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[1H PYRAZOLO [ 3, 4-B] PYRI DI NE-4-YL] -PHENYLE OR

- PYRI DI N- 2- YLE DERI VATI VES AS PROTEI N KI NASE C- THETA
WERO986 REFERENCE TO RELATED APPLI CATI ONS [ 0001RCT/82008/081957

present application clains the benefit, under 35

US C 119, of United States provisional patent

application serial no. 61/100,808, filed on Septenber

29, 2008, OBhY- %l SMIEEI VA WIAHIAFFASHVEFRORER'E

no. 61/044,575, filed on April 14, 2008, and

provi sional application serial no. 60/984,875, filed

on Novenber 2, 2007 trieldestithé Bisetusent s of each of

above applications is incorporated herein

r ef dheResent pCkeROURBLaSHo FEsIVRY/ Rt mqpee@izhijfuweomrep@mes

ki nases constitute a large famly of structurally

rel ated enzynes that are responsi ble for the control

of a variety of signal tBagkgheahdon processes within

the cell (see Hardie, G and Hanks, S. The Protein

Ki' N@$BritafinSdi 1B liqui & ays’ ea tion screen,

Di ego, CA: 19551%S S{CI)CE)OSE{Jj hlIHS Gggﬁef(g}lg }Er%%%ilen Efbhzcsgs SOTEEnS,
oftmedqzlat(m ilg]utrd;&gmhgm@tlc@ cg}maﬂrum@nb)foeﬁff@mmt m)ge]atlon and enhanced

asphoryl transfer. froma nucl eoside.Lriphos te to
re AR BY obrieh fi R ing S Bt RO Frf G SRR BT et SRptays by
forﬁ@hh%ﬂenﬂ- ﬁéehg@h asRNPENred Wﬁﬁo&\éedﬁgrﬁﬁé*&& TGS ulmleelﬁ’eéln@&y of the
on/ of f switches that can nodul ate or regul ate the

forwardy eqattplredﬂ@hh Bhis| sseiterad, yetihighi fajemsnﬂwé@e, resultant light gives such

cispRERAREMEE b BB B ey ardtih s “eHGH AR A0 ight which

is ﬁattéﬂéhlor &gl @a%kQBW§MCﬁhe Sightdurcd. NEliGk@ation or restriction of such
envi ronmental and chem cal stress signals (e.g. shock,

"bah:éatattswd Kightlis raleylfestor adidasicoing thesst bgltadiffusing constructions,

er |
DifffiRE b rbe iR FrEd oG ST REeb s Sy bR '8

an) K4 1t1(anal diffuser
co@ip&Wnh td MetsQEt8m( 8r,Gn s@MARELOCY BicHOFRRb alFuGad erties into an
s?l mul at i nggf actor (Gw CSF), Cbla}tnd ?i?)gr oblast gr ogvtﬂa)
CcXiStRg SMMPINEH) ). An extracel | ul ar stinulus may affect
one or nore cellular responses related to cell growh,
mi gAadingradddiohflecosmponents tnan s@orktyisem fs thodisahestage of
activati nof ranscription. factors, .nuscle .
intEighEPE ARl Pt Bag Hih cpineai ToBMFT ot (it spmreficct light
the%éﬂgic’&ﬁﬁké los$ YF muyrﬁhatﬁﬁ%a%%@r %m%f%agél@eg%daho&ygh@ltlonauy,
nases may be categorized into famlies b
in mmsmuhﬂe@r sysegmpih owyplvordylifigk of enppssipledd el additiosal |cnmponents.
protein-serine/threonine, lipids etc). Sequence notifs
hav éndogstatirgheditfusive propbaics gao e akihty‘tng:@mroesamipbnmt rﬁay:ls\e
of these kinase famlies (See, for exang Hanks
achaeyed bypfriicgrmply, ctelipgepsgndblasting psureg obgmexinegmt

coffhant o5t ﬁ@@%?%831%%%5’@6‘5%?10%@?1@'&%%@“@@%95%%@%%38 fayer,

witGatiffudive putitlos Howaler, inbQorhtiha4jffisdng layer into an existing
2352- 2361) [0005 ] A serine/threoni ne ki nase, protein
conppensak incth Rystem ceikpli¢aiesicomponent depgnandds prnyfeturigy sfeps, and
[ t
e A B B e P AT Yol 8 (G ERef¥Rtilring. In
patticales thd ue\if gpenceesican detadoe frohathe BKﬁaIl beiphtnha&sorannsmittance of
essential role in T cell activation. Upon antigen
thedpeigeptdighpiirgyishpaglgicpéer. pkc t heta, but not ot her PKC
isofornms, rapidly translocates fromthe cytoplasmto
the site of cell contact between the T cell and
antigen-presenting cell (APC), where it |localizes with
the T cell receptor (TCR) in a region ternmed the
central supranol ecular activation cluster (cSMAC
(Monks et al, 1997, Nature, -385: 83-86; Monks et al .,
1998, Nature, 395: 82-86). [0006] It has been reported
that PKC-theta selectively activates the transcription
factors AP-1 and NF-kB and integrates TCR and CD28
co- sti mul atory Si gnal s I ead| ng to the actlvatl on of
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in T cell activation can be bypassed and this is
likely to involve the provision of additional signals
wo 00063 s, either fromcells of the innate i|iPOMI82008/081957
system or directly fromthe pathogen in the form of
pat hogen associ ated nol ecul ar patterns (PAWPS)
(Marsland et al., 2007). [0010] More recently, studies
in PKC-theta-deficient m eBMiRANY indicated arole for
PKC L [ 0
nf%%al gﬁggggrgtgélf T, e ni?% an idh%?%? ?a] ysh i télrsg Sean be made to
dlﬂ‘ifse lli@'ﬁﬁ Witk thduddition @pdrticl&fsbam%(iﬁ ylesﬁ)@%| lelefiﬁaﬁlen of
In all cases where exam ned, PKC-theta-deficient mce

pagigles Bnd Slcrs inpioklematie it onbrbocausgiod iscompdigaiiqnsypf backscatter,
S C
bu%%ve lrlfs%n tﬁ&g ?ﬁjtlgl‘%s %1& ﬁggrg E’%ngler eg%dﬁeesﬁ&e 1£?a{p$bleh1?lbgl’ng filtered, a
prothds f?ec@lehﬂl}sddsﬁableko Aﬁﬂﬁhapunt@tof dhe adh2006; Tan et al .
2006; Healy et al., 2006; Anderson et al., 2006
Nag Maﬁﬁveﬁompomthw@at arprapableeaflifmune yisthle befﬁeaéﬁe §rqvefied In

sorgg te%ﬁ)?)gg{é | v #% cf#fﬁ ??ﬁghé&%ﬁgm}ggsu [k%grﬁﬂisg an optically clear

pradsiirei samgitivd vdhebhes maabs et bwidck oo odibpdried wqatmm rhe adhesive
that targeting PKC-theta will provide a way to

targ

mafi, oy herih Ercedbiesive pRrBpIES BhascIseRAfrieg m%ﬁwomaeé fpat e Flarger than
Vi

] O00REE iyl e 1L AL O s KRR Lompise o

croBkehet a nmedi ates the phorbol estertriggered survival

signal that protects T ceIIs from Fas- and UV-i nduced
apopt s PEOVidad) pug) pRficet agficles ogpprising an) ppfigabfilmi gyl a diffusive
adlgeggig %}9Q§t @ﬁ’{ il cQ&tE@ o?lt ‘ch@I tlcgp(ﬁﬂ? %@ren?’zl%ed'glffuswe adhesive
pr surV|va e T's of imterest because
coﬂnpﬁsds wamaoptRKDy tdhat prepeme sieastlbce edhayappeadtrixocamchs disrkosopolymer

Opl5) ar Qn associ ate h nutations |eading
dlSP%fs c¥jthin &&é@%ﬁ%&e alﬁﬁitrllxynpﬁgﬁaéél{eﬁr"aePo@Pn%ﬂs phase-separated
nom cs 25: 295-297; Verma et al., 1987, J .

ml&gﬁ%@?ﬁﬁes. din. Oncol, 113: 192-196). [0012]

Togéd faddl,tlonheptecaﬁ éarainiata:sliaratpeoxtihmi AKE- dftiet alansingtns comprise a

attractjv t.her t|c interyention in
Sut?SHﬁieaﬁ#a% 99t1 wlf‘e\ragnn%t sebiine ghattfer bhe PRHfBhitgs laminated
to BRGulsthed l:o Eﬂi’% Aral 033 2 ASRQEA DOBkYive LORLE tﬁaﬁla"ﬂy coated

great need eve op conmpounds useful as I nhibitors
ondhe pptodatifimkivhasesthel hiffparvd hdhdsae contprl\wi,ldlrdopmzally clear pressure

desirapl e to devel ounds th t are usef ul
SCISARRGRES SHUR. r0ds DCCERORS PROSERGPE! St Yh&ﬂdﬁ?fili’ﬁ matrix.
Th%éﬂ?e@w*e%nipﬁ@&%ﬂfé@é Eophf QL MR fonfifsl ent l'y available
for the mpjority of the disorders inplicated in their
act i vatl on. SUMVARY (]: THE | NVENTI ON [ 0014] This
i nvention provides, r ghpounds that are
| Dl Bsssrbaph i

useful as ki nase inhi I n one enbodi nent

the A%Cﬁﬂ?l‘é&'lnﬂﬁeﬁ'fze '@hgfeaIEH fﬁ%@mns' t0 \ﬂﬁmsb Q’ﬁﬂﬁé fightGRURSRYEELIrhe

by a structural fornmula selected fromthe group
difoonsi ssthesiee @n‘mposmonchmpnsa phlackhemeljmaaliipgrsad sethinad! alhesive

al t_t her eof ' are dependent |y - or
g K Smarang Hpopplyats G dehmerreer bl of fmdgmly. An
acﬁf’JaE’@ﬁN&hdtﬁ)anetvp&h Qﬁ@&ﬂfékﬂv@ n{a'tﬂibganﬂhe 'bfbcﬁ %bﬁ(ﬂgﬁher aif\he
N2, or -TlI-Q. is absent or a | O aliphatic

struMmlaemmgmmomw m@wmym 5)515] almlcrt)staufa dosshinking agent. The

di g\!eo es%e( %nggrisgg EIF endent %t¥d n& Cl’Iela(EilBg at%r\m%[geer tﬂan the

optlonally and independently substituted with one or
nmore Jci . Q@ is absent or a 3-8 nenbered saturated,
partially saturated, or fullg unsat ur at ed nonocyclic
ring having 0-3 heteroatons ¥ndependentl|y sel ected
fromthe groups consisting of O N, and S, or an 8-12
nmenbered saturated, partially saturated, or fully
unsaturated bicyclic ring having 0-5 heteroatons

i ndependently selected fromthe group consisting of O
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y is 0, 1 or 2. Each n is independently O, 1, 2, or 3.
Each p is independently 0, 1, or 2.[0016] In one
wepdomerwsent , the present invention is a nmet hodP@f/US2008/081957
treating or preventing protein kinase-nediated
condition in a subject, conprising admnistering to
the subject an effective anount of a conpound or
wagelapess |0f vistblotighthd'hp defusite adhosyr isdiee of ousHntiply fre of diffusive
pmggﬁgdlnent the present invention is the manufacture of
a compound or conposition of the present invention for
useThe téiheahdiREiveT aprey®Rbichy refeRrtot @ilymidaspeiicisedseful to
condition in a subject. [0018] In another enbodi nent,

adhgse tagsthsbiriadhsrads okpaaples ofasihesivestse perrsasky adhesives (i.c., cold-
seabinvdﬁg%l{l%sg,l ﬁéaet chtl%?tﬁhl Seﬁ{hgélv% or tIIélEtglIr:raét e&ﬁt:\é%l%s 5{1@ 3)%@3%%1116 sensitive
amkﬁhkacellular S|gnal transductlon pat hways nedlated by

such ki nases; and the conparative eval uati on of new

ki Na&R-th&lfy/ at?l'hEQ{fe% habETiNiteEBr [tk R s@bstris but can have

I NVENTI ON'[0019] This invention relates to conpounds
acEntibbodbesye $trﬂmgth(\shmtpaa®d withespreifie targetsubstrates or when two

B0 1B BRBOPER M EHE OB AR AR i hdires by

aﬁﬁ@ﬁpOSltlonS of the present invention are effective as
bitors of PKCtheta. [0021] Conpounds of this
i nvé&leai antiviied ladbiksivel @@enqief@cky bteroogletn@lpaﬂatlye hefrlsicame tacky and

e further the cl asse
carfilfl Dot ] Fubss e A b S AT RER adbepigg usualy have o
Tgh@' RlcRingt fnt Ofrh PWbhRE ﬁﬁfﬂ RintcPtgreS Wlhdn RPledpbiRbi@8Ss clevated
ot herwi se indi cated. For purposes of this invention,
abavsethe HEgrioe Aim.ethe méarege modulugantaliy decreasenendtbmadhesive become
ta E&th the Periodic Table of the El enents, CAS version,
ndbook of Chem stry and Physics, 75th Ed.
Addistruenall | adhegenerdilr @ hdiesRteshaf ther ganibene hﬁ[@rSﬁiFh’ strength
are described in "Organic Chem stry", Thomas Sorre
maggijalse(ed. t ootk FeinpesiiBh ok snctdl s diat the adhooe, boaddtrength Is in excess
nced Crganlc Chem stry", 5th Ed., Ed.
Of%B%gﬁy(%p@%gind March, J., John Wley & Sons, New
Yor Ries@d Isentiki@e eidhbdite QBSA? ndosnpabitiohd Gl avedl as®hYto those of
anorgorated by reference. [0022] I n one enbodi nent
ordipy spdhel artde p@ﬁésqopreﬁaﬁﬁs inslegliftg e fallevingpbkegaresgive and
S C r
pe%%aﬁlgnts %1519 gﬁygcﬁ*ergngg '\%{\ hano 810?%21?1%& ﬂél I{Tintels1 %]reg (gg Blfﬁfle%‘[l ability to
hokladrito thade®énd, Anal(lcﬂ) s%fﬁ@iélﬁ doﬁé@ﬂﬁﬁ’tﬁ@gtﬂ % beN:leaﬁﬂy removable from
R+)-. Ring Bis five- or six-nenbered saturated

theg fﬁ@glcl N@teéxalﬂq%% h@teybwnchunﬁ go fractiog wall ggdivAs. @R, polymers

des\%ﬁ%’efuﬁ{ gor]r;eglu(l)a%d m‘gor eeXlrlrle %tatkﬂ]ﬁ éulglﬁﬁ: ?és(c%?lllsﬁ agﬂogg%teé cfesultlng in a

degidi bhlltaﬂcb Wf aauk, Ipﬁéi@nﬁiﬁﬁemtdnyi shepd E(Qdﬂlgkpbv@rV\k%tamﬁlgGhe proper
is -O -SO)P- -N(R)-, or -C(O-; and Tl is

balémq erpmeyﬂ%ﬁﬂanwrﬁd@@@méﬁ@q8§/ substituted with one or

par aﬁ y s% ura Ztgﬁﬁmdlglﬁl?ey %Sﬁessgfe m)(g{ e@féﬁ%%gc@%ﬁ%ﬁrg sensitive

adl[elsﬁ@” hefeisng af adhdR e patsours servitepeamteditd thasigloptitadly transmissive
fromthe groups.consisting of O N, and S, or an 8-12
angyala difBYCS WP S, partially saturated, or fully
unsat ur at ed blcycllc ring having 0-5 het er oat ons
i ndependently selected fromthe group consisting of O
N, and S, wherein Q is optionally and independently
substituted with one or nore JQL; wherein when R 1is
TI-Q, then TI and Q are not both absent. R2 is -H
-(CR++ 2)NnCN, -(CR++ 2)nN(R) 2, -(CR++ 2)nOR, - (CR++
2)NC(ON(R)2, or - 10 alipBatic optionally
substituted with one or nore hal ogen, OR*, or N(R*) 2.
Each R3 and R i ndependently are -H, halogen, d-10
al i phatic, heterocyclyl, heterocyclylalkyl, aryl,
aral kyl, wherein R3 and R are optlonally and

1 . " g o Y T |
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A and A" are independently -N- or -C(R+)-. Ring Bis
five- or six-nmenbered saturated carbocyclic or
whedeneyrlic ring. R is halogen, -CN, -NO2, PCT/US2008/081957
-TI-Q. TI is absent or a -10 aliphatic wherein up
to three methylene units of Tl are optionally and
i ndependent |y repl aced by G wherein Gis -O, -S(OP-,
- N( iw% ess offerwisg @pdicataghd' oppca,lgr dpar anfgry i@ agnadhesive or article that
haA g%gi][efq%ﬁ q}anémﬁfﬁgé%rg\tlel{rt szE L:ﬁaﬁﬂ% S IRA g(flght spgctrur% (about

ere parti

406 & aboat 20D ni@y, ahtkiay cxtibiad ka6 rmnocycl | c ri ng having
0-3 heteroatons independent|y sel ected fromthe %r oups
con$indesp atheprispindigateg dongicaldy tragsngssive” fafepetoed ad eswe or article

tha‘k?J ?%15 (re:llallﬁlgﬁi }lﬁgﬁg EI‘%%S\Q}JIH nténc%?(g\%ﬁ at %ja.'st ort%rl éf H{%Sglgf“é! 1&% spectrum

et eroa epen
(abeet 400 ©dbbutoT00tdne). gr oup consi st ng of O N, and S
wher ein is optionally and |ndependently substi tuted

wi t Rsomedoherpigy dhg drm TPRYEIcH iHeR R 4R Iymergy matereyh that is a

ho%bp@lﬂg]t 1|q(?1raar ?%ﬁ)%rn%o t %ﬁaﬁ’s%?g&grelﬁg)ﬂ#ﬁ\' ﬂ?z”hgrr(degl{ymer refers to a

pol&)ﬁeﬂ&majérlal tlﬁaﬁiﬁisl-the%amﬁ()ﬁ))pwdﬂbﬁof dachiomR3n@nd\sRised herein, the term
I ndep endentI%/ are -H, halogen, C-10 aliphatic,
"cqnebiaresc el to %@péymfégﬁcmweaﬁlkwt i) rea%tm Regrlct of at least two

n r t ' d

T —

forarddiysdovalgntdy b&hdih@atlckyt!twohffagenpolymei blolb@to each other The
-N(R*)2 -S(OPR*, -S(OPNR*, -C(ONR*)2, -NR 12

two we@ (pRL}ﬁnzerlc l&?q:kS)a{g @f@:\edt Ayt )Ad(l l‘N{‘Iﬁ t)h B, hlgck.oRypically,
, AOR al, t

the hAe;)l(;a%:rﬁé aﬂg?¥1§§héélg& é\?% “Ml&\?dgﬁﬁng’ g&r:igrg £ Wbé&hhelmlng

COIﬁﬁquﬁﬁPMﬁ fearadi fedrh )l!ess atgut Btltdeokbks diy fhubd eparnsiat bew@teen the A and

nocyclic ripg having. 0 het er oaf ons | pendent |y
B Blor ¥qe80hqst¥ % FanIgFsutbs %W%rt. EE e 6?mbnp e shRpragion” as used

her‘gﬂﬁ Bl td ﬁ% ﬂrés‘%ﬁcé Sf @R Qéﬂlfo\fm Ct eg@l? Hgllﬁgﬁﬁg{ i.d/, microdomains)

ubstitute one Or nore se rom t group
in @onstrist ¢omgprotd Gf -th@saifterpﬁdﬂoa:k ad atli@shal matrixpplasesc, In order to

fun%%l?@)%( Pk(;lgl\l Ser, ﬂn@(@% sep@ﬁteé) Ngc%%lao?nalnwg %lé(’%* ’@;rzg?r than the
wavdle tﬁ%@khﬁﬂlé@t QtLHilt 46&0 ab%ﬁ Remfind R are
i ndependent | al ogen, -10 ha ‘oal i phatic, or

a - Tee &irmp h‘ﬁg? end Fdads tidsitien tdmmpammté atd L}sedjlntdatﬁlangeably and

refgr)al % | %fr;gl_‘;_lireg " ga)arlel rmgteé%@ hal o%&n alé) Iamoz;@ggg_ yrner
whédh E‘t% @M(ﬁo)a c%ﬂaﬁf teﬁlﬁ@raﬁﬂe GhPH Bﬁdérg&%tan%fhei‘\@ddaleﬁ lElﬁnsmon from

carbon to which they are attached form C=0O. Each
a hagl, ghdgp enbietticicynditibio genflexitR or MaRopRriceondi@dh. Flablas otherwise

no%gll‘(gg\fsaﬂ&i?rp] gee 1%%(1[ e V#&%@hnal%a%glreegéﬁ%i_f#q?ﬁl%grél(a@iggéa%ﬁmetry (DSCO).
- S( Phe PNRY- bas@ﬁlYéractﬁ)ﬁr’ Ql?elt Kfpﬁé@éﬂf%'etwé%ﬁ tRE @{)l?ﬁﬁé?sl Jl%ébrlbed herein
Each R+ is independently hal ogen,

magplhd desatibgd and Lowdie rﬁ@nblbmeltypes usstactiant. erlewust mldwasmmteractlons

reqi dHEnON LR FaTROTGp BhdBnt P Fegror R4l A other an
ele@f?&ﬂ Q&%rl(ﬁas%?dTh@ drpesd @mdr%r%@&t drt ﬁﬁsﬁﬁ’rew‘pﬁﬁ of @:letcﬁons and the

five hal ogen groups. Each R'is independently -
cleQiren @eadrityrl furnphéonral prpitahdystemie hehdent aqscomubsitatet dteedddltlonal

ith up t f|ve hal ogen groups. Each R' is

unm%egipoélﬁooef%llqcf >Hor d-10alkyl, optionally and

i ndependently substituted with up to five hal ogen

groups. Each R is independently - Hor d-10 al kyl,

optionally and i ndependently substituted with up to

five hal ogen groups. Each R~4is independently - H or

C- 10 alkyl, optionally and i ndependently substituted

with up to five hal ogen groups. Each R** is

i ndependently - Hor d-10 alkyl, optionally and

| ndependently substltut ed W|th up to five haI ogen

- ~ o o — 1
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2)NOR, or - (CR++ 2)NnC(ON(R 2. In one enbodi nent, R2
is A-10aliphatic, -(CR++ 2)nCN, - (CR++ 2)nN(R) 2,
WO ¢@R61623 NOR, or - (CR++ 2)nC(O N(R) 2. [0030] EaDISHB8/081957
and R i ndependently are -H, halogen, d-10 aliphatic,
het erocycl yl, heterocyclyl al kyl, aryl aral kyl ,
wherein R and R are optionally

and
i nddpeisaleampbadinprys pf ihl?éiéffwl‘{qﬁd@ﬂ%V%ﬁf thiprdascdesiuecqaagprise an

48 S TG o
A d9RY Eﬁs@hmtem%tﬂ)é%ﬁv%ﬁ the adh NG h&HIDabiRthe block copolymer aids the

N(R*)C(ONR*)2 and -OR*; or R3 and R4 taken together
strygty] FRETEASbIOA difGiSkNs adhes He§oraRastgnt ached f or m C=0,

o T3ROS AROLR LA el SRS, B0 oy

clcheidhesiat. Ofmsdn[mﬂﬁfdﬁiﬁéﬁtb,yhé;&;bt&ﬁﬂ? dichr aihctihe hgy OUPBransmission
consisting of O N and S, wherein the ring is

of Bptois rgéﬁarﬁy QArFIen A G e W&%%fqmwr@aowws dhfeonsically clear

adﬁ%gfv% shﬁﬁﬁ%dahgédﬁ’fn? gg e?% E’g{g}’%op% iésE‘ glno ogﬁ erﬂtﬁ&ments the
opﬁd‘d(llﬁl*cle%r adREoe H’R§ a cl-aﬁ(yO)d?lli\R’if 99%1)0@%@1@‘ ) &, someNRied@hents, the

OC( O N(R*) 2 R)C(O OR*,. -N(R*)C(Q N(R¥) 2 and
adhagfye 15 pihopfalluf ﬁb@ﬂprﬁﬁwe Se@alélﬁe e&w& ﬁh

£ ﬁEFéﬁgﬁ é@}ﬂtﬁ? adhesive
o1 PRG5BS s
can\bd hcmﬁbmﬁ)ﬂiommﬁtefoﬁln&ﬁé @d:sﬁwre mﬂshe/egurimspveson3| sting of

hal o - or R3 and R4
t ak tlﬁdgfe%lﬁaérprwsw SﬁlhsétlY?a%d@SﬁV?Sdlsﬁml ¥hthe pespenirdasclosure

1nc@&cfeaf0@%?a§/ @gr@hgﬁ% g@c[ of?n%tu% Hﬁ)@pﬁr tl%e%tcgﬁl?deﬁsg gt}yg&fne block

partial turate y unsat’urate

copalpget3apilpgnid-cBhdre tpetydaiktacry ntie fiaoldeini| bptisedrglates dnd
fromth% gro(g é con(i i}tl ng of O, N, and S, wherein the
mefhaghy13tes) BRIy QJRERS Y& FiHC e pendent | y substituted with
one .
i 3?9“%?3?%?5*&@%& Rl ERIRRIR RO b Rl g pased
presN(rRS@n&twamdhesﬁRﬁ anfl Gﬁlﬁfb_ﬂlsd:_camhr Rbacdid oRBasic eopolymer. In most

ependent | y | ogen, Ioallphatlc or
eméig Ny tﬁ%ﬁ%{? aEeFL%SG% S“E%\éq’ilSWe ag $Sherep amagitci Py men
GeH@tlafc:Iﬁl dsmﬁ@‘o ortlgh ok%la 'rﬁ(l;}ﬁ)trﬁ_ drs umllﬂg%ﬁbarmé\lﬁ‘]% a 1d(&%*p'51ymer
1ncz?©aﬂé§@ O)IN@R’G’S)réngth) lof thmedﬂ?tug aihpsve mgeiah@r T\lmetpt‘oliolrl@on of acidic

carbonto are att chedformC— . I'n one
MOBAGH lﬁﬁﬂta Yé‘ tegﬁep?dﬂ%‘&‘p ABEOrYP nc9tac 1G,Fq@pymer present in
theﬁﬁ&rﬁﬂ%?the&%enfmgaoglg -OR;or tWO R7 groups

together with the carbon to which they are attached
f or MoCaChicver prestuner saanitiodi peintsjvee abhraEristecs, the corresponding

[ end t 1O a hal .0
COPOI PR B it e e Ry GO By (T B Les than
it @ehed T n e
abﬂfa ?ggn fPthf@uQ‘lg ﬂr%@l’%g’& %ﬁiﬁre& koeﬁfgﬁlgbnbgggﬁeﬂﬁt rktogdlgmers are
(mdthpacrdate nckthndﬁslt [Sych Cd@polynN(rsR typlpaltyr arfCI\lenEfé)cDﬂc}m monomers

coq[r_:}gﬁggé phqut 4I()£C]§(,-j\§ypv%21@g{:]\itol)a out éS%%lgy vqu@lt o?‘gp quisi- 7%1% jbyo weight, or
at lg%(et@és 4:& Welgﬁig Y eeggﬁﬁ%ft @?Z{}’l?}ln§¥ g ﬁ?fé%t%¥ %h&y kmeth?acrylate
monOker that\@Ra h))ﬁmp@llynﬁﬁ,yias a ['I@Qﬂi’b&ss Emfaba:lt 0°€

i ndependent al ogen, or - | kyl optionall

and Exaelse rﬂ:fy eWPh W”@)ﬂi dgtem)mré@twloﬁm@ﬁr& gerthess Warbig ﬁnthe alkyl

gr%ﬂgg U@rﬁprlénegfé%g 88\????9&5@1&0 g‘%og%' 1h ?g&)ggl]a{o%%%h%ﬂfaﬁ@e but are

i ndependently - Hor d-10 aIkyI optionally and

i ndependent |y substituted wi-®h up to five hal ogen
groups. [0038] Each R is independently -Hor d-10
al kyl, optionally and i ndependently substituted with
up to five hal ogen groups. [0039] Each R' is
|ndependently H or d-10 aIkyI optlonally and

L T Y 1 - o o o
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by Formula | or IA each JQ is independently d-10
al kyl, -OR', -N(R'" )2, acyl, or aral kyl and the
wo evaioedes of the variables are as descri bed apOwES1008/081957
the seventh enbodinment. [0055 ] In a ninth enbodi nent
for conpounds of the present invention represented by
Formula I, R2 is A-10 aliphatic, -(CR++ 2)nCN, -(CR++
nomgdRioz n- blrximnyleynmhythexyl( @nrlatezysn@(tﬂ) eran:taltz aaeenyhacrylate,

P ST B O g o
(m@ﬂhbdc%%aﬁtle Guomonfert wheohD @Nhomo péHAmErs2 hﬁ‘\“é( RIrg, grédter heR*C, such as

and the remai nder of the variables are as
medeé gehbe mbbyk ntedracmhaée,etsg}mrhyleaﬁmglteneml ap@s63tytene.gand the

tenth, e nent for.co unds o se
ik T SRR Soah eSO TR S dhort BE 4R BRETY gl (methyacrylate
mdnBaRRENMIERSJoYyrh&rizable Kdsicl 62 adidiehabhdmerSysiborbé Yhalthky ITg of the
wherein R and R are optionally and i ndependentl|y
resglids ((ine ) esdy lafetcopolyeenis lawrtkarsaiost@¥d from t he gr oup

con istin hal o
" B SanEtnROd R F o e ableap ot (REh Babiih TGt are free
of ﬁlkg)yy gloBpat ARGRE Qrdcu% Hﬂe(&n@ersﬂfod%y?th&e@l%méﬁ hethe art.
saturated, partially saturated, or fully unsaturated
mondiyeol ieedy lhaglc h@wthgcolase vepelyuatomsefihde phnduesing sensitive

o oA B PRl zs, i GHPRL IR ik ot shlaafige oout 2% by
weSihR 4 'aBo'ﬁteﬁ)W SiBkt, @ aBQrﬁteS%eA&E% t td 9BRt BRI HYURight, of a
consisting o al i phati c, hal oal i phati C,
COMﬂwmg@mﬂﬂehwﬂCﬂw«wﬁWQ and -OR* and the renalnoer of
t heg%t?e:ngtﬁﬁgld G%% i)r(rgr? ﬁlgef P%gqstfger Isegtg Weﬁgihg%{aeorﬁﬁl TiX, a%{(fq ct: r(1r1rteth)acrylate
col?1 e BRNsIBAIlY arde deribed Fond £2idik inhiRdinc®s cEMSi QR KN&L@D%’ by weight

eterocyclyl heterocgclylalkyl aryl, or aral ky
to \Mbeuteﬁﬂ oRbyawdlghM arr ebayst 2%nhy | eighfd td rabepterhél%ntot'ywelght of a
g %L 4M one or nore selected fromthe group
CoRS h@?rétai g oTC HA"8gEh, -oN, -No2, -N(R )2, and -OR ;
or R3caneh BAbédakehts! @ gtzgemeﬂvbdchylkgﬁe@arett@ﬂsiﬁ@e shicSibc matrix

t heyare attached form or a menber ed
is degivad oaobetyegnt abaut ¥ aechttmua% oveight pergentypf aprylie aeidtaad between

SRy SR8 0 R PSRRI

acthied @ mbhtyadriyag doSnpoRitiodN & éotn@étﬁbomﬁ@ﬂt@ nde Etdssure sensitive
Substituted with one or nore selected fromthe group

adl@qgwg:,rgqtmqgs dstrived fromdetwpen ahoaf 2 phdi@bqyt 1gejght percent acrylic acid
o GHB RS SRR b e en B e
ethRl-BSG M taciyDNEeHt A-Biityl ey R&SINGDsBynFor mul a |, A is -C(R

+)- and the remai nder of the variables are

desdbp peagsup susitivsradhesdvaaat he Bhpeatleacky. [fof@esqd tagkgficrs may

f f. S

be %ér{]\@eéi t{) Qggtg%)lglgtregglg% tf&gﬁ Bh%%&?s%&&%%nﬁth eiﬁgg._ @%fglntacl%lﬁ%rs
indheipfordeimpit, Itobm cERF tésbise&oﬁfaﬁc agdrdeabon Reihsahipuetid or

t he el eventh enbodi nent . 0059] In a thirteenth
hydeseBpirEsstnss id teprpoirsds. Bher meatgsrabsembe addechtar special purposes,

e
lncwllq‘%%gllq{zé&,ppe}’/ &Q’pﬁ%h%rs) %‘ff&xtr]d%tgy trhttg%?ﬁ‘tﬁk@g% a¥>11 izers,
hy@bgéthaecMaitylabbies, gip@cas, desghpbed pabone aﬁdlll’tlvbdj ehlckemng agents,
twel fth enbodi nent. In a fourteenth enbodi ment

0060]

chgip frapgprregRgend pthen éécts'tiié@éh@wrirﬁ/@ﬁt fhgy dp eatréémté@ opyjcal
.S~ H, O al i phati c, CR++ 2) nCN,

Claﬁ@;c@hgﬁﬁeﬁﬁ?%éé‘?l%? afi% & 2) nFC)R and thé r emai nder of

the variabl es are as descri bed above for the
thirteenth embodinent. [006tP-1n a fifteenth

enbodi nent the present invention is a conpound
represented by Fornula |IB:or a pharnaceutically
acceptable salt thereof and the remai nder of the
varlables are as descrlbed above for the fourteenth

Y T o o - - ~ 2 1
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2)NC(ONR)2; and each R3 and R4 independently is -H,
A -10 aliphatic, cycloal kylal kyl, heterocyclyl,
whedeveyx| yl al kyl , aryl, or aral kyl wherei n R3CEHDS2088/081957
are optionally and independently substituted with one
or nDre sel ected fromthe group consisting of hal ogen,
- CN, -N(R*)2, and -OR* and the renmai nder of the
var iThp |bk9§1< appolucrdiseqrsadad thivuipesivomatrizemarp he plesert fom a

n n
o TR0 L8y DL PRSI i
dibT&jkrﬂd)balyhle@ ra thiBldgk cbﬁolyﬂﬂer Glar blotk 401551&1@@1# dﬁydom‘tm{atlﬁih tHKercof.

alk¥ and Ris - Hor Cl-4 alkyl and the remai nder of
t he I srnaembediments e blegesanobameinby diblesk qopelymer of the AB type

Wh_%hg}] gp?gs{eg}sﬁalrmglgé :@{lﬂmﬂg ﬁld%?k&?és@nt? %P%ﬁ's{&%{%hé HIGR coﬁtalmng

eitledrakRlr @bakic famhoﬁbln@ Bethian ‘fhd'Al@ldcﬁﬂﬁB agelubidity pdremeter
varlables are as descri bed above for the ei ghteenth

sufgiisatly fifrenttiyogbs Bl Hogk, theehblask phasesiditheRbladkghase are
oSG BYBELL O 8y SOMOYDS SRESSRLy By

andFieBIbldck Gitérhety with tBe hdteBive ndtiSx thiclgthsdna@id-baratinteRciorn the A
is replaced by -H [0067] In a twenty first enbodi ment

blogc car B]P?dé SPRiEAte O foﬁ@ %ﬁ@ébﬁgmﬁ (st mé%owml@%)émfa@ they
r f tyr
oAby TR B0k L0 St RS 32 v
the&h&r@bnﬂiﬁ&dfel 1bigd cabupheto fforwdrd scattcgint il c etrtixhali e ndt. so large that
068] a tmentgqsecond enbodi nment for conpounds of

thee/rbéclﬁ%%f‘éﬁmlﬂw &8t ohyPicepy dasspderopymis sl larernthan e

t
ol PAOSIAAERI i od QRIS FohBamogmin
mlEﬁqummmp;Bzetlm ¢ etth et mictolmetdre 10@r bOmicmnvdiers br 1 eyt @imécrometers

attached form C=0 and the remni nder of the vari abl es

Or gyl Iy d%Qé?lPWé‘tF dbove for the twenty first
enb@ﬁh Pé (@Gc)%ckl @mﬁ é’é@ %Xn&rﬁérﬁ dofefgpﬂ%?egfggf ”?é High Tg
conpou e presen I nvention represente y

moRomertsl ard ArcActialy - tBoR +hen@tity¢ienllye Itraa';amd‘etedofnohbmers which as
vari abl es are as descri bed above for the sec

howrpRfumeEsiave Pc&bﬁﬁ@]trapﬁtlan tamsrapureddiel areatsh St?inr?é’ﬁ\‘:lt F%BE. In some
1nsEa%gPso a%?o&%%*&m g%egstn dh(?ﬁgﬁ]otl%& 5%&%& tﬂ%nﬁ gO‘k@/or greater than

60%RT | ARpR&IIQT EhcAA TBISEK | 1§eﬁld@?é}id%ntﬁ}9rdetrﬂ%dt WA Yndddleft lenically
eMmmrmm [0071] In a twenty fifth enbodi nent for

ungadurpiod misnoofers heleged siont thergrewip icomsistimgradsseyreess, by (meth)acrylate

estoigHof e W51 oGy ST R ppeiedloFaar Tgfeq ghomer
var iRhé@fy #eBRasodkessipried nheMersk @t 4Bl PdHake greater
enbodi ment 0072] In a twenty sixth enbodi nent for

compﬁttpbmt}dsvﬂbft £ highgniess enatriy nvlefmer onAdChm@élefnﬂ@dB lock comprises

For s, fiv at
furgBp B 0 Pefepitg o i S ERRIRRBERT B Sl ahG bty e adnesive
ma®i:€ caftaf8S£idifaforheye herB thsck %@rﬁf)ﬂsefsllfatsfé monomers and if the

enbodi ment. [0073] In a twenty sevent henbodi nent of
adhdﬁefepm@@émontamnﬁebﬁtsmomoe@mhrsmeu B hlcvﬂkecpsDéIMI@m peidc mp@ﬂlers In

al i aloall hatl
soffy R nenys g AP BB R imere G Re it mepRly f1a the B
blosRicefkainl®Ysian®natnkbached form C=0 and t he renai nder of

the variables are as descri bed above for the twenty

si xth enbodi nent. [0074] As used herein "one or nore"

nmeans, for exanple, that all substitutable carbon

atons can be substituted, for exanple, up to 6 carbons

atons, up to 5 carbon atons, up to 3 carbon atons, up

to 2 carbon atons, or one carfbon atom can be

substituted. [0075] As described herein, a specified

nunber range of atoms includes any integer therein.

For exanple, a group having from 1-4 atons coul d have

1 2, 3 or 4 atons [0076] As used her e the terns

I N T . T T o
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pol ycyclic fused, spiro or bridged heterocyclic ring

systens wherein the radical or point of attachnment is
weeobkelshet erocyclic ring. The term al so i ncl UPKEBUS2008/081957

pol ycyclic ring systens in which the heterocyclic ring

can be attached to one or nore non-aromatic

carbocyclic or heterocyclic rings or one or nore

ar onavide variggofhesie sramomers an up¢isl iadirepapinartls blogkeopolymer. In

soﬁlg%hl%géxng)entﬁp %enlgafsf)chm?{lcgrﬁgrh 1@%%1&0% o@o&ﬁeﬁﬁg %o%{o%%f C%ucﬁ as those

erocycles | Bt are mno
obeﬂmﬂ@g)to pi peri di nyl, plper|2|nyl pyrrolidinyl,
pyrazol i di nyl, inidazolidinyl, azepanyl, di azepanyl
triazepanyl, azetidinylazocanyl di azocanyl
triazocanyl, oxazolidiny, enyI i soxazol i di nyl,

t hi azol i di nyl, |n1dazoI| sbthlazolldlnyl
oxazocanyl , oxazepanyl ;ﬁ?afépan thlazocanyl

benzi m dazol onyl , tetraRgdr of urin §

tetrahydrofuranyl, tetrahydrothlophenyl

t et rahydr opyranyl , tetrahydrothiophenyl, nor phol i no,

i ncludi ng, for exanple, 3Formuph@) i no, 4-norpholino, 2-

t hi onor phol i no, 3-thi onorphol i no, 4-thionorpholino,

-pyﬁ?ﬁmﬁdinyl 2-pyrrolidinyl, 3- pyrrolidinyl,

1-tetrahy ggggfpera2|nyl 2-t et rahydr opi per azi nyl

3-tetrahy ropl perazinyl, 1- piperidinyl,

2- pi peri & N4 ,an&-RpIap:Efnlddpel’mxdhntlylseﬂ)@dteiivad)mrH-l and CH;- or other alkyl

3- pyrazolinyl, 4-pyrazolinyl, 5- pyrazolinyl,
gI0pi peri di nyl, 2-piperidinyl, 3-piperidinyl,

4- pi peri gi hfAP [ oI|d|nyI

4- 1t hi azo?dl gxgleftgd%la. m déasg%lo?gilnhdefgm‘%& M Gazol i i nyl |

4-i m dazdl lsdarnylk,yl @foupmadmnogmﬂcmydumngnaiommgl,lmtrogen containing

t et rahydr.oqui nol i nyl, tetrahydroi soqui nolinyl,
SRBNMSO RS FIHIYD: benzodi t hi anyl

3-(l-al kyl)-benzi m dazol - 2- onyl, and

I , 3-di hydro-im dazol -2-ony | _[0@82 ] The term

heteroaton1 nmeans one or of* oxygen, sul fur,

nitrogen, phosphorus, or siligon (including, any

oxi di zed form of nitrogen, sulfur, phosphorus, or

silicon; the quaternized formof any basic nitrogen

or; awhedestitutable nitrogen of a heterocyclic ring,

f Le N 4-d Lyl
I gr p§ ;(?o 1§’i‘ ﬁ‘yé@nb?ﬂmgrpgé ?%’chﬂi_lga i rtgtséa)bon atorrgs%

pyrrolidpnydddt; ;h@083] The term” unsaturated as used
herein, means t'hat a noiety has one or nore unlts of
unsat ur aRi end Rs0084¢ledthe ftoar hydrabémgxaykyl, anyl, cycloalkyl, and arenyl
"thioal kyl", as used herein, refers to an al kyl group,
grY®Sdefi ned herein, attached to the nolecul e through an
OXYJeR, Qn@k§ e abole rou ;rl%l@o)foﬁﬁ asﬁé{efré’cr cle In all embodiments,
( t hi oal kyl " e.qg. S? atom [ 0085] The terms
R%alama[m%yhay alshaboptike hg/ﬂet’oatdhlr&alsudi hp ﬁ)ats d\T,,etan CWhlle Formula I

"hal.oal X " noal kyl " k
SumBAHOS Uy ajgdrfiergf Dhy s oL s Visserf aviliiop. other

nitfFR¥nREntadilShbhdth&d al fdisiBREf ey TRER tﬁbade@aﬁrbnadf%‘as{c%onomer
am no or hydroxy). The terns ha?oa | kyl etc., 1nclude,

ﬁﬂnﬁmobe@mamawdﬂtmlwnﬁalo substltuted gr oups. "I'n

partigul ar, these terns |n rfl rlnated

b oupEXeratiy BT o dhciedto b dime b e piecrylamide
DM g thy &R i tha 1aﬁ;|u Br (DPAPMAmM -
( [ 0087 ] %TheN?glrd?ne “acyl nglr%%lgp nﬁrrlgangry-qggR ¢ wher ei n Fg NN
dimethdamgloicfhyhtérylagr AUYA Ede); Hgfidnashly mmmeicthyl aerylate @EAEA); N,N-

group as defined herein. [0088] The term"aryl" used

alone or as part of a larger noiety as in

"heteroaryl", "aral kyl", "ar8tkoxy", or "aryl oxyal kyl "

refers to both carbocyclic and or heterocyclic

aromatic ring systems. The tern1"ary|" may be used

i nterchangeably with the term™aryl ring". [0089]

Carbocycllc aronatlc r|ng groups_ have onIy carbon ring

oy .



10

15

20

25

30

desired nitrogen reactive sites in a nmultifunctiona
conpound. Preferred nitrogen protecting groups al so
wWEo®smeer73 he characteristics exenplified for aPCT/US2008/081957
protecting group above, and certain exenplary nitrogen
protecting groups are al so detalled in Chapter 7 in
Geene, T.W, Wits, P. Gin "Protective Gou
dingythelaminosyanyhesndatc. EAVLABASI N Nohicthylsmimnanre &csd@fg (DEAPA);
[ {
N ]ﬁ‘:&rlv g%%ylﬁrr%%c?e%gx é‘%agacg{/ﬁ é\?gﬁé@&) c&%{m}lﬁﬁu&eﬁwl methacrylate

(DEMEMA)IEQNSdlrﬂéﬁ@lle&mhﬁ&hjiladceﬂamldéRUMAEﬂﬁl)yNl N-ddiincthflaminocthyl
al i phaticgroup or alk group is optionally repl aced
moffiachy 13Aige nEIMAED AN BY: émcfbethmgweé@l oer'crssla@rdeaﬂa%%m) N,N-

dle?(@ﬁ?l_%o%tﬂ%‘( %W%ml_ g(g@)@i%/ﬂﬁ%)g y,%nﬁt&l%gng_et’hypvmyl ether

(DMXEYE); I‘&NddletSQQ)IﬁnoetﬁEh 8$8/1 atheMEDBAEYR)UfR] raamurbethereof. Other
conbined to formlar gr oups. Exanples of such

usqfl gbasigr B19PSMETIC 6 de boinydpwidien. |vimylineidagale, tertiary amino-
g

b o A e S B Ty, o

dietiy(dRnGE-Oy N (DEA S) - DIty By)rolidaed N-NoRl yédoddaf, hesylonitrile,
wherein R is defined herein. £0094 Chly t hose
N-yiay| osmamise. Greihlesrmbmide i apdanigturey Benset t hat r esult in

epﬁgEg%tﬂg@ %20%[(0 C?’Osmg agrg)lnﬁ)llﬁc%tl Q%l a| o §reg}eé rth%l% 10,000
gragd/hele. end edmé henledtinmmts i the. mbtdchlaatwmgbt poi g‘ﬂ:aterf than 12,000

attachnent and/or also at the term nal end.

SraEpt ekl el SEdReiEs oA lagemsierladilacent %b%@ﬁnts the block
)

coftiAflr Bl o Rk SR R Indiball SR b efeater than 10,000
granamalesad (a<B1‘plloelt elith arrapleader atiphtadf 00 raay/mole @tmaers. | n

?eghlg%qgae gyoe Xarrglltels d@(l%;le%logﬁ@actohg)ggl?lgn ?q?cq%gqt,ulhg ré?olsgl¥nk1ng
agetﬁ‘l( R % ? H{e@r& hﬁﬁn% ﬁgé})ts cdritR ﬂncﬁ@heﬁﬁ? W@ﬁéhee[rg\”re%%tl}fe with

i ndi cat e he repl acenent occurs he termn
carboglylict dved greppmelhe ntryhit @npolﬁmbn uEvchmprbesarf shblocrommkers include

m nal . end.. Far exa if a nethy|]ene un i.n

féﬁ@@%ﬂﬂ@ﬁ% 16‘1&‘/? ngﬁlvd/eméwa@@au St xap! les ohirdine-type
CK%%%%%#E%@#&?OO96] ﬁfgégn%?ﬁeEMAng$ﬁrngge ?bm&%m:44‘
biséstthylcmamﬁmcaiéphydhm&ob@phnnylraetharwl $§@-neant to include

. al d
R AR AT A ANERR AT A A YIRS
mcfiiffadiHEL UiR-azfrRfin e iURh Rer I ml R rgﬂ%ﬁg&&&%ﬂbmﬁ@%ﬁgg@s

for each ‘asymmetric center, doubl e
meithgdavendine e(QEhY Rp. HidA-(4E}), oafﬂfr@imdM@ma& "Bisomde'Sisgagicularly

cluded in this.invention erstood to
usefile P Boly iri i ocy St ek nedud o oy
trith&th@ofprap e @au@&)’dlfs%%ﬁ@ %l}h&{kdcﬁlsoE}%laféxﬂ{m{e%am@thylene
substituent drawn as al so represents[0097] Therefore,

dusmmguwastereochen1cal isoners as well as enantioneric,
eonetrlc canf oryat i on

di
r Iota j“% rgﬁﬁgﬁfrﬁ:: p)%%qﬁ rggelasrltlsfq,'ééihﬁlg%s qfﬂ%& m&aﬁrgglr%?]étlcal adhesives

tha‘f"afs@ ifhctiBE (S &PRSe Qi%lb‘lé1 HeRmaRhi @ﬁgnﬁ@%%}noldﬁ{ @fso%ckscattered
ot herw se i ndi cat ed al tautomeric forns of

lightoriheuhifesiof of light irepubimin aoninaicesowi ti leveliod hempfeh@adhehlefe

vention 099] ,Addi tional.ly, unl.ess otherw s :
Wil e de e ot (ioce b eriadon bt TPty s Gy prossure
serfs@ivie@héids hatPRURAa b 8f 268, fof: @FcaRithy micBsur &L P STRBC ethods
of one or nore isotopically enriched atons. For
exanpl e, conpounds having the present structures
except for the replacement of-hydrogen by deuterium or
tritium or the replacenent of a carbon by a 13Cor
14C-enriched carbon are within the scope of this
i nvention. Such conpounds are useful, for exanple, as
analytlcal tools or probes in biological assays.

NN A N I L T T T R D L Y, 1 Y
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car bocyclic or heterocyclic group each optionally
substituted with unsaubsituted al kyl, hal oal kyl,
wa@bkdonyle7hal oal koxy, hal ogen, -CN, -NO2, ani nePCT/US2008/081957
al kyl am ne or dial kylam ne. Preferably Rmis
unsubstituted. [00108] An optionally substituted

al i phatic or a non-aromatic heterocyclic or

listed ihheyeiamplag sedtiondslayef Inneanctrarboidimendsmthaihase wHee r30% or
gregp ng%gﬁltalzé g&lg&r)s a?r% ?fétgfs}%dmt}ﬁ ISVt%I %%sglgrt% s?el)lsllitx%% adlheswe and

yetathe sdidsalresinlb 94 trhnseiitSorf Gdlu@rof: @b%&agrb&e@rﬂtwarﬁy values of 80%
rin arbon of a non-aromatic heterocyclic group i's

or Ren o phiBpirgecd yohe Mathadsilisted i tha Expadesisehian Babow Rk

Car A7y R Ry s U G SR

adlgssiveys@stritasdesidbkynhilgting fesifabietopRoalipoporidkap G@@&faﬂ& yhe dlffusive
sel ected from hydrogen, an unsubstituted al kyl group
pressurg sehsibeiad hesees éllakfylg(b msalpstreagtnpf eideast 18 Mssttons(dspinzeter

whgp lgec—:i%(}nﬁ’ﬂny a %}gsa? thra?ré)ﬁsmg {fll%el%stg%{[leﬁ 8ﬂy1rr§])[%d 1 aﬁgg xarnples section

bel@lwk Y[h somb ‘éiﬂb@&i'rr[é‘ﬁ?s@h@ P04 pecHitadnksin iaal REE20 lNBW[bns/ decimeter
al kyl am nocar bonyl oxy, dial kyl am nocar bonyl oxy,

whah podyq frainta glasseypbstmtc eanbhhreyl csaVkiey diatcd omtlic, Examples section
be al kyl car bonyl , hydroxy, hal oal koxy, or hal oal kyl .

]@ Yeferably Ro is unsubstituted. [00109] Wen a

het ef QanCtMbodiR@hR! AU usIRPrERHRIBAI A Kadhedl QURe

contains a nitrogen atom it nay be substituted or
envirauiestallyuessiants Bontpoaewalhessiant admelwe&am |t1ttqseg1@qﬁ maintain

atom. i i C r| of ah ter 0
a3 oo Eer hER 1 wlpetany Bsiy Suliey bef el Bludtusine
sulls@@ikd Qfc dRcrRdtRiow MRRPELE® Dhder @@é&i@ﬁt@ﬂﬁghg conditions. Among

ni trogen-contai ni ng het erocyclic group or heteroaryl
thegchezlp@te@iragutgﬁqndﬁ@ns yscfulifor festingdiifasive eessire s@géwe raidhepives

t { h t
bofis T sizefeS TR B AT e gha i oGP RatEr Bt g S Relative
Hu_&rg%}UR g’@{)sgenl\le{%y?g% 1?9; tql%a%%gg%ﬁ_@ é?ségN;l(ED@ éNE%%)Bg bo%dn(éoes not

exhihRdSmmgtiowlme bablicig ths binddiegeniesaibed i thiedicscMgthod pisted in
substitute Ilphatlc group, aryl, substituted aryl,

thékﬁ i@f@pﬁglfg‘ﬁarbocycllc ring or a substituted

het gheaYiedsive iMtri€ BORAGY Ghd theltldgk: LR ¢ 11 d

substltuegts onntﬁe group rgpreséﬁ§8§HE RA?%ﬁ% ypmmmf
serardtslly anthbleodédkwith a chetsloaliiigy hgenbfkioxpahkgiffusiye Iadlmswe

al k gsulfonyl hal ogen, nitro, cyano, hydroxy, aryl,
COTBIDGYclic or heterocyclic ring, oxo, anino,

al kyhaaimnQiveGhatik ¥bsdRMers cailbl BpaRAMY any conventional free radical

al kyl am nocar bonyl , di al kyl am nocar bonyl oxy, al koxy,
polyarchaxtjon rabﬂho&,yndu@og yolution, radikiyers dnlke dypersmmlabnyand

RA i.s not sub%titutqd.lgoq1lll hbn-angqg i C_ni trqg i
SUSPSHYY RORE et B8 YL fien PYNGSTAHE HRY RGN IOpHRe> e Wi
a seitdb3d inkktoRghn@Nscdvdnt, e PharE QAR ARMr-Abllach@bntRsdcdthat is

remai nder of the nolecule at a ring carbon atom are
cquppal wish betiners g itkerinpuictss, a @odersganpladditign finngl, apd a temperature

ridinyl group is attached to the remai nder of the
Cmﬁ%ﬁ%&ule at the two, three or four position of the

Pi par icehdddtratel Beradl fRdebaldidabltigibladt sbh@ioh iiBthdatd tOGRE addition
wi th an al kyl group. Non-aromatic nitrogen containing

furmel. elbe yehale reaches Vg%ﬁ@h aédltlgnpfen%pé; miyd thelragonggngs are then purged
wi unt% rct)%et&%to ecg 96{1 nalnEII‘trE]l Lér%g%fncanglr ae'g %e SOelgltlct)]? Wltlplln the vessel is
remainder Folecureat 4 €& rogen
atom are sald to be N substltuted-N-heterocycIes For
exanpl e, an N acyl N piperafl-nyl group isattached to
the remai nder of the nolecule at one ring nitrogen
atom and substituted at the second ring nitrogen atom
with an acyl group. [00112] As used herein an
optionally substituted aralkyl can be substltuted on

T



10

15

20

25

30

m xt ur es/ conbi nati ons of different pharmaceutically

acceptabl e salts and al so m xtures/conbi nati ons of
weewpoersds in free formand pharmaceutical |y apCEpSzb$/a81957

salts. [00121] In addition to the conpounds of this

i nvention, pharmaceutically acceptable solvates (e.qg.,

hydrates) and clathrates of the conpounds of this

heqted; tngn @pprﬁﬁrgkatglteg@p%@u@ntp!a@ywe ithe Gemyrditat indfigor 19 be added, the
of . pr rein i i | § 0
1n1{ %gﬁl%ﬂdrd & agl\égtﬁé ﬁ#é)r(tglréjnl% s%ﬁr%d dgl? ﬁé tﬁ%goglﬁ%ceu%g ?éalsé ion. A 98% to
99%capPésdheas 6lpi@lle be obiddse Iab@ttaof}foﬁmed fromt he
associ ati on of one or nore pharnmaceutically acceptable
sol VaHt PelMetzatios methedie sefh entheconpipumgdractiadical polymerization
vie e I ey d hy dr,
m 'ﬂ{ebr% %g&ﬁg?dew nléé&ﬁﬂ?dr%gta}é% Ui dﬁatﬂ Reds! %f{%rl]ég»% & §843,134; the
essbﬁﬁiefl@ha/(ﬂﬁt&he poiliﬁﬁlertzhﬁmh Ini@@l)ods [L@Qig%batéls rws:eﬁ d&:@dfrﬁjeﬂ by Ellis in
the term 3(;ydr ate" neans a conmpound of the present
U.$.RaeiYe- ord r644; suspensidveradynerizatian prasessse Aescrbed pre¥ omng et al. in

U S e ReR: Cshap Bl hRb MRS PR ritiohinged pre-

adiusid d@ﬁ’fpblsﬂﬂmni‘l gedeeibed be [Fankor at al. 111@&]’18P@b1&ﬁﬁ@@md VO 97/33945
t he present inventign or a salt thereof in the form of
may adsoyheruiilizediior prepare HigtPOBANREEI ns spaces (e. g.
cha I
ChADFH o B g T BEH o Bt FALYE Bt e o
limiedpou nhsse ofelddidds fionmy @nd icompopidy; eacle uilsi 2,a+d2pbis(isobutyronitrile);
accept abl e derivatives or rodruas of the conpounds of

hygnperoxidgentichn ahegrtued Belrepspuded it BERPYSHt Pushs at Penzoyl

ty fofYen RIS PhotHifBhiok! §dicHi & to th
pe{o%gi%z ,Xg Use tOﬂéepgrionl%ah Sncﬁess 0oét ﬁ’elrcvvl Sg{ll n %Cgogién g o Hie
invichgort Gi[(ﬁmldep bad artg hotrBaisd go.dethosy atlested dfona beonypo witetrs, such as

that c roly oxi.di ze, or otherw se react u
berzo) agq tg?fn%ﬁ brizgen (ORTRAY rethegy YT, PeRz9in, reﬂ\?rsa guch as
am@ol%c}ﬁptﬁ ththf' S tﬁutb@\é@&Bbﬁgﬂon&r 98(511“ g o138 1e@8§%’d€&oghenone and
active upon such reaction under biol ogica
2 29ahntettwy¥ﬁayhdm§d/ excefophanony, isubstiheed alpiraclatéled sbdr . 2-methyl-2-

hyFReY RIGTIOBORTORS G HGTE, THRBH €Bloridhal BH8 %13 s D-haphth&lene sulfony!
chiBREL; Vata'n&es Iﬂfot&gﬂp@unfiﬁnfég tRGeh nvgnti Pghéd%‘tl 2-propanedione-2-

conpri se bi ohydrolyzabl'e noi eties such
(cthoxghydooyyzalkbe Hoi deth, tlmn*mhllyaitdokaydzeain)henésieé ralymerizations, the

P Bttt PoTERGRI 2aor -G SR aRSIR? b weight based wpon th

totgl@Qgﬁr&lﬂyezﬁgh&nagosphate anal ogues. O her exanpl es of
prodrugs include derivatives of conpounds of the

i nvénvamaty tofiatifferenpkieen nGjods NG2 usefON@r the sy@NGdEs of the block

co }Ilr[%ter:(ﬁ Arod h% ggep%gea(’ihy E@%&[lhllay %cP(g‘% ! gllp Lo %Hys? llnréguding anionic
anBUREER r@i&ﬁ?o@%za%%&%@és A%Mll@' gﬁ?‘%@( bk lpc%gﬁa)red in a

172-178, 949-982 (Manfred E. Wl ff ed .
comﬁ@lﬂzﬁﬁ‘pm@e%phtdlmewltm‘ncéltulye amcwptsath es der proatdsvagscrited in US

t|v ich, upon administration to
Patﬁmpg %6’4?41‘3 ﬂs(e%e@\}/e 108 ¢ fa‘ﬁgm e of providing, directly
or iyndid S%Wénﬂess%n%ﬂﬁﬁéﬁﬁya@%&lﬁh%d‘%ﬁlﬁn @ﬁesﬁblég @fjthls dlsclosure it
herein, or a netabolite or residue thereof

is torplcmhxaprd@mdt thatadol wentscaze pyeabin el ehelin g/ atdi aoating thl d;ffeslve adhesive

COT@B?SéHI%HS nl%oliafgiuli{e%ﬁl}\f%l}t}égtég{tfn@g&g’&l}gg%t SenCd l?og melt coating have

bedEbb¥Ald 6 cliscRirRefauen in A é&l‘l@ﬁv@Gblatﬁlﬁazfnﬂ&ﬁﬁlﬂrieﬁﬁltlbﬁ can cause
acceptabl e ester, salt of an ester or other derivative

or salt thereof of a conmpound, of this invention

whi ch, upon adm ni stration tha reci pient, is capable
of providing, either directly or indirectly, a
compound of this invention or an inhibitorily active
met abolite or residue thereof. Particularly favoured
derlvatlves or prodrugs are those t hat |ncrease t he

o - o " o o "
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di sodi um hydr ogen phosphat e, potassi um hydrogen

phosphate, sodiumchloride, zinc salts, colloida
w@RlvpeL673AgNesi um trisilicate, polyvinyl pyrreCT/isees081957

pol yacryl ates, waxes,

pol yet hyl ene- pol yoxypr opyl ene- bl ock pol yners, wool

fat, sugars such as |actose, glucose and sucrose;
opidgah b@ﬁ@m%m@h(sgﬁs fog srpmBleaCh Pahlelcapl@tl Ausnber YO 7/22675). Optical

b1r8§ Illc% t}ﬂen%sél{lﬁ?tg ?1[ %p\gﬁttng ﬁfs 3 %gﬁﬁ YVQWS 1?190djtv&90 un eqluﬁl Iy ref reﬂected or

ose and C

tram“ttad avava@wcafne@bttcaﬁag aﬁaatrdsplc i dium g e 1atabR; soll ddn€s 1nclude ethyl
exci pl ents such as cocoa butter and SUp(E)OSI tory waxes,

P sacstre. Bsthybgn ketone, bantansnéderncopnd akeahels ohel as methanol,
1 I o 4
eth91+$l nﬁ‘??o%?ﬁé an(ﬁlrﬁx\f rg% 'éﬂereio(f rlf'us%p, trl)%l%gneot‘?lﬁg ﬁ?f:sﬁgve%'t ' generally
ab(gity@@}BO%e )% ewslgﬁu cbhseals ot ﬂhyl toQil eatighawnd taé hyompoastat @olymers,
qr buf feri ng agents such as magnesi um hydr oxi de and
C“ﬁ$ﬂ#ﬁﬁ&ﬁﬂﬁ?ﬁﬁ fives) apd geINEME- aci d; pyrogen-free water;
i so t et.hy
oA 61l kP BUTARL: SuRokt A oL e GOl @0
prozesspaidhbisebyl, Bdardxamples ksific boating sl doatih@yisrhurs tbdtiagerod coating,
and magnesi um stearate, as well as coloring agents
curtEp §a¥Ngg 2adyein kaife e%mgn d hg gehssve @h@@f%mlﬁare may also be printed
oyl r e i v
by SBY BB Sy AR WELAP AR Br BTSSR, | 2e Mihaive aducsive
co@mhgas @tpﬂ@ll@@hémquuﬁgafﬁﬁte ke sbivend dnrsuhlatemhod[rﬁ)@ﬁﬁﬁl]e coating is
The £rote|n ki nase inhibitors o har maceuti cal, salts
SUb) RGO INFRAYSCH PRI AYT ArsHeED awpbfhﬁbm%w (gg a forced air oven) in
ion to a subject as
on%?ﬂp&i%& g?%ln ﬁ%ﬁgg%%gﬁ%#ﬁ%ceutlcal conposi ti ons,
whi Ghsannmnbedimants dinamnbe désitable piropat amicrbithichued surface to

effective to treat or prevent a protein
ong Plh‘aogé PRERTISHITREES Q5 Atk 2P BHY ank My D Al Rb o hexp pynicrostructured

L }8Le ofth | tiation. 1f it
sulfE TR RS SR DL of B SaRAER a8 TRA e By fobifation. 1Fitis
deqiredse hbvd mmmnbstnmtursd amrfzree bodnobr batke atrifavgs of the adheswe layer, the

eventlng pr ot ei n se medj at ed di sorder
ad@aweéeﬁﬂ%o Y1 TRV %Ce @Br?ﬁP?]s‘?rﬁghn&H ﬁ?q%%@tn@rmlﬁgosfracwﬂng
Thb hﬁersdmb(ﬁ“ctan Akn®ef r@&Bbé’cﬁto%QP&%tanojdh@sﬁé)l %%ang
conposition or a pharnaceutically acceptable salt of
mittostrymtesé srficey é}m«:naﬂy asthagsicali dpptichtieneitns ddsnabln anheh lre
enbodi nent, the Qresent invention is th%}use
MIgrOSENGHITG dISARRGHH P Ve @&?ﬁ%ﬁ%ﬂl CIEOREGSY 11 epicg pfapemes
PharmReeldcahdnts9E GeRt BOL&dSR ﬁlal%eéﬁtfdap edicN&r & hfPicles may
treating or preventing a di sease or disorder,
inctielsami dpéidalHdme b sybstmateaordoldj. eElie dhffuslee ddhdssrlees:)partlbmiarly useful in

not.her. e di nent resent Jnventio is h se
e PR TRt R B G i Sphgeyinclude
1nf@ﬂﬁe[tf6ﬁ(&§§f)tld§@ aduc a2 HGRRCAR R d%@latys I8P Rlal Pl%?echgﬁ @ér@etfso r
treating a’di sease or di'sorder, “described herein, in a
subjfettles arepeeddedibpeintiude an y)ptlcaét hidintwed a@ﬁoﬁvmsme sensitive

adlgeggfﬁﬂ{rl;%?ag c%tgven hegg]t QIP%H%%& %Jlfsrgaﬁgf ?lge oegtlfcgf:hln\l/ © The articles can
furﬂﬁ?'iﬂ@tﬁf‘e%bﬁ@f k%sﬁ%?@%a%ﬁneﬁl@hﬁy Qlet%‘g?bﬁ%f#y BRIBLD tf PE pressure

t he manuf acture of a nedi canent neth for  the
sensrteat ahesive rlaxﬂr)avaelntheo rdbésivw Hiyseawea epmbinatipnldhgreof. As used

des ed"h rein, need t her eof
heg o b8 AB0AT ot R ra St oo 6% ined figh Eontact or
tha®hrea ;ﬁatfea%lo\ﬁ@ oK fay . BFCANRIPIRAS 1afQIRRSHh Wiest Bhtadt.

pharnaceutlcally accep?able salt described herein for

t he manufacture of a nedi canent nethod for the

treatment of a disease or dirEorder, described herein,

in a subject in need thereof. In one enbodi nent

t hept ot ei n ki nase nedi at ed di sease is a protein kinase

C (PKC) nedi ated di sease. I n another enbodi nent the

proteln ki nase nedlated dlaseas 'S a proteln klnase C

1. i I N1z~~~ 1 . Y Y L NN A N
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aspect, this invention provides a nethod for treating

or lessening the severity of a disease, condition, or
waele®@onewra wi t h conmpounds that inhibit enzynmatiBCT/US2008/081957

activity by binding to the protein kinase. Another

aspect provides a nethod for treating or |essening the

severity of a kinase disease, condition, or disorder

by Mﬁitmn@hlhgar@ﬂzwmmr@wé@d that ingluge at presskronsesaitivg edhegive layer
poﬁ{lgrie%t ‘&t %%gti@ %uﬁﬁt %Il—:% gifhelren[f' af.S %%%qn g%g%@ﬁﬂ%é%tesq % a% outgassing
sulis&@t'b43Thér Peeshiet Bengitied edieski Nage-iveedidh@dociubdld formation when

as used herein nmeans any di sease or other del eterious
adjaeidfa #oAUtR#FSIBISEPStEIQr ot ei n ki nase plays a role. Such

Con‘fiﬁ Edn%] gmb&? hllégg th‘@”résﬂnﬂﬂlt elrjtlg?e§ %n lfen?ptl%g{ QEMQ gr can be used

di seases, ases, erative

to bgeparepfpabalfeeafrﬁéﬂty eAsduss& hseH, tlhd’ﬁm:tﬁdbptgiat alehbenﬂﬁdfeﬁd ®@chn article
di seases, i muno-deficiency disorders,

that s 4B PDEGY RTEICY OB PPHIGANIABRIAHIOR e SHICVRDtigRE Blerments O@Brb@ used, for
b | n I;C
exfhTE a3 SlecFAE OIS € AORRE R GHEARAL HonGin avicaions
prdjeution rapplﬁ@lnahg gphaioarRaapslicatbah eh® graphick eplgioeﬁonsaﬁulftﬁ’ﬂlﬁ Optlcal
and Al zheiner's disease. In one enbadi nent, the
clepieptsdneiuds. at arcrogiinticd tQ oRErcRs ondishlays, prEOGRY dbley, polarizers,
fdﬁ£99§539ﬁ1 1hQ0144] The term "PKC nmedi ated condition”
erel n means any di sease or ot her deleterlous
Con(AlnIyI Suitable Mm:a:lhﬁl?iﬁ(aapl‘t&y\ssea inche. artﬁﬂlesh Acsotghidt lnama the term
without |imtation, those |isted above

Optwabgknﬂ‘. Eshigrarto awﬁlabtmat fbaisd f9ieducsan qpﬁléﬁlu?#eﬁ@ The optical

e r
S o TR SEBEP B e

Thh y)p‘&dfe(b fibdh$ herfatxibie acd saases!. anlysunaide drdkadssrerite, optioa films often

-medi ated condition i s a PKC het a- nedlated
arec%f 8+ P8 1aF®G¥9ESIPISws elpeivepREYIREEHLVeBP atigge, optically clear, or

RIS oo 3 0 Fmn VR B R B (e

waSelehgtbondi theorvssiblachideiolay tonoimtfrakddmiré@onof theoskctromagnetic

SPRSHREN EAGPGHcy 0BT i 61 Tf SR io- VISBIS Tifror films
cole Qhik b ok V&lﬁ%ﬂ@é’tp\%r ﬁfn?é ihBLed IV ol e Qﬁﬁl@sultt[aggié} Ghflective

used herein, the term"inflanmatory di sease"
ﬁh’hs nfdfotet qxo&amtms dilobsr $ucheheras brightpassh ehlogiceabnts ﬁhnsesand dual

resul ti in inf |caII caused
brighifiRtsc q%ﬂ?qmm AN 8 SOI‘@%%F@@Z% e rpraeaby dlsps films, tinted
ﬁhhpghgq§nkﬁg&ggqﬁﬁ@ry skin di seases, including, wthout
I''mtation, psoriasis and atopic dernatltls systemn c
scl Somdempta:ahrﬂ'm dage osilsipler Byponses mﬂmimlde deyans tdf polymer-

i nf |l anmat or owel .di sease IBD ch_ as ohn'
coRfRu BTN Co-oRe FESS QT P8 HLE Har & EBP Ry By of metal-

coﬁhﬁﬁfg@ﬁﬁt@nﬁl%ﬁg@lﬁ&rﬁ%ﬁbﬁﬁk 5b:98 Ui &8 Bifh{ Hé)‘eodntematlng layers of
injury, myocar i schem ¢ conditions such

hyaﬁardmamwlnmarchﬁbhntmakdmamfmmﬁasmmlre@émfuanmmlfﬂnm have
1after cagdlac]surg r%]%gqrconstrl tion cal fil
ot i BRBGES (R RirRa-BrEas iy dpeelapy otical films are

des%h'b@df%l tRNGLIBRARD A s 207 § i patansusmmw @%@Me@l ctedl§nB.S. Pat.
second ary to stroke; crani al traumm, ypovo emcC

Nos 3c228;464s(lyoetlay caa@l);tUiSePot. rde.o7, §8%l‘|7'é4 (losza styady dis; Pat. No.

I 'n'u X cet' s Di ; t osj.ti

o BER T S0RahE Wi ot P OB PSRy POt 510, Pt No
5,379N6PgBJdrSard 8NASPARI WIS Pat. N¥es BbG65PRA @A dthriti s;

| upus nephritis: autoi nmune diseases such as

rheumatoid arthritis (RA), Sjorgen's syndrone,

vasculitis; diseases involvrkb | eukocyt e di apedesi s;

central nervous system (CNS) inflammatory disorder,

mul ti ple organ injury syndrome secondary to

septicaem a or traunmm; alcoholic hepatitis; bacterial

pneunDnla antlgen antlbody conplex nedlated dlseases
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gl ycol, dinmethylformam de, oils (in particular,

cottonseed, groundnut, corn, germ olive, castor, and
waemanel6as | s), gl ycerol, tetrahydrofurfuryl alBChus2008/081957

pol yet hyl ene glycols and fatty acid esters of

sorbitan, and m xtures thereof. Besides inert

di l uents, the oral conpositions can al so include

adj dhantubstsaie hinglgdodtip i thy argelst gan SafE) pylmgerlﬁnalatenals glass

en g

el R B DRERES: pUEEMT Il GO sl aniet o). or e

coBmafbe thedédT | The lsﬁlbs@t@teabdtﬁnﬁ:ﬂidi%%ﬁlt@[e plyeagbMedterial such as a
suspensi ons_nay be fornul ated according to the known

Suppoft M¥¢Tng MUNYABYY. dihspbeedtraysr & eearpthy aesisk gndee like. The
endi c at.i 0
su‘t?‘rs%éf%aﬁqg g@ %g %ﬁ}g i’r Q%lp?]ﬁrag‘{:l% aﬁ?dh@&l ‘?? Iirfg)&h%s@ egl%fe nf;‘(ﬁr e@(arnple a
rel€fsc Gl Gindie tlemparaﬁQnatwched pat &eh efmad ey faﬁ&ei@hﬂlbhteofthe adhesive
di l uent or solvent, for exanple, as a solution in
layer t angihensdISHRte. Among t he accept abl e vehlcles and
sol t e t ¥y
ol 4iP oRob iy o hab o BB BF BGOIENER o 2 Frathple, providing
flesibllity, @igidityn ﬁ[@dgfhl on,suppet, i f&l,ecifl\i'ltyedamﬂréf&caffﬁy, polarlzatlon or

conventlonaH%¥ ed as a solvent or sus
trapgesHvLY (ot %WE) %d@@eahty dBiferent wrveddeds)- Ehﬁ Ipahe substrate

catgg%) %}4 ?% (J[J%%E%PZ% 81; o feﬁemévg%;% ? QII %élgtésgtgl%tralllsﬁ]msswe
or bieup (ceganatt'rmsmcsﬁwe)qjaedpalahmg oﬁﬁﬁﬂ-ﬁé’ljarlﬂmg [ nj ect abl e
fornul atj ons can be sterilized, for exa

fi | ExemPR tSH]?%@Efﬁ inclydet Byt alc. pedt HMHPd gtof Fhet evter gprfpge of an

i a
elegft?gt‘rﬂlE B%'bf’a sﬂgh ﬁ%ﬁlglcﬁsﬁs‘?’s%ﬁﬂtﬁ %ﬁﬁdgg rh gdgg{){l}g 8uter surface of
a wlinglper SIeglarzrmgstﬂm blter watfese of amtdjmbalst@npdnent siichc ball eflector,

di u ior to .use. [0015 In orde rol ong the
po g%?@c f%fwté{mc%‘ﬁﬁ%%m@“&r th iené ﬁ;ﬁ { |?’1 #na degorpave film or
an ﬁ&q$ng%§hﬁpg{§wq%ﬁslom1the absor ption of t he conpound

rom subcut dneous or intranuscular injection. This may
be Repespititblredxbypleheofupelyoferia mnmumdsaudpémsmon:mmn contain
crystalline or anorphous rial wt wat e
PoRE BRI y. Popyssicras & B %”B&ﬁaéqn&n @fephﬁ@?aéﬁnpemﬂ[nd polycthylenc
H%f%antg ERGISuldBAfed, t ol Brhéh RlorydhSs O [yf@hyl | fethacrylat
nal% ur na y&gzlﬁ)end %po Og%st% r}gl ze da?nuéol gﬂrby%t alline acrylates),
polysimyl a/Ndhelranioiyoéﬂfms sehaye gobbotytqprs andofolgpropylenes, polyvinyl
par.ent eral |. i stered compound.f
chlQH Sl Ak Sbfe]él‘ﬂg%eo FACRG Or CNLPERE ﬂ?&a IR YFEpB Rgelymers,
andﬂmq&€0I| vehi cl e. Injectable depot forns are made by

formng m croencapsule matrices of the conpound in
bi oSeglﬁqm)@bh@rlqombymcs usdecgo agphenomenon referred to as "outgassing” or
|de pol ygl ycol i de. Depgendi ng upon the ratio, of
oS o GGV hol YT SHED e "R URLRr DHE Bar PPELGR Rerylates
oRe BRIt £ TR QYL qjlke tt&ﬁi fcﬁbﬁtﬁﬁ’g ﬁ&ﬁi&%@dwh&l %fé%/ear@ aBlalfely thick
control [ éd. Exanples of other bi odegradabl e pol yners
(e. ’g nol thdeangelof @beitHosilimcs) tasdcpd bgn(tlarmt)grsi)r i Qg g)ssin@espbstrates can
| e for |ations, are gl so epare
SN R eRG U SR 0 AT I SCo RS G SIbFE e gHgrmance
chérgﬁérlﬁfcﬁf of SRR RE ayth ﬁdl] a6 ﬂlb@%‘dﬁﬁrate{so 3 Wing an incompatible

Conpositions for rectal "or vaginal adm nistration are
adlmsefreetaafbt o suppogdassng esibsiite hmeanrebdt pn ededfees sugh as bubbles.

e.som ounds ent i I
ARy PR R TORET P S MR bB B ICh Bl s bE e may also
butter, polyethylene gl ycol or asuppository wax which
are solid at anbient tenperature but liquid at body
tenperature and therefore nelt in the rectum or
vagi nal cavity and rel ease tHe active conpound.
[00160] Solid dosage forns for oral adm nistration
i nclude capsules, tablets, pills, powlers, and
granules. In such solid dosage fornms, the active
conpound |s n1xed mnth at Ieast one |nert

. T o o o - e o
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Preferably, the conpositions are adm nistered orally,
intraperitoneally or intravenously. [00165] Sterile

w0 pjoeossnd e forns of the conpositions of this POWEsIMNSIBIIST
may be aqueous or ol eagi nous suspension. These
suspensions may be formulated according to techniques
known in the art using suitable dispersing or wetting

resaljémpartiaher fllsloleninaiipnagdha adhesite bandbtvect Wi @uteabiieg substrate
am%&%‘err% eE’Quc'Ea&é a% o%?w&i%% sterile injectable solution
é’ nGN-t 0Xi ¢ parenteral |l y-acceptabl e

dl I uﬁﬂﬂgasﬁﬁg S&hVB@tparti@ﬂIar@Xaﬂ%rS% aehed el dtheOMayieR bonded to the
1, 3-but anedi ol . Anmong t he acceptabl e vehicles and
ou@éaismﬁl@stffﬁatthrﬁagh Ehé’ wihpsivg tycnpxhibigt low, mRisige rtragsrmsswny At
0 tQNiC Sosli U r
S0Pl A7 RN o RIS GRS, ST o s
naﬁnpmﬁy@ﬂlaﬁxaamphueﬂtaobmSMﬁp@nﬁen@bﬁﬁdbﬁnheE@@1hmuang1n1he
urpose any bl and fixed oil may be enp ed | ncl udi ng
aCEt [9emi e ridfodt Hie aﬁilgqsv@emt%réa@e ‘Pfat‘"tlshnhdg@sa hetivt) lgeer.  The

acq leﬁe@g a%né%n'tri‘tﬁltég o &?;b% ﬂg (ije?e{ﬂu\ﬁgﬁénv ?&%u%&? b€ gt%ng'tl{] loss of

eprep tion o I njec as are’'na
cla]:lhﬁrdfaﬁ: ewtnb@aitlloy thecopt aﬂieedﬁﬁjsszs muohirasemsitiveeadhickivey of this
castor oil, especially in their pol yoxyethyl ated

disglopuic sAR oftqrhb%@seéum ag@}%&l@@n\glﬂwu@a%b@rﬁslbméesﬂay al so
con 1‘?'0916136 %B@m‘feﬁ%’ ﬂreaéu%?tlb@[%: 195'1‘%‘1@5‘516 lﬂ{e Aﬁlgfeglﬁtgglte'release liner
such as car boxymet hyl™ ce 0se or simi i Sper Si
capenissd Wxehmplare releasenlihgys uisedadd thokd @rdparadufrai pupeﬂf(e g., Kraft

phar maceutical l y acceptabl e dosage forns i nclud
pam P& iPgly&nczigoma §16]e(f‘s$ oRslyolefing suehy appRINFthyswg ot polypropylene,

o S S R St SRR e i,
thealiile) c dnienst yorks exdeaise lihdre at’ﬂimilft@b\t/ﬂh @ lafer of a release agent such as a

pharnaceutlcally acceptable solid, |iquid, or other
siliggrcaent3iBgsmasiahps 8 heorocshey %qnt%lﬂ@gptaﬁtﬁaglesEesFmplary release
[ e [
ling 3" FEhE, Bl akd UEP Hinifcei WA Bl ORRASHIL (R CP Film
(Maertalsiyle a¥ag piralot dled‘ﬂt&mgéesﬁgnatmm AEFI]i angl, "TBUO" riot have a silicone
S suspensi ons or

relggsp GPREEOn N Rdersiseer b st o R nesicn f¥Ga microstructurc on

its %ﬁlrrfédeetﬁ% is Qqu%(ﬁ/toutﬁ@ thé@ﬁjel'{g ForPYImRFRtri&tird ddMHe&rface of the
o, lactose corn starch. Lubricating agents, suc

adlaesmaralgym‘& lihe $ihearat dlendlfeereaﬂlcs@dtty pixpade yn adidsde leger having a

oral adm nistration in a capsule form useful diluents
mierasyiued 5¢fa€e and dried cornstarch. When aqueous

SUSHRRSERNR @8 cﬁﬁ%@'r%ﬁgvécpfo Qc[h%e %eo tchﬁﬁﬁﬁ% Vifother substrate
ingredient is conbined with enmulsif %b and suspendi ng
(i ea,gemosal dffthdedéase ﬁnerc@qpbmsra ssm‘“eeet eﬁarn gdhehivavayrer gt subsequently

In gent al so . 01 67. .
carpt JPHAR GERP G TROBFRLT SHEED AaNcr o BRI ey s gprganently
boﬁdb\d%ftﬁlQBthQ?%bQﬁat@.dm n| ster ed ' n the form of
suppositories for rectal admnistration. These can be
pregae eldclmcssrbf(thngidhdtﬂelvea@gm inwh¢ hrtigtles wif iimpigon tends to be at least

o b emisrteeD b isa PO Pistral T BRpkr gc DFEORTlrs, o teast 13

mlétlaﬁfe?é(@ 108 atMchit Z@jerhfcrdrﬂet&@e The Qﬁl@ﬂﬂ@%@ 1sr(ﬁlte%Q§>e%I’e£l@r @ENIbout 200
rraterlals i ncl ue but are not limted COCOa
nnbuﬂ&én& b@egmaxrahdlpwbyeﬂﬁﬁlenengmymblso @eaﬁﬁahMNhéoutISO

iR RS 5 bb &tar AR bl [ bR, Oy SRR P iR can be

of treatnent includes areas or organs readily

accessi ble by topical application, including diseases
of the eye, the skin, or the |ower intestinal tract.
Sui t abl e t opi cal formul ati ons-ar e readily prepared for
each of these areas or organs. [00169] Topica
application for the Iower intestinal tract can be
effected in a rectal suppository fornulation (see
above) or |n a SU|tabIe enena fornulatlon

T o o N 1 F A/ A 1
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agent. Wen conbi nation therapy is enployed, an

ef fective anobunt can be achieved using a first anount
w@booa/oeempound of Structural Forrmula I, |A | BOI/US008681957

a pharmaceutically acceptable salt or solvate (e.qg.,

hydrate) thereof and a second anobunt of an additiona

sui tabl e therapeutic agent. [00177] In one enbodi nent,
1 to B0 @ preBnetads. 04? togt0uicTAmag o gl 30 micrpmgetersg2@)fo PEmugrgmeters,
orﬁh61§§9§%h8g%! t herapeutic agent, are each _

mnistered in an effective anmount (i.e., each in an

anount which woul d be therapeutically effective if

adm ni stered alone). In another enbodi nent, the

conpound of Struct ur al FoFxamales, | A 1B or ICand the

addid i r S

an glrirl%%n% Wi)tfe% a%) § ﬁgglﬂ%%%tgfe \%90 s gglg'haréllg aa%% El? rneght to be
lingfifigeoh t]ﬂ@séﬁpb-dfhﬁé’ aﬁﬁmﬂed; case) Alll Parie et sy ratlos etc in the

enbodi nent, the conpound of Structural Formnula I
exqrpplgy andahe sept pEtheiFaifisationede by waighbnmisss noted @Fhﬁmtse Solvents

d t u d r

anélfmnetggrstdga_e% ﬁfgr 'g%ééﬁ?’?ége d%‘@éﬁgﬁ? ﬁb@ %?g‘?ﬁa&n Atlﬁ‘lc% BHhLaE" 88mpany;
Mibénhdde, Wirtondihenlegryldtivikealotedt ructural Formula |, | A,

IB or 1C can be adm nistered in a sub-therapeutic

dose, while the additional therapeutic agent, for
Tabkm%@realaggns abl e cancer -t her apeutl c agent is

T lllblCItu 1T arl CIICblI ve dfl t|1UUJ.I0J I—\b u:cu
éﬁé&gﬁ@ggpﬁe terms "in combinati afet
"cogggd ni stiration" can be used interchangeably to
refer to the use of nore than one therapies (e.g., one
S rcphylactlc and/ or therapeutlc agents) The

PERer api co. (o ST BORRHELS e 5P DR PRSI e AT 90 paris

agents) ar e 1@AmaAl StEMRks t AAQ 2R9D]Bhls WO acetate, prepared as
Coadmi ni strjati on enconpasses adm ni stration of t he

first and @@m@eémUStP@tmthé)etBEﬂéuH%s(U(hﬂclt)he

B e ner | sudiIaS AT BP S S L HUE Bk Gepor it with 99 parts

conposi t1or ,stjr&{e LD A FIRSMIne= 97, 40 R IRt= TR0 §rpared via

fixed ratig of first and second ampunts, or in

multiple, s epqueatlel loans uliesic pelynabization fogprdéngte. the methods

addi tion, su ad | so enconpasses use
Soling AT ek BP0t 'n el

of each con manner in either

(

etder. [00 @bc%@ﬁbl%&dﬁnf'ﬂ BM&EM?’DbI'oE‘k’ @épb@y%n&mlth 94 parts

separate admi nistration of the first anount of

conpound of| sStrenec 6 reth DRGARN A Nin =114,0008Moy =16C, 7&9ﬁdp1apafed via
second anouynt of .. anal . t her apeutic agent, th
conpounds 4 rSSq‘b?&H?aﬂfVé‘E?e?‘Eamg DPpST ‘éﬁ‘?%“&%i&& forthg Fﬁﬁmds

to have the gagicHedusiarewebaoef fect. For exanpl e,

the periodlof tine between each adninistration which

)

B€ah resul t |iBlockh€optdgineed), R&BVBMu copelyfree withOfmarts styrene: 1
range fromjm aute t o,..hoyr an be etern1ng
t aki ng i nt g PAECK Yr%(H%e 3\4 sPTSPaTS ¥ SEBpHTH Gy ing anionic
such as pot %gxmer&@wbadcbwng wtﬁ@mmo@b blili¥d ilPU8 PaRnt
hal f-1ife and 'kinetic profile. For exanple, a compound
of Structurd@9®stfula I, 1A 1B or IC and the second

BN NI G AT WA A SR L

hour s of eclqﬁbtglgﬁﬁdmﬂ (A ONRDbogR2 &4 pur s of each
other, with ithin

about 1 hour of each other or within about 30 m nutes
of each other. [00181] Mre, specifically, a first
therapy (e.g., a prophylactic or therapeutic agent
such as a conpound of the inMention) can be
adm ni stered prior to (e.g., 5 mnutes, 15 mnutes, 30
m nutes, 45 mnutes, 1 hour, 2 hours, 4 hours, 6
hours, 12 hours, 24 hours, 48 hours, 72 hours, 96
hours 1 meek 2 meeks 3 meeks 4 meeks 5 meeks 6

.............. o s __L_.. .___.__.L_._L
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and spindl e poi sons (such as Epothil ones and

paclitaxel protein-bound particles (such as
we\Rgoasensey r) ) - [ 00190] Ot her therapies or antiPENU2008/081957

agents that may be used in conbination with the

I nventive agents of the present invention include
surgery. r:dlnthprnnv (|n but __a fQMIpynnnlpc

I%m’m radl at1$QmCtth1’1ﬁ‘@n beam r adi ot her apy, el ectron

heamradiotrhet roton—therapy,—brachytherapy,—and
stenic rcl(ﬁc%g‘%,%%g i sot opes, to nane a few),

RERERATh&E {RNGRY lind @hRetrEial@aPARSR FRE AP B (Martinsville, Va.)
(interferons, interleukins, and tunor necrosis factor

(TNF) to nclmd@fthewydemﬁﬂ@rm a and cryot her apy,

ngcﬂtstﬁ’ ﬁ’tc aty—atverse—effects—{(e o
nti emeticg) 2 ANd°'St her approved chenot herapeutic

pUpugs, 1 ncl wl}ngnylp,ﬁdlﬁé)t Tmted to, alkylTating drugs
(mrechl or et ham ne, | oranbucil, Cycl ophosphani de,

DMEM an, |IM Nsi-dmwthylamam etmsltmd:lhdqrjzletg

v nurim di nn
IVbL II\JL T bAbL L'l rJUI I IILo ul LA} LBAY | rJy T LR PR IILo .

PN RGN ot 4 AU5UNE OGS BT aR PoBEY [oF Spehipiste, $8 micrometers

Cyt ar abi | e, tﬁ@ﬁtl tabi ne), spindl e poisons

(Vinblastine, Vincristine, Vinorelbine, Paclitaxel),

podophyl | ot OXI ns (Etoposide, Irinotecan, Topotecan),
anti biotics (Doxorubicin, Bleonycin, Mtonycin),
Test Metliydyr eas (Carnusti ne, Lonustine), inorganic ions
(G splatin, Carboplatin), enzymes (Asparagi nase), and
180foPead Ackhegidmnoxi f en, Leuprolide, Flutam de, and

trol Gleevect adr.i amyci xanet has ,
and%z‘iﬁcﬂes ﬂ%rﬁselé f%lam@ﬂ]e t%wﬁwﬁffﬁa a1 D 3330-
90 s’ﬁ%gtﬁﬁﬁn%ygﬁﬁ‘st é&&rﬂ@l’or@hé &afﬁ?esk‘ %él%hbitpd&e Elés@ﬁf)écﬂﬂ the test (for
cancer | onbi nation wth any of [ ow ng
thet frescappwrpose, alge nifsredatoaus é‘glaxs s(dBIsteatapﬁei adbfpmln(uest))
aI d euki n Pr oki ne % 5)1% | eukin %J?r ol euki %; :
E%ﬁf‘afﬂﬁ‘ PEANHERHE 1‘)ﬁlma‘fv?’1“te Bt Hb] Ei‘ﬁﬁ?eé?r (19 yentimeter
str@kl EQ&H AP wak Mnoclﬁﬁérg& kdd 10 @éﬂtfn%t@irﬂyrﬁ) el R(chd Jsolvent
am fostine (Ethyol (r)); anastrozole (Arimdex(r));
waglislegliss conpaxisies § Z’-ﬂ(llegtaom(otlw)pasmsipmcagwrah@strlp The bonded

asst RO o1 O s e (R OaT O T TP gC for 180° peel
ad R&NANRIRNG I@/FASé Il%’/?é’e@ tdspde '(]Mbdel@l\@%@hlﬂlermally avallable from
(Bl enoxane(r) ezom b (Vel cade(r)); busul fan

Insrtmmeamehblus S@I‘Bug&yllliee Q(H))a) 2 rm Qﬁlzﬁanetonsamn(m%(% mhés/t)n)n,ute)

VG BB TR ST LEY 0 A TSt RS ECRe Tl e

adBisfNalue)is 6RAVISId dTahd fdl @&i@sfoﬁ)v)alue‘}?drméﬁlﬂ dTehdMwdsamples.
Pol i feprosan 20 Tnplant (G iadel Wafer(r)); celecoxib

(Cel ebrex(r)); cetuximb (Erbitux(r)); chloranbucil
pg? eranﬁrs)f); cisplatin (Platinol (r)); cladribine
1C8LSTURErHE 2-CdA(r)); clofarabine (Colar(r));
cyclap Qﬁﬁﬁljﬁﬁﬁbﬁ’ ehe(z@&h@’@d}(tfr)of abBQS £a'iﬁﬂles were tested by preparing
cycl ophospham de (Cytoxan Injection(r));
langipetep phibs @ﬁhﬁtﬁ\d:eor( Yy HEgammIgbk étC(enf}metet; yitmilliiteethick glass plate
tosar- yt ar abi

ondy QOSPREE i s & BVRRRERY . iR PRRBIop L RRE Ut (Rl hipeaswring the
pr%eﬁ@@ Sﬁﬁi@ﬁﬁf—l‘B) ¥72508hReQOR P10s @brﬁlﬁlefdﬁ[l@ﬂ%ﬁlﬁﬁl)a)ﬁom BYK-Gardner

aunorubicin |iposonal (DanuoXone(r)); daunorubicin,
USda éredurpienMODaunor ubi ci n(r)); daunor ubi ci n, daunonyC|n
(Cerubidine(r)); Denileukin diftitox (Chtak(r));
dexrazoxane (Zinecard(r)),; docetaxel (Taxotere(r));
doxorubicin (Adrianmycin PFS(r)); doxorubicin
(Adrianycin(r), Rubex(r)); doxorubicin (Adriamycin PFS
I njection(r)); doxorubicin H7%osomal (Doxil(r));
dr onost anol one propi onate (dronostanol one(r));
dr onost anol one propi onat e (nasterone injection(r));
Elliott's B Solution (Elliott's B Solution(r));
eplrub|C|n (EIIence(r)) Epoetin alfa (epogen(r))

— - e .



10

15

20

25

inhibiting protein kinase activity in a biologica

sanpl e, which nethod conprises contacting said
wheobogictanl sanple with a conmpound of Formul a PCT/D$2008/881957

or IC or a conposition conprising said conpound. The

term "bi ol ogi cal sanple", as used herein, neans an in

vitro or an ex vivo sanple i ncl udi ng, MAthout
Domain Sigej Mpasugementcy| t ures or extracts thereof;

bi ORsi teria I -

oA P R By GO BBETR e SEALAGH
scdtRARS usifg a Gidhida 10dY0 ﬁwbmlz@ranepykéracstaﬁlpild%eﬁeﬁ@fested by placing

[00195} Inhibition of protein kinase activity in
lanpingfen g e tess adRsPINC 08 /s FRLNTRHRT X35 GRptimetsy, bmﬂ;l)lm'%é@gk glass
|4

plab i Bl EisBIRAy 350 B Rl b phplapieRl i SRR BBt and
a 1t Etds glagk, plote geth ddhasis@hardoatairtfg bokl c@pcﬂimﬁgn mahe blank cell.

speci men storage. [00196] Another aspect of this

invention relates to the study of protein kinases in

I ogi cal phenonena; the study of

Eng%?b%%@ﬁﬁdvggﬂgﬁgﬁggitransduction pat hways nedi at ed by

suc [Enpireire¢malktsigans; foantest thesioapas ateiaytfredébﬁ bt@hﬁﬂg’la laminate
of new protein kinase jinhibitors. Exanples of suc

to %egtgaw&&ﬂ@str%(p%mrb%@t% M saeple of th& Bffuts %siélpswe to be tested
of 30RUTOUREE, FOTRAAST R Al RaRARRRRE oot or .6

mlkinm&QOl 10 Biirkaght) clﬁskm&yaﬂalea RISB ajlaxh i miictomsters 12 111111\) ®va@ aminated
acell line. In vitro assays include assays th

on d@@ erTrlﬁe Aemingts et et terted; batwien mstakipieselon dt hwt%} 19p°C. The
| Ly Of .t
safYIEE SELEELA rClor AFeRT ST PEOTRE L HERAZAE R sample
WaS Cthd‘.n m‘i;pécmed kisupliyotied Histednasepaased ” i yobleubisia sair édamination was
t her di ol abel | jng the inhihjtor prior to
Vmﬂﬂ%8¥ﬁ% eq P%W@ﬁ@“@ﬁgnpﬁﬁFﬁﬂWﬁﬂP% sase conpl ex and
determ ni ng the anmount of radi ol abel bound, or by
running a conpetition experinent where neM/inhibitors
Examnples el bl by atrdtivie e akipiha€ & bound to known

radlollg n ai | condi tjons faqr, assay

mb LR Sﬁ%ag@iesl ln?fﬁisgocﬂrw 0.# B i ffhasﬁecr?t%t% was diluted

WlﬂlhaGS(Ex Wl%r@@l} 8 | a[c%@e‘?g%etﬁ%%lfi@ gléi’c? Qq%% glld% Iﬁ@lutlon To this
I nvention provides a neth or ul ating enzyne

solagon wiat wdéad < evltbat bhtheaBlodkopolgmef-1F6Y, mul-3 i ethiyAacdtdde (15%

Rl b aSEES] ST 20 R SPSubor TPk Diarce

Exgtbfe@d, A1y THABidahG il OF RAGAL %a?ﬁ&d@ﬁTH‘h@qgﬁﬂﬁig&%Iutlon was coated
trlphosphate BSA bovi ne serum al bum n

on dl gap icodthr @ito GleldvkPSindr twor whicthickegs op & ﬂﬂljﬂ (Rohingcramewrs) to give
ucl e etic. resaon nce HPLC hi gh perf.arma
a dw ugpeghe m?éﬁﬂvf% Elaﬁ EPaHRED YRS Qﬁw oS dorced air
t t

ov?ﬁéfog F}P?{gﬁhtelg %;e{&%g%@%&elre%%?ﬁh QIQELQ)IEEF‘B l@érerlgﬁ%neﬁt ﬁamples were tested

foragipaluprdperats tiding thenldst Madh@lsldesdrdded eab@ @R TTRAkesults are shown in
@PHESIVE W TH DI FFUSI VE PROPERTI ES Fi el d of the

cdcl osure The present disclosure relates to adhesives

that have optical diffusive,prgperties. Background
Informati on di splays, such as liquid crystal displays
and rlear Bxaajp&et i on Rioele@spoloiben [ el BlookCopolymer
l'i ghti-diffusing optical gRas#ructionhs for @kd)ci ent
oper afion and enhanced regdabl TTTy. [ Such 1
l'ightF 0| IR USTTIg COMSTTUCT{@MS assu Crl [I C§| roi €S | n
t hese—h apl ays uy forward—Scattertng—thet+ glll. froma
source without a significant loss in the intensity of
the forward scattered Ilght'ﬁﬁhls scattered, yet high
transmttance, resultant |ight gives such dlsplays a
desi rabl e background bri ghtness by reduci ng the anount
of incident light which is scattered or reflected back
tomard the |ight source. EI|n1nat|on or restrlctlon of

I . Y T
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(et h)acryl ate copol ynmers. Such copolyners typically

are derived from nononers conpri sing about 40% by
wowrioghelerd about 98% by wei ght, often at | eastP@D¥s1998/081957

wei ght, or at |east 85% by weight, or even about 90%

by wei ght, of at |east one al kyl (neth)acrylate
mononer that —as a hnnrnnnl ver has _a Tg of ess than

about!90C. Exlanpl29¢ 6@ milich al kyl (méth)acrylate 0.14
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that they do not reduce the optical clarity of the
pressure sensitive adhesive. The bl ock copol yner

di spersed in the adhesive matrix may be sel ected from
a wde array of block copolyner types. The bl ock

copol ymer may be, for exanpt®- a dibl ock copol yner, a
triblock copolyner, star bl ock copol yner or

conbi nation thereof. In some enbodi nents the bl ock
copolynmer is a diblock copolyner of the AB type where
A represents a hi gher Tg block and B represents an
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(DEAEMA) ; N, N-di net hyl am noet hyl acryl am de ( DVAEAM) ;
N, N- di net hyl am noet hyl net hacryl am de ( DMAEMAN) ;
woRMeewrhyl am noet hyl acryl am de ( DEAEAM) ; N PCT/US2008/081957
Ndi et hyl am noet hyl nethacryl am de ( DEAENVAM) ;
N, N- di met hyl am noet hyl vinyl ether (DVAEVE)
N, N- di et hyl am noet hyl vinyl ether (DEAEVE); and
of thicxkinyiresmenfak Resfistance Hispt asedias thaepticahpioppisics tostispulgsefor the

| I
pol\éflrcnﬁ)réglg uéﬂ/a&e@ﬁf’e@f J@%@@ﬁ% a?ee sl{go%x{rnt 1'nalra¥)le :

onal
4- (N, N- di et hyl ami no) - st yr gaigle 6(DMAS) , 4- (N
Ndi_et h\/I am nn\ - ot yrene ( DEAS) ) Ne v n\/l nyrrnl i r‘lnnp,

NEXATHYE  capiEolaenaentalad g Tawsarissia, | N- viordzef or framd€larity
(et h) acr yl alRagestangad mi xtures thereof. Typically the

bl odk copqal ynePadsebs a nol ecl@dax wei ght o43.Qreat er t hano

10,900 grdms/ npigLed | N s0NMe enhpdi nept s tégs nol ecul ar 854

Wei ght 1S greater than 12,000 grans/ nol e or even
greater than 15,6000 grans/nole. In sone enbodi nents
the bl ock copol ynmer contains an A bl ock which has a
nol ecul ar wei ght of greater than 10,000 grans/ nol e and
a B block with a nol ecul ar wei ght of 300 grans/nole or
nore. In sone enbodinents it is desirable for the
conposition to contain a crosslinking agent. In
general the crosslinking agents contain functionality
whi ch are reactive with carboxylic acid groups on the
acrylic copol yner. Exanpl es of such crosslinkers

i nclude nmul tifunctional aziridine, isocyanate and
epoxy conpounds. Exanpl es of aziridine-type
crosslinkers include, for exanple

|, 4- bi s(et hyl enei m nocar bonyl am no) benzene, 4, 4'-

bi s( et hyl enei m nocar bonyl am no) di phenyl net hane, 1, 8-
bi s( et hyl enei m nocar bonyl am no) oct ane, and |

T- (1, 3- phenyl ene di carbonyl)-bis-(2- methylaziridine).
The aziridine crosslinker |, T-(I,3-phenyl ene

di car bonyl ) - bi s-(2- nethyl aziridine) (CAS No.
7652-64-4), referred to herein as "Bisamde" is
particul arly useful. Comron pol yfunctional isocyanate
crosslinkers include, for exanple, trinethylol propane
tol uene diisocyanate, tolylene diisocyanate, and
hexamnet hyl ene dii socyanate. The diffusive pressure
sensitive adhesives of this disclosure are optica
adhesives that also function to diffuse visible |ight
W t hout a significant anount of backscattered |ight.
The diffusion of light results in an increase in the

| evel of haze of the adhesive wi thout a major decrease
in the %transmssion or clarity. Typically the

di ffusive pressure sensitive adhesives have haze

val ues of 20% or greater as neasured by the Test

Met hodsl i sted in the Exanpl es section below. In sone
enbodi nents the haze value is 30% or greater. These
haze val ues are obtained for the diffusive pressure
sensitive adhesive and yet the adhesive retains %
transm ssion val ues of 90% or greater and clarity

val ues of 80% or even 90% as neasured by the Methods
listed in the Exanpl es section below The diffusive
pressure sensitive adhesives of this disclosure

mai ntai n their adhesive properties besides exhibiting
desirabl e optical properties. Typically the diffusive
pressure sensitive adhesives have 180 peel strengths
of at |least 10 New ons/deci neter when peeled froma

gl ass substrate using the Test Method listed in the
Exanpl es section below. |In sbme enbodi ments the 180
peel strength is at |east 20 Newtons/deci neter when
peel ed froma gl ass substrate using the Test Method
listed in the Exanpl es section below. In sone
enbodlnents the dlffu3|ve pressure sensitive

I | I T - .
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conpositions. In particular, solventless coating

nmet hods such as hot nelt coating have been observed to
w@auwsmeewrs entation in the adhesive coati ng andP€mius2008/081957

orientation can causeoptical birefringence (see for

exanpl e PCT Publication Nunber WO 97/22675). Optica

birefringence is the resolution or splitting of a
Yﬂ%Lghﬂ_ﬁﬁaé§lnto two unequally reflected or transmtted
ic medium Suitable
solg 2$%¢%&$%R%V%%bh%‘%ace %?%%'

I'nc acetone, nethyl ethyl

ket afeptikiptohiae présQlrt edigitivendhaiwahatis; sdch as
nmet hanol , et hanol and i sopropanol and m xt ur es
t hepddpck popalymer dispersethmyihin drc adicyiyatmatgx gaherci e adhesive
8
co Er%gs op%l(?ise Qe a&&ﬁ‘"ﬁm%&o&ﬁﬁ% ?Ibaggtré h?%érrg&l%lh gygghvgpéle@gth of visible
hgaﬂdltlves) and sol vent. The sol vent borne diffusive
adhesi ve m xture can be coated by any suitable
process, such as by, for exanple, knife coating, rol
2. ‘gg%%(liﬂr%%:ve Q¢ gl\ég{rqu \ﬁlge?{;lgqgeo a%g S &%ﬁ]tb@ g“?r?géﬂh%p g%tﬁgrlse blocks of
thebladkdopolymyeral so be printed by known net hods such as
screen printing or inkjet printing. The diffusive
adhesive coating is typically then dried to rennve t he
I
s 7 VAol RO O RNt DSAR P Sg AL whern
at le@st@ne BlofclalhaﬁﬂT@iofgﬁ:\a%ﬂ)hahmOOCder to expedl t e t he
drying of the adhesive. In sone enbodinents it may be
desirable to inpart a nicrostructured surface to one
4. gfle Q&’ﬁ Igivgac{focﬁaﬁ&luf f\xf%%re&n %He Sggrre]%u?e &%? ﬂesw@%at%? and the block
esirabl'eé To have a m craostruc sur ace
co@ﬂﬁﬁ&ﬂbﬁﬁaﬁ@bﬁ&@ﬁeQﬁmﬁh&madheSIVe to aid air egress
during lamnation. If it is desired to have a
m crostructured surface on one or both surfaces of the
5. %ﬂ@ %ﬁgé’s‘?vé & i t3h$/h@1%P1eﬁ{eVﬁo&9 %B#dl?m&f c&ﬁﬁ/ﬁsres rﬁagasl?ce functional
aced on a tool or aliner conta
bkﬁkcrostructurlng. The liner or tool can then be
renoved to expose an adhesive | ayer having a
m crostructured surface. Cenerally with optical
6. g“H@ lahffe%weo&scléic'x} Q%vlge?ah r‘[ﬁ%J ldﬁ)l(%ékaéotpto Nb g‘?‘ltsésu%tsf%e%e -acrylate
| Sappear over tinme to preven erferenc
compymemal properties. The diffusive adhesive may be used
to make optical articles. Such articles may include an
optical film a substrate or both. The diffusive
i1C S : S
7. T SRR e Bl MBIl AL BrBRPHEBUOATRS o 1.0 10 100
micuseadterSuch uses include information displays, such as
liquid crystal displays and rear projection screens.
Articles are provided that include an optical film and
[ nY S e ] :
S E L BT Bl R AT AR BRI e ERE, A 2R incriona
copﬂwmmies can further include another substrate (e.g.
permanently or tenporarily attached to the pressure
sensitive adhesive | ayer), another adhesive |ayer, or
9. "Thg oAl 'o‘?nclﬁlﬁ? rSeQJLerei%s tHéS Q&he@% %Qtvrl éﬁsregna (rneth)acrylate
adj acent”™ can be used to refer to two |layers that are
copatyder. ect contact or that are separated by one or nore
| ayers. Often, adjacent layers are in direct
contact.Additionally, articles are provided that
i nclude a pressure sensitive adhesive |ayer positioned
bet ween two substrates, wherein at |east one of the
substrates is an outgassing substrate. The pressure
sensitive adhesive |layer is-4%sistant to bubble
formati on when adj acent to an outgassing substrate. In
some enbodi nents, the resulting articles can be
optical elenments or can be used to prepare optica
el enent s. As used herein, the tern1"opt|cal elenent"

Y a I Ll__L T g, I 1 Y Y e
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adversely affect the stability, clarity, bond
strength, or other desirable performance

w@hb@pactses | stics of an adhesive | ayer adj acentP@DUSIve$EB1957
substrates. Applying an inconpatible adhesive |ayer to
an outgassing substrate may result in defects such as
bubbl es. Additionally, applying an inconpatible

10 g fikee adhesive Bf efaimol HACERR Hresaihagive ibse rhggeevaﬁ:g@y of greater than 20%
f m nation of the
an&%igéf%g % Hﬁfﬁﬁ{cégi é“%tbﬁﬁ%??ng suLstrate and

another | ayer such as an optical film Qutgassing can
particul arly adverse when the other |ayer bonded to
lltﬂte wiheyue el dyns | Bythencemprivipg g BrosHakingresntie | ayer
exhibits I ow noi sture transmssivity. At |east sone
optical filnms have a | ow npisture transm ssivity. The
12] Oite aohSiwer 6f ¢lhmndniviskin thy ddhydve C@athoRCompsisés PHaditiostiuctured
to the release of the gas resulting in the
PatiERunul ati on of gas at the adhesive interface or
wi thin the adhesive |ayer. The accunul ated gas can
contribute to bubbling, delamnation, reduced bond
13 sAn epi@dah artlctisngristlgar i ty, or a conbination thereof.
The diffusive pressure sensitive adhesives of this
di s@N 8Bt fEnWi t en be used in applications with
out gassi Gbst I
aubat at & 4 IR AREERe of B bR ERAL FHebprllTim, whorein the
l'i ndifficare daleems@cbm@cenph apticallgl cﬂmméssune rssnditing aditesive matrix;
t hose prepared from paper (e.g., Kraft paper) or
poI9 ric naterial (e g., polyolefns such as
ol y e&lgéi{l @ﬂﬁol% &Jé&p Wlt‘ﬁﬂ{e theShdhE Q?@ em%thf?y Bkt #Ladhesive
polyure es sters such as po yet ene
ter eq;ninpha:ls@hese-@pakatekienﬂctddejnamét | east sone rel ease
liners are coated with a |layer of a rel ease agent such
as a silicone-containing material or a
14/ THOGRRA BAD: 6P0LEh 15 WhoATAL il lical TR fHkoL €1 ease
]lne s I nclude ut are not I ners
a msrhﬂ:e nairat Kiymay @bloalrhierof rfim @F&ol?arlrnﬂédbhetﬁlns\anllhﬁared reflective
under the _trade_designation "T-30" and "T-10
ﬁh”t‘lhé‘fl wirgriolet sieflpethige ﬁﬂ@a dakeleetlo PRI Parysichyieebrightness
enﬁa%%@rﬁmtr}ﬁhla&rea fhel ByioHfABss! én‘ﬂgﬁceﬁﬁﬂt ﬁﬁﬂ Gnabsorptive olarlzer film, an
m crostructure on |§s surface that 1§ |npar?) P
optachhlgsioae fitro, § omtod &lmj @ransintitedkeotie folm.t he surface of
t he adhesive layer. The |iner can then be renoved to
expose an adhesive layer having a m crostructured
15 ST'IEJ Gtfeal Jrl?l%ler(ﬁ{ &ARL13 bv'ﬂ@trenf:ﬁ’i@ ogﬁcéflﬁi‘m&ﬁdpr@s%m%dsl%ﬁglﬁve adhesive
he opti cal I'mto another substrate ,
mamtx tdmepmseb e@slethl)acmlate@mp«zisasr a surface of an adhe3| ve
| ayer that subsequently can be bonded to anot her
substrate surface). Oten, the adhesive layer is
16P?ﬁ@%ﬁﬁ@$l|a¥h$19 RtedaibO13 hﬂzh%ré?ﬁ hes bRdeRSdopdlyen er-@&?ﬂprlses a styrene-
hi ckness of the adhesive |ayer in the artlcles
amtheaannnﬂends to be at |east about 1 n1croneter, at
|l east 5 mcronmeters, at least 10 mcronmeters, at |east
15 micrometers, or at |least 20 m croneters. The
17t th&lopass a!rﬁcl@fotf hif019NaRNEA thOATRRRUEdRAOe further comprises a
m cronmeters, no greater than about 175 m croneters, no
Cﬂgﬂeémm!%ﬁhhn about 150 m croneters, or no greater t han
about 125 mcroneters. For exanple, t he thickness can
bel to 200 m croneters, 5 to 100 mcroneters, 10 to 50
18 MA £ bRIER BnSinatd@ofnPrifilgm crometers, or 1 to 15
m croneters. Exanples These exanples are nmerely for
illustrative purposes only and are not neant to be
linmiting on the scope of theXdappended clains. Al
parts, percentages, ratios, etc. in the exanples and
the rest of the specification are by wei ght, unless
not ed ot herw se. Sol vents and ot her reagents used were
obtalned fron1S|gna Aldrlch Chen1ca| Cbnpany,

I o I N T 1 -— 1 Y
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tested for 180 Peel using the test nethods |isted

above. The results are shown in Table 4. Table
w@Eanplees 30- 31 Sanpl es for Environnental ResPGI/HSIOS8/081957

Testing were prepared as described in the test nethod

above usi ng adhesi ve sanpl es prepared containing

PSA-1, BC-1 and Bisam de. For Exanple 30 the adhesive

conﬂéﬂh@@uasn%eught % PSA-1, 2 weight %BC 1 and 0.1

B R e T e

and cOmprivegi ght % Bi sam de crosslinker. The resultsof
the Environnental Resistance Test as well as the

optical prepes fikg; andst results for the

ol ycarb .ad I: T.El- ] re.. ' -
'Icl)'abl)/e 5 g@ﬁgﬁé%@ VE éﬁg’fst 551]‘[13"4' Qggtéicf"&i%h% 0%%1%1% Wherein the
transm saifﬁgnaoblmasslvecmmnes ahR@ticAly dpdripradshie sehetive adhesive
pressure sensitive adheS|ve matri x; and a_ bl ock
copol ymemadi’s paikd @dblRck Heopober adinrassode Wikt ithe adhesive matrix,
wherein [

i or odomit ey e BB ETpBRAS AR ARPRR Bl
visible light. 2. The adheS|ve of claiml mhereln t he

ase-separated nm crodomaj ns, conpri se bl ocks of the
19leéecRpttC@Btﬁwﬁ9éfa of SlAIntHE “WeReisi b S alFOMPINET Whflehe liner, an

0 r ol ynmer wherein at
onfi Q£ o g P B P R b B 0, 4. The
adhesive of claim1l mhereln t he pressure senS|t|ve

adhesive matrix and the bl ock copolynmer forma

20ading-epsical {npigptycef 6lﬁlm518 tﬂ@r%@ HBS i pEicelfy é‘ieér rﬁrgssure sensitive
b
ad uﬁ%ﬁ%ﬂ%?%?h%%%{%@h egt“ssclaal ?nSIZCV\her ein

t he di bl ock copol yner conprlses a styrene-acryl ate

ol ymer The, adhe of claim1 wherein the,.
21&1@% eg%fébwgfa o iér&%ﬁgel%tf@ logk g@pofyyney comprises a styrene-
zwé? éﬁﬁé‘ 8. The adhesive of claim1 wherein the
eS|v trix conprises an acid functional
copolymer. 9. The adheS|ve of claim8 wherein the

A T T Bt TR ARy o o

CH@QH@ﬁﬁ*ﬁ?H@s a haze value of greater than 20% and an
optica ransm ssion (%) of greater than 90% 11. The
adhesive of claim11 further conprising a crosslinking
agent. 12. The adhesive of claim 1l wherein the
adhesive further conprises a mcrostructured pattern.
13. An optical article conprising: an optical film
and a diffusive adhesive at |east partially coated on
the optical film wherein the diffusive adhesive
conprises an optically clear pressure sensitive
adhesive matri x; and a bl ock copol ynmer di spersed
within the adhesive matrix, wherein the adhesive
conpri ses phase-separated m crodomai ns. 14. The
optical article of claim 13 wherein the optical film
conprises: a visible mrror film a color mrror film
a solar reflective film an infrared reflective film
an ultraviolet reflective film a reflective polarizer
fil msuch as a brightness enhancenent filmor a dua
bri ght ness enhancenent film an absorptive polarizer
film an optically clear film a tinted film or an
antireflective film 15. The optical article of claim
13 wherein the optically clear pressure sensitive
adhesive matri x conprises a (neth)acryl ate copol yner
16. The optical article of claim 13 wherein the bl ock
copol ynmer conprises a styrerdacryl ate copol ymer. 17.
The optical article of claim 13 wherein the diffusive
adhesi ve further conprises a crosslinking agent. 18.
An optical |lam nate conprising:a substrate; and an
optlcal article Iantnated to the substrate mhereln
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