(cKQAMnasnme brakbdintentscafimbhed SE-MIHCATRRAtbody of the

mvenho@l:dﬁﬁpfﬁséshﬁe ahhd WSJQE&% bRe 8Pfhbre A d?eﬁ?oh{)%q%e of n(?rg human

t er the test anti
am'MAéék '?éaﬁwgﬁ?W§%' ‘One may det erni ne mhether an
antlbody conpetes with an anti - MAACAM antlbody by
In anothef AdpedOthé hﬁerﬁﬁﬂﬁ incildhd GAMsa N 'abé?ﬁjryent:%n | E %mtfodlments the
Ly

chlmerlcsa?\tl%ﬁﬁl]:etfég% dflbt[())gygaattc(g%ﬂp%ﬂweeog n%?{a%ﬁsr}r%fn R @nttb@g)t and one or
more regiensifigBaRpe o5 mars|oiher enbilse. {roa priierrédreh@animant, briveor smneof the CDRs
are derived fremashutrBe astiAtAdOMRDIAADBAIR BT thd Adhtiord. NE A ﬁdﬂ@prﬁ@§$d embodiment, all

of the CBRE 'a@o@ﬁ\ﬁ%ﬁ: fEJdrF 'ﬁgrr_% it I\IA%ER@t%nEb%W gP $ é{P{?’?‘B% dip ?r’gﬁwﬁroqreferred
embodinigg}. %t%o%‘i R TR0 R E-MACE AVloaneibady b he tivenfon s mixed

and matehed tn adtimdcdptimoyrped estandst & cﬁlrhemmufﬁtﬁy By tdEIEANYCDR1 from the
light chaﬁ\rd)? b ﬁ@ld%maﬂ_ thﬁmmﬂénﬂﬁd% mIP¥e QFhbRES b (IJJSFQZ %nsd 63%3 from the light

asnon resonance or

chain of élsRcogFl guma]rbarttlé@} %&ﬁleatnwy &Rd gﬁtQDﬁM@mm @ﬁvy gwymay be derived
from a toifdorpd-Mé\gRpMtastibopy.t Furtheo tieeTanembik redidhd GAll ranishRachm MR the

same anBRAJOANR ahtibBdi6) FIBIR bid dr Hord BrfeRAEL rdSRRE | sgapasaﬁ%xgg ﬂ.b&é@’o or from

h i.e. determning iIf the known an
a wmm%F&SkB&ghe test antibody and vice versa. Light and

Heavy Chain Gene Usage The invention also provides the

A neutréfh%ﬁg Qlfi'(lb@(ﬂ »a fnﬁ;%g%%o%gi g%e{ég%\lspgﬁtﬁgcﬁzanggb(%%@ﬁ@ tlhathnhlblts the

hai n vari able redion e
inding gy ¥raltyiepressing cells g envcther srovate ligahdl o cogrgitedligaicsexereesidiedls, to

MAJCANDlyy @t Idastrahout V0% A2a pré’@rred/éa\@odnﬁé’nt thla]%nQde RodlitbsGiibfRs the blndmg of
m&mte%nﬁr& lxé e>P Fe%g ﬁd;w&m % M:&C{&%NJ bygait Xeaat 4%#0% cgflfr%g{?] b)? ﬁQVé§ven more

oreferably By ARy aféﬁ’/cd 9%b%5t% PrtIPBNIhe pioting teductier mhy brembaswesd by aky means
A2, A3, A26, B3, 012 or 03B sequence. Preferably, the
ami no acid substitutions are conservative
substitutions. Preferably, the VL of the anti-MAICAM
anti body contains the sane nutations, relative to the
germ ine am no acid sequence, as any one or nore of
the VL of antibodies 1.7.2, 1.8.2, 6.14.2, 6.22.2,
6. 34. 2 6.67.1, 6.73. 2 6 77 1 7 16 6 7. 20. 5

-— P~ o~ NN N NN N ~ N oA N
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am no acid sequences of the full-Iength heavy chains

of twelve anti-MAJCAM anti bodies for use in the
wonvwoies. All SEQ ID Nos referred to herei n peraBmoé/ai1837

t he sequences actually disclosed in WO2005/067620.

known for esfeeaf @bxlingry skifiein Yd aof for lean@ny ias M@Q&&M iRRh P OFY competltlve binding
assay. Cﬂﬁ“eﬁénﬁ}ﬁ’e Bihﬁxe%@ tﬁytr&tu!:t%ﬂ in bmgn%lo é@r é(%@%g?e% eellg/rl_{‘p MAdCAM is

resent %% sequence as any
pe”S?ﬂ“i %'9,172 1.8.2, 6142 6.22.2. 6.34.2

6.67.1, 6.73.2, 6.77.1, 7.16.6, 7.20.5, 7.26.4, 9.8.2,
Fragmeﬁts%?an%‘!d’g‘@ gﬁ an@bo%%s %arm%dreaqﬁy ?rZ%a* Yoy qhosa Og%‘gl slﬁqu the art following

sseée
the teachlnlgs Bf tals s?ﬁ?ﬁfﬂhf’% egre@pi%d %?mq-r@pq}cqgl?oxy ftpgmlgla)(f,ﬁagmﬁngtqr @emogs occur
near b?tlné@ﬁegaf rftnctienab doroaies. orStroare exieRipdtivhdl e@dmans |cE|QCBeeﬁentlfled by

compariEbre ofithe | hueidMtidB BBy /e §r9|n6: QgR réeél%ngg igne EJ{Jbl% uObrz[;ré)F}l[[lgt?ré ssfluence

me poslitilons

databas@% %&er%h{ nﬁ%,mgtggfgﬁ% Wg@ ¢thqds é‘keaﬁfﬂdeto idgnsfy \Reushice metifs or
Pfed'cteﬁﬁfqte'wwt@nﬁpmwhmcm; OritizEr proteive o ko rsBudfe BRY/or function.
Methodantd idergifyogrbteih Udel@Rsest tha tol@ o Emﬁovﬁame%éngglﬁ? sPUIAPENE known

Bowie &t31. 3kh&o and anot her am no
(omesubstlfetuf?%wg ﬁ@?ﬁ s the same as antibody 7.26.4. In

this manner, one can m x and match different features

The terpf' kodneferbomymh:fmdﬂe rgnstaht RF itdocionadf bR fantitd

complex@f finity of the antibody for MADCAM or it dygfrom M%eantmdylant'gen
di ssoci ation rate fromthe antigen. An anlno acid
substitution conpared to germine nay be nmade at the

The terms dierefotsdd the dissaimtian coubEt bitaliaktoMar dheiBa@eritigh |ﬂ@ra%l$onf AHBRkibody

is said iomlr@né{w Qﬂxgergﬁ/hé'ﬁoﬁﬁ d%gocféah% 2&65'5’[9@ %gtl ‘Zﬂn)? ncege/r%T 2807%\4 zand most

fi
p’eerabé’ 9”?’,7166 7.20.5 7.26.4. 9.8.2. 6.22.2-nod,
6.34.2-nod, 6.67.1-nod, 6.77.1-npd or 7.26.4- npd, but

The ternt heﬁltquSihdIUd@Q aﬁy%r&&nb&étér?n%ﬁ@aﬂbterbf §pegﬂ”é Bﬁ&lrﬁg{]tto Eﬁ$$ BSobuli

] h atiye subst|tution § R oPuin or
Treel rég/ggtgr cérn(gtréeavg%% 'rbe?%p\{'nQDP”gt? &r 'gﬂF%V‘et hép't?@"a\fiﬁfeérn'a?rﬁs gsuathheonsist of
chemica nqcpvwa‘gﬁgmr%pg%@’d@plqggleﬁsuch at Areine Reidsndricemolt/ariRy didéeBains and
usually havealspeutiic athicd SiRGhEIHGIE sinh;ﬁfrall &aFa@t‘ér@@srma@SNeh hg %g?ecrlh% charge

char:=1ctef'=ieﬁ|bs§j ﬁ@%&cﬁ?})ge tlE%r or c%nft?@agona% 1}»73 H_nea@epf@oeegll of the points of
mteractlo? bf egﬁ th9 p?éelrhandghegntgract@g mleguleh@dch #.2BAntibory) eecur linearally along

the primgy Egammen@dﬁggr;%?oflhmdelﬁr Infa Z&fo‘}mmﬁ‘al eMEUp@ tRé S&ﬁg QP hraction
foBarh QAN 6 Gr >
Jccur ac r Qo&tﬂgp@tep it A ?%d frowe % c@*u

are the sane as th regi ons chaln of
1.7.2, 1.8.2, 6.14.2, 6.22.2, 6.34.2, 6.67.1, 6.73.2,

As used fergin, t_h|_e twpnty@:or@enmnﬂ@m&,o adid® nddhei9abBrediatiofs %chd’ﬁQQwhonal usage.
See Imnin@dgy2- HTB}nthﬁs@(En&‘Eﬂﬁgw B85, doivh SRS BT 6len Eds %D nalier Associates,

3 In conpri ses an am

underlaﬁ’& 3}‘1;2% 2(24)%?)wa€|} I %CQéPragﬂ@e@BF@yr r@@reaﬁe oPteferiEomrsa (8., D-amino
icids) of ANty Fonyentioral aming aclds, GnngiiraP amio 2ddssucibasd, d-distbstidted amino
wcids, N-@lkyl3anino &ridé/ ladtic deidl Bnd othdr @Qorﬂentzng@m‘}no gcicg rgad/ also be suitable

o:'nzoneﬁts x pglyﬂgaﬁjdes @f tﬁ? P]r%s{]rp lnvenp Oélh %ﬂmﬂ%}pf Emﬁng@alaqﬁlrppoacgg jnglude:
yaroxypro ﬁ%nvc?ébwgﬂ"ﬁ""@mss -M, N Hiirgtinlesinen - Nmat\yljysmé]aomﬂosphosenne N-
icetylseripe, e Négrapimethiohihe Mylﬁlétﬂmbdﬁfhfy&&)@lg&m@ e@N%éﬁ@%Pdgi’ue ahd other

imilar arQIRS i3 QA4 fn{lr%rgcrlisg 5% I'%/dl%ly% fgne%]'l%_}h%%gep%?e %atn&n uggd @erzln the
*fthand greﬁtfnzé FR?dam'%" ?j{mlzalrﬁgactm@ agthe. rmbﬂiandsdlmvnom isntred @arboxy-terminal
irection, in apeordanagith smdérd usegk wnd dohenf@avy chai n conpri ses an

am no acid sequence selected from SEQ I D NOS: 2, 6,

10, 14, 18, 22, 26, 30, 34, 38, 42, 46, 52, 56, 60 or

64 of WD 2005/067620 wi thpsor without the signal

sequence. The heavy chain may al so conprise an am no

aci d sequence encoded by a nucl eoti de sequence

selected fromSEQ ID NCS: 1, 5, 9, 13, 17, 2 1, 25,

29, 33, 37, 4 1, 45, 5 1, 55, 59 or 63 of WO

2005/ 067620, or a nucleotide sequence that encodes an

an1no aC|d sequence haV|ng 1 15 an1no aC|d i nsertions,

" - 2 o R



131 1. An anti-MAJCAM anti body nmay al so be derivatized
with a chem cal group such as pol yethyl ene gl ycol

wOREGop71@5 et hyl or ethyl group, or a carbohydrara@B2006/001837
group. These groups may be useful to inprove the

The tedti @biggicealdeCharcaete t'o' I{Fefrén{? fests 4 ;!%Fyn%ﬂ& \'otPrQQJY nudRofies of & least 10

bases lt\) [éﬁ%ﬁﬁ Afrer f[’tﬁgnumola?eﬁ or d?ox nugeotlatfs X alngag gpyof@@weawv of nucleotide.
The te’@mq“ﬁ%ﬁﬁ"ﬁfeﬁaﬁ Aeyblersiesath §“Sc9f D¥Ar si ons of anti - MAJCAM
anti bodi es. Pharnaceutical Conpositions and Kits In a

The teﬁ'nu rsroB%(i p%@ﬂﬁfe%hdet gﬁuéeg\ﬁggh A5 P\E&Y é %ﬁ%&%{ﬁag r?k tpelwggags(i cDNA, or

risin

syt Ry 5 9B SO 20 BHEST 4B Bes § e b Gppited poiniciectd” (1
is not agsvniples ivth @ins a pbitiorsa Aolgmidledtida®nitich tiidt@osted p@Eiuciedtide” IS found in

nature, RZ) %&fp%!ﬂﬁ lifk&d B%%Qnuc'e@tldgmﬁﬁ it BB LB Satule S (?)%bés not oceur in

nature AeS @ {q erinary subject. In some embodi ments,
VEERPI HEPY et is a dog or a non-human prinate.

Treatment may involve adm nistration of one or nore
The tert Mllbtlﬂ"lu&IQJtMe a%ﬂredmnem&@ ‘Fl!atgt'aﬁv oc@tﬂﬁﬁgb%' n?o%hf e(ﬁ) ﬁucleotldes linked

nal n
togetheﬁﬁ&’ hgﬂfﬁ@l uc%ccurrg]g?an a’&"g élsgrgﬁw %ccgrg{l?gr ?Ilgpnuclfe?mp Mﬂiag?sy Qligppuclectides
are a mmtlaﬁtﬁubﬁ%lgé@erﬁlm TS # tléngks ot @A hasssng felvemm Preferably
oligonueientidesearating 180 Hhsek @Cerigth 7@ Haktpadidrdly W, 14 19N & 17“35919 or 20 to

40 basBl gﬁ' rleﬁd{he r a@lﬁ%dg%btld‘éé aa?@%%&atllg s?n:qleprtg%ggﬁ,]t act | ?or grobes although

eut
°"9°””?"??F'1’e§nﬁa¥ é’ieyd%'P'el ShPORRS S | 8t &Y/ 'fagl@ntcwstrcrqtiers & @geertes mutant.
Oligonurlpatidertke thelinventian eanteteithdr Bank@6k shisendelBgdnGfotidds. and or al
corticosteroi ds such as prednisol one,

The t weygﬁéﬁ{ednisolong, NCX- 1015 or budesoni de;

° eheMMEsA°IEY Qteertesc Heiaiednios hprai hieldes| degkyaibereleotides and
ribonuclpetides | Egitete “opdifd@XudénGdest fetarred aheredfindutBdineRorties attomsdified or
substitued %bgéﬂ%ro@é@&@ 00 ikeN CFhe Qarfi® 5@@%%@%&' IlﬂfaglE .Jimréfgrgetdrtg $ 8% includes

506, |
°“9°“u‘§§,de§| ev apes suI% iéz pl"ele;’]gﬁp aeanrel'g Igoatecm@sphoroselenoate
phosphgy s&@gqaﬁtes,ﬁ)gosplg,qy@qq\lltamoaTq\DghQ@@Vaﬁlladm&ho@)@rﬁém|date and the like. See,

e.g., LaPIioRg o1l S Nigal, Aok BSE 14:9097R588). BILISt AT J. Y@PW&'% 10BB077(1984);

s 151, 3% Rl 5o 001 o V6Bt D ppoin e ssspatygonctal.
OIIQONUQ{?Ot’g?ﬁ qndl/\'?f’lp%ﬁ‘a{qﬁ’%ﬂ’@gé‘?ﬂ@m PHT-188 (FPBEkstein, i, Bixforrniversity

Press, @xfard Eoglind@991)); 8tee bt al TOGEPtaRINGI §,0515510: Qﬁ@né’r{%?and B%qa'é%hemlca/
Rewew.@t @54@(’] 690') Cﬁue' H@él&hkg’r& \(v!f\l/gfﬁ a?'e ’hel%Bg )lncogao}léf eb)élrggrgn%f An

oligonu % gonl St s,
g %98 e W&'“%F‘cﬂw' gl hdertﬁﬂ"é‘cu?el?"%ﬁwt agoni sts, such as
nat al i zunab, M.N-02, or ali caforsen, classes of

‘Operab@ﬂﬁhk@ﬁ%écﬁjeﬁd&? rﬂcﬁld@ Weh e?&ess*ah'tcorﬁm féghgné? %a{ S c%é(uoug with the

gene of ?e s?a dex 0 ntrg el ecor)]“ : SCOXI
BIEt §pe R’/S?Sf Sg°8 Q38T FRPd a&ﬂ%{mqféﬂns ?%?Za)d'sf?ﬁﬁﬂ}P &pnpighe gene of
interest.5 g terd ‘guitsensien controbsedugnred gatiadd Imereiliéfeks toeppticdeotide sequences

which aRNe3gRA 3¢ Sifect BB ré&&éé&%h Gnd %Fb@&%l% oﬂ&gh‘\ltj %E@Jeﬁcesqg Uhich they are

ligated. q&%lre?smggéoﬁﬁ' tseagl {nclwf1 %?oprlaz%ﬁnsccmaqnda%lpl& t%ﬂmnatlon promoter
and enhefrféhi?ﬂv@ﬁ%epéfm'% RH@ eiecessiBugbnalsddiht dsontidngage ntlgademyjatidresignals;
sequencie) Hatidlatdlizé Bytd MmN QQ@@ﬁdeE it eHan @AM Bhidh @FRfEncy (.., Kozak

consensa€ Q@c{u@x‘ic@} yse%d%ﬁcééstﬁ% Jﬁﬁgn%é proteer ts}atal %ﬁngtvg]e{} é%%/gd sequences that

acce neans "an
e"hancedP@ﬁSEr%eFr&HO“rrEH? @atu@o%ftﬁuﬁ*g§°nffa'n%eiqw@@seﬁlff@rb dgpeiding upon the host
organisngirt prokarygtb, sacedvhisgl Sécﬁatcéﬂgdherall'ydndﬂ}aéQfoﬁbteﬂmlb&@malrbﬁdmgsne and
transcr'pgf]“ygﬁAA'fagngegla%Q ggﬁupi%@gtb% g%né al SUEE tgor%r sequefmces include promoters

pharmaceutically acceptable carriers are water,

sal i ne, phosphate buffered saline, acetate buffer with

sodi um chl ori de, dextrose, glycerol, Polyethylene

gl ycol, ethanol and the Iike, as well as conbi nations

thereof. In many cases, it will be preferable to

i nclude isotonic agents, for exanple, sugars,

polyalcohols such as nann|t0|, sorbitol, or sodlum

A 1 1" .+ o o o Y
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anti bodi es can be incorporated with excipients and

used in the formof ingestible tablets, buccal
woal7@nzi4st r oches, capsul es, elixirs, suspensi 8as/B2006/001837

syrups, wafers, and the like. To adm nister a conpound

and trQ’fécr]:pnﬁl {em(lﬁé%ﬁ gQQLEXceOt rtem%ntwg uEr%%@l is inte dgd to include, at a

stration e necessary to coat
minimuy (3 SARBCRRRE AYhOgsy Pr&%?”‘gf‘dﬁeﬁ?%{'aérfmﬁ’%eff'md PEPORFSNG, ang can also
includeraddigipnad corhmnente weose préssndensaedviaMaaeloam forEenparigosi seqeamses and
fusion PArnbN@qlen¥&nt i on may | ncI ude a "therapeutically
effective anount” or a "prophylactically effective
anmount” of an anti body or antigen-binding portion of
The tetrintyegtorls @musedrnersi, Istintendegbloueferde b Inyclaid daisomeleaslezpapabietof transporting
another ﬂﬁ(ﬁ‘fﬁcsadid)toaﬁh@ﬂph%tbeﬁfﬁ fiked. oM. tyRtof dOSRIELE “@akhid” Olihich refers to a

c1rcuIaF§ouble s?rartded bNH?ooP tm oe SI’? 6}‘hééitlltlonal I?m? Sﬁgfn%ntg P']%égg ﬁ!\;/ante% Anothe{ type of

vector 512 yiREvegiar INDeIE: agliosak Do Tgmes MR be Faalpenie (o Al GPRPMRGertan
vector$ &re taabI0 bBautdnbioSedlibdiotlih 3@os eelSita tviich trgeare Berduced@.g., bacterial

vectory\ﬁ vg{ét QJcteT‘lQeml% H%\‘ E’épﬁgéf?cjn ana%glsénha? n‘%ﬂHathyngtErs} I'tgher vectors (e.g.,

non- eqxsggﬁld‘p@@nqhﬁw \feﬁ@rq) PR q:;llra%géﬁted IIAO frﬁ(gp%ﬁg@lﬂf A E%ﬂt P%}I upon introduction into
the hosf Eeticéridviteraltyoaratreglisatal glangowi the) hasin lgel‘mrr&nyloteover ccegain vectors are
capablg%tf HIr&EﬁﬁH #k e%rte&%tnsof %Enésh@ w"ﬂﬁﬁ 'tlj%‘}da)’e Qﬁer:ﬁl@él lﬁﬁk@bf Such vectors are

tion arge out wei era

el PO 31 TRSPRET SXC=eB ABHYY oot PRI PORTFRE PG In ooneral
expresaiom uertdts piadtitity $n tegorakinaan®ih teckrfidues brievaien int thel fosm @ plagaridh. In the

preserft Qﬁecfﬁ%ﬁnbr@dﬁlaéﬁld tdn@ve@@@ %%?%ste& ﬂteﬂ:ﬁéHg@éﬁPy &shtﬂe %%rhlﬁ @gthe most

comm@r&ysﬁse% farﬁgg \r/e'ec ul I%l%\feé%?&ca ve%tion 1S m elnd d[% In ar | it'neroﬁ'mer forms of
expressioayectert, elick g swral telqt@rsmecwphwha%rpn clafeetiye é¢tf°élcttSPs/@denowruses and
adeno¥dAted TR e BvHidBSEvé BRvakiteunttdas. apeutical |y effective
anount. Dosage regi mens can be adjusted to provide the
opti mum desired response@é g a therapeutic or
The te‘ma dsmb@@@tlh@strcélg égﬁ;g\gyjy *h ?ell )@gﬁlﬁ?dehereén S| lﬁtﬁpc@d Bcbqeﬁag to a cell into
which @ adtolBinatl siprdssibreveed; hasduar iatododeu ] ltehduld bs esiestnd thet such terms are
mtend@tﬁjmr&t}%ﬂ; ﬁoQNeeﬁ aﬂchl u&Ectthleou%ﬁ Jﬁ'@gén)l?gf such a cell BecaUSe certain

pr.oporti ona uced or increased as 1ndic
modlf'f%@s&?vg@ﬁw. ip Bucggeciy SereriPagsLia e Bher Pyatonsh e"w'fP“fP%fXa‘ Influences,
such peageaycinay oy, irmfdutaind idgngcalie theopaFenik erll] tat are stilringfitded within the scope of the -
term "FRIRPSs LkQMNerdi) dosage unit formfor ease of
adm ni stration and uniformty of dosage. Dosage- unit
formas used herein refers to physically discrete
The tami t'selestivelye tiytuidizeiniefeney tdokangiegndany te hdetasighrasrida gpecifically bind.

Polynliiﬂél@hd%t SigbriclB&idbs et ﬁé’gmeﬂt@(}hbrwﬂlﬂ a€RRbRdeNLithOth& invention selectively
hybrldfze %o ng%eelg g?:u{i] %{j fan u%néer thykfr%lzat%ﬁt ¥ %‘va ?&%H?n% t(ﬁgtl lgwnﬁzteeé:z)premable

esired
amounis 9 dptagtakim bipfling ta n@sw@tﬁamv@l@jo ﬁﬁ‘éﬁ nd‘@%ﬁ‘i”@gﬂ‘cycé’f rfighy, stringent”
conditibh€cameQistd adchiovs Jestive Mpbridiastag eoridiibits 4snbBn Ddifthd Areand discussed

hereln( an? Q%ém%fé &r ﬁigﬁj' ﬁ;@e“ngfd op% @dstrﬂ n‘?c ot‘nx t:o‘ijlgpseﬁﬁ%@gd Qp incubating a

teri S
solniRPYISOHE) R PTIBRO el 57 aolvrwa'e?iua? e ¢ gfed to a solid surface

such &he mapdune,cin @r hypridiqation iadfer of 6Xf $IREL ort S5 0@ Cthinewngd, 5X%Denhardt’s

reageht0d. 5‘% kes! 16@%@“ R Rurdd g RREd éd%ctn%e:ﬂ-f Igr\é/&r)lgt LRPR téHberature

or the tre nt. of IV .
of 42 %#%“ v%g 8Fr§ foll RWX%Q Wd\fﬁ?}‘llngﬁg% Lﬁ,ling iaﬁfvjsf} @H‘%r off1§)(ySS§ 0.5% SDS.
See ash Saralpyecktsit glalstnya, op. PA0HAIY | actical |y ef fecti ve anount

of an anti body or anti body portion of the invention is
0.025 to 50 ng/ kg, nore preferably 0.1 to 50 ng/Kkg,
nore preferably 0.1-25, 0.1 to 10 or 0.1 to 3 ny/Kkg.
In some enbodi nents, a for ation contains 5 ng/nL of
antibody in a buffer of 20 sodi um acetate, pH 5.5,
140 mM NaCl, and 0.2 ng/nmL pol ysorbate 80. In other
enbodi nents, a formulation contains 10 ng/ M of
antibody in 2.73 nmg/ M of sodium acetate trihydrate,
45 mg/ M of mannitoi, 0.02 ng/m of disodi um EDTA
dihydrate O 2 ng/n1 of polysorbate 80 adjusted to pH

_____



The invention al so provides the use of an anti- MAJCAM
anti body that bi nds MAACAM and i nhi bits the binding

wanaadhasi on of a4b7-integrin bearing cells teaCriBIGAMOI837
or other cognate |ligands, such as Lselectin, to

The tergr/lhb’(%gr'g‘e\ét sr.l,otu%nce PJeﬁt t)grr[ ‘E? co%{ggpoq Inﬁ@e% ide steal?ten S%Mté ﬁ ha!ﬂ?é% in two

er a expresse
sequerpgy Mhiefe arg fthensases) when |afiongdh & W@wmﬁméao@?ﬁpewee% olderength, of sequence

identityt Eehpaioh nYABEANr andtritoio dyatn@staabbuunﬁm ratiédtibex ysualiynat least about 18
nucleoﬁ'{ég H&E uglggﬂggf Igs’g?tabth E@ n X é}agdt)hép QJMAQPIreEét %Bth Q@ Q&Iotldes more

wpicaly 3 E5t 8ok 7 MSERIR T E%fefﬁw % st o Plriped more Muckeotdes, There
are a rembeardif ditfarént alpbrithnh<EHOwivialtheaartivehich camier used toaneaSureriviclepiidegequence

ldentlt)gnﬁﬁ m@traﬁéeeﬁcflﬁ\qclgdmé’géqm& cshihe cblﬁ%}ed‘/@kn% gaksal @a%sorbgﬁiﬁ which

a nore referre nt
are pryagaia SMscREgY RN 1%o’ B@%f " ot ré)%TéLwH% peludes,
e.g., t@nobdrems PASTASr areIoFP@:TB@ohrms alignenent€BOd wericend spapeheesidentity of the
regiont bane &sﬁov@f%{pfﬂetwegn the QEHrEndQkarbh stqi@hcd(Pedrbd, M6abts\ERkR!, 183:

63-98 %@gq)c aqgfsgr? Mﬁaop&ﬂa%/ , ng‘ Bgéjm‘@g?d%)aseﬂarréeo e%%%ﬁfl%ﬂmo/ 266: 227-
258 (BakeSrorrnads Mpl Bigh, A76)7aBér(1%94): é‘ﬁ@tﬁ‘d‘i“%l?ﬂratect Re referenge).  Unless
otherwsd| sd6tifle8, dBRAS BaRBelR)s fAdh pSiicdRr ABGAY diSigodtheidrdiasedC &t Bstance,

percerﬁ gquje%g yﬁnt}{ﬂéﬁ%}eeﬂ ﬂ%&le\éﬁéeysegkﬂgeg%gn M%%%%QJ usfﬁ@ |F1€\§TAJ\Rnth its default

0 express
peramelats 3 Ho@Sie O 41 LN RN a0t BT 15 S® REVIF) o PRI Wih s defau

paramtteslas boeitied ie Wissonshddcliage Casioretitd, bereimirtdrpdrited py refeente.

i nvention shall have the neanings that are commonly

under stood by those of ordinary skill \njhe art.
A refefeqice th émuc'weegegumcﬁ ERRRRSSeSdly ?@ﬂ“%”’é#ﬁt"g‘iw“ specified. Thus, a
referesdegalhleictaeid melestiahdving mebiticéar ptauerse ishauisideandergibaditagncompass its
complbrfdritdy §r|3f%!| kyith nscéong@mErklﬁy sdfigpkar. Cenerally, .

nonencl atures used i n connection with, and techni ques

of, cell and tissue culture, mol ecul ar bi ol ogy,
In theinaiagpie kiqjgoy arti weeskvihers wigy the g@metﬁe@ént sprusnes igendifyd “percent sequence
s,lmllaﬂifj @n@'ﬁérc@ﬂ's@q&h&rﬂoﬁfobyy ?ﬂﬂ‘éﬂcl'llab{déélblﬂl R atid QDIieST thiebLBrms shall have

ein ar. o, .ang, commonly used in the

the saﬁ‘retmeaﬁl?f’ew'ﬁeﬁﬁ’ %% nuc'SOtides i que‘g1 Yf the present

invention are generally perfornmed according to
The t@RANMBEEAtRNGHIHEt hodwmsiattal sdqnenan simiarttyyewtan trefarrioh ®@sa nucleic acid or

fragmgrg ?ﬂgfegﬁ @gﬁgétﬁgéﬁrﬂér%gﬁ%t?rt%g\gghgrb]eg%{}ﬁl a&%p‘ﬁaté ﬂ@&éoiléeclnsertlons or deletions

: . : I SCUSS rou
with appteas SHEISIS BRI IoF e emPSeTiAD SERNAb 18T FinY S éa'de“é*@én at least
about@5%, prefSahip molekst abouaPQ%, ahbh neeudreferallly atrieastjabont 356 6%t Y%y 98% or

99% QYARURleotib Bagd: as 1 strePBY LOwdIBh O bR @’ts‘éﬁﬂéng)er |§§ﬁty such as
r bor N Y.  (1989) and Ausubel et al

g
FAST&W‘%@?? Jﬁpo?% wreef APNBI ecul ar Bi ol ogy, G eene
Publ i shi ng Associ ates (1992), and Harl ow and Lane,

As apﬁ@d' By BSptided, Lkéh@rhﬁts%s}énﬁéirkléﬂﬂny rﬁ\&Jng t@?%d‘geﬂﬂﬁkf B&uences, when

op’ume}ﬁ{l ggw éi ngr] !;]sr %Y?tﬁ% Prggrs@s ?B«r elr %E%‘fﬁ ?lréqr céerf]%lg gg;'):_w%glzts share at least
75% qr$ABtseaeaceanRntiyUREipiakia £l least 90 PrrﬁS&f{msueaJP@deréw e\feﬁwre preferably
at lea8COY g 90 equaRdaUlienaty Urrestarably Pesdub ipa&ifidn® Misat aRSnot identical differ by

conseﬁ\%meoam %ﬁ%‘&%ﬁl&%@h%@eﬁ éonsemﬁeaarnﬁnooercgas?bsgﬁgc&é |s%ﬁg n which an amino

acid rgg;ﬁ{eﬁ*é§@§tltu@ﬁ@ma@@hermo;@gsgm%%% @LFt'qu%‘i‘Ia'n (R group) with similar

chemptilpmediéd @1y, chagerod r&ﬂnopi‘rmblc@mdlndxeherdea yonsamadivé penad aed bubstitution
will n&fsu&@én'tlﬁlwcﬁa J lfh% f&r’?cﬁgﬂal ;B}leeytfég Bi é Er%telner]ﬁ 95@@%5@ t\p@BH M&te amino

acid %{g}x%%%sp 11‘|feglér%|arégslg§§er3?y cgﬁ%?vt@{lv& &a%m{% p%%ent sequence identity or

polypept|de may be nnnonerlg or polyneric. The term
"isolated protein” i sol &t ed pol ypepti de" is a

protein or polypeptide that by virtue of its origin or

source of derivation (1) is not associated wth

natural ly associ ated conponents that acconpany it in

its native state, (2) is free of other proteins from

the sane speci es (3) |s expressed by a ceII fron1a

________ o o L,



FR1, CDR1l, FR2, CDR2, FR3, CDR3 and FR4. The

assi gnnent of am no acids to each domain is in
wacowrodase with the definitions of Kabat, Seqrenagexmoe601837

Pr otei ns of I munol ogical Interest (National

degree Ss’%;{%r %%%y % ﬁé“s eldtu\EWar&{o c%%gc? or 'tY% cgg&é%@/? r%@ge %3%7%&)&““!0[1

Means@fmahmgthgtadjaetmentmwﬁl@nom@z@thgspng gggQ the3d) Sew ﬁéh Pegrson, Methods
Mol. BIo128:1807-31 (19040 pdirdtiextiofedédedy efB¥ndet TERArBMIaf hiduss®hmino acids that

have S%Q 'i:l]\am%w(th Aﬁ%lllar%nerﬁ %P %Xperﬁe@ﬁn%ﬁjée h%{) td.J. J‘Jeac%ms glgcme alanine, valine,

or
leucing e eiBhEREH A a"ebﬁﬁ"fréftd&(Y'vﬁ'dﬁﬁhﬁ"P?eS?rﬂ? e 1A Gugmigspontaining side
chainsS p&&irdging ahd gidiamige; 4) Arosatiesidendheoids: phertyklaniag taodinebaditrypi®phan; 5)

basic @d’é J{‘,Q}]é YRlte, bér@ﬂlh@ gmcpﬂlgt‘d'ingnar{drb? ORI con%r{ggb‘?o‘e chélﬁ’éjérg stteme and

trons %ro uced % reconb p ques

methioge b TERETEVASHS GRGR et LPRRUTLEUFe P, 4BS FuenE eucine,

phenylalarindaprdsings lysidgérpigien -alzninelvalige, glotameterespariatel andesparagingglutamine.
alia, Fab, Fab', F(ab')2, Fv, dAb, and con‘pl enentarity

m ni n ) fra
s B Eo el OB P S e oo o
likelihopd Inyarpiiscideesl inh@ennelosit ali rFoigice| 83hs t1443- ffof@%n hegpin dpporporated by
refererlcBTMANDGHPRSI) cohsbdditie’i rEplgdinrt G &Ytchire BaNREE neridegdtitd Galue in the

bj hding to the pol ypeptide. A Fab fragrfent is
PAMZ%W?POIno{l/qu z%nxfragment consisting of the VL, VH CL and

CHL domains; a F(ab)2 fragnment is a bival ent fragnment
SequefidegihilaBty AgH ﬂo\&nﬁeplt_r&b i§ EyRiga® Micasurédlodd dayuehcel arsllykik isdi@vare. Protein

analys{gfhgoq@g[ a&a&@ Q@weserqs&k&n usifl (%a&rregmﬁmlmes%ed ok various

onal nNs ment consi st
subsiy{onsy oURES GORIRG MOFTCaloserIpting, HHGTAl AIFG BUGg-begre. For
instange, OB contaigeograni\dhicidass Gaglland “Bistlitiwigich can be used with default parameters
to detﬁrﬂwe %écﬂxeﬁéq{o%%%@ br %&Ue%‘c@ﬁo%nt%f bé%wé@ﬁ‘ %W'ré’ateﬁﬁol}b‘éﬁges such as

homoltigoes Eg]ypfptgleg?rore dif%¥e2¥ s%emglﬁgfzgrg@eséurfeef beglveen}, azwﬂd%yq%pr%tem and a
mutein7th@@of5, S&g, 261, 4Wiseonsin Package YergiondAdel Bﬁmep@ﬁtaeb@@s,estﬁmt can be
compar&l RINgGHASEA u@i}i{g Haﬁﬂm%doﬁﬁﬁm&fpafahﬁtefsa%rmm Wiéonsin package

Ver&oi)’f@lgrp II-'/SSMG{egtﬁ; Pfggr%z aP%F/gS'ltAé ) eoé?a qu ?l¥ts alycp%"c%gfr%quence ddentlty of

the regiorgof Zherprst m@rlg:ybqweﬁgdhe gueyyrangL ??@ﬂ:h Seaupnces (Heargeg (1990)% Pearson
(20000 P@GtheMsEfeddtt HIGOEHN Whas EonsafeaGeqUeAs: bieha invedtioh ited database
contanﬁnﬁo mlér§]§ nL%HeF §]s Qé%[ﬂgricgg fr rdﬁlre;entbyrgfm dS% IS 't e Qter rogram BLAST,

ain anti C
especgHBBEY PIoR NG oA PRSI 1388 o3 Hl . Lt 3 -0
(1990)aAltEBHUORt Al enmmb:em@zmsaeaowwtu derein ircbmpéreted bhaference.

enabl es themto be rrade as a single protein chain

éBi rd e Sci ence, % 23-426 1988 nd Hue on _
The le gth gf ;_)o’ ypthIS% SeqBRoES c%&pgaad & omolengm gene %téga§ about 16 amino
acid r¢skR88 LjualyDatdérstialmst 2 esibiegahemtusualy sipeast f:llpcmt &htasidersi typically at
least étfdutV\fia' ead&élgl é}{adpréﬂarasi@mma@esouewrr&meﬁ Wﬂer@s@dréﬂm&b% database

conalBik SRSt B ol i e P b et i e o s

sequepded sanme chain, thereby forcing the domains to pair
wi th conpl enentary donai ns of another chain and

As use%{nee?et\r! ﬂ-% tergg @&i ogﬁgﬁeg{g’r}gﬁe@g?\@hﬁ'&)‘?‘a'&gﬁ gfeangtﬁergmt%lxe lngtBe antibody.

In one(ﬁrngdlgxgqtgthe !Fb@f%? a geﬁ%ctqb& Taélker |gcorp0@f|orhq>f a racgqleq?ktd @m@o acid or
attachihierdt 124 pdijidBtide HOBIdinyl. mddties bat cﬁmbedm l:fyrnmﬂ%eamwam(& & osthgptavidin
contalmflg% hhﬁorb&gﬁt%é@ omzyhl%tld Q&IQ{ypcRetactaﬁ @e'd@{e&e@ b?%bﬁ%g%recolonmetnc

er coval en or “noncova ¥

methof i aBe @&bﬂd”{‘ﬁ&tthes'ﬁfbe&?rf“?aék&r $a7 b *}‘?Efé’e‘{“& %\ﬁ&&d&t\ﬂ Copigate or toxin.
i mmunoadhesin may incorporate the CDR(s) as part of a
| ar ger pol ypeptide chain, 2%& covalently link the
CDR(s) to another pol ypeptide chain, or may
i ncorporate the CDR(s) noncovalently. The CDRs permt
t he i munoadhesin to specifically bind to a particul ar
antigen of interest. An antibody may have one or nore
b|nd|ng S|tes | f there |s nore than one blndlng S|te

e a o o o o,



known to one, of ordinary skill in the art, for

exanpl e, as neasured in an in vitro conpetitive
woiadiogi4assay. An exanpl e of neasuring the reddTaBIN6/001837

i n binding of a4b7 expressing cells to MAADCAM i s

presented in CC nts or analo& of q be used
Vartou B e P DS BERT IR BR AR A PR Ao ot and mey be used
Exampescofniatrels felk pdiypeptides melude; touff ek | rotviimitpd tthiethe dallowingig gadisisotopes or

radlonﬁchae% (§5’em faiccay e oyPreef eng et anj g ﬂ%res@éi'\dlabels (e.g., FITC, rhodamine,
S or

AR, BROPERC el Pt S PRed yagee, woteece
alkaling phesphatasal, corpritminingscertmaders, ietinyi droups, Migdetesnipes pabeprtige epitopes

recogrﬁﬂ%@ b? WCdeB8Hdbil @ettel @Ig., dTcin® zBFdr hai® SEHISHES, WHaNNg sites for secondary

antlbog 8%\(3%16? ?dzr% dﬂ? ra!ngtealrt aegn)gﬁﬁg%tlggéeﬁga&%r? a% gga%g'ﬁfngg“‘ebétes toxins
such afcpRIEPRiSetoN D ﬁax% @Focfpﬁ‘aétm Byt aremigiei (Cei sthidish PEOFAG: PHEFNS, Y mitornycin,

etopostRNRhéPDsitid) Aincr@itd inblastiod, [REIEhIEH, abairubginD Baukorabirin, dihydroxy anthracin
dione, S!ﬁﬁo@(%ﬂ%ﬁee ﬁﬁ%nﬂ{cm g&%#n Nﬁtda%%tésfast’egﬁ@t élu%cc‘?ﬁc@ﬁi@' plocaine,

ences hr ee- d PS|ona
tetracaitey ERSEINE AFOR ARG B’amc"éta"%h a”a'°9§t % H@@" ogg; hejeoh  In some
embodirk@s] Japels drb ettdchedhy’ spacef @ms oftveridul ength to regitiee motential statc hindrance.

for dissociation of an antibody fromthe
anti body/ anti gen conplex. The term "Kd" refers .to the
di ssoci ati on constant of a particul ar anti body-antigen
interaction. An antibody is said to bind an antigen
when the dissociation constant is 1 nM preferably
100 nM and nost preferably 10 nM The term "epitope"
i ncl udes any protein determ nant capabl e of specific
bi nding to an i munogl obulin or T-cell receptor or
ot herw se interacting with a nolecule. Epitopic
determ nants usually consist of chemcally active
surface groupi ngs of nol ecul es such as am no acids or
car bohydrate side chains and usually have specific
t hree di nensi onal structural characteristics, as well
as specific charge characteristics. An epitope may be
“"linear"” or "conformational." In a linear epitope, al
of the points of interaction between the protein and
the interacting nol ecule (such as an anti body) occur
linearally along the primary am no aci d sequence of
the protein. In a conformational epitope, the points
of interaction accur across am no acid residues on the
protein that are separated from one another. s used
herein, the twenty conventional am no acids and their
abbrevi ations follow conventional usage. See
| munol ogy - A Synthesis (2nd Edition, E.S. Golub and
D.R Gen, Eds., Sinauer Associates, Sunderland, Mass.
(1991)), which is incorporated herein by reference.
St ereoi soners (e.g., D-amno jcids) of the twenty
conventional am no acids, unnatural am no acids such
as a- , a-disubstituted am no acids, N-alkyl am no
acids, lactic acid, and other unconventional am no
acids may al so be suitabl e i onponents for polypeptides
of the present invention. Exanples of unconventiona
am no acids include: f-hydroxyproline, :
g- car boxygl utamate, e-N, N, N-trinethyllysine,
e-N-acetyl |l ysi ne, O phosphoserine, N cetylserine,
N-f or nyl met hi oni ne, 3-net hyl hi stidi ne,
5- hydroxyl ysi ne, s-N-nethylarginine, and other imlar
am no acids and imno acids (e.g., 4-hydroxyproline).
In the pol ypeptide notation used hereln t he sfthand
direction is the amino terniAal direction and the
ri ghthand direction is the carboxy-termnal lirection,
i n accordance with standard usage and conventi on. The
term "pol ynucl eotide" as referred to herein neans a
pol ymeric formof nucleotides of at |east 10 bases in
Iength elther rlbonucleotldes or deoxynucleotldes or

N N Y o L T . T T S T —r .



circul ar doubl e stranded DNA | oop into which

addi tional DNA segnents may be |igated. Another type
wohow@otias is a viral vector, wherein additi onaCTmDbih06/001837

segnents may be ligated into the viral genone. Certain

vectors are capable of a thonDus replication in a

host cell into which the33%W§ i ntroduced (e.g.

bacterial vectors having a bacterial origin of

1, UsE eo’t;’lah CRf-vRBC AN hnfidlp P BhtigBR BIXBihg @Brthﬁ %Qbfts Jor tl)@ haiufatc);ture of a
n vectors can e
med‘ca[“ﬁ‘ftecﬁ Frﬁttr%at"igﬁttoéc‘}eﬁag dg‘S??S I?B‘gl ?rr% rm't-flsops‘?e cel | upon

introduction into the host cell, and thereby are
2. TheuSPdrlcamt €Wharbin e nvddichmériR d eRlregRBRTE0eMaREAseT |
certain vectors are capable of directing the

expression of genes to which they are operative y
3. Thelupmideldim SRrchaind whaies ther st Mrehl aeioegy 5 hagpeA mgoclanal antiocy

“reconbi nant expression vectors” (or sinply,

4. The"uge( 8%8‘%1?’% Wﬂerg%%eoa[nﬁ%o}j%orlﬁgm Dl\&%éé%ges KR 6554 MR rHBRihPPrperties:

reco t echni ques are often In
(@) HW@SFHFW@BFd%dasn1dS In the present specification,

(b) "nekasaeaivVitydsrdiAdCantoger'VCABlyor fitmonestimabf dtrieer ORaieabl y as
© sk m%AhéAMﬁh gRe bt OO o 1dés@d form of vector.

on | i ncl ude such
(d) dF%@F“F&WH@Q8%“éfﬁwg§§P8ab¢n3T8Pﬁﬂdéﬂ%h as vira
(e) viewhiste réayitgent of wpbliccres to pasfeintestinphbhaie iSye r uses,
adenovi ruses and adeno- associ at ed V|ruses) whi ch

5. Th% %sie?la%c¥ ':].g éaqqg Bbclglﬁggtﬂ; ﬁ"lerej-ﬁhs%d a%ﬁlmdyé Breé?ﬂgé‘h lﬂ%mg pgmén inhibits -
binding ofthemereMAIGAM &f @fy ai whegsi the Bribedv i PeTHORIPTERIGHD ?H%ﬁ‘ﬁ one of the

fmbmﬁﬁﬁ&ﬁﬁééon vect or has been i ntroduced. It should be
un ersto

uch t to refer not
@ P Cf’r('ipef Ga?rr? rgﬂﬁeain forab'?d'ng %ﬁﬂﬁﬁ}% to the progeny
(b) ofonwpatehwith @erelrenc%ﬁ'mﬂyéoréeiﬂ'ﬂ%@N‘Pﬁ'%'}"f| cati ons nay
(c) OBikdsto the SSHEGRESH A MAGENE b4 feNhcelartibddg; ei t her nut ati on

(d) o[)mcfsqg MAQ@AJ& %@éub tg{tlla@qtﬂecs%ﬁle Kd QQQ ré?erré)rgg QMle@W not, in

ar ent st|II
© | HoAs1oHACGAY Hiths DHEMSUORRSeT of e T RFreRR Tiear
whereld 66 refpdree Bntibdtieistselected eh dret groupl gpnsistibg iotli mertociopdl @M&b@gy 1.7.2,
mono\%ﬁﬁlhgntﬁ%dg/oqr?gg%on%ldnglt Qﬁﬁ)@&t}l ¥ 180 dmeRRehd | ditbddy d227%d. monocional

b o ST oSS 2Rty 71

monodiybir ardibady 1.66.6 umbrecionahcintibody 7 2Ads mm&na'hwraqddl 72%64 dn°n°°'°na'

anﬂbo@;nQS \@?ﬁctntogg{éﬂéﬁtlb&f\}% iz"i?ﬁodmnﬁnoﬁlbﬁéﬁ aﬁl&@dﬂmmﬁj mgwma antibody
det ec nons Cl ds

6.67. hwdgrﬁorgo(; an}iargﬂ%t{y%d)g nlgmchcp anﬂ rnoncp Fﬁél ant%o o

ngen con 7tions can
be used to achieve selectlve hybrldlzatlon condi tions

6. Th@%sg B&W@lnb Ro briyeof laimsain@ 5ivRgrels srechelgradain varléialeee(gnmtle light chain
variab esregéon ﬁgp?{tﬁ' fih naq%% lj:lgAPIrantllJ%)gma Ft st ?0“/9@ ical %%Jdc@@@quence to

nucl eot | Wt
the caaiseRONERY [REIoY 91IEqTioHT PHR monm”@.aﬁ Yegie Sﬁ%‘f"%&f@? %tqf‘&}’@ Geggjsting of
mono8éhab4rfiboeg d. 7t20mandsdhal dntibodyf 82 meuadibnalsantborde B & mesnoglenalgantibody

6.22. %%B‘eo lh@%nﬂ%d?ug gfﬁ Woa&?gng’sgﬁbwf 8%, %&él&{amﬂﬂ@y 6.73.2,

% S
monop 0 PURBEH o221 RSEH AER St TE. 1DPIED BEPE 205 monocina
antibdde M@Brdatmaneeloodl ah@RGyY 8.2, IrRerborab@ntbodyf 6122 8wed. Fpnqciana eantibody
6.34. é’\ﬁ&p h\%goci%al%ﬁt%gdy}]ébﬂgmad Wastidakfah@odyod. 71 KmE&SEnd brdSional antibody
DS, 'so Sanbrook et al., supra, pp.

726©m@ﬁ 9 55 The term "percent sequence identity" in the

context of nucleotide sequences refers to the residues

in two sequences which are the sane when aligned for

maxi num corr espondence. The2$ength of sequence

identity conparison may be over a stretch of at |east

about ni ne nucl eotides, usually at |east about 18

nucl eoti des, nore usually at |east about 24

nucl eoti des, typically at |east about 28 nucl eoti des,

nor e typlcally at | east about 32 nucleotldes and

o o - oy I ~ o~ . s



reference. A "noderately conservative" replacenent is
any change having a nonnegative value in the PAM250
woOaglookasi hood matri x. Sequence simlarity foPCT/IB2006/001837
pol ypeptides is typically nmeasured using sequence
7. RS d e B e by el et Rispy BRbbYEY for e 65 comsistn
of assigned to various substitutions, deletions and ot her
(@) nmhinfni»da@tzémlsmg ih a6l a6l g se0erBes ssafoity i SBE IDINGA@iatd SEQ ID NO: 4,

For instance, GCG contains prograns
W'thOUﬁHeﬁéna s‘éﬁﬁg&% and "Bestfit" which can be used wt

(b)  csvantipady ﬁ%{‘PP&'ﬁ‘EQ e gming ag@ peakeACRRse R BHAS RIS 186G EBP ID NO: 8,
withoustBgjdigracsequetesst i ty bet ween cl osely rel at ed
(cy F’&H* %ﬁ?ogg L GfSsing Henf® a'&@@%m@&%k'%et%?{hmpg@é'l@ﬁ@ {6 &1 SEQ ID NO:

Bem es of organisns or. e ween a wild type
12, W“?ﬁ“b‘ﬂ“%?'ﬁnaé??ﬂ A°Fut ei n thereof. See, e.g., Wsconsin
(d)  pacitigely emwising tHeGBlo dBdIsypendes det f@@qméﬁ@é@ Nt $pangafFQ ID NO:

16, w,tp&tﬁgg?,ggéaué&wg FASTA usi ng default or recommended
ara

W sconsi
© 55 albedesie Bul R ER SR aRGCE B SEETD YL 7 8 s=a oo
20, witedut e piemel seqserdeper cent sequence identity of the
® ' 80hEP&ly @bmpbriRRg BRSMiVRI sSfuchek werbr i il SEQUB IND: andnd SEQ ID NO:

ch. sequences (Pearson (1990); Pearson (2000)).
24, W'ti?!i'g{hﬁcse'fgna rererred al gorithm when conparing a s qgu

@ on @n#booiymr@msnne fhetaning afigoaeeaees ceed] 'n.Sﬁaqa 29 end 'S 1b No:
28, withele sigedl sepeéntesices from different organisms is the
(h) CQMB%fc%?%Tn 'HeBelnﬁ% acid %%ﬁ&e%lsletyforl@l ASER |§de lBb asd @&Q ID NO:

usi n araneters. , Altschul et al.
32, W'tDOUtWBF'Q“%P?ﬂ“e"CEiS 403- 410 (1990); Altschul et al.
)  NecheibedyAonpsingais. andis Wq%d_%(sw’gm ip SEErIBINg: 34 and SEQ ID NO:

36, withdlE BeR ﬁgggqqemsrefer ence. The | ength of pol ypeptide
. seq uences conmpared for honol o il rally ,
O | eReTne saroRpodn A renear skt SRR BN P nfbea o o

40, withdpo the sRBal s@piebess, nore usual ly at | east about 24
® Tes bﬁiﬁ&ﬁf cobpiirgahd amiAd adiceR§lienadaQdt folrBinSERN IDUNER 42 ARISEQ ID NO:

nore than about 35 residues. Wen searchl ng
44, W'@ ng'leél?g@éec’é’srllﬁe%l ni ng sequences froma |ar ge nunbe

() dinh psibedytcompisingitananing eoid wayneserRBIiein ! e aa?rﬁﬁ% ID NO:
48, W@@dtdqg%@ﬂé,l@é@eﬁcesAs used herein, the terns "Il abel" or
i af taﬁ bgéj/ vtohgfls‘g{ Sch:% nihDER BQLRELR: Rt ﬁ\@d“@rNéT%b%ﬁal b@Q.lo NO:

one enpodi ment, the |abel is a
54 W'tﬂé‘i‘é@ﬁ&ﬁ?‘éewﬁ?%@r e.g., incorporation of a

(n)  r adlastbadyedomrisiiy thearaios ekidseqadrtasciehioni int SECalDD:y56@pd BB ID NO:
58, W,ﬁ),gut?ecg Q)ggqulgpgegt ies that can be detected by narked

di t t
© 18P RRijpe COEWQWEW‘? grmg%%q; ?etqg}gng?]sgslte{] 83’%‘“659':&3(1@0%@ fﬁ@ce?ﬂ% SEQ ID NO:
62, witpititteaignasegehasi netri ¢ nmet hods). | n anot her

) eﬁpgﬁ’ﬂbmompﬁ;}?g th@Baiho 9éid SRNREs &aRth@ SHEMANSE4Ihd SEQ ID NO:
conj u ate or toxin.Various nethods of

86, wi g%é'ﬁﬁ'?ga 6815‘:{&75%85”[%" es and gl ycoproteins are known in
(@ t le apfbpdwsehprisiye theamisedcid faaenseest Bith e © R@r42 and SEQ D NO:
68, wilelt¥Rephbideguehsts! ude, but are not linited to, the
fol |l ow ng: radioi sotopes or radlonuclldes (e 3H,
14C, 15N, 35S, 90Y, 99Tc, 111 In, 1251, L _
8. Thelugpraseidiapto anyisEFiaims @ Iqy7, wherpimdhe HepyRRAn ﬁée"ﬂ"ﬁ W$ing {5 ggaved from
the arfdbrscRr=8ficodgnzymati c | abel s (e.g., horseradi sh
per oxi dase, b-gal actosi dase, |uciferase, alkaline
phosphat ase), chem | um nescent markers, biotinyl
groups, predeterm ned pol ypepti de epitopes recogni zed
by a secondary reporter (e. gg | euci ne zi pper pair
sequences, binding sites fof?secondary anti bodi es,
nmet al bi ndi ng domai ns, epitope tags), magnetic agents,
such as gadoliniumchel ates, toxins such as pertussis
toxin, taxol, cytochalasin B, gramcidin D, ethidium
brom de, enetine, mtonycin, etoposide, tenoposide,
vincristine, V|nblast|ne colch|C|n doxorub|C|n

g, .__'L_,._._L



(c) an antibody conprising the am no acid sequences

set forth in SEQID NO 10 and SEQ ID NO 12, without
woheo7aogiaal sequences; (d) an anti body conpri sPag/IB10€6/001837

am no acid sequences set forth in SEQID NO 14 and

9. Th%},ﬁ% %:Scagi/n%g }( m_ﬂ%hgl’”to %hﬁhe‘?elrgtrl]lg lmgﬁgc%%glna%%ddy gle % %m??nhbinding

§°t' he“amno' acid sequences’ se
portionj thereEi®s¢!erteddromitie falpwingRabpdiesNO: 20, wit hout the si gnal
(@) SBEHENE Bifain dofprisdB thamkav) @Bin CORTICDR2REd ChR3 afind acidisdqdences of a

refererg%%Ht%”?yﬁ?ele{%?e%i frfo%rtBQ ﬂllopp %Qstin ol?"O1 7%21 %Bds '?EQ ébﬁ dé\'@ 342, 6.67.1,

673285 140 9. 206 2 NG LaB PR @@a bR s PR 7 e 7264
mod | D NO 26 and SEQ ID NO 28, w thout the signa

(b) SkY lﬂ% Chain ccgntlpn?@snthﬁrqh't %WC@WD‘@'&RG CtDtﬁ(@ a?rfﬂoné?:lda:%h@nces of a

sequénces set 30 and

referengs Antfop sRCI EMSihe ARpP §9§aﬁﬁg\9c°és 17 §-84nS b %&%\Q 34.2/6.67.1,

6.73.208017pl, 7.36.6,F . 20157 261, 198. 22 8.2212-ge ¢ hesd Cavods @67 . f-oed, 6. 717 v -n8E@Nd 7.26.4-
d ID NO 34 and SEQ ID NGO 36, without the signa

mo
uenc ant.i bo n e_amno acid

©  <BAaEheDoubicer 8P Fienaed 8 Teh Sl R D o
(d) 4tbte anfitoby oft (c} weerein dhealieaweenaisrand dight(dkin £HPRapmin® eig) sequences are
selectédFERI theSdah@ réfBendhiady@ci d sequences set forth in SEQ

ID NG 42 and SEQ ID NO 44, wi thout the signa

sequences; (1) an anti body conprising the am no acjd
10. Thegsertesy skedimprt i 9 wheeln themeapclang tepdsme) anigeRinding portion
compr#8s: Wi t hout the signal sequences; (n) an antibody

(a) C%WE@ %E%Ig c&nﬂ:?g@%lh?% %&cﬁi iP @ﬂlgﬁg ﬁe%%n %%L 8 agilﬁtsgq eﬂce%%g'n antibody
selectacHfioE R @84 (oRyIStiaR okt HGER Iy B SR T N %? 14¢(§EQ 1D NO:
10); 6. 22| (BEWCIONG at); 6.64.2 [BHNIDSER1$)6.61Ct (SEQ 1aMD: SH(B.TIR (SBQ ID NO: 26);

6.77.138EQ M 1HO; 71188 (SEQHPNOSANYSRSeSEQ ([PNo:3R éga% IahsEty D NO: 42); and

o2 SUAENELS A1 o] BEp o L SER G e o9 ok

NO: 68)e8|Tiehimes(SEQUD Nanc4reni BE6Y-mod (A BNy 42he ami no aci d
(b) S%QH@(”&\@@ o%ﬁbrlsfr@rtﬁéﬂ lidHR c%dn@olé\@gloﬁ“anﬁrma&QdJa\cmf an antibody

solecgfogt PP PSR o 12 LB A8 o B0, AE o o v
12); 62B2 I&EEQ WPNGAQ): SBE2 (SN, NQSQO) G £ hGIRQ PHNO: @f‘)g%ﬂ‘ 2 (SEQ D NO: 28);
6.77.1S6E0 mﬂnessz) :&.16 BSEQ IENOCIBN Wdaoragsm@lmmg 40f, 726 ai(SBQ D NO: 44); and

9.8.2 éFQVI\B ‘R@e%élj ﬁ%ﬂ«?ﬁq‘éﬁm?@&g ﬁrﬂt lSEg¥I§ NBesd 3.67.1-mod (SEQ ID

NO: 63)c8 6 HMAY) (SESR 18 MNP: 89): 0 4i2R€-mpd{(JFBID N &Rl the

(c) MieGehYAdin 6fih)iahothy light cem ofi(®).i gen- bi ndi ng portion
thereof is selected fromthe fO||0MAng antlbodles (a)
t he heavy chain co HETISGS t he heavg chai n
- Usg T epraT-anhi Mis9HL PP 1 SRISR Pifing, ?ftécr"e%fﬁ%fém {he maltiﬁftwe of a

medlcsméreﬁirfhdtréaitmﬁmttohﬁemﬂlsaasemtsdrs‘bri)icmgspnfe 1.7.2, 1.8.2,
6.14.2, 6.22.2, 6.34.2, 6.67.1, 6.73.2, 6.77.1,
7.16.6, 7.20.5, 7.26.4, 9.8.2, 6.22.2-nod, 6.34.2-nod,
6.67.1-nod, 6.77.1-nod and 7.26.4- nod (b) the |ight
chain conprises the light chain CORL , CDR2 and CDR3
am no acid sequences of a reference antibody sel ected
fromthe group consisting of: 1.7.2, 1.8.2, 6.14.2,
6.22.2, 6.34.2, 6.67.1, 6.73.2, 6.77.1, 7.16.6,
7.20.5, 7.26.4, 9.8.2, 6.22.2-nod, 6.34.2-nod,
6.67.1-nod, 6.77.1-nmod and 7.26.4- nod (c) the
anti body conprises a heavy chain of (a) and a |ight
chain of (b); and (d) the antibody of (c) wherein the
heavy chain and |ight chain CDR am no aci d sequences
are selected fromthe sane reference anti body. 10. The
use of any of clains 1 to 9?0mherein t he nonocl ona
anti body or antigen-binding portion conprises: (a) a
heavy chain conprising the heavy chain variable region
am no acid sequence of an anti body sel ected fron1the
group consisting of: 1.7.2 (SEQ ID NG 2) .8.2 (SEQ
ID NO 6); 6 14. 2 (SEQ ID NO' 10); 6 22. ( EQID NO

~p—~ 1 ~ N oA NI~ 1 ™~ AL



