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[ 0001] The present invention relates to conpounds that
woayo7maiazsed to inhibit histone deacetyl ases (POMS2006/027183

as well as conpositions of matter and kits conpri sing

these conpounds. The invention also relates to nethods
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l'eading to cell proliferation and/or differentiation.

Regul ati on of the function of transcriptional factors

is also nedi ated through acetylation. Recent reviews

on hi stone deacetyl ation include Kouzarides et al,

1999, Curr. Opin. Cenet. Devl'gzl, 40- 48 and Pazin et

al ., 1997, 89:3 325-328. [0006] The correlation

bet ween acetyl ation status of histones and the

transcription of genes has been known for quite sone

time. Certain enzynmes, specifically acetyl ases (e.qg.,
hi stone acetyltransferases (HAT) and deacetyl ases

(hi stone deacetyl ases or HDACs), which regul ate the
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nmor phol yl , 4-pi perazinyl, pyrrolidinyl,
per hydropyrrolizinyl, 1,4-diazaperhydroepinyl,
wa @7diwe3anyl , 1, 4-di oxanyl and the |ike. [008R{T/US2006/027183
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s to a chain conprising between 2 and 6 carbons
and one or nore oxygen atonsositioned between the
carbon atons. [0089] "Oxoal kyl" neans an al kyl,
further substituted with a carbonyl group. The
carbonyl group may be an al dehyde, ketone, ester,
am de, acid or acid chloride.[0090] "Pharmaceutically
accept abl e" means that which is useful in preparing a
phar maceuti cal conposition that is generally safe,
non-toxi c and neither biologically nor otherw se
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and wherein: n is selected fromthe group consisting

of O, 1, 2, 3 and 4; Al is selected fromthe group
wa@ongiosteBsrg of (C -1 )Cyd Gal kM, hetero(C PCT/US2006/027183

3-12)cycl oal kyl, (Cp. " bicycl oal kyl, hetero(C

3-12) bi cycl oal kyl, aryl, heteroaryl,
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store%?ﬁ Bﬁ&%ﬂ %@?ﬁ; 868 lth'i_&) 4 %lgéé& ﬁeb%?aci&&é %’tllﬂé appropnate error

etero cycl oaI ycl oal ky
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302 r@@oﬁdtseﬂtﬁ eI Reshddncliding the VST dﬂbhed\asmoz (step 336).
f/ al_koxy, aryl oxy het er oar yl oxy, car_bonﬁ/l ,
[001211m ho, f’(mM &PRWiﬁrﬁOﬁ hesMS @m’w FRYWheteon the network, an

cuthef S eSS eSS S M 9 i S 806 and o

homeqyéett%}yiré%i{éte%)(ﬂle 3145(51;81) @BB§ C 1-3)alkyl, amno
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1nterr(%%oria§)1%§]@k ?rgt ? éqy @&Iﬁ%&%rocedure may optionally

| r
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(EIR)tﬁielDe(ste({fa‘rO])ﬂf)ﬁm/SGSN immbea by ,chhnged mwhe 1438 GPRS detach,

or i 5 e Vagw Qirh PO BuBER PeUISIa Ve pates btk et ppynding
an up%iE?e 2 gﬂgn 919&%'&1%% k&) alé)f‘ILIR/?i@ 95%5}?1 S?Qj OI‘hJ\P}gciaﬂ:e 16053 Y% message

I OXY, koxy, aryloxy, er oar

1nclud‘e’sf d&o SﬂSN atiriPer, @Q1SGSNahddtexr] the IMSIf @mﬂm Hhe
sul fonyl, sulfinyl, (Cl-10)al kyI hal o(C
[00141 10) aTh9 |HLBa31tﬁ>¢@mp@“e§ téyeafS(%ﬁN numkesawibrapcexds and sends a

cancegm%\ (%neﬁg#%{e{ ﬁi}%( (qaﬂgﬁy?%lk fagf%j;lj {y{n@ Béypcq\ﬁ) #ﬁ/e old SGSN 308

(steps( @41 2340)c| oBh& YhIACSGSN aBbS" ackiRivae@&s with a cancel location
12)cyc| oal k{@(c 1-5)al kyl, aryl (Cl-1o0)al kyl

acknoveedgement (AL )(aﬂemy?,4;8)( HLB %1,4: S@aisyaam tnsterS)sabm}‘liber data

mess?g%mfg.icgy& %g ﬂﬁcl %ﬁﬁ@% %1]@5 ééﬂag%p:%:/}pe new SGSN 306 (step

350). (C9. i 2) bicycl oal kyl, hetero(C 3- 12)b|cycloalkyl aryl,
heteroaryl, (Cg. Ablcycloaryl and
het er o( C4- |2)b|cycloaryl each substituted or
unsubstituted; R, R5', R6, ', R7 and R7' are each
i ndependently sel ected fromhe group consisting of
hydrogen, halo, nitro, cyano, oxo, thio, hydroxy,
al koxy, aryl oxy, heteroaryl oxy, carbonyl, am no,
(Cl-10) al kyl am no, ami do, carboxam do, sulfonamn do,
imno, sulfonyl, sulfinyl, (C-io)alkyl, halo(C
1-10) al kyl, carbonyl (C 1-3)al kyl, thiocarbonyl (C
1-3)al kyl, sulfonyl (G -3)alkyl, sulfinyl(C 1-3)alkyl,
am no (Cl-1o)al kyl, imno(C 1-3)al kyl, (C3
12) cycl oal kyl (G -5)al kyl, hetero(C 3-12)cycl oal kyl (C
1-5)al kyl, aryl (C 1-10)al kyl, heteroaryl (C 1-5)al kyl,



hetero(C 8-i 2) bi cycl oaryl (C 1-5) al kyl ,
(C3-i2)cycl oal kyl, hetero(C 3-12)cycl oal kyl
w@ gwriottsBgycl oal kyl , hetero(C 3-12) bi cycl oal kyPCT/E@83006/027183
heteroaryl, (Cg.” bicycloaryl and hetero(C
4-12) bi cycl oaryl, each substituted or unsubstituted;
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routmgyalx@&}(RA‘)E(‘fsﬁﬂpr%%l A YiueCR e al s%%b&q?tl&grestrmtmns or access
i 0)al kyl.ami no, sul fonam do, “i m no, sulTonyl

restry{fr,}qqs@p M@@Z}g nat llpwed 4o a(;1ﬁc}h in (bl)vaRlAy the new!SGIN(306 rejects

tho afted efifbet b ERBBRREH ekl Sl mid vk b Snagit subscriber
data INCREG{CIddReAHeIMST, Gir (@ﬁx{%&@#é&t}r{cﬁén@s%é&' to the HLR 314

het erC{C 3-1i 2) cycl oal kyl
(stepaBpi).dL: hh@)smlblss]mptlhntzhedanglféﬂs forogthlek ybasons, the new SGSN 306

also %e 'tit)lszq)ljgy%% é@é %yéq%kg{lkapl{;@gggltgje:é;é&%pm returns an insert
subscﬁ“g(%eg (ga(tg %@%@‘ggﬁ% éfgék l\féf;%r%(')l/ ﬁ)ch‘é%/)Cﬂ §P§{tR 314. Ifall checks

are saagassmlbtlmej nkwaBGENaBO6 rohsrracts 4n MIDeevieko#y the m?boz and
substjtuted or unsubstituted; R7 is selected fromthe

returgs AninseHsERsCriges faky d(dg émcluding, thmIMSI) toythedILBx14 (steps

356, 35)0 g#livﬁtgﬁ%&ﬁ%%% %?g?(l}gfﬁoﬁﬁ?ﬂet 7 'R ¥pdate location ACK

to the aswd¥@8INIB06 5@@&93@01 8§2).i m no, sul fonyl
sul fi n%ﬁ (Cno) al hal o(C 1-10)al kyl, carbonyl (C

[00164 . 3) al errmg dj@ igong I3(& if-tReabttpch Wplefmdyd:&(t@d 1n the attach

requestIiei¥es 4 Mimpied FERS AV saciyh piithrdpeatign register (VLR)

shoulﬂﬁ%egglg?%ﬁﬁ' 1’%]3;? ?%gg?gijSN (366 elr‘lfislalk% atlglrl)d}{d%te request to a new

VLR 3@(81:%? iﬁﬁér))cﬂ'ba ﬂgddtﬁmaﬁﬁlliﬂelhphuglemglmiéél a nlevlzr IllAI the IMSI, an
| SGSlﬁ é’% et o‘%‘%‘ygpéﬁm&bﬂ’ )éC@h‘(ii’l)kB: cg/glygaloﬁyl ’
Rt s e S —

storu@jﬂmetS(ﬁ'rSNeLdumbeunﬁlthé lddatiotdireg ¢LA) (ﬁ)?dzﬁt;g? ggieéﬁ-@ﬂtﬁéaﬂé stvitching

rom t he roup consisting
center, W) g}g% 2@@@ an undasgylocatior message (1nclud1ng the

IMSI E‘Sﬂtcfé ?]gerrvny XI)()I Fﬁc ﬁgg %é&%‘qs@gg §ﬁ‘>ﬁ 3}&2 H@iﬁ %g}laqqadis a cancel

locatibm hedsSage 1A VLRSI
oo 1t hi oca[%z Ciéc 1-3) al ky%w%ﬁlé? oﬁ%ﬂﬁRg 11? ?CknOWIGdges with
a canegl legatiary SCK &3tap370). ani no (Q Aal kyl, i no(C

[0018§ 2)2? l’tlé{? ggf‘%lg}éefﬁgl)a%ﬁk{égl (& lﬁc{@l %f%p@sgég including the

IMSI B@lféi)eg?%cl\ﬂl{eh@ectl%b?% ?E kaéiel%mﬁ? gig%(g!i %a§y%§ The new VLR 312

acknogdbadger) withi a?llkisé;tlshbﬁa{lbérﬁd%aéi&gm gét@ ISIM)I Eﬁfiter ﬁnlslhlng the
cycC ero I CyCl Oa ar
inter G184 Srebts pbredesatte HRE Hedespands with gn update
b AUt
S e e

forma substituted or unsubstituted ring; and each Rl
is independently selected fromthe group consisting of
hydr ogen, halo, nitro, cyantﬂf' oxo, thio, hydroxy,

al koxy, aryl oxy, heteroaryl oxy, carbonyl, am no,
(Cl1-10) al kyl am no, am do, carboxam do, sulfonam do,

i mno, sulfonyl, sulfinyl, (G.;io)alkyl, halo(G _

lo) al kyl, carbonyl (G -3)al kyl, thiocarbonyl (C

1-3)al kyl, sulfonyl (C 1-3)al kyl, sulfinyl (C 1-3)al kyl,
am no (Cl-1lo)alkyl, imno(C 1-3)alkyl,

(C3-12)cycl oal kyl (C 1.5)al kyl, hetero(C

3-12)cycl oal kyl (G -5)al kyl, aryl (C 1-10)al kyl,
heteroaryl (C 1-5)al kyl, (C9-12)bicycloaryl (C




car bonyl (C1-3) al kyl, thiocarbonyl (C 1-3)al kyl,
sul fonyl (C 1-3)al kyl, sulfinyl (C 1-3)al kyl, am no
w@ a7ooleas kyl , i m no(C 1-3)al kyl, PCT/US2006/027183
(Cs. ~Acycl oal kyl CQ'al kyl, hetero(C3-12)cycl oal kyl (C
1-5) al kyI aryl (Cl 10) al kyI heteroaryl (G . 5)al kyl,

locati G ?5112 Qe E%ﬁg MW%&% RoY SGSN 306 (step

378). hetero(CB 12)cyc|oa|ky| (C9-12) bi cycl oal kyl, hetero(C
3-12) bi cycl oal kyl, aryl, heteroaryl,

[0019] C9- 121‘he npw SGEN 306wknide baratt@hiactepbinegeagsdiofhe M3 302 (step

d b
380). ; Jien abgy AGTeREOTESHAo IRTBART (L CETNBED o TR: TR - TMST
s1gnatrd Bna%d%‘g)plo fE"al?]IS' NEROSRd %'@2' thepetRaled abraadheomplete

consi sting ydrogen, halo, nitro, cyano, 0xo,
messdé@ @, tHeyaswSGSH 30 ﬁnd&h}élr@vw SGEN %aeyllds)wTMSI reallocation

car bonyl, am no, (Cl-1l1lo)alk Iam n
complete brssages0 th@pﬁﬁ’nw&%l iﬁ%agn sul finyl,

ooz} = 19 %lcx( &%%@%F%' @ﬁl@ﬁ% xﬁa%hfﬂ@ffo%%ﬁ\& AGPRS

subscﬁﬂti‘dﬂ"é’dﬂt@qﬂs B klibboriptio Iﬂ@f 6§énrﬁilai'é<phcketrdm@ﬁ'otocol (PDP)
Kyl C3.12) cycloaIkI(Cl 5) al k eterQI(
addre%sdﬂ) &igachoB addl‘elssa)imlk?{ ementy pf e §D i’oc;ca}b@git he PDP state

mdlceﬂ;@% Sz}glge( fﬁ? ﬁy%xﬁ%k %hsreﬁaﬁe% %%rbg}%cl%ﬁﬁréﬁérggs 5} ﬁ 5yll‘he PDP

a h hen PDP context
s AP Sy o D8 ot

actlvzhetier’ﬂw getivé éﬂ&tﬂa% bheypged bty the maj:hmeeqtg'ge{;vvhen the Xeactlvatmn

oA R 2P L B TR P st o

S or unsubstituted. [0130] In still another
PMM; %%%ghé&tsﬁ&eHDAC i nhibitors of the present invention

[002130NDr | §6 the SoamDLELats|the dada bexvitd for agrertaincBR¥ axtdrags of the
of : wherein: mis selected fromthe group consj.stin Ig
MS isf not qctlwteé and the PHE eontext 0nfain® ReTgRdRg o mapping

ntor R G S A oo i B BT REPALE BdPDP dacnes
In tHe' é&ﬂ&é&aeé QiR POP<ostéftTop the PP gddredsdhaiseris tactivated in the

cyano, thio, hydr oxy, al koxy, | ox heteroaryloxy
MS, SEEDbantl gathivay, GRBS srppartisods (SN uibherkPP context contains

mapg}glgfl n wa&]ggl Réf()r aﬁ%gqratgﬁg)(\ie%rl%%)gigﬂiﬂ)U I, that I%accltlcular

K tted onl
PDP a%a%]o Hét'v%%%‘x‘n {(Hé“MS chna fglga gdglxslgral Eglergéuf@%tgfi aa #Mﬁm ed only

Whemﬂteewﬂﬂ@t%el(ﬁ)iﬂmcMﬁaﬂsWMMIe&)tatd(gn %waqrmecéd state.

) al kyl het er

[002% (;9 12%8%%565@& s gsagp%{)‘a a{ lé%é\featan@l PDP context activation
proce@u%é)é@'{%y@]@ g/;SC’ ?g) Inég ?hg@%@gﬁg&%ﬁéﬁ %&Mést message to an

SGSI?QS(Wl %e% 302%) @‘h@ly%fdtﬁgltﬁy’DP aoylext Ireqaestanly*.?sage includes a PDP
i cycl oaryl and hetero | oar
type, aIBEiB Adirets,cvm aarssmBeint BEEE APIOn ARBIES Shiseaese F@%ﬁﬂeﬂuested

protorcfpi F%n dgfgﬁfp@l {)Pﬁe 8195, l'{gtrh%%;ﬁé St’.[t( S@%W%@%O&ﬁfﬂatgékﬁe activate

PDP Iagltlﬁar}& 2bYhERtY seleddsRaOAPN and Asapy ﬁbAPNaﬂd@GﬂShi(&lO (step 504).

fonam'do, "i mno, sulfonyl, sulfinyl, (G -10)alkyl,

haI o(C 1-1o)al kyl , carbonyl (®-1-3)al kyl

t hi ocar bonyl (C 1-3)a|ky|, sul fonyl (C 1-3)a|ky|,

sul finyl (C 1-3)al kyl,amno (G _io)al kyl,

i m no(Cl-3)al kyl, (C3-12)cycl oal kyl (C 1-5)al kyl,

hetero(C 3-12)cycl oal kyl (C 1-5)al kyl, aryl (C

1-1o0)al kyl, (C9-12)bicycloaryl (C 1-5)al kyl, hetero(C

8-12) bi cycl oaryl (C 1-5)al kyl, (C3-12)cycl oal kyl,

het ero(C 3-12) cycl oal kyl, (C9-12) bi cycl oal kyl,

het ero(C 3-i 2) bi cycl oal kyl, aryl, heteroaryl,

(Cp.iajbicycloaryl and hetero(C4 i 2)bicycloaryl, each



(Cl-10) al kyl am no, sul fonam do, imno, sulfonyl,
sul finyl, (Q ”alkyl, halo((. lo)alkyl,

wa@ a0oponmsBg C1- 3) al kyl , thi ocarbonyl (G - 3)al kyl , PCT/US2006/027183
sul fonyl (C 1-3)al kyl, sulfinyl (C 1.3)al kyl, am no
(C1-10)al kyl, imno(C 1-3)al kyl,

G-1 ke - I
0023}, 7% R SETGITIGN ot BRE oniestrpapertguspgge to the
GGSNatlor(stepy 506). 1 Thpadrkste PDBOcortebt eophastmbidabeSneludds, a PDP

het er o( C8- 12) bi cycl oaryl (C 1-5)al k . ..
type, @@QHQ @g@qso&n N, Q@Séyegp’@gtﬁ)ac'];%haaq:h@ng}ng characteristics, or

the li%eﬁﬁéwg(@rg%ﬁe& %hlﬁ%fez %}o I@l;%? iniaiﬁ%_j ?Pe\# g(lgng%gé iéble %.rrﬁd returns a

createlPDP éot3E2BF8ponSaeh tise! BEISN B08dstp BSOS UEé trdagd PDP context
[0143] In still another variation of each of the above

resporstomgssage inchudesva TEdD, erBDP arldresss diretaceliconizghnaion options,
ro cponsi stin f l...and heteroaryl, each

QoS n%ggﬁ?ﬁ(ﬁtcg&r%lp (s etlﬁ}fe_ed. In yet another variation

[0024Pf eaci, @y ddaesAbMer ERARY ISBRIS & FeifortRéd BhdoiaStheMIS! 302, the

a substituted or unsubstituted phenylene. In a further

RAN 864 aatlithe SGSNa’306 (dtep 5d 0xbhv du enbdel amdrif dasiedservice set (BSS)
vari ations ' substityted or, upsubstitute

trace 1§ aEHHRLAH t@ﬁéhi}ﬁ L mevsen PRHBV Ol Fage marssage ahe BAN 304
- 214 , e

(step 19, *PRYSCAITMIERRY IpRn 1HE USRI Mot HRAAGFEfded QoS

attribueabdisghdingy anaimitity | PDPhoatextertiguiest ¢stap@1eldi Yhe GGSN 310
i m dazol ediyl and pyridinediyl, each substituted or

confirgsiheew Rostatiribyia by sendiagigarundateR DB goptexd zeppase to the

v odi nents and vari ations, Al conprises:
SGS%@?Z@%P%@Q‘E X is independently selected fromthe

[00259T OUpP TRESGSN B8969hsértd t1IGGSN atdr&@n itRIPIDE context (step 518).
I ndependent|ly selected fromthe group consisting of

If thenir s regiuestad 2 dpnamjeaddresh; ihe PDBaskdressraceived from the

cosf efb Rttt PEFpafii a0 SGEN 0 ehlegsppdio priority and
i < _ | : : .

packe? gl)ogv: Ilglbaseéﬁ% %A%ﬂh(aé@%%ﬁe&{;@%ﬂf %btivARIPOPYbhfext accept

messagd tonke (8- 302l(kidp, 580).f iIThd a&itat®) RIKY Iconbartnaccept message

inclu(ﬁe%aig%fz}fpie{an @tnlgl,()%( L r)fg%,g{ﬂaggg%@lr% g%ftlsf;l)%} @;b,,(&os negotiated,
radio ?E%)kftg)l%g)g%/%tg%vgl F’?@f@?éﬁl :?él%gé)'ﬂlgﬂ l)ptions, or the like. Ifthe MS

302 itdicated 128 tHe MS apetivoak \ehpbbility)idldogk not support BSS packet flow
C3-12) c§cl oal k%l het er o( C3- 12) cycl oal kyl ,

procegiaxes; Phe, SN 39P1Eren shadknol(inchidetha pgelieyflawy ID. ar yi |

het eroaryl, (C9-12)bicycloaryl and

het ero( C4-12) bi cycl oaryl, each substituted or
[0026ynsubstituted, or R16 isSubsMARYhen the Cto which it

I's bound is further bound to L or the carbonyl
[0027hd] aceFhe poestint ihgeupn Parelated to a ovizelsise sommunication system
and Irg%gggg id S (fq?qml}#lil%?%n tﬁgbltvhg Ef%glr_sr}e%acélg\ﬁgrq Il)xgort]:etliﬁlgel. uﬂ% wireless .
comn&ir%&&t'i’iﬁ{ terY {21 @ APRBRY L REREBFLAE: (i.e., conventional third

4-((2H 1 ndazol - 2-yl ) met hyl ) - Nt (2-"am nophenyl ) benzam de
generation partnership project (3GPP) core network), and a second core network,

4- ((5-acetam do-I Hindazol -1 ;yl) net hyl)-N-(2-am nophen

yl ) benzam de; e

4- ((5-acetam do- 2H i ndazol - 2-yl ) met hyl ) - N- (2- am nophen

yl ) benzam de; N-(2-am nophenyl)-4-((5-nitro-

1H i ndazol - 1-yl) et hyl)benzam de;

4- ((5- benzam do- 1H i ndazol -

1-yl ) met hyl)-N-(2-am nophenyl ) benzam de;

4-((5-am no-1 Hindazol -1 -yl ) nmethyl)-N-(2-am nophenyl)b

enzam de;

N- (2- am nophenyl )-4-((5-nitro-2H i ndazol -2-yl )nethyl )b

enzam de;

= e ~1 1 " 1. "~ 1N 411N A1l 7 o~




wherein X is a leaving group; Al is selected fromthe
group consisting of (C3-12)cycl oal kyl, hetero(C
w@22)peres oal kyl , (C9-12) bi cycl oal kyl , PCT/US2006/027183
het er o( C3- 12) bi cycl oal kyl, aryl, heteroaryl, (C94
2) bicycloaryl, and hetero(C4-12)bicycloaryl, each
substituted or unsubstituted;L is a I] nker pr ovi dj n%n
evolved

(L., otaoed SAHeTE P wwqud@owgwﬁ%
wirel Gt nionli R R RN PP T oo i B Be Blefy & ?3%59%@0“ power

up, sEYAY Q4RAdiffedl Ritabh HyuesY MysafX o theePolvel oo Yietwork. Upon
al kox aryl oxy, heteroaryl oxy, carbonyl, am no,

reception, the evalyed mmetmh@erfoamsdha shthe, proceduwea petified in SGPP

i L qny! 1 £inyl
Ts23,000 RS “Atech igrocs %‘?elon(?‘/?ﬁ { ei‘*“_L CR&% ehrthosiagdion, (Mobility
Man%gﬁ%ﬁﬂ‘ B thé ll‘fkfeznwh@fé%lﬂnx?dgédﬁ |n)'et§HH£ LR plocked) 2b b¥tivate the
PDP (cGRtch2) (ajda)baiab]k)aln(dbdmﬁ)@iﬂayion bedefanliCIP address for the WTRU).

3-12) | I (G |, . .
UPOI}%%CQ?%%‘\E ror ft@}lag]fﬂgﬁCon%lggrqgér)épég;:@dggqsﬂ)wgontext activation),

the e%@gbla fg% n <f K fnldsdnd %?}C&g&fg) éébfy&rh é%g?é &(%chqe WTRU. The

new A#thbh A\cebpiamkyiageiativides Cﬁ'orz&hhbﬁy@g@ﬁlhg lthe BDP context (e.g., IP
het er oary and hetero(C 4- 12) bi cycl oaryl, eac
addr%q&béli’ verdien (o9, when B8 ARNdaformataons Q@ fthRélkqﬁees Thegvolved

ken toget h Q f spbsti
core {ikeits A HPradY %) Stortdhnof) BRb BRIk Badigement amp
(SMM) QRS REHr SNTRNIIIM f&&hb WIRU . CEHEPOM eh E DM st $tieB n hé®drdance
formula with a conpound conprising the fornula under

with thenpiesenhénvemdionf arrerdiffer omrcopyentienalddmpPihasad MM and SM

I N N T —

1nverﬂ:‘icﬁi' Qdﬁgfbstﬁé 'aﬂgcé’lfloﬁ g@ tillg)ﬂ:yﬁh@ﬁals%yf’or th@te‘?ftﬁ(e%peratlon of the
[ oal kyl , 12) bicycl oal kyl', hetero(C

WTRIBI j H');he W’ERI)hislcybhnedlegiL thdmttherﬂhatddress is allocated. If no IP address
) (CO-i and ro i cycl oary
is all@%ﬁd&ﬁ@@t 957?@@{});9, Qfsi\fﬁa&f@é st 1 & F?H@@&Lable or OFF).

In ac@c{ra\éhg% %%@ﬁﬁf@%@ﬁﬁ%@{] ofl fﬁ%ﬁgté Ge aﬁel\gg}]ﬁﬂﬁ 8epends on

the alloeepemde P addres CThE statertrahsitiohdspween VMM stigeohre changed
hydr ogen, hydroxy, al koxy, aryloxy, heteroaryl oxy,
accordmglgnyl , amino, (Cl-10)al kyl ani no, sul fonam do,
i m no, suI fonyl, sulfinyl, (Cl-1o0)alkyl, halo(C
-io)al kyl, carbonyl (C 1-3)al kyl, thiocarbonyl (G _
(0028 al kyl , suBRIRR DESGRIPTION, opurlqmm@vm@su kyl,
am no C| Kral kyl, imno(C 1-3)alk
OOZQ]CS 12Feguereodl isyd (dbagr@a}fkgmlven@peab@&’RS access interfaces and
P e‘?’ éﬁloalk yl (C 1-5)al kyl, aryl (G .io)alkyl,
reerﬁ%‘i YA (C 1-5)al kyl, (C9 i2)bicycloaryl (C
5) al e SHRIRR M lit
[00302']03 12;1?:1 cl‘%a?‘ﬁy%(&r%g}t g%wc 3- fz%{:oyylg q o@g%ie's?rﬁic‘fﬂﬁes for mobility
manggednéit) b| cycl oal kyl , hetero(C 3-i2)bicycl oaI kyl, aryl,
etero ( C9- |2)b|cyclo yl and tero(C
[00315 12) bi égwr%a%ﬁc dakan SaBeitier yRERs2 VYJFIBQ%?PF pfipeggnventional

) Rl Qﬁ? together to forma
PS a@%ﬁstl %%5?5‘?&%%2’3%65“ Et ed ring; R3 is selected from

t he group consisting of hydrdgen, hydroxy, al koxy,
aryl oxy, heteroaryl oxy, carbonyl, am no,

(Q "al kyl am no, sul fonam do, imno, sulfonyl,

sul finyl, (Cl-io)al kyl, carbonyl (G -3)alkyl,

t hi ocar bonyl (C 1-3)al kyl, sul fonyl (C 1-3)al kyl,
sul finyl (C 1-3)al kyl, amno (Q ~alkyl, imno(GCi
-3)al kyl, (C3-i2)cycloalkyl(C 1 _5)alkyl, hetero(C
3-i2)cycloal kyl (C 1-5)al kyl, aryl (C 1-10)al kyl,
het eroaryl (C 1-5)al kyl, (C9-12)bicycl oaryl (C

1 5) al kyI het er o(C 8- 12) b| cycl oaryl (CI 5) al kyl ,

~NS A M~ 1T .



het ero(C 3-12)cycl oal kyl, (C9-12) bi cycl oal kyl,
hetero(C 3-12) bi cycl oal kyl, aryl, heteroaryl,

w@ a97io2iehs cycl oaryl and hetei Q(C4 12) bi cycl oar RET/UBZ061027183
substituted or unsubstituted; R7 is selected fromthe
group consi sting of hydrogen, halo, nitro, cyano, o0xo,

hi o, dro al kox aryl ox {er 0 . :
00324 2, o R i 2 (Rbbans )y fobiveioBaR i Bachine for session
mana&émBaxam do, sul fonam do, imno, sulfonyl, sulfinyl,
C-]o)alkyl , halo(G - 1o0)alkyl, carbo%yl C o
[003311- 3) al Rigiure thiscr Bpwotipktamiof3) edniantionglf &J%@cn:ltext activation
%-%%alkyl, sul finyl (C 1-3)al kyl, am no (Cl-10)al kyl,
ProceGiteqo(C 1-3)al kyl, (C3-12)cycloal kyl (C 1 5)al kyl,
eter ol i |4rG khy: edlvéd Gystem architecture
1003471 5) o yTe it EFLiBgy deidn p2bsbplaty v
includifg-B-AYPRAN |aoat gh(eSolvds) abkey hetwetle(CNQ i3 accordance with the
12) bi cycl oaryl (C 1-5)al kyl, (C3-12)cycl oal kyl
presepltEHtem- i 2) cycl oal kyl, (Cg-~bi cycl oal kyl, hetero(C
- 12) i | vl ,a; Y ‘T
[0035&) bi E@%ﬁggm‘g% sliggya Céﬁ@%%] béuyc?;t/é;ﬁ%orrf  netyronk high-level
functistb s ialcedrRlhnee witls the présentdnvanmdorach R1L is
I ndependent|y selected fromthe grqoup consisting of e
[0036hydr ogBigurpal&A amd BB, shewnstate Aachines g pessipRoaRd mobility

aryl o eroaryl i .
mansBRHREYSH B R LAY s Renon; .
[00371 M No, Fid#irk8 OA-9C stdkbh Bygethef brk )fRivkillagrial ofe évolved system
.1Q al kyl, carbonyl (C 1-3)al kyl, thiocarbonyl (Ci . ‘
attachipat kyd, regidtfatign pocedayafinpccordante Mith the pregemnpinvention.
am no (Cl-1o)al kyl, imno(C 1-3)alkyl,
(C3-12)cycl oal kyl (C 1-5)al kyl, hetero(C
[0038ﬁ- 1%EMI%@]5¥§E§CR’I§T§ON/OF ?iH PREFERRE HMBODIMENTS
eteroaryl (C 1-5)al kyl, (C9-12)bicycloaryl (C
[00391_5) al Wilien heferred (16 IBarédftor cthel teamihology-"SyBRKY includes but is

B T R KO I —

- | . .
pagery St ShEer Sttty Sl o PE e IR pprplegs epyronment:
[00400r Rl12ThedeRfures dRlithenpsesbat iakemiowgrapdre imrofporated into an
) substituted_or unsubstijtuted ring,[0174] |n, another _ .
integeatsd dtinet ,(IEhorphe cenBgurachipra SECUitegeMPRiging a multitude of
terGAIRI nd coqgrising the formula with a conpound
m ercggﬁlgpﬁggﬁgﬁ% OBepinul a under conditions that form a
[0041first F I6018 ahdia gkt of aRxiediplaryeddlved !(sjﬁtéﬁﬁ@ﬂ(j imgluding an

the first reaction product with a conpound conpri sing
E-UTRASN f ammdnsira euokved CBnitt taicowsiamnatwrtbrnﬁmapg@mwnventmn- The

reaction odyct, conprisin fao | a rein X ks
evolvpEgyatagh 6RO FiElGHes 98 Pordssnater FPREENO B, & hemigivFatum 620
and agﬁﬁgﬂh@ﬁm %brai?ﬁz‘n%B'@‘?l’I%e dRe§ et JteakAh 610haliides a plurality

is brono. In another particular variation, X is
of radiblauxcess hotwvaiks (RANE), ct LY 636 and aaspedved GM&H17. The RANs
. resent |nvention rela 0,.conp ul ..in the ~
inclugly @EANETIORCEEES Pﬁ&wmﬁq@mi Gib s &W’Eﬁ@i@%@e (ccess network

[ . e ; ;
(GERA O A TEAIR M 3 ERIUTIAN 8P L BRI 0 orking wireless local
area SERErkt([AWLAN X631, IPHcRANSG K615 are connected to the CN 616 or the

het er o( C3-12) cycl oal kyl, (C9-12)bicycl oal kyl, hetero(C

3-12) bi cycl oal kyl, aryl, het®€roaryl,

(C9-12) bi cycl oaryl, and hetero(C 4-12)bicycl oaryl,

each substituted or unsubstituted; L is a |inker

providing a 0-6 atom separati on between the two ring

atons to which L is attached; and R, R6 and R7 are

each i ndependently selected fromthe group consisting

of hydrogen, halo, nitro, cyano, oxo, thio, hydroxy,

al koxy, aryl oxy, heteroaryl oxy, carbonyl, am no,

(C1-10) al kyl am no, am do, carboxam do, sulfonam do,

i mno, sulfonyl, sulfinyl, (Cl-10)alkyl,

- o ~A A o - 1 N A o~




resulting conposition wll depend upon a nunber of
factors, including the intended node of

W@ao7/01888 at i on, and the solubility of the conpOUUs2006/027183
the selected carrier or vehicle. The effective
concentration needed to aneliorate the di sease bei ng

w0 PR B, iy S SR o o e
p]f'otoc,%'f’t(![ﬂ1 AhibiRE @Y j aﬁMS‘j 8Blﬁt #008né Q)th{E%QSW@MI s while

In unit dos orns such as tablets,
interactipguvgh, armlhtlhentmamﬁ; sutm;zammmds acaounltmﬁlAe&As) server 621,
sterile pareteral utlons of.

a mobglﬁan it es SMIP)ssrves @2% oot %%%q%qr 1téq,ﬁjmof,}}e 2}?13{ s@rhtum 620

c ies of the
viaa ?ﬁ%}gﬁgsor é’g"a?lk (;ﬂ%a] %jdt%ﬂ%& ar rrjw;%ie%t ically
[0042PCCGPtE@uQeS'a|1¥sSa dingfanadl yvélkhed soydterm salet network high-level
t hereof .” The pharnmaceutically therapeutlcally ctive
functlonﬁpnmgrmed‘@iﬁh/ﬂle peesent dnEentigne thpnekivptk access and IP
| at

conneﬁimv{%lrﬁplégra& nd g%?@pﬁtrsotlﬁeeﬁstagté&q ! atutﬁgﬁﬂggtlgﬁ) Egﬁ aBthorisation,

admlgb%r? 'rﬁeséa%{e%ﬁﬁeeﬁﬁ’ng,@’e&ﬂ{@ﬁfdrﬂléfb %@ﬁptﬁzubml dh%.rgi;ﬂgt ddtheollection,
for "human~and ani mal™ subj ects and package

operatordetiotmanéd basring, dridweriike Tlh@packet @agmaﬁnd trsaster function

ont ai ns pr edeter uant it
contr(glﬁ é‘?%ﬁﬁé‘@?‘ ag T ‘%@ B@Hﬁl Iéﬁ?ﬂ“(ﬁ 8ﬂga§)sul%t18%,u é%melhng,
comp{%glo%esélﬁﬁgrﬂqgﬁr&ﬂﬁﬁfﬂ Cheshé esdrvet,N oRSERC AL, ONTHe t Idgical link
équ red1 armaceuti cal carrier, vehicle or
managetiegnfun&biempbeisobfestablisthtoent, fuainteriansiwael rehgase &s session.
and syringes individually packaged tablet or capsule.
Unit-dose forns may be adm ni stered in fractions or
[0043@“' L pb IIeP &K %nd %B“éh% Pigid %ﬁ Ao fo sSbsRion! ahatmoblhty
|den uni 1- dosage orns pac aged 1n a single
mana%@ﬁie@ithMMQ it ac@gdhnés withehel preseqt imyahidnu Mlte Wdﬁﬁl and the
orm Exanples of nultiple-dose forns |ncl %
evolvbdsykiesn spre atiebs 1o pn@aqfﬁm MM&G Beed agd p‘ﬂ‘i‘f:t%? state, an

%%lﬂl@oﬂ%s@gﬁm acguv gg@s fe\}’g}clllﬁ agldTEM 1a@liGe Ytate. In the

MM- cﬁ&%@ﬁéd Lad &Mliihhetvd Qta%‘ ehefe 1@3fo%oﬁﬁﬁﬁﬁiﬂ&dﬁm&mt%dm tige WTRU
he present |nvent|on t he COﬂDOSItIOh may

and ﬁtxermmlmxl sgstinh were. diftdr exlved spstem @d‘r’@ﬁcbé@ent the SMM state

N e
actlvg Isf?a% ayg tlﬁé‘ il &mr@@%@aﬁﬁ Qﬁﬁﬁcﬁ% E‘ta@é P8 rsf%‘halﬁfg{ dobhbction is

ns, SucC as gunlaca0|age atln g UCOSG asses,
estabﬂ?@hb!d rydtpeenothedi W@RUE elnidutles evolved sistematonees A PS signaling

t her eof ovi_done, V|don an er,.su
connastimtoraleto i 5 156 B CeRmated And, si\}gﬁf’t”ﬁusaﬁ?ed"hanges the
SMM: )%g%l eofe lfgllg CRINIY R gh@l' gg{ %@h@e CQEROS| Al PRS ¢ hé{go Eonnection

prepare I ssol vi ng, dlsper5| g,

estabMsResMtSEhilk kh Blge MMaldﬂd: xed SMpetivd ststeddfanged the SMM state to
and optional pharnmaceuti cal adJ uvants in a.c '

the MM:horasecte@ ISMmmeestaw Bvoledd Fresenn dabads 1 etfashareject or
I eth
imior SN HSidcn KGR RER PAP LR IR b Ind B Rtaghed and

SM-if2PReS kidten to be adm ni stered may al so contain mnor
anounts of auxiliary substances such as wetting
agents, emul sifying agents, ® solubilizing agents, pH
buffering agents and the |ike, for exanple, acetate,
sodiumcitrate, cyclodextrine derivatives, sorbitan
nonol aurate, triethanol am ne sodi um acet at e,
tri et hanol am ne ol eate, and other such agents. Actua
nmet hods of preparing such dosage forns are known in
the art, or will be apparent, to those skilled in this
art; for exanple, see Rem ngton's Pharnaceutica
Sci ences, Mack Publishing Conpany, Easton, Pa., 15th
Edltlon 1975 The conp03|t|on or fornulatlon to be

I 1
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exanpl e a paper or cardboard box, a glass or plastic

bottle or jar, a re-seal able bag (for exanple, to hold
wa@20eiicBs " of tablets for placenment into a di PEBUSI6/027183

container), or a blister pack with individual doses

for pressing out of the pack according to a

0044} 1% e s SRk TIRUSORLAI Tl P st

attaclenanphad aegimtvetiitn omakcadadbe arith hhx pmséntt im¥ention. A WTRU
general |y be used to hold a Iiquid suspension. It is

1002 mdtiapes e afhachprecedman 106 hyoﬁxeaﬁrﬁ@ﬁné%m% of gaaftach request
messqgggﬁot Qgger& gg(rghgré‘e%folgﬁg gaié’%mtéﬁ (1052 ”ﬂh& a%acﬁgFequest

€ Co

messa@éhhbﬁdeb%tn TS ort BYTVIST gl a&@ﬂld/\RNI) Thrﬁaﬁﬁ?ﬁh type, or the like.
i cal ld/ the kit includes directions for the
Ifthe gﬁﬁﬁ Zsidientifies itsedl ‘glé?bathatPeTMﬁJp shenew. ChiH&0Riderives an old

s, seE BRSSP SRR BRI 5 BEPFEPAE 1002 tep

1024)dq1h'ﬁl?evfz ON8008 s8nds QﬁQHenﬁlﬂ%ﬁéﬁ re?ﬁé’sﬁ%ﬁ@ééﬁ%‘a t81He old SGSN
parenteral ), are adm nistered at different dosage

1008 (steprl02b3, The ideatificatioat tegmest mdseage dnclidesla P-TMSI, an old
s. of the ¢ Lpnation is desired by the
RAL @aggﬁﬁf Hgnatys; EFEHE 1’I[f‘t§’265] One particul ar exanpl e
o .
[0045P lkif‘ﬁ gfl G eﬂ?ngg CII'J%%{Q k&e @TM{IV §%§1h@9 r{a&ﬁ)renaglv% sends an

0-ca ack I ster packs are we

1dent1|ﬁnat1bﬁ rpgagimessagd the newaON B005 (seepg1028] dl%ODlSHd:he WTRU
for the packagi ng of pharmaceutical unit dosage f

1002 g Zmosts In HAgselde SGN Al 40 qhek@l)d SerN+ @O%a@monds "With the
1dent19i%?ﬁ ﬁ‘l 46%888&39 ngéss%fgﬁ ain%flf Fg 1;11 ﬂ@e a“ﬂtﬁlfeﬁhca{mn triplets or

over & fera

authehtikBfipARAhtdE AT tie VEIRUI BI02 1@lﬁdtflﬂ1&vﬂ€ np@l@dsam ®GSN 1008 or
process recesses are forned in the plastic foil.

T
the 01¢1 EcTYEHgloegwet matchithe vahip @ha@ismﬁhel odd SESN éDOB,dible@ﬂ@ SGSN

1008 ShaRowith, o ARaPaSiE Pk Yaiteth, e JHshtiialionoresponse

messdg@ :ilestﬁﬁclK)%@ Tiehb, WHIRU t1ol2els Sufin SRR $H tRE oM SAENRCRDS, the

in the recesses accordingly and the sheet of
new ONelL806 sehds au I Dfrequest (LB Ty s M) tatiad WEFRUHD02 (steps 1032,

103)f i Wil st shs esdanse itinan Gbiesbeasandufbi e fist of

the WAR® 1K gxz%{ i[é‘%tabl ets or capsules are individually
sea eg or c ectively sealed, as desired, in the

[0046} ecesdénodMenitektforithasV T[‘RU 0002 enthts hﬁyﬁzﬂheeé in the network
Preferably the_ strength of the sheet i s such that

an authgmt &a§w@rpr@a%1meé§ rererpedisiitedl TRY &ﬁpﬁeﬂm Il@é’Y @.N 1006 and
an H]\E/tﬁer ) (Jfg[g uﬁjéS"j 2BRLY 4 r@&%ﬁf’&r ﬁo&ﬁ‘g% &%mréxt? Cat%n fﬁ%la%heckmg

yan- openrng s

procediiret ﬁgyr@emnym@péﬂmrﬁbd%g thaPWIIRU 802! fiednb® CN 1006 and
renoved via said opening 266] Anot her speC| fic

an EIBnHHd (vken 1040)a kit is a d| spenser desi gned to

10047 0P Wi AR athrBECR e O e Cine s foek fetPls Siach, orii

is thee\FBa!'!yplﬁ)z%@ M4 dh, FLEBIRG R IbOGSQpaétésotHeUHtLh?@ 1014 by sendmg an

facilitate con‘pl lance wth the regi nen. An exanpl’e
such a nenory-aid is a nechani cal counter that
i ndi cates the nunber of daily doses that has been

di spensed. Anot her exanple'& “such a nmenory-aid is a
batterypowered m cro-chip nmenory coupled with a liquid
crystal readout, or audible rem nder signal which, for
exanpl e, reads out the date that the last daily dose
has been taken and/or rem nds one when the next dose
is to be taken. Conbination Therapy [0267] A w de
variety of therapeutic agents nmay have a therapeutic
additive or synergistic effect with HDAC i nhibitors
according to the present invention. Suchtherapeutic
agents may addltlvely or synerglstlcally conblne Wi th

1T IFNA 7™~ " -, o -



acconplished with a Watrers ZQ 2000 detector operated
in positive node with an ESI interface and a scan
w0 angme1feeom 200- 800 Da with 0.5 second per scapCT/US2006/027183
Chr omat ogr aphi ¢ separati ons can be perfornmed on a
Chiral Pak AD-H, Chiral Pak AS-H, Chiral Cel OD-H, or

updapBluion edsadeid thobUR dhadi@ep BAD W hpopgafelosation mossage
includek ReON! n@ﬁlbbi‘ea m%&a ssafith YMQI er lﬁ fiRgut ammoni um

acetate (10 Any a’variety ow rates can be

[0048ﬂt i | i z&he KELRIdiOAg, cdtmpamsaﬂ‘ml @N l’huﬁﬂmr With rdcbfddand sends a
Addi tiopal |y

i.th an inlet pres 100 bar, a
cancilopafion sesSagh (e iBetpeT WShd sariellation BeouGethe old SGSN
1008 (Qﬁ‘éﬁédl(ﬂﬁj, 1f0(46 ﬁg‘ﬁg}&& ﬁ(@?ﬁ n{&ﬁ%%l&ﬁ? eso{n %[:% S%ncé location
ACK[(%@S]]OAIJ&) ’B]m@Hll{R 10 betdn 1@@?%&1‘1%61‘ @i‘ﬂarlﬂbssagei (including

par ati ons are_ perforned usi ng Berger Milti
the T§ P;ﬁb‘&lsf“m@ﬁppdiﬁ@y&w e, exBRS édgmpaEsABNn Qn, visiting

pubh]cqglq&g? icul ﬁ@%‘@ﬁ@ﬁwﬁﬁg’l gl’ 8’9\§ e f2 %roth&gﬁéﬁl‘ Q{? H}p6 (step

1050%kan be 70 ni/mn, the injection volunme up to 2 nlL, and
the inlet pressure set at 130 bar. Stacked injections
[004Yan be Theprew &N d0DAcheckwifithe WIRTE 1602ys npt’)ﬁ]]l&}ved mn the new
es,.or schenes,

RA (s%%? lig%%) tslggg? i()) \altgg]{)ggﬁ%i}gn proced u ctp?rbqﬁraqﬁgﬁgs :fq%rlctmns the
WTRURLOOY $s S6PST b8 B §tt%ﬁ%%éﬁ§ 3ug q{e\nh@F\gi@G(i %%%&@Jhe attach

Descri ptions of the syntheses particular co
request oot iamga prorophiate cesm;tandmaytneﬁmmbaﬁ énseth subecrib@vdata ACK

L e T A
the s% tidd 13% fé‘i?é B? ge?%()ﬁl the Il?é’&’l O ﬂﬁ) 8 also rejects the

es t scrl e syn 851’ 6 partic
attachmaqnewmlthmmpbmgnhﬁe éahﬁsel andertheis dxaielkesubkcAber data ACK

A= ((
(mclqiiq(lé Fhe dMSL gnd waueg) bo- theHLE Abphahgll chedesarelsucnedsful, the

new (N 1006 constucts g SMM cantext o5 the TEBRER9S pedzafie an insert
subsrﬁit&ﬂfpieﬂ;alACKﬁ’(lﬂ&Iuaﬁﬁg thd Imsqomp%ﬁpw% L %aa&«ss% an APN, a

t he procedure described in

TEID@ ar ttﬁ% Likg) to thesHILR LOh4 (StepelA§6, m&&)ommeﬂlﬁm @4 aptietes the

o Qo oA e T LR B Bk P s 100,

1062ptirring at 23 0C for 18 h, the reaction was poured
into water (10 nL) and the resulting solid was
[0050] sol at Hithieyattadht typeiindicatébir tHe #itaclaiey s indigats a combined

B-UTHANGMSChefish: & VN Phedlad b iabdor Bonatesy 'q%,ﬁ‘mg sends

locatiﬁﬁ td?gg?% epsﬁ gpé{ nfehk&ﬁ?ﬁ ﬁﬂ@&&g%@@nﬁ T)l'leqﬂc o&%%at(a request

mcludesm)lemIsAﬁ,rtemmswa CNaguehes, hilé¥atidn pddseltyPe) or the like.
ter sillrrln at 23 0C for 2h the reacti on was

f
[0051ﬁeut rat QéWVW%ELIR ag&%@n%ahqaan( @SSVICIEQJICGI with dimeineweCN 1006 by

| | | t t he fil
s AL LA B SR o )
the ndw WIR 1012 BendPah apaatsiionstibs 'iﬁé’s!sﬁg@%h@ldlégg %ﬂ]ranlrlg{%l alnr(]i anew

sol ution of the appropriate benzoi C aci

DVE (1 mL) was sequential |l y-ldreated with EDC (0. 12
mol ), HOBt (0.12 mmol ), 1, 2-phenyl enedi ane (0. 12
mmol ) and NMM (0.3 mmol ). After stirring at 23 0C for
4 h, the reaction was poured into water (10 nL) and
the resulting solid was isolated by filtration. The
filter cake was rinsed with water and allowed to dry
in vacuo to yield the correspondi ng am de. [0322]
Exanple 1: 1H NWR (400 MHz, DVBO-d6) d ppm 4.85 (s, 2
H 5.74 (s, 2 H 6.53 - 6.58 (m 1H) 6.73 (dd, J=7.83,
1.26 Hz, | H 6.91 - 6.96 (m 1H) 7.09 - 7.16 (m 2 H)

A1 N — — —

-— o~ -— P~ N ya



[0377] 1H NVR (400 MHz, DMBO-J 6) d ppm 2.65 - 2.71
(m 3 H, 487 (s, 2 H, 571 (s, 2 H, 6.53 - 6.60
W(Qmmml}d);s 6.66 - 6.77 (m 2 H), 6.91 - 6.98 (PCT/LSP6/027183
709- 7.19 (m 2 H, 7.29 (d, /=8.08 Hz, 2 H), 7.36
/=8.59 Hz, 1 H, 7.92 (d, /=8.34 Hz, 2 H), 9.61

VL Gt A 088 2 R BRI e
to an old VLREONY! (stgn2068)XeTheHIG] VIR TS 4diotbvidddgedNBEh & cancel

m 2. 45 3 H, 4.86 (s, 2 H, 5.60 (s, 2 H),
100at1@é§12(@6901(¥7r9881 H)H)G 74 (d(S/ =8. 5% Hz, 1 I(—|)S 6.2)9 -

[0052]6 98 gf&%llﬂgg ,16)14 dan 1}1@1@ %gg;gcxlt%)r @a;a gges age glllcla.}%ing the |

IMSI ﬁnﬁl)sub%cﬁﬁef gatad ﬂd)theElﬂW NE.R 022388 10%)t The new VLR 1012
anpl e 57:

acknowlegemwﬁbm indert gulpgesi®ralata AgPK- (stemew]w Adtenfinisbling the

1nter-)é/§S(a}iB%ﬂlﬁct§P glf)degnz an %%r O,Béu:']( gl][% %4( 2 Eig W%n update

1003.131&1 Q@K §o tl’]e ﬁﬁw VE_LR QOQQ (st%pﬂ)(w 6? PRe Qn%w ‘Jle 10 1@ Izlea'gp&ﬁds with a

10cat16’n g@adese chdﬁt m@sﬂge((mclﬂldhi)g VER ’IWI)rﬂothégﬂew (GNI 1006 (step
H) +. Exampl e 58: N-(2-am nophenyl)-4-((6-nethoxy-
1078)y H-i ndazol - I - yl ) met hyl) benzam de [0380] 1H NWR (400

(0053} % o 78 e Sp ol ispdnfyfingd hond tHE WEIRIS 1002, the

UTRAT ,10849%nd she hev) CN 1006 ((8tepl1®80). 71r2Du (Sodel aidl ,if BSEDtrace is
~(d, /=8.08 Hz, 2 H), 7.61 (s, 1 H, 7.88 (d, /=8
act1va§:9<§l, themew €No8006 may sgnd an Byoke, trch_gneS@e.wghe H ’]Z‘RAN 1004
4 (M + H) +. Exanpl e 59:
:am nophenyl ) - 4- ((6- met hoxy- 2H i ndazol - 2-yl ) met hyl
[0054]) benz m&ﬁeﬁv@mﬂome&m M%amcc@mska?b td tABWTRU 1002
- 3.79 (m 3 H), 4.87 (s, 5.63 (s, 2 H),
(step BO&@ Tlm gttacmacgepi)message inchides g Iy TMSE) a \E_JR Z‘MSI P-TMSI

s1gnat(u]1ﬁe (F@)P ]typ}_%,ga ?’33919 P&gf%%’ 'HZ’FI Q_qv% raé%l?la%y,/a_gaglaet flow 1D,

PDP ddﬁﬁg%r'&%on 015t?hé er/ T%reowm lj()dﬂ) bhe?:l &%uf'l‘ijs aﬁ‘a&t&ﬁl complete
messa'g§3to4t}(éx/lnlehv EIN— 1OOEX£athlthe Gﬁm CN 1006 sends a TMSI reallocatlon

compls%%%?%geo Q ?ewmaof gd@;{ ﬂ%ﬁ@@%&' dy'pi,&ei.“é'ﬁ’
0055, % Bl ohtalin okl IRty (b o ppssage

in accélfﬂan{ce GvibH t]lrE préseH): inverdzon are sHbwWririn Table 1. 7N I@:ﬁmtroduced
=8.34 Hz H, 7.47 - 7.54 (m_1H), 7680((
in accpﬁdaqcepwlthﬁlgazp{@eng Hyvergiqy arq shqywnﬁngbol(i on i ;1-.13 'I;‘gble 1. The

attac@gﬁﬁﬁt%%age 1g Ssenit 597 th%sbl\?@o H{xe V%?[‘Zﬂ? t% ndliégte that the

corresPohdirh RaBh 98 ést%a(s(]@ee@f‘é&fem&d*' i ndazol - 2-yl ) net hyl )
enzam de [038 ] 1H NWR (400 DMSO-J 6) d ppm 4. 87

2 H, 573 - 582 (m 2 H, 6.51 - 6.61 (m 1 H),
674(d /=8.08 Hz, 1 H, 6.90 - 6.99 (m 1 H), 7.10 -
7.19 (m 2 H, 7.29 - 7.37 (m 3 H, 7.53 (s, 1 H,
7.57 - 7.68 (m 2 H), 7.93 (d, /=7.83 Hz, 2 H), 9.61
(s, 1 H. ESI-M5: mz 377.8 (M+ H)+. Exanpl e 62:
4-((3-am no-5-(trifluoronmenyl)-2H i ndazol - 2-yl ) net hyl)
-N-(2- am nophenyl ) benzam de,[ 0384] 1H NWVR (400 MHz,
DVMSO-J 6) d ppm4.86 (s, 2 ., 5.47 (s, 2 H, 6.53 -
6.60 (m 1 H, 6.73 - 6.80 (m 3 H, 6.90 - 6.97 (m 1
H, 7.13 (d, /=7.58 Hz, 1 H), 7.20 - 7.25 (m 1 H),
7.25 - 7.34 (m 3 H, 7.90 (d, /=8.08 Hz, 2 H), 8.17
(s, 1 H, 9.59 (s, 1 H. ESIMS.: mz 425.5 (M + H)+.
Exanpl e 63:
4-((3-am no-5-(trifluoronethyl)-IHindazol-I-yl) et hyl
)-N-(2- am nophenyl)benzam de [0385] 1H NWVR (400 MHz,
DMSO-J 6) d ppm4.85 (s, 2 H, 5.45 (s, 2 H), 5.85 (s,
2 H, 6.56 (td / 758 1.26 Hz, 1 H) 6.74(dd,

~ NN S — TN - oA~  f

(step



7=7.45 Hz, 1
(m 1 H, 7.1

wWoi2007811dpg 7. 9
8.74 (s, 1 H)
n12 411. 3 (M

’7
+
TR | iﬁfpx‘matmngl" (ERy i ar Dapoy CROEZ Y 'th.v,;t@%s%@é Fo ‘-H Tength
ratdqol, diseriminatar . [Prokacol digerimmafor, " F ~ M/, | Vo~ | 1/2
a)
7.
¥

6.77 (d, /=7. O7Hz 1 H, 6.94 - 6.99

d, /=7.58 Hz, 1 H), 7.45 (d, /=8.59

d, /=8.34 Hz, 2 H), 8.27 (s, RCHS2006/027183
9 (s, 1 H, 9.65 (s, 1 H. ESI-M:

+° NoZg

Exanpl e 122:

ﬁlgggnar@tox by 7 05 |3kpindieaten’ 4 g T Mgyl VU 1/2
Abtgclacaept mesyage 7. Mepsage fypp. 83 Hz, 1 H), M. 41 (& 1
jdegtigyt Hz, 2 H) 5 (s, 1 H, 7097 (d]/=8 234 tHp 3
BjtaciBrebtilt(s, 1 H) . IMitadhresylt] H) . ESI J@J}ﬁz 33¥. 3| 172
Fodee totandbxanpl e 1 MBorce to standby \Y 1/2
Befidtia RA wsRhe tiler- 4GPRSMmehy| - | H pyr azjol M yI) mdt hyl 1
RQ&iBZfﬁ‘{Urﬂﬁ t:0EB]  LIRMVRpfidHey VMHz, DVBO-| 6)Mof |t hg 1/2

oI HRERICGITOMRCT IRE@E brioftPPM 2. 15 (s, 3vH) .| 5¥33 | 1/2
Rﬁutxég aieajae?ﬂcﬁiéa%on Réutils dren ;ién@ﬁcaﬁoﬁ 1o M9 (M 7 6
19 |PTMSI signatute s L [P M I gtk = T8, 2 My 4

174
17 E:mt‘ia% 7@%‘4 CORSTEr 10 18 (s, b M. E

@

'1':

T <Z 1
o e | 2
€2n7 4 Ll\ + l—ll-l- EvnrmlJ: 124

18 [Allocatedr PrEMBENy| ) - 4 [Mobileidentiist hyt | 1 puk 2oQ1 | IOV 7
23 M identiam de[ 0446] [Mebipidepin Mtz DMRO- 106) illihe/ 7-10
25 |GMBllcapseacet i c aci qC¥Meaus¢ ppm 2. 12 (sl 30H) | TY7 ] 2
2A |r830Bvdlpe 5.30 (s, JGPRSTBmeN2(s, 1 H), |7.10 - 7TIF 3
8C [Cell Notifleatidn 16 - 7. 20ell Motificdfjon 7. 21 - 7, 250(m|3T™),| 1
1A |[EgamalddPLMN:83, 1./PoMeLislt H), 7.96 (d, /©8. 34 THA |25-47
B- 'T@etw&k featdre ’sgﬂpdiu: Kelw ¥R fedBufe Suppott (M + &) +.] TV 1
34 bkl (R [Emersency Number List | O | TLV | 550
A- ﬁ@? ‘F*‘@{%M?] 1H 1 ‘ﬁé’g‘@%ﬁ?ﬂf °5‘F 5 9 thelv | 1

ot 1~ nr\fr ? Ll

W

L.

)
ego&wﬂtsﬁ‘iq, SAPY7 rﬂ}gcgéceﬁgswé M5 bo Vi, 1!
7
H)

/=733 Hz 1 H) 7 Q¥ m 4— 720 (i
Negotiated QoS /=7 qualltypfﬁngmem (d /=M 3 BV o 13-15

3V | 12

HRadig doxisy 1 H), 7 R@félurlqmw 08 Hz, 2 8
Wk V 1/2

M
Spdre hb0f Odtets, 1 H) Spase helfoatet 365.4 (MM
o

2B [PDPRddre2s: Packet data protocol TLV | 4-20
1- (4- (2- ami nopheny| qaddaessy| ) benzyl ) - N- (pyri di nf 2-yl ne

27 dcoll fdnfigaQitim {Peatdwl @bnbigulradiéd] [H BVR [ 400V | 3-253
MtioddVBO- J 6) d pproptibhs(d, /=6.06 Hz, |2

H, B. 90
32_|Pacit Moy Tfbalior 4Pdblob TSk (Hntifet 25, © 20| MLVl 3
H-—6- 77 (dd, 7 =8. U8, T2 -% J.—H), b 97 (Ttd, /=7.58,

1.52 Hz, 1 H), 7.16 (d, /267 he 7.25 (ddd,

/=7.58, 4.80, 1.01 Hz, 1 H), 730(d/7.83Hz,1H),

7.39 (d, /=8.08 Hz, 2 H, 7.75 (td, /=7.64, 1.89 Hz, 1
[OO56I]-I) 7. The-PDPIdress JEHE, inslu@ied(in, tie ajtach.asoeptongssage if the

WTR@T lggsg ?gq&%%gﬁ tﬁggptl%tlomcg) %Pﬁfyo\g?%ext Fzﬂlgh %}gg :%pg ]tIEHé TPv4 or
IPv6 Bpg%ﬁ%ggggggg@é C%&#B%Aﬁbﬁ%ﬁ{éf&g%@ﬂdn T &;ﬁh@ﬁlded in

the apfithda®8pl mesbabl, Wﬁeﬂ&h(eSCNZWIrQhesﬁtcB&'a(dsmlt/priSt@Bl data (e.g.,

1.39 Hz, 1 H), 6.77 (dd, /=7.96, 1,39 Hz l_\|)V6U
conﬁgungxtlo/n:garametgrsg ernay codesH)r messages/eyents) tqﬁhel pr 7The packet

(d, /=7.33 Hz, 1 H, 7.30 - 7.35 (m 2 H), 7.40 (d,

/=8.34 Hz, 2 H), 7.70 (dt, rtB. 65 1.61 Hz, 2 H), 7.97

(d, /=8.08 Hz, 2 H), 8.09 (d, /=0.76 Hz, 1 H), 8.49

(s, 1 H, 9.66 (s, 1 H, 9.86 (s, 1 H. ESI-M5: nlz

412.4 (M + H) +. Exanple 128:

| - (4-(2-am nophenyl car banoyl ) benzyl ) - N- benzyl - | H pyr az

ol e-4- carboxam de [0450] 1 NWMR (400 MHz, DVBO-J 6) d

ppm 4.41 (d, /=6.06 Hz, 2 H), 4.90 (s, 2 H), 5.44 (s,

2 H, 6.59 (td, /=7.52, 1.39 Hz, 1 H), 6. 77 (dd,

/=7.96, 1.39 Hz, 1 H), 6.97 (td, /=7.58, 1.52 Hz, 1

H, 7.15 (d, /=7.07 Hz, 1 H, 7.21 - 7.25 (m 1 H) ,

)
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[16] In some enbodi nents, the polypeptide conprises
t hree nononmer domains that bind IL-6. [17] In sone
weredodireest s, the pol ypeptide further conpri SeBCHUS2006/027183
nmonomer domain that has a binding specificity for a
bl ood factor, thereby increasing the serumhalf-life
f l5 [
o LE/E 252 HORRIALE R 08,1 AR iy b D B asociatod

to the RDF pemtexteThackV s8hallhwt bthdude fthxstldﬂ HbhaWTRUnkaonst indicated
domain. I n some enbodi nents, ﬁﬂl} ctor i s serum
Céptf

PFC pyogedine, supporimRbg f@@tmertnede é’lﬁl yteévmh]capﬁblhty IE.

e GRS 1 OAR RBe Bl 1he nore i

1frecd1{?@gamogl obulin (1gG and the nononer donmain that has a
bi ndi n secifimdrﬁfor a blood factor is an

[0100} ecept egetiatechbhéhBAPdoNegotiateddioSi Radie metuén@red Spare

et RS0 M B B8 Fighipiqpini i th nowor
with tEE SRR PRELINCRIATNDE 3l d {Be¥erdfoe Aé’t‘é@é Pbﬁ1t>£dent1ﬁer

is any amno acid. [19] I'n some enbodi nments,
in bothwhe fWéTREb the E-URRANamdths evdilveg] €Pe dl‘lﬂlscemsyrésmhaa the traffic

lo0d fa Lor &agqi%tgq%éém r:g %g%ei ¥ IS%G% up&wr?%downhnk
Negot%t%‘&%é@fg e det fog ?Fﬂr%uﬂ'eg T&pﬁfértrﬁt'f?csﬁoﬁ tHRP SNy AR eBources

I ng the OW Ng Sequence

to be ilEQaEéﬁ}@ﬁ[cﬁﬁsmﬁ[rhté Xkl Imhlbﬁ%xxmmmlﬁiot dikb. Radio

wherein X is am no acid and_am no acids in
prioripy H@ t@et%uaﬂée glassoh fhe \détaﬁt%fti%f@t the BAN: singl e
oSi ti 2 some enbodi nents, the npnoner donmain
[Ololfh at h]gfj\]%fﬂm)[z1 11913 ché;g specificity for a blood factor
[0102FOnpr i Bes %PM&QR@%GB@@B{ VYERGRNDBEONSREENS ol v2Q wireless
ID NO 26). [21] In _sone enbodi ments, the nonomer
commyaeation sysbemiachidisg adirss ceneinetwark and ajsecengheore network, the

odj t t.h d
secon BRSPS R R B S s 1 v
[0103f he seguencpnahrgethbe! §f BfboaNHERE laéoxtlﬁf”E%Ingzﬁ‘)/@,t% §thg WTRU
am no aci ds are non-naturally-occuping amno acid

sendifi@3h dthaclprezgest memsage tto) bthabsmnplr cre ceswoek .hods f or
denti fyi n a pol yp t hat ds to
[01045¢| ect veI %5 t’?fsll%’rfg ﬁﬁﬁ@artﬁéawsfﬁﬁeof the second

n?g‘tv g a library of polypeptides
core or g?]al ni yhggls]la??g(f%%gﬁ%ﬁsel ecting a pol ypeptide
[0105Fonpri4&i ng Hie hedkdd asén any@rfdctodiﬂtmitmmm abmipiriziisg & step of the

| L-6, wherein the nononer_donain:
secondh sare RStk %mhegrsm astaehnneept atﬁﬁﬁaae te éhg rWE&U aihe attach

accepé ﬁl%%g %ﬁ’l&:ﬂ%@ i rﬁ}f g‘l“ g{%‘g% éﬁgg%gﬁgﬁ?l@ 8811 E I2§>]esl n

[0106]an LDL5 r ecem@&nétlﬁar@e mrm?oaﬁfboaﬁﬁehfh ooPKherdifl tie attach
| east one of: Fami| t (SEQ ID NO 27): CX [AS]

requeftDies sz DCXDNSDEXXC [ AST]

san SIXAXXCDC:\/
07 L BB ok i RS Bl i

requeEtat‘HeEé(a'_g% ifBkddes @LSIE-@'MQI NEI2MAT PR g@ﬁ@ thiirst (]oge network
] XXXW [V, ] CDGXNDCEDXS DEXX 4 nmotif

(SEQ I D NO 30) CXXX [EQ FXCXXGXC [ILV] XXXXXCDGX

[ DN] DCXDXSDEXX (XX) C Fami Ly 5 nmotif (SEQ ID NO 31):
CX [A P IX[E O]FXCXXGXHr | L ] PXXXXCDGX [D, N

] DCXDXSDEXXC Fanily 6 motif (SEQ ID NO 32) : CXXX
[EQ FXCX (X) SXXC [ILV] XX [DN] W[ILV] CDGYNDCXDXS
DEXGCXXXT Fam ly 7 notif (SEQ ID NO 33) : CL [AS] X

[ EQ FXCXNGXCI P [ KQR] XW/CDGDNDC [1LV] DXSDE (P )XXCX
[EKQ XT. [24] In sone enbodi nents, the nononmer domain
conprises an am no acid sequence in which at |east 10%
of the ami no acids in the sequence are cysteine;

and/ or at |least 25% of the am no acids are

non- naturaIIy occurr| ng am no aC| ds. [25] In some

Y T L o o L T R JE



that are the sane. "Substantially identical" refers to
two or nore nucleic acids or polypeptide sequences
whaoo7igleds speci fi ed percentage of am no aci d rPCT/UN®86/027183
or nucleotides that are the sane (i.e., 60%identity,
optionally 65% 70% 75% 80% 85% 90% or 95%

j dentidy o Lfted region. or k t -
o108 27 14, B BeERBTbE s SRR MR Bl gpmprising the
step offiHe abtdPEorkietMrk MG hRSHOREE0SH0R Y8HUEst to the first core

conpari son wi ndow, or designated regi on as neasured

netwoukitn gbbtaia ot IMN from thei finpt cerpipeeodonpar i son

R (T —
first c'gge,e ?ﬁei:{v)frl@ é%ﬁ&ﬁlgoé(ﬁ’ ridé’ntﬁﬁgeilt‘?& tB&lorse Rl tH@@e%Bnﬁ%&‘@i 616atwork

nucl eotides i°n Tength, or over a region that is
including 586 IMSIli#@he WTRAF & knotvadhithediret cors metvendds i n

| ength, or if not specified, qver th ngt h of
[0110kequente. Thee ﬁ%h@& fs ippaKe d@m@ﬁ%@, %@n%@ﬁ@@a@%ond core
.Sl i pdi ' ltL- 6
noonofTHESAE, Lialtelhthe BrseUERE RSB UACRAL©
[0111pt | eald. 65Phe A{¥thod a%Gin 88%en35dinRots 8a8, fAbther comprising the

identical) to at |east one |L-6 binding sequences as
step ofthei et ¢rxearatwarkoiending thatidaptificaippagspenseaijtivan error

27 r . . I l,d ' id
message fi ke FTREY i il 18 cRE A8 E BBl cnce 1 1 e

[01 12¥ WO sefilenCEBe AHehH@bf éb@Eméit: 1M RursRéEcoMRISihgdhe step of the
ound in naturallyoccurring sequences. For exanple, a

secong cormuetwabeseading kol vequess théhe WITB§btsoblsdn the IMSI.

OL15E S, St oR A ST Rk Rabing the step ofthe
WTRg%%haiﬁgaﬂhﬁrésgg o hetictid pgiegs |inker, " when used in

eferencte to a timer, 1 ndicates that the nul tiner
[0114tonprikRs dThé niedhodnd im anyeomwrdimeats 818, finthéweomaprising the

the sane rel ationship tQ each ather in nature (e.
step qfr@y Restnraremaio wendips &@euﬁ#pﬁgCﬁ ppwssf%éeei“%&h an error
messe[@?:lilf the w?ﬂdélaadgs%(*tymg&?y{ﬂé L R0 the ﬁfktacoHa network.
otel n sequence rerers to any ami no acid other than
[0115F he anifi0 aThénidthbd efembadimenht3 fiathesqonpitisitig the step of the
position in an alignnent with a naturall¥-occurrin
®

seconggpyeapiwerk sinding ha Ibveauessiathe VT PbisaBithe ST

0116] 0ol or R ER ot AR hant RERLIPE, Apfhrh o sep o the
WTRU(J%E?L@;H% Hn JECHEshbASe $REHEREEMIST. t he non-redundant

at abase of Genbank using BLAST 2.0 as -
[0117Hescr i B&d hEhemethpdap it Rey combatiments ddubimther comprising the

[ tityots determned by comparing two .opti nall C
step of el EBLY e 25y SHE0ad s MEG AT WIS iR 24 rontication
dig. portion of the pol ynucl eotide sequence in the
conpari son wi ndow nay conprise additions or del etions

[01181i . e. , 1HapsThamethogas éal ahy enflsodiafente2d6, fadhenaemprising the
(whi ch_does naot conprise additjons or del etions )
step quﬂw&ﬁ’Tﬁﬁ gugethe secandecergone PeEforIiRE Ay Mﬁ%g’@eﬂmg

i.S.cal cul ated by determ ning the nunber of positions
pﬂxﬁ%é&%wnch the identical nucleic acid base or am no acid
resi due occurs in both sequences to yield the nunber
of matched positions, dividing the nunber of matched
positions by the total nunbe® of positions in the
wi ndow of conparison and multiplying the result by 100
to yield the percentage of sequence identity. [63] The
ternms "identical" or percent "identity," in the
context of two or nore nucleic acids or polypeptide
sequences, refer to two or nore sequences or
subsequences that are the sanme or have a specified
percentage of ami no acid residues or nucl eotides that
are the sanme, when conpared and aligned for maxi num
correspondence over a conpari son w ndow, or designated

o o o T Y Y 1 o o
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DVW/CDGVNDCEDDSDEESCPPHT CL PDQFQUGSGYCL SQRW/CDGENDCEDGSD
E ANCAGSVPTCPSDEFRCRNGRCI PRAWRCDGVNDCADNSDEEDCTEHT
WEHRBTGORRCRSSGRCVSPTVW/CDGDNDCGDNSDEENCKPRT CES DR OSBGHAR 7183
VP
L N\VWCDGVNDCVDGSDEAGCPPRTCL PGQFQUGSGYCl SQRW/CDGENDCEDGS

0119 oyt TR B SRR R RR LR EF iR P ttach

requeﬂﬂ@i&iﬁ%&ﬁﬁw : DEENCKPRTCGASQFQCGSGYC S
QRW/CDGENDCEDSSDEANCAGSVPTCL PSEFQCRDSKI CL SADW. CDGVNDCA

[0120DN_SDERGCPPHTENRBIPG0f 35610l rrviEbEspitaiTtypaindicates
an E@@ﬁﬁ&% SGRC} PLAVWCDGDNDCRDDSDEKSCSAPASEPPGSL CLPDGFR

[0121}85[2CI PLIYWCREY N R REP PES bR A RS tht 2t G icates
an E-UERANNGACEMST @RBRBERGRNGRC] PRAWRCDGVNDCADNSDEEDCTEHT

[0122F 3. The method a8 1n any embodiments 4-20, wherein the attach
accep o SR MCRANHARNSRRE R P PBTR fh RO W PP, radio

priorit¥CEDbACKAEP Td e i RGRINERIP EOATIRGIEGDCADNSDEEDCTEHT

CLSSEF SGRCI PLAWCDGDNDCRDDSDEKSCSAPASEPPGSL CRADEFQ
[0123, s 22.  The method as in any embodiments 2-21, further comprising the

step o0/ Sdonts b Dt A o {Fcting dn SRS fHor SRR hd W For the

WTRIDGSDEANCAGSVPTCPSDEFRCRNGRCI PRAVWRCDGVYNDCADNSDEEDCTEHT

CLSSEF SGRClI PLAW/CDGDNDCRDDSDEKSCSAPASEPPGSL CLPDOFR
[0124LaNn 23. The method of embodiment 22 wherein a state of the SMM is

defined 8 o1id of an MM-detached and SMUAACETE StATe, an MM Congected and SM-

active XeatE AN AESMA GRIEDEH RORNERE B RAYNRCDGVNDCADNSDEEDCT QHT
CLSSEFQUQSSGRCI PLAVWCDGDNDCRDDSDEKSCSAPASEPPGSL CQANEFT

[0125]cSSG 24. The method as in any embodiments 22-23, wherein an SMM

state BB AT S S DE Y  F  CRR T P A SRS e,
S A .
0120 e P s S H AR LR LR A ASEPRE  PE e the

step oE@Ne second core network rejecting the attach request if the WTRU is not

PL DW/CDGVNDCEDDSDEESCPPRTCL P GYCL PQRWCDGEND
allowedbin an RA with respect to the second corg?lfa work.

017D GG P s R AT PRI B R b AR gt core

netwoeld\a second core network evolved from the first core network and a WTRU
GQCl PLDW/CDGVYNDCEDDSDEESCPPHTCLP QCGSGYCL SQRWCDGEND
configgred to send an attach request message to the second core network

01280, SSE Ao e PRy e

VNDCA| EHT o
| ‘ ZASTHRIBE SR wor
is congg\ﬁlﬁad to activate a PDP context for the WTRU and send an attach accept

PL NWCDGVNDCVDGSDEAGCPPRTCLP QCGSGYCl SQRW/CDGENDC

messdge to the WTRU including information regarding the PDP context.

101298 SRS SERC PR BADREH BB REOR A SE P BReE SRS ttach
req“@é%%&&&)&ﬁ&é‘%&%&%m@wa PSEFQCRDSKI CLSADW.CDG

VN

DCADNSDEEGCPPPTCL PDQFQCGSGY (L, PQAVWCDGENDCEDGSDETNCPART
CHPTGQFRCRSSGRCVSPTW/CDGDN DEENCSAPASEPPGSL CLPDQF
RCG

NGQCI PL DW/CDGVNDCPDDSDEEGCPPRT CAPSQFQCGSGYCl SQRW/CDCGEN
DC

EDGSDEANCAGSVPTCPSDEFRCRNGRCI PRAVWRCDGVNDCADNSDEEDCTEHT
CHPTGQFRCRSSGRCVSPTWCDGDNDCGDNSDEENCSAPASEPPGSL CL PDQF
RCG

NGQCI PL DVWCDGVNDCADNSDETGCPTRTCL PSQFQCGSGYCI SQRWCDGEN
DC

EDGSDEANCAGSVPT CPSDEFRCRNGRCPRAVRCDGVNDCADNSDEEDCTEHTC

1 IFN™T" 7NN\ I\ 27NN ™ ™ 2NN 2N 7N FN"T"1 AV 77"\ 7SR I\ 27N SNA 17N R 177%™ A 'S A A S 27N 2NN A PN\~



foll owi ng sequence: DO b] [ Dn] EC 1xx(xx)xxxxC

2[ pdg] (dx) xxxxxC 3xNxxd sgt][ a] xC 4x(xxx) xCoXx[ Gsn] [
W@2G0750xp63% X ( XXXXX) XXXC 6 (SEQ I D NO 369). [ 148PCT/NSH0O6re27183

enbodi nents, the Notch/LNR nononer domai n, conprises

the foll OWI ng sequence: C Xx(x[ ba])xxxC 2x

[0 130{ ;]S ]D)C(i( | H&&E% i;)é%\%g %%;ﬁ[y %@gé@ﬁ%ﬁ%{%@ébzfﬁhgréﬁ 1‘the attach

requebt endgShgéanelimles do FRTMSP R $8RADevithl tegpbétgto the first core
sequence CIXXX[ Cc] [ah] [Gsna] xxC 2xx[

netwoakC3x[ pae] xx[ Da] xx[ cl][Hrgk] [ak]xC 4[ dnsg] xxGxxxC

O s S LASEANEL TR -

core nfaﬁk&ﬂ&’!s'&gnﬁ?ﬂf'&{‘ﬁﬁsend an 1dent1ﬁcat10n request to the first core network
Cx[ Dnt | ] [Ga] xxxx[ pl ant ] ( xx) xxxxC

to obta{regn dMYIirepetirst:oof ¢ nepadrld. x x C4Xx Lgvl pt] | quy]hxxC
C6 I D.NC-.372).,.[151]. | [ , .
0132)5 nt eé r N & he ﬁﬁ%ﬁga?f %%&WWQ@?’S&@%@ SQﬁEerfSetwork 18
conﬁg@?&i{‘ F@ f%}lx géé?%%}%%?@?g%i{é@ 1,36)?1}218 ssefon ae?rxexl)l&twork including
the IMIR] Mhb(W]IUSHJ (I§F?O?2| ilég}izﬁ%srt ocrahm 3eﬁ»_ednﬂct ed from w,

[0133i’ is s@ ect@@e FYFem gs ip any exghgd:lmergs,?sg 324 ngf’é‘?}n the second
core nfe'ingg%k Eerl(re§ afi’ aﬁirfsgbg?f %mf ﬁrétsbogee hg%&q{ Ilgﬁ’l@ t{%zli\'ﬁf

I's se
[0134pone egdodi TRes§stenh@sGar £ eﬁﬂf&ﬁﬁfen@@ m whessiartheeirst core

the foll ovm sequence: vilfj [Dn] EC 1xx é@) XXXXC
networkgg gqn(xﬂgyt t@@m&mqa%xfjc[ath@smuewm B RRTaEsmpssage if

374 153] |
Wgﬁﬂz]lxxx XXXX Xerwxﬁr%ocf)g‘ﬁfl%ﬁﬁ) nOFTEF)dOETB_I n] "
[01351;0%%3 t’hﬁe Eféﬂ @b 89 fa@ﬁ;t}@rﬁﬁ@dm@ﬂes(zﬁ-zgfwb}e%%e second
X[ dens] xxx[ Nde] [ &] xC 3[ nd] x[ densa] C 4 Nsde] xx[ aeg] C

core riex{vomk }sD@nﬂ@BﬁfedEtE@_ehﬂ OB 28y ueftit®aihel WIRiddgo obtain the IMSI
h d [

and thi IV BHERG SEGEERELL TR TPORPP AL ERR BV Fy] C

oo i LA R i s oo

configeirbd do perd she identAiativnresporse Witheam ecmrpnéessagetifithe P-TMSI

follow n uence: CI1C2x[ adehl t] gxxxxxxxx(x)[derst]C
does mpbapatohy ase(&aapa stexed) o thedieshwens pabY rﬁw qrtv]

0137Ladeh0é K] (’i‘l)le ﬁé&%x]rg §§in Wﬁliﬁm&%@%k”w‘ﬁ%&n the second

nbodl egrin peta nonone
core re®WRrk §sﬁ§oﬂ ﬁeﬂ' thenddars EDQ@Qﬁést o {hReBKR Etto HkarotHe IMSI

and tho G %L%,gm;a oo sl Lol < 2035 hne.

sl s il rlx{eg?w“%}#éﬁ Pk Efidhigv TRy

and thd §ed?5?1@.%?3@é néOWBHD aré E6n iy iiedlato! perfiih %@Heﬁt‘icdﬁi’dﬁ? procedure.
nmonomer domai ns via expression. Nucl ei ¢ aci ds_that

[0139Encode38rondhkee sgshent as ivamybembedinvedtsf 287 ,awhareletbhe WTRU
of different sources. Libraries of nono i.nsca
and thsePRAEPERIN BV Ik AECORAgUECH PP 9rTNGE] PRRQHRE Drocedure
wnﬂ1%&iﬁﬁ!c aci ds encodi ng naturally occurring nonomer
omai ns, altered nononmer domains (i.e., nononer donmain
varlants) or a conbi nations thereof. For exanpl e,
l'ibraries may be designed |q-mh|ch a scaffold of am no
acids remain constant (e.g. Tan LDL A recept or donai n,
EGF domain) while the |nterven|ng am no acids in the
scaffold conprise randonly generated am no aci ds.
[ 158] The invention provides nethods of identifying
nononer domains that bind to a selected or desired
l'igand or m xture of ligands. In sone enbodi nents,
nmononmer domains are identified or selected for a
desired property (e.g., binding affinity) and then the
nononmer dormains are fornmed into nmultinmers. See, e.dg.
Flgure 4. For those enbodlnents any nethod resultlng

o . o e



V. | DENTI FYI NG MONOVERS OR MULTI MERS W TH AFFI NI TY FOR
A TARGETMOLECULE [ 196] Those of skill in the art can
WO e@dioky3s dent i fy nononer domains with a desi redI/us2006/027183
property (e.g., binding affinity). For those
enbodi nents, any nmethod resulting in selection of

[0 140&023: % \rl)mr gl;}éé?%%%é a a%d%ﬂrﬁp&gﬂox g?elgtxs aortr‘%1 = Q}klfxér%m the attach

requesteindicttingancabgpoh sgpeprovi ding a plurality of
di fferent nucl eic acids, %@Ch nucl ei ¢ aci d encodi ng

[0141hpnomed0. donkissystemrafieapboriment 3&\Mhalreimyh@ﬂtfmhfbﬁp@mdlcates

anEgLfﬁ@Noryt%? gtsazch% eby providing a plurality. of

nonorer domai ns; screening the plurality of

[0142}jl ffergnt ”Hﬁ@@ﬁteﬂ%ﬁdrﬂﬁodlﬁ{erﬁ@%ﬁ@réi’ﬁ thbatiebitipslindicates

and or a m xture of ligands; and, identifying
anEHl’l‘gﬂeNsamiIMﬁéaﬁtanhmmty of dlfferent monormer dorral ns

hat bjpd the desired | "
0143 157) 40" e FEeS g ihiWouPBPap L erals METER the attach
accepBhie8sdlid BEhRibsUHI18HGNRR & LPDPFPE PP 248188 § TI, QoS, radio

(e.g., chem cal nutagenesis) cah be used to pro uce
priority mopacked dlvaw identiieyr. and DA comfgumeatictonai n |i brary.

0144} 3 diar 1 S oURRRE 5%%@%@5&@%@@@2' hegipgessecond
core n%lt\lzd'F)ﬁL hg Xoﬁ’f{l éﬁkéﬁ’sﬂ’&&%ﬁ 'SP F Swt[ r'c]&ldfbMM for the
al 1 gni ng Congerved am no acids In the plura

WTRWat ural ly occurring nononer donai ns; and, de3|gn|ng
the non-naturally occurri g nononer donaln b

(0145 g nt dthi nglhneyRiens ef eeb Bt 43 Wbeléma 3 ﬁéﬁiﬁtqfﬁ@e SMM is

L B e

active'S2BERAd GAMAIMLid 1Y aﬁSWﬁ@ﬁ%@Eﬁ& the conser ved am no
aci ds conprise cysteines. In another enbodi nent, the

[0146] nser t4ing STagsystem asdndo canborimenited3-4ds whereiora MM state

of the L E R F R e Ao B L oo ph g r P BrROEB 1 TR THU.

[0147ENC 0 desd.ooppnd Efé’ﬁgﬁf’%hﬂ %n@réiﬁbédh%m’f ‘Mﬁere‘iﬂ" the second

acids are inser or exchanged using synthetic
core netwgdmsc:baﬁgudaisto mjedithe Ialhifafch regpesirif bye WEER B istnioballowed in
enz based reconbi nati on. n chinmeric domai ns of

an RA w Q@?ﬁ t0; theeiocrn ca¥een9§*é<fr for therapeutic
licadio I i i i
o14SERE! e S o BT SRR ORERLS 4 M ABSLE R pnd s

inactivé btﬁéllﬁdlo@hﬂglmWTRU hedétachedrand PD PR textiis it iaetivated.
oner donamin |ibraries can be _constructed by
[01491: onbl g |Emﬁt@&a machine efespboddinteat dd duxther a@m@ﬂ@in%an MM-

conne(gt%g% ﬁi@ﬁﬁr edggc c}%gz?tﬁgg%ﬁ%ﬁglﬂg%g%c@g (fﬁ@g context is

actlvalb&PﬁﬁdaSiSM&dﬁrﬁarc@i%h' iegdtalldised. B- f act or - def i ned
| oops, or a conbination of any two or nore

[0150k her ecst9 [ 198}e Altater maachiokyas anhamgnenibodinentddivad®, further

comprigipg An MR i R Aefien Sth i iBRiha VIR inattpshes. PDP
contex@Gk Acti®UBdd aRd the B cBANnE&ISN S F8Rsdevel . I n some

enbodi nents, to mnimze the potential for

i mmunogenicity, only those residues that naturally
occur in protein sequences ﬁgon1the same famly of
human nononmer domains are utPlized to create the
chimeric sequences. This can be achi eved by providing
a sequence alignnent of at |east two human nononer
domai ns fromthe sane famly of nononer donuins,
identifying amno acid residues in correspondi ng
positions in the human nonomer domai n sequences t hat
di ffer between the human nononer domai ns, generating
two or nore human chinmeric nononer domai ns, wherein
each human chi neric nononer domain sequence consists
of an1no aC|d reS|dues that correspond |n ‘type and

e . o r o o



knowl edge of how smaller nmultinmers, or alternatively,
how each domai n, bind. [233] The nethods of the
w@r@3mente3s nventi on al so i nclude nmethods of evoP@T/N§2006/027183

nmononmers or nultiners. ntra-donain reconbinati on can

be introduced into nonomers across the entire nononer
[0151P" by ARKbRGHPRH FQARr&] adidf Iaferrﬁéﬂts"&n%@:ﬁeééhtf ?rW@ntion are

new reconbi hed units. Interdonaln reconblriation (e.q.,
described dnthe prefedirdd eanbodinmarie e partictlarcondbéh aens, each feature or

mul tiners) .or. rec ination of nmodules (e.g., multiple
elemep ﬁeﬁb@éls)ﬁdﬁ%wﬁe Withouit 'p;h?raf;easér%&mdéqle%%ents of the preferred

. -l i brary,_r. [ [ LS SQ G I :
embod i P B ¥akiB5S KobtahalBnt et Br SHIGHP ALBE fegures and
eleme@OHBf tisCpreésetit invditiont. al | of the follow ng steps:

providing a plurality of different nucleic acids,

where each nucl®ei ¢ acid encbdi ng a nonoffer domai n;

translating the plurality of different nucleic acids,

whi ch provides a plurality of different nononer

domai ns; screening the plurality of different nononer

domai ns for binding of the desired ligand (e.g., IL-6)

or mxture of |igands; identifying nmenbers of the

plurality of different nononmer domains that bind the
desired ligand or m xture of |igands, which provides
sel ect ed nononer donmai ns; joining the sel ected nonomer
domains with at |east one linker to generate at | east
one nultiner, wherein the at |east one nultiner
conprises at |east two of the selected nononer donains
and the at | east one |inker; and, screening the at

| east one nmultimer for an inproved affinity or avidity

or altered specificity for the desired |igand or

m xture of ligands as conpared to the sel ected nononer

domai ns. [235] Variation can be introduced into either

nmononers or multimers. An exanple of inproving
nmononers includes intra-domain reconbination in which
two or nore (e.qg., three, four, five, or nore )
portions of the nononer are anplified separately under
conditions to introduce variation (for exanple by
shuffling or other reconbination nmethod) inthe
resulting anplification products, thereby synthesizing

a library of variants for different portions of the

nononer. By locating the 5 ends of the mddle priners

ina "mddle" or Overlap' sequence that both of the

PCR fragnents have in conmon, the resulting "left"

side and "right" side libraries naybe conbi ned by

overlap PCR to generate novel variants of the origina
pool of nononmers. These new variants may then be
screened for desired properties, e.g., panned agai nst

a target or screened for a functional effect. The

"mddle"” rriner(s) my be selected to correspond to

any segnent of the nononer, and will typically be

based on the scaffold or one or nore consensus am no
acids within the nononer (e.g., cysteines such as
those found in A domains). [236] Simlarly, nmultinmers
may be created by introducing variation at the nononer
| evel and then reconbi ni ng nononer variant |ibraries.

On a larger scale, nultineri (single or pools) with

desired properties may be r onbi ned to form | onger

mul timers. In sone cases variation is introduced

(typically synthetically) into the nononers or into

the linkers to formlibraries. This maybe achi eved,

e.g., wth tw different nultiners that bind to two

different targets, thereby eventually selecting a

multimer with a portion that binds to one target and a

portion that binds a second target. [237] Additiona

variation can be introduced by inserting |inkers of
different length and conposition between domains. This

o o r a1 I e g, B 1 L 1. . o



be induced (as described in greater detail below and
an anount of the encoded pol ypeptide is expressed
weubdriaicsat and effective to treat the di seasePOT/US2006/027183
condition at the site or tissue system [272] In
anot her aspect, the invention provides in vivo nethods
|n whi ch one or nore cel ISLAIMSterest or a popul ation
cells.of the subject (e.g., including those cells
VVhat&ﬁ@' a§ Ssystens and subj ects described above) are
t1 ansfer JR &yl dd @ iRAENs Qminkisdthd:e %?sﬂé)h ¢RALAAS BYfirst core
the cell (s) or population of cells w
netwoakl aind as$emndg:om neétveords, the sevgnd @Ormef@mﬂqbe)mg evolved from the

first c opul at | ?{2 ’&gq(i :JSS(Iﬁ one o%g&ergbgbg%me& gdrcgyr}perfmgé
pﬂvmlfggsqq% PR Ehit ‘%WMU? éé}gic}gg%‘lc% f}é gﬂ%slt )I/nessage

sequence 0 e 1nvention that enco
tothe&ﬁk@ﬂ@c@ﬂiu@@pﬂkﬂe of interest (e.g., a selected

onds ey rbges it o 0
A

attac}P hcdep? haéabe dntladeRs hﬁf@im&@ﬂ‘oﬁeﬂe'gﬁﬁdihgeﬂl‘ﬂet PBPMdoneasts
or disorder (e.g., by direct contact using one or nore

of the routes or nDdes of admi ni stration descri bed

' Ly, I
o bbb ek 11 BERRS sHB RS F R et 81 E includes an
interrtldlat mbild sabagitaamLARey divispse or di sor der by

first directly contacting ‘non-diseased cell(s) or
other di seased cells using one or nore of the routes

2t 17 oot ot chrim b BaPihs SEe et profsnee includes a
packeg ?%gb?é@gxﬂmbBﬂe YBLENH Pﬂeﬂtﬁg QPQI;'I%%‘TP gad 'anlg)uttﬁfg area 1dent1ty

y active po ypept pronote
(RAI)mﬁhﬁ'eéﬂ)edn@oehefﬂsﬁcm wdtwiolpk. nucl ei ¢ aci d sequence,
such that uptake of the pol ynucl eotide construct (and
pronnter) into the cell(s) occurs and sufficient

%Vgﬁsf e%ilo{tl Fal'iﬁllgl ek dofif g) uspge of the

t10h Fesy uce an unt” of the
byl é%ﬁ:bﬁé'do&‘e Hetiweek F@s@hﬁﬁ%oéh daerfifiestion @ef@est to the ﬁrst core
prophylactically or therapeutically treat the dise

netwagk tdi meatn ndiwnaheneblylo e spbrenibey identide (BYRE firgm the first
q; ulting expressed polypeptide is transferred
‘mrenﬁ£W8¥ or automatically fromthe initial delivery

SiHeShirst Yo tE Metdbis 4on @ing D AlbrifidatRrSkpeake 50 Pﬁ’éj)éeéo%d core
the diseased site, tissue, organ or system of t

netwaklipektdisg tthel JM&I id the W FRIhis ohowd inrtheyfinsh ao:recnetwork
systen). Expression of the target nucleic acid occurs
naturally or can be induced (as described in greater

det ai lmpe éﬁéﬁ‘@hoﬁu&f? 1Lial 4 Fhe Fl%le ggccﬁf@fi&%sﬁé’twor derives an

polypeptl e 18 sufficient an ective to treat e

addreds sftisefinst @podietwork aksiighesRAE. or tissue syst em The
pol ynucl eoti de construct can include a pronoter
sequence (e.g., CW pronoter sequence) that controls

TR 7 ohn® gl W sME & iy B RRRRRET, 0 coquences

encodi ng at | east one or nore of another pol ypeptide
of the invention, a cytoki n@0-adjuvant, or
co-stinulatory nDIecuIe, or other pol ypeptide of
interest. [274] In each of the in vivo and ex vivo
treat ment nmethods as descri bed above, a conposition
conpri sing an excipient and the pol ypeptide or nucleic
acid of the invention can be adm nistered or
delivered. In one aspect, a conposition conprising a
phar maceutically acceptabl e excipient and a

pol ypepti de or nucleic acid of the invention is
adn1n|stered or dellvered to the subject as descrlbed

o o - Y Y A T "



domai ns. A variety of such nethods are set forth in
"Met hods For Maki ng Character Strings, Pol ynucl eoti des
wé 200l pspt | des Havi ng Desired Characteri sti csPChys2006/027183
Sel i fonov and Stenner filed February 5, 1999 (USSN
60/1 18854) and "Met hods For Making Charact er Strings,
Ay TRt erei raefsm&kpwytj@gt theeidendifispdione spspanse with an error

messa%t gg@? %’;ﬁ tk%gg%’ %ﬁ‘iér%{;%ir.%trfﬁrkef . Sgnet iC

operators are used in genetic algorithnms to change
gbven sequences, e.g., by mmcking genetic events
ch éEhmnnahodnkaennﬁﬁhﬂimrcqnWME@mg.and the like.

ti-di gension n |s to a
et EOFe AP OF AR P Y PR, iU B (L) et o the QUTRU to
obtairf8SCINIREdah@ the ' 375 appllcatlon [311] A d|g|tal
system can al so instruct an oligonucl eotide
et WERZ eendmgsyn I Desispensd witdntled BdSIdes, e.g., used
for gene reconstruction or reconbination, or to order
ol i gonucl eotides fromcomercial sources (e.g., by

inti 0 for 5?%% linking to an
g%der rnto%8§ Eﬁ e%ggﬁye9f§§5?{ " digital system
cthie ﬁt'ﬁocdrﬁchetﬁbanﬂkubatdm@ e idantifivatiointregidrisegwith an error
nucl ei c_acid synthesis (e.g., based upon a sequence or
mossage 1htheRriEMSIidoes natanaisridiet valae gtoreddactis: i core network.
nononmer domain as herein), i.e., an integrated system
of the invention optionally includes an

@.i gormied BREhEE of YIRERES fd@hep Copridingonucl eoti de
dé@theSIS controller. The system can i nclude other

regcoth sorehaetwedu senidingsan édentityoiregueghbetibe SVTRU to
(ﬁmanbﬁ}e@gggﬁra ion performed using a character string

g to a sequence herein, as noted
actaewamtteeﬁ&ifrgmtme BISANBth ES [313] The
follow ng exanple is o ered to 1llustrate, but not to

Iintt t he cIalned i nvention. Exanple 1 [314] This

e descaﬂ? ? sele tlog of nononer domai ns and the
at| of ehed Fr9$%$¥ﬁﬁﬁgnaterials for

[

g e e T

be derived fromany of a variety of human and/ or

non- human sequences For exanple, to produce a

Jdi- ectlte mstberb of d@#mhfwthnrsmrtsmg bi nding for a

SRR LR Gor o 90 SRSy g e

equipiien o idntdg@MBI) tchatkRigsroted@recert ain |igand. The
nucl ei ¢ aci d sequences encodi ng the one or nore

nonomer domai n genecan be obtai ned by PCR

2'%' I ZIL o ﬁf&qecﬁ %@eno W]aealiep%gla%g ge ggc{ltpo até:atmg an attach

type.ollgonucleotldes [316] Most conmonly, these sequences

are then cloned into a cell surface display fornmat
(i.e., bacterial, yeast, or manmmalian (COS) cel
surface display; phage display) for expression and
screening. The reconbi nant sequences are transfected
(transduced or transfornmed) into the appropriate host
cell where they are expressed and di spl ayed on the
cell surface. For exanple, the cells can be stained
with a labeled (e.g., fiuor scently | abel ed), desired
ligand. The stained cells are sorted by flow
cytonetry, and the sel ected nononer domai ns encodi ng
genes are recovered (e.g., by plasmd isolation, PCR

~or expansion and cloning) fromthe positive cells. The

- process of staining and sorting can be repeated
multiple times (e.g., using progressively decreasing
concentrations of the desired ligand until a desired
I evel of enrichment is obtained). Aternatively, any
screenlng or detectlon nethod knomn |n the art that

. 1. i



domai n, adj acent residue positions can be identified

which are likely to be able to cooperate in binding to
w@2@7wers3g arget. Herein, such groups of adj aceP€T/US2006/027183

resi dues are referred to as structural categories. As

[ f
3 cuahbe rieadiof strin 1Bmatateo bas ALiech uPeipdicates an evolved
T W ST R —
(E-UBRRAN)emlg atteghmentt he t heoretical sequence space

allowed by a |ibrary can be significantly reduced,
allowing for better coverage of the theoretical space

by,th h i [ he

P14 PR AR fa PR T e HSgPa R e votved
univef£] ©86HilRlecbRIrhutaBion sySte m@&e&%%aﬁ%ﬁ@%cess network

different targets can be conbined into a single

(E-UERADB el IMBE atieshingerte abl e to bind sinul taneously or
alternatively to the selected targets. In either case,
creating binding sites that occupy only half a donmain
315 owsThHe 'inétlh%d(df%lﬁlhpﬂ] veHerBR S5 n%&%cﬁ BRte ﬁe@saal o] ifeludes at

| arge and woul d have hal f the nunber of noge

least epetafpe DR dsyipre,l m@’EEeaddreks of transaction 1dent1ﬁer (TI) quality of

genj.city ructural O assificatio A-domai n
Semqsgﬁjq%orﬁdlw&qr , acnacket B weeea"wmﬁ]{’%%@q guration.
NO 487) is shown bel ow with high-diversity positions
represented as an X. Positions that belong to either
t & TdPhe Badthodoflcleim 1.fusthdr@omptigiagegories are
designated with a star. Exanple 7 [355] This_exanple
Fea9nd core aekegk fcerlsrmﬁ‘eneras seysiony lapidnmobilityamanagement

h brari es were panned
(SMB@hcr%gtg#n@gngdrrggdrmg@%ﬁng h solid support (e.g.

Nunc I\/IaX| sorp pl ates) or in solution (e.g. Dynal
Streptavidi n Qut put %g pools with (ag t he hi ghest
f FBqueRbg nestthod of of tRne staéeSOf MMhis defiriad s one of

an MEGefRe %sﬂ?ﬁmﬁgﬂf%%g% e MR BRpkednd SMagli iate and

an MBCIBEahaSMLactRUAd td. (I\/axr sorp pI ates or Dynal Beads)
1. Coating Target [357] A. Coating plates: Six

vveIIs/I|brary were directly coated with IL-6 (0.5

yst ?@USI g%d}ggqu}%é vré}qcx)'fgl{rg@n humnﬁ%%fﬁ{ﬁ:hanges
depenﬁl?% oft’ al%ﬁﬂoﬂ%f%? a?d% %’é’d ?{r Leferym of human IL-6,

were pre-coa eptavidin for 1 hr at
roomtenperature with shaking. In addition, one
ne atrve contraol well/library was coated Wit h TBS[ pH

Themetbed ofslaim Afftléﬂl%rcéﬁﬁmslﬂg was conpl et e,

| e u%éctogg ﬁ? %etgvoﬁ(adegeec 91? ﬁg’é*f 2’1 %e?o@;evff tlﬁ the WTRU is not

allow&dak 'aﬁ@uﬂ;ﬁ{g&lreﬁ (RA0akitherebpadto tA@ s8kory Béve network
strept avidin (M 280; Dynal ASA) were incubated with 5

bi otlnyl ated IL-6, in 500 L TBS[pH 7.5]/2 mM Cad 2
aﬂg oAate roomtenﬁsratu e for 1.hr in Eppendorf
t{ibes. eﬁ%@%?lﬂ%m&a P&y %CHE‘W)'W%g streptavi din
vgﬁpmorgq{eg%rmere i ncubated in 500 nL of TBS[ pH

/2 mM CaCl'2 'and rotated at roomtenperature for 1
hr Note t hat Dynal beads V\%re washed at | east tw ce
with TBS [pH 7.5]/2 mM CaC %efore addi ng target, and
beads were coated in bulk. 2. Blocking [359] A
Bl ocki ng Pl ates: Coating solution was renoved and
wel l's were washed one tine with 200 nL/well of TBS[ pH
7.5]/2 mM Cad 2. 250 m/well of 1% BSA (protease-free)
in TBS[pH 7.5]/2 mM Cadl 2 was added and incubated for
1 hr. at roomtenperature with shaking. Alternative
reagents (e.g. casein or mlk) can be used for
bl ocki ng. [360] B. Bl ocking Beads: Coating sol ution
vas rerroved and beads were washed tvvr ce vvrth TBS [pH

r— SN R R N o~ N Y. U | A N7 NS A oy



colum. Resin with 15 colum volunmes (or 15 niL) of 20

mM Tris [pH 7.5], 50 MM NaCl, 1 nM Cad 2 was
weeowritsated. 2 nmL (~ 5 ng) of filtered N NTAP@UUSI00€0R7183

protein was added to resin and protein was allowed to

bind to resin by grawt FIl ow-t hrough into first

cobesendoforemefiwprk pyelved feom ¢hp fiwst eere @ﬂ“ﬁﬂi’ksalléaded

AR e b R RSP A Eoobelired et rd Rl Foquest
messa%@' 8188 seeind Ebrlnet@orZ OvAdbelh the k&ddnb Rlre nabwbid Nedanfigured

_ Cad 2. Once washed, NaCd gradient elution of
to activabe eipackas dstapt«ddcoN&’@P)cmmcbem foatthe WRRYJ andiseddiam attach

accepaigsnge Somai L AbOAIIBBO NI TSERAIE YA REE Context.
to a base of 20 MM Tris [pH 7.5], 1mM Cad 2. Fractions
were collected in 96-well deep-mell pol ypr opyl ene

@at e-'Pherkydteacsficaim 20 whereintheentchreqghestahessage includes an
) ntai ni ng. pr ot were tes y Bradford and
1ntern;§%53wgg&y @ﬂ@ldﬁ%ﬁﬁ {%Bwere tested in binding

ELI SAs and conpetition assays as descri bed above with
the followi ng change. Protein from 500 niL N NTA

28.i f i'Fhe pystpaf efldleins 20 wiNrdiithe Ata6lp heqese naishbb atcludes a
reparations was added to the plate as a twel ve-point

packeg teroparaE mohil @@pbécrsb@rnduen@tw(PfTMSD gnd @ routpE areesidentity
utlon 4 serial,dilutions thereafter with
(RAD E & e"g ﬁ%‘ i’gs%ﬁqrfé}etgﬁm | L- 6 bindi ng mononers &
d| nmers [416] The foll ow ng provides a summary of the

I L- 6 bi nding nononers identified, grouped by squence
Hihol dblye sidteneoialeing 22amhéneds thesegosidreome mebwerkois comigured

to senfl R RIGH o CRBoH e T aHee FebTPERAS obidin @ﬁleager%tmnal

mobil® rsﬁ%F@ﬁEel( ;uﬁelnﬂt}) {}%’[ﬁﬁtﬁ:‘oﬂ e ek X@reaﬁbﬂg ordC hAd st core

si ngl e position. e consensus sequences below I nc
netwogk és tomliigumedds sehd an itleasificatidhaasporzadiotthe rsecdmhtoxeamtwork

mclu%xg [tﬁsf[ﬁéjmqf bgg@ﬁ&gamﬁ% AR G@tzvo'f (S{%&t%oﬁg 20

DCXDNSDEXXC [ AST] XX [AST] Fanily 2 motif (SEQ ID NO
28) : CXXXQFXC [ DN] NGXCVPXXWKCDG [ DE] [DN] DCXD [ DN]
SEXX QNP sfé6eh) oFaliihy 28 wilkdriein (BREQetdAdNedre29twork derives an

CXXXQFQCXSG [W Y ]C [I, V, L
addre@%@ : bv]ﬁém[ls g@hmﬂ%l (S[EQID NO  30)

CXXX [EQ FXCXXGXC [ | |_v] XXXXXCDGX [ DN| DCXDXSDEXX
(XX) C Fanily 5 notif (SEQ ID NO 31) : CX [A P]XE,
@4, FX kstbin oft clh iR XS XERERSih bhe ﬂr&%@&%&ﬁ@if@ﬂﬂ\%xred to
6 notif (SEQ ID NO 32): CXXX [EQ FEXCX (X) SXXC [I
send thx i O fivatfion vespODSYNIEX DX SDEXELXedE ekbtid WTRWds nbt known in

ID NO .33) : CL [AS] X [EQ FXCXNGXCQ P [ KOR
~ thefg\ﬁ&ﬁtﬁ@@ ) DXSD[E(]P) x£<c>c<z[EKq XT [41£3] D]etails

of each IL- 6 b| nding famly follows. Spacing (or
dashes ("-") is only for alignnent purposes. Each line
raor es'Em system cfodibing lZﬁu;shemamm tiee sebomei dcore lﬁah\ivoﬂSEQohﬂgured

Eoertamhe IMSI and the'_%TRU is

b & 0 §'T A
- e

CPSDEFRCRNGRCI PRAVVRCDGVNDCADNSDEEGCTPHT
CPSDEFRCRNGRCI PRAVWRCDGVN DEADCKAHT
CPSDEFRCRNGRCI PRAVVRCDGVNDCADNSDEADCAAPT
CPSDEFRCRNGRCI PRAVVRCDGVNDCGDNSDETNCAPPT
CPSDEFRCRNGRCI PRAVVRCDGVNDCGDSSDET SCSAPASEPPGSL
CPSDEFRCRNGRCI PRAVVRCDGVNDCADNSDENCAGSVPT
CPASEFRCNNGRCI PAQUWRCDGVYNDCGDDSDEASCQAPT
CQANEFTCSSGNCL SPAL L CDGVDDCGDNSDETNCASPAPT
CQANEFTCSSGNCL SPAL L CDGVDDCGDNSDETYCASPAPT
CQANEFTCSSGNCL SPAL L CDGVDDCGDNSDETYCAGPAPT
CELNEFTCSSGNCL SPAL L CDGVDDCGDNSDETNCASPAPT
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ANCAGSVPT
CPPSQFKCSNGRCL PVQL L CDGVPDCPDGSDETGCPPPTCLPSQFQCGSGYC! S
WERMYGDGENDCEDSSDEANCA GSVPT PCT/US2006/027183
CLASQFRCGNGSCL SQTL L CDGVNDCADNSDEVSCPPPTCL PSQFQCGSGYC! S

QRW/CDGENDCEDSSDEANCA GSVPT
CLPSQFQCGSGYCl SORW/CDGENDCEDGSDEESCTGPGHTCL PSQFQUGSGYC

Socer BT RN AR e sprachieroisssafignred

send tHRYB RS IRARGrith an error message if the P-TMSI does not match
AGSVPTCPSSEF KCNN@L PVRW. CDGVNDCL DSSDEASCAART CLPSQFQCG

the vadwy stsefincbeENEEEDSSDEANTE. GSVPT
CHPPSQFRCSNGQCL PL TWRCDGVNDCGDNSDEEDCPERT CL PSQFQCGSGYC
SQRW/CDGENDCEDSSDEANC AGSVPT
GANEFRIS Mﬁ@@vm%@%ﬁﬁ%&gﬁ%m&gumd
CDGENDCEDSSDEANCA “GSVPT
to sen@lRCREHS TIDILRERAYEHDGANINIRD0HpAS ePHT T MSPRAEGSEWITRU is

SORVWCDGE SDEANC AGSVPT
config &@B@%ﬁ@ﬁmf@@%@m CPPHTCL PSQFQOGSGYC

| SQRW/CDGENDCEDSSDEAN CAGSVPT
CPAGQ:TCGSGKCVSGGL L CDGDNDCQDGSDEAGCATRTCLPSQFQCGSGYCI S
et DHANGAMGIYPiherein the WTRU and the second core
DQ:KCGNGNCL PL PVW/CDGDNDCGDNSDEANCPOQHT CLPSQFQCGSGYCI S
netw gargsstpperormEnrhentication procedure.
CAPSQFRCESGQCL PANVWRCDGENDCQDGSDESPAI CEGTAPTCLPSQFQCGSG
YCl SQRW/CDGENDCEDSSDE ANCAGSVPT
GRENQFTK R et d LAV \EIaa BPGRRRR B ALK ARRT BP0 @¥ebrd core
CDGENDCEDSSDEANCA GSVPT
netwogkSSEFFOHGSRA . PtioDaDANGEbBSEEINEE AncPilel sesdpmeasddentity

(IME %w S AREE BT 3&%&%&%&%@&@%

I SQ?V\X/CDGENDCEDSSDEAN CAGSVPT

CRADEFRCSSGHCI PAPWGCDGVYNDCEDGSDEAGCPART CLPSQFQCGSGYCI S

G CIBENEGEERSHANGA 2GS RTein the attach request indicating an attach

CAANEFRCRSTNTCl PQOW.CDGVNDCQDDSDEKSCRTPAPTCLPSQFQCGSGY
type. C| SORVWCDGENDCEDSSDEA: NCAGSVPT

CAPSQFPCSSNDI CVPRRWRCDGVDDCGDSSDEASCGT SVRT CLPSQFQCGSGY

Cl SQRWCDGENDCEDSSDEA NCAGSVPT

QR DGR PO Y GRGINPERGS A Xt EEH OHRSIdcaiseWd &rolved

. QRVWCDGENDCEDSSDEANCA GSVPT
univexseprrobRetriscompanmce oy rtensSBE IRO temeeir rd opdivaaoye wtwork
SS

| CEDSSDEANCA GSVPT
(E'U@@g AR CDGVDDCQDGSDETDCPTRTCLPSQFQOGSGYC! S
QRVWCDGENDCEDSSDEANCA GSVPT

CRSNEFTCSSGSCXPLAV\X/CDGV NDCL DDSDEAGCPAPTCLPSQFQCGSGYCI S
ciliE\srressofdARon diswherein the attach type 1ndlcates an evolved

umveqsgga@ggg%gﬂ B P RS RS GBI P RS G ork

(B-U NGRCL RREMW(EREVDDCGDGSDESPL CESAAHT CL PSQFQCGSGY
d's CDGENDCEDSSDEA
NCAGSVPTCVPSQFQCRNNG €I PONWHCDGVPDCEDSSDEESCGTTVHTCLPS
QFQCGSGYCl SORW/CDGENDCEDSSDEA NCAGSVPT
CL PSEFPCDSGQCL PLAW.CDGVDDCRDSSDESL EI CPKHTCLPSQFQCGSGYC
| SQRW/CDGENDCEDSSDEAN CAGSVPT
CPPGEFKCNSGNCVSPTWECDGVDDCGDDSDEASAI CEAPEHTCL PSQFQCGSG
YCl SQRWCDGENDCEDSSDE ANCAGSYPT
CPPGQFPCSNGRCVPQRL RCDGDPDCEBRKSDEAGCATPEPTCL PSQFQCGSGYC
| SQRW/CDGENDCEDSSDEAN CAGSVPT
CVANEFRCGNGHCVPL AW.CDGVPDCVDDSDETSCQARTCL PSQFQCGSGYC S
QRW/CDGENDCEDSSDEANCA GSVPA
CQPGEFRCRNGRCL PLAW.CDGVDDCVDGSDETNCAARTCL PSQFQCGSGYCl P
QRW/CDGENDCEDSSDEANCA GSVPT
CGASEFRCDSGHCI SPDWRCDGDNDCVDGSDEKSCEQRTCL PSQFQCGSGYCFS
QRW/CDGENDCEDGSDEANCA GSVPT
CRADEF TCNNGRCVPQTWCDGDPDCEDSSDEKGCTASVHT CL PSQFQCGSGYX
| SXXXVCXXENDCEDSSDEAN CAGSVPT
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attachnment and registration in accordance with the

present invention. A WIRU 1002 initiates the attach
w@e@cedwse 1000 by the transm ssion of an att apdil/us2006/027183

request nmessage to a new CN, (i.e., evolved CN), 1006

(step 4022). The, attach request. nessage i ncl udes an
| %I (bre pystRm} 0 %lma%‘)d? ek %1,19 %?Fagﬁta&E‘PPttlyﬁ%?ag@rmdudes at

e 14 g 5 R ) s TR 0] Wt o
servider(QmSD,’head%\brio@ityﬁamkeﬂ 6l idshtifienbndPDP dodigirRkion.

1002 (step 1024). The new CN 1006 sends an
identification request nmessage to the old SGSN 1008

40 200 B A R P e
to coétrbéle al iskssion OM@] mbBAItY ehararddi8 (SMRVIK Sconliéxt for session

P-TMSlI agai nst record and sends an identification
managegeoh§s bility menagimend 6MM) fay+hedF¥TRI030) .
If the WIRU 1002 is known in the old SGSN 1008, the
ol d SGSN 1008 responds with the identification
r$6.PONBRe BRSBADSE dlich 38 viderentea kbRl of 3HE BYIM isHehPRd as one of
triplets or authentication quintets. If the WIRU 1002
an MMsdetathdchand SM-ihhetive staf63 MM onnetted sl iSM-3didre state and
[ nohﬁtch. the value stored in the old SGSN 1008,
an Mridle pg eEH®sStE ponds with an appropriate error
cause in the identification response nessage at step
1030. If the WIRU 1002 is unknown in the old SGSN
1308, The sypebenChf daGn Fewieren drDSMMUstate 6f thelTWIERE changes
IMSI) tothe WIRY_1002 (steps 1032, 1034). The WRU
depenglang op adlpcatiop @ FDRiaddress topheeWdHide i ncl udi ng t he
| MSI of the WIRU 1002 (step 1036). [0046] If
noMvcont ext for the WIRU 1002 exi sts anywhere in the
"g8.Wor'khe aystat dlhing 20 wherdi® €86l Bé®nidScope e bRediddonfigured
.the WIRU 1002, the new CN 1006 and an_HLR 1014 (step_ )
to rejerd 3By atRgbawquasivoid dha WITREbis nefuallawerhin aroutiBg area (RA) with
hecki n rocedure may optionally be perforned by the
resPe‘?Mﬂ%f(?%ﬁ‘?”?ﬁ%"%%@@&OOﬁ and an EIR 1010 (step
1040). [0047] If the new CN nunber has changed since
the last systemattach, or if it is the very first
al9.achA stlade mmachihel 006 sgsdimne sandhaenobiRty Oddnagement (SMM),
sendi ng anupdate | ocati on nessage tothe HLR 1014 (step
comprigRgdy . The update | ocation nessage includes a CN
, ) nlgNEadd: ke -
TPl RSl (NG Ao Br Berd L i ognt (510
inactiseBtistedndivatizlg & WARIDis detashed ahdrRDPdongettie ndvBlctivated;

cancel | ati on efg{ype to the old SGSN 1008 (steps_ 1044,
Ry IM-copaest o08 Ve siateindisgEna eV Rl inettached and

I s 0, The, H.R 10 sen an insert
PDP (g8t Rhehivaiid bl b SH coniEpithits £ puiiies oA
St AEM-11e Gthdl 8M-activBDEtaty REdicatinPtIRIWERY) idattNed, PDP
S, visiting public |and nobile network (VPLWN)
contex] isqbiatesd anddheiSdd)connectien irevelenseth06 (step 1050).
[ 0049] The new CN 1006 checks if the WIRU 1002 i s not
allowed in the new RA (step 1052). If due toregional
subscription restrictions or access restrictions the
WRU 1002 is not allowed to attach in the RA, the new
CN 1006 rejects the attach_%gguest with an appropriate
cause, and may return an inSért subscriber data ACK
(including the IMsl, CN area restricted nessage) to
the HLR 1014 (steps 1054). If the subscription
checking fails for other reasons, the new CN 1006 al so
rejects the attach request with an appropriate cause
and returns an insert subscriber data ACK (including
the I M5l and cause) to the HLR 1014. If all checks are
successful, the new CN 1006 constructs an SWMM cont ext
for the WIRU 1002 and returns an insert subscriber
data ACK (including the IMsl, a PDP type, a PDP
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