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Use of kinin antagonists The invention relates to
nmet hods of using kinin antagonists for treating and/or

wa@bkeoewdalé Nng the Hdii sease pnattttpenrns assnoBCT/ERL086006556

wwi i tthh bl ardHderr rdivysffiuinnrcttiinonn. Bl adder
dysfunction is caused by a vatiety of disorders,

preferably by disorders of the |ower urinary tract.

ANEHG&RY TORANFIBQRIESEOR ARE REA ﬁMchNT OF CANCER

mllions of men and wonmen. In the United States as

estimated 14.8 mllion patients suffer fromurinary

FIECOOMKNENTUON o bl adder dysfunction. The incidence

of urinary incontinence increases with age of

pat i iesPreHiSNVEHEnsEAGS of #Edratatd s TigaReB o eapeer. More

sg fi | e BRREGSS rQhte @9 B (MrRht bERRARIWARAULImRYocells are
randomy sel ected wonen aged >60 years as

cehic exypressarg a ((CPRT irbpter Khulidiag antib@licglp. a ZHOY7 Moep®8 which are

3 .Suppl . 1).:51-7).. Bl adder dysfuncti,on.can.be,due to. )
chials B el lingrn i aies R andion Ok dSiehuiiing of said
1$864d @nsbut are not limted to these disorders.

Bl adder dysfunction can be caused by neopl astic
di sorders, preferably by benign prostatic hyperpl asia.

9 ' PH, detrusor instabilit

I%Q%ﬁggﬁéh@ﬁ%gﬁilEE$F%¥E3 , urgency, and urinat?on

dur i mgintdies Al @blp 6KAisbS&es chira@brizedNBUTRIONAL]I&H B€lY Bivision (or by
2001; 20(3):237-47). Oten, the prostate gl and becones
agringreass Pf arvavahan apepiesis myisansealidt hyothejabiligyof sgid cells to invade

[ ! : Sj H) beni

B BT PO YRS B ol p Fhor JEPLEHY the bogy where the
ckBy ere oét sarmatyrnidened (insamasisy dpsught ther lgmphapandd redood vessels,

causing th | and to press against the urethra. The .
ch Ao o (5 S GARSTRH, SR, NG dyalt | TR Ut g where in the

b%l%%qg&fen@ﬁgioﬂ?wﬂe@h&%?hﬁﬁt@&y EXLHURESY inlaGONhR MSta$BL! tumours
anobunt's of “urine, causing nore frequent urination.

akv elasubied w5 being Gitlhed denigneak enbgrand bosgs turheuralyire itupours that
to ty,.itself. Uline remains . n the bl adder. The .
PP TR B SRSl P GE. 6§ nflS A D P gy malignant
thiiGud afd @Wones Bht drbeaphibe d¥ sprealrhgBf ihivadiorLarl mMetagtasik.

t he bl adder cause many of the problens/synptons _
assodihgteetfe ey eralBIvACS ok sanfersniéial cay bestaysifigd by the type of cell in
fr.aq i Urj ih NCONL |13 .

5O SRSY A2RY0 s AL LARE KA 1RO AR0RR, 8Pl o e
coltL that evee exterBPHndniteead e dw sukfatd, feeg. eskprecligesdye tilaot or gland;

2000, . there were 4.5 mllion visits to prsician for

leyspemic. (YECTUNPER N Blogdderingtssharudki ey YRRE BB causes
14208 SaR®ers! i BLIRE A Hlodd EATLsT tBHROMEGucel difd AR -infd0the bloodstream;
04- 3012, February 2004). Bl adder dysfunction can al so

Iyreplthnea, t which s abednicery ooginhtieg detlyplomod&eandigissues of the body’s

.instability is characterised. b ont aneous _and, . .
AT RS BROP A b PIST SRt e hRbradar QB Bighibggis in the
cBhRA0¢ tifduk b Bohe MhER1TRAD SerhtBMaP VBRI WeBins WatH gt cells.

bl adder rises suddenly. Synptons tyglcal for detrusor

i nst &lsnprt ycanr ef risepiechchy mowens i ahemederapy; tadigsion  therapy,
RS R Uy P RE ek Ry Pl EPOR dlefocation and
goddeWTlthey/tuRiur kinDiMe s(dedioP patdiscaselet rusor overactivity),
myogeni ¢ or associ ated with bl adder outlet obstruction

( BuhrAevigmiliagitpieblemytejaddness intomeurtreatment regymensasigelesire for a
ols fnCtd t r l.j

QoI QR 4B oGl R BERLE LB AT e Bore closer o
tdtalsdetinigll of all be-calpgdtalloro@emict anligesan ctlds, hleadelérthat have the ability
dysfunction associated with bl adder hyperreflexia

(neur ogenic DEtrusordgﬁEMKﬁéﬁébE¥ neur ogeni ¢ detrusor
instability, More g ) s. 2004 Nov-Dec; 53(6
Suppl ): S36-41). The term "idi opathic detrusor

overactivity" is used where the patient has no overt

neurol ogi ¢ abnornmality distinguishing this phenonenon
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donors, Ca2+ nodul ators, spasnolytics, snooth nuscle
nmodul at ors, preferably botulinus toxin, 5HT re-uptake
WO piv70d34e6 S, purinergi c receptor antagonists, ROFEP2006/006556
inhibitors, and/or VR nodul ators. Today's prinary
medi cati ons are anticholinerdlcs. However,
significant perce e of patients do n
oy B SeuTOOTEALY B o0 T bge oes pamadiont {hag EB? Gfioved by the
ﬂ{ﬁJ ef . For exanple 36% of wonen with urinary
ntinence treated with Yentreve(r) (Duloxetln El
L|IIynamﬂrBmehwnngenmﬁmgekgenmﬁwdmdoﬁon ‘mesipoetdxing, tnhehich an

t r eat ment addi.tion, several d ffect .
o BP0 B PSP Bh LR Tpver, i
cORBbR it M1eedh@§1otmébeﬁﬁ<9 hffftoadiRl BEdAb@ABovd i IAWRINDRR Hr therapy

consti patl on, bl urred vi si on, and uri nary ret ention or
ahsmcsruéfaee&omstgmfmadt dganEisktdu@r ooimpte anptgq:nmg@tmecor antigen-

treatne A sub t hal i

o Tl e o FSbr g e gy 1O T B ffrases. Bven
ifaRt hpri&GALAtef i§ RPIAES SRAENAEd, t hefallMang tsReE& Wil often be
for the Mand M3 receptor subtypes or selective

mgtatatist Tha tmaatien NEmeRstascseet mpkgnanbfumayes, dnidiatedftfag poprimary
| | r t 0

tu%g(ﬁ.l?(é"in?] ore ?rdleéls rngl& o?ﬁgon‘z olf ﬂe O%S/i {)s rﬁ)glgo?y}{ﬁgér%grﬁ%us efffects of

cdriter d e RF tNhfuﬂf a Eh&fdctcﬁ@ttféﬁﬁﬁermfprdlbﬁﬂ decurrently unavailable. The

dysfunction, there |s a need to ﬁrOVIde nmeans for the
cyrreiynpintiable methedrept ggneer tharsrynhawsi @ifhenbechoginyited success in
s for
A B A R
si deAghbegt the sptefie delsveay sHtharapeetic ﬁgantmmilsasfann -deHelar agents,

nt of bla %er dysfunction with hi g

treat
(o Hp T ARSI 2F s O B LIRHS RSy EEPFGSOY
cdREefe8nd® HefRbLN, aﬁeﬂehe Bivblosm YsdanditivhAgof hen alternative

present invention. The neans and their use disclosed
tmeqpeesnThqt eiesuﬁcaamrle)ftaddmeal taltgetseaeilovyrsee@ﬁc teew destruction in
vzv?] HH réaﬁuraai 'i;g 8|tf\'t}§n t(i)rEJ Iexe ranr Ir %%es % et Ol}%arl%Ctl @r&lons

undeThy hoge! e apbuéis %&btegie‘s! E6H trénhing Tafcdr \a&dnd)\m n&b\fnhg' silwards the

aspect by the use of a kinin receptor antagonist for
ugehel ARasUicaEERIMEnESF 1B ¥RIRE dBeeRtonabanbedics @aA R rigainst different

f t he
oI ElEsLen Wil Rha TSRO0 Hensod o
BI andtigih Bcéecﬂmhmm&mrhmnca]neremndisnmk’e intoeadcbmmtneither the tumour
ec ptor Is the 5$ rece a pref rre herrbod p dth

SRS i 1 WEEER e AR ity i b shepcastyng lgpour CElls and the
aﬁt?ééﬁ%S’Julﬁmna&omeslhte@ﬁ%ﬁzhﬁror?' 8f afet &flickhAMibHE chlﬁ’}'yl@x which can

onpri sing Ac-Lys-Arg-Pro-Pro-G y- Phe-Ser-D-Nal -1 e- OH
re(dgEthelaDllmto pioduce cell death. In most cases, complement- dependent cell lysis

((ﬁ%Ckléqd ?tgbo%’y deprCI(l)de(r]lt ycell\l-medllgal{%ed cytotox1cl\%l (Aﬂ)écg_lre( E?Er%ved to be

G?QSOEACS)MGI: Ed’ritlicl)é\fcﬁx)'nﬂeﬁputﬂit? otlye MRRiEafedmRbdNalthbligh Bd induction of
aml@sf\ormegj cgrle-apest cquid Ape Plag asebstintig relpleother gase)

H- Lg?anl_cdé)é’c&rl n};xlyoewessdertaf fnoéeecrulab_rle%eipt%s D&_FrEngE%udles show
thaDCNQhemmbkine receptor 7 (CCR7) is expressed in different tumour cells, e.g., B-cell

H Lys- Lys- Pr o- Hyp- - Ser - D |c4mgG4GEQ
chrgmlqolylgy 002/? Ie| _lqugagmg CHW)‘ dglélﬁzeljh@phomas breast cancer cells,

TRt AT T T s T

lympic eddenimdenstasis of different cancers, e.g., gastric carcinoma, melanoma, non-
N-{2-[4-(4,5-D hydro-| Him dazol e-2-yl)-phenyl ] -ethyl}
-2-[| - (napht hal i ne-2-sul fonyl)-3-oxo0- 1,2,3
, 4-tetrahydr o- chi noxal i ne-2-yl ] -acet am de,
3-(3,4-Di cUoro-phenyl)-N{l-[4-(4,5-di hydro-I Hirnidaz
ol e- 2-yl)-benzyl]-2-oxo-2-pyrrolidine-
1-y| ethyl} 3 (naphthallne 2-sul f onyl

‘,gynfecant advance in
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nmet hyl - am no] - et hoxy} - N- et hyl - acet am de,
3,3 -Difluoro” -{[5<4-pyridin-4-yl -pi perazi ne-|-carbon

W@ R070932@i n- 2-yl am no] - met hyl }- bi phenyl - 2- caPGHEPI00€006556

acid nethyl ester,

3,3 -Difluoro-4' {[5 (4-1 ower3 al kyl - met hyl - pi per azi ne-

| - carbonyl) - pyridin-2-yl am no] - net hy I% . .
sailhisehyirng C@m%x%qelé lselfaemﬂatcﬁ% @&t Lhus, #i¢ chemokine receptor
((’iy’lgl"?ﬁ’)scj(a&%tre esffr%g y! ??pﬁgsgg@ %ét)nff)r mAb therapy in cancer.

1-yl CERI ib-o Qevhhltfdn@xﬂbﬂh%hﬁbh]ﬁﬂﬁ@demainf Gnprboein coupled receptor

eridin-2- et am de. an enbo e. kinin
( %‘5 ﬂ?ﬁ ragm{ pPOé"dBpftOBP | RO P éfdjéﬁ%é lgﬂﬁi‘f&. FrerRtors for
h&%n'ég HeBrdtGREREREs, gmm%&ts i RRREENARhY @, Béai T, Nomiyama

receptor antagoni st “and lected fromthe group
Hc dliopeli Igmpho dyENS AL XTOCC chemokmes and their receptors. J Leukoc Biol. 1997;

6?@?%@4? 7I$Arrrg Cll:z{ ?’et%&l\? %hlt% JRS pra 5':]3 90hansgn E grox?neyer HE.
CF-DAEN% A 8286 PhddéPimBatmh BbrySeFotdn 30 be FB AL gafl! dhelkine is an

eff)cadibhDehanpattragtapt cﬁoHJ pndiBycedhse] pmunoPH898:e1604) 814424 ; Dieu
MG VRO et M o Gl ST s seprmyiment o8 gggrure and mature

déndyintcbyd b alsﬁn&l dhiehok Brep BRBY¥Sskd in different anatomic sites. J Exp Med.
nethlcar'\{) - et hyl ) - car banoyl ] -vi nyl }- N, N-di et h
lgﬁ& Bé&ﬁgﬁﬁ@é% 1111mann K, Legler DF, Loétscher M, et ‘al. The chemokine SLC

n&f?ﬁ%{zﬁt@ﬁr %g‘ | :aﬁeélgérf yﬂ‘l‘lgﬁ ng’déélha)nld%&&%gl l‘}lll'rﬁz’hgm QsBe3addPattracts

acthBtehYT <celdy bnan‘DQIU} Eael hyhunak rl}DD&,ni&iE(ﬂS 2034 Yoshida R, Nagira
1-[2,4-Dichl or 24d ol i ne
Nbx t Ryl 4- Béngghle igand 6 ?k‘ﬁ9r&3t¢1)d |3H@C§ g’f%‘gqucgum of

YA ciiss: (gfctﬁ/%fegam Bl oY s AN 2V ROCOR P RYA 1 BBy migrate

Br adi zi de
tdwaﬁQEAQJTmHhmlcmo:k 1(9284161;i9%19ﬂ19l SathuistedT,iSebagliyi, Loetscher P, et al.

R?plé zwgquéé?% gatgiesg/gtlcﬁ %?%biéiﬂ?ﬁ%ﬁre%}olﬁdexr;])?essmnCcﬁmngncyendrltlc cell

n@nﬁér&AEQ;Iﬁnﬁmbﬁ@lz @9@9, 28-am8blabe). Hpyrrol - 2-yl ]-N-[2, 4
- di chl or 0- 3- ( 2- net hyl - chi nol i ne- 8- _
y| oxprasrtisplar-gapeal/a ﬁuﬂqa@mtanylmclaeéwrﬁcaﬂs griess a CCR7 receptor is

c}%r_é%f_a‘;r})glg%h%é:gﬁ% l{léglla%mé}é d(i&m),ortﬁé ?’ﬁlgﬁ’ 4o TRt Mle' GHiRhdn adult

lehkavneineSaildflonydeatia 10d-B eth dbykdedipyiianterdd bpnytcinpilgon of a
razin-1-yQ S-oxo-penty”-trinethyl amoni um I n an

S‘éﬁlﬁo‘éPﬁ%mf G B sells P"’é@eﬁt%?ata’ﬁﬁ‘éﬁlai:ﬁ 4 qngerﬁpe?@rp&m due to

ceAhd@llth IZespEte as h/yn}f kmg&epnoh(@at-l(@@nda* k;yzlrl,phgr@l bbod lymphocyte count

reé aI kﬁk‘%}/ gre(a g @QC?) Swf@%aéﬂswgegpé %%TISCS c}e_monstrate a marked
teh 8GR irdaly |yt RoBek , dpleeah@ Bode mdredly. 3 hydr ogen

atons in each case are optional ly individual I%q and .
i ndeﬁb@d@ﬁtﬂﬁmmﬁ@bbhlso@ﬁ@ in dpt asedbgurine anagggugs, particularly
ﬂlé(?jaé%t n%,ga or?rdlﬁggsgcgcna Eonr adlfr Iealtlhsﬁﬁsﬁee%h%%t ef? &at%n}he o%ly therapeutic

carboxy
ccﬂfﬁblﬂbﬂfdﬂ FR(tne B a[ KigRerCadhpletey temibdidn Gate than that obtained with
- al kyI%ﬁ{;lR(l) wher e R(I) |s hydrogen or a urethane
fiy f@iﬂem. @?e@u e ysgoCaipuximaky pn apiCIRRY meneg|oaal %Ubody in

s&?ma olmt%r g(ﬂeur(]i%ém%l (ﬁyh%ﬁ%§@a? EYLE %nghoééﬂafn?% Moreover,

mbieCulay rcﬁﬁl‘ﬁ;lolﬁﬁn Kbné)rﬁar&i\kylklﬁfﬂtﬂoyere ablhavmyin CLL patients with the
pht hal i m do, 1, 8-naphthalim do, sulfamoyl, (Cl-C4)
al koxycarbonyl, (C6-C 4)-aryl and (C6-Cl4)-aryl-(GC-C
5)-al kyl, or in which 1 hydrogen atomin each case is
optionally replaced by a radical selected fromthe
group consisting of (C3-Cg)-Cyd QalkVl, (G -C
6) - al kyl sul fonyl, (G -C)- alkylsulfinyl,
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i ndependently selected fromthe group consisting of
carboxyl, amno, nitro, (C-Cg)- al kylam no, hydroxyl,

w@ @i Bre al kyl, (G -C 6)-al koxy, (C6-C 4)-arBpCT/EP2006/006556
(Cr-Cis)-aroyl, halogen, cyano, di-(G -Cg)-al kyl am no,
car banoyl , sul fanoyl and (CI €)- al koxycar bonyl Pis
a covalent bond. or radlc for
abmggn 1@3t1qg®ra(s|n?% Ipowﬁ) gw %@E#Eﬁ @B@Sﬂ‘alhﬁ”ﬁﬁhle without
%ﬁn Al %Hﬁﬂ%t@ﬁ&{ e@)‘)la\(ﬁngr%pbey irftial  response together with the

Cg) - cycl oal kyl i dene Co6-Ci 4)-arylidene,

e(iBratiod) ehdtldr aztly| 1n1dé‘r¢e;n0(c(ljunC|0af) thar pdtients undergomg autologous

G - | kylj.d tjionally i dual d
R Tl B St DRt P petds e i o,
[ CHRMAd R ceﬂ‘]%ﬁh&nh %M@Dﬁ ib B @ggessweombayp% ofH- eélembmcigkm s

any integer from1l R(3) 1s independently and
lymplaral ubld yeli§e¢recql@oh0fqrtzﬂd tahec@m)*uﬁ:]lfdnﬁﬂzér vgth a t(11;14) and

cPelh &P SuryTrrerean sy WY DAY cings ripggrab-crion

(@y&wt@@pﬂahaaa Rydroxys dﬁihrf(frlﬂﬁ@lﬂt oido®im M;ﬁr@@ﬁ@one) followed by stem
-C6) -al kyl, (C3-Qg) - cIoaIkK/I (C-Cl4)- aryl and
celd:s _tngplanigtien ozﬁ)ryl“tm“@ payRsRaMAP mﬁ%tfé%@ﬁli’ftamlé@ pyjneristine,
s n i
TP R BB o BTLENRGL, RS L s in most s,
isdibatnigtaudl e r@ekafurdiemreauﬁantd@pro&u}hxst i tuted ureido,
nmer ca to, pethyl mercapto, phe dy4h 4- chl or ophenyl

4-f1 4 }@ﬁhé?ﬁﬂ rqunﬂyt Flﬁrﬁﬂ'éﬁﬁv‘fte Helhdx )pﬁlﬂglil]t?| presentmg clinical
)

lﬂmPléféi'i(%H&ZﬁyWHWe a ﬁi Bflazrz'\mﬁg%llgléaﬁér é‘%@ﬁ%ﬁ@fﬂl @Qlls to the ligands

oZ- O¢Ri7dythe Berpyustadigl chemakioésoHeXly19 (MIPBrB)whmct HC&L2) (6Ckine).

o SR Eh R EIE 81005, LA ARET LUt i

CAPAABY QA b8 dndtidefaddafa@s Ao, Bnltﬁlsasehﬁﬁlrﬁ)nﬂWnBHom tumours
acid in the L-or D-configuration, which can be

expissting wcogiq £ GRik heveldhe rhiliy te mstagtagispmipiengecendarydymphoid

ofag(?arng}’l{\j Ieglsl tunwnurs LaClp()m%thlasan@C g%é K [Hﬁ o%%?@%ﬁ%éég#&s involved

e }Gmmg td Msmmyle}nmbm@ofgadi, Q)aéseﬁ)ﬁ‘a infremiabnddal diskéhination.
- NR( 4|) CHR(5 (1'V) i.n which R(4) and R(5),
t ogetltwereft wet wremes anger frAdditiang! eansey thegmigsa in particular, cancer
t | ClAl h
Eg \}ﬁﬁgﬁ%g%ﬂos i%g}car O? %Ctl}g?mr@éé (IM'S Aéi@ﬁlﬁatg?&)ﬁwsggth erapy should
alewt s;adc;ﬁcacmdour desthasioo, inalvivphby,i (ﬁoror:xample killing tumour cells,

alicycli.c-aliph no.acid; .F i endently of one
oG £ an RGP GlocBmEa ettty OREFIE B bas .
aliphatic or aromatic am no acid which can be
substituted in the side chain, or a coval ent bond,
S(lD)lMABY[I-)Fl'EHEDMHéNT!I)GC D—Thl or D-Nal, any of

V\nglt ﬁg')%: navér)lilgr? gsa J? k}lsle fm %)rlcn@?% %\A)t’% N h1 \Sxpressed in

sblﬁhe\ﬁdﬂhﬁlﬁkkeﬂ@ i0¥Mgen maSth hflblin ﬂfe entrg QY &yraptioid o1tk mB ths secondary
hydr@g (C| C 8)-alk (C3-C8) -cycl oal kyl ,

QySaap ylmcluéwlm ”é?ﬁ?ff (N, and 2ty expreRgjpn isgsalristed to naive

I
R AL LA 08 A O
ahSnt&re&ﬁM@hzﬁ'gét fooRthb Fherdlps/ aedanoad pasicllarly sinacanaelis oehich tumour
wher e qEZ to 8, or, if Glﬁ not a dlrect
n

cslémwpr?% aaCGR?é%qep% he ynvpRiorsoRirpTiRgl o Pa g Riyed fhat gnAbs to
di

dcd(}g]allg ﬁta%g(t;(r)] ?ﬁ leg%osgn%f' 'clmne;y}‘tbgk €n )é-é?%; r&repfo? afld are capable

ofp byrslirgd xgd (‘Zé]ll?yrebqitelr abd eapabletin tviter ebkilling GELEfand AL cells, i.e.,

enbodi ment the peptide is a peptide of formula I

wher ei n
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Z is as defined above under ai), a2) or a3),

preferably hydrogen P is a coval ent bond or a radical
w@poorhes4tormul a |1 -NR(2)-(U) - CO (11) where RCT/BP2006/006556

CHR(3), R(3) is as defined above, and R(2) is H or

CH3, A is a coval ent bond. or @ physiologically

tolera !ée sal t there§ In a nore preferred ggodlrre

HAPWHCE!S BHEFSIEOR |- R et biiereat A hdopcaras g substantially

oy S b avaphar oot Fhb g pympfiytes.

r adi dakreddres the nﬁ\mnm]ﬂl eclates,-INBeyral( () th€Ose Of 4r) antiedg, & antigen-

SRR Bl a0t PSSR Ky v
E to@)ofatdﬁléur &éﬁ% Eresid aLER7 rddeProEl M -tRE ananufacture of a

Cl13) - heteroaryl, whereby under the proviso that
pRQr@)acmsthai fémpemntiorf fqymelaydg cgesy; 101G pam9ula1 «yhbodiment, the cancer

f oS irere] BKEpaRsEor of oy SR A SEBIrPRB by

am Nqhu§UlRsdn 4spb&d tiRNinkientidhy 0y lo, the alsB @f ¥h, antlbod , or antigen-
car bam)yl guani di no, substituted guani di no, urei

bm%lﬁp@nemet}mﬂoﬁewb@bt Rindsp e ayFCR4 -reegpiro pih diigy manufacture of a
pﬁa% gr&(l)t)%%g %gﬁg)/?sm rﬂto% ﬁ(ﬁprﬁg §¥|nd2c1nﬁ1ﬁ§é&8§i¥ ﬁ? ﬁgm%m é:e‘ls Fxpressmg

al2CR7 edgptor.3- thi enyI 2-pyri dyI 3-pyri dyI or

cycl ohexyl, or in whi ch R(2). and R(3), together wth

the & é),%ercaép?,% mj: trwgnﬁron: &fﬁqsaton%ﬁ@ethocblfor k{ling or for inducing

v

%ﬁt?%glof nlidd? §/ é}kﬁ‘&sﬂ %: g/ga ertrf]:tge;é {c%%n@gﬁ%g_sgrontactmg said

ctlts with eanemtnhmd)e opraefngenr blddmngtfoagnmmthdrtm“ péphideds ® said CCR7
H D- Arg- Arg- Pro- Hyp-@ y-Thi-Ser-D-Tic-Q c- Arg-OH

'EE®F D NO. 10),

R?r aag lé?gé %@9&@ 1Z (¢! m%r?rd?)r RidtyPrSh Vindibd I8F kRidg ©r Gof inducing

g
appioRip @f Arlgwmr selHy px[EEssimhe-GeR7 Deegpp®( tr arsypiespyn pea@ of said

trﬁftﬁl‘%rgj}ié rrigﬁls aﬁmm%&p to Sﬁ-dCE)UbJ%,% a A}}era}aﬁqtlfgngffectlve
amBuNGf alﬁéntlbody, or antigen-binding fragment thereof, which binds to said CCR7
H D- Arg- Arg- Pro-Pro-Q@ y-Thi -Ser-D-Ti c- G C-Arg-(}| (SEQ
“PCBPNO 14),

I\I%( -5%%% Sh&, HR- i il 7eRREs B ifietth & £8Y gnﬁ"rrnglf_rggratron of
t%d\[rgéé[bSéxpl?@SSm@p-@&? RieeepBar toDsddond@iyc lyfapdroleHtisSieQand/or for

D NO .16), H D Ar ) o ) }
ologigtsseRpeny! Breousaelipint seoandurxdymehpid seye yhichepmprises
corthetin sald tumour cells with an antibody, or antigen-binding fragment thereof,

Fnoc- I§L g- Pro-Hyp-Q@ y-Thi-Ser-D-Trc-Q c- Erg%r—‘
“(h‘SEQ)mdSJOMGICR\S)reCCPtor

Elm()gggoﬁl Da&z%t,i%}% 1nventrlz!¥rpre Atds toha H§SLO(P- for 1mpa1r1n n%gratlon of

e &l@%ﬂgﬁb@ﬂ@oym@iﬂl@ceﬁﬂ@” By eedoyifar§d yymiphoidSeiksde- did/or for
c-Gc-Arg I D NO. 20)

bb@hmydlswagwm _tpryuppgllsanie Tesondasy lpppheiddissue in a subject in

n@{/(g?g}? ()ﬂ( ?F%gnetﬂ \JN%hD_gok%pnsl&F adllglmst g 8 salc_]_ subj cétra Br_erﬁpgutrcally

effedtbeAmgpuatof QE@ntrdeyNG} arﬂ@en H-T-ﬁdmg ,ﬁagfrEhDﬂr)ardBf,Avhich binds to a
tg-Arg-Pro-Hyp-Ay-Thi-Ser-D-Tic-Gc-Arg-OH (SEQ ID
Cﬂ%7 r;_i:gﬁptor

Frnoc- Aeg”no”™- Arg- Pro- Hvp-Qd y-Thi - Ser-D-Ti c- O ¢c- Arg- OH
(SEQ 1D NO 24),

i ndol - S-yl -acetyl -D Arg- Arg- Pro- Hvp-d y- Thi - Ser-D-Ti c-
G c-Arg-CH (SEQ I D NO. 25),

di benzyl aceryl -D-Arg- Arg-Pro-Hyp-@ y-Thi-Ser-D-Tic-Q ¢
-Arg-OH (SEQ I D NO 26), or a physiologically
tolerable salt thereof. In a particularly preferred
enbodi nent the peptide is

H D- Arg- Arg- Pro- Hyp-Q@ y-Thi -Ser-D-Tic-Q c- Arg- OH ( SEQ
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i ncontinence, enuresis, |oss of bladder function, and

nocturia. In a preferred enbodi nent the bl adder
W@Iy®iesaLé on i s associated with urinary frequePClEP1006/606556

further preferred enbodi nent the bl adder dysfunction

is associated with urinary ur@ency. In a still further

preferred enbodi nent the bl adder d

sf.u on
assobl ANEGasREEty ther MEHPn TRt # axsdod 1ok %ﬁtl&%a.%wund for
kfcl: [’}fﬁse d?%gﬁlrdug}ﬁg:efﬁ I_rg{o'sfgnof1 R Frc@iléte%’re%l‘i aa('f@{{?rreceptor which

one re disorders selected Tromt
cgnhpigesconpri si ng neurogeni ¢, nyogenic, neoplastlc

preferably benj rostatic hy | asia, i.nfla

et abol D ¢ (R Aok RPECSaNS GricleR & Fecgp i pifhen Candidate dompound
hyper t r opRyp1 QPR HAYERI G Byt a IPAGRGRkhereof, and
obstruction due to surgery or injury, anatom cal
changesb)oﬂettehemmgo‘gbﬁhtradald candidateredmpqind ksldd smdselts expressing
parklnson stroke, di abetes and aging. In a
preferred? Prothe bl adder dysfunction is

correl apiRgei 4 boxaﬁéidrﬁr tHaBWHRAsY cBIE WkpaeHhE adCERITARES tor, is a
In a further preferred enbodi mrent the bl adder

dysf uncoimpeund pesntiallapeadulior killng po forcade@ng Byoptosis of tumour
nyogeni ¢, an i nf di sorders. In a stil
furtheregsé%%§¥31 §§§33%8%¥ 't he bl adder dysfunction

is correlated with and/or caused by idiopathic

di sorders. |n_anot her Ereferred enbodi ment the bl adder

BRIEF RESCBAPTIONOFTHERRAWINGRA/ or caused by
neopﬁa%‘trkg %qug (Qttﬁ”g%éﬁ7 q{xﬁ“&red&p?es@?aq/ ? réa?er m tumour CLL
assocl wth dira

etes or aging. fn still “anot
cgllsethen riechoembb &i ash T tylm@}iolcatr&siek’erdy@fahmdmodommlsles from 11 CLL
correl

paiERLs Qr]%zggf:%ﬁnﬂltyh%%@;%?’rg% %%bgf:ﬁgp/ %8yt0@efrplgfgl\/l) to discriminate

dﬁfetrénY %&ﬂ)l@Bg}{)lgﬁtl&%%'dtth&agé%pbﬁulﬁg CeROOHir RO HeANS measured
bl adder dysfunction and the correl ated and/ or causing

asaln@elaéleopamnep rm@elmtryr((MFIbeB@ns depresEndmagn éygﬁt el by(B) that anti-
Cgﬁgl ]ir%e N n%ﬁ%aggeofﬁr St 031&15 ené&ﬁ?ceo k) r}%ras]tbslo"d mononuclear

céllir(?BWIQ) €roRJONLS3a%ientd AP RSB htdd TGO et ht pﬁﬁ(bkisodﬂﬂ tﬁlhél between
antagonlsts pot assi um channel activators, ana

3Ncremdnngd oBapnugsavithtthe anti-$ERhBIARS wsed (Fugdn ), an [gM mAb
t I t e

(EERP I A RIS R 1S3, Rl R B one of the

phy’];lmlbgltﬁirlsganamdf URIR ‘hed yloattioe sontrol. dhewn®ORI7 e At Maheletennined

B B B O 08 2 Sy D rcsin

oﬁﬁbﬁdlr%me {hge E%M @@RBPMFI SA Pépﬁé&ﬂiatﬂv@ c@é@ i95iRwiflos age
form whereby such oral dosage formis selected from

t he §igwrp %osmrwssithag lpmhdaml CoRt en/lbd ymediaie spengi bind specific

-SSR AT ash DS leRER e KU sl Bablttol, g patients were

inabAEd &¥il aAGUAR BN Abs @R théir aBspRbidQisTBpe &dmerols (IC) and then
medi canent is for |ocal and/or system c

cxpsechite trablif semplenem ©Fted et théysl*%éﬂaéaf#‘é‘?ﬂmi’%d Pyr 7-AAD
1 %ﬁ mOpEIltls thra‘fj}ltdI P@Mt é)naii rE‘les aéle&P&m&Yly a'iegiu FLS& 1?%"18‘?10%5’!”1“ cells.
r& Ié) oup con'pr SI g I Nt ravenous, upbcC aneous

Bhﬂtré}ar‘éeé‘rit @ddan 4 RDrEAMLSEYERNA) mtlrcaajheagM mMS(alp,g/mL) (B) Anti-

rectal, sublingual, transurethral, intravagi na
CH&T \g8gnARI(2 Hefiekhper i t oneal , transmucosa

tr anﬁl%?r{ewA @H&Q/@ t£&¥dc8%xg&§sibﬂ rb?l@(t}R?leablp 1iAB) in tumor cells

enbod t he nmedi canment nprises at | east one
frbow b hreprephigativecauhtlc akll iy@phome cetniddlhyl patientameasured by flow
preferred enbodi nent the further pharmaceutically

active conpound is selected fromthe group conprising
chol i nergi ¢ antagoni sts, adrenergi c antagoni sts or

agoni sts, vasopressin agoni sts, neurokinin

ant agoni st s, potassi um channel activators, anal gesics,

NO donors Ca2+ nDduIators spasnDIytlcs nuscle

o o oy Y T T

o a o T
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dysfunction in animals. The present inventors have
surprisingly found that kinin receptor antagonists can
wheooased2d or the treatnment of bl adder dysfunctPGHEP2ZDR6/606556

surprising finding can be explained by the fact that

Kinin receptors are constitutively expressed on

C-fibres ( t er anka et roc Nat d Scj_ US A

cmg@trwg}c g&pgyk 1%%sesgsm%$ % (gfﬁytltﬁlFL 4 Bleui, 30 5hipvs e CDC of
1l11§1mg eRdBof &liREER 71AABS o@%ﬁcﬂe%e‘%gvé"”[(ti MMean + SD of 4
der dysfunction. There are basically two Kkinin

cmEsenﬁmpwnwhlch are involved in the broader sense in

bl adder dysfunction nanel the Ki ptor an
Che. i Bseran e ARt e Riobbe i BroBo PEMC
floRF QPLIOT SaticARt AY0AI %n@fhé%ﬁhiﬂ d&ﬁ)@@t(ﬁfs ggrwé}@ fi&ﬂﬂmed with
for the treatnent of bl adder dysfunction. The kinin

corasaiyatemsi of, thgnmmj?QRheTPsbs fderndt$ deMg/méeBerE@mdgfeeﬁcell lysis

d%gz E%le Ccé% g?vrairsrg etg%lﬁlad %ﬁg?-é%ée Ing &r;%)é%[mn andTQ%l\}f ' ana1y31s n
ek@@&llwg}d%é(ﬂ@l &lls, quﬂbﬁ@@@és fRem-C1209atidvas and normal B and T

57(1):2 The term "kinin antagonist” is preferab

celbselgomheplthy danove hinesHapreseah geap 6 et bisist A reSRINEM mAb,
ant agoni zes kinin receptors. Unless

(%fﬁéP3?2%§|%dlca ‘ed, the term"kinin antagonist"” is

i nt eFl@d-et ® showk utle BDT porptwrcoralaggowits tGCRAxBRssion levels.

recept r antagonists as inparticular disclo furt

i pusacg depgi oleLhcsells codgted (f gop. 98%7 P el 52% {15"with the

1 ¥ &0 T ARRL &Py 2NG/RE RS JGIH-FRRMEM mAb aft
p&%@?&%&?fﬁﬁﬁtuer%gﬁé |t2§s J%de%gtood t hat any@%tgl aner
aehbeﬁﬂinanmdemwn@n@dﬂUggnmammnwe nmet abol i tes or other

| bR ol e PR AR SRR e

C%anél’ﬁ char@at Efdvmbaislcméu With @nhammmatlgcaﬁmxz pg/mL),
Such assay is known to the ones skilled in the art

thenlf; oarmwn@br(ets Positiee cpntbeld Waic Wkpesedrte iugangpatural killer (NK)
cgll oFl)JIPSar Co(#eadjc%ﬁz W]e dét?m?lﬁ&?ﬁ/ %’SQA%lmcgng)E)ratlon and FCM
exarrpl uncti ona ux ass

aflel$gl§ irbﬁécthﬁﬁ@ﬂl@,gaﬁa Qlec egtsoBagGhbwahéadnt SD dj@ea’x@ertments
activation _of phos ollpase C and subsequent

i nosiFigmshdsghave thel caideCORYi nAby t9ontd tnsce eprghfgation of
e [ .
GhpAFSCEONC TEFSSRRRE, B8 AS RO, SU0K o ki the
CQRbmfAIbls,cICtsahrﬁi -0m3iroAd fhinid 2t mgdivsaldne. DalAsynthatyses the final

-2) and alter Iuor scent ro ert
1At 500Y, T draehEy HUERITGS BroPREVER P represen
nfe@h resIvyend cgéeﬁ%eltfbﬁfnécpnntthﬁh@a)’é osolic calcium
concentration. Therefore, after §$e i ncubati on and

| oadiFiignref8 elkedws that tahtntCFCeRE ar b Glyéhe ghanages of - l{lhand MCL

U TISEHBAL B CERLS BB L SRRC Rl g esro

i M%ddefa(ﬂﬂeyﬁfklr\/ﬁubﬁ\nc&pﬁf ORIdeRs ﬁ)rdﬁ)\/ﬂnﬁﬁﬁes Witly 2 ug/mL of anti-CCR7
fluorescence spectrophotoneters and readers.

th
gy ﬂé‘a@t baye)s M (Brehibers) inyhbsotr %'&w mAbSdm%té@atSédé\@tl\étgratlon of
Eét%t oR stp(;ﬁs? % 'd@lﬂ"l@a 1I )tP &hp#g&%m Bhsal migration and

agonl St Cl rcum/e
nﬁgﬁanbﬁﬁn tedpresghct REEeSE 2 (11 (Idﬁl@g/m)lt)phgdndCofctah chemokine receptor
concentration. In_connection wt t he pr esent

CORERTHBAR oot BTSSR an Bk havAs ALTeBreBN givcase is shown.
(éfl\/l\/\gr B9 JradeLn&k fin '?Ié’stspoh&dtocl%tﬁq g%f’?dg B‘FC@‘Rﬁ’t WI}’19 @Ypg/mL)

urinary tract I nt ended parts of
urinary system except of the kidneys. By ' bladder
dysfunction” is intended any pathol ogi cal condition
invol ving the urinary bl adder. The term "di sease
pattern” as used herein is defined as synptom or
pat hol ogi cal situation associated with bl adder
dysfunction. Disease patterns conprise single synptons
or pathologlcaIS|tuat|ons as mell ~as conblnatlons of

rr g . o - T
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By "urge incontinence" or "urinary urge incontinence"

is intended the involuntary |oss of urine associated
wowdooasd2abr upt and strong desire to void. By PGI/ERES6/006556

i ncontinence"” or "urinary stress incontinence" is

i ntended a nedical condition § n which urine Ieaks when

er.san cou sneezes, |au exerci ses,
oige B0 e B R maRgt Rl Rt T EfTioe. o EpEcieRiatte case i
sidign bl adder. In "dysuria", patients feel a painful
desire to void together mﬁth aggravated mcturition.
Urinary incontinence neans a state, in which unwanted

I ' | al ,enically rel evant
DH?@%“@@P#ggﬂﬁﬁﬁﬁfﬂﬁNq?ﬁﬁﬁtﬁFﬁ%gﬂﬁg%%gnaI Conti nence

Soci ghy hrd&¥ntt Jﬁeeﬂtﬁfnn?fef&ﬁ‘ |Uih€dnSral, ttBQhé‘ R¥aot af antlbody, or antigen-
mcturition due to lacking control of micturition y
bmdMgdfregmmtdtéﬁrepﬁawhwhy@ ssta 8 (el gereptad, 1 ths%la@‘ﬂ acture of a
oo Ral,pSmb i 08, By et & ARy GOPMEP! wheh tumour

ctIBdxPRSs QICCRBRRAE®S:, byNaltihg ol tdudi@gapopesis bhsaid tumour cells.
i ncreased production of urine overnjght, |eading

mor e bﬁ%swnoerspa%amen@Vleqmrte#aﬁ éo tﬂkﬁahsmmréanbkw%@r antigen-
I f e

ot R i eREk, ok HEEYe aRoCRE By B fetmahidReuure of o

pblzilﬁ&a&ﬂlcphtcbﬁllpﬁsmomorSleﬂlrgeverfa:l isdueptgoapoptossiadfl jumour cells

with or without urge incontinence and in nbst cases

exueBigER €ERiTEFFPfYequency and nocturia. An inportant
POI Niry 30y BN USHHRNCALAI0FE efbd QY@fﬁ%drV&llgleﬁgf@&né @ CCR7
t he absence of infection or other proven pathol ogy
r%ﬁ@madﬁuﬁumabxumRepUamwicsmn@h%0&$mhd@¢dfsaﬂxowhumtunmurcdm

e)ipre%s7a %Feceﬁ)tpr cl?tllclebg]rawcg g%%/% Q?ﬁggm&f}ggﬁﬂ}”mgme cells

yihHoned (MTIhhgoRictilat NFnphbMaPnarBei Blcell Bmphbaam AMDS-associated
bl'adder dysfunction can be treated using the kinin

lyarphegeni Jymphoriestorcytic hdyaiphomap a Burkiito nyiriBond &Jge“ acute
b dy, "N scr d |

B A T e T

nplost ﬁiﬂgbldi:s lﬂﬁﬂ&irﬁd;yd’f calxomad)}e}(ﬁird)liﬁe&tlpé ejnedrabxley, blast crisis of

|nterst|t|al cystitis. Ap artl%ularl preferreq ghgup
myelodiysp! ?ﬁ“érﬁb'a%ré’ﬁ?eét gangaisel ah birast cdsaen RorsaH &t drng cancer,

nleInlamtahgaﬁﬁgémter bpgilﬁiiﬁd%@ Rl Q:al%lmd'n%gpfh%rhead and neck and colon
ant agohi’sts. More preferred Bl receptor antagonists
cacmotrhe fol | owm ng ones.

H Ac-Lys- Ar g- Pro- (R

e LTORPG Bl ERE A, 2R NBBHECELT. BB ST BY SObventiona
mefiA2) for example, surface expression of CCR7 receptor can be analyzed by flow
andAcLys- Lys- A«g-Pro Pro-d y- NMePhe- Ser-D-Nal -1 | e- OH
cYtRaEry assordend ke Wedd mathadbPisclosed=by lopez-@ralr $.andal. S(Journal of
Ei L eau.n:G o  FOLIAN A 3 ; | auer, W; Regoli, D

B L R A R

AcOr Wfp%ﬁ@né) €mPero; QAsy -usbe Pheeine r mBard¥aliniibem@H of RO&#)olling  the

as described in Gabra B. H; Sirais, P. Peptides
podideratigyof tupmour gells, said tumour cells being tumour cells expressing a CCR7

ré&%ﬁ%ﬂﬁiﬁte@%&nﬂuﬁe@ﬂnﬁ% &% @p% gillllg%_s% i g&%ﬁ@,&nducmg

aﬁ(ﬁﬁ%ﬁbf aaad d&ﬁlont belts mlipaﬁ’ﬁ@v&ngr,atldn oMsaidGemmyr kells to secondary
son, a%r S. ; Burkarg,.gl Ntcul‘ u%h,
p %éuswyan ock guASHEPAMRI0 Pb gy d19gwur 511S ghtoggecondary
Di chl or o- benzenesul fonyl ) - 3- oxo-1, 2

li@éﬁwég%éghydro gui noxal i n-2-yl]-N-{2-][ 4- (4 5-
di hydro- 1H i m dazol -2-yl)-phenyl] -ethyl}-acetam de,
N-{2-[4-(4,5-D hydro-| Him dazol - 2-yl)-phenyl ] -ethyl }-
2-[ 1 - (napht hal ene- 2- sul f onyl ) - 3- oxo-
1,2, 3,4-tetrahydro-qui noxal i n-2-yl]-acetam de, 3-(3,4-D
i chl oro-phenyl)-N-{l-[4-(4
55-di hydro-| Hi m dazol - 2-yl ) - benzyl ] - 2- oxo- 2-pyrrolid
n-1yl-

~ AR T I ~ Y Y Y L e L L
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{2-(2, 2- D phenyl - et hyl am no) - 5- [ 4- (4- et hyl - pi per azi ne
- 1-carbonyl)-piperidine- 1-sulfonyl]- phenyl
w0 2000/00332¢ | n- 4- yl - net hanone, as descri bed by RPCTREPM®6/006556

T. J.; Dziadulewcz, E. K ; Culshaw, A J.; Miller

W; Burgess, G M; Bloonfeld G C; Drake, G S.;

%Pzaafp%rdn}g to t@%g\gﬁ}ltﬁ@e ay anhegﬂggre g%al%gyﬁaggtg%gjﬁ%'gﬂght thereof,
sﬁ@&ﬂb f&og“CCIﬁareceptor i.e., which binds to a CCR7 receptor, sometimes

“G642) 4,4 -[({1-[(Pyrim di ne-5- carbonyl)-anrnol cycl opr

r@fprarrrréd:areboagz lanfibatyi eioJhemayeiytidn, Iship henysed dor &dlibgyy |fpe inducing

aB,Optﬁli P{F \{rgoulrrcfe‘flf &épreﬁ%{)% ﬂl (_Z%§?Iracel%or Cg aeeggent})j tlée antlbody of

tHe EWeh@dd epRmRC@elOoRYIhk- @ABhuT@dture of a pharmaceutical composition for
met hyl ] - bi phenyl - 2-car boxylic acid nethyl ester, as

kelisg pr Fedndyrindapoptadis /& saidéney geHs. As aponsaquegce) the invention

ggvlcg\/\%n_r&ltgmal‘g ;l)\p/%g)é) fgé Ele%trn F@é}s&m b‘g? V\}Na cagg%w}jlch tumour

cblﬁéﬂplréskaG-CR’Arece}blaﬂdls E R ; Leonard, Y M

Krue er .. Lew s, - Pettlbone
Frei ﬁg‘é‘fm il gk cel - @ goe r)é%remare#?rs o megbanism of
}]{ﬁﬁfxtéﬂ og tbmour cr:%lsr cih nalis dtg;noou_r 2cel)lﬁ ex rgsnsrz 1}7 re[c(eptor by the

spethnﬁXX)Pysi’s 6f ckmdetdﬂ}sl Ska@zlﬂmes)uldymw)h}my is normally mediated by the

reﬁltnh eq,t 18’}@r %E)hoi%liergtprrroettepry \/(F?)@J %&I‘ctongeIF hsSuCckr/i abseIg!K cells
(DD@@F,)’ safdt pro?&)@ Qﬁ'd NK ; cei-l-éJQ&%@'dé)kzablé of Mbemﬁb'zﬂl()yefbrgel-and produce

runeau, D. J. Pharmacol : o
IBis3respedtiveby; of zmd {l{rﬁot(rctebglaﬁt@rhmncg-tydalqﬂr wigh anti-6&R 7 anibodies.

| )+ di. | a )
glnghé'ﬁgl)/t[exlznlcg? }j.ﬁ ?BOP %%1 Orfret)(lﬁ})?lur cse %sed herein, refers to a

mecPhfisd ®yowHlich thbur ells @apresdihi wl CORY h&’depﬁirh&lﬂa@oﬁﬁmptosrs 1e.
1- carbonyl% pyri di n-2-yl am no] - met

pisigsHERmpH ool éwbc%fsrrbenaéreateﬁerlﬁwmleé?& angBodigsscri bed
' n K%QEEm? Ptlgerg ggﬁpgﬁpv&tloﬁk, ﬂﬁ%@%ﬁ#}gﬁr/ ,ﬁzfergﬁsda gamma-

ng)nhﬁ,m)r R. fré@fnenTahrgeoiCthatTemhﬂﬁrsta spdcifitihindtag activity for a target
T G0A MDY, SCHER te6ERor FOgEST)1 v b 23960y ghde invention is
c%a&;ﬁe &f &'hEim%%V&IﬁfH ROIEERY! dypleally Satdeielel Y Ar & MaRKYtiguous
hal en- 3 trlfluoronet%ylbenzenesulfony ) -
apiipe p¢ids rarquqm]reéctetfarmcﬁe em@pdebwr\tﬁe,deplropﬁemrrh lr@oive non-
Bi ddl econe

conttgugH%Bl&ulj) acFr.(ils Bay rﬁ%LHre INbreBe 2. '_%t‘]%rﬁ“t] ll'S_L, g\( or 5‘2) ammo a01d The
tdfANBeAMbdyAof HeMafvenfon” Ligsheds; Zoi Nétamgle,; pblyélonQ ; antibodies,
Mareska, D. A.; R ahi, B. B.; wan Y. J.; Yang,
nzmgﬁlongl anthplesg engjpefreh nor En()dlﬁ@d @trbogdgﬁ,evghlrgemc antibodies,
0
R
sadht Ao URgh, $7(7a‘hé)2;)fFabhesrﬁlg16V(&ran‘Eﬂ?m cokg ﬁegfpemmddlahbdaes bispecific
categori zed as Bl. receptor antagoni st and a

S
apghadinsorndahgtaigsaniyeate 2ntbodigy dptasition & ﬁ?%‘%o%"}f %\Fslavemlon
o5 L HEP LN B PR PR OLHION £l e gfl, o v n
threektleptSach antibgbed sy berpbéucdliy,a vdretBaf M@@’e,pholllldlng hybridoma

aptagonrst activity of a Bl rece tor anta ﬁnrst

PR ARG SR oURC BRI DT (o pL oysiloeultures, and
r&BhAGRRt ShpRSdibY Ik ytran@ﬁé@c RhEhAE2RIY AdioBles’ @REHE PFoduced by
ant agoni st activity of "a B2 receptor antagonist is
selegmigf 4 sapuehse fremsa pbranoahsemendearexpressedlinrdigday systems such as
ant agoni st activity. Even nore preferably, the
difference in activity is by a factor from50 to 500
or nore, preferably by a factor greater than 500. A
particularly preferred group of kinin antagonists
whi ch can be used in accordance with the present
|nvent|on are B2 receptor antagonlsts Nbre preferred

~~N e T T T Y s o



10

15

20

25

30

Bradi zi db, LF- 160335; which is

4-(4-{1-[2,4-Di chl oro-3-(2, 4-di nmet hyl - qui nol i n- 8-yl oxy
WOreaonphu26 PCT/EP2006/006556

benzenesul fonyl ] - pyrrol i di ne-2-carbonyl } - pi perazi ne-1 -

car bonyl ) - benzanidine as decdPDbed by Pruneau, D.

ﬁkﬂlfllse%%{ﬁsm) }a‘gp bgten%ﬁggzggtor %osp@seﬁ‘Selecs atﬁngaxgrgulﬁd@%e in the
ll%gééhr%g%g_ge?lgagng PpgRhar producti® mehodBRRy MEOIChad@98d Chamow,

Carrf ap(mmadmoﬂ)e 20 8198 (2EANYThd ¢hopser sfahaifydtiring fr@hbdology
- di hI or o- 3- ( )
agieady AR CRATT . BRI e AP RER st desirahbe jipagrtance of
cWolRdraté méletlé\ébgrh %@Q{Htl@d%@ 855%)’0f'c£t%¥1hg Nati @Rl cation, and cost.
Synposi um (Part 11) - Over ni ght Report; | Ddb neeting
l\mpodtffer@anarmb@gm stg@;@@*es andy be generated using standard expression

tel[cﬁrhol%g)g”lgggi}gﬁgtf%ﬁ %ngtﬁ' (hles an%b(gd’)'y ?’ragmentshXUChqz}” f:aﬂ)oand Fv

fragneéapeas | fanydsashifflict ety eompiang Logdoneny | from different
- pi perazi n-1-yl)-5-0xo0-pentyl]-trinmethyl anmoni um as
spsissr ApBbodh fragments of pmallvizgisuclsas Fap emd iy fragments, having no

[ l n I [

e g Pt S foin RGNS hay Beigch SR Y e
expressfamasysaem, Single Magipi FvGragmerirshow. lddhdammmeokenicity and are
2005, 528, 7-16. A particularly preferred B2 receptor
C@ﬁ?éé@%?@ﬁngtW%QP?%ant and its pharmaceutically

act i yge Qﬁmo\ﬂgtdf\fﬁémtvgﬁt'i(ﬁpfwhu!kpﬁkbll?ﬁgltl Bhds ?@hﬁj epltope of a CCR7
derivatives among ot hers, al so describ us
re0BiB4B8 33A. be nsed thetapefitietyeat wfellmspmbllmrochbnmlqat aggags, such as

shown, that |catibant (which | also referred tq as
IRGRAR OSSO A, PR becHout ot omglfy 5 PSR FRcol Dlofgg ELISAS
ra'aﬂhm%%@@sa%?7rr§@.ﬁ)mhﬂstec1@enhkghIaysa9£f ghRRbpRBiHaeeEHsStor other
of kinin receptors of the B2 subtype. Icatl bant
immbnghesieah easpays dkiyvio fin phadyki Vimousi tamypodseny ¢ be used to

G QNP5 B, Sk S PSR G0 A Pl

bodggnompimapaidahdiomstrad agsays adeewnels knbwatin blantirt Shlmfbm‘n'lﬁdnoassays
bradyklnlnlnduced contractions mnth | C50 val ues of 4.9
tyﬂ?mat Mdpwolys the meaqglrergerpﬁg GOHHREX q_‘g]gglow[etween an immunogen and
H g1y ias Rt s é?;fe t% Amﬁ). human
a%%l@gﬁ%eﬁm{?& agvbar gmétt Z:F E p “ i %ﬁl] 2000
Nov; Bb¢ hnﬂlt)qdldsafﬂihmr)venAbB an;layl bapollyalnhaleeﬁftlbodemt&;ch polyclonal

i.bited, BK- ted i n03| hosphat e generation in
(R T 46 PGPS 1 BTk S Bu7 R "G Bl for Sample.
fI1IRWE @ﬁesoi( Rebe e&fbn@bf an Elhmhnﬁli@ AR50 and 308rab®);an adjuvant.

135(2): 462-8) tJ be acknow edEed by t%ﬁe ones !
Tsnxlpallx;dhei nmmh@zmgtagmtaandt’m@dwenbwﬂ barimiecagrt @gbmesﬁ@ﬂmal by a
serles Or? 1gbre aﬁl(egusw nr1t 1ﬁltrtg[tr)]eer1t nea mé%ctlgﬁ%telﬁ}el 1%{]mum¥mg aﬁgnt may include

a pjwme;ubt 6ed figmeht t‘iﬂéreaﬁelni figiorcpronin fitreoBée A cell expressing a
anot her pharmaceutically active agent is preferably

CEe&Taseaptor AlRmeHEelyr depide SFRIPIN PreRFrins| WiHeh higbeen enriched for a

C@@{tﬁ\%&g}t&l& a RELAOR"HL o AMARANRES {6 e ARG fes. Such proteins,
agoni st's, vasopressin agoni sts, neurokinin

fraphagepr picparfdiohnasd mmodhcmdrneto ﬁxetrionaltwmm mamalajjes itlos presence

donors, Ca2+ nodul ato (frm ti.cs, muscle
P&Pﬁfﬂ%‘a‘ep? P¥dp gy U’Pl r{‘@g‘i‘?“o’sﬁf Felpugpeen is as a

trhsnﬂé thid voté?HH m%rsmfacé aﬁpélp(rm@mcg%@érﬁ;eam ROE Spiller et al. J.
In |tor modul ators. The term "chol ihergic
Immna@oM@thOdsaﬁzéﬁxr é]‘ 60 dbP9P)usBusheelds oarr b eveybe ahych naturally
acetyl chol i ne receptor antagonist, including

ant agoni sts of nicotinic and/ or nuscarinic

acetyl choline receptors. The term "antagoni st of

ni cotinic acetylcholine receptors” as used herein is

i nt ended any nicotini cacytyl choline receptor

antagonlst The term "antagoni st of nuscarinic

e s
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foll owi ng subcl asses: 1) nuscle nicotinic
acetyl choline receptors; 2) neuronal nicotinic
wae®rpbabol i ne receptors that do not bind t he BCEEPR2006/006556

venom a- bungar ot oxi n; and 3) neuronal nicotinic

acetyl chol i ne receptors thatldo bi nd the snake venom
a-bun arot oxin (July 19992 Ni coti.nic b

CAREEY) Fhenaties lﬁéﬁeﬁldwsm FAnREE B eich i IERSHCP IR 4 berobtained

alft'ef Qraﬁgﬁe%ﬂgﬁhe omdein NRINK EcoRYPhdt SEN Yot Pamong other DNA

el s. net; Lindstrom (Cctober 2001) N cotinic

séqneﬂnywctﬂnosq cmlnﬂgdemmgsn, thnsebmesysshoptodiies soffidiefteexpression in the
Sci ences. London ture Publishin ou : o
chfl B aRRToBE 1805 D Tego Loy s sl aprRprang ix g el sie in

WiYh BR ke ededpiisQed BV BbRfli@ns@re shalsdigdl M thdRell is directed
and preferentlally couple with specific G proteins

af Mese Watlgm@ywlgmql rpeque whichrig afléledaitt the @yiggm) coding sequence. If

iﬁ-?el\lastgg"?ngfggm%‘ﬂs %% P% e&m 3ok Irlj:“?eA t%ncgg)lltoﬁondthe polyclonal

ababodies Baltel ahified bgz?nmnoatﬂrmy/c\}wmabgmﬁw ). In
general , muscarinic receptors have been inplicated in

bl addHiernaiiveby, ospiq Sweibodiey manphsemonopb) @ngpadiery Menoclonal

éHb(Lvoqgﬁ_ n?eg/ b% é;lr g%%@? gyfl@hdgléla? (%ggxé f) B 191% }M?‘r?ster or other

abpaiptibte@eRtaniBas a6 ilvetinizb0 wik3ar %huﬁhﬂ*gmgem( tBOé]{l)t lymphocytes
Ur ol ogy 55: 33-46). In view of this, ﬁent

use
th{ePrpdieasenit orF P HE o hrpietoantthpdies g zf @lly'tind 10 the
f
AP B! LE2K! o Y ML hey8e11S), e i
agentemtll opicaly mxo}@clet yKIGR7 edcspok nowdragsent thereof or a fusion protein

eSO e RO PGB HERUTEES BPTDPHREE) o SLYBLEG s enriched

60 eIaERYecktol Bﬁa dna{épﬁeﬂ@ﬁm&f Bt % todl @xpestig adbOR receptor. Such
conpound, ich is known to exert antispasnodic effect

p@@teglﬁnﬁamms oF erepathtionhats ntrofeceeigathie moa-Taeangnagmal in the
plressglf)% - th dl ;ga)egolgr?attg r@}??}\(f% a{cgbﬁgr?c)mlg%{“ Qg‘nggtl%?lOH%q an 1mmunogen is
aa@ttra\ghiembmfp;bte&cmahélsmgadea)ﬂm@nmmlmm demtm&tinmre g., Spiller et
Exa es include, but are not limted t
A o TumHYPL. GOLS A cOUB! 98Pt Vi celisean degeveryone which
[
BBy SuGEPIPEL TR ) 1ML g o
obgemﬁdsaMdtradsﬁdctlag ehaisell with n DRA gmssectt thanventingramong other
<@§Iude are nothlln1ted to: E e&achn. ( .
Q Fﬁ%‘f‘r’(‘ﬁ%t 8¢ dingsthe agyige, t"é’ﬁ%uﬂ?ﬁeésr?& Or rEnEI g expressionin

tRSEQT. ThistPpeRRh 15P]5(Q~‘§ib‘l@§m AP WHén métc@ﬂ%énﬁlﬁﬁne RNMEe natural site in
derivatives thereof; b. Solifenacin or acids, salts,

vénenthieomsigen IW@Q@ evestthe gntigan anss sypthedradgs, theeeli isedirected
and de t he
Er?l'(ljelsle ?%%a; on n yszli'lcsgn 4 dgr }zlé:ﬁ 8(% ?t theena%?é COdlné sequence.

Ath0a0sly, 85inPhScytéThilgSbe pmdrnms lnaOIt)fdJGG(EFe:hﬂl}QHpIdEE cells or
and derivatives thereof:;d. Solifenacin
lypplbRode el e juged drnoadiumean mammgliag sawcrosrdesired, or peripheral

AR SHPESHSCrRTCSR WP UBD SISO TERAPRS g T

lmplﬁkicytesailré fused naﬂhtanQﬁEﬁMalaBdibﬂgBme eshea syitabibd ﬂxsm,g agent such

ag rpgg'lreﬁ%squrgﬁ)tt#@\l/ ((g{@g)(reqt) glralnl%yiy;i'fiorglg%g - Isg},/e%tgré)/? Elrrtlohr?arh%gé cell lines

a?@?r{l’};el %@Hs 8P OGFusESh&Virte of:“}“fhﬁi]%ﬁ’orpbﬁl?d["l'i’egﬁ bidddrhy Qells are
nmet abol 1t and derivatives thereof i ropanthellne
chltameil de a(mtabllamﬂtbrmm@dmm thac pdfffe;ralslal qos;anmm prommeressubstances
anal ogs, esters, am des, prodrugs, active netabolites,

and derivatives thereof; h. Hyoscyam ne sulfate
(Levsin(r)Cystospaz(r)or acids, salts, enantioners,

anal ogs, esters, am des, prodrugs, active netabolites,

and derivatives thereof; i. Dicyclomne hydrochloride
(Bentyl (r) or aC| ds sal ts, enant| omers, anal 0gs,

o, S o . T - .
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am des, prodrugs, active netabolites, and derivatives
thereof; p. 3a-hydroxyspiro[l aH 5 a H nortropane-8,

WO 200p90344 | di ni um benzil ate or acids, salts, PCI/EP2006/006556

enanti oners, anal ogs, esters, am des, prodrugs, active
met abol i tes, and derivatives l2her eof ;

. tes, ¢ at! g. 4 .
R B R S S O SR HAGRA ARt BREL W ol
w3 2@ linfitin@ MM Rl do4ndathi d8ituRahb&iumPRapérh®ER Sn which the
anal ogs, esters, am des, prodrugs, active netabolites,

habddates celkst dre svituisdcanie agsayndférobe pagsenes @frmarddienal antibodies
salts, en i rs,. anal ogs, .esters, .am des rodr ugs

gerd ae TR Fep g Gori R Cedmiflisciin £ H00 tomenry

oft bl iRRMOb ALEi QXY Nr BHLdINer R PRS ibidieg ARhN 9dh de;RIW or ELISA.
tropi cam de or acids, salts, enantioners, anal ogs,

(denasrcan alapribg eultursd delpivg €5 asedtes (Wenauss ol ani@al. and

deri |V .eof oo T
(or YREHERo UTiRThe slerifiony Shmanacianh miibadigs proiyspg by  clone
of [HybRerda Zells fi$ detettinet ape thinuhoptecipitation or by an in vitro binding
hydr oxy- 2- phenyl acet am de_or_aci ds, salts, .
ag3un 1 dimas sadigimamygpeassays (RHA), ok enawee-lipkedimgunoaksorhest assay

ol it Lyat] of
N o e S e re b P ikapy o fow
chfontryphenyl pr opanam ne) or acids, salts, enantioners,
anal ogs, esters, am des, prodrugs, active netabolites,
and deinvaioclonsl 4didbeet secketedBRPthikXSlbclones are suitably separated from
(4-(2-nethyLinidazolyhéiz,Z-diphenylbutyrannggi or .
thie | dtures gpedivme nagstiEonbyid; AnaPoEs, Pestdventiong] gwynunoglobulin

- S ' okj.t d -1 valal ; ~
P o hirk® ST 3Rl Sy R 8 S0 AP tapaie
chshetsgragiy, delsgleqroptionegis, diakysisya affbigpciromam,grapd.

deriyatives thereof; and z. SPM 7605 (the act.ive

met a FifP‘é’OﬁﬁO“#L%tft&db‘?fi ey ,afcéa?ﬂea@@gg ,{’YSFS‘F({“%?‘“a“t DNA methods,
s8R i80S criBORIN0YS 4, £, §975 DNHESHin® iRAhTlo ¢ hhtfSodies of
nmet abolites, and derivatives thereof. Further

theo mpysuiies ceth e ikaletedafiemnths CBER hireceptarispeeijic dndridnama cells and
L D S B e S AR proes
aPBIS£RAbIeNd L bIndGRPE ki fluandite Grespe endodirigh hesheasty emdalsght chains of
descri bed by N |vebrant (2002) Pharmacol . Toxicol. 90:
mpmezngpodios fihgdypydemy geltsseade espicfased spyrappdispeh BNA. Once
i@lated, 0ODN AL AYinedted3RRs & eﬁ%rgsléfotnh\?ercto‘},l @/ﬁ&hqg then transfected
conpdunds ich can be used 1 n accordance wth the

o dswnteellngecit iaprsimaneCaOH ecles; dilinasnt leganersdgarpr(CHO) cells, or
]gg?nists he term,,adrenergic anta oqist.or agonj st .
myelsma celisatiay dasurl diheriise, ProguERs BRMERCSIPRUI i RPEARS [habtain the
sPRASSs $nbRSFEnal Bntth ARARR UL ARG inBTHISt dePisand

ant agoni zes or agoni zes adrenergic receptors. Unl ess

ot heAwioher | mdihodt el gentretingrapecifidr arogdies, @ant agdredyt fragments,
or_.agoni st " istintenq§d Lo jnglude adrenergic libraries encodi
TSRO, Br g NS 1§ b1 WL FIPYRYPT nkbariSs g
iBfmunBlbb@sn ggﬁ&,s or pBltichs tB&eEf, exprRtcdemn, bARAHH, U@sst, filamentous
active netabolites, and other derivatives thereof.
phageshabosamesi & tberormal sobunifsagndapihcs gisplay estespss These methods
am des Q S. . actd ve..net [ 11 r

G52 LES i R BT SRRUES of eaBpO fragmyept gequences
ophagiedeesth Agvesad daur@stsuvie heAdive@ioes, pafi@ept afitady Bealthy or not.
cell-surface receptors for two major catechol am ne )
Theterisa B Cah arerdemash anslnipressedt 4 angRPERRTEGR PYSHAN ang) selected by its

g { NE. l.baon. - ) r £ 4C

SRR ATR S [ B 0o Riveris A HNT A ERGIC o et
Nat ure Publishing Goup, http:/ww.els.net).

Adrenergi c receptors have been inplicated in critica
physi ol ogi cal processes, including blood pressure

control, nyocardial and snooth nuscle contractility,

pul monary function, netabolism and central nervous

e . ~ o, -
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a. TT-138 and phenyl et hanol am ne conpounds as
disclosed in U S. Pat. No. 6,069,176, PCT Publication
WORN07TMB497/ 15549 and avail abl e from M t subi shi PEHEPI0A6/006556

Corp., or acids, salts, esters, am des, prodrugs,

active netabolites, and othet3derivatives thereof; b.

FR- 149174 and propa m.ne derivatives as discl osed .
aqtﬂ)o e opagragrﬂggs Blltgggegmgl Em@pqgtl%sgle @151e1étﬁﬁhzmg, agonist, etc
(p%\a?gnhapl@urt gy Emtécﬁawes 8*6@%'7@6(9964)(3%'(:1119% EQF 12@islhem., 268:

salts, 'esters, am des, prodrugs, acfive rreiabo [ites,

1 230d1 B8hep0 t{)&rlmwatdmkmhmhﬁr aufbodes aKLﬂJﬁht?thBB fr@vmnltsa@iaeacterlsnc
Phar.maceut i cal

éi\@/&}l@rﬁ%ﬂ)&ége iBY o gsan égg: ()/eeor CI gstfm égconitﬁaant means by
e)QFa'&ﬁﬁg ARsharbt R@@\ taﬁlrs@@étmgda ANAYBERYY AR SRERRLI dd8nes which

derivatives such
erzogde sdgnumgs o t(lQam(bC@yZR)leQﬂhydr oxy- 2- ( 4-

dr hen | et hyl ani no) - et hyl ) phenoxy
E%%E??rﬁ c‘lnagle%’d&fqgg?cg%ed in Tanaka et al. (2003) J.
MVed. NGRRBus 4Pprodéhies keakRlusaoF e, mslatilss bieRig@laid gamétidaschniques
prodrugs, active netabolites, and other derivatives

sucheaseth :goed kpowledigaf| th@rgémnc&tanéﬁ@wcwmémfdgnmgwobulms to
B
c%nﬁ oér:%ﬁ é%g x)gn%@*fﬁ%glor(s of' 1 %n%gk%]ué)ﬁ (?é)é;] évrl]%lxtill glcné tof improve
it@cprdpertithyfor esligicalnydr Obfef)mu(ée Stinte asf dhéml as€ed to nreduce the
Japanese Patent Publication No. 26744 of 1988 and
inpRRgeaisitparlotite PobrGuieit dhe NBeciess ypayhich 1hodkslg psqdyand the
re@&l%%)é tn{r81§1cﬁ Ferﬁogg %ta?]- I %??%B%Yogoﬁs %ith this species. Various methods
h&(1®en hnlsexf apbiﬁmyll MABDs loy duovey efrigen amjidﬁeg hie noe kthoeallgeadmissible

e e TR SR L o M 80 sz e

re@H&!d‘ &gt inoBrdlé'p to #RpbLe)thOdidshion @taihtesmol%@lﬁlérlﬁbo solid tumours.
am des, Ero rugs, active netabolites, and other

Odher posstbiliies ark @pemgatﬂon 63 BBEcpnfihinding Ftpm[asls[fgr [n@rq than one
Chl or Qg et hy|
tager I g%?? *bl#er?loxy ace oer)alsg)g% nggéccll CSeedC )9 FZCSEJAJ g%ttlon of an

arﬁibod{/lﬁ%fraglnentswttﬁtdmom GheleRes w1314thelt$&tré<9 fofictael €lg, a toxic

salts, esters, am des, prodrugs, active netabolites,

ageRt %%‘H@?O‘Eer&f%m {astory ﬁe]p*@]@,lfnonﬁ)dumpg3agegt4ﬁ1mmunosuppressor or
roxYs | je Lyl )ma r{b?%mmp k] Rsul

iR O SRl B el Rt

mBl'eyBie@IretaBehH%astGGme ¥23atde Maav&flaabhlﬁllfodpnwhlch gives the high

hKli.ne or acids, .salts, est , Lam. des,
SREFBTAGR oHet Dot bf B8 o e -DHReRY HER R SPpsramples of
th*e&eéo%@tfructhms@& 26830A as discl osed in Takahashi et

1992) Jpn Grc. J. 56: 936-42 and avail able from

Ch]nmmamilbh«m ne or acids, salts, esters, ami des,
? Lg?t% e rFt%r E?(ﬁjl Vqﬁ%e%bc%lnlst%u%?éd wﬂg v%Plel?tﬁE: rggel(r)rllsv E)mvaen antibody of
sdrfe Eﬁediesb@hbyllnalg? ROm3miAyedl rie Xy IRick PR Yh A nzasng@f&mbd)zamn €onstant
) (a bl / b2 adrenergic antagonist reported to act
regionapdriither speeics Kibe wmedarehish ghe chigicsist atipody is to be ised). The

BT ST ol AEIRL e g RS IR b s
inhuiRpiedi, arkibétter tektaed in alis sdgect o der wemed, axgttln \improved serum

net.abol i tes, and other derivatiyes thereof;
half-jteqgnd which can be recognized for effector 1mmun010glcal mechanisms i.e.

[ 2:L] hl,@er ) hydr h
IRIFTOR SFhe RSl E ol o SPBRNG) CdsNE] PINE MYatAT Rkior for
inthsglbbsad that sBewlspeciet spatific{t$994) J. Phar macol . EXxp.

Ther. 268: 1444-51 or acids, salts, esters, am des,
prodrugs, active netabolites, and other derivatives

t hereof; k. Conpounds havi ng b3 adrenergi c agoni st

activity as disclosed in US Patent Application

20030018061 or acids, salts, esters, am des, prodrugs,
actlve nmet abolites, and other derivatives thereof; 1.

~1 PNA ™ N\ A 1 17~
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and Manara et al. (1996) Br. J. Pharmacol. 117: 435
and avail able from Sanofi-Mdy or acids, salts,

wepanvdaeer s, anal ogs, esters, am des, prodrugBCT/ERI00&/@6556

nmet abolites, and derivatives thereof; g. SR 5861 1
(N[ 2s) 7- car b- et hoxynet hoxy- 1,13, 3, 4-t etr a- hydr onapht h] -
(2r)-2-hydroxy-2(3- chlorophenyl) etham ne
thﬁm@@ﬁwﬁﬁb@@9sas di scl osed in Gauthier et al. (1999)

. rmac 5. 7- I
- on L TRl S, iy i ORI RUTLRLE o human
afibBRIpO tehdal IPhahoBHeE Hﬁﬂlbbally Bat revdinacietmti gSn&btrﬁimgelslb@ém,es of the
am des, prodrugs, active netabolites, and other
paieht yathodusbythahishris leshdmmysrgstis dnhimansfl g mapete achieved by

h e \

BT HRR0L PR ORE (e dr BENEL e P AOTh Bl NI Ya s onto
hbeatedoastantnegidng pegérerate ngimeadd ahiilgaiies; by drafgn@aosdy the non-

and/ or cont ractili t st udi es as d r| bed

hympp egqraplgmentasy. defeggiying regigps ( RS) 1k q%man ggmework  and
e fon?l d}( 179%ithdut Pel't@l"n%ﬁ(:@f} crlm fre-lll-ﬁ@\porkzi?é%dues and (c)
1367-1373; Gauthier et al. (19 J. Phar nmacol
tﬁxwlanﬂmgrtheZ@Olre a®n-BgsBan A(aﬁalbltet‘@mmhaslsutofcl@ampgﬁuﬂm with a
whi ch..can be ,used nce wi.th the present

in acc
PEROBKE SRl BB ARG, et orim
" vas QRiRSEl O A0MRhSing hén-RIBAE A OISR cibReh ld8scribed in the art.
conventional sense to refer to a conpound that binds
Preferahly, adwimaaized avab@fbf kassing qraneqstapniso ackq| regidues introduced into
1t ftrher Wozl?éen\g/ 1%C| 3 8nvglgngtnregg%slenn%r g'gurn%( ?rmlg%%%m e:t51duesS are often
rélﬂehéd &s aacimisort sekidacs, asliieh sre apicids, tal{H’nOﬂbmng} 1aqiolrt\fevanable
rret abolites, and ot her derivatives thereof. Further ,
dpmains ynder st ood t hat any salts, esters, am des,
pr Odm%lz%%* ¥n H@%?&QH lf}ﬁﬁ‘erﬁfrmgp I?@lrIO\gﬁlrg'tH@He%% A'Winter and
pharmaceutically accep table’ as as
cplvarrkas olJogdscad lay., eNzttume 32A: 20 32A3e (19868 s BRemhmaonpauaks Nature,

[ ed in accqrdance w o
S IEner o AR PB4t N AOOH S0 45> TS CIRR). by substiuing
hyPGVERIGI O FdEi ANt RaeRies tor th% RSy gy sddgBetel Bf latiiman antibody.
convent| onal sense to refer to a conmpound that binds
In quacnd:earlnumgmﬁde@tubedre@karmtryptceﬂxemtm@ apmpaskes in which some
ARSI AR B b ol PR FRRDb: PRI ues

sa@ganitsd B rebidiek (fﬁﬂﬁaxﬁalbgchgrsntb@frﬁﬂoﬂentaeﬁ)tl‘bﬁdiﬂes aFheadhofts, of human
salts, esters, am des, prodrugs, active netabolites

vanle dpmpingehath dight end heray elorbe ysge imaraking the dumanized antibodies
r

1%2%? ﬁb?rlg%é %%Fv%dtuggy%ﬁlﬁg{)% enidi er(rélfa\?rg{lg\'f/ﬂeegs%%mﬁmt?(%&‘gfsﬁmty for the

amh@hnmmdlmlté yhasce;alladnl“besisﬁﬂivahéthais the sequence of the variable

phar i call ctive. Ki ni TKs), are
4PBAN 9 8 Srod e 1y Sfrsﬁlﬁeﬁgyaa&btt%@!@m‘@hﬁfera%ef kgewn human

V§HZ§§E A0 seqlEWO KT Rurflad %n&n\gjhﬁﬁ Y§ Rfeks ekt '90 Blat of the rodent
( NKB) Neurons are the major source of TKs in the

ipthen pﬁ@pgpd afthd Impoart rameygerkereglondFRe ar thé hErKsmlzg:l antibody (Suns

G trod VPN cearatt (586 drabie g ol i SN dogo01 (1987)

ASBERVASRbH Olses MRJarte@idr ﬁﬁﬁ{e%ﬁme 1oﬂn@erﬂ@grﬂ61%| atd @Bnsensus
and stinmulation of inflammatory cel (See Maggi

C.
sgquendeoofiyll meman mitgrodeesaif .a paptpeular- sghgroup of @gh@pralpeavy chains. The

s?rﬂﬁg%lilnewo 1211%%/ etlgsreg f&gﬁeg?%%fer%%%gd antlﬁé)d”‘ gs Féarter et al.,

Phar macol . 401: 235-40 and Orhura et al. (1997) Urol.
Int. 59: 221- 5). Substance P activates the neurokinin
receptor subtype referred to as NK . Substance P is an
undecapeptide that is present in sensory nerve

term nals. Substance P is known to have nmultiple
actions that produce inflammation and pain in the

per| phery after C—fl bre actlvatl on, i ncl udi ng

o o o, o oy ] I oy
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Met) ("L 659,877"). Suitable neurokinin receptor
antagoni sts for use in the present invention al so
w0 p@70eB32@ci ds, salts, esters, am des, prodrugBCT/ERI00&/@6556
nmet abolites, and other derivatives of any of the
agents nentioned above. The ilfentification of further
conpounds t hat have neurokinin receptor antagoni st .
Peact iNath yAeadd SeoubaAs RO:EASsr € 988); ukrestal et ¢t helnypwiadnt 151:2623
dd@ggntion can be determ ned by perform ng binding
assdy studies as described in Hopkins et al. (1991)
Bi ochein fudhepliviportdie ShatCatibod k8 Gire Tilihnized 1 Witharetlention of high
Aharony et al. (1994) WMbl. rrmacol . 45: 9-19. A. ,
RN yHeF the bigem awﬁbta*(agrag/[% ogAl BRopERicar [hachieve this goal,
o ¢ o . . .
R QOB CR G SRS pRAATF O process of
asadydiv af oh¢' parenfat sé@rabdsyandseatidus donsepgeal iemianazeal products using
sense to. refer to conpound at hinds to and
RGeSl edr ol LR ZARGIS nd et -5t wabirEe

phiRfkisad sdiboliRe: term "pot assi um channel activator” is
I ntended to include potassium channel activator .
agentsfurthsr step in thes apiroach, smimake awgntghasly mededeilar to humans, is

rodru acti.ve netabolites. ..and other derivatj.yve .
PREPaTTe sfre prCoRl ohiRifonn"t Al BhESS which has
bEST Eghncerdll d@Dntali BRI giabledhly endTBERINAi8S0104 ndhREY (or other

derivatives are pharmaceutically acceptable as well as

ppmatareetbed. dalmaticuari g eynamplgus meankey astbedty, @pfpuhiplgontains
l e c )

IR B PRI B BB RISE I b BORSH i samma 1o

gamafaes adnytatis @dmiaih (drs PEOnaémt). OFiel pspaseoh cofr &fchr aittbodies is

a conpound that releases free nitric oxid e
dsssPR 41 Slepance il pdtipERtnolesmt éQ's‘%i%ﬁéﬁfa @8?’2&&%@&&%570 and
Ush® 11181498" NQdoNnRfibodiss IHAVENREH deforkCid&niHit T2l figh degree of

oxi de donor agents as disclosed further herein, as
hemblogastoduings, argdloties, est 86 V8Yamdistday, hpmaulredigstor dendtipes, have

netabolites, and other derjyvati.ves thereof. Further
4oL PP arBOR: charany~ kit WEE SEURL T ymallehtBins. Another
h%lp)déﬂﬁ%nt Afchhy orRhalahs tF@ nWindit Befibddeds! ¥ AiIcUREd BY Newman,
p arnaceutlcallgyacce table as well as

Bigteehmetaslyotfi:ddbby1 468 (13%2). Nitri c oxi de donors may be

cl j:n..the present invention particularly for
}ﬁﬁgwgggﬁ?+?%pasn1activity. Nitric oxide (NO plays a

cri t Bgaihumaheanébody e neaut ar amididgtoontadfingramyrely human light and

physi ol ogi cal _processes, including vasodila%i n and
heagurhinons ovellngy RANSIYYSCEI0R? PigHlicedThe A glofecknog standard
methdd@pl i cated in intrinsic local vasodilation

mechani sms. NO is the smallest biologically active

mol eds| & khewatientb isntahezatredi buroan ehtibodiesx tarabe dgenarayed. For

range of physiol.agical processes. (Nat 1994 I
cHan618 ioiel! PruflEeS Prosy TRRTOS PG AR e s TS P gapable,
upon iM¥RuhiZa®drS @\gﬁfo'@ﬁ&_wg AN $éRitegt 6f Aikhag amitsddidfin the absence of
endot hel i n-1, ich is the nost potent known manmmal i an

endogssarsstmneraglobubliavinedueiion) Egs examaplet jtnias hege described that the
vasoconstrictor .pote of, angiotensin Il (Y isawa ,. .

ST EHT oL BP0 ng QL ARE TSl fglod TR chimeric

afd 8830-lide nN@btOSIbeTesulR: in882 <8P letdathayiashiof @hd@denous antibody
(1991) Neurosur erx 28: 673-679). The biological

prgiuEtion. flgansfernd the husep eeaning HEwunCrtobriiz gepe gray in such germ

5 M AN s S0P ) D 0 Wi

bi ol ogi cal effects of endotheliumderived rel axi ng
factor (EDRF) and is an extrenely potent vasodil ator
that is believed to work through the action of
cGWdependent protein kinases to effect vasodil ation
(Henry et al. (1993) FASEB J. 7: 1124-1 134; Nathan
(1992) FASEB J. 6: 3051-3064; Palnmer et al., (1987)
Nature 327: 524-526; Snyder et al. (1992) Scientific

o P P — ¥
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net abolites, and derivatives thereof; e. 3-nof
hol i nosydnoni m ne or acids, salts, enantioners,

W@l oeE?26 est ers, am des, prodrugs, active net BODEP1068006556

and derivatives thereof; f. Linsidom ne chlorohydrate
("SIN-1") or acids, salts, enantioners, anal ogs

esters, am des rodru s, active net abol ites,
Seer6- g,a{qlqgaggwfsr@ﬁg@frocg ad. Acad. Sci. USA, 90:255 1’ (1993) Jakobovits et

" ﬂ%&ﬁ@%@z %gczggy(ll zl cillam ne ("SNAP") or acids,
sa enantioners, anal ogs, esters, am des, pr odr ugs,
act i vdtenmedtiablyl phm digplaly dehnolagy WdsChffi@tyeed g/., INature 348:552-553

82 (d d compound, avail able from N cOx
(%D?b Caé‘rbea‘tSF do p Z*Pf%huewaﬁttf @n éﬂ%\w[y megtnéw vitro, from
lﬂmuqeglopa;m%g(ﬁ% (S%tjbl\ﬁemngé@%ért&&s R d@ﬁsﬂsvwctcyreﬁ,g to this

her e (avaiTabl e from N cOx
teohndme, suibody \édam’aimgmes araclahed) 81-fremt ents, elém deBaJor or minor

rodrugs, act bol.ites, and derivati e
PEOTRER bt i, Dl abRB G e P St &k 4 gy ¥ R Blptayed as
f&ﬁltlbﬁal @m%Hd'yofFﬁgr%em@n@{ QBS ;sufateo%, th@%tﬂa%% zﬁf;@l@f WHeause the
active netabolites, and derivatives thereof ﬁ
ﬁim@wém/aartt@;lﬁ goRtatm A sigle-strandedoPNseiadpy  efalthes phage genome,

BRI ANER 31 B Ao S A RS LfBion o
theryeid étwoﬁmfgr 08 MNti6OAy SxKibjting! thasd Bfopefitst Thus, the phage mimics
enanti oners, anal gg esters, am des, prodr ugs active

spipe A5 0Ne peapertigs PIdBe iR sell Ve whsnbaf canype Restorpaedsin a variety of
f&%’a@% lf@Pth%lrfrreQMe%Qé S. ]%'h)‘lSOQIr I@eQJ S anctfab %well Dav1dJ Current

iomers, anal 0gs, esters es, prodrugs;, act
Opetiab ol StreauraaBobldngs \564145&769(199& eof ; n. NCX 950

(avai|able from NNcOx S.A) or agids, salts
enantUgy Qtib aﬁ%ﬁ Y, ale%(é\%.ggnera Judn Vﬁma?ta@éed Belly gr SCID

mifed @hﬁllts 1ﬁ%un@@9st%rrbé@§tlﬂl?e§1 Wieh&Rhn cQis. NCX 1000
(avail able fromNicOx S.A) or acids, salts,
enanUnererisimaarailtibgdy isditensd, lsqueg Db@o@hqug@ces aen by asolated,
bol i.t es d.derivati vets ﬁq
[@\7@ aP%brft]éOdF‘]F%%”[\ﬁ) 8b?pgrol&rl)a eofixpaeéfl((}g Sy§8 e a"cell line, preferably
fRARA thANBES wHERbEsqueatly @k fres@fhdl Bsera&h@mtu @Scul@ed iné@ia from
met abol i tes, and derivatives thereof; q. AZD 4717

“(W’aﬁhﬁabql@db’rcémbﬁlﬂ%@ée@ A.) or acids, salts,

anal ogs, esters, am des, prodrugs, active
Aﬁqe?]tgg oﬁg?lhg tSand derivatives thereof; r. NCX 1510/ NCX
1512 A(naa/tﬁibloajalfelgfrfeﬁmsl\lh tﬁ%mSntAof) aroﬁntﬁmidgiss;.xcls abtfor example, Fab,

enantjoners, analogs, esters, dr active .
Pl kbbth taed schiqVardpis/aeivess iige Do d&velaged ops production of
ahQYFy! m%ﬁleﬁfsoﬁﬂé&iftl@ﬁalﬁf AtHesO rRGhdRs W&kt Qerived via proteolytic

enanti omers, anal ogs, esters, anides, prodrugs, active
drgestadooloff tiect anabakesi batt imoes rtemleothesq fragmxmoq@m be produced

avai] able from N cOx ,S. a ts, . ..
ol PO HePe SRk PofeteiSs (bt afudbienfy e insbody af gice is 2
siﬁ@le&@r@lrﬂ I \eG&cF @) Yo ghdnit V@l‘ithzﬁﬁhtld?ﬁHﬁlgfay bé- m(Nids &GO BiSpecific.
donors as disclosed in U S 7 or
aci d?ap@aﬁtg@,stlcmﬁrﬂntlbﬂ@pspr@n@ﬁswg 1d@$1t<3élr@tlgamrbd@sng fragments,
cgﬁe%drll‘]a%s fragg%ge Ys mg}tx 81 | tes le %rqtq%egl mé{lﬁg t%s antlcyI ar %91 Qual “Fc”

Nitric onors a8 clo

fr’igﬁl@ﬁt QUhictohar€ rélfectssied &tﬁlltyeﬂ'(badiwtﬂﬂﬁé %adﬂ?ai)é}gﬁw. treatment yields
esters, am des, prodrugs, active mnetabolites, and

apl iy lat frysement Hbatebéfs twe anjigenrindiee étesl gndris sl capable of cross-
thﬁ%aﬁﬁﬁgl'n U S. Pat. No. 5,405,919 or acids, salts,

anal ogs, esters, am des, prodrugs, active
net abolites, and derivatives thereof; x. N tric oxide
donors as disclosed in U S. Pat. No. 5,650,442 or
acids, salts, enantioners, anal ogs, esters, am des,
prodrugs, active netabolites, and derivatives thereof;
y. Nitric oxide donors as disclosed in U S. Pat. No.
5,700,830 or acids, salts, enantioners, anal ogs,
esters antdes prodrugs, active netabolites, and

o "
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ff. Nitric oxide donors as disclosed in U S. Pat. No.
5,814, 666. The identification of further conpounds that

waooe/0ed426 | ¢ oxi de donor activity and that wouPdI/EP2006/006556

therefore be useful in the present invention can be

determ ned by rel ease profil d7and/ or induced vasospasm
studi es as described in U S, Pat. Nos. 6,451, 337 and

6, 358F 836 thesmpmumpanieesty frogiooyt Whisly qantainggg: cogyety antigen-
%3%&1}1? gp@gpt‘?‘g& ]p&ltngziktg uﬁlﬁgpﬁon] nggs% f%ﬁ%@a%?gﬁe ﬁeavy chain
aAd ame daght echaint haridbée ribemmin nnghtentommmvalleet associatiom. It is in this
nodul ators. The term' calcg m npdul at or "

%@&H@m thap thepihegech ypsr{ArigbledreRiang i saeh $RGabig, gipain interact o
ﬁ@&n %H?%en'lﬁnd(jﬁ%@% Sn Ale éd??a%é %??HengHVWLhixﬁeF HftlebiWely, the six
anne bi ndi ng event, 1ncluding subtypes

hgf)emmabrh@tezglqnmcoh&n aethgeslttbudmgspmﬁdtﬁt@l tbe eatibady. However, even

thgbauer et al Neurosci. 19:. 684-691

t .
R eua IS iy Br G MEAP  ap ot a ieis Al JyeR ger ariable regions
spéRd ﬂglanbc{nﬂggﬂ)r}gls th@aﬁlﬁ%“ﬂo%béynﬂce%ﬁtﬁl@@ &le antigen, although with
expressi on, down-regul ati'ng functi onal expression, or
ldegeiBiity than tlerentiod bindmegchtannel . UnI ess ot her wi se
: 22: a%tg%%Bﬁahg?%etnﬁép Ici%a alﬁ:r!ésutr}rllgg?)xq Oal_lg]%l_ It}qt ?gﬁjt qlam and the
fgabanrnht Moatsh RCeORkA ih8) heabysaihi Eate! fr@grﬁénts dlffer from Fab
trlcycllc am no acid analoas of gabapentin, am no acid
fragmeptsrirsthe andition 96 fewrsadnst thragarbameteaminugiof the heavy chain
I ;
Coff S PR BBy DL RPN ARSI Mupde b s
iﬂﬂieabedlgttaaSn leeneln ofohefabden i wiath ks cybteimeofesidie(s) loérthe constant

i s under st ood that any sal sters, n1de
dafr@msd@gr Telet pBe Bedb A BrboEnattady rpisorigipally were
P(Eﬁ:'éé@ﬁ@ hikcaf #Xb % r@sbmlcﬂshawlﬂmg%scystemes between them. Other
rnaco ogl cal 'y active. Gamma-am nobutyric acid
ch@kaAl) comphhgyst mnboab)ofrpmﬁds a!tel’aéio lrosvrder i ved from or
based_.on, GABA. GABA an ther readi |
avai | aBele-gRn &Xqi 91y %@Jﬁt haélé meé’tsnﬁ?'ﬂ%%ﬁi i &4t and VL

d6RRWR $f0art RRGIEAYS vﬁ%kélh théket Jtﬁna’:lﬁi areEpRIBItaInYa @NBfe polypeptide
anal ogs i ncl ude gabapentin and pregabalin. Gabapentin

chaiulitsfrratly, the Fy pohipepictreiupen campsissha ralyesiiide lnkse pefyveen the
\}ﬁ R \ﬁphbl%?irﬁg %ﬁé\ﬂ%naﬂ{ cﬂ?‘égth\glI suqv [ mrghté@' (E:er&g st?LflJturré' fgy antigen
or sone cal ci um channel” subuni s i's represent

bb}dlﬁ@eFd‘rOd lrevikw gofs§aRuC §a¢r BluCathapeant The IPhammaolmfgya)f Monoclonal
series of COﬂPOUhdS of t e follow ng fornul gy whlc@
ARtibgdiggdyabgb &Osantr%aé.n YRy A BEPEENYe TS 69-315
dgggz Al t hough gabapentin was originally developed as

a BA- i netic conpound to treat spasticity,

gabaﬁénttlerm Halsabodied? rrefers GABMaH gardibady i foagnaendss dmhs twotantigen-

bl ock GABA uptake or netabolism (For review,. ge Raos

byiding sttgnoye Aﬁ%%&l% LRI f6 354V YCEBID Y Rlé, gomiain. (VH)
cBERR o Nd i gMOMRVE VaridbPe @8mam @fif)eidt th¥ Saineqafl yRptidé @hain (VH-
the prevention of partial seizures in patients who are

Migf Baasiogy linkenthaers taesharbinallosapririag beivvee divalang dmains on the

%{88 gﬁ%m,ﬁﬁbgﬁmggnsnaﬁe E C legf:())s}sa\{r %Hﬁ’rtlé%cqqqplgm\e{%ﬁ§ @&%nl of another
chgw an@rdeeat® pwo dddgehlBhdingahiepedabsdiadret R crilgddainect fully in, for
drug pregabalin nay interact with the ot2d subunlt of

esaimpleuP R4NAE1 WQ B2E 166 1;aand Halbogy eg al., Bjog) Naigdgad. Sci. USA,
96 £44§%§§ gﬁ@?) In addition to its known
convu sant’ effects, gabapentin has been shown to
block the tonic phase of noci cepti on i nduced by
formalin and carrageenan, and exerts an inhibitory
effect in neuropathic pain nodels of mechanica
hyper al gesi a and nechani cal /thermal all odyni a (Rose et
al . (2002) Anal gesia 57: 451-462). Doubl e-blind,
pl acebo-controlled trials have indicated that
gabapentln s an effectlve treatnent for palnful

. L T Y, 1 T TR
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thereof, 5 wherein R is a straight or branched al kyl
group having from1 to 6 carbon atons, phenyl, or

wa@yohoaed4ke/l having from3 to 6 carbon atons; RPCBEP2006/006556

hydrogen or nethyl; and R3 is hydrogen, nethyl or

carboxyl; 5. Substituted am ng acids according to the

follow ng structures as described in U S. Pat. No.

6, 316uBgPnab fragmients, ofepatrodisrevkich Aned g CERTereseptor included
u?{l?ng%’? p\%%&gtr ﬁ%géwoa\%télﬁ eﬁelte%qgcléchﬁ%dglg fu%g{lg)l%/ ?Bb%?%odulatlon
fartion tofdhd faMdagdy agodoriran sétich giely avé dbnaem: W@éfeﬁb&l()ﬂmctlonal

of from1l to 6 carbons, benzy or phenyl; mis
flagmegierresin pp Gwfigen-bi ngingn fyngtigm of i %‘QE?SPPIP(B% fely lezlgﬂb antibody
(8. B GAGbird € Rfbdlag GERY FecBrch ! ERARRILA GRbreed ynciona
fttangntsSreitaan athei atiiigerno finbititl oh® &; ntore Sfuactidnnt egeacteristic of a

fromO t . and u is an integer GABA anal ogs as .
e e ACRT et punticRd DhRGE WS G8) 73885 RE iy gy, andfor
sERANLLANET 8. ceANRY AYSponSSt BES exﬁﬂ?)l@e% &Eogﬁy&ﬁmeﬁ@td ¥&nctional

met abol ites, or derivatives thereof GABA anal o0gs
fragmens@indskiditithe Brtqractmred:f GCR7 (Wigo@)e o]r mechf iGHegands and/or can

.%éSSS 1845 or a ts gﬁtlorrers anal ogs, esters,

! 84° OB GEY) Or'r@Fﬁh\E}t@ 4¥8Fites, or derivatives
Bidre#RfantiBodi&ABA anal ogs as di scl osed in Bryans et al.

(1999) Med. Res. Rev. 19:149-177 or salts, o

enanBipeeifis, aréubad@gslre entikadics hiat b, bipdingragsificiics iforat least
WG t(ﬁﬁgrlel { ERito: %e;(“ N rI Vbel I'}ecr gl?tlbod? S nlg)mg‘CI dtwo different

corrpounas Rcdordi ing Yhe ol'l
epi@Ses idfade iB1 céll Sarfd’c&pinlaﬂ@tl Omemuc&@ﬂmle‘shﬁaﬁ bnﬂf a ﬁrst B cell

salts, epantioners, analogs, esters, am des, prodru
mekaryiad rrtherobind ex secgpd Forel) sPT4rEmpTker ST, PpgHt-B cell
R B R TR P G0 Ui NI i hgring molecule
ofPa-&xkoahtersech & a T-celrecepCir@@ecude (e NHED2 QxCDS ), ardicaaqeptors for

deriv froma ] i ' co risikn i rst
ok fr RhEDe D TEIRG DR P AP pa0Y G 4 8 to focus
cAfiIgSdefand MB&IBisthsSR meqx QUIP. BRp&difavaAthRliEy MAY @ be used to
am no acid conmpound un eerphysn OFOQI cal conditions; D
laoglize CAGAXmrraknlg tortiedd well. ZTese grtibodias dpopseans Brfeellgmrdipr-bmdmg
Co%?lgféh:arn% afnr?%l(bel%dsatV\?%Ub ottclnélg%eglgt éyls);%&;'] Bnti anterferon o, vinca
afxapesd,okie@i cal chalih, Mﬁtli‘d’trdimﬂeeby ﬂa&m‘iéﬂl‘&ﬁtlﬁdolﬁd aiipteh®  Bispecific
group consi sting
amel@dewemrepar@bebﬂlbf@ngﬁxmbodw@@oagﬂbgdwfr@ﬁ@emtﬁ keg Fab)
:»'3?1% is selected fromthe group consisting of
bgpgc,p{gg stl uted al kyl, aryl and substituted aryl;
and Met})ods ijjrompkmg ttxl;;mcfﬁlr ot tzodi dgt @e kndver en rthdlarts Traditional
selectedf r? rou con |st|n oC(O) - and
g@? en SR,% e les 1I baée(broa eOCé)re prgssion of two

lrﬁm%gobmn@ﬁaa\g) b}%@mght gﬁalﬁqfﬁlﬁ%' whe& fhel tWS thdRE @hVe different
further conpri si ng roml to am no aci dS, and

SNMC@‘HW Sdiltstan cupali, sNaihE‘a\ﬁé)IQISé7tﬁ$&eﬂ9|8B\»S|B®IC@1g;|ec@1 the random
dit - D . GABA | i oty .
onamisaL L reaney Sadib ety obr BhBhue® pisitomag (quadromas)

pmme Mﬁﬂmﬁal it N0 diffedht 4ntiSody BbREM S off valiibk loly one has

Cyclic am no acid conpounds as discl osed
thmccmceﬂ:t b@pml’éatsir@ﬁtum Pupicaiprogb e enrreghimadecule, which is usually

atr)]t afl? Ity chroma%o ﬁh\)/a%etgé/eqssfa e cgrﬁgéiri@rﬁ%sag ﬁ?@e %r%]ﬁh(l(:)tvﬁe]ds are
aC| ds accordl ng to the follow ng structures as
di scl osed in PCT Publication No. WD99/21824, or salts,
enanti oners, anal ogs, esters, am des, prodrugs, active
nmet abolites, or derivatives thereof, wherein Ris
hydrogen or a lower alkyl; RlL to R are each

i ndependently sel ected from hydrogen, straight or
branched al kyl of from1l to 6 carbons, phenyl, benzyl,
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net abolites, and derivatives thereof. ANTI - CCR7

RECEPTOR ANTI BODI ES FOR THE TREATMENT OF CANCER FI ELD
WOR0OTANMEDETI ON The present invention rel ates, iPCI/EP2006/006556

general, to the treatnment of cancer. Mire

specifically, the invention rnelates to the treatnent

of cancers which tunour cells are cells expressing

locrimilat pisceturpyarg sliselpsehin WEyPE988%9, ander raﬂé%‘%‘ﬁt efral EMBO
C |l e of selectively killing, inpairing

Jﬁ?%?exf3§$94ﬁg§§r bl ocki ng di ssemi nation of said tunour

cel | \ccBAGCRQINI €kt Tafprd AWEMT bOly Garialele dosnagnsgwithiphe desired

of di seases characterized by uncontrolled ceI

beidyitgs b caiespipniibod arHigas ot iR vitGRl arg fusgdolt iy ynoglobulin
t t I e

oL R ARG sEfnl. 1HE SRLh (RYCBLITR ST AlGnd ¥R heavy

ch)ztlhebnaﬁlﬁabnﬁﬁn Jtdoenphsthg athlessepamef del HlsgealCEH?noﬂnd CH3 regions. It

nor I cated (netastasjs) through the hati.c
IS REEIHY %%50 3@1&%8}% it heguy-§ e? twstaathrﬁgr@ SJF%gpgwea}ﬂg the site
n@&gse{ri)?@r 1hgh\(%ﬁﬁnfb%d”{ﬁé ﬁrés%ﬁyﬁlsat@cga%?&\ﬁke&ethb '?u§1<'3}?s BRdys encoding
Dependi ng on whet her or not they can spread by
thenvrasiuooglabalimmbtast akdis, fumonman@, Efrdzesubdxsélef ingguaaglobulin light
[ ei.t her benlgn or nal nant gﬂ% t unour.s
n

ofiodis Mt A5 SiPeLe dRarayof iFsron Tt “Hofiiradicded into a
shitdble KAREYor@@iymIrms | edldey: grole FRADIING! i N@lsting the mutual
tumours are tunmours that are capable of spreadlng by

prapeatiinsrofdhel three pelynentsle frgsraatsaineenaadangnts t“gh@égmeﬂual ratios of
t}ﬁtﬂ?%ﬂ%l%‘e%‘ﬁdg an 1§ss ugédg%bhé ﬁlgstrlt&étcl:ér{]ﬁrot\/y& gﬁ%luh wglds. It is,

hbwever, pésibld@NRSert Wi dbhm@r Jegeericeoforttive oeallltlSreé Ipatypeptlde chains
cover external and internal body surface, e 5
IRPRESArSIoNAEEtor hep thierpressioRAd At Kastive ARl PLaY %Chaﬁns in equal

:
ALY MBS AT SO e
pr odllﬁdsgxdsciéhchrmbbéues iimtlodet resblivadser éamr0¢wlmam‘mqntibodies. For

which is a.cancer |g|n ti h nodes a 1
MRG0 67T T By R SR, et A6 P (e pvidin, the
ofHlek 36 Dibthh. @Jcﬁ%@lﬁb@&s had¢, Cf@m%xaMFl'eC Bed¥ePiopSsddntot fa€get immune

connective tissue of bone or nuscle; and teratons,
sy\mm reeble g nawaintadl eellge Hﬁt@ecrqnsuzga&mté}odwnmbb ber madegsing any

%yer ?ﬁer %liir:}lglglgoghtﬁog? %Utltﬁglg ﬁlgnkcﬁogg%gys re vheellr lérboywn in the

aﬂe@em‘s diseRRed MeU$ agtol 930, aoAlg gfﬁtadia}u@fbe? bEchoBISIDhlkmgmﬂ:hniques.
the stage of the disease, A significant problemt

addr dsshmaues fiop generaing Risnecifie gntibaries Gompanttpedy &agfrtﬁms have
afsp Hell QLSCFISL(!I 1rl(fh|e|hterat-[1|9é Foleiln IE,hlﬁF dli& zm?fb%dles can be prepared
erFect 1 ve Lreat ment regimens cone’ closer to a al
usiaplch&nlidal iikagkl so-call ed "cl onogeni c” nallgnant
' .cells that have the abilityto grow

cells, i.e.,

A@H%Bﬁ¥F@NP%ﬁ“§nd | ead to tumour mass fornmation that

m ghtﬁﬁoh@”&‘l&ﬁotﬁé’raf)?%ﬂ ?&Jn&ﬁb!rapﬁn@ft Reficek URDHMmited by serious,

treatrment strategy is the use of i munot oxi n", in

soinetdmesn hifatireateninguside elfﬂectarthatbm ﬁrem Useiities tdeiehsitive normal
t.unou

b PrdP ARt Fie oSSkl dugi b Bongs ity to avoid

thIBLHREB16ME Ns thRbAPIY tAE SReraptutierageht @Mustit@dieki diadther ligands that
drawbacks. For exanple, antigen-negative or

repeehige rideopchesaciated| andigean Blup vnereasghdhe epppsurard thganalignant
crejl?”mur yo({:ugﬁssﬁé?e eltxo gu% toF grm{n'r? tc%ﬁﬁ (rf:;h;ét li eénﬁ-gallﬁa e? gtlrl]%rﬁ}i)eutlcs. See
AlEADNAtuyé, 2 7§x§.t7@31(11)©2§ret astatic. The formation of

net ast ases of malignant tunours, initiated froma

primary tunmour at nore or |ess renote |ocations of the
body, is one of the nost serious effects of cancer and

one for which a satisfactory treatnent protocol is
currently unavail able. The currently avail abl e nmet hods

of cancer therapy have e|ther been of I|n1ted success

. T oy o



10

20

25

30

antigen nodul ation or the internalization of the
anti gen-anti body conpl ex, which can reduce the ability
wo oopioadece cell death. I n nbst cases, PCT/EP2006/006556
conpl enent - dependent cell lysis (CDC) and
ant i body- dependent cell-nedi 20ed cytotoxicity (ADCC)
are believed to be responsible for the clinica
ut i | The thsfaperec At S0 GataSd THRAWSUBRERBfgEenhbe. a substance that
i i of 0 [ r I I . -
o158 20, 0 BB Sl o U B LR Pyl o
woay iaxpdesihsemceathat sappasscatokineqepdation, ddvif-esgahite or suppress
studi es show that CC chenpki ne receptor 7 (CCR7) is
seblzprteess ypiersif. of taskthe My Supntigsnss, e.g., B-cell
chr OpLE tlle}/@a@cc X%%n? cgr? HFB‘%@ aacyt%lgﬁli'c d{%glgtkl'é] al %HRQ%E\EM inhibits
breast cancer cefls, nmalignant’ breast tunours, etc.
oMireestethe fuhctappearts tndibr CORYS destegtior ofpdedly sThe teoh és intended
in lypnph node netastasis of different cancers, e.q.
tog e e rediQaciNG S0 ORE) aFi‘BWQ}heﬁ*’d’ﬁg%l geRlg| 1€ %]H’E"Caq ¢ompounds
uSRICHT She treafhdnt! SRR 3 af@! tbRins Shieh dUmallSRofkcule toxins or
chenoki ne receptor (CCR7) can be selected as a
eryssitibdlly aatngetoxinsrofndstariabr tupgali plaphioc enimaCGRiEinsomfragments
seven transmenbrane- spanni ng domain G protein coupl ed
ﬂ?@@gptor (GPCR). The family of G protein coupled
I ecephOtBerhFGRSAgenn Cal dfSo MRC 8 Ry&Ikend, Odn MOFABIE Sarowth factor,
neurotransmtters, growmh factors, and viruses [ Yoshie

nerogigriictor, i.eNanprpiaim OH.peNddee rel¢ages b cypeecel prapufqtiongrhich act on

chenokines. and eir tor J el .
oSBT ABIR FelSERP Lo le LR e pen T Ao vt
helohasornK, cyBkonareitRideslprotéiks aed aeptides nfaen aphaglesources or from

inflammatory protein-3 beta/EBlI|-1igand chenokine is
resAmBmANC seli SuluehaMbRIlpHet BhacthGr eduidientis of dbp natiye sequence
c%ﬂﬁHQ&l' 1998; 160: 2418-2424 ; Dieu MC, Vanbervliet B

ifcari A, et al. Selective recruitnment of i muature and

mat ufke diemalreutic cagest kan bisodbes hi prodrughehwki reégs to a precursor or

expressed ip different anatanm c Sites. . Med, .
IGEBETE 35 oba Phameca s Nk U RS b 1oy SrQlpis to tumour
cdfs &mpked BGRRERKIDE afl Gs cOBXPHEBSAE enByrhatélll activated or

areas of |ynph nodes and nucosal |ynphord tissues and
caverted ingo detmergtagdverparent| femyi a CCR7. Eur J | mmrunol .

1998;. 28: 20252034 . Yoshi . ' Lt d 1 1n &
ar . eiefPE Rt et Auinafrald B P Bpth hBLuG oShs. tn one

pRPeaddr efibefimeytph ey iresinti@g tthy ah@donisc Bl ddhjwdatedn@l yne or more
up-re%%hate CCR7 and efficiently mgrate toward ELC

torHt Mofestilss| Enzygggicalipagye toyme anddragmspls thereae hieh qan be used

in% ud%%ﬁgslﬁﬁ&ﬁrA Fc)haiﬁt n(ﬂlbinm% bgi\@ lgﬁ%‘ﬁ[sdd lﬁger?‘é’\fokﬁlb ek&toxin A
chenoki ne receptot expression during dendritic cel

chint (fr@h iRBeudomomad abmaginvok), ritBOR8 ch2i8; FE0A2N6@] modeccin A chain,

particul ar case,.of a | eukaem a which typour cells. .
Al PSS, 4last¥ier IOBEL BRSNS S HP BRIk i mericana proteins
(BARKPAPIR dnilhA P-SH NEoIRFAicE QATRALA YRELIRS:, BuER!) A6t tsapaonaria

| eukaemi a. Said | eukaemia is a B cell |eukaem a
offfvaradis tishibiten gelonaig cmitogabin.orestoictagins | phghemg¢ionenahydpsind the

+ glcells with a great resistance to undergo apoptosis
QY Ger equl ation of extracellular or intracellular

si gn@hé | frds@y efventiom! fub@dbe bohfeniplfes aaiBedg ebonjdeadd. with a

Despite 1ts very low proliferation index, periphera
ciyhpd] Withp hedgal Btic aairvity (e gch B onugl¢aes o BAYA endaquglease such as

5><103/ nl. and | eykaem ¢ cel |l s de St
s ERsamege B BHEST Ve pFR R IRACLRALE B THANER: o celulr
StRRAUreWr ofagelld @l theRforokilGhd o idsmideshard the vithigty ws eheodell.

puri ne anal ogues, particularly fludarabine, alone or

in association, as frontline reginen. To date, the

only therapeutic conbination resulting in a higher

conplete rem ssion rate than that obtained with

fl udar abi ne, has been the use of rituxi mab, an

anti - CD20 nonocl onal anti body, in association with
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| ynphadenopat hy have a higher in vitro mgratory
response of CLL cells to the ligands of CCR7, the
whorwzoel4ad i ¢ chenoki nes CCLI 9 (M P3- b) and OZLREP2006/006556

(6Ckine). Therefore, blocking the entry of the CLL

cells into secondary | ynphoi @i1ti ssue with anti- CCR7

mAbs coul d be anot her advantage. Al so, in this sense,

non- Wﬁﬁhbb@ﬁl%%@ﬁ@r@s@p? BYSHtY ey gpiocbecaryugirewtther prodrug
bvea}lgtgyagteﬁtmwﬁcis {tcgléfig%tg {To%n?%mqogg a.\%}év% ?é'm Q%hgeroc!rggn ¥he agent

c6MpOMIat BESUBRBRIUEERS hr[l:‘h&iev afly bgent bepabtyd @tihg on a prodrug in such

secondary | ynphoi d organs, present_ a m ni nal noda

agyayserss rﬁ%?‘i"tﬁﬁt it e e e aCtiWePHOlOKicfoBed f or

addi t,i r

f Uno é\rlf%@galltl )%lgs?oents E\%ﬁé}% 8%&1{}%%@{ fe'agtutjh@ ant1§§ﬂﬁﬁ"1@1r&%gmn of

aAdinddgoageotishy inwatidn tlhikedlpy as Heask dt ﬁinlctwmfklpfemtf\zlecportlon of an

t umour destructlon in vivo by, for exa Pbl %
eppiRup &g nyentioppean P%gomﬁt@'Péé.%wgawa?'a g6 DR gechniques well
f NRYfe S Ye
kﬁ%@%{\ﬁﬂé‘% 'I(%& 5 vent [ gf} eng) Cllblaé\J eagygﬂr\}ﬁ ? h%(gf:?(?}—g(}ﬁr?gd')t)hat
CCR7 Goapeptes of itle ditipolly apd gy@ss@d agant m;ayebet mmimusmg a variety of
cells, jt plays g.main rol
otEne el bisRain Lo Ui Gsarl ATy SAGT 46 BRATSY RE g Ryeole linker”
fAYINRAn Tga#@ée OMle cyABGxid SuBARKIRSSIIDFot SxAiBplk! kit h&d-18le linker,
nave B | ynphocytes and mature dendritic cells

pemase-smgwemkpn ginsethl IGGRY or diseifidercontaining Brlssmaygpe used.
targ tefm\(l)é]l n‘[&b hs%nag%t 1n cgl%g)ggmg P& 51&9&%/ %Bh 36&0'&9(10 agent may

canc unour
b&_hﬁadbl’wgmﬂfe%m&lﬂéﬂrtb&r{kﬁleﬁtor bwme@pﬁmwed that mAbs
to CCR7, i.e., antibodies which recognize an epitope

Qtherpotmtizlly seeipk medidisationse capabl e of binding said
CCR? A r f

rﬁ? Flg I%Efa seq@JnS:ﬁD ?rﬁtgﬁ}gée %oh@%}é}; llé)geslf? rc])r bé}gtkde%ta%%hlsﬁsr%scnbed
he&oeyata)mmbmpm&si dioe emampdmpabhaa/ bé ds:snlozﬂ:tlam [ 1aip|r<yve the binding

II| no -t ur el l's expressin receptor .

ofiy R Gegectey ofEs efttidy AP FIONRdghce variants
of Qll:@‘éﬁt%od' nargeﬁ?@ﬁeﬁ‘éd bB/OilﬁrB@udﬁgfe aPpropRa@Nfuchée Bhnges into the
antlgenblndlng ragnment thereof, which binds to a 7
aniggslytaeodihg nuiliic] aciy oobyﬁagptlderﬁdumeﬁg Sysbpredifisatisms include, for
et unglgag?clee:tlﬂcl)nss 3(18 r %ﬁd? n)gl ear'[lfc):ll‘(l:S?lZIl t(g %r(fc?/gt gu sltlourglopg %f residues within
the eﬁ‘ﬂihb%@ldC@QG@fces bhtha apaigbhist |A’ify (Qiimﬁﬁiatmhrﬁf deldi®n, 1nsert10n and
cancer to be treated is characterized by tunour cel

sebghfE g gmadectRAckige freoinalTeppstrugty p&}wc}f&p@@t the ﬁéal construct
u -
PhRERR AT P BBl T8e IR0 R0 SRRt B Joager oo
tiadepdmai processehef n’nmuﬁtagdsmste sadh as pleagmacthat nualber or position of
onpgsition for killing or inducing apoptosis of
BFRDUI WIS expressing a CCR7 receptor. In other
as pe minb REidl AYGLHE ARG HiTeIddR AnifBI &iflord @Fbdidyl-tdrAinal fusions
or for 1nducing apoptosis of tunour cells expreSS|ng a
rid@RE iredeptiorfranhi @ie mowdpe i toepolypeptides icagtagangl achyndged or more

0 D L L5 B b AER RSB 1 IPRL gl vesioes

ExBRipldl V&Nt Ahal ghttshst idcRdaBinhadadddist kivith ian®i-@Fm{n@l methionyl
|ndu0|ng apoptosi s of tumour cells expressing a CCRY

resespirdhe amtaaomﬁtbfue%t toj mcyiewdicopolypapiide r @crEmertighplcyariants of

conprise i st ) j )

PSRRI Bl SRUARENE AP iy f thg tagonist of

aaehg}@ﬁ@ nbbrpdlypg fidexgARAtindrfmeetk serhi b f-lifnetht antaglst.
receptor. n ot her aspect, the invention rel ates

to a method for inpairing mgration of tunour cells

expressing a CCR7 receptor to secondary | ynphoid

ti ssue and/or for blocking dissem nation of tunour

cells into secondary |ynphoid tissue which conprises

contactlng sald t unour cells with an antlbody, or

e T Y I a o
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coupled to an anti-CCR7 anti body or a fragnent

thereof, and b) determ ning whether said candi date
w@ooopoesads kil 1s said cells expressing a CCR7 rBCEPPING/006556

wherein a conmpound that kills said cell expressing a

CCR7 receptor, is a conmpound2potentially useful for

killing or for inducing apoptosis of tunmour cells

expr &aotheg tepeCoRT @t elgtasy amBR| &Ed DESTHRY o @leﬂ}t Thegse variants
hzll)%A atelglggnﬁe% I%r %%@ I?Qs“@ue 1‘3 tilA)an{aé@Elst 7ec§llé @gc“?ed by a different

résmlféamﬁ aineh $fl gmﬂbgcmtasst Rar smﬂwnaionbll @mﬂagaamﬂhe@f antibody
from1l CLL patients and 6 heal thy donors were
aatﬁawy%téwobgﬂefth%hywvaﬂ?éw seeomeNput 8 afesatiangiarpaglee contemplated.
di ff h u [ n [ re g
corr S PR eat SRR ARl SRR et R dndBOLY CHRAL B original
gl)mbgﬂﬁldnypétMFh)of fBar asntagmies Byt alnemy s SEntaddeting 68) or more

that anti - mﬁg g]o not cause endi?g ytosis of the
cRraelystraie. m‘F’%‘r“?Spfﬁé In Pegatrerpitbridice addipg rpg o mektplycosylation
ésot'fﬁ‘atql'rle RA Véé@é%tslﬂvﬁ{e arlt l?séft Gglct)%lat%rf bEpE heﬁﬁfe‘s Qd$ypically
time between 30 secon m nutes Wt
eﬂt]mtrl NO@REd nkb®-lused. Q\Elm’gﬁd'rt@fﬁrsatn thgMattagbment oheh@ lddbohydrate
and anlg a mAb (cl one 15050 or, Wth I 9 1 .
THYFHAS theo%ﬂ% © glain ﬂéa'b ﬁ%r%ﬁ‘%egfeéguq T‘@"aﬁH’§Ptg‘i(‘:Li€éﬁ?'sceé§Sparag‘“e'
XQ$inkian8 a§AdiR-X-tHh&hin CWRErdK lis ﬂ%iia&lﬁloec{cm aedpbyrofitMare the
in electronically gated ¢D19+CD5+ L cells. Lines
rfrcegmégerﬁequme% pr enzyTodticopttThRENt of dhe \ﬁ@rhcxblyﬁlf@ée m&;@m to the
BsenhatLye case i3 3{1

ass%“%“"t ﬁ‘df’ st RS SRS T, §

psiypeptideCeretph pesmtiat gResdentoncsiel O- Mﬁltéa‘d g@a@)ylaﬁbnelafers to the
cells. PBMC from CLL patients were incubated with
aféfmhm PRBs obrthe hajonosasehasides v ar jTaeRepaechapAe r dgreivatives N-

d bjt
o A D SRRES g ol SR B14 Sy ymonty
sexie cﬁ(]bﬂrwmaiey&lthomgh &{hgdtaxgpiratiak loy Sghyd?dxﬂbmneahdysalamdte used.
Ag%rt{{)aﬂlrﬂf?é%gpéﬂ%ﬁlﬁgﬁsgﬁg? r%ﬁ%y rlrse((aoré)vgmgﬁlx ac‘éeﬁgp‘fla’éﬁésby altering

tmnﬁ% ek @e)]um%b%ee tBA ﬁmlﬁéﬂgn%&ﬂﬁ&% &X e @R Mescribed
of CCR7 (black line) in tunor cells froma

tr1 eg)lfllde Jequences in a

tm@ptlécs erquandes éfordiriinkedglyrosyjatohoras)c Eh¢ al(emm_c)n may also be made
measur e tonet r | ncl ud|
bga[llg ¢ es %ralorfg %Et1t¥t61§>/n| ésle QF I1ogs gu {}]19 omne eﬁldues to the

séquen&f oMthe C‘(ﬁighl’iall antiboey QF&s eﬁﬁﬁke@f glﬁyﬂbéylz@@ﬁ7 sﬂt’@%bSNleelc acid
their respective 1C. Mean + SD of 4 cases are shown.

moiryles Acodiss raNbBe agisk srqueRgsoMIENE P Ehe astbodp@re erspared by a

%?ég%‘cf tf'lgdsp rﬁ 9 WleCH‘t ﬁ*ﬂ%ﬁ e&%ﬁnoép mch?c)e %ﬂp H:en%tt lhx¥nted to,
onors wer e orne concentrati ons

nsbtwmarftom @(ﬁa?urahﬂsbmrder @mele &asé of ihﬁturql]l/ym_ccuﬁefgcz&mmagieldosfequence

cel |l sis due to s determ by 7-AAD .
R, PO afqpawt'aﬂdb%%%lwdg Tty aHA?gFWd)gai%seneSls
P@hl—rrﬁl%{ §eSIST dn}f NRABQEN% AR EERMsPibaP BirliBN pRepaRd NAIERIor a non-

B and ell's fromhealthy donors. Lines represent
v angcant vgthlO(me:ifIthet ygagoniftA) Anti- CCR7 | gM mAb, (B)

Ant i t hat ot en .

corr b 'B?‘é? G%G f"% “&%&e@gla{)‘ﬁgﬁ%%}’%ed F‘? §B do 1mprove
efedns furictidn, Sl s€ 84 {oSerhi@hdeeA BCEDardort0CE I 2he Bntf-Bo@y ORfs may be

n = 11) with the percentage of |ysis due to CDC

am@ieétl@dnﬁspdzmng/qm @It mprreampo aqitREbstgWIGna Nt Be region of an
almqbo i ncubation with rabbit conplenent. Figure 6

vv%/ that murine anti-CCR7 1gG mAb does not nedi ate
ADCC of CLL cells. CLL cells previously incubated with
either anti-CCR7 1gG mAb (2 ng/nL), the IC or
rituximab (as positive control) were exposed to human
natural killer (NK) cells for 4 hours. Then, dead
cells were determ ned by 7-AAD incorporation and FCM
analysis in electronically gated CLL cells. Bars show
nmean + SD of 6 exper| nents. Fl gure 7 shovvs t hat

Py —— L o
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in Methods after preincubation of the cells for 30
mnutes with 2 ng/nL of anti-CCR7 |1gG (bl ack bars),

WO g7 oep4eey bars) mAbs or wi thout mAbs (white bBECHEP2006)06556
Mgration of CLL cells in response to CCL 19 ( 1
nmg/ mL) was conpared with basaB nmigration and mgration
in the presence of CXCL12 (100 ng /nLL I i gand of the
chenrﬁ]tycmeylr erepsorddedCRY, thaheminoagld hatkbané eaft glycpproteins e.g.

%I'rbé)rdéetsl e %ﬁg%}_)ﬁc{g? rgF%‘reo%ogzgccg%réog 5§ i%8{1%5a (%ndé @em}yatwes n
r&stiifg iFalebthpositioRBYHTEN azﬂﬂb@@ﬁ%réht in ﬁqdﬁi{ﬁﬂa}mbd@ﬁproduced in cell

conpared wi th basal mgration. A representative case
fiom shiesent DEIAMREDODESSRISPTINORAEHomHhas NyENTsiow T HBat  different

cgmﬁg%n %R/ op éﬁl@gé Fnrou I%%lg I’aﬁf'aaftrﬂg &%{e?l{:y r?]gnretggﬁmg%in %n-ﬁgbendent
c8ll-rdgdidt@l @otdihty @OeQCy ﬁnd/bﬂcddi\;ﬂexlﬂiﬁﬁt&fe@énﬁdﬁhéc}th)toalcny (CDC) of

phar maceuti cal conposition for treating cancer, in
“}S‘a%'ttib@ﬁ}’ afhesetermié dY PORTRIR 1Q (DG RISF Prengsiessly mearRy studying
ech r | f
SRR P ko, ka0 APRRABIRUR Ll AR Sppl of sch
amﬁoﬁ(ﬂﬂs Newaefl canCantt Beml;ZQO@Manﬁgége@b’aladBﬂg fragment

t hereof, which bipds a CCR7 rec r in
menudteiRelgroradillyocrToar "EUREES: PRORST {igfroduced in the Fe
rdgidd, | BGrBY El%wr'ngdfh@érelgalﬁp&%maé Sbdd FoHRHbn CRl kfis region. The
expressing a receptor. Tumour cells of the cancer
howobendriceantédwdsirtbus weneratedeinky haxprimpsived ntcdCRzation capability

ceptor. I|llustrative,.non ative
oG Fpiset el HBr AR RS iU P PR IRy cetutar
cYRERI BN (ADCCY GRe Tk ONELCa/, Y MRRO S €74 QELIquaBIDSa(l@@LMnd Shopes,
mantle cells homa g MCL), follicular |ynp

B. dr é@n@n@b|l|48p roaa, ( ﬂ?zjg_}ggm:mgﬂ@@npm%mth enhanced anti-
B It
tlle{%:{ 91?(' \ﬁ%ﬂ%@%’ Sa? : C)ng red lﬁrﬁg %E eym Fxrgoengf &SLJ linkers as

dadtuibtd Tn CWlol ff | & ulaerinaér erlamﬁaﬁ mjémsss (LY d&e:matwely, an
bl ast crisis of chronic nye oprollf

aplibedy whipl has ggal rﬁ?éree&y%ﬁrlhér Prtugri @aye%ﬁr%@r BaVe'enhanced

c&ﬂ?ﬁnﬁﬁt By EaShd CADERT capWiiHeTRIdee Cﬁuenlsb‘lm @& CANGGHti-Cancer Drug

anoma,” gastri c cancer or squanous cell carcinoma of
D@bgnﬁéhd@éﬁ@(ﬂé@k and col on carC|nona Tumour cells

ConvEhDIBRAT Erbde SPur wiCHE S e b Gl ainggyporate o

s8lladeReetOCHRIRE pROpORItANRY Mﬁl@@%@]ﬁ/esf)é@élﬂ)ﬂéﬂ oy fragment) as
according to the net%od di scl ose Lpez-Gral S. et

degeribeq Jip Sn§;738f27LeWk@@mpée Bﬁﬂu@@y erv@q, tlﬁ;termugsalvage receptor
2-47 reati

bm% nr%eplp IS r%f%:rs to a %gfr?p?é)??l?eﬁﬁg r%&? ?S?% I@lgﬁulg#e.g., IgGl,
Ig@mugmpei 1g634) Siait Gk tegpasible ﬁirhﬁcrbﬁnrgtht:umum seejnh galf-life of the
expressing a CCR7 receptor. The term i ncludes, anong

Igfo mAlequs ngs, killing said tunour cells, inducing
apopwéféébg,f i 'aqna(su‘rey fctﬁulﬁvémw r Igwg.ﬂ@nsaaﬁrlogmm‘omes Fv
said tunou I's to secondary ynph0|d tissue and
ﬁiagmeknsn@aldlfmmnmtdrootherf bsding tomportioel Herivedt from monoclonal

condar hoi d tissue, According t e inven
SRR, Bty TRETOAR HVE Jehiah: HATHY 11 QGherEeGr U, Aifnity of
rﬁdﬁocl%ﬁalsﬁﬁﬁobﬁieg ah@relafed GEBEChIRS BPICAUR 7 rec% tor WiHyChe measured by

binds to a CCR7 receptor, sometinmes ref erred hérein as
canmmbdm¥t@mnmh98|nventlon can be used for killing or

crr PRI, by oyt TREen i b a5 BH R0 erivencss of

tHerﬁfﬁl'BbﬂQ fordARdiRe stgeshtigent Ret ganaHidel Y bﬁldﬂfg i@ a reversible binding
phar maceuti cal conmposition for killing or for inducing

apoptosis of said tunmour cells As a consequence, the

i nvention provides an alternative approach for
treating cancer, particularly, a cancer which tunour
cells express a CCR7 receptor The term"killing tunour
cells", - as used hereln refers to a nechanlsnrof

e - Y N o a s
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gl obulin, or a fragnment thereof, that exhibits a

specific binding activity for a target nol ecul e,
Wmma0vel9342@ CCR7 receptor (antigen) Thus, the aPCT/BRI96/006556

of the invention is capable of binding an epitope of

CCR7, typically, at |east 6,24, 10, or 12, contiguous

amno acids are required to form an epitope, howev E@
anglpict whers bohi I@nlepwlwarﬁelrh@wt@@rwu the su8e éﬁ%ultfen Adley suthigient time,
i s B BB RER: MR 8 Ron it HoRTb e antibody
cRNATP(RgAPR |f13é@|aﬂﬁgén eag) hrdiresantivodp¢Abpnate @nstiabodihessfore the

engi neered or nodified anti bodi es, chi mepc.anti bodi es,
raha%ﬁmw&Aa]i“t{Abbtﬁ also apgnpatant defingek 35%8P jation, Gopgiant naimed Ka
ib
BRGNS0 IR LIARTRImE U ARBY gl
bi spekd thmnamt ivagdivemeasute Hist effontyn}wgateepqnmnmitb{ dstermine a
In addition, the anti bod the inv nt| y.be als?
b‘@é‘r‘?ngFg’&‘feeJ ht’%mé(oh’&F t“h‘@ﬁu%rtﬁ‘rﬂﬁﬁ‘iﬁo‘"%lﬁ’ ﬁm -antigen complex as a

futnt]f?&gg? Wid ucgﬁpatlo% S0tk Fr@nghticke. Théte ard @\bo Btinkdinethods of

pro In a variety of ways, including
péifdmxﬂmm};ls umasmlwent -e6pnin hmsicalxpudshivom dialypacsing Scatchard
i.an cell cultures, and rec na X S
byt BHL AT SRR R o s Tsh aT ot T Pl Body or
armgeﬁe!n%q)blﬂgi Jo SEWHRACEIVEr Qurfael hid diddiag sabHeg®esr antibody
expressed in display systenms such asfil anentous phage,
rebpastiselyailfect dbeselegricalimsorasties of thissurface. abundant

gui dance.in .t he Iltera r

ot ottt by st S e hETARIGRINR AR b i inabs ta
joRPite sdBhOtgiEdPROIn thid Zade B&Oﬁh@étltﬁ\%&]s)y cdh&e gleofoceedfn which a

nanufacturlng net hodol ogy depends on several factp $ d. and
sqria Huetiagot ane ofithe Bt 1§ tnayrlGH &vithed pRnstnt dygntity of'a Tigand, an
the%%&dﬁﬁ]&% @Beﬁ:e%r Qfﬂh?ﬂ\g ﬁg'tfedtcbleﬁ tﬁ@n L AN AL MhERg of this

uring an uri |cat|on and cost. Many

miY hed evikhiaptthb edy-teundat antdsdieay tisecqeratratioadofistongd mAD is

standard, e SSi o technolo I nc n | engt
MEATBOANS 810 A1 P HOHYOF A GRBRTL QTP 5 B i o matized wit
sELABNE Method@An\WehinpRSis TRMWR &G antihd@eliods! 630 mm $4419(2000).

conmponent s fron1d|Fferent speci es. Anti bod ﬁa%nents

of shaiddigezehe snudmdsas ofdhe BisgerrynYonHgeat 8¢ ubIYl 19y dﬁts:ctmg a

ector, fu i on Vi
B oA bl B BRURALOES) SR 0 s
al/B9hr8 R HF damcdrvagareiingous ol Arewelllmpmgmglacﬂl(tw ageptor.
are cleared rapidly fromthe blood. The a

i b
Che Frdlats et oSBT R F4 b 119G 1€ G1cah oo Bparessing o
C@%?areg)%?& B? SEREQ: te&ﬂ'ﬁ%‘t%g URAhst 1“%%&&@4&)5 fl&® cytometry,
nochem cal assays, such
affimynolirbtharogsapdycer msam:aprebipuwlmyt&netx@mpl%sn emtibody of the
bl ots, EL|LSAs, radi 0|ngunoas Says, oh|stoche§¢§H ¢
inyeBUgrs can KRt Idsntataton PmBERER! FRRTSIENE receptor.
MEEVES, MOWRLbAYidN B %E inVaktidAUgank MEUNGRS $aYideF) Renour cells
used to identify antibodies having the desired
espessifd maqm Neerptoo iis opteptto cuhlvatedhe deyehdteredfyie a specific tissue.

i ndi n noradlonetrlc ass r
hk e Bodiey bR AR Sy g S RULTY s B eVl of cels
ARSI ETRICR PTre &GP iaXtidsQe ﬁ@tﬁaﬂ%fbﬁbﬂﬁﬁﬁl ﬁ:@tlﬂlgﬁime@lﬁﬁ e.g., to
and an anti body which specifically binds to the CCR

dﬁtevnmt‘dhe leﬁﬁmnmgvefra grme teaatre deeIENeHf Qefrétlpwéﬁtheoﬁcmtated by
cIo od C I nal
¢ W¥ 26? BRIYSHR B&n V@ uceéﬁgOd;%H£%§§ﬁ¥8§ﬁch as a

non- human mamral , for exanple, follow ng one or nore
i njections of an inmunizing agent, and preferably, an
adjuvant. Typically, the imunizing agent and/or
adjuvant wll be injected into the manmal by a series
of subcutaneous or intraperitoneal injections. The

i mmuni zi ng agent may include a CCR7 receptor or a
fragnent thereof or a fu3|on proteln thereof or a cel

o - o NN . Al
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anti bodi es can be purified by i munoaff nity
chromat ography. Alternatively, said anti bodies may be

worerweodaeal anti bodi es. Monocl onal anti bodi es PEIER06/006556

produced by hybri domas, wherein a nouse, hanster, or
ot her appropriate host animal25 i s i munized with an

i mruni zing agent to elicit |ynphocytes that produce or
are daplistabest bylpwdiich Martintar IsBoEEnetathe\gnfipody of the invention

oBREERACR ol PRy o BE o TTURY 3B ATERN aisicoFRGLRA such os

aagekind)ah landlgpdic agdny, amiehiideosapEeiivd geaphed/ond cHemotherapeutlc

fragnent thereof or a fusion protein thereof and

as?nti ohtag |1 §prabiped radspinsiration r GRIAEY ot RN LIHP AL | U5HNE  Separate
[ I & By

LB RS DL RN (3 OEIG SRER BB

eﬁhﬁmrpemt\hénemn pfatfagbignthereas apirepacadd ahde doth (or all) active agents

|ntrod d |nt§?ége nan- human mamal in the presence

SgRy Eﬁ‘e% 5&?%]9%1@9“‘”&6?1& form of
ad”1mhséﬁéﬁhﬁﬁa9ftﬁ@ MWEMRRQQEMR§ B # &ﬁ%%&&%@&ﬁn%ompomnon
protein in the surface of a cell (methods described

sometxmesg refergpl td mthetphahna@utlcal m@umsltlowmf el gnveptan, comprising

gse cells ¢ e eve r on
SRPUPar T A ineSBiSe G gBRPe P SRET Sindifs Hagmept thereot
wWHich\Bingh td Ri GCRX QE@?ﬁiroﬂr @@namc@m@nm@naﬁﬁw or prodrug thereof,
transfectlng the cell with a DNA construct that
tegsihcai Métharo ifapnamsptioly seeerisiiescaries e adigditig ethevehicle, for
t S n
agrrlll r# %?;Rlon tP% s%R_PeEP ?sag(f% a %F%dtlgglsczol%kﬁoesﬁlﬁ)g\ éanﬁ%:gjs\%g%roﬂllmg or
fdjﬂ‘lﬁidﬁcﬁhé apEpidyi aoftunoult hellsﬂatplﬂéﬁing&‘d C@RWﬁeddptdrmpbhetdmmlstratlon

antigen js expressed_even the antigen once synthe3|z
9 A wﬁ@cwwmg 3 cansescThe tam t9vBIset 8t 4e9doberp EeleisdAA ?1 animals
Qh%&j &s Wa}w‘ﬁthlé chﬁglgﬁféle?tbu‘ hen A REd9GEd ﬁquﬂﬁst&emﬁﬁ -animals,
ternatlv ocyt’es may be imunized in vitro.
pﬁ‘ﬁmﬁasadnkiWunsqnls eﬁlme s;éaljéczc ioprefgrally anodie wdknsledrenarsefiany age or
i f non-human manmal i an sources are desired, or
"H&ri pheral bl ood | ynphocytes ("PBLs") are used if
cel | sTief tefH MpRaeidcOiitically eacdgihle darribie dsHBNBGMILSs Ftended to
fused with an imortalized cell line using a sui tabl e
ifalsdengnyagrchell @b@htSashq@@tsm Wﬂ@néoglqgéoantlha@tep@bmt@ntlfungal
a ?ngél ﬁi/sgpogﬁ% C§| r@ubsor]?ncgatn(f‘?:ll’aﬁlﬂﬁS a 1bts,v ng Zg% E%%fla cohﬁgﬁble with
pAiirngicButichh &drhMbﬂTtaﬁ@HBTlﬁ:fehieSofashﬁh @ddidi asd agantafos phbahdceutically
cul ture nedi.um t hat referabl% cont ai hs one or nore

aghiysstulpaacss navell imepingn thieatgrxgent gsofayps aryagonyentional media or
z r I

L b RIS ARG 81 RS2 Bl PR il

cOstametanat Antgptabie whrirehs, th@phytsr odoatalizet he raméoxic to re01p1ents at

e ST e TEAE e BEEE T3 Posphe,
cﬁ%’ﬂé’ SRl ARG orb&GBRCAME Snti UG ht@cRMidd AWoPbIE QBRI A Rfethionine;
by i'mmunoprecipitation or by other in vitro binding
pa@sraytwm(éhclass Ricradesyl @inegpylbaizyhemmoarinalchiprige; hexamethonium
tur ascites tunmpurs

by Ser i eRRS LilehpRR yrlhR dRdhant or bensy
aRBhoID Ok @S pRaBEHAC 860 Yas amethIM €orOfpordhyPr paeistEm; citdchiol; Sresorcinol;
determ ned by i munoprecipitation or by an 1n vitro

cmlﬂmmgola&mntar@ucw a-ergpldi ko msdesdyy veghy (s than about 10
re51 ??cfl %erp%%eéém}g ePnasb§ucﬁ1 er@rﬁsﬂ;{nﬁ E{‘gé‘?ﬁ)in r 1%unoglobulms

echni ues Such a8 or eSce
hWI@)bﬁﬁleopMyﬂxlérsf v @ytﬁv‘l?\tlhﬂpyﬁhﬁddﬁén@@hﬁ@adcnds such as glycine,
anti bodi es secreted by the subclones are suitably
separated fromthe culture nmedium ascites fluid, or
serum by conventi onal i nmunogl obulin purification
procedures such as, for exanple, protein A Sepharose,
hydr oxyl apatite chronmat ography, gel el ectrophoresis,
dialysis or afflnlty chronatography The nonoclona
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phages, ribosones or ribosomal subunits and ot her
di spl ay systens. These nethods nornally use | arge
WO prasides of anti body sequences or anti body fPERRIN6/006556
sequences obtai ned from diverse sources such healthy
donors, patients or animals healthy or not. These
sequences are cl oned and expressed in an appropriate
ghyanem ameragnedugifling argiging @dilHyneif mppesagciagides, risaccharides,
Ll hav e
aé‘@ ekg: g%rpaoycggtég 11%?1?4 Rggﬁ%ﬁie Ao ﬁs%d gg g?}égﬁ%?cglgla ﬁ% éiéents such
a€ EDT Ameuphdlsueh gsuoa@iﬁﬂh&hmt(ﬂt ﬁe}(aT@Jerbamdﬂﬂtol @artrfm g counter-
Bi otech., 15 : 364-373 (2004); Schm dt, Eur.
1<B1$o°eﬁhms sodpgn; metghsamplpgey @031%1} prqtﬁﬂa@?l@%) rgdfor non-ionic
1 o]e 1
FIHARCAER a1t PERTDOBN ROADESI® Sy BIBEASIAE bR R0)
r ecorﬁhe nanibodiesind thy iexdntiastrihayg bevasthngameRfdAnulation or may be

nstructing.a c | jbrary, and selecti cl ones
a&mreﬁeeﬁcad‘éffes@fﬁf'gﬁpgfaam% HEATR SR aeRy SHbPEcgA@ITent or sequential,
ak@H 2R B e MRGknES §de@nt | bodi es: Numerous approaches
nmake use of the nol ecul ar biology and genetic
t echiSupplemestaph astiveh ecogmmhnblm owhredglso ofbet hecgpamtddcsinto  the

nd structure of..the nogl.obuljns .t o construct .
PAEPUIE! {ORPPTESE GriDE P PHAON GBI KD T ROGP EE grpodiment, the
pWhrnthcbiteeafichm@bsitiBP 0P Re iihvenRbRREA 4188 coffairt hiddt @ddn Offie active

ot her uses. Sone of themtend to reduce the
cpmwb@me@c?csyryoﬁor threparbederindication being ﬁr@@ﬁeé,sprﬁf@rm dpse with
cgrrﬁg chlen a? lélgtlevqhgsntﬂfitt 5]0 n(j;t a‘fiv{; %QP ff{gptseeaglgl glsep‘%s r%xamgle it may be
dﬁﬁfafb&d@ ﬂ]ﬁld@ edide usﬁémbmefdpbaumageﬁbsi GfolitkraN adkliggéio agent, or
avoi di ng the non ethlcally adm ssi bl e proceedings in
ap @amumsmrﬁéﬁye agent of s tieghive ameHofisHeh ﬁ%ﬂ@éemvsragems depends,
h e.ar r h
o i Res Coife | MERTEC afbindd), OF J6F ihrkiBR ent in the
pmimeqnaskcdnnﬂ)osutnc&s tlar tgpe ofnglisgpat Dodlsonuleaomund:aemamteetof

bi ndi n |ns for no one target nol ec

Cbi's fodn ertpdigpfaygpody 26 Uy MRt t ety cariers that

wiflepeaiet ngai Iceﬂlpeﬁn@rhgamst RRsl Qfmafi6RAFRAT the b&jy, such as a

ano?her nol ecule with the desired function e.qg.

cowrtltedarpiense frholatrone mcgtpdmg hnfpézmts)randamlcroencapsulated dehivery
ent

Sﬁ%%%ﬁ% brl]eq gcompa w:fgglpjg lé%) Laed e s s WPﬁh as ethylene vinyl

or) an in

atdlatgeperahhyalridet, h@oliygl%/ldd)lﬁ@lahdmtbﬂ@g_dnﬁi)ol)&ﬁ't&besta’s bﬁmﬁ:iolylactlc
one vari abl e domai.n of an anti body which gives

agifg ¥l ehindsifer prepgrating OéﬁFq}hfWuMQP%&‘t“éPFsaPP@%tf tOtthese skilled in
[ e

A B BB arP bR e SR CSRARRAED ford AEBEComoyation and

Navh | Bladinescucoalst nec tLepbswhtah sugrensibhe (1mekgldorgsllpcvsomeanargeted to

.anti bo of . sone ec (normal | mammal i C

e A G HERHat SHoUShap alirar YGRS 61 iRepe used as

pﬁmce&w(ahgeaceeaame Mﬁ&la trieseC BAMT®E! Srepitbd LREVdiNy @ methods
be used he objective of such construction is to

ko@‘mnmthaﬂe slnth:domldbe wits for ekample; api dea¢ribedon bLS. 4,82% 811.
b tt | h i .t be .
{1 eat 882 R g 5y LB GhAGP: Rl Mgfe S nvention

s He%ﬂgﬁéréﬁt@rafl Qy iBhhlecéo6r doprednol ogi cal nechani sns
i ~e. conplenent, Fc receptor of cytotoxic cells or

ot herde stsem fnaeerﬁerelepta@ruSﬁd)rhquﬁugllcb@m itpgacRges, sigwperitoneal,
1%%?&})5%@% su Ic&t'ar%o&% rec no'rZ ) I{J}ﬁ]t de%’iét??chol?y Thteuﬁ%nht{iﬁgous and

nmeant 'an antt bo
1m£armd3umaﬂfoam lobpab¢ntetal pdﬁmlhtyatmmmms pérraht prb&dryéd t hat
retains the antigen-binding properties of the parent
anti body, but which is [ ess imunogenic in humans This
may be achi eved by vapous net hods, including (a)
grafting the entire non-human vari abl e domai ns onto
human constant | egions to generate chineric
antlbodles (b) graftlng onIy the nonhunan

o e o, I oSNNS\ - .
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332 323-327 (1988), Verhoeyen et al , Science, 239

1534- 1536 (1988)), by substituting hypervapabl e region
wG@ewaeezes for the correspondi ng sequences of BCTIEHPZNG/006556

anti body In practice, humani zed anti bodi es are

typically human anti bodi es 2y whi ch sone hypervapabl e

regi on residues and possibly some framework region . . .

( FRBy eSnltigmondr és smbstti tinfrandsdhy apéspgliemnhplagan  administration.

anal ogoys sites ip rodent ant]j [ The_choi :
ARG A0 T6 6 o R, B RE T2 i Raggisef £putation or a
m&t&Rd dofe Mkl Gndye frupaed Bedomehtibadit@niqeyery

I nportant to reduce inmunogenicity retaining the, . ,

spediufthei, toy ‘“Aapicalf' fadmipistraen !%@egﬁtqwsmgrag‘m@s&rglon and
. the so called " -f it ! -

o 2 P B S By SRl s,
th@@atdas tatineahidstiBatiorbofsychodn kmtody Hotoethe ear, eye and nose, and
vari abl e-domai n. sequences The human sequence which.is . . .
where diedaes mgt sigaiicantly priey hgdneod grqaﬂbiﬁyacsaéﬁ@a adminjig{gation” is

f . . hi TRE¥mount
m P Bfr PR, e O e o, T mo
ofai antiBodWpteqBired forltB6rapatio 983yl dutiotdftect wili,lnddoursesvary with

partjcul ar fragework regjon derived fromthe consensus
th ag bR Ceasen IeiAs ARt FHHPES! G SOHMHoN Beig, Teated dnd the
Ix@gggroup of light or heavy chains The sane framework

may be used for several different humani zed anti bodi es

( Carlherddigtonalthe, Entibody Naayl suiabldbe sdminiywgad byopusgmfusion, e.g.,

(1992); Presta.et at..,  J ngl ., 15 .1: o
T e T e
profFN Z@thvelbishor SiRtanesusOin)dutighs, afebeiiiny if guartt e whether the
antigen and ot her favourabl e biological properties. To
adaohisaeteon kibsiefon¢hroriecording to a preferred net hod
hu i zed ant j i es ; aned 4
anar DFS a7 EAES o BoBARALE pRnBBLRGE RInbositon of the
inc@ivaphaabe huammdrzedstiarion fets suisblegot hragedi mermiooneither solid
nodel s of the parental apd humani.zed s%guqﬁces. |
orppquieh iSuptabie sees fuas dar oral Q({Wl{lﬁglatlgll %yi tahlets, capsules, syrops or
soRRRINQ3GA: mh HREH 8ShRRLiSRP U cIPRING RidW] & tHOall W8 Ss binding
Is to prepare the so called primatized antibodies,
agens, fax axemplehiymamtacarit,i gedadin, whibethl, lapobeény!pgilideseeldlers, for

to contain the variabl e heavy and Light dopmmi a :
etV eor. WERe P TCE) R TaadyP PR s b RRIne]tablering
BHEMID| GitS ARMAKRY rAdtinielIafly , st@bdle Wi iixeg@ntsai fos bramysle starch,
constant domai h sequences, preferably the human '
palywinylogirobderien spslinra stagh gyeedlale ©5nEYERETYaGHHIEN cElbylose; or
PE vari.a I r ' f -ant] i j :
oEn{FUEIN sFR R BN AR T o o
cobdfBitloh6 Omal 98Q2) repdBed , BB &obvéhtianad bistityds 88,18&8ling, filling or
These anti bodi es have been reported to e hiq;E g}hi&h ¢
tablleginge Rspesdlauing areatens B9y tolsedsto AisyToutg g gghive agen
| % Iy /& Jrafie€Such operations are
th?é%h@g%ﬁ#%, Sgﬁ)gg %@3‘/"% Igmﬁagﬁwﬁsﬁi nity to hIl)man
caventiiens .in Ahetdrer Thd gdtllgts ehfiy doerkamelanie fpogpared by wet or dry

enerating reconbi nant anti bodies is disclo b .
gr%@\}&ﬁﬁ?ﬂ algli%opggwfn%gl'yo §9a}te<ioqccg_xﬁi5r§ iaGEe%gﬁz\)vél?%nﬁévnn in normal
P BB raBie, YT RPSY Entbifc SB3@AE. an ant i body

contalning entirely human |ight and heavy chains as
vel | Innsnatlensinshudimeni thesphapnactutedl deynpasiiops of Hie iMentipn may
st gndar d. net hods. an al ternat,vVv .hu tzati -
b, iR AP BoRL ok AR Guielr abe 4 L TR [fbegsions or
1y3EMIIiReE Efo@.lh@tstiﬁ’ Y QsPi6side ans desige fafh NBhasmbeeutical compositions
m ce) that are capable, upon i munization, of
producing a full repertoire of human anti bodies in the
absence of endogenous i mmunogl obul i n production. For
exanpl e, it has been described that the honbzygous
del etion of the anti body heavy-chain joining region PH
gene in chinmeric and germline mutant mce results in

o o o, g
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filamentous particle contains a single-stranded DNA
copy of the phage genone, sel ections based on the
wo eovevde@l properties of the anti body al so r eBCI/EP1006/006556
sel ection of the gene encoding the anti body exhibiting
those properties. Thus, the 28hage m m cs sone of the
properties of the B cell. Phage display can be
supalrie dormidedtabla warindvde gerifeorgigoys selghonsheylhers qatggoluble) or .
.see, e.0.,..Jghnso ' ' : [ .
Gl s AR fRers it R sRiniRiaBLe BEbuayBRYF ferlc injectable
solutidB) or dispBRIcAB! IFBE dinGavddYs addetinaaf@nesatably loyrriers include
vitro activated B cells or SCID mce 'gh gyj)innune NJ
phygistasiat selonss bpretgriedatis WatehUuRET P PT@\W & AR, N-J.) or
ant.i body.d s ;obht.aj [ odi ile and
PPER1EE Bt 30 RLL 2RES) nbF s U0e? (i SoTROUN Tut o Berile
sheylaresfiidnosys tewni that easycainghbihey, expstef e mausk pe fstabha wnder the
manmal , whi ch subsequentlyﬂ;;g%egs and “Lbera&ghit taminat;
confitigna OF Mepwiet Ui chStPragi? CPhRECATY PHBRAIL AT R ammating
ac'ti8? lo?trﬁl{érod%%%)'is@l?sdyu&r AR arfiNuAB], I RRAYarfiEAEHTERS aisdlvent or
a fragment an anti body such as, for exanple, Fab, _
difffeadion MmEdiuFabionmmdngc ot aamipbuswaeshsthgoels haplarpeegytically
devel opeq for. th roducti on of, antibody f .
screRian | et b ety Panvnes el 18R pelBREERhE avcol, and
sulb Ot aR XYk (il &FSThO Bréfer fRiEEL canbé hrhtgined Ufor RRi@ple, by the
recently these fragnments can be produced directly by .
useed andohiag sudhosstleadlinsby tha neriniepansaied dhdreapiged pariicle’size in the

anti body of choice is _a singl [ ) :
oSSRy Focafl 7 Sy M Tl o e o o
miir§ag&iithg cafPafabdhicicgesy ivariows amtitiactzadl esd pnotlugels agents, for

two 1dentical antigen-binding fragnents, calle "Fag".
@@n&@memrﬁwnéa@ﬁmwpv%n@,§bﬁgﬂea%ﬁf1@@ﬁ@bﬂﬁgpﬁgagﬁpg} e like. In

and es,j [ "Ec" gnEr i i f kRCLEMAS sugars,
T
poliysitstslasuch(abhyditbt, agrietol, sobimtm Hasridevm the composition. Prolonged

antigen-binding sites and.is stil]l  capabl foo - o
B ARG NP RO TS CHReOT P I GRE) Bodyeluding in th
c&ﬁ&&ﬁf‘dﬁt aBLGI CIABE WelSs AbSAPROE! Br @RAhFRNERGAGIN thORbstearate

and antigen-binding site. This region consists of a
ardi gadatinof one heavy chain and one |ight chain variable

domajn .in .tight, non-..covalent a i.ation; 1SN :

e A
cdRfduascyf, £a6hpyRideadl entitodn) i it egactd tmodetf innen appropriate

antigen-binding site on the surface of the VH VL red
salversr witlcoiriceex idv eppbingtien GfxingiRdin{a FRyBFat e_@l?QYﬁs as required,
fol orJ\}Ce M M98 Qt_epilliggtlicf}g GheRnY! gfsgéfsitoﬁs tansepl%ﬁﬁﬂeg’‘P)G}lyincorporating,

Wever, 'even-a single variable domain (or al f of an _
tHeVactio8Rbnpbtigd by dtbrileevehige whanhi aitans ediasigsdispersion medium
specific for an antjgen) has the abiljty.to re nj ze -
argﬁalebqeﬂlarqqq%t.hgmqggeéiﬁ?nt%}rpﬁb fe quﬂerptgaeapo(yﬁ.flpﬁtﬁg §as% of sterile
p&\b@&s the tl‘r:englle@%agbﬂ‘:Hfr@erﬂb_tiﬁject-gbﬁ: SAdidisagiepef@tediomethods of

contains the constant domain of the |ight chain and .

pteperafibn ate canstadtyinpasd fre¢aeHiryingf whigh yidds ¢ pemalien of the active

Fab!. fragments djffer fromFEab fra nt s " oo
‘%'?Wtoﬁgﬁ)f"’mg pairional; (Eﬁjgg& e{flglieﬂlgnlggfotré)xay%{egﬁcirlngl us‘?teg#e filtered
séiifohgR¥pfchain CH domain including one or nore
cysteines fromthe antibody hinge region. Fab '-SH.is .
the despaniatiaoamhedigient,fsaid FhapnagentichiceMPPHEOR {fadghipistered via
.resi due( of the consta doyrai b . I

RERERT 01 ot RERES B e BaNg roaipidhy (5Ae 80, such as
lekiing%H nkd/ BUEFeBinprpdHGest asfaaintss Tok maitionbd dgmewiatons will be
whi ¢ ave hinge cysteines between them O her

chem cal couplings of antibody fragnments are al so

known. "Single-chain Fv'" or "scFv" antibody fragnents
conprise the VH and VL domai ns of an anti body, wherein
these donmins are present in a single polypeptide

chain. Preferably, the Fv pol ypeptide further
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exanpl e, EP 404,097, WO 93/1 1161; and Hol I i nger et
al., Proc. Natl. Acad. Sci. USA, 90:6444-6448
W@ 1®98)34Baunct i onal fragnents of anti bodi es whi BEI/BP296/006556
to a CCR7 receptor included within the present
invention retain at |east onggbinding function and/or
modul ation function of the full-length antibody from .
pishiredh usingystanderddeethedsl sudhr e Gippedesciibed PordeTed tygivelhe Spanish
retain an anti.gen-bi.ndi ngfunctj of a correspondi ng
a'?‘ﬁ‘t’?-"?‘é%%cﬁp%%%% %“gd?m?%r. ‘%.f‘?rg‘%‘i-?ete’gg'i lity to bind a
mamal jsagspebily racenbgiols tBafobalateatiey pparafaeeutadl compositions,
functional fragnents retain the ability to inhibit one
naspelpgral GrurEeteTAkcamRAsHaNsr INstopgeaini foRR HtvaFase Adiiygtration and
r.ecept ol h i ndi i ViLy, ' i ) )
o R o DB BN DS S Bt unis
sfietl exaitiths, dosages efoenthedsubgett , toabé umedtédynedchf nagynemitaining a
can inhibit the interaction of CCR7 wth one or. qPrq
PISACRIBINEG GapRfsy fIcHve CRRPPHIY KintibgAY obrtherypyention) calculated to
r 3dTRdl HE Gl asSH GRRA Hith (RO RALH S tical
m@?ﬁ%ﬁ%@ﬁFgR%%?%%%)Fes are aﬁ??%odies t hat have bﬁﬁﬁ?23EUIca
capieciThe spediBsatfonrfonthel deasge tniofoating fof tleninveigidnopeslictated by and
Exenpl ary bispecjfic.antipodies may bi.nd to two
g PRGOS PR R wqq%épagagswwé (R 5 afiya PPy and the
paHEN A RI-RRAIE SHEBRYtoPb N dcifeddd! Shd Bhe BhitaBAik BiheRl in the art of
further bind a second B cell surface marker.
cohp@muirtg sugh wn aetiveagomnipoBngd & thertretarenbohiadrviduatsm may

be conbi ned w an armwhich binds .o a.tri e . .
ol oo in el RR I A b A B b T Whention win
dépehe Wil Be(iBlafive GHZa0y €89 codpolna clesent theSel@itylfGhe disorder
(FcyR), such as FcyRl (CD64), FcyRIl (CD32) and ) .
being Repted @od theyeight ok thegufistaisHewpyai #tivgepamernds will typically
' t . Bi R t hbqdj.es; : -
oCREAMILER e B a HERSCLLNG T, 20 o Y s,
typidal totdlnésly doies hodiceesinposs éosn 8.0B1ael I,00tamigdre bodydiveght/day,

P%“g] 6&9%}’2‘;&% 1-mf°n‘f ot ég@ H]Ejg?lagf Q&Yﬁ%tﬂ%gﬁiﬁ? B}ao Eelg]r:ef %f?lﬂg;&rom about
0983 o ik RS dexaLAY@Ly. r adi oactive isotope hapten).

Bi speci 1 ¢” ant’i bodi es "can be prepared as full length
ant i Beddieefsororadantistragtiyn bf agirhedies toethg pafignibjhe present application

coftERE Bl aRa RO ot B perehalipy] ARgRI7BEFIES the use

oPEARURErhPNtoOdenbrakd inkraegdlularbihepadied. i ¢ antibodies is
based on the coexpression of two inmmunogl obulin heavy

chai hhe¢ i pharmegsatieal pegmrositignsr @nt he 1pgldechap rfs cpagier,” pack, or

differen i fi.cl b St e t ai, Nature,
d@g@ﬁE@@ﬁé@%“?ﬁbg&@??ﬁ egéﬂ%%£§§§#l%ﬁrandon1assortnent

of | Theangbalesl ind praavycandall dogigositioas 0§ this hesetion may be used
hybri domas (quadronas) produce a potential m xture of
Wil Qb Ggnfo amvrd&p%yowgméw therarty | iOgE}FFrdi_?\‘%s BAY fhgg part of
tﬂehs%nféo&fnﬁgcfsitmé BEGE fdrGviatd H§ta%%ﬁarat%l*’crdrﬁﬂd§ﬁ¥o'n%r Qfimikl8tration at
correct ecul e, ich i1s usually done by affinity
thehnowrainogoag yffetwpsne.i s rat her cunbersone, and the

produyct vyields arelow. Simlar procedur are . . .

i scil 5% ad1a G0 Sgemssuic fomROHI Al Re Preggntdfvention will be
ufYBCnIthe 12383 02 6 dal 2WAitioS GREHhNGisbRlers 6l dik@dsedbssociated
approach, antibody variable domains with the desired
whthrethergs, spedilily, dbt irexfingaganidre dgid san¢ege heing whanartggzed by tumour

e lhe B8 < o7 o el IHRR AN LA IR apoposs of
S NQUk QQBHSHn? QAWVY RN 2dcBpt6 £ NBlugtRdti va0 B MimiCeivp) t&ice@ which
at | east part of the hinge, CH2, and CH3 regions. It

Is preferred to have the first heavy-chain constant

region (CH') containing the site necessary for |ight

chai n binding, present in at |east one of the fusions.

DNAs encodi ng the i munogl obul i n heavy chain fusions

and, if desired, the immunogl obulin light chain, are

e a o o o, o

S o, s
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art, and are disclosed in US 4,676,980, along with a
nunmber of cross-1linking techni ques. Techni ques for
w@eneneddeeg bi speci fic anti bodi es from anti bodgCT/EP2006/006556
fragnents have al so been described in the literature.
For exanpl e, bispecific antiBgdi es can be prepared
usi ng chem cal |inkage. Antibody conjugation:
tmwtmtqgidwxnﬁ:emt G@Rapycmtorr swhceptide @é;}oeo“fg tradie@rac¢qding to the
‘“VF‘?téO& é“‘?%%ﬁ 5&?"?‘502 gHD ‘%%x. ge.“k‘?ee“%‘at E,*f e‘% ek, Cﬁg? Hymphoma
(MelLh s fhRreaws ¢yhfiorhdehaly Sscar eymgliorss! RQDSlégsochited lymphoma,
nallgnant cells. One strategy to avoid these problens
lymphoplasmagyte tlvephreeapButkit” dyepkomd Breplhodrws dymphoblastic
I t e zeqt
le%}(%'e%la H%@g]ﬁﬁ Eg%:arséag(ggpltrh%uel)%ugéséuane %?%q?ﬁaeqnycoshsaf#ngmdes
blast l:1‘551s @Iﬁd:hl’(ﬁﬁlctlGﬁ)‘&léﬂt@ll&)@ﬁ&us‘}adfxfmﬁorbﬂmk oeiels| &f, mtyelodysplastlc
the ligand-targeted therapeutics. See Allen, Nature
syndrorags, 1geAst 260 TFﬁ'e‘SE"ﬁHr%&leU{"igccaé'ﬁérntm%‘é‘i‘P‘B% &fﬁmc cancer or
idg%ﬂg%léﬁ Qfa?éﬁdrﬁ? 0?0 thehd Gnd réylp%h@rb%ﬁ)ht E‘ﬁ&m@ﬁ{a 1P a preferred
uppress ol he | nmune syst em of e manmal bei ng
embeditredt, hanedrn stvieptible ud fdbding Itnedied sagberdarye s thehatvention include

press c tok| roducti on, down-regul ate or
bicatiaacs: S1-mall el dHne B meRIoD?. HRLE FEeRpsquamous cell

cé}&hb&%r&tff@ﬁedd%ear%wah@ cBRRHarG A1 A HEst Hré¥tred efb6diment,
agent i e a substance that inhibits or prevents the

cefnsmxcst wne}mbl@ @Ifl being dt/r@rter ageEdingesy the tinsmtiof lajleIUIds follicular
ed t | uder acti ve

Bobn By P L SRGem D pro e R AGH RGBS GBS chronic

niy@lobhﬂxf&r%ﬁ@é BRitro@Es 6ANBRES cradiél of aXjeltlySpledticasnardds. In a still
nol ecul e toxins or enzymatically active toxins of

mgaicprsfared ¢rubggmentp|capgerpio Raitrratedotsgpidingfo thealgiygpttan include

Ciﬂ%ﬁﬂ%d cfhe therapeutic agent can also be a cytokine,

ornone, growth factor, necrosis factor i e a

pr ot Bi mpmlcmepémbledlmhealseeﬂatihrpdp o€ thedhVenpopuwhat heocombined with
ich act on another c S. int$rcellular medi at

T diFaHNeS 1He theaedicd |C%3anat bed Hetsin heei ficmotherapy,

ratd'i"ﬁlokelrh@}a%yt %hﬁ‘ﬁo!h@ﬁip’;‘d‘;ﬁ 4 H%Ezﬁ' Asthaad uf?@\mmgeﬁk}flﬁtmg agents,
natural soUrces or fromreconbinant cell culture "and

albumt@lgﬂtt@ Igntléaotmwsequvml@nt forofarides ﬂ)anpwmss@cg;em@mklllers

AN PR oo BB b CuPRr SuEPTe S bur el WPRRAAE, anemia

tlﬁ%@ﬁmeubl(ﬁ)@ IMoamgl Vifle@PBRIANCBokdathetdpei®&S  psychiatric  and
cytotoxic to tunmour cells conpared to the parent drug

pasHologicabihatgpentiss, ash the likazymati cal |y activated or
conv i e ’
oo B GO LA B0 50 8
subdequrat pr efeahfeed wathhaxdli-TER7 aiitiiddg inntdat tooeffedt mtologous bone
ant agoni st is coni ated to one or nore toxin

M3FPWTISEEN e5fL FARSPIAOIAYOP- act i ve toxins and fragnents
t her gaf, WG lBe(f@@fupﬁ) Héﬁg)ahe&k Wt &%&hh&%' &dé BNA-Rgulate the
nonbi ndi'ng active fragnents of di phthepa toxin,

expredsani of @CRAair otl{er togetRseteto mo taxsswitice gif nm)quspﬂ: pcilsApnor to

hai n, abp A ch eccin A c
R PR 1, POy o anventigns Ratokine Biped 68 Raministered
s,ﬁhmtaﬁé@@@ VTR bF AHdr PIOLEI ABsdgBAR! to RARlidistr@fh BARKS)depleting
nmonordi ca charantia inhibitor, curcin, crotin,
argthody wapalidabdled artibodyiimbpidst tmlm@eﬂeommneﬂfﬁc@gefmtlons
rest pctocin, phenonycin, enonycin and the tpcothecenes
The present invention further contenpl ates anti body
conjugated with a conpound with nucleolytic activity
(e g a pbonucl ease or a DNA endonucl ease such as a
deoxypbonucl ease, DNase) or other conpound capabl e of
damaging a cellular structure or organelle and
therefore killing o dimnishing the vitality of the
cell The anti bodi es of the present invention may al so
be conjugated mnth a prodrug actlvatlng agent mhlch

. a o . o . o o o
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facilitating rel ease of the cytotoxic drug in the
cell. For exanple, an acid-labile |inker,
w@epviooRse- sensitive |inker, dinmethyl |inker oPCI/EP2006/006556
di sul fide-containing |inker may be used.
Alternatively, a fusion protgjn conprising the
anti body and cytotoxic agent may be nade, e.g.
r ecohlt)amanbodlewhhlmlmstlmrappefm r wglwmhéélesuse@%é\dpplemem the
thﬁ%aleerfjltdlésglqsgq,l Fgrjammango PRy é)eﬁlg%w%gtéretd S dmuﬁ’a %gld% ﬁmuo“afryéguentlally
ok 2w BT RIMIn A8 GO BT &R dddR6labdted a@¥BED). €Thd thémytherapy
be desirable to |n€rove t he bi ndi ng aff|n|t¥ and/ or
regirhe nisiyobogelsatedp @peme. ar@ugfcqnﬁlémaganb%w fyclpghosphamide,
uence nts e :
d(i”ﬁ’lr'fq’d O( ﬁﬁ CﬁBEC?% TioxYe anulﬁc ec‘a@gde cquaétﬁi{i‘éegalpJ %Perd cq]ch) and

p@ﬂﬁﬂsmy IERCQEHrOBicliliCdyedrabiaei ahd etropbyd@emlltdmntrone Cytarabme
nt hesis. Such nodifications include, for

l e
Dy ddaupasibieipmvingsaliae ands eradninack R Réndplsirant retinoic aCld)
ubst.j t
U P Bl a3 5 i
datatekinen, doxoadidih oand avidersdtins),i OGP M cydophadgharoide, eplrublcm

achi eve the final_ construct, ed that the f
v@emgtmu@tldpe§§@§e@§e} nolaiih | BHTe Sttt TG & 1DA
Y81 RC b?taff%'Bﬂﬁg B8a0%dn 3h ?Haﬂllﬂx&ﬁ) Resthidangloat kwRd4uent G-CSF

processés 0 e antagoni st, such as changi ng the
(gwmdmytmolpmﬁ stimolatiog faﬂtw @@yﬂnmnlt)o Y AP ((eigcrigimiendoxgpsplicine and

ce in rtlons [ ud m, no
gWPnec)e i%hdl (‘f‘ﬁlgﬁ‘%ﬂs "ﬁa}?fﬁfhﬁﬁoqeﬁ ﬁe Céflﬁp}?osgham]de) ~Weekly,

B@qusdﬁd?nﬁ% ynﬂ&;myteﬁ COREphBiphgmadN U editomysiar@), MOPP

resi dues, as well as intrasequence insertions of
(rstqhg)reth@mllrml tlejIC@Sth noPragnigoneesidgties procaapings g;md  DHAP

i nsertions n [

P B RRone” SRR\ EpBTa7 o M Gomthiaftut gesimen is
CHomr cytotoxic polypeptide. Oher insertional variants

of the antagoni st nol ecule include the fusion to the

N or Ctermnus of the antagoni st of an enzg , Oor a

pol y{bpt i ideotipi ewephctheagé@tuonew%ﬁum Ramethpfl fier dreatipg cancer
SRUAICD ShelnOARR! nfRE OlisValdalty IGCRN BUAR BRI comprises
RSGILY; § (@EA VA ant hese vari ant ave at | east one

ad@fliniQeragd @ o Rbjedtim nd@dtolﬁealalmteat@mn sthemmeetjcdlb/ eftgplinc @dount of
by a different residue. The sites of grea t er est

an gptibers of thit IYRANOMitCag¥haRTROYT CBRPIEBY "@méa BPgiigthereot,

whithl lHﬁ@s hfe W?é eﬂé@tb bea pﬁ%%éun&%orﬁﬁosadx&%%b @f\%ntion. In
are al so contenpl at Anot her type of am no acid

avpamaudhr aintodenany ishiddyaralet a5 sa tdaecar chgraeierized by tumour cells

0S atte f .the a ni st alterin
cfetiine Charoepro i Grotore JuP Ry e B ASPh iendd according
td %%\Jeﬂtl&rﬁ@ném@@i SMCLanf@HR:IhlaﬁldS}hﬁbgomﬁeld?ge rB)béill lymphoma,
glycosylation sites that are not present in

AdRSegomiiged lmmllmphﬂpl@m@mw Howss B%klﬁ ypmehemg, B-cell

acgtllt% Egrﬁpﬁcl-}ﬁl I slg kga%Eng}ar b% 5% (@Jﬁ%&g?gulq gf. ?«{]lsle'ﬁfe C‘.lnli]i@/lymphoma
nfeaiis f&fgo@dksaﬁlﬂﬁr@ﬁid’l@f ¢Heshid Uﬁyeldﬂ?ﬁhfefatﬂemyhdiemes blast crisis of
sequences asparagi ne- X-serine and

mysinsyappsiis- xundipmeni breastupracer, Xanssal cgltti ge aggnger, melanoma,
1

o156 Bl Sl e Gt S DRESITMCIRIA SERHEICRR SR cysigoma. In

aapsaafra@ lemeoslmﬂbat aancdds tol bieigeattd ecqordisg e ﬁleohvanymoﬁclude breast

t hese tripeFtlde sequences in algolygﬁptlde creates 1

cprpebnPRsmglly edll Jpag | GRce; taelagpmn @IV@BQyPét$Hﬂ“mus‘m

refers to the attachnment of one of the nonosacchari des

or nonosacchari de dereivatives Naceyl gal act osam ne,

gal actose, or xylose to a hydroxyam no aci d, nost

commonly serine or threonine, although

5- hydr oxyproline or 5-hydroxylysine my al so be used.

Addltlon of glycosylatlon S|tes to the antlbody |s

o I o . o o
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anti body. G ycosyl groups added to the am noacid

backbone of glycoproteins e.g. antibodies are forned
whoo3eeae@l nonosacchari des or nonosacchari de PCT/EP2006/006556

derivatives in resulting in a conposition which can be

different in the sanme anti bodg produced in cell from

different mammal s or tissues. In addition, has been

cafcovema dfathe dedd @rdemckwdp;@ktrt ¢appin@na ginyecwest] prgfeggp smbodiment,

Sl DRIt G bl IR 50 SOBRISRL s -

celie P&ikd@ﬂta/l‘}ﬁﬁaﬁbﬂél Bkt (yeh¥hon®, bl&ecradid bbekhynic myeloproliferative
Therefore it is possible to inprove those fropertles
N

spydrawan aofl Wesidyyiskgof ne/q!fabtselﬂﬁl%ﬁyngtrweeu a® isHH @pst preferred
t i,bodi
e%g) I(rlh(gr(t)ec i ec%née[\? M lgé tr%a%c? %acorc‘d(i)lltjé %:tgle ”%Bﬁ&ﬁ@rglu g@‘éﬂi_( ﬁ%ﬂgc L.

127- 33 otiirt8pea) iheeinyemionagttites anal hythod s &illieg or for inducing
resi due(s) may be introduced in the Fc region,. thereby
appRtews Ah imeus ceiaprPrassilg 2 CUR hisheptoloVhiehicompriset pqnéacting said
T 'iRR0 eS1edifeBa bR g f t
0L s UENOPRAE I a0l RO SRAPPEISI A o fgmer,
theresfeabat Wodyploen€6R7meckipadreth & phdticldiat kinbgdiaredt, said tumour cells

ant i body e endent | ar c totOX| ' y ADCC) . See
a@atlugwu&ce |exprejsmge>§£[%;gﬁeceg_t? -Sych g é%@?‘)‘s and
Shopgs .onlr alpect) m@ulrr\QEntlolﬂA'&ala%gsl&) 8%&h6&91812)<mmg or for inducing

Honodi nmeri ¢ antlbo ies wth enhanced antitunour
apoptdsis tof tmanpun lcslds beprpssepmae@cag |nerg€ph<e!t ar atriubjentcin oped of said
cross-1linkers as. desgrtbed

.al. Ca . .
treatiient whighs. CQg‘%)élS%%é rtll_ggn}’ng 9 staléjr F]Lgt)becs & )}her%ﬁe% ically effective

afduhDed¥n Witikdayhashéudlenfién,regi anattaby ber itigendaidtk fragment
and nag t her eby have enhanced conpl ement |ysis and

pabindsttp said GSeR7 siceptéhson et al . Anti - Cancer
[Xug 9 ' : N
Che AER T Taspechy RSP REkes Do BheBEa ' LAGAARZ Snigration of
thie@r pefsatpressigy ¥ aQERT eeegitar tcbiséuﬂ)ind@yephﬂ;ﬂp&i itingu@ and/or for
el 1 e BP0 b CauAFS T peco Y mPRG g Which comprises
cbﬁt}[a@t'nﬂg s4ifdQuheRn S W?tgear{ %ﬁ%@r oith%dangntﬁﬂl' i@P&n antibody, or

ers’to an epitope of the Fc region of an [gG
anbge@ehihéingdragment Gieteof,vgiieh bingEs; a 6ER7g@4iﬁ)pt®m at | s
responsi bl e for hgcreaSIng
C

of LB 1 aspfibc P Breperdalry e ot Bad T hedris rpigion of

thiAY@NEIRNex ReBing ATOORY ORadpténtd Bebngsry Fnpghoad fB&feSand/or for
Fab fragments, or other binding conpositions derived

blackinendintselinginin efnuitsedicels tnto m@ndwémﬂmbnld gy ima subject in
needg fl(fi ! rt]elatt ‘thhgcl%RZOm r‘f ﬁFnlm ?fug lszphtsx?.]%&&ﬁ.;rapeuttcally
non no

ona 1 bodi es'a ate ecu
eff@@tﬁm zﬁflom‘ﬁ)bf e ankBsdy; ol abtygmmmng ifagalent ehebuoif,quiish binds to a
The affinity of an anti body for an antigen can be

(U1 FeePtas the ef fectiveness of the antibody for
bi ndi , :
I%Eﬁg&(& ﬁ:g\ltcglglg% dtuﬁfﬁu'r 3l %g;rés@ﬁ%y éb@q’ r@ge S Qsceptible of

reversi so when l ecul es a e in

bdmlguteiamd wirh theeneshoris cfohainiventicaf, amtrboglidfsf admrstratiomesgimens and

thIS ol uti on reaches an equjlibriumin which.the

dpHeee oS ORBR STOROUY MUBHORTH Iﬂow BT SIEAREY, tumour cells

et(‘rS] i bl Q@Rﬂt‘%@%pt@tngusfc g%l@ tr(ezﬁéa Valiiz tlﬁ@ﬁ%@h@ntloned
erefore the ratio is also a

nudmxbantCueﬂnméaLa@HaSSOC|atlon constant named Ka

whi ¢ e used,to conpare. the affinit f sonme ..,

ant | Bbafiedereies dbe Rabissor, SameBhitl Hetsritmiagneans
abRuAE _FHER et hhe traffdgntintet, Sast Pre@idRely d8ited! Isyiddgheudt & be an
a binding curve. This involves neasuring the anount of

anti body-anti gen conplex as a function of the

concentration of the free antigen. There are two

common net hods of performng this neasurenment: (i) the

cl assical equilibriumdialysis using Scatchard

anaIyS|s and (||) the surface plasnDn resonance met hod

a o
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and/ or prognosis of cancer which tunmour cells are
cells expressing a CCR7 receptor. Further, the
waedoroadees of the invention can be used to i deeit/EP2006/006556
cells expressing a CCR7 receptor by standard
techni ques, such as i nmunof | gorescence, flow
cytonetry, affinity chromatography or
amownirsofficessit b tzﬁcqt@rﬂesrfr@d TSRSl @, toaa«meéma%@@ym@fom 98 sign, e.g.,

oA LB BBl SE0UL S ER BBy erciv

arBhiitbred |a%§ar@(fulzlrh§.1bj eV @iyl @ty Qﬁﬁexbﬁngl sadadtors gdehtdsfiyie condition
tumour cells expressing a CCR7 receptor in order to

benal treated, tthe owevadl hepléh lef thens‘éﬂg%eélﬂq ingethqds sipute, THIgs dose of
f t I

(f‘mmls?r%g?ﬁ 3n ethée ngén?y Ots }lcgéneé@%?se gfgrleﬁtga%gy %!_}%%?fégt '\e)\gltfll orl?%lt in a

changt i §luhtidginp i tat Ih‘astaahblut MO%aprdfesblyryg l@so2erBey, 50%, 70%,
e.g., to determ ne the efficacy of a at ment

ve

o &Y Dameiet NN TCERCRDINEHAN |att5?réagwa@w eFthge amount is in

rano E) a Wﬁh&tﬂ;r{) flébﬁﬁioﬂgatsteﬂﬁ aft ERadYist Qotalim@ee! to 1nd1v1dual
descri I n parti cul ar enbodi nment

cmhpn&nmummdy of the invention can be used in

conbi nation w addi ti onal . t her i cal | acti
conpAuntrestteby BRefiORIEN Wi HAAanE SR WRicaly by at

léamBQtSWJ%r £5811Y Sya9 ekt At 009A p?éf&*ﬁ@ty"kﬁﬂé’d%ﬁh@dlﬁ 30%; or more
agent. The conbinéd admini stration includes
pmﬁeraidmanlesstr@t)ubiﬂ%uéltﬂ@ats\éqmrra@@mmﬂmﬂ rakgrasion will mean that the
ceutl formul ation 0 1V
ﬁﬁ ? r} f {PEHME P eYéirhoélls cmﬂ fpes J\?ﬂg?fg?tre}&p rgg?%er aLI xy%sult in, &g,
sttahﬁfcﬁlly Si gﬂlﬂdaﬁﬁaﬂ%daﬁdﬁﬁme | cfhabgﬁshn (tos n@hbérs @6 téllebeing affected.
agents sinultaneously exert their biolog
Thistingy bres dedrepsetinghe awpdets, of Heest #ollnCr o8 ?ftgP%fF‘éé”llen a time
S f
sl R
nmgmnbw&nmgnamuhntlbody of the invention, i.e.,
anti body, .or antigen-hindjng fragment. thereof L ch
bi nd énfyoo% t}@CR‘?O‘iBeE’@BPBIPed E}]ﬁraéaeﬂﬁ(érrﬁgh (ﬂs[ pgsc?ppg(y\h above may be
feﬂ%@tahy%ugj%ctpihmﬂl%ftsﬁﬁ{ gRfapyt QRIS 9 Eindble, mammals such
armaceutical |y acceptable cafrier, adjuvant, or
avédgsctats, cbws, aasasniabbitamakeys and Ql@l@j preferabdihgmans.

h t t b fo
]E) O?r Ematdgﬁ %@gpﬁﬁngg%lolg?r Can% Fl(rer(l:eghls ea‘sj fOé XJePgl Syl Jl%n%o% ound for

kHER of e6ERdQEing Q@Bpt@gm dti @ihfoat iceMs E@pr@ss‘i@}a aoCR havtepgor which
a cancer. The term "subject", as used herein, refers

cempa$es ani mal s cl assifi ed as mammal s and |ncludes but

is n ed. it St Sdidat d
5 ndh RSt Bl PP AR AT, et ompoun
or fen&bephdmmnn@ﬁuamy(bgﬁﬁmdybaaﬁagﬁhmihemnfand

har maceut i cal | ceptabl e carrier s.used h
S P alvigmite el éa‘éin‘;'ﬂngﬁj&tea?qm%%‘\‘}gﬂ 5359 cofs Sulessing a
di sper st@R71&LbRy, COAti ngs, antibacteri al and
antifungal agehts, isotonic and absorption del ayi ng
agent s wlamcintmeompkmd thcamkdtﬂ flic coll tehplp@hsangrac@GRﬁcr&peptor Is a

adm ni stration. The ) é&ﬂé’%ﬂ g a entstf)SlSOftumour
phar maaUORES pgreately, BsdQr BE O BrtBy S e f

t he artgeExcept insofar as any conventional nedia or
agent is inconpatible with the active conpound, use
thereof in the conpositions is contenpl ated.
Acceptabl e carriers, excipients, or stabilizers are
nontoxic to recipients at the dosages and
concentrations enployed, and include buffers such as
phosphate, citrate, and other organic acids;
anti oxi dants including ascorbic acid and net hi oni ne;
preservatives (such as octadecyl di net hyl benzyl
amoni um chl ori de; hexanet honi um chl ori de;
benzal koni um chl ori de, benzet honi um chl ori de; phenol,
butyl or benzyl aIcohoI aIkyI parabens such as nethyl

e o B o
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conmpound as necessary for the particular indication
being treated, preferably those with conpl enentary
W@earedees that do not adversely affect each BEHEP2006/006556
For exanple, it may be desirable to further provide a
chenot her apeuti c agent, a cytgki ne, an anal gesic
agent, or an inmunosuppressive agent. The effective
anouvitrtuafly samyheetlt dxpressiag ialeCR g eedeptodeptheds furagwy a non-tumour
ther things, on the amgunt of. anti body of the :
oo P OE D T AT R AR R 1€ QB arrofmbodiment
sdid€elf %QResRfnodi SERS %&Pto@lissgc@@rofwmme@mmnt , etc. In
an enbodi nent, the antibody of the inventionis
pr epResh ofi the edlsr expressigar GLCR7 pceptetcas died desrmpagadcby any

agai nst . rapi | imnation fromthe ho 9] . a
cfRREY it SroRanahhtst BE  FeTi g AERLER i g ramore
adtbmpasyisapssliataptisiel i very systens. Bi odegradabl e,

bi oconpati bl e pol yners can be used, such as ethyl ene

vi nyThatdioaing exsoinjastiyel todBastragothg gnKealei.c aci d,

col | agen, polyorthoesters, and polylactic acid.

Met hods for preparation of such fornulations will be

apparent to those skill edEXAMPEEart. The materials

can al so be

Cor porati on aHDIREBIES AR ABAL PR ITEAURE

suspensions (including |iposones targeted to infected

cells with nonocl onal antibodies to viral antigens)

can al so be used bMpaR&FREde AN MEYHQR®Spt abl e

carriers. These can be prepared according to nethods

known to those skilled in the art, for exanple, as

SHGPRS! RaGel S abld Foweytdmetd dFomyhe administration

route of "the antibo { (or fragnent t hereof) of the .
i nvePeripgeratdyodsk sanples fpemeRlbr@thromg Lyirphiogytiod-cokaemia) and
pical, The term "parenteral” as use elin..i e
M 5500 R PypBP Ealh G nee iy 4058, DL BE A SRtormed
csdbautandaaiisl ireeinphaiotysigi dhakackdivatibis tafatvhore. blded cells was
subcut aneous_and i ntramuscul ar forns_of parentera

peréhmsH o dendsrd Aws-give By Wk eneiockyabntibodies) (i ksy directed
. = o i _ _

AT 55kl TR 10 oy ch, L

ligidt rehaiing CDR0] 623 sUPA aad EP3 &dl s diaséd froml BDi Binsoencas, San Jose,

tered dose. inhal er, b repar y nventi ona

Cﬁc%ﬁm&‘és.‘mﬁurelsﬁe an b‘_&%t 8€i(§]a[r "Orag/ﬂﬁzﬁi %fﬁgaf’il oﬁ“ei giononuclear
sUPpBPLlafioN - w¥Rt anicsrdadm Aadysiatdror @ éx{ﬁ?ésb'i@ﬁs wiab€subsequently

application of an antibody of the invention externall¥
perfortried @piltetronisallyt gatedetumoge & celdsypr yiognal T and B lymphocytes.

instillati of .such, an_antibqdy in he r
phgoeirity R T4 B0 RS B EER oS Mg B, Hofh R
stand(MEK B¢ PlBYe, MNFUA R ICasdmppidphiatd is@fpe tentid@antre included.

oral, intravenous, intraperitoneal and intranuscul ar .
Immpnefluaressenesnstaming wiap aelysed &R aftGssaybyrelen rogomeer using

' ic effect wll, of course,

C%@@ggﬁﬁgﬁx%ﬁZggﬂ?$%g§§%g'osen, the nature and severity

of t heripghendilloah ngiongcltdreadl BA(PBMC) veerpasdland .byl ficoll gradient
addi tion, the antibody may sujtably he adm nistered by
ot idigation (Estepaqus: 1§77 wgm-fagif10ﬁn’1\4¥?aﬂ§ Jof the

ant i podyed RLahe raﬂtk?-lh}ll?-faﬂﬁé RS Inbd hefHiNBier Piferred to as “anti-CCR7
injections, nbst preterably intravenous or
mestutvareedusned freot BEnBjosdiepandil hPpU3nclpee, tigGha wottpegpnd R&D
the adm nistration is brj r ¢hranic.. Thus, | .
ks C Taholel meserer: DB A ks Aroaipeap s b by used in
of the invention may be in an adm nistration form

suitable for oral administration, either solid or

liquid. Suitable dose fornms for oral adm nistration

may be tablets, capsules, syrops or solutions and may
contai n conventional excipients known in the art such

as bi nding agents, for exanple syrup, acacia, gelatin,
sorbitol, or polyvinylpyrrolidone; fillers, for

ey o - o,




10

15

20

25

30

| yophili zed products in the appropriate unit dosage
form Pharmaceutical conpositionssuitable for
WO pjoeooarRé e use include sterile aqueous sol ut i BCIEFEP2006/006556
(where water soluble) or dispersions and sterile
powders for the extenporaneoys preparation of sterile
i njectabl e solutions or dispersions. For intravenous
ceadmcha stalgtis end celliviablity eanys wes fionr |[BlRjdiosciences. Recombinant

hL%) ! O| og! Ca'ﬁgﬁé{g’ aq‘g&%@g%grﬁ}epesltfﬁ% h%%e gthR& S)(stcms

buffered saline (PBS). In all cases, the conposition

nmust be sterile and should be fluid to the extent that
Retaasyorsgndongf@bismissay exists. It nust be stable under the

condptio man r DElization of th

oo ook VOB9 €k TG 55 SRR SHAOER0L MUshichBiaion or i

chEhfokaRr @@épt@ﬁec(smh sas llbaaiar Icé\llsawdref mu@batedl’hethchvpugfmah of the
can be a solvent or dispersion nedi um cont

inin
ar@x@@ﬁﬁem%tf@r diffsrena peNOdsC i HERIEING AP g‘iﬁ igo] our) at
lacPr: R7, which
e
callb& 11§ @pecscytdsw dmtsyusednasbposnmmtmtmédAftfeortheemhmptaeonbgf either
the use of _a_c atln such

bepaidimARatic e Chd t”ﬁ‘eh BAGIYed aﬁ%d& E:lpjleglé’ F'i% bﬁgtlﬁleNgg]s PH=2.5),
C k7®x§ﬂa§§1§h Qs aBdridel BR cigecafs BSUdMGHARLS -as indicated above.

revehtion of the action of m crdorgani sns can be
achi eved by various antibacterial and antifungal

ent s r ara chl or obut anol , phenol,

Cﬁ%@d‘i’"ﬂ?’c‘ ‘g"(ﬂ éeﬁ‘iyﬁﬁ?ggbtp'qﬁm the like. In nany

casegiftyl iL WrIPBME fEghsioabdontdifink NoP weles ivefat plaied in a 96 round-

agents, for exanple, sugars, polyal cohols such as
bcrttmm |Vt€d>1I plateorolpthel WithgiE wesieas] epricgairation; frgm 0.5 to 16 mg/mL, of

it P, f

plgb - tlt bgﬁg r{;léﬁL %P 9@ d’optgjop{l(,g Aft%ﬁ?d gﬁﬁg&?ﬁf flcubatlon at
3Wtélls&ﬁerarceﬁgﬁﬁlgedthdChaﬂEHa"YBerabsbe patibinconfigement (Serotec,

num nonost ear at e el %dﬂs grgk (37°C
OREaaUEh B EBRLETAne ROM TeOpTefamatdphaiordr abfg 2
thtehcecllgc\;s/ér\éestémgﬂ3 QHpd ﬂ(lgregcenn ?so@ﬁl)d’y@ﬁ&%' (@‘?T@T c&ﬁﬁ%a@&ﬁ‘ﬁntl -CD19,
e requi red anount I n an appropriate solven
albophyoscyanioo@R @atangugattd amigCBdi teﬁtosaneinuﬁe’rlat Bdthafbmfﬂée markers

m@%ﬁg§g$k§%gd?é%£L¥%§ﬂ4%i éhkﬁékagggg ?5f%corporaP0mﬂmmmsand

73 RDaGHE 8 QEROYRBIlItht & cRisfone i d. eParedtitapleeohbgRiable cells was
contai ns a basic dispersion nmedium and the required

mendueed smraédwent@clﬁ PoRviaHes ene merRentage @1 dpdy avith heat fpactivated
e of ster ile
cqiipmeabFeest fo PONEE:The e ROy R GRREARE AL B Pl 81
preparation are vacuuntdryln and-fBeeze drying which
yields a pomdé?eﬁfcﬁﬁ%saﬁkf C GELEER )ent plﬁd any
addi ti onal desired ingredient from a previously
sterile-filtered solution thereof. In a particular
enbodi ment | 4 &b deqeheellrmédutompidmasdnposi tion is
adm wnihstedr ¢ B¢k deddellawéhaugc:(Vakéyl compsanrptit aneous
(SO . Adequate excipients can be used, such as bul ki ng
agents, buffering agents or surfactants. The nenti oned

Aln be'&Hg%PQﬁ‘&eﬂ’t"cHl -R&RARAZ, BftoMitpgaPicarydar d met hods

such hose described of referred to in the Spanish
and N8tuPhds terddFoeies warrdissliateid| fggm f’@%@ ehtagnadelzqrg buffy coats. A

pBﬂg}?crgej%(!lP?opL()gltﬁ%x\ﬂg 8%] e?vgiger rfm%rd 9/ S&%gl%lqgh\%lth PE-conjugated anti-

OPsYee A8 ablIGweP @S fa@hRdic ichll otfa)staq.s,e Wit anfi @PBMcbople@anrero-beads
adm ni stration and uniformty of dosage. Dosage unit

formas used herein refers to physically discrete
units suited as unitary dosages for the subject to be
treated; each unit containing a predeterm ned quantity
of active conpound (anti body of the invention)
calculated to produce the deS|red therapeutlc effect

o e
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of gene therapy to generate intracellular antibodies.

The pharnmaceuti cal conpositions can be included in a
wa@oeowadies , pack, or dispenser together with PCT/EP2006/006556

instructions for adm nistration. The anti bodi es and

pharmaceutical conpositions & this invention may be

used with other drugs to provide a conbination
(MHEnwp;Blot*e'heGUtbﬂﬂer Bdlrgusgb ‘ﬁlasbbafcbr gyanenylof Theneusiteof NK - cells

PSSR Pt S, AR R0200%, SREEID-GARESL et

c}tbmlcn}hﬁasamehmm 8§ R marmn@@utdfqabumofmﬁla;luonﬁns (target
of resent invention will be useful in th

CftllrS)aaWWE K sfllntagi adtectos o gellilpe), 2t didferend eéfegfﬁf ifEpg &/T) ratios
| S€83€s A3§0; , I f
b%}zvg ng dcg?qfclg]r tgte %&nké‘ of %Bge%bé orlftf?% %gﬁl aC%:Qtllg |ngéb or yltS isotype
céitrgpumThee! ihe eiRr ess B@ired CERA FHtﬁepdsrgngatasmraen -CD19 mAb, PE-
speC|f|caII , for killing or inducing agﬁﬁ$03|s

cqnipgaied awii pYes angJ- A@cﬁ@zdrSéE@m%? et F%‘I ieffgotor NK
3&1 0 L2l 'z\éeme Q/%‘Pl?t ]?IE%WL cald BcBREL ThSut NK cells

receptor suscept el ng treated according
weefe tidee ak Av@ntrobof $pmtamdeus:dl’ﬂ‘adnaml thersphotiytlysts vesikalewntiated as in
( %, mantle cells [ynphoma (MCL), follicular
theyrBXq38%Y- | arge B-cell |ynphoma, Al DS-associ at ed
| ynphoma, | ynphopl asnacytic | ynphoma, Burkitt
| ynphorma, B-cell acute |ynphobl astic | eukaem a,
(%bdgkémssmdysease adult T- ceII | eukaem a/ | ynphona,

ny eI ib? 8I]?rf] t?iléxgles ggaSt Ofé)[re(:vll](gusp mcuPated for 30 minutes
withe? qayspl eﬂrﬁf—CGRslymnﬁﬁ,res@bﬁ@Sto canaer Caian- smildXCL12, the
cell lung cancer, nelanome, gastric cancer or squanD

ligarid ofc@ %nws&rssayﬁé indaensaiel qellcltirrdchambsys (6.5 mm diameter,
arng: Ithn?kn%Is 3 P&bﬁ)la%e?err rpg)g% gpoébg{grnbarrﬁ)%gg,LIZIA). For chemotaxis

e el n ‘according to
assay,enki 1 tullﬂﬁhwéhilsbiuemﬂed:amdéﬁ) ul o6 RPdviial 64ceith (] MOBSA were

cancer, mel anonm, astr cancer or us cel
a%ﬁddpn@ﬁwp@fzr SEPHERT it e e BT aERES Nffacdded to the
dIRsdi Y &Jehr §AnE TRRAInIRIMm of ARCES A %ﬁ%‘iﬂahb@(mo ng/mL for

eing treated according to the invention include
CO Il i2caridalr pg/yripfoo GG L 1@dnid CTLZBI Mipratikaess allbyapitopraceed for 4

et ot o PBras] VBT REFFo MGG Binaters preqvgregy fiom the lower

cﬁﬁfl%e@dM§1ﬂE@$&t1tlﬁa1§YmiéBﬁ)$lgatleﬂ‘ adtitD19 niMstanpredtieted &3 FCM for
enbodlnent cancers to be treated accordlna to the

60 neconds aferi qabibragiag tha fley datgyith Tlﬁlcgurﬁ dphes dBPgBiosciences). Events
w%géo rr%nda n)énzgg L hhlg1 ﬁ} %@édbpoog% a?lontol?% «#e‘f'lg aRA k. @P%F Wi the numbers of

nents t he
cElNbuhicdns tteianal Med&&dﬁtﬁbﬁcell@ t(g cglcdhtenine bﬁcapyge of mput (100 x
radi ation thera |nnunot€ or sur%|0a11 Each
npxpey,af ﬁ@ SaITRW i n@urgb%rn? Qqqqg:@a)élopi xétgla suspensmn) ac

S%glhagﬁqggggegq@gmﬁggg;lc for various synpt ons, e.g.

l'ers iuretics, antidiuretics, antivirals,
anti biotics, cytoklnes nutritional supplenents
anem a theegp ics, blood clotting therapeutics, bone
Aneetosietnd eddl cyg I¥¥% i ¢ and psychol ogi cal
ther gpephk Cper@diéntt Nntl-CkR7 BABS WGE IdNYeQr atPBLigARETiAI SO uL of
bl ood sten1ce||s nay be harvested from sai d patient
celtios sgspension avithy EXtGlelncel. tn othets, aBERLCRhmARsdyerE @ttached to 96

oo Lol & Eoha ug Mo TR P T TS he plate was

wadhddesds1 M ¢ DL e¥iPeRefided. BIER chsesWhe celdivaiceintiitaated at 37°C
expression of CCR7 or other target protein on the

surface of cancerous B cells prior to adm nistration
of an anti body of the invention. Cytokines nay al so be
adm ni stered sinmultaneously with or prior to or
subsequent to administration of the depleting antibody
or radlolabeled antlbody in order to stlnulate |nnune

Y Y T L, . Y T L,
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dexanet hasone), M & P (nel phlan and predni sone), C

(cycl ophospham de) - Wekl y, ABCM (adri amycin
whb®@onyaeé, cycl ophospham de and nmitonyci n- C) , PGADEP2006/006556

(mechl or et ham ne, vincristine, predni sone and

procar bazi ne) and DHAP (dex&tet hasone, cytarabine and

cisplatin). A preferred chenotherapeutic reginen
foCri@RaxiTgs of #8 houreCallspeere, washed ilesrlf dopidialk buftersd saline

t hod, f.0 | ¥ [

eBshoupreurTl IS R AR CER AL SR ERAGER WTAED of Bs
an@HNuRSIeS inflg of eceacidl UjO%:Ethbﬁblrfeedn efvesdghd fixacah rzman20°€, Next

therapeutically effective amount of n
daiynfieed icels Werecentefpesft VBYWY, argy steq ge}a? %4) rﬁ‘@? ﬁb of 244D for
1(15\&%)”?61{1 flﬂ?glgoj\’ mMALGR & NESod Redi REeftCRAeré Q&ﬁ%@ra’nd%alyzed
p armadeut’ ¢al conposi tion of the invention.
ushd CeltQuast Ef&@(ﬁtm‘et(BD;&@lscem)eer@]ya (ﬁhk&:gpsmve events were
characterjzed by tunnar cell's express

-
gk apd GPubIEN) weter Asrared fomel nularey vad TullcBih of e -AAD
ﬂlg(fr? Led %F%B%%E@ of @u g pdaKent é&ﬂtdtﬁ%éﬂ@ﬁv&b'—ana%d in the 7-
|cular oma arge B-cel'l | ynphons,
AAADD$uasgmnuﬂnedgﬂmmphona Iynphoplasnacytlc | ynphons,
Burkitt |ynphoma, B-cell acute |ynphoblastic
| eukaem a, Hodgkin's disease, adult T-cel

Phﬁﬁ&gﬁghquﬁnphona mycosi s fungoides, blast crisis of
chronic nyeloproliferative syndronmes, blast crisis

f
rTyeI RBlyEpivast lsela?ﬁnfmmd@@“h)bﬂ%’é ae@\ﬁe\éwed o /& hayys in 96 well

| ung ,canc n r S
pletgls | prg\gpgelﬁ och%?egf {Tﬁne% 91 fiti- %gﬁ}]ec 8 hg{r REPEHRE SSisotype
coTAofs. POSHve kontiolPsedheds’ zﬁiﬂl €DbgdusTHIR wex@aﬂmsmluded b1l measures

treated according to_the invention i
We@n@@foméﬂsmlllcatéemhel‘i?H@ V&%ﬁc‘é‘i’e]e‘ﬁé‘f g‘ni ggt}ﬂ -fhymidine

r%%%ﬁ’e{ HioR AROPHmbEE lﬁr&ﬂﬁ @i@ﬁﬁarﬁ{) gtsp@eh %ﬁﬁlgafﬂéjla@? ¢& hours of
col on car cl nona. st preferred enbodi nent,
the@okereSThen the Célﬂf‘aéledlaa\ms&d dndgultjectedhto somtdlatipo gounting.

i nclude follicular |ynphoma, adult Tcel

| eukaem a/ | ynphoma, Burkitt |ynmphoma, blast crisis of
Sg&gg&u%nqngkoprol|ferat|ve syndronmes and bl ast crisis

nyel odyspl astic syndrones. |In a still nost
pr ef Allrsediste) et e ere pecfarmet i $RS Doeersipr 310 IV deaxen @pd frendall’s

W RerPhrobiTolte apdpiad Ee ol Wsrep Rt B FroBRPEGments in
mio§104464 RO F &PORY b$]-thyafidihe el Ifeagbh assay pneﬁsNOWg\ azaél@ﬁfformed for
receptor which conprises contactlng sald ceIIF (P
ccanparts@mbeweep igsoynsv Berrpaancoryelation coRffint segyra CBIVXte tostudy the
%% Dedlyad 6@?17”%95@?\50&&@5@&% mc}) Q\I/TF BiRd$etRn@ge of lysis in
el ece tor n a particular enB ment’, said tunour

Cosl.l s are tunour ceIIs expressing a CCR7 receptor

such as CLL and MCL cells. In other aspect, the

invention relates to a nethod for killing or for

I nduci ng apoptosis of tUufPRENR. TS expressing a CCRY
receptor in a subject in need of said treatnent which
conprises adm nistering to said subject a

ther ut i eff cti.v u of. .an_anti pbody of the
Antige 97 Jé’ not ip 'é‘iﬁ'f‘g%agp Zag?ona(ﬁttﬁ%'e 25° Edl ng

fr ag"fﬁé‘tuse B?ﬁl?é?ﬁpeu%élclhABb 6l $heli OusInfl et 7foraceqliiads. not only a
In other aspect, the invention relates to a nethod for
highpdensityngf thegmgpt @jﬂlg§fl blumb‘mthg @F¢s§n@x%ﬂ@§1§pﬁ—@ntab<@@|:\cpmplexes

ept Qr to eco lQr

OBItEec RY ﬁ@ced? @15 rﬁeﬂ P o%% Pr%u rnll%z ILé)Fsbq{lr']%th 'S Eegnftor aorfyCytOtOXlC

celymgohtds G inHSkight Wit Ghe Bﬁlﬁﬂfgl Sfahie aoxt acthermptigen dodsummunduce its
s with an anti body of the invention, i.e. an

antlbody, or antigen-bi ndi ng fragnment thereof whi ch

binds to a CCR7 receptor. In other aspect, the

invention relates to a nmethod for inpairing mgration

of tunour cells expressing a CCR7 receptor to

secondary Iynph0|d tlssue and/or for blocklng

. o "
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amount for a particular subject may vary dependi ng on
factors such as the condition being treated, the
wor@rabis2dqeal th of the subject, the nethod, roRCEEPRNE006556
dose of adm nistration and the severity of side
effects. Preferably, the effggt will result in a
change in quantifying of at |east about 10%
ixpﬂreaﬁléxaaibhybeaausleethtst crddde@0s4e theuherapticoritasy of tROmMAy. In this
nore.. en in erapeutica effectiv
r%&%‘ﬁd Wssg‘?‘?? i ?;3 ‘{1 @‘aé aBBPr%‘?YnQ 0% ‘8f50b%err8¥?h’é‘ﬂ?’§e feﬁap%rs can
rés'i]ﬁ ifftheGhdbstex®d of itid tReptop foMsliad Biials &@fﬂ@%%nbrsre expression
al one. A therapeutically effective anmunt w |

aﬁ@damtehoéytd@@r@ym omerntym andlyaedpy th«t bnr@@sﬁ Oﬁtﬁl%tnPM%O CCR7

ast . a % ref
pgoéjg] A}ééoﬂtemahﬁ%}og ]rIJ]re L ae%l? ﬁ“h ei(peassstl a out ]%F?)%tthe surface of
NIt ed1RatdsMloyto fomdfsl@higher mfcm@em than m\/lnbhnmﬁr ﬂ“hﬁtls (Figure
the magration or trafficking of various cell ty

léf)fagétdechnotg@ﬁgfpa@@ pfter thgig|ipcybgtion vxgth thg agpiEGRE g}/}dg,s for different
Iigha Ruger;
tlf’&*egqul W@Fﬁg&a@%n% (?) ?hﬁver&h@rﬁgﬁécrk gg?iggse I/ﬁ i the first 5
niitbered iatubagivgevitel Insiclograngs/aflt vACEd Winthikn served rm posmve
perlod or target area. Rate of prinary tunour
COMEYr essi on, size, dissem nation or growth may al so be
nonitored. Any of the above nentioned therapeutic
nmet hods descri bed above nmay be applied to any subject
Ami-QERT utAlsunédmtaextamg andspegifiogPa erCIeIoauml MCL cells in vitro

ma such a ts,, cows,. hors

ronkaye, Sy roaRupl b iy RTHTET et P proteins

(@b@)ldﬁ\emuo%en@k@&e& NR eelme(t/m@cﬁ @fe hdaRhinfitedM@nBm of action

conpound for killing or for inducing apoptosis of

prapesest for éhd i évpelessiahgn af morurceldepy grcapiigaked therapeutic mAbs.
ris ntact |

THIRLE B R0 AR A SN P BB COT ed win e

aAd t MOCCRAm pliat | @y didferent f gatighBNtA tveey @ogh pasysbriign of CLL cells

determ ni ng whet her said candi date.conpound Ki l | [

sai d .
Pesapqubated Byl BierptiaCERAASMe BuH 35 il dlfch a8 @aﬁﬁgdﬁa‘mem with
t Iz e
LR BRSSP CSBY BT, 8k BUPERRY S5RPLR e i
medduia] ng gapopttdSDE (BfgutadBlr cel | s Virtually, any cell

exrssin a 7 rece either a t. r or a .
non. Sttt BT MATER Rl Por ooy RGN He b g SCR7 (Figure
3si$fanﬂedn@te;ap§.mérns ahHREd ithatl Bdth eamogcnenﬁmbgaéfﬂc&%dsly killed
expressing a CCR7 receptor is a CLL of a MCL cel

Codat-posifive MCEefdlls ExpriesSBhgNe %mﬁqa@tcém%rwe%r@bb@ved when
ned b nventi on 0 f (€,

1@%%\@{1 dmﬁmu oé‘l{)ﬁtmlns ql,t]%%sa € 1S?Jggg§}e?]en9?ﬂlé)9g§rﬁ%frg§ 2“?\, and 2B and

3ggconpanying this description. The follow ng exanple

serves to illustrate the invention. EXAVPLE Anti bodi e
to CERwikesthe f%paratwelr rewer picesy of thovamERIGR/ An of the IgG

I n t
R TRoe B, B0, IRARDMSHA derhb AN B Yoo Mhentcactivating

chpckpaah e apalfiditltly mendakad bgldxtdndmehthiest) mp atf |13¢1tb&ananndv1th the

heal t hy donors were ogt ai ng%gﬁfter i nf or med, conse f th

COPIERID] SPUTETnkd® FREABRYDE d NEhEBRY ¥ 9t f S VG Sikuption of the
Kasy Y i ard four-col our FCM

c%?ﬁ%r;cgﬁgdgé%nal ﬁ%&?gﬁgﬁ%&ﬁ( rerb%bddl rected agai nst the

f ol | &Ry ishuotemstsiatefl doeClantargdR’d. calipbeingRlsogexpkegsph by certain

t ht .
e (PP RGO RIS e U e Aeed, VB o5gEs iy could be
sEREPHIAS tMIiBtIxESS &E@Hte@@%a‘hftx CER7h AV U@ Rstifgl9NCDIEmediated

nmononucl ear subpopul ation were discarded. Analysis of
CCR7 expression was subsequently perfornmed on

el ectronically gated tunour B cells or normal T and B
| ynphocytes. Phycoerythrin (PE)-conjugated nouse
anti-human CCR7 was purchased from R&D Syst ens

(I\/bKl nI ey PI ace, M\I). In al I ~cases appr opr| at e | sotype

oy N o o o - o,
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Purified nurine anti-human- CCR7 mAbs (hereinafter
referred to as "anti-CCR7 mAbs") were obtained from BD
wBr@soiaaces (150503 cl one, | g&Ra isotype) andPEREP2006/006556
Systens (2H4 clone, IgMisotype). DNA dye
7-am noactinomcin D (7-AAD)y¢ised incell cycle
anal ysis and cell viability assays was from BD
bﬁb@t&@@iﬁeﬁbsmmn’gmﬁmamtlmh@m O anelsP-G001 6 foraligh! and IgG
CXCLI 2 were & rom &D lS temns. Rece%) OF Similarly. B
mé\baom%l.vg vad SLrgells ey i ¢ AN HMdnget Prfats. Similarly,
E@B@ ?roﬁaHézﬁ (ﬁkﬁlolréqh%Féq?ésls-f—'ﬁY 't@@oﬁlfplénli@]t activity when
I'ne Teceptor 7), 5 x 105 CLL cells were
treatodmahedam tkp@m@ﬂamoocﬂltmh%asaahowe aCRFvamAbish higher doses of both
o P 37 €A S B s B et CBLI T AT g This was
irhgulglh%’ $u@ |V\Q€H taklld FrRANCOSL hti&feRéhi chueBredah$est riot1gsis (Figures
endocytosis, was used as positive control. After the

4A|anm4ﬁa)t probablly dsietthdhe brrndrmpidotontemery agnsynpgipn by the CLL

oSl R el F istiasy . MRy R B g Elme. of

b&% dnfidCCRYGHABD Yege sm@%e@md@wem@ef ceyt cﬁlks)(chute;s 4A and
CDC) Fifty nmL of PBMC suspension containing 105 cells

4Bkre plated in a 96 roundbottomwel|l plate together
W th,t hesdgsiy ?a%a gseﬁgle§¥s't691ge of b APremt s%ﬁsnﬁ@ltw @bC activity
of pur ied a S or an Isotype contro

de¥ foathe ﬁﬁlcmlméx&&pﬁéssmn ofi B4R 7oin rerm3(7D ahd BHgmpbd)ct)etewtbalem CLL

cent[ifu ed and d. Then, baby r ir.c | enent .
cqiaFeREE 10 OFe) ORI BRItk RV LReHe enificantly
(Iﬁeg%gfn pag. Oggdﬁdll)At:(gl‘?élat%dzwnH’L{f@ @hsitvity té EDCebt she different

were stained W th fluorescein-isothi ocyanat e ) .
sz(rﬁ;blé'@)l?-lgmﬁji)gan@dmmg the @Dpa@anceldf dichyrd ey sangity in the selection of

&ﬁi ccg%# %a}qed anti -CD5 mAb and 7-AAD. Bot h surface

e dPEmIPPEUNEARY di scri mi nat i on by FCM of CLL cells,

MCL &RrbsveRnHfrdreigdslin QIR UL@tiiyand nangteifr DA reRtdUs @dilfferentlal
as a viability exclusion dye. Percent alge of non-vi

emmsgwmfscm@m@deg@p@mp&t?n$ puchasH-Bodar QQS&?SAH%F Tevels of
ergé:sxeonnt \ggr% \% F1¥r§1|a§ amoﬁqﬁ dbf?@r‘ént' (?BEE%: Efe?%&g ef '?fit,L cells and
to ¢a ate peci I'S accor |ng

ﬁl%ﬁhb@tésﬂ}orﬁ@lﬁ&bbhﬁelﬁy@a& 1((%)5116»\/11)00 x A~ B[1] (100-

) A %lead cells with conpl enent wherein B: %lead

cells with inactivated conpl enent Antibody-dependent

tqioxicity (ADCC) Natural killer (NK)

Iﬁg{tios%r(zhfgaq%teed from PBMC obt ai ned from buf ffy .

coat $he At]msnamvreedehsm rr@dlaoflgtth@bmfmﬂl |egte@gsof the therapeutic

5 PO GUEHoD HEFS PEcTs JAHG R VIR nd BT tested the

aBiPWPH ERKNE LIS Qo PRAKISE Msid SnyLLL Bed ﬁl‘év@ﬁtﬂ;ﬂ treated with the anti-CCR7
Ber'gi sch- @ adbach, Cermany). The purity of NK cells

Igfe avAb.dd Gmxmmenﬁme@rmﬁ Wi o/l tratigegbgtween 5 and 40, no significant
en d i t %

8L PSR BERSphaheL L BEELML PR BN it 1. -0

wieh |c§mbh1%ﬂgﬁth ﬁeir}e$évantMnﬁlhuM@l@lﬁllinSm(tlaﬂle&fafneot(nypeoﬁmean lysis =

cel | SIS&A at different effector-target g %y E g
lg%étﬂwéen 6 drgura@®)- This iherobpllydglatedgp t%&%é gy qffe human Fe
reacgpfors /i ur {1%111#?!1'5' %%n\(fex%ego'?%rﬂhab-rg%ll fﬁﬁm‘?%h’n‘?‘erlc anti-

ai ne -conj ugat ed anti-CD
G?HIDﬂJAlbg@(Bldlsat}ﬁ)b 1GRfGtetMDEAh g@indAOLL eells sathi avinpat bysis = 34%

ells and effector NK cells, and.t
w7 o) (FiguesrO)cAD (el the Repseneepf e aptiy dﬁ%@ﬂ?@%mﬁ%masmt tested
oRinANgRYRigak) and
L U K P S oo T PRl S SR B R RO 2oy
Chenot axi s assay The chenotaxis of CLL and MCL cells,
previously incubated for 30 mnutes with 2 ng/nL
anti-CCR7 mAbs, in response to CCLI 9, CCL21 and CXCLI

2, the ligand of CXCR4, was assayed in Transwell cell
culture chanbers (6 5 mm di arreter 1_0 mm t hi ckness, 5

e o o e - ~ 1 I\_.J
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were anal yzed within the gated popul ation of B cells
and conpared with the nunbers of cells counted in the

w0 piovioad426 uspensi on of cells to cal cul ate t he PCI/EP2006/006556
percentage of input (100 x nunber of cells mgrated /
nunber of cells counted in t4g initial suspension).
Each sanpl e was neasured in duplicate. Apoptosis and
cell cycle analysis In sone experinents, anti-CCR7

mAbs were dijuted at 2 / in,b of, ,cul ture
AB?&‘ﬁé‘ﬁé‘F‘gWrﬁj'téﬁati%"d‘ifgg'éﬁ% .anlt'ﬁggﬂze?‘ébsant i - CCR7

MADSGURTiIRg @l ldasde8 dufgesPhhat h atibdeaitfaPporteh lof pheab@@fibil responses

overni ght i ncubation in RPM 1640. Then, the plate was
tovthe elapemtic 1OEbsCiE dye |t slingetr effesttest cell AYPBo PR seyb@s of the target

he _cel l.s re inc d,at 370Ct - ' -
e e PGB R LT ETE 0 2 e by
7-98 1) RRIdiRBSY thedeBlREHNA ahd EWEFG, penk ugaystd Tawtrate@D apSptosis of
mAb, resuspended in 0.5 nL of PBS and diluted in 5 ni_.
Cbt. delietreated farodh beuianath Jobsblaanink&rihi kY mAR arasgipt significantly

+200C.. Next i~ ed I NicF | edimi
AREL g SR ob T PR PP RERRIIC [QP R AR Similaly
cros@livghg of AR Nibyushtef biddin@QF dnmit@CREvieAbs upetoed48 hours did not
acqui red and anal yzed usi ng I1-Quest Pro software
res BOIBIOISE BHIBO! apEptogs (data RSSGORBLi ti ve events were
gate t ' ' KSRy BREEED mAbs,
pul sgl- g\#%{ %%@@h@eg@rﬁggéﬁg@gglg?e?&Bgr cent ages of
classivaG PHakyailiagp optake poldelation wesags aeed peréatmied wite PBMC from

AAD f] uorescence hj stogram,.Proliferation assay.PB
B dodNaR 0 L GBI O S Sisaot (e BT SRR g 4872
hBYTSF InRulBioneheR! ai@ss RERMIAUS | Mod@ak eidhcitiasd i GTHN-thymidine

anti-CCR7 mAbs and their respective isotype controls. .
intowiotdtive it oelly aftes inqubhties withtthe @B CHIRTsmAbavilleleM agodype which

i ncl uded. . Al ures. wer.e forr ity phsc .
PSSR e TASHER U TR BRC LOLARA, 4] P ot eomersey,
n&i Nt B RS ¢h AR et 1gThikbtype abbity If; inGeceadeprylifepaion (Figure 7).

well along the last 16 hours of the culture. Then tpe . CD3
Ag gtosisivgegoatrahrthe SBMC el i pd dr &ePPeBsestY Hickpation; yih anti-

m Oou&hgﬁ Statistical analysis Al statistical tests
wer'e performed in SPSS version 8.0. WI coxon and
Kendall's Wnon-paranetric tests and were used to

th |t f. diff t t [
ol B ottt 7t ey atingaf GLteris MG Py peand LG mavs
ANOVA 1B, 1ReY § RTaieRbIE R6t GRYRAPHEX0£83IRATING 0OUMSe lymphocytes

Pear son correl ation coefficient was cal cul ated to
ast odgure Hendaigisorsi lat hus alsoen whe me@SRTC mrigration @b twgewrcancer) cells

intensity (MFL). and percent.age-of iS.in: : hi
CRESSIES AR p@%’:@aﬁ%{bgigoﬂﬁioj{g&ll‘n8ﬂi%ﬂe§fljgfr?ﬂa i zeatlcllln[ocﬂon of this
cRmdiigd FeckRbOEuld be ofiseebt inErlapediMClalpatielsin erdehieilock the

unconj ugated formrequires not only a hi gﬁl dens(iitiy of b
diskeminaiigepf #ifs¢ gessasepup thy danphnad pisaice g dhipegard, mventors have
aas%e'dg%ﬁ'a%[lh& %?Q%Ii-%ﬁ’% by 18h LEQHZ%L&BE A6 G mihRisebt BLL and

DL VAt e conpl enent or hi nd k¢ receptors of _

MOL etldxinaeg@hbsto CCER19 of €CILE 11 Tipoatta@CR7haAbtvieh 1gG isotype was

bi nding of the mAb to the antigen does, not ind
verysPHedpRaln blockiog Wecagaiohiod De aabse&%aéése%f‘ﬁe” or CC21,
\Jh%%raé‘ﬂ%%'tigc@gﬁ %ﬁAb inthtllggxl g&t}g,e kRgHth] decreaga i@ (Fikhre! s B).

b t i"body

een suggeste at ant i nding to sone chenoki ne
r ecejpt these assays,asigratidmoft GeLertlody resppaseoo €KEL12 (ligand of the

receptor foll y its ot e Si,S or re-expr '
chera BBty e Rb Ry et e s SRR B BlqRe
bi ndi ng of the mAbs to CCR7 produced its
internalization in CLL cells. The expression of CCR7
on the surface of CLL cells was two to four-fold

hi gher in CLL cells than in normal B or T cells
(Figure 1A) and did not decrease after their

i ncubation with the anti-CCR7 mAbs for different tines
up to 60 mnutes (Figure IB). Conversely, it decreased

o g, ~NAN 7 o .
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rabbit conplement (Figure 2A). Simlarly, the

anti-CCR7 mAb with IgG isotype also nediated a
w@e@niobiseant CDC (Figure 2B). Simlarly to CLLPCIVER2006/006556

cells also express significant |levels of CCR7 (Figure

3A) and CDC experinents showgg that both anti-CCR7

mAbs efficaciously killed CCR7-positive MCL cells

(Figure 3B). No signifildhMISCSSIEEN obser ved when

i rrel evant i mmunogl obulins of the sanme isotype were

enpl oyed (Figure 2A, 4 2B and 3B). Despite the

compraiduselimal QYR irhiosaGhowEd tthe Bkt levBIsREr MRBre8ion of the
the 1gG isotype in causing CDC, kinetic assaﬁ
chiemelrine rrat:@dons h&CR7 sCXéW;ﬁH enenEX&dtS wat iBneel dpaphenyoliferative
IR BA2PY TPRM OB SRPEHARY SEL RS, v, and
s@hﬁ%ﬁhtly Télht%d rf&)lyﬁ@h Ghéde (DNG 1ﬁ¢(ﬁV@ﬁerﬂ,C§1hNeﬂtHe§@ nfledult® mediate
onpl enent cascade by mAbs with | gG2a i sotype. CCR7 is

th?otmtﬂéﬁlidl%’tsédmt% of ilyphogztesciatq ghe @%qoaigaral kgnphoid tissue. The

SRS SECPITSF LB L LYIP DR AAPRR 08 i

tieuBiphptenbéreyt of d)etsetdmea@asttp nﬁ@idatm Simahtly; €&deidt studies have
mAbs. | nterestingl i at edb t|-
repogiid fthe Spnessien @ﬁéﬂ%bae r@gagnaﬂtdc C%prrg%ﬁnegﬁaologwal
rr#aggv 11]&9%9 1hvehl¥éasknacg-}ﬂ-’l’cc%llll %uf(%ﬂaﬁl*ln h(ﬁl% Iaﬁd mycosis
e sane p t| ents. Simlarly, yhphocyt es
ﬁfrrgordeheal ndwhaoaiologionerlal fuesdws dike breast aapéenenb-small cell lung

et TR L 5T Rt “SUUHOGh T REP aDs g hsed pgpeck or

cSlBhi cmznimbﬁmaéstﬂgmonﬁﬁg adxPebseiof Eh P MRAS &n AP A¥Ses, with a
(Figures 4A and 4B). This was particularly true with T
cl@%acrtsn:‘rtkcmﬁt@mLofpaugraéwwnqumt@mlﬁ@rtéé lanphsdd tipweel ysi s
(Fi g
(P 94583 40 08Pl BLEBHLY NFb ot 0 Bl gt o

1ﬂ1ﬁ1uhbltﬁel$1§mcﬁ onlgnduehte tiadinkiizh Ialamrity 0 Q;Bﬁ@lﬂtrﬁzﬁtgn@ﬂtSceﬂS and to their
low as 1 ng/nL of both anti-CCR e sufficient

resHIGh e PEresSEnangiormp L tiswes suy ﬁﬁ@ hfé@élsmf %h%r gpyial wle in disease
ROsskLen8XRindRakkian 1s the existence of a different

P %%slslt hvnt)IS ECII])CIZQ{'J\ctlva due to the much | ower

expr e$xi mao@épt@ﬂ?lﬁ? thenmlamr methafisandf Betlopnghowphpigatett dnerapeutic

[ L cell F ndeed,. t he | . . .
il e i ot e s iy BPTS i bGP bgtieved to require
abb R Qén-ffiF O Qe Rurfhicd aﬂtlg)en @Rh¢i8 AafhMEENThBRfore, inventors assayed

sensitivity to CDC of the different sanples (Figure

tf@)ablldmmf pRCHR me\hsrtp(ﬁmcanméemnt tahé nmdtat@@ﬁowérpsﬁyt%gamst CLL
ect on_ o et f a
e M F1 i Bt S B P o Pbeie g show am

irhgortaak @ke;d)ft@ua afd MEI egltd d@le t@)épm@&sﬂemn fiehti@OWhh ¢itNdamage of
réﬁgul atory proteins such as CD55 or CD59 as their
ls| avepfundgp cardifipns R saufaiing wingentEtiogyoh gnér ¢ ERY gnibs and

B BN Tam: Bl Sny o ST PP SR T cets

whkh @ﬁiﬁaSedT he @therllsmim thie clegmids imvaacirat fongd tahelose correlation

(R o605 hitiea St G TLAPIIY POt i iopbL. cells and the
flgé!lﬁgéé) Fé{_s@@tc@HIT hﬁgeratlﬂbls'altnl‘: & eNﬁeﬁt@i k@n&lgmﬁr qu‘ﬁ@ﬁantly, these

ysSi s 0 s previously treated wth
reanlts sQERFt thyGtreatment mferkpBrr M@ ntsthpemtf- @Gfﬁd mAMSh eI at low

rati os. between 5 and 4 ignific ADCC was found . .
corepha R Sah B b e esiie e dai r ROy Sy Wbk ysing
ndvdl lym e‘é’hﬁ r&QH%’ﬂ{eeﬁol%ﬁllé (BCR7 I BEEYSble to hypothesxze that

|mTunog obulin with The sane isotype (nean lysis = 12%

5, n=6) (Figure 6). This is probably related to the

low affinity of the human Fc receptors for the nurine

mAbs. Conversely, rituximb, a well-known chineric

anti- CD20 mAb, Igd isotype, nedi ated ADCC agai nst

CLL ceIIs W|th a mean IyS|s = 34% 2 (n 6) (Flgure 6)

A PNNA~N " o - o " o e Py ——
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result in an induction of apoptosis (data not shown).
In order to study the proliferation of cells in
WO e®poeEes t o anti - CCR7 mAbs, cl assical [ 3H) -t hpei/aP2ee6/006556
upt ake proliferation assays were perfornmed with PBMC
from heal thy donors, as CLL £ells present a high
spont aneous rate of apoptosis after 48-72 hours of
the newwndsiydmmuftedsBcianeyagies toethe dfeainent vy thepmedti- Gty g, would

in [3H -thym dine in ratij. ' [ :
ek o PR S 3 "ERFRB D AR Sl o remain
untiitGBedVaphd SltrapoBfibh iofand Iiimdhblogicandefidi@midshthatoctaracterize the

obtained with an I%M I C. Conversely, neither th .
C@Rfideliormt mibe vt RLI-gar iN6ty patienss trepted) BithngRfebR7 mADs is
rolif ti.on (Figune. L% I LRSical
B R PR Ll A5 F5001 AEROR Al it menor
th@it lab$eRBinAb kpbdksut fo2 CARMNi bi tion of the in vitro

m gration of CLL and MCL cel]l ant .- 7 .

pl gylén@mﬂien findings riggargiigy ciqps, p&% S?rm-{;gﬁiﬁ a' fmm%o%g isotype
stll qu Gk %H?M?&mﬁ)r%?%ﬂ@éygﬁb?ﬁ?qu'ettb Gts alrin® orfh. MdveRheless,

In the netas 0

atic magratio umour (cancer) cells
it axpeR&abwg thit racldeul pacertgimaeriag ltgchn@ukes avadie possiklelthe development

Neutralizing the function of this chenpkine re tor ...
olcelUman e JrMER SSHOPHCTIT MR RNIAL PSRRI 1RGPty of
mItA% B Q¢ 'a{eh&lld&ﬁ&%mc?ztth%gﬁmct Re§RoMi sTaasRscyted, h&i@rophils and

ynphoid tissu€. In Is regard, inventors have .
N&ssalisedn tahg cibé,| the ympbrtames o CARICEABsthe gmmanothgrgpyefor CLL is

et 5%l 1 h1s78 L oot oGl g fncions
ddf8es S ey PanwasKVRIlY offth@etgavients Ninoth@Cregagl, séeeral protocols have

m gration of these cells towards CCLI 9 or.C?Zl, K
besnereesnslytrwblistied; in ooier tmaspaic #nd UV pls spigiexis [yrgRiqqytes and N

creased it [.qur A- B). HOE ALt of th

oRRERIAL R TITIERR SR oG Ebion of
theheebkd mabsecept or CXCR4) was not affected by either

the two mAbs enpl oyed, |11, DI SCUSSI ON Previou§ dat a sm of
f r onBlash e GesUBHiRTea! {Hfatar g ANfIBTE CanYUIEs BPRILET Birchinist
a%lb% (f?hﬁ%@ﬁ%ﬁl% h&EEAKAAR iR fion BIGEK na Rt C(ERD nbs may have the

-cell Ty oproliferative disorders are very ]
adtiera gdvretags afepleihdinggho furtdtion if shaoprofitdsiimajymajgaile involved

.and signpificantly.rel d to.lLypph node ) :
i {199 | nijl,séegiuﬁ%téont hoggz)n%}pégu. [ours, d?nadg Ieb’}g?rle non threglnatologlcal
nANEnRR R tdxpRisfidg Of. 1h ¥ARNEEHUER ik Mell Kdvevis gaondiatey rituximab nor
' ynphoid tissue. The expression of CCR7 is especiall
algingurzunrabere very ¢ fieatitg ia redyqing lmﬁiﬁéwpa@iﬁaﬂaﬂ?hln@atteﬁé-
hi ght enden of .t ' S ' o ich a
st o Tary g e Lfes dhapane ctiflec s F%B%QEIF’ BeSi o
bRIckiagRnhtio0CRE! ingacduld éipairf the migidtiver toot Neand thus block tumour

hemat ol ogi cal . mal i gnanci e liﬁECQOd in' s disease,
d&a@nmaqﬂ%wddft&m@fimhagwﬁia% ?fd’g si s fungoi des
or non-hematol ogic solid tunours |ike breast cancer,
non-small cell lung cancer, nelanoma, gastric cancer,
squanous cel |l carcinoma of the head and neck or col on
carcinoma. Interestingly, this expression correlates,
in all cases, with a characteristic pattern of
mgration and netastasis into the |ynphoid tissue.
These data suggest the possibility of using CCR7, as

t herapeutical target in imunotherapy, not only due to
their high density in certain malignant cells and to
their restricted expression in normal tissues but also
because of their crucial role in disease progression
and pathogenicity. CDC is accepted as the nain
mechani sm of action of unconjugated therapeutic mAb
when the target antigen is highly expressed, because
CDC is believed to require about ten-fold nore surface
antigen density than ADCC. Therefore, inventors
assayed the ability of anti-CCR7 mAbs to fix

o o o, o Y oa
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not be very inportant as CCR7-negative effector
| ynphocytes woul d remai n undi sturbed. The

wexdawapakat i on of the i mmunol ogi cal defi ci enci BET/ERPBING/006556

characterize the CCR7-deficient mce to CLL or MCL

patients treated with anti - 7 mMAbs i s sonehow

difficult, as these individuals have already devel oped

i mmunol ogi cal nenory that CEA&MSent in the knockout

for CCR7. Unlike the findings regarding CDC, the

anti-CCR7 mAb with 1gGisotype studied was not an

act i r

Nel\rep?%] Bf zéﬁs)énti NG, Or%]@l?éllp Ibﬁlg\?m@frgég?érﬁghég%’(m gffnc(ﬂ Hifdsto a CCR7
engi neeptongn thecﬂnamafaeisrermf(e ppassdchitecal lvemgesitbw porekiiling or for

of chimeric or ni zed ti bodies t rove

o1 i nMIAFSABRRIPES BE RS ElRBrs Ty GF RARE PG medi at o

cell cytotoxicity through Fc receptors of nonocytes,
neutrophils and NK cells. In any case, the inportance

of2. ADSE dqeotdieg itamrolaon hér apy2, f wher€in. srlgi éwrlp@rntcws are chronic
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cells of these patients. In this regard severa
protocol s have been recently published in order to

expahige aferraing; t@aftrwoefywétcéaem | 9rph d‘é‘)ﬁ’ff‘é% thé @ntpodyeof @ntigen-
fro t aner at ts 0 S;
recniiidly dedifP e dpr hbi BRI ER T € CRRI rogehB g used in
t he Emabﬁm@ma@ﬁhhh@dﬂﬁmgﬂnhaﬁpmgenH¢@ﬂs&ubumBSn@nother
mechani sm of action of therapeutic mAbs. In this

i nvention, blocking anti-CCR7 mAbs nmay have the

adgli %bﬁféf‘}{odaﬁ)\f%flﬁ (l)rofor &lt?ué?hé aBthBQ? dcfl"tﬂfgnto'uf:’'Eelq’éC ekPssing a
pr oba mai n e 1nvolved In the nod

di ss@@Rf/'arrrmptoofwlluykrmwnmdsturmnrtrastuagrdaldt h@lrs with an antibody, or
non- hemat iC mal i gn S .expr.essi ng .| hi s
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al entuzumab are very effective in reducing

| ynphadenopat hies in CLL patients. These results open

a e tisdrodptontkidingheintw inducing apeptpss vd] toioss cells exmessmg a
whi ¢ I ng. a t|- 0 e
mmgﬁﬁ?qi dswgﬁﬁﬁg?ﬂ%ﬁﬁﬂﬂwmfmmms
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of an anti body, or anti gen-bj nd| fragnEnt éhereof
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phar maceuti cal conposition for killing or for |nducrng
apoptosis of tunour cells expressing a CCR7 receptor.
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anyone of clains 1 or 2, wherein the antibody, or
anti genbi ndi ng fragnment thereof, which binds to a CCR7
r €6 ept method fosi edpamng oNBiahan obRumperhcells cxBstingAZFCR7 receptor

h II
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said cells with an anti body, or antigen-binding

f r ag Mt an ardibedy., orvrﬂtrgﬁnﬁrrﬁid@g fragmgntthercnt \rleelé btngls to a CCR7
é Fd for killing or for inducing apoptosis of

tunDur | s expressing a CCR7 receptor in a subject

in need of said treatnment which conprises

adm nistering to said subject .a therapeuti cal
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fragrrﬁﬁ@c hag ?9@ har@urgshebarra% foPbRRKAg Q%ngmr@a@r%ato@rmmour cells
6. Met 08 accor Png to clainms 4 or 5, mherern sa

tumour cells are chronic | ynphocytic | eukaem a (CLL)

cells or Mantle Cell Lynphoma (MCL) cells. 7. A nethod

for inmpairing mgration of tunmour cells expressing a

CCR7 receptor to secondary |ynphoid tissue and/or for
blockrng drssenrnatron of t unour cells |nto secondary
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10. A nethod for identifying a conpound for killing or

for inducing apoptosis of tunour cells expressing a
W@EZR7/008eept or whi ch conprises a) contacting aPCEEP2006/006556

expressing a CCR7 receptor with a candi date conpound

coupled to an anti-CCR7 antilppdy or a fragnment

thereof, and b) determ ning whether said candi date

corrpmntmdedqntihls/ b'mmiloubhlsssleempa eglsccrtgmanﬂ@@R?f s dysaipnent which

wherein

CoRr Bt GRS Bt B e Pt L BB g bunt of an

ki |l hqgoay, dr%Hgéﬂlgmaﬁ%&%éht eerdfMORIch ®&ldsSe a LICR7 receptor.
Met hod according to clai m 10, wherein said cells are

chroni c | ynphocytic | eukaem a (CLL) cells or Mantle
5 C%l | I\/l‘eYh% accorcgnlyat?) cﬁalms 7 or 8, wherein said tumour cells are chronic

lymphocytic leukaemia (CLL) cells or Mantle Cell Lymphoma (MCL) cells.

10. A method for identifying a compound for killing or for inducing apoptosis of
tumour cells expressing a CCR7 receptor which comprises
10 a) contacting a cell expressing a CCR7 receptor with a candidate compound
coupled to an anti-CCR?7 antibody or a fragment thereof, and
b) determining whether said candidate compound kills said cells expressing a
CCR?7 receptor,
wherein a compound that kills said cell expressing a CCR7 receptor, is a
15 compound potentially useful for killing or inducing apoptosis of tumour

cells.

11. Method according to claim 10, wherein said cells are chronic lymphocytic
leukaemia (CLL) cells or Mantle Cell Lymphoma (MCL) cells.
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