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WO 2007/ 091106 PCT/ GB2007/ 050055 1 Treatnent of
Duchenne nuscul ar dystrophy The present invention

wo eboaesoé o a nmet hod of treatnent of Duchenne PUBGBR@N7/050055
dystrophy. 5 Duchenne nuscul ar dystrophy (DVD) is a
common, genetic neuronuscul ar di sease associated wth
the progressive deterioration of nuscle function,
first described over 150 years ago by the French

neur ol ogi st, omt he
di sease is nane%gﬁ%%%fﬁggﬁ%géﬁﬁg arag ¥2d as an
X-1inked recessive disorder that affects 1in 3,500
mal es caused by nutations in the dystrophin gene. The
gen R
encg#% résgﬁ‘t 1}18 %ﬁhgﬁgfa&egntg bgaglgtﬂégl f oﬁﬁ%ﬁ&if DL(lfheIlIle muscular
dymnnmgjnlng 79 exons. Approxi mately 60% of dystrophin
nmut ati ons are | arge |nsertion or deletions that |ead
to ﬁnahaﬁmimmMﬂkwathQQmmsmmﬁank Avermas, gepctitx nembdmuycular
40% ar e tations Qr melgémm hi ft

iRk, SIEGAHBILE (NTHEETPANTC APaRTiQn P st described
ovER 40 ;éaes ngsw aﬁmrendar D%stB%&%n@‘dé BouRgnélVaTicr QMBM the

IS a nuch I"der form of 15 caused by réduction in
disepss iamemed., DMD &hs beaw ¢haracianizedhas g i‘elmléﬁd repessive disorder that

ﬂ%%t?t o@pg%b Rlafs eclaHSedmemua'u&Eknh[n&ﬂa qﬁ/@t& hir g QMD 'Iil(l,' geﬂe is the

ermor e neans reenin
largedt | in thevhumﬂi igamanad, eertcbmpahsmgazé miltiomrbasé fpa(rkiofeDNA and

t hera IS h| hl deS|r unber of. natural and
co tﬁ’é‘ﬁé Plﬁ%“i?&&?& fOfQQEﬁr%B{‘ﬂ%P“taé‘H’&s ide'ﬂ‘fﬁEi dnsgrtion or
delBBbMYS thay lefaﬂrtopfrﬁﬁéshfﬂ eftbrs Sddwis@8ant,Avh@b®Nsbprokimétely 40% are
Canpbel I, K. P. Animal nodels for 20 nuscul ar

POy sautiong or sl iameshif geasrapgemente Taé\Véﬂdmjew offDMD patients
|
lacUi 804D i Bl o ibutar ysr oy ¢ 8 prlder férm of DMD
causad &y iratustiominttheam®@MD aqyetierabordinghsibe, tof ﬂlebiystubphm pratein. The
.dyst rophi Sim to that seen in hunans, they .
high gt R T O e o) Ehas P BPRFUE sprptigy wil
nebGelimifdkeMe dispase, dol e ficbiivngrapy RBightyndddgatiléol den
retriever nuscul ar dystrophy and German short - haired

25 POhihdr of ARERH Snd)8vEnRrioan@hal rﬁmmﬂD &g sghddRevde a
typlcally die of cardiac failure. of fer the best

mainsddyo s predipicah sdigs ¢hBamand, Varfy C@m%élénléi Befaimal moedgls for
|
%?@gﬁ%gkgﬂbalﬂlé% JYof il dé&éfﬁhﬁe%t oH@%ﬂgfeF nr. Mol. Genet. 9,

se aninmals I s expensive an cult
246%@46:’1 {(2000R) Atthonghabe nmese zat el doy maddle akh ﬂmwgmutatmns in the
t he, nost, wi de

Dl Sag AR 0GR Py BLFaRe oh SmaigY 14 GC s o hpgrans
thdyﬁhhtfvﬁ‘ safpdising| aid h‘@isidel‘db\lé e@sdtion Bl {dr@k tbf feir fhichd§pe. Like
hu&vansGL the V(\:Vagll;l% (GF()>1den retriever muscular dystrophy and German short-haired
pointer) models have a severe phenotype; these dogs typically die of cardiac failure. Dogs
offer the best phenocopy for human disease, and are considered a high benchmark for
preclinical studies. Unfortunately, breeding these animals is expensive and difficult, and

the clinical time course can be variable among litters.

The mdx mouse is the most widely used model due to availability, short gestation

time, time to mature and relatively low cost (Bulfield, G., Siller, W. G., Wight, P. A. &
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WD 2007/ 091106 PCT/ GB2007/050055 2 Moore, K J. X

chronosone-1i nked nuscul ar dystrophy (nmidx) in the
woRusm91iBs oc. Nati  Acad. Sci. USA 81, 1189-11PCT/GB2007/050055

(1984)). Since the discovery of the DVD gene about 20

years ago, varying degrees of success in the

treatnment of DMD have been achieved in preclinical

ani mal studies, some 5 of which are being followed up

Méd?e rﬁ”ﬁ"}@ chrbhB SR iR ARekhat & s%ﬁobl%‘ BHS Sn %@tﬁ‘se Proc. Natl

broadly divided into three group Trrst, gene therapy
Aca@fico AEHHRL, 1589012, (1984)). t her apy: and | ast,
phar macol ogi cal therapy. Gene- and cel | - based
t helSém:b dbe distavery bé tHwBNH?ngﬂmfahb(md\Zﬁrbteageagooﬁ/arying degrees of

sk eg PR S aMprhe € Biisieted Bireri E“’” sedios, some

of adikiCdra bbig ifélldwiidtipaih @RinRAs. [Presehit thB@pdidio lstreteits t:zthebe broadly
di sease. Unfortunately, 10 these approaches ace a

dividgdoiso Grecrsrewns; St 8rar diceapy apRrRIRRASo8fcend: cel dhrsenye end last,
h%ﬁ'c@l%klcal\’th&gp v. (RAE Ml ceMHaRI13BrSpi 8 WHP MY Mindamental advantage
synt heSi zed dystrophi n have been reported, in addition
of tobviating diet need [t cRpasdtelytcaprieet mwrd@osdqfﬁcto(mjlﬂmldw (dorl ¢xpmple,
i n [ivery.. Ph al PRI fo
copaskfiim Py B B 7t G R 0 e G nrormaey
theselapproaches! fappr naale ofitechnizh]l heidleg I@Lﬁﬁm@rhigﬁball @esﬂﬁlllsles/ @gainst
ej t her thehg$55|n

v1r§ YF&iosg, m tﬁﬁ’é‘? %sarglg{;glbtpége nd/ ! QE{ o ethél reported in addition

to Qfxﬂﬁit%/ 1Bk §f3§tﬁb?e°'eﬂp5’es§iﬁn ahd &iffdul ‘?n a&RLAve the phenotype
by means such as decreasing i nflammation, inproving

cal @h&ﬁﬂa@@lﬁgﬁ§ &l'jt‘a’f)f(ﬁcl?éngof e (RAGIIAY oﬁHﬁQJtﬂ’ar ?td?ﬁ‘er from
proliferation ommtnent. These strategies offer

gen%@né@vlhhwg @ppmmhes hegotdnemgshslgn«tdatomlwwr@nther the missing gene

stenica cirey
snd SRR Se PR R PR e s Ple' Aferpalegpiagyin on
attémptvtecimpfcﬁzeﬂﬁb pmio@pé by brasdsuch as agureasing Afldv@glon, improving
ca% nvestigati ons w.th cortlco?ter0|ds and '

odi um .
MERSIsts ang, INGIGATING THPq S PRRACRIY, P@H?ﬂ‘?t&neﬂre Ccongmutment.

The® §itafdgicsCoiles B NAABELS RS ifeydE cay! @NRUVE' §hstclfcally and can
i ncrease nuscle strength, have produced prom sing

cireegvant snang oé tesf lmm'g@@gmba@tb{oﬂ tKicityi agsues bat ﬂagelyted to vectors

anﬁ) (?eﬁ]l @a@?%%ér&q?se gftﬁ(ﬁ%ﬁ Mlgfét%aﬁon‘ia%tﬂgc%stm s .and sodium

erna ar naco Foa i S uprequ at I on
ddirglﬁme, thmdagaJinﬂhnmtloQEdahhelea@w mainkeAs emlcmm homeosta51s and
cre S|n t he expressiqn_ of alternative
clonBiipRt o i

Be@FeeEPF @ str haye, podu Qrp@{ﬁn%re fegu ts ome of these

po&ﬁﬁﬁfthé‘rhlﬁés W §Bt BRen SHBVHING be@FBARRSN tréati3UmVed agai nst
a previously absent protein. Upregul ation of

ut r ARhi1RbmaR e PRARSROR 1c9135ﬁ4r&ﬁﬁ 8s Qlf)regﬂhéﬁoﬁ QAR lt'fia?egulatlon
been proposed as a potential therapy f Ki ns

theganyaiy ibased onNegreasing the| expiessien of @@mmsgsm to 2@1@@)6 a defective
ge}l((;1 Yh& e p‘gﬁ'tgﬁl\ﬂ'ﬁ Sben@ﬁ‘élalR\%ﬁetpaH Qm%u%% C)r\ésponse is mounted against a

previously absent protein. Upregulation of utrophin, an autosomal paralogue of
dystrophin has been proposed as a potential therapy for DMD (Perkins & Davies,
Neuromuscul Disord, S1: S78-S89 (2002), Khurana & Davies, Nat Rev Drug Discov

2:379-390 (2003)). When utrophin is overexpressed in transgenic mdx mice it localizes to
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in transgenic mdx mce it localizes to WO 2007/091106
weIN/eBA0O 7/ 050055 3 the sarcol emma of nuscl ePCEIGB2007/050055

and restores the conponents3 of the

dystrophi n-associated protein conplex (DAPC), which

prevents the dystrophic devel opnent and in turn | eads

to functional inprovenent of skeletal nuscle.

theAQ?Jb@éfhrﬁﬁ bf Si85d1Y &1 aﬁ& rééwr&pché @oﬂiﬁbﬂeﬁﬁ o dyR@spHIR §§§oc1ated

shown to prevent pat ol ogy. Commencenent of “i ncreased
profeinepmplex éDﬁrPélésvluph Breséngs thee ylysifophic d@wlmbmm apthin moulsads to
o 0B S AORSRAATL i SEVERHFEn e o
hapbeoit ﬁlbwg tf) (pfevéﬁl@atﬁo&fg;'l &bhﬂﬂ:n@émdﬂﬁ o$ 1ﬂcl°@l§eiplytrophﬁl expression

humans. U Iatlon 0 n oge oys utrophin
sharily prigs Bipepause m’f@k awh%ﬂ tomcgmls phserved when

utrdpith §Y ﬁﬂqmoutsl%xgﬁlséeﬁeﬁfﬁlcﬁfls fiﬂ&ﬁhémgi tdrfkSirksBition of this therapy
conmpounds have now found a roup of conpounds

to \ihinagms. uMPéQﬁulaélP@ ofheodpgaeans utrephin rte phifficient faveldi ot idoesease
pafBloS Wigfbhac @%}% YaliRe cf}‘sﬂlan dﬁhc&sibffe wng@oalgggt of _

¢ g n‘&ﬁ?y 21% e’%&lol:zgg{lunl ga ‘(ﬁl]réu% ZP‘f %m OI].]].II&)’S whﬁ) ré:gléléte endlogenous

utrdpliif ¢ pretlictivegtease mid, Mue) m&sFbe usfil én the dleutaieﬁfﬁf VDU P
selected fromO0O, S(O, CW NR4, NC(=O R5 and CR6RY7,

AcébidingQo tie, inNREiIn, We provile Qe &RScomdufdiel Rsrmith, (RS, R6,
R8, R9 and NR20 represents - L -R3, in which Lis a
single bond or a |Ilinker group, additionally, R3 - RO,
whi ch may be the,sane oL, di fferent, independently
represent hygrog A\substituent and R20
represents hyfir ogen, aIkyI optionally
substituted aryl | al kgxy optlonally 25 substituted
by aryl, aryl3\CN//6p ghal |y substituted al koxy,
optlonally subst¥t ut ed aryl oxy, optional I(}} substitute
al kanoyl, optionally substituted aroyl, NO2, NR30R31
in

in which

A1, Az, A; and A4, which may be the same or different, represent N or CR;,

X is a divalent group selected from O, S(O),, C=W, NR4, NC(=0)Rs and CR¢R7,
Wis O, S, NRy,

Y is N or CRg,

one of Ry, Rs, Rg, Rg, Ry and NRy, represents — L. —R3, in which L is a single bond or a
linker group,

additionally, R3 — Ry, which may be the same or different, independently represent
hydrogen or a substituent and

Ry represents hydrogen, hydroxyl, alkyl optionally substituted by aryl, alkoxy optionally
substituted by aryl, aryl, CN, optionally substituted alkoxy, optionally substituted
aryloxy, optionally substitute alkanoyl, optionally substituted aroyl, NO,, NR3oR3;, in
which Rj3 and R3;, which may be the same or different, represent hydrogen, optionally
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whi ch R30 and R31, which may be the sanme or different,

represent hydrogen, optionally WO 2007/091106
wEONeBA0e 7/ 050055 4 substituted al kyl or optPONGBRY7/050055

substituted aryl; additionatly, one of R30 and R31 may

represent optionally substituted al kanoyl or

optionally substituted aroyl, n represents an integer

fromO to 2, in addition, 5 when an adjacent pair of

&Rd e a

SPGB oRAaEY b olpRIGRRaRy) BREDF RAPARER: may
reprmgt ®tlom1bmula(st1tsted:ma70yl RGoptiedaly7subsigygiet Iamyl,vm t h t he
e Sen a%t otmérq.mv\n/gg?h they are attached nmay forma

F]?ﬁ Sk one -Ad is CRL, and Rl represents
mﬁ‘ﬁiﬂ(ﬁ; R16 is preferably al koxy or NRLORIL1, 10 or a

har utlcaII accept apl e salt _fheyeof
WHE AR PG O H B ATPTFER. TR %@aa&w% “caghgn gioms,
@E&PW&%‘&& ﬁb&titﬁékﬁﬁﬁ}f&ﬁla&gc@enne nuscul ar
dystrophy, Becker nuscul ar dystTophy or cachexi a.

whep 7 UARR 70Rs et Rul tagqtherawitiethic parbon atany towhichdhey are attached
Sr}gm c and diastereoneric forns, all of which

g (S mgl*laggéd within the scope of the i nvention. 15

wheaohabhA G rAmxIDlhg andR; fepresertaCORay, & 4o pedferalflg atkogy 0gNR@R;,
th ﬁ I nvention, @I%’g Ero i de those conpounds of

or p pharmageytically dageniphle salt tpre ogether with processes for

in H¥hinufRNEE AT @ nhAbanfeRITTRP Sd therapeuiie Hnd/of bph IB@JB tréPment of
well as their use as pharmaceuticals. Sone of the

Dusherng mgulﬂradwtr?@mﬁ@wehnw@lag@w@pby of eAcheia | are
kno &U n c ﬁ&g %E&{h g
to t plgnventcdgor{()Mla F c%%%gﬂﬁldgt%th%\%éi n t 12 and
diaatereomeeris daims, duof wioth meemlmdwlvgatlnheﬂmrscdmwf flerinvigigion.s
phar maceuticals, as pharmaceuticals. Al of the
Cormleumlds:on‘fpoﬁnﬂsmﬂ ﬁirrhulnﬂ)ardz)ﬁovahd&ccbydin:g) rw&mtlhmﬁbn, we also
ds. Meth hetero c.rin .
P G copiOouBIN STURGTHIE | A AR el (B Frprdpesses fo thc
prépatatiofl cofposikibis tRatatiRg Mol SCWEPAGhEiIPY heRROSIHEE]s.
Heterocycl ic Chem stry, Vol . 1 25 (Eds.: AR Katritzky,
CW Beg lof tHReodPIRAdsHa RS ’wn@ﬁ"f S geop@%‘fmﬂﬁﬁ’a I are known, as such,
Conpr ehensi ve Heterocyclic Chem stry A Revi ew of
but het asitharmacauticalsg 4ecordiog tathe 18V¢11§®E1UW9 clam@anmpumb known in

Pt Mk, 0, KB el SLGHERl for B Bharniihs, s

phﬁmacm&ma](sEdltor) Per ganmon Pr, June 1996. O her

All of the compounds of formula I may be made by conventional methods.
Methods of making heteroaromatic ring systems are well known in the art. In particular,
methods of synthesis are discussed in Comprehensive Heterocyclic Chemistry, Vol. 1
(Eds.: AR Katritzky, CW Rees), Pergamon Press, Oxford, 1984 and Comprehensive
Heterocyclic Chemistry II: A Review of the Literature 1982-1995 The Structure,
Reactions, Synthesis, and Uses of Heterocyclic Compounds, Alan R. Katritzky (Editor),
Charles W. Rees (Editor), E.F.V. Scriven (Editor), Pergamon Pr, June 1996. Other
general resources which would aid synthesis of the compounds of interest include

March's Advanced Organic Chemistry: Reactions, Mechanisms, and Structure, Wiley-



general resources which would aid synthesis of the

conpounds of interest include 30 March's Advanced
wae@anpaocChem stry: Reactions, Mechani sns, andPCT/GB2007/050055

Structure, Wley WO 2007/ 09106 PCT/ GB2007/ 050055 5

Interscience; 5th edition (January 15, 2001). O

particul ar rel evance are the synthetic nethods

di scussed in WD 2006/ 044503. Sone general nethods of
Int%bé@feﬂ@es I5¢h @&ﬁo@%JaﬁQAr& qw¥s 20(?1%”2@%2%%&& ﬁievflﬁhrerg& &d sﬂl'ihetlc

pharmaceut i cal |y accept abl e salt her eof
mqhasis diseusséd wnWOIN6A4S030f formula 11. OH L' O R Rl R

NH2 Il ii. s O /RIIl. I' when R=C02H VM. R OO
N~RSGmOgenaral théth@isioRsyntitgisRrd\as follbws: ~ NRs H 10
Schene 1 Reaction conditions: i. R9CO2H (or R90001),

PPABehaahzolex ofRROM0A, I ol phaemaceutvally eaccdptabhe sdiiaGhbrecof may be

5 Pf%%%kfm ri qllna%’?%%ﬂ‘él%%:\/;:l . TsOH, xylenes iv.

1 0 9
R )R
N
it I when Ri=CO,H
vi.

10 Scheme 1
Reaction conditions:

i. R°COH (or R9COC1), PPA, heat; or R9COC1, dioxane, pwave, then

NaOH
ii. R°COC], pyridine, rt
15 iii.  TsOH, xylenes
iv.  R’CO.H, HATU, pyridine, DMF
v. PPA, heat

vi. HATU, DMF, ‘Pr;Net, alkyINH), rt

20 Formation of the benzoxazole I can be carried out in a variety of ways, as

illustrated above.
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v. PPA, heat vi. HATU, DM, 1Pr2Net, al kylNH2, rt 20
Fornmati on of the benzoxazole | can be carried out in a

wo awedmMoef ways, as illustrated above. WO 20BCT/G81d0650055
PCT/ GB2007/ 050055 6 For exanple, reaction of the
conpound of forrmula Il with an acyl derivative, such

as the acid or the acid chloride, and heating in an
appropriate solvent and an appropriate tenperature in
the pgr @)&ﬁlﬁ@ r&fctlﬁpoiet:ﬁé gotﬁﬁ&tﬁlﬂb? ?ormfuﬁrll @M !aByl derivative, such
pol yphosphoric acid. This is illustrated above as
as ﬁteeqaut 1) the Ecﬁmhlorléacanddnatnmymtae appropfiatd sglurentl and an appropriate
ter{;l era(,{tgrl)? anr%‘gtl% e&?s%%l eatﬁ{/ aeiag g&fnys%l oexagl{p nﬁ ¥p§{o ughongia\élﬁr t'I'hjs is
ﬂhmﬁ@ﬁdhbowﬁﬁ@&@(QCEneraIIy the reaction may be carried
on at the reflux tenperature of the solvent at nornal

pr eght réactidd bRy MatcarRdYout ilgh §ROWOsBIENE\préforaBlyl zﬂpélhr aprotic
y first be reacted with an excess of 10 an

Sola'él?tr vert PXAnto detsehy diebian, xands a flgnpagFs b frony 1%dﬂo +150°C.
GcnBally 3RY rSIHOD nfaGKSS caHidf Sn O thd AUMUXOUHPERNAODE the solvent at

nltrogen This can be brought about by, for exanple,
normealeréssurei n  pyridine at roomtenperature (step ii).

Ring closure to formthe conmpound of fornula Il can

t he m\lteumtively,rtha cempaeg dforniln rodyoBrst be sdaeted iwithvdmi axagss of

an g1 SRR R O et s 157 SxarE P R ) et e plge on

bob osyglch imdi itragdnd Thisegni bd )Jrou@liloﬁﬁtﬁt bly) IfatSéxadiple/ @eaction in
exanpl e of formation of a .conpound of forrmula I is
pygﬂlamt rogin erppRiury (Sigpdiy Ring Flgfur@ ¢ fogmy th cqrapqugd of fgmula 11
cah @ANo@ht G YSibFeRiemCRtd dRosHeWaly) HOWhRAIEEH exam le the doubly
Avai | abl'e coupl i ng reagents are wel I known to those
acylkietl | praduict it heated tn xaledes e thedpresddBT 0f anpAtdl sa@dlysiAfugh as a

r n in the presence of an appropriate
Sufﬂ&%famg(galn ‘agent occurs for exanple, in DMF in the

pre ence. nucleo tal t such as ridine

c HhasBa e RB L fori B ot usriptand ot PR fibown

by%EepS N)Mﬁl WYFigst ﬂ[b dnving is coﬁplle& &bhrﬁa(ﬁd) ugihg B gemRdolipl@izsreagent.
i nclude use of HATU in in the presence of 1Pr2NEt,

Avpilgpirouplingo AR BET wﬁ% rgown o hssosirlied imh thenarshandn wiclude
HETY, TBTUShE ATTI Andids tRablibdintle Prdsthc@df @ bfitopriate coupling

reagent occurs, for example, in DMF in the presence of a nucleophilic catalyst such as

pyridine.
When R' = CO,H, this acid may be coupled with an amine as shown by step (vi).
Suitable coupling conditions include use of HATU in DMF in the presence of ‘Pr,NEt,

R'°NH; at room temperature.

Compounds in which the six membered ring is substituted with an amide
derivative are of particular interest. These may be produced from an intermediate amine

derivative III.



derivative are of particular interest. These may be

produced froman internediate amne derivative III.
wOR0200i10©91106 PCT/ GB2007/ 050055 7 OH NH2 PRNGB20017/050055

0/>R90/ / R iv. RNN\\ NNRL7 H OHiii. O

Vi V. Nvii. NH2 02Nvi. 02N NV CO O N-R9 cclR9

ccNR9 0. RI5 NHIX 1u/-HR14_ HR Viii 0 VIl Schene

2Reaction conditions: 5i. As for (i); Schenme 1 ii.

O pyridine (or NEt3, DCM; or R9COZH, HATU,
pyrld As for (i); Scherre 1iv. SnCl2,

i
Zat, W NHACL, | MBS |
vvaterz heat v. RONCO, DCM c%tg\c)s" R1 >_R
DCE, vii. R14S02C1, pyrl d| 7
HN
Vi
OH iil. 0
- (L= ..
N . vil.
02N H2 02N VI
v
o]
R® 0 0
o LI (e (T
RN H 10/_H " RM’\\S"H
H B R VI " wi
Scheme 2
Reaction conditions:
5 1. As for (i); Scheme 1
ii.  R'YCOC], pyridine (or NEts, DCM); or R°CO,H, HATU,
pyridine, DMF
iii. As for (i); Scheme 1
iv. SnCl,, EtOH, heat; or Pd/C, H,, IMS; or Fe, NH,Cl, IMS /
10 water, heat
v.  R’NCO,DCM, rt
Vi. NaBH(OAc)s, R'°CHO, DCE, rt
vii. R'S0,Cl, pyridine, DCM, rt
15 Intermediate amine 1T may be synthesised either by using the method outlined in

scheme 1, step (i) wherein R' = NHy, or alternatively, in a two step process as defined by
steps (iii) and (iv) of scheme 2. Nitro substituted benzoxazole derivative V is produced
from nitro substituted phenyl derivative IV, also in a method analogous to that illustrated
by scheme 1, step 1, and then the nitro-benzoxazole derivative V is reduced in a
20  subsequent step to give intermediate amine III. The skilled person is well aware of

suitable methods to reduce a nitro group to give an amine. Selective methods for
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15 Internmediate amne 111 may be synthesised either by

using the nethod outlined in schene 1, step (i)
wobe@rednoikl = NH2, or alternatively, in a two BCEEB2007/050055

process as defined by steps (iii) and (iv) of schene

2. Nitro substituted benzoxazol e derivative Vis

produced fromnitro substituted phenyl derivative W

also in a nethod anal ogous to that illustrated by
red®e 80110 ﬁ{—l/? fhelude aﬁ?}?ﬁ@f" o HE/I?'@/C" {n 5 QiiBBRZBKRAOC |e% ethanol ata
derivative I's reduced’in a subsequent stép 't

terg}peJr@wremfeﬁrqudlo 40 80%hpnheating .in ﬂmeprsmnm etiirpe,r NHi(Cli 1 1@ industrial
suitable nmet hods to reduce a nitro

an am ne. Sel ective nethods for WO

2007/.09 f—‘éﬁl? PCT/ 2007/ 0}?00551 8 reduciing NO2 to NH2

i nclEaresig gune Gl e Ceoypled as requikio " s ol vent , e. g.

et h nal rature of .fro 80C..or heat )
s, At ST ORYR Vi 8% rtupeed B et amie Tl ich an
acﬁ&iehﬁ(/h@\lee dTiEplcan bé athivai sy, fdrrﬁx@ﬁﬁﬂ%d @i @orBT AY€ apprbpréedd acid
then be coupl ed as regw red. 5 Am de derivatives o

Chbé‘ﬂ?rﬂl%thﬂpmﬂm%@fﬁ @tepy)-coupl i ng anine 111 WI th
an | derivative. This can be achieved by, fo
ex aﬁpl enanide detivtives VAncaaphsr prodieed byarsaetioncofi ajnmg eﬂlu with an

soffopiiGE s fifach. {58 okt TR bt froscl EATNiAFat room
terhpdratutet h an appropriate sul fonyl chloride in, for

exanpl e, CH2C12 in the presence of pyridine at room
10 tAmniperdativaties AN eard de i praduiced Hy\Videl ol am approptiawd ieeadttive

by use of an pr reduct ive tion,
angﬁ(qnaflégwegwﬁ%ﬁ%doo@ reduftixe ppanation Rsg Wﬁﬁ ?%P?éfnvb%lﬂlle art. They
1néiﬁli%v\@oﬂ Ekahip®, 3dction REYhe hfifnbUdEh ah QppropAsE |aRichj®&Agdd Sddium
of the amine with an appropri ate al dehyde and sodi um

trigaetoxrearelxydnide dhsdrdiddorpethancy - di chl or oet hane. 15 Urea
derivatives of fornmula | X can be produced, for
exafseae detiwativesaef fasmubsf IX zam tbe producedt for tepyemple, by reaction of
a 0 0
anfREAOPI BedopBEERAPS analsfor SERMRS & i ERPons in g
pha ut | aII abl.e salts her eo
or o ERPag i L BHIR RS S etiat 1&?%@@%‘91'%%? {iggept way be
prépahddiidn Eﬁhbd\;hlﬁ@omhhw XI.

me\{\l‘isylatf;)&l §p1r1 /¥ é’lt

Cl
ON" PN, oN PR
H
X1

fo) S o iv. S o
X - -
R" N N H,N N

Scheme 3
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H 1 OS9v. S9 RI7 NI /RHI OR NN2N HX
Schene 3 WD 2007/091106 PCT/ GB2007/ 050055 9 Reaction
wa@oeonudiopilons: i. RO0001, pyridine, rt ii. Na2SpPCB8B2007/050055
IMS, heat iii. Fe, NH4Cl, 4 MS, heat 5 iv.R17C0OC1,
pyridine (or NEt3, DCM; or R17C02H, HATU, pyridine,
DMF The conpounds of fornula XI can be converted to
the corresponding anmide by, for exanple, reaction
with the appropriat ReaGidh coliliftiongte 1 N pyridine (step
(i)), or by using 10 an, appropri ate peptide coupling
reagent. Such net hods. REQE pyridieaart t o t he person
skilled in the art as hﬁer i nabove. The am de
can then be converted’ tozsh%’m enzot hi azol e of
formula XIl in a oni: atd;mno:t;eMscﬁeatnvol ving reaction
W th NaZS, S8 at el ey nper.at ur ust
met hyl ated spirit. 3?0‘99@]?&’%@@?/&’ %ﬂt?”%ﬂ& &e%gd
as di scussed previ OUS|H/A'§[j yri#hel DMIESUl ting primary
am ne mani pulated in an anal'ogou$ nanner to the
primary amne in schenme 2 steps (ii), (v), (vi) and

I he chimpbys dr g x o B i fg B blipppndifahide by

for example, reaction w1th the appropriate acid chloride in pyridine (step (i)), or by using

an appropriate peptide coupling reagent. Such methods are well known to the person

skilled in the art as discussed hereinabove.

The amide can then be converted to the nitro-benzothiazole of formula XII in a
one-pot procedure involving reaction with Na,S, Sg at elevated temperature in industrial
methylated spirit. Nitro derivative XII can be reduced as discussed previously and the
resulting primary amine manipulated in an analogous manner to the primary amine in

scheme 2 steps (ii), (v), (vi) and (vii).

H H
NH, N ’ H R"—( N
I 9 H. 9
ON -~ ON N/>—R — > HN />—R = - N/>—R

NH,

X XII
4
. 4 4 B
X iv. NHR NHR i N
o, — Co ==, 0, —— 0
O,N NO, O,N NO, ON NH, O,N N
XV if;
R* R
N it N
(o] />_R9<— /O: />—R9
R")j\N N H,N N
H
Scheme 4

Reaction conditions:
i. R°CO,H, PPA, heat; or R°COC], pyridine; then PPA, heat
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Ra XiuNHRa v; /~NHRai; I N ~Rs NHZ N N 'J~
"~ (2N NO2 02N N2 2N XIVii R4 Ra | iii. ~~ NI1O
wol@7i91106 />- RO R' NI / NNR HZN N H 20 SchereB4007/050055
Reaction conditions: i. RO@ORH, PPA, heat; or R90001,
pyri di ne; then PPA, heat WO 2007/091106
PCT/ GB2007/ 050055 10 ii. SnCl2, IMsS, heat; or Pd/C,
H2, IMSiii. RL7COCL, pyridine etc (as per Schene 1)
iv. RANHZ, DVRO, bgg@, 1hWhedl; or At UM fNrghi onite, THE
/ wat er; also see (||§ 5’Benzi m dazol es of formul a
X1 can be prtduceR’ @@E&ﬂwmdgwmﬁﬂssnﬁdhh@neEbact|on
of a dlan1nophenyl of f rorula XII with an
acyl derivati Ve, s% gﬁéﬁxg%ld 8@ an acid chloride
i n an appropriate Salivadithidhilk, JHB wAED LIOE Edelip
tenperature in the presence of an acid catalyst, for
exanpl e pol yphosphoric acid, produces a benzi m dazol e

10 dRnliMAdd¥Rs Qf fof'l’ﬁﬁlﬁ‘éh@ cafl Be préfliced h&:okdlﬁ;yﬁ)t srcﬁérﬁ‘éM Reaction
above as st e‘ﬁﬂ . The nitro group may th
e

of pdéppinephend of tferenula X P pdthea agy vatam: squraalan gid or
anaefbufj 'cﬁl%gﬁé § aﬁe{@k&%ﬁ%\/ gdl\éﬁ:ucea%ﬁ Fdt aatnl 4 ré/prlate teénperatltlre in the

benzi azo e pro by Te
presemjeafad acid catatysy Ifer exhaniplepodyphiosphXsric acxdep:edﬁces a benzimidazole

dell'l\?a%l\cle %9 fo%nuyapXHp tfgISelg 1 Elst}éated hbove srs]ters) %ig.h Tﬁg nitro group may then

be reduced and manipulated to produce other functionality as discussed hereinabove.

Alternatively, benzimidazoles may be produced by reacting a di-nitro compound
of formula XIV, wherein X represents a leaving group, preferably a halogen such as
chlorine or fluorine, with an amine, for example, in DMSO at elevated temperature in the
presence of a base. Subsequent selective reduction of one nitro group using sodium
dithionite in THF/water can then take place to give a diamine of formula XV. Ring
closure to form a benzimidazoles, and manipulation of the nitro group can then proceed

as illustrated and discussed previously.



chlorine or fluorine, with an amne, for exanple, in
DVBO at el evated tenperature in the 15 presence of a
whame/osobsequent sel ective reducti on of one nPCT/GB2007/050055
group using sodiumdithionitte in THE/ water can then
take place to give a diamne of fornula XV. Ring
closure to forma benzi m dazol es, and mani pul ati on of
the nitro group can then proceed as illustrated and
di squsged pr evi ous), Yo WD 2007/091106 PCT/ GB2007/ Q50055
11%@[04%%7&0"“ |||....| ~Rsm
X 5,/ N X- NN XX AN KB A ¥
A O | iRs Y=C,, X=N02 R NRNXIXX\?‘P#I A+t OA O

Vii. HX X N XX XXIr 2,A Ali ix 2.A 0 ArA
NH, AlINA4 NR z XVIl XVI Schetrg*® Reaction "
conditios: 5 i. Na2S hydrate, C]—| NHACLl, water, or
Na2S20>4 J\EtOH;, or SnCl2, Et A§ for (|) %)IERQ
1; or. ﬁ%801 pyri di ne; then_P K |||. =N
Et OH, iv. RIB(OH)2, Pd(ﬁphga)g K200 |oxane/

wat er, gwave AN

LI>=S R LIH

viii.

'_OH

i B Al
22 B — Aﬁ \j:o/>—R2
~af NH, AN ASN
XVI XVI1

Scheme 5
Reaction conditions:
5 i.  Na,S hydrate, MeOH, NH4Cl, water; or Na,S,04 / EtOH;
or SnCl,, EtOH
ii.  As for (i), Scheme 1; or R°COC], pyridine; then PPA, heat
iti.  SnCl,, EtOH, heat
iv.  R'B(OH),, Pd(PPh3)s, K»CO;, dioxane / water, pwave
10 v. R"cOC], pyridine, rt
vi.  EtOC(S)SK, pyridine, heat
vii.  SOCly; or POCl;
viii.  R’B(OH),, Pd(PPhs)s, K2COs, solvent
ix. PPA, R°CO,H heat
15
Benzoxazoles of formula XVI can be made by methods analogous to those
discussed previously. For example the method illustrated above (ix) involves heating a
compound of formula XVII in an appropriate solvent in the presence of acid catalyst and

an appropriate acyl derivative eg a carboxylic acid.
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10 v. R17CQOC1, pyridine, rt vi. EtOC(S)SK, pyridine,

heat vii. SOCl12i or POC13 viii. R3B(OH)2, Pd(PPh3)4,
wE2@08911801 vent i x. PPA, R2CO2H heat 15 BenzOoRew/GBe®7/050055

of formula XVI can be nmade 1By net hods anal ogous to

those discussed previously. For exanple the method

illustrated above (ix) involves heating a conpound of

formula XVI1 in an appropriate solvent in the presence

of  @chshxaAN& MSbrmAIE X VAN AR ah ¥ SyRfiNised HohY B 'aggro riate
eg a carboxylic acid. WO 2007/091106° PCT/ GB2007/ 05005
nitt® cBmpowxaeb fersudd X6r nReduchn [of thechitkd Xoowouse XX gives the

synt hesi sed from t ropriate .nitr ound
cof RIS 35-abia K OB RR A st SRR e otter
appriopriate ade(lRelp ouetlikAgwA o the patsom kicilleditl th¢ ). Bonasszele formation
.using Sn./ HCl, or any of the qther = appropriate )
vig ERFBRS! s AR WPO? &ithi3a aperogRe _§R¥1Id|‘"gﬁatﬁ"ﬁ C%Ih(_ile%bf gchicved
usi%@'ﬁﬁﬁ&%@hﬁetﬂo% AREILSA herdfhadot&act i on of the amno

al'cohol with an appropriate acyl derivative can then

be #6PbevEHs of FrRRILRXTPin WARhRURLS 56! &ﬁﬁl\%}% rgﬁcti)((m can

her ei nabove_. For oxaz_ol es of formula XXIT1 i n 1
then B used ®ugiykifugherpddrivgtivasacAnocsxample off hppropraate sertlitiens are

19 f r, derjmati.ves. xaml e of a opri ate
RN P CROESE e Laefin TR e, b BBRACE Belickarole or
fornvaile XIXomweMe, The \pbﬂsslh skillbd iz ek am|ie fahilidP withr SaduRi gobupling

results, Th erson skilled in the art is famliar
reaghos age) R HASpY i%ﬂpq«l%a&ﬁ? SRS oaTgad M variety of
cofPBiddy! ate the conditions to produce a wide variety of

compounds. For oxazol es produced by step (ii) in which

X = Bxalte éﬁb&u_rced 8L UD GFn RhicH KIVAQT,, e hit® group can be

correspondi ng am ne, “using any of the met hods vve%rl
redugedvro the cotiespprting amineSusing 4dyeef theymethodniwell dnewu s thg person

erei pabove. The.,am ne nay..t hen. be iLpul ated usi.n
S50 T BAA Geouditd RV P g el bl PhbuiiRiads, or
exaBpi¢canyt of dhe/ tetHods divsasspd én sehen0DbONE tof gil Qr ot le@ample, a
XV, g: ternatively, benzoxazoles of fornmula XVillI
copppungo la XVIE: from a conpound of fornmula XX, via

t hi ocarbamate XXl I, which is produced by heating a
Alternatively, benzoxazoles of formula XVIII can be made, also from a

compound of formula XX, via thiocarbamate XXII, which is produced by heating a
compound of formula XX with EtOC(S)SK in pyridine. The compound of formula XXII
can be converted to the chloride of formula XXIII for example by use of well known
reagents such as SOCl; or POCl;. A Suzuki coupling using, for example, conditions

illustrated by step viii above gives a benzoxazole of formula XVIII.

In the above processes it may be necessary for any functional groups, e.g.
hydroxy or amino groups, present in the starting materials to be protected, thus it may be
necessary to remove one or more protective groups to generate the compound of formula
I.

Suitable protecting groups and methods for their removal are, for example, those
described in "Protective Groups in Organic Synthesis" by T. Greene and P.G.M. Waultts,
John Wiley and Sons Inc., 1991. Hydroxy groups may, for example, be protected by
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20 compound of fornmula XX wwth EtOC(S)SK in pyridine

The conmpound of formula XXIl1 can be converted to the
wahbkdoagnpdes of forrmula XXII1 for exanpl e by use pET/GBRI07/050055

known reagents such as SOT32 or POC13. A Suzuki

coupling using, for exanple, conditions illustrated
by step viii above gives a benzoxazole of fornula
XVIT1. In the above processes it may be necessary for

ary?¥hl o thaah a%lﬁe’ﬂ?ﬁnee St1 Qaﬂrl;t)he%ﬁnt&ﬂfl Qi‘ﬁ'lp‘%nﬁfﬁbﬂﬂﬂ acyl groups

groups, present Ing materials
sughr os acetld trlcfﬁemacreltylrmytrtihlorqamls uirag ueuahysimpymnah demyatives.

[ otectl t he conmpoun
sulghe JRR0 Pouisle PRt Rl ERARALT OIS SR ey, (B
phéﬁwthylr eﬁiﬁheayln&ﬂgd 610 Itnmeaymie&xylt hﬁxseacybl pr bﬁﬁ:hl Bs acetyl,
Protectlve

ps i.n Organic b
tricfleropsely \r Wiupacetyln C %WIM% o @%ﬂ@)f%tﬁetwn g pe usod
dIYHAONYdrSsAY NRYA or BAk §i€; or PRotR[ fseﬁlfﬁﬁtlﬁl
v }3%15’/ O e B 1°§I%a(r’y|yrg}eth | Srﬁuéﬁégl ps may,
fors gpeAmpde  heheamavae thyyhy dregepolasiy |iprdhey presenrce of a metal catalyst e.g.
r R e o P BB 8 GG o s
acidét doadiyidno [A)cybgmhpsiﬁay batemoesd by Eétd’rblyhlls mthm base such as sodium

hyEré’ﬁtg@I%tr Ip?%“%;‘g u B‘%ﬂg%ﬂlrj gtegﬁ@{pyslug %lﬁw%r 2 ug@ . Cge removed by

reducliO RN BREMIple, 21 aAE ¥detigafldPS Ssuch as acet y| S
trlchloroacetyl or trifluoroacetyl. Conventiona

et hadscofpolSdr 6 ?&'hiu@:ﬁl”ﬁiﬂ Qﬁtsuﬁﬁﬁof | Mgy Wi R8lated from their
hydrogenoly3|s acid or base hydrolysis," or
reasHon BiXtules usipg ngntpmal lgetpigees.may, for exanple, be
renoved by hydrogenolysis in the presence of a netal
c at Shlyssof the gomp(plakia; oklioommilad n@ﬁydqed‘glaned by reacting the free acid, or a
salt reol?yog él?%’fl’f%ea‘rr)% G O&Ia,osglﬁ%r g%\g/al%(\e/e gaeg 8 n'gpgrll)e ;:Ireol yeé%f?ralents
oftne apprbpeihiy base ovatid. TndrRactoBULLY HScadidl dmml@sd*nwﬂt oxinedium in

Qr. pota SJun1 rbonate, or a _grqup such
wiich Hhey sficiacis li?b B $RHHY Y vgvﬁl it B oiluie 1£;8-fegpanol,
tet?aﬁ?&%hﬁan &t Betl@D gth@ic Hich A *@e r&h@v&qmw or By freeze drying.

formula |, and salts thereo be isolated from
The Heaqtion rraaic elso rbend melt,nﬂe@,w@isprngese cmvlb tnay opfafarried out on an ion
es. Salts of the conpounds of formula | nmay be

eXIEﬁRe% y reacting the free acid, or a 15 salt

: E:r%g%?ﬂacgut{c%ﬂ}? aéc%ﬁt%bl%é‘s?lgs 813 Elhleval o%nslé)s ofd %r | va thétude alkali
m@znrsahm relgais@dledq:rotaaﬁm sally) elltating bzirﬂnmmay szﬂl@ €./ ¢aledgin and

out sol ven | mhlc the salt is
mAgARHT ISR ﬁa]és Srlts ‘Pift the QP%Hf nieﬁlem &g ¢ H@Hglgptsa%t% and ammonium
sal@@dﬁé %vlthesuﬁkablﬁtd? base$, efof ahxdpief sHi@ wilt] h?dl@f(}h%hme lower

rem)ve I N vacuo, oOr y reeze
alkyﬂa}mng;, e. g methylamme or cthylamine; with substituted lower alkylamines, e.g.

IA

hydroxy substituted alkylamines; or with monocyclic nitrogen heterocyclic compounds,
e.g. piperidine or morpholine; and salts with amino acids, e.g. with arginine, lysine etc, or
an N-alkyl derivative thercof; or with an aminosugar, e¢.g. N-methyl-D-glucamine or
glucosamine. The non-toxic physiologically acceptable salts are preferred, although other

salts are also useful, e.g. in isolating or purifying the product.
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The reaction may al so be a netathetical process or it

may be carried out on an ion 20 exchange resin.
we@b@voeneat i cal | y acceptabl e salts of the conppOdB82@¥7/050055

formula | include alkali metal salts, e.g. sodium and

potassium salts; alkaline earth netal salts, e.g.

calcium and nagnesiumsalts; salts of the Goup Il

el enents, e.g. alumniumsalts; and amoni um salts.

Sal tlﬁas‘%r&d}so?ﬁ@é aphe Qégﬁa&tws&% f%v@ﬁ%ﬁaﬁpll ecech%?ciute§ c.g.

wi t h hydroxyl am ne} [ower 25 al kylam nes, e.
chresatogranhiy rve ﬁ@ptlcmahsab'stnhha@lonv\il" hehvgms Dptuqat edmlelts\mery be isolated
b al.k l am n at cemg: or, O g'rr%lx thl m OUn« @l k amnr\]/?:s‘lonaf c.
YR H nocycaf e it Fogen &4 p oundd &
fraptigrat b@lslaﬂlsﬁlﬁorfmf PPDC) teehmque@ Ahéﬁlsmmi)t fhe alebiread @ﬁicﬁll&somers

inine, lysine etc, or_ an Na

mayePs W@F\% TeRg1oa !, the raPRFOpPRate PGS o defysr Stare%{% materials under
conliliBiistWhictPwll R 3BkseRac@misafibhicosam ne. The non-toxic
physi ol ogi cal |y acceptable salts are preferred,
al though other 30 salts are also useful, e.g. in
i solating or purifying the product. WO 2007/091106
PCTlg Eﬁ&f&%ﬁ | hi5h 1S oY biA§1 1
separate usgﬁﬁgﬁ(g'oﬁlvgn %ﬁatl (fqg% gfﬁ é%t,%é‘."g‘? > cg sec butyl.
chr omat ography or fractional crystallisation. The
various optical isoners may be isolated by separation
of re onpounds usi ng
con?giq%&gﬁ]aa% r%res%htlFfCI {éngga Sglécrl‘{l/lp % lisation or
HPLC, techniques. Alternatively the desired optica
isomers 5 may be made by reaction of the appropriate

opt aII actiwve star materials d condi ti ons
o ERBnpits O subsButhB bk ole cofodutDf FarBfi § mdyofebresent
m@&ldeydlkymadkds:@m@ﬁn tachplivaiglyrsab&iithted 8Y loyé or hmeg lpref&@bly one

sec butyl. 10 Hal ogen nay represent F, C, Br and

to hegsewbatitygntsoRs, Vé%afma)é&e sap &F fiflGet-s that R3 in the
conmpound of forrmula 1 may represent include alkyl,
al koxy or aryl, each optionally substituted by one or
nor e, preferably one to three substituents, R2, which
may I eadlitiens avhen ok idi single chond, R5 may aepresanb thioglgh optionally

V@m t t hi oal kyl optionally
Su}s&‘%ﬁ%‘{j@ ?lé@‘?b%pmﬁ%ll lrS[lﬁ"‘P ally substituted aryl,
t hi ddoarll, mwhmlnthehrylhsaomroylhlly substitiiednal | y substi t ut ed,

opt Iogtqc?rlahy sfi‘bsEfc’uttel:dt al%lled aryl, 20 hydroxyl,

hydroxyl,

NO,,

CN,

NRjoR11,
halogen,

SOzRy2,
NRi13SO2R 14,
C(=W)Rjs,
OC(=W)NRoR 1y
NRsC(=W)Ry7,
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NC2, CN, NR1OR11l, halogen, 25 SO02R12, NR13 SO2R14,
C(=WR16, OC(=WNRLIOR11 NR15C(=WR17, WD 2007/091106
wEONeBA0e 7/ 050055 15 P(=0) OR40R41, Ri o, RLIPCRE&GB2007/050055
R13, R14, R15, R16, R17, Ra® and R41l, which maybe the
same or which may be the sanme or different, represent
hydr ogen, al kyl optionally substituted by optionally
substituted aryl, optionally substituted aryl, 5 in
addipli@yoRr, ORL1 together with the nitrogen to which

they are attached may forma ring, R12 may have the

samBin®an ing Ras RNRB@Rqu, R\m@m R Ry, eyhrichsmay ke hiRs@RY 0t which
mal¥a§e rtlé% (r)s'élr%gg?rR# rent repr t E}g/qrgge% S%rgf o&tlonaq N Isﬁaos? Hﬁéd by
opﬁbl’%lylsﬁbﬂhade@z[ryl opti(ﬁlaﬁlj;l&l‘ti%ﬁtﬂltdalai‘yl, whi ch may be the

sane different, may each represent al kyl

subé‘fi“{dﬂft‘%‘d by one or nore of hal ogen, al koxy

opt INK g, YogethRstvith WHeftréek ko Rhich Ay a%l@&dcuembys Forintet ik,

aryl, optionally substituted aryloxy, aryl or
NR1 GrRimay h@eah@samﬁenem aMNRiRi 1+ epresent s NRIORLL,

one f %

al ky op%?o%?fy by H’ﬂtged r Q@OLBWI‘L%% ?%aﬁlgp?%g same or
differbast} mbyitepebser hgtdiogerg @ialkyd and GOtdpeiontalyi sabdtitwad arghar ed

with RL7, R1§. represent hydroxy. EXx | es of

bR FURn SRRt b semoor GHPEAY ity B BB e or

di f GREERIbstitRY bydhcloR NS 8Mhalbgthl MASky SptionhlPRIbs@GRUa¥y] or

substituted by one or nore halogen al koxy or

optipnally sabstijuted aryl,
optionally substituted aryloxy,

aryl or NRoR 1,

and when R;¢ or Ry7 represents NRgR11, one of Ryg and R;;, may additionally
represent CO alkyl optionally substituted or COaryl optionally substituted,

and in addition to the definitions shared with Ry7, R¢ may represent hydroxy.

Examples of substituents that R; and R,, which may be the same or different, may
represent include:

alkyl optionally substituted by one or more halogen, alkoxy or optionally
substituted aryl, thioaryl or aryloxy,

alkoxy optionally substituted by optionally by alkyl or optionally substituted aryl,

hydroxyl,

OC(=W)NRoR;

optionally substituted aryl,

thioalkyl optionally substituted by alkyl or optionally substituted aryl,

thioaryl, in which the aryl is optionally substituted,

NO,,

CN,

NRjoR11,
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substituted aryl, thioaryl or aryloxy, alkoxy
optionally substituted by optionally by al kyl or

wopiwonabs y substituted aryl, hydroxyl, 25  PCT/GB2007/050055

OC(=W NR1oR11l optionally dabstituted aryl, thioalkyl
optionally substituted by al kyl or optionally
substituted aryl, thioaryl, in which the aryl is
optionally substituted, NO2, 30 CN, NR1OR11, WO
200%5g%%;06 PCT/ GB2007/ 050055 16 hal ogen, SO02R12,
NR13S0 C(=WR16, 5 NR15C(=WR17, Rlo, R11, R12,
R13SORR#4, R15, R16 and R17, which may be the sane or

di f represent hydrogen, al kyl optionally
subgﬁilgﬂﬁ ?d®by optionally substituted aryl, optionally

subsxtmukgg aryl, in addition, 10 NRloR1l1l together

Eﬂﬁ &bgtogen to which they are attached nmay form
"may have the sanme neani ng as NRLoR11,

wheImBJR?l JRAI RSE 'R?ﬁ 113;51@ Rlehd B D atvma!tqn@nﬁe ﬁ’ﬂelsanie"%rcafferem

may be the sane o ferent, ‘may resent hydr ogen,
rem,wnklwdrm diyloptivesiyl substmgéby pnthm msybstlt yptlonally
hydr oxy, al koxy, or NRLOR11l, 15 R17 may
SU&Qaﬁgiﬁﬂ al kyl substituted by one or nore of hal ogen,
alkmxywhﬁmtionally substituted aryl or NR1OR11, and

DENIRTt S N N
SUbRY ] by B&Vedhey/samedfeaning as NRyoR1,
when R;7 represents NRjoRy;, that Rjp and R;;, which may be the same of
different, may represent hydrogen, COalkyl and CO optionally substituted aryl,
R ;¢ may represent hydroxy, alkoxy, or NRjoR1,
R,7 may represent alkyl substituted by one or more of halogen, alkoxy, optionally
substituted aryl or NR R,
and when R;7 represents NR;gR;, that NRoR;; may represent hydrogen, COalkyl
and CO optionally substituted aryl.

When L represents a linker group, examples of linker groups that L may represent
include:

0, §, (CO)NR s,

alkylene, alkenylene, alkynylene, each of which may be optionally interrupted by
one or more of O, S, NR;3, or one or more C-C single, double or triple bonds,

a —N-N- single or double bond,

R 5 represents hydrogen, alkyl, COR .

When L is (CO),NR 3, n may represent 0, 1 or 2, when n is 1 or 2, R;g preferably
represents hydrogen.

Although the scope for variation of R4, Rs, Rg, Ry and Rg is large, preferably Ry,
Rs, Rs, R7 and Rg, represent hydrogen, alkyl or optionally substituted aryl.
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When L represents a |inker group, exanples of |inker

groups that L may represent include: 0, S, (CO.NR1S,
wa@bkdoyloenies al kenyl ene, al kynyl ene, each of whi BOT/GBROMI®S0055

optionally interrupted by 125 one or nore of 0, S,

NR18, or one or nore C-C single, double or triple

bonds, a -N-N- single or double bond, R18 represents

hydr ogen, al kyl, COR16. Wien L is (CO nNR18, n may

represent 0, 1 or 2, when nis 1 or 2, R18 preferably

represents hydrogen. 30 Although the scope for

var inaﬂ:rghlon r¢pcseS N mil XReprasmitsHB, § or NRugdlhat is preferably the

rabl and R8 sent
colfpyH Bronfie o ity (e bbieRPRIF S pob G ARYEIEE
PCT/ GBZOO?/ 050055 17 Preferably Y represents N and X
rep ents 0, S or,  NR4, That is preferably t )
rrﬁg@‘ﬁ’dghaé%r"(‘}fanﬁf E@ ﬁa mayares&%?éxaﬁ%p-e,mapreferred

co&?&ﬁd@k@%@ré‘seﬁt& _g.1eenzi mi dazol e. 5 Although any one of
may represent -L-R3-, in preferred

conpounds R9 represents -L-R3. Alkyl may represent any
al ky, .St rai .
car s aBeL el ph UGS B8 | AUGT o Rts YARBLERY branched,
satataed a,ndamsktuaﬂadca}lq}l,oa[sr\oﬁy hs cyelic Iall@l;tsyd:h as &felopropyl, cyclobutyl,
cl opentyl_, cycl hex cy.cl ohept wever,
cy PR B oR G P AopRE SHBMET TGP R KBy of the
subdtikithis rBpréydnts aikyﬂailléfllaifs @éjcurakddn ﬁﬁéar QF bRingehad B @roﬂﬁ¥ to 10

from1l to 10 carbon atons, pre erably from1l to 8

carban taimsa tpseferabbydliemr ke oy 8 eaghonntgms padnmore greferablyr fsem 1 to 6

cobf ot o i BT T SRS LRlens) BRACR Al brofored

@»palﬂ’myeloalwll dpr opyple eycloplopyly kyclalyutylo ppriepehtyl, cyclohexyl and
§l¥%€fp§pexyl and 15 cycl oheptyl. Aryl may represent any
ic system Preferably, in the conpounds of

formula I, aryl is an aromatic hydrocarbon or a 5 to
10 membered aromatic het erocycl e contai ni ng
het é¥pl BBYFEPREBIT: ANE ATPIBIT &Sty g Brelfatlim mat@u F?mmunds of

rqi
fm%‘ﬁe a1, a1 Clg ra%gr({l]ﬁa{t/&gqgr@febfcer A3 5%o IOrEQeﬂiQ hx‘oﬁﬁ% heterocycle

terocyc es contaln
comammgr 1 tiovd hesereratems selected dnont arc Ohmearajctycheglphhlaatonaynd a
n1tr(§ﬁpn otnll onae Idmflg cons%’I t%gntfbueglaes carl;orr]l %Pehper%r hagrocycles which contain
one or two heteroatoms. Aromatic heterocycles that may be mentioned include furan,

thiophene, pyrrole, pyridine.

Particularly preferably, when aryl is an aromatic hydrocarbon, aryl represents a 6

to 10 membered monocyclic or bicyclic system, for example phenyl or naphthalene.

Saturated and unsaturated heterocycles that may be mentioned include those
containing 4 to 7 ring atoms, preferably 5 or 6 ring atoms, preferably containing one to
two heteroatoms selected from N, S and O. Heterocycles that may be mentioned include
pyrrolidine, piperidine, tetrahydrofuran, piperazine and morpholine. N-containing

heterocycles are particularly preferred, eg when NRoR ;1 forms a heterocyclic ring.
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Particularly preferably, when aryl is an aromatic

hydr ocarbon, aryl represents a 6 25 to 10 nenbered
woeaoyabé c or bicyclic system for exanpl e pherowGBR#07/050055

napht hal ene. Saturated and8unsaturated heterocycles

that may be nentioned include those containing 4 to 7

ring atons, preferably 5 or 6 ring atons, preferably

containing one to two heteroatons selected fromN, S

and 0. Heterocycles that nay be nentioned include 30

pyrrolidine, piperidine, tetrahydrofuran, piperazine

and Asodetdiletliabeve, Wwlsormaadjagegt paietoérhocy dsemiclarepresent CR;, the

ar r ref rred en 1t or
oS <Gt R laind i 008 SR MR NS0 rBs sbe- Al
wht8 )ﬁ‘is ORiRy, Re dn&%%bgﬁth‘émgl&l ﬂle&dljrlﬁﬁletﬁtwlﬁ&l the9 fardhttachd¥imay
each.represent [, e _adj.acept carbon atons,
forh gdiget- Fekraone fips H by tits Corormugptraieth of sstyrafedn to 10
mdPabefdS@rboc et hétdrsoybiitoifg. R6 and R7, together with
the carbon"to which'they are at t ached may 5 forma

ring C. Preferably ring B and/or ring Cis a saturated

of %Q&i%hfd 1?%%??%61&%3%% is UIF% {@%Car bocylic or

het erocyc tic referably ring Bis
benzene rlng 10 Partlcularly preferably ring Cis a

3- er ed s urate ngat ur carbocyl i c

7 LR TR T g o & S SRpBHRBESS S Qe o nsaturated
catbBddic ritige R1 repr esents NR15C(=W R17, nore

particularly the group NRL5COR17. 15 We al so prefer

conpounds in which at | east one Rl represents

CONRHORHic aﬁ{ g)g&exg r&%ﬂﬁdsp@ﬁtévﬁféhaﬁﬂ Meé%{ e%a%r FRedreﬁ)resents

conpou one represents an
NRJI;C(@W)Rn,me particirly ths gsmipR @QOR0om 20 aI kyl C1-

C66 al kyl Cl- C6 substituted by phenyl alkyl Cl- C6

substituated by al koxy Cl- C6, hal oal kyl Cl- G,

per WegsOpdekey copounddin which BEBsE o@PR | RPfsdrits CONR R ;.

substituted by one or nore of hal ogen, al kyl Cl- C6,
al koxy C1 - C6, amno, (alkyl Cl- C6)am no, di(alkyl

C1- F@)}n@&ioﬁﬁ of 'bat@i@&lgﬁll pre%mﬂb%ﬁﬂés' at least one R, represents an

amide group NHCOR;, wherein R, is selected from:

alkyl C;- Cg,

alkyl C; — C, substituted by phenyl

alkyl C; - C¢ substituated by alkoxy C; — Cg,

haloalkyl C; — Cs,

perfluoroalkyl C; — Cg,

phenyl optionally substituted by one or more of halogen, alkyl C; — Cg, alkoxy C,;
— Cs, amino, (alkyl C; — Cg)amino, di(alkyl C; — C¢) amino or phenyl,

CH:CH phenyl,

naphthyl, pyridinyl, thiophenyl and furanyl.

We prefer compounds in which one or both of R; and R; are other than -COOH.
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napht hyl, pyridinyl, thiophenyl and furanyl. 30 W

prefer conpounds in which one or both of RL and R2 are
wothendtiban - COOH. WO 2007/ 091106 PCT/ GB2007/ 0BODEB2001850055

For another group of partidalarly preferred conmpounds

at least one Rl represents a group NR1LI5CONRICR11,

then in which RLO and R11, which may be the sane or

different, are selected fromoptionally substituted

ar ylpor iﬂc}fﬁ/elr ? oFpe rig%laﬂfgfe@é%hlcxnﬁm lof 146§ e R represents a

particul arly group which at | east one of
crm/NReﬁOéH?euRu,i therNHOONERRY 2nddR 6, Whigh ln@ydwl the sk 61 different,

i al k 0 en nal | .
are.p s e ed é)}%ona ulas%ut ngg atgphggfyo él.}e{(li ogﬁg?%lgrsuasrtg%t d. A
paﬂfcuxaﬂy tpréfeﬂrﬁ grysup vaichrat GsiCengnd Ry dﬁayaltepfe@éiﬁ tis NHEONHR ;5 and

represen | kyl Cl to , tionall stltuted by
Rlpﬁ@ﬁlﬁt@% ?roal By, @kﬁéﬁs ﬁ and Cophenl afrige i fipstituicd by one or
mdtBRAbyEAt ed heterocycl e containing one to two

het er catons selected fromN, S and O For another
group of particularly preferred conpounds at |east one

(al FST SRR ehoup SRR R ey Bl oo R GRosons

alklid) |C lamCﬁeﬁpt@nmlup smfsum&rdt by phmyll r yar ®oe6r entnebergaosandsated or
at | east one sents n I
g Pese OCpslf oRLRIB G oI SOder O Coeh T No S
t he aIkyI Clto 20 CB is optionally substituted by
phenyl or a 5 or 6 nenbered saturated or unsaturated

het &pbanathes grwﬂséz&rtwllaﬂmpref@sed seameorin e ffylcast omRa rgpy¢sents
ity o R b8 OBR g € BTl B 1 - <o

anmmsaturated nmono- or bi-cyclic heterocycle
cont ai ni ng fron11 - 3 heteroatons selected fromN, S
and O There is also wide scope for variation of the
gr OWpr &FdthdrRiuploR Phriciiarly pef?®aRbMpo@idy bt il ohSR, represents:
optionally substituted by one to tﬁree substituents,
R2, Nf% ch  may be the same 30 or different.

halogen,

amino or (alkyl C; — Cg)amino or di(alkyl C; — C¢) amino in which the alkyl C, to
Cs is optionally substituted by phenyl or a 5 or 6 membered saturated or unsaturated
heterocycle,

NHSO,alkyl C; — Cs, NHSO;phenyl,

SO,alkyl C; — C,

phenyl optionally substituted by C; to Cs alkoxy C1 — C6,

a 5 — 10 membered, saturated or unsaturated, mono- or bi-cyclic heterocycle

containing from 1 — 3 heteroatoms selected from N, S and O.

There is also wide scope for variation of the group Rj. Preferably R; represents
aryl and is optionally substituted by one to three substituents, R,, which may be the same
or different.
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WO 2007/ 091106 PCT/ GB2007/ 050055 20 Particularly
preferably, R3is a 5 - 10 nenbered aronati c nono- or

whpeoapeline system especially a hydrocarbon 5PeT/G82007/050055
menbered aromati ¢ nono- or 2bi -cyclic system for
exanpl e benzene or naphthalene. 5 Alternatively, the 5
- 10 nenbered aromatic nono- or bi-cyclic system may
be a heterocyclic systemcontaining up to three

het @’Eﬂﬁﬁﬁf@ p?&tafaﬁfye‘i f1§ o N, 1@ nﬁﬁﬁ)el%d rBfhati%Hp! Sr 91 cychc

t hi ophene, " furan, "pyridine or pyrrole. Preferably t
sysmms«tsmqmryte( ks))drmrbosv éﬁel Osmemwbdrediafomatic nmmrkly’rcyclic system
forex | egge% Slﬁglagl tuted by thiophenyl or phenoxy,

eagﬁlpop |ongl it ut ed by hal ogen, al koxy Cl- C6

phenyl, thi oaI kyI a - Co6 15 t hi ophenyl optionally

substit ut.e ch
R10 AdigEnagy y’ ? % ‘Ef‘ée‘l ﬂemg%@oa? %ﬁ@lgwt@m may be a

hefcFdeyEIRE Wstenh E&{tﬁﬁﬁﬁaupaiokﬂee%‘ter%@)mQ LelbQEE ORI NWO 5}1d S for
the nitrogen to which they are attached forma 520

exgmple atikiophpne, fagnyvipyridineenpywelet ai n one or nore

addi ti onal heteroatons selected from N, 0 and S,
hal ogen SO02R12, in which R12 represents a 5 to 7
e niPesferdblyitigsubktitadnt@RR, Gand selaetedfeonar  nor e

addi ti onal etero ns. sel ected, fr
RO C i Coipli iy PopRHEE b aoBRagy ] drcRhehgey, cadh optionaily
subiBitite sy halogebst i tuted by:  phenyl or hal ogen, or
phenyl “opti onaIIy substituted by al koxy Cl1L - C¢6,
carB %y 61 — Gaal ogen, or 30 a 5 or 6 nenbered saturated
p@%%ur ated heterocycle, WO 2007/091106
07/ 050055
thjoalkyl Ci -G

thiophenyl, optionally substituted by halogen,
NO,,
CN
NRgR;1, in which Ry and R;;, which may be the same or different represent
hydrogen, alkyl C; — Cg, or together with the nitrogen to which they are attached form a 5
to 7 membered ring which may contain one or more additional heteroatoms selected from
N,OandS,
halogen
SO;R,, in which R, represents a 5 to 7 membered ring which may contain one or
more additional heteroatoms selected from N, O and S
NHCOR;7, in which Ry7 represents
alkyl C; — C¢, optionally substituted by:
phenyl or halogen, or
phenyl optionally substituted by alkoxy C; — Cg, carboxy or
halogen, or

a 5 or 6 membered saturated or unsaturated heterocycle,
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21 phenyl or a 5 or 6 nenbered saturated or

unsaturated heterocycle optionally substituted by
whadoagenge al koxy Cl to C6, carboxy or a group PCT/GB2007/050055

SO2NR1ORr1, Particularly pieferably when R2

represents NR10 R11, NR1O R11 represents N 5 pyrrole,

N-pi peridine, N (Cl - C6) alkyl N piperazine or

N-nor pholine. Preferably the Iinker group L

repr esenPﬁén 1 N N’& or FEbkd ~sHaID o NundiufdledRhBierocycle

represents heny or a 5 or 6 nenpered saturated or
optiersadly snbstibredoxt lealegepcdlicoxyst i to fal dagboxpilos & igtaups@2DRioR11,
hal ogen, alkoxy O to C6, carboxy. Al - A4 nay
represent N or CRI. Consequently, the benzoxazol e six
rrEﬁ’lPeﬂﬁdl;rblﬁtdi)réﬂefablyn’a&elc @t epieschts RRi3 RYf, MR Rl\r}m Q@pﬂﬁsents N-
ato Enbodi i pvention_exi s n ic
by RS, Drpipgridment (Cep r@i@%velﬂmpﬁwgﬁ or 8{1@06’51 i&r

represents nitrogen and in which all of Al -
represents CRI. In a Earticul arly preferred group of
conﬁmfwablytmnﬂqergmp AgpreseritsA4,  whi ch may be the sane
or differgityrepresent Nor CRI, X is a divalent
group selected fromo0, S(O), C—W NR4, NC(=0) R5 and
CR6R7, WHsCH, S NR20 Y is Nor CR8, one of R4 Ro,

25 ngl e GRIGR Wicts Ko ReR sty OAbor ORI fefbrated

- R3r unblinghiedéichR I:IQQ) 8RBlyOdubstithic@ vy Malogen, alkoxy C1 to C6,
I ndependent |y represen hydrogen or a substituent and

RZOC%fbﬁﬂésent s hydrogen, hydroxyl, al kyl optionally
substituted by aryl, al koxy opti onal | y substituted by
aryl, aryl, CN, opti onal Iy substituted al koxy,

opt iAarall ag ugmeschtuN et CR30 Gomgeqent]y, ot bawetdzyle six membered

rin%&gSt it {gt e IaI ksnoryvémgwpt | on O%ldy]ff%ﬁ {tﬁh%l gtﬁ’ P;“ li exist in

whié®vosf Adif Mi‘f fbent B FIpeS, Ak o AL Q0aBprestRtsi ididddeh ind A which
2007/ 091106 PCT/ GB2007/ 050055 22 substituted al kyl or

all b orfdd epresqiS<eRe ut ed aryl; additionally, one of R30
and R31 may

In a particularly preferred group of compounds:
A1, Az, A; and A4, which may be the same or different, represent N or CR;,
X is a divalent group selected from O, S(O),, C=W, NR4, NC(=0)Rs and CR¢R7,
Wis O, S, NRy,
Y is N or CRg,
one of R4, Rs, Re, Rs, Ry and NRy represents — L. —R3, in which L is a single bond or a
linker group,
additionally, R4 — Ry, which may be the same or different, independently represent
hydrogen or a substituent and
Ry represents hydrogen, hydroxyl, alkyl optionally substituted by aryl, alkoxy optionally
substituted by aryl, aryl, CN, optionally substituted alkoxy, optionally substituted
aryloxy, optionally substitute alkanoyl, optionally substituted aroyl, NO,, NR3oR3;, in
which Rj3 and R3;, which may be the same or different, represent hydrogen, optionally
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represent optionally substituted al kanoyl or
optionally substituted aroyl, n represents an integer
wo e@modiive® 2, R3 represents al kyl, al koxy or argt/GBe@ainsooss
optionally substituted by @he to three 5
subsitutuents, R2, which nmay be the sanme or different
R1 and R2, which may be the sane or different,
represent: alkyl optionally substituted by one or nore

sumlttR&FQ Ak Q?ﬁforﬁ[ly %Bétf?l‘ﬁ@& la¥y1: saH8ddaliyt &b 8f iy and Rs; may

hi oary or a koxy optionally substituted by
remmenmmionz}llwbstitmd a&ancmbpr opiwnaly sbbigiietl atoytl ar vyl ,
10 h %C( oRll optionally substituted
nrg]?refe\{lg Mtggeff X\%I onal |y substituted by al kyl or
opt IR@ rra;bﬂesen&wbsyl; hlﬂtbﬁ}d oB il each ptiaiallly, substitibd ®f dnbeo three
i S optl onal ly bstitute 15 N2, CN, NRloR11,
suigigu,  hiERrmey brohnsermesysilirenicy ~wy Ruo,

NRleW{E% h 4P Be Jam&bLdifBkas, réptésent’1S, R16 and
R17, whic 1% beyt%e sgmrre or1 di ff’er en{an r epr esent
I @Eﬂx

hyd nakkgb roptignatlyl suhstifugndaby yoney bs trergt leailogvy pnetl ptionally

i onally 25 substituted aryl, in
Suﬁa%ﬁ'ﬁ%‘%%ﬁ%’%éffrﬁ%é}ét her with the nitrogen to which
t heylkakg optidnatiy aubstityedfbgroptienal yrty, alkyRbdPoptiopaliypsubstithed aryl,
mtﬁ ﬁ%e gll ng as NR1oR11l, when R17 represents NRLoR1l1,
t hatYN®IYR11 may represent hydrogen, CCal kyl and 30
CO eri(=NR, R, substituted aryl, R16 may represent
hydroxy, al koxy, or NR1oR11, WD 2007/ 091106
PCTPEBIBYy sgB00es! aryl,

thioalkyl optionally substituted by alkyl or optionally substituted aryl,

thioaryl, in which the aryl is optionally substituted,

NO,,

CN,

NRjoR11,

halogen,

SOzRy,

NRi13SO2R 14,

C(=W)Rjs,

NR;sC(=W)Ry7,

Rio, R11, Riz, Ri3, Rig, Rys, Rig and Ry7, which may be the same or different,
represent hydrogen, alkyl optionally substituted by optionally substituted aryl, optionally
substituted aryl,

in addition,

NR¢R;; together with the nitrogen to which they are attached may form a ring,

R, may have the same meaning as NRoRy,

when R;7 represents NRjgR 11, that NRoR; may represent hydrogen, COalkyl and
CO optionally substituted aryl,

R ;¢ may represent hydroxy, alkoxy, or NRjoR1,
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23 R17 may represent al kyl substituted by one or nore

of hal ogen, al koxy, optionally substituted aryl or
WORWOBIMPs and when R17 represents NRLIORL1, thaPCNRBORIDS0055

may represent hydrogen, COaBkyl and CO optionally

substituted aryl, 5 and in addition, when an adj acent

pair of Al - A4 each represent CRLl, then the adjacent

carbon atons, together with their substituents may

for ' 0

i TR ey el e T RO 8 Roacnp AW Cptionally

SHEWMVIWQ‘TR},ORﬂlD or a phar rraceutl caI I y accept abI e

and e 7 e R TR O Gef ool hERPER} (ot ana

C(Duptimanﬁsunsﬁmtddarylﬂystrophy, Becker muscul ar dystrophy
8[ cachexia. W also provide a nethod for the
an F’e%iﬁﬁ%‘t or prophyl axis of Duchenne nuscular 15

wﬁénsahuaywm FRECHE, H%Céébﬁ repdds3hi ORNMh&H the a8t altdnditoms,
patie i n need t'her eof conprising admnistering to

together pathitieait subsiitedrismay {esmeaing B, of a c orrpou nd of
o0 ) B USSR 0\ o Wl

mayifbhngeingl(}ally be 20 adm nistered in the formof a
osi Thus, according to a

rmaceut i t
OrBQﬁ cutic ‘icc‘?i?ta ﬁéalﬁth%ﬂ%. on there is provided a
in BRAOARERMIrE 6Rb f@TdARRAT foPhd RElapélitid GnBloe b ﬁ bdtid @&$ment of
than 80% w w, nore referabl ess than ow w, e.g.
Dughanne gousgalgr dystreptye HEUSRU ffrdwﬁmpay pr ca@hexaa
pharmaceutically acceptable salt thereof, as defined
above, in adm xture with a pharnmaceuti cal I y 25
Wacadseppmbide adimelﬁmdt foprthe draaineent of\épraplgdaxis of iRighenne muscular

ro r the n of s ch a pharrmceutl cal
ayRREe mer i Tl CERPPEE.T PR CRES  TPEG A theroof
cofmp ALY Q&nﬁﬁst@ﬁ@rtmgjdhérﬁ&h eﬂfa@tfvlélahﬁbhhmsa dbltipetind@&yfoltula (T)

used, and, suitabl | uents or carriers, are as

or p gharpigscuticalracespiablg@Hous | nj ection or i nf usi on -
purified water or saline solution; 30 for inhalation
conpositions - coarse | actose; WO 2007/091106

PCT/T@%QI%EA%Q WP Fornfuta 1 for use in the treatment of DMD will generally be

administered in the form of a pharmaceutical composition.

Thus, according to a further aspect of the invention there is provided a
pharmaceutical composition including preferably less than 80% w/w, more preferably
less than 50% w/w, e.g. 0.1 to 20%, of a compound of formula I, or a pharmaceutically
acceptable salt thereof, as defined above, in admixture with a pharmaceutically

acceptable diluent or carrier.

We also provide a process for the production of such a pharmaceutical
composition which comprises mixing the ingredients. Examples of pharmaceutical

formulations which may be used, and suitable diluents or carriers, are as follows:
for intravenous injection or infusion - purified water or saline solution;

for inhalation compositions - coarse lactose;
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for tablets, capsules and dragees - mcrocrystalline
cel l ul ose, cal cium phosphate, di atomaceous earth, a
waoganysgoeh as | act ose, dextrose or mannitol, Pet/GB2007/050055
stearic acid, starch, sodi2édm bi carbonate and/ or
gelatin; for suppositories - natural or hardened oils
or waxes. 5 Wen the conpound is to be used in aqueous
solution, e.g. for infusion, it may be necessary to
' nc%rpc%l@ttseca‘ﬁglh@sr W&hﬁ%@%ﬁ«&@ﬁﬁﬁﬂé%@ﬂ&l@& thets pR¥phate,
be mentioned chel ating” or sequéstering agents,
dlaéwmatqwmsj earths 2 supai suchy andictese,i daxtragrent manplltolnmin fspéanig acid,
Starcqle %I: buftf er‘gnﬁg 298! ent s. Solutions containing a
bPo Rila’® y; |f desired, be evaporated,

10 b f.reez ra drylng, to give a
SM|ﬁ§$§Wﬂ§ Sinal Eﬁaﬁ¥bﬂ% ‘%@ é@ﬁﬁstltuted prlor
When not t he co und .of.

} pS@fe tB%F%inﬁ’%‘“flﬂf t:?sbf’ ?d B4areRys solu HE‘% i 1%‘{’1‘51"“ it iay be

neétssiFp i ncpofatcsthét ddipicats] BipartiiifarGRE F'tBeQﬁ&ltlﬁﬁéﬁ chelating
al so contain suitable PreserV|ng stabilisi and
O

or iRAqUEStATNG aROAtSs antipxidants) foaisity adjusing agopkst pH-medifylgeagents and

buﬁ%ﬁ %&ﬁ 15 pol yner such as hydr oxypropyl
lul ose, or a water-soluble glycol such as

pr 0@% BB &Jn\/z\%@llg a%&‘ﬁé&ﬂ&' a?ﬁﬂﬂ'a fﬁh? Yf h&%e@%%%%ép%lgd, c.g.

flavouri ropril
by kfmeﬁ@dnymgair spkay dnsns tagived sokid easpositmnwhith enaydetresonstituted
of conmpound fornula | in a pharmaceutical conposition
PrPEOSSferal |y about 0.01- about 99.9wt % preferably

abo 0. 1- about . 50w\t % re e he entire

pr e&g‘i“’*&tf}%ﬁl sofiptiong €°’6‘P° B%’g*btﬂfe&rg‘g% i‘%fﬂléop paving a
mdd§hRA#Ah ARthekd? of ORI (161 & 10ph. The d618posithd YnafRil @ Hontain suitable

general health condition, diet, adm nistrafion tine,

presarying, stabiisingnandewhting agenisa palpkilisaratag. & oravirrsalublsncaliulose

pofig uch 1S bRk Byoftpyt R Ao "3, B whGPs i ffect Bpch o
pr@%e\ghydoESW(éetpmng Ian(j; coloutite agemtsgzmd fiiveenasgs, Where appropriate,
oSSR B Fobylo SO Lm0 201

t he eutic ent for th r.eat nt of chenn
éﬁg & 8‘%3 %B‘E?ﬁ?“‘}dnfo ‘S‘%ﬁ |“é'f’np %FHC%OWPPBIHP% {icgpngrally
ab&its@ﬁ‘flﬁbélﬁ JoRA). FHtchlly aBéut D.1-8b6 S0 rBladve 1ol Y entire
ny, is preferably adn1n|stered in a single dose or in

prepagatios. porti ons per day. WO 2007/ 091106

PCT/ GB2007/ 050055 25
The dose of the compound of formula I is determined in consideration of age,

body weight, general health condition, diet, administration time, administration method,
clearance rate, combination of drugs, the level of disease for which the patient is under

treatment then, and other factors.

While the dose varies depending on the target disease, condition, subject of
administration, administration method and the like, for oral administration as a
therapeutic agent for the treatment of Duchenne muscular dystrophy in a patient suffering
from such a disease is from 0.01 mg - 10 g, preferably 0.1 — 100 mg, is preferably

administered in a single dose or in 2 or 3 portions per day.
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The potential activity of the conpounds of formula I
for use in the treatnent of DVD may be denonstrated
WO nooziog11be®l | owi ng predi ctive assay and scr eensPCl/GB2007/050055
Luci ferase reporter assay Q@farine H2K cells) 5 The
cell line used for the screen is an immortalized ndx
mouse H2K cell line that has been stably transfected
with a plasm d containing z5kb fragnent of the
Ut r §ipRipB1chtial eV 6f thl Reipdidde dr6imiuld $loriRRt iR AR Bla@flent of
exon | inked to a“luciferase reporter gene (see Figure
DMD. mayObe detimsicasertlinttho fedlowing pedictevepesagtand ecregng.
interferon containing nedia, the cells remain as
nmyobl asts. These are plated into 96 well plates and
cultured in the presence of conpound for three days.
1. The LiueWa@hseatpdriec adfsey ameirned M edilstiet er m ned by cel |
lysis and reading of the |I|ight output fromthe
Thexpll éms aded figithesasa gandamnidrialisédigdampust H2K cell line that has

| um honet er.. anpl e of pharmcol ogjc dose response .
begyj s Ewp%ﬁ?f-‘gtﬁvvﬁﬁ é %}g%‘ﬁ'@ SontiggASKR %galﬁme of " Brophin A
préfﬂé’teﬁﬁl@ﬁﬁing%@ Rtdiasdhiéd exon hekeARYaTub@rasc\¥@Borter gene (see

prioritised and the conpounds with the best in vitro

Figusei ¥ erase activity and reasonabl e ADVET data were

prioritised for testing in the nmdx proof of concept

study where the outcone was to identify whether any of

th . n _ i1 to tnecr .
Ui RIS RO Rl folgh b FEGE he B romain as
myubRisiseThdse arepdaidhinedos well phates laad oullwedimsae pressnce of compound

ani s. .Jhere e.two anima]s injected wth 10ng/ kg
f%‘E“‘gﬁﬁ% Jﬁﬁﬁ%"&hf’mﬁ“g{fg AES ir&t?ndgfqr‘g}‘l#g &’YESH Wibsé%ﬁé‘]dﬁﬁéng of the
lighOSutpR IfoREMe cRFtedseld ﬁmif*&ﬂd%%e%e %_ﬁHﬁh%;ﬁ FM&FlﬁmhﬁJﬁ%rﬁD d
processed for sectioning to identify increases in
Ex%ﬁ&bfé@f?ﬂ%& acSTbSichll ddSe féfs%)dﬁtsé 8P DouRdin WesdsSdyis B inSgure
(to 25 i1dentiTy overall increases in utrophin
2.l evel s). WD 2007/091106 PCT/ GB2007/ 050055 26 Figure 3
shows an exanpl e of TA nuscle sections stained with
anti body specific for nouse utrophin. Conparison to
2‘theﬂﬁ§%%%§§cle only injected with vehicle shows an
increase in the anmount of sarcol enmmal bound utrophin.

Dava dbigiabEFrom (RIADMEE P AR Svabs \fgg@ﬁﬁﬂ:dfﬁ'h& En'RnfhoBhdsOwith the best in
exci sed and processed for stern blotting and

vitey hicHergsepatiyity gad irpasenabin APYHEE data e prigased 4pr tealdng A the

deJcS heddr m"%%&?ﬂ gﬁg e“rlﬁght BTeCaRF&nec‘ BYS, aidﬁd 99 | i RP :an?l nof the

rease 1 n evel s of ut rophi n” presen
cotmpounds had the ability to increase the levels of utrophin protein in dystrophin

deficient muscle when compared to vehicle only dosed control animals.

There were two animals injected with 10mg/kg of compound administered ip daily for 28
days plus age matched controls. Muscle samples were taken and processed for sectioning
(to identify increases in sarcolemmal staining of utrophin) and Western blotting (to

identify overall increases in utrophin levels).
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the TA Il eg nuscle and the di aphragm Both m ce exposed
to CPD-A (V2 and V3) showed increased | evels of
wateogphiine expr essi on conpared to control. 10 PpST/GB2@7/050055
upregul ation data fromthe2first 28 day study were
then repeated in a further two nouse 28 day study. A
total of three different conpounds have shown in
duplicate the ability to increase the |evel of
Figfirk BPiHofis SEPEETHIOAN TR hGIMTHLHBRSEindd SrIElibYES Sfbcific for
ly by ip days. This data denonstrates e
mcam Iuitrpyhlof Comparaﬁomg vhel meyemussi owlyrlwcuefb with wehideshews an
cant i.n e t he s of utrophin found
mcrea%? e tlh %I.Itoglsam&hlama ]?1er g]&%?@ng, ves us the
confldence that this approach will aneliorate the
di sease as all the published data to date
de tr es. t ha i.ncrease, of utrophin |evels
MRS orqrh B SR SPAR FTIESO] AT PEIG 26 FERGERseg,for Western
bldd ﬁlﬂpﬁthﬁe& fithCdp8éific AHEISd deos Hig@rel :gﬂﬁﬁ/ UdidgOméscle dosed
FhéE%ther cell |Igg nalntenanég&%hg&hg%/ Utrggﬁ
w1

Bt/ phaves| 4 signifieantinsrogsesiwdbe avarglf lexcly ofsepphimprepent in both

% o I n
e T KBt B s SAEE, ol PO ErCle SN0 Ena v3)
shgpkat mcmgsed tdvels ofimtrepliim cxpiredsiod comphred toygmitrol./ EDTA
until the nonolayer started to detach. 25 G owh
Medi um DMEM G bco 41966 20% FCS 1% Pen/ Strep WO
Pogiti0d (H3 il fonRiald £BAARY iR3DO0 8%y stady dzer%t@nu’épéﬂddein LG’ﬂi'ftHer two

Chick enbryo extract Interferon(1276_ 905 Roche),
mquse 2R dapgtudy. Adptak O%a@qmﬁe@ntmﬂ%m%%a%@avnﬂ% ﬂu@@ate the

abl\éﬂ lo iftrBiRShe8Gel IRt oFhid SiprQsidn r1§ ﬂ@rn'icﬁcrm&ﬁla kyhkh B&ivered daily

I's were pl ated out Into 96 wel 'ates (Fal con
by3p IS, dawb.l Tles dipaqgmgvnsaatea tmmbglutyyof ﬁfe ceppoosd wherefglivered ip

5000 cel. r nal r.O nedi um The
caiiPS oo SEPn Thores? i 8RR st oo b gt ana
thela%’n&‘giﬂesf@rthe eéhflileace thél thisnippraaeiswileimelibeste thediscastdasygl the

f. diluted conpound to each well n
pulbl%heg data to date demoglgtrates that anyaincrease of u%ropflinqevels over three fold

has significant functional effects on dystrophin deficient muscle.

The H2K/mdx/Utro A reporter cell line maintenance

The H2K/mdx/Utro A reporter cell line was passaged twice a week until <30% confluent
. The cells were grown at 33°C in the presence of 10% CO,

To remove the myoblasts for platting, they were incubated with Trypsin / EDTA until the

monolayer started to detach.
Growth Medium
DMEM Gibco 41966
20% FCS

1% Pen/Strep
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a final concentration of 10M The plates were then

i ncubated for a further 48hrs Cells were then lysed in
wa@aod/opabsé owi ng t he manuf acture' s protocol s(PrpoEg82007/050055

St eady- 3 o Luci ferase Assap7System E2520). Then

counted for 10 seconds using a plate |um noneter

(Victor1420). 15 Conpound Storage Conpounds for

screening were stored at -20C as 10mM stocks in 100%

DVE@ it abnind €qui red. 20 Injection of ndx mce with

conmpounds Mix from a breedi ng colony were sel ected for

t estihhek ihkected daily wwth either vehicle
A A B St

or | npound using the intreperitoneal route

kvl g NSALE A DB, 7

cervical dislocation at desired tine points, and
nmuscl es excised 25 for analysis Miuscle Analysis WO

1123q7/0§%1ogr§g§k§ ]g 7/ 050055 28 | nmunohi st ocheni stry
T CovoLNLBed) . (razen. on Lt d BLtragen o
ot o Elhe thmatet el foc 6615 Rites Sl e Bkl Hidles @atcon

353099 ivdhide opafue) st atdeasity 6f apRekiatety0000cdIIR/wetlawi THBRS normal
for staining, sections were blocked in 5% foetal calf

groygh pRdiym.pHIS Flaes were themigcubpied 46 33 ninythe prosensg of 4 0%y @: for
2494 uted in bl ocking reagent and incubated on sections
for 1.5 hrs in a hum d chanber then washed three tines
f or . . . . . "
o P 2R, R, S0 L8 g
a fohal éonicentmstibn o tOpM HEhwlpdates Wem dhdnyinabated fors: fughe 48bshed
three tinmes 5mns in PBS and coverslip Mounted 10
Wi t ICelly dveperohont lysél iird eitu Vibll@wiag ahy sexhufasiungs pratecats(Promega

fl.ugrescent m crosgope. 007/ 09110 .
SR LB KBS SHeHESGrDs Thes AN o 1Gaeeoispiyinga plate
ludkoasee viewroj.ne | uci ferase reporter assay in murine
112K cell s,

Compound Storage

Compounds for screening were stored at -20°C as 10mM stocks in 100% DMSO until

required.

Injection of mdx mice with compounds

Mdx from a breeding colony were selected for testing. Mice were injected daily with
either vehicle or 10mg/kg of compound using the intreperitoneal route (ip). Mice were

weighed and compounds diluted in 5% DMSQO, 0.1% tween in PBS.

Mice were sacrificed by cervical dislocation at desired time points, and muscles excised

for analysis

Muscle Analysis
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and is classified as follows: 5 + Up to 200% rel ative
to control ++ Between 201% and 300% rel ative to
wa@ oo nel1o6 +++ Bet ween 301% and 400% rel ati ve tBCT/GBREI0GI050055
++++ Above 401% rel ative ta@8control 10 Table 1:
Conmpounds made by net hods descri bed herein Exanple
Chem cal Nane Act|V|ty U .o . .

Immunomstochemlstw
Tlssues for sectlomng were dissected, imnrersed in OCT (Brlght Cryo-M Bed) and frozen
on, 11qu1d mtrogen cooled 1sopentane Unfixed 8uM cryosectlons were cut on a. Bnght
Cryostat,and stored at -80°C - '

In readiniess for staining, sections wer¢ blocked in 5% foctal calf serum in PBS for 30

mlns The ma antibodles were diluted in blocking reagent and 1ncubated on sections
nethylan1no)phenyl)benzo[Jioxazol % i son
for, t thrahgml @gm.\d chamber then washed three times for Smins in PBS.

Secondary

antibodies-also’ diluted-in blocking reagent; were incubated -for thr in the dark in-a humid

...................................................

N-(2-(4- fIuorophenyl)benzo[d]oxazol 5-yl ) furan-2-carbo
xam de 3

2-((4-chl orophenoxy) net hyl ) - 1- net hyl -1 H- benzo[ d] i m daz
ole +++ 4 2-((4-methoxyphenoxy)nethyl)-1

H- benzo[ d] i m dazol e ++ 5 phenyl (2-phenyl -

H benzo[ d] i m dazol - 6-yl ) net hanone + 6

N- ( 2- phenyl benzo[ d] oxazol - 5-yl ) ni coti nam de + 7

3- phenyl - N- (2- phenyl benzo[ d] oxazol - 5-yl ) proponam de +
8 N-(2-phenyl benzo[ d] oxazol -5-yl)acetam de ++ ¢

N- ( 2- phenyl benzo[ d] oxazol - 5-yl ) pr opi onani de ++

................................... 10

N- ( 2- phenyl benzo[ d] oxazol - 5-yl ) but yram de +++ 11

N- ( 2- phenyl benzo[ d] oxazol - 5-yl ) pent anani de 12

N- ( 2- phenyl benzo[ d] oxazol - 5-yl )i sobutyram de ++ 13

N- ( 2- phenyl benzo[ d] oxazol - 5-yl ) furan- 2- car boxam de ++
14 2-phenyl benzo[ d] oxazol -5-am ne +++ 15
2-(4-(trifluoromethyl)phenyl)benzo[ d] oxazol -5-am ne +
16 2-(4-(diethyl am no) phenyl)benzo[ d] oxazol - 5-am ne ++

................................... 17

2- (4- (di et hyl am no) phenyl ) benzo[ d] oxazol -5-anm ne + 18
2-p-tolyl benzo[ d] oxazol -5-amne + 19

4-chl oro- N- (2- p-tol yl benzo[ d] oxazol - 5-yl ) benzam de +
20 4-nmet hoxy- N- (2-p-tol yl benzo[ d] oxazol - 5-yl ) benzam de
+



10

21 2-(5-n itrobenzo[d] oxazol - 2-yl ) phenol 22

N- ( 2- phenyl benzo[ d] oxazol -5-yl )i soni coti nam de + 23
wd2@hiogrios N- ( 2- phenyl benzo[ d] oxazol - 5- yl ) benz aPt e B200MI50055

2007/ 091106 PCT/ GB2007/050@%5 30 ..... .........

.......................... 24

RcBaiet hyl - N- (2- phenyl benzo[ d] oxazol - 5-yl ) benzam de 25
4- et hoxy- N- ( 2- phenyl benzo[ d] oxazol - 5-yl ) benzam de 26
2- met hoxy- N- ( 2- phenyl benzo[ d] oxazol - 5-yl ) benzam de +

Bl(iloglgal n%:{lﬁl)p( 24 aﬁgsse?\l_uflﬁg ghe lljily f%'gsezlbef)c()ﬁ Xagsagl ér-ni/riilbeb%%lg cells,
anﬁlsdﬂas_mﬁe& 8s follows:

CBI 80%%1'25&%0%23&‘ 1I benzo[ d] oxazol - 5-yl ) benzam de

+4N ( %e%ﬁmbm%ebddm&ameé c¥httel4- (trifluoronmethyl)ben

zam de +
+H3, 5B@tmnéﬂb%mn(iSOQ%GﬂyilYﬁetnzig{ltdqloxazoI 5-yl ) benzani de

i %‘&8?’%4‘?\%5‘31“#?’“0F%“érr%’zo[d] oxazol - 5-yl ) benzani de 32
N-(2 phenyl benzo[ d] oxazol - 5- yI ) bi phenyl - 4- car boxam de

............................ 33 . .
E‘a %r henR’quyamﬁan\ll hanzol.dl.ox.azol 5 vild.aceaet nnln: de..2 Ctlv’ty

T

NHI( 2- pﬂéwr(@éﬁ%wprdmemﬁzulvheszqwlq@z%amwe@we e

N-o 2- pRenpiaeRaIRhejberaimxale-5 orkn-Dapbbhaitede + 36 +

N3 2. DT B R SRR Gl 4 b RRARERE. (o hoani'ds
381 2- (5((amet|ﬂobfehﬂ“@{<3dl}16ihﬂ)zﬁ'l bQIZQ{ﬂ])"de?GOIeI +++ ++
-5 + * - phenyl(2-phenyl-1H-benzo[d}imidazol-6-yl)methanone: = = = = = - - - - +
6N phenyibenzofifoxazorSyiiicotnamige 3 .
N 2- ((ppiidndiNaPhghy)dearoid) e 5gumbpabaryilig benzam de + +

8 N- (2 phenylbenzo[d]oxazol-5-yl)acetamide * * * - -+~ ++
.9 . . N-(2-phenylbenzoldloxazol-5-yl)propionamide. ... 4B
426Nl oK 92-PhehylbdrBdfioktizB1-53BlnriiRiag o[ d] oxazol - 5-yl ) benzam
a3Tret HYT2-ReepybenoldloxZal-5)pe40BMIS8 4] oxazol - 5-yl ) bensAm
i d2  41-(2-phenylbenzo[d]oxazol-5-yl)isobutyramide ++
435eU N s iBene Bk Broldnl PERASRAAbOX 3201 - 5- yT) benza
214ret hERERKPEZOlloYaZPkA-40InR v | ) benzol d] oxazol - 5-y| ) bertZa
myge +2- (44(4|ﬂuoromethyl)phenyl)benzo[d]oxazol 5-amine +
3- ( ELLE ] @%&Hﬁéﬁh ngll‘fbehg&fci]cl)xglzc;IIS 3 | ) benzo[ d} oxazol ™+ 5-
312~ di 2HHdetymino)pbnybtiedzaidaeasd-pamineo] d] oxazol - 5- yl Ybe
N48M 0d&ptolylbenzo[d]oxazol-5-amine +

19 4-chloro-N-(2-p-tolylbenzo[d]oxazol-5-yl)benzamide +

20 4-methoxy-N-(2-p-tolylbenzo[d]oxazol-5-yl)benzamide +

21 2-(5-nitrobenzo[d]oxazol-2-yl)phenol +

22 N-(2-phenylbenzo[d]oxazol-5-yl)isonicotinamide +

23 4-chloro-N-(2-phenylbenzo[d]oxazol-5-yl)benzamide +




46

N-(2-(pyridin-3-yl)benzo[ d] oxazol -5-yl)-4-(
wo byozpbapZ am de + 47

3, 5-dichloro-N-(2-(pyridin38-yl)benzo[ d] oxa

nzam de + 48

4-f 1 uoro- N-(2 (pyrl di n- 3- yI)benzo[d] oxazol -

ide + :... .

trifluorone
PCT/GB2007/050055
zol -5-yl ) be

5-yl ) benzam

" 24 ° 4-methyl-N-(2-phenylbehzo[d]oxazol-5-yl)benzamide -

. 25 , 4-methoxy-N-(2-phenylbenzo[d]Joxazol-5-yl)benzamide

- 26 - 2-methoxy-N-(2-phenylbenzo[d]oxazol-5-yl)benzamide

" 27 = 4-(dimethylamino)-N-(2-phenylbenzo[d]oxazol-5-yljbenzamide

. 28 . :3,4-dichloro-N-(2-phenylbenzo[d]axazol-5-yl)benzamide .

) 29 © IN-(2- phenylbenzo[d]bxazol 5-yl)-4- (trrﬂuoromethyl)benzamlde )

' 30 ' 3 5-d|chloro N (2 phenylbenzo[d]oxazol 5-yl)benzam|de )

'49+'

Na{ 2- (DHidorsINie-shonlibdresiapkabiasaetzamiay | ) bi pher

enyl carb

U)éfl g N- (2-pheny|benzo[d]oxazol-5-y|)blphenyl-4-carboxam|de

. 36 - - - N~(2-phenylbenzo[d]oxazol: 5-yI)&Q’1aphthamlde

3 e 5. DhehibdrBSfib At 53 ob RS 22!

=5-yI")yacet,am

33phengE-aigaerzoidicxaioh2-B)ppeYdbenz of d] oxazol

- 5-yl ) pr opan

a§§ de R-(2- égrldm -3-yl)benzo[d]oxazol-5-yl)benzamide

590 . (R I rtT BHIpar e 2Bt ) pr

m |
ran-ae
D n

+41 54 4-methyl-N-(2- (pyr|d|n-3-y|)benzo[d]oxazol 5-yl)benzam|de

ramde ¥,

ent nnnm r*le

DTTHToUT-UT-ONAL Ut

582 i, (SR OA SR S ppba e

Naj 2- gPtha"‘MOY'N)(Wﬁ@ﬁ-d-L'W@@ﬁZGM]O)ézc\{JS)yI)b‘éhEétﬁiNé am de

NP 2- (% 'P%CNP’R'NQ(Z'i W‘H‘B}?}VRPGA‘F%]SWP"W)P?f\z?"l‘.d%

+
N- ? car.boxa

3
l\)
O
QD
e
o g1
<"
QD

51 . 3 phenyl -N-(2-(pyridin-3-yl)benzo[d]oxazol-5-yl)propanagiide

[\[552 ﬁh@@&&&ﬂ@g[b@!m{@&% SyjdinnB@sgasi de 60 4
83 . AN-(2«(pyridin-3-yijbenzo[d]dxazol- Aienzol gl oxazot=5-yh)ni ot
N54 2- (M~(Z-Gbiyrietira3-/ 1 enzoiqxhzah§y)Hubyreroded ] oxazol - 5-yl ) i soni
B 2 (O T bsee oo RSty oozl -5 y1 ) beriza

4sghl oR@2-Ryddin-¢- ﬂl)b(eﬁﬂoﬁi]diﬁoﬁmyﬂ)f@r)aﬁ-h%%b))ahﬁi’éz 0

[ d] oxazol+ 5

I\I¥’I ) ”t f?! IIP'r(rj'r]q3 yl}p@zo;]dgoxg oY) HaN 2 SPRPERI.) -

R-yl)-A-m:

thyI benzam de + 65

N-(2-(4- (di et hyl am no) phenyl ) benzo[ d] oxazol
t hoxybenzam de + 66

N-(2-(4-(diethyl am no) phenyl ) benzo[ d] oxazol
t hoxybenzam de +

N-(2-(4- (di et hyl am no) phenyl ) benzo[ d] oxazol
++ 67 (dinethyl am no)benzam de . ..

-5-yl)-4-nme
-5-yl)-2-nme
-5-yl)-4-




68
3, 4-di

N-(2-(
69 (tr
3, 5-di

chl oro-N-(2-(4-(di et hyl am no) phenyl ) benzo[ d] oxaz
wobkesHyllpbenzan de +
4- (di et hyl am no) phenylt) benzo[ d] oxazol -5-yl)-4- +

i fl uoronet hyl ) benzam de 70

chl oro-N-(2-(4-(di et hyl am no) phenyl ) benzo[ d] oxaz

ol - 5- yI)benzan1de + 71

N (2=
obe

4 Qe AL AONRRBY L A gpZol o oxazol = 5oy 1) - 4s]

nzZa

NGQZ(

s

IQ-"& @q&@tﬂ'&l%md}phe?m?llbenzold]oxazol 5-yl)isonicotinamide _F

%Ia

f\l’\-'o\ AAAAAA vada) n
UAALUI J _yl ) LA ¥

'é't(%\ﬁ'l (a'gthiqm'"ei)ﬁhént’}')benzo[dfloxazol 5-yl)benzamide +

N6£2(

|\|_g¥l pr

'STJ???G?( kit {iartino oy oenzo I Delybeanie, o &

MTTTLoUT-U T UL UT

- 66 - - -IN~(2-(4- (dlethylammo)phenyl)benzo{d]oxazol 5-yl)-2-methoxybenzarmde +
Nef 2- (b RS e eI B U oxcazol - 5- 1 ) buty
am-de
NGB 2. (:2134 AP A AR e A R BRI A PRI B e it o
nani deN- (2}@ (dlethylammo)phenyl)benzo[d]oxazol-5-yl)—4-
N6 2. ( FriflvorprmetiXbenzeRidP nheny! ) benzof.d].oxazol. - 5=yl ) i sobu
t yo am 31&-dishl¢ra-N-@~(¢- dj|ethylammo)phenyl)benzo[d]oxazol 5-yl)benzam|de +
| o4 NYT Q. AQkiehARYhd BRAgHeAloRGE 550 W ndrBben i e - 2+
372 5- piép i EehyaiagpheayherzldexeralpybhiRheaykfrgagqxamide +
N7 g- (Y- (Mdl@’fhﬁﬂpllh&)blﬁihilﬂ{edﬂowmaidl 59t 2-!p)16hyl%leétan‘iaén de ++
©94°" Clﬂ“é‘& (éeﬁqaar%ﬂl)ﬂﬁe%%%ﬁio?d]%% gl yi) 5 pXérJyf%%%Qr%’am. ¥
. 75. h N (2 (4 (d|ethylam|no)phenyl)benzo[d]oxazol 5-y|)prop|onam|de o +:+
76 N-(2-(4-(diethylamine)phenyl)benzo[d]oxazol-5-yl)butyramide - - - - +
77 N-(2-(4-(diethylamino)phenyl)benzo[d]oxazol-5-yl)pentanamide ~ =~ =~ = ++
78 N-(2-(4-(disthylamino)phenyl)benzo[d]Joxazol-5-yl)isobutyramide. . . . i+
. N-(2-(4- (d|ethylam|ne)phenyl)benzo[d]oxazol-5—yl)th|ophene -2- +
79 . carboxamide . . . .
* 80 - 3-(5-propylbenzof[d]oxazol-2-yl)benzoic acid: +
. 81 N-(2-(pyricin-3-yl)benzo[djoxazol-5-yl)niqgtinamide +
4gpret hexyindio{ZahitolBatddsephrenyphehanz ol d] oxazol - 5-yl ybe
" ‘;‘;jl e E—mgthb)'(y'-N-(2-(4-methoxyphenyl)benzo[d]oxazol-5-yl)benzamide +
. 84 . . . 5-(ethylsulfonyl)-2-phenylbenzo[dloxazole. . . . . . ... ... ... ... .. +
- 85 - - 2,5-diphenylbenzofdjoxazole: = - - - - s s e b
_ 86 2-phenyinaphtholt 2-dloxazole e
. 87 . . .IN=(2- (4 -chloraphenyl)benzd[d]oxXd4ol-5-yl)isonicotinamide +
5k L ML RO ENLDRRS Hlat dae O © 65 :
2’89)her'§rph1%r o (Pt -qhﬁCZORﬂPM%P[élowmﬁ -@)penzamide +
Nog 2- (R £lBlrphéRYEehideaLSENaZRthysizaiceONni COti nam
Uuc T .
NS? 2- (Bl e Re FL O R PR 4TS OXYReP3a0ie, i e
892 N-(2-(4-chlorophenyl)benzo[d]oxazol-5-yl}-2-methoxybenzamide +
4-chl'oro-N-(2-(4-chl'orophenyl’) benzo[ d] oxazol -5-yl)benz
amde + 90
N- (2- (4-chl or ophenyl ) benzo[ d] oxazol - 5-yl ) - 4- net hyl benz
am de 91
N-(2-(

4- chl or ophenyl ) benzol[ d] oxazol - 5-yl ) - 4- met hoxyben

zamde + .. ...

PCT/GB2007/050055

M-(2-t (diethylamind)pkenpikensoldidxezer- 6y iastizamide 5- y| ) bi pire

AK{lat-oit (Ryd- @it hyiainpoipharly)iEpcldipxik @s6abdnzamidé ) - 3+ph
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2 (34 “N '(‘%1-\ é’e'h%‘c')[éf] azo'llzoyll)('ﬂ-méﬁ‘ﬁbeniaml e”I e T +H+
. 649, . . 2-(4-bromo-3-methylphenyl)benzo[d]oxazol-5-amine. +HH+
. 650 - 3-am|no-4 6~d-|methyl -N- nﬁ%%lthleno[Z 3):\)1Eyjlglne-Z-carbOXEmlde o T
ey I R A
ez nm@méhﬂm@[dﬂ}rmazqh)#@anyﬂ Japtioearaitie ++ 485 ++
P eg%@'%%%8b )2ePfeaitneY L il ine. - 487 T
2544 @ c%r(‘*ﬁgy)acegm-?w't DeABmeyRe eS8 2 ne + e
655 4-(4-(1H-benzo[d]imidazol-2-yl)phenylcarbamoyl)phenyl acetate  +++
- 656 - - :;3,?,6-tr|methyl -N- (pynd|n-4-yl_me_thyl)benzc|>fur'a_n-2-ca_zrboxamﬂ'188 +H+
0%, PPN e B R Ao PR R AE ™ 400+
26584 - aNi(Griyoibenzojdlttiazv?-ythiophehds2parbixdiidei dazol - 5- ami e+
6#91 1- (1H benzo[d]lmldazol- -yI)-3 methyl-4 phe nyI 1{I\-|\:&yg\zol-5-amme +++
9 5 PRy UM OR AU ST BroPRIgOR (4 (1
Hséa e nZr{(4 {bendoftitriador-2ylyhgmA)eyeisbropahetdrbuxapiaen- 2- y| ) acet-ax
e dhinokora 2 uipheryacetamide L pe ol
166349 5N-22-bromo-tmetyipheryRdx {H-indelIpi))2-oxoacetamide et
tkegsnzﬂfﬂi}létmlmicg&]ﬁlaiol ZZWQMIme - I
(o5 NpRETDRSZBV S SARFBIEIA | bengar de + 498 4. (17
Hsdsenz Gﬁtdt}ro-m-(dlazethyl-zH-yobljzo[dllwdalzon%ylbmdtlm‘)amlina e + ..... ++
"667 ' N-(4-(benzo[d]thiazol-2-yl)phenyl)propionamide’ * = = = = = =+ * e *+
668, N-(2-m-tolylbenzo[dloxazol-5-yl)propionamide 499 ++
2edgiret hxoxmmﬁivmHlb)enﬂo[djinMQm{ygﬂdnﬂwﬁambe + 500 N-(2-(1+
57820 1 PRy P Bl UE b E Sy fberafitleOr OPenzam de,
neza[ d] N-thedzaidithiazolly))Seemd-3-ciiorgtivaraplicec et ani de + ++
672 N-(4-(6-methylbenzo[d]oxazol-2-yl)phenyl)thiophene-2-carboxamide ++
3-amino-N-(2-fluorophenyl)-6,7-dihydro-5H-cyclopenta[e]thieno[2,3- +
673 b]pyridine-2-carboxamide
674 (3-(benzofuran-2-yl)-1-phenyl-1H-pyrazol-4-yl)methanol ++
675 2-(4-methoxyphenyl)-5-methylbenzo[d]oxazole ++
676 4-ethoxy-N-((1-methyl-1H-benzo[d]imidazol-2-yl)methyl)aniline ++
677 N-(2-chloro-5-(5-methylbenzo[d]oxazol-2-yl)phenyl)furan-2-carboxamide ++
N-(4-methyl-6,7-dihydro-5H-cyclopenta[d]pyrimidin-2-yl)benzo[d]oxazol-2- ++
678 amine
679 N-(1H-benzo[d]imidazol-2-yl)-3-chlorobenzamide ++
680 N-(4-(benzo[d]thiazol-2-yl)phenyl)}tetrahydrofuran-2-carboxamide ++
681 1-(2-(benzo[d]oxazol-2-ylamino)-4,6-dimethylpyrimidin-5-yl}ethanone ++




502 3-(5-ethyl benzo[ d] oxazol -2-yl)aniline ++ 503
N-(3-(1 H benzo[d]i m dazol - 2-yl ) phenyl ) acet am de +

WG 06D7/091106 PCT/GB2007/050055
N- (3- (1H benzo[ d] i m dazol - 29yl ) phenyl )t hi ophene-2-carb
oxam de + 505
5-met hyl - 2- (4- ni t rophenyl ) benzo[ d] oxazol e ++ 506
4-(6-nethy|benzo[d]oxazol-z-yl)aniIine +

2@8(4%; ié ngﬁigmj(ﬁw&r)»gy @n%ﬂ%@ﬁﬂldl&hﬂﬁi@l pfﬁeﬁ'y'bmmnamlde ++

Q1106 faY=lla

JLILUU 10Ul ODLVUY T UJUUJIDI =T . o o v a s s w2

.686. . ..5- (5—methoxybenzo[d]oxazol 2:yl)-2-methylaniline . . . ......... ++

$87: - - NAB-(N- m?t(]ylﬁ%nfamqwr)ben;o[g_lhhazol-z w)gﬁb%henﬁnggrboxam@ ++

: ro- -( methylbengold]thiazol-2-yl)phenyl)-5-(4H-1 24-tr|azol-4- e
Nsgili e m@gﬂ’ H-Rpthylbs

Il”nnz n7n| 2 ul\nnlllnn ke 510

2680f ur PPGTW')'PF(H@WE@PGT)T%XG%FEEF“@ am ne ++
dg7gydr N-Qﬂﬁ-@lhydﬂ&)er'rm[b'ﬁl l]dNX|(1-%'y():E -(1H-indol-3-yl)-2-oxoacetamide ~ ++
H-benzofdl'i-m-dazot=2=yt)yphenyt)=4=(pyrrotidi-n=t=ytsutf

onyl ) benzam de + 512

2- (4- met hoxyphenyl ) benzo[ d] oxazol -5-am ne + 513

N- (3-(benzo[ d]t hiazol - 2-yl ) phenyl )acetam de + 514
2-(3-chl orophenyl)-1 H benzo[d]i m dazole + 515

2- (3, 4-di nret hoxyphenyl ) benzo[ d] oxazol - 5-am ne ++ 516
2-(4-(piperidin-1-ylsul fonyl)phenyl)benzo[d]thiazole

.................. . 517

N-(2- (2, 4-di chl orophenyl ) benzo[ d] oxazol - 5-yl ) acet am de
++ 518 4-(5, 7-di chl orobenzo[ d] oxazol -2-yl)aniline ++
519

N- (2- ( 3-chl or o- 4- met hoxyphenyl ) benzo[ d] oxazol - 5-yl ) ace
tam de ++ 520 2-(3, 4-di net hoxyphenyl)-5-nitro-1

H benzo[ d] i m dazole + 521

2- (3, 4-di met hoxyphenyl )-1-nmethyl -1 H benzo[ d]i m dazol e
+ 522 2-(2-nmet hoxyphenyl ) benzo[d]thiazole +

.................................... . 523

4-chl oro- 3-ni trophenyl )benzo[d]thi azole + 524
2-chl oro-5-ni trophenyl )benzo[d]thiazole + 525

4-f | uorophenyl ) -5-nitrobenzo[ d] oxazol e + 526
3-chl or o- 4- met hyl phenyl ) benzo[ d] oxazol - 5-am ne ++




10

15

20

527 2-(2-chl oro-4-net hyl phenyl ) benzo[ d] oxazol - 5- am ne

++ 528
wQ2¢o491meé hoxyphenoxy) net hyl ) - 1- met hyl - 1H benzp{TiGB2o0dA50055

zole ++ 529 50

N-(4- (5, 7-di net hyl benzo[ d] oxazol - 2-yl ) phenyl ) acet am de

++ 530 2-((1

H benzo[ d] i m dazol - 2-yl ) net hyl t hi 0) - 5- phenyl - 1, 3, 4- oxa
Exﬁeﬁﬁﬁh@al"’ 531 2-(p-tolyloxynmethyl)-1

benzo[ d] i m dazole ++ 532 4-(5-nethyl-1

HRLGBV2MSdvasrperdoroled onya alson BAk HPLC with, detection performed by a

..................

ionisation .mode. The HPLC column. used .is a PHeBd@menex Gemini C18 150x4.6mm.
5-nitro-2-mtol benzo[ d az e 1
Preparative %P{&as péﬁ'orme& OL a]C?ii(son g&?with detection performed by a Gilson

170 DAD.-Fractions were collected using a Gilson 21:5- fraction collector.- The preparative
........................... 53415|2)|- &2_ (furan-2-yl)-1
X

HBLG) eelnmhdispdrisom Phenomepey Gemind @mm and the mobile phase is
- (.4 xyphenyl)-1 H benzo[ d]i m dazol -5-ani ne ++

ac%%‘%ﬁw{é?f uran-2-yl)-1

"HRNMER 2rcth iwdrel accotded -opl § Béuleee tifisytubent epeestinigf 0 r800i MElz+ NMR

sp%é ‘f%ér% %b?%&%n?saeﬁ%pgo?&ygn% _(rSebgll'tet:J omb;e)rg]rrzl?[u(:siln%)(c (g)l'loForr-lr-l as the

refekcREN §@hdhkd {7.9558M) 4r PNVISOSHY {2)§0J1!'511§H)' AR Pk ahIbBlickties are
539 5-chloro-2-({3-nethyl-4-nitrop _enlyl ) benzo[ d] oxazol e
reporteg 4 theNollgwing abbreviations are used s (singlet), d (doublet), t (triplet), m

ol S e Gyt AL ol gl g o
dotblbsy Lopplingvodstamb,evhen given, are reported in Hertz (Hz).. . . . . . ..

gei): or usmg an :ailt.o.mated purifidion system (SP1™ Purification System from
N (5. (benzo[d] thiazol -2-yl)- g net hoxyﬁhen)éllglac_et am de
Biotage\)) Benstipwygn fisgniororyagspotrrdans dpamsInidator 8™ (Biotage).

The- abbreviations used' are ‘DMSO- (dimethylsulfoxide),” HATU (O-(7-azabenzotriazol-

AL 4: (met hyl t hi )= 1. H-henzo [y | e.++ 544
MESQi iRk m RS i oalh AR 0% Tufpudt cibbnate
Na2t(F ( @pgiahhy bizarvonitel)] t ISTam®| (2odyin) p eifsectaxgbsrehypdtde e MTHF

zojc acid +
(teralyydiologBhz o d] t hi azol - 2-yl ) - 4- (1- (cycl opr opyl ani no) et

hyl i dene)-3-nmethyl -1 H + 546 pyrazol -5(4H)-one 547

(E)-2-styryl-1 H benzo[d]im dazole +++ 548

2-((2, 5-di net hyl phenoxy) nmet hyl )-1 H benzo[d]i m dazol e

.................................... . 549
2- (4- et hoxyphenyl ) benzo[ d] oxazol - 5- am ne



550 4-am no- 2-(5-am nobenzo[ d]thi azol - 2-yl ) phenol +
551 4-ami no- 2- (5- et hyl benzo[ d] oxazol - 2-yl) phenol +
wG 37891186 phenyl hydr azi nyl) benzo[ d] t hi azol e + PCT/GB2007/050055

.................. 553
4- (5- et hyl benzo[ d] oxazol - 2- yI)aniIine ++++ 554
5H met hyl -1 H-benzoL Dl azol -2-yl)aniline +++ 555
I s et hoxybenzal d] Eh"8Z 61 ?wyl)benzam de + 556
N-(4 ‘( 6ozt et anmi do> Me@hﬂlmro 1
H-benzoLd "1 m dazol - 2>y|) .hega/ acetam de + 557
4- (4- (1°FEDénzo[ d] i Wiy $Bhenoxy) ani | i ne ++++
558 2- (bi phenyl - 4- ylMewed 18Hbenzo[ d] i m dazol e + 559
4- am no- 2- (5, 6-di net hyl benzo[ td.oxazol - 2-yl ) phenol +++

.................... PPA, 160°C,30m7h ., . 7 . NN L L L

560 2- (34 "ehl or ophenyl ) “¥*Hbenzold] i ni daz@or Rsli e

+++ 561 2-(thiophen-2-yl)-1 apht ho[ 2 +&; id]le miicha produets

+++ 562 N (4 (1 PTSOH, xylone

H benzo[ d] i m dazolMeied henyl ) f uran- 2- car boxarri de +++

563 2- (pfhyl t hi 0) bepzd[ d] t hi azol - 6- ani nex

N-g nmet hyl bepnz0[ d] oxazol - 2-yl) phenyPﬁ soB‘ut yram de
NH le

5 am no}2; (5-i sopropyl benzo[ d] oxazol - 2-yl ypkrenol +++

566 3- ?5 chlorobenzo[d]oxazol 2-yl)-2- nethylanll|ne +

567 Ao "
N- (benzo[ d] t hi azol - 2-yl ) - 2- chl or 0- 4- n¥&k enzam de +
......... 568 N-(5- (1 1

H benzo[ d] i m dazol - 2-yl) - 2- net hyl phenyl ) -&nco®-t ri fl uo
roacetamide +++ ............. .....

.................. . 569 le
2- (2-fluorophenyl)benzo[ d] oxazol - 5- am ne™¥¥# 570

M@t‘hgﬂtl)&' ondouhd pul f onyl ) benzo[ d] oxazole + 571
sulTonyl ) - 2- propyl benzo[ d] oxazole + 572

Z-Qhwﬂgemfﬂdlmmli-%m@nyld) benzo[ d] oxazole + 573
SRR e el o

dihydrochloride . (7 88g, 40mm01) and benzoic acid. (4.88g, .40mmol) .The resulting

reslﬂit{n% f)l%g_ii)ﬂatg hlyay eem&end i)?eﬁl?er[léﬂ %@Z@dshgﬁ YobithP Eﬁﬂﬁé{eha&ﬁhum
t am de
bicarbonate solution. The crude product was recrystallised from ethanol/water to afford

8.15g (97%) of the title compound (LCMS RT= 5.17min, MH" 211.1)
'"H NMR (DMSO): 8.15-8.12 (2H, m), 7.60-7.56 (3H, m), 7.42 (1H, d, J 8.7 Hz), 6.89
(1H,d, J2.1 Hz), 6.68 (1H, dd, J 8.6 2.2 Hz), 5.12 (2H, s)

All compounds below were prepared following the same general method and

purified either by trituration, recrystallisation or column chromatography.



576 1-(2-tert-butyl-1 Hindol-5-yl)-3-ethylurea + 577
2- (napht hal en-1-yl ) benzo[ d] oxazol - 5-am ne + WD
wQo@7/09088d 06 PCT/ GB2007/ 050055 46 ..... ..... PCT/GB2007/050055

........................... 578

2- (4-chl or ophenyl ) - 5- (propyl sul fonyl ) benzo[ d] oxazol e +
2-ﬁ?@‘rﬁl&éoﬁ?dﬁ?{)ﬂﬂ&@%kﬁﬂﬁ@]%ﬂﬁl-@%ﬂk 6-0l ++++ 580
L(EMS[RITT &%mIMFf 979 Qf,h EhYMR (DRSO 8 26 3N adyiJb2 He); BEB1(2H,

| I I Lha
& 28580, TRt 2N SERL L Vel R QI HEERR2 o,
5.13-(QH; et hoxyphenyl ) benzo[ d] oxazol e +++ 584
2- (4- Met hoxyphenyl ) - 6-ni tr obenzo[ d] oxazol e +++ 585
N-(4-(1
2-@-(BR&ak ﬂé};ﬂjb Rzo{ijoRRAMS A OPhene- 2- car boxani de
LCMS*RT @sﬁﬁl o P}ﬁﬂmﬁbﬁs@)t FR9%2H, d, J 9.1 Hz), 7.30 (1H

benzol d ]im azo e ++ ...........................

.................. 587 N-(4-(1
H Benzo[ d] i m dazol - 2 yl) phenyl )tet rahydr of uran- 2- car bo

xam de +++ 588 1-Met hyl -2-p-tolyl -
2- QHYH@H&'%{Y&PPFWM?B?@I-ﬁmnssg

L@MS‘MB%@QM]MHGM 2,2/ NMIE @BMskf)C 9t2§rmied 9 Hég% 77 (1H,
Di et Kyl benzo[’d] oxazol Hza‘i I ne ++++
ddNI M 1(‘!.HH) Mz%ﬂ@Ithrnl)aZ&B ()?Hydq ptfehg8)Rmet 46i(dd dy /8.8 Hz),

6 NI310a (PEOER) B HMHAZY, SR YA N 1) S PERp | | ne ++++

Di chl oro hen benzo[ d] t hi azole ++
(14, édsé R0} ﬂjﬂZNSalzlo?F 0DAH, )7 Alt7ReX Y Thendt- 18:1.08 (2T5gr)
5- (Benzo[ d] t hi azol - 2-yl)-2-net hoxyani | i ne +++ 598
2- (3- Chl or ophenyl ) benzo[ d] oxazol - 6-am ne +++ 599
2-B-Aindbehyd[dJoxazd2ex)jpdvenédl) benzo[ d] t hi azol e ++++ 600

Lé\’%é&k{%%pgﬁlﬁEgg%#%;;ﬁlgﬁﬂ%%ﬂlﬁﬁi&h% 5 & an, dd, 778

1.6 Hz), 7.58-7.53 (2H, m), 7.18-7.10 (2H, m), 6.96 (1H, d, J 2.1 Hz), 6.77 (1H, dd, J 8.7
2.2 Hz), 5.29 (2H, s)

L@\’ISERTEQ{%H* ’Q{NMﬁ ngb?nm 9#(’&1* |)52954 (1}% % J 2.3 Hz), 8.37

3-(5-Propylbenzo[d]oxazol-2-yl)benzoic acid

LCMS RT= 4.58min, MH" 282.1; '"H NMR (DMSO): 13.44 (1H, s), 8.78 (1H, s), 8.47
(14, 4, J 8.0 Hz), 8.22 (1H, d, J 8.4 Hz), 7.84-7.74 (2H, m), 7.70 (1H, s), 7.35 (1H, d, J
9.0 Hz), 2.78-2.73 (2H, m), 1.71 (2H, q, J 7.6 Hz), 0.98 (3H, d, J 7.2 Hz)

5-Amino-2-(5-aminobenzo[d]oxazol-2-yl)phenol



602 3-(Benzo[d]thiazol-2-yl)aniline +++ 603
2- (3, 4-D net hyl phenyl ) benzo[ d] oxazol - 5- am ne +++
WO 2007/091106 . . . o v v v v e e PCT/GB2007/050055

604 6-Nitro-2-phenyl-1 Hbenzo[d]im dazole +++ 605
5- Met hyl - 2- (4-ni trophenyl )-1 H benzo[d]i m dazol e +++

LEUS Rr£ 3-MBED Rupheny.! 'l)lﬁﬁm[(ﬁMéb)aé@M@ (TH+s) 5%3 (111, d, 786
2- (3- Met hyl - 4-ni trophenyl ) benzo| d] ‘oxazol

Hz), 1805 [ddy BT, 137)d6.8% 61H,51, y12) Ibdr)z 668 (1 1 dﬂz d|8e6 2-3-Hz) G&YIo(1H,

d’ gi%%%%&%%%gﬂﬁﬁﬂygggﬁgg%% %lx%?g 2}5 g' ;;;engllo++++

5 Gk Bf Sh b gy ) Pheny! ) benzold] oxazol e

LCMS-RT=5: 94m1n MH+288 1;-'H NMR (DMSO) 8:32-(1H; d,-J 1.3 HZQM% .26 (2H,
612 5- Met hy ;thl ophen- 2-yl ) benzo[ d] oxazol e ++

ddz-ééﬁlmﬁzbéﬁ iocet 3800 %(1HL71d 8.5.1.7 Hz), 7.72-7.64 (3H, m),

ben le +++ 614
nglgt‘ %f%ﬂ‘ﬂa"%ﬁ;ﬁ‘gxol 5-yl oxy) - N- (benzo[ d] t hi azol -2-y
L¢qu€r=am4dﬁmfr Mﬁ1§7119 Bt MR DISO)Y 8 zblrspitse(avﬂ m}, 8.08 (1H, d, J

H benzo] dbl m dazol e- 5- car boxam de ++++

LINHehd¥2d[ H} i &2 312)2L.Y1-§ -T2-(BH omd bbbt 2A1 (ﬂ%{{ﬂm}-ﬂ 5192 , t, J 7.7
Hzé’ —)(_Jp;sagg%%trﬁj azol - 2-yl t hi 0) - 1- ( pi peri di n-1-yl ) et hanon
FF++

N- (benzo[ d] [ 1, 3] di oxol -5-yl ) -3-chl orobenzo[ b] t hi ophene

- - b i 619
2'%§?‘%§{??8?§1%2§2€¥+a;§“’y| )- 2-nmet hoxyani | i ne ++++ 620
L(5MS6211R1=J= Bemsaml, NTHNMR4RZ,JH RMVAR (DRISOt BYBANH] 8,168, T 1Y), 8.32-8.27
CH, mhBdAdIN ¢:2.8.1 Ha) SEHRH 9peA&d 7B Hi ®pHeifel-00 (45X a
mde ++H++ L e

2-Phenylbenzo[d]oxazole-S-carboxylic acid. ... ... ............

LR T AR AR PARLS AL OB b B T B B g v

1.60.5ax8. %8-23'(2H £348.06 (141, dd, J 8.6 1.7 Hz), 7.91 (1H, dd, J 8.5 0.5 Hz),

H benza d] i m dazol - 2-yl ) phenyl ) - 3- net hyl but anani de
712162

5- (5-et hyl benzo[ d] oxazol -2-yl)-2-nmethyl ani |l i ne ++++
626 N-(benzo[d]thiazol -2-yl)benzof uran-2-car boxam de
2-(4+Prepylphenyl)benzo[d]oxazole-5-carboxylic acid

'H NMR (DMSO): 13.10 (1H, br), 8.30 (1H, dd, J 1.5 0.4 Hz), 8.15 (2H, d, J 8.3 Hz),
8.04 (1H, dd, J 8.6 1.7 Hz), 7.88 (1H, d, J 8.5 Hz), 7.47 (2H, d, J 8.4 Hz), 2.68 (2H, t, J
8.0 Hz), 1.70-1.62 (2H, m), 0.93 (3H, t, J 7.5 Hz)

2-(4-Propylphenyl)benzo[d]oxazole-6-carboxylic acid



627

2-chl oro-5-(5, 7-di net hyl benzo[ d] oxazol -2-yl)aniline
WO-2007/091106 PCT/GB2007/050055

3-am no- N (4-fl uorophenyl ) 56, 7- di hydr o- 5H cycl opent al e

]thieno[2,3- ++++ 628 b]pyridi ne-2-carboxam de 629

2- brono- N- (6-fl uorobenzo[ d] t hi azol - 2-yl ) benzanm de ++++

8.0930H3dd, 5 &1 HHER)HBAS 61T delx 4B 3| 0.2Hy), a8 (RHnd, 484 Hz),0368 (2H,

t&é i‘ 158 Zé’il) 99 I(%%’hte‘ﬁz/ Zﬂ met hyl but anam de

++++ 632 6 nethyl 2- (5 nmet hyl -

H-benzo[d]|n1dazol I)thieno[2,3-b]pyridin-3-an1ne
S-Ghloxo-Zephenyl bemﬂex hyl ) benzo[ d] t hi azol e +++ 634 1
LCMSth‘— B-0TREN WIS 201 £ NMICHBRISO): €121 @Haeli@ |je7.6 t4 Hz), 7.94

635 2- net hyl - 5-(6- neth | benzo q;oxazol aniline
(1H,+d,J26Bgz) 86(1 d,J8.7 z)772 (3H, m), 7.49 (1H, dd, J 8.7 2.1 Hz)

2-chl or o- 5- ( 5- nethylbenzo[d]oxazol 2-yl)aniline +++
637 1-(benzo[d]thiazol-2-yl)-3-p-tolylurea +++
-Chloro-2-phenylbenza[d]oxazole . .. 638

L(ﬁk@ﬁ‘h’f— EYa 'ﬁﬁnfﬂ P]‘%ﬁﬁ? (m%sﬂ) RIS 8) &hc o) A g s

2-(qui nolin-2-yl)benzo[d]thiazole +++ 640

e R el he 2. y1) phemyl ) benza

LCMSRT=9.826d® MH" 252.0; 'H NMR (DMSO): 7.72-7.70 (4H, m), 7.59 (2H, dt, J

G e R

N (3- (5- met hyl benzo[ d] oxazol - 2-yl ) phenyl ) pr opi onami de
b e e e e

LCMS: RT="7.30min; 'H - MSO): 8.77-8:76' (11E, m), 832 (1 8 H
2-?3- | UGT o- 4~ et oxy enzy? %IO - %e nﬂf Hf b{g]i 2)
8.27i (3Hz &, 7.7 Hz), 8¥g 1H, d, J 8.8 Hz), 7. 80 7. 65 (3H, m)
4-chl oro- 3- (5, 6-di net hyl benzo[ d] oxazol -2-yl)aniline
+++ 647

4-G=-Chierebehdd [dfuxazell2-yh-N,N-diethphhilien- 4- yl net hyl ) ani | i ne

++. WO 2007/ 091106 PCT{ G32007/ 050055 48 ... . .
LCMS RT= T0.17min, MH" 301.1; "H NMR (DMSO): 8.03 (2H, d, J 8.9 Hz), 7.82-7.76

A e T 648 N (1

H benzo[ d] i m dazol - 2-yl ) - 2- et hyl benzam de +++ 649
4-@-ChioPSRNR A XEL IR PN N il Pahil 0xazol - 5-am ne +++
LCMS RT= 10.28min, MH* 301.0; "H NMR (DMSO): 7.95 (2H, d, J 9.1 Hz), 7.87 (1H,
d, J 1.7 Hz), 7.67 (1H, d, J 8.4 Hz), 7.38 (1H, dd, J 8.4 2.1 Hz), 6.83 (2H, d, J 9.1 Hz),

3.45 (4H, q, J 7.2 Hz), 1.15 (6H, t, J 7.1 Hz)

4-(5-Tert-butylbenzo[d]oxazol-2-yl)-N,N-diethylaniline



650

3-am no-4, 6-di net hyl -N-mtol ylthieno[ 2, 3-b] pyri di ne- 2-
w@asogoxans de +++ 651 PCT/GB2007/050055

N- (4- (benzo[ d] t hi azol - 2-yl pphenyl )i sobut yram de +++

652

N- (6- met hyl benzo[ d] t hi azol - 2-yl ) f uran- 2- car boxam de

+++ 653 5-(1 H benzo[d]im dazol -2-yl)-2-chl oroaniline
LCMS RT= 13.81min, MH" 323.2; "H NMR (DMSO) 794 (2H d J93HZB 7.66 (1H,

4H 1,2, 4-tfiazol -3yl thio)-N-(4-(6- yl'benzo[d]th

d, :Ialz&)Hz)zﬂ 58+41H, 6548 9 IHDHB3E (Vb ol dr816db96133 msz @H, 4, J 9.2 Hz),

3 %@ﬁf‘ég%% H%,qaszso(bH?s ) H?%ﬁﬁ*){] F44h %‘}UW ) phenyl acetate

3,5, 6- trlrrethyl N-(pyrldln 4-yl met hyl ) benzof ur an- 2- car
boxam de +++

4- @eé?‘?{gwa?@l'(zﬂl? BI—*M??WIBE“E‘G[ d] t hi azol - 2-yl ) phenyl ) ace
LEMRRE= 10:30min, MH"267:0; "H NMR- (DMSO0):-7.97 QH, d, J 9.1 Hz), 7.71-7.64

7{*&ﬁ quorobenzo[d]thlazoI 2 yI)thlophene 2 carboxanld
e ¥++ 659 1-(1
H benzo[ d] i m dazol - 2-yl ) - 3- et hyl - 4- phenyl -

N QL&‘/’ i%'(@(fti%gﬁﬂﬂlwpﬁ‘gﬁlz"éf'ﬁ‘]ltzh?'lm]l‘“ez yl ) phenyl ) pro

LEVsaeT4e. 45ﬁ1h1 MA1358.9;! HNMR (DMSO) 8.13 (1H, dd, J 1.3 0.4 Hz), 8.00
N (4- (benzo ;thl azol - heng ?cycl opr o anecar boxam
H J.|9|.1|.HZB 95 (1H, dd, J8104 7), 7.83 (1H; dd, J 8.4 1.8 Hz), 6.85 (2H, d, J

9%@@?5@@% Qﬁ”ﬁ%’% ﬁl‘)%ﬂéfﬁ 2- y' ) Phenyl Yacet ani de +++

H i ndol - 3-yl ) - 2- oxoacet am de +++ 664
Nﬁ_-lgi%ihrﬁ b(g-p eny %L&lgiot[(ﬂlog%z% -2-yl%m llanre]:I line ++ .....

s), rlynéﬁbﬁ%l%)eﬁéef(yrla%@ 2 87b ox¥nT 4@ (28, m)aé'éO -1.35 (1H m), 6.84
(21§,n @Mﬂ ﬁiigahggﬁ?&,wo Tty Ra3zeld] iy vhdpao! - 2-yl ) met hyl)

N- (4- (benzo[d] t hi azol - 2- yI ) phenyl ) propi onam de ++ 668

40 oxa ropi onam de ++ 669
NNk R Al SR A AR S )1 Y benz mi dar de ++
LEMS RF-=21 Dyhin\MIL- 3ret1hWINJMR (DMSO): 8.41 (1H d, J 8.3 Hz), 8.12-8.02

H benzo| d%ﬁ m dazol -5-yl ) benzanm de_++

Gy mhdrfol-8 t4: ol 7270 (L Hs B9.okf- 252 ﬁl%r‘%éﬁfé Aok J 0.0 Hz),

34@7@H, . 7.0 Hz), 1.15 (6H, ,J 7.1 Hz) _
% met hyl benzo[ d] oxazol - 2-yl ) phenyl ) t hi ophene- 2- ¢
ar boxam de ++ 3-am no-N
h di hydro-5H-cycl opent a[ e] t hi eno[ 2,
é%'rifﬂlygé'%ﬁ {l/])oxagzozee 2- car boxam de 674
L(CMS(R)'Eﬁ B3oBuig ME- ¥97).0; T HONME (PMSQ)y 887 ¢l HAd,yi ) aéizh 8wl (1H,

4, &30 87 )eg;ﬁgfg,HKEt(??)&}:ﬁFﬁ}f/' 53R V1 A905, % 959887 S ¥ 60-

7.5¢-0En&Q[ d] i m dazol - 2-yl' ) methyl ) aniline ++

2-(4-(Piperidin-1-yl)phenyl)benzo[d]oxazol-S-amine



677

N- (2- chl or o- 5- (5- et hyl benzo[ d] oxazol - 2-yl ) phenyl ) fura
w28 0aribeoxam de ++ PCT/GB2007/050055

N- (4- net hyl - 6, 7- di hydr o- 5H56ycl opent a[ d] pyri m di n- 2-yl

) benzo[ d] oxazol -2- ++ 678 amine 679 N-(1

H benzo[ d] i m dazol - 2-yl ) - 3-chl orobenzam de ++ 680

N-(4- (benzo[ d] t hi azol - 2-yl) phenyl ) tetrahydrof uran-2-ca
LEMQRIL 895%itn, MH' 206.1; 'H NMR (PMSO): 7.92-(2H; d, 9.0 Hz),7.32 (1H,

...... ]. .é.z.ol 2 yI ani noj”4. 6- dl rret hyI pyrl m d| n-
Sé-(\%ﬁ) ge)t gégn}g"ﬁﬁ WD 2007/ 091106 PCT/ GB2007/ 050055 49

2-(4-(4-Methylpiperazin-1-yl)phenyl)benzo|d]oxazol-5-amine 682

Ldgiké[gﬁzﬁtshnhm NI 809Nt 2 iy NMIe (BRIS)9 % 34 Qb1 24, 3.0 €12),%7.33 (11,
d, Mi9sHEN7 8 (2 Hed:hY/9-9 HA) 208 (Wb et 73 HHER i0:08d11 H2 dgl J 8.8i2dpH2),

S@G(E brg?bgﬁé?%a(ymé %?(er?%géﬁelh%/‘ %23 3If(ﬂ)oxazol 2-yl)ph

enyl ) ni cotlnamd e ++ 685 2-(1

2-{istriinindipl %qg@%;mle-é.csa,oxyﬁL dl.thi azol - 2-yl)p
IHSNm BMSDYY lwoa el sxazei a2, V1% ABy, hwoaoiil 4Ne9bz), 7.94

(1H|r ‘édéJ(?Ni etz SdV KH&WIA%WQ}[Q@* @Hadoy 93-§1) BAS dpitede 7.0

2
HZ% TE?{)@P’ENM )5 mst hyl benzo[ d] t hi azol - 2-yl ) phenyl ) - 5-
(4H-1 2,4- trlazol - ++ 688 yl)benzamde .. ..

LCMS RT--681mm MH! 177.2;.'H NMRéDMSO) 7.26 (1H, §88.6 Hz), 676 (1H,
uoro hen ) - 2- oxoacet am

& 1250, R 1B o4, hz/&ﬁ@b%ﬁibﬁkﬂs[@H4P)é@&9|(ﬁH6t 73 B -81-1.70

H{); @xoacet anmi de ++ WO 2007/ 091106
CT?’%B (377 058055%() 50 Experinental HPLC UV- MBS was

performed on a Glson 321 HPLC with detection

son 170 DAD and a Fi nni gan AQA mass
2'@'&%@’??%%@4 gl?é’lr%d’?ehg in electrospray ionisation
L@MSeRT-I. bazhm(MHbtunn '¥ENMR DM SO 8GBENHX IS0l 5318, 8.26
Preparative HPLC wa rf orned on a

(11 $ds dn- 9312§}W Brl4deétled] HA H&bﬂf%r%‘g Pl m): Gt 63k $) 170

DAD. Fractions were collected using a Glson 215
fraction collector. The preparative HPLC colum used
2-p-Jolyleiazoloteirblpyeistine:i C18 150xI Om and the nobile

LEVRSErL 3.1285E N 511 | SH'RMIR (DMSO0): 8.54 (1H, dd, 7 4.9 1.4 Hz), 8.23
(1H, dd, J8.2 1.4 Hz), 8.16 (2H, d, J 8.2 Hz), 7.59-7.44 (3H, m), 2.44 (3H, 5)

2-(4-Morpholinophenyl)benzo[d]oxazol-5-amine
LCMS RT= 5.52min, MH" 295.8; "H NMR (DMSO): 7.97 (2H, d, J 9.0 Hz), 7.33 (1H,
d, J9.0 Hz), 7.09 (2H, d, J 9.0 Hz), 6.81 (1H, d, J 2.1 Hz), 6.59 (1H, dd, J 8.0 2.0 Hz),
5.04 (2H, s), 3.77-3.74 (4H, m), 3.29-3.24 (4H, m)



1H NMWR spectra were recorded on a Bruker instrunent

operating at 300 MHz. NVR 10 spectra were obtai ned as
WD B89H06 uti ons (reported in ppm, using chl opOf/GBRESHI0055

the reference standard (7525 ppn) or DVSO- D6 (2.50

ppm) . When peak nultiplicities are reported, the

foll ow ng abbreviations are used s (singlet), d

(doublet), t (triplet), in (multiplet), br

(broadened), dd (doublet of doublets), dt (doublet of

tr| plets), td (triplet of doublets). Coupling

l—&m—@lylhﬂmltﬂownle are reported in Hertz (Hz). 15

A |
&ﬂj?omat 0GR, SRS Rt RNRRONSES €17 OF ¢85 bos
d, AWIRATD] R86 PIUL,id J 8BHAN7. 3Y-I170BISRY, TNI3PUBT (SIL ab) 243 (31, 5)

Systemfrom Biotage(r)). Reactions in the m crowave
were done in an Initiator 8TM (Bi otage). The

gb@m%ydlﬁ{ehﬁlyg I}]ﬁ;ﬁgi]b@ﬁﬁ,[m(ﬁgl met hyl sul f oxi de), HATU

-azabenzotri azol -

MS)RTs: A).Sftmig, MEE1308:00{ NMRABMISO): 8.24 (2H, d, J 8.6 HZ) 8.09 (1H,

o eIy RRSPERE Bt 2 A R SR R A, ey
Na2CO3 (sodi um car bonate), NaHCO3 (sodi um
t t bor ohydri d THE
2y eIy S thep I 807/ 001106 PO/ CB2007/ 050055
LCVMS/ REE780mitn, FBFB# 247190111&6@ (6pth)): 82 L &Y ZOH .33 (1H,
(Met hod 1A) "X X=CH M crowa di oxane, 210C, 15m n

ddy £8P 2.1 Ne), Aéd (1) d.g3. 5 2, B 113, AH1Bbm), 18022198k myH.98-1.92
el LB, i gl Produet e T

5-Tert-butyl-2-p-tolylbenzo[d]oxazole

LCMS RT= 10.53min, MH" 266.1; '"H NMR (DMSO): 8.08 (2H, d, J 8.2 Hz), 7.78 (1H,
d, J 1.6 Hz), 7.68 (1H, d, J 8.6 Hz), 7.48 (1H, dd, J 8.7 2.0 Hz), 7.43 (2H, d, J 8.0 Hz),
242 (3H, s), 1.37 (9H, s)

2-p-Tolylbenzo[d]oxazole
LCMS RT= 7.82min, MH" 210.1; "H NMR (DMSO): 8.11 (2H, d, J 8.2 Hz), 7.81-7.76
(2H, m), 7.46-7.40 (4H, m), 2.42 (3H, s)

2-(3-(Trifluoromethyl)phenyl)benzo|d]oxazol-5-amine

LCMS RT= 6.39min, MH" 279.0; '"H NMR (DMSO): 8.41 (1H, d, J 8.0 Hz), 8.37 (1H,
s), 7.98 (1H, d, J 8.0 Hz), 7.84 (1H, t, J 8.0 Hz), 7.46 (1H, d, J 8.9 Hz), 6.91 (1H,d, J 1.9
Hz), 6.72 (1H, d, J 8.6 2.0 Hz), 5.18 (2H, s)

5-(Ethylsulfonyl)-2-p-tolylbenzo[d]oxazole



reflux, 3-16h (Method 1D OR OHN\ ~ NRs ORR s

NHIC R (with RERNHZ) Os OO HO2C 1 NN Id (with
woR@0QH106 Br | NNH/ NH2 Ole (with R=Br) RMMI/G8A00IAS0055

(Conpounds 1) 2-Phenyl benzé8[ dl oxazol - 5-am ne To

pol yphosphoric acid at 110C were added si nul t aneously

2, 4- di am nophenol di hydrochloride (7.88g, 40mvl) and

benzoic acid (4.88g, 40mmol). The resulting mxture

LS RTS8 48841 9t 902180H AMR PHMsD)S 898! (virl @1y M@%{ZS hem o,

poured into water. The Tresulting preC|p itdte was
d, d812 He), 8M6HyHf d.| £ 8.atH2)NT.9%h (1 Hyedsln & 8.60M .¥ Hz3.a% .4 €2t dl, J 8.1 Hz),

bi t T d duct
3 P2 B 2Ot SRR P D Co arr b a6, 150
(97% of the t|tIe conpound (LCVMB RT= 5.17m n, MWV
211.1) ''H NWR 8 15-8.12 (2H, n), 7.60-7.56
2-(@Lhlokgphenyl)5- (Gtilﬂsu “y‘b"e@z?[dl&‘)m‘s 89 (1H, d, J2.1
LAMS RP= 6%3midl MAd323) 8. ‘@Iﬁwﬁzgléf olT'; 839 (B, a,901. 'Niz) 8.27 (2H,

0 déIgpounds bel ow were prepare oW n ’he sane

Ha), 898t(hddddin/8.5 rluﬁrHZ)l, 8041 her/ 9 Zt),| 1.60 &H.¢h/J 8.6 Hz),

SRR PR PP P e

4-Nitro-2-p-tolylbenzo[d]oxazole

LCMS RT= 6.97min, MH' 255.0; "H NMR (DMSO): 8.27 (1H, dd, J 8.1 0.8 Hz), 8.23
(1H, dd, J 8.2 0.8 Hz), 8.18 (2H, d, J 8.2 Hz), 7.65 (1H, t, J 8.2 Hz), 7.49 (2H, d, J 8.0
Hz), 2.45 (3H, s)

6-Nitro-2-p-tolylbenzo[d]oxazole

LCMS RT= 7.83min, MH" 255.0; "H NMR (DMSO): 8.74 (1H, d, J 2.2 Hz), 8.33 (1H,
dd, J 8.7 2.2 Hz), 8.17 (2H, d, J 8.2 Hz), 8.02 (1H, d, J 8.8 Hz), 7.49 (2H, d, J 7.9 Hz),
245 (3H, s)

2-(4-Chlorophenyl)-6-nitrobenzo[d]oxazole
LCMS RT= 7.76min; '"H NMR (DMSO): 8.77 (1H, d, J 2.2 Hz), 8.35 (1H, dd, J 8.7 2.2
Hz), 8.27 (2H, d, J 8.2 Hz), 8.06 (1H, d, J 8.8 Hz), 7.76 (2H, d, J 7.9 Hz)

2-p-Tolyloxazolo[4,5-c]pyridine

LCMS RT= 6.24min, MH' 211.0; "H NMR (DMSO): 9.11 (1H, d, J 0.9 Hz), 8.59 (1H,
d, J 5.6 Hz), 8.14 (2H, d, J 8.2 Hz), 7.90 (1H, dd, J 5.6 1.0 Hz), 7.47 (2H, d, J 8.0 Hz),
2.44 (3H, s)

2-m-Tolylbenzo[d]oxazol-5-amine
LCMS RT= 6.18min, MH* 225.0; "H NMR (DMSO): 7.97-7.91 (2H, m), 7.50-7.39 (3H,
m), 6.87 (1H, d, J 2.0 Hz), 6.67 (1H, dd, J 8.7 2.2 Hz), 5.11 (2H, s), 2.42 (3H, s)



52 2-(4-(Trifluoronethyl)phenyl)benzo [d]
oxazol -5-am ne LCMS RT= 8.98m n, MWV 279.0; | H NWR
WO DMBOY1108. 26 (2H, d, J 8.2 Hz), 7.88 (2H, d, PAT/8B3007/050055
Hz), 7.40 (1 H d, J 8.7 H&Y, 6.84 (1 H, d, J 2.1 Hz),
6.66 (1 H dd, J 8.8 2.2 Hz), 5.13 (2H, s)
2-(4- (D et hyl am no) phenyl ) benzo [d] oxazol -5-an ne
LCVS RT= 8.98min, MNVN282.2; |HNW (DVBO: 7.89 (2H,
d, J 9.1 H), 7.30 (1H, d, J 8.5 Hz), 6.80-6.76 (3H,
m, 6.54 (1H, dd, J 8.8 2.2 Hz), 4.99 (2H, s), 3.42
2-@aﬂnmqthymmmomhmyl)benzm1mzpl—iafammw 1 H)

LGSR St S SN MR R B35 i S3e s p am

m);18.87 (EH 7dZJ(21’2‘Hz) 696 (MH Ad3J $.62.HAY), 5&948H8s)4340(646ﬂ1 sm
7.62 (1H dd, J 9.0 4.8 Hz), 7.46 (1H d,
6.91 (1H, d, J2.0 Hz), 6.71 (1H, dd, J8721Hz)

s i ) el £ e,

LGMS RE- 931 miig M&r‘zssgs H NMR(DM$O0)3 8.10 (2Had,1L8.2 Hz), 8.04 (1H,
o R 360 g o s o,

248(6Hm;)n MH+227.2: | H NVR (DI\/SO) 11.46 (1H, s), 8.02
(1H, dd, J7.8 1.6 Hz), 7.58-7.53 (2H, n), 7.18-7.10
(2H, n), 6.96 (1H, d, J2.1 Hz), 6.77 (1H dd, J8.7

-(?-T%l (%ﬁzélzﬁamﬁ)e

Prop enzo[ dl oxgzol - 2-yl ) benzoic acid LCM5

LQIM gl 6- 1|6W12 122384 H\N SO)1 8.02411¢4,J 5 HZ% 77@ -7.37

. o1 470 1h. s dl;‘?df% 2l o Sttt o
90Hz) 2.78-2.73 (2H, nm), 1.71 (2H, q, J 7.6 Hz),

2@ Gt outep Y hinenioA By L 106 b CB2003! 680055

LEASIEMS 4BTmik Mthm 0; N’H*‘NR/HQ BMSU): BINB((I@,I\@®7 3 le) 47075 7.52

(31§lw>n 76358@H( Mg JHz, @92101&)d Jg. %Hzx 6103 (4 4 J5.823 1), 516
@ 6.31 (1H, d, J 8.4 2.2 H), 6.22 (1 H d, J 1.9
HZ§’ 6.05 (2H, s), 5.15 (2H, s)
5- (Et hyl sul f onyl ) - 2- phenyl benzo [d] oxazol e

6-Bromo-2-p-tolyloxazolo[5,4-b]pyridine
LCMS RT= 8.40min, MH" 288.8; "H NMR (DMSO): 8.59 (1H, d, J 2.1 Hz), 8.50 (1H,
d,J2.2 Hz), 8.13 (2H, d, J 8.2 Hz), 7.48 (2H, d, J 8.0 Hz)

5,6-Dimethyl-2-p-tolylbenzo[d]oxazole
LCMS RT= 8.76min, MH" 238.0; "H NMR (DMSO): 8.06 (2H, d, J 8.2 Hz), 7.56 (2H,
s), 741 2H, d, J8.2 Hz), 2.41 (3H, s), 2.35 (3H, 5), 2.33 (3H, 5)

2-(4-Chlorophenyl)-5,6-dimethylbenzo[d]oxazole
LCMS RT= 9.07min, MH" 258.0; "H NMR (DMSO): 8.19 (2H, d, J 8.6 Hz), 7.69 (2H,
d, J 8.6 Hz), 7.60 (2H, s), 2.38 (3H, s), 2.36 (3H, s)



LCMS RT= 5.94nmin, MAN288.1; 1H NVR (DVBO): 8.32 (1H,
d, J 1.3 Hz), 8.26 (2H, dd, J 6.4 1.6 Hz), 8.10 (1H,
wa@l2003/081186 Hz) , 7.97 (1H, dd, J 8.5 1.7 Hz), 7.FCF&BBH7/050055

(3H m, 3.43-3.38 (2H, msp 1.14 (3H t, J7.4 Hz)

2,5-Di p henyl benzo [d] oxazole LCMS RT= 9.41m n,

M—|+271 9; 1H NVR (DVMBO): 8.26-8.23 (2H, n), 8.08 (1H,

d J 1.3 Hz), 7.89 (1H, d, J 8.5 Hz), 7.77-7.72 (3H,
@4D%hﬁ§aﬂhé&l)@#'-dnﬁlthyﬁm§ﬂo[& azdle J 7.7 Hz),

Phenyl naphtho [ 1, 2-d] oxazol e
LCSRRTA. 68m?15 , 2909; ZIEBNMRQPMSIQ) 6[1)15’8;0)1 d,8/ &8 HzL,H.90 (1H,

dg'%leé BT, §H32)§,§8(39(§Wg§1g}1 oG 7déoj?'4&|

2- Phenyl benzo[d] oxazol e- 5- car boxyl ic acid LCM5 RT=
41min, MN.240.1: 1H NVR (DMBO): 13.00 (1H, br), 8.33
2- ‘?1ﬂ“°whe9y‘)bfn6°[d]°§am‘) -agings_ g 23 (2H, n), 8.06 (1H,
L@Ms ﬂT39615Am|Y_| Nﬂaﬁ)zzﬁ 9 NMR OMSO): 5.98 (P12, 8.0 Hz), 7.89-7.84

(3
(11@71(1)1 T80 p 90 filﬂaﬁly)L Y8823 (@Hom 003 %1 5L, daf Bdta) 67 ladite ddH 8.7
1310(1H br), 8.30 (1H, dd, J 1.5 0.4
ziﬁ@ ("5%%@(5% 383 H), 804 (1H dd J 8.6 1.7
788(1H d J 8.5 Hz), 7.47 (2H d, J 8.4 Hz),
Z-é-lgjty‘ng 2-yi)—6-n1trobenlo[dil'oxazole 62 (24 'T) 0.93 (3H,

LCMSRTE 9phikl vt 26017 of NMIX vaiso 68<sqtr(b1qxa | i 2:1 mb,ck 1H,
2007/ 091106 PCT/ GB2007/ 050055 54 " H NVR ( . 3

d, {113 Hoy §-37-8.272H1 m)> &8 (131, 1, 438 H2)-2-95 (B, rtsl ( 2> 2-75

(213,_ §J3|@§1&?7@?} sbgﬁ??@flﬂ 18297”(2%{ anz) b%(%@fis.f %'ﬁz dd J
8.0 Hz), 1.72-1.58 (2H, ,093(3Ht,J_75Hz_)

2- et Ehpheny B R R PSS ol 5 7 6 1 4 1),
L(?MS4RT=%161>8n<ﬁn IHWHZODMSO%S QQJS 24d(3HJ 811)78*(‘19)(,1H d, J 8.6 Hz),

1
7. %‘r @:Hi 61107 &g SRRk BQﬂi%H{‘ij]J %&’a‘zbﬁe%ttﬁ/@s(%én 1d84pH, d, J 6.8
HAXH*BO 1; IH NVR (DVMSO): 8.22-8.18 (2H, m), 8.02 (1H,
1.9 Hz), 7.84 (1H, d, J 8.5 Hz), 7.70-7.60 (3H,
3 748(1H dd, J 8.5 2.0 Hz)

5- romo- -(5’ CIIM)I‘O[%W%?BHXAZ%?A]%Q&ZLFJ oxazol e
LCMS RT= 9.09min, MH" 307.9; "H NMR (DMSO): 8.21 (2H, d, J 8.7 Hz), 8.08 (1H,
d,J19 Hz), 7.80 (1H, d, /8.7 Hz), 7.71 (2H, d, J 8.7 Hz), 7.62 (1H, dd, J 8.7 2.0 Hz)

3

4-(5-Chlorobenzo[d]oxazol-2-yl)aniline

LCMS RT= 6.48min, MH" 244.9; "H NMR (DMSO): 7.86 (2H, d, J 8.5 Hz), 7.74 (1H,
d, J2.1 Hz), 7.70 (1H, d, J 8.6 Hz), 7.34 (1H, dd, J 8.8 2.1 Hz), 6.70 (2H, d, J 8.7 Hz),
6.06 (2H, s)

4-(6-Chlorobenzo[d]oxazol-2-yl)aniline
LCMS RT= 6.57min, MH" 245.0; '"H NMR (DMSO): 7.87-7.82 (3H, m), 7.66 (1H, d, J
8.5 Hz), 7.37 (1H, dd, J 8.7 2.0 Hz), 6.70 (2H, d, J 8.8 Hz), 6.04 (2H, s)



LCMS RT= 9.82nin, MW 252.0; |H NWR (DVBO): 7.72-7.70

(4H, m, 7.59 (2H, dt, J 7.6 1.0 Hz), 7.46-7.40 (2H,
wWoRgo709386 (9H, s) 6-Nitro-2-phenyl benzo [ dl oxarol/eBR@VB50055

RT= 7.30mn; |H NWR (DVSO) 618.77-8.76 (1H, m), 8.34

(1H, d, J 8.8 Hz), 8.27 (2H, d, J7.7 Hz), 8.05 (1H,

d, J8.8 Hz), 7.80-7.65 (3H, n) 4-(5-Chl orobenzo

[ d] oxazol -2-yl)-N, Ndi ethylaniline LCMS RT= 10.17m n,

M+ 301.1; ITHNWR (DMSO: 8.03 (2H, d, J 8.9 Hz),

7.82-7.76 (2H, m, 7.40 (1H, dd, J 8.6 2.0 Hz), 6.89
2-(37Chlorgphengl)-§-(ethylsalfoaylitienze [dlnxazele

LRSI btk IS By . § 9T A P,

8. (01HH, d.d1 8.8 Hir),77.9%)1H, iid6/7861}8 Hz:),780876(ﬂﬂ) m)§m7g’>lﬂH , m),

‘&@H 9’-&74%@2} 1|_F3(§H(b%%3( 59 13H2)1 Hz) |

4- (5-Tert - butyl benzo
gﬂd oxazol - -N, N-di et hyl ani i ne WO 2007/ 091106
2~ l@ﬂﬂl@w% eewlsuygny_lmmubmolslm n, MH#+323.2;'H

QYR KBRS Rt pisgloa ot o [aEsh0 Ay db 371

HAZ8.12 6183, {816, Hz), 8.01 9112, ddz Y 8.6 138 Bi4), (7418-7.60 (3H, f)) 1 A \3H, t, J
%&ég (9H s), 1.15 (6H, t, J 7.1 Hz) 4-(Benzo [d]
7. yl)-N, N-di ethyl aniline LCM5 RT= 10.50m n, M
2670 HNI\/R(DI\/BO) 7.97 (2H, d, J 9.1 Hz),
7.71-7.64 (2Hn)736730(2Hn)682(2HdJ
-@,fm&l)lorqphquyll-ﬁwthqlsulforwllbepm[d]ozaz_q!e (6H, t,

LCWS Ry sty Ve riisof 836 L0 ”@W@séé%% %%HZ)
8. (9VBO}d, 8.4 3. O(H;Bl, 8.6l (11, d1 J3.60H4), AoY (118, &) J 8(2HB }gt()j 7J9J4 (1H,
d 28%}‘{%834 (It 3gsii L B g B3 5505 % (on

1.23-1.04 (9H, m N NDiethyl -4-(5-phenyl benzo [d]
oxazol 2-yl)aniline LCMS RT= 15.22m n, M+343.1; | H
2-@prDichlgsephenyen(ethylsulfonyhbenyofgipxazolegs (11 ),

L(,7M§7R’f-— ?%(7)&2%' 9‘%}\4}}7 (llﬁﬁsg}"h 48 gpﬂ dsﬁ g8 HZY 85127 g 1?@2H m),
8,05, 740 (?&Hm)q7 63 (TH.0, 18 H7). 3141 @Bk, 17 3HZ7 1114@14 ,J 7.3 Hz)

N, N- Di et hyl -4- (naphtho [ 1, 2-d] oxazol-2-yl)aniline
2-(1-Phenylethyl)benzo[d]oxazol-5-amine
LCMS RT= 5.80min, MH" 239.0; "H NMR (DMSO): 7.35-7.23 (6H, m), 6.80 (1H, d, J
2.1 Hz), 6.57 (1H, dd, J 8.6 2.2 Hz), 5.02 (2H, s), 4.42 (1H, q, J 7.1 Hz), 1.66 (3H, d, J

7.2 Hz)
2-(4-Chlorophenyl)benzo[d] oxazole-5-sulfonic acid
LCMS RT= 4.44min, MH" 309.9; "H NMR (DMSO): 8.28 (2H, d, J 8.7 Hz), 8.03 (1H,

s), 7.83-7.73 (4H, m)

5-Chloro-2-(pyridin-4-yl)benzo[d]oxazole



LCMS RT= 11.21 min, M+ 317.1; |H NVR (DMBO): 8.41 (1

H d, J 8.3 Hz), 8.12-8.02 (3H, m, 7.94-7.86 (2H
WoRo7/09idde 7. 66 (1H, m, 7.60-7.55 (1H, n), 6. 8BCT/2H200d/050055

J9.0 Hz), 3.44 (4H, q, J %20 Hz), 1.15 (6H, t, J 7.1

Hz) 2-(Pyridin-2-yl)benzo [d] oxazole LCM5 RT=

5.68mn, MN197.0; IHNWR (DVSO: 8.87 (1H, d, J4.4

Hz), 8.41 (1H, d, J 8.0 Hz), 8.14 (1H, dt, J 7.8 1.5
Ldﬁh R’%’-— %%1£11§’IHMI(T23(J1 0 'f1 NKIR (ﬁM@igﬂs%? (&1)%"!»1 J9.6 H%f &0r1 (o,

'peridin
d, dﬁdzﬂﬂ); &04fiithel, WD 82H0)77.9D (1104, P&'B/I@2T)6)77(]05@@558 726l Hz)
LCMS RT= 6.95nm n, MNV206.1; 1H NVR (DVSO : 7.92 (2H,
d, J 9.0 H), 7.32 (1H, d, J 9.0 Hz), 7.05 (2H, d, J
6-Chlrdé2)(pyfdinc4-¢btnzd|[d]dxazolt Hz), 6.58 (1H, dd, J 8.0

Léwgﬁlf%’sﬁga‘ OWQ%@)IH é}ﬁ@f@@"};@g@g docf 6.1 Hz), 8.10-8.08

| 09.1; 1H NMR
(319%%0/ %%ﬁngmzﬁﬁ&gﬁﬁﬂﬁb&{gm%%ﬁ( 1H, d, J 9.0

7.08 (2H, d, J 9.0 Hz), 6.80 (1H, d, J 2.1 Hz),
2. 60- 2

1
oot ), 3170 0 20

L(zwszm“@sgnhmh AR NE HyNMR (DMS) 0% 827183 (SHgm) e (IE d,

H 3.0 d J 1.5

)7;‘6@%@%@%@@%& BAnL s @@y, % 2 13
777(1HdJ84Hz)684(2HdJ9 H),

345 (4H, q, Hz), 1.15 (6H, t, J 7.0 Hz)
-@-@hl@mnlmglfé (pw}hsdml)!eelgn{ exazglys RT= 6. 81ni n,

LS o b NS08 2 U RAqR DG A48 Py Ty 08 63 %@ 828

(224 J &7T HzR 8315 (1Phdd,t] 8.6 1. B2)HZ B8] (1HSdd, 7.8700.4 (b, 7.6 (2H, d, J

J7. 4 Hz) 2-p-Tol yl oxazol o [5, 4-b] pyri di ne
8{%%5%@25% Sonin, M4+ 211.1; 1H NVR (DVBO): 8. 38 (1H,

J5015Hz) 8. 26 (1H dd, J 7.9 1.6 Hz), 8.14
é J 8.2 Hz), 7.53- 45|(3H ., 2.44 (3H, s)
2- -%hlvbmheexlaédpﬁomsuﬁoeylawze dlexaz RT= 6.12nmin, M+
Lc2ﬂl§ ﬂT—%'d%'g{gMﬁWJS@@Z % ‘?ﬁﬂg]ﬁm gl)diﬁ %%8‘&}119 ?71'“?)))4 Hz), 8.27
CH, <597828111¢)(83}Q(1H) dd,2J 218 1(8&3Hy), 280 (1H dd, J8504Hz) 7.60 (2H, d, J

8.8 Hz), 3.21-3.15 (2H, m), 1.89-1.76 (2H, m), 1.05 (3H, t, J 7.4 Hz)

2-(Naphthalen-1-yl)benzo[d]oxazol-5-amine

LCMS RT= 6.59min, MH"' 261.1; "H NMR (DMSO): 9.41 (1H, d, J 8.6 Hz), 8.38 (1H,
dd, J 7.3 1.0 Hz), 8.19 (1H, d, J 8.2 Hz), 8.09 (1H, dd, J 7.8 0.9 Hz), 7.79-7.64 (3H, m),
7.49 (1H, d, J 8.7 Hz), 6.99 (1H, d, J 2.1 Hz), 6.74 (1H, d, J 8.7 2.2 Hz), 5.17 (2H, s)

2-(Biphenyl-4-yl)benzo[d]oxazol-5-amine

LCMS RT= 6.92min, MH" 287.1; "H NMR (DMSO): 8.22 (2H, d, J 8.2 Hz), 7.90 (2H,
d, J 8.3 Hz), 7.81-7.76 (2H, m), 7.53 (2H, t, J 7.8 Hz), 7.47-7.41 (2H, m), 6.90 (1H, d, J
2.2 Hz),6.69 (1H,d, J 8.6 2.2 Hz), 5.14 (2H, s)



2- (4- Mor phol i nophenyl ) benzo [d] oxazol -5-am ne LCVS
RT= 5.52m n, MAN295.8; 1H NVR (DVMBO: 7.97 (2H, d, J
wQO2@7iedipe 7. 33 (1H, d, J 9.0 Hz), 7.09 (2H, dPCTGB2®7/050055
Hz), 6.81 (1 H d, J 2.1 Hs}, 6.59 (1 H dd, J 8.0 2.0
Hz), 5.04 (2H, s), 3.77-3.74 (4H, m), 3.29-3.24 (4H,
m WD 2007/ 091106 PCT/ GB2007/ 050055 57
5- Phenyl - 2- p-tol yl benzo [dl oxazol e LCM5S RT= 10. 00ni n,
Rﬁﬁniay}bkhiﬂ%ﬁzﬁmﬁ@)amﬁeﬂ (2H, d, J8.5 Hz), 8.06
(iH, d, J 8.6 H), 7.77-7.70
LGS, RFy 5.78m68 MH§Z62( 5HH NMR DXSQ)38,60<1H, d, J 8.7 Hz), 8.39 (1H,

o, 5 RO TPHRE VP OB U e s B RS 1 Bt m
7.7rdz7.7(3 &mgn)g .’éﬁﬁ (I1TI§I d, %I %é &;@97(%188 n%)( 21, HZ), 6.39 8116 ddzy 8.7 2.2
H%;%g%g%gé&yl 5- n|trob enzo [d] oxazole LCMB RT=

790m’n MH+ 247.3; '"H NMR (CDCl13): 8.62 (1H, d, J 2.2

33 (1H, dd, J 8.9 2.3 Hz), 763(1H d, J 8.9
ZMnoan-iiyl) em[d]gxazolrﬁ-angnw 2.21 (2H, m), 1.98-1.92

L(ésﬁirfl gut tﬁ yf{)ﬂ%@( I Elenzo E’%ﬁ%‘ézgl%é(@%\%@%l Hz), 8.14 (1H,

d, 10.0682), 824 YHEXED JT.8 618 NIAR, §. DVED), d, 3.8B8HER A93 e, 88IA R m), 7.74

oH oo trasthon s oS oS5 Sty el b 7

2_22H4)25_(26I(QH, , 1.37 (9H, s) 2-p-Tolyl benzo[ dl oxazol e
2min, MV210.1; |H NI\/R (DMBO): 8.11 (2H,

d, J82Hz) 7.81-7.76 (2H, o 7.46-7.40(4H, m,
2@ MettfoR Lhaphkhler-3bEh RS RARSIRRD 0V ) DENz0 LA
LQMSEKJ’ 6&56ehin, (MH 2911 J'HBNMR-Iﬂ)MSS))SS 60 H, d,5)1.3 Fiz3B.16 (1M,
adi 8 G g0 @y fod b TYo L, Jigh 15 745718 (o 727

(118 &, 7. 97 bB)H2)56.98 (1R H, J3).0 Hz), 6.68 ilH dd, J 8.6 2.2 Hz), 5.12 (2H, s),
Et hyI sul fonyl)-2-p-tol yl benzo [dI oxazol e WD
$91106 PCT/ GB2007/ 050055 58 LCVMB RT= 6.46m n, MN
3020 1H NVR (DVBO): 8.28 (1H, d, J 1.6 Hz), 8.14
(2H,
2-(6-Bromonaphthalen-2-yl)benzo[d]oxazol-5-amine

LCMS RT= 7.59min, MH" 339.3; '"H NMR (DMSO): 8.78 (1H, s), 8.34 (1H, d, J 1.7
Hz), 8.26 (1H, d, J 8.6 1.6 Hz), 8.14 (1H, d, J 8.9 Hz), 8.09 (1H, d, J 8.7 Hz), 7.76 (1H,
dd, J 8.9 2.0 Hz), 7.46 (1H, d, J 8.7 Hz), 6.92 (1H, d, J 2.2 Hz), 6.72 (1H, dd, J 8.6 2.2
H7), 5.16 (2H, s)

2-(4-Chlorophenyl)naphtho[1,2-d]Joxazole
LCMS RT= 9.55min, MH" 280.1; "H NMR (DMSO): 8.47 (1H, dd, J 8.2 0.6 Hz), 8.29
(2H, d, J 8.7 Hz), 8.17-8.13 (1H, m), 8.02 (2H, s), 7.78-7.70 (3H, m), 7.67-7.61 (1H, m)

1-(2-(4-Chlorophenyl)benzo[d]oxazol-5-yl)propan-1-one



d, J 82 Hz), 806 (1 H d, J 6 Hz), 7.94 (1 H, dd,

J 8.6 1.7 Hz), 7.47 (2H, d, J 1 Hz), 3.42-3.34 (2H,
wWoRgo7894de (3H, s), 1.12 (3H, t, J 7.3 Hz) PCT/GB2007/050055

2- (4- Chl or ophenyl ) - 5- (et hyI6$uI fonyl )benzo [d] oxazol e

LCVMB RT= 6.63min, M+ 322.1; 1H NWVR (CDC1l3): 8.39 (1H,

d, J 1.7 Hz), 8.27 (2H, d, J 8.7 Hz), 8.00 (1 H, dd,

J 851.8 H), 7.80 (1 H d, J 85 Hz), 7.60 (2H, d, J

LEVS 1’ 7, 92§m?1'}\/1ﬁ?th6 ‘H]ﬁl\/ﬁz '(BMsd) 8614 CNg?H' dd, J }]"7 041 I#E—)) 8.24

4-Nitro-2-p-tolyl benzo [d] oxazol e
(ZhH; JABHa), 8109 (UINRA.DNBO):7 182)27.98 1HI, &/ 8% @41{2(), "873-I22)H d,J

d 8 (2H, d, J 8.2 Hz
s Pugss Tt d 97 28 By BBl a3 6 Ty 7 2k
(3H s) 6- Nltr02ptolylbenzo[d] oxazol e LCVB RT=
83min, MW255.0; 1H NVR (DVSO): 8.74 (1H, d, J 2.2
1- @z(j"c@owhe'lﬂ)benaﬂdl‘ﬂ‘a%o‘ﬁ -Wethapone ¢ 17" oy d, J 8.2

LM, R13=Q2z7£nlfHMﬂ*2711 B. lﬁNMR(ﬁM@)(@*ZM G, &d?f197b|21)Hz) 8.24
2.45 (3H, 8Fﬁ£14 Chl’or ophenyl ) - nltrobenzo

(2169(@2]03 g He 4d, 7650 A ; 7 Hn, NQ@((WS 30. 51}2(),]17473 @&H, d, J
35 (1H, dd, J 8.7 2.2 Hz), 8.27 (2H, d, J
szgﬁﬁ)zg'z’é?)@% 9 ( ). (

6 (1H d, J 8.8 Hz), 7.76 (2H, d, J 7.9
pTononazoIo[450] pyridi ne LCM5 RT=

DVSO) : 9.11 (1H, d, J 0.9
Z'ézéycq]‘é‘eémﬁ!ﬁ}beam[S‘il‘%‘aé"wgém“‘g )14 (2H, fj J 8.2 H),
LéMSQ{Tilsl,lsﬂﬁin MH52§33 i ‘ﬁNMR{ﬂMSb)( glds QH d ﬁs@Hg/)g 45-7.38

44 (3H S) mTo | benzo oxazol - 5- am ne

(3@11@)63 nd, M@sz 69 (1H, ddANKR 8(3RB@), 5 Tﬂ@ﬂ ¥), 8042244 (1H,
87 (1H, d, J2.0 Hz), 6.67
m)"}#ﬁd@(ksglséﬁi wﬁé@Hé’Q’ll (.(2H, s), 2.42 (3)H, s) WO
2007/ 091106 PCT/ GBZOO?/ 050055 59
-(3- (P methyl a d | - 5- ami
s-FilaRin B 2 oA BRI ( vy - 740 7 91
L(EMS RTY 6. 16&61\@1{%39(1“‘11 NMR (IﬁMSZ)g( d.6b (0, di2J 8.51) Hz) 8.52-

1H, dd, J8 H,
8.43. @H@sﬁ) 8.28-87i @%éﬁh@ 1[60818&&2&8& Hews- ‘321&0‘!9(&1@}: 7804790

(11?%%&9,87.821')‘.'76\%\{@1, GBVPR 3 58- (38, 3 H. 193 18 73.3HE3 1P 04

5-(Ethylsulfonyl)-2-(quinolin-3-yl)benzo[d]oxazole

LCMS RT= 6.05min, MH" 339.1; "H NMR (DMSO): 9.65 (1H, d, J 2.1 Hz), 9.31 (1H,
d, J 2.1 Hz), 8.40 (1H, d, J 1.8 Hz), 8.31 (1H, d, J 8.1 Hz), 8.17 (2H, dd, J 8.3 2.2 Hz),
8.02 (1H, dd, J 8.7 1.8 Hz), 8.00-7.93 (1H, m), 7.82-7.76 (1H, m), 3.43 (2H, q, J 7.3 Hz),
1.15 (3H, t,J 7.5 Hz)

2-(6-Bromonaphthalen-2-yl)-5-(ethylsulfonyl)benzo[d]oxazole

LCMS RT= 7.86min, MH" 418.0; '"H NMR (DMSO): 8.95 (1H, m), 8.39-8.33 (3H, m),
8.21 (1H, d, /9.0 Hz), 8.17 (1H, d, J 8.9 Hz), 8.13 (1H, dd, J 8.5 0.5 Hz), 7.99 (1H, dd, J
8.6 1.8 Hz), 7.81 (1H, dd, J 8.7 1.9 Hz), 3.41 (2H, q, J 7.3 Hz), 1.15 (3H, t,J 7.5 Hz)

2-(4-Cyclohexylphenyl)-5-(ethylsulfonyl)benzo[d]oxazole



d, J 1.9 Hz), 7.78 (1H, d, J 8.6 Hz), 7.58 (1H, dd, J

8.7 2.0 Hz), 7.45 (2H, d, J 8.0 Hz), 2.43 (3H, s)
wQ@2@7/0el19é benzo [d] oxazol -5-am ne LCVS RT= 6. REIVGB2007/050055

M+ 225.0; 1H NVR (DVBO): &505 (1H, d, J 7.7 Hz),

7.53-7.37 (4H, m, 6.90 (1 H d, J 2.2 Hz), 6.68 (1

H dd, J 8.7 2.2 Hz), 5.10 (2H, s), 2.71 (3H, s)

2- (2- Chl or ophenyl ) benzo [d] oxazol -5-ani ne LCMS RT=
Léh\/[%]ﬁ"rﬂ 8 55%@5:%‘2‘151 M@M&B}( M@H &3, F9. 8( zgéz ¥ (ZH3d J8.3
HZ(),18-D7 aH ddag &6+sz§ H7) 75y ((HHid, d8.5 3. gy 72511(2Hz)d, J8, 411&) 339

bR A ARISHEL 5. LR ts vy 55 BA Gk 1 5hSh. o

752Hﬂ.Hz)850(1H d, J 2.2 Hz), 8.13 (2H, d, J 8.2
Hz), 7.48 (2H, d, J 8.0 Hz)
5,6-Di rret hyl - 2-p-tol yl benzo [d] oxazole LCVMS RT=

g’uf TR *?’%&%z‘ﬂmh% %f'* 20a1 (5
SIQT=3§3(131;11 3@43 HY MSO): 8.36-8.32 (3H, m), 11(1H dd,

J %6 ‘%398,7806(9? Bmﬁ? 8@4@% bﬁ%g’ 7[43 (%B%SZ’ ﬁe4 1(L](§i¥5q, J13

H#A, 6148H, t, 0 B9H¢PH, d, J8.6 Hz), 7.60 (2H, s), 2.38
(3H, s), 2.36 (3H, s) WD 2007/ 091106 PCT/ GBZOO?/ 050055
60 2-(2, 4-Di chl orophenyl) -5, 6-di net hyl benzo [d]

: 1H NI\/R DVSO
5 g}mﬂ&htliﬁyﬁgﬁ(xﬁﬁﬁﬂﬁléﬁmyl)beﬂdr g%lé!zo%d ( ) :

LCMSRT- gp3ggHM}ﬁ33821 3‘31 NAIR (RYISOY: gm«m d 3153 8 Hz), 8.52 (1H,

dd2.7§% ) g, & ¥1' hbg'i]ﬁ%m[)zdﬂé %K/g%;"d ?8?‘1{%)9 H%f@g 5, 8.02

(1Hzdd, JB. 68198 HZBZV 84C.68 (3H, m)73 .88 (7H,60J ( BHz)n) 15 (3HA8; J7.4H7)
(2H, m, 6.89 (1H, d, J 2.1 Hz), 6.71 (1H, dd, J 8.7
2.2 Hz), 5.15 (2H, s)

S-mﬁﬁ%lﬁﬂgwl)W(G-ﬂh&oﬁaﬁﬁt}naﬁnm mmemp,,{agu@x azol e LCVS
RT= mn

LGS Kl 739, N 356. s | FNHIIS (RS O)5 §57 (5, (1-8 3 (31, m),
8. 18/((7?ﬁ élfs 9@1tz)38 ?z@#‘&).}sh&gﬁd‘g}ﬁgd P881% ﬁz} 7'85}2’1H dd, J

10(0234)Hm 760 (98, (d3#8. 7t20H2) 3.443H, q,J73Hz) 1.14 (3H, t, J 7.5 Hz)

2-(Benzo[b]thiophen-5-yl)-5-(ethylsulfonyl)benzo[d]oxazole

LCMS RT= 6.77min, MH" 344.1; '"H NMR (CDCl): 8.70 (1H, d, J 1.2 Hz), 8.27 (1H,
dd, J 1.8 0.4 Hz), 8.18 (1H, dd, J 8.5 1.5 Hz), 7.99 (1H, d, J 8.6 Hz), 7.88 (1H, dd, J 8.5
1.8 Hz), 7.70 (1H, dd, J 8.5 0.4 Hz), 7.52 (1H, d, J 5.5 Hz), 7.43 (1H, dd, J 5.5 0.6 Hz),
3.12(2H, q,J 7.4 Hz), 1.25 (3H, t,J 7.4 Hz)

5-Amino-2-(5,6-dichlorobenzo[d]oxazol-2-yl)phenol

LCMS RT= 7.83min, MH' 295.1; '"H NMR (DMSO): 10.88 (1H, s), 8.19 (1H, s), 8.06
(1H, s), 7.69 (1H, d, J 8.7 Hz), 6.35 (1H, dd, J 8.7 2.1 Hz), 6.29 (2H, br), 6.24 (1H, d, J
2.1 Hz)



2- (4-Cnl orophenyl ) - 5- (i sopropyl sul fonyl ) benzo
[dl oxazol e LCMS RT= 6.98m n; 1H NMR (DVBSO): 8.29-8. 24
wQ 30d7/009196 8. 09 (1H, d, J 8.6 Hz), 7.94 (1H, deBCT/&GB3006/050055
1.7 Hz), 7.74 (2H, d, J 8.®6Hz), 3.56-3.50 (1H m,
1.19 (6H, d, J 6.8 Hz)
5- Br ono- 2- (4- chl orophenyl ) benzo [ dl oxazol e LCMS RT=
9.09m n, MW307.9; 1H NWR (DMSO: 8.21 (2H, d, J 8.7
- ; 5 , J 8.7 Hz),
- piciiBoheVy- BontoprRtybpdittiotideic 7T o)
LOMSRER [ $8wirs NHONMR AXMBO): 241 (D, Vi2deHD)CRB1 RIH, dd, /1.8 0.4

: ' p—_ 5 < I .9

nf 5y ARG A ST IO S S oy iy 150
3.50.(34, f), H9 @8, d)J683z3. 1 Hz), 6.70 (2H, d, J 8.7 Hz),

6.06 (2H, s) 4-(6-Chl orobenzo [dl oxazol -2-yl)aniline

LCVMS RT= 6.57m n, MH#245.0; 1H NWR (DMSO): 7.87-7.82

. . - igd, J 8.7
N K AR P AT
LOVS RT3 6 70mipdTH G800 7 HOSMIS PMS0): 10.83 (1H, s), 8.02 (1H, dd, J 9.9

6 ST P BRI T FH Y A bigl, 3890 o,
6. 1801 H, 8,280 Bz2®.(5ABH, by), 8. 10 (1H, d, J8.6 Hz), 7.99

(1H, dd, J8.6 1.8 Hz), 7.80-7.76 (1H, m), 7.72-7.67
(1H, m, 3.40 (2H, q, J 7.3 Hz), 1.13 (3H, t, J 7.3

4-(37%0-Dichio#obiilze Eﬂ&iﬁan-}y;ﬁmﬁﬁé hyl sul f onyl') benzo [d]
oxazole LCMS RI= 6.37nn; | H NWR DNSO?): 8. 39 ng, d,
LCMS RTF)27ngn,MH 2(0.05dH NMRg(DM30)1-8.10 (HL.19, (-2H(1H, 8), 7.85
(2%;3‘1’91% Z)cgﬂgjc%}(l’l?,‘,gg%z)é%ﬁ g.]?’SS)I—E), 7.78-7.60 (3H,
3, 4- Di chl or0|’ohe’nyl )-5-(ethyl sul fonyl)benzo [d] oxazol e
= 7.28mp. | H - 8. 1H..d, J2.0
5 oo 245y SR Nen - bl =,
LCGMS RB= 10 1inidMHE 340.8. '8l NMIR (CDER)8.68 (190.dd)J 8.860.9H8), 7.93-
Hz)., 7.94 (1H ~d, J 8.4 Hz), 3.41 (2H J 7.3 Hz)
7.8 ég, mg.s{ (1H; dd, 58.6p0)8 Hz), 7.65 (1H, dd, J 8.5 05 Hz), 7.23-7.15 (1H, m),
-1, 3- 5 54, h - | |
REH B R BT PR R P PE0R e
J 1.8 0.6 Hz), 8.17-8.13 (2H, n), 8.05-7.96 (2H, m

5-%@%?0-é-,](glget[,ylguﬁ{?gryﬁ))b'&'%}o'[d]%xé‘z%l- Spndner’ 7-3 H2). 114
LCMS RT= 5.99min, MH" 319.2; "H NMR (DMSO): 10.88 (1H, s), 8.16 (1H, dd, J 1.8
0.5 Hz), 7.97 (1H, dd, J 8.5 0.5 Hz), 7.84 (1H, dd, J 8.4 1.9 Hz), 7.69 (1H, d, J 8.6 Hz),
631 (1H, dd, J8.7 2.1 Hz), 6.24 (2H, 5), 6.20 (1H, d, J 2.1 Hz), 3.37 (2H, q, J 7.5 Hz),
112 (3H, 1, J 7.3 Hz)

Method 1A (Compounds I¢)

N-(2-(Pyridin-3-yl)benzo[d]oxazol-5-yl)nicotinamide

LCMS RT= 4.64min, MH' 317.1; '"H NMR (DMSO): 10.67 (1H, s), 9.37 (1H, d, J 1.5
Hz), 9.16 (1H, d, J 1.6 Hz), 8.84-8.78 (2H, m), 8.56 (1H, dt, J 8.0 1.7 Hz), 8.36-8.32 (2H,
m), 7.86 (1H, d, J 8.8 Hz), 7.80 (1H, dd, J 8.9 2.0 Hz), 7.70-7.58 (2H, m)



2- (1- Phenyl et hyl ) benzo [d] oxazol -5-am ne LCMS RT=

5.80min, M#239.0; IHNW (DMBO): 7.35-7.23 (6H, m,
w@2@0/09tby d, J 2.1 Hz), 6.57 (1H, dd, J 8.6 PCRGH2)07/050055

5.02 (2H, s), 4.42 (1H, q, 63 7.1 Hz), 1.66 (3H d, J

7.2 Hz) 2-(4-Chl orophenyl)benzo[ d] oxazol e-5-sul fonic

acid LCMS RT= 4.44nmin, MN309.9; |HNW (DVBO): 8.28

(2H, d, J 8.7 Hz), 8.03 (1H, s), 7.83-7.73 (4H m

5- Chl oro-2- (pyridin-4-yl)benzo [d] oxazole WD

2007/ 091106 PCT/ GB2007/ 050055 62 LCMS RT= 6. 51min,
4-Miethox g-N-(2-(4-methioRyp B Db enz® [HoxqzoH3-yl)benzagnide Hz )

iyl @hsgidofh Sposty el 4 o g s Rt Bp B8
Hzg -Crd (H) R 7(19YRHAd, 0-906 Yk), Do0Z2H] i) So8HZ) B33 L(m/,&)mss (H, s)

49mn MN 231. O; IHNI\/R(DI\/BO) 8.87 (2H,
8.10-8.08 (3H, ,793(1HdJ86HZ) 754

nZyfhen a](ﬁagorﬁ% *i?'% flieh a@t?ﬁgﬁs gfn On MH+289. 2:

‘Emoxazo ioé
i, Msf*zmsg, ImMm(cncm; TH(1Hy 5), 7.425(18, 7,30
7,1:35(31’2}16@%9_1%4%@ %;jsd(fﬁ,ﬁs) 6.69 (2H, d, J 8.8

2- (4- Chl or ophenyl ) - 5- (et hyl sul fonyl ) benzo [d] oxazol e
8..43 (1H,
2, ﬁ%ﬁb‘”f %%@%ﬁﬂorgpg@ Df’swol'aloxamif%}zan@des El H,

L@ivis 1iT=8 86)9i1mr9 M@ 45093 H NMRL(DVS0)! 18.83 (@HZs)H8 B2 (THES, J 1.7
Q 4 @H ddob&&riyﬁ ZBJQéKbéydéeﬂgbhﬁlmae%&%(l[fb]d SR &8Ad)e7.81

<1%§*\453’@W PRI NESE TS P8Iy P ESRRREm™ &0 (1"

38518Hz)780(1Hdd 38504Hz)760
Hd unsﬂz 3.21-3.15 (2H, nm), 1.89-1.76 (2H,
0C 34 7.4 HZ) 2-(Napht hal en- 1-yl ) benzo
[dI oxazol 5- am ne LCVMS RT= 6. 59m n, MV 261. 1 I H NMR
_& 941(1Hd386Fé 38 (1H J 7.3
2'-{4+ Berhe@yw ¢'hibengo[djoxpzolef,sarbgxyliy ﬂ\c!h dd J 7.8
‘HQ\JW‘P)MSZ)F% %0 ?“**1(‘%{'8 5@(1H Z AP, %4*1’1 J)0'3321 88307(2H2}n) 8.19

6.99 (1 H, d el
(2B, 4,7 §.2Hz),8)06-802 a}pmhyl%z(lm <)bé$ﬁélz[)d450 (2H, d 754 Hz) 2.69

22795122V 61 (2H, m), 0.94 (3H, t, J 7.4 Hz)

Method 1A (Compounds Ie)

4-Amino-N-(4-(5-bromobenzo[d]oxazol-2-yl)phenyl)benzamide

LCMS RT= 6.87min, MH" 408.0; "H NMR (DMSO): 10.14 (1H, s), 8.16 (2H, d, J 8.9
Hz), 8.07-8.01 (3H, m), 7.79-7.74 (3H, m), 7.57 (1H, dd, J 8.6 2.0 Hz), 6.62 (2H, d, J 8.7
Hz), 5.86 (2H, s)

Method 1B (Compounds 1)

2-Benzyl-5-nitrobenzo[d]oxazole



LCMS RT= 6.92mn, MN287.1; |IH NWR (DVSO : 8.22 (2H,

d, J 8.2 Hz), 7.90 (2H, d, J 8.3 Hz), 7.81-7.76 (2H,
WoRo7/09686 (2H, t, J 7.8 Hz), 7.47-7.41 (2H, ) PCHGBB007/050055

(1H, d, J 2.2 Hz), 6.69 (8, d, J 8.6 2.2 Hz), 5.14

(2H, s) WD 2007/091106 PCT/ GB2007/050055 63

2-(Quinolin-2-yl)benzo [d] oxazol -5-am ne LCVS RT=

5.78m n, MH 262.1; |HNW (DVSO): 8.60 (1H, d, J 8.7
ToHé)-armﬁo 35}11&%#?01‘:{ (302)%1g6 lwgmmgllzlil% (ﬂoxlihe gﬁl Smi. ?wgs Qdded 2-

phé'ny'hg:e@ll E@lo(ldeH(Z%)LL 7. lmml-ﬂ,t r@bm jer@eﬁat&@) Thcﬁregc?tl((nl\repssel was
Hz 5.22 (2H,

heflpd o o YRS A7 SEE 6 Tonpin: ey GioBlnd, i il WA siowy

poﬁl_rl.zeaﬁﬂitg rllM4 hMg-eaﬁs? soH.lurij Iﬂydﬂgﬁdé Dﬁlﬁgl),)z Zﬁd ?1% résé.lgﬁnggbr%d%ﬁ’act)d 18"11tered

anﬁi%afsh%i Y'gthgxﬁl’lér (ﬂl’e Jregﬁ@g_%zlgd wag) Ut 1{' ggl b( fﬂlunﬁ:) chr?m?ﬁ_pgraphy

ehftﬂag 'ﬂsmg d. gra]dléﬁt @e l%cé'ﬂit)aﬁhe)(zarégl g ]v/\Hto Syl qic&at@/h@@nes 6. 5915&/) to

affgrdztﬁSpg-@Z&%) Oﬁthé @ﬂw/@vmwddbmww @47§X111)‘»1bw @5 5. 2)

e A T T T

HZ), T4 P7 (FL0d), A M4,(2H,s)] 9.1 Hz), 7.99 (1H, d, J 8.8
Hz), 7.45-7.42 (2H, m), 7.27 (1 H dd, J 8.7 2.5 Hz),
6.90 (1 H d, J 2.0 Hz), 6.68 (1 H dd, J 8.6 2.2 Hz),

Alﬁc@lﬁ dwdtds b%low w%regﬁrép'iﬂad ﬁﬁlowmg the same general method. The acid
(6 Br ononapht hal en-2-yl ) benzo l oxazol - 5-am ne

chloride yspd wasseithen a egmmeryially: ayailahloreonmgmayl: orgsynthesiged from
, J 8.6 1.6
thiusrr%%ﬁaﬁ%?ﬂr%gyﬂa bid yoigtaninf ofrtffony. § 55 10
7.76 (1H, 38920H2)746(1Hd38.7l—|z),
J 8.6 2.2
&fi‘ léﬁlgl"(‘%#" 352')'5'“(‘%2"&‘—1118&@?#%@ ynaphtho [ 1,2-d]
LCMSZRT< 617¢Mn W@sMMNMkIﬂ)M)ls 6b|'(|1H"\@ xm/ﬁ@) :8.31 (1H,
8.47 (1H, dd &r 121
ddg/ $:9.33 Hz),(h¥9 (lﬁ, d 8 9(92H%)2 825(}H ¢d?’83%1‘701{%)3ﬁ66ﬂ d,J16
4- Chl orophenyl ) benzo [d
Hzgx’gg%hﬁayf% ’Z’ 6n2°}(2%ﬁ8)(vxo 2007/ 8911%/)6) Ldl
PCT/ GB2007/ 050055 64
2-(4-Chlorophenyl)-5,6-methylenedioxybenzoxazole
LCMS RT= 7.54min, MH" 274.0; "H NMR (DMSO): 8.11 (2H, d, J 8.8 Hz), 7.66 (2H,

d, J8.7 Hz), 7.49 (1H, s), 7.36 (1H, s), 6.13 (2H, s)

5-Tert-butyl-2-(4-chlorophenyl)benzo[d]oxazole
LCMS RT= 10.20min, MH" 286.0; '"H NMR (DMSO): 8.20 (2H, d, J 8.6 Hz), 7.80 (1H,
d, J1.9 Hz), 7.72-7.68 (3H, m), 7.52 (1H, dd, J 8.7 2.0 Hz), 1.37 (9H, s)

2-(3,4-Dichlorophenyl)-6-nitrobenzo[d]oxazole

LCMS RT= 8.40min; '"H NMR (DMSO): 8.77 (1H, d, J 2.1 Hz), 8.40 (1H, d, J 2.0 Hz),
8.36 (1H, dd, J 8.8 2.2 Hz), 8.21 (1H, dd, J 8.5 2.1 Hz), 8.07 (1H, d, J 8.8 Hz), 7.96 (1H,
d, J 8.4 Hz)



LCVMB RT= 7.92min, MH#286.1; |HNW (DVBO) : 8.44 (1H,

dd, J 1.7 0.4 Hz), 8.24 (2H, d, J 8.7 Hz), 8.09 (1 H,
wa@ldoo7@9806 1.7 Hz), 7.93 (1 H dd, J 8.6 0.4 HeQT/GB2003/050055

(2H, d, J 8.8 Hz), 3.17 (M, q, J 7.2 Hz), 1.13 (3H,

t, J 7.1 Hz) 1-(2-(4-Cnhlorophenyl)benzo [d]

oxazol - 5-yl ) et hanone LCMS RT= 7.27mn, M#271.7; |H

NVR (DMSO : 8.44 (1H, dd, J 1.7 0.4 Hz), 8.24 (2H, d,

J 8.8 Hz), 8.08 (1H, dd, J 8.6 1.7 Hz), 7.93 (1H, dd,

J 850.5Hz), 7.73 (2H, d, J 8.8 Hz), 2.69 (3H, 5s)
2-@-Chloyphienylbhenzojddonazdlodrsudfopamideaz ol - 5- anmi ne LCMVMB RT=

N, .29 : ] nnS 2H, 8.
LGS R O S AR IS h RSP G0 o Sigoigre o s wo,
7.951H01 (i, nd), B.78-727122Hz), BSOLQH( &H, s), 2.64-2.56 (1H,
nm, 1.83-1.70 (5H m, 1.51-1.23 (5H m
5- (Et hyl sul fonyl)-2-(quinolin-2-yl)benzo [d] oxazole

s-éﬁ}{ﬁ) ﬂi-eﬁl&(z}ﬂﬁéhgl)%nﬁﬁr%nﬂoidjoﬂa MR (DVSO) @ 8.69 (1H,

3 (2H m, 8.28-8.21 (2H,
GMS 18T”1’§ 10msin; '8 NV (BM$0); 8%373(IQH88)@83(11H{,$?)8-24( H, d, J 8.7

7.82-7.76 (1H, 3.48-3. 38 (2H,
H PTG LT 5, 10 5 ) (1 T ‘
5- (Et hyl sul fonyl)-2-(quinolin-3-yl)benzo [d] oxazole
DVBO) : 9.65 (1H,
syitroy2 £ firfiorormStpe Ry phemy ipenciglorsels’ & 40 (11, d. 3
LdM§ 1’{'1-*3: 76%m§11 mlmm Boz tlzi (11$ &Uﬁ%ﬁ{gddas%ﬁ #), 8.09
I%lH dd, : 7.93
(Hrbd Jﬁ 1212)77169(% H,7§2 Ha) 43 (2H q J 7.3 Hz), 1.15
(3H, t, J 7.5 Hz)
2- (6- Bronmonapht hal en- 2-yl ) -5- (et hyl sul fonyl ) benzo [d]
2-GabizhtorophdnyBbenzo[@oxazole[ \NBldidxeld); | H NVR ( DVSO) :

14, -8 3 8 H :
LGS RE=F70%, V367 0 iR Ebpw s e 50 i an,
ddHz3.4 210 §9), Olsbi(uqidd J3.4 8207 b9%11h12s), 6.99 @4, )L 519 (zild,, s)J

8.7 1.9 Hz), 1 (2H q, Hz), 1.15 (3H,
7.5 Hz) 2- (4 C,ycl ohexyl phenyl) 5- (et hyl sulfonyl)benzo
6 PCT/ GB2007/ 050055 65 LCMS
@La@é%ﬁiﬁ“}l@&g%‘%%% 8.29 (1H, dd, J 1.8 0.4
GMP R'B= 6241 4 "HIANMR MMSOY-§.66 GLHY A, 7 2. 3I—HZ)d&.35JIH$,<31 g9% 24

Hz:igf; 18 JH4. &%QE{Z 903@1}@ @% 0815’127263@% (llﬁ{& Hd) 650%.6% (11,

m)l. 84-1.71 (5H, n) 1.53-1.24 (5H, m, 113(3H, t, J
7.5 Hz)

2-(Benzo|[d][1,3]dioxol-5-yl)-5-chloro-6-nitrobenzo[d]oxazole
LCMS RT= 7.21min; "H NMR (DMSO): 8.68 (1H, s), 8.23 (1H, s), 7.83 (1H, dd, J 8.2
1.6 Hz), 7.66 (1H, d, J 1.7 Hz), 7.20 (1H, d, J 8.4 Hz), 6.22 (2H, s)

5-(Ethylsulfonyl)-2-(naphthalen-2-yl)benzo[d]oxazole

LCMS RT= 6.94min, MH" 338.1; "H NMR (DMSO): 8.90 (1H, br), 8.34 (1H, d, J 1.4
Hz), 8.30 (1H, dd, J 8.6 1.7 Hz), 8.24-8.05 (4H, m), 7.99 (1H, dd, J 8.5 1.8 Hz), 7.73-
7.64 (2H, m), 3.41 (2H, q,J 7.3 Hz), 1.15 (3H, t, J 7.3 Hz)



2- (Bi phenyl -4-yl)-5-(ethyl sul fonyl ) benzo [dl oxazol e
LCVS RT= 7.31nmin, MNV364.1; |HNW (DMSO: 8.36-8.32
wQ 30d7/00196 8. 11 (1H, dd, J 8.6 0.5 Hz), 8.00- 7POBEGB307/050055
n, 7.84-7.79 (2H, n), 7.5707.43 (3H, m, 3.41 (2H, q,
J 7.3 Hz), 1.14 (3H t, J 7.5 Hz)
5- (Et hyl sul fonyl ) - 2-(napht hal en-1-yl )benzo [d] oxazol e
LCMS RT= 7.03mn, MH 338.1; IHNWR (DVSO): 9.41 (1H,
. ), 8.44 (1H,
2- @ Cﬂloigo 3. ﬂﬂ%}oplﬁenglg i&%ﬂy]su@ény@b&né&dﬁuﬁzﬁ%7 8.12 (2H
L(EMS 1§T=E)Q 48(111n41\/[Hd33818 éHGVMlB(DMﬁOWS 8a.(111,8%, § 3H,0.571z), 8.27-

823 (R, bl &1 g o 75 60 1y, ADA KN 0d 1 85 T P A07-7.82 (1, m,

7.514@HptdeJ BOMR) BZy; 34132H] d).J MHZ)SSQSZKSHl tHI NM:Hz()DI\/SO)
8.97 (1H m, 8.37-8.32 (3H m, 8.17(1H, d, J 8.9
Hz), 8.12 (1H, d, J 8.6 Hz), 7.99 (1H, dd, J 8.6 1.6
2- t’?&lehe}gﬁg-(étil%u%ylﬂ)enﬂ(ﬁ dfox4z (ﬂe HZ) 7161 (15|H t? j
LCMS R¥y 652 13@\{&162?39?, H MR(DMSO) 8.20 (1H, d, J 1.5 Hz), 7.97 (1H,

o ey B SO AR, b oL,
2. 14-20H2H, nas) PR2{1158, (SHdnh’), 150L1.88 (BHL iz 1. 10§3HA, { THHAd, J

8.5 1.5 Hz), 7.99 (1H, d, J 8.6 Hz), 7.88 (1H, dd, J
8.5 1.8 Hz), 7.70 (1 H, dd, J 8.5 0.4 Hz), 7.52 (1 H,

2- (@.-Cﬂlof;b riﬂiﬂ-Z-yi)-ﬂ—éetﬁ%lsﬂfor@@beﬂz«ﬁd]@x%oﬁe Hz), 3.12 (2H,
L ,SrRTro5é’2{15n eMHgé?ﬁ br SN (PMSQx §:981(1H, ¢/ D Elr| 8.42-8.39

(2%}%88%}(%1%&’9 §‘5 2234’%%)%(1%&11{31% %@% (1%1? §§é_§.§ﬁ'.g Hz),

3.44PH, 6,852 He)l, 1. Bd3H),§ 78 Bz)l Hz), 6.29 (2H, br), 6.24
(1H, d, J 2.1 Hz) WD 2007/091106 PCT/ GB2007/ 050055
66 2-(3,4-Dichl orophenyl)-5-(isopropyl sul fonyl)benzo
2-[Bthze[4f1 S| dotdES1RE gethy RBTowyl)behiz ﬁm&o) 841(1H
([Bézaﬂlowlﬁfitf_lydd ng\y)edwﬂ%xé)121 (1
LGVS RT3 64)921119 3350, H NMR (Q¥ISO): §.26 ( 5d¢|z’)1 8 0.5 Hz), 8.03

(lﬁB&gJéZ?@ﬁl_(}%Z' 7@%1}131159J§1§ 1ben%)1|7| 3'(11»1 da, 33 L Bhu-8.7.68 (1H,

d, 3 7dt), 219, 31, m%dzrldx)ypa@m )sa,caessa@wa, LTHBIARTEL2 (3H, £, J 7.3
I .70mn, M# 263.1; IHNW (DVSO: 10.83 (1H, s), 8.02
Z(1H, dd, J 9.9 6.9 Hz), 7.85 (1H, dd, J 10.4 7.5 Hz),
7.62 (1H d, J8.6 Hz), 629 (1H, dd, J8.7 2.1 Hz),

6.18 g d J2.0 Hz), 15 EZH br)
5-Chloro-2-(4- (methylsulfonyl)phenyl)benzo d]oxazole
LCMS RT= 6.43min; '"H NMR (DMSO): 8.45 (2H, d, J 8.4 Hz), 8.18 (2H, d, J 8.5 Hz),

8.02 (1H,d, J1.9Hz), 7.92 (1H, d, J 8.7 Hz), 7.56 (1H, dd, J 8.7 2.1 Hz)

2-(2,2-Difluorobenzo[d][1,3]dioxol-5-yl)-5-(ethylsulfonyl)benzo[d]oxazole

LCMS RT= 6.70min; '"H NMR (DMSO): 8.32 (1H, dd, J 1.8 0.5 Hz), 8.24 (1H, d, J 1.6
Hz), 8.16 (1H, dd, J 8.5 1.7 Hz), 8.09 (1H, dd, J 8.6 0.5 Hz), 7.97 (1H, dd, J 8.5 1.8 Hz),
7.71 (1H, d, J 8.5 Hz), 3.40 (2H, q,J 7.3 Hz), 1.13 (3H, t,J 7.4 Hz)

2-(4-Chlorophenyl)benzo[d]oxazol-6-o0l



4- (5, 6-Di chl orobenzo [d] oxazol -2-yl)aniline LCMS RT=
7.27min, MH+ 279.0; |H NVR (DMBO): 8.10 (1H, s), 7.97
W@ 204d7/03)196 7. 85 (2H, d, J 8.7 Hz), 6.70 (2H, dPCTGB2@7/050055
Hz), 6.14 (2H, s) 71
5- (Et hyl sul fonyl ) -2-(5, 6, 7, 8-tetrahydronapht hal en- 2-yl
)benzo [d] oxazole LCVMS RT= 7.71mn, M+ 342.2; |H NWR
(CDC13): 8.03 (1H, dd, J 1.8 0.5 Hz), 7.93- 7.87 (2H,
Lé@[s T3§342%ﬂ1h Mﬁ*z&@g?‘ﬁ W@)M@O‘f”% ézikl‘lH %fﬁ(ﬁiod 8.6
HZZ 7866 @2H;d, . 316 Hm) 7. 6(1(181le8® I@ZDH7 10{11H u,72.213x, 687 (1H, dd, J
) 5-Ami no-2-(5-(ethyl sul fonyl)benzo [d]
87414 -2-yl)phenol LCMS RT= 5.99m n, MH#319.2; | H NVR
(DI\/SO) 10. 88 (1H s) 8 16 (1H, dd J 1.8 0.5 Hz),
97 (1 H dd, 7. 84 H dd, J 8.4 1.9
2- (ﬁz()Eth#S‘ﬁ@nwamBﬂOéalel-%-m?yphthelesf ?llH dd, J 8.7 2.1
LdMS RP= 2477£n¥rH Mﬁ? 35%9;2% 1(11141& SldMsb)Zlizk@H s$- 83474 $§.3510H, m),

12 ('3H,

8. 1?)623%&]11@1@ %87 76@(@%@9};&4%&2}1{, 8- 413 bzl 5 (3H t J 7.3 Hz)
[ d] oxazol -5-yl ) ni coti nam de LCMS RT= 4. 64m n, Mt
317.1; |H NVR (DMBO): 10.67 (1H, s), 9.37 (1H, d, J

-(Beﬁzofhk@n,-S-@l)élﬂi(eﬂi)l‘llsulﬂ),nyl)bénﬁ[d-]h))azolk 84-8.78 (2H,

L GRRE By Wt 2 Kol B2 (A 0 ] -

&, J170u7, %&2(@:1'; 4y ¥612007) 895106, BT SRRYOTOPHANTE ) 1),
Met hox met hox benzo
7 G5 B Ol 5.5 1 DA SR ] A, o P, JED 7 (17,15 3 (0KRH e, J 7.4

o g o . o (e
(2H, d, J 8.8 Hz), 3.88 (3H s), 3.85 (3H, s)
A A s

L(SMS RT42. 761%11 MM 364.80H ﬁms(mm) 8R6-82114H( 2l 8.63 (1H d,J

8. 62H3L 6:(88r(ﬂ8r ¢d.N 8.1 X1, &7 (PHr Gt iiz).Bet?z Gt 41 / 7.2 Hz), 1.06
(61‘?)(@? I2}5Z yI)benzam de LCM5 RT= 8.09m n, M+450.9; 1H
? 10.84 (1H, s), 8.32 (1H, d, J 1.7 Hz),
814(1H dd J 8.9 1.5 H), 7.95 (1H, dd, J 8.1 1.6

1H dd, J8.0 1.6
2 {medad5e Sk fhpabeodnbiiersp Mouhlé, 99 380
LS 9A0f&G0 NIHUBGHS ; IIH)NMR (DMSOY: 8.88 (111, br) 87 (I, dd, /8.5
1 H&é&gré){)&l HCWY R 8 Y PR Y287 2liE ), 53 t%?ﬁyfi '78.9
Hz), 7.95-7.93 (1H, m), 7.73-7.64 (2H, m), 7.52-7.47 (1H, m)

2-(Naphthalen-2-yl)benzo[d]oxazole-5-carboxylic acid

LCMS RT= 4.83min, MH' 289.0; '"H NMR (DMSO): 13.20 (1H, br), 8.89 (1H, br),
8.36 (1H, dd, J 1.6 0.5 Hz), 8.30 (1H, dd, J 8.6 1.8 Hz), 8.24-8.20 (1H, m), 8.17 (1H, d, J
8.8 Hz), 8.10-8.04 (2H, m), 7.94 (1H, dd, J 8.5 0.5 Hz), 7.73-7.63 (2H, m)

2-(Naphthalen-2-yl)benzo[d]oxazole



1H NVR (DMBO): 13.20 (1H, br), 8.58 (1H, dd, J 1.5 0.4

Hz), 8.33-8.30 (2H, n), 8.19 (2H, d, J 8.2 Hz),
w@206/0980@ (2H, m, 7.93 (1H, d, J 8.3 Hz), 7.BOT/GBR)07/050055

d, J 8.4 Hz), 2.69 (2H, t,72J7.8 Hz), 1.73-1.61 (2H,

m, 0.94 (3H, t, J7.4 Hz) Method 1A (Conpounds |e)

4- Am no-N—(4 (5- bronobenzo

[ d] oxazol - 2-yl ) phenyl ) benzam de LCVM5 RT= 6. 87m n,
Ldﬁ% IQTI_E% oRhE %\ﬁﬁwml i li-loNﬂﬂl (I%M%ﬁ)ssﬁ(ﬂ}@ hrPH, 29d(71HJdd J 8.6
IQHH 8da; 8’1)8(8H(5n12 8)15-IQI)H d6J82’ H218.09-8.03 ($H7m) I-'Iz$8 7.83 831, m),

t ounds 1) 2-Benzyl-5-nitrobenzo
77(1 o B P B OB 06 PeT) Gaa00v] 00055 65 70

am no- 4-ni trophenol (300ng, 1.95mmol) in di oxane
\’ﬁi’if was added 2- phenyl acetyl chl oride (290L,
'tfrtlg Py(naphthglen2rd)henzoldinxazoléne eaction vessel was

LAWSIRE= 10,50, Mg s epay N@ﬁ)ég; 81")5(17(1@1 sﬁfstzssr(m dd, J 8.6
coolin the nixture was slo oured into

1. %Ha)e&? 7s$ﬂjﬁ2ﬁnnﬁy7:|85ﬂ48délf(15mm_ 77 @Hedt-hk6 H,Zé,lﬂl 54 45 (3H, m),
&tﬁflﬁi'ﬁ&‘)elr%d _vvashed wth water. The

|ng SO ufl i ed by col um chromat ogr aphy
eIutlng usi ng a gradi ent (ethyl acet at e/ hexanes 1:7

S B R k. 1o 1o 10
L%%%E}%WQM%NW 3 882 Q]’ZH%}_E@24 @u34d, 78.6

1.8/Hz)38.21- 8712 @H, mpy8. 07425@14 (321m), §)72ﬂ 63 @éhm)unds bel ow
were prepared follow ng the sane general nethod. The
acid chloride used was either a commercially

1-@-'1,4lDichiaropbenyl)benzofdjox nznd-5~gljethawone t he

LCUSRTL gﬂg' i 1\@%{;2@3 | lﬁNﬁﬁg?Qﬁﬁd}g s 3534258 717 05 1z), 838

(ud,l ®01.0 Biz),18) 181 i 84,018:512.0 HA)) 8. 09<@14D|d6 JLEHE, zRFi-) 7 96-7.91 (2H,
74min, MN284.9; 1H NVR (DMSO): 8.60 (1H, d, J 2.3
m)|r|%)59(%H§i(1H dd, J 8.9 2.3 Hz), 7.99 (1H d, J90
Hz), 7.82 (1H, dd, J 8.2 1.7 Hz), 7.66 (1H, d, J 1.6
Hz), 7.18 (1H, d, J 8.4 Hz), 6.20 (2H, s)
2-@-CHlotyphenylpieemethylbgnso[disxhzdlenedi oxybenzoxazol e LCVS

L i 5, M50l ROyl 5 8 P

(A1), 797,783 (3L, @DH2.48 31, 5)

5-Methyl-2-(naphthalen-2-yl)benzo|[d]oxazole

LCMS RT= 8.82min, MH" 260.2; "H NMR (DMSO): 8.83 (1H, d, J 1.1 Hz), 8.26 (1H,
dd, J 8.6 1.7 Hz), 8.21-8.16 (1H, m), 8.13 (1H, d, J 8.7 Hz), 8.06-8.02 (1H, m), 7.72-7.64
(4H, m), 7.30-7.26 (1H, m), 2.47 (3H, s)

Method 1C (Compounds I)

6-Nitro-2-phenyloxazolo[5,4-b]pyridine



5-Tert - butyl -2-(4-chl orophenyl ) benzo [d] oxazol e LCMS

RT= 10. 20m n, M+286.0; 1H NVR (DVMSO): 8.20 (2H, d,
wdadood/optape 7.80 (1H, d, J 1.9 Hz), 7.72-7.68 PGHGBRY07/050055

7.52 (1H, dd, J8.7 2.0 Hz),731.37 (9H, s)

2-(3,4-D chl orophenyl ) -6-nitrobenzo [d] oxazol e LCVS

RT= 8.40m n; 1H NVR (DVMBO: 8.77 (1H, d, J2.1 Hz),

8.40 (1H, d, J2.0 Hz), 8.36 (1H, dd, J 8.8 2.2 Hz),
To pglépl(o%ﬂnorﬁd acid é% P62 Lwh had B R, 5(191!1'{) 2%bxod1 Bdfh Hﬁ% idin-3-

d.38. 4Hz) WD 2007/ 091106 PCT/ GB2007/ 050055

yl)bmmédt'— (@ﬁOmgobh@my!IO))b &he cesiltihg oxiatind was then|eatad i d65°C for

sogiyang pojubigh Wi Bhog Yoy ol 4D Ty il s oppected
by (fRtration) dl’siol{’z'r% 1ﬁﬁ|l‘¢th}8 )athh’er ﬁllt)ereg through glumlna atnéi]evaporatled to afford
chl or opheny ni trobenzo oxazol e
9%%%@?81%“1 &RmRounty NVR (DMSO): 8. 73 (1H, s), 8.31
IH(ﬂ[MR %l‘nMsQ))% 3(12(|T|H d, 72.58H%), 9H2) (11! 47§ 2(2hk), 832187 GH, m),
Nitro-2-(4-(f r|fIuoronethoxyjphenyl)benzo [d]
77(9;( Qb(iﬂ,mows RT= 7.66m n; 1H NVR (DVSO): 8.72 (1H d,
J 2.3 H), 8.38 (3H m, 809 (1H d, J8.8 Hz), 7.66
(2H, d, J8.2 Hz) 2-(3,4-D chlorophenyl)benzo
All chjmpamds belbw3y elie prepared B wWRIEtHR:. sd i generfaHimetlivd. 9; 1H
NVR (CDC13): 8.18 (1H, d, J 2.0 Hz), 7.91 (1H, dd,
J8.4 2.0 Hz), 7.50 (1H, d, J8.4 Hz), 7.09 (1H, s),
-ﬁltﬁﬁﬂ(ﬂﬁldlﬁ)l— lﬁw%%[@?diaz&lk

2- (Furan-2-y nltrqbenzo oxazol e LCVS

5-
LEVBARTT 5. Simlwwﬁf MSO)HISNES&I? 0)y8. 83§8§(|lﬂz1) m)88 B(H, d,J
s . 0 Hz), 8.05
2411t} 84 Jé"’%ﬁpé?“*‘-%% 1,5 & (3 g 960 S
(1H m 2-(Benzo [d] 1, 3]
| -5yl chl itrob d l e LCVB
R T oy bﬁwﬁdi’wg&e 868 (1H sy 5 23 (IM
L(SMS 17T=83 8 shih, Wz@(ﬁlﬁ NMRG(DMSO) 78 858 76 kb H ), 8.34. (TH, dt, J

7. 951 QFHZIM g%i%m y 828 2 %Bhtﬁa% 842 ;ﬁélgkl I}Ibg)rﬁﬁo(lﬁd}id%%a%w@ 1.2
CMB RT= 6.94min, MAV338.1; 1H NMR (DVBO): 8.90 (1H,
r), 8.34 (1H d. J 1.4 Hz), 8.30 (1H dd, J 8.6 1.7
Hz), 8.24-8.05 (4H, m), 7.99 (1H, dd, J 8.5 1.8 Hz),

2-(g'-lzli))t_ylpyridin-Z-yl)-5-nitrobenzo [d]oxazole

LCMS RT= 7.32min, MH" 298.1; "H NMR (DMSO): 8.68 (1H, dd, J 2.3 0.3 Hz), 8.64
(1H, dd, J 2.1 0.5 Hz), 8.33 (1H, dd, J 9.0 2.4 Hz), 8.26 (1H, dd, J 8.0 0.6 Hz), 8.05 (1H,
dd, 7 9.0 0.3 Hz), 7.88 (1H, dd, J 8.1 2.1 Hz), 2.70-2.66 (2H, m), 1.62-1.52 (2H, m),
1.34-1.22 (2H, m), 0.86 (3H, t, J 7.4 Hz)

Method 1D (Compounds I)

2-(2,4-Difluorophenyl)-5,6-dimethylbenzo|[d]oxazole

A suspension of 2-(2,4-difluorobenzamido)-4,5-dimethylphenyl 2,4-difluorobenzoate
(90mg, 0.22mmol) and 4-methylbenzenesulfonic acid (82mg, 0.43mmol) in xylene
(2mL) was heated at reflux for 16h. After cooling, the solution was diluted with ethyl



7.64 (2H, m), 3.41 (2H, q, J 7.3 Hz), 1.15 (3H, t, J
7.3 Hz) WD 2007/091106 PCT/ GB2007/ 050055 70
wQ@2¢3/0ahber o- 2- f | uor ophenyl ) - 5- (et hyl sul f onyl ) PENBEB2007/050055
[ d] oxazol e LCMS RT= 6. 48m M4 M+338.8; 1H NVR ( DVSO) :
8.40 (1H, dd, J 1.7 0.5 Hz), 8.27- 8.21 (1 H m, 8.14
(1 H dd, J 8.6 0.4 Hz), 8.01 (1 H, dd, J 8.6 1.8 Hz),
7.97-7.92 (1 H m, 7.51 (1 H td, J 8.0 1.0 Hz),
acgtaté]anﬁzvl?!ls & w}tﬁ ué’&y)s’so&ruﬁ?’b{c%onefte stlutZor’r)’ f(h%l’ved by brine. The
2- Cycl ohexyl - 5- (et hyl sul fonyl ybenzo [d] oxazole LCM5
comRpined. GZaia, layary 203¢ Jiried HovgwRnhpie@y :M8SQQ ad Hyvapora@d. The
resifhe] ptid 8. phfineg By Joljmd | Brbomdudiiply; byl Jab S
acclatt/hexan0$ 1¢13Hy/viip, afior82}6ing5€64(’/@|'bf e, title E&nﬁouila BMS RT=

J7.4 Hz
78?“(“5’-]]@103 Q)Syrl di n-2-vyl ))5 (et hyl sul f onyl ) benzo

" Mlx SO)- 28y 1 ( A7
N’ g? @N&SW %éjg’y 232 7M2H(3ﬁ 1%% 739;11-;7*361@,5&5\/@@(,1 I_7L(3H,

s)@eBS(ass)524Hz) 816(1H d J8 6 Hz), 8.03 (1 H,
dd, J 8.6 1.8 Hz), 3.41 (2H, q, J 7.2 Hz), 1.13 (3H,
t, J 7.3 Hz) 2-(Benzo [d] [
1, 3] di oxol -5-yl)-5-(ethyl sul fonyl )benzo [d] oxazole
LCMS RT= 6.09mi n, M4+ 332.0; 1H NMR (DVBO): 8.26 (1H,
dd, J 1.8 0.5 Hz), 8.03 (1H, dd, J 8.5 0.5 Hz), 7.92
(1H, dd, J 8.5 1.8 Hz), 7.83 (1H, dd, J 8.2 1.7 Hz),
7.68 (1H, d, J 1.6 Hz), 7.19 (1H d, J 8.2 Hz), 6.20
(2H, s), 3.39 (2H, q, J 7.3 Hz), 1.12 (3H, t, J 7.3

7
Hz) 5-Chl or o- 2- (4- (et hyl sul f onyl ) phenyl ) benzo [ d]
oxazol e LCMS RT= 6.43mn; 1H NVR (DMSO : 8.45 (2H, d,
J 8.4 Hz), 8.18 (2H, d, J 8.5 Hz), 8.02 (1H, d, J 1.9
Hz), 7.92 (1H, d, J8.7 Hz), 7.56 (1H, dd, J8.7 2.1 Hz)
2-(2,2-Difluorobenzo [d] [1, 3]

di oxol -5-yl)-5-(ethyl sul fonyl )benzo [d] oxazol e LCVS
RT= 6.70m n; 1H NVR (DMSO: 8.32 (1H, dd, J 1.8 0.5
Hz), 8.24 (1H, d, J 1.6 Hz), 8.16 (1 H dd, J 8.5 1.7
Hz), 8.09 (1 H dd, J 8.6 0.5 Hz), 7.97 (1 H dd, J
8.51.8 Hz), 7.71 (1H, d, J 8.5 Hz), 3.40 (2H, q, J
7.3 Hz), 1.13 (3H, t, J 7.4 Hz)

2- (4- Chl or ophenyl ) benzo [d] oxazol -6-0l WO 2007/091106
PCT/ GB2007/ 050055 71 LCVS RT= 6.42m n, M+ 246.0; 1H
NVR (DMSO): 9.94 (1H, s), 8.13 (2H, d, J 8.6



Hz), 7.66 (2H, d, J 8.6 Hz), 7.60 (1H, d, J
7.10 (1H, d, J2.2 Hz), 6.87 (1H, dd, J 8.7
wQ2¢05100Hvdy | sul fonyl ) benzo [d] PCT/GB2007/050055
oxazol - 2-yl ) napht hal en- I - ol75LCVS RT“’ 7.77m n,
MH353.9; 1H NWMR (DVBO): 12.24 (1H, ?,s) 8.44-8.39 (2H,
, 8.19-7.98 (4H m, 7.77-7.63 (C§—| m, 3.42 (2H,
J 7.3 Hz), 1.15 (3H, t, J 7.3 Hz)g
(Benzof uran-5-yl)-5- (ethylsulfo y
CVMB RT= 6.47m n, M+ 328. 1H NWR
J 1.7 Hz), 8.31 (1H, d, 21.7

Hz)
)

loac

begnzo [d] oxazol e
PyBO : 8,61 (1H,
HAS $8.22 @ H, dd,
Hz), 8.19 (1 H d N, 222 H)7 8,094 M d,

1.7
Hz), 7.95 (14, dd, 2.9 H), 7. (1H, d,
Hz) , 19-7. & (1H W@swo (2H q, 4 Hz),
|etpyl§benzo [d] Q

(3H t, J §. 3%k
- Chl or opherngl ) -\, N-
CVB¥RT=27. 75mi n, MH+364. 9;
(3H, n) 8.03 (1H, d, J 8.6
2

ssium th

8.5
8.5
8.7
15
(4

q,
2-
L
d,
J
J
J
1.
2-
oxazol e- 5- sul f oglanixle

NVR (DVBO): 8.25-8.2

Hz), 7.89 (1 Hy dd 0 8.6 1.8 Hz), 7.74 (2H,_d,
Hz), 3.22 (4H, H=2)/7.2 Hz), 1.06 (6H, t, J 7.
2- (Napht hal en-2-yl)-5-(trifl uoronet hoxy)benzo

[dl oxazole LCMS RT= 9. 10m n, ML14+330.1; 1H NMR (DMSO):
8.88 (1H, br), & 2% (1H, dd, J 8.5 1.7 Hz), 8.23-8.19
(1H, n), 8.16 (AH g J 8 8.08-8.04 (1H, m,
7.97 (1H, d, .98 Br), 7. gé»z? 93 (1H, m, 7.73-7.64
(2H, m, 7.5 745r(gH, m

2- ( Napht hal en- 2- yl‘f; ] >f ol e-5-carboxylic acid
LCVB RT= 4. 83mn 9.9; 2tH NMR (DVBO): 13.20 (1H,
br), 8.89 (1H$ br) 836fﬂ4 dd, J 1.6 0.5 Hz), 8.30
(1H, 8.@61 Hz), 8%24°8.20 (1H, ), 8.17 (1H
d,J ),£8.10-8.04 (2H, n), 7.94 (1H dd, J 8.5

0.5 7 73=7.63 (2H, m 2-(Napht hal en-2-yl)benzo
WH~2007/ @9%2{96 PCT/ GBZOO?I_/ 050055 72 LCMS

= SM+246, 5 1H NVR (DVBO) :£ 8.86 (1 br),
T . Hz), 8.22- 838 H, z 8.15
: 8.03 (1H, m),2 88-7.} (ZEI
K 7. 51-7.42 £
en-2-ngyl) nzcgi dl oxaé Ze ‘I’_CIVS
: MVR (CODC13) : SLH, s),

_77.%4-7.89 (2H, m,

, J 1565Hz), 7.54-7.45
— g O
R 2 &3
o) N &
3 e X
¢ 2 oz _
™ 5 r — >
3 \ |/
g -
= x
= "
<
N
k=
k=)
Q
(1]
)
Q 3
© G 2
& 1 1
&)
(=] X > K]
. oz > o~z 2
o, = o = >
2 < = =
Ogx %) \I/ \I/f
z—0O

1

(7N
NaH, Mel, DMF, 16h
Ry

(Method 7)



7.37 (1H, dd, J8.5 1.8 Hz), 1.35 (9H, s)

5, 6-D fl uoro-2-(napht hal en-2-yl )benzo [d] oxazol e LCVS
wW®I6078968dm n, MH282.1; 'H NVR (DVSO): 8. 82 (1PCT/IGBR)07/050055

8.24 (1H, dd, J 8.6 1.8 Hzy, 8.21-8.12 (3H m,

8.07-8.00 (2H, m, 7.72-7.63 (2H, m

1-(2'-(3",4"-Di chl orophenyl ) benzo

[ dl oxazol -5' -yl ) et hanone LCMS RT= 8.19m n, M+ 305.9;
MtHo AR ndSm$> (1H, dd, J 1.7 0.5 Hz), 8.38 (1H,

, : ., 3. (1H, dd, J8.5 2.1 Hz), 8.09 (1H, dd,

J8.6 1.8 Hz), 7.96-7.91 (2H, m, 2.69 (3H, s)

2:(A-Chl o he 6- met hyl benzo [ dl oxazol e LCMS RT=
2‘%‘?&%&%“%’%@%‘)”1‘?# NMR (DVBO): 8.18 (2H, d, J 8.7
ToHB)nitrd-242toFbehzo[dfdAazd1} (4Rg27187905ﬁﬁn(ﬂ).|'1n cthyl Zcef@&e/éadtlc acid

AT IR S o PR b 2 e
thr%e finidg )Nlthant;ggeﬁlfdllowg&j b¥|§l &ogenlth?ee"ﬂ?rﬁes( &1(12&1%5 1&’55&&@ under
hy¢roggn forah (12h|e| renqtloansspl W@Gﬁr(ailm purged erewtl(nsﬁw@) nitrogen,

ool RS oh PR YE Sis0) b Wik BATRBE 2608 Toporsani

sollidomp elay plashqdhmth sataraied agticoli® 5@2@93‘; fallichedd by brine. The combined

N-(5-nitro-2-oxo-1,2-dihyd ) de
OISR YORAHIOY S LU YR e RIS SO S8 (60%) of
1hgmﬁg¢a%@bgm165c for 30mn. The solutlon was t hen

oured into water. The resultigg@pre0| itate was

@MEO0) 0§02 (I, dad BEHZ)T 38 61Nkl /i8> Hr)e 689 (111 2,0 Ha),

orated to afford 9ng
64&%@%3?% bR IO FNR (oveo - 0. 51 (1n
d, J 2.5 Hz), 9.12 (111, d, J 2.5 Hz), 8.32-8.27 (2H,
9-7.67 H m Al conpounds bel ow were
ofpo the sane general nethod.
5-Nitro-2-(pyridin- 2 yl )benzo [d] oxazol e LCMS RT—
583mn MH241.9; "H NVR (DVMSO) : 8.87-8.84 (1H
0@1% gxeept etjlalgoleys uged4)415@ad4@f (ezlp.yl qﬁatat@cg@c gc@g After
evé&)?!iNl ticd) of { 7%0@ ? ﬁﬂe;h t'églal wa en u IPeZM HCI, the resulting

tro-2-(pyri enzo oxa 0
precipitate was discarded, and the solution was ba51ﬁed with 2N NaOH to afford the title

M

compound as a precipitate.

2-Phenylbenzo[d]oxazol-6-amine
LCMS RT= 5.93min, MH'211.1; "H NMR (DMSO): 8.10-8.07 (2H, m), 7.58-7.54 (3H,
m), 7.42 (1H, d, J 8.4 Hz), 6.83 (1H, d, J 1.9 Hz), 6.65 (1H, dd, J 8.5 2.0 Hz), 5.46 (2H,

s)

Method 2C (Compounds Ib)

2-(4-(Trifluoromethoxy)phenyl)benzo[d]oxazol-5-amine
To 5-nitro-2-(4-(trifluoromethoxy)phenyl)benzo[d]oxazole (850mg, 2.62mmol) in

ethanol (20mL) was added ammonium formate (827mg, 13.1mmol) and palladium on



LCMS RT= 5.84m n, MH#242.0; 1H NWR (DMSO): 8.79-8.76

(2H m, 8.34 (1H, dt, J 7.9 1.0 Hz), 8.29 (1H, dd, J
w@2@7890061z), 8.07-8.02 (2H, m, 7.64 (1H, dddPCTGB207/050055

4.8 1.2 Hz) 2-(5-Butyl pyri7d@di n-2-yl)-5-nitrobenzo

[dl oxazol e LCMS RT= 7.32m n, M# 298.1; 1H NWR (DVSO):

8.68 (1H, dd, J 2.3 0.3 Hz), 8.64 (1H dd, J 2.1 0.5

Hz), 8.33 (1H, dd, J 9.0 2.4 Hz), 8.26 (1H, dd, J 8.0
ca@)oﬁ (kgﬂlg) &h@ﬁgﬂ(&% Evag gtlrréd &t Q)OQ‘I %n?@aturz f§182(§nlrilﬁ|mtlfé:ﬂ »filthated
thrpugn,a 1pa@201i :Q?pllterr) and) w@@e@mth tethyJ Acdatel Thivrgandc $¢dution was

Wa%%uﬁﬁ b} *f‘?ra)é?l%? VPSR PRS- 6 SRR Ao BRI AR RF o da0ver
anByEeE) M%S(m add evaporated t(()j af)‘ford 434Iélg (5 6‘{?) ?f trl]le t1t1|e compound (LCMS
- ar.obenzam do) - 4, 5- di net hyl pheny
Rﬁr%é@fq’bjgw r?goate (90ny, 0.22nmmml) and
1H4NNﬁi '@MMSir)Z %@%S(th aniy @ cemiyl 7(632n%6 gi{ 4§jﬂ70i4) gH'Z‘ d, J 8.7 Hz),
ylene (2 g heated at” refl ux After

6. SQdéHs fg/ 2.0 bz ,MQ(tlHoﬁd,\ﬁHsﬂ 33 |Hp 4l o2t S)et hyl WO

2007/ 091106 PCT/ GB2007/ 050055 74 acetate and washed

wi t h aqueous sodi um bi carbonate solution foll owed by
Méthbd 2D (Cempoandbllled organic | ayers were dried over

anhydrous MgSO4 and evaporated. The resulting solid

was purified by colum chromatography eluting with
2mwlbe@5m@gﬁ6pﬂm 1:15 v/v to afford 36ng (64%

the title compound (LCM5S RT= 7.81mn, MN260.0) 'H

Tomqmtbylylb@nmd]@xwle( (330mgy 1.36mgwl)7ingethangl(20%L) was added

g 5 e ot g o B 8 g

codling, the solution was poured into ice/water and neutralize with saturated aqueous

NaHCQOs. The aqueous layer was then extracted twice with ethyl acetate (500mL). The
combined organic layers were dried over anhydrous MgSQO4 and evaporated to afford
188mg (65%) of the title compound (LCMS RT= 6.76min, MH" 225.1)

"H NMR (DMSO): 8.04 (2H, d, J 8.2 Hz), 7.41 (2H, d, J 8.0 Hz), 7.07 (1H, t, J 8.0 Hz),
6.85 (1H, dd, J 8.0 0.8 Hz), 6.55 (1H, dd, J 8.0 0.8 Hz), 5.67 (2H, s), 2.41 (3H, s)

The compound below was prepared following the same general method.
2-Phenyloxazolo[5,4-b]pyridin-6-amine
LCMS RT= 5.41min, MH' 212.1; "H NMR (DMSO): 8.19-8.15 (2H, m), 7.73 (1H, d, J

2.4 Hz), 7.63-7.58 (3H, m), 7.32 (1H, d, J 2.4 Hz), 5.38 (2H, s)

Method 2E (Compounds Ib)

2-p-Tolylbenzo[d]oxazol-6-amine
To 6-nitro-2-p-tolylbenzo[d]oxazole (2.1g, 8.27mmol) in ethanol:water 2:1 v/v (60mL) at
70°C was added iron powder (2.14g, 38.3mmol) and ammonium chloride (819mg, 15.3



Dmoo-z>0z NzZz\/ md ZI mOr+LL: ZU 3
m= Zrnm Zo LLy 2r ~0O aNNO-- > ot~

WO 2007/02H06) ~ to =Z= LL Z 71 N~ O 0 CD | OPCHEGB2607/050055
CD OZNNOZZu62LLIIMII A0 NDO)--

mmol). The suspension was stirred at reflux for 16h. After cooling, the solution was
filtered through a pad of Celite® and washed with ethanol. After evaporation of the
solvent, the aqueous layer was extracted twice with ethyl acetate. The combined organic
layers were dried over anhydrous MgSO4 and evaporated. The resulting solid was
purified by column chromatography eluting with ethyl acetate:hexanes 1:3 v/v to afford
70mg (4%) of the title compound (LCMS RT= 6.12min, MH" 223.1)

'"H NMR (DMSO): 7.97 (2H, d, J 8.1 Hz), 7.40-7.36 (3H, m), 6.82 (1H, d, J 1.9 Hz),
6.64 (1H, dd, J 8.5 2.0 Hz), 5.41 (2H, s), 2.39 (3H, s)

All compounds below were prepared following the same general method.

2-Phenethylbenzo[d]oxazol-5-amine
LCMS RT= 5.82min, MH" 238.9; "H NMR (DMSO): 7.29-7.16 (6H, m), 6.76 (1H, d, J
1.9 Hz), 6.57 (1H, dd, J 8.6 2.2 Hz), 4.98 (2H, s), 3.19-3.06 (4H, m)

2-(Benzo|[d][1,3]dioxol-5-yl)benzo[d]oxazol-5-amine

LCMS RT= 5.77min, MH" 254.9; '"H NMR (DMSO): 7.69 (1H, dd, J 8.2 1.7 Hz), 7.58
(1H,d, J 1.7 Hz), 7.37 (1H, d, J 8.6 Hz), 7.11 (1H, d, J 8.2 Hz), 6.84 (1H, d, J 2.0 Hz),
6.64 (1H, dd, J 8.8 2.2 Hz), 6.16 (2H, s), 5.07 (2H, s)

2-(benzo[d][1,3]dioxol-5-yl)-5-chlorobenzo[d]oxazol-6-amine

LCMS RT= 6.52min, MH" 289.1; "H NMR (DMSO): 7.72 (1H, dd, J 8.2 1.8 Hz), 7.69
(1H, s), 7.61 (1H, d, J 1.6 Hz), 7.17 (1H, d, J 8.2 Hz), 7.13 (1H, s), 6.21 (2H, s), 5.66
(2H, s)

Method 2F (Compounds Ib)

As Method 2E, except THF:water (2:1 v/v) was used instead of ethanol:water (2:1 v/v).

2-(3,4-Dichlorophenyl)benzo[d]oxazol-6-amine
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LCMS RT= 7.12min, MH" 278.1; '"H NMR (DMSO): 8.22 (1H, d, J 1.8 Hz), 8.03 (1H,
dd, J 8.4 2.0 Hz), 7.83 (1H, d, J 8.4 Hz), 7.44 (11, d, J 8.4 Hz), 6.82 (1H, d, J 2.0 Hz),

6.68 (1H, dd, J 8.6 2.0 Hz), 5.57 (2H, s)

Method 3A (Compounds I1)

3-Phenyl-N-(2-phenylbenzo[d]oxazol-5-yl)propanamide

To a solution of 2-phenylbenzo[d]oxazol-5-amine (50mg, 0.24mmol) in dichloromethane
(2mL) at room temperature was added 3-phenylpropanoyl chloride (44.1mg, 0.26mmol)
followed immediately by diisopropylethylamine (82pL, 0.48mmol). The resulting
mixture was stirred at room temperature for 16h. Dichloromethane was added and the
organic layer was washed with saturated aqueous Na,COs. The combined organic layers
were dried over anhydrous MgSO4 and evaporated. The resulting solid was dissolved in
methanol, passed through an acidic scavenger column (silica-based quaternary amine
SPE-AX from Biotage®) and then evaporated to afford 61.1mg (75%) of the title
compound (LCMS RT= 6.45min, MH" 343.2)

'"H NMR (DMSO): 10.11 (1H, s), 8.22-8.15 (3H, m), 7.71 (1H, d, J 8.8 Hz), 7.66-7.59
(3H, m), 7.51 (1H, dd, J 8.9 2.1 Hz), 7.33-7.17 (5H, m), 2.96 (2H, t, J 7.2 Hz), 2.67 (2H,
t,J 7.1 Hz)

All compounds below were prepared following the same general method.

N-(2-Phenylbenzo[d]oxazol-5-yl)acetamide
LCMS RT= 5.16min, MH" 253.1; "H NMR (DMSO): 10.14 (1H, s), 8.21-8.14 (3H, m),
7.71 (1H, d, J 8.8 Hz), 7.65-7.60 (3H, m), 7.51 (1H, dd, J 9.0 2.1 Hz), 2.09 (3H, s)

N-(2-Phenylbenzo[d]oxazol-5-yl)propionamide

LCMS RT= 5.49min, MH' 267.1; "H NMR (DMSO): 10.09 (1H, s), 8.21-8.16 (3H, m),
7.71 (1H, d, J 8.8 Hz), 7.66-7.61 (3H, m), 7.54 (1H, dd, J 9.0 2.1 Hz), 2.37 (2H, q, J 7.6
Hz), 1.12 (3H,t,J 7.6 Hz)



z;!, WD 2007/091106 PCT/ GB2007/050055 76 Method 2A

(Conpounds |1 b) 2-p-Tolyl benzo [d] oxazol -5-am ne To
W20 1eR2- p-t ol yl benzo[ d] oxazol e (4. 8g, 18. 90PODIGB200M/050055

ethyl acetate/acetic acid 80250nL/| L) was added

pal | adi um on carbon (480ng). The reaction vessel was

purged three tines with nitrogen, followed by

hydrogen three tines, and then left stirring under

niz8{d]d:ol-5- Pﬁbﬁ&%&n vessel was finally

e three'tines Wth nitrogen, before filtration
LQMSeRTﬁad 78fmr(séﬂHf%2(1r9 Mhﬁh(ﬂm%%@%(m tsh &21h§.16 (3H, m),

APPSR IO 101 g oot .76

Hzy ong9-nsd (21@,&@)@019@ (BHyte.VSﬁvHez)e dried over anhydr ous
MySO4 and evaporated to afford 2.5g (60% of the
title conpound. 1H NVR (DMSO): 8.02 (2H, d, J 8.2 Hz),

nz n 1H, d, J 2 0 Hz 6. 65
({;ﬂe@m Q@]Jxa%ﬁs i@e t@nﬁﬁld@ZH R 3)H .

)
SHRYE= 552110 ABO US| H)lemwﬁw 109 ébH;éth Hr-Hah 6, m),
g€ f y [1aC fLer
S s SIAr PR L ooy i o QL W Eb D2 PR 2 8l g 7
HA)N1 .60V BIEI2H trhe 1130s1L3 1t (281 m)p0.9Z (3, tat 26 Way di scar ded,
and the solution was basified with 2N NaOH to afford
the title conpound as a precipitate. 2-Phenyl benzo

(gzibﬁ Bdm@%ﬂ&ﬂa&&-&?l)ﬁoﬁﬁyra’inﬁ%m n, M4+211. 1 1H NI\/R
LGMS RE 559pim MEZ2§161 éﬁm (@Msﬁ)il@g)%ﬂ)H sB. 86332 %l&@H m),

19 4.8 t m
g R i 88 P 8 BB 5 G, o,
1.TJ4dpHxs)zol - 5- ami ne To

5-nitro-2-(4-(trifluoronethoxy)phenyl)benzo[ d] oxazol e
(850rrg, 2.62mol) in ethanol (20nL) was added

N \ybenze d}&ia@ol(— Bf@ran-23calpsmidand pal | adi um on VO
007/ 91106 PCTHQB 7/050055 77 carbon

85 . The
LGYIStRF= 5838 (NH 205 Lit Hr NVHR (RMSDai Qe (k rS),g%%ﬁ'%?O (3H, m),
79788, B4 F1.908%2), 7.77 2H, d, J 1.3 Hz), 7.66-7.62 (3H, m), 7.38 (1H, d, J 3.4

Hz), 6.73 (1H, dd, J 3.4 1.7 Hz)

4-Chloro-N-(2-p-tolylbenzo|d]oxazol-5-yl)benzamide

LCMS RT= 7.23min, MH" 363.1; "H NMR (DMSO): 10.55 (1H, s), 8.32-8.31 (1H, m),
8.17 (2H, d, J 8.1 Hz), 8.08 (2H, d, J 8.6 Hz), 7.84-7.77 (2H, m), 7.70 (2H, d, J 8.6 Hz),
7.50 (2H, d, J 8.1 Hz), 2.49 (3H, s)

4-Methoxy-N-(2-p-tolylbenzo[d]oxazol-5-yl)benzamide

LCMS RT= 6.41min, MH" 359.1; '"H NMR (DMSO): 10.35 (1H, s), 8.33 (1H, s), 8.17
(2H, d, J 8.1 Hz), 8.07 (2H, d, J 8.7 Hz), 7.81 (2H, s), 7.51 (2H, d, J 8.3 Hz), 7.16 (2H, d,
J 8.8 Hz), 3.17 (3H, s), 2.49 (3H, s)



through a pad of Celite , and washed with ethyl
acetate. The organic solution was washed wth water,
wo edozowEds by brine. The conbi ned organi ¢ | ayer BCeB2007/050055
dri ed over anhydrous MgSO81and evaporated to afford
434nmg (569 of the title conmpound (LCMS RT= 6.51 mn,
M+ 294.9) "H NWR (DMSO: 8.25 (2H, d, J 8.9 Hz),
7.62-7.56 (2H, m, 7.44 (1H, d, J 8.7 Hz), 6.89 (111,
Méthod 3B- (€ ohfpounds 19 (111, dd, J 8.7 2.3 Hz), 5.16 (2H,
T)_WFFH(WJ%IT%OUMS Ib) 2-p-Tolyl benzo
[ d] oxazol -4-am ne To 4-nitro-2- p tol yl benzo[d] oxazol e

( 48l hano

ARG oot epad s oo TR R e bose
stirred at 70C for 16h. After cooling, the solution
was poured jnto |ce/vvater and neutralize with

N-CsPhenylhenzaldloxazel-S-xhnieednanide aqueous | ayer was t hen
LEMEREL 8hghih Q\QH"\BI@IE"I-PNMRQEW(Z) (15%'(@1 s)Tb91 (1H, d, J 2.1

conbi ned oeganlc | ayers were dri over anhydrous

HA8R M (1dhdd éﬁdr@H@bSﬂQ (bl &y 48.0298Hg), 8659 Hod, £ h@ Hz), 8.30-
i I\/H+225 1) 1H NMR
8227‘15?}@8“3 'ZW&%%@%%’W? 41 (2H, d, J 8.0
07(1H t, JSOHZ) 6.85 (1H, dd, J 8.0 0.8
Hz), 5.67 (2H s), 2.41
%ﬁe@?beﬁ?éwwglﬂ%&nﬁ%ﬂ“ﬁ ﬁr epared follow ng the
Lm"ﬂﬁrs%éﬂm TMHhQ%l 2 Rhmg_)rpmpllo .76 (1H, s), 8.88 (2H d,J59
41m n, MH212. 1 1H

g]ﬂg yri din-6-am ne
dJ1g. }129 $31-8.20 41, my, 7.97. 28, élfrﬁ 1 §lz),37. 9027»30 (2H, m),

z 7.58 (3H, n), 7.32 (1H, d, J2.4 Hz), 5.38
7'?2%685%&5 thod 2E (Conpounds |1b) 2-p-Tolyl benzo

[ d] oxazol -6-am ne To 6-nitro-2-p-tolyl benzo[ d] oxazol e

ééelméaéwm PSR YD MAEIs o) ) and)
LEVISIRT Mg hiing) MH%@%%IQNM(M)ZO@W @ﬂik@@ 35 8.34 (1H, m),

PCT/ GB2007/ 050055 78 )7 suspensi on
8.30r§.27 €41, a0), $.89 (2R & 48 61%%) ;&81768#) @Hom)g/2-1- ﬁ’é(%m i on

was filtered through a pad of Celite and washed with
et hanol . After evaporation of the solvent, the
4-Mgthyd-0Ns(2-plyenylbenzo [djaxazaliSeyDhenzamidei t h et hyl acet ate.

LGS PR OT WS Ae: NP oSO AT LTS CHE

8.30u8.26 (2% nhy 7.98I(2Md, Ct8. DR}, og&4e(pHys)¢17 aRiTey (BH; m)e14y/(2H, d, J
acet at e: hexanes 1:3 v/v to afford
8.0 Hz), 2.47 (3H, s

4-Methoxy-N-(2-phenylbenzo[d]oxazol-5-yl)benzamide

LCMS RT= 6.37min, MH" 345.1; "H NMR (DMSO): 10.33 (1H, s), 8.35 (1H, s), 8.30-
8.26 (2H, m), 8.06 (2H, d, J 8.7 Hz), 7.83 (2H, s), 7.71-7.67 (3H, m), 7.14 (2H, d, J 8.8
Hz),3.92 (3H, s)

2-Methoxy-N-(2-phenylbenzo[d]oxazol-5-yl)benzamide



70mg (4% of the title conpound (LCMS RT= 6. 12m n, MN
223.1) "H NWR (DVMSO): 7.97 (2H, d, J 8.1 Hz),
wQ@ 2000071186 (3H, m, 6.82 (1H, d, J 1.9 Hz), 6GPGHGBLM7/050055
dd, J 8.5 2.0 Hz), 5.41 (282 s), 2.39 (3H, s) Al
conmpounds bel ow were prepared foll ow ng the sane
general nethod. 2-Phenet hyl benzo [d] oxazol - 5-am ne
LCMS RT= 5.82m n, M#238.9; 'H NWMR (DI\/ISO) 7.29-7.16
Lélﬁb}kﬂmﬁnﬂr@ MI]r"B45;1 ‘ﬂISN}}g?g 0)21H(537 ﬂstz g 8]3§](ﬁ{ m),
8. 21018 20 G ou)oms 7y56) e, 11 (Siate GBI 16 (LGNS Ribd17), 3.99
(3§ 7mn MH+ 254.9; 1H NWR (DVBO): 7.69 (1H, dd, J 8.2
7.58 (1H, d, J 1.7 Hz), 7.37 (1H, d, J 8.6
711(1H d, J 8.2 Hz), 6.84 (1H, d, J 2.0 Hz),
664(1Hdd 8 2.2 Hz 6.16 2Hs)507(2H
4-Ojimsthylarping)-Ne2- qlfnsibea¥<dslfsnxa@lgﬁrbjl hengppidleobenzo [ d]
L@M@Zl@f— 6.3 miN MUCMR TR ﬁMi@QDMs ?@gl}i sz ,B39NB4 (1H, m),
(DVBO): 7.72 °(1H, dd, 8 9 h
8.30-%26 (2, my 7.9 (216 d—|z’)89ﬂ2177 §2H7-|80d2HJm$, ’27HZ)68 (?H13), 6.84

5.66 (2H, s) Method 2F
(2]%(1%|J859Hé)g I%é)(éli'si)l\/m hod 2E, except)THF water (2:1

v/v) was used instead of ethanol:water (2:1 v/v).

- 4- I chl or ophen benzo oxaz | - 6-am ne WD
3@9&??‘}?59%% g@*ﬁﬁ@ﬁ’é 8'0%&81’ RT= 7.12m n, MV
L@VI%lHR’LT— i*dshﬁngMza '8 RMR glesd) ): 90. 63 §1H“|Zs) 8%37 936 §4H, m),
80(41(|l¢I édJﬁ‘BZAH@)”WééC(ILm) d; 3J7@5@Hﬂ§)) 6. 68 (1H

dd, J 8.6 2.0 Hz), 5.57 (2H, s) Method 3A (Conpounds

[l ) 3-Phenyl-N-(2-phenyl benzo [d] oxazol -5-yl)prop

N-Rhergdb éhzo pl] exazolk-3-gh-4oftrifluoromethyl)benzamide

LGSIREY o SRimnan S0 0 RO Avseint2f it Wb A gomt. m)
8.0%-(RReay/ £4 PR TERI-7.8N{2H, lnge7 G44. 617ng £y 26mmol )

fol l owed i nedi ately by I sopropyl et hyl am ne (82L,
0.48mmol ). The resulting mxture was stirred at room

35-95@%*3%5?83 lﬂtﬁﬁo «ﬁbxﬁﬂhf’é fBipanfayes added and the

organi c sat urat ed aqueous
LCM3®B= SBﬁaanl‘f 3&’09 ngHMR:(IDMSQ)SIO 6 (141, d),i &18-8 %€ (3H, m),

s RBHCRCHS MIROAAH, BY3RPIS, 540 TR RERY! 179 65 B )

4-Fluoro-N-(2-phenylbenzo[d]oxazol-5-yl)benzamide

LCMS RT= 6.53min, MH" 333.2; "H NMR (DMSO): 10.50 (1H, s), 8.34-8.33 (1H, m),
8.39-8.26 (2H, m), 8.16-8.11 (2H, m), 7.86-7.79 (2H, m), 7.71-7.65 (3H, m), 7.45 (2H, t,
J 8.8 Hz)

N-(2-Phenylbenzo|d]oxazol-5-yl)biphenyl-4-carboxamide

LCMS RT= 7.74min, MH" 391.1; "H NMR (DMSO): 10.55 (1H, s), 8.39-8.38 (1H, m),
8.31-8.27 (2H, m), 8.17 (2H, d, J 8.5 Hz), 7.93 (2H, d, J 8.4 Hz), 7.86-7.83 (4H, m),
7.72-7.69 (3H, m), 7.62-7.50 (3H, m)



nmet hanol , passed through an aci dic scavenger col um
(silica-based quaternary am ne SPE-AX from
w@Br@vagH(s )) and then evaporated to afford 61. ROTGBZ&TYN50055

of the title conpound (LCS®B RT= 6.45m n, MW 343.2) 1H
NVR (DMSO : 10.11 (1H, s), 8.22-8.15 (3H, m, 7.71

(1H, d, J 8.8 Hz), 7.66-7.59 (3H, m, 7.51 (1H, dd, J
8921Hz)733717(5H m, 2.96 (2H, t, J 7.2

1-X-@pHen benio[dﬂ)szoLijac@l!ahn&@npounds bel ow were

pre ar ed fo Fiovvl n he sa eneral method
L(E\MSZRPhéﬁ?hmerME PZﬂ bezM(@Mﬁél)el(Mﬂ (e, IsENe2 7821 (3H, m),

778 QU YR i o3 BRb R, TRV I M R m
3053 H, &) , 7.51 (1H dd, 39021Hz) 2.09 (3H, s)
N- ( 2- Phenyl benzo [d] oxazol -5-yl ) propi onam de LCMS RT=
5.49m n, MH267.1; 1H NVR (DMSO): 10.09 (1H, s),

N-{2- ﬂel%‘ll;eﬁlszgﬁbxa%th-yl_)’elﬁﬂaﬁﬂfﬂided ilz )8 82H§,)7 ZH66 7.61

6 R’F’z‘ 86@&2\4@@%1 {; '"lINMR (PMSQ%ﬂQG(SﬂHQS);LSéﬂlH d, /19

Hﬁ%f??%%@"ﬁﬁé’ﬁﬁwr 1 S VR B OBAGH. . (565 ¢
6.93HINVR S TMBEY) 10.09 (1H, s), 8.21-8.16 (3H m, 7.71

(1H, d, J 8.8 Hz), 7.64-7.60 (3H, m, 7.54 (1H, dd, J
9.0 2.1 Hz), 2.33 (2H, g, J 7.6 Hz), 1.69-1.61 (2H,

-m- AazoM (=" henyl benzo
ﬁrg@%;&@ﬁ]o Y §yﬁ 1m %})lﬁlﬁ%ﬁ%@?m_y(s 21m n

ﬁgnt anq
MSWR- (71917/9@9 MH(3@90; BHNMB (DHISO): 80.83 ({IB19), 81‘}4 (1HZ S)Z§ 31-

8 %8]%*12911 gyt Ut mipanr Bl it Ao sl @b A1y (51

, 139131(2H m, 0.92 (3H, t, J7.6 Hz)
Ngraa%,. oAl SRSy - 10 02 (161 S
LEVIBRB= 37&7hmeMHY365 Y ‘HLNMRI(DMsdﬁ 18. 69IZ()H 3) §6911160s) 8.42

(1H,

(11%,s) 33 &@8@%@ ms)s mw&@ﬁbm}; L BRI SR o m), 7757 68 (3K, m)
[ d] oxazol - 5-yl ) furan-2-carboxam de LCM5 RT= 5. 82mi n,
MH+305. 1; ' H NVR (DVBO): 10.42 (1H, s), 8.26-8.20 (3H,

N-(@-Phenylienz¢ [l xadol-5-g)thigpl@ne-2+Hayboxanyide (2H, d, J 1.3

LERS RT= 851452 Mfre5h1 {D'e Nvit® diiS0) 1047 (1, ), 8.30-8.26 (3H, m),
8.12 (1H, dd, J 3.8 1.1 Hz), 7.94 (1H, dd, J 5.0 1.1 Hz), 7.85 (1H, d, J 8.8 Hz), 7.77 (1H,
dd, 8.9 2.0 Hz), 7.73-7.65 (3H, m), 7.33-7.30 (1H, m)

N-(2-(Pyridin-3-yl)benzo[d]oxazol-5-yl)benzamide

LCMS RT= 5.63min, MH" 315.8; "H NMR (DMSO): 10.53 (1H, s), 9.45-9.42 (1H, m),
8.88 (1H, dd, J 4.9 1.6 Hz), 8.62 (1H, dt, J 8.0 1.8 Hz), 8.42-8.40 (1H, m), 8.06 (2H, dd,
J 6.6 1.2 Hz), 7.88 (2H, s), 7.75-7.59 (4H, m)

4-Chloro-N-(2-(pyridin-3-yl)benzo[d]oxazol-5-yl)benzamide



Hz), 6.73 (1 H, dd, J 3.4 1.7 Hz)

4- Chl oro-N-(2-p-tolyl benzo [d] oxazol -5-yl)benzam de
wh aMFoRTes 7. 23m n, MH#363.1;'H NVR (DVSO): 10. BST/GBR{)07/050055

s), 8.32-8.31 (1H, m, 8.3%¥ (2H, d, J 8.1 Hz), 8.08

(2H, d, J 8.6 Hz), 7.84-7.77 (2H, m, 7.70 (2H d, J

8.6 Hz), 7.50 (2H, d, J 8.1 Hz), 2.49 (3H, s)

4- Met hoxy- N- (2-p-tol yl benzo [dl oxazol -5-yl)benzam de
Léﬁkﬁzﬁf 3 1§m‘i‘ril 1;1*319’5 3ﬁ9NMR hbMW?v (W@H %%4;559 g’}HH m),
8. &9 do7 miz)S 6478. ’sa(men) §)4o &3&11}@2@ 8@09 (org dBJHz’-’) Hz), 7.91-

3.17 (3H, s), 2.49 (3H s) W

785448, BT 6B 07 050056 ot Mt hod 35 ( Conpounds
1) As Method 3A, except instead of diisopropylanm ne,
triethylamne was used as a base. N-(2-Phenyl benzo

4-Mathyk 2o Gr(esridin-yDbenspidiogazol-ophbrazamidg g i 1 v+

L@ﬁ% Hi= wmwgmgﬁ@%dmﬂﬁz (ﬂMso;) 10.93 (213H (s}mﬂ(ml dd J2.1

0. SBH@) 3. &S)Glﬂzl) dd,g/ 43 1(61HZ) 3 61J(1H, Qt H28)3 18 I@O 8&0 217H(t2+l|1 2 Hz),
748
790 el gt i 4 &7 ora, s R oM 78 AR Tk, 7.43 (R, ¢ 180 ),

2.ARMBHGsY6M n, M+ 316.1; |H NVR (DMSO): 10.76 (1H, s),
8.88 (2H, d, J 5.9 Hz), 8.36 (1H, d, J 1.7 Hz),
8.31-8.27 (2H, n), 7.97 (2H, d, J 6.1 Hz), 7.90-7.80

4- - yF ,7_ 2 a hen Ibenzo
ot o ISl NG 0 o

oxazol
L&MJS é{_()ﬂ:g@) M 3@79 ('[IHJNQ} (DMSEy: gogﬂ(l(}g}q) %43, (1H dd, J 1.6

oF4gR i 8507 P ) 8 ). K 9

8.080Hx d2.08.5317)) 7.8% (B, dd.z_lams7m-7 ’51 @i, 7 mzmgi 7:8.7 Hz),
3%31 MR (DVSO): 10.41 (1H, s), 8.37-8.35 (1H, ,

30:% 26 (2H, m), 7.98 (2H d, J 8.1 Hz), 7.84 (2H,
s) 7.72-7.67 (3H, n), 7.43 (2H, d, J 8.0 Hz), 2.47

S) Met hoxy- N- (2- phenyl benzo
2 WFW&%@'@WM‘E%ﬂﬂmﬂdd]ﬁ’mlﬁ‘fﬂ)‘@“@ﬂm% MH+345. 1;
1
LéMs'ML 6@&’{%69)6 2 3%39 (iﬁwﬁi %8'8%5 g5 &fﬁ, sgﬁ) 3936 (A8 m),
8. 82 (nﬂ, dd 4.9 BAH 8. 557(1114 d( zm 0 &8 HIZ),EB a’a 8 34 (1H, m) 7.82-7.73 (2H,
m), 7.69-7.65 (2H, m), 7.57-7.50 (1H, m), 7.21 (1H, d, J 8.4 Hz), 7.09 (1H, t, J 7.6 Hz),

3.93 3H, s)

4-(Dimethylamino)-N-(2-(pyridin-3-yl)benzo[d]oxazol-5-yl)benzamide

LCMS RT= 5.82min, MH" 358.9; "H NMR (DMSO): 10.13 (1H, s), 9.45 (1H, dd, J 2.3
0.9 Hz), 8.88 (1H, dd, J 4.8 1.6 Hz), 8.64-8.59 (1H, m), 8.40-8.39 (1H, m), 7.97 (2H, d, J
9.1 Hz), 7.86-7.85 (2H, m), 7.75-7.70 (1H, m), 6.86 (2H, d, J 9.1 Hz), 3.08 (6H, s)

3,4-Dichloro-N-(2-(pyridin-3-yl)benzo[d] oxazol-5-yl)benzamide

LCMS RT= 6.78min, MH" 383.5; "H NMR (DMSO): 10.66 (1H, s), 9.43 (1H, d, J 2.1
0.6 Hz), 8.88 (1H, dd, J 4.8 1.6 Hz), 8.61 (1H, dt, J 8.0 2.0 Hz), 8.37 (1H, d, J 2.0 Hz),
8.32 (1H, d, J2.1 Hz), 8.04 (1H, dd, J 8.4 2.1 Hz), 7.92-7.82 (3H, m), 7.75-7.71 (1H, m)



Hz), 3.92 (3H, s) 2-Methoxy-N(2-phenyl benzo
[ dl oxazol -5-yl ) benzam de WO 2007/ 091106
weIN/eBA0O 7/ 050055 82 LCMS RT= 7.06m n, MH34BCL/GBRD07/050055
NVR (DMSO) : 10.37 (1H, s), 88.38-8.36 (1H, :
8.30-8.26 (2H, m, 7.84-7.56 (7H, m, 7.27 (1H d, J
8.4 Hz), 7.14 (1H, t, J 7.3 Hz), 3.99 (3H, 9)
4- (D et hyl am no) - N- ( 2- phenyl benzo
[ dl oxazol -5-yl ) benzanm de LCM5 RT= 6. 63m n, MH358.2;"'H
NVR (DMSO) : 10.10 (1H, s), 8.35-8.34 (1H, m,
N-@- Mlmﬁ-xlmﬂnzqﬁl]oxam&-ylt-ﬂl-(tmﬂuqroBleﬂlyll)b)enzamiae- 7.80

LEMSRTL .35 M1 B &m SR RoMS 0k 3Piss tyrpgo37 ek ¢, v 2.1

HA)&ED({ HE-dd] J berizanizy 8.96QVE, &]F 80 DO6Hz),8.:M13823, 31:7H1z), 8.20

ot S 73223 & A ) 7gB o g o 77 B (s g

(3H, m N-(2 Phenyl benzo [d]
oxazol -5-yl)-4-(trifluoronethyl)benzam de LCIVS RT=
,SFDl«wnm-N-KZ-Iﬁ%'Bimﬂ?’-lehﬂm[@]yml*S-mbenzal(lm s)

L@éﬁi’ﬁ %9&%'1\411%378 ’gHﬂoNnW(Dﬁsol Po.60 1 s), 8% A, m)
8.88, GHDHA 49 0-NH£)28 ph ¢y deng o A0iHey 8201 (1H; §).) he k. @9e(2H
RT= i, 82,9:' H NMR (DMBO): 10.67 (1H,
dé%k@éf@%ﬁ@ﬁ?ﬁ%‘%ﬁ@éﬁ @, fj J2)1 Hz) , 7.(96
(1H t, J2.0 Hz), 7.89-7.78 (2H, m), 7.72-7.67 (3H m
- Fl uor o- N- (2- phenyl benzo [d] _oxazol - 5-yl)benzam de

-Elewe’-Nﬁ(ﬁ-(ey!aém-ffryl) BHoxazol-5ylkenzapedy : 10. 50 (1H,
L Rr387miy AT 04% R @sﬁ?fﬁ%@‘ Kl Ol sfitefatin, m),
8.82Q1H, dd, J 499 B.7HAHA. 56\(1(HZdPI:Yé?rQ/2 DétrB. }33;; 32 (1H, m), 8.11-8.06 (2H,
m)@?éé%@%@%&ﬂ%b%@% IR 5 s, ¢ 28" 1k

,831827(2H M, 8.17 (2H d, J 8.5 Hz), 7.93
2& J 8.4 7.86-7.83 (4H m), 7.72-7.69 (3H
N- -(Pyrl‘tQ-L*WIBGH{@ﬂioxmolxmlmmwﬂmsb%wwz007/ 050055

Lcsﬁszil’f’-hﬁﬁﬂnuﬁ']\h@ ﬁjq{gyl benzo [dl oxazol -5-yl)acet am de

2-Phenyl-N-(2-(pyridin-3-yl)benzo[d]oxazol-5-yl)acetamide

LCMS RT= 5.63min, MH' 329.7; "H NMR (DMSO): 10.46 (1H, s), 9.41-9.39 (1H, m),
8.87 (1H, dd, J 4.9 1.7 Hz), 8.59 (1H, dt, J 8.0 2.0 Hz), 8.26 (1H, d, J 2.0 Hz), 7.82 (1H,
d, J 8.8 Hz), 7.73-7.69 (1H, m), 7.64 (1H, dd, J 8.8 2.0 Hz), 7.44-7.30 (5H, m), 3.75 (2H,

s)

3-Phenyl-N-(2-(pyridin-3-yl)benzo[d]oxazol-5-yl)propanamide

LCMS RT= 5.84min, MH" 343.8; '"H NMR (DMSO): 10.14 (1H, s), 9.35-9.34 (1H, m),
8.81 (1H, dd, J 4.9 1.7 Hz), 8.53 (1H, dt, J 8.0 2.0 Hz), 8.19 (1H, d, J 2.0 Hz), 7.76 (1H,
d, J 8.8 Hz), 7.69-7.63 (1H, m), 7.54 (1H, dd, J 8.8 2.0 Hz), 7.33-7.17 (5H, m), 2.95 (2H,
t,J7.6 Hz), 2.67 (2H, t, J 8.0 Hz)



LCMS RT= 6.32mi n, MH 329.2;'H NWVR (DVSO): 10.42 (1H,
s), 8.27-8.21 (3H, m, 7.78 (1H d, J 8.9 Hz),

wQ@ 20014071166 (3H, m, 7.61 (1H, dd, J 8.9 2.1 HzPCT/GB2007/050055
7.45-7.30 (5H, m, 3.75 (3k, s) N-(2-Phenyl benzo [d]
oxazol - 5-yl ) ci nnamam de LCMS RT= 6.86m n, M+ 341.1;
| H NVR (DMSO) : 10.48 (1H, s), 8.37 (1H, d, J 1.9 Hz),
8.29-8.26 (2H, m, 7.83 (1H d, J 8.9 Hz), 7.73-7.67

N- K{{bgrmm-f& nZo[ﬂFyxﬁgﬂlLS- clnnaﬁmﬁﬁld@lH d, J 15.6 Hz)

eny enzo ' oxazo - 1- napht hami de LCMS
LGNS RT3 min, WH355.Q; HNM@M@KBO)O 46.01183),(N1H-9.85 (1H, m),

o 08, T pibs A% Gl 2 8 Gt L o

4, [Idl9dx@z’ﬂ59-5-6)3|(5H2mnap@t-hah'(3lﬁ n)Ch/B7 RITE 7 J35U8iT;) MV
1; IH NVR (DMSO): 10.69 (1H, s), 8.69 (1H s),
842 (1H, s), 8.31-8.28 (2H, m), 8.20-8.08 (4H, m,

N- ( 2- Ph I b
d o@zlg-lg %lﬁiflnzdfh]oﬁz(g%;ﬁ a{ro%ghfé&rg de LE:IVS R‘Ie'Ey eneo

Rin4. 9NAHH3MPTi26 H 0)10.9% (1. 18), 934, (1H, dd, J 2.2

0-??%%??8%&%?95 gy 4.7 Bor & Sk, 4 &b 2ot gl b 4743 ),

7. 761HH, 8.9 1A, R6R7H3 KD, mY,. 775 (1HG 8d,(BH) 2nd) Hz)7 233-(TH3E, J 7.6

N-(2- ridin-3-yl)benzo
Hﬁ()éﬁﬂb&gz%lt’-fszz-?%enzam de” LCMS RT= 5.63nin, M4#315.8;"' H

NVR ( DVBO) : 10 53(1H s), 9.45-9.42 (1H, m), 8.88
1H, dd, J 1.6 Hz), 8.62 (1H, dt, J 8.0 1.8 Hz),
N- -QZVrailu@-xl)llqnzq{;l]oxazq‘!é-xlmtywdeJ 6.6 1.2 Hz), 7.88

Léﬁgﬁ%}g% ng]\z yrll((j&g'ﬂsﬁiﬁ (DMSO): 10.17 (IH, 5), 943 (1H, dd, J 2.2

0.7 Hip 8891 H5dg;1.) HB i ZaHi)] 8.6001 HDAT7 J BDL2.061z), 8.29 (1H, d, J 2.0 Hz),

74008 By 100 2 TS, ﬁo@z@%%@?mﬁ“ﬁ%?%ﬁkéﬁ 3,776
Hz§ B€0- 868(2}(1%5 1@(318,@4783}5;9 (1H m, 8.40-8.38 (1H
9 (2 Hz), 7.91- 7.83 (2H, n),
7 76 7 69 (3H rr) 4 l\/bthyl N-(2-(pyridin-3-yl)benzo

R T

GMP, RB= §80nin, WHF206.¢5 'H SMR (DMS0): $0.69 ({H, s),9.36-9.33 (1H, m),

8% Qrrgd T893 7 rdep'Sy iy dy 8 gz PriE b0 fryrd A2 g 775 am
d, 7. 9B Hz5H.648-7.64 8110, 1g)7.57 (1H, dd, J 9.0 2.1 Hz), 2.35 (2H, q, J 7.6 Hz),
1.66-1.56 (2H, m), 1.42-1.29 (2H, m), 0.92 (3H, t, J 7.6 Hz)

N-(2-(Pyridin-3-yl)benzo[d]oxazol-5-yl)isobutyramide

LCMS RT= 5.22min, MH" 282.0; '"H NMR (DMSO): 10.11 (1H, s), 9.41 (1H, dd, J 2.2
0.7 Hz), 8.87 (1H, dd, J 4.9 1.7 Hz), 8.60 (1H, dt, J 8.0 2.0 Hz), 8.29 (1H, d, J 2.0 Hz),
7.83 (1H, d, J 8.9 Hz), 7.74-7.69 (1H, m), 7.65 (1H, dd, J 9.0 2.1 Hz), 2.70 (1H, t, J 6.8
Hz), 1.20 (6H, d, J 6.8 Hz)

N-(2-(Pyridin-3-yl)benzo[d]oxazol-5-yl)furan-2-carboxamide



2.47 (3H, s) 4-Methoxy-N-(2-(pyridin-3-yl)benzo

[ dl oxazol -5-yl ) benzam de LCMS RT= 5. 64m n, M+345.9;'H
WORR70DNBO) : 10.37 (1H, s), 9.45 (1H, dd, J 1.BCT/GB3007/050055

Hz), 8.90 (1 H, dd, J 4.9 877 Hz), 8.63 (1 H, dt, J

8.0 1.9 Hz), 8.41 (1 H t, J 1.2 Hz), 8.08 (2H, d, J

8.5 Hz), 7.88 (2H, d, J 1.2 Hz), 7.77-7.72 (1H, m,

7.17 (2H, d, J 8.7 Hz), 3.94 (3H, s)
Lc%wkfﬁifé’sym}hr{ %711(1?365 A Nvigd @gﬂﬁsw 1041 (11, 5}, 9,37 (1H, dd, 2.2

[ dl oxazol -5-yl ) benzari de L
0.8\, (SL&QE{GJ)J dd.o/ 49 1(7LHgz), 8)55 (gHggt,g&;sz@]Hz) 8$0 (118, g7 1.3 Hz)

7.9 Q4. B0, {0 thy7 85y R, e P bt g3 (0qa, g0 08

HA))6.74 (15[ dd, BR5 1 HIz)m) , 7.21 (1H, d, J 8.4 Hz), 7.09
(1H, t, J 7.6 Hz), 3.93 (3H, s)
4- (D met hyl ami no) - N- (2- (pyri di n-3-yl ) benzo

N Kzg/gﬂﬁﬁﬂb ﬁ)ﬁéh}&ar&aml 1h%hEiTe-21éaﬁﬁﬁthdMH358 9;'H

é)lls (1H, 1H dd, J2.3 0. 9
LGM$ R§=g 5ty MH 32200 " g ngmyl : BMAR(15D sp, P37 (4, dd, J 2.2

R A eI

8.05. OB, 461, 1.2).8 Fiy)d7.B CHH, cddoJ 5LO( 120 U, 7i83i (WH3d it 9.0 1xy,37.77-7.73

(R0 RO mof 86 (LA S50 104D (114 a0, 3 2.1 0.6
Hz) 8.88 (1H, dd, J 4.8 1.6 Hz), 8.61 (1H, dt, a;.o

J
0 Hz), 8.37 (1H,_d, J 2.0 Hz), 8.32 (1H, d, J2.
N-(&}’herylbﬂnzehﬂpxa@el-S-sbbmzznqdw) 7.92-7.82 (3H, m,

L{]t’[%?i'{ X r%lzéﬂrf' l\gﬁg) 3 g’{%ﬁﬁoﬁﬁ/ﬁ? NS AYET0. F3ERL H), BN0%30 (8P, m),
8.7563 .20 €241 Im)58 PL7= %'(@HE mj),| LT @hiptih) 1.} b Za6h-263 (EENB)RT=

6.32mi n, M+ 383.6: |H NMR (DMBO): 10.68 (1H, s), 9.37
(1H, d, J 2.1 Hz), 8.82 (1H, dd, J 4.9 1.5 Hz), 8.56

ﬂH—(DiEth}rlhnﬁnQ)pﬁeﬂyl)‘Wehzo [ﬁ](ﬁﬁz({lJS‘!yl)lﬁcotﬁlahlae HZ) 8 20
LQMS RE 655w, M}Iggsq §,|_|H( (DMSO) 1%y () (1H; s) 512 (1H d,J2.1
lqqr r I

HA L P2 e 53&‘%%‘ Y SPERE €4 ¢ 21,818, 7.9
(NI JONED, 77067, 50(HL F), 652 (34579, 4H7) L50-3y1 (4113315 (6H,
t‘é’}g' ? , J4.9 1.7 Hz), 8.61 (1H, dt, J8.0 2.0 Hz),

P9H d J 1.9 Hz), 8.09 (2H d, J 1.9 Hz),

7.96-7.82 (3H, M, 775771(1H m

4-F|l uoro- N- (2- (pyri di n- 3- I)b
N E%(%QHE@W‘“S‘“W)}%@WHH}W‘ @n@lﬁrﬂ)lsommﬂmmlmsu 0;'H
LOMS RV mibOnr 38618, 'lE INMR- DRS00 oleb1md), 8.87 (21, d, J 6.1
Hz), 8.20 (1H, d, J 1.5 Hz), 8.04 (2H, d, J 9.1 Hz), 7.96 (2H, d, J 6.0 Hz), 7.77-7.69 (2H,

m), 6.89 (2H, d, J 9.1 Hz), 3.50-3.46 (4H, m), 1.21 (6H, t, J 7.0 Hz)

N-(2-(4-(Diethylamino)phenyl)benzo[d]oxazol-5-yl)benzamide

LCMS RT= 7.84min, MH" 386.1; '"H NMR (DMSO): 10.43 (1H, s), 8.22-8.20 (1H, m),
8.06-8.01 (4H, m), 7.72 (2H, d, J 1.2 Hz), 7.68-7.58 (3H, m), 6.89 (2H, d, J 9.1 Hz), 3.51
(4H, q, J 7.0 Hz), 1.21 (6H, t,J 7.0 Hz)



8.82 (1H, dd, J4.9 1.7 Hz), 8.56 (1H, dt, J8.0 2.0

Hz), 8.33-8.32 (1H, m, 8.11-8.06 (2H, m, 7.85-7.80
WO 20d47/008196 7. 69-7.65 (1H, m, 7.40 (2H, t, J8. 9PEEGB2007/050055

N-(2-(Pyridin-3-yl)benzo 88

[ dl oxazol - 5-yl ) bi phenyl - 4- car boxam de LCVS RT=

6. 78m n, M+ 391.6; 2-Phenyl-N-(2-(pyridin-3-yl)benzo

[d] oxazol -5-yl)acetam de LCM5S RT= 5.63m n, MH329. 7,
4-ti{lﬁM-dRaézQJN§4 aget 1ﬁ9mﬁﬁ)))ﬂﬂéﬂylls)ﬁénzo&1]ﬂﬁaz%l-gg'l)ﬁlﬂanﬁhe ey 8.87
L@\’ISGRTi B,60thin, MH641-!&? "H/NNIR (AMSO)i 10.34 §118, shi8.13 (1H 5), 8.00-

7.5 (B &5 6{%52({%{ my 63 (%%'_f‘l Jd@ 1,88 @lq #1.0 1), 1.15 (61,

t, B7.0hehy| - N-(2(pyr|d|n3yl)benzo[d]
oxazol - 5-yl ) propanam de LCM5S RT= 5.84mn, M+343.8; | H
NVR (DMSO) : 10.14 (1H, s), 9.35-9.34 (1H m, 8.81

N- gll?g(lﬁgthyl]ﬂmﬂo)%)th@enztgdE&aﬁ&%—y]%-méﬁgﬁ)eﬁzﬂl)uﬂé)
LCMER Y= 2 8pminy MHy 406 511 NMR (BMSQ) 408814, $1z$.14 (1H, s), 7.97

o &7 o HTR G o TR R B Gl b BN AL 91 o,

6.89%-(CH; 4,R59.1 #izh 334y HbegNnZh0 IHi) 2080e(3H] 8)51.¢5 YGH ntnAT@i Al e

LCMS RT= 6.03m n, MH+342.0;'H NVR (DVSO): 10.46 (1H,

s), 937935(1Hn’) 882(1Hdd J4.9 1.7 Hz),
N-gl-gﬁ(ﬂluﬂyla‘ilﬁmo)jﬂie@yl%@zﬂagoxagolgylg-ﬁ?nﬁ’ﬁox eﬁ;ﬁgigﬂé)
LQMQR 7 86mam l\([ HA1642; HMIQ(I}MﬁO) 0.20 (1 s) 8.13-8.12 (1H m),
s LA L L EDE 8 9 il Syt g8 R 99,1 1)

3.85)(3H9s)33.44 (44, qid 7.0022)21.10 (6H,HzJ 7.08181 (1 H, dd, J 4.9
1.7 Hz), 8.53 (1 H dt, J 8.0 2.0 Hz), 8.21 (1 H d, J
2.0 Hz), 7.76 (1H, d, J 8.9 Hz), 7.68-7.63 (1H m,

N-2- @Z(Hléiﬂyla(ﬁﬁno)i)hgnﬁ)b%)nio[ z@-ﬁilé—@ﬁh%thﬂ)ll blenZalﬁldeHZ)
) ; : EX“ in-3-y

L@Mﬁo&'&z §+695111§sl¥ﬁﬂf‘% Gty 3):4024{] S)Wéé!{HQ‘i J15
Hz)"z Wg& @“’??)9HH26736§ 7(499‘%1}15)119 9. 1?‘%1}63#218141HJ27 0 (191 {715

HZ3, ®82(261, iz 9.1812.B.92(3H,, s¥ 3.43 (#H0q, b7 Q Hz); 184 (6HH, Jd, 0 Hiz)
8.9 Hz), 7.76-7.72 (1H, m, 7.65 (1H dd, J 9.0 2.1
Hz), 2.42 (2H, q, J 7.6 Hz), 1.80-1.67 (2H n), 1.03
N-(ﬁﬂ-mlethiﬁnﬁnbﬁheﬁ*lﬂfknéﬂﬂ]dxdkél—ﬁyl)’h)(ﬂﬁﬁé’tﬁylammo)benzamlde
dl oxazol - yIRAEFnt ana{n
LEMS RTZ B.08mid, MIC 4260511 NMR (DMS0): 9.98 (11, s), 8.13 (1M, s), 7.96
(?H, d, J 8.9 Hz), 7.90 (2H, d, J 8.9 Hz), 7.64-7.61 (2H, m), 6.84-6.76 (4H, m), 3.44 (4H,

q,J7.0 Hz), 3.01 (6H, s), 1.15 (6H, t, J 7.0 Hz)

3,4-Dichloro-N-(2-(4-(diethylamino)phenyl)benzo[d]oxazol-5-yl)benzamide

LCMS RT= 9.66min, MH" 453.9; "H NMR (DMSO): 10.52 (1H, s), 8.25 (1H, d, J 2.0
Hz), 8.12 (1H, d, J 1.8 Hz), 7.98-7.94 (3H, m), 7.85 (1H, d, J 8.4 Hz), 7.70-7.60 (2H, m),
6.82 (2H,d, J9.2 Hz), 3.45 (4H, q, J 7.0 Hz), 1.15 (6H, t, J 7.0 Hz)

N-(2-(4-(Diethylamino)phenyl)benzo[d] oxazol-5-yl)-4-(trifluoromethyl)benzamide



LCVMB RT= 5.60m n, MH+296.0;'H NVR (DMSO): 10.09 (1H,

s), 9.36-9.33 (1H, m, 8.81 (1 H dd, J4.9 1.7 Hz),
w@283/0¢to¢d, dt, J8.0 2.0 Hz), 8.20 (1 H, d, J2POr/EBRG07/050055

7.75 (1 H d, J 8.9 Hz), B9648-7.64 (1H, m, 7.57

(1H, dd, J 9.0 2.1 Hz), 2.35 (2H, q, J 7.6 Hz),

1.66-1.56 (2H, m, 1.42-1.29 (2H, m, 0.92 (3H, t,

J7.6 Hz) N-(2-(Pyridin-3-yl)benzo

L(Elﬁlsqwé @'87§m¥ 'MHS@QM YHW?M%)RT%@&&? 'Ea I, 2d\%*.T5 (3H, m),
©710. 11 (1H, s

7999195 (1, 7n)H2 y9- 78638(2Hg 0)14.83@H, i, 493 Hz)73. 4&§4H 8 wfoaiz), 1.15

8.0 2.0 H), 8.29 (1L H d, J 2.0 H), 7.83
(61?1%%&”{? 8.9 Hz), 7.74-7.69 (1H ), 7.65 (1H dd, J

9.0 2.1 Hz), 2.70 (1H, t, J 6.8 Hz), 1.20 (6H, d, J

8 Hz) N-é {Pyldln 1)l
3 %—H}MM-I 4 él?tm/'éﬁﬂlao)eﬁﬁlﬁ&bsﬂwélW"iéoﬂ)lvgﬁwe

L 5 |
Lcﬁlﬁwg %%HSQ%%QE{%F (4213"3’_| 8l %ﬁi&—gﬁw?ﬁm g(;js&/gh*ﬂ%g 8.81- 8 M (1H,

m)H3 Y09 (Hgd J hHHzYB.051(24H, @, -’1971 HE) .98 (QS, ¢ JH,9 de), 758§ @ (2H,
1 7 d J 1.7
m6 g1 (g ?9&%@:??0%%%@@?%59#@2t ?‘ﬁHn%S a7
(1H, dd, J3.5 0.8 Hz), 6.74 (1H dd, J .7 Hz)

N—E&-&é@fm A R0 ksl 5oy - uapbeppamides s i

Ld\Ms 13?27®gd$)MHR4(§84231V(BI19)I_1|\1Nﬁ0 MS()T)Hw 2 (1}9 s¥78 1(313412 gm m),
8. Q9r8 04 (2H,m) 796 KBH, d.g 2BHEZ) A, 68t7 61J(211 3n)HZ)39 8, t068(911|1¥) 6.82

o 8o iy rpi 0 2, 15
, 7.26 (1H, dd, J 5.0 1.2 H) i\l—(2’ Pheny! benzo [dj
AR R 575 2P bl

L@VISER’B= 2Qs7£anH MHJ 46189;08r NMIB(IMS0)M 0.4 (119 s§, 21 8-8L17 J1H, m),
8. qg_((zg, (141(3{5' I@@)h;pg,@éﬁﬂg E]rf)en%ﬁz e}, @H, d, J 8.6 Hz), 7.78 (2H, d, J 7.1

I 1
B PRSP ) Vel | CIERESe 7 B A e M e y 7.0,
1.15.(6H, Y, 08278 (1H, dd, J 4.8 1.6 Hz), 8.33 (1H, dt, J

8.0 2.0 Hz), 8.14 (1H, d, J 1.8 Hz), 7.96 (2H d, J
9.0 Hz), 7.70-7.52 (3H, m), 6.82 (2H, d, J 9.1 Hz),

N-&- Gﬂ(-lﬁet‘h&gﬁlﬁm)ﬂmmyﬂbe)hﬁo[ﬂﬁiﬂa)z%ts-ylﬂ-i-lﬂleh?lhcetamide

m no n enzo
LQMSTRES 31 70mi NHE AW 8T KR AN 10622 (169840 Wiy, J 1.8
Hzg8'ﬁ943(2ﬂ 'd MR GHVEGY (104,68 1 1), 745-7.83 Bt () 6.89.(2H, d, 7 9.2
Hz), 3.67 (2H, s), 3.43 (4H, q, J 7.0 Hz), 1.14 (6H, t, J 7.0 Hz)

N-(2-(4-(Diethylamino)phenyl)benzo[d]oxazol-5-yl)-3-phenylpropanamide

LCMS RT= 8.10min, MH" 413.9; "H NMR (DMSO): 10.03 (1H, s), 7.99 (1H, d, J 1.9
Hz), 7.94 (2H, d, J 9.1 Hz), 7.58 (1H, d, J 8.7 Hz), 7.40 (1H, dd, J 8.7 2.0 Hz), 7.36-7.17
(5H, m), 6.82 (2H, d, J 9.2 Hz), 3.44 (4H, q, J 7.0 Hz), 2.94 (2H, d, J 8.1 Hz), 2.65 (1H,
d, J8.3 Hz), 1.15 (6H, t, J 7.0 Hz)



Hz), 8.20 (1H, d, J 1.5 Hz), 8.04 (2H, d, J9.1 Hz),
7.96 (2H, d, J6.0 Hz), 7.77-7.69 (2H, m, 6.89 (2H,
wa@ 2003/091186 Hz) , 3.50-3.46 (4H, m), 1.21 (6H, t,PAT/GBB007/050055
Hz) N-(2-(4-(Di ethylam nopphenyl)benzo [d]
oxazol - 5-yl ) benzam de LCMS RT= 7.84m n, M#386.1;'H
NVR (DMSO) : 10.43 (1H, s), 8.22-8.20 (1H, m,
8.06-8.01 (4H, m, 7.72 (2H, d, J 1.2 Hz), 7.68-7.58

N- »(—231 mthiﬁnﬁaofp%bhylgyenﬂﬂg oka'igl)S-%liiéélon@ﬂl"he q, J7.0
L(ms/@g@wﬁ@@oﬂsé%&g HNMR (DMSO): 10.11 (1H, s), 8.07 (1H, d, J 1.9

A8 G0 S AL B5 Fnd PERR IS5 8 2.9 1p). 87 1,

d, Bl INKA, 1. BV/ED), q,;ro 0442)(2.4‘[1 3, q,87.]53{z(),11'124-3)14 (BHO@) 7. 95
(4H, M), 7.66-7.62 (4H m, 6.82 (2H d, J 9.1 Hz),
345(4HqJ70Hz)115(6H t,J7. 0Hz)

D-(LDidehylAntih @ﬂlmmﬁ%}@@ﬂ%u amld
Lg%fsoﬁ%é%zmm% s %ﬂﬁa@%ﬂg@n%z (5. 924500 (T, 7 1.9
HA P95 (et 199 Hotr 38 i 4 BPub Raa i dad s 20 pf: 0 on,

d, d9.13H%), LAHAY, BJ D UAH.34 (21, (7.7 D.AHE), 1.68-258 (B, m} )L, 15 (61, t,

J@%g)-’ E)gt‘l((a&ett %%Z‘a}%):%g phenyl ) benzo [d]

oxazol - 5- yI) 4- met hoxybenzam de LCVS RT= 7. 86mn n,
VH+416. 2;' H NVR (DVBO): 10.20 (1H, s), 8.13-8.12 (1H,
N-3- (4-(lhetbulﬂrmlgg)pémwl)b¢pzo[d]mquzﬁ-yl)wnt@amlge Hz), 7.07

L P g {87 cBacy i, sl okt o 8 11
HZI‘)J—"( 25 (QAH dhv 810iy4)and & Q)b e d\Bl7) Be 742 [(tH, dd, J 8.8 2.0 Hz), 6.81 (2H,

Ry, et t @%bf%%i ARy Tg%éffg%?ffgn) d-4151.28

(2H 15) 1H3)(6H/t, 96()(124:)5091 (31{& ﬁ7ﬁlﬂz 7.68-7.49 (4H m,
9 (1H, d, J 8.4 ),708(1Ht,J75 Hz), 6.83
(2HdJ91Hz)392(3Hs)344(4HqJ7O

N- -{4—(191&11?1&&19 _h));)?melrl]ﬂ %agtg-&%l)ls?bdityramlde
L@MSART=5-25n)in AMEJ |3ﬁét2h>H NNMRODMSOX9.92 (IHLGYEB 68 €1H, d, J 1.9

BT SR A0 75 B8 oy o o,

d, e, Hz'rj, $40 AR, (216, HA)) 2.76-2%4-(6H /), 1494-1.0) (1281, 49 ( 4H,
q, J 7.0 Hz), 3.01 (6H 's), 1.15 (6H t, J 7.0 Hz)
3,4-D chI oro-N-(2-(4-(di ethylam no) phenyl)benzo

N- Eﬂtﬁ@éﬁg@% @i-‘%lgﬁ‘nQﬂdMIBTg%ﬁl@@haz-c%ﬁiﬁaﬁn@e
LGMSRT4 77cnm,Jva+ 3570)"H WOV DMSOY. 3041 (JH, 9, 854 (1M 4,718
1A, 8.2 B dhiZ) 3,890z 8‘69 ¢, /9.1 Hz), 7.95 (1H, dd, J 4.9 1.0 Hz), 7.73
(1H, d, J 8.6 Hz), 7.66 (1H, dd, J 8.7 1.9 Hz), 7.34-7.30 (1H, m), 6.90 (2H, d, J 9.2 Hz),
3.51 (4H, q, J 7.0 Hz), 1.22 (6H, t, J 7.0 H)

N-(2-(4-Chlorophenyl)benzo[d]oxazol-5-yl)isonicotinamide



6.82 (2H, d, J 9.2 Hz), 3.45 (4H, q, J 7.0 Hz), 1.15
(6H, t, J 7.0 Hz) N (2-(4-(Di ethylam no)phenyl)benzo
w@ djo7oxanel - 5-yl )-4-(trifl uoronet hyl)benzam deP&DGB2007/050055
2007/ 091106 PCT/ GB2007/ 050055 89 LCMS RT= 8. 87m n,
MH454.4;' H NVR (DVBSO): 10.60 (1H, s), 8.20-8.15 (3H,
, 7.99-7.93 (4H, m, 7.70-7.63 (2H, m, 6.83 (2H,
d, J 9.2 Hz), 3.45 (4H, q, J 7.0 Hz), 1.15 (6H, t, J
LdM@ Iﬂi‘=)=636mm,MH 350.0; '"H NMR (DMSO): 10.71 (1H Se) 8.82 (2H, d, J 9.0
3,5-Dichloro-'N-(2-(4-1( dlethlamn% heny nz
HA) 8. 3% 826 (115, 1y), Bi28r(2H il o8.6 v 7F90=(2H0d,2-56r0 .Hz) h85-299 (B, m),
VR 10 63 (1H, s), 8.21-8.19 (1H, m, 8.09
7%1’2@5} "(W 8.05 (2H d, J 9.1 Hz), 7.97 (1H,
t, J1.9 Hz) , 778769(2H M, 6.91 (2H, d, J9.1

3. 50 (4H 70Hz% 23 (6H t, J7.0 Hz)
% Pwrmwhpwﬁwel}%b yhbenzaride )
L@WSZM—FI ¢7in, vl 999 0DENKMR (DM 16815 (Y @m;@z (15, ), 822

MH+404. 17" H NVR (DVBO) : 10. 3 1HH) é
(2Hyd, J &5 H@@QM?&QH myp), 7.79 GFL(R 1. 1 Z)J7gl;(2Hz<} J8 Hz), 7.65-

753}@?—%')61 (2H, , 7.39 (2H, t, J 8.9 Hz), 6.82 (2H,
2 Hz), 345 (4H, g9, J 7.0 Hz), 1.15 (6H, t, J
7.0 Hz) N (2-(4-(D ethylam no)phenyl)benzo

4GP - iaremlorbp bbmbkize ok S et o)
LC&VI!;SMS= k%ﬁtﬁﬁxﬂ Mﬂ’)é %83 8. ‘@91;(\/?&' SMS% ;iofszwm; s)78 38 é(ﬁH;) 8.22

(2H d,J &EﬁZ) .0B12H, @ ?@I—HZ)rﬂ 82-7.7442H, m), 7(@%(2511}1 J 8:4d¥7), 7.64
9.2 Hz), 3.45 (4H q, J 7.0 Hz), 1.15 (6H,
(2}(12‘14:(8(14%%42) N-(2- (4- (Di et hyl am no) phenyl ) benzo [d]
oxazol - 5- yI) 2- phenyl acet am de LCVS RT= 7. 70m n,

b o i 1 o,

Ld:MB RT= %&1&112,3\/&16 B62.8)'"H NMBt (DRESOX. 103618, s)H8)31 (BHGsZ 8.22
(21&291 J EN)? ?@(749?( é%@h?ﬁé’nﬁﬁb?ﬂﬁé@i %éh%&ﬁ[)ad] Q (2H d, 4787 Hz),
TR R OB PP10T0s (1 9) 7. 99 (1H d, 3
1.9 Hz), 794(2H d, J 9.1 Hz), 7.58 (1H, d, J 8.7
NEscPugoithodoidlofinnS L oy Sgimids , {5

L(CMH R’11= 7,52&1111, M) 378760 NMR (DMSG)3.18.287) H, §), 850 (6H], 5), 8.22
Hz)7 0(97/ 091106 PCT/ GB2007/ 050055  9Q
(2H d, J8 9 Hz),’7.99 (2, d, J 8.9 Hz), 7.77 (2H,’s), 7.70 (2H, d, 7 8.3 Hz), 7.08 (2H, d,

J 8.9 Hz), 3.86 (31, 5)

N-(2-(4-Chlorophenyl)benzo[d]oxazol-5-yl)-2-methoxybenzamide

LCMS RT= 8.55min, MH" 379.0; "H NMR (DMSO): 10.29 (1H, s), 8.29 (1H, d, J 1.5
Hz), 8.18 (2H, d, J 8.6 Hz), 7.77-7.62 (5H, m), 7.52-7.46 (1H, m), 7.17 (1H, d, J 8.3 Hz),
7.05 (1H, t,J 7.5 Hz), 3.89 (3H, s)

N-(2-(4-Chlorophenyl)benzo[d]oxazol-5-yl)-4-(dimethylamino)benzamide



N- (2- (4- (Di et hyl am no) phenyl ) benzo [ d]

oxazol - 5-yl ) propi onam de LCM5S RT= 6. 79m n, M+ 338. 2;
wo kbR 10OMSO) : 10. 11 (1H, s), 8.07 (1H, d, J BCPGBRiEY/050055

7.99 (2H, d, J 9.0 Hz), 7.63 (1H, d, J 8.7 Hz), 7.48

(1H, dd, J 8.8 2.0 Hz), 6.87 (2H, d, J 9.1 Hz), 3.49

(4H, g, J 7.0 Hz), 2.41 (2H, q, J 7.5 Hz), 1.24-1.14

(9H, M N (2-(4-(Di ethyl am no) phenyl ) benzo
Léﬂqufz?l%ﬁllalﬂfgwgg @11"HJ|H ﬁslvhgt/ﬁsl\ﬁoob) %g%ﬂgm s)'\/k*'ks%ﬁfl‘ }; 8.27
(1, 95 {.6Hp), d9(i](291 d, m;s Hz), Basmn (2H m), 787’67(2&)1,.18 541&) 6.84

6.81 (2H d, J 9.1 Hz), 3.44
(21% QJMH?]?%S%Q%Q 2.31 (2H, § J7.4 H). 1. N
(2H M, 115 (6H t, 3 7.0 H), 0.94 (3 1, I 7.4

QZ 2(4(D|eth amno%zwge | ) benzo l])

N-g:Ad6h OSOMWQH'E‘&H ¥hzol-SyDAcifiporomst YDhsnzamigde o

LéMslﬁ'F:@m Mﬁ+9ﬁ6‘flﬁ NMR (ﬁM%Q))( 1dr|67 ngJshisﬁz(}HZ)s) 8.24-
7.95 (2H HZ), 7.58

8.1@1(#H, dﬂ,735@}8d278)6#&2? 7%4%1’7§§Hm) d,71421, d. Ji§ Hz3. 44
(4H, q, J 7.0 Hz), 2.33 (2H, t, J 7.5 Hz), 1.65-1.55
(2H, m, 1.41-1.28 (2H, m), 1.15 (6H t, J 7.0 Hz),

3,3D&hidraHN-(2-(4-dhlérephieyl)benzo[d] oxazol-5-yl)benzamide

LY 30 Shiins ST P U AR AN it 1kt spaesay, 18

H%H; lah/ﬁ@)e H% 8988 ('jﬂﬂ d 5%159 ﬁiﬁa %J(m @lJ 19 Illz)97 8b|2j 78 (2H,

m)eiliﬁ dJ8971é2)2 0 Hz) 6. 88 (2H d, J 9 1 Hz) 3 50
(4H, q, J 7.0 Hz), 2.70-2.64 (1 H m, 1.24-1.17 (12H,
N-(2-(4-(Di et hyl am no) phenyl ) benzo
N-[Zi{%@hhmhplfenyl)beﬂmbﬂhmml—i—yl)a*—ﬂumanbenhmmidh/s RT=

L Y7 8 Mg o7 NP Bl 3058 11ty 3L 535716 e 28

(N 24J 8 HIf 8T6k&)1 (2?1 9’2 1.0647.8dq2HIh), . 7. (QHHa)Js 4 HEY, 7.52-7.42
1H, d, J 8.6 Hz) 6 (1H, dd, J 8.7 1.9 Hz),

CR,m%-7 30 (1R, rr) 690(2H d, J92Hz) 3.51 (4H,
q, J7.0 Hz), 1.22 (6H, t, J7.0 Hz)
N- ( 2- (4- Chl or ophenyl ) benzo

N-{ZH{4s&hlooplisnyDbénzofd] exazoh&iyl)elephdykaetantide 106

LR e i i 3oy MRS ) B8 (1) 2537 it

7.5-B85 BB 155 (rH dd3J 22 A PHy), d38J7234@}Hzﬂ),369m1(s)2H
d, J 6.0 Hz), 7.85-7.79 (2H, m, 7.71 (2H, d,
Hz) N-(2-(4-Chl orophenyl)benzo

- 349. 0;
N Eﬂt@é%@%@ﬁbh&%@&%n G- @Tengip&ﬁmnﬁmdw 34
LCMS RT= 7.92min, MH" 377. 3; 'H NMR (DMSO) 10 12 (1H s), 8.19 (2H, d, J 8.8
Hz), 8.16 (1H, d, J 1.8 Hz), 7.74-7.68 (3H, m), 7.51 (1H, dd, J 8.8 2.0 Hz), 7.33-7.17

(5H, m), 2.95 2H, t, J 7.3 Hz), 2.67 2H, t, J 7.3 Hz),

N-(2-(4-Chlorophenyl)benzo[d]oxazol-5-yl)butyramide

LCMS RT= 7.04min, MH" 315.1; '"H NMR (DMSO): 10.07 (1H, s), 8.21-8.18 (3H, m),
7.73-7.67 (3H, m), 7.54 (1H, dd, J 8.8 1.9 Hz), 2.32 (2H, t, J 7.4 Hz), 1.72-1.58 (2H, m),
0.94 3H,t,J 7.4 Hz)



(2H, d, J 8.5 Hz), 8.01-7.98 (2H, m, 7.79 (2H d, J

1.1 Hz), 7.71 (2H, d, J 8.6 Hz), 7.65- 7.50 (3H, m
wd 2@hiogrioe N- ( 2- (4- chl or ophenyl ) benzo PCT/GB2007/050055

[ dl oxazol -5-yl ) benzam de LGS RT= 8.51m n, MN 383. 2;

| H NMR (DMBO): 10.52 (1H, s), 8.30 (1H, s), 8.22 (2H,

d, J 8.8 Hz), 8.03 (2H, d, J 8.8 Hz), 7.82-7.77 (2H,

m, 7.71 (2H, d, J 8.4 Hz), 7.64 (2H, d, J 8.4 Hz)

N- (2- (4- Chl or ophenyl ) benzo [d]

oxazol - 5-yl)-4-nmet hyl benzam de LCMS RT= 8. 21m n, MN
N-@s@-€hlorephéu)bewsfdloxazol-3pemanamides. 31 (1H, s),

8
LQRRTE 7oyt Mgy, o il iy So o7 .3 2578 fo )
7. nd7 88 &I@ iy, )7.5627. 411 (8 H:]l) ) 3b4\|(2(f2 4 .g 7(5ng%/)§ ng[?hes?a ESZZH}&ﬁ)Z a.42-
(0] Z0 oX enzam de = mn
1-419»/&2@7 héﬁ&ﬁ/ﬁl% )1/0 28 (1H, s), 8.30 (1H, s),
8. 22 (2H d, J 8.9 Hz) 7.99 (2H, d, J 8.9 Hz), 7.77

ﬁk 7.70 (2H, ,JSSHZL 7.08 (2H, d, J 8.9
54-Cg oggpl(egm)bg)zowlpxgazphSM)iﬂo uiypaaidel ) benzo

LGB it MELEs TR AR KRAD G RSES; AP AR 5) & 22808 o, m,
7.74-16B(3Hm), 7.86 (H,(dAH/ 89,2. UHB), 8.6A2).59 (1H{ 1);71.62(6I5d, J 618, Hz)
7.52-7.46 (1H, n), 7.17 (1H, d, J 8.3 Hz), 7.05 (1H,

t, J7.5 Hz), 3.89 (3H, s) N (2-(4-Cnhlorophenyl)benzo

N Oy o e e n

LGYS RT=7191rp0m N 9; TONMR (@MSQ): 104046H( 9-8.22Y1H, d, J 1.1

Hd % B 7§51 61 (81 5) J RS 7.9 Gl T8, 7.96 11, o,
J3H H3),6.78-6:3 (1H3n()7 (6H, s) N-(2-(4-Chlorophenyl)benzo

[ d] oxazol -5-yl) - 4- (t rifluoromnethyl)benzam de LCMS RT=
8.65m n, ML4+416.7;'H NVR (DMSO): 10.67 (1H, s), 8.32

N-(zl-glélcaior%ﬁ:eaglt)b&nzbﬁi?]6:§df!ol-s©y1)tlﬁoﬂﬁn@mardoxalnﬁe6 Hz) ,

LCMS Ry ﬁ|56mén, 23i540=cﬂ &%@Wbé@w%(% y15), 8.25-8.21 (3H, m),

8. %ﬁohd 5O§/b ) %‘i‘zés'ﬁ‘“%ﬁﬁﬁqgﬁs.fgﬁﬂ d?{lg%gtm'\/&”ﬁslé’ ), 74-7.69

(318, m}37(223I-(11Hdde’58)68+I=&Z) 8.08 (2H, d, J 1.9 Hz), - 96
(1H, t, J 1.9 Hz), 7.89-7.78 (2H, rr), 7.76 (2H, d, J
8.7 Hz)

N-(2-p-Tolylbenzo[d]oxazol-5-yD)nicotinamide

LCMS RT= 6.12min, MH' 330.1; '"H NMR (DMSO): 10.62 (1H, s), 9.15 (1H, dd, J 2.1
0.7 Hz), 8.79 (1H, dd, J 4.8 1.7 Hz), 8.34 (1H, dt, J 7.9 1.8 Hz), 8.27 (1H, d, J 1.6 Hz),
8.11 (2H, d, J 8.2 Hz), 7.82-7.72 (2H, m), 7.63-7.58 (1H, m), 7.44 (2H, d, J 8.0 Hz), 2.43
(3H, s)

N-(2-p-Tolylbenzo[d]oxazol-5-yl)isonicotinamide

LCMS RT= 6.17min, MH" 330.1; "H NMR (DMSO): 10.68 (1H, s), 8.82 (2H, d, J 6.0
Hz), 8.27 (1H, d, J 1.5 Hz), 8.22 (2H, d, J 8.2 Hz), 7.90 (2H, d, J 6.0 Hz), 7.81-7.72 (2H,
m), 7.45 (2H, d, J 8.0 Hz), 2.43 (3H, s)



N- (2- (4- Chl or ophenyl ) benzo [d]

oxazol -5-yl)-4-fl uorobenzam de LCM5S RT= 7. 78m n, MWV
w@6a789118¢1 NVR (DVSO) : 10.58 (1H, s), 8.35 (1HPCHEB2007/050055

8.28 (2H, d, J 8.9 Hz), 89146-8.11 (2H, m, 7.90-7.82

(2H, m, 7.77 (2H, d, J 8.4 Hz), 7.52-7.42 (2H, m

N- (2- (4- Chl or ophenyl ) benzo [d]

oxazol - 5-yl)-2-phenyl acet am de LCMS RT= 7.48nm n, M

8.22-8.17 (3
N-?ﬁﬁ ﬁylbﬁﬁbﬂé“ﬁ%@)yﬁf%‘&g%ﬁ‘g’% S)dd 350 2.1 (Hz)H

L(?MSQI’]?—@M(Iﬁm-;MH) 28130;5‘@1 NMR (BMSO): 10.03 (1H, s), 8.14 (1H, d, J 1.8

e n
HA A G (AL Sy SOIRACTED A0 s, 7.51 GG L 858 407, 744 CH,
dNBtBI$27ﬁ282(3IHs)\IISZF36((m$@J75.DIzj,Z 101BH, §V,7.68449 (2H, d,
Hz) , H d, J 1.8 Hz), 7.74-7.68 (3H, n,
751(1H dd J8820Hz) 733717 (5H, m, 2.95

mg‘sjlylbénzz){tﬂo'igz))l-S%'l)ﬁﬁt)(rgfﬂxdé J 7. |3 g|2) J buty ;
ro TIomH 2R LBV (DMSGIR 10OV, 916716 01104, 18
H%Zf* oSt 18g el v 6Pty L fF ] s U { v s 2 AR on

d, {816, Hz)) 2.42 (BIR4), (23351 (2H, t,J 74 Bz)iz.y 1 WG 830H/ M) MKOGH, t, J 7.4 Hz)
PCT/ GB2007/ 050055 93 N- (2-(4-Chl orophenyl ) benzo [d]

oxazol - 5-yl ) pentanam de LCM5 RT= 7. 66m n, MH+329.1; 1H

%’ﬁ@fﬁéﬁméﬂ@x&ﬁ-ﬁ eﬁt)anaﬁld"ez 8. 16 (3H m,
68 El S ﬂSlH 2.34 (2H, t,
LGMS RE5 7. 2@% MHs 30951 1H MRON 1804 (5K g 13 61182d, 7 1.8

b
HASEbS fory Wy 8 0 myrﬁf“ﬁ% THOUARISIYIALENTR 4 s 705 on
d, 718.0\NR, (z@nsejl $)10.30320161) 53 HzB.1267-B56 ©H,3H), 1641:1.29 (2H, m),
7A-7.67 (3H M), 7.56 (1H dd, J8.9 2.1 Hz),
09}@‘2%:’%&%‘%4, 3 1.14 EGH, d, J6.8 Hz) )
N-(2 (4-Chl or ophenyl)benzo

] oxazol - 5 ) furan-2-car boxam de LCM5 RT= 7.01m n,
Tsétdbgnzq mttl-§ Disoputyramide (14, s) 8.27 (1H, d,

LéMé ﬂg- !éz7)4mn§ ﬁ*ﬁz&.ﬂl 1?1 gﬂgﬁ F@Wi@ ] ?z(hﬁlg 85% (gﬁj 818
Hz}lzf) 09 GZHZAIL I3 82317()17469 (LN, 3.8 H2)CHI53 K Bibhdshy18)820 Hz), 7.43 (2H,

o, J DL isleding 5’%@&?&%&%@%9%’%5 )

825821(3Hn) 8.06 (1H, dd, J 3.9 1.2 7.89

_% 1.0 Hz), 7.80 1Hd388HZ)
N z-pzi[o}ylhgnzo[d]oxazol—S-yl)furan-Z-car oxamide

LCMS RT= 6.71min, MH' 319.0; '"H NMR (DMSO): 10.37 (1H, s), 8.23 (1H, s), 8.10
(2H, d, J 8.2 Hz), 7.98-7.96 (1H, m), 7.75 (2H, d, J 1.0 Hz), 7.44 (2H, d, J 8.0 Hz), 7.36
(1H, d, J 3.6 Hz), 6.74-6.72 (1H, m), 2.43 (3H, 5)

N-(2-p-Tolylbenzo[d]oxazol-5-yl)thiophene-2-carboxamide

LCMS RT= 7.15min, MH" 335.0; "H NMR (DMSO): 10.40 (1H, s), 8.21 (1H, d, J 1.7
Hz), 8.11 (2H, d, J 8.2 Hz), 8.05 (1H, dd, J 3.8 1.0 Hz), 7.89 (1H, d, J 4.9 1.0 Hz), 7.76
(1H, d, J 8.8 Hz), 7.69 (1H, dd, J 8.9 2.0 Hz), 7.44 (2H, d, J 8.0 Hz), 7.26 (1H, dd, J 5.0
3.8 Hz),2.43 (3H, s)



(3H, m, 7.26 (1H, dd, J 5.0 3.8 Hz) N-(2-p-Tolyl benzo
[ dl oxazol -5-yl)ni coti nam de LCMS RT= 6. 12m n,
wOrM380118¢ 1H NVR (DVSO): 10.62 (1H, s), 9.15 paFrGBdae7/050055
J2.1 0.7 Hz), 8.79 (1 H dd, J 4.8 1.7 Hz), 8.34 (1
H dt, J 7.9 1.8 Hz), 8.27 (1 H d, J 1.6 Hz), 8.11
(2H, d, J 8.2 Hz), 7.82-7.72 (2H, m, 7.63-7.58 (1H,
m, 7.44 (2H, d, J 8.0 Hz), 2.43 (3H, s)
N- (2- p- Tol yl benzo [ d] oxazol -5-yl )i soni coti nam de LCVS
RT= 6.17m n, M+ 330.1; 1H NWR (DMSO): 10.68 (1H, s),
N-@- GE(’l(rzﬁluorqmeﬂly@pben)ﬂlt_b)emﬂd]maztﬂ-ﬁ-yl)rdcotmamlée Hz), 8.22

Lcélgts R'Fﬁf‘lwgmig\i%) §§3 o. gﬁﬁlgf%ag%sf))zl(gg% sf. 9?2'(\/%15 411, m),

8. 20QH, Q9,146 1Mt)eszeqmaf;0®5ﬂzgzs 40-€.36 (Hahy Bloar2H, d, 7 8.0

b o B3 Phind MIRPL GTETyde LS RT= 6 samn, MHe
1.8 Hz), 808(2H d, J 8.2 H), 7.69 (1H, d, J 8.8

Hz), 7.51 (1H, dd, J 8.8 2.0 Hz), 7.44 (2H d, J 8.0
N-(2-{4-(Drithporogiethyd)phegydgnzal g oxgzol5-yl)isonigotinamide ( 3H,

- . - Ml e
LOYS R & Bl MR AMSORER Am. 0. 200 (F g, 60419, 851
B 2t T O L o 79
(Hia‘gfjgggﬁ-%g%?s 2.0 Hz), 7.43 (2H, d, J 8.0 Hz), 2.42
(3H s), 232(2H t,°3 7.4 Hz), 1.71-1.58 (2H, m),
3H, t, ﬁm] 8 p- Tol yl benzo
N-[?d(4o§< zibporsmyﬂ)y@@hem o dloxpmyliIre)acetanitle,  VH+

LGH3 R, S0 NBE.7: HNYR PhsOn 107 il S 0. 787
HA8.22-8.19 (11,1, 789, (21, & J88.9 Ha), A7, (11, 437 §.2Hz), 7d58 2.58 (0, m),
2({%@1 .42 (3H, s), 2.34 (2H t, J 7.4 Hz), 1.67-1.56
PR, 1.41-1.29 (2H, m), 0.92 (3H, t, J 7.4 Hz)
N-(2 p- Tol yl benzo [dl oxazol -5-yl)i sobutyram de LCVS
RT= 6. 74min, M4+ 295.1; 1H NVR (DMSO): 10.00 (1H, s),
N-@ (L“s("Zrlﬂ!loremeﬂlﬂ)P!}e“)[%e“z‘ﬂdb’ga% 13-Y)propiogamide,) 7 69
L(ﬁﬂlb! Rf'= 69738 M?n)hﬂ 0% NMR (?ﬂisd) 30%9?(112 Hégmgﬁ% J7.8

J8. 0 Hz 2.66-2.60 (1H
H A (161—Id al. 91&)37 99 2Fhd¢ 2 813-H) 97D &k al, P8]7 Hz), 7.57 (1H, dd, J

883:1??% R RGN GH L 825 (am

N-(2-(4-(Trifluoromethyl)phenyl)benzo[d]oxazol-5-yl)butyramide

LCMS RT= 7.18min, MH" 348.9; '"H NMR (DMSO): 10.10 (1H, s), 8.40 (2H, d, J 7.8
Hz), 8.23 (1H, d, J 1.9 Hz), 7.99 (2H, d, J 8.2 Hz), 7.77 (1H, d, J 8.7 Hz), 7.58 (1H, dd, J
8.8 2.0 Hz), 2.33 (2H, t,J 7.3 Hz), 1.69-1.59 (2H, m), 0.94 (3H, t, J 7.6 Hz)

N-(2-(4-(Trifluoromethyl)phenyl)benzo[d]oxazol-5-yl)pentanamide

LCMS RT= 7.74min, MH" 363.1; '"H NMR (DMSO): 10.10 (1H, s), 8.40 (2H, d, J 7.8
Hz), 8.22 (1H, d,J 1.9 Hz), 7.99 (2H, d, J 8.2 Hz), 7.77 (1H, d, J 8.7 Hz), 7.57 (1H, dd, J
8.8 2.0 Hz), 2.36 (2H, t, J 7.3 Hz), 1.66-1.58 (2H, m), 1.42-1.29 (2H, m), 0.92 (3H, t, J
7.6 Hz)



(2H, d, J 8.2 Hz), 7.98-7.96 (1H, m, 7.75 (2H, d, J
1.0 Hz), 7.44 (2H, d, J 8.0 Hz), 7.36 (1H, d, J3.6
woi2007/0611661- 6. 72 (1H, m), 2.43 (3H, s) N-(2-p- TRCYGBeVZO50055

[ d] oxazol - 5-yl )t hi ophene-29¢ar boxam de LCMS RT=
7.15min, MH+ 335.0; 1H NVR (DMBO): 10.40 (1H, s), 8.21
(1H, d, J 1.7 Hz), 8.11 (2H, d, J 8.2 Hz), 8.05 (1H,
dd, J 3.8 1.0 Hz), 7.89 (1H, d, J 4.9 1.0 Hz), 7.76
(1HdJ88Hz)769(1Hdd J 8.9 2.0 Hz), 7.44
d J 80 Hz), 7.26 (1 H dd, J 5.0 3.8 Hz), 2.43
N-(Z}H (Ta)ﬂwmomﬂmmgnﬂmemamzzm-ﬂ-ﬂﬁmswagﬁde

LY R 2 BE AT NRRERMASR G b U, )y 543 011, ¢ 7 7.8
HAA 8 MM BNBOD HABID ALK, J 82, HB), 280 OHLA, (39,1 7.63 1821, J

8%%25%%%2@%%(1%“’) é%ﬁ%zﬁ 08(1%3) 8.0 ’ 8 ' ?2292 7.82

(2H n) 7.66-7.61 (1H,

E 4- (Trifl uoronet hyl ) phenyl ) benzo
N 2{4otdxiitnorsmethypbenyd hrenzel d axazal Shd) frran-g-carhaxamide

L@”‘Sﬂ‘%&)sma& WGy Ay (Bl 05 (rugopg PPlapg /80
H#) 281188, 16\](1H )Hz B6 (BH,Odsr{/ fgﬂi)SHS???Z) (ﬂr}]gﬁn)l 57369?]72273(2}1 m),
7%0@% i‘%ﬁ%bél’ﬁé& 49&'-58‘11 96 30n1 n, M+ 390, 7;

1H NVR (DVBO): 10.17 (1H, s), 8.40 (2H, d, J 8.7 Hz),
822819(1Hn)799(2Hd,385Hz)777(1H
N-@2- (431\4@t1wxwyenw)bsmddlssa{@-ﬁ-ylmomcognwul%H s)

4 I
LORRE ST SEEL DY NRETBbSOR0 st ) i 0 0.7

HZ335240(1H, d, XVR {DVEOS (2H, 0'99 q T, 790, (28, 407 6. Muz),ov 72](1H d,J

Sw% 75y s T . 71, §989 R3S 5”07
2.37 (2H, q, J7.5 Hz), 1.12 (3H, t, J7.5 Hz)
N- 4- (Trifl h henyl ) b d]
N'@(é’(‘z et@&yg#mﬁo;%él@%t)@%éew%) mids E] M+ 348.9; 1H
1 708
Lw@sﬁ%@bﬁfﬁwl %éalltzﬁ Hsi;nvgg (1?522/[#6)';10‘69 éﬂH s)t 1?32}»1 d, J 8.9
H#),1808 GLH, 3, 818 %)767(1}8 4, 78,9 dg), 737 (B3R JGB. MQHZZ BB (2H,

A ) -1.59 (2H, m, 0.94 (3H, t, J
d, %3? }@)3'§?\|Z3(}§.S¥|2:0H%|}I?f%uor onet hyl ) phenyl ) benzo
[d] oxazol 5-yl ) pent anam de LCVS RT= 7. 74m n, M
363. 1H NWR SDI\/S . 10. 10 (llH s), 8.40 (2H d, J
N-@- gl-Methoxypheny )benzo[d]oxazol-5- )proplonamlde
LCMS RT= 5.89min, MH" 297.1; '"H NMR (DMSO): 10.02 (1H, s), 8.15-8.10 (3H, m),
7.67 (1H, d, J 8.7 Hz), 7.49 (1H, dd, J 8.8 1.8 Hz), 7.16 (2H, d, J 8.8 Hz), 3.88 (3H, s),

236 (2H, q,J7.7Hz ), 1.11 3H, 1, J 7.5 Hz )

N-(2-(4-Methoxyphenyl)benzo[d]oxazol-5-yl)butyramide

LCMS RT= 6.19min, MH" 311.1; "H NMR (DMSO): 10.02 (1H, s), 8.13 (2H, d, J 9.0
Hz), 8.10 (1H, d, J 1.9 Hz), 7.66 (1H, d, J 8.9 Hz), 7.49 (1H, dd, J 8.8 1.8 Hz), 7.16 (2H,
d, J9.0 Hz), 3.87 (3H, s), 2.32 2H, t, J 7.3 Hz ), 1.70-1.58 (2H, m), 0.94 3H, t, J 7.5
Hz)



Hz), 8.22 (1H, d, 319Hz) 7.99 (2H, d, J 8.2 Hz),

7.77 (1H, d, J 8.7 Hz), 7.57 (1H, dd, J 8.8 2.0 Hz),
wQ288/00abk t, J 7.3 Hz), 1.66-1.58 (2H, m, 1.BCHGEB2B7/050055

(2H, m, 0.92 (3H, t, J 79 Hz) WO 2007/091106

PCT/ GB2007/ 050055 96

N-(2-(4-(Trifluoronethyl)phenyl)benzo [d]

oxazol -5-yl )i sobutyram de LCM5S RT= 7.15m n, M H+

349.1; 1H NWR (DVSO): 10.09 (1H, s), 8.43 (2H, d, J

7.8 Hz), 8.27 (1H, d, J 1.9 Hz), 8.02 (2H, d, J 8.2
N-Eb§4-1\47et181xypn¢nyl)dtenzb[@]oiazqt-ﬁ-yl)pemn@.n.Me dd, J 8.8 2.0

LS RTs SRR 3s it YR oM Jg of (o83 a4, 790

HA) 8. 0x@zn1d; 5191 A7 aa(EH czr;\rlkzcma A9 QVRIART8.871.8 519,17, 16 (2H,

o 5% 80 pdy B8, 9s2gh (AL L g3 01 sl § 417bog .

ogb@ﬂFJ&ZSng-l m, 769767 (2H, n) 7.23 (1H, dd,
. 6.59 (1H, dd, 3351 7 Hz)

N-(2 (4 l\/bt hoxyphenyl)benzo [ d]
N—@@ﬁ@etﬁﬁﬁmﬁmﬁﬂ%@ R o TR
L@MS RFz ),19i2 ML B 1.4, "HINMR (BMSOB.919 (12ks), 8,1538.91 (BH, m),

7 3%'2%151 BBl 19 e/ 1 +50507 {8 h rha el T .

B, 83r6.98) N (2-(4-Met hoxyphenyl ) benzo
[d oxazol - 5- yl)acet am de LCVMS RT= 5.59m n, M+ 283.0;
1H NV\R (DMSO): 10.09 (1H, s), 8.13 (2H, d, J 8.9 Hz),

N by heffBibar S Surbgffifl) 7 &7
LGB, Rf% 6.18mig MHEH335%); "N NRIR (MSO)0 X ph e ls), lﬁeimz&l]} @H, m),

7 B ORRRE ohBbR 0702 bt 7T, 7384 P 4 a s Y Pl o,

d, 7810, H#), 6.93 glﬁ ddz.) 3.57. "Aﬁz)(wsatqi s)J 8.8 1.8 Hz), 7.16
(2H, d, J Hz), 3.88 (3H, s), 2.36 (2H, q, J7.7 Hz
), 1.11 (3H t, J7.5 Hz ) N (2-(4-Methoxyphenyl)benzo

@wmgogﬂymgmg ml.g @ne%.ﬂgmgmxam 311. 1;

3 (2H 3 9.0 Hz),
L@wsaua B, 54chin, MH 85167 H vams(mmaomlo 38 6L $)i8)19-9.14 GH, m),

s syt 88097 S Pabthy, s 38,008, S d fBbn 6 an

dd0J 94 2Bikz), 7.2757.75. G H, iz )7. WA22QQ7/ 89 HAB .88 (3H, 5)
PCT/ GB2007/ 050055

N-(2-m-Tolylbenzo[d]oxazol-5-yl)butyramide

LCMS RT= 6.67min, MH" 295.0;

N-(2-(3-(Dimethylamino)phenyl)benzo[d]oxazol-5-yl)butyramide

LCMS RT= 6.62min, MH' 324.1; '"H NMR (DMSO): 10.06 (1H, s), 8.13 (1H, d, J 1.8
Hz), 7.70 (1H, d, J 8.8 Hz), 7.53 (1H, dd, J 8.8 2.0 Hz), 7.49-7.37 (3H, m), 7.00-6.96
(1H, m), 3.00 (6H, s), 2.32 (2H, t, J 7.6 Hz), 1.71-1.55 (2H, m), 0.94 (3H, t, J 7.4 Hz)

N-(2-m-Tolylbenzo[d]oxazol-5-yl)isobutyramide



97 N-(2-(4-Met hoxyphenyl)benzo [d]

oxazol - 5-yl ) pentanam de LCMS RT= 6.59m n, M H+ 325.1;
wabkboRR 10OMVS0O) :  10. 02 (1H, s), 8.13 (2H, d, J BCODGBRiMY/50055

8.10 (1H, d, J 1.9 Hz), 7.68 (1H d, J8.9 Hz), 7.49

(1H, dd, J8.8 1.8 Hz), 7.16 (2H, d, J 9.0 Hz), 3.87

(3H, s), 2.34 (2H, t, J 7.3 Hz ), 1.66-1.56 (2H, m

1.41-1.29 (2H m, 0.92 (3H, t, J 7.5 Hz )

LéMS%{f%'@MﬁQWQWb)I@FNm[(ﬁMSO) J0.92 rgH I {1 T 19

oxazol -5-yl)i’sobutyram de LCVS
HZ)H8.08AR RBRBOM), 270&1K01d4, J 88 HB, 1569 4141(3(H3H=n) ﬁ)60 2.8 616{ m),
51 (1H, dd, J 8.8 1.8 Hz), 7.16
2‘@&‘% j“g“%‘ié)“%z)ss (3H s). 1.13 (6H, d, J 6.9
Hz ) N(2- (4 Met hoxyphenyl)benzo [d]
oxazol -5-yl)furan-2-carboxam de LCVE RT= 16mn, MH
N-i6- &Tﬂflwrfﬂmﬂtymmyl)bfeﬂéél0@1%?1-553}1)“@“21?&8“14% (3H,

LGMS R? ggssﬁﬁn, hi/[Hd§49 (31, ‘ﬁSﬁNﬁa ﬁ)Mrsb) Yo 6@ 1(}?—'5') 8d51 zﬂ 43 gﬁ{ m),

i, 6, @@3((1%«’1@/(1743@@911 385 gm(( ds685HZ) 7.62-1.57
( W nyl
(lﬁd‘f)g%abg;o I gb%t% ﬁﬁ‘, ’ga6r ?am de LCMB RT=

654mn |ka3510 1HNI\/R(DI\/SO) 10.38 (1H, s),

O.- 3H, 1.0 , 7 8
?21321 (lﬂamet al&mf%eﬁxﬁbeniw °’Eai‘PF S-aﬁlss%“@rwﬂze) 7.
L(CNIE RTH@ 59hi- MH2 384 HZH Nifnitnifls@) (1bld1 (mmg s)/831% ((IZHi J18

3H, s) 2-m Tol yl benzo

Hz
HZ[)dT 6‘9(&12@ 5)§/8)Hﬁ)t Y/%é&ildeddzd\& R1-He), ﬂﬂ-7137 (44, mp.¢)-6.96

(HI_[\rLdéjdxaz (1(/)1;fl 58%@ |235'§‘(ﬁ‘ @Eq%ﬁ;@i‘%og% n, M+ 324.1;

1H NMWR (DI\/SO) 10 06 (1H,7 s), 8.13 (1H, d, 321.08HZ)H2),
nfoFEctborialpRetondiginbaiis Mjotafe 2,0, 2]
LéMSZRTQId sstnm,JMHwﬁzb) ‘mNmmm(ﬁ)Zhlo 08)(1HDs)94.48 3111, 4,.7 7.8

Tol
HZ[)a(ﬁ @(Qﬂ%l@ B&é]l §lts é‘gdﬁ)ﬁ’rﬁﬁp 482\B81260/73-6d12).0688 (1H, d, J 7.7 Hz),

%ﬁgﬁeﬁzﬁﬁc’)@}&?o 02(1{9%&% 2Fi)T )6 g%f(hiél t, W’ﬁ ﬁ?ﬁﬂ% 149 oH,

m)80193(37H,98172&|Iz)n) 7.71 (1H, d J 8.8 Hz) 7 56 7 44
(3H, mM, 2.60-2.58 (1H, m, 2.44 (3H s), 1.14 (6H,
d, J 6.8 Hz) N-(2-(3-(Trifluoronethyl)phenyl)benzo [d]

N-(a-JWlylberno )d]6d20l-5-yBioBatyramide

LCMS RT= 6.62min, MH' 295.1; "H NMR (DMSO): 10.00 (1H, s), 8.19 (1H, d, J 1.9
Hz), 8.12 (1H, dd, J 7.4 1.5 Hz), 7.71 (1H, d, J 8.8 Hz), 7.57-7.40 (4H, m), 2.75 (3H, s),
2.65-2.59 (1H, m), 1.14 (6H, d, J 6.7 Hz)

N-(2-(2-Chlorophenyl)benzo[d]oxazol-5-yl)butyramide

LCMS RT= 6.42min, MH' 315.0; '"H NMR (DMSO): 10.08 (1H, s), 8.22 (1H, d, J 1.8
Hz), 8.15 (1H, dd, J 7.6 1.8 Hz), 7.76-7.55 (5H, m), 2.34 (2H, t, J 7.4 Hz), 1.71-1.59 (2H,
m), 0.95 (3H, t,J 7.4 Hz)

N-(2-(2-Chlorophenyl)benzo[d]oxazol-5-yl)isobutyramide



LCMS RT= 6.88min, M+349.0; IH NWR (DMSO): 10.06 (1H,
s), 8.51-8.43 (2H, m, 8.23 (1H, s), 8.03 (1H, d, J
wQ@ 20b7i020196 7. 91-7.85 (1H, m, 7.77 (1H, d, J 8.BCH®BB2007/050055
7.62-7.57 (1H, m, 2.63 (M, t, J6.8 Hz), 1.14 (6H,
d, J6.8 Hz) N-(2-(3-(D nethylam no)phenyl)benzo
[ d] oxazol -5-yl )i sobutyram de LCMS RT= 6.59m n, M+
324.1; IHNWR (DVSO): 10.01 (1H, s), 8.15 (1H, d, J

chlM§ RT*Z)s 41&11?%&13'15(6 IH]NW_fiﬁ@OSO ¢ 16%3((11?1' s)d§'23 %1@, 8718

HZ()BH15 él)H dd, 65564, 58z) 1HA]- 7r@5 (SH, a3, 2{@425& (1H,7tnD 11-111)(6H d,J6.7
N-(2-(3-(Trifluoronethyl)phenyl)benzo [d]

3xazo| 5-yl)butyram de LCMS RT= 6.85m n, M+ 349.0; | H

NVR (DMSO): 10. 08(1H s) 8.48 (1H, d, J 7.8 Hz),

8.43 (1H, s), ‘{J J19Hz)802(1HdJ
N-g-- 5°r°l7h°381)t"11ﬁ°l °X%¥°‘r5'7l)l§25’“ty”rm'ﬂ9 (1H, d, J 8.8
LAMEB. RT= 880t iMrdd3150; 8H8Nﬂll£)g 21@65 gﬁﬁs t3.218.75 3H, m),

71-1.59 (2H, (j%,ﬂ
71@%@3@}1:@»75@.%“@ %QHZ)@@%ﬁ&ﬂ%thM LdcN/8.8 Hz)

RT= 6.62m n, M+ 295.1; IH NWR (DVsO): 10.00 (1H, s),

8.19 (1H, d, J 1.9 Hz), 8.12 (1H, dd, J 7.4 1.5 Hz),
N-Q2-BtcHldtrdphenyl)beizé dldxazol-B-HybutydiniddH, m), 2. 75 (3H,

LG R 8 deals Thu v (SO0 87 (1 58 198 g, m,

745N BE 18), 43561 (0, BEW 8L i), D3N, ( OOk, 10710854 B, m,
s), 2 (1 , 1.8 Hz), 815 (1H, de’ .
09}4z(ﬁH 12J764HZ)55 (5H m, 2.34 (2H, t, J7.4 Hz),
1.71-1.59 (2H, n), 0.95 (3H, t, J7.4 Hz)
N- (2- (2- Chl or ophenyl ) benzo
M¢étpd 3€AClo hils Hhbut yr am de WO 2007/ 091106
PCT/ GB2007/ 050055 99 LCMs RT= 6.41m n, M+ 315.0; 1H
NVR (DMBO): 10.03 (1H, s), 8.23 (1H d, J 1.8 Hz),
AssMbﬁlo(llﬁx &@eptiﬁst@adloﬁ diito rop?zlaﬁﬁng 11551cf1ﬁ>hbméﬁane pyridine was
68-2.58 (1H m), 1.14 ( d, J6.7 Hz)
uswlzozh E%Soé}ﬂnb?@dﬁé‘hyl ) benzo [ d]
oxazol -5-yl )i sobutyram de LCVM5 RT= 6.89m n, M+ 315.0;
1H NMR (DMSO): 10.05 (1H, s), 8.21-8.15 (3H, m,
N-YZ-PBeIWIGQZQEHA hjpyridisB-ylibutyramidg. 8 2. 0 Hz),

L@?é‘f?ﬁ?ﬁ or’ o%ny%?’ben R’Hf&ﬁMQ@oﬁO?); slbf?t ?/?4141% d, J2.3

HA\GME RTE d5.J 83rHx), 8. MH8.23 13H 1m), THMVR (3DVES) 2.31Q197%, { 18.Hz),

1.7 2)16(2)3(2]Hgm) &%s%m t, .?%Hz)

N-(2-(4-Chlorophenyl)benzo|d]oxazol-5-yl)propionamide

LCMS RT= 6.54min, MH" 301.0; "H NMR (DMSO): 10.07 (1H, s), 8.21-8.18 (3H, m),
7.73-7.67 (3H, m), 7.53 (1H, dd, J 8.8 2.0 Hz), 2.36 (2H, q, J 7.6 Hz), 1.12 3H, t, J 7.5
Hz)

N-(2-p-Tolylbenzo[d]oxazol-5-yl)pivalamide



7.75-7.63 (3H, m, 7.56 (1H, d, J 8.8 2.0 Hz), 2.33
(2H, t, J 7.4 Hz), 1.71-1.59 (2H, m, 0.94 (3H, t,
wd Zood/o0dtape Met hod 3C (Conpounds 1) As Met hod 3BCT/€Be@ains0055
i nstead of diisopropyl am n&oi n di chl or onet hane,
pyridine was used both as sol vent and base.
N- ( 2- Phenyl oxazol o [5, 4-bl pyridi n-6-yl)butyram de LCVS
RT= 5.95m n, M+ 282. O 1H NVR (DMBO) : 10.31 (1H, s),
@1\4@8 ijgi?%%nﬁhv@l %09 ,72 N 628(1)(M§b)d936?@ §g'29 13 (1H,d, 7138
Hz).78.69 @3, d, Sz e@(l(}zm J®)8 i1, 951((’@& dd; Jsm Y 7343 (2H,

¢, Py %g]k%ﬁprsgpl DEICH P e RT= 6. 54m n, NH+ 301.0:

1H NVR (DMBO): 10.07 (1H, s), 8.21-8.18 (3H, ,
7.73-7.67 (3 7.53 (1H dd, J 8.8 2.0 Hz), 2.36
N-(?zﬁ-calorsplvenal)h&qzol«HO&%O@&Ml)Ptvalajm des i)

LAVMKERP= POixyxh%emp 309 h oA ANMRIDMISO):Vas R (g es) V!Dzo (2H d, J 8.6
2007/ 091106 BCT/ GB2007/ 050055 100 LCVB

Hay 313091, d; J 1A HOR - (BReD(4H,onRd 26191, 8) , 8. 13 (1H d J
1.8 Hz), 8.09 (2H, d, J 8.2 Hz), 7.69 (1H, d, J 8.8
Hz), 7.61 (1H, dd, J 8.8 2.0 Hz), 7.43 (2H, d, J 8.0

N Bend3 e Aoxasl- 5 gy divides) | y
LR ks Spdn fhT Bl TS0 AR ity S B L 1.8
Hz§)772§§ﬁ22<{,(2128H7 tz),37.84 96 %)HJ 83 ﬂ H ngxnkzqu%glgoﬁm 33-7.25

(1 gmb pe3AdPHGS)y 2 %(&&rtah?a 7)) 132 (BH%% 2 @H+, 295 Hz)
1H NVR (DMBO): 9.97 (1H, s), 8.03 (1H, d, J 1.8 Hz),
7.56 (1H, d, J 8.7 Hz), 7.44 (1H, dd, J 8.9 2.1 Hz),

N-R2-Benzyliamz¢ [iyxaml-5-yl)3@buty@anide 1H, m), 4.31 (2H, s),

Lcﬁl\;ﬁézi;é"s‘ 96}@1@%&4&@@%% ' AR oMsOf .05 % X0k Thh, 47 2.1

Hz[)d7 saeml d, 5FS/D )stomu mrfaraddg 9L032/B 1&’58 7!(5)349,%2{| m}él\ﬁﬁ 723317 28
(lﬁiuzl}l) 4;315(éH( - %%“2 5% (éHQmPsIzl)ll (¢H4¢ »{ﬁﬁHde J 9.0 2.0

Hz), 7.38-7.35 (4H, m), 7.33-7.28 (1H, m, 4.31 (2H,

s), 2.60-2.58 (1H, m, 1.11 (6H d, J6.8 Hz)
N-R2-p2Falylhenzpld] exazol-f-gl)butyramide y| ) but yr am de

LCMS RT= 7.54min, MH" 295.1; '"H NMR (DMSO): 10.03 (1H, s), 8.13 (2H, d, J 8.2
Hz), 8.03 (1H, d, J 8.2 Hz), 7.48-7.44 (3H, m), 7.34 (1H, t, J 8.2 Hz), 2.43 (3L, 5), 1.72-
1.60 (2H, m), 1.09 (3H, t, J 6.9 Hz)

N-(2-p-Tolylbenzo[d]oxazol-4-yl)isobutyramide

LCMS RT= 7.51min, MH" 295.1; "H NMR (DMSO): 9.78 (1H, s), 7.93 (2H, d, J 8.4
Hz), 7.83 (1H, d, J 8.2 Hz), 7.28-7.23 (3H, m), 7.14 (1H, t, J 8.4 Hz), 2.22 (3H, s), 0.94
(6H, d, J 6.8 Hz)

N-(2-Cyclohexylbenzo[d]oxazol-5-yl)isobutyramide



LCMS RT= 7.54min, M+ 295.1; 1H NVR (DVSO): 10.03 (1H,

s), 8.13 (2H, d, J 8.2 Hz), 8.03 (1H, d, J 8.2 Hz),
wQ@ 20080711461 (3H, m, 7.34 (1H t, J 8.2 Hz), 2.BAr/6BR{)07/050055

s), 1.72- 1.60 (2H nm), 1.08 (3H t, J6.9 Hz)

N- (2- p- Tol yl benzo [dl oxazol -4-yl )i sobutyram de LCVS

RT= 7.51mn, M# 295.1; 1H NMR (DVBO): 9.78 (1H, s),

7.93 (2H, d, J 8.4 Hz), 7.83 (1H d, J 8.2 Hz),
LdM%fki‘v%&s(,éﬂMﬁhsi ;1% Ni\)fk (t%)ci&/sﬁz'(?ﬁ d%rlziﬁ(zw 66-7.56

cl ohexyl’benzo
(1I[Id¢lbﬂ&b_6c(I1H5dyl 8.8 l;bbﬂt%&bas ﬁleH W0, 2002/ 01HOBY), 2.65-2.53 (1H, m),

2%%4%@ P37 i >b%?7¢fﬁur§>8‘f‘99é@5“§§§}i‘%”*
., 7.46 (1H, d, 388Hz) 7.30-7.25 (1H, m,

307297 (1H, 53 (1H m, 226216(2H

N'ﬁ%'Cy&“’lebePZol(’!ﬂlfaz‘h‘r5'y‘ib%”!fm§? (3H, m, 1.33 (6H, t,

RT mih,( ohgx
Legl\éllgoxaf?ﬂs p&gﬁa@?am d)gh ngmcb) 7.69 (1H s), 7.45 gH d, J 88

HA)H - 3MEH @DC&@) 2)i7. 6@(1(}!,}5) %93-2.83 481, (II}JI—I2 28 (21:1, 18/8.6 H&) 2.11-

b o ol el o o R

1.83-1.57 (6H, ,143118(4H m, 0.95 (3H t,

QE%BZ@‘V"PF'E‘B%FW"TM%%S‘{ QWG% [fj] MH+ 348. 9;

L¢MSWF;(ZPW§@ JMﬂJ@34§9(‘1=H;va%(DMs@) (dHh (@H sJ) 423 §m+za J 1.7

Hz),1819 dH , 397 8. 8tiin), 7.92 6lg1, d1442. 101&{1) 375 81}5 dZJQ Q—H%); 798 60, dd, J
8. sg%hfﬁz&fj;d%o @Hsd{‘ZJ;-’s Phﬁ@z) 64‘@65&}%8 hz e (§H"H)J6 d1f

[ dl oxazol -5-yl )i sobutyram de LCIVS RT— 6. 39m n,

N RS D RV SRty 4,20, % 23 (21

L(ENIS Riid 6.39mn, MAT 999:5;)' H NVES(IIMIS0)} 10 4o BLH, s5),142)7-8.23 (2H, m),

88457 (150 4n)a7an|<illoe,hé&9 Hach s, 78720 1), 7.46 @1, 1, 787

t RT= 7.55nin, M4+ 349. 5;
Hﬁg’H Nbsg&vsé?)sqw(%ﬁ’ TH"s)) 8.35 (1H, d, J 1.9 Hz),

8.21 (1H, d, J 1.9 Hz), 8.15 (1H d, J 8.4 2.0 Hz),

7. 18.9 Hz), 7.58
ooty dniiibrosbict d urfhanffe °, ) 758
LOMSRFzY. ss&lﬁ,awHSsmsdmm@M@ylmkmer(m s) 8.35 (1H d,J1.9
d| oxazol - 5- yl%l sobut ram de LCNS

7,1 %2 b{1H. 19, il Tiowe Iiod o584 24, HQ) 7.89 (!3% % 1’|r$ 4 éIZ) j-74 (14,
d, #8b Hz), 7.58 (1H, dd, J8920Hz) 2.67-2.60 (1H, m), 1.14 (6H, d, J 6.8 Hz)

N-(2-(5-Chloropyridin-2-yl)benzo[d]oxazol-5-yl)isobutyramide

LCMS RT= 5.95min, MH" 316.0; "H NMR (DMSO): 10.05 (1H, s), 8.86 (1H, d, J 2.1
Hz), 8.35 (1H, d, J 8.5 Hz), 8.25 (1H, d, J 1.7 Hz), 8.19 (1H, dd, J 8.5 2.4 Hz), 7.77 (1H,
d, J 8.8 Hz), 7.60 (1H, dd, J 8.8 2.0 Hz), 2.65-2.61 (1H, m), 1.14 (6H, d, J 6.7 Hz)

N-(2-(3,5-Dichlorophenyl)benzo[d]oxazol-5-yl)isobutyramide



Hz), 8.35 (1H, d, J 8.5 Hz), 8.25 (1H, d, J 1.7 Hz),
8.19 (1H, dd, J 8.5 2.4 Hz), 7.77 (1H, d, J8.8 Hz),

wQ@ 2@0/09tib dd, J8.8 2.0 Hz), 2.65-2.61 (1H, m)PCLGBA007/050055
(6H, d, J6.7 Hz) N-(2-(3,m2D chl orophenyl)benzo [d]
oxazol - 5-yl )i sobutyram de WO 2007/ 091106
PCT/ GB2007/ 050055 102 LCMB RT= 7.83nmin, M+ 348.7; 1H
NVMR (DMSO): 10.05 (1H, s), 8.23 (1H, d, J 1.9 Hz),

L@Méﬁdz"ﬂ 83ﬁnn,~MH@ 3Jr§)/ ‘HZher/ﬁz gﬁﬁsé) 1é2)531ﬁ'29) 3353 (P, 4,719
Hza 8585 QZHS(d -(ZIQ H@i 7. 92_(11171 t(.6P.—|0 Hy), TS 61 Hhid) J 8.8 Hz), 7.60 (1H, dd, J

8%;@ Zzs&y%&@o}gd?owg%)( 3@%}9 6.80ni n, M+ 348.9;

1HNI\/R(DI\/SO) 10. O4(1H s) 8.24 (1H, d, J 1.8 Hz),
81li;Hdd J7.9 1. 93 (1H, dd, J8.1 1.6
‘%"r@fhf’“yd)beﬂ@ [QW3°I'5WIB@b“W@?‘?%H m,
L@W@%ﬁ%%ohﬁxﬂ M 344.9.141 N8R (13MSJ())6 18.05714, s), 824 (1H (f'llvé” 8

Phenet hyl benzo [d] oxazol - 5- i sobutyram d

HZF)%TS(:UG(IQ’Qldﬂn/ 16 B9 /.93 (HhG ddWS(l[j{@gZ) 769 2H¢ 4,H8 §Hz), 7.63-
7 @@yt sval b, b @lagfosib o, 7S 87_“%: T
(1H, m, 321310(4H n) 112(6H d, J6.7 Hz)
LA LSRR i "8 (1
L@Msmiigizérgh,m+éoél9‘HmR@ glﬂz H,%)88.83 &1, d, J 1.8

Hz), 861 %HMd A 481 HAY 744 (B, @&HSaZ(hHZi%@#H@% m),5723-7.16

R T A T R I
oxazol -5-yl )i sobutyram de LCMS RT= 7. 10m n, M+ 349.0;

NI Dottt o & %10

L(?MSORT% 23@11;1 MH8 369.2; TH NMR (i)M@O)(slbi; (mi r?; )Jgio@(IZH d,J1.9
Hzm% 54 @E-Lcsi | %83474 ?ﬂa&l%pqlfbrms §6’e]n1216) [7@36 ~7.32 (4H, m), 7.30-7.24

I

(IREO 515(3 ;SW ??31%’%71(@5187 ggm(gz' 2'\4;{437’?’132'”(&1 d,J
6.87HZ)7- 7. 73 (2H, n) 7.59 (1H, dd, J 8 8 2.0 Hz),

7.51-7.45 (1H, m, 2.68-2.57 (1H, m, 1.14 (6H d, J

6.8 Hz) N-(2-(2-Chloro-6-fluorophenyl)benzo
N-[T{25-Bichloroplitnyilbehzi[dloaazdlS-\ ik ocbbyiatfidd 06

PCT/ GB2007/ 050055 .
LCMS RT= 7.10min, MH" 349.0; "H NMR (DMSO): 10.11 (1H, s), 8.31 (1H, d, J 1.8
Hz), 8.25 (1H, dd, J 2.4 0.5 Hz), 7.83 (2H, d, J 8.7 Hz), 7.80 (1H, dd, J 8.7 2.5 Hz), 7.67

(1H, dd, J 8.9 2.0 Hz), 2.74-2.64 (1H, m), 1.20 (6H, d, J 6.8 Hz)

N-(2-(2-Chloro-4-fluorophenyl)benzo|[d]oxazol-5-yl)isobutyramide

LCMS RT= 6.59min, MH" 333.0; '"H NMR (DMSO): 10.05 (1H, s), 8.30-8.20 (2H, m),
7.77-1.73 (2H, m), 7.59 (1H, dd, J 8.8 2.0 Hz), 7.51-7.45 (1H, m), 2.68-2.57 (1H, m),
1.14 (6H, d, J 6.8 Hz)

N-(2-(2-Chloro-6-fluorophenyl)benzo|d]oxazol-5-yl)isobutyramide



103 LCMS RT= 6.29mi n, M# 333.1; IH NWR (DVSO): 10.08
(1H, s), 8.26 (1H, d, J 1.9 Hz), 7.80-7.71 (2H, m,
wQ@ 284/071160 (2H, m, 7.57-7.50 (1H, nm), 2.68-2. BET/GBR{)07/050055
m, 1.14 (6H, d, J 6.9 HzJO3N-(2-(3-C
hl or o- 2-f| uor ophenyl ) benzo [ d]
oxazol -5-yl )i sobutyram de LCM5S RT= 6. 65m n, MH+333. 1;
IH NWR (DMSO): 10.06 (1H, s), 8.31-8.16 (2H, nm), 7.88

Lélilﬁ RT'J: 6. 2bn§n ‘Mﬁi 33&'%%‘11 ﬁlvi'ﬁ (()Méoﬁ 1068§1ﬁ QZ% 26 Zu@,?d J1.9
HZQ ’6’80 7. 76q2H1m) 7:)64 7§0](’2H( 61% 7. ¢7 73506(1171 pR) 2.68-2.58 (1H, m), 1.14

6 d{é Ioro 2-fl uorophenyl ) benzo

I[QL azo -5-yl)isobutyram de LCM5S RT= 6.69m n,
M+333.1; |H NVR (DVSO): 10.05 (1H, s), 8.28-8.21 (2H,
n2r 7.79-7 73 (2H, ., 7.60-7.53 (2H, n), 2.67-2.58

N Q-Cmoro-} q@reglﬂmy&)be%[d;]oml—S-yl)lsobutyramlde

Ld‘MSZRTQﬁ@B Mﬁ*ﬁwpﬁmtﬁmmow 06 (1H s), 831 8. 16(2H m),
éggéoxazol ]%I sobut’yram de LCVS RT 54m

7.8833Hy dt, V8. DNGC) (1HLd, §8.8(H#), 7.69 (118 @BJ(SM O@Z),ﬂ 47 (1H,

wt PR Zesteati i dader ) 4 PN

d, J 6.7 Hz) N-(2 (4-Cnl orophenyl)benzo

cycl apent ecar e, LCVGS
N fFo e darbbitem Pe VDitobBeTETe o)
LEAVIBRB= %639&&\;'MH’) 333 3 7‘?5131?1%1;6@)#%62 10.05 (1}5%) (8144-8.9¢ (2H, m),
7&1@@%!@?)9%20(7 dﬁHo%r%@n%§§ b]éhz@) 114(6H, <£J 6.7 Hz)
[ d] oxazol - 6-yl )i sobutyram de LCVMS RT= 8. 10ni n; | H NMR
(DVMBO): 9.59 (1H, s), 8.20 (2H, d, J8.8 Hz), 8.12 (1H,
N-@-(Z-Gh[bio-@Elil-i;oraphen?yl)ﬁénz(oBl-]pxatkol—S&l)fsobluyy,raﬁlM 2.73

Ld,‘@l?znflr&srﬁ d\&glﬂggﬁw}lﬁﬁﬁg&@%% J0.07 (1H, s) 8.25 (1H, d, J 1.9

Hz[)d’rwemldémzssqbz)tyrsemm(zm R63-752 Iih) Me8-2.59 (1H
I'H NMR (DVMBO): 9.95 (1H, s), 8.04 d, J 1.9
m)Hi)14(6H£313J(6ﬂ-HZ)d J 8.8 Hz), 7.48 (1H, dd, J 8.8 2.0
Hz), 3.95-3.88 (2H, n), 3.47-3.43 (3H, 1), 2.64-2.55
(1H, m, 2.06-1.99 (2H, n), 1.89-1.75 (2H, n), 1.12
N-(zaa-culorapmml)mzommvswgm@@emmc}amsm055

LGS RTL Zisbon. e 135 JRORRIR URARER): 1008 ks, 8205816 (1, m),

7. 79683, B), T.55 VR ddQWS@z 0 110), 2B5(2115 (18], m)81.89-157KBHAd)
J 2.0 Hz), 8.15 (1H d, J 1.9 Hz), 8.10 (1H dd, J
8.4 2.0 H), 7.86 (1H, d, J 8.4 Hz), 7.71 (1H, d,

N- @Cﬂld%hhgzchﬁﬁ'ogﬂeﬁ%b@ﬂzo[d]%xgzﬁg'lmmﬁaﬁﬁdél 74 (1 H
LCMS RT= 8.10min; '"H NMR (DMSO0): 9.59 (1H, s), 8.20 (2H, d, J 8.8 Hz), 8.12 (1H,
s), 8.02 (1H, s), 7.71 (2H, d, J 8.6 Hz), 2.84-2.73 (1H, m), 1.16 (6H, d, J 6.8 Hz)

N-(2-(Tetrahydro-2H-pyran-4-yl)benzo|[d]oxazol-5-yl)isobutyramide

LCMS RT= 5.38min, MH" 289.0; "H NMR (DMSO): 9.95 (1H, s), 8.04 (1H, d, J 1.9
Hz), 7.59 (1H, d, J 8.8 Hz), 7.48 (1H, dd, J 8.8 2.0 Hz), 3.95-3.88 (2H, m), 3.47-3.43
(3H, m), 2.64-2.55 (1H, m), 2.06-1.99 (2H, m), 1.89-1.75 (2H, m), 1.12 (6H, d, J 6.8 Hz)



N- ( 2- (4- Chl or ophenyl ) benzo
[ d] oxazol - 6-yl ) cycl opr opanecar boxam de LCVS RT=
WG 2030v1pe MH312. 9; ' H NVR (DVSO) : 10.53 (1H, sPkCT/8B2¥7/050055
(1H, dd, J 1.7 Hz), 8.18 (®@H, d, J 8.7 Hz), 7.74 (1H,
d J 8.7 Hz), 7.68 (2H, d, J 8.7 Hz), 7.44 (1H, dd, J
8.7 1.9 Hz), 1.86-1.78 (1H, m, 0.85-0.80 (4H m
N-(2-(2, 3-Di chl orophenyl ) benzo [d]
N ?Dﬁﬂb‘&'lé(ﬂo%&nml}ﬂel_l Mi(in]OQE @‘ﬁtc%lﬁp?oﬂﬁ@&d?boﬁﬂlﬂw
LGMS, R’Bﬁ699m?n,9/ﬂf M&&)HN’NEQ(RMSO)UI:D 43(181, 3), BIQ(HLH) dd, J2.0

s 8 ) g S8,k g g § Tl A8

d,J8 98{;5;7 53 (HH(, 24d( A8.0Dr0 Hi ) ﬂJJS@JIFMRQHyMI(EXWO Joe412,anj d]
oxazol -5-yl )i sobutyram de LCMS RT= 7.04m n; | H NWR
(DVMBO): 10.05 (1H, s), 8.32 (2H, d, J9OHz) 8. 20

‘gy‘ﬁ Cﬂlor(;]iﬂengl)ﬁgﬂzo[%o;ﬁofﬁﬁgcﬁl?kgéaﬁecmox Kn@eg 7 35
§21T37él9épverm By @MSE. qu&a&msyrsaaﬁ@ dd, J 1.7

73. 9

SR BT 18I J‘V‘W By ”%55?”%*&%5)“@985 @Z)ﬁﬁé)ﬂf* dd,J
8.771.9.617), 11:86- 118 (1H,8n)80.859.8601H, B1)42- 3. 39 (1H, ),

261257 (1H, n), 2.15-2.04 (2H, m, 195187(2H,

m, 1.78-1.62 (4H, m), 1.12 (6H, d, J6.8 Hz)

N-{$-(23-Diciisraphénylber A @ dxaz &ob%tyilahﬁ@@nw ) acet am de

&cgé Bsm’gﬁﬁsog 9; ?i” H( 10. 31 (1H
LG\S 1176—17105(11114! H,NMR. ®MS@): OEQ 1134, 81;H(<12H 8 Hz), 8.11

(11§ %d 257)9 1%}@%& %};ﬁ}i’ %d‘]Jg 18§'%i§|)_1 7781;‘(81}1( liHJs%z)J7%o§1H t,J

8. O\Hz)27@8(rﬂil dsk, 383-1.9 HizJ, 2166 b1kl ) ph s, ke d 6 Hz)
[ d] oxazol -5-yl )i sobutyram de WO 2007/ 091106
PCT/ GB2007/ 050055 105 LCMS RT= 6.78m n, MAN 383.0; 1H

mromkﬁw&i)]ﬁllhyl)&hzo [ (ﬂl@l({lﬁlé:b'l)idébut})ra%uﬂe 1 3

%4) 27 (1H,, g; 4 (18
LGS RF=504mine 1f NVRAPMSOH1 Q51 gy 8.35 215 b 19 ko), 8.20
f§129 fib, (7]74'1 Hm, J819 (7%3L7 51? 9%1 )82682.57 (1H, m), 1.14 (6H,

Di ch of ophen ben
déﬁ@zﬁ&) 6- yl)lsobutyram de LCVMB RT= 7.82min, M 349.1;
1H NVR (DVBO): 10.20 (1H, s), 8.33 (1H, d, J 2.0 Hz).
8.31 (1H, d, J 1.7 Hz), 8.14 (1H, dd, J 8.4 2.0 Hz),
N-@iﬁgclﬁﬁﬂt?]'g)el;zb][?}oﬁill_lizd)I-)Sryl)_iso_l')'it)(rihhde d, J8.8 Hz) 7. 48
3 1
LGUSRIE 5 it MRz an i af NMR wﬁé»fz%%[ lim, s, ot O, 18

HAXPEPI(112; ¥ 86913 46 (11, dd, J 8.8 1.8 Hz), 3.42-3.39 (1H, m), 2.61-2.57
(1H, m), 2.15-2.04 (2H, m), 1.95-1.87 (2H, m), 1.78-1.62 (4H, m), 1.12 (6H, d, J 6.8 Hz)

N-(4-(5-Acetamidobenzo[d]oxazol-2-yl)phenyl)acetamide

LCMS RT= 5.08min, MH" 309.9; "H NMR (DMSO): 10.31 (1H, s), 10.11 (1H, s), 8.13-
8.08 (3H, m), 7.82 (2H, d, J 8.7 Hz), 7.68 (1H, d, J 8.7 Hz), 7.48 (1H, dd, J 8.8 2.0 Hz),
2.11 (3H, s), 2.08 (3H, s)

N-(2-(2-Chloro-3-(trifluoromethyl)phenyl)benzo[d]oxazol-5-yl)isobutyramide



LCMS RT= 6.45nm n, MW303.1; 1H NWR (DMSO): 10.15 (1H,
s), 8.84 (1H, s), 8.27 (1H, dd, J 8.6 1.7 Hz),
w@200/081188 (3H, m, 8.06-8.03 (1H, m, 7.76 (1PCT/AB2AH7/050055
8.6 Hz), 7.71-7.63 (2H, nyos 7.54 (1H, dd, J 8.8 2.1
Hz), 2.17 (3H, s) N (2-(4-Acetam dophenyl)benzo [d]
oxazol -5-yl)isobutyram de LCMS RT= 5.52m n, MH+338. 0;
"H NWVR (DVSO): 10.46 (1H, s), 10.31 (1H, s), 8.15-

L(,8M§]R’f§’ki|78ﬁﬁn hZIl{El?rsa(@**h N'MR](lﬁMédj'Zio o7 9@17 sf Js'flio @H dd J8.1
1.3%7), 82711(3d,J 183 Hz) 8113 ((IHHdd d]7 9 18, I@)HZ)EZ 777 (2H m) 7 62 (1H,

a7 TEI0o BB Y AU L B 88 99 10 . wheaan, 1

"H NVR (DVSO): 10.04 (1H, s), 8.84 (1H s), 8.28- 8.12
4H 8.07- 03 7.76 (1H, d, J8.9 Hz),
N - Plnacrophenyipensolaloxlel6-siisobuivianide 1 1)) 5. 64

LEMSHRTE 7.89mfn, 4\/1112);491 IHSN(\ﬁU(DMsd) Qo%o*dn)l s), 8.33 (1H, d, J 2.0
Napht hal en- 2-yl) benzo

HZ()xﬁ(aibéledyV )1t7r¥|1@p$}é‘ﬁé -dgay/ 86 Orildl 7. 8ENEHRT =/ &5 A 1a75 (1H,

o JUEIAP a8 L R, AR et ) e PR e 1)

J5.0 1.0 Hz), 7.83 (1H, d, J8.8 Hz), 7.76- 7.64 (3H,

N pvRas 27 éﬁ%ﬁ%ﬁ%ﬁ?@é%@ 8‘@%]&520(15 1) benzo [

LM@@Q?&I@@W%@@GH—M?M% ¥30118, (1H,F§), 3184 (?H 9827
NVR Dlvsc5)1) 10. 07 1H, dd,

s
(1 9d, B8.450.7 Ta), &20- gJ3 7(3ﬁl 1)28.068.03g(13lg n();LFI76d1HJ d,l-f 8.6 Hz),

7’12?463 Brefp i ke, Ths 5 39309 ™ o el (1 R

, 1.16 (6H, d, J 6.8 Hz) N (2-(Bi phenyl -4-yl)benzo

N @ﬁ%ﬂ" Aottty MRS o rastisg” (1) o, 3

LEMS RTE) 52&;1?,@/[1(['1338 of IHNMRQUMSO) 710% (GHHs) 0. 313(181 @), 8.15-

7.82-7.
8.4 Gl DL aalﬂ ws 72H6)872579§§3H(<1|-f8 AT AL 8.8 19 H),
2-yl)b d
2'%?%@@;’\? am e’ ap 5%;?”7 032/m) nenm[ 3]61 2;

| H NMR ( DVBO) : 1003(1H s) 8.75 (1H, d J 0.8 Hz),

d, J 9.0 Hz),
N-E-Ghaphiet g npensolaftsfrol Shypistppipamige 55”0 ) )
LOMSRT4 7,10d60, MH83381. 2. ‘H NM)R (171\’[496))( 1@104 diH,%), 2.8 H), 5), 8.28-
8. 1(21(%% %%Fz'z q7d§@3‘&g§, nslh 7.76 ((]5H8<)1}.(z§ 9 Hz), (7 77-1. 63 (2}12 11?)872585(18H dd,

J8.82.1 Hz), 2.64 (1H, t,J 7.4 Hz), 1.15 (6H, d, J 6.9 Hz)

N-(2-(Naphthalen-2-yl)benzo[d]oxazol-5-yl)thiophene-2-carboxamide

LCMS RT= 7.47min, MH" 370.8; "H NMR (DMSO): 10.44 (1H, s), 8.86 (1H, s), 8.30-
8.14 (4H, m), 8.08-8.04 (2H, m), 7.89 (1H, dd, J 5.0 1.0 Hz), 7.83 (1H, d, J 8.8 Hz), 7.76-
7.64 (3H, m), 7.28-7.25 (1H, m)

N-(2-(Naphthalen-1-yl)benzo[d]oxazol-5-yl)isobutyramide



N- ( 2- (6- Brononapht hal en- 2-yl ) benzo
[ dl oxazol -5-yl )i sobutyram de LCVMS RT= 8. 13m n, M
wd rdo7h911béd NVR (DVSO) : 10.06 (1H, s), 8.86 (1HPCHEB2007/050055
8.36 (1H, d, J 1.7 Hz), 81®1 (1H, d, J 8.7 1.7 Hz),
8.23 (1H, d, J 1.9 Hz), 8.18 (1H, d, J 8.9 Hz), 8.13
(1H, d, J 8.7 Hz), 7.80-7.74 (2H, m, 7.58 (1H, dd, J
8.9 2.2 Hz), 2.68-2.59 (1H, m, 1.15 (6H d, J6.8 Hz)
LcPMS%zTquﬁﬁhﬁ Mﬁ*xﬁﬂ@@ﬁzﬂ Ck/l%MSO) 1007 (1H.5), 9.42 (1H, dd, 8.2

oxazol -5yl ) i’sobut yram de L
0.7 HIZ)NB’RS (DB, J 7141.0812),189 €)H, d9J 62 I@)J—B 261-8 2 (ZH;lm) +8293 -8.09

(113 mg 7(8§'1H7 g@ 4HJ .;3)92 6'1;'%% a%ﬁ'% 8% lzﬁzf73§8 2317(31%6 ?ﬁr {1 (6H, d,.J

(1Hdd J8.8 2.2 Hz), 2.69-2.60 (1H, ,115
(6H d, J6.9 Hz) l\l—(2(QJ|n0I|n2yI)benzo[d]
oxazol -5-yl )i sobutyram de LCM5 RT= 6. 28m n, M+ 332. 2;

gﬁ&ﬁﬁ!ﬁel{ ben dﬁréaﬂﬁfi—y]g}ob ﬁfmflé Hl g Hi ) 8. g 2;2)

LQMS RE= 756 mim, I-M 381 HMW&HMSI)N\@O@@((THOQ;L&@S (H, d, J 8.5

ST R g 8o P A A0

HZ}, 5SB-2.A6 Q4H,(rh}12.68)2. 59 (15 m)SH] 5 (bH, 4, 68 HD)
N- (2- (4- Cycl ohexyl phenyl ) benzo [d]
oxazol -5-yl )i sobutyram de LCVM5 RT= 8.87m n, M+ 363. 3;

9 Hz
N- #&MEI{H B hthil@n-QEﬁlgbkﬂzo[agoxagoljsiyﬂﬂ(ﬂmtﬁranﬁdé )

LS Rl 7 0pimin MB” 36159 H H0MR (DIS0):4003 (g 775 (i1, 4, 7 08

Hzﬁ,-’éirléfg% &7'9 dl'@ slz)lsgﬁ (&E &f@fg'ﬂggknogﬁlﬁé ,1J323 gfzw 73 (1H,
d, dis&Hiz),ssw()Hsdc_i;m&s dbleHz)_cﬂ 46 (1H, d, J 2.3 Hz), 729 (1H dd, J 8.8 2.5
Hyd S3086 ) BRSO o PR B T e 306

1.7 Hz), 7.64 (1H, d J16Hz) 716(1H d, J 8.2

Hz), 6.19 (2H, .s) 72 (1H, é6H d, J
N-§2-t6- Bﬁqmﬂlﬂmﬂ(ﬂiﬂrgﬂl)i’ew’w@HQ@I-S-YI)ISO'butyraml

I I n
LQROE2 ) SR WL S MO B TR i 030
(1Hizd,,J B70lz){ &3 H(1Hdd, JJS 1 17 102)7822)(1H7 d,601.01H2Y, 8.48 (UHBd,Q’ 8.9

Hz 7,( Lr.dd 9,4 0 3
n iy (bl s w140 gt osfos (o} 490 M. gyes2 59
(1M, m}1.19)(6H1d,0%6.§ 8l) d, J 6.8 Hz) N-(4-(Naphtho [

1, 2- d] oxazol - 2-yl ) phenyl )i sobut yram de
N-(2-(Quinolin-3-yl)benzo[d] oxazol-5-yl)isobutyramide
LCMS RT= 6.24min, MH' 332.2; "H NMR (DMSO): 10.08 (1H, s), 9.62 (1H, d, J 2.1
Hz), 9.22 (1H, d, J 1.9 Hz), 8.29-8.24 (2H, m), 8.15 (1H, d, J 8.6 Hz), 7.95-7.90 (1H, m),
7.80-7.73 (2H, m), 7.61 (1H, dd, J 8.8 2.2 Hz), 2.69-2.60 (1H, m), 1.15 (6H, d, J 6.9 Hz)

N-(2-(Quinolin-2-yl)benzo[d]oxazol-5-yl)isobutyramide
LCMS RT= 6.28min, MH' 332.2; '"H NMR (DMSO): 10.09 (1H, s), 8.64 (1H, d, J 8.4
Hz), 8.45 (1H, d, J 8.5 Hz), 8.32 (1H, d, J 1.8 Hz), 8.22 (1H, d, J 8.7 Hz), 8.13 (1H, dd, J



LCMS RT= 7.49min, M+ 331.1; 1H NVR (DVSO): 10.22 (1H,

s), 8.45 (1H, d, J 8.1 Hz), 8.22 (2H, d, J 8.7 Hz),
w@203/09tib d, J 8.5 Hz), 7.98 (2H, s), 7.89 (2PLT/EB20)7/050055

8.9 Hz), 7.77-7.70 (1H, njo7 7.65-7.59 (1H, m,

2.69-2.60 (1H, m, 1.14 (6H, d, J 6.7 Hz) N-(4-(Benzo

[ d] oxazol - 2-yl ) phenyl )i sobut yram de LCMS RT= 6. 48m n,

M+ 281.1; 1H NWMR (DMSO): 10.23 (1H, s), 8.14 (2H, d,
8.530.8-}&),, 1847 84 (B8, hpH.78%.79 %ﬁl, S) b3 (71,8, 78%602.6 247), 789-2.60

7.42-7.38 (2H, My, 2.70-2.60 (1H ny, ~ 113 (6H d, J
(118, 8), Hizl)S (9, @.00%8 Blgl 106 PCT/ GB2007/ 050055 108 Met hod

3D (Compounds 1) As Method 3A, except instead of
di i sopropyl et hyl am ne i n di chl oronmet hane, pyridine in

N-(-¢hCoclohaylphieayNbehzufiRekazok-3-#hisebityrmnideheny| ) benzo
LY lz‘%i@?'ﬁm%ﬁ%%%%{ . e B0 1 0.h B, ¥ (a0, 719
Hzps 11 (;2}1751 Q%H H4, 7. é&(ﬁ{ 'dZ)IS 77HZ)2733gﬁ{(<M'|J8®2 1 Hz) 7 47 (2H,

d, (@ﬁHﬁ)26@-2g28((2 Hm),t184}7 4($H)m) 1.52-1.23 (5H, m), 1.13 (6H d J6.8
) (2-(2- Fl uorophenyl ) benzo
d] oxazol -5-yl )i sobutyram de LCM5 RT= 6. 09m n, Mt
299.0; 1H NWR (DWVSO): 10.09 (1H s) 8.31-8.25 (2H,

7. 1H 7, 64
N ?r{?enaol%illéjl;o_{as‘s 142% hjorghenso %7 Mhsobz@amzi%s
"H(NMR MSb)2956Q1'H 8@55 (81,43)7.94 (1H s 777 1H dd, J 8.1 1.7 Hz),
N- FI uor ophen enzo [ d] oxazo an1de
7 GV, L1 6 oA, h6<1§7m 363 167), wmm)ox/éby T2 (6.1} (6,
d, gﬁz)m(m d J 1.9 Hz), 8.12-8.08 (1H m,
Z(? 97 (1H, n), 7.79 (1H, d, J 8.8 Hz), 7.75-7.70

(1H, m, 763753 (2H, m), 2.38 (2H, t, J7.4 Hz),

-1.64 ((2H 1. 3 t, J7.4 Hz
N-h—(@r@ggﬁliwpgﬂﬁmizgl%gﬂ;gﬁutyl‘amlde )
L(EM]sqx"n:ng?s%mﬂIMmSQbutl I’IQTNMR(UNI’@O 99§(ﬁin§)n8 ozLme d,J18
HZi 8901 Hﬂ ddefli%sﬁ He? (7PP|(1Ha)d J83 ?)&IZ T ((HﬂH(id r~689?071®2) 7.39

5 O J
(11(1135& 11%95 (ig) “ 59(1}7 dgi .(7%;5'61 2#&3"22 6%2 50 gl}ﬁén)( Y17, (Qﬁ d,76.8
Hz). 19 (6H, d, J 6.9 Hz) N (2-(Benzo [d]
[1,3]dioxo|-5-y|)benzo [ d] oxazol -5-yl )i sobutyram de
LCMS RT= 6. 14nmin, M+ 324.9; 1H NVR (DMSO): 10.04 (1H,
N-@-(Naﬁ)hlﬁo[G,]Zhﬂ]oﬁazoﬂ-Zéb'l)%heﬁjﬂ)lsobﬁtﬁ'anﬁdﬁ dd J 8 2 1.8

73-7.69 1H, dd
Lq—MédzT- 749min, Mf? 51, m”HN (l()MSO) 1023 (1H s) 895 (1121 d, J8.1
Hz), 8.22 (2H, d, J 8.7 Hz), 8.13 (1H, d, J 8.5 Hz), 7.98 (21, s), 7.89 (2H, d, J 8.9 Hz),
7.77-7.70 (1H, m), 7.65-7.59 (1H, m), 2.69-2.60 (1H, m), 1.14 (6H, d, J 6.7 Hz)

N-(4-(Benzo[d]oxazol-2-yl)phenyl)isobutyramide
LCMS RT= 6.48min, MH' 281.1; '"H NMR (DMSO): 10.23 (1H, s), 8.14 (2H, d, J 8.9

Hz), 7.86 (2H, d, J 8.8 Hz), 7.79-7.75 (2H, m), 7.42-7.38 (2H, m), 2.70-2.60 (1H, m),
1.13 (6H, d, J 6.8 Hz)



(1H, d, J8.2 Hz), 6.24 (2H, s), 2.72-2.65 (1H, m,

1.19 (6H, d, J6.9 Hz) Ethyl 2-(4-chlorophenyl)benzo[d]
woz@zobtibe yl carb amate WO 2007/ 091106 PCT/ GB20BCT/GBO@S3H50055

109 LCMS RT= 7. 14mn, M+ 8B7.1; 1H NWVR (DVSO : 9.80

(1H, s), 8.18 (2H, d, J 8.6 Hz), 7.96 (1H d, J 1.7

Hz), 7.71-7.67 (3H, m, 7.45 (1H, dd, J 8.8 2.0 Hz),

4,16 (2H, q, J 7.2 Hz), 1.27 (3H t, J 7.1 Hz) Method

M&Eo&%%é@%@?nh“l%m Met hod 3C, except a flake of DVAP
| action N-(2-(4-Chlorophenyl)benzo
[d] oxazol -6-yl)isobutyram de LCMS RT= 7.07m n, M—|+
H 1H
Asi’le[éthoﬁlg%\ e %&D%’%be dns\?pré)pﬁlgé}?iann%é %m%@ﬂ(o gtha&é yli‘ldlne in
mdﬂZdromE’mﬁr&\(réﬂ-hsed J 8.7 Hz), 7.49 (1H, dd, J 8.7 1.9

Hz), 2.64 (1H, t, J 6.8 Hz), 1.14 (6H, d, J 6.8 Hz)
N-(2 (4- Chl or ophenyl ) benzo [d] oxazol - 6-yl) butyram de

Eﬂ; ﬂne&fmjé'hz MItha% wzz ﬂ@rm (DVBO) 10 20 (1H,

@2/[ 18 (2H, d, J 8. A
L $IRT”1’I6L1 enin, MH” 299.0;) H ¥ (IIMISO)bIlO 07 6lF; SH28)25 §.19.@H, m),

7. 7({](*!51 qd %é ng 777#7 %g@ “Z)%ll% 7(432"{9}12%337 33275 Ha), 1.71-

1.99-H; 1,-034 G plehyHypenzo _
[ d] oxazol -5-yl ) cycl opr opanecar boxam de LCVS RT=

6.69mi n, M+ 313.1; 1H NMR (DMBO): 10.39 (1H, s),

N-glé(’—)i)l?ﬁloiltﬁ)l{eﬁﬂ)béﬁzo [dlgxa%l's_' ﬁﬁﬁoﬁﬁ%alﬁﬁe()??gdr Sjl H d,
LCI‘»M(S;RTﬂﬁéﬁnm,é%eaga 9; b MR (DMSO): 10.09 (1H, s) 8.31- z';ﬂzs (2H, m),

7. @d@ ﬂzﬁk %ﬁéﬁﬁ%‘?'@&%‘?%@}ﬁ@ 9'8 zfﬂ'7758-7.48 (2H, m),

2.8- Z&S&HLTn)(BBD(GH,,d JB.8M3z)7. 67 ( 3H, : 7 55 (1H d,
J8.9 2.1 Hz), 2.33-1.81 (7H, m l\/lethod 3F (Corrpounds
I1) 4,4,4-Trifluoro-N(2-p-tolylbenzo

N-(2{32FRiofd lﬁnyl)l)émbmmdles -yDbdtyfarflider i f | uor obut anoi ¢

acid (128ng, 0. 90mmol ), in dry d| rrethxlforrramde & 3
LGMS RilaéeomisMH3390, ' HI NYERBMSQ)3d0.12 (1H, 5), 8.24 (1H, d, J 1.9

[ I $ig! [

B S 8872 (R Ay TP R L s M AR
7.630063 (2dhpey 288 (A 1.ftof 7.40Hn).nl.7721 p4myhbéxﬁ)ﬂt@1d;| tpXZAJN=)5-

am ne (200ng, 0.95mpl) was then added and the

resulting mxture was stirred at room

N-(2-(3-Fluorophenyl)benzo[d]oxazol-5-yl)isobutyramide

LCMS RT= 6.37min, MH" 299.0; "H NMR (DMSO): 10.08 (1H, s), 8.26 (1H, d, J 1.9
Hz), 8.12-8.08 (1H, m), 8.02-7.97 (1H, m), 7.79 (1H, d, J 9.0 Hz), 7.75-7.69 (1H, m),
7.63 (1H, dd, J 8.8 1.9 Hz), 7.59-7.52 (1H, m), 2.73-2.66 (1H, m), 1.19 (6H, d, J 6.9 Hz)

N-(2-(Benzo[d][1,3]dioxol-5-yl)benzo[d]oxazol-5-yl)isobutyramide

LCMS RT= 6.14min, MH" 324.9; '"H NMR (DMSO): 10.04 (1H, s), 8.18 (1H, d, J 1.8
Hz), 7.82 (1H, dd, J 8.2 1.8 Hz), 7.73-7.69 (2H, m), 7.58 (1H, dd, J 8.7 2.0 Hz), 7.20
(1H, d, J 8.2 Hz), 6.24 (2H, s), 2.72-2.65 (1H, m), 1.19 (6H, d, J 6.9 Hz)

Ethyl 2-(4-chlorophenyl)benzo[d]oxazol-S-ylcarbamate



tenperature for 16h. Ethyl acetate was added and the
organi c | ayer was washed once with saturated aqueous
wOladz081106 ol | owed by anot her wash with brine. BOEGB2007/050055
conbi ned organic |ayers we dried over anhydrous
MySO4 and evaporated. The resulting solid was
purified by colum chromatography eluting with ethyl
acet at e/ hexanes 40:60 v/v to afford 26.7ng (8% of
LEMS RTLE 76 4688P00Rd 14 5 OYP NRIR M@Q'msm,%%% Il 4, 7 8.6
NVR (DVSO): 10.28 (1H 's), 8.12 (1IH d, 'J 1.9 Hz),
HZ, 0% (12Hd, 41.7HR, 27HZY%7 (FH;/R), 740Kl Hddd,J/ 88 3.0H2), 4.76 &3, q, J

: 8. Hz), 7.43 (2H, d, J 8.1 Hz),
7'#@713?%&’(%{?'1?32} 2.42 (3H, s) Al conpounds bel ow
were prepared follow ng the sanme general nethod.

3- Met hog- N-(2-p-tol yl benzo [ d] oxazol -5-yl) propanam de
Method SbfCompoupdyID \ii1 311, 0; 1H NVR (DVBO): 10.13 (1H,
s), 8.14 (1H, d, J 2.2 Hz), 8.08 (2H, d, J 8.4 Hz),
7.70 (1H, d, J 8.9 Hz), 7.52 (1H, dd, J 8.9 2.0 Hz),
AwMalhcé 36y, except aflage of MAP  added tpithe reactipng. 2 Hz), 3. 26

(3H, s), 2.61-2.56 (2H, m, 2.42 (3H, s)
Tert - but yl - 3- oxo- 3- ( 2- phenyl benzo
N-[2{4s€hlovbplenyl)henzo )] pxapl-b-ydisohagyremideVS RT= 6. 22m n,

2.0. 1H - 8.19-8.1 ,
LY RES 707 M2 LRI Ay ¥idton T8S QDo T 0,17
HA, &8 gz.ma S 818 H2))7.72(138 o 287 Hiz), 7.68 (FH, 12V 8. 71HAB7.40 8, dd, J
§) '3,3,3-Trifluoro-N(2-p-tol yl'benzo
8.7 by Sler 204 @By 1Y ixSPanddit deH Vo812 14. 01min, M+
335.0; 1H NVR (DVSO): 10.48 (1H, s), 8.11-8.08 (3H,
m, 7.75 (1H, d, J 9.0 Hz), 7.49 (1H, dd, J 8.7 2.1
N-{2=j4-CHlotdpKedlyl)benzod]8xxoH-y))bBtyFamid®H, ¢, J10. 9Hz)

LRI 20 RS A 95 T SRk S0 B 29688, Dot 28411 & 7 17

HAQ 1 $B20QA7/ 0304055774 UM, dCVE. 7RIS, .68 2H M, JBIHHA3 143 (1HHd, J
ZENRB(Z%(;Q: 1%20’?7 1({1%4 s).,_8. 222-8. 1§ZH311, {f’sﬁ {
8.771.9 Hlzy, 2%6% @B, )3 Ha), 371(1139 CHam) 0. L LY 14 112) 3. 65

(2H, t, J 6.1 Hz), 3.26 (3H, s), 2.59 (2H t, J 6.1

Hz) N (2-(4-Chl orophenyl)benzo [d]
N-Q<6z6hlosephenybb&nze{d]ox4zoliBybpy deprapamecarh dx@viBleT=

LR s S 1 NS0y .37 51 £ s .
7.74.7.68 BH, rjz .54 T, U219, 2.0 Hzy, 18471 e 1H, 7a)5@.8(-DH8 (@H, mJ
8.8 2.1 Hz), 3.56 (2H, q, J 11.1 Hz)

N-(2-(4-Chlorophenyl)benzo[d]oxazol-5-yl)cyclobutanecarboxamide
LCMS RT= 7.07min, MH" 327.0; "H NMR (DMSO): 9.91 (1H, s), 8.21-8.17 (3H, m),
7.73-7.67 (3H, m), 7.55 (1H, d, J 8.9 2.1 Hz), 2.33-1.81 (7TH, m)

Method 3F (Compounds IT)

4,4,4-Trifluoro-N-(2-p-tolylbenzo[d]oxazol-5-yl)butanamide
To 4,4,4-trifluorobutanoic acid (128mg, 0.90mmol) in dry dimethylformamide (SmL)
was added HATU (397mg, 1.05mmol) and diisopropylethylamine (496uL, 2.85mmol).



N-(2-(3,4-Di chl orophenyl ) benzo [d]
oxazol -5-yl)-3,3,3-trifluoropropanam de LCMS RT=
w@ 20btbp1ripe MV 388. 8; 1H NVR (DVBO): 10.54 (1H, BQT/GB2@6/050055
(1H, d, J 2.0 Hz), 8.17-81m4 (2H, nm), 7.90 (1H, d, J
8.4 Hz), 7.80 (1H, d, J 8.8 Hz), 7.54 (1H, dd, J 8.9
2.1 Hz), 3.56 (2H, g, J 11.1 Hz)
N-(2-(2, 3-Di chl orophenyl ) benzo [d]
ThR*@%Rke vrc’aé’ hdii §1r?bd3h't 'i'(Sdnfl {ek%'efb%r@ PR RA fv% l%ﬁzo [d!goxazol -5-
6. 76m n, DMSO) : 10.55 (1
an(lnd—(ZOﬂrngJO 25r9m019|zv?as t&ﬂlazld(xiam the desullihggnlxme mg steredgat room

ten(?peé%tu:egd %]5611( gﬁyl Fﬁe%t%w%%ad(iﬁﬁl %\]?r%l%icfa)ﬁ% waﬁ.ﬁvgghed once with

sateIAYIESused,00; Welleweabba aﬁt&l&ﬂerbyash/bilfhﬂﬁ'lrﬁFTh&J Scbrﬁlgnédﬁ@rgamc

B PO 9V SRR ol SCei 470 HOPRRISS: At P el was

puaﬁ&l 'Eyaéolﬁrﬁﬁ”&ﬁ @%’1 @lutmg with ethyl acetate/hexanes 40:60 v/v to
(2- (4-Chl or ophenyl ) benzo

aibe 25,0 () ol i ek G2 DS B 77t NNESET9

NPBMALE 1858 5, S BTPREAL 1B, gt 03]y

(1M4d,J 813 HzR.77% @H68d (1848 20d) Hz)2 793 (PRH, 8.1 JzB. 256256 (4H, m),
m

12-2.00 (1H, m), 1.90-1.60 (3H,
2'{258)551@2)(2- (4- Chl or ophenyl ) benzo

[ d] oxazol - 5-yl ) - 2- (et hyl am no) propanam de LCVM5 RT=
4.46mn, MH# 330.1; 1H NWVR (DMSO): 8.20-8.10 $3H, m,
Albcagrrpqunds bglowjwerg pgeparpd folloxdng thesameigenepal methygl. (14,
q, J6.8 Hz), 2.24 (3H, s), 1.16 (3H, d, J6.8 Hz) WO
2007/ 091106 PCT/ GB2007/ 050055 112 The conpound bel ow
3-MathoapiNa(21pctolylbelizd [dhckazol;S-yl3progandmidappr opri at e Frnoc-

LS RS 3 imim M s R0 SF wbk (Bl oR A0 d5REE 57 b 18U o s22

HA),3). 622(24\1ﬂdn98|¥-}€:§§ 1.46 cﬂqugrsmem)l )7k5grqm c[<ﬂ]18920Hz) 743 (2H,
oxazol - &é}fgr oy anami 6m n

d, J 83N 3- i ©2 ), (31% (3§1) s), @61{2 5(62@1 ) 23428(3171 S)r|z)
7.98 (1H, d, J 1.9 Hz), 7.55 (1H dd, J 8.8 2.1 Hz),

7.46-7.41 (3H n), 3.60 (1H q, J 7.0 Hz), 1.41 (3H,
Tet-butyF3®xpi3y2Npienytbe8£ [d[oxazndtiryamirno)prapyidartrroiate C,

LRI 62 ML b8 3P SRS SN S E LT AR 2. 0.
7.40t. m(QiHﬂ my-313-8081(&H] b, 3.49-3.43 (2H, m), 2.59 (2H, t, J 7.6 Hz), 1.38
(9H, s)

3,3,3-Trifluoro-N-(2-p-tolylbenzo[d]oxazol-5-yl)propanamide

LCMS RT= 14.01min, MH" 335.0; "H NMR (DMSO): 10.48 (1H, s), 8.11-8.08 (3H,
m), 7.75 (1H, d, J 9.0 Hz), 7.49 (1H, dd, J 8.7 2.1 Hz), 7.44 (2H, d, J 8.0 Hz), 3.55 (2H,
q,J 10.9 Hz)

N-(2-(4-Chlorophenyl)benzo[d]oxazol-5-yl)-3-methoxypropanamide



LCMS RT= 6.93min, M# 321.0; 1H NWVR (DVBO): 11.46 (1H,
br), 8.22 (2H, d, J 8.6 Hz), 8.15 (1H d, J 1.9 Hz),
wQo 28500tk d, J 8.8 Hz), 7.73-7.68 (3H m PCT/GB2007/050055
N- ( 2- (4- Chl or ophenyl ) benzo111
[ d] oxazol -5-yl)-2,2,2-trifluoroacetam de LCVM5 RT=
7.12m n, M#340.8; 1H NVR (DVMSO): 11.43 (1H, br),
8.12-8.09 (3H, m, 7.82 (1H, d, J8.8 Hz), 7.67 (1H,
L@(Ms RB=18.33min, hi@r 3?1 f15H(r2MR EbMé%) 01(?'%7 p'ﬁfts? Csdz[23$*17 (3H, m),

Conpounds 11" Mor’phol i no- N- (2
7. 8869 (31519), yrﬁﬂdpgnmn.fo@ 2d Hz), 3.65 (2H t 7 6.1 Hz), 3.26 (3H, s), 2.59
ﬁ_‘f)zgq enzo[ d] oxazol - 5-am ne (75ngy, 0.36muol) and
y < nmor phol i nopr opanoate (63L, 0.39mmol) in
toluene (2.5n) was added a 2M sol uti on of

trinethylal umppnumin toluene (0.22n, 0.43mmol).. The
N-(%%FPM@WDPWHl%@lﬂb‘éﬂ@d" 3@%{1@8%%0%%19? 160C

LEVISURE= B 72hRNaME" 384 v ROAR IODMSORd0 YN (PHCH! RONVE, d, J 8.7
sol ution was added and the aqueous | ayer was

Hzy& Hadithd, h2 0HA: hy8 (1A e 48¢6. ZDh’éM(Zjhrﬁ, ¢ 817e% 7@ §1N0@d, J
93]5(]]{)0 / 050055 113 then washed wth
'%Qlﬁ)ﬁez?a (?HP ﬁﬁ??& organi c layers were dried over
anhydrous MSO4. After evaporation, the i npurl t| es

LG P Bl KT 2Bt

LCHSI KRB 7001 8 VN3 88 QBN VER (DMSG): Ubisary1mi @c?hs BByl 2.0
to afford 17.5my (14% of the title conpoun

Hz, $ K844 (Rilyel 7.99)(1HHL N HovEc§0: (11pd . 258.8 Ha), 7s§4 (1H dd, J 8.9
7.73 (1H, d, J 8.8 Hz), 7.65-7.59
2181%%—?23%6@:}(@?1(1%12) J(8 8 2.0 Hz), 3.)60-3. 57 (4H,
2.68-2.64 (2H, n), 2.44-2.41 (4H ) Method 4

Nfﬁ%ﬁ Direph sl A E S ciritpraprogpneTids of

L@WSW |6%ﬁﬁ1€;[MH08@894 li-ﬁNMR MOMSIGR10.55 QHSEBLY éum d,J19
di chl or oret hane n—%ﬁﬁ oom_t enper at ure was
H7), 81214k ddgB1-9 105 4z f‘ﬂlHaf‘iS‘I, ¥ 8leld By). dré3daHed: 7S Hz), 7.64-

7§5(? Zrygggﬁ ‘é]rﬂjﬁh@ L, 0.52mml). The resulting

hen ‘stirred at room tenperature for
16h. D| chI or onet hane was added and the organic | ayer

was vvash i th saturate gueous per sul fate

TR SbiRaS phlov sift thuiga, B ATEPa X3P BR{per e tiapripse, Boe-
aniifif Ydido CouptishioVa s féllowed 13 dépadtecitre of Bo¢ i dujdusing 4M HCI in

i nsol uble solid was washed wi th saturated aqueous

digganefer 20minmat 5oom temperatresoy of the titl e

(S)-N-(2-(4-Chlorophenyl)benzo|d]oxazol-5-yl)pyrrolidine-2-carboxamide

LCMS RT= 4.54min, MH" 342.0; "H NMR (DMSO): 10.15 (1H, s), 8.23 (1H, d, J 1.7
Hz), 8.19 (2H, d, J 8.7 Hz), 7.74-7.63 (4H, m), 3.75-3.69 (1H, m), 2.91 (2H, t, J 6.5 Hz),
2.12-2.00 (1H, m), 1.90-1.60 (3H, m)

(S)-N-(2-(4-Chlorophenyl)benzo[d]oxazol-5-yl)-2-(methylamino)propanamide
LCMS RT= 4.46min, MH" 330.1; '"H NMR (DMSO): 8.20-8.10 (3H, m), 7.67 (2H, d, J
8.8 Hz), 7.58-7.47 (2H, m), 3.00 (1H, q, J 6.8 Hz), 2.24 (3H, s), 1.16 (3H, d, J 6.8 Hz)



conpound (LCMS RT= 6.25m n, MW 317.0) 'H NVR (DMSO):

9.89 (1H, br), 8.21-8.18 (2H, m, 7.77 (1H, d, J 8.8
woi2007/091166- 7. 59 (4H, m), 7.28 (1H, dd, J 8.8 PCWGH2)07/050055

3.10-3.04 (2H, m, 1.77-1.62 (2H, m, 0.94 (3H, t, J

7.5 Hz) The conpounds bel ow were prepared foll ow ng

t he sane general nethod, and purified by colum

chromat ography eluting with ethyl acetate: hexanes

30: 70 v/v. N-(2-Phenyl benzo

[ d] oxazol - 5-yl ) propane- 2- sul f onam de LCMS RT= 6. 16m n,
Thevy@ipound llelmmms( ONBDed Ity M}et](nqd—Ban;ing ahe :ﬂPBI’Qﬁia{tQ Hmoc-

lh, sy Exbitl Syt afo o i Wi Gt wing
pipitiiné/ DMBP 20:8CV/GB2007/ 050055 114 N-(2 Phenyl benzo
[ d] oxazol -5-yl ) benzenesul f onam de LCMS RT= 6. 43m n,
ML4+350. 8; 1H NWVR (DVSO): 10.40 (1H, br), 8.15 (2H, dd,
(S%Z—-A&mn% ﬁ(ﬁ@-chﬂr%ﬁeﬂyﬂﬂen&%{ﬂ!oﬁ la%yﬁﬁ'ofaﬁémfd@'lm m,
LGMS R = TistopineMEb 316110 ¥ NVRS(GDEhY: dh3n6d], %Lﬂib ide 8.7

rap 158 (G g0 13, 7 Wi b s A7 1Y, O ol B gm0

7.0HE) 141 KBHA, JT.RHE) Hz), 7.44 (2H, d, J 8.1 Hz), 7.26
(1Hde8722Hz)309304(2Hnr)242(3H,
s), 1.74-1.64 (2H, m, 0.94 (3H, t, J7.6 Hz)

Mbthod 30+ Juadg [ d] oxazol - 5-yl ) propane- 2- sul f onamn de

= 6.58mn, MNV330.9; 1H NVR (DVBO): 9.85 (1H,
br), 8.08 (2H, d, J 8.2 Hz), 7.72 (1H, d, J 8.6 Hz),

7 . . . ,
syl 0, gkeep? by e deyh o, fly Bt by e was
used, 1.26 (6H, d, J 6.8 Hz) N-(2-(4-Chlorophenyl)benzo

[d] oxazol -5-yl) propane-|-sul fonam de LCVMS RT=

6.81m n, MN350.9; 1H NWR (DVMSO): 9.73 (1H, br), 8.20

,X,f—"lfnfﬂmrd—l\e(ﬂp-té‘lgﬂ)en{olllaﬁxﬁm )d)acé'taﬁn@e HZ) 7 71 ( 2H

LV§ BT> 6ﬁ§;mn,mo3?al(<e;sﬁ(1§MR @Msm?ﬂ 46 651 (bms 2.4)(211 3,786
22 fs fﬁﬁd {' o, ¥ f836f) Gn zwglaﬁm%y benzo [d]

1
Xazo pro ane éz suifonam de L = 6. 68m MV
351. 0; 1H NVR (DMSO): 9.88 (1H, br), 8.19 (2H, d, J

7.7 J d J 8.7
N'Effz4'05¥%%l"t*‘fﬂﬁ"§‘z05dlﬁ*%°h%‘/% L8 Jsgrifipfroalhimide
LCMS RT= 7.12min, MH" 340.8; "H NMR (DMSO): 11.43 (1H, br), 8.12-8.09 (3H, m),
7.82 (1H, d, J 8.8 Hz), 7.67 (1H, dd, J 8.9 2.1 Hz), 7.45 (2H, d, J 8.0 Hz)

=

Method 3H (Compounds II)

3-Morpholino-N-(2-phenylbenzo[d]oxazol-5-yl)propanamide

To  2-phenylbenzo[d]oxazol-5-amine  (75mg, 0.36mmol) and methyl 3-
morpholinopropanoate (63uL, 0.39mmol) in toluene (2.5mL) was added a 2M solution of
trimethylaluminum in toluene (0.22mL, 0.43mmol). The resulting solution was heated
twice for 5min at 160°C in the microwave. After cooling, sodium bicarbonate solution

was added and the aqueous layer was extracted with ethyl acetate. The organic layer was



8.8 2.2 Hz), 3.24 (1H, t, J 6.7 Hz), 1.26 (6H, d, J
6.7 Hz) Method 5 (Conpounds 1V)

WOR(PYoi10é N- 4- y| met hyl ) - 2- p-t ol yl benzo [d] PCT/GB2007/050055
oxazol -5-am ne To 2-p-tol ylBBenzo[ d] oxazol - 5- am ne
(500mg, 2.32mml) in 1,2-dichloroethane (20nL) at
roomtenperature was added acetic acid (142 L,
2.32mmol ) and i soni coti nal dehyde WO 2007/ 091106

m&%ﬁ@& QR BaROIRd tﬂeléorﬁlﬁagd gl'gam% ﬁ?&y%&e AREd (V& anhydrous
m xture was stirred for Ih. Sod

MgS50a ddtcosxaporatipg, dhé ul@url(uém"n@ remowrhmﬁl}ermghmhgnon a plug of

-added. d
5111‘%8 re?u%ﬂg r¥v1th.|fhl?;§y1 rﬁcé‘tt (SIhexatse XMLy 5§]§ rvr/\(/e del {hg éi% rg&)uc[ a¥ bbtained

byohilmtdnommd&&nel @mffdrﬂlﬂ76hgaﬂl4%)| of)iR¢ uvlas:ompaﬁide(cL(VM‘sIRT=
]%hegaza ueous NaHCO3. The conbi ned organic | ayers
anhydrous MyS04 and evaporated. The

IHrﬁmi ) ¢ olwds ug bp iseid (B, &) 1D (1IEMY, OB PN, 368759
el utl%%fvvl(?h et h\cmasget at e: h(gxanes 20: 80’ to affo?d

(B2’ 82 (VY dsk J1&:& 2.0t He), 8.60chpb (MY m). CM8-RIE (B1,2myi2A4-2.41
4 316.1) "H NWR (DVSO): 8.50 (2H, d, J 6.0 Hz), 8.00
» d, J 8.1 Hz), 7.48-7.37 (5H, n), 6.76-6.72 (2H,
nm, 6.51 (1H, t, J6.2 Hz), 4.38 (2H, d, J6.1 Hz), 2.39
M Hél s), All ¢ unds bel ow were prepared foll ow ng
thod. N-Benzyl - 2-phenyl benzo [d]
oxazol -5-am ne LCMS RT= 7.90m n, MW 301.0; 1H NWR
DVMSO): 9.14-8.10 (2H, n),761756(3H n,
N-{2-Rhenylbenzp [lpxaml-5-g)popane-4-sulfopamide 6. 39 (1H, t,

J6,.0 MRty h :
To df o%aztbln Sggm(zﬁﬁﬂefgkfé&m )g.%lésrﬁ n, lér\/l—érmglggf Sr(wfﬁﬁim n
dlc(hllm)ﬁ@sﬂlal& (BrB). A2 rqodH temperatiiretwvay aBded( Bytidingr)(§3 L., 4795mmol)
rolfa fogpigpsiest-phfony peridrder @1uf 0:53oy. g redlisg Safign wes
thdn2dthrred)at rdorﬁ‘%erﬁp&étu{ezfdr 16h., Dith#bSondetBine(wWdd, adilkd afld ¥e organic

t Hz) N-Isobutyl-2-phenyl benzo

1a>[(ea WEHS &é&edsvlﬁmwatﬁéww& ceppephlfate JoiytingyThe combinggrorganic
la}%lH drﬁdjo% r&%d&ébé\/llég(()ﬁ_%ldg%aéor %('ﬂ% res%ﬁl% Yn(sélgble solid
wagdwashed. \Bitlg sgmme)d agucpgs (NAHCQ®; to 2808l BZPmeo (2%)( afithe title
1.8 H 0.97 (6H d, J6.6 Hz
coﬁpggf%q&%} ?% oﬁhﬁ%& goﬁ?zo [ dl oxgzol 5-am ne LC?\/IS
IHFN'MR) BMIS0); 918W($H;Lb@, 8. ZHSNBRZHDE@Q 77 81}1,41 (JZ&Js Hi) 7]66 7.59

(4%111) Tl 30682 15,3105 0l - im0 an, s
)y

The compounds below were prepared following the same general method, and

purified by column chromatography eluting with ethyl acetate:hexanes 30:70 v/v.

N-(2-Phenylbenzo|d]oxazol-5-yl)propane-2-sulfonamide

LCMS RT= 6.16min, MH" 317.0; '"H NMR (DMSO): 9.89 (1H, br), 8.21-8.18 (2H, m),
7.76 (1H, d, J 8.8 Hz), 7.69-7.59 (4H, m), 7.30 (1H, dd, J 8.8 2.2 Hz), 1.26 (6H, d, J 6.9
Hz)



6.67 (1H, t, J 5.7 Hz), 3.07-3.00 (2H, m), 1.62-1.53

(2H, m, 1.48-1.36 (2H, m, 0.94 (3H t, J 7.2 Hz) WO
wQe@7/0988d.06 PCT/ GB2007/ 050055 116 PCT/GB2007/050055

2- (4- Chl or ophenyl ) - N-i sobutil benzo [d] oxazol - 5-am ne

LCMS RT= 8.85nmin, M+ 301.0; |IH NWVR (DVSO): 8.14 (2H,

d, J 87 Hz), 7.66 (2H, d, J 8.7 Hz), 7.47 (1 H d, J

8.8 Hz), 6.80 (1 H d, J 2.0 Hz), 6.75 (1 H, dd, J 8.8

2.2 Hz), 5.75 (1H, t, J5.7 Hz), 2.87 (2H, d, J6.2

Hz), 1.93-1.82 (1H, m, 0.97 (6H d, J6.7 Hz)
N-(2-Bhenybenzo [doxazvled-yPbenrgh¢sufonamidd] oxazol - 5- ani ne

= 8. 390+ i : 3 1.8.
LR 545t Wt Rt GROGS Tah o3is Gflhg 7.2
1.0H4), I?Iﬂ)7 7 T4 QP ﬁ1)27l6$ 3131 (MBI, m{ 784k’r(6H78 lZIHHsz 126(1#2dd, J 8.8
]f\é 5.8 Hz), 4.32 (2H, d, :
2. @utyl p-tol yl benzo [dI oxazol - 5 am ne LCI\/IS RT=
8. 44nmi n, I\/W2810 IHNI\/R(DI\/SO) 8.02 (2H, d, J 8.2

Hz), 7.46-7.38 (3H, ), 679"ilH d, J 2.0 Hz), 6.69
N~ erqu!udbemzoBi]exuthﬂDprommzl- fanamide) 5.7 Hz), 3. 06-

L@M%SR’SQ?Q3%% Mu*93 Bégil ?%ﬂz Jq)ﬁfsﬁ) ?ﬁgz(%ﬂ biY) 8.80 (2H, d, 7 7.8

HA\-7. 3000, | Jszo;Hzt)p'r §0 Lidn zipJ PO HOx 240 (2}5,11am8r1eHi)CWB6 RIIE dd, J

s I o 4’2@%71%?94 G 55 6. Tasay

(1H, dd, J 8.8 2. 570(1Ht,J57Hz)286
2H, t, J6.3 Hz), 40(3H s), 1.95-1.81 (1H m),
-pT ol benze[dlgwazpl-5iy))prepamerd,slfopamider| y| benzo [ d]

%é‘%k S ATRMH T X R IbMs Aok vhis T, ¢, 752
HA, 7772 61 &, { 816, H7)) 7.65(137, d( I M8 Hz), 2.63 LHz), J 84. 132, {28i(1H,dd, J
822 N GBS RORGH, okt (P s 635
oxazol -5-am ne LCI\/S RT= 17.03min, MN357.1; I HNW
o 8.26 (2H 385Hz)780$2H d, J 8.6
N-{2-{4-Chlogopheny er&OI«ijowel-ﬁw})pmpa@g-lcSP fonagide; > 3 Hz),

GRfi 165§1?g% M% 85%9%‘5141(\%1}FI (Dgi’s@)? 69@(‘3&%}? br)Js éo 521'{'2& J 8.7
HZ()U)H)@lH)dSJW Ny 2002191186 HeXT7.6B200 3, GBOXH@ 7.2971H, dd, J
8,85 REIN 1033 bSTANEIY 1 BSNAS bl XR8P LY 7 ST

N-(2-(4-Chlorophenyl)benzo[d]oxazol-5-yl)propane-2-sulfonamide

LCMS RT= 6.68min, MH" 351.0; '"H NMR (DMSO): 9.88 (1H, br), 8.19 (2H, d, J 8.7
Hz), 7.76 (1H, d, J 8.8 Hz), 7.70 (2H, d, J 8.7 Hz), 7.65 (1H, d, J 2.0 Hz), 7.32 (1H, dd, J
8.8 2.2 Hz),3.24 (1H, t,J 6.7 Hz), 1.26 (6H, d, J 6.7 Hz)

Method 5 (Compounds IV)

N-(Pyridin-4-ylmethyl)-2-p-tolylbenzo[d]oxazol-5-amine
To 2-p-tolylbenzo[d]oxazol-5-amine (500mg, 2.32mmol) in 1,2-dichloroethane (20mL)

at room temperature was added acetic acid (142 pL, 2.32mmol) and isonicotinaldehyde



To 2-phenyl benzo[ d] oxazol -5-am ne (75ng, 0.36nmol) in

di chl oronet hane (2nL) at roomtenperature was added
w@b@npbiineocyanate (43L, 0.39mmol ). The sol ut i POT/GB007/050055

stirred at roomtenperaturélsor 16h. The resulting

precipitate was filtered off and washed wth

di chl oronet hane to afford 99.9ng (85% of the title

conpound (LCMS RT= 6.45mn, MAN330.1) 'H NWR (DWVSO):
(22321%& éZli%J Zrﬁal) aftd tht rﬁﬁdﬁre (%’LS st%’re%zfog 18 QS((d%hlnHz tﬂ%et&;;ﬁgohydnde
(7Q73m-g 3;@5mr1701}3®'a§th¢17 a(lczeld an;:l)the mn:ctm'e (vg_asl stlz:tdd :at]rolmgempq_rature for

2H 7. 02-6.95 (1
S AR R R BRI R

waﬁhﬁdﬁ@ﬂh satﬁrateﬁlcaqme(FlWNﬁ-I(CGg (e rypibéied @rgamc layers were drled over

A“WX% oS-yl &%Vggmlﬁ hl:;r 561%8{;“ 1%) 1(12 pyas n]?urlfoeyl Qé column
chiohtdodlaph} chuhel¥alh etﬁyl%e%té Holehbh 20180 (iR G3bkne ) of the

J8. 8 2. CLGiM é ), 3.85-3.74
“ﬂﬁrommotml SBT‘J6 7rsthH I@éﬁﬂbd 7' (Conpounds VI )
off ) |
DNAER (USSR o) 78187 Rloo 2114, 4 8 Tl a7 37,61 m),

6. ’,(616:7@(2}11 1376150 )H, unﬂeﬂ Hy)14.3@H, d; J 0CH®.2.3) GH, ¥) added
a solution of
N-(2- (4-chl orophenyl ) benzo[ d] oxazol - 5-yl') pr opi onam de
All dipahndS bW Wére prépardd fSlowing MieSaiedRnéraPiethod/\f t €1
10m'n at 0C, nethyl 1odide (56L, 0.37mvl) was added,
and the solution was left warm ng up to room

_P Irs ture was then diluted
N 3%&&?.?%@%049@% genwﬂé% washed three tines with
LGMSle— TB@rmrt;W IHD; &H@EMRC(DMS@).59 ¥e8.8¢0 2H e, 3v6a¢7.56 (3H,

mp a3 et gy EBT 2 TR, SRy g A9 D ph DL pe T 1

et hyl acetate/hexanes 50:50 v/v to afford 36. 4rrg

%5% of the title co (LCVB RT= 700mn MV
utylGyphenythenzoldipxazd- %ﬁ@zoow 050055 118 'H NWR

LEVSER 2&5&& Mﬁ*hsfb ‘ﬁrﬁwﬁ(gﬁ\z[sgf 855651552 ?d? 8'@1 .7.58 (3H,

7. 46 %H
m)37.28 ({134, J8)7 H@ 581 (zm d,d 2. UH7)6 672 1 H, 140 8 833 Hy), o (6H, 1,

J{g%nﬁ)_, E(i)%g(?ooég% TN y%‘@gﬁ] (Hh), 149-1.35 (2H, m), 0.94 (3H, 1, J 7.2 Hz)

[d] oxazol -5-yl)-N-net hyl i sobutyram de LCM5 RT=
44m n NVR (DVSO) : 8.22 (2H, d, J 8.7
Fﬁ)})uty}- ga_heyyg)pnzo[dfoxazol-S-aml(ne ): (

LCMS RT= 8.26min, MH" 267.0; '"H NMR (DMSO): 8.15-8.12 (2H, m), 7.62-7.51 (3H,
m), 7.46 (1H, d, J 8.8 Hz), 6.81 (1H, d, J 2.1 Hz), 6.74 (1H, dd, J 8.8 2.3 Hz), 5.73 (111, 1,
J5.6 Hz), 2.87 (2H, t, J 6.1 Hz), 1.95-1.82 (1H, m), 0.97 (6H, d, J 6.6 Hz)

N-Butyl-2-(4-chlorophenyl)benzo[d]oxazol-5-amine

LCMS RT= 9.58min, MH" 301.1; '"H NMR (DMSO): 8.14 (2H, d, J 8.7 Hz), 7.66 (2H,
d, J8.7 Hz), 7.47 (1H, d, J 8.7 Hz), 6.81 (1H, d, J 2.1 Hz), 6.73 (1H, dd, J 8.8 2.2 Hz),
6.67 (1H, t, J 5.7 Hz), 3.07-3.00 (2H, m), 1.62-1.53 (2H, m), 1.48-1.36 (2H, m), 0.94
(3H,t,J7.2Hz)



(2H, m, 7.72 (2H, d, J8.6 Hz), 7.43 (1H, d, J8.3 Hz),

3.20 (3H, s), 2.46-2.42 (1H, m, 0.93 (6H, d, J 6.6
woi2007891(1d6 Chl or ophenyl ) - N-i sobut yl - N- net hyl beneoT1/[GBR007/050055

oxazol -5-am ne LCM5 RT= 10189nmi n, M+ 315.1; 'H NWMR

(DMBO): 8.15 (2H, d, J 8.6 Hz), 7.67 (2H, d, J8.6

Hz), 7.56 (1H, d, J9.0 Hz), 6.96 (1H, d, J2.5 Hz),

6.84 (1H, dd, J9.1 2.5 Hz), 3.17 (2H, d, J7.3 Hz),

2.97 (3H, s), 2.13-1.97 (1H, m, 0.90 (6H, d, J6.7 Hz)

Met hod 8 (Compounds VII) N-(2-(4-Chlorophenyl)benzo
2-(@eCinropdiengh)-N- §Soﬁuiwﬁtehy¢[9hrxpaﬂfﬁ-¢mmm de To

LSR5 el o B R WOBRE: nia Yot a8 MR pen

d, LZEXWEHS);)H 49 (1HaALN8.8 (85§80 OLIWUD.) Hz)l6e75r @By kd,i ngs 2.2 Hz),

s Bt 958D, IFTLAL L e T BB LS80 B A%

et hyI acetate. The conbi ned organic | ayers were washed
with brine, then dried over anhydrous MySO4 and
N-BeWZa(ﬂathlowpbeny@banm[ﬂgxuﬂl-ﬁcamms purified by

LCRS aEE% %es 28??%1\%@\11{‘0@% 0 ag'ti?(%}‘ngd"f(gz%%z)’o765 (2H,
d, 718¢7 Hi), 77 ¢ Difpdyuhai4 (sz;lvstmm (5IRGN, 6,81M-FBEH, 2)), 642 KR t, J
.37 (1H, d, J 2.0 Hz), 8.22
5%5%5%2(%&8153@2)7 83 (1H,( d, J8.7 Hz), 7?73-7. 65
(3H, n) 3.18-3.09 (1H, m), 1.25 (6H, d, J6.7 Hz)

Met hod 9 (Compound VIII)
N-Butyl-2epritelyhenzoidloxatokdoimaipex az ol e- 5- di azoni um

LRI e 56 P R 5110, 7521 76135

(312; 12} 6cT9) (dfbpihéia.jblet),e@%[Hi abdad 818-254 B, 15652 BB 1Y, 5.7 Hz), 3.06-

3. g 2 BrtSh - Gk Rl Al G IBR 0 mEE v 9 2

sodiumnitrite (140ng, 204mm|) in water (2rTL)
dropwi se over 5mn. The resulting mxture was stirred
N-&%obetylﬁw-tojslhmolﬂﬁa%ﬁwer oom tenperature for | h.

LCUS AL gAighas lem'g ;' KA gﬂi/{) SOV BTV, Ls. ﬁﬁzwﬁs -7.38

agueous tetrad OI'IC acl l'ut I on “and ‘met

(3Homaf6‘79r@H3?10~ﬁ@ 1(15@9@ 7bf(1H,hi§1 i&8 23 dbmpdUh QH whi 617 las2.86

oo 19 ST A B ERERYT Fab At azol 5. v

et hanethioate To a stirred soI ution of potassium

t hi oacetate (130ng, 1.13mmmpl) in DMSO (2.8nl) at
N-Benzyl-2-p-tolylbenzo[d]oxazol—S-amlne

LCMS RT= 7.95min, MH" 315.1; "H NMR (DMSO): 8.00 (2H, d, J 8.1 Hz), 7.46-7.21
(8H, m), 6.77-6.73 (2H, m), 6.37 (1H, t, J 6.4 Hz), 4.32 (2H, d, J 6.0 Hz), 2.40 (3H, 5)

2-(4-Chlorophenyl)-N,N-diisobutylbenzo[d]oxazol-5-amine

LCMS RT= 17.03min, MH" 357.1; "H NMR (DMSO): 8.26 (2H, d, J 8.5 Hz), 7.80 (2H,
d, J 8.6 Hz), 7.67 (1H, d, J 9.0 Hz), 7.09 (1H, d, J 2.3 Hz), 6.96 (1H, dd, J 9.1 2.4 Hz),
3.32 (4H,d, J 7.2 Hz), 2.20-2.10 (2H, m), 1.02 (12H, d, J 6.6 Hz)

Method 6 (Compounds V)




room tenperature was added dropw se a sol ution of
2- (4-chl or ophenyl ) benzo[ d] oxazol e- 5-di azoni um
wo eaoapiioer oboric acid salt (370ng, 1.08mmol) PoT/DBBO7/050055
(1.4nL). After 15m n, thelii xture was heated at 70C
for Ih. After cooling, the mxture was diluted with
wat er, and then extracted several tines with ethyl
acetate. The conbined organic |layers were washed with
brine, dried over anhydrous MjSO4 and evaporated. The
resulting solid was purified by colum chromat ography
-Eth—ﬁﬁZ-lebn@ballghﬂdel—S-(yB!lheﬂ acet at e/ hexanes 5: 95

to eth ace te/he ne 85 v/ and r|t
“&1 o; Jox raF’hme gge% %r d }il roprrg lzag% m#‘)eg
rodrﬁ aanhpei'dtﬁ'e mddml@héh%ﬁﬁlfm&@&ﬂm 0B39nhddd]). 3. sadutiotrwas

stiggga%%&%éera%péﬁoé %I}I Tged re\ggltalhé pr;%ggitgftz PQ;‘? ﬁgt%rt:"g ?gf((ja’?ﬁ:%vashed
with dichl&rofhettihe tolaftb?d 99.bin g(‘égis(;/g?]oﬁhéltltle donfifound AL.EMS RY=
645)m Et hanol , 70C, 1h O 2. McCN, Pb(CQAc)4 or

OMHR330.) > 1 R R Rl 100C, 5min NH2 \ (Method 11A

*@E%gﬁ%l&%%’%%@@g sigp 1 (ISR A1 O} AL 20 1),
7.8-(18t 8y &0 [HAp65-7.80 (Bd,me), Ayp0tid o@REe m) 27.40 {ligridps 8 8]2.1 Hz),
xazole T Lr ol yti on of
733)@& hg_&fﬁ(l%k zbkﬁﬁ%?@ﬁy/?‘;lphenol (452. 7mg, 2.25mol) in
et hanol (17nlL) was added
5- met hyl - 2-t hi ophenecar boxal dehyde (242L, 2.25nmmol ).
Theisempennd belowwias prepered fallowing thesanyagangral methed.
cooling, a small anpbunt of precipitate was forned.

After filtration and evaporation of the filtrate, the
1-ksepnopyl-31§2-pheydbénzaptoxiizekSlyl)arka i n acetonitrile

Lpafi £ 285 307, R SRR iSO AT R B AR 6 g m,

7.983(11, dAfI 9Hz§3 JE4NG9 (4H) én); B30 (119/UdNY 8 18W. EHYRS.0Bi(IHed, ) .5
of f iltrate evaporated in vacuo. The

H7). 8- 917f‘|é1ﬁ1nf¥%} ﬂ|r18 (dsd:gif1 Hzkd by col um

chromat ography eluting with ethyl acetate/hexanes

20:80 v/v, and then purified by reverse phase HPLC to
Methpd 7dCompogndOVB%) of the title product (LCVS RT=

6.41mn, M+ 308.1)
N-(2-(4-Chlorophenyl)benzo[d] oxazol-5-yl)-N-methylpropionamide
To sodium hydride (15mg, 0.37mmol) under nitrogen at 0°C was slowly added a solution
of N-(2-(4-chlorophenyl)benzo[d]oxazol-5-yl)propionamide (100mg, 0.33mmol) in
dimethylformamide (10mL). After 10min at 0°C, methyl iodide (56uL, 0.37mmol) was
added, and the solution was left warming up to room temperature for 16h. The mixture
was then diluted with ethyl acetate, and then washed three times with water. The
combined organic layers were dried over anhydrous MgSQO, and evaporated. The
resulting solid was purified by column chromatography eluting with ethyl
acetate/hexanes 50:50 v/v to afford 36.4mg (35%) of the title compound (LCMS RT=
7.00min, MH" 315.0)



'"H NWVR (DMSO): 8.22 (1H, dd, J 1.8 0.5 Hz), 8.02 (1H,

dd, J 8.6 0.5 Hz), 7.92-7.88 (2H, m, 7.08 (1H, dd, J
wa@2a07090064z), 3.37 (2H, q, J 7.3 Hz), 2.60 (3HPCTGBIN07/050055
0.6 Hz), 1.12 (3H, t, J 718 Hz) Method 11B (Conpounds
X) As for Method 11 A, but iodosobenzene di acetate was

used instead of |ead tetraacetate

5- (Et hyl sul fonyl ) -2-(thi ophen-2-yl)benzo [dl oxazol e
1 B 0811 1H,
H'aﬁhﬁz’ ; i@c@ﬁ%} § %%“’%V%% ﬁ?HWs"s'!\ﬁ 62@'\@9)1;' 43 %ﬁ (1 b*sst)
7.18.(@HHd, J 873 36 HZ).H 263H, 34 2@43218, &2)7.6 HZB8 0023H th 733 HZ)

7.3 Hz), 1.13 (3H, t, J 7.4 Hz)

5- (Et hyl sul fonyl ) - 2- (3- net hyl t hi ophen-2-yl ) benzo [d]
Méthad 91(€ophBndRTVIH. 45m n, M+ 308.1; 1H NVR (DVBO):

8.02;1H, d J 1.8 0.5 Hz;,781 1H dd, J. 8.5 0.5
N-{{4-ChlogophenghbenzaldlpyazolsSyh Wﬂ?thﬂﬁobgtysa@@ 4 Hz),
LéwSE'RTQHMﬂlm MH* 9. 12, M§U) 85:}2 gfz@r §8Jé$|rll t7 91-7.87

Hz) éq(%th yl sul fonyl uran- 2-yl )benzo
(2If1d¢1)3>7a72d23, &607). o8 (1) 412@[8 @ZD@ 530@52 4@2 2|(ENBm),
T= 5 MH+ 292.1; 1H NI\/R(DI\/BO). 8.00 (1H, d, J
053 H@’eﬂ%?@? 81 (1H d, J 6.6 Hz), 7.69 (iH dd. J
8.6 1.9 Hz), 7.26 (1H, d, J 3.7 Hz), 6.31-6.27 (1H,

2-@7C14102@5]hen33:1) K 'ss’g‘ﬂyl' 'me&lyﬁ) ngtﬁH]oxa%ol- angn%e( SH, t,

LEVISER T he.99hanxin - 3215(141HNMR| jl%nrsazw J0e8 Plzg ,dl67 (2H,
oxazol e LCVS RT= 6. 40ni n, 616

d, 8 86412)1 16 (LH. 3, 198 Hr)sd. ?&ilH &, 3.5 }M)J-ﬁ 84ELH, Hdg/ 81@.5H7),
3170y, & BE3 b 40k, Blp 1330 Aty aoked 8 JB iy

t, J7.5 Hz) R OR NH2 O 1 HATU, base, DMF HN HO2C \
[ N> re, 1 thod 12) ON>Rs X (Were R =
eagent \NaH, Mel, D MF, rt, 16h

M

N-(2-(4-Chlorophenyl)benzo[d]oxazol-5-yl)-2-methylpropanethioamide

To N-(2-(4-chlorophenyl)benzo[d]oxazol-5-yl)isobutyramide (50mg, 0.16mmol) in
toluene (2mL) at 110°C was added Lawesson’s reagent (35mg, 0.09mmol). The resulting
solution was heated at 110°C for 7h. Afier cooling, the solution was diluted with water
and extracted with ethyl acetate. The combined organic layers were washed with brine,
then dried over anhydrous MgSQO4 and evaporated. The resulting solid was purified by
column chromatography ecluting with ethyl acetate/hexanes 20:80 v/v to afford 13.8mg
(26%) of the title compound (ILCMS RT= 7.36min, MH" 331.2)

'"H NMR (DMSO): 11.59 (1H, s), 8.37 (1H, d, J 2.0 Hz), 8.22 (2H, d, J 8.8 Hz), 7.83
(14, d, J 8.7 Hz), 7.73-7.65 (3H, m), 3.18-3.09 (1H, m), 1.25 (6H, d, J 6.7 Hz)

Method 9 (Compound VIII)

2-(4-Chlorophenyl)benzo[d]oxazole-5-diazonium tetrafluoroboric acid salt



Tol uene, 110C, 7h od 7) (Method 8) R R HN-\ | >Rs

~N~\ ~Rs ~NO~N!SO-VII iso-VI Mthod 12 (Conpounds
wXkjo7MvBoé yl - 2- p-t ol yl benzo [ d] oxazol e- 5- car boRE@IVGB200TO50055

2-p-tolyl benzo[ d] oxazol e- 51¥ar boxyl i ¢ acid (100ny,

0.39mMmuol ) in dry dinethylformam de (1 Orl) was added

HATU (165ng, 0.44mmvol) and dii sopropyl et hyl am ne

(206L, 1.18nmol). The mi xture was then stirred at room
Tol £4HRRIALIHDE 4fcﬁl’or%;mé'h )beﬁif:ﬂ[a]'(‘»(llzo@'31 #ind (58bme02 H4AIHB I))m water

was then added and t resulting mxture Was stirred
(3ml) ambmtltaﬁnpmb@uim agd f(ﬁﬂ% 1i8 wates ﬁyllL)alt@f’%t\@smgechd d;ehhtion of

o, P ST R AP S5 3R i
nnmugawas:stira:ﬂat 8°CMiit @ Smih, aedithen at roafinythperdaird/HEDH. Hrwlsohd was

W@r‘ﬁﬁhﬁ‘f with @Iﬂh{jl aheqys E%t’??}ll%%b u%%;é# g@s&%?y{b@d methanol

to A'Qfo@@ BWOlth @Sﬁ'ﬁ)f ‘éf C{hg QRE: (:(J{ﬁp@unﬁf wHh vhast hsed C&P@éﬁg Ngithout
(LCVB H NMR (CDC13): 8.22-8.15

Ch@@ﬂeﬂlﬁ}wn7 89 (1H dd J 8 1 1.1 Hz), 7.67 (1H, d, J
8.3 Hz), 7.40 (2H, d, J7.5 Hz), 6.17 (1H, br),
3.59-3.52 (2H, m, 2.51 (3H, s), 1.72-1.64 (2H, ),
Méthod 10 (@6mpaihd BY) 1.03 (3H, t, J7.3 Hz) All conpounds
bel ow were prepared foll owi ng the sane general nethod.
N- Propyl - 2- p-tol yl benzo [ dl oxazol e-5-car boxam de LCVB
S- fCﬁl(ﬂ'g éhyl)bh oiazoi—BL M%aﬁ@ﬂﬂﬁé 8.08 (2H, d, J
BT ﬁh&?ﬁ% fm ), 7.77 (111, dd, J 8.5
T01a srtlrmi) sohmos&f (pszt@;tsmra tlugac@ta@e (—Epmg;l 23mpph), md)M§07(293mL) at

rodf Pl gt sl drgogst it O 2 Bhordpn ool Borasole

5-diadomimn amdﬂuﬁrqboticalayidbmhz 6G7Dole, 3:087mial) fm DMBOx@rinde. After

15'51%%%%&@ )wa ed:[%J\AN fﬁlgcsfoa Th ﬁeﬁ%@pﬁs%%sx%gu%i %'%s &iﬁ.&éd with

wa@er8arﬁ tlae18 ekiiéctedﬁe@&al( tichds with ethyB a&etdtl, ) The Ccofbired ldrgdhic Hyers
.0 O (1H, br), 4.43-4.31 (1H m, 2.51 (3H,
we§§ waihe§5W{t]6 |]:'r1ng, driedgoyst |.3é1§1ydrous MgSO; ‘and evaporated. The resulting

solid was purified by column chromatography eluting using a gradient (ethyl

acetate/hexanes 5:95 v/v to ethyl acetate/hexanes 15:85 v/v) and triturated with diethyl
ether/hexanes to afford 11.3mg (3%) of the title compound (LCMS RT= 7.89min, MH"
304.2)

'"H NMR (CDCls): 8.24 (2H, d, J 8.7 Hz), 7.88 (1H, dd, J 1.7 0.4 Hz), 7.67 (1H, dd, J
8.7 0.4 Hz), 7.57 (2H, d, J 8.8 Hz), 7.46 (1H, dd, J 8.4 1.7 Hz), 2.51 (3H, s)

1.Ethanol, 70°C, 1h

0
R—/ OH . O\ X\”_R 2. Me%N, Pb(.OAc)4 or Phi{OAc), R:—\ />_</’:_
A | N\ ™ 100°C, 5min ~K

NH (Method 11A or 11B)

Method 11A (Compound X)




2-p-Tol yl benzo [d] oxazol e-5-carboxam de LCVMS RT=

5.61m n, MNV253.0; 1H NWVR (DMSO: 8.30 (1H, d, J 1.2
woizgo7/08118 (2H, d, J 8.2 Hz), 7.98 (1H, dd, Jr@I/EB2007/050055

Hz), 7.81 (1H, d, J 8.5 Hz)20 7.45 (2H, d, J 8.0 Hz),

2.44 (3H, s) 2-(4-Chlorophenyl)-Nisopropyl benzo [d]

oxazol e- 5- car boxam de LCM5 RT= 6.68m n, M+ 315.5; 1H

NVR (DMSO) : 8.36-8.31 (2H, m, 8.23 (2H, d, J 8.7

Hz), 7.98 (1H, dd, J 8.5 1.7 Hz), 7.87 (1H, d, J 8.

Hz), 7.72 (2H, d, J 8.7 Hz), 4.19- 4.08 (1H, m, 1.

5-((l‘hhyls1df0n76-I&(ﬂ-mpﬂla’lt!lmp@hn-dﬂdMQm{ﬂ}(txem;l@

Tosch PS80 b BT e B ARG AR iy 2 250 i pigano

(MR (VySaidedS .Shﬁethﬁlhﬁ—ﬂﬁdpheﬁeo@ﬂ)oﬁcﬁ&bhyde @48uB, 2 mmol). The

.89 (1L H br), 7.78 (1 H _d, J .8
miytuge ggwﬁatedﬁtzy@ % §q_r| 7055}11 JA%erscopEl)lg, a spa%lganeollpt {)pljampltate was
foﬁ%hﬁﬂeﬁﬁl&gﬁémﬁd@%r%n\@f)the filtrate, the resulting product was dissolved
(4- Chl or ophenyl nmet hyl benzo

in peftenitile (93819L): andh sRd gtepaclay383me, Enuot) was pided gBh®resulting

o RGP € Sl kel iy o s

off7 akd thelfidtra®d, evdpddated kiz ygcué. TRe (Bhiting ahixthrd8Bwhs pirrjfied2byB&lumn

3H d, J 45 H). .
chisaiontiaTS: SRR RS BB PR 201 Y208 g purificd by
re@i‘s%zpﬂa&f ﬁPE@rtB xR 1embQYBUTGT th SQThiodudMY 8A%s RT= bl41min,

.23 (2H, J 8.6 Hz), 7.88-7.81 (2H
M}}%/%&l)n (2H d, J 8.7 Hz), 7.44 (1H, d, J 8.2 Hz),
) 3 1 . ) t 7 _
H(lg(lgl;% gla]g%éf)l. ?gg@{{) 44,1818 -oPubPio2 (Th, YBIPES o5 Hz), 7.92-7.88

(21 §)- 708 @Ho dihehy.7)1-0NH) 3377 ¢RH (pehzd Hzl)2.60 (3H, d, J 0.6 Hz), 1.12
3]|9 aﬁm -car bothl oam de LCMS RT= 7.37m n, MW 331.0:;
( elf 1018(1HdJ73Hz)823(2H, d,
J8.8 Hz), 8. 11 (1H, dd, J 1.7 0.5 Hz), 7.88 (1H, dd,
J8.6 1.8 Hz), 7.83 (1H, dd, J8.8 WD 2007/091106
Method AEB §6ompamnds=X) 124 B(OH)2 ORL !'i' O

5
21

As for Method 11A, but iodosobenzene diacetate was used instead of lead tetraacetate

5-(Ethylsulfonyl)-2-(thiophen-2-yl)benzo[d]oxazole

LCMS RT= 6.08min, MH" 294.1; "H NMR (DMSO): 8.26 (1H, d, J 1.7 Hz), 8.08-8.04
(3H, m), 7.93 (1H, dd, J 8.5 1.8 Hz), 7.36 (1H, dd, J 4.9 3.8 Hz), 3.38 (2H, q, J 7.3 Hz),
1.13 (3H, t,J 7.4 Hz)

5-(Ethylsulfonyl)-2-(3-methylthiophen-2-yl)benzo[d]oxazole

LCMS RT= 6.45min, MH" 308.1; '"H NMR (DMSO): 8.02 (1H, d, J 1.8 0.5 Hz), 7.81
(1H, dd, J 8.5 0.5 Hz), 7.69-7.66 (2H, m), 6.98 (1H, dd, J 5.0 0.4 Hz), 3.15 (2H, q, J 7.3
Hz),2.47 (3H, s), 0.88 (3H, t, J 7.4 Hz)

5-(Ethylsulfonyl)-2-(5-methylfuran-2-yl)benzo[d]oxazole



Br L /,Rg />Rs N Mcrowave, dioxane, water K2C03, N
Pd(PPh3) 4, 150C, 15min (Method 13) RL i (Wiere R = Br)
WXR007/0R106c NH2 Met hod 13a R1 = NHC(O Me O/ OpCMeBRYN7/050055
et hyl phosphinate 'P />-R9 11 N Tol uene, NEt 3,
Pd(PPh3) 4, 125C, 18h (Method 13B) XIIb Method 13
(Conpounds Xl I) 5-(4-Methoxyphenyl)-2-p-tolyl benzo [d]
oxazol e To a sol ution of
LéM*Sfl@iﬂ? 5230k %ﬁ“'@@ﬁohﬂmﬁé(ﬂl\@sé}%olgm L7958/ Hz), 7.81
i n di oxane (1. was adde ter
(M;dm&&:@ﬂ;hﬂeﬁ?yﬂlbbdd,nl&wcﬂ dzy 1281, d)%?nﬁhl) )6.31-6.27 (1H, m),

Rt (‘%)r Egﬁ% EhoS(ﬁ %{pa‘f’ﬁgmhﬁfg)”d (3ng). The

resultl ng suspensi on was heated in the m crowave at
150C for 15mn. After .coqling, the reaction was

S-(ithylswiorDeh(rmethy inphen2rdieazolgjoaxazale hy | acet at e.

Ld’Ms RTLBA0REA MUY@106.9; THRWMR (MSOS 4. f@lfm/er JAY 8r1e4S8.03
S and eva orated. The resulting d

(Hriuid, #/i80. 5)HZd,oW At 88 12 Kbnmad, TSP Hy L, e’l 1% Hrg 3\&2t3n3(e€2H)1 jm), 2.32
C to afford 60ng (38% of the
CRHEVIESHEAITINALTHE '3 Tonn. MV a6 1) 1 R
(DVMBO): 8.12 (2H, d, J 8.2 Hz), 7.99 (1H, d, J 1.5
Hz), 7.82 (1H, d, J 8.5 Hz), 7.71-7.64 (3H n), 7.45
(2H, d, J 8.0 Hz), 7.06 (2H, d, J 8.8 Hz), 3.82 (3H,
2. 5 Al l conpounds be&ow wer e prepared
foll ow ng the safe generah, nethod. | N (4-(2-(4-C
Hglé)_/op enyl ). benz N'ﬁz@tﬁy ot ami de WO
00 6 PCT/ 23%‘2‘5}‘@%‘6‘5@) 125 °7.51min,
MH+ 362.8; | H NVR (DVBO): 10.04 (1H, s),,8.23 (2H, d,

O, D
I (Where R=COOH)

Lawesson's reagent
Toluene, 110°C, 7h
(Method 8)

NaH, Mel, DMF, rt, 16h
(Method 7)

Ry R
| "

HN (IO N A0
= My
S ™ N 9 fe) ™ N 9

iso-VIl iso-Vl

Method 12 (Compounds XI)

N-Butyl-2-p-tolylbenzo[d]oxazole-5-carboxamide

To 2-p-tolylbenzo[d]oxazole-5-carboxylic acid (100mg, 0.39mmol) in dry
dimethylformamide (10mL) was added HATU (165mg, 0.44mmol) and
diisopropylethylamine (206pL, 1.18mmol). The mixture was then stirred at room
temperature for 10min. Butan-1-amine (43pL, 0.44mmol) was then added and the

resulting mixture was stirred at room temperature for 16h. Ethyl acetate was added and



Hz), 8.05 (1H, d, J 1.6 Hz), 7.86 (1H d, J 8.5 Hz),
7.73-7.69 (7H, m, 2.09 (3H, s)
wa@z2§paoahber ophenyl ) - 5- (4- (et hyl sul f onyl ) phenyl POEGB007/050055
[d] oxazole LCVS RT= 8.31mi22, M+397.8; |H NVR (DVSO):
8.27-8.23 (3H, m, 8.09-7.94 (5H m, 7.85 (1H, dd, J
8 6 1.8 Hz), 7.73 (2H, d, J 8.7 Hz), 3.39-3.34 (2H,
, 1.16 (3H, t, J 7.5 Hz) Methyl

thé"(g%%mé ‘ﬂay@pl)v% %ﬁﬁ‘:ﬂﬂllr)a@ ﬁﬂl%? w[ltﬂlv@félfz ‘i’he éorﬂlglﬁ&?&gﬁ?ﬁt‘: fayers were
drldd oger&nliydﬂzgs MgSQOar(dﬁHapordtedJT he, rgsul-m)g sogd G8s (pglr-rﬁedjby dolumn

n*)tato g;gp}@ el %Zm X tlgy:i EICe}a%s:x?an%s?’ ‘&)&Q—' %/l\_rlqg agfo]rd%'&ﬁng](l ?%) of the

titldhcoBpduhd((F-CMS IR'.1r=0$lhBﬁij1L MEET309.1) d]

S BB R BTE 98 TR AT oy .75

Hz? 7040 {iﬁ d, 37 @Q{zglcﬂn A, Hr 7)13 %91'_1292 (2171 &? 27519(@}1( %%-'1 7*2)1 64 (2H,

m 1§|41d%(2hl8m$ 11038(3Hz)J7735@)7 57 (1H rr) 7 42-7. 40
(2H, m, 2.09 (3H, s)
2- (4- Cnl or ophenyl ) - 5- (4- nor phol i nophenyl ) benzo

All cinvpeamds beb@l\ﬁelﬁ'ﬁreﬂa}ed followingtive3Aine@enéndl dethodDVEO) :
8.23 (2H, d, J 8.9 Hz), 8.00 (1H, d, J 1.4 Hz), 7.83
(1H, d, J86Hz) 7.74-7.67 (3H, m, 7.64 (2H d, J

-?r@pg’ﬂ%)-p-tﬂyﬂ@nio@ﬂoxaﬂle—g-cgrb%xﬁﬂﬂde 3.79-3.75 (4H, n)
LOMBRTr I%‘ﬁ@}% | 2951 3L NMR CDE1D) HAS () b rfed Hr8.04 (1H,

d PIHERE 777 BT Pls HR, TNIRIDa. G s S8 YD 9.0 o,
6.Q7A(HH, i), 34483 87 k&I, mY, 2B9-(FH79, {.6H].56)2HmB D.Y51BH, ¢, J 75 Hz)

1.7 Hz), 7.55 (1H, dt, J 7.6 1.2 Hz), 7.44 (1H t, J
7.6 Hz), 7.35-7.32 (1H, m), 3.09 (2H q, J 7.3 Hz),

N-is 90p)(l-3'-‘!])-tdlylbénﬂ)[d|]ofﬂiﬁoléﬁbfcgrl(o&aﬁlﬂdec hl or ophenyl ') benzo
0Xxazo heni acet am de WO 2007/ 091106
0

/@2@@?%‘5 529 VR (¢Dy) 8830 2H M 835812y -8.13(1H,
d, !)WFi 1 @70(1ﬁ &gfslkh 831)1z7) 6%3‘}11(123{' 85 }1}{,287@0 (72*11? 4,/ 8.0 H2),

786% 75 1H

6.09, (15, Br)54.48%.31 {1183m) 229 (@HHE) h$3 (6H d8-16(63H) s)
2- (4- Chl or ophenyl ) - 5- (4- met hoxypyri di n-3-yl ) benzo [d]
oxazole LCVMS RT= 7.46m n, MN337.0; |H NVR (DVSO):
2- ﬁ%(}'lﬁéﬂo[(ﬂoxaﬁoﬁ—ﬁcdﬂbbxalﬁdé5 (1H S) 8 24 (2H, d, J
9 Hz), ' élH dd, J
L(éM§ 1@T—65|.q25mn,-,)‘$ﬂ;l+22530 B NMR (DMSO) 836 (1H, ,J 1.2 Hz), 8.12 (2H,
d, J 8.2 Hz), 7.98 (1H, dd, J 8.5 1.7 Hz), 7.81 (1H, d, J 8.5 Hz), 7.45 (2H, d, J 8.0 Hz),

2.44 (34, 5)

2-(4-Chlorophenyl)-N-isopropylbenzo[d] oxazole-5-carboxamide

LCMS RT= 6.68min, MH" 315.5; '"H NMR (DMSO): 8.36-8.31 (2H, m), 8.23 (2H, d, J
8.7 Hz), 7.98 (1H, dd, J 8.5 1.7 Hz), 7.87 (1H, d, J 8.5 Hz), 7.72 (2H, d, J 8.7 Hz), 4.19-
4.08 (1H, m), 1.21 (6H, d, J 6.6 Hz)

2-(4-Chlorophenyl)benzo[d]oxazole-5-carboxamide



(2H, d, J8.8 Hz), 7.58 (1H, dd, J8.5 1.7 Hz), 7.21
(1H, d, J5.8 Hz), 3.89 (3H, s)

waQ2§pa0ahber ophenyl ) - 5- ( 6- met hoxypyri di n- 3- yl ) brerzaBR@}7/050055
oxazol e LCMS RT= 8.83m n, M3 337.0; |H NWVR (DVSO):
8.57 (1H, dd, J 2.6 0.6 Hz), 8.24 (2H, d, J 8.8 Hz),
8.13-8.10 (2H, m, 7.89 (1H dd, J 8.6 0.5 Hz),
7.75-7.70 (3H, m, 6.95 (1H, dd, J 8.6 0.6 Hz), 3.92

LélﬁHR’?=)=58 1min, MH' 273.2; IHNMR(DMSO? 811 (I, 5), 801 (211, d, 7 8.3
2- (4-Chl or'ophenyl) benzo[ dl oxazol - 5-yl') benzoi ¢ “aci d

H?Il,d\,@ €T ba), BIG(BE, dHR6 01z, 7.641KVR, { BI6BD); 7.89 224,81, 3.3 Hz),
7#3@%1@ 812(1H d J 1.4 Hz), 8.03-7.95 (2H, m,
H, J8.7 Hz) 7.78 (1H, dd, J8.5 1.8 Hz),
7.72 (2H, ,388Hz)764(1Ht,J77Hz)2(4C
hIorophenyI) 5-(6-chl oropyridin-3-yl)benzo [d] oxazole
Method 3tomponnds i%0-Vly 340.9; | H NVR (DVBO): 8. 33 (1H,
,J22Hz)828823 (4H, m, 7.95 (1H, d, J 8.6

7.83 (1H, dd, J 8.5 1.8 Hz), 7.73 (2H, d, J 8.7
hloVoIQEnle “N-methyllgedza[djpRazole-5-carboxamide

R oy SR U1 B S0 12

HA, 65 (2HHd, 48.7H2, T96E)H, ﬂ,zs.s(unggcmfnllsg,zlo ag H|_z|zbj)z7)72 (H,

dggéi“{) 3g3d{JdJ§é5éE|Z)o 6 Hﬁ? (%.H’so (1H, dd, J 8.6 1.9
.73 (2H, d, J 8.7 Hz), 7.33 (1H, dd, J 8.6 3.0

Hz
2~ =%hbmnlv@ﬂﬂprﬁbﬁ9pljapsl-wnn@mﬂm[ﬁbﬁwaﬁﬁrmsbgm}lﬁéhzo

LGRS AR B S UMD BRSSP R v fp i .8

(21, &), HZ)2, (2H &,?J §.2Hz), TH4 QH3d,J $12 Hz), 82 £62.78 (3, m), 1184112 (6H,
Hz), 7.98 (1 H, dd, J 8.9 2.6 Hz), 7.86 (1 H, d, J 8.8
n“)I—Iz), 7.73-7.69 (3H, m, 6.96 (1H, d, J8.9 Hz),
3.75-3.71 (4H, m, 3.53-3.49 (4H, m
Method 7 €CbRIpBRAET G-V TR (6 met hoxypyri di n-2-yl)benzo [d]
oxazol e L = A4m n, MN 337.1; | H NVR (DMSO) :
8. 54 1HdJ16Hz)826823 (3H, m, 7.91 (1H,

Lﬂ;cﬂlgﬁgj} F@f -%oﬁr}p&@ﬂ? digioka foig: g’é%wtﬁin%ﬂnge 68 (3H,

LCGMSRT=7 Ghing, SEHEIBALO; Hrmm[ @MBz L. 1A, YaAT B ik, 8.23 (2H,

e SOTE LR Moy ARl By

d, J 8.5 Hz), 7.72 (2H, d, J 8.8 Hz), 7.63 (1 H, dd, J
8.6 1.8 Hz), 7.13 (1H, t, J7.8 Hz), 6.90 (1H t, J
1.9 Hz), 6.87-6.82 (1H, m), 6.62-6.57 (1H m,




5.19 (2H, s) 4-(2-(4-Cnhlorophenyl)benzo [d]

oxazol -5-yl)aniline LCMS RT= 7. 77m n, MAN321.1; | H NWR
WO DMBOY1108. 22 (2H, d, J 8.7 Hz), 7.91 (1H, d, PAT/&B2007/050055
Hz), 7.78 (1 H, d, J 8.6 H4, 7.71 (2H, d, J 8.6 Hz),
7.61 (1 H dd, J 8.6 1.8 Hz), 7.43 (2H, d, J 8.6 Hz),
6.67 (2H, d, J 8.6 Hz), 5.26 (2H, s) 5-(2-(4-C
hl or ophenyl ) benzo [d] oxazol -5-yl) pyridi n-2-am ne LCMS

=7 1, 322. 1; IH\I\II\Q?o,ﬁ) O: 8.32 (1H, d, J
2. 2zy, 8.23 {2H, d,r3{8.]7 Hz), 7.98 (1H, d,
w@j%ﬂ;. 77 Lza_m_ngza_d_J 8.7 Hz
( od, J 8. % MBwie)dioxaBe, BerK19s. d, J &
(28 sy 4.5 () CHFBhupRSRy PYBMERR 1Pid] <L
oxazol -12-wpark) i ne LOVB RT= 7.73nmin, MV 320.9; ¥H nvR
(DVMSO): 7.94 (1H, d, J 1.5 Hz), 7.89 (2H, 'd,?J 8. 6Method 13a
Hz), 7.78-7.74 (3H, n), 7.60 (1H dd, J 8Fs M°EMy),
7.53 (2H, d, J 8.6 Hz), 6.71 (2H, d, J 8.7 Hz), 6.04
(2H, s) Method 13a (Conpound Xl la) WO 2007/091106
PCT/ GB2007/ 050055 128 N-(5-(2-(4-Chl orophenyl ) benzo
[d] oxazpl -5-yl)pyridin-2-yl) acetam de To y
5- (2- (4-chl orophenyl ) benzo[ d] oxazol - 5-yl ) pyo di am
ne (96. , 0. 30mamlkthyighssphidey pyri di ne (3@?%%
t enper at ur e was radeeetbdirgl), chl oride (26L, 0. 36mmol ),
and stirred at 88, isa(vedod3B)Aft er cool i ng, the myjpure
was poured into water to give a precipitate, which
was filtered off. The resulting solid was purified by

col chronma phy eluting with ethyl
M%@QM%%M?% viv to afford 45nmg (41 % of the
title conpound. "H NVMR (DMSO) : 10.61 (1H, s),
8.73-8.71 (1H_m, 8.24 (2H, d, J 8.6 Hz), 8.18-8.16
S-(@Methggyphe Q‘%ﬂ#ﬁ‘yﬁle“@[él%ﬂ?“g‘), 7.79 (1H, dd, J 8.6
1.8 Hz), 7.73 (2H, d, J 8.6 Hz), 2.13 (3H, s) Method
13b (Conpound Xl Ib) Methyl ethyl phosphinate In
Toag solutiancd Inbromon-pttolythenrel dlosezetiu (6. 1inge 0.5Qmmal) intdioxane

13 RGP 19603 B BB B, 075
pofadsi@@ ndarbod@te33B8mE,) 1.00mnmi)eiddy tetrakib@tiptehplphdsphins)pallatigin(0)

(31%%}? ﬂ?"\% ?%B %g%ﬁ:ﬂ{qgsign §vg,|s Hvst:a!te(::)dn inotIle I%Ecl}gxl;vave at 150°C for 15min. Afier

cooling, the reaction was diluted with water and extracted with ethyl acetate. The
combined organic layers were dried over anhydrous MgSQO4 and evaporated. The
resulting solid was purified by column chromatography eluting with ethyl
acetate/hexanes 1:99 v/v to afford 60mg (38%) of the title compound (LCMS RT=
9.18min, MH" 316.1)

'"H NMR (DMSO): 8.12 (2H, d, J 8.2 Hz), 7.99 (1H, d, J 1.5 Hz), 7.82 (1H, d, J 8.5 Hz),
7.71-7.64 (3H, m), 7.45 (2H, d, J 8.0 Hz), 7.06 (2H, d, J 8.8 Hz), 3.82 (3H, s), 2.43 (3H,

s)
All compounds below were prepared following the same general method.

N-(4-(2-(4-Chlorophenyl)benzo[d]oxazol-5-yl)phenyl)acetamide



(3.15n., 30.35mml) in diethyl ether (30nL). After the
addition was conplete, the resulting slurry was
wo edozioxads f or | h. After cooling at 0C, the prerCPGBate®s0055
solid was filtered off antSwashed with diethyl ether.
The filtrate was then concentrated to afford a
colourless oil, which was used w t hout any
purification in the next step. Methyl
Lc%w(s‘kfhh%ﬁﬁﬂﬁﬂﬁmwwf NMR(DMSO) 10.04 (1H, s), 8.23 (2H, d, J 8.5

oxazol - 5-yl (€t hyl )phosphlnate

HZ, §020HbL, 2, H1.6d12)] HeNE], d] b éib?l),e7 13169 (T, m) 2681(3id) 9)
and met hyl et hyl phosphinate (276.9ng, 2.02mml) in
anhydrous tol uene (1 On) was added

2-@eChilokophehyl)BRdwihy haHphy)phensl)bado lapgAkole 101. 6my) and

LGSR b 3Tmiin R s VAN 0 E 25 (SH g, 8 890794 G,

m)cmbl(m dd, 9tg¥ 1 838t Ay S (MRS, FRUEHy), 313910281, 89N 86 31, t, J

[ayer was washed with water. The conbined organic
75H9ers were dried over anhydrous My504 and evapor at ed.
The resulting solid was purified by col um
chromat ography eluting using a gradient (starting with
Ménhym:-eb(&dnwiIBpB@ﬁ)y])lﬁﬁid[ﬂﬁ)xﬁiﬁl#@mZé 40055 129 et hyl

LHSRES s Y FELE RNV MR 28 480 Hp & an,

3 11} 4,189 10 RL ni 3361
d, (3% uef 8loBgti 4,.8.9 %’ﬁ"“d“ff“%% );|Z7)@3?(8 1%6{31'\%%‘ (%1H£>)773

1H N
(2Hyd4, J§béZXiﬁ0(%iHc§) J 8524 0.6 Hz) 7.81 (1H, ddd,
J 10.9 8.2 1.4 Hz), 7.73 (2H, d, J8.7 Hz), 3.54 (3H,
d, J109Hz) 2.09-1.94 (2H n), 1.04-0.91 (3H, m O
[-2-@-EhloRipheRyl)berizp[d]exazbl-5-yNphenyl)atethmideX| | |  Met hod

L%ﬁggﬁ%”dﬂ@#fb Pt A GSOR RIS Tat 825 o1t 0. 787

HzL} 2160 (:1tH er gbem@)[ db@wa,tsomﬁm)l ') 9@(1}1 QEJ(8152HZ)3'TQ’2 (2H d,J8.8
RY.Y erature

Hzadm(% éfiy{ 8. éHlS&ﬁ)d’éW% §7|_( Hombégrﬂ%oT 510 Eg%ﬁén) 208 (W g

m xture was stirred at roomtenperature for 16h. The
sol uti on was then poured
2-(4-Chlorophenyl)-5-(4-morpholinophenyl)benzo[d]oxazole

LCMS RT= 17.49min, MH" 391.0; 'H NMR (DMSO): 8.23 (2H, d, J 8.9 Hz), 8.00 (1H,
d, J 1.4 Hz), 7.83 (1H, d, J 8.6 Hz), 7.74-7.67 (3H, m), 7.64 (2H, d, J 8.9 Hz), 7.06 (2H,
d, J 8.9 Hz), 3.79-3.75 (4H, m), 3.19-3.15 (4H, m)

2-(4-Chlorophenyl)-5-(3-(ethylthio)phenyl)benzo|d]oxazole

LCMS RT= 10.82min, MH" 365.7; "H NMR (DMSO): 8.25 (2H, d, J 8.7 Hz), 8.11 (1H,
d,J 1.4 Hz), 7.89 (1H, d, J 8.6 Hz), 7.77-7.70 (3H, m), 7.62 (1H, t, J 1.7 Hz), 7.55 (1H,
dt,J 7.6 1.2 Hz), 7.44 (1H, t, J 7.6 Hz), 7.35-7.32 (1H, m), 3.09 (2H, q, J 7.3 Hz), 1.29
(3H,t,J7.4Hz)

N-(2-(2-(4-Chlorophenyl)benzo[d]oxazol-5-yl)phenyl)acetamide



into water, and the resulting precipitate collected by

filtration. The solid was washed with diluted
woyaroghberi c acid solution, foll owed by dil utedr/esdioainsooss

hydr oxi de solution, and thsn by water to afford 120ng

(84% of the title conmpound (LCVMS RT= 6.38m n, M

287.0) 1H NWMR (DVSO): 10.33 (1H, s), 8.14 (2H, d, J

8.7 Hz), 7.88-7.80 (4H, m, 7.45 (1H, dd, J 8.7 2.1
Ldﬁh R?—%]s4§1§}f' M$D' 365.0: GPRMR m'@ﬁwb%%#"@fﬁ Srepa(at d, s 8.6

| 'owi ng the same geher al
Hzm.’(&ﬁ(lﬁ anJ 843N Z38-7.76 (1H, m), 7.72 (2H, d, J 8.5 Hz), 7.53-7.29 (5H, m),
1%ﬁxebzol -2-yl ) phenyl )i sobutyram de LCVMS RT= 7. 03n n,
' 3V5.1; 1H NWR (DVBO): 10.22 (1H, s), 8.14 (2H, d,
J 8.7 Hz), 7.88-7.79 (4H n), 7.45 (1H, dd, J8.7 2.1
61 (1H, m, 1.13 (6H d Hz)V\D

(E'Z mea@)ﬁdﬁ%bwmméeﬁ)bfwlillowoees Chl or obenzo

|1
A S Rl S s 0

9,8 2021, /.9 HZB 795 (@l d, & 1590 J8. &, 1815 %)I}Z) 7.72

o 2l For Gy Gy b GER i S i ©

J4.9 3.8 Hz) N-(4-(6-Chl orobenzo [d]

2(%#'8' AR TR Py ek S DRen o aTonaiol (11 1 3

L@M% RTEZR, 83ﬁnr9@vlﬂikb7 @l IHJNM13 (bMSO)7 834-(TH/dd, (Bt 0®Hz), 8.24
45 (1H, dd, 4°1.9 H), 2.11 (

(ZH{;QJS(%H@Bdﬁcﬁ)g}]Q@I m) 7.89 (1H, dd J8605Hz3 7.75-7.70 (3H, m), 6.95
I |sobut ram de LCM5 RT= 7.18m n,
(1%‘92%@1 g{ﬁﬁﬁg@?&\ﬁ 10y22 (1H, s), 8.12 (2H, d,
J 8.8 Hz)796(1Hd318Hz) 7.86(2H,d,38.9
1 7.45 H, dd, J 8.5 2.0
3‘@%‘“2‘0 ‘E"lbe(‘P[é]"xﬁf“‘%_Z[}‘i “6%‘1‘—‘15' 7369 H)

L¢MS41T£4@2hﬁﬁ awEnZ250.{;dH NMR (DMSO): 8.27- 823 (3H m), 8. 12(1H d,J
oxazol - % }glgenyl th| ophene- 2- car boxam d

LCVS RT
1.47Hg) &0 7 Y1 (WL 1R 81Oy 78 { BiLad, (ﬁﬁ 1.8 fi2).d. 1o(2H,
dygrgH%7g4§. )—I§)1H2§ 09 (1H, dd, J3.7 1.0 Hz), 8.01

7798 (1H, d, J 1.8 Hz), 7.92 (1H,
J 5.0 1.0 Hz), 781(1H d, J 8.5 Hz), 7.46 (1 H,

%d?'afgwhépi'?r%b@zrf%ﬂf S oSt 28 e 1

LAMR RM@pnnﬂ,MHBwM;I ‘HsNMRs OMSMHY.3d,(1H, 8./82.211)), 8.28-8.23
(4}81,' 8) 915H(1Hdd J 8. 6 Hz) 7233 (1H, d% J 8.5 1.8 Hz), 7.73 (2H, d, J 8.7 Hz), 7.65

(1H, d, J 8.4 Hz)

2-(4-Chlorophenyl)-5-(6-fluoropyridin-3-yl)benzo[d]oxazole

LCMS RT= 8.05min, MH" 325.0; "H NMR (DMSO): 8.65 (1H, d, J 2.7 Hz), 8.39 (1H,
td, J 8.2 2.7 Hz), 8.25 (2H, d, J 8.7 Hz), 8.20 (1H, dd, J 1.8 0.5 Hz), 7.94 (1H, dd, J 8.6
0.6 Hz), 7.80 (1H, dd, J 8.6 1.9 Hz), 7.73 (2H, d, J 8.7 Hz), 7.33 (1H, dd, J 8.6 3.0 Hz)

2-(4-Chlorophenyl)-5-(6-morpholinopyridin-3-yl)benzo[d]oxazole



(2H, d, J8.7 Hz), 7.76 (1H, d, J8.6 Hz), 7.57 (1H dd,
J8.6 2.0 Hz), 2.11 (3H, s)
wok{/9H¢ 4- Chl or ophenyl ) benzo PCT/GB2007/050055
[ d] oxazol - 2-yl ) phenyl ) acet &%i de LCM5 RT= 7.53m n, Mt
363.0; IHNWVR (DVBO): 10.34 (1H, s), 8.17 (2H, d, J
8.7 Hz), 8.06-8.04 (1H, n), 7.87-7.82 (3H, n), 7.78
(2H, d, J 8.5 Hz), 7.72-7.67 (1H, m, 7.55 (2H, d, J
L([8M§ KF) 8 %m]@ 1\@[}%39153 ‘ﬁﬁﬂn(%nﬁrs@ m@%@xhﬁ 8202.4 Hz), 8.23 (2H,

d] oxazol - 2-yI') yphenyl )acet am d
d, Z@WH@)QM)@@HC&J-GBQ(HZ?J DS%)OHS dd1 3 8. ﬂ_Z:!S/SIZBZTES(Y(Hﬂrd d 8.8 Hz),

157650 o o8 U & 743, 3153 bl s 30 e

7.51 (1H, d, J 1.9 Hz), 7.22 (1H, dd, J 8.7 2.0 Hz)
2.37 (3 2.09 (34 s) ONaBH4THF\

34 (3H,
> (il Gtens et 2 bRt N T
LL@@@H@T ¥lg¥midvaNiogs ‘hC‘Nm@gBﬂISOSl ¥)54 1H d, J1 6 Hz? 8.26-8.23

1-(2-(4-Chl oroghenyl ‘benzo oxazol - ‘et hanol” To
(3H, @mm], OH, dfJ 8.7 Hz), 7.82 (1H, t J1.9 Hz), 7.74- 7 3H m), 6.81 (1H, d, J

(Ii[%)g‘r‘rgé (gﬁ)sggr ophenyl ) benzo[ d] oxazol - 5-yl') et hanone

mrol ) in tetrahydrofuran at 0C was added
sodi um borohydride (52ng, 1.38mmmol). The resulting

1 Xt ur |rre at ro erature for 16h. The
3'&6@' I W\%ﬁgﬁq?é‘ﬁo ﬁ‘&lf'ilrﬁ% wi th 1M hydrochl oric
LCUSRBL7UB MHﬂ3231XI rlmmk OMTO): BMRMI 4.1y &Y Mb 7.73 (1H,

acetate. The conbi ned organic |ayers were dried over

ddaﬁﬁ@o%@@) Ve¥ad Ha e/ §v5a1r1 5{78d2H &:he8.8 &) 1. 631@1%@1» 48618
f| C t
HASRLPUIL Y P18 ) SOOI LN DTHATE SRR MM 1% 40659 (L m),

5. 8d@Has)e/ hexanes 1:2 v/v) to afford 81. 7ngy (54% of
the title conpound. (LCMS RT= 6.47mn, M+ 274.0) 'H
NVR (DMSO): 8.20 (2H, d, J 8.7 Hz), 7.76-7.68 (4H, n,

4-(8-@4C l& Fophealyl)bknSe 6&501— fmesl (1H, d, J4.3 Hz
(4 (92 K (?yH) n [ﬁ] a Sﬂ)am ( )

L@“@sRTﬂ 7 7@?%%“6’?11 %%bh H &é’ﬂ% @M%Q:)r §>29e@1)’1y41 Y-S e hzdxlao(1H,
4! q 5 H@“@J@Ymh 1ﬁ§fgﬁ{zg W’{iﬁ'@ﬁ{?d ; g&g%@'\@ﬁ dd 8r §g 1.8 Hz),

74(31(2H dgr8. GHa)M;iz()ZH <‘1J7286HZ)7,"5.2(6J(2H, Iy, 7.74 (1 H d,
J 8.4 Hz), 7.47 (1H, dd, J8.6 1.7 Hz), 5.32 (1H, d,
J4.3 Hz), 4.93-4.84 (1H, n), 1.39 (3H d, J6.4 Hz)

5-(2-(4-Chlorophenyl)benzo[d]oxazol-5-yl)pyridin-2-amine

LCMS RT= 7.12min, MH" 322.1; "H NMR (DMSO): 8.32 (1H, d, J 2.2 Hz), 8.23 (2H,
d, J 8.7 Hz), 7.98 (1H, d, J 1.4 Hz), 7.84-7.77 (2H, m), 7.72 (2H, d, J 8.7 Hz), 7.64 (1H,
dd, J 8.5 1.8 Hz), 6.56 (1H, d, J 8.6 Hz), 6.09 (2H, s)

4-(5-(4-Chlorophenyl)benzo[d]oxazol-2-yl)aniline

LCMS RT= 7.73min, MH" 320.9; "H NMR (DMSO): 7.94 (1H, d, J 1.5 Hz), 7.89 (2H,
d, J 8.6 Hz), 7.78-7.74 (3H, m), 7.60 (1H, dd, J 8.6 1.8 Hz), 7.53 (2H, d, J 8.6 Hz), 6.71
(2H, d, J 8.7 Hz), 6.04 (2H, s)

Method 13a (Compound XIIa)
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N-(5-(2-(4-Chlorophenyl)benzo[d]oxazol-5-yl)pyridin-2-yl)acetamide

To 5-(2-(4-chlorophenyl)benzo[d]oxazol-5-yl)pyridin-2-amine (96.5mg, 0.30mmol) in
dry pyridine (3mL) at room temperature was added acetyl chloride (26uL, 0.36mmol),
and stirred at 80°C for 40h. After cooling, the mixture was poured into water to give a
precipitate, which was filtered off. The resulting solid was purified by column
chromatography eluting with ethyl acetate/hexanes 20:80 v/v to afford 45mg (41%) of the
title compound.

'"H NMR (DMSO): 10.61 (1H, s), 8.73-8.71 (1H, m), 8.24 (2H, d, J 8.6 Hz), 8.18-8.16
(3H, m), 7.91 (1H, d, J 8.5 Hz), 7.79 (1H, dd, J 8.6 1.8 Hz), 7.73 (2H, d, J 8.6 Hz), 2.13
(3H, s)

Method 13b (Compound XI1Ib)

Methyl ethylphosphinate

In accordance with well known procedures (see Xu, Y. ef al., Synthesis, 1984, 778-780.),
a solution of methanol (2.70mL, 66.75mmol) and triethylamine (4.23mL, 30.35mmol) in
dicthyl ether (15mL) was added dropwise at 0°C to a solution of ethyl dichlorophosphine
(3.15mL, 30.35mmol) in dicthyl ether (30mL). Afier the addition was complete, the
resulting slurry was refluxed for 1h. After cooling at 0°C, the precipitated solid was
filtered off and washed with diethyl ether. The filtrate was then concentrated to afford a

colourless oil, which was used without any purification in the next step.

Methyl 2-(4-chlorophenyl)benzo[d]oxazol-5-yl(ethyl)phosphinate

To  5-bromo-2-p-tolylbenzo[d]oxazole (519.7mg, 1.68mmol) and methyl
ethylphosphinate (276.9mg, 2.02mmol) in anhydrous toluene (10mL) was added
tetrakis(triphenylphosphine)palladium(0) (101.6mg) and tricthylamine (7.5mL,
5.4mmol). The resulting suspension was refluxed under nitrogen for 18h. After cooling,
ethyl acetate was added, and the organic layer was washed with water. The combined
organic layers were dried over anhydrous MgSQO, and evaporated. The resulting solid was

purified by column chromatography eluting using a gradient (starting with hexanes to
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PCT/ GB2007/ 050055 133 5- M9t robenzo

[ d] oxazol e-2(3H)-thi one I n accordance with well known
procedures, (see Batista-Parra, A et al.

Het erocycl es, 2003, 60, 1367), a suspension of

etl'%l Qé@td?@arf% t?l%r}) %1%%?% gﬂ lce@gcgg 89I5 Q‘N}%& ﬂéﬁ‘fmﬂﬁ&f‘gyﬁ te¥Bise phase

Hlﬂsﬁ tocaffeed 10.omi ) 2%pef the litle p@dmt (LQIMS RG6. m]mmaw* 8BGMH)

BAMI POMSII 828" S af P74 8 188131 H b3 s ¥ E1 P UM 8.5 2.4
0.6 Hz), 7.81 (1H, ddd, J 10.9 8.2 1.4 Hz), 7.73 (2H, d, J 8.7 Hz), 3.54 (3H, d, J 10.9 Hz),
2.09-1.94 (2H, m), 1.04-0.91 (3H, m)

0]
o THZ )OL HNJ\R1
R—/ | />_© R Cl N o] SE
A N N Pyridine, 16h, rt N | N»_@
(Method 14)
| Xl

Method 14 (Compounds XIII )

N-(4-(5-Chlorobenzo[d]oxazol-2-yl)phenyl)acetamide

To a solution of 4-(5-chlorobenzo[d]oxazol-2-yl)aniline (122.3mg, 0.50mmol) in
pyridine (3mL) at room temperature was added acetyl chloride (39 pL, 0.55mmol). The
resulting mixture was stirred at room temperature for 16h. The solution was then poured
into water, and the resulting precipitate collected by filtration. The solid was washed with
diluted hydrochloric acid solution, followed by diluted sodium hydroxide solution, and
then by water to afford 120mg (84%) of the title compound (LCMS RT= 6.38min, MH"
287.0)

'"H NMR (DMSO): 10.33 (1H, s), 8.14 (2H, d, J 8.7 Hz), 7.88-7.80 (4H, m), 7.45 (1H,
dd, J 8.7 2.1 Hz), 2.11 (3H, s)

All compounds below were prepared following the same general method.

N-(4-(5-Chlorobenzo|[d]oxazol-2-yl)phenyl)isobutyramide

LCMS RT= 7.03min, MH" 315.1; '"H NMR (DMSO): 10.22 (1H, s), 8.14 (2H, d, J 8.7
Hz), 7.88-7.79 (4H, m), 7.45 (1H, dd, J 8.7 2.1 Hz), 2.70-2.61 (1H, m), 1.13 (6H, d, J 6.8
Hz)



aqueous hydrochl oric acid was added. The resulting

precipitate was collected by filtration, washed with
walkdoaweriagueous hydrochl oric acid, foll owed byP@BEGBR007/050055

and then dried in the vactdm oven to afford 3. 3g

(84% of the title conpound. 1H NVR (DMSO): 8.18 (1H,

dd, J 8.9 2.4 Hz), 7.94 (1H, dd, J 2.4 0.4 Hz), 7.73

(1H, dd, J 8.9 0.4 Hz) Method 16 (Conpound XV)

2- Mor phol i no- 5-ni trobenzo [d] oxazol e

5-ni trobenzo[ d] oxazol e-2(3H) -t hi one (98. 1ng, 0.5mmol)
N-thr(F-Gblopolrnzold | ¢aaol-2-yDphanyhthipphenet2ecarhbxamide ur an

wer.e he 1 r 1) ot ' e
LGS TG i MRSk os P MG RMOR 1037 0. . S 2f tah{Ge. /89
HA;8.000TEdd) 3.8 16t Hy), 882 €21} & J §ThHZ), Gr9gamdc(2tgyd) 7.8261H, d, J

5. 6007 g6 4 e 288 b ) Bt SR DS B U
chromat ogr aphy, eluting with ethyl acetate/hexanes

25:75 v/v affords 115ng (92% of the title conpound.
N-(4H(fviRlorohmap [dl exazgl-2-yhphenyDjcetapidez) , 8. 00 (1H, dd, J

LGS Hrd o'k, WS E AENMR TSRk B S S f2 a8

HZ3- M6 @ikh i hdBE1v) 078417 GX §310) m)p 7 adi(hi, &, 9@l4ut.9 biz),@f11 (3H, s)
2- nmor phol i no-5-ni trobenzo[ d] oxazol e (130ng, 0.52mmol)
in ethanol/water 1:1 v/iv (IOnl) was treated with
N-8RH-CRodobdhzOH] 6 zo1LE N8B UHramife r 0OM
-téggiperature?am}lgﬁen r?lg?llielfé’e)d for 16h. After cooling,
LGM8 BT (7USenimddHd 1 Ul o WMR (RMYO): WH22ddH/ 9081842H, d, J 8.8

H@%?éﬁ%f_?‘&%g%%?zgﬁséé‘#%%y 8@‘1%??..‘79@1131“& Ds%tﬂ 'dz.ga (1H,dd, J

ani c 1 dyér was ‘dried ovér an
8.9\ 80k),2)-2.6V aFtma), &d3 (eHaf, VordHZ6ny (30% of the
title conpound. 1H NMR (DMSO): 7.03 (1H, d, J8.5 Hz),
6.50 (1H, d, J2.1 Hz), 6.25 (1H, dd, J8.4 2.2 Hz),

N-4-80ChRifobénlzo[dfexakol2-§Gphebiyl)tliibphehe2carbathide, ™M
Met hod 17h (Co und N 2-(4- Chl or obenzyl ) benzo

LEMPRE7 diod mon.sVH; ap-Pre Hr W&D&’Eﬂ?&iilsﬁdﬂﬂ s), 8.19 (2H, d, J 8.9
0 5 i bgn 24 a1

o O epgr o pabeeed R o3 g, 792

ddodCOvad Halidedd @hpdnd 8t b46 tdl, dd5389,2.0 Hom"isi6)(1H, dd, J 5.0

32{ﬁl | owed by iron powder (140ngy, 2.5mmol). The

: eé)ulti ng m xture

N-(4-(5-Bromobenzo[d]oxazol-2-yl)phenyl)acetamide
'"H NMR (DMSO): 10.35 (1H, s), 8.14 (2H, d, J 8.8 Hz), 8.01 (1H, d, J 1.8 Hz), 7.83
(2H, d, J 8.7 Hz), 7.76 (1H, d, J 8.6 Hz), 7.57 (1H, dd, J 8.6 2.0 Hz), 2.11 (3H, s)

N-(4-(5-(4-Chlorophenyl)benzo[d]oxazol-2-yl)phenyl)acetamide

LCMS RT= 7.53min, MH" 363.0; '"H NMR (DMSO): 10.34 (1H, s), 8.17 (2H, d, J 8.7
Hz), 8.06-8.04 (1H, m), 7.87-7.82 (3H, m), 7.78 (2H, d, J 8.5 Hz), 7.72-7.67 (1H, m),
7.55 (2H, d, J8.6 Hz), 2.12 (3H, s)

N-(4-(5,6-Dimethylbenzo[d]oxazol-2-yl)-3-hydroxyphenyl)acetamide



was stirred for 4h at 90C. After cooling, ethyl

acetate was added and the solution was passed through
wa2@aaonde Cel ite(r). The organic | ayer was thePCwash@d/050055

with brine, dried over ani3idrous MySOH and

evaporated. The resulting solid was purified by colum

chromat ography eluting with ethyl acetate/hexanes

50:50 v/v to afford 60ng (44% of the title conpound
LéM@'\ﬁrHﬁazﬁglﬁom}gzzw lﬁZﬂnﬁi B W 1(1%3@}10' b?) ?1@ 2ﬁl('rh ),
7.9zl H, dp] 86 HAH SU(2HZ, 1 6142H17), es’mu(uw 1dsaHz)1g?42 iizdd, 787

J6.2 Hz) Method 18
Zd(_%%))npéﬁgl{f@? %EQH(’A) @Pgr o’oénzyl t hi 0) - 5-ni trobenzo
[d] oxazole To a suspension of
5-ni t robenzo[ d] oxazol e-2(3H) -t hi one (196.2ng, 1. Omol)
in chloroform (1 On) was|added triethylam ne (278L,
2mol ) foll ddy 1- (brpmgghihyls - 4- chl opabegzene
(226ny, )/ hg r eaft--en—was-stirrp @ of Oor
2h. Ajted e rehctidn'®as di HGt Wi h et hyl
acetate, washed with di I ute fedird hydrochl oric
sol ut romarm—brrTe—Ttre—conbi ned organic | ayers were
dried over anhydlomsere NgS08HANd evaporated. TRV
resulting solid was purified by colunmm chromat ography
Method 15 ¢CompburdsXIV hcet at e/ hexanes 1:10 v/v to afford
250ny (78% of the title conpound (LCVMS RT= 7.64m n)
WD 2007/ 091106 PCT/ GB2007/ 050055 135 'H NMR (DVSO):
1-@-@2KlaraphenylitnZo[digxazd-2yl)éthaholdd, J8.9 2.3 Hz),

Togasmfucyh 0 1263 spipronhesbeRl skt aisne L3 s mmoD

in ey drofugm(A 0@ vas alied 33ditir ibe)dAGad® (9 XR3Shmée!) aMmde

To a suspension of

reszlt{rmm,lmw whestiredahrasm smpprafuss 5 2 6h-dihs xeactpe wapthghy

S fBTREL 1 SRR 80 B

acg@atedBre dotrdireg organdlayavs ?vcreThmd Deeminhj'drguS'MgSOﬁ endmporated.
stirred f 4h at C. Aft ol | acet at.
o R R T R L A e e e
(etﬁfrl dcetaiclRxaned 1S WV Gadthyl ab@dt@lheﬂﬁ‘és 1 hemv)wesited 81 nkk (54%) of
brine, dried over anhydrous and evaporated to

theyitfeoanppyndry LEYES RT5¢6.4 fraing 874:9}Tpound (LCVMB RT=

I@Nmﬁaosd%%gzﬁ% dgb* g"i’k\'iéz)i 5'\'}%@) 68 §4}5 2md){ 3ta @H &d)Sjﬁ 616

Hz), 531 (14, d, J43Hz) 4.92-4.83 (1H, m) 138 (3H d, J64Hz)

2-(3',4'-Dichlorophenyl)-5-(1'-hydroxyethyl)-benzoxazole

LCMS RT= 7.18min, MH" 308.1; "H NMR (DMSO): 8.36 (1H, d, J 2.0 Hz), 8.16 (1H,
dd, J 8.5 2.0 Hz), 7.90 (1H, d, J 8.4 Hz), 7.78-7.77 (1H, m), 7.74 (1H, d, J 8.4 Hz), 7.47
(1H, dd, /8.6 1.7 Hz), 5.32 (1H, d, J 4.3 Hz), 4.93-4.84 (1H, m), 1.39 (3H, d, J 6.4 Hz)



6.74 (1H, d, J 1.9 Hz), 6.54 (1H, dd, J 8.7 2.2 Hz),
5.06 (2H, s), 4.55 (2H, s) Method 20 (Conpounds Xl X)
woR§2/09406h| or obenzyl t hi 0) benzo [ d] PCT/GB2007/050055
oxazol -5-yl )acetam de To ail¥ol uti on of
2- (4-chl or obenzyl t hi 0) benzo[ d] oxazol -5-am ne (87ny,
0.30mmol ) in dry pyridine (3nL) at roomtenperature
was added acetyl chloride (21L, 0.30mmol). The
resulting solution wag stirred at roomtenperature for
16h. Water was then aslded, the precipitate was
collected by filtrati®n, washed with diluted aqueous
hydrochloric acid and® then with water. Trituration
with diethyl ether afforded 40rrg (40% of the title

conpound (LCM5 RT= 6,40m n, M+ 5333.1) 1H NMR (DVSO):
10.08 (1H, s), 801 {1H d, J 158 Hz), 7.58-7.52 (3H
m, 7.43-7.35 H SvE 460(2}% 8), 2.06 (3H, s) The

conpound bel ow;\fs p'r gpared fol r:owsng t he same gener al
met hod. N-(2- ( £h|>osobenzyl t hiz) Benzo

[ d] oxazol -5-yl) gt 9 anmi de WDZ2007/ 091106

PCT/ GB2007/ 0500 136 LCVB RT=2% 00min, M+ 361.1; 1H
NVR (DMSO): 9.96 &1H, s), 8.04 ¢H d, J 1.8 Hz),
7.58-7.52 (3H, m, 7.43-7.39 ( , 4.60 (2H, s),
2.65-2.60 (1H, , 1.12 (6H, di f68l—lz) Met hod 21

( Conmpound XX) 2 Chl oroﬁ5 ni trobefizo [d] oxazole To a
solution of 5- hg roobenzzog d] oxa@l B- 2(3H) -t hi one
(2.52g, 12. 86n£r§ Bi §J<hosphorous oxychl oride (2l nlL)

was added ph03@§ gous peRt achl ide (2. 689 o

é 86mol ) in of porti®h. The xture vvgsclhen at ed
“T9 100€ for 2.5h, Afteri§doling: the exgess of
p(hosphér ous oxycj'bl or i deEw& remayed in v&g@o andt he

result ing  m xt (& was Hsed cr ud/Q wi t houf ™

char—acfgeﬁ—sah I\/Et"hvd—Z‘Z—(Cound—)Oﬂ—)—' Q
S5INitr& 2-(thio en- 2-yl ) benzo {dpoxazole A m xt of

C%chl 0rg0- 5- nltrobgnzo[d] oxazol e T404ng, 2. 04mol )%

»>—S

P4

XIX

(tri @utyl stannyl)- thiophene (658L 2. 04mmol )

traki“s(tri phenyl phosphi ne) pal | adi um (0) (40.8ng) g n
dpoxane (12. 2nL§” yas heated at 100C for 16h under
nitrogen. Ethyl ;a@etate was added, the organic |ayer
was washed V\Athov@ter, dri ed over anhydrous MgSOH and
evapor at ed.

»—Cl

0]
/
N

O,N” C
XX

RSnBus, Pd(PPhs)s
Dioxane, 100°C, 16h
Method 22

R

O,
p)

N

|

O,N” C :
XX



The resulting solid was purified by colum

chromat ography eluting with ethyl acetate/hexanes
waos0Imbe, and then purified by reverse phaseP®PGB2600/050055

afford 3ng (2% of the tit33e product (LCVMS RT=

6.95m n) 1H NWR (DVSO): 8.54 (1H, d, J 2.2 Hz), 8.27

(1H, dd, J 9.0 2.3 Hz), 8.04 (1H, dd, J 5.4 1.2 Hz),

7.93 (1 H d, J 9.0 Hz), 7.69 (1 H dd, J 3.7 1.2 Hz),

7.29 (1 H dd, J 5.4 3.7 Hz) W 2007/091106

PCT/ GB2007/ 050055 137 H NH2 PPA, 130C, 16h (Met hod
S-Nill)omnmd]@azolﬂg(ﬁl)l-thhmlﬂ OOH XXIl  XXlIla R=NO2 °

In )éé%dr R?{:leg k&‘ole pr?_ﬁﬁa\u)ef (FRE} % 055621 9%{' | gélne?(%l r #Iéterocycles

200%t600036273, 4 @&pmwhdﬁ‘ 2Xafhiho-4-nitrophenol (1.54g, 10mmol) and potassium

O- fﬂ“%fnla%feﬁmgatﬁ ﬂ gfee%kﬁ%lﬁ&n@b REEdinG KoL ya stifred 8pl20°C

foﬁ’\ﬁﬁ ean@dﬁé?ﬁat%ém@bﬂﬁ&ﬁﬂﬁ@ﬁﬂzl%ﬁe% SolMivREpd 2P Mo water and
3.67mml) and 4-am no- gqlqdiydroxybenzm C aci d (562ny,

aq@eogy nisgrochlagiedacihewpse @ 1}16 reswiting epraeipitath ewash eollested by

ﬁlt&e?t o}l3 gv%sl%:gr ﬁl@ I?hlut-ghﬁug&!lsu%% Lo %J‘c? nfoﬁgxg&? gg'v%t and then

e resulting e was dI ssol ve
drled hytlhe asminat @caelaffad 38g (84%hofNh2 GIB conmpmindaqueous

' QN P BT TafT e 5 P 1) Pyt G L LB 7 am

ddanydroug) MSO4 and evaporated. The resulting solid
was

Method 16 (Compound XV)

2-Morpholino-5-nitrobenzo[d]oxazole

S-nitrobenzo[d]oxazole-2(3H)-thione (98.1mg, 0.5mmol) and morpholine (66uL,
0.75mmol) in tetrahydrofuran (3mL) were heated at 150°C for 15min in the microwave.
After cooling, the mixture was poured into water and extracted with ethyl acetate. The
organic layer was washed with brine, dried over anhydrous MgSO,4 and absorbed on
silica. Purification by column chromatography, eluting with ethyl acetate/hexanes 25:75
v/v affords 115mg (92%) of the title compound.

'"H NMR (DMSO): 8.10 (1H, d, J 2.3 Hz), 8.00 (1H, dd, J 8.8 2.4 Hz), 7.66 (1H, d, J 8.8
Hz), 3.76-3.72 (4H, m), 3.67-3.64 (4H, m)

Method 17a (Compound XVI)

2-Morpholinobenzo[d]oxazol-5-amine
A solution of 2-morpholino-5-nitrobenzo[d]oxazole (130mg, 0.52mmol) in ethanol/water
1:1 v/v (10mL) was treated with sodium dithionite (182mg, 1.04mmol) at room

temperature and then refluxed for 16h. After cooling, the mixture was diluted with water



purified by colum chromatography eluting with ethyl
acet at e/ hexanes 50:50 v/v to afford 260ng (28% of

wo b@7ptibe conpound (LCMS RT= 6. 14m n, MN 254. ROT/GH2089850055
(DMSO): 13.07 (1H, s), 12.48 (1H, s), 7.61 (1H, d, J
8.3 Hz), 7.35 (1H, s), 7.24 (1H, s), 6.19 (1H, dd, J
8.52.2 Hz), 6.12 (1H, d, J 2.1 Hz), 5.59 (2H, s),
2.32 (3H, s), 2.30 (3H, s) WO 2007/091106

anE S ARAARH &ﬁﬁod%étatelﬁe Hohni€ %PHQQ&&FAV%WM%M MgSO,4 and

prepared followng the s eral nmethod
evapotg@edviot dhiprd ASmg (300pied the t)tlelcompbellt£to [d] imidazole

miHR sty B T3 hy, g. 60 HE & DA Uin 6358y ddsa 22
H2))4.80/ (2B s){ 3273-3.@HAHY ), 2553.50 34, 8)

2-(6-Nitro-1 H benzo [d]imdazol -2-yl)phenol LCVS RT=
6.48m n, M+ 256.0; 1H NWVR (DMVSO): 13.50 (1H, br),

Mét%o&(iﬁ}c_tkmgsdndx&n% (1H, s), 8.20-8.14 (2H, m), 7.84
48-7.43 (1H, n), 7.12-7.04 (211,

2- (4-Chl orophenyl )-6-nitro-1 H benzo [d]im dazol e

NE%V%]@J ggf@xeé'iﬂ‘ @m%%ﬁe ,9_\‘25 dmg 9 gﬁs O?j, } 38?2 (Hgl

ToS. 21 sspehsiat, of Bl-@- éhlé}olbﬁ])zyl) “B-18dolfehib[dfbxazbl-2-dnihtz ) (150mg,

o ot stol g Yy (PRS2 S0°C S e ammpgtum chloride
(53%n%5r0hhhb 0 itoRen gl b Bbdaal oy DRRRD) Th0ing mixure

In eth acetate/water/acetic aC|d 1:1

wag/stirrod e“crr)dh_at Meks. éﬂ@re@om | ctiadil @aetatn wasradded gndstig )solutlon was
t
poBl8 00% ko VERSElcyRts BUBHE AL 8 BURAILA b, e

en, and
ovtthenhyidesfus MESOs amd cvapdeateda y’ﬂwoge&dtlﬁg) isolh wa?.'t’;mrlﬁedi dtyi golumn

ves s. final. urged,three_t] W th .nitro
chyS ey i o S A s o0V e Ny ) of e
utmsﬁp&mdvuKJMsun&lsmﬁlamrﬁhe)or gani c | ayer was

washed with saturated aqueou he conbin

HoNB{Bﬁ |(9MS£/)S 820 He taif P oH@v 8#257&@/%&%) WécﬂHaﬁdJ 8.4 Hz),
ﬁoaa}i r ongfesezo ARSHL,UIgW2 391H) . ﬁ??ﬁg{ 4i46R8HDY, 7 6.2 Hz)

unn it ography ‘el uting wt
acet at e/ hexanes 2:1 v/v to afford 60ng (76% of the

mbinbh 55 SEORG0AR KVfS RT= 5. 30min. M 226. 1)

2-(4-Chlorobenzylthio)-5-nitrobenzo[d]oxazole

To a suspension of 5-nitrobenzo[d]oxazole-2(3H)-thione (196.2mg, 1.0mmol) in
chloroform (10mL) was added triethylamine (278uL, 2mmol) followed by 1-
(bromomethyl)-4-chlorobenzene (226mg, 1.1mmol). The reaction was stirred at 60°C for
2h. After cooling, the reaction was diluted with ethyl acetate, washed with dilute aqueous
hydrochloric solution and brine. The combined organic layers were dried over anhydrous
MgSO,4 and evaporated. The resulting solid was purified by column chromatography
eluting with ethyl acetate/hexanes 1:10 v/v to afford 250mg (78%) of the title compound
(LLCMS RT= 7.64min)



1H NV\R (DVMBSO): 13.28 (1H, br), 12.63 (1H, br), 7.72
(1H, d, J8.4 Hz), 7.33-7.28 (2H, m, 6.99-6.94 (2H,
WOR07089iA86 6. 58 (2H, m, 5.12 (2H, s) WO 2007/ OBAGB2007/050055
PCT/ GB2007/ 050055 139 Metdsod 25 (Compounds XXHI)
N-(2-p-Tol yl -1H benzo [d]i m dazol -5-yl)butyram de To a
solution of 2-p-tolyl-IH benzo[d]im dazol -5-am ne
(150rrg, 0.67mml ) in pyridine (lIOr) at room
ﬁm@mﬁﬁ 8‘@?@#4@9‘2@%&& B’bﬂﬁh Qd 98.9077 ) ), 7:92 (1H,d, 7 9.0

0. 74nmo The esufting ‘mxture was stirred room
HZt),eT@%@éL dr-éS Hatz).17642 (2B, dyJ 8.48).4.€7 (Rdk shdded and t he
organic |ayer was washed twice with saturated aqueous
copper sulfate, followed by sodium bicarbonate and
Méthod @9 (ToepoewdXVEH) or gani c | ayers were dried over
anhydrous MgSO4 and evaporated. The resulting solid
was purified by colum chromatography eluting with
2-@ALENbrdifeh Elﬁ@%ffﬂﬂ&f%x?ﬂﬂ-@onﬂﬁﬁ to afford 56ng (28%
of the title conpound RT= 6.96m n, M+ 294.0)
To g-suspirsiomioEd)(4-chiprdg tlhm)@rr)ltrol@nsq[dlomzols §22021208.76moEl) in

ol o ) 3 Ay ol b Aef

folldmyedAdyl uo:opmidm (92hg] B)MMOB Pheresulang hixtlnew asgtitraé for 4h at

hod -p-Tolyl -LHDb
00°G TR TRGTE. stFyl feiise, i pdiind b o, s en was psssed through a pad
of Mé'ﬁ?eg"rTﬂe oﬂg'am pbmhen Ivaskoll WittiibriRe, Mrie® 09dr dnhitiross MgSO,
08- 8.01 (3H, QO 750728(4H n), 4.03 (1

g, J
an¢ egapcza}ted $0 gﬁ‘m(dg m) (94%0)19 the mtlecpomyogn@(L S RT= 6.54min,
MP&? )4 Chl or ophenyl ) - 1H benzo

d[1 m’dazol - 5-yl ) butyram de LCM5 RT= 5. 54nin,
"HWMRLAMSO) RER(JHDMSOR:7 H2), B30 (AH,d, brr8)5 He), 906 (1, d,5)8,7 Hz),

67?‘1(?!?‘ Mﬂ‘f%gls(ug,ﬁ g!f)rsgzgng%%&H ) ;5%(5%&3) 7.53

1.71-1.58 (2H, m, 0.94 (3H t, J7.5 Hz)

N-(2- Phenyl -1 H-benzo [d]im dazol 5-yl )i sobutyram de
M 280.0;'"H NWVR (DVSO) : 12.80 (1H,

br), 9.85 (1H, s), 8.16- 8.09 (3H, n), 7.58-7.47 (4H,

m, 7.28 (1H, d, J8.1 Hz), 2.68-2.60 (1H, n), 1.13
N-(Z%{4-CtilordbengyBhippienyudd R3x8 7015yl J:@6tapG@d¢ GB2007/ 050055

T01a4s(()>1ution of 2-(4-chlorobenzylthio)benzo[d]oxazol-5-amine (8§7mg, 0.30mmol) in dry

pyridine (3mL) at room temperature was added acetyl chloride (21uL, 0.30mmol). The
resulting solution was stirred at room temperature for 16h. Water was then added, the
precipitate was collected by filtration, washed with diluted aqueous hydrochloric acid and
then with water. Trituration with diethyl ether afforded 40mg (40%) of the title
compound (LLCMS RT= 6.40min, MH" 333.1)

"H NMR (DMSO): 10.08 (1H, s), 8.01 (1H, d, J 1.8 Hz), 7.58-7.52 (3H, m), 7.43-7.35
(3H, m), 4.60 (2H, s), 2.06 (3H, s)

The compound below was prepared following the same general method.

N-(2-(4-Chlorobenzylthio)benzo[d]oxazol-5-yl)isobutyramide



N- ( 2- Phenyl - 1H benzo [dl i m dazol -5-yl ) butyram de LCMS

RT= 5.32m n, MH280.0;'H NWVR (DVMBO): 12.77 (1H, br),
w@200/00tby s), 8.15- 8.12 (3H, m, 7.58-7.45 (BEH/GBR07/050055

7.26 (1H br), 2.31 (2H, t136J7.1 Hz), 1.71-1.58 (2H,

m, 0.94 (3H, t, J 7.5 Hz)

N- (2- (4- Chl or ophenyl ) - 1H benzo

[dlim dazol -5-yl)isobutyram de LCMS RT= 5. 71ni n,
Léﬁsiif—@ ooﬂnh\"\ﬁ}ﬁr;)@%@} 161% Wﬁ( ZH%I%MSS))? %6 ﬁ;ﬁi) 8§ éé&'a(ﬁ)d J1.8
sz,,758 858 (3d) m),77.4397.89 K3H.dn), 3.68. (8HH2)) 2.63- 26@(121 60, [.1H(6H, d,
J% éBlS (6H, d, J 6.9 Hz) WO 2007/ 091106

482007/ 050055 141 v)" \z 0 Z=cF 0 00 00 C™m
d 0=( Ou OON 1 zW) o 2rn3 02 202Z coz
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Method 21 (Compound XX)

2-Chloro-5-nitrobenzo|d]oxazole

To a solution of S5-nitrobenzo[d]oxazole-2(3H)-thione (2.52g, 12.86mmol) in
phosphorous oxychloride (21mL) was added phosphorous pentachloride (2.68g,
12.86mmol) in one portion. The mixture was then heated to 100°C for 2.5h. Afier
cooling, the excess of phosphorous oxychloride was removed in vacuo and the resulting

mixture was used crude without characterisation.

Method 22 (Compound XXIT)

5-Nitro-2-(thiophen-2-yl)benzo[d]oxazole

A mixture of 2-chloro-5-nitrobenzo[d]oxazole (404mg, 2.04mmol), 2-(tributylstannyl)-
thiophene (648uL, 2.04mmol) and tetrakis(triphenylphosphine)palladium (0) (40.8mg) in
dioxane (12.2mL) was heated at 100°C for 16h under nitrogen. Ethyl acetate was added,
the organic layer was washed with water, dried over anhydrous MgSO, and evaporated.
The resulting solid was purified by column chromatography eluting with ethyl
acetate/hexanes 10:90 v/v, and then purified by reverse phase HPLC to afford 3mg (2%)
of the title product (LCMS RT= 6.95min)

'"H NMR (DMSO): 8.54 (1H, d, J 2.2 Hz), 8.27 (1H, dd, J 9.0 2.3 Hz), 8.04 (1H, dd, J
5.4 1.2 Hz), 7.93 (1H, d, J 9.0 Hz), 7.69 (1H, dd, J 3.7 1.2 Hz), 7.29 (1H, dd, J 5.4 3.7
Hz)



O 2~00) CNoo0OO O Nr Ovybwo rn+UZ
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wQo@7/0988d 06 PCT/ GB2007/ 050055 142 Method 26PCT/GB2007/050055
(Conpound XXIV) 2-Am no- 4- 187t r obenzenet hi ol
2-Fluoro-5-nitroaniline (1g, 6.41mol), sodium sulfide
nonahydrate (1.7g, 7.05mmpl), sodium bicarbonate
(600my, 7.05mmol) and water (15nL) were conbi ned and
heated in the mcrowave at 125C for 5mn After
iNRig,  dli chl or omet ANBORatSh distheds3) ang [gani c
R ayl r was vvashevq wi th 2M aqueous hydroc 2_ tid and
en™¥rine. o€ conbi ned organi c | ayers vvere dri ed
over anhydr ous WySO4 and evaporated to affof¥ 1.1g
(33% of the title conmpound.

XXlla R=NO,

XXilb ReNH, ) (Method 24)

R4,COCI, pyridine, rt,
160 (Method 25)
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H

a N
HN— —R
< @N/ °

R, XXIll

Method 23 (Compounds XXII)

5-Amino-2-(5,6-dimethyl-1H-benzo[d]imidazol-2-yl)phenol

To polyphosphoric acid at 130°C were added 4,5-dimethylbenzene-1,2-diamine (500mg,
3.67mmol) and 4-amino-2-hydroxybenzoic acid (562mg, 3.67mmol), and the resulting
mixture was then heated to 130°C for 16h. The solution was then poured into water and
the resulting precipitate was dissolved in ethyl acetate and washed with Na,COjs. The
aqueous layer was separated and extracted twice with ethyl acetate. The combined
organic layers were dried over anhydrous MgSQ4 and evaporated. The resulting solid was
purified by column chromatography eluting with ethyl acetate/hexanes 50:50 v/v to
afford 260mg (28%) of the title compound (LCMS RT= 6.14min, MH" 254.1)

'"H NMR (DMSO): 13.07 (1H, s), 12.40 (1H, s), 7.61 (1H, d, J 8.3 Hz), 7.35 (1H, s),
7.24 (14, s), 6.19 (1H, dd, J 8.5 2.2 Hz), 6.12 (1H, d, J 2.1 Hz), 5.59 (2H, s), 2.32 (3H,
s), 2.30 (3H, s)



1H NV\R (DMBO): 7.61-7.55 (2H, m), 7.47 (1H, d, J 8.2
Hz), 7.31 (3H, s) Method 27 (Conpound XXV)

wa@z2¢2/0ahber ophenyl ) - 5- ni trobenzo [d] thi azol e PCT/GB2007/050055
2- Ami no- 4- ni trobenzenet hi ol38( 315ngy, 1. 85nmol),
2-chl orobenzoic acid (290ng, 1.85mmol) and Eaton's
reagent (5nL) were conbined and heated in the
m crowave at 130C for 10m n. After cooling, the

Al othpUunddBeloROVEre Dripired YeWing Dt sl deh&dl HietHba® M
aqueous sodi um hydroXxide to give a precipitate, which
was filtered off and dried to afford 530ng (98% of

itlhe. H NVR. : 8.93 (1H, d, J 2.2
L@th&h@_ﬁg%@ﬁﬁf&g Bd‘ﬂ%’eﬁzﬁ@f‘g‘%% (1H a8 s s
LCEMB, R'B= 387 MIA 25417 'H NMR (BMSOY: 133207(1A5b6)198B1 (H, s), 8.21-

519 B en 5783 Al i naR/ 1S GHBVR, PRGN e To

2-chloro-5-nitroaniline (2g, 11.59mmol) in pyridine
(5nmL) at roomtenperature was added 4-nethyl benzoyl
2-(6HNitro- tid-henzd dlimidazol-24ybphenolf ol | owed by pyri di ne

- .m I t ' d r
QAT KB e e PR BB 180 KB B 2q g oo
8.36h@H, $)p8.00i8014 (RH, mi)Ve84A( 1BE, dry RB8HH) 7.48M43 i1 Hyas), 7.12-7.04 (2H,
filtered off and washed twice with ethyl acetate, and
M} hen hexanes. The resul ti ng solid was then washed with
aqueous sodi um bi carbonate, WO 2007/091106
PCT/ GB2007/ 050055 143 1M aqueous sodi um hydr oxi de,
2-(Acc Wprophenyld-bnitre-ki-banzofdlimidazaly 429 of the title

. 1 , (18 qd
LHIREOR g3 TSP GG 2o 3 il 43
HZA, 82HP2H, d7J 8.6 HA), $21 (1H,Hd8J 8.9+23 Hzy, 733 (1R, JB8.9 38.),07.75 (2H,
d H§), % 41 (3H, s) Method 29 (Conpound XXV)

- $3NHAo- 2. p-tol yl benzo[ d] t hiazol e Sodi um sul fide
nonahydrate (875ng, 3.78mmol) and sul fur (120ny,
3.78mmmol ) were _heated until nolten. The water was

M s¥ogen to give a solid. The obtained
solid was added in portions to
N- (2- chl or o- 5- ni trophenyl ) - 4- met hyl benzam de (1g,
2-(5-Avhimop] -bienzaltliomddzol-2¢hphend 85C. The sol uti on was

o R Bl P60, SRS, S, oo
acdthibivatelabstic @ed1:a10001 Whe (@omb) Ras addeddalladilmdyedr Girbudr (@5mg).
Thg rrieai:giog \\/Igsrselavg!:sygl{rggdsﬂlrl\é%%%esavgi%h nitrogen, followed by three times with
hydrogen, and then left stirring under hydrogen for 2h. The reaction vessel was finally
purged three times with nitrogen, before filtration on a pad of Celite®, which was washed
with ethyl acetate. The organic layer was washed with saturated aqueous NaHCO;. The
combined organic layers were dried over anhydrous MgSO, and evaporated. The
resulting solid was purified by column chromatography eluting with ethyl
acetate/hexanes 2:1 v/v to afford 60mg (76%) of the title compound (LCMS RT=
5.39min, MH" 226.1)

'"H NMR (DMSO): 13.28 (1H, br), 12.63 (1H, br), 7.72 (1H, d, J 8.4 Hz), 7.33-7.28 (2H,

m), 6.99-6.94 (2H, m), 6.71-6.58 (2H, m), 5.12 (2H, s)



evaporated. The resulting solid was purified by colum
chromat ography eluting with ethyl acetate/hexanes
wa oMby to afford 400ngy (43% of the title PONVEBRWA050055
1H NVR (DVBO): 8.81 (1H, d139J 2.2 Hz), 8.45 (1H, d, J
8.8 Hz), 8.29 (1H, dd, J 8.8 2.3 Hz), 8.06 (2H, d, J
8.2 Hz), 7.44 (2H, d, J 8.0 Hz), 2.42 (3H, s) Method
30 (Compounds XXVI1) 2-p-Tolyl benzo
[d] thiazol -5-am ne 5-Nitro-2-p-tolyl benzo[d]thiazole
(400rTg, 1. 48rmo|) was suspended i n ethanol /water
] gndscXHE) at 80C. Anmoni um chl ori de (160ny,
2. 96nnn|) and iron powder (414ng, 7.40mmol) were
added to the suspension, and the m xture was | eft
N-62-p+Tolyld Hrbe4d{d[iaidaZz6ls-pl)buty i aideool i ng, t he sol ution

TSl U P ORaL S Ao 1oy o7 pe i gyridine

(1GhDPRbondBsnpeif@R Wa@%&ﬁd%%l%l&ﬁ@‘@?mm 9. ﬁﬁiﬁﬁﬁ}l She resulting
| ayer was extract ed with et'hyl acetate. nbi ned

migfugawhcstirepyd @t roopetempgratusel fog\€h. I%thﬂmmtsrswwtg@@ﬂ anddhe organic

R e T

bldafﬁ%.%ﬂbfﬂamﬁﬁcorﬂMrﬂed o mla(yarsrs@)re dfie® bvdr2ihydtousIMgSO4

&ﬁyapmz&edl §ug i sgld %aﬁgﬁrlﬁ;%)bﬁo o iy el Giraghy)éigting with
ety hcetieRdxdndi1503D v/ 13 ArforiHs6rag (F8%) 6P MHROMI SorRsiudd (LCMS
were prepared follow ng the sane general nmet ho
RE= efemi, BB 294 t hi azol - 5- ami ne LOVS RT= 6. 11 m n,

1 1
HIRUGE OMAORT it b il 3 s oflon il 3.4 Waﬂ ™)
2.38.(3H, §)1B131 AH, t)J B3 612, 1370-It $8 (Z1,38), ()2|4| (3Hst) J 7.4 Hz)
2- (4- Chl or ophenyl) benzo [dl t hiazol -5-am ne LCMS RT=
6.72m n, M+ 260.7; 'HNWR (DVBO): 8.04 (2H, d, J 8.7
All’E()m otnd?s belbW, werd prépdte folfolwing tielsainétdenékal hethod. Hz) ,
7p(111 d J 2.0 Hz), 6.80 (111, dd, J 8.6 2.2 Hz),
5 35 (2H, s) 2-(2-Cnl orophenyl)benzo

AR T 0555,
LOMSRT= 683 {MI 29471 58 NBOTOISP)rA2, 671 DZbO 1881 GIH, ), .05-
8.015381, H8) 756788 (iitin) Yoz 981§, s A bR/ s £ B0, 4, 7 6.8

Hz)

N-(2-(4-Chlorophenyl)-1H-benzo[d]imidazol-5-yl)butyramide

LCMS RT= 5.54min, MH' 314.0; "H NMR (DMSO): 12.85 (1H, br), 9.90 (1H, s), 8.14
(3H, d, J 8.6 Hz), 7.62 (2H, d, J 8.7 Hz), 7.53 (1H, br), 7.25 (1H, br), 2.32 (2H, t, J 7.1
Hz), 1.71-1.58 (2H, m), 0.94 (3H, t, J 7.5 Hz)

N-(2-Phenyl-1H-benzo[d]imidazol-5-yl)isobutyramide

LCMS RT= 5.32min, MH" 280.0; "H NMR (DMSO): 12.80 (1H, br), 9.85 (1H, s), 8.16-
8.09 (3H, m), 7.58-7.47 (4H, m), 7.28 (1H, d, J 8.1 Hz), 2.68-2.60 (1H, m), 1.13 (6H, d, J
6.9 Hz)



2- (3-Cnl orophenyl ) benzo [dl thi azol -5-am ne LCMS RT=

6. 79m n, M+260.8; 1H NVR (DMSO): 8.05-8.04 (1H, m,
wQ@206/0¢0tby dt, J 7.0 1.7 Hz), 7.74 (111, d, Jr8I/6BRiy/050055

7.64-7.55 (2H, m, 7.19 (114, d, J 1.7 Hz), 6.82 (111,

dd, J 8.6 2.2 Hz), 5.37 (2H, s)

2-(3,4-D chl orophenyl )benzo [d] thiazol-5-am ne LCVS

RT= 7.49m n, M# 294.9; 1H NWR (DVMSO): 8.24 (1H, d, J

2.1 Hz), 8.00 (1H, dd, J 8.4 2.1 Hz), 7.82 (111, d, J

8.4 Hz), 7.76 (111, d, J 8.6 Hz), 7.20 (111, d, J 1.9
N-(2-Phenyd-184b¢nize] d] tnidazol$-@)uterapifle 5. 41 (2H, s)

LOYSH TR 108 peR ERYh HACRAR aMSHY Bl mr BN G I, . 6.15-

8. M@Hzﬁg 058115 IR rﬁprvsa) (1H8bOR. S LEH, ddl 7.9 Hé)gl 11-6.581)H, m),

Sé hl—%dJSOl Hz), 7.78 (1H, d, J 8.6 Hz)
097‘( b H2 3 8.0 Hz), 7.22 (1H, d, J 2.0 Hz)687
(1H, dd, J8.6 2.2 Hz), 5.38 (2H, s) Method 31

_ﬁConpounds XXVI '] N- (2- p- Tol yl benzo [d]
N-{Ir(4a&blorepheanyhckH-bemrodidinyisiagol Yl)isqrhirtymmide

Léyrg-%fjﬁéw%ﬁﬁyﬁ] IQL()ggﬁ:l\tima 5 Was adgéij&g@t ryPSlS'

8.10nBH; in)€7.65@H, d0J BB .52 THE &, g8u8 Hizy)§.29r(l K} dyrjes. Mﬂs) 2.66-

tirred a ature for 2 days. Ethyl acetate
2‘3thgﬂgéﬁt%%@fHL%gggﬁéanic | ayer was washed with
saturat ed aqueous copper sulfate, followed by aqueous
sodi um bi carbonate and finally with brine. The
conbi ned organic |ayers were dried over anhydrous
MySO4 and evaporated. The resulting solid was purified
by col um chromat ography eluting with ethyl
acet at e/ hexanes 50:50 v/v to afford 25ng (18% of the
title conpound (LCVMS RT= 7.10m n, M+ 311.0) 1H NMR
(DVMSO): 10.12 (1H, s), 8.43 (1H, d, J 1.8 Hz),
8.02-7.96 (3H, m, 7.58 (1H, dd, J 8.6 2.0 Hz), 7.38
(2H, d, J 8.0 Hz), 2.40 (3H, s), 2.35 (2H, t, J 7.5
Hz), 1.72-1.60 (2H, m, 0.95 (3H, t, J7.4 Hz) Al
conmpounds bel ow were prepared foll ow ng the sane
general nmethod. N-(2-p-Tolylbenzo
[d] thiazol -5-yl)isobutyram de LCMS RT= 7.06m n, Mt
311.0; 1H NWMR (DVSO): 10.08 (1H, s), 8.44 (1H, d, J
1.3 Hz), 8.03-7.96 (3H m, 7.60 (1H, dd, J 8.7 1.6
Hz), 7.38 (2H, d, J 8.0 Hz), 2.69-2.60



(1H, m, 2.40 (3H, s), 1.15 (6H, d, J 6.8 Hz)

N- ( 2- Phenyl benzo [d]thi azol -5-yl )i sobutyram de LCMS
wW&Te07096H66r1 N, Mt 297.0; 1H NVR (DVSO): 10. 07 PaFGB2()07/050055

8.47 (1H, d, J 1.8 Hz), 81411-8.07 (2H, m, 8.04 (1H,

d, J 8.6 Hz), 7.64-7.56 (4H, m, 2.70-2.61 (1H, m,

1.15 (6H, d, J 6.8 Hz) WD 2007/091106

PCT/ GB2007/ 050055 146 N-(2-(4-Chl orophenyl)benzo [d]

t hi azol -5-yl )i sobutyram de LCM5S RT= 7.42m n, Mt

331.0; IHNWR (DVSO): 10.08 (1H, s), 8.47 (1H,,x

1.9 Hz), 8.10 (2H, d, J 8.6 Hz), 805(1H d %7

Hz), 7.67-7.61 (3H, m, 2.70-2.60 (1H, :

d, J 6.8 Hz) N (2-(2-Chlorophenyl)benzo [d]

t hi azol -5-yl )i sobutyram de LCMS RT= 6.99m n,

330.9; IHNWR (DVSO): 10.12 (1H, s), 8.55 (1M=(d, J

1.9 Hz), 8.25-8.22 (1H m, 8.10 (1H, d, J 8.8=H),

7.74-7.55 (4H, m, 2.72-2.63 (1H m, 1.17 (E§F§D d, J

6.8 Hz) N-(2-(3-Chlorophenyl)benzo [d]

t hi azol -5-yl )i sobutyram de LCMS RT= 7. 34m n, M+

330.9; IH NWR (DVSO): 10.11 (1H, s) 8. 50 (1H “%' J
1.7 Hz), 8.13-8.03 (3H, m, 7.69-7.60 (3H, m I _
2.71-2.62 (1H, m, 1.17 (6H d, 36 8 Hz) 5|5
N-(2- (3, 4-Di chl orophenyl ) benzo o) ¥ 2
[dl thiazol -5-yl)isobutyrani de LCMS RT= 8. 21nid/| SN&V
364.7; IHNW (DVvsO: 10.11 (1H, s), 8.52-8.50 SE;7[H,
.85

m, 8.30 (1k d, J 2.1 Hz), 8.10-8.04 (2H m,
(

1H, d, J 8.4 'Kz), 7.69-7.64 (1H nm), 2.71-2.64 (1H
m, 1.17 (6HS& J 6.8 Hz)

N (2- (2, 3- Déhl rophenyl ) benzo

[dl thiazol - Sz_ylm i sobutyram de LCMS RT= 7. 62m n,nE»I\/I—H
364.9; |H NI\/I%(;‘%DR/ISO) 10,12 (1H, s)g 8.55 (1H, <
1.7 Hz),£8. B4-8E10 Z2HL ), 7.88 ($H dd, J & )?%l
Hz), h67°(1 gaé J 2.0 Hz), 7£58 (1H, 08
Hz) , 2@)2. (14, 1%15 (6H, dS J6.8 Hz)

2007/ 0 6 PCT/ GB20 50055 147 '$S +Cl Pyri e.

/
DCM / S-a g Lawessons, T@g uene iS S art 90m n 116,
/ NH2OMet hod 32 N Méth d§3n&’N\

Eaton's reagent, micro;

Method 27

Ethanol/Water (2:1 v/v), 1h, 80"C|_|2
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o
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cl

NH,
O,N” i /
O,N” : N
XXV

Nazs 9H20, S
Ethanol, 85°C, 3h
Method 29

O,N” C :



C H~C H~C XXIX XXX K3Fe(CN)6, Ethanol iS S

nCPBA, DCM_ Me02S S NaCH, 90 rt, 3h Method 34 C, 30m n
w0 20070911@ Method 35/ \ G N N XXXI XXXI| RMT/G8A003250055

( Conpound XXI X) 142

4- Chl oro- N- (4- (et hyl t hi o) phenyl ) benzam de To

4-(methylthio)aniline (I nm, 8.19mmol) in

di chl oronet hane (20n.) was added pyridine (2ni,
M&ﬂo@ﬁ.@&mg(ﬂﬁﬁlfﬁﬁﬁ?“ ng solution was cooled to 10-15C
—and 4- Zzoyl chloride (1.14ni, 9.00nmol) was

added over 5mn. The m xture was stirred at room

epperature for 90mn. The precipitate was filtered
2'%‘?’1’”;? '&%‘éﬁﬁ%@en\/z\ne?eﬁgmrdq chl or omet hane, 1M aqueous sodi um
2-Triyekiochehitk@arsitihe {120 16.41 Atndl )y sadiunansil fidy dorabhdiatel @ .7gadi08mmol),

I LR S O RTINS £
the/ micGow &3 atth259C ForB5ki) Afér @éolh{g-,z ichfbronleiBarte k9 addéd . 2shd the
(2H, d, J 8.8 Hz), 2.47 (3H, s) Method 33 (Compound

orgaxjq) layar @iab ovashed (with( At peticoes bydraeligti seidzanchihsarhirine. The

coffo K OFER BB e et oo RUNSIOPa B304 gt pyported to afod
1.13 (B8%iof the sidld compoundson' s reagent (875ng, 2.16mmol) in

RSO ThE R A Pty A bl Gl

resulting solid was purified by colum chromatography
el uting usi a gradi ent (hexanes to ethyl

e

2 Y &0 omy X¥)70 v/v) to afford 503ng (48% of

the title conmpound. LCMS RT= 6.98m n, M+ 294.1; 1H
NVR (DMBO): 11.80 (1H, s), 7.85 (2H d, J 8.6 Hz),

2-(2-Clofrdengl)-5dnifroBerin]d]thiazole (2H, d, J 8.6 Hz), 7.33

2o Laichudinttibs VB398 | DR8P TLRRALIZ 0BT some,
1.8 mirfol Bhd EQleR 8Ehgent (InEY Wire tdohirdedning Heblkd fih &0 rdwave at

a solution of potassium hexacyanoferrate(lll) (670ng,
13Q°_Coﬁﬁﬁgqnin. iAfteaeding( the{nyixtyre was poured into water and basified with SM

aqueous sodium hydroxide to give a precipitate, which was filtered off and dried to afford
530mg (98%) of the title compound.

'"H NMR (DMSO): 8.93 (1H, d, J 2.2 Hz), 8.53 (1H, d, J 8.9 Hz), 8.37 (1H, dd, J 8.9 2.2
Hz), 8.29 (1H, dd, J 7.4 1.9 Hz), 7.78-7.75 (1H, m), 7.70-7.60 (2H, m)

Method 28 (Compound XXVI)

N-(2-Chloro-5-nitrophenyl)-4-methylbenzamide

To 2-chloro-5-nitroaniline (2g, 11.59mmol) in pyridine (SmL) at room temperature was
added 4-methylbenzoyl chloride (1.6mL, 12.17mmol), followed by pyridine (5mL). The
mixture was then stirred at room temperature for 16h. Ethyl acetate was then added to the
solution to give a precipitate, which was filtered off and washed twice with ethyl acetate,

and then hexanes. The resulting solid was then washed with aqueous sodium bicarbonate,



90C was added dropwi se over 5 mnutes a solution of

4-chl oro-N-(4- (methylthio)phenyl)benzothi oam de
WO 2@0ng1100. 51nmmol ) in ethanol (2nL) and 3M agPEDGB2007/050055

sodi um hydr oxi de sol ution {48.4nL, 4.08mmol). The

resulting mxture was heated at 90C for 30m nutes.

After cooling, the precipitate formed was filtered off

and washed with water to give a yellow solid. The

[ 0 :

IV R0 SO MR oRlG L O a AT DAY o e
compeurdt e/ hexanes 5:95 v/v) to afford 100ny (67% of

[ 0 7 9. ' :
' VB TR Y3 T8, & Bt MY R4 785 P b,
7.98.(@H, §,2r8.2 Uiz),J.8.(THR,).J 8.9 Az} 5 .381(BH, did 8.0 118),8.41. QHLB)) ,
2.58 (3H, s) Method 35 (Conpound XXXII)
2- (4-Chl or ophenyl ) - 6- (et hyl sul fonyl ) benzo [d] t hi azol e
Méthod 25 PC b peinPXX _ _
-(4-chlrorophenyl)-6- (et hyl t hi o) benzo[ d]t hi azol e
(240ng, 0.82mmol) in dichl oronethane (20nL) was added
id (77% i ter, 710ng,
5’@“?@%%6@&%%&@%&0&@? regul tci) Ing \r,:?x?lrﬂ e vvasngti rred
Sodiunr &dﬂdé aomahydtate 876mg, 3 J8mndol) mﬂJaﬂﬁB (32@hgn3.78mmol) were

hydr o sol.uti on was . adde
e R aneleE T RS o redr W FtoRHio BF G spE Thg gbtained
soN@ Swdsh 8ddeaa s §drtidink hiol M-@UHERYS -SREpHEAY]) ANHERNbamide (1g,
solution, dried over anhydrous MySO4 and evapor at ed.

3. Afmenolp dny thang) (2OMLY aWBS’C. The rspluian [was cstired @mBAGH fast Ty |After

oo 2k g o 0 e BT oGy R gy i

ethydl ,acdate. Tho.codniimed Sgdéic (layd;rs ciatre drigd ®ver Bnhsliqus MgSO4 and

G0 0770 1 OB BTN GYifoRam Sgeosay e wih

eth@{ I@d‘d%ate/ﬁ‘égaﬁééﬁ( lmg t({ ﬁ}f&écl:l aO@thQZIEl%) of the &/ cobfpdfimd. 15m n
t hod
IH'NMR (DMS0) 8,80 (5 O, 722 K0y, 805 (1H, d, J 8.8 Hz), 8.29 (1H, dd, J 8.8 2.3

Hz), 8.06 (2H, d, J 8.2 Hz), 7.44 (2H, d, J 8.0 Hz), 2.42 (3H, 5)

Method 30 (Compounds XXVII)

2-p-Tolylbenzo[d]thiazol-5-amine

5-Nitro-2-p-tolylbenzo[d]thiazole (400mg, 1.48mmol) was suspended in ethanol/water
(8mL/4mL) and heated at 80°C. Ammonium chloride (160mg, 2.96mmol) and iron
powder (414mg, 7.40mmol) were added to the suspension, and the mixture was left
stirring at 80°C for 75min. After cooling, the solution was filtrated through a pad of
Celite® and the pad washed with ethanol. Water was added to the filtrate, ethanol was
evaporated and the remaining aqueous layer was extracted with ethyl acetate. The
combined organic layers were dried over anhydrous MgSQO4 and evaporated to afford

220mg (62%) of the title compound (LCMS RT= 6.51min, MH" 241.0)



HXXXIII Method 36 (Conmpounds XXXII1)

2- (4- Chl or ophenyl ) -5-phenyl -1 Hindole To a suspensi on
w@bRo05/brieero- 2- (4- chl or ophenyl ) - 1H i ndol e ( 200NBCT/GB2007/050055

0.65mmol ) in dioxane/ watet444:1 v/v (5nlL) was added

phenyl boronic acid (87ng, 0.72muvl) and a few

mlligranms of

tetraki s(triphenyl phosphine)pal | adi un(0). The

U S h | ti r
bl T A e T

7.551(@H, d\Abl @Hz),6.79i (VH, dd, i 2. piH2t %32 R, sh 2Wa<3Hi 9)t er ed
of f and washed with water. The resulting solid was
purified by colum chromatography eluting using a

Alpécmtpcinids bblowewa prepared Yollowdng tit samegeanad mefliod)
v/iv), followed by a recrystallisation from hot ethyl
acetate to afford 21 ny (11% of the title compound

304.1) 'H NVR (DVBO): 11.68 (1H,
21?1&&54%«;3}5?[ gtH anﬁN%HZ ) o 1H( " ?]1 (

L $(RT7 66 mip IMHFT?27 Iz, B5N MS : 8 06-&(&1) (2H7m3,02 %71 ay, d,J
8%&5} gglsngoszz:n@?%@)z’?lé\;l?l 61?6{8 a1r7}el 1947% ddd :}8 612 g ﬁr'%‘é 533 (2H,

s) gener al et hod.
N-(4-(2-(4-Chl orophenyl)-1Hi ndol -5-yl) phenyl )acetam d
e LCMS RT= 6.69m n, MH 361.0; 1H NWVR (DMSO): 11.64

-3 2H, d, J 8 6 Hz 7. 77
2- ((41¢hlog()ph§ﬂ)i19lgen&%£d thﬁzol g aﬁﬁne (4H m 54 ( 2%—|

R¥5 6.72mirg MII1260. "6 HJEN@ éMSOZ) 81)4((%11; d.gtB.7 Jﬂg) 57 72 (1H,

4 355 PR 13 ARl ph Bt 2 BR 0 a9 8.6 221,

535828k pwn-6 | N\ \  THF, rt, 30min O 02N N Met hod 37 R1
N HRIron, NHACl, XXXIV Rl = NO2 Et hanol /\Water,
XXXV R1= NH2 1 70C, 2h Method 38 R1 COCI

2-(2-Chlorophenyl)benzo[d]thiazol-5-amine

LCMS RT= 6.49min, MH" 260.8; '"H NMR (DMSO): 8.19-8.16 (1H, m), 7.76 (1H, d, J
8.6 Hz), 7.69-7.66 (1H, m), 7.56-7.52 (2H, m), 7.22 (1H, d, J 2.0 Hz), 6.85 (1H, dd, J 8.6
2.1 Hz), 5.37 (2H, s)

2-(3-Chlorophenyl)benzo[d]thiazol-5-amine

LCMS RT= 6.79min, MH" 260.8; "H NMR (DMSO): 8.05-8.04 (1H, m), 7.96 (1H, dt, J
7.0 1.7 Hz), 7.74 (1H, d, J 8.6 Hz), 7.64-7.55 (2H, m), 7.19 (1H, d, J 1.7 Hz), 6.82 (1H,
dd, J 8.6 2.2 Hz), 5.37 (2H, s)

2-(3,4-Dichlorophenyl)benzo|d]thiazol-5-amine

LCMS RT= 7.49min, MH" 294.9; "H NMR (DMSO): 8.24 (1H, d, J 2.1 Hz), 8.00 (1H,
dd, J 8.4 2.1 Hz), 7.82 (1H, d, J 8.4 Hz), 7.76 (1H, d, J 8.6 Hz), 7.20 (1H, d, J 1.9 Hz),
6.84 (1H, dd, J 8.6 2.2 Hz), 5.41 (2H, s)

2-(2,3-Dichlorophenyl)benzo[d]thiazol-5-amine



Pyridine, rt, 16h Method 39 RL1 \ N OHR XXXV

Met hod 37 (Conmpound XXXI'V) 1-Methyl-6-nitro-1
waokimaeiies To a sol ution of 6-nitro-1Hindol e (RODGB2007/050055

0.62mmol ) and 18-Crown-6 (180nmg, O0.68mvl) in

anhydrous tetrahydrofuran (2nL) at roomtenperature

was slowy added potassiumtert-butoxide (76nyg,

0.68muol ) foll owed by nmethyl iodide (42L, 0.68muol).
LJMSE?LWtobﬁﬁh AR 564.6."RANMR (OMRO emr UEE Jf'Péil y6Hz) 7.84

Omi n. Tetrahydrofuran was renmove vacuo
(1H,c@d At%0 WesHaddg8,(1-8ndl £ e Hm.ghdd (:lH ayéB Ovida), W@% lied, d, J 2.0

i I i1e.. The conbi ned organic
Hﬁ“a%&@m@?’efgld??g?%v%?é ?riﬁf?jrous MySO4 and evapor at ed
to afford 91ny (84% of the title conmpound. 1H NWR
(CDC13) 8 16 1H J 1.8 Hz), 7.85 (1H, dd, J 8.7

Methgd —VH—IIJ 8.7 Hz), 7.19 (1H d, J3.1
Hz), 6. 43 (1H dd, J3.1 0.9 Hz), 3.74 (3H, s) Method
38 (Co oundXXXV) 1-Methyl -1 Hindo | -6-am ne

N-@2-pekakylbergzofd]thiazolS-yDhwtyramidOny, 0. 51mmmol ), ammoni um

' 300 1
o B o5 Rl St Ry Ricine oL
at aoain ﬂeﬁmbladlratwaEOﬁElded rbdyryl Ahtoeide c(GBILLNQ.50mine])s OThet 'resnlting
was filtrated through a pad. o i , WD 2007/
iRy 8 SOTHDBOTSE LR CH el ReksHAh vt AddRG) and the
organity lay@CRAA s SwiBshRgtaic@ aljidoub icbppertsBlAB, dfo‘llbﬁed by aqueous
organic | ayer was washed with water tw ce.

SO@MI%@@Wu fnally yathdriger Ehajeqnehings erganigy }wryr@ e dried over

conpou%@éjscavﬂlﬁ/g@%ﬁgfbgea ?‘hffgie?&lﬁﬂgg sdi 7 ai é\%‘;ﬂéﬁ Bgt étumn

chfohtdtogrlaphy cBitihg Mzdh, ctify] 2detBe/hOxanddH0: ﬁ() y/v 1@ affdrd(2Dhig (818%) of the
.J8.3 1. L6 H, 4.76 (2H, s),

titlg .°8’6‘P?‘§$%, @“@Sﬁ“ﬁ- ‘%‘@‘ (gﬁﬁﬁ En???js XXM )

TH\WMR {BMS0): 1612 (09) 5)68.43 Y11$ah Ut 18 a5%),B02-7.96 (3H, m), 7.58 (1H,

dd, J 8.6 2.0 Hz), 7.38 (2H, d, J 8.0 Hz), 2.40 (3H, s), 2.35 (2H, t, J 7.5 Hz), 1.72-1.60

(2H, m), 0.95 (3H, t, J 7.4 Hz)

All compounds below were prepared following the same general method.

N-(2-p-Tolylbenzo|[d]thiazol-5-yl)isobutyramide

LCMS RT= 7.06min, MH" 311.0; "H NMR (DMSO): 10.08 (1H, s), 8.44 (1H, d, J 1.3
Hz), 8.03-7.96 (3H, m), 7.60 (1H, dd, J 8.7 1.6 Hz), 7.38 (2H, d, J 8.0 Hz), 2.69-2.60
(1H, m), 2.40 (3H, s), 1.15 (6H, d, J 6.8 Hz)

N-(2-Phenylbenzo|d]thiazol-5-yl)isobutyramide

LCMS RT= 6.56min, MH" 297.0; '"H NMR (DMSO): 10.07 (1H, s), 8.47 (1H, d, J 1.8
Hz), 8.11-8.07 (2H, m), 8.04 (1H, d, J 8.6 Hz), 7.64-7.56 (4H, m), 2.70-2.61 (1H, m),
1.15 (6H, d, J 6.8 Hz)



To a solution of 1-nethyl-IHindol-6-amne (45ny,

0.31mmol ) in pyridine (2nL) at roomtenperature was
wa@daedoiise®but yryl chloride (35L, 0.34nmol). ThBCT/GB2007/050055

resulting mxture was stit46ed at room tenperature for

16h. Ethyl acetate was added and the organic |ayer

was washed three tinmes with brine. The conbi ned

organic layers were dried over anhydrous MySO4 and

N-ezf@pem&s,?.es.c@gﬁmzemtﬁéz& @ﬁn}.&mﬁ@@&t N .

LOMSRT A,428)in, MHO83(.;HH m\mxnmsqmooa (14, 9, 84F£1H, d, J 1.9

rg: £fb o, s 61 dog (B, Je b Penin It 80570280 a1, m,

1.151(6H, ;6.8 Hz)3 (6H, d, J 6.9 Hz) The conpound bel ow
was prepared follow ng the sane general nethod.
N- (1-Benzyl -1 Hindol -6-yl )i sobutyram de LCMS RT=

&%ﬁﬁhﬁro@ﬂ%gﬁﬁe&o[ﬂﬂl%S(}?\@@htyrng&e (1H, s), 7. 90

H 'd,, ]\& 41 (1H, d, J
ﬁRT-9199mnzzM B30.%) H WNMR (PMSO 3(-112rfiH ®,a§5((!LHLd J 1.9

g5 89 (E) wé@ééﬁ%éé&%z)"?gé% G, P23 %4 oﬁﬁ?&m»

1]Z(5HN1,068HZ) Xx 2Zz= OO0 LOZM-c MQ co
"t r It
N-(2-(3-Chlorophenyl)benzo[d]thiazol-5-yl)isobutyramide
LCMS RT= 7.34min, MH" 330.9; "H NMR (DMSO): 10.11 (1H, s), 8.50 (1H, d, J 1.7
Hz), 8.13-8.03 (3H, m), 7.69-7.60 (3H, m), 2.71-2.62 (1H, m), 1.17 (6H, d, J 6.8 Hz)

N-(2-(3,4-Dichlorophenyl)benzo[d]thiazol-5-yl)isobutyramide

LCMS RT= 8.21min, MH" 364.7; "H NMR (DMSO): 10.11 (1H, s), 8.52-8.50 (1H, m),
8.30 (1H, d, J 2.1 Hz), 8.10-8.04 (2H, m), 7.85 (1H, d, J 8.4 Hz), 7.69-7.64 (1H, m),
2.71-2.64 (1H, m), 1.17 (6H, d, J 6.8 Hz)

N-(2-(2,3-Dichlorophenyl)benzo[d]thiazol-5-yl)isobutyramide

LCMS RT= 7.62min, MH" 364.9; "H NMR (DMSO): 10.12 (1H, s), 8.55 (1H, d, J 1.7
Hz), 8.14-8.10 (2H, m), 7.88 (1H, dd, J 8.0 1.4 Hz), 7.67 (1H, dd, J 8.8 2.0 Hz), 7.58
(1H, t,J 8.0 Hz), 2.70-2.61 (1H, m), 1.15 (6H, d, J 6.8 Hz)



o' DV-O00 2=U 0zZ2z04 00=( Zx 2ZI~J J xx
Zz0OZ'ONt N ~N~dZzZzf6 UC 04 0Zdgc s T7 a
w@2070911d6 M C L c 0 Za> Nd Uo NO O W 20071/082000050055
PCT/ GB2007/ 050055 153 Met47od 40 (Compound XXXVI 1)

N- ( 2- Hydr oxy-5-ni trophenyl ) butyram de To a sol ution
of 2-am no-4-nitrophenol (10g, 64.9mmol) in
di chl oronmet hane (250nmL) 5 under nitrogen at 0C was

S ded pyridine (10.5m ¢ 129. 9nmol) fol | owed Jay _Qutyryl

ori del (I Q5mESns8Y 71 ver aiershod of Sk

A8t 30mnfat Bt he sof dfipn) wle™ift war mi ngﬁu}@
to roomtenperature for 2 days” Fhe organic |ayer was °
washed with aqueous coppe¥Sul fate solution and **
brine. Insoluble material fromthe aqueous

_KaFe(ON)p Ethanal S-S GRA-DM Meozsﬁs@c'
NaOH, 90°C, 30min \O:N)_OC' Method 35 N

Method 34

XXXI XXXII

Method 32 (Compound XXIX)

4-Chloro-N-(4-(methylthio)phenyl)benzamide

To 4-(methylthio)aniline (1mL, 8.19mmol) in dichloromethane (20mL) was added
pyridine (2mL, 24.6mmol). The resulting solution was cooled to 10-15°C and 4-
chlorobenzoyl chloride (1.14mL, 9.00mmol) was added over 5Smin.The mixture was
stirred at room temperature for 90min. The precipitate was filtered off, washed with
dichloromethane, 1M aqueous sodium hydroxide solution and 1M aqueous hydrochloric
acic solution to afford 2.12g (93%) of the title compound.

'"H NMR (DMSO): 10.31 (1H, s), 7.98 (2H, d, J 8.7 Hz), 7.73 (2H, d, J 8.8 Hz), 7.61
(2H, d, J 8.8 Hz), 7.28 (2H, d, J 8.8 Hz), 2.47 (3H, s)

Method 33 (Compound XXX)

4-Chloro-N-(4-(methylthio)phenyl)benzothioamide

A suspension of 4-chloro-N-(4-(methylthio)phenyl)benzamide (1g, 3.60mmol) and
Lawesson’s reagent (875mg, 2.16mmol) in toluene (25mL) was heated to 110°C for 16h.
After cooling, toluene was removed in vacuo and the resulting solid was purified by
column chromatography eluting using a gradient (hexanes to ethyl acetate/hexanes 30:70
v/v) to afford 503mg (48%) of the title compound.

LCMS RT= 6.98min, MH' 294.1; "H NMR (DMSO): 11.80 (1H, s), 7.85 (2H, d, J 8.6
Hz),7.78 2H, d, J 8.7 Hz), 7.54 (2H, d, J 8.6 Hz), 7.33 (2H, d, J 8.7 Hz)



| ayer was filtered off and washed with water to afford
4.959 (34% of the title 10 conpound. 1H NMR (DVSO) :
wda 084911844, br), 9.37 (114, s), 8.95 (114, d,PORGB2007/050055
Hz), 7.89 (114, dd, J 8.918.8 Hz), 7.02 (1H, d, J8.9
Hz), 2.43 (2H, t, J7.4 Hz), 1.67-1.55 (2H, m, 0.92
(3H, t, J 7.5 Hz) 15 Method 41 (Conpound XXXVIII)
2- But yram do- 4-ni trophenyl trifluoronet hanesul fonate
MJtﬂoéSﬁgb'ﬁlh PPk x3gsli um hydride (220ng, 5.58mmol) in
y I Tr 1 m.) at OC wunder nitrogen was
added a sol ution of
- hydr oxy-5- nid I, ny| t.yram de (1lg, 20
z'qéléﬁﬁ%ﬁﬁenx%@ n&/eﬂéty(:lgﬁ(gﬁﬁzroﬁhgh l%ﬁ@?m). The sol ution was
Totmﬁméﬁdﬂdcﬁﬂlﬁxﬂas&hnﬂﬁxﬁqran&lagéau@(lm (%’)fdmgod ; gmmhtﬂ)ﬁ‘mswht&o(ﬂnﬁ' ) at
ydri de 25L, 4.90mo was adde ropw se_at 0C
90%g s ﬁéﬁé@diwwwrn HVer APt ePITIHPSat3 oEOIULRL 8 PN
(m‘é%&%ltﬁib}%&%ﬂ)b@hzdﬂﬁ@iﬁmhg ”P%Dﬁh&,u 1085 1nfrR81) 38 eﬂ{\ﬁcﬁrﬁﬁﬁ% and 3M

added, “and the aqueous [ayer was extracted wth ethyl
aqueous sodiunt hgdrogidg sselution af] édminad 08 maxewddik ergsuliing, mixture was

he%;a(ﬁ: g%r S0°EAdF %ﬁgﬂéegf RRY %gﬁ%gﬁ% ﬂrec%%'t% ggﬁneﬁo\g%;@}teééd off and

nate” an rine. ned organi c
washedewith i vedlerotoegiva nhyaioausolidy I0d yeHow selid paasaiueified Hyecolumn
resultin il was purified by colum chro ogr a
chig oS ipe Bimgl B aradient (esren o8 olhs B phodnal s viv) to
fREET (vhEY BEthe &fle Eompdund (LeMS Ra=h SHHROMIB4%2 2pf
?the tit Z%zon'pgungl. 1Iﬂ—| NM&L(CDCB): 9.37 (1H d,ZPJ
HONMR PMS0)0 §.1118-D6 (., m), §.98 AHg d7 8.6 Hzp 3 6(526-’4H d; /8.7 Hz),

. : , J7.6 Hz), 1.91-1.78 (2H, m,
74%%%%‘%2@? 13}%52(72—%3%% hod 42 (Conpound XXXI X) WO
2007/ 091106 PCT/ GB2007/ 050055 154
=N fro-2- l et hynyl ) phenyl ) butyram de To a
M—QM@Q%@E&@% do- 4- ni t r ophenyl
trifluoronethanesul fonate (860ny, 2.42mmol) in dry

acetonitrile (30n) under nitrogen was added
2-ﬁ4e€hlamn15¢p&larﬁquﬁwsql¥9&whew[djagazoy? 62nmol ) ,

T O OO0 A DR 0

in i¢hdorowicthaine €28l Wancaslded éachlerdperdxybicordioveed K37% in water,
hen acetyl eng (5301 .83mml ). The resul ti

TR RGN n XA ol PRtk e P B b fmpersure or

3hATRDAquebusCsIdim GgdioakletsoRmiondeks chdded garefutly, iddethe mixture was

theréf fafi:;‘}eldg%’éégqqg._ 'tI‘Il%q? @?g%plfjlggﬁ?gl Y%%sye rg}e\rl\llavoggs%é& " a&t lel\c/il X\cnlutelgus sodium

hydroxide solution, dried over anhydrous MgSO, and evaporated. The resulting solid was

p—
Ne

recrystallised from hot ethyl acetate to afford 125mg (47%) of the title compound
(LLCMS RT= 6.81min, MH" 324.0)

'"H NMR (CDCL): 8.61 (1H, dd, J 1.8 0.4 Hz), 8.26 (1H, dd, J 8.6 0.5 Hz), 8.14-8.09
(3H, m), 7.57 (2H, d, J 8.6 Hz), 3.19 (3H, s)



washed with brine. The conbi ned organic | ayers were
dried over anhydrous MySO4 10 and evaporated. The

wo esalopiing solid was purified by col unm chr onmaPOGapINY/050055
eluting wusing a gradient {4%exanes to ethyl acetate)
to afford 580ng (78% of the title conmpound. 1H NWR
(DMBSO): 9.81 (1H, s), 8.74 (1H, d, J 2.3 Hz), 8.01
(1H, dd, J 8.6 2.4 Hz), 7.83 (1H, d, J 8.6 Hz),
7.70-7.67 (2H, m), 7.52-449 (3H, m, 1.73-1.61 (2H,
m, 0.96 15 (3H, t, J%;TE Hz) Met hod_ 43 ( Conpound

' -ii;ﬂ‘il'i')i?tndol e

D 6- NE=iT O- 2- pheny
@- (phenyl &Ny |
r iv—71- Met hyW¥225P¥h| i di noné (

ni trogen was added pota¥8i°Uth tert - but oxi de #3mg)
2.16mmol ). The resulting solution was heated at 70C
for 6h, and then left at roomtenperature foxxxtigh,
Wat er was added and the aqueous | ayer was extracted 25
several tinmes with ethyl acetate. The conbi ned organic
Méthyé 36 (@ampowabsixeXXI) ti mes with water, 3 times with
brine, dried over anhydrous MySO4 and evaporated. The
resulting material was purified by colum
z-q%ﬂﬁﬂlﬂﬂﬁ?%l(plﬁhylﬁllﬁgn&léh ethyl acetate/hexanes
5:85 v/v 10 afford 175 (39% of the title conpound.
Tol KIWVRCHSBVSOY : S-bmrms2((i$109)phe®1)3w(iqde,le d200rmg,1 042 mmol) in

ot 315l i bl ) g s v

millZréind o8 ttzakiskleipheany 1 phéshGa)iladidmk)b ) THARR06E QSshéfifon was

PCT/ GB20Q7/ 050055 . . . .
heit-%ﬂ’teﬁ% MIEONRY G - lf-‘)%(i ngS%A%&P@% the reaqUign WG pgired into
walerb tg[\fé'az%ﬂéﬁﬁﬁé/tb;ﬂlﬂclil M9 Ififeded QFMEhd PashédWth)wA&d The resulting

18- Crown- 130ng, 0.49mmol ) in anhydrous

solid was AYrdfiask tyr eplurpn ghrpomatograpbinclutig aisiag @rasadien (hexapeidtecrthyl
soRBE RSP 354 ! R ph A B atr

21sigi(i 1%Ylofthe tite corporvnd (BCVISRTer8. Rbwin,MHT304.8hy dr of ur an

'wi e, FEASES)e o 2ol ot S b A Ol s f .70
7.66HS a1 SR d9A8.6 HA) 25 50-3. 40¢41¢, i, 783-0¥e(1 Iy O PUSH, d, J
SO and evaporated to afford 110ng (98% of the

1.3Hg) e conpound. 10 1H NVR (DMBO): 8.60 (1H, d, J2.1
Hz), 8.03 (1H, dd, J 8.8 2.1 Hz), 7.82 (1H, d, J

The compound below was prepared following the same general method.

N-(4-(2-(4-Chlorophenyl)-1H-indol-5-yl)phenyl)acetamide

LCMS RT= 6.69min, MH' 361.0; "H NMR (DMSO): 11.64 (1H, s), 9.98 (1H, s), 7.91
(2H, d, J 8.6 Hz), 7.77 (1H, d, J 1.0 Hz), 7.68-7.60 (4H, m), 7.54 (2H, d, J 8.6 Hz), 7.46
(1H, d, J 8.3 Hz), 7.41 (1H, dd, J 8.5 1.6 Hz), 6.99 (1H, d, J 1.5 Hz), 2.07 (3H, s)



8.7 Hz), 7.74-7.71 (2H, m, 7.67-7.57 (3H, m, 6.87
(1H, d, JO.8 Hz), 3.95 (3H, s) Method 45 (Conpound
wWXRooy/04602- Phenyl - 1H i ndol - 6- am ne PCT/GB2007/050055
6- Ni tro- 2- phenyl - 1H-i ndol e130175ng, 0. 73mmmol ), ammoni um
chloride (80ng, 1.47mmol) and iron powder (205ny,
3.68mmol ) were suspended in ethanol/water (4nL/2nl)
and heated at 70C for 2h. After cooling, the solution

rated t u ad of Cel itg(r whi ch was
N\ hgfﬁg%“%nﬁjgc%%%m c | f was\ evapor at ed
. i LA
¢ to—cr@q@'g?—sdhd, M 2y’ purified by
Nat ogr aphy el )

uting RBSingYa gradient (ethyl
acet at e/ hexanes 10:90 v/v to ethyl acetat & hexaneguy.c
50:50 v/v) to afford 54mg (35% Of XOOMER# NOe\ i ooinvater,
compound. 1H NVR (DMSO): 10.88 (1H,X8d,Ri#FNRS-4 .76 $r2H,
m, 7.39 (2H, t, J7.9 Hz), 7.23-7.16 (2H m, MetHod3s
(1H, dd, J 2.0 0.7 Hz), 6.59-6.57 (1H, |nkcob: 39 (1H,
dd, J 8.4 2.0 Hz), 25 4.82 (2H, s) Metheddidbrt, 16h
(Conpounds XLI I) Method 39

N- ( 2- Phenyl - 1H i ndol - 6-yl )i sobutyram d 30 To a

sol ution of 2-phenyl -l Hindol -6-am ney54ny, 0.26mmol)
in pyridine (2nmL) at roomtenp&ratu qs Rdded

i sobutyryl chloride (30L, 0.29 I g_resulting

m xture was stirred at room O€énpay at ure fdﬂ 2 days.

When water was added, a WD 2007/091106 R
PCT/ GB2007/ 050055 156 precipitate wa rmed. This
solid was recrystallised fromhot ethyl acetate to
Methbd 87 (CadnpouiPXXXIV) the title conpound (LCVS RT=
6.27m n, M+ 279.0) 1H NWVR (DVBO): 11.40 (11-1, s),
9.74 (11-1, s), 8.02 (11-1, s), 7.82 (21-1, d, J 7.5
1-Methyl-6Tnid6-TH-MAokS1- 1, M), 7.28 (11-1, t, J7.3 Hz),
7.0‘7(1H, dd, J 8.5 1.6 Hz), 6.83 (1H_d, J 1.1 5
ToHg) solgticar7 of GGoitroqiil-indple {100mg, 6¢-62ramolgard HiByCrowa-6 (180mg,

O.ér?e% I lcgg a5 hNs YRRnDEGRREL A0 dt P TehPGatt Rad8BE P hdded

potdsgidm Mat-hytbxide (Hoengy D-68 inatpiblleed by imsthiylioydidar@2id., 068mmol).
LOMB..RT= 6. 66m n. MH293. 2: 1H_NVR 0: 9.83 (1H, ..

THE ROy 1ifed) rooy (eippragse 10Ny ey ey yiah gy reoved in

vaéucd Ethyl atétite vas 2dddd] Bhd the otgshid 1d5&) wasswshed 3¥ith Witer and then

2.69- 2.60 (114, m, 1.13 (6H, d, J 6.8 I—IZ)s
brine. The combined organic layers were dried over anhydrous Mg

afford 91mg (84%) of the title compound.
"H NMR (CDCL): 8.16 (1H, d, J 1.8 Hz), 7.85 (1H, dd, J 8.7 1.9 Hz), 7.49 (1H, d, J 8.7
Hz), 7.19 (1H, d, J 3.1 Hz), 6.43 (1H, dd, J 3.1 0.9 Hz), 3.74 (3H, s)

CH
04 and evaporated to

Method 38 (Compound XXXV)

1-Methyl-1H-indol-6-amine
1-methyl-6-nitro-1H-indole (90mg, 0.51mmol), ammonium chloride (55mg, 1.02mmol)
and iron powder (143mg, 2.55mmol) were suspended in ethanol/water (2mL/1mL) and

heated at 70°C for 2h. After cooling, the solution was filtrated through a pad of Celitc®,



I @N O I Prolinol, Pd/C, Cut, PPh3 1 OR Witer,
801C, 3h / R Method 47 02N XLIIla R=N02 Fe, NH4C,
wer@AHYaver 2:1 v/v, 80C, 4h XLIIIb R=NH2 Met hOTGB3007/050055
R1000l, pyridine, RICO2H, DIIPEA, DCM HATU rt, 16h
rt, 48h Method 49 Method 50 R, | Ot R O-N/ H XLIV
15 Method 47 (Conpound XLIIIa)
5-Ni tro- 2- phenyl benzofuran A sol ution of
wh7rcH Qfgéjw&ﬁlﬁ& tvé;lﬂpaﬁzﬁﬁh ﬁtﬁﬁoiwmtéwgkgma )co ﬂférfﬂ{rht@ Qhd the organic
73ng, mol ), 20 pal l adium on carbon (60ny,
1a3®r O&snwas)hedtwﬂp tveatay | (whiess pHieneonitigedt prgan®. Ryewwary dried over

anfiy RS, S8 ¢ TR b arfoRBng (4R S i ploolif
'HNSEREDMSO)2 M0l (| HWES. S|40Mk) 6330@H, daund. it HE) 6E1L8.49 (G, m),

sdlithidd JRE 3R Ehat dntd Thadchrel €. 3R 0y ougr

a pad of Celite(r). The filtrate was washed with
vvater the V\D 2007/ 091106 PCT/ GB2007/ 050055 157
Methaé 39 ¢dow XXXYdY s were dried over anhydrous
I\/gSO4 and evaporat ed. The resulting material was
purified by colum chromatography eluting with ethyl
N-¢@icMethyd/1hBialob6-yl)isbbutyramide af f ord 134ny (30% of the

Toga safSiaof Jrmetyl HENGHEAMITS (5508 Welipbe) in 3afine 2y at
rO(%nl t'éknp&attﬂ@ whsHédded 7ls§§1t§r§11 dhlofide Y3601, H@B4m¥no@)o ﬁ1e4ﬁesult1ng

mixture was stirred at room temperature for 16h. Ethyl acetate was added and the organic

layer was washed three times with brine. The combined organic layers were dried over
anhydrous MgSOy4 and evaporated to afford 24.3mg (36%) of the title compound (LCMS
RT=5.73min, MH" 217.2)

'"H NMR (DMSO): 9.78 (1H, s), 7.96 (1H, m), 7.44 (1H, d, J 8.4 Hz), 7.24 (1H, d, J 3.1
Hz), 7.08 (1H, dd, J 8.4 1.7 Hz), 6.35 (1H, dd, J 3.0 0.7 Hz), 3.73 (3H, s), 2.68-2.61 (1H,
m), 1.13 (6H, d, J 6.9 Hz)

The compound below was prepared following the same general method.

N-(1-Benzyl-1H-indol-6-yl)isobutyramide

LCMS RT= 6.36min, MH" 293.2; '"H NMR (DMSO): 9.73 (1H, s), 7.90 (1H, m), 7.45
(1H, d, J 8.5 Hz), 7.41 (1H, d, J 3.1 Hz), 7.34-7.24 (3H, m), 7.14-7.10 (3H, m), 6.42 (1H,
d, J3.2 Hz), 5.35 (2H, s), 1.08 (6H, d, J 6.8 Hz)



Met hod 48 (Compound XLII I Db)
2- Phenyl benzof uran-5-amne 10 To

W20 aeR- phenyl benzof uran (250ng, 1.04mmol ) POT/GB2007/050055
et hanol /water 2:1 v/v (12m32 at 80C was added anmoni um
chloride (112ng, 2.09mmol) and iron powder (292ng,
5.23mmol ). The resulting m xture was heated at 80C for
4h. After cooling, the solution was filtrated through
a pad of Celite(r), which was washed with ethanol. The
organic |ayer was evaporated into vacuo to obtain a
solid, which was then taken up ih ethyl 15 acetate and
washed with water. The conbined garganl c layers were
dried over anhydrous MySO4 andGevaporated to afford
211mg (96% of the title compoufds 1H NVR ( DVBO):

7.87-7.83 (2H, m), 7.50-7.44 (2 gr@,74o734(1H,

m, 7.28 1H d, J 8.7 Hz), 7. 2—(ng, d, 07 Hz),
6.74 (1H, /d, \J2.2 Hz), 660(1H~m§(§ J 8.(f Hz),E
4. 88 s) 20 Method 49 (Con‘pé‘u*nc?s XLI W)

N- ( 25Phenyber of ur an- 5- i sobuky« am de a 'z_
sol ut Nan (of 2§henyl ben? oYjan- 5- ne (210py, Q
1.00 in pyridine (& at gnoom t eppe ,gPEFr e;v\g
added obutyryl chloridey(120L,¥ 10mmol ). The
resulting mxture was stirred akg 4oomtepp ture for
16h. Ethyk acetate was adteg-&hdsshe or oé | ayer
was washe® with saturated afjueous copper ate

sol ut| followed by s at ed agueous pot ass
car bon e solution. The )i ned organic |ayefs were
dri ed er_ anhydr ous MySed=<and evapor at ed'ng\:e

resul t g gumaterl al was puri 2 ed by 30 colum ©
chromat Eaphy el uting usingda gradient (ethyl

acet at &/$Bxanes 1:3 v/v to et hyl acetate/ hd*xanes 1:2
v/v) to' afford 134ng (48%4 of the title comound (LCVS
RT= 6.81 min, MN280.1) 8007/ 091106 a o
PCT/ GB2007 05 055 158 1HJ8MR (DVBO): 9.87d1% 1, s),
8.05 (PFY, ), 7.91 (21-@°§ J 7.4 He), B|8& 7. 48
(31-15 n’)z:? § 7.38 (31,_15 2n), 2.66-2.54cf€5 1, n),

ri

6.8 Hz) The conpound bel ow Wwas
ng the sane general nethod. 5
sobut yram do- benzof
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LCVMB RT= 7.41min, MH#314.2; 1H NWVR (DVBO): 9.88 (1H,

s), 8.06 (1H, d, J 1.9 Hz), 7.92 (2H, d, J 8.7 Hz),
wO280/0711868 (3H, m), 7.49 (1H, d, J 0.8 Hz), 7.BGr/GBR)07/050055

dd, J 9.0 2.2 Hz), 2.66-2186 (1H, m, 1.13 (6H, d,

J6.8 Hz) 10 Method 50 (Conpound XLIV)

2- Phenyl -5-(3,3_3 -t rifl uoropropanam do) benzof uran

gi310G 3% ou Yo anoi c acid (136ng, 1.06nmol) in

dry d| chI oromat hane (10mM) 15 was added HATU (468ny,
1.23mmol ) and dii sopropyl et hyl am ne (580L, 3.35mmol).
Wyﬁrnwﬁmitmphmyé)busyﬂanndej at room t errperat ure for

Ta B0 b ARG P DE: PR D P Ao e P 50mL.)

undbr ni@RER HEORERAES BRI Bridh@N(10BniY) 1 BRAALE MASWAIEE Butyryl

and the organic Ia¥er was washed ‘once with saturated

chhmsﬂe di 95mé4; 68.2mrhal) evertd pesipdoefomine Alfigy dPminaetr € Cq theegplution

wag ?ﬁ ava%n?@% ? Olfo dnwgsrgéler?tu?ﬁfo\faggéy%t oar jmc %‘P’grt \twvlﬁéq Washed

with h\@ods @oFstr %ﬁlfaté %bhmbn amdtbing/ hﬁ&ﬁib%m&teﬁallﬁ%ni the aqueous
ethyl acetate/ hexanes 1:1 v/v % fol |l owe

layier j Wegr iltersd oif andhyiashedewithewatsr 4¢ radfoad gb9§n§34("éb%° the ftitle

co%ﬁg&etltle conmpound (LCMS RT= 6.62nm n) 1H NWR
. 10.37 (1H, s), 8.01 (1H, d, J 2.0 Hz), 7.92

"I NMR qﬁMSD)? 15.63.(bHHa), 9.3 A H, s 8. 451 H, d, J 2.839), B’-IB}) (lH dd, J

s 28T 782 (01 o g Fion Aolisbimtistafac ot o2 on
tff;lg}plg prepared by anal ogues nethods to those

descri'bed above, or by literature nethods known or
adapted by the persons 30 skilled in the art. WD

M2 07/4 91106 PCT/ 050055 159 dains 1. Use of a
M Al--," A X3/ R A3 Y A-e
(1)
2-Butyramido-4-nitrophenyl trifluoromethanesulfonate

To a solution of sodium hydride (220mg, 5.58mmol) in dry acetonitrile (40mL) at 0°C

under nitrogen was added a solution of N-(2-hydroxy-5-nitrophenyl)butyramide (1g,
4.46mmol) in dry acetonitrile (90mL). The solution was then stirred at 0°C for 30min.
Trifluoromethanesulfonic anhydride (825uL, 4.90mmol) was added dropwise at 0°C
over a period of 10min. After 3h at 0°C, the solution was stirred at room temperature
for 3h. Water was added, and the aqueous layer was extracted with ethyl acetate. The
organic layer was then washed with dilute aqueous hydrochloric acid, aqueous sodium
bicarbonate and brine. The combined organic layers were dried over anhydrous MgSQO,4
and evaporated. The resulting oil was purified by column chromatography eluting using
a gradient (hexanes to ethyl acetate/hexanes 25:75 v/v) to afford 860mg (54%) of the
title compound.

'"H NMR (CDCL): 9.37 (1H, d, J 2.8 Hz), 8.09 (1H, dd, J 9.1 2.8 Hz), 7.53 (2H, d, J
9.1 Hz), 2.50 (2H, t, J 7.6 Hz), 1.91-1.78 (2H, m), 1.09 (3H, t, J 7.5 Hz)

Method 42 (Compound XXXIX)
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5 in which A1, A2, A3 and A4, which may be the sane or

different, represent N or CRL, X is a divalent group
waedgovrads from 0, S(On, CW NR4, NC(=0 R5 aneCTZRBRW;7/050055

Wis 0, S, NR20, 10 Y is Ni#@r CR8, one of R4, R5, RG,

R8, R9 and NR20represents- L -R3, inwhichLis a

S|n | e bond or | i nker group, additionally, Rl, R3 -

WHT%H’“?BV‘%@’WBB%W“&Y“&F‘@P erent, independently

r u
T"’r PIEML oS A o e o
2.4mireol) tin ded a@yomtrgld: (3GhIomnder apgtagen avds yadded sttiabutly banrbgnium

iofi] iy ShmtRbis clrabiyyy bbb woimr e ( @aome
0. Zﬂrﬂﬁﬁﬂ@)’a{nd eP r@dlhé/ (Md?ﬁé 6. ?Ilﬁﬁ‘lo@r q}{'iethylml’ne WRIORRds then

in which R30 and whi ¢h nmay b he sane or

added; ffellesmed by ppensd einctyleny dﬁiﬁ}én 4. &ﬁmm@})aThq/ resulbingisolutiod was
Stlg‘l (E%Jﬁ?omf %ﬁgagu%'l lfé'gi'ﬁj 6.1% gl%r %ﬁd% %VFQ gaﬁélaﬁagd o duench the

rezﬁﬂtﬂbﬁtaﬂdlih@ dqloliangyt woy e)afabtedrvakﬂ dthplldestatd. The @rgamdamyer was
nrepresents an integer fromO to 2, _in addition,

waghed waﬁh laa}eagéﬂtcoglé’meddfrgmlc layszs warehdrieshees anhydras MgSO4

an?hel st [ ?Eéﬁ%nsn%asrolﬂgf orm a }Eidnggf §Bﬁ%:te§1}ﬁ§(n¥\ﬁs %138&761 uting

usiig angfa&i@nt (loxahdze to \Mt}tyﬂl ddetate)atobaffont 680ig (MBLEhof by title
are aftached may forma ring C, or a pharmaceutically
CogPeEYt-abl e salt thereof, in the manufacture of a
'HRMR 0f: 8t ALY Wt & PO9/58)), BOPRIM! BEL) 8.6 2.4 Hy),
t reat ment Duchenne "nmuscul ar dystro phy, Becker
7.88u6d1dar 8y Blizy, Gt 7.67 (2Hctmex7.82-7WO QB ™M)09.730661 (2H, m), 0.96
CT/ 7/ 050055 160 2. Use according to claiml1,
(3@1‘[@!’%8%3 in the conpound of fornula 1 represents
al kyl, al koxy or aryl, each optionally substituted by
one to three subsitutuents, R2, which may be the sane
or different.

Method 43 (Compound X1.a)

6-Nitro-2-phenyl-1H-indole

To a solution of N-(5-nitro-2-(phenylethynyl)phenyl)butyramide (580mg, 1.88mmol) in
1-Methyl-2-pyrrolidinone (20mL) under nitrogen was added potassium tert-butoxide
(243mg, 2.16mmol). The resulting solution was heated at 70°C for 6h, and then left at
room temperature for 16h. Water was added and the aqueous layer was extracted
several times with ethyl acetate. The combined organic layers were washed 10 times
with water, 3 times with brine, dried over anhydrous MgSO4 and evaporated. The
resulting material was purified by column chromatography eluting with ethyl
acetate/hexanes 15:85 v/v to afford 175mg (39%) of the title compound.

'"H NMR (DMSO): 12.35 (1H, s), 8.30 (1H, d, J 2.1 Hz), 7.97-7.90 (3H, m), 7.73 (1H,
d, J 8.9 Hz), 7.57-7.52 (2H, m), 7.47-7.42 (1H, m), 7.17 (1H, dd, J 2.0 0.8 Hz)

Method 44 (Compound XLb)
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5 3. Use according to claim1, wherein L is single
bond and R3 represents: thioal kyl optionally

wanbsptios ed by al kyl or optionally substitut eBCEHGBRG07/050055
thioaryl, in which the arylssis optionally substituted,
optionally substituted aryl, 10 hydroxyl, NO2, CN,
NR1oR11, hal ogen, 15 SO02R12, NR13S02R14, C(=W R16,
OC(=W NR1oR11 NR15C(=WR17, 20 R o, R11l, R12, R13,

_ Rl ich may be the same or

1 %ﬁ%ﬂ%&ﬂghﬁg@eﬁﬁﬁd%@ogen, al kyl optionally

Tos abstlutiant el damtmp’zt-phﬂna(l 1i1-ipddlst (106mngd OA4ymmol) and 18-Crown-6

(1 G f2omialh oY B, Bithyaso it forbl D9t 10am e maemte was

dﬂ@d’ bassird teitBtoxided(s TRMONIANS fOINEVRPBP nidtiR]i i08ide31pL,
* 8R11 when Rlo%ﬂre(prsgggents NRlZRll thg? NRlORgl mz !

0. 4=9eapmel§e1ihe salatioywas s@Ted #iyloomatethpe@iusp oo 3miny Tetrahydroﬁlran

e Ol Shedt. iy MAbide, £l il PR Bt g wie

waamrthmbﬁn@frha @bﬁ@ﬁfed orgdra Jayerstwa atibd osetihiydlous Mgso4
ryl 30 or optional I stituted aryl, optionally
ané@bmratad w@rgmé%yg( W the tlﬂmmqundvxo 2007/ 091106

WWQPWQHGQ%(%%R%%%%%&%@&HN ona F%efﬁ]kﬁ{ d, 7

8.7 Hz), 7.74-7.71 (2H, m), 7.67-7.57 (3H, m), 6.87 (1H, dJ08Hz) 3.95(3H, s)

Method 45 (Compound XL.I)

2-Phenyl-1H-indol-6-amine

6-Nitro-2-phenyl-1H-indole (175mg, 0.73mmol), ammonium chloride (80mg,
1.47mmol) and iron powder (205mg, 3.68mmol) were suspended in ethanol/water
(4mL/2mL) and heated at 70°C for 2h. After cooling, the solution was filtrated through
a pad of Celite®, which was washed with ethanol. The organic layer was evaporated
into vacuo to obtain a solid, which was purified by column chromatography eluting
using a gradient (ethyl acetate/hexanes 10:90 v/v to ethyl acetate/hexanes 50:50 v/v) to
afford 54mg (35%) of the title compound.

'"H NMR (DMSO): 10.88 (1H, s), 7.76-7.72 (2H, m), 7.39 (2H, t, J 7.9 Hz), 7.23-7.16
(2H, m), 6.67 (1H, dd, J 2.0 0.7 Hz), 6.59-6.57 (1H, m), 6.39 (1H, dd, J 8.4 2.0 Hz),
4.82 (2H, s)

Method 46 (Compounds XLII)

N-(2-Phenyl-1H-indol-6-yl)isobutyramide
To a solution of 2-phenyl-1H-indol-6-amine (54mg, 0.26mmol) in pyridine (2mL) at
room temperature was added isobutyryl chloride (30uL, 0.29mmol). The resulting

mixture was stirred at room temperature for 2 days. When water was added, a
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represent CO al kyl optionally substituted or CQaryl

optionally substituted, and in addition to the
waedo7nptinens shared with RL7, R16 may repr esenPCT/GB2007/050055

hydroxy. 5 4. Use accordingeto claim2, in which Rl

and R2, which nay be the sane or different may

represent i ncl ug optlon substituted by one
PrefpifAly Fap ér Tle%ﬂ ﬁw%ﬁ resmsra ﬁﬁ fiipm gabethyk etde to afford

15?&%{2’1%? g%rt}ﬂe c%fnlp%onapmesak*fQW2mh' Wiehy, 0

or optionally

Kyl
"HsNMER (DM%G) 1310403(1>H,,S) h%4 QHSU 5), 8OC((FHY B\Rﬂcﬂ%l(ﬂH a Y17.5 Hz),

7@?%&@‘1?@9&@% 5’2?2%“‘*@%!%-255 6 Hoy G QL a1

H hzaawzrrioom ﬁﬂtlps’ledH)d gebsiyy uted, N2, CN,
R11, = hal ogen, 20 $02R12,” NR13S02R14, C(=W R16,

NR15C( =W R17, P( 0)0R4oR41 25 Rio, Rl1, R12, RI3,

T o o pis petbted Rk me e BtpBRaA, >

substituted by optionally substituted aryl,

g ional |y substituted aryl, in addition, NRLOR11
N'( Yathek-2-phenyli Hi-indol6oyjlisobugyiamids t hey are attached

JRETS ek T 233 27 Nk QEMSH! 585 11T, R DR {ng, 7 61-
7.3% (R 3Ry, Byd D gldn, SGORTKEE), 6300 1BOdpF0ioHa), 1369 (3H, s), 2 69-

2@8%%i9(&&}/i.]6%ﬁz)nay represent hydroxy, al koxy,

o
P O,N | o
Prolinol, Pd/C, Cul, PPh, O O R
Water, 80°C, 3h o Y
R O,N

Method 47

XLIlla R=NO; ) Fe, NH,Cl, EtOH/Water 2:1 viv, 80°C, 4h

XLIIIb R=NH, 7 Method 48

R;COCI, pyridine, R,CO,H, DIPEA, DCM, HATU

rt, 16h rt, 48h
Method 49 Method 50
R 0 R
A /
o) N
H
XLIV

Method 47 (Compound XLIIIa)

5-Nitro-2-phenylbenzofuran

A solution of 2-iodo-4-nitrophenol (500mg, 1.89mmol), prolinol (573mg, 5.66mmol),
palladium on carbon (60mg, 0.06mmol), triphenylphosphine (59.4mg, 0.226mmol) and
copper iodide (22mg, 0.113mmol) in water (6mL) was stirred for 1h at room
temperature. Ethynylbenzene (482mg, 4.72mmol) was slowly added, and the resulting
mixture was heated at 80°C for 3h. After cooling, ethyl acetate was added, and the
mixture was passed through a pad of Celite®. The filtrate was washed with water; the
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WD 2007/ 091106 PCT/ GB2007/ 050055 162 R17 may

represent al kyl substituted by one or nore of hal ogen,
wW@bkdany1106 opti onal |y substituted aryl or NRLoRRAT/Gaae7/050055

when R17 represents NRLORL1157 t hat NRL1OR11 may

repr esent hydrogen CCal kyl and CO optionally

bstituted aryl. 5 5, Use of orrpound accarding to
copbicth qreapiq \ﬂmré hW@er@gﬁdeg‘éﬁt ahydrus KMeSPe tne exarprafed. The

) t
ebding o OO0 B 5 RORSRL u AL QUSROS i i
acethiediexanog lb@ ‘dplto a:ﬁfetldl 194mgt(é®% pf ‘éld t1t1bycompeurcd nmor e of

vk DB ¥ 2 R AL B e S iohE 405 e 00-7.96 o,

m), 189 $Hn&SJ£hWI 9R66 (134 J04Qf1351¢60 746 GH, Wpe of a
ycorrpgund accoroﬁ?ng t(o Clg%/“ m1, ‘in whi ch@’RAiH%RS R6, R7
and R8, represent hydrogen, alkyl or optionally

MS bst ot M ed &t I Use of a conpound according to
hod 48 &10 i XL presents N and X 20 represents

0O, S or NR4. 8. Use of conpound according to claim1,

in which RO represents -L-R3. 8. Use of a conpound
2-5’ewﬂ'ewgfqran§%mme1 in Whl ch when any of the

S t eslar
Toa% $ﬁ%2ﬁ£hﬂbi@g{r %8 car pon’ aﬂn@ 1ni%ﬁéﬁﬁs/\g§%e? Qalué/@t( ) at
8080 mmuzrddleémﬁnmmg ¢}ﬂ>omxlea(mmg 2r09ntmhall aad yitoni pov@der (292mg,

ro [ r.ocar bon or ar omat

3 e FREMA T s §aied HEB G OB B ier sop Gk dhs solution
wafsrf‘i’li‘i‘at%ﬁ tﬁfb\ﬁgﬁ% O caie® \Pﬁ‘fdfl v@z[s E&' vﬁtméﬁlérﬂﬂ e’i*he orgamc
atom as ring ‘constituent car bon. .

layel veaso&yapmated iatocecdo rig obtuire Iaasnhd,lwhlch wisi then aakph upsm ethyl
ac% en&ko\ﬁaﬁ}l %@al %tgé Thvg) c%?n%me%g %)%goaglc layers were dried over
anhydrous MgSQO4 and evaporated to afford 211mg (96%) of the title compound.

'H NMR (DMSO): 7.87-7.83 (2H, m), 7.50-7.44 (2H, m), 7.40-7.34 (1H, m), 7.28
(1H, d, J 8.7 Hz), 7.20 (1H, d, J 0.7 Hz), 6.74 (1H, d, J 2.2 Hz), 6.60 (1H, dd, J 8.7 2.3

Hz), 4.88 (2H, s)

Method 49 (Compounds XLIV)

N-(2-Phenylbenzofuran-5-yl)isobutyramide

To a solution of 2-phenylbenzofuran-5-amine (210mg, 1.00mmol) in pyridine (SmL) at
room temperature was added isobutyryl chloride (120uL, 1.10mmol). The resulting
mixture was stirred at room temperature for 16h. Ethyl acetate was added and the
organic layer was washed with saturated aqueous copper sulfate solution followed by
saturated aqueous potassium carbonate solution. The combined organic layers were
dried over anhydrous MgSQO, and evaporated. The resulting material was purified by
column chromatography eluting using a gradient (ethyl acetate/hexanes 1:3 v/v to ethyl
acetate/hexanes 1:2 v/v) to afford 134mg (48%) of the title compound (LCMS RT=
6.81min, MH" 280.1)
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12. Use if a conmpound according to claim1, in which

aryl is furan, thiophene, pyrrole or pyridine. 5 13.
wahis@7mop1186 conpound according to claim1, in whPChGBRIVG/050055

Bor ring Cis a saturatet8or unsaturated 3 to 10

menbered carbocylic or heterocyclic ring. 14. Use of a

‘B ¥R Rﬁ%«ﬁﬁﬁ% $6035. 5805 6 Miadc 6B oHadat 0 dPng 367 48 GHL
mfhaism 38 n‘{*)ha%@ 7 54“@}1%%)2}%3 TeH 18 segbey ed

Saturate unsat ur a cyllc ring.” 16. Use of a
conpound accordl ng to claiml1, in which at | east one

THE Cong HO Pigs raparci, FimaRe 48¢ same gensrel ingthon. - "

represents NRLI5C(=O R17. 18. Use of a conpound
according to claiml1, in which at | east one Rl

2-(&idexophenyl-§-isgdiyeixamiido-beazofusan of a conpound

I { h e
LEESRTG T i B 2 S iSO I AR B o i 0,19
Hz’:)| kyiz (211 d06872H5z)a7 Ryl7. ﬁl(smﬁl)smhst(muaeno BHANEAYI(1H, dd, J
substituated by al koxy Cil-
9. e SH)NG66-286 (O, met-11 (ThhOATIOL b, phenyl
optionally substituted by one or nore of hal ogen,
al kyl C1L - C6, al koxy 30 Cl- C6, am no, (alkyl Cl-
Méihpd S0 (Coniouad XA.IVJ1- C6) ami no or phenyl, CH CH
phenyl, naphthyl, pyridinyl, thiophenyl and furanyl.
WO 2007/ 091106 PCT/ GB2007/050055 164 20. Use of a
C h one or both of
2-FH&§@-§Q§2§ 3)9&ﬁ1u%90ﬁr%ﬁan . cé%Né'ﬁ"MPaﬁ

ot her t . Use of a conpound
Toa3,33+uiflugrapoopahnaicnacid (136mghildlénamol) émslry divhloagémethane (10mL)

w%‘iqﬁgﬁdsm (8RS 1Al and fli\gthﬁ{:ﬂ%i’ypeél}%gnn%g sk, 3.35mmol).

The mixture was then stirred at room temperature for 10min. 2-phenylbenzofuran-5-

amine (234mg, 1.12mmol) was then added and the resulting mixture was stirred at
room temperature for 48h. Ethyl acetate was added and the organic layer was washed
once with saturated aqueous water. The combined organic layers were dried over
anhydrous MgSO,s and evaporated. The resulting solid was purified by column
chromatography eluting using a gradient (ethyl acetate/hexanes 1:3 v/v to ethyl
acetate/hexanes 1:1 v/v) followed by trituration in ethyl acetate to afford 99.3mg (28%)
of the title compound (LLCMS RT= 6.62min)

'"H NMR (DMSO): 10.37 (1H, s), 8.01 (1H, d, J 2.0 Hz), 7.92 (2H, dd, J 7.5 1.5 Hz),
7.61 (1H, d, J 8.8 Hz), 7.55-7.41 (4H, m), 7.38 (1H, dd, J 8.9 2.2 Hz), 3.53 (2H, q, J
11.2 Hz)

The compounds listed in Table 2, can be prepared by analogues methods to those
described above, or by literature methods known or adapted by the persons

skilled in the art.
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sel ected fromoptionally substituted aryl, alkyl and
CQaryl optionally substituted. 22. Use of a conpound
wa@caeadndimg to claiml, in which at | east one oPCRGB2007/050055
represents NHCONHRL5 and R®5 is selected from phenyl,
alkyl Cl to C6 and COphenyl optionally 10 substituted
by one or nore hal ogen. 23. Use of a conpound
Clai@sor ding to claim1, in which at |east one of Rl
rep optionally substituted by
I ph er}?ﬁ%%g%%gn%bﬁd%ﬁ%nrgﬁa%gd preferably 5 or
6- merrbered saturated or unsaturated heterocycle
preferably cont |n| ng one to two 15 heteroatons
sel ect ed from 24. Use of a conmpound
accordi ng t oft a ich at | east one of Rl
represents 6 and Rl atkoxy ClL - ©6, amino,
(al kyl C1 - i (alkyl C1 - C6) amno. 20
25. Use of a co ound adcor di ng to claim1,4yin which
at least one of Rl represents: NO2, hal og%% am no
or (alkyl C1 - C6)am no or di(alkyl Cl- C6) amno in
) i.ch the alkyl C1 25 to C6 is optionally substituted
ln\é\‘?“ghenyl or a 5 or 6 nmenbered saturated or

I
Aluyé%%&p en&fwhmtrﬁéfwﬁb m&\lbﬁ@%%}éﬁy é%eB% ﬁg)rl{ gzl}l

X myalemtg:dup)selﬁled ﬁnm@@ A Rux ¢=W1,- NlOﬁNQ{@OaaRﬁand CLEsR%
W 5bs , saturated or unsaturated, nono- or bi-cyclic
H&t'ePocy® e containing from 1- 3 heteroatons sel ected
Y is08 8RgS and O WD 2007/ 091106 PCT/ GB2007/ 050055 165
26. Use of a conpound according to claim1, in which
onRDf BepRs RanRs, FoyaAnd FRbo irepressptsi-oh aRbyingvhieh Ltise stpglp/bond or a
hn?(nle 19 three substituents, R2, which may be the sane
8 ®ferent. 5 27. Use of a conpound according to
addit@hﬁ)l‘ly? Ri| Ry WR G Whidh thay Be the-saii} orelifdeesiglindapaidshily represent
nmono- or bi-cyclic system 28. Use of a conpound
hyétqgsnerﬁguhsan@pm 26, in which the aromatic systemis

Rs3 represents hydrogen, hydroxyl, alkyl optionally substituted by aryl, alkoxy

optionally substituted by aryl, aryl, CN, optionally substituted alkoxy, optionally
substituted aryloxy, optionally substitute alkanoyl, optionally substituted aroyl, NO,,
NR30R3;, in which Rj3p and Rj;, which may be the same or different, represent
hydrogen, optionally substituted alkyl or optionally substituted aryl; additionally, one
of R3p and Ri3; may represent optionally substituted alkanoyl or optionally substituted
aroyl,

n represents an integer from 0 to 2,

in addition,

when an adjacent pair of A; — A4 each represent CR;, then the adjacent carbon atoms,
together with their substituents may form a ring B,

when X is CR¢R7, Rg and R, together with the carbon atom to which they are attached
may form a ring C,

or a pharmaceutically acceptable salt thereof,

in the manufacture of a medicament for the therapeutic and/or prophylactic treatment of

Duchenne muscular dystrophy, Becker muscular dystrophy or cachexia.
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hydrocarbon. 10 29. Use of a conpound according to

claim27, in which the aromatic hydrocarbon is
whenzeoaoor napht hal ene. 30. Use of a conpoundPCT/GB2007/050055

according to claim26, in W8 ch the aromatic systemis

a 15 heterocyclic systemcontaining up to three

het eroatons selected fromN, 0 and S. 31. Use of a

compound according to claim30, in which the

2. het Qfs%ca\é% ?X%ﬁa?fﬁ‘ 1,Svhekdth @Bhﬁ% n?o%ﬂd oP Y5 € rén’éresents

pyrrole. a compou ding to c
all@fl alkoxghioc hrylh eadluq:ttqnallye rsubsitutR® bysémr ® t}ga edisgdtuents, R,,
rom i al k C(lgﬁ.- C6, optionally substituted by
W%Whﬂﬁﬁgﬁ eﬁﬁ &Mt each optional Iy substituted by
hal ogen, al koxy Cl- C6, 25 phenyl, thioalkyl Cl - Cs,
th| ()L%genyl optionally substituted by hal ogen, NQ2,
aRFAORE 10 clajminvbereRI0 isesiizlRband ami Rivepregertiss t he

sa ffer y r

B e
at t apioeg/],fif Which th® atyd islophefiEley &bstituted, Whi ch may
contain one or nore additional heteroatons sel ected

f r orpPRonadlysyhstisuted@ry}007/ 091106 PCT/ GB2007/ 050055 166
halqgﬁﬁgy PO2R12, in which R12 represents a 5 to 7
ring which may contain one or nore

addiNOgnal heteroatons selected fromN, 0 and S,
NHCOR17, in which R1l7 represents 5 al kyl Cl- C6,
opt |Q§?Irally substituted by: phenyl or hal ogen, or
phemloﬁﬂtl onally substituted by al koxy Cl1 - C6,
car boxy, or

halogen,

SOsR 2,

NR13SO2R 14,

C(=W)R6,

OC(=W)NR;oR;

NR;5C(=W)Ry7,

Rio, Ri1, Riz, Ris, Rig, Ris, Rig and Ry7, which may be the same or different,
represent hydrogen, alkyl optionally substituted by optionally substituted aryl,
optionally substituted aryl,

in addition,

NR;oR1; together with the nitrogen to which they are attached may form a ring,

R may have the same meaning as NR;oR;1,

when Rj; represents NRjoR;;, that NR;oR;; may represent hydrogen, COalkyl
and CO optionally substituted aryl,

Ri¢and R;7, which may be the same or different, may each represent

alkyl substituted by one or more of halogen, alkoxy optionally substituted aryl
or optionally substituted aryl,

optionally substituted aryloxy,

aryl or NRoR;,
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hal ogen, or a 5 or 6 nenbered saturated or unsaturated

heterocycl e, 10 phenyl or a 5 or 6 nenbered saturated
waoroodsavar at ed heterocycle optionally substipor/es2d@y/050055

hal ogen, al koxy Cl to C6, t@rboxy or a group

SO02NR10R11, 33. Use of a conpound according to claim

32 in ich. NRLQ R11 represents N pyrrole, ..
N- piaBe rYRen s ORIRoTIEPTesghts A gk 11n0Rs %Mzanﬁé%rmay additionally
£ eoadl t’&éal%ubét’ﬁﬁt @lor @RATRPHORLIFaBEHhRE. dnd
lreI;c}ll-eai m gpalhrclﬁ\?\yﬁilch he L rgproésents: B -NH'NH, - CH=CH,
in adiDR1 ® tha defimitibnRbéredepitteB enRs paereptesent hydoxyr 6
menbered saturated 20 or unsaturated heterocycle
optionally substituted by hal ogen, al koxy d to C6,

4. car ex%YaccélingJif cRim 2, GAMPRIAR 2&EPRY] AHichOm8aY HeNthd safhe or
which two of Al - A4 represent nitrogen. 25 36. Use
dig¢rent, meppenresgntinelydeli ng to claim 1 in which one of Al

- A4 repres s nitr n. 37. Use o co und .
aceoPTREERERN a8 K o) or PSist halBe SR o, sppignally
subdttuted 86/1,3Bioatys Br Syloxyconpound as listed in table 1

according to claiml1. ) ) )
alkoxy optionally substituted by optionally by alkyl or optionally substituted

aryl,

hydroxyl,

OC(=W)NR;oR;

aryl,

thioalkyl optionally substituted by alkyl or optionally substituted aryl,

thioaryl, in which the aryl is optionally substituted,

NO,,

CN,

NRjoRy3,

halogen,

SO2R 2,

NR13S02R 4,

C(=W)R6,

NR;5C(=W)Ry7,

P(=0)OR4oR41,

Rio, Ri1, Riz, Ris, Rig, Ris, Rig, Ri7, R4p and R4y, which may be the same or
different, represent hydrogen, alkyl optionally substituted by optionally substituted
aryl, optionally substituted aryl,

in addition,

NR;oR1; together with the nitrogen to which they are attached may form a ring,

R may have the same meaning as NR;oR;1,

when Rj; represents NR;oR;;, that NR;jR;; may represent hydrogen, COalkyl
and CO optionally substituted aryl,

R ;¢ may represent hydroxy, alkoxy, or NR;oR;,
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R;7 may represent alkyl substituted by one or more of halogen, alkoxy,
optionally substituted aryl or NRoR;,

and when R;; represents NR;gR;;, that NR(R;; may represent hydrogen,
COalkyl and CO optionally substituted aryl.

5. Use of a compound according to claim 1, in which L represents a linker group
which is:

0, S, (CO)NRys,

n represents an interger form 0 to 2

alkylene, alkenylene, alkynylene, each of which may be optionally interrupted
by one or more of O, S, NR;3, or one or more C-C single, double or triple bonds,

a —N-N- single or double bond,

R ;s represents hydrogen, alkyl, CORs.

6. Use of a compound according to claim 1, in which R4, Rs, Rs, R; and Rg,
represent hydrogen, alkyl or optionally substituted aryl.

7. Use of a compound according to claim 1, in which Y represents N and X

represents O, S or NRy.

8. Use of compound according to claim 1, in which Ry represents —L-R3,

8. Use of a compound according to claim 1 in which when any of the substituents

represents alkyl, alkyl is saturated and has from 1 to 10 carbon atoms.

10.  Use of a compound according to claim 1, in which aryl is an aromatic
hydrocarbon or a 5 to 10 membered aromatic heterocyle containing 1 to 4 hetero atoms
selected from an oxygen atom, a sulphur atom and a nitrogen atom as a ring constituent

besides carbon.

11.  Use of a compound according to claim 1, in which aryl is phenyl or

naphthalene.
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12.  Use if a compound according to claim 1, in which aryl is furan, thiophene,

pyrrole or pyridine.

13.  Use of a compound according to claim 1, in which ring B or ring C is a

saturated or unsaturated 3 to 10 membered carbocylic or heterocyclic ring.

14.  Use of a compound according to claim 1, in which ring B is benzene ring.

15.  Use of a compound according to claim 1, in which ring C is a 3- 10 membered

saturated or unsaturated carbocylic ring.

16.  Use of a compound according to claim 1, in which at least one R; represents

NR15C(=W)R17.

17.  Use of a compound according to claim 1, in which at least one R; represents

NR15C(=O)R17.

18.  Use of a compound according to claim 1, in which at least one R; represents

CONRjoR ;.

19.  Use of a compound according to claim 1, in which at least one R; represents
NHCOR;;, wherein Ry is selected from:

alkyl C;- Cs,

alkyl C; — Cg substituted by phenyl,

alkyl C; - Cg substituated by alkoxy C; — Cs,

haloalkyl C; — Cs,

perflouroalkyl C; — Cs,

phenyl optionally substituted by one or more of halogen, alkyl C; — Cg, alkoxy
C; — Cs¢, amino, (alkyl C; — C¢)amino, di(alkyl C; — Cs) amino or phenyl,

CH:CH phenyl,

naphthyl, pyridinyl, thiophenyl and furanyl.
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20.  Use of a compound according to claim 1 in which one or both of R; and R is
other than -COOH.

21.  Use of a compound according to claim 1, in which at least one of R; represents
NR;sCONR;oR;;, wherein Rjp and R;;, which may be the same or different, are
selected from optionally substituted aryl, alkyl and COaryl optionally substituted.

22.  Use of a compound according to claim 1, in which at least one of R; represents
NHCONHR 5 and R;s is selected from phenyl, alkyl C; to C¢ and COphenyl optionally

substituted by one or more halogen.

23.  Use of a compound according to claim 1, in which at least one of R; represents
alkyl C; to Cs, optionally substituted by phenyl or a 4 to 7- membered, preferably 5 or
6-membered saturated or unsaturated heterocycle preferably containing one to two

heteroatoms selected from N, S and O.

24.  Use of a compound according to claim 1 in which at least one of R; represents
CORy¢ and Ry¢ is alkoxy C; — Cg, amino, (alkyl C; — Cg)amino or di(alkyl C; — Ce)

amino.

25.  Use of a compound according to claim 1, in which at least one of R; represents:

NO,,

halogen,

amino or (alkyl C; — C¢)amino or di(alkyl C; — Cs) amino in which the alkyl C,
to Cs is optionally substituted by phenyl or a 5 or 6 membered saturated or unsaturated
heterocycle,

NHSO»alkyl C; — C¢, NHSO,phenyl,

SOsalkyl C; — Cs,

phenyl optionally substituted by C; to C¢ alkoxy C; — Ce,

a 5 — 10 membered, saturated or unsaturated, mono- or bi-cyclic heterocycle

containing from 1 — 3 heteroatoms selected from N, S and O.
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26.  Use of a compound according to claim 1, in which Rj represent aryl and is
optionally substituted by one to three substituents, Ry, which may be the same or
different.

27.  Use of a compound according to claim 25 in which R3 is a 5 — 10 membered

aromatic mono- or bi-cyclic system.

28.  Use of a compound according to claim 26, in which the aromatic system is a

hydrocarbon.

29.  Use of a compound according to claim 27, in which the aromatic hydrocarbon is

benzene or naphthalene.

30. Use of a compound according to claim 26, in which the aromatic system is a

heterocyclic system containing up to three heteroatoms selected from N, O and S.

31.  Use of a compound according to claim 30, in which the heterocyclic system is

thiophene, furan, pyridine or pyrrole.

32.  Use of a compound according to claim 2, in which the substituent(s) R” is/are
selected from is:

alkyl C; — Cs, optionally substituted by thiophenyl or phenoxy, each optionally
substituted by halogen,

alkoxy C; — C,

phenyl,

thioalkyl C; - Ce,

thiophenyl, optionally substituted by halogen,

NO,,

CN

NR;gR11, in which Ry and R;;, which may be the same or different represent
hydrogen, alkyl C; — Cg, or together with the nitrogen to which they are attached form a
5 to 7 membered ring which may contain one or more additional heteroatoms selected
from N, O and S,
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halogen,
SO,R 3, in which R;; represents a 5 to 7 membered ring which may contain one
or more additional heteroatoms selected from N, O and S,
NHCOR 7, in which R;7 represents
alkyl C; — Cs, optionally substituted by:
phenyl or halogen, or
phenyl optionally substituted by alkoxy C; — Cs, carboxy, or
halogen, or
a 5 or 6 membered saturated or unsaturated heterocycle,
phenyl or a 5 or 6 membered saturated or unsaturated heterocycle

optionally substituted by halogen, alkoxy C; to Cs, carboxy or a group SO,NRgR;;,

33.  Use of a compound according to claim 32 in which NR;y R;; represents N-

pyrrole, N-piperidine, N’(C; — C¢) alkyl N piperazine or N-morpholine.

34.  Use of a compound according to claim 5 in which the L represents:
-NH.NH-,
-CH=CH,
-NCOR 4 in which R;¢ represents phenyl or a 5 or 6 membered saturated
or unsaturated heterocycle optionally substituted by halogen, alkoxy C1 to C6,

carboxy.

35.  Use of a compound according to claim 1 in which two of A; — A4 represent

nitrogen.

36. Use of a compound according to claim 1 in which one of A; — A4 represents

nitrogen.

37.  Use of a compound according to claim 1 in which all of A; — A4 represents CR;.

38.  Use of a compound as listed in table 1 according to claim 1.



