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ALK, Al k5, A-Raf, B-Raf, Brk, Btk, Cdk2, CDK4, CDKS5,

P, a on ~~ - » — e —g— — Y —— N



cord injury, Al zheiner's disease (AD), Parkinson's
di sease, anyotrophic |lateral sclerosis, denentia,

waemwphbetoehor ea, and Huntington's di sease; neopPEEUBL08/070241
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o SRR AR SRR LA BS0c) ottt abtbiuene-

gastmmms@@;anaaé aAdl polyidodyanates s(uanféisél A -pr ost ate
tunors nast el |l tumors (including cani ne nast cel

t u%‘? 51}’ W&'rﬂ%ﬁtﬂ?@ P ouktaiaisowenate ayditiyerse
I
SRy ShOS) HPESIopE A RIS AR fereq, among
naeﬂmmst05|s gl i onas, inobIastona astrocytona

bl . Q. ) ) ,
o Soc R RIe P B PRate BAE Els USRa) epractiengtinis
( errﬂentl&ﬁ‘gaucwe%atﬁb cri@® edigaté GIISWaﬂﬁte G@t@ﬁte@‘:@ Ind ar,

renal, female genital tract, squanous cell, carcinoma
i npbosgertatlhg rqamtm(tare(@)rgprmngttmluepe diarhipephomthe crude

o BiHR R i gng B ARt S e e Wilisoenating swds

rry@ipﬁdwlntaﬁéméd.ém 0 ec.h@'ekgmpaes SUETh compounds
angi ogenesi s, cancers of the th§r0| l'iver, bone,

skeemppsamethyenerbaidged mabrhesy ogygnatasaslue|to ieir

(e %gq= I non small cell |ung
caﬁgg ) b%%g%thégﬁg/?gﬁﬁﬁéde prost at e,
gast r oi ntigsftemaksirabletto emﬁoyratmmrtwmoﬁatsl afdalitiviesbe,

testes and ovary, and netastasis of tunors to other

t i BERSEINIRAlYiSefYanstR-Bpsehicanss: ARIANGnhES Agdiivegicamprise

' ”Bhé‘gt%rek?HémBQFs trbr'?ﬁ‘th@é Go 86ﬁét§ﬁn§8f @ataggts‘,’%bﬁactants,
pal n, bone pain, cancer-relate m dr al ne,

caﬁatme\raEﬂdtaratls pdreseasdiyes) a:rdbltmhrts]gantlbmkjantst réinfortied agents,

hy](d'éqr']r f g‘atﬁﬁtf? %ﬁé@%%&%@gﬁﬁg%t@%r%&@ in. hIS art.
M cr oanPieBBAdRY HURHhE TR postidie RosfitREAficain be employed to

reperfusion injury and ischema &ﬁﬁ cer ebrovascul ar
| sglabitize, the ifeamingsenehoraimixturg waiereuliog. Suchsdifagianisit

el Gtapdss FRB QNP MRSV REE ARG e

bomtfa@taﬁt%a@r@ drplByediircamalihies tieht ® stébiabd tfe foaming
temc | upus erythematosis, Sjogren's

o seasg% m"tﬂé’?ﬁ@@@ﬁ‘@’f Q@Hﬁnﬂeo@tﬁ &P@Veﬁg@ﬁl Qﬁmgtlon of large,
Schﬁ%\ﬁétteéé% Iﬁan%nérﬁbp%ﬁW%rﬂ'otf'ttﬁs ||ﬁe?1\f|8n ati)i ﬁ)to about
enra gravis I pl'e scl erosi eoarthriti

enE%Tley wefghtof sadactant gaée?d gn thketotal weutghseﬁal) foaming
vascul ar restenosis, fibrotic disorders

hy PeFedsnisdphi b'PW'”gzﬁEe”tﬁt"t AGHYEt |Y(§tﬁ09%ﬁ€t‘t@éﬁ't‘9 cgmpounds
nephygj aﬁé@yaﬁ%t&%‘ﬁ H81tTBL) AleSus ﬂtgﬁmte‘rbh?bodl ent oft is

i mmun I"'cl ency |seases ,Inc but” not

t oinveetien cabouiiii sPedo |&b0uh6%£eby we@’ntyof gecacipnt bagechon the

nspl an tian, .and ft versuys host di sease;
! CRRARuEEh: GEHE DRy dEREa®NT ' Bths "out ot
it edoh@ ordhaRetatsly8RPeF @mté@cnoﬁ@fw%ﬂnre KycBE¥N-

di sease, nephrosclerosis, glomnerul oneF hritis,
| neentsining adbmpephds.te.g, poluplaswitk iihe polyésocyanateanay be also

BB, B0 055 c 0) B S

hyg@édlf@@aﬁt‘ﬁlysﬁﬁbﬁmbe Qeﬁlbﬁﬁé@lﬂﬁe cd>rﬂpbu|ﬁhjsn§nd bijaritphetallic
limted to, type 1 diabetes, pe 2 di abetes,

rret:@m@pued%yﬁaem%ary@béa |Cﬁtalysﬁ§|@a¢ disciaseg Bsiexample, in U.S.
in | 5

bgg %n't Nol‘fg;f Cz?ﬂ?@ wtﬁ‘.ﬁ@l%'; |é(s“d°r€‘|§‘ ncb Ocﬁﬂ%té%f r?erg!?f%y
Fbllcobacterpylorl, Fbpatltls and I nfl uenza viruses,
fever, and sepsis; pulnonary di seases, including, but

not limted to, chronic obstructive pulnnnary di sease
(COPD), acute respiratory distress syndrome (ARDS),
asthma, allergy, bronchitis, enphysema, and pul nonary
fibrosis genetlc developnental dlseases |nclud|ng

o o ~ -



Csk, related to colon and pancreatic carci nomas and
aut oi mmune pat hol ogy such as type 1 di abetes,

W(D P@aetes d arthritis and system c | upus eryt hRCEUSE0$070241

10

15 P

20

25

30

ER R LS e ool B SRE A AL ARG pdly QB i,

quarots ce

casmma@aa adkali inetd edicbxidy] afletikmetahearooxglate, arayidternary
and esophagus, and glioblastoma nultiforne; EphAl

r ePRINQICOHPALAS: RAY AR RPU PN bEerpRioyed é\eéfi?'ﬁorﬁii

h

SnoAPREe SRfuculB GPERELN K mebabRnRARRE Hahe of

br eszstion f tfsd polgisocphmate. Slkipical amounctsabf catabystsaare about
ti I d tastati 8,

o3 % abadtity UGrb Gare 8 toe SaeaRpRbL St AT KRS

anmg@gggﬁgls di sease such as retinopathy), and cancer

(e.g. glioblastoma, breast and |iver cancer); EphB4,

r eI at edIrt meqwboem:ohﬂheoavmron(fcm)akurtgeacu)oambqyeoate -based
2B el AR P ATR 0  b BBE ™

abﬁbl&%@by@rﬁé’cbla‘rﬂf@hépaomébﬁé@tfs%blo@htédﬂed tth@r@@hlﬁhh@d,

regul ati on and devel opnent, and Y be usef ul

t r 8a¢ PagNitied tarmwengmndrare dxarpeelularnelymeat.i EEhe mixing

ot S R A

andn®spest apparetus, areruieds By mv@tuahammmrampbamt

squanous cel |l carci noma, nel anoma, anapl astic

asepw@quumm% ga¢ @ﬁ%Pedd{ﬁ%$ ﬁPnW@inﬁBYrﬁmpﬂPB@q in the

%&)%trﬁtlcﬁPGf @8&%&?@ Inb4b & 5o 5RE G RARR cHVntid |socyanate-
tases, and al so provide synergistic effect

mhbasm$ﬁﬂmmbkhwogh@ennheudhheﬁﬂpaﬂhc@odnug&ané@Bth CFC-

related to eloproliferative s ndr o

"o Bt & B s, ouel) Bt on 3SRl R e agHinaeg by H.

ApBbHe@é'E‘ﬂf Whaﬁt@ﬁﬂ'&%H@%ﬁﬂﬁéﬁen@f%rﬁ%ks&&@é&[ﬁG

acroce%}h| 0 syndactyly type "V, and Bear e- St evenson

cubesteHianser Subtishers; NEGRPRITK, 18851 2 @aper by hi. 6yonbauer, et

or 4h P88 bR s B CPETDBR OB OHE ew Maringy with Low

ni anmgraowtrigangérﬁt@hpublcsh@msnImy@etrMn@@c@rfrom the
car ci nonas, multip myel oma; FGFR4, related to

CaRteqecgindsal he SN ngLak bpainicaiBARikelRg Qamjersne.
d |
P GOt 2108 pber 21”1084 N TR, L Ui ahd o P by .

| eTavgrosast @dntiiedriSolyble e Mseilidle Allemativel Bloaiid Agenig?
carci nonp, prostate carcinoma, and colorectal cancer;

FI PEocessIng: Eeehnologies forBrih dilfernaliesnfresented by the
" ERERHARA Fatl R ARISREU T POKTPARENES Wéria Cangress

r ell 89t frotrothenfinoceedingsrad éne S PIMSO AN Sgphehiimn%e%i 1991,
arthriti.s, NEXS em ¢ lypus erythemat osi s LE

©r BAtcRol: Nitk; NG, THese ribr GRS e Sesst Mhnmtiatensy
I nfdfaramekory bowel disease (e.g. ulcerative colitis,

Crohn's disease), chronic obstructive pul nonary
di seaseln @@PEMboCimMEYseitais iaventan arprebleadadiosrtain raw

| e SebBRESH Priot EebE R Aoty it JRE

I i ﬁ?dir)bgbﬁwcoﬂﬁhltéiﬂlhgﬁfoﬁingﬁtfnd@weFat éxlé?rhpreeat |§bf’t§h sefAtd Blend
and bone formation and resorption, Inc

os theopRly@l§s)s blowing agseld suifaktapt(st. r@&'!ﬁté S) ﬁagathersfoamlng
di y I | f
boﬁg"f’&ﬁegﬂg Biccedt g@@é@?nsog%%ég%ﬁog%ﬁﬁ nté’(?@ﬁ.@ bl with
glonerulonephrltls interstitial nephritis, Lupus
nephritis), tubular necrosis, 'diabetes-associated

renal conplications (e.g. dlabetic nephr opat hy), and
hypertrophy, disorders of the central nervous system
including nmultiple sclerosis, stroke, Al zheiner's

di sease and Par ki nson's di sease; inflamuatory and



-N(H -S(O 2-NH2, -C(NH)-NH2, -0-R 0, -S-RO, -OC(O-R
-0-C(S)-R 0O, -C(O-R0, -C(S)-R0, -C(O-0O RO,
WO ggp14»R0, -S(O-RO, -S(O 2-R0, -C(O - N(H) - RACT/US2008/070241

RNyl gt B Sl o o

- C(nNId):Iubléd?ﬁ?)dl\Fi’@.JaW\inhe@ﬁ l&))ngﬁbne Whéde tBePoly8ocyanate and
- A0 -R_-NR - N(H) - S( O) 2- RO,
o@)@rg cp@ntaqg@qh) Jt@@ @gsitpe do pre-react ‘all or a portion of

5m@@e%@wsré%m%@@ae%%m,wwmw Ve

5-N(H) - CQ'BMrIN(eIﬁﬁoR,cor’rnﬂ(dd)tidﬁ(@d pKdResBes are applicable to the

: %%d_“%% _Q%\I %m‘&”ﬁﬁc?f @%‘i @FI %‘ %@h@ne fogRs- igelyfling, for

2- é&éﬁngg int%%ér'éh sﬁh@kﬂwl\é(r{@) ﬂé?euue%ﬁ%sséﬁa i blér%)sul%r rigid
-N(H) , -N{R)-R '-Rd, -Rf, and -Rs . Further,

posloseil-cel @l@iytmemfbamssuseﬁull |u<$@ra,wbm§ela§|oof asg pesein-place
substlttutl such as are L[ndbcat EFEI n for
exGRPIANCE; a%e%@%&'?ldp‘i“%ﬁ '8¢ 88FF§ BiATE£NSk 1aEPRiRS,

10 at t acheghaiprésvht avaintiohl fstdatet Qo Mﬁ@d@@@d%eﬁtp@m@ethane or
conpound. For exanple "fluoro substituted | ower
al Relyipocy aryTeteBOlNMes RamMa Pkersned drasa peaciion ofiaftestve

f

é@roﬂgfﬁ(@; tgg‘%!lsgmsﬂgﬁﬂ e, @cﬁrﬂ@&.t.%Sﬁﬁu%&%@% gPé ¥n<g'%esu|tab|e
flpay@oay@mﬁe also 1, 2, or 3 fluoro atons. "C3.
al kenyl " denotes Iomer alkenyl contai ning 3-6 carbon
atons. An "optionally substituted C3_6 al kenyl"
denotes optionally substi r al kenyl

15contalnlng 3-6 carbon atoggggﬂ?ngﬁunderstood t hat

subst it mhe Ensset elisdhesure éd furthiee asfibée iratned fatld)\amigeEixaahples.

ol sBpClcl R Gl e IiasecE ik uhis Rt Rorruaieres

St ér’ﬁ'b%tm@rﬁts bangives bW&’é)PGﬁﬂ@ﬁth%rBrﬁy NFRSM3h& aBBueon
atons (unless specifically defined) containing at

| edistussien aDdéh@&%EK?”@iﬁS opershiiedtio theedgant asoertain the

20 g1 Bitterted i pby il BradliRl BT 10 B B fRbe tereor,

avaam aldke RRiolk dhanpesendenadisitatinre ot tdo vBX8IPLESSs
of al kynyl gr oups i ncl ude et hynyl, propynyl, butynyl,
anang KeNJitiRBS. An "optional |y substituted | ower

al kynyl t; t

[ ndependeﬁ?B g"gégs&gﬁ{a{'aé}&un esﬂa\?c’lé 88[‘?%2%‘39\”23

VVI brobased fronm 8& ERAMNAres. @b|2§2V\1 Fréhtage Rbaal; I\F))rthaélsjo Ill
or 3 substjtuents, attached at any availaple

25 ¢ 0699%%%243/@ %Pﬁ% IV§CQ§W¥)8D%<900\M$@F%YPH'S€I~?&$ st Tft‘% éﬁ'ﬂ?”t

BB folip O %?%og%?g @q%l?%@n%_? Q@% KBt pEFgram of

CPSlyoNM2, - S(0)2-NH2, -N(H)-C(O) - NH2, - N(H)- C(S)- NH2,

!\I(H) C%O?)y h%lls&%%g@/gly@f@je p%tlate%peﬁ/e q;gcpoly%l?z/oranol
é@yéerHaseoS{@hBQ c rQo%sR‘P]c aﬁ(/l@laﬁl@ Ht, A®641-1206.

30 - C%’Q)gy@i\' &(h@s \Rs)qo&fs(qbﬁﬁo& egntarpcnsg E\!—é5 ?i[@}-bThgc;;ontent of

IR B S

BlyobBO 2-R, -N(H) - (O -N(H) - R0, -N(H)-C(S)-N(H)- R
?(3 (0)-NH 2, -N(R)-C(S)-NH2, ()C(O? N(H) -
N( R) g):om(tnge RJFf&(P{,@IP-I)IS@ @Iysntq:g)anﬁ(Dabco DC193) purchased

N AT BroglieR 1. &t B EfoNeRa Byentown PA 18195,

-N(R) -S(O 2-NH2, -N(R)-S(0) 2xN(H)-R,

-N(H -S(O 2-NR-R, -N(R)- S(O;3 2-N(R -R, -N(H)-RO,
-N(R)-R, -Rd, -Re, and -Rg. Further, possible
substitutions include subsets of these substitutions,
such as areindicated herein, for exanple, in the
description of conpounds of Fornmula I, attached at any



“N(RO-C(S)-Rr, -N(H-S(0) 2-Rr, -N(RO-S(O 2-Rr,
-N(H) -(0)-N(H-Rr, -N(H-C(S)-NH-R,

WO MORDZEO) - NH2, - N( RO- C(S) - NH2, - N( RO- C( O) - N( P'F/BST008/070241
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mgﬁg &ﬁég s%% E{myst%%mgﬁ) contains 25 wt%

- NGisthylérte ghicBarki 751/\N%-bet§(s§))ﬁn Bl(dthyll?exanoate and is
N(ROS(O 2 NH2 ﬂ” @w
- NPwichagey FroRg QM%AmeW S¢ ) D2 RPRBIIRSuaRg, R0RKey
d -Rx; wh h Rr,
RsN,ﬁ_agﬁdBr%e%lgeang{l:%m@gncZnar e i ndep::ﬁleﬂt le;\c
sel ect eAnfinevasbe cgrabygh i< drisi2, Br(gméthykavmnomlemw)ph@ﬁol

o DR Toat B RPUUGR R S 12 dHamitian SvaC ARehEHa P4

subgigguted with one or nore, preferably 1 2 3, 4 or
5, also 1, 2, or 3 substituents selected fromthe
gr oup cBakimrthylgnefolyRhenyl isoecyanatexPAPNBBON) isweurchased

a1 T8 mon orisply Bl Ml oS Yzpe i,

nmono- al i R-08lueds niddeurédb) @ Lasedcesy Pekksdamheenal
and wherein C3.6 al kenyl or C3.6 al kynyl are

opEoodattiytyddeter iat atradamiernpenaturerofidr &,. phretisitabRyvalue is
2, also 1, 2, or 3 substituents sel ected
frgnhfhéﬁgug thh consisting of -Ry, fluoro, |ower alkyl,
fluoro substituted | ower al kyl, | ower al koxy, fluoro

substituted | ower al koxy, |ower alkylthio, fluoro
substituted | ower al kylthESAMMAo-1al kyl ani no,

di - al kyl am no, and cycl Qal k lt'% ' Ny tand wherein
cycl oal kyl, heterocycl M—and het eroaryl are
opt I onafrha p@Wt btdwuﬁgi ag'ehh(dpm 101 4rmnfhexaﬂ@6©t@@u1ferﬂe)

3, or 3 substituents sel ected
f r @Qﬁnpa@b@trydagt waﬁ@ie@‘orrngd 41 aRaPégeaiosol@galed\piass vegsels

 har\ Bl 57 b RL 8o S gt o e

al halst h/eeself 1Ty glassibessdl warrthenwealed &tyrobh tsmperature
nono- al kyl am no, di-al kyl am no, and cycl oal kyl am no,

or UREET-3{HA3PEEHE PRRSSHIe hB@fFPée ﬁﬂ@'ﬁggfé‘?ﬁﬂﬁ st érhefXﬁ@yoro -2-
o BRI, LR/ d8 Tl dTRBRGl iy B SRR AR s ko
V\/nat 25+2 PO dorsty mimutbs med vines wsoaljz;cd:com‘lrkyeld for cleaor 7

CUBRbTAADER GRh 1o ok MR OGP aeRk Y eB higdie to'ne
| o
8 glasé VeSsdiat2.5 P8 w? /§B5§éd1 bH%?ﬁ&éﬁ??@&Fdﬁﬂ@%ent

up consi sting of hal ogen )
@} Rﬁer ea;;rRmuthN@L—ﬂhMSsequaS)shraUen ferc15 aniuteRyQ insure the

wher e| each. Ru s |nd end ntI sel (o 85 o]
o Soro by B RnBn g i VPSR RAS TR KeRRFaRioch i T ytes anc
al tignyly cﬁ‘étﬁde@a‘bkyépar’éﬂbﬁ%ﬂ@)&(ﬁ"éﬁ@lbmﬁh‘ TeyAboNsteps were
heteroa@i/ " tereln | ower al kyl is optionally
eatilg

sufgpsat able @feulsionirsepapatismewas opsarved, ona tatapef 30
r t
o L on Bhody SHAATIRNPREAL Y 31 B atoro-2
aI botene vf/ésjad@e@ubst ituted | ower al koxy, |ower
al kylthio, fluoro substituted |ower al

k

mono- al IK)? é%tﬁ%dlcaﬁedathﬁwawph% ha&rﬂ?%@f{rﬁaﬁﬁ@h%ﬂlﬂbms-

r D
op?i%ﬁgf 'y sggﬂgl t u%(g)QYévue?he%M%oqal:l%?}eﬂ af% Fel ar apl |th?ut
2, aBy siynaof émulaioncoriseparaton Sfteraliotal bl grasras eﬁﬁ\a’d%
fromthe group consisting of -Ry, fluoro, -OH -NH2,
| ower al kyl, fluoro substituted | ower al kyl, |ower
al koxy, fluoro substituted | oger al koxy, | ower
al kyl thio, fluoro substituted”l ower alkylthio,
nmono- al kyl am no, di-al kyl am no, and cycl oal kyl am no,
and wherein cycloal kyl, heterocycl oal kyl, aryl, and
het eroaryl are optionally substituted with one or
nor e, preferably 1, 2, 3 4 or 5 aI so 1, 2, or 3

1 . " . o T | e . - Y



(see al so, PCT publication W2007002433), the
di scl osure of which is hereby incorporated by

WO foeoetyc® in its entirety, including all PCT/US2008/070241
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i : N . b
pup Bl G oS 3Pl o b oot R2iene wes
Taingsdted i Pelgel AhBafpdor compatibliaf withicigae, 1sardeQateibludro-2-
viral oncogene honol og

S 7.6 kDa
sePvieBe: ﬁfﬁ%wgr?esn@.blea%ug%aﬁar pyotahelohba@rams (25 wt %
Xp I e b6
Coh%aefdg gé m@(ﬂ%@olhﬁh . de?'gA' éi(aﬂyegd;g%uﬁene was
p hinjdxiéd e‘strerrVgEmtBamﬂewmng ccofnpmg;dronotdnm:rlbedmdthis invention.
i nvolved in the transduction of mtogenic signals from
the cell nenbrane to the nucleus. A-Raf inhibitors may
be useful in treating neuegiAQUP|IcE @ Seases such as
nultl-lnfarct dementi a, h@ﬁﬁ‘TﬁTUF , splnal cord
injury, F & dirsidade fi(on ) ‘

e S e ) et

I uzq)ut@rﬁeea@tre PRRRTX&AbY Blant Avdahen nﬁ&é@l\/vlthoptﬂj?l*s@@)anate
nﬁhona : hi stiocytic |ynphoma

neT ef ewltmwstuse Wﬁ?él%'ﬁ% pitast§ 8 §<32r@ rRAREr boxulesiora, the

t “p{ﬂgu?&ﬂé&g%’a’?ﬁ' sfhepfi'ilrlrﬂﬁalg doH%HBgJ[?ﬁSéth‘és A th foam are shown

in Amat ory origin,” Inc 'ng a pai n, hrghT 8

painTatsiesdeand 2batoed pai n and m grai ne; and di seases

associ ated with nuscle regeneration or degeneration,

i ncluding, but négblekPolyyrelgang Jumylalion sEPWRLS; s,

Sa (,Upelll d, ITUuSCUul f plll S (I et odim y 1
limted to, Duchenﬁe I:ﬁ lek? Ener y- Dr ei fussl?%b We|ght
Li rb-G rdl e, FaC|os¢apﬂﬂQhuneral Myot oni cf, 100

Ccuwd nnhnr \/nnpnl Distal and (‘nnnpnl tal Miskul ar

Dy<troph|es) ﬁﬂﬂ@ﬂth@ﬁﬁdﬁaﬂﬁﬁbases (i ncl ugi ng, ¥’
no IIIIILCU LU, L Y Al T dl bbl Cl UPpI S5,

i nflantil e progré?%%%% @ﬁ#ﬁgwé%uscular atr ophy, 2.8

i nfermedi ate spi nal pygepl ar atrophy, juvenile spiga
mugcul ar atrophy spinal bulbar miscul ar afrophy, and

adyl Cisspil nhﬂ,%exaﬁmorat’& bpteyy, blowiﬂgaagmtor y 30
e PR Sl Py e Sy ARtene wel bn bodl30

myosrirs), diseases of the neuromuscurar junctron
(i ncl udi ng, but not I|n1ted to nyasthenla graV|s
Lanmbert - Eat d@bss ‘o‘-'; A Q6 y ‘
syndr one), .yupatu.co *“ enuuurinc abn i ties
(i ncludi ng, | but not X hyperthyro d- ﬂ%o
and hypot hyford nyo ) of periphegal| nerve
(i ncl udi ng, | but notE??%*Jggé§§e§@§grcot-Nhrig$Tooth
di sease, De|erine- SHise Hmec(see«arm) and Fripd2Qf dh' s

at axi a), ot per—mropathies petludi-ng—but—hot—
to, myotoni 5 congeﬂ?qkafre%ﬁh&@ﬁﬁ%‘ﬁﬁz congem%“ag,
central corf oy @byl ar
myopat hy, andﬁ%%ﬁﬁgﬁﬁc gara y5|s) 3%%étabg%ic

di seases of [ nusigal (R- nalu@qlft?t@rﬁbmmmﬁ) linjted tlo,
phosphoryl ace deficiency, acid maltase deficiendy,
phosphof r uct oki nase def|C|ency, debrancher enzyne
deficiency, mtochondrial nyopathy, carnitine
deficiency, carnitine palmatyl transferase deficiency,
phosphogl ycer at e ki nase defici ency, phosphogl ycerate
nmut ase deficiency, |actate dehydrogenase defi ci ency,
and nyoadenyl ate deam nase deficiency). [0112] B-Raf:
Target kinase B-Raf (i.e., v-raf murine sarcoma vira
oncogene homolog Bl) is a 84.4, kDa serine/threonine

ki nase encoded by chronobsome 7q34 (synbol: BRAF). The
mature protein conprises RBD (i.e., Ras binding
domain), C (i.e., protein kinase C conserved region
1) and STK (i.e., serine/threonine kinase) domains.
[0113] Target klnase B Raf |s |nvoIved |n the

e I .




facilitate transnmucosal adm nistration and increasing
the solubility to facilitate adm ni stering higher

w@oameensat i ons of the drug. A conpound of thePCT/US2008/070241
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i nventi on may possess a my acidic, a
sufficiently basic, or b nal groups, and
accor dPI@g)uyetheaetFounﬁ Maaieyfrorh the RoaReFomhingnOoH@0ELRioAr
or gani ¢ bases, and |nor anlc and oroanlc aC|ds to
form a phar macettd e 2t :
Phar mac
addi ti oﬁB ur(?(bhps{%c as ﬁ@?géygﬁr P&? E&mﬁ%g%l“e way as
br desariedi incExdaer,rpIh;?dr'ﬂmérbolrybtﬁham&irmwetlon and properties are
phenyl acet at e, .acryl at cor bat e artate
bR &1 TableRchaRY o BY Uedc lasyTamioa camposiotion
di Bd)rtnPﬂgrﬁ@ZéP@q 61,1 hy draKsRamepeitsuteRE %HVJJSBGWESmpatlbIe
met hyl benZoat e, 'bi car bonate, butyne-1,4 dioate,
heW'IyeL(PQ@OUAbatr@ Rompreat e foamr wasirsproved from 6.5 of

orob ég%éeaa ci nnamate, citrate, decanoate,
fo fafe© te, dl ycoI ate, gluconate, glucarate,
gl ucuronate, gl ucose- 6- phosphate, gl utamate,
hept anoat e, hexanoat e, i set hi onate, i sobutyr at e,
ganma- hydr oxy : ol eniof Nk tion -|PQ ,
rTB.| al <, Iltll Cal <, 1 .U Cal c, IIL‘,l IIyI Iltll ga 5 .
mallonat e, mandel at @”}{%&ﬁ nate, nitrate, lp%rts by weight
i sgni cotinate, octampistA ol eate, oxal ate,| panpafgp
phdsphat e, monohydrogenphosphate, di hydrodenphosphate
or tlhophosphat eSlImenatprh@spﬁactent pyr ophosphat e, 6.2

2-r huoplluyl VAL 1S hogt y\,C| ate; pt thalate
pr opi onat e, phe?ﬁ?ﬁ%&ﬁm&% ST pr opi ol ate, |pyr uva?g
QU| nate, sallicylate, Vﬂat@’-’n nosal 1 cyl ate, sgbacat €4 5

stdarate., suberate. succinate, sulfate, pJrosul fate,
bi sluCfsat,d,1,44, 4-hegaﬂdrr')retﬂ buteae Wovingnagent (sul f ond0e,

be Zenesnl f anat acvl ot A\ at hana0| | 'F opnate

(i .le. esﬁ%r@?thy&%m@yphqw.'%qﬁyﬁeﬁtst e, 1100
2- hyor OXyethanesutfonate (1.e. isethionate),
nmet hanesul fonate (i.e. nesyl at e), naphthal ene- 1-

sul fonat e, dabe haPelyersthase fdarn arepdriice — PalpsiA at e) ,
pr opanesu' f nnfc /\ fnl ||annc-||| 'annfc /| _Q tosv] at e)’
xyl enesul fonates, cycl 59@52’1/|"5dl?le amat e tafttafe| and
trifiuoroacdqrate. T rcat Ty acggptpbl e
acid additign sal ts@“ggﬁm@@%‘%g@wd usi ng tﬁg

appropri ate |corresp®isk timeagedondd)136] Wen13@i di c
functional ¢ s carboxylic acid or phenol

roups,_such a p
are present,| phar n’é@ﬁéﬁf(?%ﬁmeﬁsmﬁi abl e $al®@ hl so

i ncl ude basi 1tRi ni n
benzat hi ne, léﬁ § IS'(BLerds'hblédl ne, le%b%);woﬁgml ze, )
di et hanol amine, Irht"éIER béﬁh@' (ﬂmh'ﬁ-@F/Ble’lM)W am 7

di cycl ohexyllam ne, et hyl enedi am ne,
N, N - di benzyl et hyl enedi am ne, negl um ne,

hydr oxyet hyl pyrrolidi ne, pi e, norpholi ne,
pi perazine, procaine, al uﬁixmgl cium copper, iron,
| t D FERENRF NI CORMIRRRT O IRISRS PBPursBthdMoam Made

zi nC, ammoni um and nono-, dl : or trlalk [am nes, or
salts deri ved fr olfiPana Bi stidine,

Feni ngt B r@%@rrﬁﬁ%ﬁﬁggﬁr C%H%?ﬁb%%'r@#h T Rl B e
Putdrintiatiog éehtainfres highly EdmpXable pblyd! B abddekcrib88

These pharmaceutical |y acceptabl e base addition salts
cahXB&Pl 2p MEIPOEtiAg thﬁ@oﬁﬂbﬁ@mﬂaﬁb@ RAYPlA i diefpam-
base. [0137] Pharmaceutically acceptable salts can be
prepared by standard techni ques. For exanple, the
free-base formof a conpound can be dissolved in a

sui tabl e sol vent, such as an aqueous or aqueousal cohol
sol ution cont ai ni ng the appropriate acid and then

i sol ated by evaporating the solution. In another

exan‘pl e, a salt ~can be prepared by reactr ng the free




[0158] To an appropriate amine 6 (Ar, m Rl and RL 1
as defined in paragraph [0004]) in an anhydrous

wae00wemM6x e. g. tetrahydrofur an) i s added abaseP(BUS2008/070241
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15

tri ; i e
an?‘?@gﬁ 8@?{9@?’&“8%- g)g % taﬁnéﬁe |H'|(E) ove%oﬁ afaguémfrb% 813 6fclfxample
anpye V(IMSﬂ@ﬂ)@ﬂ?ﬂﬂetfﬁah@formla’t@hyai‘@bwp@ﬁ)es areaghdmdh in Tables
sl ow y The resulting mxture was stirred at room

t eRPEHR OBOWM-or over 12 hours. The desired conpound of
Formula Ib (L2 is S(O2) or Idis purified by

chromat ogr aphy. Exanple 2: Synthesis of conpound of

For nlidlale 15cPolyutethan® idyBjul &tanpasing she fodrofonmiag lcongposition

|e ac r~|a'F| narl |n ngrgnrgnhc [0ON141 and rrn0n1

| = = LAY AL S L \.l\.l.l.—r_l

respectively, can Qn'ﬂ?%‘;%lted in four“step P@J§t3 by weight

degcribed T Schemne me 2 Formuia T e ghep 1
- Synthesi s of conpou [01601 Conpound 7 (R2 " as
deflined in paragraphPo[lﬁﬂ(M]) is dissolved|in an 20
app sol vent (g g nmet hanol \ To thHis solution

ropriate
i s |added cat al §§tCOOéY@e SHQ&P@BF um on carbdn). The2

SUb[JUIIbI OT1 Ib l.l d IIyUI Uyci dl TTUSHIACT €
and shaken at cf%n?¥ %e(;éa%ﬁg e for over 17 hoursnghe
catlal yst i s renoved Io\yatfarltratl on on a padq of celmlte
and washed with an appropriate solvent (e

q
met|h@isol ). 1,4 4ed-hekafiuare-3-buiepeddewingtageninder red0ced

:
O R S R T e T S I

of conpound 90 [OIGI] To compound 8 Tn an organic
solvent (e.g. dlchloronethane) is added a base e.g.
pyri di ¢ ol ] aioaipropeities eisigyihet foam-foges

i socyanate, or sulfonyl chlori The reactlon m xture
is stirred at roon1tenper89ﬁ¥@g§8p over 12 hours. The
reaction mixture is thepgpPHgest 1 nto water] The
organic layer is collected and the aqueous|layer|is
extracted with an aﬁbe@mﬂwae®600@®nlc solv=nﬂ5(e.g

dl Chl Or Orret II(J.IIU} 1 ATl A3 DUl UIIL D (J.I U I"I’\Iﬂl

conbi ned. The desi rgs%tiﬁﬁo@ﬁao@d ¥L2 and RB R0 et i ned
i n paragraph [U004Fac10fed Gnlefsedidrod) TOF FOImMB@ | c) is
purified byl chromatography. Step 3 - Synthesis of
conmpound 10 F&dré2ensay ¢oogpaisqpkerocubic-feetpr ganide
sol vent (e. g——%e%#aggeeeieegn or—di-chl-oronpthane) is
added a basle (elnitial Mﬁlkﬂﬁ](ﬂy@ﬁ E@Tlé‘dn)l ow { efder fat ur e,
fol | owed by—amappropriate aIKYIalIHg agent—(e-T7.
halide). The reaction mxture is stirred at room

tenperature or heated in BRAMPLBSt h as necessary, for
a few tlwours The react |on nbxturte IS then poured |nto

layer is extractesd, iy B8 e PBRERRAI C sol vent
(e.g. ethyl acel%e—mﬁd'l%%ﬂnep@ﬁe or gani c

sol vent E’omisa)c*ylaaurad:@fdzimwhs mMhade dB#ig the foanpfmunmdw 0

gﬁé@%ﬁ?%@?éﬁﬁ & SyBR WY, SRRt et X BAE Gl Ror
|s%c%§nt9r‘été ﬁ)rmlﬂﬁit%ﬁéﬂd &fPe?ﬁéér &e‘gh&\ﬂ{%%eée and 8

riate boronic acid m and
debeload Tihe fpameaiprapty ¢@0pasijion aned wceda:odylgzecya(rm.r@te foam
tetrakis(tri yl rhosphi ne)pall adium in a m xture of
ba@gﬁ?%Yé@eégﬁﬁzus sol uti on of potassium carbonate)
and an appropriate organic solvent (e.g. acetonitrile)
Is heated in an oil bath or is irradiated in a
m crowave system at over 1000C for an appropriate tine
depending on starting materials. The reaction mxture
is poured into water and thenﬂfxtracted with an
appropriate organic solvent (e.g. dichloronethane or
ethyl acetate). The organic solvents are then
conbi ned. The desired conmpound of Forrmula Ic (L2 is
S(O2) or Id is purified by chromatography. Exanple 3:
Synt hesi s of conpound of Fornula I mhere Lis

1 ISR IFSNA A F NA ™~ a1 S~ o T o I Y L |




cooled in an ice/salt bath.
6- Chl or o- 2-fl uor o- 3- (propane-1 - sul f onyl am no) - benzoyl
W@ bktoooi4des (19, 200 ng, 0.68 mmol) in 3 nL of aPttisO$070241

tetrahydrofura t T, e
Letrahydr of ur an 488 108 sBb it AR BB Y Ry 1
18 (hours, then dil gbathbomehh 20 mL of ethy argetsaﬁyewe.ght
washed \/\/lth 2 x 10 of water and 10 M af brine The

ordanic |ayer was dHRod®ldver nmagnesium sullfate. WQ er

r emovat—of—thesolvent the—restdue—was pulificd I"y
sillica gel chr §P83 %ﬁvﬁ?gaﬁrovide t he cesired6'l2
conpound as a V\’detﬁssS@r'nlc%tél?stOOM 00 ny, (19 % .2Kb

(ESL) [ MrH+] + Exanple 7: Synthesils of
N-(6 acet yI ami rmnmrbaﬁenl c%thIWt- 2, 6-di f | uorlo- 3- (p@dpane
_| g honzam A~ D nnno [ N1 001

N- ( 6C1§c13t yf%u"ﬁ {bemﬁf""“# 5”&%”?@0‘8'”& 396751 o- 3- (pfBpane
N A U TS T A R M

and N-(5-am nopyridin- 2-yl)-acetam de 31 as shown in
Schene 7. 1 -rPreoaratrlont

benzam de (Qz) [Ulauj ' uoro-s-nlt 0 nzoi c
acid (30, 500 mm) was gﬁ?@%ﬁbeg in 15 nL cfzgﬁh dr ous
di chl or onet hane. N, Bréameirhg(stoommm de (1 |drtfp) |was

t hen added and—the mxture cooledto- 5 C in

an—
i ce/ wat er bat h. o<a|F§}$eEmeo(ﬁ?a@1QS1) 1 m, 3 4d9 \as

sl oWy addeddr UpV‘Ta?c?f( fr% exgé“do ag) T Xtar E9ES
stirred at roomtenperature hours,| theén

concentr at ed Emarderneﬁw@@imuse,g@%@@@@) e 2a1 yel | ow
solid residue,—which was di Qenl ved in

anhydr ous tetrahy@ﬂd}uﬂ@ﬁ(ﬁn@réFﬂﬁlwamwed dﬂbb se to
a sol uti on of—NA{E5—amnre—ry+idi-n—2—yH) acetuu.ée (31
558 ng, 1.5 eq) and triethylamne (0.52 nL) in 10 niL
of anhydrous tetrahydrofuran. The resulting suspension
was stirred at roomtenperature overnight. The m xture
was diluted with 50 nL of ethyl acetate, washed with 2
x 25 nmL of water, then 25 nL brine, dried over
magnesi um sul fate and concentrated to provide the
crude desired conpound as a brown solid (32, 980 ny,
84 %, which was used in the next step w thout further
purification. Step 2 -Preparation

of N- (6-acetyl am no-pyri di n-3-yl)-3-am no-2, 6-di fl uor o-
benzam de (33): [0190] N-(6-Acetyl am no-
ryridin-3-yl)-2,6-difluoro-3-nitro-benzam de (32, 950
ng) was suspended in 15 nL of nethanol. Pall adi um on
carbon catal yst (10% wet, 100 ng) was added and the
suspensi on was placed under hydrogen atnosphere for 17
hours. The catalyst was filtered off on a pad of
celite and washed with 2 x 20 nL of nethanol. The
filtrate was concentrated under reduced pressure to
provi de the desired conpound as a black solid (33, 750
ng, 86% . Step 3 Preparation

of N- (6-acetyl am no-pyridin-3-yl)-2,6-difl

i toro-3-(propane-|-sul fonyl am no)- benzam de (P-0008):
[0191]

N- (6- Acet yl am no- pyri di n-3-yl)-3-am no-2, 6-di fl uoro- be
nzam de (33, 700 ng) was dissolved in 35 nL of
pyridine. 4-dinethyl-amno- ryridine ( 1 eq) was added
foll owed by propane- 1-sulfonyl chloride (16, 0.80 g,
2.3 eq). The resulting m xture was stirred at room
tenperature for 3 days, then 70 OC for 18 hours.

The pyridine was renoved under” reduced pressure and
the residue purified by silica gel colum

chromat ography eluting with ethyl acetate in hexanes
to provide the desired conmpound as a yellow solid
(P-0008, 10 n, 1 9. NB (ESI) [N%FH]+ = 412 9 [0192]

A 1 1" .+ Y o I - a1




foamindex, is fromabout 0.9 to about 10 and in nost
cases fromabout 1 to about 4 . Wile any suitable

w@odogioseyanat e can be enpl oyed in the instantP@roSmes(070241
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exanpl es of suitable polyisocyanates useful for making
pol yi socyanat e- based foam conprise at | east one of
aromatic, aliphatic and cycC@ahisphati c
pobqisocyanates, anong ot hers. Representative nenbers
of ¥hatdeCledneeifids conpri se diisocyanates such as

nmet §- @r. bl » ~iaL ) .
tol qent-9aar BRPERLARBoRtOT EENBRERD is-1,11 44 hneafuoro-2
hexanmebbtgnerandla pbeorly icompptibket activedtydaoga hgbretaig , 4-
diisocganate, %yclohexane-l ,4-diis%§éanate,
hexahy8PEPBHUE N8 VG WO IR LACUT YL BARNS) |
naptZW*Fﬁ@%émaférrﬁln?S&ﬁﬂﬁéﬁﬁ&w oftcIBRE A¥LIRAENYdmprising a highly
2, 4- phenyl di i socyanat e,

di phengompatiblesacliva-hydragstyeordaming compound having two or

di phen Inethﬁne-Z 4-di i ssocyanate, 4,4

-bipheﬁVV%ﬁ@ Y?QX@V@&Q?G and 3, 3-di net hyoxy-4, 4

bi ptyenyhefeshifeatiaeripdsitbn of claim 1 wherein said poorly

3, 3-di net hyl di phenyl pr opane- 4, 4-di i socyanat e;

trii soe9@patiele antive hygraganseqidainingicampeund iscy Rekester
and pob¥ggpcyanates such as 4,4 -

di met h I'phenyl net hane- 2, 2, 5, 5-tetrai socyanate and

t he 4di Tee seamdbymieighadnepenedy optlaimy Mard wheasty dodt esid

m xtures thereof, anmong others. A crude pol yi socyanate
may al BeomhcoRRatiplg agixe pYEragerecttainiigs compannd gRd said
such ag; I-S0C ; j
PhosgondrroihiEfib Bolf by doE AR rbaG e bifols.
t he &r Tide folmkemyingeddmapaesitibn ebcly mdtveharetrasaidgpooylyt he
phosgenati ng crude di phenyl net hanedi am ne. Specific
b 83 BRtaE A e Sy IRT- GBS OHBPRY oS GRSt

pol yphegiybpahe! ssREURIARAF cGhpatiie dcfivé hgdfog@h!-édrfté{iﬂ
crosslink the polyurethhane. It is oftén desirable to

enpl oyceinpotrna isa motyedfieraelyeli ves i n preparing

Corr + eGP AR el e POV BRAY TGS RVt B ng
of cat ptapared frop fedetion ot effbtEameliatsdsmhe foam-forming

preservatives, colorants, antioxidants, reinforcing
agent sCOMPPFEPN oAktaist td, 8, 4dg¥rit 8nd arfviitgbist priyisogeanate.

cur Tact BEASEe ! e Bsb AR AR TRO LR fosn of

react i oairmexwberimbaidepatymentpanbhab agiunitiatRardlise greater than
normal Ly c npgise a liquid or solid organosilicone
conpoufi® e’ BI{htt ant s are enpl oyed in anounts

Soatnet o B Redidio bR Db R RO
| ar ge, polyRsoepam@iate polymerriear@rdopgbrigimg: rebictiny an effective
i nvention, about 0.1 %to about 5% by wei g

ht of
sur f ac@EQUNbaEE® feamM-ieming ePmpesifan chelain| 1. Loant Ry 5 and a
i ngr edé@i'ﬁgbﬁe?blﬁso LAY agents + active
hydr ogen- cont'ai'ni ng conpounds + pol yi socyanates +
additives) are used. In another enbodi nent of this
i nvention, about 1.5%to about 3% by wei ght of
surfactant based on the total weight of all foam ng
i ngredients are used. One or nore catal ysts for the
reacti on of the active hydrogencontaini ng conpounds,
e.g. polyols, with the polyisocyanate nmay be al so
enpl oyed. Wil e any suitabl e urethane catal yst may be
enpl oyed, specific catalyst conprise tertiary am ne
conpounds and organonetal | ic gpnmpounds. Exenplary such
catal ysts are disclosed, for exanple, in U S Patent
No. 5,1 64,41 9, which disclosure is incorporated
herei n byreference. For exanple, a catalyst for the
trimerization of polyisocyanates, such as an al kal
met al al koxi de, al kali netal carboxylate, or

oy - o o o o g, - -



