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atons being preferred in the present invention. A
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fewer carbon atons. The term "heteroal kyl," by itself

or in conbination with anothe? term means, unless

ot herwi se stated, a stable straight or branched chai n,

or cyclic hydrocarbon radi cal, or conbinations

t hereof, consisting of the stated nunmber of carbon
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forth above. used herein, the term"acyl
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FIWEW? icORIEMRE tP sGapee ACSAEIIBETK P! perfgya the functions for inter-system
Qﬁﬁe&ocycloalkyl , by thensel ves or in conbination
ot her terns, represent, unless otherw se stated,
cyclic versions of substituted or unsubstituted
"al kyl" and substituted or unsubstituted
"heteroal kyl", respectively. Additionally, for
het erocycl oal kyl , a heteroat om can occupy the position
at which the heterocycle is attached to the renai nder
of the nol ecul e. Exanpl es of cycloal kyl include, but
are not limted to, cyclopentyl, cycl ohexyl,
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hal ogens, substituted or unsubstituted al kyl, al koxy
or thioal koxy groups, or arylalkyl groups. Wen a

w@eovpoedTds of the invention includes nore than PCEUR008/054444

group, for exanple, each of the R groups is
i ndependently selected as arebeach R, R', R" and R'"
groups when nore than one of these groups is present.
Wen R and R' are attached to the same nitrogen atom
{0291 carFlbe 10 ahtitnated avhlodk diagram off pgEmmanigatianosystsrmerzhanced to
red ring. For exanmple, - NRR' is
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DF@Od the |ike). S|n1lar to the
substltuents described for the al kyl radical, the aryl
substituents and heteroaryl substltuents are generally
referred to as "aryl substituents” and "heteroaryl

bstit ts," d and
Sel'ected from Tor eREmbioiFsGERB" 0. -nm
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6pde eRyivisiag M@FlﬁleRACCRBS)/ Righarperd  Pagket phegesy apriants (e.g.,
angﬁﬁﬂﬁ‘gf%ﬁ ﬁ}}(fﬁvoﬁi&tﬁ D {amlg ﬁm&@n 'Ulg Lﬁ)éf% %%ro'a}{tand (UMB),
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each gf oups wherm nore than one

sym gangabs vwhsn plneeﬁélmcepﬁm (BX)tdapalalityl is holts tnstdaetm(mtmde the

REBhar g 68 ‘REBr et Wik XSS 1y ot | ftbef Hansidonine

bekeh & wlrefes®will ERRa) nétwidrk I&WWIA@J YWtoTa alilelbbsafoRal area network
i ndependently -NR-, -0-, - - or a single bond, and

QWMI‘é)nmiamaé@eéntag@f)usiy bnmedit cfrosn smlql@nm& qp@rqtlontqmtwf Rx chains.

Pg)flrenrlzo g tolfl%%} %Rgrqn%l% OWFE eirns tgi)ﬁraegtgr a?({c\c[l§t 1“90rn the network,

Fehsling mﬁurslﬁleﬁthﬁarﬁmémﬁ and /ﬂ\eﬂcﬂﬂlg)uﬁstﬁctlomhe%bﬁbﬁ UE-driven

and B are |ndependentl -CRR -, -0, -NR-, -

repetne, mingmeges -latcngesy) poglp oshagisyrE %%mhes sactwarl only if
t r..of 0

FRHRLSESAlLEorTr b, G800k SSBLOBL & AR Sl e

gy st bicasubamneht idfotrastivai, i frekyssatyyor alditibeal sfﬂ);setnciase nts

nt atons of the aryl. or heteroaryl
E@PSﬁnm iy ARGSIRUE W it el paf Rhericsdp thpdraviies. In the
FRlNh@ d@&%?tl))n StofpuRsK of @xplaﬁ‘ﬁ%’he n8m@fdls dpdlific details are set

I ndependent I'y inteders of from0 to 3, and X 1s -
{0xR m, ord@-to preyid) a, thei®(1g) 2aderstandi®g Of oRNRF mord h@ects It may be
substituents R. and R" are
ﬁgﬁe QERYTy Hhag ot o By SRRy PBhLR el oYt s specific
uaﬁiudostlhtdth&dm@@ac& weBlikdhvn Asucased ah@rRiites e sARiiMin block
" di phosphat e" includes but is not limted to an ester
fag@ﬁoﬁq@nﬂdn ioedeadd Ehedisate drveribietthkscphisphat e groups.
The term "tri phosphate” includes but is not limted to
an ester of phosphoric acid containing three phosphate
groups. For exanple, particular drugs having a
dlphosphate or a trlphosphate |nclude Trlphosphate As
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conmpounds of the present invention may exist in

multiple crystalline or anorphous forns. In general,
wa@bdospbsrsi cal fornms are equival ent for the useBCT/US2008/054444

contenpl ated by the present |nvent|on and are intended

to be within the scope of the7present invention.

Certain conpounds of the present invention possess

asynmetric carbon atons (optical centers) or double

B¥3dh;  tAeuscddethas ewlicdions thertewme icompgeant agduleS ofsgytem”, and

nd .. nd|V|d sonmer re enco in t
BB, et BT Rr Jhne TERTPIRRR B S GRS uravare, o
QdSrﬁBlQElﬁoﬂ RV Erd0ie By 3bBRaCORbAWArelaldftvddre in execution. For
proportions of atom ¢ |sotopes at. one or. nore of the
SXGRECE hEPMPORAY iPalt BC.sIEHS dwidenifrdsto IIRg.ex AFSICEs TynpEg on a
?%? gggﬂlsprggéé%& %I{ ?@e@é?(gr%}%%%ta%mé Qt&%}géz gg&é%c\ﬁﬁ%n a eprfgyoarn ora
¢cddputyr. dBy oay bbilkuldat{chd Bdth ahldpplicioa pummw@om ak¢roasandfthe server

t he conpounds of the present invention gther
FAHPORELTRYICEE (Bt OF WPES GOMRoReRIs May rpudeiEBRFaRgess or thread of
Wi dohtidh Live a%%ﬂ@%n&ft thfiEbd! [o%ﬁﬁigd SDYRNERPuter BEdik@bTled between
"attaching noiety" or "noiety for attaching a
vmmgempngmgmmups refers to a noiety which allows for

e o P b U G e S bt

fRtankd, MBrtipbdt@fon. a'P}&W as @é’ﬂd’l‘%k Eﬁ'd’es&{’ﬂeﬂ %ftﬁrb@@%@lnﬁﬂiry” is not
carboxyalky hyd roxya yl - mal ei m de,

at%ysanhhgmdqmstM@ls rpmﬁ:lm@i ormilvqutégdwls e other aspects or designs.
) e|n1de and. _pol y(et hyl.ene
B80! ) TRy BIRST uRenRAOE ER iy hecimnlggensed as « method.
hppaidiey, su Qﬁﬁdlé wfeghandfaerutd Rk Stamdaad S}ﬁoﬁmﬁﬁmhﬁl €or engineering
attachlgg noi ety be actually appended to the targeting
tebyguesa® pdach epfdvare, finawars hardwadGi ofgayr seipbinaiens thereof to
por f t ed e

tc&ggotl ] g i éedrﬁ%hté; ;[(gac ?egfrllén@_r e pig%l%kqﬂa%% Ys. Saly" 'i"l[ié) %ﬁltﬂ article of
mahefac@et"t(or hlesredtivelyn Cd:ojdlaﬁervytroglenapnbdmw asusah Heraimyis intended

antigen binding fragnent (i.e %ntlgen bi ndi ng

B CEFERPAPS G CATAYF PEYAIASsAGCRw DT rOWHYamm%?fyreadable device,

E(ﬁ'{q@f S'ort Re&iall ¥GO Qia‘?ﬁlﬂé n &915[951‘ faBgh18tmd £2hn ﬂ{@u&ke @Mﬁ’ are not
¢hai ns and two chai ns I nter-connected by

drmstndfto dnagm@n@lstorage @wcant(e ge rhabd dasknf§opyr tlissnmagnetic strips...),

BREHER Tks (2 et S Q. e omele g BBV oo e ards, and

Feg ARmoMN8eN8&VY. £ N@ird s‘ﬁ@ﬁﬁt ﬁﬁﬁltfoﬁgﬂl}pﬁ ghgulqoamﬁ fpi&qated that a
of three domains, CHI d CH3, and may
Wleﬁwav%canglammlomqot@aca@ry @pmummea@bte@@troaac@m peghtas those
Hﬁ%m traﬁsr%& %?ﬂ reﬁelwngcetl)er%:grh}élﬁfmhg QP/ %ra{c elsﬁl%gl work such as the
chi@indt 60RSIoRHI afed MedRotksS (ICANPY | Gﬁd:oﬁlfse Oﬂfbsémﬁﬂleﬂ inChe art will
whi ch may be of the kappa or |anbda i sotype. The VH

ErsagvEe gy onedidispfis Pey brapadeyidthys gerfiguiation, wifhefsdeparting
gfonﬂ}%’@éo‘b%r o chécflé/segl d conpl ementarity

etermning regions , interspersed with regions
{0080] ar evariue aspetsemviede frevented ifirtemmsnof kystegi tas rnay include a

DGO O FH S o Ker i AU D gnactatood and appreciated
E%.[Z BRYr08S Elésnllr\s)géﬂﬁs ﬂnQ% Mbigulqcffoeldldﬁ%ggc&ﬁﬁb%%nts Fﬁbdul@%o r may not

The vari abl e regions of
hebndg adinof the ghinpoiaits Snaﬂcutﬁtsaetn disoigsdd mgcmmmmcm withtthe figures.
i\nteracts Wi ant i ﬁ%fons nt i ons

f the
Antamypzton ?F;’g?e%%ﬁpg?aé? £, may. arrous a(s)pec];[s isclosed

h&rnQa el fofimd Po ISt ritdlRVRSs ﬁl"chfdﬁfgt &w&,es tHae Ltk Wuch screen
various cells of the immune system (e.g., effector

cells) and the first conponent (ClQ) of the cl assica
conplenent system The terns "anti body fragnent" or
"anti gen- bi ndi ng portion of an antibody (or sinply
antlbody portlon ) as. used hereln refers to one or
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can be inserted into a human franmework using nethods
known in the art (see e.g., US. Patent No. 5,225,539

wao o009¥ien7ey , and U. S. Patent Nos. 5,530, 101; 5, pGBEUSB0S/054444
5,693, 762 and 6, 180,370 to Queen et al). In another
preferred enbodi ment, the ant8body is a human
anti body. Such human anti bodi es can be generated by
i mruni zi ng transgeni ¢ or transchronosonic nmce in

vljsplenttmnelnébg enmsmleeybnmdnwm witarfaces. gléxesplesaafesuch devices

n, i nactivat nd exogenous hu i mrunogl obul.i.n .
D RS RO o5 RGO R R e PRSRARD Uiy pysistans
@DA@?@tﬁi &hé&r sledtkodic BBtRPbothGsiredand4brd&B; 5, 569, 825;
5,625, 126; 5,633,425; 5,789,650; 5,877,397; 5,661, 016;

0838}, 31[&:fet51,n§71141112]9§9t0 Bl 15in/oi2, 4R&t, sabvireless doﬂﬁhnﬁtlgptlon system

d ay; S. Pat 939, 598; 6, 075,
tﬁ 55y gata g Eﬁgﬂmgrﬂr fég@tcé% ?@%@Y{CGHWHB nrrgbs@rﬂ%& handover
@f usé?%uﬁ’a%n?légbb QQtBe@\Qem Q@344 8o taRcdss rHe@@otﬁ%R@h‘Jﬁ 14 and a
Human anti bodi es” can al so be prepared using phage
deighbaingniA Nokfs Iﬁlqrarts@ﬂieeﬂtersgutccwr ldscither tpquests over a network

RS oS BReREhree: BEGCA i TRe R er® 43 heighboring
RIGE 18. JExarkblSs o?ash@mtpat\i@r%te@alﬂaﬁdégﬁbm@t&@%&%nd&fw between

5,571,698 to Ladner et al; U S. Patent Nos. 5,427,908
difterent sebo 2eqess techolegicefinter-RAT)SUCAs sptteRgEpe, center frequency,

%at ei{lel %&ur@g g{%g 17%%%1%3 6a gE%%QfJ% t(%qri 2;3413 pt%ﬂt%t or to at least

provisfon3 Uik UB, 13838r &bﬁ:h&i{gdfoﬁ aﬁ&Bet%@teﬁﬂfoG&dnﬁfebﬁidﬁﬁ 'Eﬁe source RAN
al.). "Solid sup " as used herein_refers

r%ua Pisandst # deas §ns %@tlalﬁtq grabe  hawd-af) aégqrrthla ?é‘etOé ¢hee|E 12 to
?)QdCYl%n t'%ﬁd’ aﬁ%&%moﬂ éﬂ’[dv&‘;sqh? thrpeeRA?\?pﬁ! toyd &%%69&1%9% under which

ecli |tat|on) Froma se ecte sol vent
ﬁy:slﬂ B |shlouMh s@eﬂ{ a Handeveg o0 Thbl abgorBni2d can pgftact datal srafﬁd load on the

resent nventi.qgn n inclyde grou
? g%é} g‘i:fq %/Vé)tlia Itﬁes%od‘pat‘t“% a&ongﬁ‘t %&f‘? Htrﬂﬁ‘tealg‘ios sing loads
&ﬁ'tﬁ&t@ﬁ spegi gRlt %d‘ﬁ@rn%%’l@&’suﬁr&n&ﬁ%pﬁhﬁéj SHRRM dnts /Ehat would
solid support can al so be a substrate, for exanple,

othicpyisevdfcercqomredvgbt thombarcalRAN afh fondéteindngl whar anltlﬂneover is
than one conpound, of the invention i s bound.
ﬁg.‘??Ve functional group," as used herein refers to
r oups |nclud|ng but not |limted to, olefin
ﬁl@é@ rieaferrigg de 'ﬁbq&s ub RRHBerRSpest, Weqognm@%qu@g system 110 includes
Qt?lebglgéd L dely %ébllek"%lgéb‘?ﬁmuﬁt@{tt% }})sf‘en?EI'JQISFS) e R6fial Radio
cyanat es, I|socyanates anat es,
mmsthmwaﬂa(EeSJTRiﬁtiNh éi;Z tiy dn@zparetss ahyrdtea—zyrmﬁﬂ handover system
di azo, .di azoni um ni |tr|I

ﬁ‘ﬂ%%{egﬁé lagtrﬂnﬁre,@g ACCRSY BF'EWO&]QIQ&A@% edie%s an evolved base node
Eéﬂtldd%'ﬁ)sl 1654k 0N F e@ﬁblﬁént @}]El)fd'eWCG 1381 Q%oth%{;ﬁ{ Ainge eNode B 120

al s,” anhydrides, sulfates, sulfenic acid
Fasomiuitiilé esputamiutiphe outruti @E3]O0) rr:pdmnmsc;atlnnst nomepicted as being

DR PR R e ovel R s AT B2 B4 G Fesd s agipg pytaf range of

emradEvites,1gynam nes, ureas, pseudoureas,
senmi car bazi des, carbodiim des, carbamates, innes,

H048ks, HeeNwkgbuids 12(&28?«@%@%@%%“ Rprestiiial Redip Access (E-
fjﬁlﬁ)A llgIS e%‘fd eovn%rofl %B&%E é bl %tgéjo[f %et%m?a%onp ‘t:owuaqgs the UE 118.
0S use 0 prepare 8
Fh&ychr pargwas Icﬂtn[ﬁﬂ&ote}@l@ 63rd IGnetatibgl @Srtﬁéishlp IPeojbdtk Packet Data
see, for exanp Her manson, Bl OCONJUGAT TECHN QUES,
eatr‘éar@ep?@é%col sBFrC@)e@%ho 1lode pontralt Hefs): traectrr@parcess control
0 r KRQWR 1 £ N e

B e ERSichE IRt @4E8). DT ARG BT I0" 1802 122 are
particul ar purpose is within the ability of one of

skill in the art {see, for exanple, Sandler and Karo,

eds. ORGANI C FUNCTI ONAL CGROUPPREPARATI ONS, Academ c

Press, San Diego, 1989). The reactive functiona

groups may be protected or unprotected The conpounds
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The linkers also serve to stabilize the therapeutic
agent or marker agai nst degradation while in
werwsabzys on. This feature provides a signifi cBE/US2008/054444
benefit since such stabilization results in prolonging
the circulation half-l1ife of Phe attached agent or
mar ker. The linker also serves to attenuate the
activity of the attached agent or marker so that the
oercoyetiedivsithr edcht dtherl iy beangel XBiihterfage €IX25UI Hid @vode Bs 116,

02t TR 1085 Ty AL g o

Phecamaiié), encte Spbci€iodljyu gRhespility handeedbhlr ent@fest B&ving gateways
| i nker serves to inprove the t er%%eutlc i ndex of the

BYAHI/S-GWe 1S0aBPP iconirstegr Gupslatr packelerdivant 3¢ el et 2l interface
| h
%algjé)n h@grm%lge@grﬁﬁéprewgn%t l*/lﬁfr;ﬁasié bde\p’el % ?fé?gr?(y&ﬁ&de Bs 116,

y enzynes rese
bP@dd2or non-target tissue and are further selected to
Lim¢t tr nspor of the agent or mark I.nt he cel | s.
10415t apt ezN?f{? 1By éb?;sl@erl%é hpgfs tSlileoEOier gl&]ﬁfl?laﬁq rggio resource
hﬁﬁa QJdlméﬁ?e'} %lgrdTm)fa(ﬁl) S&in‘%gﬁoﬁ ncorﬁ'ﬁgy' g(lnﬂlgctlon mobility
ot he yS|ca characteristics of e agent or narker.

Foreradt alyndmei n@oga:tlou pofraysoak®s ion';iﬂiwentlbteh aggmik end downlink

r's bi duri.n orage.in either )
Fehe g b Rt SOmBIiP D o S EFon st Ghte g selection of an
sinabiak A aﬁﬁtc&h@rﬁ?rduﬁng‘ Sehidék plade h@RbWhras s@vinBehaRaYt idheduling
agent or marker if it serves to pr otect the agent or
awd Kansthispian ddgpagieg inenssaske fotiginnted fisymsther Yfschefling and
%‘gl?ntl scfornnalflﬁ)roadlcn tr}llﬂ%a 0 ki% OOd aj 3?19‘6(: f<Plre 11(1) yr2 }a nlgration for
resur te thah 208, “hrefeshiy 185 s Rhane £8%6¢

ﬁﬁbﬂupaﬁiﬁm@@MM@Jess than 5% and even nmore preferably
Iess than 2%3H§Ieavage of the %ent or marker by the

hesis thsdoheniag fBndioas-ufgetbutipg ofpiging messages to

S tih N T, 0 I
B e T, SRS b, e
[AacrlmecmkeaE{z(}lutlmh(SAEWmtdr onntmij apbalﬂgmnrinmtegﬂ@q)rbﬂaamn of Non-

used f the treat t of diseas speci al
ggimé SHaBy @3&%@?% T@S@equgc‘gﬁway hows e Witz functions
{e'n'ﬂﬁ{%ﬁ%n de @Cﬁlhﬁ’ee et %rnga%'ir%’ﬂegﬁng Qhd %R@[ﬁﬁ% Sf gt}ﬁﬁne for support

di splay a high eci f action,
DﬁMEan@ylband an i mproved stability in blood relative
prodrugs of simlar structure. The |inkers of the

H}Oéébnt Tnnkilént 3, on methadelagy %@dfqaremtqrﬁymty lkﬁéldmfée degins with a

g%uﬁ?eu\éb% é %o}ﬁﬁ u@ﬁ&l{%ﬁﬁﬂg&ﬂi&%ﬁlg \,115213 %Q&SC}% CfOf handover to a

aciphedringadyyteaf (bockal(029t Yhefsogrce lNIﬁieBStraﬂﬁﬁﬁts QlfelghbSr hst (NL) to a
chain that will cleave in vivo in the blo

Uir Galogk a0a ThiseNbhiansIesife thiie ad RAITalor viach gftafe.g. GSM,
t t [
SICPADS ASALE, LIE /B, OUEL WINMRS ohE) I, B’ GRREY system
tHaralyndiht rafermgentisme dfffaemmlkeewserascmrusaaid.lbachctarfget ror other system
rogru anaIOﬁs of therapﬁuﬁlc agent d
RECHISSETRafipm FQr fnstange,die 4ttcp canyng s°t° 06 Cé?&%ﬁ{l peeugo noise

2 pstrich gceﬁwt AsanS@tesARIE thabfler oA aRo SR center frequency
support. i nkers may be |ncorporated into

pblﬁ”pttembng Iqade fon SV GBS AAES Y. o Tl tnsofissidmecan be unicast in some

i nvent nore sel f-i tiv ker aroups
PR BBebia iyl RFaRibe el BNy Py e Bt to o
bosulit@maating AgeRdoved lIgsAthin KRS @n@hhiEedBym dhSQubR NodeB to
descrlbed as sgacer groups and contain at |east two

theadEi neblpekh 06-odalsogeongiancesy biogdgapy of HieeNErdenc il sufficient to
[ f r I

Intbn I%sgt t)é)/gn? ea% Eﬁ ? E@?%ﬁ thﬁgP&OH%'?go&&ngd ﬁpﬁ@ KR! In other

cytotoxin, while the other chen1ca| functlonallty of

the spacer group is used to bond to a chenica

functionality of the targeting agent or the cl eaveabl e

Iinker Exanples of chen1ca| functlonalltles of ~spacer

o e




nodi fies the hydrolysis rate, as described above. L2
represents a self-imolative linker(s). In addition, m
WO 2008/103745 2, 3, 4, 5, or 6; and o and p are  PCT/US2008/054444
i ndependently O or 1. AAl represents a natural am no
acid or unnatural a-anmino aci? In the linkers of the
i nvention of the above Fornmula 1, AAl is linked, at
its amno termnus, either directly to L4 or, when L4
itgtaab@e tite, algomtbot ilnjtiaﬂlg diﬁ@tes(aolgﬁ‘@mp/c(riter@ necegsary as a prerequisite
etin [ ect abl e ted r i

Einaleh 3Bk S8 ERSeLerCThuonl &R fERL o Evio)
ﬁfe@&iﬂéd frbfh @BGbieE NydBdi Mﬁhatnte'[bﬁoﬁ INjdadadie the algorithm dictates
conprising the linker conprises a structure of the

ng updenwhighUE (eapstpaipgravey. H Wo (2) In this
enbodinent, L4 is a noiety that preferably inparts
{(0ddpas eEhes blEsbiypidally lmvedmfﬁeialsteslpamg gnegatdsoto perform required

roperties, or nodi s the drolysis rate,

SR its ad B soes Nod2a Bf qutitoge § ATt ytivel G nierlaces (DRX
B&t’té@‘ﬁd)yfopbt&?%ﬁﬁ@tﬁ%e@ﬂk@&n&r for e%@t'i RONYh t&H@%lb@l@@bS) Once a
group, and either the ani ne of forms an am d
vlﬁttattnlaatpmwla armdeélm’c ey E shairid tmbarte Iseagehaﬁqm apdthey Scynstetrhle block 210

gehg h& ¥8%§P$ (L)t?] aF°S qsﬁaﬁ&amﬁpgg Bg V%ﬁ) haﬁapeg da%nattlgorlthm/search

tndapendentthoh Be %ndoveAéﬂgoﬁeM Bs&bbRed@td@dtétnihe Wfﬂ:ﬂh@r handover
acid or unnatural a-amno acid. In this enbodi nent

issWaisader (t(lq>Cke2l2)m I@ndht Yk f?ﬁugeéhewétanfi@mt(bl@yk 2tﬁb Which the

I@EEE&B? h t |
ﬁgu a unc Cliécg%ta -55 (I? r%%%?% %l %hi 1?6 ggﬁg‘fséance’ the
hflndbomahlgnmﬂhm tdmiden gh‘t @@ﬁtfh NOdéMfsmoﬁlﬁblﬁh)eHarﬁaber in order to

noi eties jnto normal |y stabhl i part at enol ecul e,
palpRcss| Oﬁ‘ﬂménelgtthes HICas W HRey 18 é%FF c"gﬁt Aroiegdps mpgnpe made to

ﬁltélﬁ'ceﬁﬁetcﬂt) ﬁrﬂ t‘ﬁfs%%r Mulmngeas%ﬁ élg on granting.

eavage; ow ng said enzymatl ccC eavag )

W‘Eta” °t“'§lJC¥e uS B BB O FRodShe 300 Hhepemgpnications

BEinRth @ -aclile RFC 90T ARGea Bolilde tNRIeBr FEENRL ddp[t\t&mHaB Bulminate in a
the self-inmol ative spacer is covalently I[inked at one

btmdower erdidargst NedeBd0ho ladilerkad, dheiSeweaNadeBy304 broadeasts a
Sl PR Sy Bl BODCISIBT Sl P ATGEIE T R s BERTAKHE apg in active
phas. lmi"Cl&t @@:aﬁlﬁimatﬁt zhndiq‘r’@portﬁlg pﬁaﬁteteﬁspﬁg&leaSIB can be dynarmcally
cova nt I nk _toget her. the am no aci AAl and
iby élt/ewth% %tg 3 S%ﬁego%ﬁli)éﬁﬁ@%%‘hﬁ fhe @?a&sﬁ% control
h
?12:‘?138% BICAPIPREE (ARG, Grdh nbliS & WEM B iRitons. In
block 3ﬂﬁ,r‘(1}etUFe A0y retradts tH&d\Ib cand seaJvlala@ot'lﬂyn Iftomd tha:gSIma order to
a acer and t o thereb

id AAl
FENEE W ea%ﬁ?atghlae o SRAF PR h%eteﬂtt&ttt%w i Suffice to

miiae 'tﬁeeseal%ﬁc tFo? RZMRE] e SbERY AURICBI 3@)4trﬁé§}"refﬁé’iﬂ from broadcasting
activate the self-inmolating character of" the spacer

PNt ynta hehding ednditens pomiugh duist is Idesamdge kobvvtwieclbblﬁd 302 could

coval ent | i ng t i ety

%}ng{;g/w1¢1yta{ge g% eé%eﬁlvre b égo starte a]g le u%ul%f %equlre a further
pOAFNBE OGRCAL kyccaGtiskal QfdMthTiien 36 §ourd6TbRB Y@ has dropped
| i nker L2 may be any self-immol ative group. Preferably
EQ0W§”§“§HH@ﬁ$h®ﬂed al kyl , unsubstituted al kyl,

substituted heteroal kyl unsubst i t ut ed heteroalkyl,

apst ilnubleck B2 e lmcsgmb aabtiydes thetdIE i 300t exh request discontinuous
het er oc al k substituted or stituted aryl,
BeeRtifs %f?c't?g gf&%l o frSamERda Syehioe bﬁwﬁrgeb*f/éteym@ however
l%aéhbhl‘atﬂeadpbi/ec%&f ®ith ek l§e‘%1'eﬁf btnﬁ’{@ ?etsbﬁ/tedlﬂ’c%ﬁf‘er thht JEBYChRE for the
represented by the Fornula 3: The aromatic ring o

t he am nobenzyl group may be substltuted with one or

nore "K' groups. A "K' group is a substituent on the
aromatic ring that replaces a hydrogen ot herw se

attached to one of the four non substltuted carbons

1. i - o a1 o



or ethyl. In sone enbodinents, wis 0. In sone

enbodi ments, L2 includes The Spacer Group L The spacer
W@e@apoiz4i s characterized in that it conpri sesP@EI/US2008/054444

primary or secondary am ne or a carboxyl functiona

group, and either the anmine ofl the L3 group forns an

am de bond with a pendant carboxyl functional group of

D or the carboxyl of L3 forms an am debond with a

péiad aysteramage nbluregiro sach grrcwlr:%bf D regponseninbblogle3dé+ thg source

No0f o SPE R AT sl B RGP iR S epgengr or @ flow

béthposadkydsed Dleﬁf)z!tttdﬂﬁ etth& inW15¢K314, thet @Bredfdtlding message is sent

substituted or unsubstituted heteroar I or

fapsthictSouey Wedakhdthia rheu‘eTEeﬁOHetIért@c&%%éww targgf system search
i p
DAY 5F SRR Thlhicy B ROTBNLACRAARANTY G5 Rgmerr

anv M, pesigoo Ugcadivn, DEoInergitoupl. mdosukdnarits, rege. B X aﬁ‘rthleelstt@f a DRX
structures that can serve as an.-L3- acer include
PHETR &1 £13licAg Igtbf%t%geghe (R Pe beging S%ﬁrﬁ%?%é‘r taggef éﬁtf‘é%rceﬂ for
fv@ S and NR23, and where R23 is a nenber sel ected
fromH substituted or unsubstituted alkyl,

BT L e 3 DRt SRR R 808 AHhinuous packer

@&ﬁfe@ﬂlﬂtyngndd%, thd@JH-30not et )écée@ﬁh@&aﬁdr@%@&st&lahﬂﬁ (RACH),
dru D. Accordingly, the L3 noiety is chosen suc

fq&a gty gPEBEHte simersedyrs D s3Hobetgieghitla HEniQZyand the
ivity of D. In another enbodinent, a
por %%h&%%g%he drug Ditself functions as the L3
e, in _one enbodjment, the dru
TRAETG . JB Biar AT e, 20 e ariio g PRt Gis g o gt scarch
Qé’sﬂ&lsfeur}\%dsﬁfé%le%% 6a'ﬂeoe|—l§’im%l&%°1ﬁ{ w1tﬁ'%1é féib&ﬂs@ Qn&ﬁ(ﬁﬂg W&STVM for
such enbodi nents i nclude those in which
H@sqlazus tsfagoafua earges| mcleBoB 0or ona tréesivgd opapver on@ssltemgt (e g., Es/lo,
%§§§n mhere Zis a nenber selected fromQ S and
W’]ere R23 is a nenber selected fromH,
substituted or_unsubstituted al kyl, substituted or

(M48bst i Tnllesk 376: Bresaniey |N0dsﬁc¥0éé94kes anlgteinBREoR yactker to grant

R R R 8 T S AN O 30, pmpunicac

siithghe tagetnmdaBi 30 6auning ey tb@eamfaﬂmmmh fmrnnh)e i3] EIOZor The target

tural a- am no, aci d ma,
FpsT 30p 8lﬁgtSDth€nhi“?dé’U?rat”F Tﬁgb hﬁ% &80 d1¥1ﬁlﬁ§ c et system
GO9SR FSE s OBy Hfée[UE gle] t'ﬁﬁ:‘ dohuké I(I@JeEﬁ%@f‘etschIﬁis for relaying the
cl eavage by particul ar nol ecul es such
hmdmvelagsaml @t d¢ pHot¥ase quth&I whscﬂm ngntloclbée target system
anlsn1of cl

ok o PRt sV ey ot euBerTHar e 18 fpduced by

ﬁgnﬁmgfihsgmgﬁnppunds of this invention are cleaved by
cathepS|n B. O her nechanisns of cleavage or of

L(ﬁiSﬁgSl N4 PtlaeS a%bt'ﬂo&gloé??orqﬁp SNidpRRed for bR%E 402 thgt is in idle state
ppropriate environnment ontenpl ated
it augbaecei Nodd]if4®41toepttrfm a hztndoner tenbtaogetrﬁnch t#o@ In block 408,

%glno aci d 8 chosen based on the Ilnker s ability
[euTEe eTéIQ@%B b§0%h FASBS mBIca P oR e sald  KrBAtingPRapters in a

?Méﬁ&t%l%%e'&@ﬁd&qﬁ ﬁl@fuﬁ@@%fﬂﬁnﬁlog atidut Heidhb8ff NodeB

. I'n sone enbodi nents, the |inker containing am no
fci dargatt Node s 4pab| le tdoclbél(hgha:UEaﬁtﬁﬁoremondatmépsNh aBd ithe search

et MG 8 lfon B tonnRa et tafeet b ARG o dResspish can be

bfé@ldateﬁhqj'onctﬁé‘tr@de[\}eﬁ%%fﬂ RRerifh do. Q\AESXI@ fih the source nodeB 404
substantially cl eaved cat hepsi n invitro (e

Aewppings belawi alpr@deé%ma@é thmesmdho&m @OCéméll?yea fméhegt aspeot of the
cleavable in vivo to yield the active drug. In another
enbodi nent, the amino acid AAl is chosen based on the
linker's ability to be cleaved by a tunor-associ at ed
protease such as a protease that S found

o - o N '



Devel opnment 13(11): 1382-97 (1999)); Takanam et al,

Cancer 88(12): 2686-92 (2000); Toth-Jakatics et al,
wolevanoPas hol ogy 31(8): 955-960 (2000); Ri battPCEUSHNNS/054444

I nternational Journal of Cancer 85(2): 171-5 (2000)).

The drug-ligand conjugate of the current invention may
optionally contain two or nore |inkers. For exanple,

one linker may be used to connect the drug to the
NLgwarhaatgbrithmeis gtformerk tor dateryning whch saffareang mositcctivity has been

FRRL & Rt £ O on gt S R i gBRTA oeRflned. hen in block
Bi QR BT 2SMaltcd hd6datiog upgas ksgueand tlﬂaeth%@f Al 408 @/hsch in turn
to the drug-|igand conpl ex. The nultrple i nkers may

BePeiMls veiinplogation tﬁdétee'cr@t:eptaq gdlogkHion t he scope of the
present invention are conpounds of the invention that
{aﬂﬁélpol yin FIG. b methalobrgly i()pefor dstprmmuiguxdhemgor ffolie UE is to start

exa speci es such as tri rs rs

SR o0 G TP EHDON b AL LG SRS Mo from the
churéee%ﬁély?n B2k 302e$n bRk S0k, thylﬁt Qphéigh@ﬁ‘ﬁilg systems is received,
nul ti-valent species can be assenbl ed froma single

whei ieshorlusiaterctdearetionsas pesityy @ﬁRNE@ystnme(mgl ,GaSMESYCDMA,

annl! e, i i -dinerdc" or
PISPR, e VIR CAFRCTAMA, T Bf jnfiSHT; CHaT difiuety. system
BT UG trSfete caMiintd dEfBEHER BBl sduR@l BVE Rdrb&@N oPlsySem specific
reactive analegée thereof, is attached to an

gifpigentieni (e-2or | x40 erber coderandeRidratisele WCDMydHS P gell ID, center
st

?rgéﬁ e anﬁygta?ﬁl?iﬁl&?ééésdgh te”f‘clr nvéﬁ{hﬁ%%ﬁ“?% éﬁg)soﬁtrcg %&éﬁ Iﬂrtay have

pesdrenaibh yulpwet ywf tircNiLofoalsedrchiag ahdwton gh@Bnt&E rlay @f block 508, a

reactlve sites for a etf}chin conmpounds of th

FIGERNARAT) 1s M @t hetpgreano ﬁ@@&mlwﬁt%@ddé thaNEfortgraeting.
YY’I{J@ tBerSiha % &Bﬁgyeﬁ)o%gqt& ey bVt i i aﬁ"é raﬁletl\h?ﬁ received.

one speC|es o I nvention. Moreover, presen

IO4ETT o e e R SRR R S@Oﬁﬁsﬁ Ay Sfitap ifinice

BnpaRe ResgoRka (IR fliter GRR! @@est ERNGAIRASoddBEsAb € P&formed in
simlarly functionalized. Thus, any of the

Bloskst pthientis dstermingtioh iefhennmedn Beblosl| Abbdvithar the filtered
Fllubg”ﬁ@rft J ({?oagc?(raﬁtgas %Vﬁoc?éﬂ]ﬁ?i?ﬁlewe%w a epec%ﬁed threshold

( rygnif smmtlﬂockf or4 erXﬁnmJeﬁpt of &1l aae s@fibiedr fmwt:armﬁgrm block 508,
with a diol, or_an amne wth a quaterna

Higar dyegargiiinecHprasdiusige thersscaps BrX shaip b‘t)é @Vﬁﬂrtét yn hlpck 516.
RloRIE L] dﬂ Eﬂn EE%@ﬂtcEEE e t@@gérﬁétf&rh%'d ot @Jnsﬁf%ta%h% £ decbidary Rx
|nparte stitution at a site not essential for

tleen esensmwt}y naywbe dewthéhanom prinempeRx ehainhe Toenpatbodidogy thus

set for n with a noiety that nces ter )
3Gttty 1ok Torms e Tt e o Vet ABGEtesnlAT WA ver (..
AR A Ry Hhﬁbmrc%ﬁin'émrlshﬁtyltéﬂfeo&r &ﬁl‘l‘ IsGst&AmRQpRE tp?cfc%ssmg is
known in the art. Such methods include,” but are no

h@irrplteelmltcb Fushotlidoba kppricsigted thatr s dpal R ¥ehaiist docs enhance

BFERE BliteRAR! PECuRRREkY afele sailiRsRL BRI trRY B N GSM system

mb@/aaﬁtu&rhucﬁwg quRRED BB isgstadi Sbquasifiore. 1RtH1e¢k 518, it may be
nmet hods i ncl ude, appending to the org?nrc nucl eus

ﬁwﬁ%lmf%rheawﬁﬁ@r%ﬁt@wrlrgmgt%t?pfgmh tgyseagghéghol s,
pol yol s, polyethers, and the |ike. Representative
$0046)p| edniKIG. dde, mdfthd)d@ﬂi@r 61@:(1 fdri detdrmohih® whenloyliﬁlsi[ﬂé requests a

RO T i G BBt g el pertsin BRa Hish i 48 e pigtef gigove in FIG. 6.

FRRMISbF | bﬁ@ oPRfdrStak %%t@rﬁs £a1 bd NBSRJ GO MRRLRAKIAEEIn a subset of
known in the art. See, for exanple, Dunn, RL., et al,

Eds. POLYMERI C DRUGS AND DRUG DELI VERY SYSTEMS, ACS
Synposi um Series Vol. 469, Anmerican Chem cal Society,
Washi ngton, D.C. 1991. DRUGS Drugs, depicted as "D
herern are provrded |n the current |nvent|on as part

o . T 4 o



1065, doxorubicin and doxorubicin conjugates such as
nor phol i no- doxor ubi ci n and

w@yasoeosphol i no- doxor ubi ci n, dol ast ati ns suchrP@sUS2008/054444
dol ast ati n- 10, conbretastatin cal i cheami ci n,
mayt ansi ne, mayt ansi ne analogg3 DM, aurlstatin E
auristatin EB (AEB), auristatin EFP (AEFP), nononet hyl
auristatin E (MMAE), 5-benzoylval eric acid-AE ester
thaBVB)by thelsenrys iNedeB ddepated o1 klocle 02 hiFpo plegity, measurement of one

ERR ReBl s SRR R i g EOBY PSSR R thE benefic of the

pechém Wilds B, theafaeEpLel thsgcEhR1¢BR @B Nmoniedrb® FdrgXadiBle handover.
nethogterln di chl oronet hotrexate, 5-fluorouracil, 6-

Heblosk (69U imrasure yERISSaMEAtE £ tRgsS miieBn@C@tﬁaci apwer is performed,
hr QS ﬁﬁyhl%ﬁéu‘i'@;s”l%w %%% k‘ﬂ%ﬁ&i% @10 mowﬁhqwh@ﬁﬁsmnve

aunorubi cin conj ugates
depgicaonomyiten a oanitapo Refilitar, “y(rﬁHlVE&) RYo-(1- l/TC) y(n-1)". In block 608,
podophyl | ot oxi n and | ot oxi n derivatives such
M%@%@% iy Eage a%fcw%@i I]%%}g PHAVE! tiePrasjtp & strong enough
g@%ohnmhﬁ%?h%gﬁﬁr el O '11%s%h€je daﬂét:’/d'n' G d?@dlfjls Nﬁrernented for each

sperm canpt ot heci n,” and’their anal ogues
(Ittd:real krelbwah dﬂnm‘glsgenrd%s/lb epomed ildvick ¢B)nexoeatisrthe GOI;JC@\EB/dIe by some

n onal f.or,conju ion to.th L
Brestrf bRt Gt SR Eehe R Th bac P105E detgypination i
hadé "R R tvhefRE RS LedintAitel kA EReed % nliRintd€ credits threshold
current invention include: duocarnycins, CC 1065, and

et Dbaled. arﬁwmﬁteﬁag@aommmm@swtm@ﬂhls result was arrived at
hol i nos C|n n h h dox
ggﬁegslipgfli n_U%Sl’nQ[laltle ea{ aﬁo&(n%cg,l i {e}f':)l sm & flc]i)lrtﬂ 8etefm1nat10n 18

Rt anshd @arg@Medergy et %h@i td ifkterf&bise ARRRY ﬂ%t_(Ec/Io) exceeds a
Tubul ysin A, D sorazole, epothilone A and epothilone

Bnipgy? repartahreshald spesificsiby (hespwser AodsB 1n W@Cﬂfr@é}e A so, or if not
dfﬁ@%'te%gg@fcﬁ _Fﬁﬁltokly 812, RLEAL Uﬁﬁ%@ﬁ‘és@’a%dﬁdg%r @( Bldc¥ 8%6.

ar ent agents are excepti ona

n r. antlblotlc t hat der|
E@gﬁg (a:la #@Jgdpsaqoﬁl}eé FFRCEN A AESRSY g}ioé? e7tOB 1ncludes modules that
§fo€ﬁc%0@h1%§ﬁsrt@rﬂaﬁ@ 4 Morﬁﬁlﬁklr Rl ﬂa@t‘i’mﬁeﬁglﬁﬁﬂﬁ Cf%éi‘ffcﬁﬁlt th¥ %ethodologles
al kyl ati on of DNA (Boger et al. :

08905 Bdgen wpdak.702. 1SMQV1®£biﬁQT s@@dlnglrnghbeg@y (NL) contalmng

En?ﬂs%ﬁf crg },nf%timaglloh. JA n%ule%gl SE pé(&\éldecill %qg_spscgéréng algorithm for
U@%&)ﬁm@oﬁﬁér-@%teﬁi .sca@h00r §. nidddle G6Mis Lheb¥ided: for S®ad-based
51992)) Subsequent to the initial disclosure of the
erocRipAy s grantinendndavast £ orinedile 88 pe erpvidagdofos gpeafying flow
g&ﬂiﬁésgt%ﬂ Bl tt% yIAa 08{1] esﬂ'oe&tﬂrkéb Egd %r Mhec‘ﬁolln} random
uo clns an ruc ura art E@
pecefe rchﬁﬁhehiRAﬂH)oﬁalt rsetupur [Aenﬁodulhal é’r]IZI Enprpwm&d dies @ordinating
&ytOtOXIC conmpound having a structure according to
HIIPUPRVUR 2 fHERHIVRATY i ng system A i's a menber sel ect ed
fromsubstituted or unsubstituted aryl substituted or
UHSbst indtled et @mqjthSp@mdaIs adpsss teommdl 800 includes modules that

unsupsti tut ed het erocyc oa u ri .
BORHRSL el G st oS lo Sy h 8 B e XS R e ihfbdologies
&f a1GS.i ndepenagiuld Boz;ed @@ b1 d fo 0 FacklvirpuRs i Hod IRE (L) containing
unsubstituted al ky tituted or unsubstituted

hedevgralckifipal mfma@baat dmmedule e ishoryided forafapigmenting an
Gt LB LB aRT LRERA B P B BB auesting

loagwasdd tduteadinagére rfoargydmmgdhaﬂbsén t ultetdodlﬂe 808 is provided for
unsubstibuted het er ocycl k The S nbollé , ,
FgPERgntiaw acoppastiions Bass t%]a&f PHtA HRquiRRdY) is peayided for
is a menber selected fromH, substltuted or

unsubstituted al kyl, substituted or unsubstituted

het er oal kyl, and acyl. The synbol R3 represents a

menber selected from(=0), SRL 1, NHRL 1 and OR1L 1, in
mhlch RL 1 |s H substltuted or unsubstltuted aIkyI

L T Y 1 L T Y 1 o, o



forth below, and related structures, are within the

scope o f Formula (5): In sone enbodi nents, at | east
wor®snol4R4 , R4 ' |, R5 and R5 "' |inks sai dpdr/usRong054444

L1, if present, or to F. In one enbodinent, R 11

includes a nmoiety, X 5, that!4oes not self-cyclize

and links the drug to L 1, if present, or to F . The

moiety, X5, is preferably cleavable using an enzyne
zaqdestivgtrhedom acesss ebanaek GoAdH) Cpl;b rsr:tgpva imhdlobes$l 2t tsr‘meelded for

aaccttiivy xxaannppllee R1
B e s Oh ot By LR R AR SRR T e ¢ ‘gt
S|de couplln to the remainder o f the drug):

kbl arlp Eﬂgoéﬁ) wehtanorhrh §SRSFbt %n@omraumcqiw%errl 490q ghat can
@nc% E§ {h%tc% nRnidH % §tét‘h ge& BN Yihc LHEGsu E)I@ Yor 1Interfacmg an
syst e su tute one o r
chduq:d thﬂqoteu%(m gaan mtsﬁacef&élr‘tfhh B hegabye deeémh]’a:ciketriéadlo Service

TGP b BOF offionr BaS A RPBS S RBE Oy ROy 08 f nteRlcd it

BPAL G Int &FRERb A FloS ALY IR M Mbbfe CB%%{th&rﬁoi@J @SM?/Edge Radio
compound havi ng a structure accordin For mu 6 :1n

Algbess NG aikTERER AN 8clandt Vigi s lwfnte estgrysmtwt%fo. The S4

R3, .R4,. R4’ R5, .R5! are sub ntia

RO W pSe e s PonutS] <G b Tyl BEVLLF Lk core
Po£hed @NIEEP IAGch@a9 1] 60hAMntePeedRE asum TIRh6Y (‘IWSAF%?M and is
is a nmenber independently selected fromO S and

baspH eons § b [refReace @piné i redingd rb@ﬁvb@rl S@PNcQdand Gietyay GPRS

unsﬁgs‘%ﬂ#gﬁ 135?? {tzérjloa? lgﬁ(#t‘g%gwg ac;?l16 I%é%%ﬁ%%%g%dm&lhdes a system

amdﬂmmdeﬂblvde(SAEMaﬁdmrmé ist¢rfaadd ilthe S@PPsahsr 9112 by an S5b
sub%@|tuted or, unsubstituted | ower alkyl, or C

ke nrevidendiepeer slape yidyrolatemranid tand Jﬁ@ah%n wpoﬂ The

§G§p§§%h¢h ependg%%cv se:ecte NﬁgowrHQHES%IEE?%fggsgpgAdmhbl

hsapsodnt Enety @IM) paradns tobdstiibuti @dofqragingsudsages it 6d ¢cNBs and
or suybstituted or.unsubstituted

Biehiog Ky (PED oot sl ot chodineEiahro Shieipg pGuser data

§t'f@§ﬁs' Eé#ﬁl%ﬁtl@h k¥ li- pla'he cl&ttshfcﬁr F[fd@ﬁ‘l% Badofk fa{n'dostth‘BiﬂgY(l)f U-plane

. I'n one enbodi nent, I’'s a substituted al kyl
Wreﬂuepqrt phb/Esmbkifityt. uTh@MME VADE 948 lsaimoyerrates ryiamerfrse S1 to an

STRAGEH RRN 2ol r%m%ﬁs%@?rﬁ?lsh%& %%?Qmﬁﬁdevwe%é%e n

sone enbodi nent s, is.a lower alkyl ou whi

B3] pstig §12€ dntsrfamreﬁgi@r ther wgr pJ&n% rvegbrﬂlfﬁw ﬁ‘?le’f(% rarlé dnoblhty

EL?PEJ%[} Besdn glr 14 Qgé %g%vgf 2684 Data Gateway (ePDG)
i ments, . In sonme

Q%Oﬂamrﬁlss,s 162;13,1 aR;’bss netRork aW.ARS) 3GIPR [Prévrbessscomponent 926 that

b-[%;‘ﬁ% lz‘ﬁ‘%%%dlﬁgzgrk@\p{p %gg A%sgé mterface’is the reference

boidependenthy Iﬂ'f'eroAsl A¥&lor @Ilksya.lnd(arepgcket aaﬁ hﬁé{v)zorklsrsos PHEct data
enbodi nents, the drug is selected such that the

heaviing3¢ mﬁcrrbexml pperaforextonral pablecorprifato mutkhte defr agpvork or an

NG R AR TN 47F T e —

Ko ll'ﬁi@tﬁGl éfdrénc® paint I‘dblnedﬁ@n&pfaeee AP WinaRétfonatics and
is O In yet another exegglar enbodi nent, the

ﬁlmpéﬁﬁ K:lef éﬁé’\fz’r ek nop dsCiHavivgM: stAmdiyr dnterface provides
e r
r ucﬁilfrggo% Betﬁ%gw ackg‘rr %a?an glg%x/aoﬁflg ))36'\28{?3 ﬂr% Bg%&gicégr%mg rules
ﬁlnrcuem @PERFNIMiwelhicli Iiteturrn I’cgnﬁr)dﬁlﬁ@msﬁvla anm mterface to the evolved
ubstituted or _substituted phenyl ring.
%ﬁb?qre §0% 56e S drtstiaceorroyides HariderasI(Qo8) eolereysa@ﬁ. Jhagging rules
herelnabove for the structure of Fornula 4 when the
ring systemA is a pyrrole are also preferred
substituents when the ring systemA is an
unsubstituted or substituted phenyl ring. For exanpl e,
|n a preferred enbodlnent the drug (E» conprlses ‘a

o Y — - N



A further enbodi nent has the forrmula: In this

structure, AA R, R, X, R, R, R, and R are as
wale®wsniiexl above for Fornula 4. Furthernore, ZPCHUS008/054444

menber selected fromOQ S and NR23, where R23 is a

menber selected fromH, substiXuted or unsubstituted

aIkyI substituted or unsubstituted heteroal kyl, and

acyl; R33 is selected fromH, substituted or

ﬁngulb@;RF 32 éthallld&yand Ghavging E@f@dermmt Posu BEEP netishown). An S6

ubst,it or . unsubst t
Biifbree i oa it iy PRUReli bt & UG BEPk Jhe auhsyisgtion data
Nt HIRE &6 /auteti@nBABer ac%@fs@)yNBteilﬁBﬁé the &X{¥IIPRcA& core 902 to
0 R15 Sk SR15 , ORI5 , CR15= , and
FREEY scrvigh éH@S% 9Be aﬁdﬂ S?ﬂ eg@rfaomﬁm@e& theaper plane with
e i
%%%a%@?“ﬁ?%% Ry SR PR E et o HBPP IFEER: 856 and the
BateA ook 916. substltuted or unsubstituted aryl,
substituted or unsubstituted heteroaryl, substltuted
WOSHES ubsthdl ol Hpk&iAcy lLal kA bss %rﬁﬁ’tﬁ@étio‘h%y@fénﬁr are widely
unsubstituted peptidyl, where RL5 and R16 together
vljznlhyqdﬁe proidogEouatnes 0o cvmnmhlcah@ycw@t atchaashedceadeta, and so
nal | A0|ned to forn1§ tutqg or 1 ”
@éets?t Lyi}‘ Sdhel o&cIBY 1!2?%“??%*?9 VSR meAR g OF r SHppOrting
éorhﬁluﬁlcﬁﬁdﬁb ifh, mRRIHIO adrk YOyCQﬁthﬂg Nhe GvhiMd1© Ky & &esources (e.g.,
heteroatons. R33 links the drug to L1, if present, or

beandwidthrand draggmiy poxer)sExamles ¢ matinlergeqsst pstrnesdnclude code

b S r
IRFR, ol DRELSOINED HARURS b UL b Blifts access (TDMA)
h}@t@nsﬂ fifequieriey divisien ahdtiplappddsc AiID e A) Gy iR3ds,. 3GRFGANDSy€dms, and
ﬁrese s a ligand selected fromthe group consisting
sgneedivsiapanylfipkiacesta OFPYpESY SR ot ect ed
reactlve functional groups, detectable |abels, and
{0059kt i rfocrmpdiyt s.a Pwetlesy edlulltli@@mdsssar eomarug'matiwg system  can
n ch as_anti bodi d t her eo
SRR B et e ieEip Kb S sl ARl elih cerminal
eeRRhiceRb 8L end bOMITE DasCHIRER. viel An¥RZRiondNfh the forward and
C(O NNR29 wherein R29 is a nenber selected from
sybeeilinks. ddiedprwaid dibk (on dpveding) kofers tasthssommupnaeptign link from the
u t.ed, he L Ky S t r
HRSSRBHHLEE el SR ing I, SUPBEL Pl s 0 e
esaodhitetidn 112 Frons tike txEHIDEKS 6 &h@b‘aﬁ%tﬁtwm@] This @dimmunication link
NHNH2; where R30 represent substltuted or
m%wssetsﬁabhﬁh@a Vig Wllnglteéflrﬁ §-edh Wuitplgrn-gigglerapg single-in-multiple-

E %Fa%ﬁ elﬁﬂgﬁ%%‘&?é\# tituted
eteroa terninate unctional group. The
YP . %W@%ﬁw&%ﬁ Hes TGl AR PRt &figRieS AT mutiote (¥

AeRBIaARNAG 0 8fta &ahhigEbM. MY MAGED CharsdCdr@Sd BY the N7 transmit and
anti body, to thereby Iink the targeting agent to the

Mir gk@pve&m@nﬁ@ n@y)be'[@p@@pq)&@g 1mge%t 1g1dqp¢@dq:ntml@@¢neé9r fhich are also
feﬁ?la%i/ forts S Doptely. RERE VB e Nveraa BhiRokindgpendent
a%%l els! co%&é(gldg Mol § &Qnﬁf)nt hﬁhéj %I\M(&)Eg(}%% %ﬁX anrowde improved

arge i hg agent's suc as arnti bodi es
perfefianed &g, hhipket) thilougignds of Ogreﬁﬁﬁ epdliabsity)l @€t thas ,additional
sacchari des, antjbodies, and the |like are recogni zed
Apnqnsionalities grepted by the sruldiplgrenssuit anq iereixe a%tﬁmm% are utilized.
practicing the present invention. OQher targeting
ot s i VIO aymmsssppxirtscmrtpwrdd\ésiom atupbba (@D) and frequency

ST RS UG RGBS ¢ EORS PR guife by ied B 1e¥erse tink

polysaccharlde polyan1no acids and the I|ke whi ch
add nol ecul ar mass to the cytotoxin. The additiona

nol ecul ar mass affects the pharnacokinetics of the
cytotoxin, e.g., serumhalf-life. In an exenplary
enbodlnent the |nvent|on prOV|des a cytotOX|n l'i nker

e . oy oy



hydroxyl). The peptide and nucl eic acid chains can be
further derivatized at one or nore sites to allow for

wao bh@saol7athment of appropriate reactive groupsPONUS200$IES4444

chain. See, for exanple, Chrisey et al. Nucleic Acids

Res. 24:3031-3039 (1996). Whelb the peptide or nucleic
acidis afully or partially synthetic nolecule, a

reactive group or nmasked reactive group can be

tramipmmst ad ouh¢ prgne frequenoy esgiorofo thakthsyratibresits priveinie allows

zed.non pro e for reactive, gro :
fies SR bhae oo IRE R SeRi R GFRF K SpfuR Ppis enables
klfé:oﬂ‘tcteﬁi p&@seo Qktradti drhnshiit bbdn Aotmin@e@in foar th%XﬂﬁﬁQhﬁL link when
THE PEP DES: ANALYSIS, SYNTHESIS, BIOLOGY, Vol. 2:
mglinde antemss By ailpblpabie decosy PRiResi s, " G oss, E and
Mel enhofer, J., Eds., Academ c Press, BEM/York (1980).
M6 ] usd{dﬂ:rr'mgnmrrﬁl(i ar.ea cmﬁtiplleceicabdsywa‘ehsd abienunication system

éﬁ"‘%&gﬁg&? ?P d‘\%ﬁ’ﬁi‘rgtc E’Sgézrtg%ﬁ 356663% r°”ﬂ98§‘?ﬁép 11%011?(%8 multiple

Qﬁ@ﬁfﬁegqroéﬁsabhélﬁﬂcﬁldh%’ 16@%&'1@06 Wnb&eﬁuféﬁiﬁlﬁ%”m Al 1810, and an
conpound of the invention. Exemplary nucleic acid

addigenal mg:ha@@ﬂ@lz mﬂ mjlél érpflﬁng}ls ongntwosanenmas are shown for ecach

conpounds form¢trinple |ices.
SOERERRRp. BORSRoRbS of Gt ot Ginen iV bEaRiFed Ton S antcane
2FoupO AcestRefnhiai B 1BIB) €51 BiEmuBitatbnPRRS RhRdhRsOPIRRAd 1014,
of the nucleotide is utilized as the needed chem ca

Pilaket ﬁldﬁlalarstlﬂltzoa@od@l"etﬁahﬁmﬁ uefosmatiere ihaseqss ttengaali HYLo over

t L
R9AL G 109, SLIKL Do R S0 el v ok
et Avess tﬁﬂminad) nedl isiie somatuni@tiap mihobeldexmas aooﬂmidelm)s where

acrd by conventional techniques. For exanp
RV00g ﬁ@@? bOQ%tr%qmrglﬂslaa%rm%% F%%Fée%éﬁmﬁéalc@%% @wrre@rward link
&&@aﬂﬁff&@rﬁé qnfarmammoaré& ssUSERgal BERNGRYES H& 1I113< 024. In a
nown I n t Apt aners (or nuc?elc acid antib ;
ED@ sysﬂghecommudmabd)re-lmks arbded 1000y bi24samyl163¢ mamdeske different
ul es t hat .bi eci fic. ol ecul.a rgets. )
Ty (6t eSSt (et PR, ToRt, e b0l RS e different

%qﬁéﬁeyrﬂéheﬁaluaédrs@r&erse lifk 9o18.proteins, by binding to
the pool of the target circulating |n the bIood

e o s REEauP 67 Sl oo, SRR It YR b s Biened 10

Abrhatighteds witelerefarddefoyas of sl 6f tHearccdsapgrit.s Iithés aspect, antenna
capabl e of form ng non-coval ent but specific
3%%18% caghy %rﬁ§e§rgrl 9EIRRBHRICAtE i@ RERFSH EFTIMRY Inngp pestqs) gEthe areas

Eﬁﬁk g90o cof actors, toxins,
sacc ari @%3]1% grugs nucl eoti de- based dr ugs,

AOREE" TP it S tareRf SRS elsouR TRaF Gl fensmiting

SREAAS Rif%@és@ oink 1000 $itilid FQSR irc8lder BMch@R6€e the signal-to-
nol ecul es, the like. Exanples of aptaners include

Wiseawics 0§rft>rvrarid dii rfor ik WiffaentGeceptegnalst £016 and 1024. In
gﬁ?cglggrgbgl\éagcg%s(s gtomgﬁlgmgfgoegﬂlcﬁahglﬁ%stt G él%ytE agge er}ﬁlna§$ Scattered
Bd3AdD-tArdugA 93y ; cdekidge etadbs 1At titerfére@dan) access terminals in
355; 564-566 (1992) and Vang et al. Biochem

soighbrgiieowlls thaoa) acospt Ao ga%%@ttrna farqugh agsigglg ghtenna to all its

Lehithg can be identified using techniques known
%kggﬂé a}tﬁ See, e.g., Toole et al. (1992) PCT

catjon No. WO 92/ 14843: Tuerk and 199
BB CacAbAoRss P! ST B0 13X Ho Bl ARt CPUTUHHLBR ith the
(ck98R)s Bl nRybl1is 8¢ |ré’ﬂérr%@ 10 93/ 8548855 Hﬂﬁﬁ‘t Er' Nb9IBOBr &Bfhe other
Szost ak, Nature 346: 818 1990% Briefly, these
teseielegye Antageess Atrnynalmial aleo b eallod rmpl asxess iterminl, wsse equipment
nol ecul ar target with a random m xture of
ol i gonucl eoti des. The aptamer-nol ecul ar target conpl ex

is separated fromthe unconpl exed ol i gonucl eoti des.
The aptaner |s recovered fronrthe separated conplex

s o o o o o,



by nucl eases than their naturally occurring phosphate
di ester counterparts and are thus expected to have a

whr@hae37per si stence in vivo and greater potencRCT/ES®N8/054444

e.g., Canpbell et al, J. Biochem Biophys. Methods

20: 259- 267(1990)) . Phosphoraanate derivatives of

ol i gonucl eoti des al so are known to bind to

conpl enentary pol ynucl eotides and have the additiona

€dbhba IWirglesst carpwonicaidat idagice.otcament,| gecass srherhl| orgaerde other
4&? s and wi ||l be anenable to the nethods of the

E TNt nvention. See, for exanpl e, Froehler et a

Nucl ei c ACIdS Res. <$w%11) 4831 (1988). In sane

dMo6bi melrlts 12 1ig a dpeckniipgramapf ans dspe et Qfo%rgwaagerawatem 1110 (also

B0 1 e ML P L oy v

Ghis MEINI© sglstleglofﬂlﬁ)@l A(DtthedE&lsna‘gteradysterrb b1 15 e (Db &oret mumber of
| ., Nucleic Acids.Res. 4751 (1990 ar
i s Ghrovifeh G o gEtac) o Pdbbenyia (TR Ra processor

hej4 x may conprise pol yam de nucleic acids (N el sen et
al, Science 254: 1497 (1991) and PCT publication No.

ﬁf%gi)/ 1?96%?1'121‘%65‘9 tqu t?%rr? Aéj %h%rﬁ{}tfx SVé’g;l?) ;’e%b%g]%e transmit

apphriaC aTXodhsa peycestor I1|1 ze fernm @ redése ahd dﬁﬁrlms elhmtré)ﬁﬁﬁ data for
or nore of the phosphodj ester |inkages has bee

sihsdats siren \lmeﬁ Odin p@t‘@@vl@f Fedipg éﬁﬁmeswéq@teésfoa ﬂzﬁ Alata stream to

o ernucle03|de | i nkage as described in PCT
gtgﬁ}éggg%ﬂa s. WO 92/05186 and 91/06556, or a

t tt t, al
gBPS5che SRR Rt ) 6 ot gt i oG e pilot date
@éin% BFBRC @ecgﬁlﬂuesl"ra"ﬁe 150 dalOKliypicallp Addbih Qdta pattern that is

nucl eoti de anal ogs, for exanple wherein the sugar or
besesspd i hé@pwalmgnn@t) dnd imagl, becesrd e thengskelyerdsysient tpecstimate the

[ n n rine -
DRSS T AR BBNEf RR  EBrgopm i ten
rRdylatdd (Wol, Symiesl éndpped) rscd bie mptaﬁﬁnap aldidulatiag 8¢Hetne (8., BPSK,
exe Iar% but not exhaustive Iist includes

tMr 087 Ad-QAM) (selictsgx iy tab Mtanttqay fo yradfs modulation
g)ytfl 48" Olﬂlﬁg ek réte Sﬁmgr %g&il Iig]loéulatlon for each data stream may be

car boxynet anmi noire I ourac

Betcanibok pyratstryttanis lpelrfeﬂiﬂiqdl hyr[&ocdssordhlﬁgdr ouracil,
i nosi ne, N6 -isopentenyl adeni ne, 1- nethyladenine

gOﬂ@} hyl prerdaulaash lsymbolRebh¥lIo#aNIsREams are then provided to a TX
met hyl i nosi ne, 2, 2-di nmet hyl guani ne, 2-net hyl adeni ne,

MINHD rpy¢<@gm| 1180, whwétrhw @ytlws |pﬁé>68$th¢emh¢ll@t}qno®imiwls (e.g., for
Eﬁ Iﬁﬁ\] r?@(?\ﬁﬁ\ﬂ?é% C ssonEl q é%?owgés Nrmodulation symbol streams to N

am no ur aci
tfeﬁdamy@r(nm) |]Y22a2t1irbughulm2t| Inbcdﬁa[fﬁﬁﬁﬂémbﬁlﬂdﬁ@@ e MIMO
5' met hoxycar bonyl et hyl ur aci | nmet hoxyur aci

progessay i 139 qppmessbcapg%gm%wﬂgh@éﬁ ithfesymbols of the data streams and to
Wt Eranehehie S TSRty

B‘ﬁ}elﬂﬁgml%&ht n%ﬂlﬁﬁ éﬂf%acpltvgélglf(ﬁ)rgg%:sg% 3 ?e_spectlv)é syrnbol stream to
ﬁrﬁ?dehﬁletﬂr%bﬂe’anhblgrs@ﬁials ﬁn@ﬁwﬁféefcbﬂdlﬁ@ﬂsd(ergetmmﬁfeg efilters, and

uracil -5-oxyacetic acid (v), pseudouracil, queosine,
apeonivetyttbe pradog sigdals (6 priivadd momdulates SIgmﬂl adigatl¢ dor, transmission
the co al ;b al.ogenat ed bas

U R MHETG Bt o9 R GRET Bh G rBRR TR 12 dgyen 122
bl@\tﬁexﬁtrﬂgﬁn@émﬁr@ﬁdwtwdﬁmsgr 4R tigubet 1 14k |r6§pe ctieypl es
of non-charged bul ky groups include br anched al kyl s,
sugars and branched sugars. Term nal nodification also
provi des a useful procedure to conjugate the
cytotoxins to the nucleic acid, nodify cell type
speci ficity, pharmacokinetics, nuclear perneability,
and absolute cell uptake rate for oligonucleotide
pharnaceutlcal agents. For exanple an array of

R 4 a o, " o — I a



detected visually, by photographic film by the use of
el ectronic detectors such as charge coupl ed devices
W@ @30Ba)37¢F photonul tipliers and the |ike. SimPEr/U§2008/054444
enzymatic | abels may be detected by providing the
appropriate substrates for thE enzyme and detecting
the resulting reaction product. Finally sinple
colorinetric |abels nmay be detected sinply by
oM5éL vi nyt reheverolystemas Bk ittt eehswiittdd mhdulhisBelgnalfiare received by

VL AEPAELTI D RSP BOR A n e 152

pheidedl tora ﬁbfspédﬁ@e heR@er FRUVRGSCIENE thralgh $184r€ Each receiver 1154
presently preferred as they have the advantage of

@qiyﬁlQHSn 4 efiltpise sl ifighsarndn dPRReANVAGS) arfesnsetivey received signal,
v

AERPARIR gt B0 LR BB, Rt B AES samples 0
bmw@mtoy&spondm@neodn\teag@ﬁhh@l ssigsihem conpri sing a

conputer). Preferred | abels are typically

PIVARACT eXh 28d davh HRBeREr TREE A &E@Vésoéﬂd)iﬁoﬁgsseﬁ kN, received
sensitivity, high stability, |ow background, | ow
syubalostreemisaffomeNsiteeaivary 1dfd tiserh ospegiafticsiaryrepeiver processing

abel i ng. Man fhu escgent bels are,c rciall
B o PR, Rl R Semb s S b A Flirfpectsor 1160 then
h&%@latmdelﬂ{ah@%ﬁ alind RIc0b®s dabhl giefteicd IRnboR&:HY 36 @8@ver the
(M nneapolls MN), Pharnmaci a LKB Bi ot echnol ogy

(rwffEc detaviy , thadata erenreCiling apesasios s RX rf@%a (Pregegsor 1160 is

%@&%&@é‘%‘{ %w?? P (ggg ear ](\:M h{:&egéf %W{ypmcesmr

Tenhnohmghﬂ&xsjwmnllﬂhlthersburg, MD), Fluka Chem ca-

Bi ochem ka Anal yti ka (Fl uka Chem e AG Buchs,

@7@]Z er |@riﬁiaoes%dl 10t dicHlilP AR EARTEs Whadl ffe-dading matrix to use
as many ot her conmercial sources known to

@@usfedsbald)W) Pordeksor nid 7@, forrmdstes @f regiist |linkmegsegearomprising a

will r ni.ze how t | ect..an appropriate
F}aHBHS@ E%mpgpncg 5351%(‘1{1][?@ 10é’ppl ication and, if it
not readily avail able conmmercially, will be able to
B thesi T revsrsseHils Jaespagq wesyo SHBPEST &ak@Nfo tgies of information
&%'tﬁ@lcb%nﬂ}ﬁ%atl nleHE'BIr (fhealrééélsaeﬁa&ieitgtgtr%am The reverse link
uor cent conpounds to arrive at the desi
fessape scthot ptoabatd by a Taddatt iparvetsor $ had, whidd zﬂsmfeeelves traffic data

quo hor nat ur a ogccurring uor es rot i ns

ok e STt e’ e SUEFF p Hﬁ iaafidebs[i B fator 1150,
béh(ﬁtl'ﬂ(ﬁieﬁ NSSeMsnlif4S NI 5D thrSWA 1 PI49! Sl GadsAfittstd ﬁackf & transmitter
exanpl e, green fluorescent proteins of cnidarians

¢yaganal 1£t0.al , Phot ochem Phot obi ol . 35: 803-808 (1982);
Levi ne et aI, Conp. Biochem Physiol, 72B:77-85
(0098R) ) , Aty ehhnitted syastes clano, ﬂfeoﬁlaﬂiﬂlafeﬁoﬁgﬂélﬁlfﬂoﬁl recelver system

fischeri strain (Baldwin et al, Blochen1str¥
155Q aggegepveddst atieiian | 1¢hi condisnyed by Fesgiverel 122, demotilated by a

| 148! t
B PBLLFGE LI By e Oyt Bl Rl o
finlo meswupt manayiand bacherdcaivsughteas 1 Sndubassacius 0 tbengde,terrmnes
B s B B e TS e i e

GRIELA! ¥ exREMQ] mEQafOr M Ng the |inkage between the
cytotoxin and the targeting (or other) agent and

E@Hﬂ) Calln]}/%nnghpeegﬁgﬁig%c gﬁé)nlil]l% %rg %‘lgas% ic g th&%ntro? Channels and

Fkdftit eChanRclbhe ogichl @oh{rolamaﬁfdmtcsmphms Bro4dtdsetGon@lol Channel
chem cal functionalities, including hydroxy, amno

EBACHAr whieh 1§rk phanieh fob brogdeasiing esastegn pRjitiel yaforaatjon. Paging
of standard net hods and conditions. For exanple, a

hydr oxyl group of the cytotoxin or targeting agent can

be activated through treatnment with phosgene to form

the correspondi ng chl orof ormate, or

p- nltrophenylchlorofornate to formthe correspondlng
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March supra at 1174; for acetals and ketals, see,
Greene et al. supra 178-210 and March supra at 1146;
wo erosaadrhdxyal kyl derivatives, see, PRODRUGS: AQRPUSANS/054444
AND OCULAR DRUG DELI VERY, K. B. Sloan, ed., Marcel
Dekker, Inc., New York, 1992;1%or enol esters, see,
March supra at 1160; for N-sulfonylim dates, see,
Bundgaard et al., J. Med. Chem, 31:2066 (1988); for
&ihtyelr Chamel s(B@CPNamdfnclsiqam ahaIBEBilsaa trg@@rg paging information.

-~ 91, ~and Sge

yodicorBlfamtey BcEBT VRl SrnrednhBoR DR offaf used for

antkndtg Multidyds oBxaBdasY hnd NIORiea® S Vige (MBMS) scheduling and

Petracek et al. Annals NYAcad. SclL, 507: 353-54(1987);

Fetrad iafarmpaders fors eae qva%ewab AT GHat Genelly.apfers eytablishing RRC
h I Y/

FORRPHRaN EBLALE e AR AP TFUshar ol ABEH Mo o

MGECH MSCHIO Dedicapdr Cotrqd afteinhel, (CCHM e Phidt-e-pdinh bi-directional

Gu B i eu e B rew pasrrenpand agéq“w@g%mg un RRC
(?ﬁw% cf”‘ 1Y af RSpRE, eE%lSﬁ larfc W}f&hﬁ&% %&UQ DINCAE] Traffic
of ski [

in the art under st and o protect a
pantrct (DRCH) uwbich on 8bingrta@ ppinf bladnracnbealfoéamrwg duididated to one UE,

FRRE e SR o0 P i 89Sy BRSSP TRRES CBlnct ot
RIRPbEb Yk I GREMASL Ichb RGN en X EERL B dd@hn Wley &
Sons, New York, 1991. Typically, the targeting agent

bi nk X t X s d
() o, BENRREC gt LD UBLRASIATIA Cog UL D1
Teuneparo idlahiidl € omPpitésom Broydcabth€hdrinak éBCHIN, Bgemtink Shared Data

CPabE RO B pabs IR BB Mo ab R ohport of UE power

er :
SIS Y0ED PSS EOERLAGH o COPTALL 1 v
pchoirppeel th UPHEY rasnmicesgwbmb caiabel us:epitfomthbﬂ gontrp HeafSipadmnnels. The

B e S OB LIRS, e
@Bﬁ’ﬁtf‘e@'(ﬁEéthFgatan auMaid Shate® DD @Haﬁﬁ’él {nsHrenalnidt 4 %lfurahty of

i ncludin r ox am no, and carboxy groups, can

REY] czmtl@@:ls ljfélerftﬁ‘é Chmebtcynmhsg@ attddiY. ehenhdlslendbid channels
conditions. In an exenplary enbodi nent, the invention
POOTB[ | S€Bhea DIarfidXythahtelst commyaiset y (aﬁmﬁoﬁ eRitdti CRannel (CPICH),

functiqnal group. Carboxyl groups may be activated
JuachronigioneChrHgh dSEH) EXmupRes Qﬁﬂreé@@@mleéceﬁ ) Shared DL

r h ti d n S
CUAST LTSRS D630, P URECREDIBRSSS St v
AgﬁgﬁmentEXhambb@[MCH@,nAUkjalVﬁsdgﬁnehh €hamed NAC&CH)‘ éL Physical

RLI0g6 Condt KIRSBEYE: Lot 4 RSE TS (oL b Pocine

nmléalf@r @%ﬁﬂepmomg%% NEieMbOTAKh XS (El’@i{j m{%emz P@ireChannels

exanpl e of a suitable conjugate is a conpound of the
tonpmidca: Riysiqal Bapdpm( AcddsmClpnupleRRAGH);sChannel Quality Indicator

2Ll UBAC Sl Ryl g TAEREEReatinfe sgplmair

AAdnrics (ASI@HY;NShared d(eﬁﬁés@@lﬁt‘ﬁnélf @REGEHY" DUPPhysical Shared Data
consi sting of natural am no aci ds and unnat ur al

§hanfich TSI HY, Broaslband Bilet GhenpeldBPIEH). i nker 0 is 0
or 1; L4 is a linker nenber; pis Oor 1; X4 is a
OTOEr sWheatdiasdeén devctibel ajfo@a p)natmfes iesdmplgs of thervatiect axpects. It

reagctive functignal S, rotected react.i ve
PuRttBHare P‘bﬁ%‘%@e o‘g?%lij{) %16@’ YsE1ved ea‘EHHl%tnéPa%Pf fgmponents or
ﬁfﬁﬁﬂh&og\fé@ FoDb ERORE 03 @S sAibR HE WHFiSus WPEHE Huh 8né bPBrdinary skill
system A is substituted or unsubstituted aryl

substituted or unsubstituted heteroaryl or substltuted

or unsubstituted heterocycl oal kyl groups; E and G are

menbers i ndependently selected fromH, substituted and
unsubstltuted aIkyI substltuted and unsubstltuted

o, o .. N 1



R6 is a single bond which is either present or absent

and when present R6 and R7 are joined to forma
weymBom7apyl ring; and R7 is CH2-X1 or -CH 2- POI/DNSIH0$/054444

said cyclopropyl ring with R6, wherein X1 is a | eavi ng

group, where at | east one of m DR44 ,' , DR 5, DR5"

DR1111 , DR12, DR13 , DRl 15 or R 1160 links said

drug to L1, if present, or to F, or a pharnaceutically

sche pﬁatbaseres;agnizct thet mohy fusthst hembisatiord mné—merrhstaéons are possible.

Q upstituyted or .
R s vt PesTictBot Thlabdt G SRR 4 Sfof"aterations.

oyl ficaGiois tantl Ukedtiohs tHAS LIS ti khih e @?Irﬂraﬁﬂlr ¥dop@rof the appended
substituted or unsubstituted heteroal kyl group; mis

llé}lmsnteger 0, 1, 2, 3, 4, 5 or 6; AAl is an am no

gy sel 1St i .
A, 2 14y O 5 P UPURIFAE BB 0l by e shove
éd:daﬁbd:d vbraoradntsy ldeviders wbstits, uheemalakythe iklysthe ttethed(including a
het er oal ky| , ungubstituted heteroal kyl, unsubstjtuted
FRAERGCIPcE gRFals)), UssH B driciibe quel FRUPRANGRIS GAF KA d'ed to correspond,

SHIRSE dthiined BbicHRd u@%‘y%‘dhﬁp@néﬁtﬂzhlgp?emtthé Hﬁe%ﬁie‘arfunctlon of

unsubstituted heteroaryl IS su Ituted or
tlwsddssmbetdudzcenipmlleky(e g.salfsudtiontleckuovalen) wdvst ithargbdhot structurally

hetero substituted or u bsti.tu a

SRR D o TRt SIRE e RH P GEFGS gy Rdhction in the herein

AHRELY @&@fﬂpl@fy éﬁﬁé&bsiﬂ thlfg RPalACHEFAGN S &aﬂeh Agmzera thet te various

or 1; is a’linker nmenber; pis 0 or 1; is a

AETDIS rmgl@dfe @t sydtefy equhleaSga cmplp@tﬁm%iabhgm@qllumr bavareg egmputer-

reac e fun t|o [ unpr ot ected.react.i ve

PR G B B e B S e B e B R Glnsshoas

D3N] S; Iﬁrad.diﬁoﬁOWﬁﬂé 8 §artR Ukl Feldlnd meiyWhiee &eBn Hlelokédgith respect
system A is substituted or unsubstituted aryl,

&L pslyi engt @ldsyeral Avplssrantatioay syek ef%@ﬁeymab e sepdtinadywigh one or

ﬁlroré" BauP %eta'ttfré'st Sld &g ee(rg %ﬁ#ﬁ a’k L u S%Eﬂqgﬁ)gglegfﬁrgd gi?c{@(?vraﬁtageous

I ndependent ect
fmsaﬂysgwembeqbaaichw ,applidasibn t lIfcedleaGS}demrthubmeItbmjﬂiseﬁncludes” and
het eroal kyl , a heteroatom a sing or. E and
ansidingoand yarats YErrPh i %h@mhgée eﬁfcrlaﬂ?n or the claims,

408 Tl bRdindd 4 RS YO %dlﬁsWeelq a@ﬁlﬁhner %Hﬁﬁér' th Lﬂi@ tr@ omprising.”

unsubstituted heteroaryl and substituted and
tnghdysioid, tbhe terimetet @syxstcbai kyher the idstadedrdpdveiptioe o€ theedaims is
fromO, S.a is H substituted or

Hﬁg%}ﬁg??@u?g%r%{fﬁwé Orsubst ituted or unsubstituted

[ise| oal riHherbre2@Y | wilR3el Sppeftatdd, WRRNIB! Porfdnsl dfSthbl disclosed
substituted al kyl, unsubsti t uted al Kyl , substituted
Be@ltfénwdklytthomabmdqd@t@@mwexf ouifioyal, mt@ll@h@@ph@t:bame learning,

&él ,Slgflg%eo)d(r bﬁggdch}TéquRa%ﬁﬁngg (8%%3 s, C&)chsses means,

Siefﬁba&b@i%l%n mbe¢hawhihG e R], Zuppdil Sectotumdc ik, ﬁétﬁalni\%ﬁ)ﬁﬂﬁ expert
i ndependent | y sel ected fromH substituted and

mlb%tﬁafyefv@u @quy}etvv%rlibsﬁu?m{% st Wsionseeineyt depsifiers . . . ).
t
LS A R DSBS i perormea

derdbyrio atakmpbtiontiof thet dystemaraad atdtiaak enora raéap:tp/tei agrallll ag efficient
jo to f rmas uted or..unsubsti tut

ﬁ%ci %E%?ﬂto YRYAY @ ff@@%ﬁ Py G %VO?Y?%RAN (e.g., access
E@l'ﬁp €&N¥odeOB) ' c%ﬁa nkéf &OBR‘EE& 'acglga ttI\Q@ﬁco rcoﬁmfl@ns and opportunities for

t eér oat ons; are menbers
faro;degmgimﬂbgﬁrs@ hmih@rdyper QﬁﬁAﬁ ev1grmd1pceddattsmcsft andgooficcHpn errors

EUb tituted al k uns Eﬁ}ltut ed . subs |t.ut.Fd diti
ﬁ? on&)ﬁ%vd%lgstl ‘ie cgansa‘iyﬁ Ssaglgtoi‘rth c BELY FSS/IIH}I ar conditions.
unsubstituted heteroaryl, substituted

het er ocycl oal kyl , unsubst i t ut ed het er ocycl oal kyl ,

hal ogen, NO2, SC3, SO2R15 , NR15R16, NR16C(O R15 ,

OC(O NR15R16 , OC(OOR15 , C(OR15 , SR15 , OR15 ,
CR15=NR16, and OQ(CH2) nN(CH3) 2, or any adjacent pair of

R4, R4' , R5 and R5' , toget her W|th the carbon atorrs
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sharing the avail able systemresources (e.g.,
bandwi dth and transmt power). Exanples of such

wordosilpd7és access systens i nclude code divi si onPOTIUB20p8/@54444

access (CDWVA) systens, tine division multiple access

(TDMA) systems, frequency divikion nultiple access

(FDMA) systens, and orthogonal frequency division

mul ti pl e access (OFDMA) systens. [0004] Cenerally, a

0083] esdnmudw iopitlee excowdary cpstamnideseribod seiyrat mathodelogies that may

I mul t aneousl y suppor t ication.fo ltiple :
Bt VP BN s B0 0 e T T Hh R T e b g deseribed
N B¢fciBEE tBas& chdl aflb@Ngiadgtand. I ANSIKI $&1 POHoKE tofi€simplicity of
forward and reverse links. The forward |ink (or

erRipatiaR) the arcghoglofagiastiee shoviuandcdeserdhed)as piscripodh blgeks, it is to be
PRSIl gt L TORLT B0 e SRR b7l ortero

tter bioclal, as tsomk eodka srays badur dnsdiffdlens oglersmamec@rtirotly with other
| jnk may be estahlished via, a, single-in-single-out,

h{ﬂctéfr pra-yhatdp ﬁarletea g0t dexsrifed Beief mrﬁ@\fﬂremaﬂ(lﬁ}l%}ed blocks
Blay b dHqLirPd % iifip[ehi B{eemgﬂlbdﬁlwgi\é@de%fﬁk& MerdiRO00Rditionally, it
Du2 to data trafplc, channel characteristics, or

shodild bt yiusheruegppreosged fretic (dBodolagvealisclased|herein wre capable of

rises for a particular UE t e.handed over (i, e., .
R St A TR A T B T P i Gigiserring such
RRERIoloLHs Stoh aGEBYBFs. PMRCRSS hi%ickOBPIhAREREBY b Qsed herein, is
various states that a UE can be in for battery savings
ortensied rinedncemphssi @ wegnppier grogrgl accessdile ieom any computer-readable
giscontinuous reception/transm ssion). This handover

?%%%ggan(gpggu%onplicated by hand offs bei ng nmade

pogsupen 1dishd@d est apedife@GR&SEnyt pRBIO pABliSiof, R bther disclosure
O her approaches, to the extent that inter-system RAT o
mategiab o bele e, Ingpast, jhati svisil o bpdnenypempipd nprfpreagceferein is

. i do Vi ‘ . S ‘
eBions s nRRARY  SB0Ey i AR, MClrhorRic AEERTSiocs not conflc
siithpextiftired dsfumitiemsy statcracder ot other aliscdkesuee ba@sdrtal set forth in this
nder st andi ng of so aspects of the djscl osed ..

_ﬁ%_@élfrg-. AgHp saaﬁﬁa?t@e Fge%@e_cawa@s(t%gsseleﬂae@.S\ﬂX@Wﬁ}ﬁ get forth
hérelNEERIQM S %n??é&n@l%tin'tgdﬁﬁwrifay K& p&Ratcl’ hdrbinaby reference. Any
el ement’'s nor delineate The scope of such aspects. Its

putqas eon portion phersahthag dssaidoteckpisogforathd byestrédvecherein, but

features,.in a,si Lifi form a prelude t he nore .
AT TR a0 BURUIR PSR b GobaRedr i s gy aferial sct
FoHIPRGOhARNE Bn Y Helin@Horated B e SERRGhS RWnflict arises between that
correspondi ng di scl osure thereof, various aspects are

twemordedimaierigbandetbe cointing dibclaswramewsigl. poi nt  (sour ce
node) that directs an access term nal (user equipnent)
to search for a target node, facilitated by
transmtting information for accessing in a nei ghbor
list. A handover request fromthe UE is predicated
upon the UE determ ning that reception fromthe target
node rel ative to the source node exceeds a criterion.
Ther eby, the source node can reduce the | atency and
connection failures by providing the information to
access the target node and can selectively adjust to
data traffic loading. In particular, the information
transmtted about nei ghbor systens (target nodes) can
advant ageously accommopdate a wi de range of radio
access technol ogi es. [0008] In one aspect, a nethod
for inter-system handovers in a wireless conmuni cation
systemis provided wherein a source node transmts a
nei ghbor |ist containing at | east one paraneter for
connecting to a target node proximal to a source node.
Acriterionis also transmtted for a user equi pnent
(UE) to determ ne when to pursue a handover to the
target node. Then, the UE can be handed over to the
target node with reduced | atency or connection error.
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source node, to receive a criterion for a user
equi pnent (UE) to determ ne when to pursue a handover
wa o008hes7s:r get node, and to request handi ng OvECT/URMORM54444
to the target node with reduced | atency or connection
error. [0016] In yet a furthe?2 aspect, an apparatus
for inter-system handovers in a wireless conmmuni cation
system has nmeans for receiving a neighbor list froma
source node containing at | east one paraneter for
connecting to a target nodé€lpkldMd$mal to a source node,
o%her.ne ns for receiving a criterion for a user
g&@iﬁﬁ%ﬁFm?ﬂE) to deternine when to pursue a handover
to the target node, and an additional neans for
requesti ng handing over the UE to the target node with
reducéd | atemyhask ferommecsyisiem dwndyvery @0 k7 vitghess ncommunication
adgitional.aspect, an apparatus for inter-system
randover e PHea wirel ess comuni cati on system has a

conputrefisniigagabieetivpdlifidhih soereingilgorRaifldat least one parameter
structure conprisin i ghbor list froma source

a ne
A genRsHAM? geéﬁlog%r%l do psPHARERIS: f or connecti ng

to a - node..pr axj | 0 a-

cont ay iy BT st L BT RUR e whp o pursue o
Hatderei toehavagret hadgpundue a handover to the target

node. A receiver receives the neighbor |ist and

cri t ePisting o¥er e EitR e tareetnodsni tter requests

handover to the target node wth reduced | atency or
connection error. [0018] To the acconplishnment of the

f oregdi ng dAhdmediodtoddtlagnds furteecanpmong aspect s

conprise the features hereinafter fully desgribed and

ar 1 arregB hEBU 1 e Bt UETR AT BRGig

descr idhdvanly gRgdinch8ciRiairRye dhawRISutieudn®ribhal Meation update
detail certain illustrative aspects and are indicative
afccpigncaby b tagctiiedevar i ous ways in which the

princi ples of the aspects nmay be enpl oyed. O her

advant ages and novel features will becone apparent

from ghe foht ewihig cfelldhd BdudRS CWohiphis@g taeMitting the neighbor list
considered in conjunction with the drawi ngs and the

that Kiealies suibectoé ngighberiediodetifor thg HEQ#Te)- | such

aspects and their equival ents. BRI EF DESCRI PTI ON OF THE
DRAW NGS [ 0019] The features, nature, and advant ages

of thd. pr eFeaincdioslaifekiirhd , Yarther beaprisngrperéorappas Baidover from a
frgmthe detailed description set forth bel ow when

2 é?FePHO%&‘fj%lﬁ%@iLgﬁu ifihe f‘ﬁ’élgf?r%w%% in which Iike
reference characters identify correspondi ngly

t hroughout and wherein: [0020] FIG 1 illustrates a
bl ock3di agThennthaal ofi dahes.swhammirdnsaitiiog theygitemerofordhe UE to

d5 G RRT B bntece RS o PR 390 FRaristhg: Fapymitting
Wb Inddtoh PBorAptin the UTSHSEAdh FantHOMesst nb@021] FIG 2
illustrates a bl ock diagramof an 1llustrative source

RAN of FIG 1; [0022] FIG 3 illustrates a flow

di agram fo I foore Lot er - . em er .
perormed ByCe TN 481 A8 oo e oA R frgormation
tompR2Sht 1EAsCondtakdet Usdd attRSnélghiborlidoPragpdReafcht he

W rel ess communi cation systemof FIG 1 with the UE in

an active state being set up by a source base access

no de §n ode @16 whd d%fecgéiﬁy é,t iﬁﬂhc%}a&)grg%ﬁfn;g tFangglﬁ][lng kiPormmation that
illustrates a timng diagramof t w rel ess

pommits theat/ E an ssayrsit @nresporist @ a Hetermatibee tHIE maaswand sgghel strength

tate being set up by the nodeB for. inter-system
?ramgeéwrci @%%5‘1&8 Brededgbelay aeredsicguingd g -agr am of
a met hodol ogy set up by the NodeB and perforned by the
UE of FIG 1 for determning when or if to start

ot her-system search in preparation for inter-system
handover; [0026] FIG 7 illustrates a flow di agram of
a met hodol ogy set up by the NodeB and perforned by the
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processor, a processor, an object, an executable, a
thread of execution, a program or a conputer. By way
w@boosl10a183 rat i on, both an applicati on runni ng PCI/HS2008/054444

server and the server can be a conponent. One or nore
components may reside wthin % process or thread of
execution and a conponent may be | ocalized on one
conmput er or distributed between two or nore conputers.

[ 0035] The mord "exenplary" is used herein to nmean

servi g as anpl 1 nst iblustrati Any. .

aspect or DS MNRARA SRl RERE: somipsising Gl thLterion for

%gfueﬂﬁl@&ﬁéi ﬁﬁﬂdoyett B HRcEOng tridietcdpoReepatmedr &r the target system
vant ageous over other aspects or designs. [0036]

franding pipse Erantpredeferngpeqrdifferense sbeyesa mpgsyed power parameter for

HE%'?HE%B&Q as a nethod, apparatus, or article of

manufact uré usi ng st andar d progranmni ng or engi neering

techni ques to produce software, firmmare, hardware, or

any cqnbi nation there f to control a conp
i npl eftent t hentﬁ thad) q§ i fwighas compasing ﬁﬁ?@@ﬁ% g requpgpment that
ffﬁr}ﬁéa@ﬁlteﬁr Bwek ]gdfraﬁge{s fqhd %%Lréé nod@ ?é UL ETind BHHlow a specified
product " as u herein Is Intended to enconpass a
dquhutdeas nperequisit e tesSE id epbrt catidimyioo effphet eiteriaaidabimslover.
device, carrier, or nedia. For exanple, conputer
readabl e nedia can include but are not limted to
magneqo C SHRE 3H@hSIE VI CAm( €; Birtheh %Hlpdgﬁg pefrfo%ﬁ]\g a load based
di sk, netic strips. ..), optical disks (e.g.
b@mﬁ@a@t teiaton, adi gi tmiuivenent ifpe diresking DVD)handO\)er request
a rgr%%;ds and flash nenory devices (e.g., card,

f’ Abdltlonally it shoul d be appreciated that a
carrler wave can be enployed to carry
conputer-readable el ectronic data such as those used
| n t rdhsmi The ﬁtj’ﬂlﬂﬁid)frcé?’é@l Lsifwghcs (cempriging deHaiming gepgating a flow

are né$§%§%P§%&ﬁﬁﬁu HQEQBR#QES& flﬁedaikofﬁe

art wll recognize nany nDdlflcatlons may be made to
this configuration hou artlng fromthe scqpe
the dildcl o 5 alfﬂofa W&Om@émaéf?eé%tw fHe Il:?éghbm List
chtﬁéﬁﬂltgeﬁﬁdrﬁlaﬁ@ﬁ Bat qgcﬁt)é% QH§ hﬁﬂﬁ)txfeﬁ@é&n#ﬁ’schllé‘gq P identifier for a

unber “of conponents, nodul es, and the ke IY Isto

tyeilmmtemsitdmdlmda epyerdoiqacery, arrbd sytsheen bandvodid. syst ens

may i nclude additional conponents, nodules, etc., or

may not include all of the conponents, nodules, etc.

di scussed ThHe GRAMACI PAmMM tfﬁﬁﬁé’i%oﬁﬂﬁ‘dfn@&ranﬁmttlng the nelghbor list
conbi nation of these approaches may al so be used. The
ventiiplng infpmetien empisteed rteica¢mtima diffeere ety ppdheppurce node
? &ﬁtm%aj %§V|ces i ncludi ng devices that utilize

ouc Feen isplay technol ogi es or nouse-and- keyboard
type interfaces. Exanples of such devices include

conput ers &desktop and m)blle%f3 smart phones, persona

di gi t &f asdhemefiod qfy fUHBEr soRBYisBRdENsBHiiRg the neighbor list

e [ fer

PERER, Dbl &ﬁ}%ﬁ“ﬁo REbERRion gl BE) £4091 radio accens
coehmlogycati on system 10 enhances data trafflc | oadi ng

or reduces | atency/connection errors during handover

of user equipnent (UE) 12 between a source radio

accesgsnet wer lealiRAM Abedlish Fon ShRRAILAINEANVIS. id T wircless
particular, the source RAN 14 either” requests over a
nsnmmnkammnnemM1@nm@nmngcelves br oadcast dat a,

depi ct ranet rs for hbor i

Searp desghods ARJEPRRLAE o Ristbag i Thfto Arap g fopb eottaining at
Rande pardpeiseencdhinb ét8ipa0t tirgeh 1 da peRgHal 8GNBRIRGES,
(inter-RAT) such as systemtype, center frequency,

etc. The source RAN 14 sends a Nei ghbor List (NL) 22

to pronpt, or to at |east provision, the UE 12 for
searching for another system for connection. The

source RAN 14 al so sends at | east one criterion to
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specific information. For instance, the latter can
i ncl ude col or code and pseudo noise (PN) offset, cel
wo DosAs37amot her exanple, the latter can al so | PCT/US®08/054444

center frequency plus scranbling code for WCDVA HSxPA.
This transmi ssion can be unic¥st in sone instances;
however, in the exenplary nethodology this NL may be
broadcast to a popul ation of UEs. A handover al gorithm

i s t hascqond myduta lod trinsomitinge aienaefoNe ded cqoipnivat (UEE) ta

l.ock 206. I n sone instance br oadcast of the NL
r8fiting Shendq pER T MIROEHIR BSTHER 1 sear chi ng
for thehitamgeilec NadrBaing@vtahBeIE folthé hegdNhodd. N
ot heri nstances, the algorithminitially dictates
conditions/criteria necessary as a prerequisite for

moor o ancecBERLE proBFf pRE] IR TR, f o wirless

saumuaichidcde8steMl, tcompatingel y or in addition, the

al gorithm di ctates conditions under which the UE

r equed CEMAUISHHAGWRIF MepBmAPMPHENGES t ypi cal |y have

suf 11 ¢i ent  SRY G IgHBHEARR ol AP LRRIIECRULREit o neighbor list
measurenents. The source NodeB Can maintain a deS|re§

flombe sowte innde coeiomg DR¥asp ant pars)ctdrdior gotrectisy &1 erarget node
nmeasurenents for each systemtype (bl ock 208). Once a

BYUPHRACPYSC P9 mde that the UE should initiate

search for,300hAgkt SYHEMdr RaliiQCthe 26p(Rr & transmit a criterion for
responding to receipt of NL, responding to both NL and
ansalegupichifgdde clateemineerlicorio patsue 3 handeear torbe target node; and

handover al gorjthm.i s,executed to determ et he
nandover + 4 4kt B SREIRE e Re CGREHTE et Plhe UE 10 the
tegiaslie the handover (block 214), which the Source
NodeB considers for granting or denying (bl ock 216).
For instance, the handover algorithmcan alert the
sour ce~ Nod ti] [ 4 t S
pal ancd I oadh A5t FRhAEshaAIRNRNEE s JiAss Brmunicaton
bestghoemprissiz: be made to mai ntai n connection, then
this may result in. an increased enphasis on grantijng.
[ 0045CPRS foF Eansinitting 4 RRIERPOATISIGF AMASGHICE TRES R Eg) least one
BAGERE (RQBAHALIAB1S POSASLUCAR ARIASh NG bRodth2 with a
ource NodeB 3047i s de%lcted that culmnate 1n a
handowerng for arafemigtetg NoweBoB 6@ a hser biopke@0@/E)tth@etermine when
our ce Ngd%B 334 b&oadcas s a systeminformation bl ock
SIS AP T A9 1S tRER6T 999029 302 both in idle and in
act i veneah@fof BandliiEo VR AKUTENE MHe tape: KRJROr ti ng
paraneters in the SIB can be dynam cally changed by
the network, such as being periodically transmtted on
t he brgadcgst, control channel o.ref|. o
avai | ABi | | 331 %%pg{atél%sg%eotr 1%%8‘8%“%“5‘ %%?%ﬁ%‘ie%ﬁ oa imée%ss communication
Syutehh tdoaipsisinkn bl ock 310, the UE 302 extracts the NL
and search algorithmfromthe SIB in order to o )
det er AicABPRIERCadabls tagdiurg caniaiing flafe sHHSUFeFONaRrEsings neighbor
SRt sBfect Mg boafind 4 ch Gyl drab odriBe b arget node
procaddast 2 sguraa nhite wntl i dontad@dg ageritorich foroasisar eqspradnt (UE) to
that it is desired to kHOMIgg{Ch UEs 302 coul d connect
HFLERmIpg PHER IRIEUC ShandPYichp (R rect Bflest art al gori t hm
coul d, L8HYhitEr for ftﬂdﬁ§rﬂf‘€t’ingdtﬁ5 REIFh RGP d Qatridhénd
recei ved signal strength fromthe source NodeB 304 has
dr oppedoislupwationr elranatirto tthr edrohetle oo OBitating leindegver of the UE
gﬁé intsoge i nstances the UE 302 can request
EGHET'R98Es reception (DRX) in order to accommodate
searching for the target systen(s); however is should
be appreciated with the benefit of the present
di scl osure that searching for theother system nay not
require such a request. In response in block 314, the
source NodeB 304 can execute an algorithmfor (a) |oad
based handover or (b) flow conposition based DRX
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bl ock 512. A determination is then nmade in bl ock 514

whet her the filtered neasurenent of Es/lo for the
waomsaes7ModeB has fallen bel ow a specified threSHobz08/054444

("T1"). If so in block 514 or_if receipt of NL was

sufficient for searchlngllwkﬂimk 508, then a search

is perfornmed using the second RX chain if available in

bl ock 516. However, in many instances, due to cosnetic

and cd®t cdhsi depraaationef daisecbhddnyghdrx comriﬁing the transmitter

SHSUHL Y TR 015t D BpPLY I YuBHE T g an

sémgluich@eh ehavkEl ffa@tlhtdtllﬂg Qfan&@NEr B?B@iﬁ&\ﬁﬁ% ﬁ)hglﬁg scheduled to the UE
i ndependent|y tunabl e RX chains or simultaneous dua

sybsequent Oceloeation ypdale aseqpice by Histtagebredeed) . 1t

shoul d be appreciated that having dual RX chains does
enhance handover, for exanple, by being able to

recei 2@ cofhé gappasatisenf f ¢laime sl &f fuathGSMompsisin Weosleta structure

e al | ows qujcker GS stentach|S|t|on In
tﬂaeaetéflrgl%suhStt gégorﬁé&:@%é qF thoPEtAgeath -t o request
DRX in order to faC|I|tate searching. [0053] In FIG
7, a nethodol ogy 600 for determ ning when or if a UE

requedts aThanppwans pEclpier i S fueticradongrisper tho transmgittehiacilitating

B Randp onbrE e EPeybi BT i Uit e ainels Revbae-

specified in a subset ofthe NL by the source hbdeB,

depicted in block 602. For clarity, mneasurenent of one

t ar ge22nod@Be rppadeips ef daim &% ,tml@ﬁugh the cethen risee UE to determine
reci at ed £ e bepefjt .of pr nt disclosur

} g tr(‘?‘u PFrsB? \Aﬁt gl}ag QPV g)eéié targe no%,D ntf%{tg?re 80%118}.‘1568 1nte rmation

peesithkehhBRde ¥&irch fon thy @t ﬁ&&t a neasure

representative of target nodeB received power is

performed, such as Es/lo. This neasure is |ow pass

filtered i

depi ¢ tﬁ? on E‘Plp %ﬁﬂ;&lfatgg gfo cr%\[ﬁ% ?g v?_t'% 1H lﬁ%elelbkqlfﬁl%ﬁ?ﬁ %1]36 ting the search

compiise} 4f leadt/ohe Crgat (nodé jn'the hmgbb@rdist @0@omat gadaceh. at i on

is made as to whether this signal over tinme appears to

be strong enough (e.g., mnimumcredits). In the

iIluspgati ’Tﬁeg r&tﬁé Qf‘claﬁ‘n 68 e\ghérel'nsthé ﬁffB%@h%t Pémpts the UE

p
each I nterval whi ch the target Es/lo power $
{dBpraxoeatses hecgognest et hpatyed sigeal ptresgh frorn the source node

i fferen and ot herw se. de ments the credit. In
Broig] B B e SR mde " as 't o whet her  the
accunmul ated credits exceed a mnimumcredits threshold
("XMC')- f so a further determnation is nmade as to
vvhet hép. t hilke ra@sanatusmfs clatmi lﬁembﬁrema@édcrttwn dor requesting the
I% Qert Is %%ﬁgeﬁ S?lgtre P?\!v?rctgar? a?t’gere oretrl]lg t% >ggt e¥stefr€] tlten 1ng more
tlﬁh%rﬁrafe@diﬁﬁlddlﬁﬁﬁhfeﬁcd #tolve a (Eakldred pexeeeEsméeciion ttmmlrce node.
report threshold specified by the source NodeB in
bl ock 614. If so, or if not UE initiated search in
bl ock e t 5 a 0 I
616. fgosﬁhg gﬁ’l‘{ gﬁ %JEO{ e 25 fﬁ@%%ct %ghgm %( transmitter
trekeniitoR a m@juuﬂmenmﬁﬂu tresmedsaitcdop@vérdgarameea fisnt the source node
use a c r t arti n or to perform
?@éﬁ%@?}%@fl toge el S@ecghgﬁt‘wba délsmezeﬁlgﬂtﬁ f&h@E to report
LA rR AR b REIIATEr tlanatw&NL) cont ai ni ng handover
critical information. A nodule 704 is provided for
speci fying algorithmfor UE starting other-system
search. A nodule 706 is provided for |oad-based
deternmination for granting handover. A nodule 708 is
provi ded for specifying flow conposition based DRX
pattern. A nodule 710 is provided for controlling
random access channel (RACH) call setup. A nodule 712
is provided for coordinating handover with a target
system [0055] In FIG 9, in another aspect, an access
terntnal 800 |ncludes nDduIes that prOV|de a means to
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conmuni cation with nmultiple users by sharing the
avai | abl e system resources (e.g., bandw dth and

W0 e@nam7es power ). Exanpl es of such mul ti pl e- acRE€BES2008/054444
systens include code division nultiple access (CDWVA)
systems, time division nultiple access (TDMA) systens,
frequency division nultiple access (FDVA) systens,
3GPP LTE systens, and orthogonal frequency division
mul ti Ve ad begepa(rwmb;lagyslﬁefmfhe{ mgjisi@n@r@qemr parforming a

| e | acce communi cati o

e e el o BB et R e s b TS fdndover request
ﬂttéﬁhﬁ&ﬁoﬂt@mtﬁ@blﬁltteﬁach term nal communi cates with
one or nore base stations via transm ssions on the
forward and reverse links. The forward link (or
downl t n f.r .
pase Zrati ons piuefs P EATTRCRARC bl of BBb]olf, goncraring
papatipd & fllsyv coafpesisioh badel eliscontinuiug adcepion (DX Y aptori. he
termnals to the base stations. This conmunication
l'ink nmay be established via a single-in-single-out,
mul tiphe-i @’hé' Eiﬁja?at}lso%f' cﬁlﬁgll? '&}héﬂé It ieRé eﬁ’éi%h‘t(o%' MQ) contains
or a nultiple-i tipl e-out systen1 0060] A
Mo gps tteah fwrbtamﬁshﬂhandopblecqmﬁﬁsmg ahgpaiiderdriice lfmasradlo access

Fndlhant bR fte! RO hEy Gl Gran e dPRael the N T

transmt and NR recelve antennas may be deconposed

into Ns independent channels, which are also referred

to as3@patiTh¢ eprartet sof wieme 18, wherer the NRjighboEadist contains
&f%g}]agﬁogncolrx%%gﬁ]%ln%% ere%hg &ﬁ%%ﬁﬁ%%@é@?%g %%d1§ ﬂtleo%OdlI‘CG node and the
%&@baance (e.qg., hlgher t hroughput or greater
eliability) if the additional dinmensionalities

created by the multiple transnmt and receive antennas

are ugjliz te p S ' . .
d|V|S|on dﬁg? g%%ﬁgﬁléﬁ$: egﬁéncyag?bﬁg%oﬁggﬁgﬁggﬁ contains
(FFaD)at®y sbepsising infarnidddnsysdtifimfortangpd of mdiochcaerd technology.
reverse |linktransm ssions are on the same frequency

region so that the reciprocity principle allows the
estinghi onA0f, duhigy ff&r ‘ﬁﬁ&dsgjsieﬁ{‘ HahaRRA if TOWMifd&s  communication
reverse link channel. This enables the access point to
awmﬂmamnqnmm@n1t bean1forn1ng gain on the forward |ink

when mul ti e an re avail abl.e at the CG

poi nt tpobRot BB n gt @ ppesce TAE ¢Ohaiie,RElcas gg paremeter
Yér’c8hRIBng mmg& AbHOProRedl @6k 3660 Addeg to one aspect

is illustrated. An access point 1000 (AP) i ncl udes

mul ti pceivangt @ariterign dops Usarrguinmednt gV Ry to dgamainel wigodo pursue a
LN and 1010, and an additiona

|nCOV%WDt&i%€ tngd %8?4 In FIG 11, only two antennas

are smlmtﬁlgmaﬁ@ﬁg oaat e ifatagicobgde. however, nore or

fewer antennas may be utilized for each antenna group.

Access term nal 1016 (AT) is in comunication with

antenpas 1 e ﬁﬁpﬂﬁi 012 and 1014

transgst |gﬁ%?ﬁ%ﬁ@éﬁ%ﬁgﬂg%égggé?ér na2}1016 over

f or warateivingthd @2ighbordist aekdriteriomivbilerat idrmédeandicce s s

termnal 1016 over reverse lin 10&% Access term.n
1022 TUPHINgGhletH iR WPWEWF% dareghp eap{ramp@gg a location
ﬁﬂ&ﬁ@aéﬁﬁﬁﬂ&ﬂgqﬁgQﬁggggd&008 transmt information to

access termnal 1022 over forward |ink 1026 and
receive informati on from access term nal 1022 over

ks 016, 69010 ok a1 DI R M RN e QP neghbor ls

fHae[eBNAGY d Aibs@OMMLIBhEHigAbdes R se@xanpl e, forward Iink
1020 may use a different frequency then that used by

reverse link 1018. [0063] Each group of antennas or
the area in which they are designed to conmunicate is
often referred to as a sector of the access point. In
this aspect ant enna groups each are deS|gned to

o T o a o e o "



digitizes the conditioned signal to provide sanples,

and further processes the sanples to provide a
wa@orsasyendi ng "recei ved" synbol stream [ 0072PCHBISIRES/054444

data processor 1160 then receives and processes the NR

recei ved synbol streanms from3&R receivers 1154 based

on a particular receiver processing technique to

provi de NT "detected" synbol streams. The RX data

processor 1160 then denodul ates, deinterl eaves, and

decod ea det.ect S 0 treamto recover th

rart it datde fo el SR byralh e tel SERYEe 5 By et node
@itachapdORL 96 07ind 48Mhel SR ORah BB Bhdiycchhod () dheinf or med

by TX M MO processor 1120 and TX data processor 1114

at transmtter system 1110. [0073] A processor 1170

peri odgcal ] - Why - I X .
(a0 sotbsed er el b SRutioe Ruftn FEcie T bbb df¥termine
Wihok topssage madprer 3o g argehod furthde xopridds aeceivitg dnformation
rank val ue portion. [0074] The reverse |ink nessage

R BEShs BE 19 spareh or dhsfatzebrodent or mati on regar di ng

t he conmuni cation link or the received data stream

The reverse |ink nessage is then processed by a TX

dat a p7.oce3bormdthdd, ofwhiagh 26,sbirthec eowpsistngafdetivingatimormation

for a.nunber of data stre fraom a data source 1136
HOORAPEH 5y B SR A0t D 21500 B gt Ry cerch
transmtters 1154a through 1154r, and transmtted back
to transmtter system 1110. %OO?S] At transmtter '
syst eA.1110he mpshatbeilirlaired7s fughal somposing eecsiweg information that
syst 1 ar e ceivied by antennas 1124, conditi oned
BT s W GG P BN R e SR 85 n from
adorce©08s B4k thyndad Rlotal freddt@efs&hrebAdld. t 0 extract
the reserve |link nessage transmtted by the receiver
system 1150. Processor 1130 then determn nes which
pre- C@Q' ngr nﬁ%ét 4 8 USfm f39,r ﬁgﬁlteﬁ E%Ehag%tr&%lﬁﬁéme criterion for
form ng wei ghts then processes the extratted nessage.
[QQZGing| nhandoaspthat spdedfgisaatasalrdmoslcs paraenadralsitid edget system
into Control Channels and Traffic Channels. logica

1P MOgh Hed greg%tﬁwmg diffsraca cheye omeryrd eRyRRRrameter for
(BGHDce nyBich is DL channel for broadcasting system
control 1 nformation. Pagi ngControl Channel (PCCH)
which is DL channel that transfers paging information.

Mul ti cast tral | whi ch. . o
Poi nt o iRt PO B 3 AEA s SOy O Faging isfgtion of the
MictibAest RunBb eads asdpoasidioMIbéw &astrana@E Y ne8sutddBBlhe source node

scheduling and control information for one or severa

fatiitleat iGdqiennundd to befbickrw @spegifladghicnleplRRC connect i on

this channel is only used by UEs that receive MBVS

(Note: old MCCH+MSCH). Dedi cated Control Channe

(DCCHY1i s Pat Rictiicet @odlaim B2,-flith@CdongitRingChalingla Hahddver request
transmts dedi cated control information and used by
dEtsrAGioy NP PRIES AL PIseh handeveindoierpuration bydhe squrce node.
Traffic Channels conprises a Dedicated Traffic Channe
(DTCH), which is Point-to-point bi-directiona

channd?, d@de aatled dfelamna2URrtHeocompesihg eqaésting @enersisn a flow
information. In addition, a icast Traffic Channe

xRy iqnohasehilineontigueny rﬁ?e@&r)%@ PAESTRel f or

transmtting traffic data. [0077] In an aspect,

Transport Channels are classified into DL and UL. DL
Transpdrt Chammehal clopmi $8sfuathBr oemdpastg Glvarvimg the neighbor list

B Downl i nk red..Dat a annel (DL-.S and. a ..
BT iy e RO ety SRRt S ARG SpRBFRTr (epihifier for a
SN AelsIERANGY0RYEa bdntdrTiquah & dakya sRenBAMRNilitht O t he

UE), broadcasted over entire cell and mapped to PHY
resources which can be used for other control/traffic
channel s. The UL Transport Channels conprises a Random
Access Channel (RACH), a Request Channel (REQCH), an

Upl i nk Shared Data Channel (UL-SDCH) and a plurality

— ~ N7 o o o,



and intelligent. By way of exanple and not limtation,
the evol ved RAN (e.g., access point, eNode B) can

WO pdoenoons predi ct data traffic conditions and PCT/US2008/054444

opportunities for facilitatigﬁ%handover to anot her
type of RAT with reduced | at y and connection errors
based on previous interactions with the sane or |ike
machi nes under simlar conditions.[0083] In view of
the exenplary systens descri bed supra, nethodol ogies

t hat y be,inplenented in,accordance.with the : :

i oc) Ghed SBIBLEOT ok (i Ravir BeerieLdls (et g fo neiehbor list

e@ftehRRGEfMa6&Y edrapridih OrdtReccme ddrbclRfwdRHIBOSRECce node

of simplicity of explanation, the nethodol ogies are

antbihe tagef 19€d8cri bed as a series of blocks, it is to be

under st ood and appreciated that the clai ned subj ect

matter is not limted by the order of the blocks, as

sonme HBb.ockFhemetiagcof clhim AR f fuethentoroprildns raeeiving the neighbor list

concurrently with other blocks from t .is depicted, .

SRR G /ERPTIRE r AMPrISNSy BHOERationotPegliic far) g dypeapbdadio access
y be required to inplenent the nethodol ogies

B S | el o A ¢ onal | y, it should be further

appreci ated that the nethodol ogi es di scl osed herein

are capabl ¢ of being stored an article of : :
manuf 26¢ ur 8¢ 5taent ] RRCES AN JOITHYSAnGadovers in o wircless
E&ﬁﬂé%ﬁﬁﬁ?ﬁgmﬁﬂgQOHEHQQQQIogles to conputers. The term

article of manufacture, "as used herein, is intended to
enconpaisy npdodmionteseivipryneigh o diskiso lagofifco modngontaining at least
sarpHbSrer gadabl e dew Cor. FRM] Bhirdl Edhi. AORBAT 1

Shobit d™pé& appPeC|aP%d)% any %8§eﬁi, pd%flca I'on, or

ot her adée&&hcosmcﬁﬂdr&blenré@ivin%ra Wh@rdnofori # W3F tequiphatht (UE) to
is said to be incorﬁorated y reference herein is

Aefenipe aee & PePE hhandpyerte thafargsieede: andhat t he

I ncor po; ' ' i Xi sting

def i n??tl{lg&n@gdlgtggﬂﬂe netsgl?‘(’? %?daﬁ%‘g% ﬂggﬁaggélﬁttrdédgfat eri al

set forth in this disclosure. As such, and to the

extent _necessary, the disclosure as explicitly set .

fort h*fer e?\nC%wé?rs%r&égar%mp@sh?qri Bty Enfayers in a wircless

bOGRTRRLALEL SREY @bpRYinkef erence. Any material, or

portion thereof, thgt IS said to be incorporated by

r ef er enamphter-edadablp otedinm,chmposingi ct s wi t h exi sting

definitions,. stat ts, or other disclosure materj.al .

Set forth REVEIR OVOPS BRCYIE § FRBRHH GrEtries? pefightor lst from

8%6@0¢ nddtadonnife Bl lehst bn@phraftch &rBRRedii@to a target node proximal

i ncorporated nmaterial and the existing disSclosure

fredt equired nade Al VS What is clained is: 1. A nethod for

| nter-syst grsnec%%a %&Yoef;c%désnm? Vﬂs{n? thie 2ord thlrlgc?eti | Ofcriterion for a

system cofiprising: Pansm NG ‘a” neighbor Tiste § ¥ O

ascB eYliipMenOd R )Go dtRimind §vhah tb pastec Hhendoasrrorliicetardedhode; and

connecting to a target node proximal to a source node;

transmitti Aghisd sqtiof pdesnior spusing he covguicp HeFrquestipndigg over to

t ] when to pursue a handover to the target

fig %%ggﬁgﬁhanding over the UE to the target node. 2.

The method of claim1, further conprising:

transmtti t he nei%gbor list gnd criterion to the UE. .

in idfe nodd; APAERBREVRIE SN AYNdRXRET T & dVEGeTH@nRtnication
isih@: @ | ocation update acceptance by the

target node. 3. The nmethod of claim1, further

conpr inshmyfor resvsvrig tinegghbhe listefirgrh rosoukdestodehmntaining at least one

ident'f%es a s¥bs$t gf qeighboringtnodes for.the UE to
BURPEITT O COMREIARINBH & NP AP MR A oA B8Mpr i si ng
perform ng a handover froma dual reception (Rx) chain
UE utilizing a single Rx chain. 5. The nethod of claim
1, wherein transmtting the criterion for the UE to
deternmi ne when to pursue the handover to the target
node further conprises transmtting information
pronpting the UE to search for the target node. 6. The

o L



target node. 17. An apparatus for inter-system
handovers in a wireless comuni cation system

w@epniFung: neans for transmitting a nei ghborP¢T/582008/054444
froma source node containing at | east one paraneter
for connecting to a target no#e proximal to a source
node; neans for transmtting a criterion for a user
equi pnent (UE) to determ ne when to pursue a handover
t 0 t heehay petreasodeg a srigriopdesa figsr chaipdicng(WWetp dekpsmie when to
to the, target, node. 18. . An apparatus for inter-system
Rintioo b BoF o i Peack B Cinfine cat ion system
conpr fkhigfor fq@edPigtRnding adatb ehdmelicuiddzont ai ni ng a
data structure conprising a neighbor list froma
source node containing at | east one paraneter for
conneggi ng A,q, ﬁaliaﬁlrs 9?11 in&?—‘@ tBh PR3 R erslif a i?&&rs%gzr%%é?cation
and contalnlng a‘criterionior a user equl pnent
tptaetoenprisiigwhen t o pursue a handover to the target
node; a transnit%@r for trapsmtting tha nei ghbor |ist . .
and cPi ERRNBETCAPIR RGHHRINE atSCBNBhANAYE $tBICfHE comprising a
hé?%r 1139 %nf Qrsoﬁlég hbﬂié @(;ﬂtﬂgingaa@ q@d‘é?&n@%arﬁﬁ?tep?%t&nﬁ&@ing to a
target node.19. The apparatus of claim18, further
togg mode pepxtimel tor assmid tete andacesitdining pgeritéreomeir ghiser equipment
list a criterion to the UE in idle node, and the
bt e auu ADATS St 16§ Pkl outs: by
r endVjh ReRR NI &PNEL HeadidhBot N ahlFcSieRSS ANt to a
| ocation update acceptance by the target node. 20. The
appar atigssroftecfosirepuegingthandoner tohapargetineget he dat a
structure identifying a subset of neighboring nodes
for the UE to search. 21. The apparatus of claim 18,
furt heg. compg bppdrgué bEclainads Nfukther ccfnﬁl;ﬁisﬁﬂg b ird@ivr receiving the
handover from_a dual reception (g%ﬂgc

! a. : ain UE utilizin ‘
acighbpylist mad entgripn whgle imjie Apdar ¢ RNgNifERieggesting a location

o . o
BRFAE NSt B ot PRuAE 8 08K BE TR MeEhthibo by the
cogpmbdes | nformation pronpting the UE to search for
the target node. 23. The apparatus of claim 22,
wherein the information pronpting the search conprises
at |egst ompget eﬁfpgﬁlttusn Qdeclhih the RRingH %ﬁl{#rﬂsﬁl HR data structure
pronpt a search. 24. The apparatus of claim Z3,
wieeti Biing 4 hibsetrff acighbomorg ndvies fortbnpEgotstmchJE t 0 search
conprises a requirenment that neasured signal strength
fromthe source node has trended bel ow a predeterm ned

threshol d. TBS. aphamut@PRAT alats 99, Gldhdh d@mpMiIBE €ihe tdRBiver and
criterion for re uestlng t he handover specifies a
Y

treassuttedfapibiasing parandeice py tbhzinge singtqféx ckaps pearfual Rx chain.
trending nore than a predeterm ned difference above a
nmeasured power paraneter for the source node. 26. The

appar a8 us The apirdtu26f clhini 4herh@OApkd sitdgon A the UE to determine
transmtter transmtting a requirenment that the . ) )
HB&R UiPe BUisBYOEhC p%?rnéﬁmre?o ftho rfrigple node r etheio gempgpgss infgrmation

' (fied threshold as
gﬁ%ﬁ%g%?@?ygq?g?“?ﬁggﬁkf?ggfgg%ft satisfaction of the
criterion for handover.27. The apparatus of claim 18,
further copprising a processor, performng a |oad based
handovér denerRALT BHEIEM o PELAR Al HoRyprogying ghe search
BollARdQUelalt BHE B Lt A8 HE [ MP AL ioABOLIRY ’Ebeprb(nggé Bdadred.

28." The apparatus of claim 18, further conprising a
processor generating preparing a flow conposition
based di sconti nuous reception (DRX) pattern. 29. The
apparatus of claim 18, wherein the neighbor Iist
contains information that facilitates the handover
conprising a type identifier for a radi o access
technol ogy, a center frequency, and a system
bandw dt h. 30. The apparatus of claim 18, wherein the
nei ghbor |ist contains informati on conprising a
reference tine difference between the source node and

.y ~ A " o o A~



containing information that facilitates a handover
conprising a type identifier for a radi o access

w0 emhnad7ayy, a center frequency, and a syst em PCT/US2008/054444

bandw dt h. 44. The nethod of claim 32, further

conpri sing receiving the nei ghtbor 1ist containing
information conprising a reference tine difference

bet ween the source node and the target node. 45. The

met hodS.of dhakppaayus plicleine p4.compeinghaipfomueionitivy prévapts the UE

ei ghbor list caontaining.nformation conpri
RSB by SR PR SRaRRAKE B the souree node
hachiak® 8¥lowAbpreditedndasd thekkBolar ocessor for

i nter-system handovers in a w reless conmuni cation
system conprising: a first nodule for receiving a

nei ghhpr |i Nt al.Nj . .

one parameis PHRTLS SOUREE ML OMARD, Akl S Mahcying the
handavsospecHics admcasuraepone paraimtier far the eagey sysend trending more
criterion for a user g%yipnent (QE) to determ pe when
then guredstergingd HEHERCR BPoyha Medryed PAVEP 2 YRgCHIoF Hisrsgurce node.
nodul e for requesting handi ng over to the target node.
47. A conputer program product for inter-system

hando%@r s The apmirates ef slagoritu firtet icompsyisg ¢m receiver measuring a
conpri si ng: conput er - r eadabl dium conprising: a .
Fove: baupdsr ReGale Spghe abis fily Tl oo pataned B bEbaByes specified
REGBROES Ipr&tqlisiRMmia SRUUEEtI 8GR rC Otsichb bfathe | @A8kon for the
one paraneter for connecting to a target node proxi nal
hendeveour ce node; a second set of codes for causing
the conputer to receive a criterion for a user

equi pnent (UE) to determ ne when to pursue a handover
to thegtar gat appsietus ANEIdmt 9, flrthet cahprideles prédessor performing
causi ng the conputer to request handing over to the
ther Berdowerdecquasy. dotermypEianatiy sespemsei Hy epceijirg dogd based handover
Rangouess, i n @ wirel ess comunication system

conprising: neans for receiving a neighbor list froma
source node containing at | east one paraneter for

connecéing éo a target qade grﬁfinal to .a source node; i
means-7-or %é‘?%rﬁ’g‘s PIcGlupe Yo IS cqmpaEng ubiogHent requesting
(ifRkarlo FSURRITLARIMEH §.9cPHI R Ao NABABKER (DRXD Bitern.

arget node; and ans for requesting handing over to
the target node. 49. An apparatus for inter-system

handoyers in a wrel ess. conmunj.catjon. system. : :
conpr i ngThe WO SRS nEBRGIR 1By Pugioyi gt gontains
b @ 3Hoh Ut UL E1iRRIANRNE BADvEr RhGRRRY a bjpstiddnti@i for a radio access
source node containing at |east one paraneter for
tosheadegy, ngenisr Eequengetand edestpindridwidth.o a source node
and containing a criterion for a user equipnent (UE)
to determ ne when to pursue a handover to the target

node; 6& r eTae Veppataiis & eilamngiol hehaeinghber ndigisor amisk contains
criterion; and a transmtter for requesting handover
trdoxnprdion Logurisgde refergncer fme i ffaicasu setpecr g pruace node and the
Fﬂgaggaeconprising the receiver receiving the nei ghbor

i3t and criterion while in idle node, and the
transmtter requesting a |l ocation update request to

the target _node that results in a |ocatipn u te . .
accep nce ! G Ry g%tf 0:1?6%.4g51Wquﬁ’él éE?)aP%g@%oroilst contains
Glf&inMBR compFiking "infBHHB[dnssﬁéE&ﬁE IS A3h @0 BlaliiGHHES technology.
Identifying a stbset of neighboring nodes for the UE

to search. 52. The apparatus of claim49, further
conprising the receiver and transmtter facilitating a
handover by utilizing a single Rx chain of a dual Rx
chain. 53. The apparatus of claim49, wherein the
criterion for the UE to determ ne when to pursue the
handover to the target node further conprises

i nformati on pronpting the UE to search for the target
node. 54. The apparatus of claim53, wherein the
information pronpting the search conprises at | east

e oy



