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WO 2007/091106PCT/G82007/050055 1 Treatment of Ducherme

muscular dystrophy  The present invention relates to a method of
treatment of Duchetme muscular dystrophy. 5Duchenne muscular
%ﬁtg&%g%ﬁl(\)/m) is @ common, genetic neuromuscular diseasg-/cr2007/050055
assoclated with the progressive deteripration of muscle function, first
described over 150 years ago by the French neurologist, Duchenne de
Boulogne, after whom the disease is named. DIVED has been

characterized as an X-linked recessive disorder that affects 1 in 3,500

males caused by mutasidnsnibilBucysito phuscgendysktbghgene is the 10
largest in the human genome, encompassing 2.6 million base pairs of

DNA and containing 79 exons. Approximately 60% of dystrophin

mutations are large insertion or deletions that lead to frameshift errors
downstiE& TG ABXEEBR SRR 181y Aot & L BRFRGOt o REcE PR Afescular
fegeaephifl rearrangements. The vast majority of DMD patients lack the
dystrophin protein. Becker muscular dystrophy is a much milder form of
DMD 1Bwiesed ysadarctvsiiptive GMOUnts o afarembngenetie sipeopuggalar
dySiEP BB, BIALAIRth NG BB IREHRNERALPHAR (i skl JOR8BR M described

€eggs) means that genetic screening will never eliminate the dise%se, 0
whom the

Avaredivertheradyy idiGrchdsanes DRAGIB &P HHRErs: 4
ehgingekeekapimaivm delsebbDiviideiet] andrpibliidedmaisstagiforder that

preclinical sfudies (Allamand, V. & Campbell, K..P. Animal m for he
TR LBy oY oA R Tl e DSy A
NiogeS eineth®, 1RA50- 28312003k 2 thanwibusd2eatraiig gbgPNA and
Toflai Al AYmUigHRRSILG MR sene et iRchepikaktion o

strophmopathy similar to that seen in humans, they show surprisin%&pd
csfelens dbtb 18R o TRREHRTOTh AP FRRBR)p PP ADRRGHLIARY 076 are
Gl en(fRaliRnFaaY Shamesel Rndysisaphys ANt Garmajbshoot RABhA%nts

ointer) models.have a seyvere pheno .hese dogs typically die of
AR AP 5 RS ST PR A b it Sem O GRlUeIEr8l o pvep
cansidénedduttigh ibehe hmankt.for Pteretinicial braitesoUhgebtsiruaiy protein. The
ti{gﬁqmd@asé%iaﬁive@'aiénemswig@%x@gédég'g@y Ihcand e glinicaktimaing wil

course can be variable among litters.

WO | )
B0 GE TP ReTI BRI 67 ASYESE S Mare iKighly 4958 Esome-linked

muscular dystrophy (mix) in.the mouse, Proc. Nall i L .
1189-1%9‘%&?)%&%%%%%nﬁggg%ﬁ%ﬁﬁ%egw a'eﬁrfgxé%%%tﬁ ovide 2
yesirsiagdov aryitigice giedisotslasest i¥. tie GreanbenKoftb yipehapgdels for

MH?M? H}:Rfﬁﬁkiﬂi&%&Q%BﬁhéH&@@ﬁ%@f@%ﬁi@é@h{ﬁh@ﬂﬁr@enen 9,
followed up in humans. Present therapeutic strategies can be broadly . .
ORI THAHIDE QrBE e, TR ) A8 PORER L. v s i e
tharapysRnhipsihphadiRcatagiaaldetmhindpahe santhcelldwsed: in humans,
therapjes offer the fundamental advantage of obyiatin .
R PP oy T aite) S om, (Eboh f Pdbiype. Lice

erec ogy (1or exampie, )
domteastUbesyaeipe(ialldert intited cngbpilethdytomise sidHeaREnsbort-haired

%QI{P&H DRIEYYs %&Q%@@QB‘IQ@&% fase @o@b‘%@ﬁ%‘&%@%dﬂ%ﬂlﬁ%: Dogs

Immunological responses against viral vectors, myoblasts and ng%g%( for

S s 2eat Rhsnesomin foa B Aversr il FeAtaRtH 2Rt
siaklmRypieEsio T RTcaitficlibivcdklyépse anifbanmaqaingieaind difficult, and

appraaches for the treatment of musculay. dystrophy differ from gene- and
c}gﬁ)ﬁ?]%%l tamb%?ggrg ggﬁﬁ? en‘é%é%&%%%ag{lr% to deliver either the missing

9€N€  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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15 and/or protein. In general, the pharmacological strategies use
drugs/molecules in an attempt to improve the phenotype by means such

as decreasing inflammation, improving calcium homeostasis and
JARFLe@sipa gpuscle progenitor proliferation or commitment. TREEHE B2007/650055
strategies offer the advantage that tliey are easy to deliver systemically

and can circumvent many of the immunological and/or toxicity issues that
are related to vectors 20 and cell-based therapies. Although investigations
with corticosteroids and sodium crornoglycate, to reduce inflamma};(r)& Natl

Manigoiene 10 dnaintairmcdioieh mm@%@%@ﬁ#ﬁ (eI e d8se
%ggggi_sgﬁjgihﬁm@ﬁ]@p@gggﬂpromising results none of these potential

erapies has yet been shown to be effective in treating DMD. An
alterngfiye phammasaisgitahamagitis upreylarienstiagrasiying degrees of
Upregulation 25 thergpy.is based on i | 1Expiessien glidies, some
AN BERNT r@@%ﬁ%ﬁ%@v@ég@ﬁ% particularly be gsic?gm
Wh&ﬁcam,ﬂﬂmfﬂngé‘uﬁsp@wiishﬁ@ﬂﬁﬁe?f%ﬁ%ﬁﬁg?répﬁ\‘%im%gghge ToREY .
BISIE s RAGOL AR O RAL v 8 - igsRImACRaAlG el Hystopiti [os,

as been proposSed as a potential ther for DM %&P%li‘u%%&?ﬂ'ﬁ&vanmge
pletreralesieh! HiesRY: §ﬁn%?%4§%]§'l(%%oﬁ§?%ﬁiﬁ?§na & Davies, Rat Rev
b6, RisG0M 303479 89Rrk209 - Wihenantiapinfistel erbniness §&d Frample.

transgenic mil; mice it.localizes to .3 the,sar e gdsele Ceflstandely,
FRRAFEY e %ﬁ?ﬁ?b%%{e#t)sm%ﬁﬁi %rg-g%ﬁﬁagg%gciated rotein complex

(RAPGroubics frevemsihe dfseebpitr BEvRfSpIERPLINg TP IESHs Est
%%g&oresésm%%g@%ﬂa abskelotalmuseiyshsipnoninal siefivepyratiuinapkiition
In the’dog ha been shown to prevent p thd?&}/ﬁgommencement of

incoumsadlagkopbisprassint b MSHE Bifh i the mouse model can
be effective and no toxicity is ohse IR s URigERY d¥fer fr
expres@@ﬁ?ﬁﬂﬂ%ﬁ’f? ?‘%‘éﬁ% as%sorrt%eg %%%%%%@%Hégg%herap E?g hurﬁgngm
WiptegHiptiontasehsngembesinmophrinecistigna it feliurs Eie e gusne se
athology mig i Slehivearysahspmall diffdsigiémolecules m an
g%%oﬁo?% 5. i %%@ %\’/eeeﬁ%gpveyfloﬁgfd g%rous fgio'?n o%da%l\ﬁv%ggg’%ﬁ%g
aterepido GEnoRKS HecRROTPR RIGTRERRS §%‘F‘é@%§eacﬁe§f’ ’f?ﬁjs, may be dseful in
the. fisAtBeRbALAMRAI Shermey afdssientiogenitor IprelifestiaspeicCamersngnt

provided a compgqund, or, a pharma: ' gll@y& eplaie.: systemically and can
Qg‘ﬁfﬁeq%?meé)gﬁ{ fg% %%V%%a&?r%%%ﬁ%ﬁ]ylsuI%fr]yl)-Z-(naphth I

en -2-
- yhibenzajdloxazofthe immvenkagiesh dnadpsor g B it &éedrg?ateﬁ- vectors

%Eér%“ﬁ%a%&ah&%{&simcﬁ%mnggm@@pmmummﬁmdmﬂomm
or a pharmaceutically acceptable salt thereof, and héﬂ&%%%’%ﬁ%”éﬁasis and
acvepshisricd il apdise dafipgrnation; dantio %é%g%:at?%ﬁ%rg is provided the
usemfithe sompeHaaRs definetbabtues praiphdmmemisink iR Hcbai s dese
salt thereof, in the manufacture of a,megdi sgatment or
MW]‘E‘W%&&E X8 beat sho tgé)e eeicamentdoriies

ne muscular dystrophy or Becker muscular

dys”"p,@[-a@g% disclosedfeisins igrbas of apepupoundietpyripiagijaton
3a wherein Xis %; YIisN; ] )  lace & defoctive
therapy is based on increasing the expression of alternative genes to replace 2 aeiee

gene and is particularly beneficial when an immune response 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: $78-889 (2002), Khurana & Davies, Nat Rev Drug Discov

2:379-390 (2003)). When utrophin is overexpressed in transgenic mdx mice it localizes to



R9 is -L-R3; 5L is (i) a single bond; or (ii) a linker group selected from: (a)
-0-, -S-, and -(C0),NR18-; (b) alkylene, alkenylene, and alkynylene, each
of which may be optionally interrupted by one or more -0-, -S-, or -NR48-,
or one or more C-C single, double, or triple bond; and (c) a -N-Nsingle or
double bond; wherein n is an integer from O to 2; and R18 is hydrogen, -
alkyl, or C(0)R16; R3 is alkyl, alkoxy, or aryl, each of which is optionally
substituted with one to three R2, 10which may be the same or different;
each occurrence of R2 is independéntly alkyl optionally substituted with
one or more halogen, alkoxy, optionally substituted aryl, optionally
substituted thioaryl, or optionally substituted aryloxy; alkoxy optionally

substituted with alkyl or optionally substituted ar ) o
MMﬁmﬂmm@ammﬂdﬂﬁw%%ﬁmﬁw%ﬁﬂq%y%g& or% Mhatod

su bstit #\%dfﬂ éy}lild% bmmmw@m leads to

e, i o P

héslbé& showang F’y}«évemﬁthm@wéoﬁmmmma inereedr BB RIS 00

Whereln all of /5.1-A4 repre GR98 wf&%%m@s@t&eﬁ
S e %@Pl’ﬁr £e£ 4%present 20CR1; eac

lﬁiﬁﬁlﬁ&@ﬁﬁtﬂh{lmmm ovhigh(is WH&&@&F}‘?}W@W of this therapy
g (RIS %35'%9 IRIORs MASRR( Gl Ghithtiu), MrBO@pHemgise

Mwmbﬁmévéh&%at Isfar?ktﬂig?@(é%{’e JEEh I‘\#‘%Othenyl

or S02(CI-C6 alkyl); or 25when an ir, 435@9[3 [SIAISRA6ES
CR1, the H#j&cE c LENE toge%%ﬁgvé%eﬁ%ls‘%bsmuents

AiRkipRallpeImiReriogs and, RS, g RLICAETRRENTATRTEALEMY
hydroge alk}/l optionally substituted with optionally substituted aryl, or
#&%ﬁ%@ﬁ%&ﬁé’ted aryl; or Rio and R11 together with the nitrogen to
which they are attach d form a ring; 30R12 I8 (8) hydERERRuAKNY acceptable
option&y gh%ﬁ?ﬁféd Vith'¢ Bt?ghai?yasubstltlﬂted ary){IS or

g’é%@g@ha;en 2

&lubstﬂutedf,arybvme(b) NFthRSE&mPO““deg RIASHHIHIY!

QJB pz% ggg.%;lgydrogen alkyl optlonally substituted with optionally
50

Stltg;[ 2(16%91/’1'(1 ggpggttlgxg?gl% Srl?!)t\)f; gep 1aam¥a’ceutlcal composition comprising the

compound as defined above, or 2 pharmaceutically acceptable salt thereof, and a

pharmaceutically acceptable diluent or carrier.
In a third aspect, there is provided the use of the compound as defined above, or a

pharmaceutically acceptable salt thereof, in the manufacture of a medicament for the

treatment or prophylaxis of Duchenne muscular dystrophy or Becker muscular dystrophy.

Also disclosed herein is the use of 2 compound of Formula (I)
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3b R16 is (a) hydrogen, alkyl optionally substituted with optionally
substituted aryl, or optionally substituted aryl; or (b) hydroxy, alkoxy, or
N14.101Z11; R17 is (a) hydrogen, alkyl optionally substituted
with optionally substituted aryl, or optionally substituted aryl; or (b)NRIoRIi;
or (c) alkyl substituted with one or more gf halogen, 5alkoxy, optionally
substituted aryl, or NRIoRii; R40 and 12.41 are each independently
hydrogen, alkyl optionally substituted with optionally substituted aryl, or
optiongly-sKbstituted aryl; R20 is hydrogen, hydroxyl, alkyl optionally
substituted with aryl, alkoxy optionally substituted with aryl, aryl, CN,
option I]§/ ubstituted alkoxy, optionally substituted aryloxy, 10optionally
substitGieMilkanoyl, optionally substituted aroyl, NO2, or NR301231;
wherej) R30.and R31 are each independently (i) hydrogen, optionally

substituted alkyl, or o tionall bstituted aryl, ii) one of R30 and o
is optiohAAst ?iéﬁf@d Oéli%ér}%o%kce)? f%lfposr?a%{/ecsf%{é’%tit@t?eé)%g?f %nndd'{§§ %‘NR‘BA’
(bthilby ishydiroyane cpticHatiyeubstittdor ity hspnedlly substiisbby one or
Iﬁéagmegéwminq éféaf(é)iww% @@;ﬁg&tm% Shﬁ-iéfé/i)fﬁcﬁ@n@r@mﬁ—N—
ydrocarbon or a 5 to 1510 membered aromatic heterocycle haying 1 t .
B ST TS RO O EoRta N LAy S SebehEE O™
repredentsihikylkhe . atkylyis cackativaielti ormtiasaty ratediusaighoog to three Ry,

Wanchedarcyalic Aliterent; in the manufacture of a medicament for the
therapeutic and/or pr_ﬁr{)h laxtic treatment of Du enne.mugc\:&gr
U

dystropRY SFEEREY éﬂi’ﬁ?‘*&&f}%‘%%@pw option Srsr‘llpl))%tﬂ}lﬁtﬁs of formaid ™

ormula
hahegprexisoim, tatitowlbrivbaiainhonicritiemdlydivkstaréotidenn fomapi@aliain
sGomRRYRdsof farnuladaraiReuskids disalased hermithnesalstnravide

Rt ol Luneh Sa e R A e,
sphtinmdeetitibalsryl wherein the aryl is optionally substituted; halogen; NOy; CN; :
OC=WINR oR1; NRioR i SO:R 12 NR;3SO:R 14; CEWIR 16; NR1sC(=W)R7; or P(=OYOR R4

Wis G, S, or NRoo;

Ay, Ay, As and A4, which may be the same or different, represent N or CR,, wherein all of
A—A, represent CR,, or one of Aj—A, represents nitrogen and the other three A—A, represent
CR; |

each occurrence of R, is independently (i) hydrogen; (i) Ry; or (ili) NRjsCEW)R o,

NR 5€EONR R, NHSO,(C -C; alkyl), NHSO;phenyi, or SOZ'(CIWC(, alkyl); wherein at least one
occurrence of Ry is NR, 5C{=W)R;7, NR;sCONR Ry, NHSO(C—C alkyl), NHSO;phenyl, or
SOHC—Cy alkyl); or |

when an adjacent pair of A-A, each represent CR,, the adjacent carbon atoms together
swith their R, substituents optionally form a ring B; _

Rye and Ry, are each independently hydrogén, alkyl optiohally substituted with optionally
substifuted aryl, or optionally su‘bstituted aryl; or Ryg and R, together with the nitrogen to which
they are attached form a ring;

R,; is (a) hydrogen, alky] optionally substituted with optionally substituted aryl, or
optionally substituted aryl, or (b) NR (R,

Ris, Ry, and Rys are each independently hydrogen, alkyl optionally substituted with
optionally substituted aryl, or optionally substituted aryl;



Some of the compounds falling within the scope of formula | are known,
as such, but not as pharmaceuticals. According to the invention, we claim
compounds known in the art as such, but not previously described for use
as pharmaceuticals, as pharmaceuticals.  All of the compounds of
formula | may be made by conventiong, methods. Methods of making
heteroaromatic ring systems are well known in the art. In particular,
methods of synthesis are discussed in Comprehensive Heterocyclic

Chemigtrys MphydbEaS sl Rl aiimGYib MR aa8)odnergRMORIERSSy], or

, Oxo 1984 an sive Heterocyclic Chemistry 11: A Review of
ﬂ%ﬂ’_“t&a%'ur?ét‘iégﬁ“figgg’%%é Struéire” ﬁéﬁgﬂ’cﬁs Synthesis, and Uses

of Heté‘m@y@ﬂéﬂy@@gﬂp@ilﬁﬂsptmmﬂ}lﬁ%tﬁnwmwwmmwd REkSr
@mm RlsaMusdcrMen: (Eﬁmn}m,%@{amm Ribsliung: 1996 nOthsbhaanarlgen,

sources Wghhk\}/vtoul laid, id s s of the compounds of interest include
Of%h%pAd\z} & a‘&lrﬁ{ja‘% C’ ]herﬁi’s : Reactions, Mechanisms, and
Structuﬂce,aWﬂ@yare\me@ﬂzmtwm@q&im@M@Bﬁ@b@@@@@%ﬂéﬂﬁ@éﬁ%@i@h@ézomlIy

éﬁh’ktﬁ%@&%@éﬁ%ﬁﬁé‘i@ Sgg@,late@g@articular relevance are the synthetic

methods discyssed in WO 2 /0445 eneral Metho nthes

Some %@ﬁs ?%Effﬁ%s?h%?édé%%’ SY Qﬁoéjl%og? R uwcll Vit c&/ P"‘a’z‘#
fostitsiad wimwirm‘abémh@anylaﬂwzémaméeéal@&ha@@ﬂﬁfaytb@safpﬂmé@éu

8 g%&ﬁ%@%@%ﬁ@ﬂ%ﬁdﬂmx}%&h@m%ﬁmlenm@mmnﬁ;dm Rw and Rs,

A AT e S e
(mymdmé Reisnd RRPyophieslyi s@ﬁtm@wﬁnoya@mgﬂ,aMW?qkawy and the
other is hydrogen, optionally substituted atkyl, or optionally substituted aryl;
when any of the substituents represents aryl, the aryl is an aromatic hydrocarbon ora 5 to
10 membered aromatic heterocycle having 1 to 4 hetero atoms selected from O, S, and N; and
when any of the substituents represents alkyl, the alkyl is a saturated or unsaturated,
straight or branched or cyclic atkyl,

in the manufacture of a medicament for the therapeutic and/or prophylaxtic treatment of

Duchenne muscular dystrophy or Becker muscular dystrophy.



20Formation of the benzoxazole | can be carried out in a variety of ways,
as illustrated above. WO 2007/091106PCT/GB2007/050055 6  For
example, reaction of the compound of formula Il with an acyl derivative,
such as the acid or the acid chloride, and heating in an appropriate
solvent and an appropriate temperature in the presence of an acid
catalyst, for example polyphosphaoric acid. This isiillustrated above as step
(i). 5The reaction may be carried out in an aprotic solvent, preferably a
polar, aprotic solvent, for example tetrahydrofuran, and a temperature of
_ fravambRenta +b0Gomrneraly #g reacton imaydesatied enatidigerasuxnd
- .. temperature of the solvent at normal pressure. Alternatively, the = -
 diasteeamEEG 8  formula Il may first be reacted with an excess of 10 an acyl '
derivative RS X Svhers2d isdabexampladdl-such thatagylation takes
.place on both oxygen and nitrogen. This can zfe.bro ht about by, for .
provids thageorBRewRT iRfERRiE LB THiBEF: td?é‘fé%p"m. FRSGRsS i feir
prepat@ith. BensBe g Rt fRfRl HRethCANWER RsaBElut: asshieeaUeRtdiRg
closure step in which, for example, the doubly a ﬁlated product is heated
inSeperRiss frmprITds B loPs TR X oxnyy éﬁ?p%&%waamha

but ndS@PIdmacnine! Hustidive examsalfoimatanohacsapeaiickabwn in
formula | is shown by steps iv and v F”H%Fg]e mine is coupled to an, acid
the  afsidg asﬁélbtio@%oﬁ‘ﬁﬁné’ﬁ%’é@’é?& A4RSREBRE cAPRMSS r@ﬁgé’%@ ps S, s
 pharméBaWeAR those skilled in the art, and include HBTU, TBTU and HATU.
Amide formation in the presence_of an appropriate coupling 20 reagent

obdl fibe esemmenands oRrEoRTiHe Jrd¥en e JPadsubR R éPethOdS-
Methods'GF M&%@eroaz&(ﬂé%@ Bhg &S8hi tBisveritibay is seupedvibalar,
ow

amineas s n by step (V3'° uitable coupling_conditions include use of
AcE!

methoflsaqfi SRS Hrehdipresencl JFIRIPRET R BRI atyeimGbampriubeL 1
(Bds.: 2R GMmRYRAS tawhicdepebs esh brrad, rogfiseun o8l tachvt hensive
amide derivative are of particular interest. These may be produced from
Heterogyciifie By adine®d RMaRve P tgoLiterature 1982-1595 The Structure,
Reactictl¥] 5{HRAJ00RG WABLAP HBRAORR e 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-



Scheme 2 Reaction conditions: 5i.As for (i); Scheme 1 RI7C0C1, pyridine

(or NEt3, DM); or R9C0O211, HART, pyridine, DMF As for (i); Scheme 1 iv.
SnCI2, EtOH, heat; or Pd/C, H2, IMS; or Fe, NIl4C1, IMS / 10water, heat

v. RONCO, DCM, rt vi. NaBH(OAc)3, R10CHO, DCE, rt. vii. RI4S02C1,
PY4idings6iMe rt 15Intermediate amine 11l may be synthesised®€RitE2887/650055
using the method outlined in scheme 13 step (i) wherein = NH2, 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 1V, also in a method analogous to that

illUstestsehby Sthetiter] (Jorspry, EhdeEh tRE PRIFSUNETEIRAR 6 HFaitEhetic
Y% jﬂeggg&c&&&gs@mmmggﬁp to give intermediate amine Ill. The
skilled person is well aware of suitable methods to reduce a nitro group to
give an amine. Selective methods for
General Methods of Svnthesis

Some general methods of synthesis are as follows.

Benzoxazoles of formula I or pharmaceutically acceptable salts thereof may be
5  prepared from compounds of formula IL

10 Scheme 1 _
Reaction conditions:
i, R°CO:H (or R°COC), PPA, heat; or R°COC], 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, ‘PrsNet, alkyINHy, rt

20 Formation of the benzoxazole I can be camried out in a variety of ways, as
illustrated above.
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WO 2007/091106PCT/G112007/050055 8 reducing NO2 to NH2 include
Sn/HC1, or I-12/PcUC in a suitable solvent, e.g. ethanol at a temperature
of from 00 to 80C or heating in the presence of iron, N1-14C1 in industrial

reihylaied spirits / water. Intemiediate amine Il can then be geyaled@Sesoess
required. 5Amide derivatives of formufa VI can be produced by coupling

amine Il with an acyl derivative. This can be achieved by, for example,
reaction of an appropriate acid chloride in either pyridine, or in CH2C12
(step ii). Sulfonamide derivatives VIl can be produced by reaction of

amine E¢f ithnpla, agastopriatib seifopguichid fefanina 1bmékampte! Grpagte, fych
thegpiesrnGens! Ryd @Iﬂ@rﬁh@ﬁ’&%é&ﬁ?ﬁﬂﬁ%E@éﬂﬁ%pﬁatcﬁé&%tdﬁﬂ%ﬂ%ﬁ%pﬁate
VIII can be produced by use of an g%fr_opnate reductive animation | o
RS T SR PSR GEAV @A HANGh B RBIPIG RN A 2o eyhis is
intlseecdabexam pley (@action of the amine with an appropriate aldehyde
and sodium triacetoxyborohydride in 1,2-dichlorocthanc. 15Urea _
derivatiVesrefdarmuey e sanipe prod et édic sRBv @rdyrablictionlat aprotic
apHRat! it e RPRIRIEASHSACY ANATE HLRIHBXAMPISs &R C to +150°C,
temperature in CH2C12. =~ Benzqthiazoles of formula X or _ o
SRR et A CC B3va B LA 98r 8ot TR &G 158 SPEpSTatIfrginthe solvent at
compdprmsued. formula XI. 20 Scheme 3

Alternatively, the compound of formula II may first be reacted with an excess of
an acyl derivative RPCOX (where X is for example Cl), such that acylation takes place on
both oxygen and nitrogen. This can be brought about by, for example, reaction in
pyridine at room temperature (step ii). Ring closure to form the compound of formula I
can then occur in a subsequent ring closure step in which, for example, the doubly
acylated product is heated in xylenes in the presence of an acid catalyst such as a

sulphonic acid (step iii).

Another illustrative example of formation of a compound of formula [ is shown
by steps iv and v. First the amine is coupled to-an acid using a peptide coupling reagent.
Available coupling reagents are well known to those skilled in the art, and include
HBTU, TBTU and HATU. Amide formation in the presence of an appropriate 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 ‘ProNEt,
RMNH; 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.
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WO 20(17/091106PCT/G132007/050055 9 Reaction conditions: i.

RI9COCL1, pyridine, rt Na2S, Ss, EMS, heat iii. Fe, NE14C1, [MS, heat
5iv.R17CO0OC1, pyridine (or NEt3, DCM); or RI7TCO2H, HATU, pyridine,
BMBEse7/0dhes compounds of formula Xi can be converted to thet/gr2007/050055
corresponding amide by, for example7reaction with the appropriate acid
chloride in pyridine (step (i)), or by using 10 an appropriate peptide

coupling reagent. Such methods are well known to the person skilled in

the art as discussed hcreinabove. The amide can then be converted to
the nitro-mziazole of formula Xl in a one-pot procedure involving

reaction 2S, ated temperature in industrial methylated
spirit. Nitfo derivative XII can be redu ' ed previbusly tge; .
15 resulting primary amine manipulated in.&n ofls manner ¥ R

primary amine in scheme 2 steps (ii), (¥, (vi}Mndigvii). ZOSchpgﬁ\iém
Reaction condjtions: ;{R9CQO21-1, PPA, heat/0or ROCOG], pyridine; than

PPA, he 007/0911p6PCT¥G82007/50055 12, [MS, heat;
or Pd/G, MZ RS RI7TCQE, pyritline etc/as per $
o v

Scheme 2
Reaction conditions:
1. As for (i); Scheme 1
ii.  R'COCQ), pyridine (or NEts, DCM); or R°COH, HATU,
pyridine, DMF
fit, As for (i); Scheme 1
v, SnCly, EtOH, heat; or Pd/C, H,, IMS; or Fe, NH,1, IMS /
water, heat
V. R*NCO, DCM, 1t
vi. NaBH(OAc);, R'*CHO, DCE, rt
vii.  RM80.CY, pyridine, DCM, ri

Intermediate amine 1T may be synthesised cither by using the method outlined in
scheme 1, step (i) wherein R' = NH,, 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
subsequent step to give intermediate amine IIl. 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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iv. R4N1-1-2, DMSO, base, heat v. Sodium dithionite, TI-IF / water; also
see (i) 5 Benzimidazoles of formula XlI can be produced according to
scheme 4. Reaction of a diaminophenyl derivative of formula XlII with an

agy fefivatiwe, such as an acid or an acid chloride in an appregegigzoeTosoess
solvent and at an appropriate temperature in the presence of an acid

catalyst, for example polyphosphoric acid, produces a benzimidazole
10derivative of formula XII. This is illustrated above as step (i). The nitro
group may then be reduced and manipulated to produce other

fradetimadiy: 48 Hideirsedt erBidhlooVe/Pd/C miwsniaiielselvanzingidthmielsat a

Mg BaHodHeREL0Y 1eagindR isRHECE AP RMRA RSP IaR I WhaERRal
X represents a leaving group, preferably a halogen such as chlorine or
frASRRate PR SIS, for example, in DMSO at elevated temperature in

the 15 presence of a.bage. Subseguent ?gz ective reduction of one nitro

te a.rmdnt ; Fu e .

group using sodium dithionne In FAWater can then take place to give a
diaming, gf; forgeriatYs Ring-slaaure Lo felipAaeRainydazaies. A0H. 1T with an
manipulation of the nitrg group can then proceed as illustrated and _
FREUEEEA B vibli&I RO ST 11 B8 e TR e80T 56 6B AP O jacid
2hi&idO SitherAtdineMt in CHLCl, (step ii).

Sulfonamide derivatives VII can be produced by reaction of amine HI with an
appropriate sulfonyl chloride in, for example, CH,Cl, in the presence of pyridine at room

temperature.

Amine derivatives VIII can be produced by use of an appropriate reductive
amination strategy. Moethods of reductive amination are well known in the art. They
include, for example, reaction of the amine with an appropriate aldehyde and sodium

triacetoxyborohydride in 1,2-dichlorocthane.

Urea derivatives of formula IX can be produced, for example, by reaction of

amine III with the appropriate isocyanate, for example, at room temperature in CH,Cl,.

Benzothiazoles of formula X or pharmaceutically acceptable salts thereof may be

prepared from compounds of formula XI.

cl
i ¢y i s,
O,N NH A )R
, . ON N" R O,N N

X
Jéii;_.
8 I 8
3L e (e
R’ ﬂ N HN N

kS

Scheme 3



A2Al1l, ..0R2AN Scheme 5 Reaction conditions: i. Na2S hydrate,
McOH, NH4C1, water; or Na2S204/ Et01-1; or SnC12, EtOH As for (i),
Scheme 1; or ROCOCI, pyridine; then PPA, heat SnC12, EtOH, heat iv.

RIB@H)R: fied(PPh3)4, K2CO3, dioxane / water, pwave v. RISc©OE&R 2007050055
pyridine, rt. vi. EtOC(S)SK, pyridine, heat vii. SOC12; or POCI3 viii. PR
WON) Pd(PPhK CO colvinil __ 3,4,-2_ 3, .. ix. PPA, R2CO2H heat

Reaction conditions:
i, R’COCY, pyridine, rt
ii. NaxS, Sg, IMS, heat
iit, Fe, NH,Cl, IMS, heat
5 iv.RYCOC), pyridine (or NEt;, DCM); or RVCO,H,
HATU, pyridine, DMF

The compounds of formmia XI can be converted to the corresponding amide by,
for example, reaction with the appropriate acid chloride in pyridine (step (1)), or by using
10 an approprialc peptide coupling rcagent. Such mcthods are well known to the person

skilled in the art as discussed hercinabove.

The amide can then be converted to the nitro-benzothiazole of formula X1 in a
one-pot procedurc involving reaction with NayS, Sg at clevated temperature in industrial
methylated spirit. Nitro derivative XII can be reduced as discussed previously and the

15 resulting primary amine manipulated in an analogous manner to the primary amine in

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

H H 17
NH, i N i g R —4
02N [———— 02N—©:N/>_Rg «»wlmav Hﬁ\ﬁ@[ ,>'-R -—"*-'—l- N/>_Rg
N

NH,
XAt X
Eer R“
X B NHR NHR i N
O, O e, O = e
O,N NO, O.N NO, O, NH, oM N
w oW i3
rR* R
N il N
D g ~e— />-—Rg
R
RW)LN N/>_— H,N N
H
20 Scheme 4

Reaction conditions:

i. R°CO.H, PPA, heat; or R°COCI, pyridine; then PPA, heat
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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) pliesenge;of acid catalyst and an appropriate acyl derivatige©goo7/056053
carboxylic acid. WO 2007/091106PQ%/G82007/050055 12

Benzoxazoles of formula XVIII and XIX can be synthesised from the
appropriate nitro compound of formula XX. Reduction of the nitro

compound XX gives the corresponding amino alcohol XXI (for example

using Sn / HO, or ay of t#e@thBYiapmsprdie méthdd¥Bwell known to the

person skilled in the;art). BeRzoxazteiasmali e Yantgaction of the
amino alcohol with an appr | derivative can then be achieved

riate ac

using any of the methods %?&fé’sgalﬁygré)ﬁ?ﬁb%‘% For oxazolcs of
formula XXIII in which X =SBdjanShithitkiieoUplihowaactitse sa(ihien be used
to give further derivatives. An example of appropriate conditions are
RIB(OH)2, Pcl(PPh3)4, K2CO3, dioxanc / water, uwave, in which a
benzoxBlaskigsopmigrnxdpedd sande PHd ok ariteddndirngd iR eaction
fariliammtpiRuzLd SQURING fa3GHQNaIRRGICaH 8- PRIl MABIRIALE heacid or
conditions to produce a wide varie%/ of compounds.  For oxazoles =
6P08‘E}8e8’{5’5’/“£?e16 (I iFPRIRRIFIR £ONE%, 3k HitPB GREGPEANR LERIGRICE: T the
tiresenceedpandidgasibie fursingrphy refthiespeohio dsid gt dduowwr tedhenidazole

, ski ingthe I inabqve. £h i then .
B e Dl i JARET B v
Serietrers agovenipy lgicd iraradkanmher Bledinpdiinassisertrl donpbove.
Alternatively, benzoxazoles of formula XVII| can be made, also from a
compoQHEr BT B A R O TERH 4 RSO IRREHTS pAULRR 4 Bypound
loé dftimguée 20 ¢pmbaroind:ofrfprenera X Meaithp EAOGHS YEdCchatpy adinmgEhauch as

u r _ t ' , .
RN 6}%%&%]&;@% AL5R0 fbﬁn&%ﬁﬁow ré, S8 1186 § éﬁgﬁ%gg%%@g@'&c in the

XXIII for example by use of well kng eagents such a _
poens W 3PAK cOUSRABCHSRECIBCRAMERE ebRERIBHY patsigpodium
FigRoviii-AROoYER WSL%@CEE@K@%@%&'%]@M?W’ X\dilmindhe ﬁﬁ%\a@h )%v. Ring
processes it m e necessary for any functio roups, e.g. 25 hydroxy
GISSHE I LU BrRRAC T e R OB L O O e o8 R s
msaiiiseaebesbdsgtssee proviewslye or more protective groups to generate

the compound of foonula 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. Wutts, 30 John Wiley and

Sons Inc., 1991. Hydroxy groups may, for example, be protected by WO
2007/091106PCT/GB2007/050055



13 arylmethyl groups such as phenylmethyl, diphenylmethyl or
triphenylmethyl; acyl groups such as acetyl, trichloroacetyl or

trifluoroacetyl; or as tetrahydropyranyl derivatives. Suitable amino

RYQIessNG QERUPS include arylmethyl groups such as berizyl, periepro07/050055
(R,S)-aphenylethyl, diphenylmethyl ot iriphenylmethyl, and acyl groups

such as acetyl, 5 trichloroacetyl or trifluoroacetyl. Conventional methods

of &protection may be used including hydrogenolysis, acid or base
hydrolys1is, or photolysis. Arylmethyl groups may, for example, be

rem;mhydrogenoly i jprthe presence of a metal catalyst e.g.
pall iy charcoal. Tegahydrepyrany( groupssmay be gleavj\d?ba—ag
hydrolysis under acidi¢ conditions. Acykgréups may besemeved By ™
hydrolysis\with a base sutfi'as sodium 10 hydroxide or potassium
carbonate, §r a group such as trichloroace"tyITrﬁﬁy be removed By

, for example, zinc and acetic acid. The compognd(s) of
formula 1, and salts thereof, may be isolated m their reaction Mmixfuripss®
al techniques. Salts ofwt pounds of forfulx1 may

or a salt or derivativ eof, with gne or mate gquivalents of the
appropriate base omﬁsﬁe reaction may b %én%d out in a solvent or
medium in which 'fhe}%@}t“is insoluble or if a ssgj}ﬁent in which the salt is
soluble, e.g. ethanol, tetrahydrofuran or diethyl ether, which may be
removed in vacuo, or by freeze drying The reaction may also be a
metathetical cess or it may be carried out on an ion 20 exchange resin.
Pharmofé\elﬂ_ |cally~aét§e.ptabj’e ﬁﬁg_gf the compounds of formula | include
alkali met4l sditts, e.g. soditim‘and potassium salts; alkaline earth metal
salts, e.g*¥8Icium and magn&gium salts; salts of the Group Ill elements,
e.g. aluminium salts; and ammonium salts. Salts with suitable organic
bases, for example, salts with hydroxylaminc; lower 25 alkylamines, e.g.
methylamine or ethylaﬁﬁh%‘?‘\ﬁlﬁh substituted lower alkylamincs, e.qg.
hyclroxy substituted allRdasfigessatisgiiz:monocyclic nitrogen heterocyclic
compounds, e.g. piperiding o rpl oym : s wjth ami ids, e.9.
with argininc, lysine efc, (r)]rﬁ g’hg EY%{E% é}(rEl}ng’trkqgﬁt ér‘g'%)g 3 b?pv&n?ﬁ%gg“q%@&
aminosugar, e.g. N-meth§i8lgHi€&ine or glucosamine. The non-toxic
physiologically accepfablessaiis @& paRreg: ﬁ’%@%@gf@ﬁ&ﬁﬁ@@ﬁ?&rﬁm
also useful, e.g. in isglating or purlfﬁn the product.

2007/091106PCT/6 B200?/830d88H:41%at piasterecisomers may be
separated using congenticia(GsehniigeRh: R, K 0o ialogsa e, twave
fractional crystallisati‘o,n. Tilge%vggpus ocﬁ};i&a' isomers may be isolated by
separation of a raccmic or other mixture of the compounds using
conventional, e.g. fragtionBle Sl isptriingr IRILC, techniques.
Alternatively the desiged otiea) isosarig 5 may be made by reaction of the
appropriate optically active.starting materials under conditions which will

not cause racemisatitn. SubS{HentathEamdriidy Rsent include
methyl, ethyl, butyl, &g seEtutR CiBHHegen may represent F, Cl, Br and

I, especially CI. Examples of substituents that R3 in the compound of
formula | may represent include allcyl, alkoxy or aryl, each optionally
substitBesasgesie of fsralpr&féraamy bpewithryenebedtuamiesme, to those
WGR NN RRIRE SameREAfle BN nethod 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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15 In addition, when L is single bond, R3 may represent thioalkyl
optionally substituted by alkyl or optionally substituted aryl, thioaryl, in
which the aryl is optionally substituted, optionally substituted aryl,

206 yarosyl1NO2, CN, NRIORI |, halogen, 25SO2R 12, NR13§02Raha7/050055
C&W)R16, OC(=W)NR1 OR11 NR15@e=n17, WO

2007/091106PCT/GB2007/050055 15 P(-0)0R4cRA4t, Rio, R[t, R12,
R13, R14, R15, R16, R17, R40 and R41, which may be the same or which

may be the same or different, represent hydrogen, alkyl optionally
substitiRetkdnpoptior diyoaudb itk end il XoptiobaiynSuesistid fedb dhyl aBpropriate

%ﬂ%ﬁ@&mpound of formula XX. Reduction of the nitro compound XX gives the
corresponding amino alcohol XXI (for example using Sn / HC), or any of the other
appropriate methods well known 1o the person skilled in the art). Benzoxazole formation
via reaction of the amino alcohol with an appropriate acyl derivative can then be achieved

using any of the methods disclosed hereinabove.

For oxazoles of formula XXIII in which X = Br, a Suzuki coupling reaction can
then be used to give further derivatives. An cxample of appropriate conditions arc
RlB(OH);;, Pd(PPhs)s, K2COs, dioxane / water, pwave, in which a benzoxazole of
formula XIX results. The person skilled in the art is familiar with Suzuki coupling
reactions and could easily manipulate the conditions to produce a wide varicty of

compounds.

For oxazoles produced by step (ii} in which X = NO,, the nitro group can be
reduced to the corresponding amine, using any of the methods wel! known to the person
skilled in the art discussed hereinabove. The amine may then be manipulated using, for
example, any of the methods discussed in scheme 2 above, to give, for example, a

compound of formula XVIII.

Alternatively, benzoxazoles of formula XVII can be made, also from a
compound of formula XX, via thiocarbamate XXII, which is produced by heating a
compound of formula XX with ECOC(S)SK in pyridine. The compound of formula XXTI
can be converted to the chloride of formula XXIHI for example by use of well known
reagents such as SOCl; or POCl;. A Suzuki coupiing using, for example, conditions

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

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 (0 remove one or more protective groups to generate the compound of formula

L.

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, Watts,
John Wiley and Sons Inc., 1991. Hydroxy groups may, for example, be protected by
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NRioRii together with the nitrogen to which they are attached may form a
ring, R12 may have the same meaning as NRIoRli, when R17
represents NRIoRII, that R10 and R11, which may be the same or

diftesentomay; represent hydrogen, COalkyl and CO optionally syRstimieskooss
aryl, 1012[6 and R17, which may be ttse 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 NRIoRii, 15and when R[6 or R17 represents
NRjeRiRbae efs gD as Ml aRlmethply diplkitivmadiiiapidsbemyB® thilkykeyl groups
aptionallyeHpstitied QLR LantianalbIulRstivted.RRAJR AAJIIBR Qives.
the_definitio_t;jllz shared Wiﬁ?l?, R16 may}?eﬁ{esent hyﬁ?gxy. v
EXAATHEHRS ILEA SRS RACUAT P GHIh sap b thers ey (R.S)-o-
gifferd e yhayiZ:seliesent incltipiesnylmetiy] opldoaaily stoptitutet by oartyl,
). Mere Ne Kox ,qp' nallxsu tituted, aryl, thioaryl. or aryloxy,
e B AL AR o
avpluripgr Bydio eBdTi\ AN R GRw byliehaily suixtielreis Arylmptadlgphps may,
aptieralkysUBStisHRIRY 13 ) o6 LRERRAI SWRSHRdApY! o tRiRaTYVLaifyst c.g.
W*}i‘;ﬂﬁ% aryl is optionally substﬁ?te%? NO2, 30CN, Nitta]. t, .y €
palladium on charcoal. Tetrahydropyranyl groups may be cleaved by hydrolysis under
acidic conditions. Acyl groups may be removed by hydrolysis with a base such as sodium
hydroxide or potassium carbonate, or a group such as trichloroacetyl may be removed by

reduction with, for example, zine and acefic acid.

The compounds of formula I, and salts thereof, may be isolated from their

reaction mixtures using conventional techniques.

Salts of the compounds of formula I may be formed by reacting the free acid, or a
salt thereof, or the free base, or a salt or derivative thereof, with one or more equivalents
of the appropriate base or acid. The rcaction may be carried out in a solvent or medium in
which the salt is insoluble or in a solvent in which the salt is soluble, e.g. ethanol,
tetrahydrofuran or dicthyl ether, which may be removed in vacuo, or by freeze drying.
The reaction may also be a metathetical process or it may be carried out on an ion

exchange resin.

Pharmaceutically acceptable salts of the compounds of formula T include alkali
metal salts, e.g. sodium and potassium salts; aikaline earth meial salts, e.g. calcium and
magnesium salts; salts of the Group 1H elements, e.g. aluminium salts; and ammonium
salts. Salts with suitable organic bascs, for example, salts with hydroxylamine; lower
alkylamines, e.g. methylamine or ethylamine; with substituted lower alkylamines, e.g.
hydroxy substituted alkylamines; or with monocyclic nitrogen heterocyclic compounds,
¢.g. piperidine or morpholine; and salts with amino acids, ¢.g. with arginine, lysine etc, or
an N-alkyl derivative thereof, or with an aminosugar, ¢.g. N-methyl-D-glucamine or
ghucosamine. 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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WO 2007/091106PCT/GB2007(050055 16 halogen, SO2R12,
NIZI3S021t14, CN.W)RIis, 5NTRIBC(=W)R17, R10, R11, RL2, R131
R14, RI5, RI6 and RI7, which may be the same or different, represent

Rygragensalisy! optionally substituted by optionally substitutedgtyh sa007/050055
optionally substituted aryl, in additionjd ONRIORt | together with the

nitrogen to which they are attached may form a ring, R12 may have the

same meaning as NRioRit,  when R17 represents NIttoRn, that Rio and

RI 1, which may be the same of different, may represent hydrogen,

COalllciizfietag@tstionaily shbstitpraalalylufRs weny sepreseriedpdrassy, c.g.

%&k@m&g{ BF@dosbal Ly MaN-LeBregRRt alul SYRRIIYLSH Y 0 B solated
an

more of halogen, alkoxy, optionally substituted aryl or NRioRii, [

R SFPRENIFR ST SHENARID R A S 01 1het somp upicsdng Roversional. g
GarabaodlangGGsapiiooalPETD SihieE ArYAlbnativaly RO dosRRI @HEBAS Bomers
lég%? gbg\%lazﬁﬁ 8%)3(9{10]&;'&%03} I %elé rr%% 1§t£hggtli'cz£ﬂ?fya£%‘3cr:es 'errt];Ing] %%E%‘a% Eﬂdcr

conditions which will not cause racemisation,
Substituents that alkyl may represent include methyl, ethyl, butyl, eg sec butyl.
Halogen may represent F, Cl, Br and I, especially CL

Examples of substituents that R; in the compound of formula 1 may represent
mclude alkyl, alkoxy or aryl, each optionally substituted by one or more, preferably one

to three substituents, Ry, which may be the same or different.

In addition, when L is single bond, R; may represent thioalkyl optionally
substituted by alkyl or optionally substituted aryl,

thioaryl, in which the aryl is optionally substituted,

optionally substituted aryl,

hydroxyt,

NO;,

CN,

NR Ry,

halogen,

SO:Ry,

NR1350:R 14,

CE=W)R s,

OC(=W)INR R

NRisC=W)R 7,
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allcylene, alkenylene, allcynylene, each of which may be optionally
interrupted by 25 one or more of 0, S, NR, or one or more C-C single,

double or triple bonds, a -N-N- single or double bond, R18 represents
Rydragens@licyl, CORIs When L is (C0)11NR18, n may repegsetddrdzo0s5
or 2, when nis 1 or 2, Rig preferably represents hydrogen. 30Although the
scope for variation of 124, R5, R6, R7 and R8 is large, preferably R4, R5,

R6, R7 and 128, represent hydrogen, alkyl or optionally substituted aryl.

17 Alkyl may represent any alkyl chain. Alkyl includes straight and
branchBd&:(@4t8reiled and unsaturated alkyl, as well as cyclic alkyl, such as

CVC'OP@B}’MYR@ DRy IREYROPRAE, CYEIPARIK], AR CY Giah ‘BQ% 5N GY&Fhich
preferably, when any of the substituents represents alkyl, axt%g}h

Ikyl is
BRirdfed ‘hr?éﬁ’ico?rbrddﬁﬁ’ﬁébl AFRISSY HPSACRTE 1OKTArBRIiPaAE substituted by

pig{etalbhsitetitulein s Caghonadionissanddaeyt preferably from 1 to 6
carbon, atom When any of the substituents represents alkyl, a

partlcularzfy preFérred group is cycloallcyl, for example cyclopropyl,
cyclobdtffiiByclegringy ity dhe mérgaerid whisl Heptyre attacked| masiyaep pademt

any arqmq;j eme Bisferablya g%p&ggmpounds of formula I, aryl is an
aromatic hy rocarbon or a 5to 10 membered aromatic heterocycle

containifi§e fo7 4 FtartoNts e il fremith Biygthdmiy aPSutphirme o

gofarandaynitiegent dipmas, stk congtititeadtbesities bathon Adye prefer

heterogycles W SaNIan 9NBQL O NEIRIQRIONS AIRMANS .

heterocy&flesthét mayb entlone |nc ur’an hIOph C, pyrrole,

pyridinelkyl substitidedely qprede rapiy Oﬁhféfrg@rryﬁikoam epbonakic ywpibedor, or

I ILRresantmAR 18,10 membered monocyclic or bicyclic system, for
example phenyl or naphthalene. Saturated and unsaturated

heteroSPERIE T shsUysd FReFbned include those containing 4 to 7 ring

atoms,apyedeitdl|yR5, 0r 6 ring atoms, preferably containing one to two

heterogiammaeIRced fom eén%@ggwﬂetemc YR LRt YR additionally

mentioned inclu pyrr0| e piperi tetra ydro uran, piperdazinc an

AFOFpHBHRE. Akromammmly ﬁ&@t@@%ﬁ@@@@aﬁ%ﬁ@@@f@@d eg when
NRIoR}fgrmadainekaney digifinens tared witSEeRICAA0CNRMIBRIARY.
adjacent pair of Al - A4 each represent CR], the adjacent carbon atoms,

together with their substituents may form a ring ring B. Preferably ring B is

a saturateshgrurisatstatedtSthat T mé i eredicadydeyibieconhetdificysticmay
ing. Rarticylarly preferably ring B is benzene ring. ~ We particularly

prefer compounds in which at least one R1 represents NRISC(=W)R17,

more pakitutaHYEHY grdupiNeU ST OReL PrViReHsI skrisesar- Espryoahdpiienally
whighatdeast aneuRlorepyesents CONRIsRii.  For one group of

S B P R Ao
hydroxyl,
OC(EW)NR'EURU
optionally substituted aryl,
thioalkyl optionally substituted by aikyl or optionally substituted aryl,
thioary!, in which the ary! is optionally substituted,
NOg,
CN,
NRyoR11,
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alkyl Cr- CE7 alkyl CI - C6 substituted by phenyl alkyl C1 - C6
substituated by alkoxy - C6, haloallcyl C1 - Cs, perfluoroalkyl C1 - Cs,
phenyl optionally substituted by one or more of halogen, alkyl CI - C6,

PN o1 fab, amino, (alkyl C1 - C4amino, cii(alkyl C1 - Cs) gpiR@;9o7/050055
phenyl, CH:CH phenyl, naphthyl, pyridinyl, thiophenyl and furanyl. We

prefer compounds in which one or both of R1 and R2 are other than

-COOH. WO 2007/4191106PCT/GB2007/050055 19 For another

group of particularly preferred compounds at least one R1 represents a
group REISE@ONR.101211, then in which R10 and R11, which may be the
same gjgglifferent, are selected from optionally substituted awl, alkyl and
COaryl optionally substituted. A particularly preferred group which at least
one of ﬁﬁgﬂ]fébresent is WHCON1-IR15 and 5R15 is selected from
phenylCaHyhg 1, to C6 and COphenyl optionally substituted by one or

more ). For another group of particularly preferred
compgﬁni?dgssgt‘f@géf’one RI represents alkyl Cl to C6, optionally

substitiedhoy, pPhenloiab DR mendbBredathratedter he smeaturdideront,
?@;@g@ﬁvag%%e@mgg PRANQRBIGRAI DS RAIRGI S AN a§l,a|§k§i9nally
po

For another grou particularly preferred compounds at least one
FEPELAEEIORTh and R16 is alkoxy Ci - C6, amino, (alkyl C1 - C6)amino
or di(abyddditier;6) amino. 15 For another group of particularly preferred

Compoﬁﬁ(ii(ﬁllait tlt%%%c? r\!ﬁt}?&u}r RRES: 5&%5 :wllsrlialzt’hcy arc attached may form a ring,

Ry2 may have the same meaning as NRyoRyy,

when Ry represents NRoRy;, that R and R4y, which may be the same of
different, may represent hydrogen, COalkyl and CO optionally substituted aryl,

Ri¢ may represent hydroxy, alkoxy, or NRj¢Ry,

Ry; may represent alkyl substituted by one or more of halogen, alkoxy, optionally
substituted aryl or NRyoRyy,

and when Ry represents NRigR 1, that NRoR;; may represent hydrogen, CQalkyl
and CO optionally substituted aryl.

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

0, S, (CO)NRys,

alkylene, alkenylene, alkynylene, each of which may be optionally interrupted by
one or more of O, 8, NR s, or one or more C-C single, double or triple bonds;

a—N-N- single or double bond,

Rig represents hydrogen, alkyl, COR ;.

When L is (CO),NR 5, n may represent 0, 1 or 2, when nis 1 or 2, Ry preferably
represents hydrogen.

Although the scope for variation of Ra, Rs, Rg, R7 and Ry is large, preferably Ry,
Rs, Rs, R7 and Rg, represent hydrogen, alkyl or optionally substituted aryl.



halogen, amino or (alkyl CI - C6)amino or di(alkyl C1- C6) amino in
which the alkyl Ci to 20 C6 is optionally substituted by phenyl or a 5 or 6
membered saturated or unsaturated heterocycle, NFISO2alkyl Ct - C6,
NHSO2phenyl, SO2alkyl CI - C6, phenyl optionally substituted by C1 to
C6 alkoxy CI - C6, 25a 5 - 10 membered, saturated or unsaturated, mono-
or bi-cyclic heterocycle containing from 1 -3 heteroatoms selected from N,
S and 0. There is also wide scope for variation of the group R3.
Preferably R3 represents awl and is optionally substituted by one to three
substituents, R2, which may be the same 30or different. WO
2007/091106PCT/6B2007/050055 20 Particularly preferably, R3 is a
5 - 10 membered aromatic mono- or hi-cyclic system, especially a
hydrocarbon 5 - 10 membered aromatic mono- or hi-cyclic system, for
example benzene or naphthalene. 5Alternatively, the 5 - 10 membered
aromatic mono- or hi-cyclic system, may he a heterocyclic system
containing up to three heteroatoms selected from N, 0 and S, for example
a thiophene, furan, pyridine or pyrrole. Preferably the substituent(s) R2
is/are selected from: 10alkyl C1 - C6, optionally substituted by thiophenyl
or phenoxy, each optionally substituted by halogen, alkoxy C1- C6

Alkyl may represent any alkyl chain. Alkyl includes straight and branched,

saturated and unsaturated alkyl, as well as cyclic alkyl, such as cyclopropyl, cyclobutyl,
cyclopentyl, cyclohexyl and cycloheptyl. However, preferably, when any of the
substituents represents alkyl, alkyl is saturated, linear or branched and has from 1 to 10
carbon atoms, preferably from 1 to 8 carbon atoms and more preferably from 1 to 6
carbon atoms. When any of the substituents represents alkyl, a particularly preferred
group is cycloalkyl, for example cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl and
cycloheptyl.

Aryl may represent any aromatic system. Preferably, in the compounds of |
formula I, aryl is an aromatic hydrocarbon or a 5 to 10 membered aromatic heterocycle
containing 1 to 4 hetero atoms selected from an oxygen atom, 2 suiphur atom and a
nitrogen atom as a ring constituent besides carbon. We prefer heterocycles which contain
one or two heleroatoms. 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 onc to
two heteroatoms selected from N, § and O. Heterocycles that may be mentioned inciude
pyrrolidine, piperidine, tetrahydi’oﬁxran, piperazine and morpholine. N-containing
heterocycles are particularly preferred, eg when NRoR1forms a heterocyclic ring.



phenyl, thioalkyl CI - C6 15thiophenyl, optionally substituted by halogen,
NO2, CN Nituatt, in which R10 and R, which may be the same or
different represent hydrogen, alkyl CI - C6, or together with the nitrogen to
which they are attached form a 5 20 to 7 membered ring which may
contain one or more additional heteroggoms selected from N, 0 and S,
halogen S02R12, in which R12 represents a 5 to 7 membered ring
which may contain one or more additional heteroatoms selected from N, O
and S 25NHC01247, in which R17 represents alkyl C1- C6, optionally
substituted by: phenyl or halogen, or phenyl optionally substituted by
alkoxy CI - C6, carboxy or halogen, or 30a 5 or 6 membered saturated or

unsaturged Qﬁf%%%%%e1w}4‘é0a%09d7£9§%19§PO?HP§%OOJJ&5P%§%6%% CR,, the
phenyl ora’s or membered satu atea or unsaturated hetero ycle

optinsallyeseisstinmedasythal g theal kel Tt eEs feasoxeding Frotisierably
SA2NRLOB R ated or unsaturated 3 to 10 membered carbocyclic or heterocyelic ring.

Particularly preferably ring B is benzene ring.

We particularly prefer compounds in which at least one R; represents

NR;sC(=W)R 7, more particularly the group NR;5CORy7.
We also prefer'compounds in which at Jeast one Ry represents CONR, R 1.

For one group of particularly preferred compounds at least one R; represents an
amide group NHCOR,;, wherein R,7 is selected from:

alkyl Cy- Cs,

alkyl C; ~ C substituted by phenyl

alkyl C; - Cg substituated by alkoxy Ci — Ce,

haloalkyI C; - Cg,

perfluoroatky! C; — Cs, _

phenyl optionally substituted by one or more of halogen, alkyl C; — Cy, alkoxy C;
— Cg, amino, (alkyl C; — Cg)amino, di(alkyl C; — Cs) 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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Particularly preferably when R2 represents Nit! o R11, NRio R11
represents NS pyrrole, N-piperidine, N'(C - C6) alkyl N piperazine or
N-morpholine. Preferably the linker group L represents: -NH.NH- -CH--CH

10eNGRR1BEN which R16 represents phenyl or a 5 or 6 memperagho07/050055
saturated or unsaturated heterocycleidptionally substituted by halogen,

alkoxy ClI to C6, carboxy. Al - A4 may represent N or CR]. The
benzoxazole six membered ring may contain | nitrogen atom.

Embodiments of the invention exist in which one of Al - A4 represents
nitrogehcaaBeihs el pragualy psplesdmenmrandpg ippst aiyoRorsvigecsls a

methoduCOR R ERIMeRE o5 RIgphYAXiaOR PUshRANS Y MS ALY SF OPMent,

Becker muscular dystrophy or cachexia in a patient in need thereof,
EERPIEEI SRhACCBAG T tHE ok Al ARG QHH SRPRAY substtued. A
eanipdurid wEfensiutpo(l) ohizliphaknaceaticd acae ptahiesal. N2RCONTRe; and
¢om | ] I I f i nerall
O b L BN B o
RNUBIANGL a further aspect of the invention there is provided a
pharmaceutical composition including preferably less than 80% w/w, more

preferably less than 50% wi/w, e.g. 0.1 to 20%, of a compound of formula
o SR TR TR LEELGRETE B ah S0 e ARG S epresens

athyiiEirewith apphesityasésticaty Byqsptablerdilient 6r oatrieeed siieated or
%l?g%t&@@%&&%&%%%ﬁ%ﬁrﬁﬁg 1539 90“&9899%8&1&9&91@9&@ %ﬁﬁg?l and O.

composition which comprises mixing the ingredients. Examp

pharmaceutical formulations which may be used, and suitable diluents or

carriel_r%%ﬁz&;ﬁet%%ﬂ@ be{aiﬁU@\iﬁﬁ Wéﬂi&p&&ﬂ@m@lﬁl% RHEfigCtaRLRAs
BTt pe a0 7 HOSOUBB AR C: L or Al €, -

amine.

For another group of particularly preferred compounds at least one R; represents:

NO»,

halogen,

amino or (alkyl C; — Cs)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,

NHSOzalkyl C; — Cs, NHSO;phenyl,

SOsalkyl C; — Cg,

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 Ri. Preferably R; represents
aryl and 1s optionally substituted by one io three substituents, R», which may be the same

or different.
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for tablets, capsules and dragccs - microcrystalline cellulose, calcium
phosphate, diatomaceous earth, a sugar such as lactose, dextrose or
mannitol, talc, stearic acid, starch, sodium bicarbonate and/or gelatin; for
SKpPResHieriess- natural or hardened oils or waxes. 5When theggempdrdoiSioss
to be used in aqueous solution, e.g. far infusion, it may be necessary to
incorporate other excipients. In particular there may be mentioned

chelating or sequestering agents, antioxidants, tonicity adjusting agents,
pH-modifying agents and buffering agents. Solutions containing a
compo#trdiafsdsricrabiay Rf desired, He evaberstadomeatic 100pg-fraebiecyclic
destes UssRiav DGt BHE & SR ERMROS I IREMAY By lic system,
reconstituted prior to use. When not in solution, the compound of

ARSI s SARMPAYR having a mass median diameter of from

0.01 to 10gm. The compositions may also contain suitable preserving,

stabilisi 1 wetting .ag lubiliscrs, e.q. a water-soluble cellulose
T o e B A O S 8% v

dsteBlcsalip SsterpyEriaiegyeptosthestbplivrgasrios csletiih grageNtOaped S, for
RURRINOEIMNSKE RRRIGRHAlS thgermpositions may be formulated in
sustained release form. The content of compound formula | in a
pharmaceutical composition is generally about 0.01-about 99.9wt%,
preferahbfakidyti: kubbibutBENastetadtlectaltirenentire 20preparation.

The do fthe nd,of forn: 4 termined in.consideration of
g6, D ot o e b o el By
adbpaiftseeiohalngdhod, clearance rate, combination of drugs, the level of
diseasgifekyvhjchdhe patient is under treatment then, and other factors.
25While the dose varies depending on the target disease, condition,
subjecPBFHdministration, administration method and the like, for oral
adminigtietioyl &3 -atherapeutic agent for the treatment of Duchenne

muscul oﬁﬁ@;?f,p _-&gﬁl?g}ﬁﬂ{&&gf%igfg fégﬁn such a djsease .is from 0.01
mg - 10 g, prefera I]y 0.1'- 100 mg, I pre? rably administered in a single
dose o2 or 3 portions per day. WO 2007/091106PCT/GB2007/050055
25  ¢hhe potential activity of the compounds of formula | for use in the
treatment of DMD may he demanstrated in the following predictive assay
and scﬁggr%.‘ q .ﬂtﬁ”gféég%@ RSOt gé%%/’fﬁ?’u%éhif?ﬁecgﬂg)‘fg@fiﬂg gghpresent
hyérogad dtytia scleen isgatharmnibrializecgnaiowbiskehid? rcettdohedtfiatn a 5
ps heepstabindonsieaRALit A RIRSIL CORRIRNG FRKBAAIMEALRN fom
the Utrophin A promoter including the first untranslated exon linked to a
Riciferad& reporter gene (see Figure 1).

halogen
SO.R,, in which Ry, represents a 5 to 7 membered ring which may contain one or
more additional hctcroatams selected from N, O and 8
NHCOR 7, in which R7 represents
alkyl C; — Cy, optionally substituted by:
phenyl or halogen, or
phenyl optionally substituted by alkoxy C, ~ Ce, carboxy or
halogen, or

a 5 or 6 membered saturated or unsaturated heterocycle,
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10 Under conditions of low temperature and interferon containing media,
the cells remain as myoblasts. These are plated into 96 well plates and
cultured in the presence of compound for three days. The level of
luciferase is then determined by cell lysis and reading of the || o
fr‘g%zt?%/%g%{}%ssed luciferase gene ufilising a plate Iumino'm‘él;g(éﬁl&((’)'gH))“’El’tmbt.).oDD
Example of pharmacological dose response of compounds in the assay is
shown in Figure 152. 2. mdx mouse Data obtained from the ADMET data
was prioritised and the compounds with the best in vitro luciferase activity

and reasonahlg ARMET, datg-werg prioritised dRkdesing.indhe.eX:pieekycle

of concept study where the outcome was to identify whether any of the
FRRR i e AR, A EA LR ChE TERASE BrURrRIBh Y i Bteffrin

dystrophin deficient muscle when compared to vehicle only dosed control

animals, There were two.animalsjnjected itﬁo /kg?ﬁg cqmpound :
admini%laé%a{?ﬁ%fﬁf/f%&%% %%%S%?ugegasemvryﬁa c gr(:i%b’n rofg.q%}l]hsr Lesents N
gample Nvpdreridike Na((H p ot eisd i fiupeedtoniny-poridelitiéy increases in
sarcolemmal staining of utrophin) and Western blotting (to 25identify

overall increases in utrophin levels). WO
2007/0BfesprhrdiBbuErenbosyeeEigure 3 shows an example of TA
muscle sectiorgistagined with antibody specific for mouse utrophin.
Comparison tg the mdx muscle only injected with vehicle shows an
increase in tH&HAmount of sarcolernmal bound utrophin. 5 Muscles from

the above treaf€Ryica whieh Asorepeimet phohylroce Ssedsiorcwestersaturated

s e BB R e T S e o

levels ¢faxIphin present in both the TA leg muscle and the diaphragm.
Both mice exposed to CPD-A (V2 and V3) showed increased levels of
utrophin expression compared to control. 10 '

Aj— A, may represent N or CR,. The benzoxazole six membered ring may

contain 1 nitrogen atom. Embodiments of the invention exist in which one of A; — A,

represents nitrogen and in which all of Ay — As represents CR;.



Positive upregulation data from the first 28 day study were then repeated
in a further two mouse 28 day study. A total of three different compounds
have shown in duplicate the ability to increase the level of utrophin
expression in the mdx mouse when défivered daily by ip for 28 days. This
data demonstrates the ability of the compound when delivered ip 15

CayReSRoSiHigan INCIEABEIP the teueis Tl steppiR e sfimiBcmedtuscular
muscle and therefore gives us, the cgnfidenc%hat this a %oach will

anfABPRRY thRegeE Auseulan (e TmBlsRe FHARC R Hatfb A
anyoinprisagedhitiaatin tevelpaiert trefettid: hassigoificanphumdtivifatmala I)
effects on dystrophin deficient muscle. 20 The H2K/mdx/Utro A reporter
ceﬁﬁ%%%ng%cf%uk%a&nqcag é%fjez thx/Utro A reporter cell line was passaged
twice a week until <30% confluent . The cells were grown at 33C in the
presence of 10% CO2 To remove the myoblasts for platting, they were
incubated with Trypsin / EDTA until the monolayer started to detach. 25
Growth Medium DMEM Gibco 41966 20% FCS 1% Pen/Strep WO
2007/091106PCT/GB2007/050055 27 1% glutamine 10mis Chick embryo
extract Interferon(1276 905 Roche) Add fresh |Oul / 50mls medium 5
Luciferase Assay for 96 Well Plates The 1-121QmcLx/Utro A reporter cell
line cells were plated out into 96 well plates (Falcon 353296, white
opaque) at a density of approximately 5000 cells/well in 190111 normal
growth medium. The plates were then incubated at 33C in the presence of
10% CO2 for 24 hrs. 10Compounds were dosed by adding 10111 of
diluted compound to each well giving a final concentration of 10uM. The
plates were then incubated for a further 48hrs




Cells were then lysed in situ following the manufacture's
protocols(Promega Steady-Glo Luciferase Assay System(E2520). Then
counted for 10 seconds using a plate luminometer (Victor 1420). 15
Compound Storage Compounds for screening were stored at -20C as
10mM stocks in 100% DMSO until re%uired. 20 Injection of mcbc mice
with compounds Mdx from a breediné 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% DMSO, 0.1% tween in PBS.  Mice were sacrificed by cervical
dislocakhsncampiesikdschfidvepdintdonne rnubelesagxcisad R wilblysisally be
MusislaAoeivais MO A00A0I00RE TUGRRANF050055 28

Immunohistochemistry Tissues for sectioning were dissected, immersed in
OCT (Bhight &ceyatidy Bed) angdiozepan iquilnitiogerncoaled iIRORRRLA0E a

nfixed SUM cryosections were cut an a Bright Cryostat,and stored at
PR SRR LRI e, R sy
s P B & for 89 fhing: 707, ofimesypmidonti ésrmvelrel ditusephimmidcaling Ly

seagemiangdinahaed QN RERIANSHIRI L - b NERR A, iC ag\g% i
vgé{%,ed three times for 5mins in PBS.eSecondary antibodie% Iso d%%gtlgé: ally
B HS AL e incubated for Ihr in the dark in a humid chamber.

Finallweot'ggs wer ewgshl%dethr rti_ es ?0 in%in PBS and coverslip .
Mounted 15 With hGFoth iRt Siides Wer 8h&T)8ed4 st f eRligroaceutical
¢hrapesitient whitio scopwisay QREQ7 (0O 11EERETIG BROOFUBS00 5h &thaceutical
f3858UBons 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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Biological activity as assessed using the luciferase reporter assay in
murine H2K cells, and is classified as follows: 5+Up to 200% relative to
control IBetween 201% and 300% relative to control Between 301% and

400% ¢ elative to control +1 1 | Above 401% relative to control H-Faidadsosooss
Compounds made by methods descrilzed herein WO

2007/091106PCT/GB2007/050055 30
513-phenyl-N-(2-(pyridin-3-yObenzo[d]oxazol-5-Apropanamide
52N-(2-(pyridin-311)benzo[d]oxazol-511)cinnamamide
53N-(2{ppyridits3cypden2ojdimeseo - Bidmupioiagielbilose, calcium phosphate,

G2 pird ddn3-y 1RenzRla]9xazabas ARV @MU nannitol, tale, stearic acid,
55N-(2-(pyridin-3-yObenzo[d]oxazo1-5-yl)pentanamide

NSO 515845 81d{B% 881 Aisobutyramide

57N-(2; r|d|n- -}(]lObenrgl “‘Ifg}” Xﬁ"‘ZS d%;ﬁuran -2-carboxamide
58N-(2-(pyr ui%qn- - enzoldjoxazol-b, 3 Uran-3:Carboxamide WO

2007/ OWQQE&IE%WZ/&%% in aqueous solution, e.g. for infusion, it may be

necessary to incorporate other excipients. Tn particular there may be mentioned chelating
or sequestering agents, antioxidants, tonicity adjusting agents, pH-modilying agenis and

buffering agents.

Solutions containing a compound of formula I may, if desired, be evaporated, e.g.
by [reeze drying or spray drying, to give a solid composition, which may be reconstituted

prior to use.

When not in solution, the compound of fornla I preferably is in a form having a
mass median diameter of from 0.01 to 10um. The compositions may also contain suitable
preserving, stabilising and wetting agents, solubilisers, e.g. a water-soluble cellulose
polymer such as hydroxypropyl methylcellulose, or a waler-soluble glycol such as
propylene glycol, sweetening and colouring agents and flavourings. Where appropriate,

the compositions may be formulated in sustained release form.

The content of compound formula T in a pharmaceutical composition is generally
about 0.01-about 99.9wt%, preferably about 0.1-about 50wt%, relative to the entire

preparation.

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 discase, condition, subject of
administration, administration method and the like, for oral adminisiration as a
therapeutic agent for the treatment of Duchenne muscular dystrophy in a patient suffering
from such a discasc 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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31 59N-(2-phenylbenzo[d]oxazol-5-yObenzamide
60N-(2-(4-(diethylamino)phenyl)benzo[d]oxazol-5-yOnicotinamide
61N-(2-(4-(diethylamino)phenyObenzoid]oxazol-5-yl)isonicotinamide
&2dl26444o{ digthylamino)phenyObenzo[d]oxazol-5-yl)benzamigler;cs2007/050055
4-chloro-N-(2-(4-(diethylamino)phenyfadbenzo[djoxazol-5-yObenzamide
N-(2-(4-(diethylamino)phenyl)benzo[d]oxazol-5-y1)-4-methylbenzamide
N-(2-(4-(diethylamino)pheny)benzo[d]oxazol-5-y1)-4-methoxybenzamide
66N-(2-(4-(diethylamino)pheny)benzo[d]oxazol-5-y1)-2-methoxybenzamid

e N-(2-laq gyl rastioliytariyp isempofuibxelztsitBuy)a Y dor use in the treatment of
e YA PINRINGREAMIIE it following prodictive assay and screens,
3,4-dichloro-N-(2-(4-(diethylamino)phenyl)benzo[d]oxazol-5-yObenzamide

+ N-(2-(4-(diethylamino)phenyObenzo[d]oxazok5-y1)-4-
(trlfluoromethyl)benzam|de

Bbenzo[d]oxazol-5-y1)benzami

ﬂﬁ P itorety it R OB SRy BRafo%ES Srs-JAgHCHtdFobh Jar s bas
efa- @ﬂab@emnkahmao)phﬁmybheﬂm[diﬁmamg&mb@k@mﬂt%ﬂanbdxaﬁplﬂﬁ A
+ N-(2- hen nzald]o y1 2 hen Iacetamlde
ﬁ“@% -(die éll%%ﬁlno%o%eny ggﬁz(g[%ﬁ%lkgjgﬁi gaﬁf/lpe %rgaﬁ ésee
lﬁi@r@&)(dlethylammo)phenyObenzoIdjoxazoI 5- yI)proplonamlde++
N-(2-(4-(diethylamino)phenyl)benzo[d]oxazol-5-yObutyramide
N-(2-(4-(diethylamino)phenyObenzo[d]oxazol-5-yl)pentanamide++

W@ 4cfiti @ibryd amliow oheyQbenabdlalorazo Lomgsabutdamideclls remain as
5 a’?% ast(sd thg/é%ti,ncllr;lﬁzggl T 96b wort %ﬁd U %loc:t&t&e&tpﬂq (p grrégcgce of compound
for three days “The level of luciferase is then determined by cell lysis and reading of the

light output from the expressed luciferase gene utilising a plate luminometer.

Example of pharmacological dose response of compounds in the assay is shown in Figure
2,

2. mdx mouse

Data obtained from the ADMET data was prioritised and the compounds with the best in
vitro luciferase activity and reasonable ADMET data were prioritised for testing in the
mdx proof of concept study where the outcome was to identify whether any of the
compounds 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 uirophin) and Western blotting (to

identify overall increases in utrophin levels).
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3-(5-propylbenzo[d]oxazol-2-yObenzoic acid
N-(2-(pyridin-3-yObenzo[d]oxazol-5-yOnicotinamide
5-amino-2-(5-aminobenzo[d]oxazol-2-Aphenol
834-metberiysN-(2-(4-methoxyphenyObenzo[d]oxazol-5-yl)bepzaaglorosoess
845-(ethylsulfonyl)-2-phenylbenzo[d]exazole

8525-diphenylbenzo[d]oxazole 862-phenyinaphtho[1,2-d]Joxazole
87N-(2-(4-chlorophenyObenzo[d]oxazol-511)isonicotinamide
88N-(2-(4-chlorophenyl)benzo[d]oxazol-5-Abenzamide

goguth forbans 2 4xxdete o iy Yessio fatoras slangbeithaanithedy specific for
L edophireRhgvhens Aldi B Alieeil bty eV RERERTNHR 1c shows an
91N-(2-(4-chlorophenyl)benzo[d]oxazol-5-y1)-4-methoxybenzamide
GRS (B b BRsHRER B5els TR S4B B LB methoxybenzamide WO
2007/091106PCT/GB2007/050055 32
93N-(2-(4-chlorophenyl)benzo[d]oxazol-510-4-(dimethylamino)benzamide

HRAN2 G micraR R eRyPenzaldlexaZQs excised and processed for Westem
1-5-yl)-4-(trifluoromethyl)benzam ide+ . . .

&é%*,%%%j R YA 3-SR S RO IS 50 dj e 4152 s gnyecle dosed
G- (R4 A btoroph eyl fhenzaldiasairohb boedafl Uorabenzampite present in both

the TA leg muscle and the diaphragm. Both mice exposed to CPD-A (V2 and V3)

showed increased levels of utrophin expression compared to control.

Positive upregulation data from the first 28 day study were then repeated i a further two
mouse 28 day study. A total of three different compounds have shown in duplicate the
ability to increase the level of utrophin expression in the mdx mouse when delivered daily
by ip for 28 days. This data demonstrates the ability of the compound when delivered ip
causes a significant increase in the levels of utrophin found in the mdx muscle and
therefore gives us the confidence that this approach will ameliorate the disease as all the
published data to date demonstrates that any increase of utrophin levels 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 linc 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 siarted to detach.
Growth Medium
DMEM Gibeo 41966
20% FCS

1% Pen/Strep
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97N-(2-(4-chlorophenyObenzo[d]oxazol-5-y1)-2-phenylacetamide
98N-(2-(4-chlorophenyObenzo[d]oxazol-5-y1)-3-phenylpropanamide+
99N-(2-(4-chlorophenyl)benzo[d]oxazol-5-yObutyramide++++

108 Wt drshlorophenyl)benzo[d]oxazol-5-yOpentanamide+gcyyar2007/050055
101N-(2-(4-chlorophenyObenzo[d]oxazol-511)isobutyrarnide++++
102N-(2-(4-chlorophenyl)benzo[d]oxazol-5-yl)furan-2-carboxamide
103N-(2-(4-chlorophenyObenzo[d]oxazol-5-yOthiophene-2-carboxamide
1045-amino-2-(5,6-dimethy1-1H-benzo[djimidazol-2-Aphenol++
1052-(3%nghgminenitropheny1)-1H-benzo[d]imidazole++++
1062-(6-nitro-1H-benzo[d]imidazol-2-yl)phenol

2-pheniiBER CBiBfSRRYSREBYS hoxy lic acid+++

2-(4-propylphe d le=5-car y% cid ..

2 0o e AR g
2'-(4-propylphenyl)-2,6Lbibenzo[d]oxazole-6-carboxylic acid
5-chloro-2-phenylbenzo[d]oxazole+-F 6-chloro-2-phenylbenzo[d]oxazole
113 palahitenso i@ aek 5-yOnicotinamide
114N-(2-p-tolyibenzo[d]oxazol-511)isonicotinamide

The H2K/mdx/Utro A reporter cell line cells were plated out into 96 well plates (Falcon

353296, white opaque) at a density of approximately 5000 cells/well in 190ul normal
growth medium. The plates were then incubated at 33°C in the presence of 10% CO; for
24 hrs,

Compounds were dosed by adding 10pl] of diluted compound to cach well giving
a final concentration of 10pM. The plaies were then incubated for a further 48hrs

Cells were then lysed in situ following the manufacture’s protocols(Promega
Steady-Glo Luciferase Assay System(E2520). Then counted for 10 seconds using a plate

luminometer {Victor1420).

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
cither vehicle or 10mg/kg of compound using the intreperitoneal route (ip). Mice were
weighed and compounds diluted in 5% DMSO, 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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115N-(2-p-tolyibenzo[d]oxazol-511)propionamide++++
116N-(2-p-tolylbenzo[d]oxazol-5-yObutyramide++++
117N-(2-p-tolyibenzo[d]oxazol-5-yl)pentanamide+++
H@hbdZepriadyibenzo[d]oxazol-5-yOisobutyramide++ PCT/GB2007/050055
119N-(2-p-tolyibenzo[d]oxazol-5-yOfuran-2-carboxamide
120N-(2-p-tolylbenzo[d]oxazol-5-yOthiophene-2-carboxamide++
121N-(2-(4-(trifluoromethyl)phenyl)benzo[d]oxazol-5-yOnicotinamide
122N-(2-(4-(trifluoromethyl)phenyl)benzo[d]oxazo1-5-ypisonicotinamide
i#FEmethyl)phenyl)benzo[d]oxazol-5-ypacetamide++ ,

e ey e e DS
bAGN=2- etz osolni thypppheny Ob@nzofdjdxazob&ty@pentanamides Bright
T I o bsoomn o o YV sodramide WO

12 8lirkaaétriflumiein etbyhRheey Inenzaltl 03 zeLA AN KA GRFINXERI30
91181;1-51 %k?esé%eggj %:lllt}géﬁlrc]:(se %gedq{'u%g]i% alggilc%;l_g-l-;(;zgcnt and incubated on scctions
for 1.5 hrs in a humid 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

chamber. Finally sections were washed three times 5mins in PBS and coverslip Mounted

with hydromount. Slides were analysed using a Leica fluorescent microscope.



6-nitro-2-phenylbenzo[d]oxazole++
4-(5-chlorobenzo[d]oxazol-211)-N,N-diethylaniline
1324-(6-chlorobenzo[d]oxazol-211)-N,N-diethylaniline

133 2a(5®mis0-1H-benzo[d]imidazol-2-yOphenol PCT/GB2007/050055
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PATRE[(ACHEER B SHRER BERE S8 BT GRS AFOSS S ot a B i AE S
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146N, Nrgietty bdrinanhiuobl RidiRxag ebdryOaniline++
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17 2-{A-(diethylaminojphenybenzodjoxazol-5-amine ¥
18 E2—p;£g\i\;‘l‘benzo{d]oxazotms-amine "
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45 3 4-dichlora-N-{2-(pyridin-3-yt}benzoldloxazol-5-yibenzamide fi+
46 §N~(2—(pyridin—3—yt)benzo[d]oxazoi-S-yl)—4-(tréﬁuoromethy!)benzaméde +
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68 trifluoromethybbenzamide P
70 3 5-dichloro-N- (2 (4~(dlethylamino)phenyl)benzo[d]oxazol S-yE)benzamlde +
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‘N-(2-(4-(diethytamino)phenyl)benzo|djoxazol- 5~y|)th|ophene-2- +
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o N (2»(4mch|0rophenyl benzo[d]oxazoi 5-yl) 4—methylbenzam1de +
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1922-p-tolyloxazolo[4,5-c]pyridine+
193N-(2-phenylbenzo[d]oxazol-5-yhpropene-1-sulfonamide++
194N-(2-phenyl-1H-benzo[dlimidazol-5-yl)butyramide++
195hdZek416hlorophenyl)-1H-benzo[d]imidazol-5-yl)isobutyragvige k3o 7/050055
1962-m-tolylbenzo[d]oxazol-5-amine 32
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258N-(2-(4-fluorophenyl)benzoldjoxazol-5-yOisobutyramide
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225 -(2-(3-(tr|ﬂuoromethyl)phenyl)benzo[d]oxazoE—S—yl)butyramide | +
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295EN-(2-(2-chlorophenyhbenzo[d]thiazol-5-yhisobutyramide
296N4-(2-(3-chlorophenyhbenzolcl]thigizol-5-yhisobutyramide
297IN-(2-(3,4-dichlorophenyhbenzol[d]thiazol-5-yhisobutyramide
298)2-(2-Chlorophenyl)-5-(ethylsulfony)benzo[d]oxazole

3}d+9xei-5—yl)benze{drexa%et—5—am+ne—~m--——-
' ﬂ?,j@]%’l‘i&?&f‘?&@baéﬁ%E&ié??é’iﬁf‘@'gﬁmmmyram|d’e

3&@12 - (23 MetliCitiorophenyRby@ifopigpfenyibbeniifdim@zole +

RN e BRI TR oo Pyl O
RN S AR SR B r e S ) E R E  ey ramice

272 (S) -2-amino-N-(2- (4 ch}orophenyl)benzo{d]oxazol -5-yi)propanamide ad

273 N ~(2~(2,3-dichlorophenyl)benzo[d loxazol-5-ylisobutyramide bt

274  i2-{4-chlorophenyl)-N- isopropylbenzo[dloxazole- -5-carbothioamide *

275 N-(2-(4-chlorophenyl)benzo[dloxazol-5-yl)-2-methyipropanethioamide ++

275 ;2-(4—chloropheny!)b.enzo[d]thiézoi-smamine b

277  IN-(2-{4-chlorophenyl)benzojd}thiazol-5-yljisobutyramide Mt

278 2- (4 chkoropheny!) N-:sopropyf-N methylberazo[ ]oxazoEe 5—carboxamade ++-§-

‘279. 2-(4-chloraphenyh-N- methy!benzq_{d_}q?cazole -S-carboxamide et

280  2-phenethylbenzofdjoxazok-5-amine | T e

281 | %2-(4-chloropheny!)nén(isoprp?yisulfonyl)benzo{d}qxazple _ ;++++

282  2-(2-chlorophenyl)benzo[dlthiazol-5-amine et

283  2-(3-chiorophenylbenzoldjihiazol-5-amine .

284 22—(3,4—dichlorophenyf)benzo[d}thlazol-5-am1ne ++++
235 33.~r\;10rphdiéno—l\§-(2-phenylbenzo[d]oxazol 5~y|)pr0panamzde - +
286 2-{benzofd][1,3]dioxok-5-yl)-5-nitrobenzoldjoxazole N
287  imethyl 4-(2-(4-chlorophenyl)benzo[djoxazol-5-yl)benzoate i+ B
233. | E5~brom.o-2~(é-.c.hEorophenyf)benzo{d]oxazoIe ?+++_+ i
239 | .-¢4~(5~chEorobenzo{d]oxazot—2~yl)aniiine bt 3'
200 4-(B-chlorobenzo[djoxazol-2-yhaniline R
291 ) 12 -(4-chlorophenyl)-5-(4- morphohnopheny[ benzo{d}oxazole i+t

282 ;2-(4-ch!orophenyl)—5-(3—(ethy!th:o)phenyl)benzo[d]oxazole_ : o

293 (3-chiorophenyl) -5- (ethylsuifonyl)benzo[ joxazole R s
294 '@N-(z-{ _(@-chlorophenyl)benzo|djoxazol-5-y)phenyhacetarmide +

295 iN-(2-{2-chlorophenyibenzo[d]thiazol-5-yl)isobutyramide T

298 %N-{Z—(3~chlorophenyl)benzo{d}thiaz_ot-S—yl_)isobutyramide §++_++

297 IN-(2-(3 4-dichlorophenyl)benzo[d]thiazol-5-yl)isobutyramidie .

288 f2~(2~Chloropﬁeny!)—s—(ethyisuIfonyl)benzo[d]oxazole +

298  2-(benzo[d][1,3)dioxoi-5-ybenzo|djoxazol-5-amine s

300" §N~(2~( benzofd][1, 3]dioxol-5-yl}benzo{dloxazel-5-yl)isobutyramide oot

301 2= 3,4-diChlorbphenyI)-5-(ethylsuifonyl)benzo[d]oxazole .

302 ?N—(Z-phenethylbenzo[d]oxazol-5~y1)isobutyramide I+




3042-(2,3-diChloropheny1)-5-(ethylsulfony9benzo[d]oxazole
3052-(4-chloropheny0-5-(6-methoxypyddin-3-Abenzo[d]oxazole
3062-(4-chloropheny0-5-(6-methoxypyridin-3-yObenzo[d]oxazole

03 3o(2,8-dighlorophenyObenzo[d]thiazol-5-amine+++ PCT/GE2007/0500
3082-(1-phenylethyObenzo[d]oxazol-&amine
300N-(2-(1-phenylethyl)benzo[dioxazol-5-yOisobutyramide
3102-(4-chlorophenyl)-5,6-methylenedioxybenzoxazole+++

r_J'I
th

303 N-(2-(23-dichlorophenyljbenzo[dthiazol-5-yl)ischutyramide -
~~~~~ 304 :2n(2,3-61Chiorophenyl)-s-(ethylsulfonyl)benzoidigkazolgw" + _
305 i2-(4—chiorophenyf)-S—(G—methoxypyridin—3—yl)benzo{d]oxazole . ++ T
3032 (4~chlorophenyl) 5- (6~methoxypyndm»3~y!)benzo[d]oxazole. +
o 55 3-dichiorenhonbonzofdihiazol-6.amine +++
308 2- (1 -phenylethyl)benzold joxazol~5~amlne .
309 N (2-(1-phenylethyl)benzofd }oxazo! 5-yl)asobutyramtde T o+
o 310 |
312
313 é:’:—(2-(eﬂf-(:hiorophenyi)benzo[d]()xazoi 5-y!)benzoic acidd o
314 2 (4-chforopheny£)-5-(6-chioropyr|d|n-3-yl ibenzo[djoxazole + ;
315 2 2-(4-chlorophenyi}-5-(6-fluoropyridin-3-yi)benzo{dloxazole | + o
316 »(4-chld‘;ggﬁenyl} 5-{8-morpholinopyridin-3- yi)benzn{d]oxaiole B + T
M7 N -(4-{5-chlorobenzoldloxazol- 2—yi)pheny£)acetam|de i+++
********** 38 N-(4-(5chlorobenzo[dJoxazol-2-yl)phenyllisobutyramide A
319 N (4-(5-chIorobenzo[d}oxazol-z-yi)pheny!)th:ophene-z-cé;goxamlde 5_+. ‘
326 ;N—(2—(4-ch!oropheny!)benzo[d]oxazoI-5-yi)-N-methyllsobutyramlde -
321 ‘S-tert-butyl-2-(4-chlorophenyl)benzod]oxazole T §'++++
322 2-{4-chiorophenyl)-N-isobutyl-N-methylbenzo[djoxazol-5-amine .
3:23 3N-(2-(4-chIorophenyl}benzo[dig;gég;:s-yl}-3-methoxypropanamide :++++
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359 N ~(4 {5 bromobenzo[d}oxaxoi 2-yl)phenyhacetamide j?-l—M"i- '
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363 -z’N-{Z-(Z,3-déchlorophenyi)benzo{d]oxazokE»yi)—B,S,3»triflu0r0propanamide §++++

364  N-{2-cyclopentylbenzo|d]oxazol-5-yljiscbutyramide +
385 iN-(4-(5—acetamidobenzo{d]oxazol-2-yl)phenyl)acetamide ) +
366 a2 (furan 2-yl}-5-nitrobenzo|djoxazole ' +
367 IN-(4-(2~(4-chloropheny!)-1H-indol- 5-yi)pheﬂy§)acetam1de +
368 ﬁN—(Z-(Z—chloro—&(trﬂuoromethyl)phenyl)benzo[d]oxazof-s-yl)isobutyramide +
369 i2-(3,4-dichlorophenylbenzo[dloxazol-6-amine -§+~1~++
270 §N~(2~(3,4~dichiorophenyl)benzo[d]oxazoE-S—yl)isobutyramide _ §++++
371 2-(benzo[d]{1,3]dioxol-5-yl)-5-chloro-6-nitrobenzofd]oxazole §+++
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323N-(2-(4-chlorophenyObenzo[d]oxazol-5-y0-3-methoxypropanamide
3242-(3,4-dichlorophenyl)-6-nitrobenzo[d]oxazole
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382 2 (4—methyibenzyiihto) 5~nttrobenzo[d]oxazole -
383  N-(2-{4-chlorobenzylthio)benzoldjoxazol- 5~yl)1sobutyram:de - +
384 :?N-(2-(naphthalen—2~y})benéd{.ci}.bxazol-s-yi)1sobutyramtde +++
385" ‘gN-(;Z.-(napht_haien~2—yl)bénzo[d}oxazof-S-yf)thiophene—Z—carboxam_ide +
‘38.6 Eethyi 2-(4-chiorépﬁeﬁyijbehzo[djbﬁazﬁ?I—&_’_)—y!c_arba_mate B _ + _
387 IN-(1-benzyl-1H-indol-6-yl)isobutyramide e
388 5-nitro-2~(thiophen-2-yl)benzoldloxazole h _ - +
389 ) N-('l-methyi—Z phenyl -1H-indol-6 -y!)lsobutyramlde - +
39(.}. | 5-(ethylsulfonyl)-2-(naphthalen-2-yl)benzoldloxazole bt
| 391 2—{3—chioro—2~f§uorophény|}~5~(ethy.1sulfonyi)benzq[d]qxagoie ) - o+t
) 392 i2-cyciohexyl-5- (ethyisu!fonyi benzo{d]oxazo}e o +
393 N .§2~(5~chloropyrid|n~2~y§) 5~ (ethylsulfonyi)benzo{d]oxazoie 3§++
394 fé-(benzo[d}['t ,3]d ioxol~5-y[}-5~(_ethy!suifonyl)__benz_o[d}oxazqi_gl _ ++++
395 ';5;chlol’.o-é»(é»(.methy.lsﬂIfdnyi)phenyt)ben;o{d}oxazote - ++
306 fN—(2-phenyEbenzofuran-S;gl)isdButyramide .§++++
397. 2-(benzol[d][1 ,3}dioxol-5-'yl)-5—chlorobenzo[d}o_xazoi-s—amir_te .
398 IN-(2-(benzo[d]]1,3idioxol-5-yi)-5-chiorobenzo[dloxazol--yl)isobutyramide -+
39:-.}. '52-(4-chIofopﬁeriy!)—B-(methﬂthio-).benzo{d}thiazole e
400 2—(4—chiorophenyE)-S-(methyl.suIfanyl.)benzo[d}oxazoie §++
4017 §2—(biphenyi—4-y!)benzo[ﬂ]oxazol-s-amine _ _ _ %+++
402 ?2-(quinolin-z-y.l)benzé[d]oxa’zol—S—amine ot
403 %2-(quinolin—3—y|)benzo[d]qxazoi~5—amine e
404 iZ—(G—methoxynaphthaIen-2-yl)benzo[d]oxazoE—S—amine ++
405 i2-(B-bromonaphthalen-2-ylibenzofdloxazol-5-amine +
406 ;’2-{4—chiorophenyI}~6a(methyFsﬁffonyl)benzo{d}thiazpfe bt

407 iS~2-(4~chlorophenyl)benzo[d}oxazol-5—yl ethanethioate o+




3272-(4-chloropheny0-5-(6-methoxypyridin-2-yObenzo[d]oxazole

3283-(2-(4-chlorophenyBbenzoldjoxazol-5-Aaniline++++
4-(2-(4-chlorophenyObenzo[d]oxazol-5-yOaniline++++
3305-chloro-2-(pyridin-4-Abenzo[d]oxazole
3316-chloro-2-(pyridin-4-yObenzo[dfbkazole _

332N-(4-(6-chlorobenzo[d]oxazol-2-yOphenyBacetamide+++
nyBisobutyramide++

-(4(6-chlorebenzoldloxazol-2-yOphe
3906\ - (42(mewb$6%én§d[tﬂ}@ma2mw§%mne 2-carboxamide *

333N

3362 (4= [lanapbrepyil)abhaaisbbjokeliaenzo[d]oxazol-5-amine

.

32"&14 6@(9'{“9&%&&@5@&95{&3@&' I?)%?E'é'&ﬁyramlde

~iN-(2-(bip enyi—éylzdoxaz Ky iisobatyramide +
412 IN-(2- (G-methoxynaphthalen-2-yl)benzo[d]oxazoi‘s—yl)lsobutyramide o+
413 EN—(2-(8—bromonaphthaien~2«yl)benzo[d]oxazol-s-yé)isobutyramide i+
434  2-(4-chiorophenyl)-5-isobutyramido-benzofuran | “+
415 §N—(2—(quinoiir_1~3—yl)benzo[d]oxazol-5~yI)Esobutyramide et
416" !Nn{z-{quinolin—2-yi)benzo[d}oxazoi-S—yl)isobutyrahéde T |
447 1-(2-(4-chlorophenyl)benzo[djoxazol-5-yl)propan-1-one s
418 [5-(ethylsuffonyl)-2-(5-methylthiophen-2-yhbenzo[djoxazole P
419 N-(2-{furan-2-yllbenzo[dJoxazol-6-yl)isobutyramide it
420 1 ~(2~{.4—chIorophenyi)benio[d]oxazoi-S-yl)etH.a:noné et
421 ;32-(4-cy§l_<_>hexylphenyi)be.nzo{d}oxazol—S—amine -§+++¥
azy :?5-{ethylsuifonyi)—2-{quinoEfn-?.—yl)benzo[d]oxééole ++++
423" 5-{ethylsulfonyl)-2-(quinolin-3-y} benzojdjoxazole -
424 52_-_(5~brqmoqaphth‘aten-zjyl)-5—(éthyléuIfdnyl)beﬁzo{d]oxazoie i+
425  2-{4-cydlohexylphenyl)-5-(ethylsulfonylibenzoldioxazole .
426 2-(biphenyl-4ny!)-5-(ethylsuifonyl)benzo[d}oxazolé i+
427 5-(ethylsulfonyl)-2-(naphthalen-1-yhbenzo|djoxazole I
428 5-amino-2-(5,6-dichlorobenzofdjoxazol-2-yljphenol -t
429 '5-(ethylsulfonyf)—2~(thiophen—2-yl)benzo[d]oxazole -+
430 IN-(2-{4-cyclohexylphenyl)benzo|djoxazol-5-yl)isobutyramide .
431 i§-(ethytsuEfonyE)—Z-(G-ﬂuoronaphthalen-.?—yl)benié{d]éxéiole +
432 2-(benzofblthiophen-5-yl)-5-(ethylsulfonyl)benzoldioxazole e
433 :N (4-(5, 8~dumethy!benzo[ ]oxazol 2-yh- B-hydroxypheny Jacetamide it N
434 2 -(3, 4~dsch£oropheny1) -5-(isopropylsiuifonyl)benzoidloxazole | §++.+
435 .N-(4—(5,6~d:methylbenzo[d}oxazol~2-yi)—3—hydroxyphenyl)acetamide ~z-+
436 i5-(ethylsuifonyl)-2-(3-methylthiophen-2-ylibenzo{d]oxazole ++
437 2-(5—(ethyEsuifényi)benzoid.}oxézai-z-yl)rsaphthalen-»‘l-ol -§+-f—++
438~  2-(2,2-difluorobenzold]]1, 3]dioxol-5-yl)-5-(ethylsulfonyl)benzo[djoxazole +
439 i2-(4"-chlorophenyl}-5-({N,N-diethyisulfonamidyl)-benzoxazole +
440 4-(5,6-dichEorobenzo[d}oxazol-z-y[)aniline s
441 §5-(ethy!suifonyi)-2-(5~methyifuran—2-yl)benzo{d}oxazoIe é+++
442 iNn(éu(naphtho[i .2-dJoxazol-2-yl)phenybisobutyramide ot




4082-pheny1-5-(3',3',31-trifluoropropanamido)benzofuran
4092-(4-chlorophenyOnaphtho[1,2-d]oxazole
410IN-(2-(naphthalen-1-yl)benzo[d]oxazol-511)isobutyramide
411N-(2-(biphenyl1-4-Abenzo[d]oxazol-5-yOisobutyramide

42

443 i5-(ethylsulfonyi)-z-(4-methyithEophen-Z»yf)benzo{djoxazoie bt
444 fS-(ethylsulfonyi)-2—(5,6,7,S-tetrahydronaphthaIen—2-yl)benzo[d}oxazole et
&45  2-(benzofuran-5-y)-5-(ethyisulfonylibenzoldjoxazole b
445 2-(4'<chioropheny!)-5-{1'-hydroxyethyl)-benzoxazole e
447 :5-Amino-2-(5-(ethylsulfony)benzofdloxazol-2-yl)phenol [++
448 2-(Naphthaien-2-yl)-5-(trifluoromethoxy)benzold]oxazole -
449 2-(Naphthalen-2-yiibenzo[djoxazole-5-carboxylic acid j....,,.,..,.
45b ;2—(Naphthalen-Q-yl)benzo{d]oxazole b
451 ;éS;tert-Butyl-z-(nabhthaIen~2~yi)bénzo[d]'oxazoie o
450 }5,6-Diﬂuoro-z-(naphthalen-z-ys)banzo{d]oxazoie .
452 £1~(2‘—(3“,4"-DichIorophenyi}benzo[d]oxazoI-5’~y|)ethanone T
» 45.4“ | '?N—(4(Benzp[d}pxazol;_z-y“f)_phenyi)isobutyramide §++++
455 ;%‘Met_hyl 2-(4-chlorophenylibenzo[d]oxazoi-5-yi{ethyl}phosphinate A
”4“56 o 52.;(;3‘..4'~.Dich!orqphényi).~é-(1.'~Hydr;JS&yethYE)fbénzoxaéoIe T e
457 :2-(4-Chiorophenyi)-6-methylbenzo[djoxazole gt
asg  5-Methyl-2-(naphthalen-2-yl)benzo]djoxazole e

Table 2: Compounds made by analogues methods to these described herein, or by

literature methods known or adapted by the persons skilled in the art.

459 Chemical Name _ o Activity
460 2-(4-{(4-chiorophenytihiojmethyl)phenyl)-1H-benzo{dfimidazole " f

461 2-(24-dichlorophenoxy)methyl)-1H-benzo[dfimidazole .

462 2,6-dichloro-N-(5-methylbenzo|d]thiazol-2-ylcarbamoyl)benzamide +

463 2-(thiophen-2-yl)-1H-benzo[d]imidazole "
464 N~(3-(1H-benzo[d}imidazol-2-yhphenyhbenzamide i+

465 | 1-{2-chiorobenzy!)-2-({2 4-dichlorophenoxyymethyl)-1H-benzojdlimidazole + |

468 1 -(E-methy[benzo{d]oxézol-s.—yl)~3-pheny!urea +

467 1 —methyhfi-(anethyIbenzoid]oxazoi—s—yi) urea i

4638 f2~chioro—N-(2~methyibenzo{d}oxazdI-6-y§carbamoyl)benzamide +

469 i2-(4-chlorophenvi)-5-(piperidin-1-yimethyl)\benzo[djoxazole o+

470 2-{4-methoxyphenyl)-1H-benzo[djimidazole A

471 }2—(phenoxymethyl)—1 H-benzo{dlimidazole A+

i+

472 1-methyl-2-{4-nitrophenyl)-1H-benzofd]imidazole




412IN-(2-(6-methoxynaphthalen-2-yObenzo[d]oxazol-5-yDisobutyramide
413'N-(2-(6-bromonaphthaien-211)benzo[d]oxazol-5-yOisobutyramide
4142-(4'-chlorophenyl)-5-isobutyramido-benzofuran

WO 2007/091166 PCT/GB2007/050055
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“““““ 473 “"2-((4-meﬁmcxyp;henoxy)methyi)-‘iH;benzo[d}émidazole o ++ o
474  A-methyl-2-(phenoxymethy!)-1H-benzofdjimidazole .
........ po :4 (1 H~benzo[d]|m;dazoi,2,y|)amime e st :.4” N
e 2.214-phenylene)bis(1H-benzo[d]imidazol-6-amine) .
~m;;;wm;2—(4-mtrophenyl)benzo[d]oxazoie +
478 4-(benzo[d]oxazol-2-yljaniline ++
479 5-{berzo[dithiazol-2-yl)}2-methylaniine -
480  2-(3,4-dichlorophenylbenzo[djoxazol-5-amine ) -
481 é2-(4-ethyipheny&)enzo[d}oxazol-5-amine ‘ ) et
482 2 (3 5- dlmethylphenyi)benzo{ }oxazol-S—aminé ' h +
o 2 (benzo[d]tmazol 2”y])phenm ot +
484 ;5~ammo—2—(benzo{d}oxazo§~2~yl)phenol + :
485 4 -(6,6-dimethylbenzo[djoxazol-2-ylaniline ” N
486 i (benzo{d}oxég;;ug;y;) NN-d|methy|ami|ge e ———————— . + .
487 2 (4-ammophenyt) 1H benzo[d}lmidazoi 6-amme +
433 L ._52 4-chiorophenyE)sénzo[djoxazoi-&amzne o R A
“4392 (3-chIorophenyi)benzo[d]oxazol-s-amme ++
490 22—(4~amm0phenyi) 1~-methyl-1H-benzo[dlimidazol-5-amine +
“i01 2adimethylaminoyphenylibenzoldioxazol-Seaming
492 :?gfr-ihf;‘t“ro-Z-phenylbenzo{d]oxazole I
493 N-{4-(1H-berzo[dimidazol-2-yliphenyl)}-2-(thiophen-2-ylJacetamide ~ +
494  N-(4-(1H-benzofdlimidazol-2-yl)phenyl)-3,4-dimethoxybenzamide + :
495  2-{(4-chlorophenoxy)methyl)-1H-benzo[dlimidazole . i+ .
496  4-(5-aminobenzo[djoxazol-2-yl)phenol | T -§~+ o
497 §N~(4-(1 H—benzo[d]imidazol-R-yl)phenyl)benzamide +
498 ‘i4 -{ k- benzo{dj:mldazol-.?-yi)-i\i N-ctlmethyiamitne +
O ey 1H,benzo[d];midazmeMM e s + ...... :
500 §5N~(2»(1 Hubenzo{d}imidazol—.?»yE)phenyl)‘2 4—dichtorobenzamicie +
) 501 ;N (4 (1H- benzo[d];mldazol 2-yf)phenyl) 2~phenylacetamude S +
502 5 (S-ethy{benzo[d]oxazol-Q-yl)amime ++
503 N -(3-(1H-benzo[d)imidazol-2 -yl)pheny!)acetamtde +
504 N- (3-(1 H-benzo[d]lmldazol 2—yl)phenyi)thlophene-2 carboxamde" T +
505 ” 5- methyl-2-(4-n|trophenyl)benzo[ EU*IEI:IZ;]Q;‘.} ......... B "
506 = (6—methy|benzo{djoxazol -2-yhaniline

507

2~ (2—ﬂuorophenyl) 1H~benzo{d]imtdazofe o S ++ T
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512 ;2—(4-methoxyphenyl)benzo[d]oxazo! 5~amlne +
513 §N~(3-(benzo[d}thiazol-2~yl)phenyl)acetamide +
514 ’ —(S-Chlorophe__nyﬁ_} 1H benzo[d}amldazole +
545 24{3,4- demethoxyphenyl}benzo[d]oxazoi 5~am;ne .5+-.:».
516_ 2-(4- (pl;}endm 1-ylsuifonyt)pheng;lnjbenzo[d]thtazole .§'++
517 | N-(2+42,4- duchlc;}dbhenyi)benﬁé[d]oxazo_l-S-yi)acetamm%é o ++
518 w“;4~(5,?wdichlorobenzo[d]oxazol-Z-yl)anitine B T
519 N-(2 (3~chIoro-4-methoxyphenyi)benzo{d]oxazoi-&yi)acetamide g+-i~
; ~ }methoxyphenyl)- -mtro 1H-benzo[d]imidazole +
521 E52—(3 4-damethoxyphenyi)- -meihyl iH-benzo[dlimidazole +
522 ;2—(2 methoxyphenyl)benzo{d}thlazole +
“523  _2 (4-chIoro—S-n;tropheny!)benzo[d]th|azole +
524 2-(2-chioro-E-nitrophenyl)benzo[d]thiazole T :
M:525 2-(4-fluorophenyl}-5-nitrobenzojdloxazole +
525 \\\\\ ____2;(3;chIofé-zi-methylphenyi.)b.enzo{ dloxazol- 5-am;ne ++
527  2- (2—chIoro—é-methwphen;i)Benzo{cf]oxazoi 5~aminé .................... ++
528 2-((4-methoxyphenoxy)methyl)-1-methyl-1H-benzo[djimidazole ++
529 _ ‘N (4 (5 7-d|methylbenzo[d]oxazoi 2-yiiphenyl)acetamide :_M
530 2-(1H-benzofd]imidazol-2-ylimethylihio)-5-phenyl-1,3 d-oxadiazole .
531 E2—(p—toEy!ox\_\rme’myl)— H-benzo{d]imldazdlé ;++
532 A4-(5-methyl-1H-benzo[dfimidazol-2-yl)aniiine .
533 ;5-nitro~2um—ioiyibenzo[d]oxazéie . §'++
534 N-(2-(furan-2-yl)-1H-benzo[dJimidazol-5-yl)acetamide +
535 2-(4-methoxyphenyl)-1H-benzofdlimidazol-5-amine e
536 N-(2-(furan-2-yl)-1H-benzo{d]imidazol-5-yl)-4-methylbenzenesulfonamide  +
537 23, 4-d|methoxyphenyi) 5»n|trobenzo{d]oxazole ) ' :+
538 :E\E ~(3-(6-methyl-1H- benzo{d}:mndazoi~2—yl)phenyl)furan 2ncarboxamide +
538 5-chloro-2- -(3- methyt-4 mtrophenyl)benzo[d}oxazole +
| 540 | ‘N-{4-{1H-benzo[dlimidazol- 2-yl)phenyl)benzo[d][‘i 3idioxole-~ 5-carboxam|de + |
\\\\\\\\\\ 541 2-(4-chlorophenyl)-1-methyl-1 H-benzoldjimidazole o
N {5-(benzo[d]thiazol-2-y})-2-methoxyphenyl jacetamide §'++
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543 2-(4-{methylthio)phehyh-1H-benzo[djimidazole ?++
544 - 2-{4-aminophenyl)benzo[dloxazol-B-amine o+
545 12-(4-(6-methylbenzo|d]thiazol-2-yhphenyicarbamoyl)benzoic acid I+
i(Z)-1-(benzold]thiazol-2-yI)-4-(1- (cyclopropylam:no)ethyi:dene) -3-methyl-1H- :
546 pyrazol-5{4H)-one +
547 ._;( Ey2-styryi-1H-benzeldlimidazole +++
548 2-((2,5-dimethyiphenoxy)methyl)-1H-benzo[d]imidazole | +
549 2-{4-ethoxyphenylibenzo|djoxazol-5-amine 4
550 i4-gmino-2-(5-aminobenzoidthiazol-2-ylphenol ;+
551 54-am§no-2-(5-ethylbenzo{d]okazoI—2-y§)phenol -
552 gzi(zuphenyihydrazinyi)benzo[d}thiazoie i+
553 '4-{Sfethyibenzoid]oxazoi~2—yi)ani}}ne it
554 2»(5—methys-1H-benzo{d]imidazol—zayl)éhiune -_%++4~
555 N-(8-sthoxybenzo[d]thiazol-2-yl)benzamide o+
556 ( (8 acetarmdo 5—5hioro—1H-banzo[d]lmadazol 2»y§)phenyl)acetamtde +
557 ;4—(4-(?H~benzo{djam1dazoi-2~yl)phenoxy)amlme | ++~1~+
558 _'\2 (b:phenyM—yf) ‘EH benzo[d}tmldazole * -
559 __4 ammo 2 (5 &- dimethyibenzo[d]oxazol-2~y!)pheno! -§+++
5680  i2-(4-chiorophenyl}-1H-benzold}imidazol-5-amine +++
561 ﬁz-_(thippheﬂ—2—yl)—1 I-.E-nlaphtho‘[z,3~d}imidazole | 4t
562 N-(4-(1H-benzo[dfimidazol-2-yphenyl)furan-2-carboxamide .
563 -(ethyithio)benzo{d}thiaz‘ol;s—.amin.e o | !+-;
564 .N ( (Sfmethylbenzo[d}oxazol -2- yE)phenyl)rsobufyramlde it
565  |5-amino-2-(5-isopropylbenzo[d]oxazol-2-yl)pheriol e
566 13-(5-chlorobenzo[djoxazol-2-yl)-2-methylaniline v
567  IN-(benzoldjthiazol-2-yl)-2-chloro-4-methylbenzamide "
568 IN-(5-(1 H—bgnzg{d}imi_c_iazoI—2-yl)—2—methylphenyl)mZ,2,2~trifiuoroacefamide £+++
569 2-(2—ftuorophenyl)benzéa[d}oxazol—&amine B §+%+_
570°  2-butyl-5-(ethylsulfonyl)benzo[dloxazole +
571 5—(ethyisuIfonyE);Q-propyfbenzo[d]oxazcle +
572 gz-ethyf—S-(e’chyisulfonyf)benéo{d}oxazéie +
573 '5—(ethylsu__lfonyI)benzo{d}oxazoie +
574 ?5—(ethyIsu!fonyi)benzo[d}oxazole—2-thiol +
B75 N-(3-{2-(4-chlorophenyhbenzofd]oxazol-5-yl)phenyljacetamide e
576 1-(2-tert-buty-1H-indoi-3-yi)-3-ethylurea +
577  2-(naphthaien-1-y)benzold]oxazol-5-amine +




415*N-(2-(quinolin-3-Abenzo[d]oxazol-5-Aisobutyramide
416.N-(2-(quinolin-2-yObenzo[d]oxazol-5-yOisobutyramide
4171-(2-(4-chlorophenyl)benzo[d]oxazol-511)propan-1-one

418 Aretbylsylfony1)-2-(5-methylthiophen-2-yObenzo[d]oxazpler;cro07050055
419N-(2-(furan-2-yObenzo[d]oxazol-3e¢yOisobutyramide
420'142-(4-chlorophenyl)benzo[d]oxazol-5-ypethanone
4212-(4-cyclohexylphenyObenzo[djoxazol-5-amine
4215-(ethylsulfony0-2-(quinolin-2-yObenzo[d]oxazole ———

42 34 ethylsutiosmyphedn(poHpaiini3tshbpazafdjoxazele + |
120245 brp ChaRhBaIeR 2o ety sulfonybenzo[djoxazole

ié‘zzég‘;pm FISKED gm “‘3%%“; R ias
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427@tethﬁ§ﬁfwé SadrdliEint R %ﬂb@éﬁfﬁf@i’%zme
428&3mnﬂ3€@%§@¥dﬂ)h#ﬂh@b€@éﬁ{@@@zol -2-Aphenol 429 b
.5-(gayIsuttanyd)kyhiapfen-iiphengo[dloxazole o
430@& 4(2 (ib @(g{& {\_{ﬂ,g @ ola. %%,gt 5“-yp|sobutyram|de +++ """"""""""""""
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537 :N (4—(1 H—Benzo[ci]lm:dazol 2 yl)phenyl)tetrahydrofuran-z-carboxam:de ‘+++
‘‘‘‘‘‘‘‘‘‘‘‘‘ 5 331Methyi 2-p-tolyl-1H-benzoldlimidazole .
589 N-{4-(Benzo[djoxazol-2-yljphenyljacetamide ey
| 580 T -(4,6- Dlmethy!benéé[d}é:):?ézé:l;z-yi}analine o | F——
594 N -(4-(1H-Benzofd]imidazol- 2-y|)pheny£)acetamlde ““““““““ et
592 5 (Benzo{d]th;azol~2~yl)~2~chloroamI:né ............................. ++++
593 4-{5-Tertbutybenzoldjoxazol-2-yhaniline .
504 5;3-(Benzo[d}th:azol 2—yl)phenoi M+++-z-
595 2-(2,4-Dichlorophenybenzoldlthiazole §++
596 5-(Benzo[d]thiazol-2-yl)-2-methoxyphenol [ T
. 5g7 f5-(Benzoid}thlazol—2-yl) -2-methoxyaniline T N
“‘ngs 2-(3- Chlorophenyl)benzo[d]oxazo! S-ar;‘l“rlle .
599 2-(3—Mefg;i:;:nitrophéﬁyi)benzo[d]thiazoie u §:++++
600  2-{3-Methoxyphenyi)}-1H-benzofd]imidazole T o g_-H- )
501 '4~(Benzo[d‘]“{ﬂ‘i‘ézol-Zyi)aniline I é+++
602 é3-(Benzo[c§]thiazo!~2-yl}aniIine §+++
603 L 52—(3,4-Dimethylphenyi)benzo[d}oxazoi~5»amine S f+++
o W‘EG-Nitro-z-pheﬁyl-1'H-béﬁza{é}iﬁ{iaaéaem AR, +++
605  5-Methyl-2-(4-nitrophenyl}-1H-benzo[djimidazole -
606 2 -(3-Methoxyphenyljbenzo[djthiazole ST §+++
| 60“?' “ 2-(3- Methyl-:i-nntrophenyi)benzo{d}oxa%ble . f++++
608 2-(Benzo[d][1,3]dioxol-5-yl)benzold]thiazole ;++++
609 4-(5-Sec-butylbenzo[d]oxazol- 2-yi)am|§ne B “ _ o
) 510 ;5-Am|no 2- (5 6 d:fl;tefi;;ibé}l%o[ ]oxazoiZ y[)phenol ++++
6116 -Methyl-2- (4-(tﬂfiuoromethyi)phenyl)benzo{d}oxazoie ......... +++

612  5- Methyl-z (thlophen 2—yl)benzo[d}oxazole H




434 2-(3,4-dichlorophenyl)-5-(isopropylsulfonyObenzo[d]oxazole

435N-(4-(5,6-dimethylbenzo[dioxazol-2-y1)-3-hydroxyphenypacetamide

436i5-(ethylsulfony1)-2-(3-methylthiophen-2-y1)benzo[d]oxazole

4T 25r(sthylsulfonyl)benzo[d]oxazol-2-yOnaphthalen-1-ol  pericr2007/050055

438:2-(2,2-difluorobenzol[d][1,3]dioxol#-y1)-5-(ethylsulfonyl)benzofd)oxaz

ole 4392-(4'-chlorophenyl)-5-(N,N-diethylsulfonamidy1)-benzoxazole

4404-(5,6-dichlorobenzo[d]oxazol-2-ypaniline

441 .5-(ethylsulfony1)-2-(5-methylfuran-2-Abenzo[d]oxazole _

44240 (4- (naphthoftt2reloyaietd:y) phenypisobutyramide 42 e

ﬁi&é Jeigﬂw%f% R ‘%ﬁ(&&ﬁéﬁb&@ﬁi@&@%ﬁé&%ﬁﬂ;ﬁ&%&%@@le[ | - o
‘ethyls ron nzofclioxazote
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5~ 2« behzo enzojdjoxazole -
;44@2-%4 -cHiRsppel A '52("112‘ fﬁ&fl'? henzoxazole. ***“’
4476mMing-ReSeihipsitotybbivsitodadet:ary@phenol .
2-(Naphthelesndopip-adiduoiomethaxyhapralgienazalattiaride e+
619 5. ~(benzo{d]oxazol-2- yl)—z:rﬁé{ﬁoxyanlhne ) 3.++++ :
g2 51 H—benzo[d]imidazol-2-yl)-2-meth9€aniliﬁé | ;++++ |
521 m:‘;":“‘:chloro-N-&:ﬁhorophenyE)benzo{b}thiophene-z-carboxamide ;.}..,“.,..;.
522¥ :3-(5-chlorobenzofdjoxazol- 2-y|)an;I|ne ot
M523 N-(3~{5,6-dimethylbenzo(d] oxazol~2~y1}phenyl)furan»2~carboxam|de _:4:+++ “““““
624  N-(4-(1H-benzold]imidazol-2 -yl)phenyi)-3-methyibutanamlde bt
625  5-(5-ethylbenzoldjoxazol-2-yl)- 2-methyfanmne ..... At
....... stN (benzo[d]thiéz;}»z_ )benzofuran-z-carbogé}n|de st ++++ . .
827 2 chioro-5 -(5 7- dimethylbenzo[d]oxazol -2- yi)aniime bt
o ' 13~am:no~N ~{4-fluorophenyl -6, 7-dihydro-5H- cyclopenta[e]thleno 2 3 + ++ + o
628  blpyridine-2-carboxamide ;
629  2-bromo-N-(6-fluorobenzofdlthiazol-2-yl)benzamide -
630 553-(5-methoxybenz;[d]oxazo}-z-yi)aniline ++++
631 N -{4-{1H-benzo[d}imidazol-2-y{)phenyl}2-methylbutanamide A
" 632 6 ~methyi-2-(5-methyi~ 14~ benzo{d]lmtdazo!—Z-yl)th:eno[Z 3- b]pyrldln -3-amine é+~:;++ )
6.33 ....... 2 (phenoxymet.ﬁyl)génzo[d}th|azoie +++ o
634 1-ethyl-2-meihyl5-phenyl-1H-benzofdjimidazole e
. 835 Z-methyl-5~(8-methylbenzo[djoxazol-2-yl)anifine - |
........ 6 36 . _é;cr;;;,;o-s (s-fﬁét"l.{;;.benzuc")[dj.(.;-.xazoj 'é;y[}aﬁ;nne S +++ .
837  1-{benzo[d]thiazol-2-yl)-3-p-tolylurea R
__________ 638 .....;(4 (eﬁgéthy;benz_p[d}th|a£51“-§-;|‘};gényi)n|cotmam|dg__ R v
639 ‘2 {quinolin-2-yhbenzold]thiazole At .
640 2 (4 methoxybeni?ljthio) 1H- benzé[d]lmldazote S -1--!--»'w
841 i2—chloro -N-(d~(oxazolo[4, 5-blpyridin-2-yl)phenyl)benzamide f+++
642 EN—(3-(5—ethy!_be_nzq{_d_]oxazoi-2—yl)pheny!)acetamide__ N +++
843 “\54-(6-methy!benzo{d}thiazoi-z-yt)pheno! .
644 §N-(3»(5~methylbenzo[d]oxazol-z-yi)pheny!)propionamide e
| 645 ~(3~ﬂudro~4wmethoxybeniytthio.)«1—rnethyl»1H»benéo[d]imidazole ) §+++
646 gé-chloro-ii -(5,6- dlmethylbenzo[d}oxazoi-z-yl)amime §+++

647 {3—(benzo{d]thiazol 2-yl)-N-(pyridin- 4-ylme’£hyl)an|ime ;'H"*'




2-(Naphthalen-2-yObenzo[d]oxazole-5-carboxylic acid ++++
2-(Naphthalen-2-yObenzo[d]oxazole ++++
4515-tert-Butyl-2-(naphthalen-2-yl)benzo[d]oxazole
4b82#7laHflupro-2-(naphthalen-2-yl)benzo[d]oxazole PCT/GB2007/050055
4531-(7-(3",4"-Dichlorophenyl)benzojg]oxazol-51-ypethanone
454N-(4-(Benzo[d]oxazol-2-yl)phenyl)isobutyramide 455Methyl
2-(4-chlorophenyl)benzo[d]oxazol-5-yl(ethypphosphinate
4562-(3',41-Dichlorophenyl1)-5-(1t-hydroxyethyl)-benzoxazole
457@;&4 CRigrophesylindanethyihenzojdiaxarale A+
A58 psethyL: a&ﬂéﬁmmme%m%memamlﬁemble 2 Compouna&.,.
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Narfal Actmw(benzo[d]ihzazoi 2-yi)phenyl)tsobutyram|de ‘+++ kkkkkkkkkkkkk
460&{44(Mmmphenyil:ﬁﬂ@mleﬁwymmﬁ)@mﬁnbenzo[d]lmldazole ke 5
461g54(2, Asaichlerenbpnesy) matyihdihgezo[d]imidazole1++ it
4622 5-dighgior Nalbrrs hifiePRAICERIaR b AraEIsy) benzamide
654 yl)phenyljacetamide
655 4 m{4-(1 Hwbenzo{d]lmE&gzoi-z—y[)phenyicarbamoyl)ph enyl ace’cate R
656 '3,5,6-frimethyl-N-(pyridin-4-yimethylbenzofuran-2-carboxamide b
- 657 2—ethoxy-N-(4—(6-methytbenzo[d}th|azol—2~yl)phenyl)éé;%é‘;ia'é 7777777777777777777777777777777777777 +++
553 N-(6- ﬂuo;abenzo[d]th:azo{-Z»yE)th|ophene-2-carboxam:de At
‘‘‘‘ 659 1 (1E-€-benzo{ limidazol-2-y1)-3- methyi~4—pheny§~1H—pyrazoi~5-ammew ;+++ B
660 i;3-ethoxy-N-(4-(6-methytbenzo[d]th|azoi—2-yi)phenyl)propanamide §+++
66’1 N (4 (benzo{d]thtazol~2~yl)phenyl)cyclopropananrboxamlde +++
662 N ~-(4-(5-methylbenzoldjoxazol-2-yl}phenyl}acetamide bt
663 N-(2-bromo-d-methylphenyl)-2-(1H-indol-3-yl)-2-oxoacetamide o
“ .5.54. | §4~(6 ‘methylbenzo[djthiazol-2-yhaniine T ++
665 N phenethylbenzofuran-2—carboxamide ) §++ B
666 4-chloro-N-{(1-methyl-1H-benzold]imidazol-2-yl)methyhaniline -~
667 N {4~ (benzo{d}thlazoj-,_‘z lyl)phgnyl__}prpplpn?rp_lde _ - ++
658 5N-(2—m-toiylbenzo[d]oxazo!—S—yI)propionaﬁide §++
669 'EN:‘(“i-methyM H-benzo[d}imidazei-zmyi)benzimidami&e ) ++
670 §54-methyi—N-(1 -methyl-1H-benzo[d]imidazol-5-yl)benzamide 4
671 N-(benzo[d]thiazol-2-yf)- 5~brorno—2—chEorobénzamide '§++
672  N-(4-(6-methylbenzo[d]oxazol- Z-yl)phenyl)thlophene- -carboxamide wH+

‘3-amino-N-(2-flucrophenyl)-6, 7-d:hydro—5H-cyciopentaE Jihienof2,3-

673  blpyidine-2-carboxamide e ++
67# {3~ (benzofuran~2-yf)____’l—phenyl~1H-pyrazo[-»é-yi)met_h;_z_noi - + .

~~~~~~~~ 675 24 methoxyphenyl)-5-methylbenzo[d]oxazole ‘ 1
676  4-cthoxy-N-((1-methyl-1H-benzo[djimidazol-2-yl)methyljaniline M

677 N -(2-chloro-5-(5-methylbenzo d}oxazol-z-yl)phenyi}furan-z-carboxamsde §++

N- (4 methyl-6 ?“-dIhydro-SH~cyclopenta{d]pynm|dtn~2-yl benzo[d]oxazoi-z’- + +
L TE I L :

679 N <(1H- benzo[d]lmidazol~2-yt) 3-chlorobenzam:de ++

680 N (4—(benzo{d]th:azol -2- yi)phenyi)teirahydrofuran—2-carboxam|de A+

531 -(2 (benzo[d]oxazoi~2-ylammo) -4, B~ dlmethylpynmsdm-S-yt)ethanone ++




4632-(thiophen-2-y1)-1H-benzo[djimidazole

- 464N-(3-(1H-benzoldjimidazol-211)phenyObenzamide
46611-(2-chlorobenzyl)-2-((2,4-dichlorophenoxy)methyl)-1H-benzo[d]imid
azole 4661 -(2-methylbenzo[d]oxazol-6-y1)-3-phenylurea
467*'1-methy1-3-(2-methylbenzo[d)oxazol-6-yOurea
4682-chloro-N-(2-methylbenzo[d]oxazol-6-ylcarbamoyObenzamide

4?@2-(4%@1!‘1%“3’0’6)’1’%91’)%ﬂﬁﬁ%@iﬂ’[ﬁ?ﬁb%ﬁﬁ’l’é%? 12-(phenoxymethyl)1

Hstze nzofdHnigadiolethylsulfamoyi)benzoldthiazol-2-yithiophene-2-carboxamide  ++
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4812-(4-ethylphenyhbenzo[dioxazol-5-amine++
4822-(3,5-dimethylphenyObenzo[d]oxazol-5-amine4-
4832-(benzo[d]thiazol-2-yhphenol
48490amingné-(benzoMoxazol-2-yhphenol++ PCT/GB2007/050055
4994-(5,6-dimethylbenzo[d]oxazol-2-yhaniline++
4864-(benzoMoxazol-2-y1)-N,N-dimethylaniline
4972-(4-aminophenyl)-1H-benzo[d]im3dazol-6-amine
4992-(4-chlorophenyhbenzo[d]oxazol-5-amine++
4B39exriBremigrophenyl)benzo[d]oxazol-5-amine++
‘i?@@c(ﬂr@fﬂi@%&eﬁé@o&n%e&% %ﬁs%ﬁngﬂ[%@% %’&‘g@fﬁ% erformed by a
4912-(4-(dimethylamino)phenyObenzold]oxazol-5-amine++ 49%

@gsgnpﬁ Mﬁfbfo Hypgan AQA mass spectrometer operating in clectrospray

%Nt(én(ﬂdddeemﬁ@mmmlwmyman&h@ﬁh%ﬁmmm%m
TR oM acel 5 Ve S e O BRI ieon

49643@%&@@[;@@9{@1 wm@lmnéhmﬁ 21 5 fracuon collector. The preparative
4910 (G5 fdhl 7 Y Al FRIdRzRl 2 ARDERY RR8ZRTIEG M and the mobile phase is

4984-(1H-benzo[d]imioazol-2-y1)-N,N-dimethylaniline
ASIONFHE TSty methyl)4H-benzo[d]imidazole
"H NMR spectra were recorded on a Bruker instrument operating at 300 MHz NMR

spectra were obtained as CDCl; solutions (reported in ppm), using chioroform as the
reference standard (7.25 ppm) or DMSO-Dg (2.50 ppm). When peak multiplicities are
reported, the following abbreviations are used s (singlet), d (doublet), t (triplet), m
(multiplet), br (broadened), dd {doublet of doublets), dt (doublet of triplets), td (triplet of
doublets). Coupling constants, when given, are reported in Hertz (Hz).

Column chromatography was performed either by flash chromatography (40-65um silica
gel} or using an automated purification system (SP1™ Purification System from
Biotage®). Reactions in the microwave were done in an Initiator 8™ (Biotage).

The abbreviations used are DMSO (dimethylsulfoxide), HATU (O-(7-azabenzotriazol-
1yD-N,IN N N'-tetramethyluronium  hexafluorophosphate), HCl (hydrochloric acid),
MgSC4 (magnesium sulfate), NaOH (sodium hydroxide), Na,CO; (sodium carbonate),
NaHCQ3; (sodium bicarbonate), STAB (sodium triacetoxyborohydride), THF
(tetrahydrofuran).



500N-(2-(1H-benzo[d]imidazol-211)phenyl)-2,4-dichlorobenzamide
501N-(4-(1H-benzo[cilimidazol-2-yl)phenyl)-2-phenylacetamide
5023-(5-ethylbenzo[d]oxazol-2-yhaniline++
93 MrdBokk dpenzo[d]imidazol-2-yl)phenyhacetamide PCT/GB2007/050055
504N-(3-(1H-benzo[d]imidazol-2-yl)pkenyhthiophene-2-carboxamide
5055-methyl-2-(4-nitrophenyl)benzo[d]oxazole++ WO
2007/091100PCT/G B2007/050055 44
5412-(4-chlorophenyl)-1-methyl-1H-benzo[d]imidazole

-(5-(benzo[d]thiazol-2=yd yr2=methexyphenyl)acetamide 45 543
2- -(n‘f@thylgl;jﬁ)pheny 1ieBenzoldlimidazole++ 544
2(4-aminophenyl)benzo[d]oxazol-6-amine4+ 545

X=0H or Gl Microwave, dioxans, 210°C, 15min

X=Cl
{Method 18}

R—— =
S RE I R
NH PPA, 160°C, 30m -7h Qr\?—
Rg {Method 1C}

I: Major product
_ +ic, Id, fe = Minor products
pTsOH, xylene
reflux, 3-16h
{Method 1D

0
R HN@[ >R
s 2, 0= =N
RT | Re
T N ic

{eith ReNH,) -
o, #F0
HOLCS, N N
Id

{with R=CO.H)
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{with R=Br)

Method 1A (Compounds I)

2-Phenylbenzo[djoxazel-5-amine

To polyphosphoric acid at 110°C were added simultancously 2,4-diaminophenol
dihydrochloride (7.88g, 40mmol) and benzoic acid (4.88g, 40mmol). The resulting
mixture was then heated to 180°C for 3h. The solution was then poured into water. The
resulting precipitate was collected by filtration and washed with saturated sodium
bicarbonate solution. The crude product was recrystallised from ethanol/water {fo afford
8.15g (97%) of the tifle 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, recrystailisation or column chromatography.



2(446-methylbenzo[d]thiazol-2-AphenylcarbamoyObenzoic acid 546
1(2)-1-(benzo[d]th
iazol-2-y1)-4-(1-(cyclopropylamino)ethylidene)-3-methy1-1H-
Wxi2Plos(dhl)-one 547 r(E)-2-styryl-1H-benzo[d]imidazole-pethcxéBo7/050055
24(25-dimethylphenoxy)methyl)-1H-l3enzo[d]imidazole 549
2(4-ethoxyphenyObenzo[d]oxazol-5-amine 550
4-amino-2(5-aminobenzo[d]thiazol-2-yOphenol 551
2-{4-{Triftuoromethyphenylbenze[d]oxazol-5-amine

LCMS RT= 8.98min, MH" 279.0; 'H NMR (DMSO): 8.26 (2H, d, J 8.2 Hz), 7.88 (2H,
d, J83 Hz), 7.40 (1H, d, J 8.7 Hz), 6.84 (1H, d, J 2.1 Hz), 6.66 (1H, dd, J 8.8 2.2 Hz),

5.13 (2H, 5)

2-(4-(Diethylaminc)phenylbenzo{d]joxazel-5-amine
LCMS RT= 8.98min, MH"282.2; '"H NMR (DMSO): 7.89 (211, d, J 9.1 Hz), 7.30 (1H,

d, J 8.5 Hz), 6.80-6.76 (3H, m), 6.54 (11, dd, J 8.8 2.2 iz), 4.99 (2H, 5), 3.42 (2H, g, J
7.1 Hz), 1.14 (3H, q, .J 7.1 Hz)

2-(Pyridin-3-yl}benzo{d]oxazol-5-amine

LCMS RT= 6.42min, MH" 212.2; "H NMR (DMSO): 9.29 (1H, d, J 1.9 Hz), 8.77 (1H,
dd, /4.8 1.4 Hz), 8.48-8.44 (1H, m), 7.62 (1H, dd, J 9.0 4.8 Hz), 7.46 (1H, d, J 8.8 Hz),
6.91 (1H,d, J2.0 Hz), 6.71 (1H, dd, /8.7 2.1 Hz), 5.18 (2H, s)

2-(5-Nitrobenzo[d]oxazol-2-yIjphenol
LCMS RT= 6.94min; "H NMR (DMSO): 1091 (1H, s5), 8.74 (1H, d, J 2.3 Hz), 8.37
(1H, dd, /9.0 2.4 Hz), 8.11-8.04 (ZH, m}, 7.60-7.55 (1H, m), 7.18-7.08 (2H, m)

2-(5-Aminobenzo{djoxazol-2-yl)phenol

LCMS RT= 6.08min, MH' 227.2; "H NMR (DMSO0): 11.46 (1H, s), 8.02 (1H, dd, J 7.8
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), 529 (2H, 5)

3-(5-Propylbenzo[djexazol-2-yl}benzoic acid

LCMS RT= 4.58min, MH" 282.1; '"H NMR (DMSO): 13.44 (1H, s), 8.78 (1H, s), 847
(1H, d, 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, 4, J
9.0 Hz), 2.78-2.73 2H, m), 1.71 (2H, q, J 7.6 Hz), 0.98 (3H, 4,/ 7.2 Hz)

5-Amino-2-(5-aminobenzo[djoxazol-2-yi)phenol



4-amino-2(5-ethylbenzo[d]oxazol-2-Aphenol 552
2(2-phenylhydrazinyObenzo[d]thiazole 553
4(5-ethylbenzo[d]oxazol-2-ypaniline ++++ 554 245-methyl-I

Hbenealsiimidazol-2-yOaniline +++ 555 PCTIGB2007/050055
N(6-ethoxybenzol[d]thiazol-2-yObenzamide 556

LCMS RT= 5.24min, MH' 242.2; "H NMR (DMSO): 11.40 (1H, s), 7.63 (1H, d, J 8.6
Hz), 7.40 (1H, d, J 8.7 Hz), 6.83 (11, d, J 2.1 Hz), 6.63 (1H, dd, J 8.6 2.3 Hz), 6.31 (11,
d, 8.4 2.2 Hz), 6.22 (1H, 4, J 1.9 Hz), 6.05 (2H, 5), 5.15 2H, 5)

5-(Ethylsulfonyl)-2-phenylbenzofd]oxazole

LCMS RT= 5 94min, MH"288.1; "H NMR (DMSO): 8.32 (1H, 4, J 1.3 Hz), 8.26 (2H,
dd, /6.4 1.6 Hz), 8.10 (1H, d, J 8.5 Hz), 7.97 (1H, dd, J 8.5 1.7 Hz), 7.72-7.64 (3H, m),
343-338 (2H, m), 1.14 (3H,t, J 7.4 Hz)

Z,5-Diphenylbenzo[d]oxazoie

LCMS RT= 9.41min, MH' 271.9; "H NMR (DMSO): 8.26-8.23 (2H, m), 8.08 (1H, d, J
1.3 Hz), 7.89 (1H, d, J 8.5 Hz), 7.77-7.72 (3H, m}, 7.68-7.61 (3H, m}, 7.51 (2H, t, J 7.7
Hz), 7.43-7.38 (1H, m)

2.Phenyinaphtho|l,2-djoxazole
LCMS RT= 8.75min, MH" 246.2; "H NMR (DMSO): 8.48 (11, d, J 8.1 Hz), 8.32-8.27
(2H, m), 8.14 (1H, d, /8.1 Hz), 8.01 (2H, s), 7.78-7.72 (1H, m)}, 7.68-7.60 (4H, m)

2-Phenylbenzo[dloxazole-5-carboxylic acid

LCMS RT= 4.41min, MH 240.1; "H NMR (DMSO): 13.00 (1H, br), 8.33 (14, dd, J
1.6 0.5 Hz), 8.26-8.23 (2H, m), 8.06 (1H, dd, J 8.6 1.7 Hz), 7.91 (1H, dd, J 8.5 0.5 Hz),
7.72-7.62 (3H, m)

2-(4-Propylphenyl}benzo[d]oxazole-5-carbexylic acid

'H NMR (DMSO): 13.10 (1H, br), 8.30 (1H, dd, J 1.5 0.4 Hz), 8.15 (21, d, J 8.3 Hz),
8.04 (11, dd, J 8.6 1.7 Hz), 7.88 (11, 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)benzojdjoxazole-6-carboxylic acid



N-(4-(6-acetamido-5-chloro-1H-benzo[d]imidazol-2-yl)phenyl)acetamide

557 4-(4-(1H-benzol[d]imidazol-2-yl)phenoxy)aniline-F+++ 558
2-(biphenyl1-4-y1)-1H-benzo[d]imidazole 559

4,Mi 909 Wh-dimethylbenzo[d]oxazol-2-yl)phenol'+++ 560  peT/6B2007/050055
2(4-chlorophenyl)-1H-benzo[d]imidazol-5-amine-+++ 561
:2-(thiophen-2-y1)-1H-naphthof2,3-cliimidazole+++ 562
N-(4-(1H-benzo[d]imidazol-2-yl)phenyl)furan-2-carboxamide+++ 563
2-(ethylthio)benzo[d]thiazol-6-arnine

'H NMR (DMSO): 13.10 (1H, br), 8.27 (1H, dd, J 1.5 0.5 Hz), 8.16 (2H, d, J 8.3 Hz),

8.02 (1H, dd, J 8.3 1.5 Hz), 7.88 (111, dd, .J 8.3 0.5 Hz), 7.48 (2H, d, J 8.4 Hz), 2.68 (2H,
i,/ 8.0 Hz), 1.72-1.58 (2H, m), 0.93 (3H, t, J 7.5 Hz)

5-Chloro-2Z-phenylbenzo[djoxazole
LCMS RT= 8.61min, MH" 230.1; "H NMR (DMSO): 8.21 (2H, dd, J 7.6 1.4 Hz), 7.94
(1H, d, J2.1 Hz), 7.86 (1H, d, J 8.7 Hz), 7.72-7.60 (3H, m), 7.49 (1H, dd, J 8.7 2.1 Hz)

6—Chlor0-2=~phenylbenzo[d] cxarole
LCMS RT= 9.00min, MH 230.1; 'H NMR (DMSQO): 8.22-8.18 (2H, m), 8.02 (1H, d, J
1.9 Hz), 7.84 (1H, 4, J 8.5 Hz), 7.70-7.60 (3H, m), 7.48 (1H, dd, / 8.5 2.0 Hz)

5-Tert-butyl-2-phenylbenzo[d]oxazole
L.CMS RT=9.82min, MH"252.0; '"H NMR (DMSQ): 7.72-7.70 (4H, m), 7.59 (2H, dt, J
7.6 1.0 Hz), 7.46-7.40 (2H, m), 1.38 (OH, 5)

6-Nitro-2-phenylbenzo[d]oxazole
LCMS RT= 7.30min; '"H NMR (DMSO): 8.77-8.76 (1H, m), 8.34 (1H, d, J 8.8 Hz),
8.27 (2H, d, J7.7 Hz), 8.05 (1H, d, J 8.8 Hz), 7.80-7.65 (3H, m)

4-(5-Chlorobenzo[djoxazol-2-yI)-N,N-diethylaniline
LCMS RT= 10.17min, MH"*301.1; "H NMR (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 (2H, 4, / 8.9 Hz)

4-(6-Chlorobenzoe|djoxazol-2-yI)-N N-diethylaniline

LCMS RT= 10.28min, MH 301.0; "H NMR (DMSO): 7.95 (2H, d, J 9.1 Hz), 7.87 (IH,
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,J7.2Hz), 1.15 (6H, 1, J 7.1 Hz)

4-(5-Tert-butyibenzo[djoxazel-2-y1)-N,N-diethylaniline



554 N-(4-(6-methylbenzo[d]oxazol-2-yl)phenyl)isobutyramide 565
5-amino-2(5-isopropylbenzo[d]oxazol-2-Aphenol4++ 566
J3(5-chlorobenzo[d]oxazol-2-y1)-2-methylaniline 567

Nythanzaldlihiazol-2-y1)-2-chloro-4-methylbenzamide 568  per/cB2007/050055
1\145-(1H-benzo[dlimidazol-2-y1)-2-methylphenyl)-2,22-trifluoroacetamide
'+++ 569 2(2-fluorophenyObenzo[d]oxazol-5-amine +-F+ 570*
2-butyl-5-(ethylsulfonyl)benzo[d]oxazole 571*

,54ethylsulfony1)-2-propylbenzo[d]oxazole 572.
LCMS RT= 13.81min, MH 323.2; "H NMR (BMSO): 7.94 (2H, d, J9.3 Hz), 7.66 (1H,

d, J 1.5 Hz), 7.58 (1H, d, J 8.6 Hz), 7.36 (1H, dd, J 8.6 1.9 Hz), 6.82 (2H, d, J 9.2 Hz),
3.44 (4T, q, J 7.0 Hz), 1.35 (9H, 5), 1.15 (61, , /7.1 Hz)

4-(Benzo[dfoxazol-2-yl)-N,N-diethylaniline

LCMS RT= 10.50min, MH" 267.0; '"H NMR (DMSO): 7.97 (2H, d, J 9.1 Hz), 7.71-7.64
(2H, m), 7.36-7.30 (2H, m), 6.82 (2H, 4, 9.2 Hz), 3.44 (4H, q, J 7.0 Hz), 1.15 (6, , J
7.1 Hz}

N N-Diethyl-4-(5-(ethylsulfonylbenzs[d]oxazol-2-yDaniline

LCMS RT= 7.45min, MH" 358.9; "H NMR (DMSQ): 8.13 (1H, dd, J 1.3 0.4 Hz), 8.00
(2H, d, J 9.1 Hz), 7.95 (1H, dd, /8.1 0.4 Hz), 7.83 (1H, dd, J 8.4 1.8 Hz), 6.85 (2H, d, J
9.2 Hz), 3.50-3.39 (6H, m), 1.23-1.64 (9H, m)

N,N-Diethyl-4-(5-phenylbenzo[djoxazol-2-yl)aniline

LCMS RT=15.22min, MH"343.1; "H NMR (DMSO): 7.99 (2H, d, J 8.9 Hz), 7.93 (1H,
8), 7.77-7.71 (3H, m), 7.60 (1H, d, .J 8.3 Hz), 7.52-7 46 (2H, m), 7.40-7.35 (1H, m), 6.84
(2H, d, J9.0 Hz), 3.44 (4H, q, J 7.0 Hz), 1.15 (6H, t, J 7.1 Hz)

N, N-Diethyl-4-(naphtho[l,2-d]oxazel-2-yl)aniline

LCMS RT= 11.21min, MH" 317.1; '"H NMR (DMSO): 8.41 (1, d, J 8.3 Hz), 8.12-8.02
(3H, m), 7.94-7.86 (2ZH, m), 7.72-7.66 (1H, m), 7.60-7.55 (1H, m), 6.85 (2H, d, /9.0 Hz),
3.44 (4H,q,J7.0Hz), 1.15 (6H, t,.J 7.1 Hz)

2-{Pyridin-2-yDbenzo|d]oxazole

LCMS RT= 5.68min, MH" 197.0; "H NMR (DMSO): 8.87 (111, d, J 4.4 Hz), 8.41 (1H,
d, /8.0 Hz), 8.14 (1H, dt, J 7.8 1.5 Hz), 7.93 (2H, t, J 7.4 Hz), 7.73-7.69 (1H, m), 7.60-
7.50 (2H, m)

2-(4~(Piperidin-1-yl)phenyl)benzo[djoxazol-5-amine



2-ethyl-5-(ethylsulfonyl)benzo[clloxazole 573
'54ethylsulfonyl)benzo[d]oxazole 574
5-(ethylsulfonyObenzolclioxazole-2-thiol 575

WA t4rahlgrophenyObenzo[d]oxazol-5-yl)phenyl)acetam deghg- 0 As00ss
1-(2-tert-buty1-1H-indo1-5-y1)-3-ethydurea 577
2-(naphthalen-1-yObenzo[d]oxazol-5-amine'+ WO
2007/091106PCT/G02007/050055 47 6132-p-Tolyl-1H-benzo[d]imidazole
L.CMS RT= 6.95min, MH' 206.1; 'H NMR (DMSO): 7.92 (2H, d, J 9.0 Hz), 7.32 (14,
d, J 9.0 Hz), 7.05 (2H, 4, J 5.0 Hz), 6.80 (1H, d, J 2.1 Hz), 6.58 (1H, dd, J 8.0 2.0 Hz),

5.01 (2H, 5, 1.60 (6H, m)

2-(4-(4-Methylpiperazin-1-yDphenylbenzo[d]oxazol-5-amine

LCMS RT= 5.34min, MH"309.1; "H NMR (DMSQ): 7.94 (211, d, J 9.0 Hz), 7.33 (1H,
d, J9.0 Hz), 7.08 (2H, d, 7 9.0 Hz), 6.80 (1H, d, J 2.1 Hz), 6.58 (11, dd, J 8.0 2.0 Hz),
5.03 (ZH, s), 2.60-2.57 (4H, m), 2.45-2.42 (4H, m), 2.23 (311, s)

2-(4-(Diethylamino)phenylbenzo{d)oxazole-5-carboxylic acid

"H NMR (DMSO): 13.00 (1H, br), 8.17 (1H, d, J 1.5 Hz), 7.99 (24, d, J 9.0 Hz), 7.94
(1H, dd, J 8.5 1.7 Hz), 7.77 (1H, d, J 8.4 Hz), 6.84 (2H, d, 7 9.1 Hz), 3.45 (4H, q, J 7.0
Hz}, 1.15 (6H, t, J 7.0 Hz)

Z-Propylbenzo|[d]exazol-5-amine

LCMS RT= 6.81min, MH" 177.2; "H NMR (DMSO): 7.26 (1H, d, J 8.6 Hz), 6.76 (1H,
d, J2.2 Hz), 6.57 (1H, dd, .J 8.6 2.2 Hz), 498 (ZH, s), 2.80 (2H, t, J 7.3 Hz), 1.81-1.70
(2H, m}), 0.96 (3H, ¢, J 7.4 Hz)

2-p-Tolyloxazele]5,4-bipyridine
LCMS RT= 6.72min, MH' 211.1; "H NMR (DMSO): 8.38 (1H, dd, J 5.0 1.5 Hz), 8.26
(1H,dd, /7.9 1.6 Hz), 8.14 (2H, d, J 8.2 Hz), 7.53-7.45 (3H, m), 2.44 (3H, 5)

Z-p-Tolyloxazolo[4,5-bfpyridine
LCMS RT= 6.12min, MH" 211.1; '"H NMR (DMSO): 8.54 (11, dd, J 4.9 1.4 Hz), 8.23
(1H, dd, J 8.2 1.4 Hz), 8.16 (2H, d, J 8.2 Hz), 7.59-7.44 (31, m), 2.44 (3H, s)

Z-(4-Morpholinophenyl)benzo{djoxazol-5-amine
LCMS RT= 5.52min, MH" 295.8; '"H NMR (DMSO): 7.97 (2H, 4, J 9.0 Hz), 7.33 (1H,
d, /9.0 Hz), 7.09 (2H, d, J 9.0 Hz), 6.81 (1H, 4, 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)



6142-(Benzo[d][1 ,3]diox01-5-yloxy)-N-(benzo[d]thiazol-2-ypacetamide
6151-ethyl-2-methyl-N-phenyl-1H-benzo[d]imidazole-5-carboxamide
N-(benzo[d]thiazol-211)-2-bromobenzamide

vibenzalsdithjazol-2-ylthio)-1-(piperidin-1-ypethanone  per/GB2o07/050055
618N-(benzol[d][1,3]diox01-5-yl)-3-chdorobenzo[b]thiophene-2-carboxamid

e 6195-(benzo[d]oxazol-2-y1)-2-methoxyaniline
6205-(1H-benzo[d]imidazol-2-y1)-2-methylaniline
6213-chloro-N-(2-fluorophenyObenzo[b]thiophene-2-carboxamide
6223-(5-chlorobenzo[d]oxazol-2-yl)aniline

eszmxgy?.r_@_ _Eggmmpﬁgmpxazol -2-yl)phenyl)furan-2-carboxamide
624N-(4.(1H-benzo[d |dea201 +2- ?‘Jﬁ% ny1)-3-methylbutanamide

bGEEGE W)%Qﬁ@f il 2 (2H, d, J 8.5 Hz), 8.06 (1H,

wﬁm.ﬂtnamzpsﬁ](m}a,@U%.yl}b)emmﬁarmwfm;mhmmge (5H, m), 2.43 (3H, 5)
6272-chloro-5-(5,7-dimethylbenzo[d]oxazol-2-y1)aniline
3-amino-N-(4-fluoropheny1)-6,7-dihydro-5H-cyclopentale]thieno[2,3-

28 {eidipee2yDaflitienniivazo{djoxazole

i@%@m@%@ﬁﬂiwgﬂ@@[dﬂmﬁ yienzemidet it 8.6 1), 8.09 (14,
6303- methox benzo d oxazol-2- %éﬂnl ine++++
1

s{ R B@H fote Shifi 5?81 DN RN rretrlylBetihamide

2-Cyclohexyl-5-nitrobenzo[d]oxazole

LCMS RT= 7.90min, MH" 247.3; "H NMR (CDCly): 8.62 (1H, d, J 2.2 Hz), 8.33 (1H,
dd, J 8.9 2.3 Hz), 7.63 (1H, d, J 8.9 Hz), 3.11-3.01 (1H, m), 2.27-2.21 (2H, m), 1.98-1.92
(2H, m}, 1.84-1.71 (3H, m), 1.57-1.37 (3H, m}

5-Tert-butyl-2-p-tolylbenzo|[d]oxazele

LCMS RT= 10.53min, MH" 266.1; "H NMR (DMSO): 8.08 (211, d, 7 8.2 Hz), 7.78 (1H,
d, /1.6 Hz), 7.68 (1H, d, J 8.6 Hz), 7.48 (1H, dd, J 8.7 2.0 Hz), 7.43 (2H, 4, ./ 8.0 Hz},
2.42 (3H,s), 1.37 (94, 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)

Z-(3-(Triflucromethyl)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 (14,
s), 7.98 (1H, d, /8.0 Hz), 7.84 (1H, t, J8.0 Hz), 746 (1H, d, /8.9 Hz), 6.91 (1H,d, J 1.9
Hz),6.72(1H, d, /8.6 2.0 Hz), 5.18 (2H, s)

5-(Ethylselfonyl)-2-p-tolylbenzo[djoxazole



632
6-methy1-2-(5-methy14H-benzo[d]imidazol-2-yOthieno[2,3-b]pyridin-3-ami
ne ++++ 6332-(phenoxymethyl)benzo[d]thiazole

634 1sethyise-methy1-5-phenyl-1H-benzo[d]imidazole PCE/GB2007/050055
6352-methy1-546-methylbenzo[d]ox&zo1-2-Aaniline

6362-chloro-5-(5-methylbenzo[d]oxazol-2-ypaniline
6371-(benzo[d]thiazol-2-y1)-3-p-tolylurea+++
638N-(4-(6-methylbenzo[d]thiazol-2-yl)phenyOnicotinamide
BETAS RiliTotidomin) BEAZoa10 1R SRR (DMSO): 8.28 (1H, d, J 1.6 Hz), 8.14 (2H,
G292 rmeoayhenayitbienlyl-penzoiddidegal® ry), 7.47 (0, 4, J 8.1 Ha),
6412-chIoro-N-(4-(oxazolo[4,5-b}§%{|d|n-2- 1)phenyl)benzamide+++
84284 (BB R0 [ldkaZG SR prehy i etamide+++
6434-(6-methylbenzo[d]thiazol-2-yl)phenol+41-

+H3-(5-methyl oldlaxazal-2-ybnhenylpropionamide+++
gﬁé%ﬁ?#ﬁ%‘%?%%ﬁogﬁ%leﬁﬁg %i%l}%?ﬂ%’%ﬁgﬁ?%wbenzo[d]imidazo|e+++
EABITRIBroc33898. difletiiAd e OBk AN fadfliidh A+/ 48 Hz), 8.27 (2H,
N-(dHrhenzelslimidazolZ w1 -21methbenaamiae 5 Hz), 7.60 (2H, d, J 8.6 Hz),

2-(4-bromo-3-methylphenyl)benzo[d]oxazol-5-amine
3- %ﬁé%ﬁﬁgﬂﬂ%% !téi)‘ﬂtﬁﬁe 6{2,3-b]pyricline-2-carboxamide+++

651N-(4-(benzol[d]thiazol-2-Aphenypisobutyramide
4-Nitro-2-p-tolyibenzo[d]oxazole

LCMS RT= 6.97min, MH"255.0; '"H NMR (DMSO): 8.27 (1H, dd, J 8.1 0.8 Hz), 8.23
{14, 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-tolylhenzo[d]oxazele

LCMS RT= 7.83min, MH"255.0; "H NMR (DMSO): 8.74 (1H, d, J 2.2 Hz), 8.33 (1H,
dd, /8.7 2.2 Hz), 8.17 (2H, d, J 8.2 Hz), 8.02 (1H, d, J 8.8 Hz), 749 (2H, d, /7.9 Hz),
2.45 (3H, 5) '

2-(4-Chlorophenyl)-6-nitrobenzo|djoxazole
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, 8.2 Hz), 8.06 (1H, d, J 8.8 Hz), 7.76 (2H, d, /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 (11,
d, J 5.6 Hz), 8.14 (2H, d, J 8.2 Hz), 7.90 (11, dd, J 5.6 1.0 Hz), 747 (2H, d, J 8.0 Hz),
2.44 (3H, s)

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



652N-(6-methylbenzo[d]thiazol-2-yOfuran-2-carboxamide
6535-(1H-benzo[d]imidazol-2-y1)-2-chloroannine+++
2-(4H-12,4-triazol-3-ylthio)-N-(4-(6-methylbenzo[d]thiazol-2- +++

&hd Anbaryblacetamide PCT/GB2007/050055
6554-(4-(1H-benzo[d]imidazo1-2-yOphenylcarbamoyl)phenyl acetate+++

6563,5,6-trimethyl-N-(pyridin-4-ylmethyl)benzofuran-2-carboxamide+++
6572-ethoxy-N-(4-(6-methylbenzo[dIthiazol-2-yflphenyl)acetamide+++
658N-(6-fluorobenzold]thiazol-2-y9thiophene-2-carboxamide
6591-(1H-benzo[d]imidazol-2-y1)-3-methyl-4-phenyl-1H-pyrazol-5-amine

(g imethylaming) henyl)benzo [dlexazel-5-amine
6603-ethoxy-N-(4-(6- thylbqnzo d]thiazol- %z%éphen namlde+++

SN R Tochb T o591y 3h D hg6-6.92 (1T,
662bl8Ac(Brrastinylienzoki oxazad; Zﬁﬁﬂwbﬁwﬁm@es), 3.00 (61, 5)
663N-(2-bromo-4-methylpheny1)-2-(1H-indo1-3-y1)-2-oxoacetamide+++ ,
6644-(6-methylbenzo[d]thiazol-2-yOaniline
G6Bempirdriethiybenzoiierazeiearboxamide++ 4-chloro-N-(0

TrReY RiH-banzaldimidesok 2y NRethyhsyl eﬁo (2H, d, J 8.2 Hz), 8.04 (11,
N-(4- (9benzo£q/]th|azol -2- )él)é:)heny%) Plonam
d, J1.9 Hz), 7.78 (1H, d, J8.6 Hz), 7.58 (1H, dd, J 8.7 2.0 Hz), 745 (ZH, d, J 8.0 Hz),

2.43 (31, 5)

2-¢-Tolylbenzojdjoxazol-5-amine
LCMS RT= 6.16min, MH' 225.0; "H NMR (DMSO): 8.05 (1H,d, J 7.7 Hz), 7.53-7.37
(4H, m), 6.90 (1H, d, /2.2 Hz), 6.68 (11, dd, J 8.7 2.2 Hz), 5.10 (2H, 5), 2.71 (31, s)

2-(2-Chlorophenyl)benzo[d]oxazol-5-amine

LCMS RT= 4.31min, MH" 245.0; "H NMR (DMSO): 8.10 (1H, d, J 7.3 Hz), 7.75-7.52
(3H, m), 7.45 (1H, d, J 8.6 Hz), 6.92 (1H, d, J 1.6 Hz), 6.73 (1H, dd, /8.8 2.1 Hz), 5.16
(2H, s}

6-Brome-2-p-tolyloxazolo[5,4-b]pyridine
LCMS RT= 8 40min, MU 288.8; "H NMR (DMSO): 8.59 (11, d, J 2.1 Hz), 8.50 (1M,
d,J2.2 Hz), 8.13 (2H, d, J 8.2 Hz), 748 (2H, d, J 8.0 Hz)

5,6-Dimethyl-2-p-tolylbenzo{dloxazole
LCMS RT= 8.76min, MH' 238.0; "H NMR (DMSO): 8.06 (2H, 4, S 8.2 Hz), 7.56 (2H,
s), 741 (ZH, d,J8.2 Hz), 2.41 (3H, s), 2.35 (3H, s}, 2.33 (3H, s)

2-(4-Chiorophenyl)-5,6-dimethylbenzo[d]oxazele
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, 5), 2.36 (3H, 5)



668N-(2-m-tolylbenzo[d]oxazol-5-yOpropionamide++
669N-(1-methyl-1H-benzo[d]imidazol-2-y1l)benzimidamide++
6704-methyl-N-(1-methy1-114-benzo[d]imidazol-5-yObenzamide++

¢4 Nsibenggdd]thiazol-2-y1)-5-bromo-2-chlorobenzamide+  pegicr2007/050055
N-(2-chloro-5-(5-methylbenzo[d]oxazed-2-yl)phenyl)furan-2-carboxamide
N-(4-methy1-6,7-dihydro-5H-cyclopentaMpyrimidin-2-yObenzo[d]oxazol-2-
amine N-(1H-benzo[d]imidazol-2-y1)-3-chlorobenzamide++
N-(4-(benzo[d]thiazol-2-yOphenyptetrahydrofuran-2-carboxamide++

22 45Richb{tipkery)-2,§idimirtbylbeBatidlottazipyrimidin-5-yDethanone++

LR R ne MW@W@Q@ML‘?} ‘@1%"%1 d, J 8.5 Hz), 7.90 (1H,
d]thiazol-2-ylthi

683'N-(6- SN N-dimethylsulfam g/ benz ophene-2-carbox
Sidd Hz), 7.69-7.61 (3 ,m), 2.38 (3H, s}, 2.36 (3H, s)

684.5-bromo-N-(4-hydroxy-3-(5-methylbenzolclioxazol-2-yl)phenyDnicotin

2%(;? Tﬂ(?]é?f‘f? azol- Jﬂﬁ%’l\?—(’ﬂgenzo[d]thlazol 2-yl)phenyl)acetamid
é@&&%‘? mebbﬁid{@?o&aﬁbNMﬁlMﬁ@thﬂ&&ﬁﬁé d, J 8.0 Hz), 7.89-7.84

gﬁiﬁhﬁ?%%‘k—'ﬁ%ﬁ‘é&'ﬁ? iamox)banzelflihyaz o 2r)igphens; 3-arhaxamies 7
2—%@6)051‘&5(@1(%%ethylbenzo[d]thiazol-2-y|)phenyl)-5-(411-1,2,4-triazo|-4

- 688:Abenzarnide

2-(5-Buatyipyridin-2-yI}-6-nitrobenzofdjoxazole

LCMS RT= 7.34min, MH" 298.0; "H NMR (DMSO}): 8.81 (11, d, J 2.1 Hz), 8.71 (1H,
d,J 1.5 Hz), 8.37-8.32 (2H, m), 8.08 (1H, d, J 8.8 Hz), 7.95 (1H, dd, J 8.1 2.1 Hz), 2.75
(2H, t, J 7.6 Hz), 1.70-1.59 (2H, m), 1.41-1.29 (2H, m), 0.93 (31, t, J 7.3 Hz)

2-(4-Chlorophenyl)-5-(isoprepylsulfonyl}benzo[doxazole

LCMS RT= 6.98min; '"H NMR (DMSO): 8.29-8.24 (3H, m), 8.09 (1H, d, J 8.6 Hz),
7.94 (1H, dd, J 8.6 1.7 Hz), 7.74 (2H, 4, J 8.6 Hz}, 3.56-3.50 (1H, m), 1.19 (6H, d, J 6.8
Hz)

5-Bromo-2-(4-chlorophenyl)benzold]oxazole _
LCMS RT= 9.09min, MH 307.9; "H NMR (DMSO): 8.21 (21, d, J 8.7 Hz), 8.08 (1H,
d, J1.9Hz), 7.80 (1H,d, J8.7Hz), 7.71 (2H, d, J 8.7 Hz), 7.62 (1H, dd, / 8.7 2.0 Hz)

4-{5-Chlorobenze|d]oxazol-2-yhaniline

LCMS RT= 6.48min, MH " 244.9; "H NMR (DMSQ): 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, 8)

4-(6-Chlorobenzold]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 Hx), 7.37 (1H, dd, J 8.7 2.0 Hz), 6.70 (2H, d, J 8.8 Hz), 6.04 (2H, s}



689'N-(2-fluoropheny1)-2-(1H-indo1-3-y1)-2-oxoacetamide
6701N-(2,3-dihydrobenzo[b][1,4)dioxin-6-y1)-2-(1H-indol-3-y1)-2-oxoaceta
mide comparative examples WO 2007/091106PCT/GB2007/050055 50

Epesimentalk HPLC-CRI-MS was perfouned on a Gilson 321 RL&svihvosooss
detection performed by a Gilson 1708AD and a Finnigan AQA mass

spectrometer operating in electrospray ionisation mode. The IIPLC column
used is a Phenomenex Gemini C18 150x4.6mm. 5 Preparative HPLC was
performed on a Gilson 321 with detection performed by a Gilson 170
DAD. Fractions were collected using a Gilson 215 fraction collector. The

Brepafiatiy Hgﬂﬁ%—ﬁ&%ﬂﬁﬁﬁ’yﬁlﬁrﬁ@ﬂ]‘@ﬂ%@x Gemini C18 150x10mm

and the mobile phase is acetonitrile/water. NMR spectra were recorded on
dBNRF sttt PEYIMIZ. N1 Sgedfa Hrete' SBiEiHed:
asICDB1R saldtions spaiteddn/[3m) g GBiNg Solorpdqnm, as) the refareics m),

3 (g?éd 7 : ( O _ :50 ppm). When peak multiplicities
étreﬂr pdr%{ééﬁ%%%ﬁ[o(\i/\% g'élg’bJ;Z\?iftlyc))ns are used s (singlet), d (doublet), t
(triplet), m (multiplet), br (broadened), dd (doublet of doublets), dt (doublet

oLl YDISLOHARAGIS IERHRING £AETaNTs, when given, are
reported in Hertz (Hgz). 15 Column chromatography was performed either
SR st b R BEDE el G 0 LA S 76 17

pfican g yiste gs( BRI RV IRUHfiddlioR. 6y St Em) frovs-Bisl k) nBenttiosy, «, J
ix}] %@Zénicrowave were done in an Initiator 8TM (Biotage). The

abbreviations used are DMSO (dimethylsulfoxide), HATCT
(0-(7-azabenzotriazolly1)-N,N,N',N-tetramethyluronium

bq@mmﬁ%mﬁg)sk@g(ﬁwamﬁ@ama%w9804 (magnesium
sulfate). NaOH (sodjum hydroxide), Na2CO3 (sodium carbopate), ,
S b DSOS (A LSy B 4 ),
BHE (HEiréh Y afaranl), WO 2004098 5065 CTYGU3RAA7 066055L6), 7.94 (1H,
d, J8.4Hz),3.41 (2H, q,J 7.3 Hz), 1.13 (3H, 1, J 7.3 Hz)

2-(2,3-Dichlorophenyl}-5-(ethylsulfenyl)benzo{d] oxazele
LCMS RT= 6.80min; "H NMR (DMSO): 8.42 (1H, d, J 1.8 0.6 Hz), 8.17-8.13 (2H, m),
8.05-7.96 (2H, m), 7.65 (1H, t, J 8.0 Hz), 3.41 (2H, q,J 7.3 Hz), 1.14 (3H, 1, J 7.3 Hz)

2-(1-Phenylethyl)benzo[d]exazol-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}, 442 (1H, q, J 7.1 Hz), 1.66 (3H, 4, J
7.2 Hz)

2-(4-Chlorephenyl)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 (14,

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

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



OH PPA, 110C-180C, 3-16h NH2R9X=0OH 0(Method
1A) X X=OH or CI Id (with R=CO2H) le (with R=Sr) Method IA
(Compounds I) 2-Phenylbenzoldfoxazol-5-amine To polyphosphoric acid
a3 108G weng added simultaneously 2,4-diaminophenol dihydspghl@sigssooss
(7.88g, 40mmol) and benzoic acid (4638g, 40mmol). The resulting mixture
was then heated to 180C for 3h. The solution was then poured into water.
The resulting precipitate was collected by filtration and washed with
saturated sodium blcarbonate solutlon The crude product was

e ERIS AT 6 florm i n s it MRSy 3G795bidnESAIEE), 8.11 (2H,
oMpound &-8INSIRIT 7 Belityin. HMR R ULAN.8 Hz), 7.57 (1H, dd, J8.7 2.1 Hz)

6-Chloro-2-{pyridin-d-yDibenzo|d]oxazole
LCMS RT= 6.49min, MH" 231.0; 'H NMR (DMSO): 8.87 (2H, d, J 6.1 Hz), 8.10-8.08
(3H, m), 7.93 (1H, d, J 8.6 Hz), 7.54 (1H, dd, J 8.6 2.0 Hz)

4-(5-Bromobenzo|[djoxazol-2-yDaniline
LCMS RT= 6.70min, M 289.2; '"H NMR (DMSO): 7.88-7.83 (3H, m), 7.66 (1H, d, J
8.6 Hz), 7.46 (1H, dd, J 8.6 2.1 Hz), 6.69 (2H, d, J 8.8 Hz), 6.09 (2H, 5)

2-(4-Chlorophenyl)-5-(methylisulfonyl}benzo[d]oxazole

LCMS RT= 6.43min, MH" 308.2; "H NMR (CDCly): 8.43 (1H, dd, J 1.8 0.3 Hz), 8.28
(24, d, /8.7 Hz), 8.05 {1H, dd, J 8.6 1.9 Hz), 7.81 (1H, dd, J 8.5 0.4 Hz), 7.61 (2H, 4, J
8.8 Hz), 3.18 (3H, s)

2-(4-Chlerophenyl)-5-(propylisulfonyl}benzo|djoxazcle

LCMS RT= 7.09min, MII" 335.9; "H NMR (CDCl): 8.38 (111, dd, J 1.7 0.4 Hz), 8.27
(2H, d, J 8.8 Hz), 8.00 (1H, dd, J 8.5 1.8 Hz), 7.80 (1H, dd, /8.5 0.4 Hz), 7.60 (2H, d, J
8.8 Hz), 3.21-3.15 (2H, m), 1.89-1.76 (2H, m), 1.05 (3H, t, /7.4 Hz)

2~(Naphthalen-1-yBbenzo[d]oxazol-5-amine

LCMS RT= 6.59min, MH" 261.1; "H NMR (DMSQ): 9.41 (1H, d, J 8.6 Hz), 8.38 (1H,
dd, J 7.3 1.0 Hz), 8.19 (IH, d, J 8.2 Hz), 8.09 (1H, dd, / 7.8 0.9 Hz), 7.79-7.64 (3H, m),
7.49 (1H, d, J8.7 Hz), 6.99 (1H, d, /2.1 Hz), 6.74 (1H, d, /8.7 22 Hz), 5.17 (2H, 5)

2-(Biphenyl-4-ybenzo[d]oxazol-5-amine

LCMS RT= 6.92min, MH" 287.1; "TH NMR (DMSO): 8.22 (2H, d, J 8.2 Hz), 7.90 (2H,
d, J 83 Hz), 7.81-7.76 (2H, m), 7.53 (2H, 1, J 7.8 Hz), 7.47-7.41 (ZH, m), 6.90 (1H, d, J
2.2 Hz), 6.69 (1H, d, /8.6 2.2 Hz), 5.14 (ZH, s)



"11 NMR (DMSO): 8.15-8.12 (2H, m), 7.60-7.56 (311, m), 7.42 (1H, d, ./
8.7 Hz), 6.89 (I H, d, J2.1 Hz), 6.68 (1H, dd, J 8.6 2.2 Hz), 5.12 (211, s)
WO 2007/091106PCT/GB2007/050055 52

Y earifuesemethyl)phenyl)benzokflorazol-5-amine LCMS RhsGE2007/050055
8.98min, MW 279.0; 1-11 NMR (DM$8): 8.26 (2H, d, 18.2 Hz), 7.88 (214,

d, 18.3 Hz), 7.40 (114, d, 18.7 Hz), 6.84 (111, d, J 2.1 Hz), 6.66 (1H, dd,
18.8 2.2 Hz), 5.13 (21-1, s)

2-(4-(Diethylamino)phenyl)benzo[d]oxazol-5-amine LCMS RT= 8.98min,
friQuirglimZ-ylbaumRli@meby-aEee(211, d, 19.1 Hz), 7.30 (111, d, 18.5

hi@%n%@f{lrﬁ) g. fs@lﬂ; mh*@éﬂz@ WNW(@IQES‘»@): 480214, 9.3 A2 (34, (1H,
g z

14 (314,
PAdiRIsE b ]é%'l’ b %‘QnﬁHB (EM A B Trie 25 M)

AR (DNIS0 ). 28 THH, di, YIRS HZ), 8974 (14, 4d,114=8 6174 i), dd, /8.7 2.2

?{ 58(#? g,) m), 7.62 (1H, dd, 19.0 4.8 Hz), 7.46(1H, d, 18.8 Hz), 6.91
2.0 Hz), 6.71 (111, dd, J 8.7 2.1 Hz), 5.18 (2H, s)

2-(5-Nitrobenzold]oxazol-2-yl)phenol LCMS RT= 6.94min; 'l-1 NMR

Ak W bbhoii St Blémsehe) 2.3 Hz), 8.37 (1H, dd, 19.0 2.4 Hz),

POy TR T I

NIMR (DMSBRAL1 461 ¥4,5)).8102,(3.13, (ud d,7J$ 1.B:417),93-38% (58, (@1.4.74
?1{ 7?1% {%QQ%QB@%?%@%%? o Pyl Z,(}%]ialg% 84 @}é ?c:E)J 8.7

3-(5- Ho xazo )ben20|c LCM
4. 58t R8P 1; ill NMR (DMSO): 13 44 (114, s), 8.78 (111, s), 8.47

(114, d, 18.0 Hz), 8.22 (1H, d, 18.4 Hz), 7.84-7.74 (2H, m), 7.70 (114, s),

7@%{114d3 %‘6 % 73 (211, m%l?l(ZHqJ? 6 Hz), 0.98
&Féf SEHEB3BI050055 53

LCMS RT= 6.56min, ME* 291.1; 'H NMR (DMSO): 8.67 (1H, d, J 1.3 Hz), 8.16 (1H,

dd, J8.6 1.7 Hz), 8.07 (1H, d, 7 9.1 Hz), 7.99 (1H, d, 7 8.8 Hz), 7.45-7.42 (2H, m), 7.27

(1H, dd, 7 8.7 2.5 Hz), 6.90 (1H, d, J 2.0 Hz), 6.68 (1H, dd, J 8.6 2.2 Fiz), 5.12 (21, s),

3.92 (3H, 5)

2-(6-Bromenaphthalen-2-yl)benzo[djoxazol-5-amine

LCMS RT= 7.59min, MH" 339.3; "H NMR (DMSO): 8.78 (1H, 5), 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 (14, d, J 8.7 Hz), 7.76 (14,
dd, 8.9 2.0 Hz), 746 (1H, d, J 8.7 Hz), 6.92 (1H, d, J 2.2 Hz), 6.72 (1H, dd, /8.6 2.2
Hz), 5.16 (2H, s)

2-(4-Chlorophenylnaphtho[1,2-d]oxazole
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}benze|d]oxazol-5-yljpropan-1-one



LCMS RT= 5.24min, W4+ 242.2; 111 NMR (HMSO): 11.40 (114, s), 7.63
(111, d, 18.6 Hz), 7.40 (114, d, J 8.7 Hz), 6.83(11-1, d, 12.1 Hz), 6.63 (llI,
dd, J 8.6 2.3 Hz), 6.31 (111, d, J8.4 2.2 Hz), 6.22 (1H, d, J1.9 Hz), 6.05
Rblz08)/01185 (2H, s) 5-(FAhylsulfonyl)-2-phenylbenzo[dioxageled#2MSoseess
RT= 5.94min, M14+ 288.1; '121 NMR{UMSO0): 8.32 (1H, d, .J 1.3 Hz),

8.26 (2H, dd, 16.4 1.6 Hz), 8.10 (114, d, J 8.5 112), 7.97 (111, dd, 18.5

1.7 Hz), 7.72-7.64(311, m), 3.43-3.38(211, m), 1.14 (38H, t, 17.4 Hz)

2,5-Dip henylbenzo Id] otazole LCMS RT= 9.41min, MH- 271.9; 'H NMR
Wﬁg;i@@% i, 285 B.08 NMR M0y ﬁzﬁ‘i f1Hoddk/ &, 185 HY)8 24
GHd 7231 re)@sv(@ﬁ ABY 634,70 773k @i o, Y86 blENIAARTE.B81, 4, J
%111 m), 2-Ph nylnalzol%lé [1 2-dloxazale LCMS RT= 8.75min, M11+

pAlbY e » Bl HH: 4718 H2), 8.32-8.27 (214, m), 8.14
(111, d, 18.1 Hz), 8.01 (211, s), 7.78-7.72 (1H, m), 7.68-7.60(411, m) 2-Ph

IR SR %m?%%‘?%@ﬁ?é 05 12,826,823 (11,
hEMOBTEL2 Geing W1 1’«771 fiz IR (DM Pei6 (é% Fib)) 2:79.9 Bp), 8.24

@ﬂ-rldma)823(1425’rgpglpll}erad)b%rwﬂtg%ﬁwgﬁf@a&quylmaszudzlfbW@H d,J
Msoo)i%sﬁ%‘ %%11, br), 8.30 (1H, dd, 11.5 0.4 Hz), 8.15 (211, d, 18.3
NH8or A ud 18.6 1.7 Hz), 7.88 (11l, d, 18.5 11z), 7.47 (211, d, 18.4

Hz), 2.68 (211, t, J 8.0 Hz), 1.70-1.62 (214, m), 0.93 (314, t,17.5 Hz)

szl oxylic acid WO
20%7%911%@@}/ é@%;‘%ﬂ/ 0055F gi%ﬁﬁ? NMR (HMSO): 13.10 (1H, br),
8 QM@I-?%SjWOWHZ'ZP@i@im DM P08 GH(914 8t §.45-7.38
% )5 %f(ﬂi}éi};]@cb jipsH %@%ﬂ?ﬁg 9@1%%_' H%) 384 (bA7) 298421k tim,
t z
?hﬂnéé %’0 @n{}% n%ié é?ér@ilgl CMS RT= 8.6Imin, INAHH 230.1; '11

NMR (DM50): 8.21 (2H, dd, 17.6 1.4 Hz), 7.94 (1H, d, 12.1 Hz), 7.86 (1H,

@@ﬁgr {shlfony’ %&elﬁ%iﬁh g%&éﬂéfola%mqg 18.721Hz)

0-2-phenyl nzog
LCMS RT= 6.14min, MH™ 339.1; H NMR (DMSO): 8.69 (1H, dd, J 8.5 2.2 Hz), 8.52-

8.43 (2H, m), 8.28-8.21 (2H, m), 8.16 (1H, d, J 8.1 Hz), 8.09-8.04 (1H, m), 7.97-7.90
(1H, m), 7.82-7.76 (1H, m), 3.48-3.38 (2H, m), 1.15 3H, td, /7.3 1.3 Hx)

5-(Ethylsulfonyl)-2-(quinelin-3-yDbenzo[d]oxazole

LCMS RT= 6.05min, ME" 339.1; 'H NMR (DMSO): 9.65 (1H, d, J 2.1 Hz), 9.31 (1H,
4, 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-yi)-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 (14, d, /9.0 Hx), 8.17 (1H, d, S 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, 7 8.7 1.9 Hz), 3.41 (2H, ¢, J 7.3 Hz), 1.15 (3H, t,J 7.5 Hz)

2-(4-Cyclohexylphenyl)-5-{ethylsulfony)benzo|d]oxazole



LCMS RT=9.00min,230.1; 'H NMR (DMSO0): 8.22-8.18 (2H, m), 8.02 (1H,
d, J 1.9 Hz), 7.84 (1H, d, J 8 .5 Hz), 7.70-7.60 (3H, m), 7.48 (1H, dct, J 8
.5 2.0 Hz) 5-Tert-b uty1-2-phenylbenzo [(no xazole LCMS RT= 9.82min,

Mb2ob282:06111 NMR (DM50): 7.72-7.70 (4H, m), 7.59 (21-lp@i/Irbdolofoss
Hz), 7.46-7.40 (2H, in), 1.38 (9H, s) 6:Nitro-2-phenylbenzo Rflo xazole

LCMS RT= 7.30min; Il NMR (DM50): 8.77-8.76 (111, m), 8.34 (IH, d, .1

8.8 Hz), 8.27 (2H, d, J 7 .7 Hz), 8.05 (1H, d, .1 8.8 Hz), 7.80-7.65 (311, m)
4-(5-Chlorobenzoldipxazol-2-y1)-N,N-diethylaniline LCMS RT=10.17min,
RAEMSIRT=1 86 miv RE{OTMBOP BB 8- 118 &) 8082776, [2KHny, 7 8.3

Y;AO&W(Q@I 82 @m)ﬂ?@@ﬁ (211' &hlﬁsgsHZQ‘éAGﬁmI@mb@mz@Ble) 3 39
xazol.-2-y1)-N, N-diethylaniline LCMS$ 10.28min, MI1 h 301

S0 ot A1y T (1 G by FAds e T, b B
rﬂz)Hz)ss (1H, dd, .1 8.4 2.1 Hz), 6.83 (2H, d, 19.1 Hz), 3.45 (411, g, J7.2
Hz), 1.15 (611, t,17.1 Hz) WO 2007/091106PCT/GB2007/050055 55
LCMS RT= 13.81min, mtr 323.2; 1H NMR (DMS0): 7.94 (214, d, 19.3 Hz),
?-Gonhenyé 4SS ethysaorml) bepzndddorsole 36 (11-1, dd, 18.6 1.9 Hz),

o 8¥kird 7%911%111'49«&3*4&4(41 lfmmms@ﬁﬁ ﬁ%lsﬁkaﬂi Jn'f}) (@114 @, dd,
17.1 Hz 4- (Benzoéé(%xaz )-N.N-diethylaniline L 50min

Tﬁ%xﬁé’e% PRt 7 @*7 Gty 9715?42)437 %‘i 3& 43(‘2 /73
RR6I713QRLL] MY, B2 (21-1, d, 19.2 Hz), 3.44 (4H, q, 17.0 Hz), 1.15
(611, t, J 7.1 Hz) N,N-Diethy1-4-(5-(ethylsulfonyObenzo[d]o
xazol-2-yDaniline LCMS RT= 7.45min, MH+ 358.9; 111 NMR (DMSO0):
§-Ehyisuifpnyl) 24 ebibalen-bohibenzd|dotandle) 7,95 (IH, dd, 18.1 0.4

HeME 88U 3 6lsh, Mt 138, 2N @:ﬁﬁz@w@oyegaﬁ@mds@@ss%%z (1H,
T A3 TN R ROy e Tslse e dhaniing,

(1H, dd, J 8.6 1.8 Hz), 7.84-7.68 (31, m), 3.43 (2H, q,.J 7.3 Hz), 1.15 (3IL t, J 7.5 Hz)

S5-(Ethylsulfonyl)-2-(6-fluoronaphthalen-2-yhbenzo{djoxazole

LCMS RT= 7.29min, MH" 356.1; "H NMR (DMSQ): 8.97 (1H, m), 8.37-8.32 (31, m),
8.17 (1H, d, J 8.9 Hz), 8.12 (1H, 4, J 8.6 Hz), 7.99 (1H, dd, J 8.6 1.6 Hz), 7.89 (1H, dd, J
10.0 2.0 Hz), 7.61 (1H,td, J8.7 2.0 Hz), 3.41 2H, q, J 7.3 Hz), 1.14 (3H, , J 7.5 Hx}

2-(Benzo{blthiophen-5-yi)-5-(ethylsulfonyl)benzo[d]oxazole

LCMS RT= 6.77min, MH" 344.1; "H NMR (CDCl): 8.70 (11, d, J 1.2 Hz), 8.27 (14,
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, 4, J 5.5 Hz), 7.43 (1H, dd, J 5.5 0.6 Hz),
312 (2H, q,J 7.4 Hz), 1.25 (3H, t,J 7.4 Hz)

5-Aming-2-(8,6-dichloroberze]dloxazol-2-yl)phenol

LCMS RT= 7.83min, MII"295.1; 'Hl NMR (DMSO): 10.88 (11, s), 8.1 (111, s), 8.06
(1H, s), 7.6% (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)



LCMS RT= 15.22min, mir 343.1; 1-11NMR (DMSO0): 7.99 (214, d, J 8.9
Hz), 7.93 (111, s), 7.77-7.71 (3H, m), 7.60 (111, d, 18.3 Hz),
7.52-7.46(211, m), 7.40-7.35' (111, m), 6.84 (2H, d, 19.0 Hz), 3.44 (4H, q,
Wbizkaddd (611, t, J7.1 Hz) PCT/GB2007/050055
N,N-Diethyl-4-(naphthoH,2-dlorazol-Zey/0aniline LCMS RT= 11.21min, mw
317.1; IHNMR (DMSO0): 8.41 (114, d, 18.3 Hz), 8.12-8.02 (311, m),
7.94-7.86(211, m), 7.72-7.66 (1H, m), 7.60-7.55(111, m), 6.85 (21-1, d,
19.0 Hz), 3.44 (411, q, 17.0 Hz), 1.15 (614, t, 17.1 Hz)
Z-(Byridiskxapbenyb-fobraveny seifrsyRirnmBHanezoia 11+ 197.0; '"H NMR
(DB B-B7 deih, e dARHBME S G3h Bd 80D 18514 (1khieltad 18 5 0.4
1.5Hz), 7.93 (2H, t 17.4% 7.73-7.69 (1H, m), 7.60- 7.50&11 m) WO
607001 4GB PE Iés208 7165 S0bs R EMS R dleb s 65 1m) B 49-
NMR(BMS0):19.821(2H] €18 319)0 Hz), 7.32 (11-1, d, 19.0 Hz), 7.05 (211, d,
J 9.0 Hz), 6.80 (1H, d, J 2.1 Hz), 6.58 (111, dd, 18.0 2.0 Hz), 5.01 (2H, s),
1.60 (6H, m)
Hd-(a-MBimpetinhengaiiviarybRai A dueroraphesrbhasetamide | CMS RT=
3. 84 M L1308, hid1dsd NMRNMM 8D (8351 ek 4901 38 7 9.9
111“.1‘ d,J9.0 Hz), 7.08 (211, d, J 9.0 Hz), 6.80 (111, d, J 2.1 Hz), 6.58

%it‘lﬂ g, /18 65 i) 180431, Lp2A 6. 5.87 i ie- oA k. 943§ Ho),
)8 28 BIA0 $)-2-¢AfDietHylamino)phenyl)benzo[d]oxazole-5-carboxylic
acid NMR (DMS0): 13.00(11-1, br), 8.17 (1H, d, J 1.5 Hz), 7.99 (21-1, d,
19.0 Hz), 7.94 (11-1, dd, 18.5 1.7 Hz), 7.77 (1H, d, 18.4 Hz), 6.84 (2H, d,
fo3:8-Picidorshenre [ doxz@-Uy)anilise6)-1, t,17.0 Hz) 2-Propyibenzo
VEUY-RENNSLEMSR IR0 SHIVN ITIIGT- 2 1 MEVIR {OMER): &, 265
2111, d 1§.§FHZ%, g.é?{(ll-l, d 12.21Hzéf{6. 7(111, dd, 18.6 2.2 Hz),

e doh§7di7h 83419 ¥4 Fh S 14 6H45%0 (211, m), 0.96 (31-1, 1,

17.4 Hz) 2-p-Tolylorazolo[5,4-b1pyridine LCMS RT= 6.72min, MI-1+

" A50): 3 12) , 7.91.6

PRI Crb ol gl o

3EMB BB L-Oa[svBipgfiefieH NMR (CDCLs): 8.03 (1H, dd, J 1.8 0.5 Hz), 7.93-
7.87 (2H, m), 7.85 (1H, dd, J 8.5 1.8 Hz), 7.65 (1H, dd, J 8.5 0.5 Hz), 7.23-7.15 (1H, m),

3.11 (2H, q, J 7.4 Hz), 2.85-2.76 (41, m), 1.81-1.76 (411, m), 1.24 (3H, t, J 7.3 Hz)

5-Amino-2-(5-(ethylsulfonyl)benzo[d]oxazol-2-yDphencl

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 (14, dd, J 8.5 0.5 Hz), 7.84 (1H, dd, / 8.4 1.9 Hz), 7.69 (1H, d, J 8.6 Hz),
6.31 (1H, dd, .7 8.7 2.1 Hz), 6.24 (2H, s}, 6.20 (1H, d, J 2.1 Hz), 3.37 (2H, q, J 7.5 Hz),
1.12 (3H, t,J 7.3 Hz)

Method 1A (Compounds Ic)

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

LCMS RT= 4.64min, MH"* 317.1; "H NMR (DMSO): 10.67 (1H, 5), 9.37 (1H, 4, J 1.5
Hz), 9.16 (1H, d, J 1.6 Hz), 8.84-8.78 (211, m), 8.56 (1H, dt, / 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)



LCMS RT=6.12min, MH+ 211.1; lll NMR (UMSO0): 8.54 (11-1, dd,../ 4.9

1.4 Hz), 8.23 (111, dd,./8.2 1.4 Hz), 8.16 (211, d, 18.2 Hz), 7.59-7.44(311,
m), 2.44 (311, s) 2-(4-Morpholinophenyl)benzold]ificazol-5-amine I,CMS
RO2&p8mine WI+ 295.8; 11l NMR (DMSO0): 7.97 (211, d, 19.0pdz)G#2387/650055
(1H, d, J 9.0 Hz), 7.09 (211, d, 19.0 H2), 6.81 (111, d, 12.1 Hz), 6.59 (1H,

dd, 18.0 2.0 Hz), 5.04 (211, s), 3.77-3.74 (411, m), 3.29-3.24 (411, WO
2007/091106PCT/C B2007/050055 57 5-Phenyl-2-p-tolylbenzo oxazole
LCMS RT= 10.00min, M111 286.1; 111 NMR (DMSO0): 8.12(2H, d, J 8.5

Hz), 8.06 (1H, d, J 1.8 Hz), 7.86 (111, d, J8.6 Hz), 7.77-7.70 (3H, m),

1%4 C %@'—'@J@-n?gﬂﬁfﬁﬂﬂenﬁﬂ)be%m [d]oxale.wi Sml%beRn_lganilg%Ll MR+
oropben enzoldjoxazole min
R A T ST Te el e 12 g led s
(121702185 $)z),. VITIH &, U(MJHWD)? J933H, BA/@B3Han}.88 (3H, s), 3.85 (3H, 5)
2-Cyclohexy1-5-nitrobenzo [din xazole LCMS RT= 7.90min, M11+ 247.3;
'I-1 NIVIR (CDCI3): 8.62 (1H, d, J2.2 Hz), 8.33 (111, dd, J 8.9 2.3 Hz),
Ne3-perryipergddipiemhi-diGrehenyiacetomide 21 (214, m), 1.98-1.92
mnwm&&gmm i; Sﬁhlzﬁéﬁ%%)gﬁfﬁm&i s),2 ’é.gzl(l {1|1| 5), 7.30-
-2-p-to = 10.53min, + q;
%W&@M@ gbélgﬁxgégéé , 7.78 (111, d, J 1.6 Hz), 7.68 (111, d,
18.6 Hz), 7. 48 (114, dd, 18.7 2.0 Hz) 7.43 (211, d, 18.0 Hz), 2.42 (311, s),

Ms’»h@ﬁ&r&@w@%'ﬂﬂ%ﬂﬁ%éﬂlﬁgmlﬁ@am;f T BRI 4- 210.1;

D SO): 8.11 (211 BT.776 (OH, 0, P 46.7.40 (4H, m),
3 M@sﬁﬁ@?&lﬁrmmthmwwb[&&di&sm%éiﬁbﬁm1 7

BTy $139MiD 4l 827 9. 18 R (DS W, 1411 (L6118, 186 Him). 887 (1), 7.81
(1H, dd, J 8.0 1.6 Hz), 7.73 (14, dd, J 8.8 2.1 Hz), 7.65-7.50 (3H, m)

Method 1A (Compeunds Id)

2'-(4-Propylphenyl)-2,6'-bibenzo|d]oxazole-6-carboxylic acid

"H NMR (DMSO): 13.20 (111, br), 8.58 (1H, dd, J 1.5 0.4 Hz), 8.33-8.30 (2H, m), 8.19
(24, d, J 8.2 Hz), 8.06-.802 (ZH, m), 7.93 (1H, d, J 8.3 Hz), 7.50 (2H, d, .7 8.4 Hz), 2.69
(2H, t, J7.8 Hz), 1.73-1.61 (2H, m}, 0.94 (3H. t, / 7.4 Hz)

Method 1A (Compounds e}

4-Amino-N-(4-(S-bromobenzo[d]oxazel-2-yliphenyi)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, /8.6 2.0 Hz), 6.62 (2H, d, J 8.7
Hz), 5.86 (2H, s)

Method 1B {(Compounds I

2-Benzyl-5-nitrobenze[d]oxazele




s), 7.98 (Ill, d, J 8.0 Hz), 7.84 (111, t, 18.0 Hz), 7.46 (114, d, 18.9 Hz),
6.91 (114, d, 11.9 Hz), 6.72 (114 d, J 8.6 2.0 Hz), 5.18 (2H, s)
5-(Ethylsulfony0-2-p-tolylbenzo[d]oxazole WO
2003609106PCT1GB20071050055 58 LCMS RT= 6.46min, Mi&530208¢055
Il NMR (DMSO0): 8.28 (1H, d, J 1.6 He9, 8.14 (211, d, 18.2 Hz), 8.06 (1H,
d, 18.6 Hz), 7.94 (111, dd, 18.6 1.7 Hz), 7.47 (2H, d, 18.1 Hz),
3.42-3.34(211, m), 2.44 (311, s), 1.12 (3H, t, J7.3 Hz) 2-(4-C h
loropheny1)-5-(ethylsulfonyDbenzo [(11 oxazole LCMS RT= 6.63min,
Nifs - 3ppnp-4-pitrepiroct (§890ms; gl 39l dnidigxpyg), @.5mld 11ay adged 2-
Eﬁénﬁ&%(g%ﬂoﬂé% ’%l%@HL szrﬂg%“(zg?oa{% ripBraukie); Tﬁeﬁg&ﬂﬁfg JedBlBras
Z z tol enzo
AR e et Bl iP5 6 AR RSO o H oy
gy Biti® BvHzjdiRZ ¢ lwdchylig 2id: 85I9tnL)Bah8 (B4 fesdltih8. Brédpitatebiltered
gn:li Esﬂr&iztv'_{ﬁ)wg.td‘tg (I%%]Tcgﬂ&ﬁ H@ v?a %&?{Hcds %f column chromatoﬂaphy

6-Nitro-2-p-tolylbenzo [d] oxazole LCMS RT= 7.83min, M11+ 2
iR pResosrBlivat (eiy cpeetato/hexsng 35 Wy 1o G@Y!Lacqtazcélﬁircs HFViV) to
@fork, Gshi: @aki%) 308 l1d Lolpdi8 (HEME. ﬁ%?étammlma)s 45 (3H,

R o oS LTINS

18R HB), 7806 448 8 z), 7.76 (2H, d, 17.9 Hz)
2-p-Tolyloxazolo[4,5-clpyridine LCMS RT= 6.24min, MW 211.0; 1H NIVIR
(UMSO0): 9.11 é{f d, 10.9 Hz), 8.59 (1H, d, 15.6 Hz), 8.14 5211 d, 18.2

A comagpymes drelops Beimrmaﬁrptwilzmnﬁ e PPe pepara (@Pth)i The acid
aﬂmﬂ@mwmumm -SoARNRihilyMSaltalteOe d Sipdan Y VY zﬁﬁ&s&bh from

i bl i ogsagampegdidgne 1 4201

Z-(Benzo[d][1.3]dicxel-5-y1)-5-nitrobenzo|d]oxazole

LCMS RT= 6.74min, MH" 284.9; "H NMR (DMSO): 8.60 (1H, d, J 2.3 Hz), 8.31 (1H,
dd, J 8.9 2.3 Hz), 7.99 (1H, d, J 9.0 Hz), 7.82 (1H, dd, /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-(4-Chlorophenyl)-5,6-methylenedioxybenzoxazole
LCMS RT= 7.54min, MH" 274.0; 'H NMR (DMSQ): 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-chlorephenyl)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, J 1.9 Hz}, 7.72-7.68 (3H, m}, 7.52 (1H, dd, /8.7 2.0 Hz), 1.37 (9H, s5)

2-(3.4-Dichlorophenyi}-6-nitrebenzo|dloxazole

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, .7 8.5 2.1 Hz), 8.07 (1H, d, ./ 8.8 Hz), 7.96 (1H,
d, J 8.4 Hz)
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2-(3-(Dimethylamino)phenyBbenzoldloxazol-5-amine LCMS RT= 6.12min,
we 254.0; 111 N1VIR (DMSO0): 7.48-7.31 (4H, m), 6.96-6.92 (1H, m), 6.87
dkodr922Hz), 6.66 (11-1, dd, J8.6 2.2 Hz), 5.09 (214, s), BEOOCBHsB8)s0055
5-Bromo-2-p-totylbenzo [d]oxazole LEMS RT= 9.41min, MR' 289.8;NMR
(OMS0): 8.10 (2H, d, J 8.2 Hz), 8.04 (1H, 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 (21-1, d, J 8.0 Hz), 2.43 (3H, s)
2-0-Tolylbenzold]oxazol-5-amine LCMS RT= 6.16min, 1sffl 225.0; 111

NMR (DMS0): 8.05 (111, d, J 7.7 Hz), 7.53-7.37 (4H, m), 6.90 (1H, d, J2.2
uz»@;ﬂarayﬂemb&?m.}%ﬁm@slﬁmhm@.71 (3H, s)

-(2- op Bbe X -S-amine | T=4. in, MIT+
o R SR RO T A s s Tl Ty s o
(AP5-do 1181, Hig) 7 652.71 12 dn), 1.80KHY, .73 (11-1, dd, 8.8 2.1 Hz), 5.16
(214, s) 6-Bromo-2-p-totyloxazolo [5,4-hipyridine LCMS RT= 8.40min, Nur
288.8;NMR (OMSO0): 8.59 (1H, d, .1 2.1 Hz), 8.50 (114, d, .12.2 Hz), 8.13
EhlorossE-ripronbgngySuityehenpplitlosazote
5.6/p9 ety 1Bt Ienze diomstnies G MBI RT3 8 17 6rmins) M4 238.8; Jik.7

%}%ﬁ%%%o)% ?3?3?% 1’)d’2'é§'é:2)') 7.56 (2H, s), 7.41 (2H, d, J 8.2 Hz),
. ,'S), 2235 . S), 2. S

2-(4-Chloropheny1)-5,6-dimethylbenzo Id] o xazole LCMS RT= 9.07min,

%hit?&@»%ioﬁ%ﬁ‘lW&@Mﬁ%ﬁ%@%ﬁ%ﬂg&&ﬁé“), 7.69 (2H,d, J 8.6

2), 7.60 (2H, s), 2.38 (3H,’s), 2 S ,
LCMS RT= 7.66min; 'H NMR (DMSO): .72 (1H, d, J 2.3 Hz), 8.38 (3H, m), 8.09

(1H, d, J 8.8 I1z), 7.66 (211, d, J 8.2 Hz)

2-(3,4-Dichlorophenyi)benzo[djoxazole[l,3]dioxole
LCMS RT= 8.70min, MH" 307.9; "H NMR (CDCL): 8.18 (1H, d, .7 2.0 Hz), 7.91 (1H,
dd, J8.4 2.0 Hz), 7.50 (1H, 4, 8.4 Hz), 7.09 (1H, s), 6.99 (1H, s), 5.99 (2H, s)

2-(Furan-2-yh-5-nitrobenzo[dloxazole
LCMS RT= 6.24min; 'H NMR (DMSO): 8.66 (1H, d, J 2.3 Hz), 8.35 (1H, dd, J 9.0 2.4
Hz), 8.18 (1H, d, J 1.0 Hz), 8.05 (1H, d, J 9.0 Hz), 7.62 (11, d, J 3.5 Hz), 6.90-6.88 (1H,

m)

2-(Benzo[d}{l,3]dioxol-5-y1)-5-chloro-6-nitrebenze[d]exazole
LCMS RT=721min; '"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, /8.4 Hz), 6.22 (2H, s)

5-(Ethylsulfonyl)-2-(naphthalen-Z-yl}benzo|d}oxazole

LCMS RT= 6.94min, MH" 338.1; "H NMR (DMSQ): 8.90 (1H, br), 8.34 (14, 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, J7.3 Hz), 1.15 3H, 1, J 7.3 Hz)
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2-(2,4-Dichloropheny9-5,6-dimethylbenzo[dioxazole LCMS RT= 9.68min,
MH+ 291.9; 111 NMR (DMSO0): 8.16 (1H, d, 18.5 Hz), 7.90 (111, d, 12.1

KD 2406807261 (3H, m), 2.38 (31-1, s), 2.36 (3H, ) PCT/GB2007/050055
2-(3-Fluorophenyl)benzo [d]oxazol-57amine LCMS RT= 9.45min, M11+

229.1; Ill NAIR (DMSO0): 7.98 (1H, d, 8.0 Hz), 7.89-7.84 (1H, m), 7.68-7.60
(1H, m), 7.48-7.42(211, m), 6.89 (1H, d, J2.1 Hz), 6.71 (111, dd, 18.7 2.2
Hz), 5.15 (2H, s) 2-(5-Butylpyridin-2-yl)-6-nitrobenzo [d]orazole LCMS
RA:-Chdayeni?riviropteogos-GRirmiimyidons @logeple, 12.1 Hz), 8.71

fdhigiRd L S4BT B32s( AN MR PeBddY:1s B 1818 ddz): 17711 8. 27-
8.12.1Hz),2.75 (2H, t, 17.6 Hz), 1,70 41-1.29(211,

dd, J _ , .70-1.59 éZH, m), 1.41-

716165 @1 3 1 GR350 Qb oph s édrégfﬂ&ﬁf%’ﬁw&é%m%
Rdibkerzate LCMSRE; 60801 g L11. NNR (DIMSA):1872% 812% (31-1, m),
8.09 (1H, d, J 8.6 Hz), 7.94 (1H, dd, J8.6 1.7 Hz), 7.74 (21-1, d, J8.6 Hz),
3.56-3.50(11-1, m), 1.19 (611, d, J6.8 Hz)
g-CrsiokemriA-Ctikispheriiijisaaeiiienraiole LCMS RT= 9.09min, ivn-r

O RY-NMRARMB0) 28321 (Bldnek BMdtn). £20816 a1 7d, 919 13} (11,
7.80 (1H, d, 18.7 Hz), 7.71 ng d,J8.7Hz), 7.62 (1H, dd, J 8.7 2.0 Hzé)I
e/ B dipbdriSbldiindlof-38 1l dnlire 1-EMETR =6 48Ry, M= 94418L m),
2IE-RMRARMSA) S 7-BES(ZH, ¢h).)8.BHAR BHA41LH, 16, (2,1, H2)4 HZO (111,

d, 18.6 Hz), 7.34 (111, dd, 18.8 2.1 llz), 6.70 (211, d, 18.7 Hz), 6.06 (2H,

S) 4-(6-Chlorobenm [d]oxazol-2-yOaniline LCMS RT= 6.57min, MI4+
248-OhipropyKidin B isS)tethgirmtiopylbenzeld | oxg®lel H, d, 8.5 Hz), 7.37
(iEMe, 18-/ 5202017 G214 ndviR Soizs . (o, 9, MYQ 112), 8.42-8.39
%;QF({),% ,9 %%9?1%9 Eé(i? %%027.40&9)9 .516 (1H, d, J 8.6 Hz), 8.03 (11, dd, J 8.6 1.8 Hz),

341 (2H,q, /7.2 Hz}, 1.13 3H, {,J 7.3 Hz)

2-(Benzold][1,3]dioxol-5-yI}-5-(ethylisulfenylbenzold]oxazole

LCMS RT= 6.09min, MH" 332.0; 'H NMR (DMSQ): 8.26 (1H, dd, J 1.8 0.5 Hz), 8.03
(111, dd, J 8.5 0.5 H=z), 7.92 (1H, dd, J 8.5 1.8 Hz), 7.83 (1H, dd, /8.2 1.7 Hz), 7.68 (1H,
d, J1.6 Hz), 7.19 (1H, d, /8.2 Hz), 6.20 (2H, s}, 3.39 (2H, q, /7.3 Hz), 1.12 (3H, 1, J 7.3
Hz)

5-Chlgre-2-(4-(methylsulfonyl)phenyibenzofd]oxazole
LCMS RT= 6.43min; "H NMR (DMSO): 8.45 (2H, d, J 8.4 Hz), 8.18 (21, d, J 8.5 Hz),
8.02 (1H,d, J1.9 Hz), 7.92 (1H, d, J 8.7 Hz), 7.56 (1H, dd, /8.7 2.1 Hz)

2-(2,2-Diflucrobenzo[d][1,3]diexol-5-yI)-5-(ethylsulfonyl)benzo[d]oxazole

LCMS RT= 6.70min; "H NMR (DMSO0): 8.32 (1H, dd, 7 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, /8.5 Hz), 3.40 (2H, q,J 7.3 Hz), 1.13 (3H, {, J 7.4 Hz)

2-{4-Chlorophenyl}benzo|d]oxazol-6-ol



61 2(3-Chlorop h eny1)-5-(ethy ifonyl)benzoldloxazole LCMS RT=
6.78min; 111 NMR (DMSO0): 8.34 (111, d, J 1.3 Hz), 8.23-8.20 (214, m),
8.10 (1H, d, 18.6 Hz), 7.99 (114, dd, 18.6 1.8 Hz), 7.80-7.76 (1H, m),

WO Hddd, m), 3.40 (2H, q, J7.3 Hz), 1.13 (3H, 1,17.3 HZ)pc1/GB2007/050055
242-Chloropheny1)-54ethylsulfonyl)benzoldlo xazole LCMS RT=

6.37min; 11NMR (DMSO0): 8.39 (1H, d, 11.6 Hz), 8.20 (114, dd, 17.6 1.7
Hz), 8.12 (1H, d, 18.6 Hz), 8.01 (1H, dd, J8.6 1.8 Hz), 7.78-7.60 (3H, m),
1.14 (314,t,J 7.3 Hz) 24 3,4- chhlorop heny1)-5-(ethylsulfonyl)benzo
HEHYS R (6B MEY 25! NS0 §PHaH,, 9, 82DERI d, /8.6

1 d 1:
A e o

i) t, J 7.3 liz) 2(2,3-Dichlorop henyl)-5-(ethylsulfonyl)benzo [d]
oxazole LCMS RT= 6.80min; 111. NMR (DMSO0): 8.42 (1H, d, 11.8 0.6

BB 501
ISR IS - Adman, MK S 1% HigeMR (RASOY3E 841(1 NMRSEMED) (2H, m),

£. 30793340 1) M) 2B @ﬂ{‘lngdz?z%zﬁzahﬁﬁ j‘h P18 6 272 Hz),
5.02 (21-1, s), 442(111 g,J 7.1Hz),1.66 (311, d,J 7.2 Hz)
244-Chlorophenyl)benzo[d]oxazole-5-sullonic acid LCMS RT= 4.44min,

2\ 36109 Fly ISR (Y MBS ) ) Benik] sk «kBl7 Hz), 8.03 (111, s),

710 0Q7 55 \ =
R S SO sE # S T .
6 A1, @@%J@#dﬁi&s V8. ﬂi)7 Yoo § 1R (L8824 A17r 8P (H a8 /388 Ha),
2.3sHnibaghare-2opvsidind y@henzo1eptazole 17 (111, m), 3.40 (2H, q, J 74

Hiz), 1.15 (3H, 1, J 7.3 Hz)

Z-(4-Chlorophenyl)-N,N-diethylbenzo[dloxazole-5-sulfonamide

LCMS RT=7.75min, MH" 364.9; '"H NMR (DMSOQ): 8.26-8.21 (3H, m), 8.03 (1H, d, J
8.6 Hz), 7.89 (1H, dd, J 8.6 1.8 Hz), 7.74 (2H, d, J 8.6 Hz), 3.22 (4H, q, J 7.2 Hz), 1.06
(6H,t,J7.2 Hz)

2-(Naphthalen-2-yl}-5-(trifluoromethoxy)benzo[d]oxazole
LCMS RT= 9.10min, MH' 330.1; "H NMR (DMSO): 8.88 (1H, br), 8.27 (1H, dd, J 8.5
1.7 Hz), 8.23-8.19 (1H, m), 8.16 (1H, d, J 8.7 Hz), 8.08-8.04 (1H, m), 7.97 (1H, d, J 8.9
Hz), 7.95-7.93 (1H, m), 7.73-7.64 (2H, m), 7.52-7.47 (1H, m)

2-(Naphthalen-2-yi)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-yDbenzoldjexazole



LCMS RT= 6.49min, MT-r 231.0; IH N1VIR (HMSO): 8.87 (2H, d, 16.1
Hz), 8.10-8.08 (3H, m), 7.93 (1H, d, J 8 .6 Hz), 7.54 (1H, dd, 18.6 2.0 Hz)
4-(5-Bromobenzoxa7o01-2-yBaniline LCMS RT= 6.70min, ismi 289.2; 1H

NMRHIMER): 7.88-7.83 (3H, m), 7.66 (d, J 8.6 Hz), 7.46 (Lhhcddeafd 050055
2.1 Hz), 6.69 (211, d, J 8.8 Hz), 6.09712H, s)

2-(4-Chloropheny1)-5-(methylsulfonyl)benzo Mc) x azole LCMS RT=
6.43min, mu+ 308.2; '11 NMR (CDCI3): 8.43 (1H, dd, J 1.8 0.3 Hz), 8.28
(21-1,d,J 8.7 Hz), 8.05 (111, dd, J8.6 1.9 Hz), 7.81 (114, dd, 18.50.4
ILEME R R Anin V125641 §I(BMR (PMSO): 8.86 (1H, br), 8.29 (1H, dd, J 8.6

KuGhipsons) HproRyIsuianyQbenzp dainsaaqien w1 £ Fr , m),
O mEn S G T e (CECioy A8 (18 g 17 oih i, 537

(OH-4616541), 500 (BH2Hd™ 8.5 1.8 Hz), 7.80 (1H, dd, 18.5 0.4 Hz),
7.60 (2H, d, .1 8.8 Hz), 3.21-3.15 (2H, m), 1.89-1.76 (2H, m), 1.05 (3H, t, J

4 Hz) 2-(N aphthalen-1.-vQbenzo.{d I-5-amine LCMS RT=
éfggfﬁ%)i‘f%%efp?é‘l}%ﬂ Qﬁlﬁl’ ﬁfﬂ%@qﬁ (1H6,1r2!n\]e8.6 Hz), 8.38 (1H,
BB BT-010:5) 06 O (8,2 355 NVR §GRCH S, (e HITALH, dd, J 8.6

1,390, 0P0Bis b A3, (k3 U8 1874, 7). 679916k Hs, 011k 117)s 6774k (BH, m),
d,J8.72.2Hz),5.17 (2H, s) 2-(Biphenyl-4-yl)benzo [d]oxazol-5-amine
(SRASTRTE € B3rhih TRl 289: SH NMR (HMSO): 8.22 (2H, d, 18.2 Hz),

7.90 (2H, d, 18.3 Hz), 7.81-7.76 (2H, m), 7.53 (2H, t, 17.8 Hz), 7.47-7.41

). 6.90 (1H &5 A J8.6 2.2 Hz), 5.14 (2H, s) WO
%%9%2%%2%%??}@8%60%/%%%(‘?5%%@%%inoIin-2-yDbenzo _
ffSVSZBIS-BAfmin, BIASRerE: BIZSMIR (RMBORARE2 (K R 3D Y, J 8.6

&:@@1&},3342113_»118% H1%), 8.89.€16b @r)$:$ 1172 BebQAdHnyld, J 8.3 0.5 Hz),
8.10 (114, dd, J 8.4 0.8 Hz), 7.92-7.86 (114, m), 7.76-7.70 (IFI, m), 7.56

(114, d, 18.7 Hz), 6.97 (111, d, J2.1 Hz), 6.79 (1H, dd, 18.7 2.2 Hz), 5.22
R{!-6)24(Qiicidbne fheh b haar il fusazol-5-ghttahddMS RT=5.76min, MR

HS R T Bp Al aed i B A 75 00 e
(111 deel 2081300 01 812y Hy ddo [ $52-4 Hra. 6- P-4 16,98, 116 1 Bz 198,78 7 21,
@l by 2.2 Hz), 5.20 (211, s)

2-(4-Chlorophenyl)-6-methylbenzo{d]oxazole
LCMS RT= 8.41min, MH" 244.1; 1H_ NMR (DMSO): 8.18 (2H, d, J 8.7 Hz), 7.72-7.61
(4H, m), 7.27-7.23 (1H, m), 2.48 (3H, s}

5-Methyl-2-(naphthalen-2-yljbenzo[d]oxazole

LCMS RT= 8.82min, MH" 260.2; "H NMR (DMSO): 8.83 (1H, d, / 1.1 Hz), 8.26 (1H,
dd, 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-blpyridine



2-(6-Methorynaphthalen-2-yDbenzo [(Ho xazol-5-amine LCMS RT=
6.56min, Mli+ 291.1; Il NMR (DMSO0): 8.67 (1H, d, 11.3 Hz), 8.16 (1H, dd,
18.6 1.7 Hz), 8.07 (Hi, d, 19.1 Hz), 7.99 (111, d, 18,8 Hz), 7.45-7.42 (211,
W) Zegdokibedd, 18.7 2.5 Hz), 6.90 (1H, d, 12.0 Hz), 6.68 (1idcdd;nh8s60s00s5
2.2 Hz),5.12 (211, s), 3.92 (311, s) 73
2-(6-Bromonaphthalen-2-yObenzoidloxazol-5-amine LCMS RT= 7.59min,
MW 339.3;NMR (DMS0): 8.78 (114, s), 8.34 (114, d, J 1.7 Hz), 8.26 (1H,
d, 18.6 1.6 Hz), 8.14 (lll, d, 18.9 llz), 8.09 (114, d, 18.7 Hz), 7.76 (111, dd,
. polyrhisphprire {4l 4, 1& T Hygs eudied| -1 Horo-6, 7 2liliHirel ridin-3-
J@@%M (30884214 sRhb1t-frbIRIRA g@x&&@mﬂm&&&a&@wa@% for
MS RT= 9.55min, Mil+ 280.1; 111 NMR (DMSO0): 8.47 (111, dd, J 8.2
G%miry) e s6Tgoen ias dionRoyrel 1o e | h‘?ﬁﬁs‘étﬁ'@ paggingipte was collected
By 8lifatiBf3dikseN)d7ud dictiyl eflfel, filtered through alumina and evaporated to afford
-(2-(4sChlarophenyDbenzold]oxazol-5-yOpropan-I-one WO
%@ﬁﬁiﬂé%%}lﬁgg%ﬁ% 50055 64 LOMS R 7. 92min, mit 286.1; 111
NRMBMBIS @44 fIH] Ho d 3427 Gla)H:) 2600, @H, 35 FR)7842 88 DEH, m),
(b gy J3816wh.7 Hz), 7.93 (1H, dd, J 8.6 0.4 Hz), 7.73 (2H, d, J 8.8 Hz),
3.17 (2H, q,J 7.2 Hz), 1.13 (3H, t, J 7.1 Hz)
1-(2-(4-ChlorophenyObenzoid]oxazol-5-yDethanone LCMS RT= 7.27min,
1} Eompiihids] Biawl WiRe(pivae) Blewiaf thelchwelgdhidrhHagihad (2H, d,
.1 8.8 Hz), 8.08 (111, dd, J 8.6 1.7 Hz), 7.93 (1H, dd, J 8.5 0.5 Hz), 7.73
(2H, d, J 8.8 Hz), 2.69 (3H, s) 2-(4-Cyclohexylphenyl)benzo LCMS RT=
§-Natrire-myriin-2-yhheppoiti oRav®e): 8.05 (2H, d, J 8.4 Hz), 7.45-7.38

@M@hﬁﬁﬁz@rﬁnd}dﬁm—@’}@ K oha96): 18 2ed tm 10A8IhB)q, 7
2.64-2.56 ||| 5)151 -1.70(5H, m), 1.51:1.23 (511, m
-

%%%I@ﬂ Shid ifolfiEz -%%%ﬁ% b%a7oh QE‘M%) RT= 6.14min,

YEW- 3391 1H NMR (HMSO): 8.69 (1H, dd, .1 8.5 2.2 Hz), 8.52- 8.43

%2 *ﬁ’f’ §!§~‘ng Sﬁ?ﬁ‘%@ ?ﬁ %IIH d, J 8.1 Hz), 8.09-8.04 (1H, m),

“m), 3.48-3.38 (2H, m), 1.15 (31-1, td,

hCMS B@ﬁ-ﬁﬁ@%t M OB NMREAMSO)DENSB0 P B34 (1H, dt, J
7.9 1.0 Hz), 8.29 (1H, dd, J 8.8 2.0 Hz), 8.07-8.02 (2H, m), 7.64 (1H, ddd, J 7.7 4.8 1.2

Hz)

2-(5-Butylpyridin-2-yl)-5-nitrobenzo[d]oxazcle

LCMS RT= 7.32min, MH' 298.1; 'H NMR (DMSQ): 8.68 (111, dd, J 2.3 0.3 Hz), 8.64
(1H, dd, J 2.1 0.5 Hz), 8.33 (1H, dd, J 5.0 2.4 Hz), 8.26 (1H, dd, J 8.0 0.6 Hz), 8.05 (1H,
dd, 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[djoxazole

A suspension of 2-(2,4-difluorobenzamido)-4,5-dimethylphenyl 2,4-diflnorobenzoate
(90mg, 0.22mmol) and 4-methylbenzencsulfonic acid (82mg, 0.43mmol) in xylene
(2mL) was heated at reflux for 16h. After :cooling, the solution was diluted with ethyl



LCMS RT= 6.05min, mk( 339.1; 'H NMR (HMSO): 9.65 (111, d, J 2.1 Hz),
9.31(111,d, .1 2.1 Hz),8.40(111,d, .1 1.8 Hz), 8.31 (11-1, d, .1 8.1 Hz),
8.17 (2H, dd, .1 8.3 2.2 Hz), 8.02 (1H, dd, .1 8.7 1.8 Hz), 8.00-7.93 (1H,
W 26820917 (1H, m), 3.43 (2H, g, 37.3 Hz), 1.15 (3H, t, I7.5pd@)em2007/050055
2-(6-Bromonaphthalen-2-y1)-5-(ethylsulfonyl)benzo [d]Joxazole LCMS RT=
7.86min, M14.418.0; 1H NMR (HMSO): 8.95 (1H, m), 8.39-8.33 (3H, in),
8.21 (1H, d, J9.0 Hz), 8.17 (1H, d, J 8.9 Hz), 8.13 (1H, dd, J 8.5 0.5 Hz),
7.99 (IH, dd, J 8.6 1.8 Hz), 7.81 (1H, dd, J8.7 1.9 Hz), 3.41 (2H,q,J 7 .3
Rigdtate, BB 3tashed Wit MayeywOsodiomy b rigere FrEuiordolivesddnstese. The
LG ET GrerRMiekHNMRIGEMSG): Sk, Sehatl, %&4é#?oétéi The
(2H, d, 18.3 Hz), 8.07 (114, dd, 18.6 0.5 Hz), 7.94 (1H, dd, 18,5 1.8 Hz
Feauing 1 Sefidyg WopizpUsiae 2Py ool 02%82&8@(1@&% ik oty
h:&&t&/ﬂdxz(ﬁd'd My 1/53d A(BHsimy, (b43) (81 1hd, tlié.boppund (LCMS RT=
meﬂ?ﬁ““zﬁ) -(ethylsulfonyl)benzo Idloxazole LCMS RT= 7.31min,
h|m+ 5641 1 MR (HMSO): 8.36-8.32 (311, m), 8.11(11-1, dd, 18.6
6%%%30958(3% R Le)7 TR I £2, @, mb7- ?94@?(@134;#1)) 241 (3H,
(gljlgg -9 Hz), 1.14 (3H, t, J7.5 HZz) 5-(Ethylsulfonyl)-2-(naphth a len-1
-yl) benzo[d oxazole LCMS RT= 7.03min, M1-1+ 338.1; 1H NIVIR
(HMSO): 9.41 (111, d, 18.8 Hz), 8.52 (111, dd, 17.2 1.2 Hz), 8.44 (1H, d,
11.7 Hz), 8.30 (1H, d, J8.3 Hz), 8.17-8.12 (211, m), 8.02 (1H, dd, 18.6 1.8
Hz), 7.84-7.68(311, m), 3.43 (2H, q, 17.3 Hz), 1.15 (314, t, 17.5 Hz2)
5-(Ethylsulfony0-2-(6-fluoronaphthalen-2-yObenzo[dJorazole LCMS RT=
7.29min, MH+ 356.1; 1H NMR (DM50): 8.97 (1H, m), 8.37-8.32 (311, m),
8.17 (1H, d, J8.9 1-12), 8.12 (1H, d, J 8.6 Hz), 7.99 (111, dd, 18.6 1.6 Hz),
7.89 (1H, dd, J 10.0 2.0 Hz), 7.61 (114, td, 18.7 2.0 Hz), 3.41 (211, g, 17.3
Hz), 1.14 (3H, t, 17.5 Hz) 2-(Benzo thiophen-5-3,1)-5-(ethylsulfonyl)benzo
[di oxazole LC1VIS RT= 6.77min, my- 344.1; 1H NMR (CDCI3): 8.70 (1H,
d, 11.2 Hz), 8.27 (111, dd, 11.8 0.4 Hz), 8.18 (Iff, dd, 18.5 1.5 Hz), 7.99
(111, d, 18.6 Hz), 7.88 (111, dd, 18.5 1.8 Hz), 7.70 (1H, dd, 18.5 0.4 Hz),
7.52 (1H, d, 15.5 Hz), 7.43 (111, dd, 15.5 0.6 Hz), 3.12 (211, q, J7.4 Hz),
1.25 (311, t, 17.4 Hz) 5-Amino-2-(5,6-di chloro b en zo [d] o xazol-2-yOp
hen ol LCMS RT= 7.83min, rvar 295.1; Ill N1VIR (DIVISO): 10.88 (114, s),
8.19 (1H, s), 8.06 (111, s), 7.69 (1H, d, 18.7 Hz), 6.35 (1H, dd, 18.7 2.1
Hz), 6.29 (21-1, br), 6.24 (1H, d, J 2.1 Hz) WO
2007/091106PCT/GB20071050055



66 2-(3,4-Dichlorop h eny1)-5-(isopropylsulfonyl)benzo [d 10 x azole

LCMS RT=7.68min; 111 NMR (HMSO): 8.41 (1H, d, J 2.0 Hz), 8.31 (111,
dd, 11.8 0.4 Hz), 8.21 (111, dd, 18.4 2.0 Hz), 8.11 (1H, dd, J8.6 0.5 Hz),
#7924, M), 3.59- 3.50 (111, m), 1.19 (61:1, d, 16.8 Hzdr/Gr2007/050055
N-(4-(5,6-Dimethylbenzo[dloxazol-2-y1)-3-hydro¥yphenyOacetamide

LCMS RT= 6.70min, M11- 263.1; 'H NMR (HMS®): 10.83 (114, s), 8.02

(1H, dd, 19.9 6.9 Hz), 7.85 (111 dd, J 10.4 7.5 H), 7.62 (1H, d, 18.6 112),
6.29 (111, dd, 18.7 2.1 Hz), 6.18 (111, d, J2.0 H@, 6.15 (211, br)
4-(5,6-Dichlorobenzo [d]oxazol-2-yl)aniline LCM$ RT= 7.27min, Ml44-
279.0; 1li NIMR (HMSO): 8.10 (1H, s), 797 (111,,‘@@%.85 (212, d, J8.7

Hz), 6.70 (211, d, 18.8 liz), 6.14 (211,5) o &%2 L
5-(Ethylsulfony1)-2-(5,6,7,8-tetrahydr h#halen-2-yl)benze{di o xazole
LCMS RT= 7.71min, MFIt $42.2; 1 1%@?? (CDCI3): 8.03 ,dd, J1.8
0.5 Hz), 7.93- 7.87 (2%1, n#}, 7.85/111,/dd, J8.5 1.8 Hz),%@ﬂ (1H, dd,
J8.5 0.5 Hz), 7.23-7.15(11§ m),/3.11{74, q, J 7.4 Hz), 2.85-2.76 (41-1,
m), 1.81-1.76 (411, m§ 1:2% (3H, t, 17.3 11z) 5-Amino-2-(5-(ethylsulfo
nyl)benzo [d]oxazol-2%/Hpheriol LCMS RT= 5.99min, MW 319.2; 'll NMR
(DMS0): 10.88 (111, &:816 (1H, dd, 11.8 0.5 Hz), 7.97 (1H, dd, ../ 8.5
0.5 Hz), 7.84 (111, dd, 184 1.9 Hz), 7.69 (111, d, 18.6 Hz), 6.31 (1H, dd,
18.7 2.1 Hz), 6.24 (2H, s}, .20 (1H, d, 12.1 Hz), 3.37 (2H, q, 17.5 Hz),
1.12 (31-1, t, 17.3 Hz) KetHod IA (Compounds Ic) N-(2-(Pyridin-3-yl)benzo
[dlorazol-5-Anicotinapide EGEVIS RT=%.64min, ism+ 317.1; 1H NMR
(HMSO): 10.67 (11%, s), 9.%@(111, d, 415 Hz), 9.16 (1H, d, J 1.6 Hz),
8.84-8.78(211, in),’8.56 (§£‘],-.§dt, 18.0 Hz), 8.36-8.32(211, m), 7.86
(1H, d, 18.8 Hz), 7.80 (HE A& 189 2.0'+z), 7.70-7.58 (211, m) WO
2007/091106PCT/GB2007/050055 é?—(él-Methoxy-N-(Z-(4-methoxyp
henyl)benzoxazgl-5§1)bénza mide Hf NRIR (DMSO0): 10.25 (1H, s), 8.23
(1H, s),/8.16 (2H, d,5.8.9 Hz), 8.00 (214, d, J8.9 Hz), 7.72 (21-1, s), 7.17
(214, d; 19.¢Hz], 7.99 (214’,,0" J >8(.8 Hz), 3.88 (314, s), 3.85 (3H, s)
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N-(2-b enzylb en zofdlo x azol-5-y0-2-p henylacetamide LCMS RT=
6.22min, MR+ 343.1; Ill NAIR (CDC13): 7.70 (1H, s), 7.42 (1H, s), 7.30-
7.15 (1211, m), 4.14 (21-1, s), 3.63 (2H, s) .
o RieerarN-(2-(2,3-dichlorop henyObenzold1loxazol-5-yl)herzamige nsoess
LCMS RT-= 8.09min, MN' 450.9; 110NMR (DMSO0): 10.84 (111, s), 8.32
(1H, d, J 1.7 Hz), 8.14 (11-1, dd, J8.9 1.5 Hz), 7.95 (1H, dd, 18.1 1.6 Hz),
7.85 (114, d, J8.8 Hz), 7.81 (114, dd, 18.0 1.6 Hz), 7.73 (114, dd, 18.8 2.1
Hz) 7. 65 7. 50 (3H m) Method IA (Compounds Id)

et gihAplosmpelis tihibenzo [d]Joxazole-6-carbo xylic acid tH NMR
(DMSO) 13 20 (111 br), 8.58 (1H, dd, J 1.5 0.4 Hz), 8.33-8.30 (21-1, m),
8.19 (2H, d, J82Hz) 8.06-.802 (211, m), 7.93 (1H, d, J 8.3 Hz), 7.50
Grr g henzpislosagalG-amipe 7 8 Hz), 1.73-1.61 (2H, m), 0.94 (311, t,
18. 45 HaydViephotl T {EppaEslds (e 34 -ABNoanNoe (4 - (- broyh alenzgaoctic acid

0 LCMS M14' 408.0; 111 NMR
B A S R S PR B R T B0 S e
thirg-thops (@t nigmbsoiiewad b hydregprotuy) tenes @Hﬁ@nm{i?s&mpg under

ﬁy%ﬁ} # 1M eS0T HBLL AP QLIRS hs2rRA é&é&@lk‘i&@@%&ﬂ%ﬁzﬁh@ogeﬂ
007/091106PCT/G8200¢/050055 68 -amino-4-nitrophenol

@éﬁmﬁfﬁf%rﬁﬁw%mﬂ el 2"@}?1‘{)"%?3&3%&“?‘ phghyts@ityThe organic
sblaiigew290uihed . FammakhatreagroigMparat o lldhedreatibia. VEﬁsabmlaﬁed
heated.in the microwave at 210C fo fter COO|I

R D A M e R T SRR TR by or
%@Utﬁn@mﬁﬂtate filtered and washed with water. The resulting solid
wmm'@ﬁmmodwmﬁh@m@&oﬁ@phyﬁmn@, Y8iRg2 gsag@ (8.0 1),

acetate/hexanes 1:7 v/v 1o ethyl acetate/hexanes 1:5 v v) to afford 165mg
BERL) bt oo QeSS CHArmim, M1t 205.2) NMR
(DM80) 8.60 (114, d, 12.4 1Iz), 8.30 (1H, dd, 19.0 2.4 Hz), 7.95 (111, d,
:_ 3 727 (?1[1i m), 4.44 (2H, s) All compounds below were

oW ame general method. The acid chloride used was
either a commermally available compound or synthesized from the
%f'ﬁ%{?{%ﬂdm %ﬁ&@ﬂx}é{ﬁﬁ&i%ﬁ'&%&tm@ SPRANONSe 2 BEIEOAGE 1 her
31dio xol-5- @5 n itro ben zo |donazoIe LCMS RT=6.74min, ME+ 284.9;
i‘if’f‘i‘ﬁ‘f\‘}i??(ﬁﬁ/l B) 5468 e Aol g dastry P iy P MaiéCh S, fesulting
Pr89pflidedwes EBdArtHal), snBRC bdlbiidol whS Radifedie)h286NAGH dy AdosdHm) title

botfichukfash Sréhiitdec0-20 (21-1. )

2-Phenylbenzo|djoxazol-6-amine
LCMS RT= 5.93min, MH211.1; 'TH NMR (DMSQO): 8.10-8.07 (2H, m), 7.58-7.54 (3H,
m), 742 (1H, d, J 8.4 Hz), 6.83 (11, 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 jd]oxazol-5-amine
To  5-nitro-2-(4-(trifluoromethoxy)phenylbenzo[djoxazole (850mg, 2.62mmol) in

ethano] (20mL) was added ammonium formate (827mg, 13.1mmol) and palladium on



2-(4-Chlorophenyl)-5,6-methylenedioxybenzoxazole LCMS RT= 7.54min,
mir 274.0; Il NMR (DM80): 8.11 (21-1, d, 18.8 Hz), 7.66 (214, d, 18.7 Hz),
7.49 (1ll, s), 7.36 (1H, s), 6.13 (214, s)
Svhedshusylwe-(4-chlorophenyl)benzo [cfloxazole LCMS RT= 28228mnMiuoss
r 286.0; 111 NIVIR (DM80): 8.20 (2147 d, J8.6 Hz), 7.80 (1H, d, J 1.9112),
7.72-7.68 (3H, m), 7.52 (1H, dd, 18.7 2.0 Hz), 1.37 (91-1, s)
2-(3,4-Dichlorophenyl)-6-nitrobenzo [d]orazole LCMS RT= 8.40min;NMR
(DM80): 8.77 (114, d, 12.1 Hz), 8.40 (1H, d, ../ 2.0 Hz), 8.36 (1H, dd, 18.8
zasznz)(%%érzg) (The goxts: 3vas1sd SIOPQM, tempe ez o7 e Hhen 1igrgted
%(Qa Qﬂ%@%@%&@c@o %Id%&QQ?@ﬁpQ@@lG&cme The organic solution was
hlorophenyObenz dlzd Joxazole-5-sulfonamide LCMS RT= 6.04min;

I‘ﬁﬁsﬂﬁ% RBSY, Bhoredboy Sine. e S0 OB BY9S, wREsdpie over
@lﬁyd@uﬂﬁ@ﬂah&%&dpm)ed tb@ffRdd B34ng (56%) of the title compound (LCMS
hl,é)/ﬁg -2-(4- enyl)-6-nitrobenzo [d]Joxazole LCMS RT= 8.10min;
HN (111, s), 8.31 (1H, s), 8.24 (2H, d, J8.7 Hz), 7.76
zlllwat @MS@; 8Nt 4/ (R o MEInbRG BHe YD BAA A bxazdle 7 Ha),

K GMSIRT=/%.66miNG 30\ NMR (DMEOY 8,73 (léldrdsy 2.3 Hz), 8.38 (3H,

m), 8.09 (114, d, J8 8Hz) 766(2H d, J 8.2 Hz)
2-(3,4-DichlorophenyDbenzo Rl]Joxazole[1,31dioxole LCMS RT= 8.70min,
RMiIBRTZ: (T HMEREE@DIB)3): 8.18 (1H, d, 12.0 Hz), 7.91 (1H, dd,J 8 .4 2.0
Hz), 7.50 (1H, d, 18.4 Hz), 7.09 (1H, s), 6.99 (11-1, s), 5.99 (2H, s)

Z-p-Tolylbenzo|d]oxazol-4-amine

To 4-nitro-2-p-tolylbenzofd]oxazole (330mg, 1.30mmol) in ethanol (20mL} was added
tin (I} chloride (1.23g, 6.5mmol). The suspension was stirred at 70°C for 16h. After
cooling, the solution was poured into ice/water and neutralize with saturated aqueous
NaHCOs;. The aqueous layer was then extracted twice with ethyl acetate (500mL). The
combined organic layers were dried over anhydrous MgSQO, and evaporated to afford
188mg (65%) of the title compound (LCMS RT= 6.76min, MH" 225.1)

"H NMR (DMSQ): 8.04 (211, d, J 8.2 Hz), 7.41 (2H, d, J 8.0 Hz), 7.07 (111, 1, J 8.0 [iz),
6.85 (1H, dd, 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 (14, d, J

2.4 Hz), 7.63-7.58 (3H, m), 7.32 (111, d, J 2.4 Hiz), 5.38 (2H, s)

Method ZE {Compounds ib)

2-p-Tolylbenzo [djoxazol-6-amine
To 6-nitro-2-p-tolylbenzo[djoxazole (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



2-(Furan-2-34)-5-nitrobenzoxazole LCMS RT= 6.24min; 1H NMR (DMSO0):
8.66 (114, d, 12.3 Hz), 8.35 (114, dd, 19.0 2.4 Hz), 8.18 (114, d, 11.0 Hz),
8.05 (1H, d, 19.0 Hz), 7.62 (11-1, d, 13.5 Hz), 6.90-6.88 (1H, m)
v (Brnzedd]bl,3Jdioxo1-5-y1)-5-chloro-6-nitrobenzo[d]oxazole &R difszesss
7.21min; 111NMR (HMSO): 8.68 (1Hiss), 8.23 (1H, s), 7.83 (1H, dd, 18.2
1.6 Hz), 7.66 (1H, d, J 1.7 Hz), 7.20 (1H, d, J 8.4 Hz), 6.22 (2H, S)
5-(FAhylsulfonyl)-2-(naphthalen-2-yDbenzold]oxazole LCMS RT=
6.94min, M14+ 338.1; 1-11 NMR (DMSO0): 8.90 (1H, br), 8.34 (1H, d, 11.4
B0 8. 301¢1 WsprasiDg . Gvas BYeey] 8t 248050 ohmifiroooelivg, déie F@wiqngwas
ks Tirol 424, Mo GALGIAE 3tk (B bAoAl of e
WO 2007/091106PCT/GB2007/050055 70

S8 NIB T A PRIS rBPFL FEAE NSO SEN GSEH S o Fa RIS oranic
RerH &initidd 1dvie3 383 MR YIPSO )il 404 draledICThd kedulibgH)lid was

Hglrol g i o B AU W I e Sy P
mEt(ﬁBOﬁ‘im@f@I@nw@q@QMﬁﬁﬁméd%beM&m&ole LCMS

FH NRIR/DEs B 3939, dANMRIDMA0)y 8Bl I de 330 HZY, .90 1),
1H, dd, 18.5 Hz 788% H, dd 18618Hz) 335(21| q, 17.4 Hz),

GEEB AL 1 T d S YIS 1Ay 43D )58 m), 1.50-1.18 (3H, m)

1.10 (3H,t, J 7.4 Hz) 2-(5- Chloropyrldln 2 0-5-(ethylsulfonyl)benzo Id]

BITHoMSRLT Rt M dafmsids LRI ikl 1 0
8.03 (114, dd, 18.6 1.8 Hz), 3.41 (21i, q, .1 7 .2 Hz), 1.13 (3H, t, 17.3 H2)

245 &Ry ek R kiRlsonshio-(ethy Isu Ifonyl)benzo Id] o xazole
LCMS RT 6.09min, Mir 332.Q; 1H NMR DMSO0): 8.26 élll dd, 11.8 0.5

EoMs 8T (1%8%’6‘“1%?&%8132)“71‘5‘?&@? ROV &:3917d HOF 7wz q7pi (1 & 7
18.P71,.8.594)| 1Y, 68 (18161, L), 6,982, 90 {IBH3DEX8IR t¥), 6.20 (2H, S),
3.39 (21-1, q, 17.3 Hz), 1.12 (3H, 1,.17.3 Hz)

5-Chloro-2-(4-(methylsulfonyl)phenyl)benzo[d]oxazole
2-(Benzold}[1,3]diexel-5-y}benzo]d]oxazol-S-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 (111, d, J 8.2 Hz), 6.84 (1H, d, J 2.0 Hz),
6.64 (1H, dd, J 8.8 2.2 Hiz), 6.16 (2H, 5), 5.07 (211, 8)

Z-(benzo[d][1,3]dioxcl-5-yI)-5-chierobenzo|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, 4, J 1.6 Hz), 7.17 (1H, 4, J 8.2 Hz), 7.13 (1H, s), 6.21 (2H, g), 5.66
(24, s)

Method 2F {Compounds Ib)

As Method 2E, except THF:water (2:1 v/v) was used instead of cthanol:water (2:1 v/v).

2-(3,4-Dichlorophenylbenzo[djoxazol-6-amine



LCMS RT= 6.43min; 111 NMR (DMS0): 8.45 (241, d, 18.4 Hz), 8.18 (211,

d, 18.5 Hz), 8.02 (1H, d, J 1.9 Hz), 7.92 (1H, d,18.7 Hz), 7.56 (1H, dd,

18.7 2.1 Hz) 2-(2,2-Difluorobenzo [cli 11,3] diox

a8 b erahylsulfonyl)benzo Idle xazole LOVES RT= 6.70mpiny HsPIMIRaoss
(DMS0): 8.32 (1H, dd, 11.8 0.5 Hz), 8924 (1H, d, 11.6 Hz), 8.16 (1H, dd,

18.5 1.7 Hz), 8.09 (1H, dd, 18.6 0.5 Hz), 7.97 (114, dd, 18.5 1.8 Hz), 7.71
(1H, d, 18.5 Hz), 3.40 (2H, g, 17.3 Hz), 1.13 (3H, t, J 7.4 Hz) WO
2007/091106PCT1GB20071050055 71 LCMS RT= 6.42min, Mt 246.0; '41
NNIMSDRIS G)1 D94, (414 243, 18. ﬁW@M@@)H&?MH& (RY41.8 F38.6 PRI H,

480 @15,F 8. ﬁé’é 20l - 403 1 1) I2 44 12}, B.87s(UHrHds §28(7Hz 3 H3)o 1),
75%2}[&{ thylsulfon benz m:%ozazol 2 -yDnaphthalen-I-ol LCMS

i ‘i\%rfs%"?, Y TIPNRAR (BB0): 12.24 (1H, s), 8.44-8. 39(211 m),
8.19-7.98 (4H, m), 7 77-7.63(311, m), 3.42 (211, q, J 7.3 Hz), 1.15 (314, t,
enzofurS :y1)-5-(ethylsulfonyl)benzo[d]oxazole LCMS RT=
82, TTNMR (DMSO0): 8.61 (111, d, J 1.7 Hz), 8.31 (114, d,
Jl7Hz) 822(1H dd, .1851.7 Hz), 8.19 (111, d, .1 2.2 Hz), 8.09 (114,
&.p 2L e Sxazhidst Mgk d. J 8.7 Hz),
7. 13%7%#;%(1 p%n(slgilfg%dh q%%;%@j%% (g]i’ J7. 31l;|_z£? 2-(4-C hi

Kn PRSP AL e phaPORISH S0 ?émgoﬁ HgApcthane
I{/J:Méb 36141&%@%&&(@ MBS RP 8-th2dy [Jdp )y BcORvitd , (d4 8rﬁgt-ia)26mmoi)

7.89 (1H,.dd. J.86.1.8 Hz). 7.74 d.J8. 411, q
A sy R sttty Bt el
[elfekag otes OME RTecglGmiataiurer 1‘330611 |WNN£R0(MJ4$@) ¥@:88l(ed4nd the

Ql’r aBi€ Tafdi £l Ahen i tduBidPd 1&8@%2@@3 Brhf &%:ﬁeé&_ggﬁ)ayers

8-8.04 (1H, m) 797 114 d. J89 2), 7,95:7.93 (IR, m), 7.73
(\Zﬁc Iqﬁ QST A SO, and evaporated. The resulting solid was dissolved in

&aémaﬁbdtm&m%ﬁngmmldiﬂﬂ&zmev&gafbow &alitA-CMS Rfwm83rainine
N S0 114 8 11

2{%0’%?& “é%b"?‘l‘ﬁ“hﬁ ‘)‘ﬁ;% a%égz% gg%élﬁllb{m %ﬁf q@d Jiue

letppgund-d. m&mmﬁm Mﬁ“iﬁé 21 8.5 0.5 Hz), 7.73-7. 63 (211, m)

"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 (211, t, J 7.2 Iz), 2.67 (2H,
t,.J7.1 Hz)

All compounds below were prepared following the same general method.

N-(2-Phenylbenzo{djoxazol-5-yljacetamide
LCMS RT= 5.16min, MH"253.1; '"H NMR (BMSO): 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, 9.0 2.1 Hz), 2.09 (3H, s)

N-(2-Phenylbenzoldjoxazol-5-yl)propionamide

LCMS RT= 5.49min, MH" 267.1; 'H NMR (DMSQ): 10.09 (1H, 5), 8.21-8.16 (3H, m),
7.71 (1H, d, J 8.8 Hz), 7.66-7.61 (3H, m), 7.54 (1H, dd, /9.0 2.1 Hz), 2.37 2H, q, J 7.6
Hz), 1.12(3H, t, J 7.6 Hz}



WO 2007/091106PCT/6B2007/050055 72 LCMS RT= 8.19min, MHfr
246.1;NMR (DMS0): 8.86 (111, br), 8.29 (1H, dd, J 8.6 1.8 Hz), 8.22-8.18
(1H, m), 8.15 (1H, d, J8.7 Hz), 8.07-8.03 (1H, m), 7.88-7.83 (211, m),

WokobHh@{Zdd, m), 7.51-7.42(211, m) 5-te rt-Bu ty 1.-2-(na p bidaks2007/050055
en-2-yDb enzo Id lox azole LCMS RB# 10.50min, ME 1- 302.2; 111N1WR

(CDC13): 8.70 (111, s), 8.25 (114, dd, J 8.6 1.5 Hz), 7.94-7.89 (211, m),
7.85-7.81(111, m), 7.77 (1H, d, J 1.6 Hz), 7.54-7.45 (3H, m), 7.37 (114,
dd, J 8,5 1.8 Hz), 1.35 (9H, s) 5,6-Difluoro-2-(n aphthalen-2-yDbenzo
RiGEretyibonmddipa®srilihutamdd? 1; 111 NMR (DMS0): 8.82 (1H,

RIGMPRLLH, Behid, 841123 H7) 8RR 1368y Mb.GQ {:8-004(2He M9 (3H, m),
7.72-7.63 (211, m) 1-(2 43 4"-Dic hlor%phenyDbenzo
b1 AR an orid T ERIGTR T 26 #H; v/ 3052; Hep-dnikiBns )y 6
3145 (Bbt1dd, (3H, }mY).5.947B18.88 (¥4, J2.0 Hz), 8.18 (114,dd, J 8.5 2.1
Hz), 8.09 (1H, dd, J8.6 1.8 Hz), 7.96-7.91 (2H, m), 2.69 (314, s)
2-(4-Chloropheny0-6-methylbenzo[d]oxazole LCMS RT= 8.41min, M11*
P Enendiryeifioarod-I8lpanaganide7 Hz), 7.72-7.61 (4H, m),

1.2%18 R 1min 248 (k1 SkbWatIM o RADIba 102 -y Rberte G, m),
dﬁxazole LCMS RT= 8.82min, MTFL+ 260.2; 14 NNIR gMSO :
(1

| ; : 8.83

(dHy 4 { $5118. 7600 60 H Ble’PY BD), 2198 26| ¢k, i s 76
@A 1 660 BT (BIZ) 1B, 068 021(1H, m), TI2I3L64 (F1AHR), 7.30-7.26 (1H,
m), 2.47 (311, s) Method IC (Compounds I) WO
2007/091106PCT/GB2007/050055 73 To polyphosphoric acid at 165C
Weid-dhderinensidtas zofoyliseHiHyEReRsedin-3- yl)benzamide (300mg,
Lélﬁtmrm& ithﬁﬁﬁsh SHAITD d mixguwtm@gm@g%t@d.@@ é@ﬁ?)%fgrﬁ@n ie3ENen),
solution was then paoured into water. The resulting precjpitate w
Joekrby il Bion OSSO T Uiy Kk Lttt GAE: =

arid giporated to afford 9mg (3%) of the title compound.

N-(2-Phenylbenzo|[d]exazel-5-yifuran-2-carbexamide

LCMS RT= 5.82min, MH" 305.1; "H NMR (DMSO): 10.42 (1H, 5), 8.26-8.20 (3H, m),
7.97 (1H, dd, J 1.7 0.8 Hz), 7.77 (2H, d, J 1.3 Hz}, 7.66-7.62 (3H, m), 7.38 (1H, d, /3.4
Hz), 6.73 (14, dd, 3.4 1.7 Hz)

4-Chloro-N-{Z-p-tolylbenzo |d]oxazol-5-yI}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 Hxz), 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]oxazel-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)



111 NMR (DMS0): 9.31 (114, d, J 2.5 z), 9.12 (111, d, J 2.5 Hz), 8.32-8.27
(2H, m), 7.79-7.67 (3H, in) All compounds below were prepared following
the same general method. 5-Nitro-2-(pyridin-2-yl)benzo (di oxazole LCMS
B8R M14+241.9; 111 NIVIR (DMSO0): 8.87-8.84(111 ¢ty Srbtothtocss
d, J 2.3 Hz), 8.44-8.40 (2H, in), 8.16-810 (2H, m), 7.74-7.69(111, m)
6-Nitro-2-(pyridin-2-yl)benzo [di oxazo le I,CMS RT= 5.84min, MT1+
242.0; in NMR (DM80): 8.79-8.76 (2I-1, in), 8.34 (IH, dt, J 7.9 1.0 14z), 8.29
(1H dd J8820I4z) 8.07-8.02 (214, m), 7.64 (1H, ddd, J 7.7 4.8 1.2 Hz)
M iR dgihifreirpougdsdinitrobenzoidio xazole LCMS RT= 7.32min, MI4+
298. 1 111 NMR (DM80) 8.68 (114, dd, J2.3 0.3 Hz), 8.64 (111, dd, .J2.1
0.5 Hz 833(111 dd, J9.0 2.4 Hz), 8.26 (114, dd, J 8 .0 0.6 Hz), 8.05
AVl P g P Hs o disoprogylanaa wyiyambe s B%’"E?i& ass;
1.62-1. 52 (211, 1.34-1.22 (21-1, m), 0.86 (3H, t, J 7 .4 Hz) Method 1D
(Ig_ Y oun %ng 0.4 Dli‘lgloi etnl}/mg] 6- -dimethylbenzo RI] o xazole A

su penS| no difluoro enzam -4,5-dimethylphenyl

Z@Mﬁl@‘&o@éﬂ%&é@bﬁi@ lo m@m@mmﬁﬁlﬁéﬂz%éﬁilﬁﬁcﬁd g1

(ﬁ;ms@ fanamolhip xylene (Apkinvas lﬂ%@i@d)ayﬁfé@vf@ml@,hﬁ\fg%) 8.30-
coolﬁ&) e solution was diluted with ethy

TihéBeTRIBZ20Pl0bdo557 4% yc@f%lte and washed with aqueous

sodlum bicarbonate solution followed by brine. The combined organic

yﬁgrﬁ{\égr?bgnz%i‘%v& W%H%cl\(/}lg@%4 nd evaporated. The resulting

d was pur led by co romatogra phy eluting with ethyl

é@ﬁ%éﬁé@@&@ﬂf\ﬁﬂé& dFNIEFh GOIBIY-oF A8 (il ébrﬁﬁ&&ﬁﬂ, d, /59

MS&Ta, 6.84minNV&468:9) A1 NML Q)7 8.839r3. 220611 8b 1), m
%}3 7, %3§H m). 7. %v7 30 (1H, m)d.g37 (3%%?) )g 35 (3%1 s) @ m)

7.73-7.68

4-Chloro-N-(2-phenylbenzo[djoxazol-5-yl)benzamide
LCMS RT= 7.07min, MH ' 349.1; "H NMR (DMSO): 10.57 (1H, s), 8.35-8.34 (1H, m),
8.30-8.27 (2H, m), 8.09 (2H, d, J 8.6 Hz), 7.88-7.80 (ZH, m), 7.72-7.67 (5H, m)

4-Methyl-N-(Z-phenylbenzo|d]oxazol-5-yl}benzamide

LCMS RT= 6.80min, MH"329.2; "H NMR (DMSO): 10.41 (1H, s), 8.37-8.35 (1H, m),
8.30-8.26 (2H, m), 7.98 (2H, d, J 8.1 Hz), 7.84 (2H, s), 7.72-7.67 (3H, m), 7.43 (2H, d, J
8.0 Hz), 2.47 (3H, s)

4-Methoxy-N-(2-phenylbenzo[d]oxazel-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-phenyibenzo [d]oxazol-5-y)benzamide



r. -2x00OKO0rzzE-300:ryll120;: NN 111X 000n0"zcecClAUcl5
m.O:F. =1lel-t\V Ecicnz-c) CoC.,COZ"5i-6= 1--WO0a
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LCMS RT= 7.06min, MH"345.1; '"H NMR (DMSO): 10.37 (1H, s), 8.38-8.36 (1H, m),
8.30-8.26 (21, 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, s}

4-(Dimethylamino)-N-(2-phenylbenzo[djoxazol-5-yhbenzamide

LCMS RT= 6.63min, MH" 358.2; '"H NMR (DMSQO): 10.10 (1H, s), 8.35-8.34 (1H, m),
8.30-8.26 (2H, m}, 7.96 (ZH, d, J 8.9 Hz), 7.82-7.80 (2H, m), 7.71-7.68 (3H, m), 6.84
(2H, d, J 8.9 Hz), 3.08 (6H, s)

3,4-Dichioro-N-(2-phenylbenze]d}oxazol-5-yl}benzamide
LCMS RT= 7.95min, MH" 382.8; '"H NMR (DMSO): 10.63 (1H, s), 8.37-8.26 (4H, m),
8.04 (1H, dd, J 8.4 2.1 Hz), 7.92-7.78 (3H, m), 7.73-7.65 (3H, m)

N-(2-Phenylbenzo[djoxazol-5-yh)-4-(trifluoremethyl)benzamide
LCMS RT= 7.19min, MH" 383.1; *H NMR (DMSO): 10.72 (1H, s), 8.37-8.24 (5H, m),
8.00 (2H, d, J 8.4 Hz), 7.89-7.82 (2H, m), 7.74-7.67 (3H, m)

3,5-Dichloro-N-(2-phenylbenzo|d]oxazol-5-yl}benzamide
LCMS RT= 8.30min, MH" 382.9; "H NMR (DMSQ): 10.67 (1H, s), 8.33-8.26 (3H, m),
8.09 (2H, d, /2.1 Hz), 7.96 (1H, t, J 2.0 Hz), 7.89-7.78 (2H, m), 7.72-7.67 (3H, m)

4-Fluoro-N-(2-phenylbenzo[d]loxazol-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-Phenyibenzo|d]oxazol-5-yl)biphenyl-4-carboxamide

LCMS RT= 7.74min, MB" 391.1; 'H NMR (DMSO): 10.55 (1H, s), 8.39-8.38 (1H, m),
8.31-8.27 (2H, m), 8.17 (ZH, 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)



Zr0a,",2--K)0 2..-L.i-<?>0"z</5...?H. Zr"0) Z > WO
2007/091106PCT/G B2007/050055 76 Method 2A (Compounds Ib)
2-p-Tolylbenzo ldloxazol-5-amine To 5-nitro-2-p-tolylbenzo[dJoxazole

@S%ebaa9pmol) in ethyl acetate/acetic acid (250mllimL) was-aaeedorosa0ss
palladium on carbon (480mg). The regction vessel was purged three times

with nitrogen, followed by hydrogen three times, and then left stirring
under hydrogen for 16h. The reaction vessel was finally purged three
times with nitrogen, before filtration on a pad of Celite(r), which was
WeRivagN i athyi dbesatdd inezotgeylio wolmidn was washed with

%%‘M%t%’fa%‘%ﬁ W@szm@%m? 1HaLeMPYEs A1 G, m),

)éers were dried over an rsédrous M 4 eva orated to afford 2. %9
6084) Bt thé fifldi@ompbuitf (ERIR {BME0) 48.d2 B34, Hr)a8 55 HA0 #Eem),
(3‘3.153(21; 98.5 Hz), 6.86 (11T, d, J2.0 Hz), 6.65 (1H, dd, J 8.7 2.2 Hz), 5.09
(211, s), 2.40 (3H, s) Method 213 (Compounds Ib) As Method 2A, except
ethanol was used instead of ethyl acetate/acetic acid. After evaporation of
N Bdhremtibetivodiatarel-ivpiicinkemamide 2M HO, the resulting precipitate

YRMARFIGd AR Mﬁ*sﬁﬁltiomﬂ‘ﬁﬁﬁéﬁhfﬁ§@ﬁ“ﬁ@% N3O 1o affard ey 1.9
title compound as a precipita
Hz), 8.29-8.26 (2H, m), 7.83 (IH d, J 8.9 Hz), 7.73-7.67 (7TH, m), 7.56-7.48 (3H, m),

6.93 (1H, d, J 15.6 Hz)

N-(2-Phenylbenze|dloxazoi-5-yl)-1-naphthamide
LCMS RT= 7.07min, MH" 365.0; "H NMR (DMSO): 10.82 (1H, s), 8.44 (1H, s), 8.31-
8.28 (3H, m), 8.18-8.10 (ZH, m), 7.88-7.83 (3H, m), 7.73-7.65 (6H, m)

N-(2-Phenylbenzo|djoxazol-5-y1}-2-naphthamide
LCMS RT=7.37min, MH" 365.1; '"H NMR (DMSO): 10.69 (1H, s), 8.69 (1H, s), 8.42
(1H, s), 8.31-8.28 (2H, m), 8.20-8.08 (4H, m), 7.90-7.88 (2H, m), 7.75-7.68 (5H, m)

N-(2-Phenylbenzo[dloxazel-5-yI)thiophene-2-carboxamide

LCMS RT= 6,31min, MH"321.1; "H NMR (DMSQ): 1047 (1H, 5), 8.30-8.26 (3H, m),
8.12(1H,dd,J3.8 1.1 Hz), 7.94 (1H, dd, J 5.0 1.1 Hz), 7.85 (1H, d, J 8.8 Hz), 7.77 (11,
dd, J 8.9 2.6 Hz), 7.73-7.65 (3H, m), 7.33-7.30 (1H, m)

N-(2-(Pyridin-3-yDbenzo[d]oxazoel-5-ybenzamide

LCMS RT= 5.63min, MH" 315.8; '"H NMR (DMSO): 10.53 (1H, s), 9.45-9.42 (11, 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 (111, m), 8.06 (211, dd,
J6.61.2Hz), 7.88 (2H, s}, 7.75-7.59 (4H, m)

4-Chloro-N-(2-(pyridin-3-yl)benzo{djoxazol-5-yI)benzamide



2-Phenylbenzo [d]orazol-6-amine LCMS RT= 5.93min, MH+ 211.1;NMR
(DMSO0): 8.10-8.07(2H, m), 7.58-7.54(3H, m), 7.42 (1H, d, J8.4 Hz), 6.83
(1H, d, J 1.9 Hz), 6.65 (111, dd, J8.5 2.0 Hz), 5.46 (211, s) Method 2C

ampeMpdsdb) 2-(4-(Trifluoromethoxy)phenyObenzo IdioxagelR;A50iRRs00ss
To 5-nitro-2-(4-(trilluoromethoxy)pheryl)benzo[d]oxazole (850mg,

2.62mmol) in ethanol (20mL) was added ammonium formate (827mg,
13.1mmol) and palladium on WO 2007/091106PCT/GB2007/050055 77
carbon (85mg). The mixture was stirred at room temperature for 20min,
thEMiRtRIesth o VTP A4DSE O INBER, BRdSBshe A8 itH.ath 4t ddd 1, m),
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combine anic layers were dried over anhydrous MgSO4 an

gv%?p@ﬁété@s HrdRY 4327 (56%) of the title compound (LCMS RT=
6.51min, Mir 294.9) NMR (DMSO0): 8.25 (2H, d, J 8.9 Hz), 7.62-7.56

§2 #ﬂ%@”&@ { A@S'%}ﬂ% gl%z??égigﬁggé ei]‘é%“i% z), 6.70 (1H, dd, J

256 IBerizoldioxAft] 238N Nmmmwwmémwazm dd, J 2.1
($309.s1:30MmMab) ﬁ@éﬁa@@iy()z%i-gl‘é@%@%@ﬂ@ﬁu Gueiga (1239 my),

6.5mmol). The suspension was stirred at { 70C for 16h. After cooling, the
s’/’o?@t(@ﬁﬁaé paufe ﬁ”i’rﬁ% (e eder ARG AR (W 8ad FAEHaduEB AL,

Nak@@3s)The aqueous layer was then extracted twice with ethyl acetate
(500mL). The combined organic layers were dried over anhydrous MgSO4
and evaporated to afford 188mg (65%) of the title compound (LCMS RT=
@-Moetinax }ANC( 228y Hidin i IR (BIABO R8Iy Riehzamddg 2 Hz), 7.41 (2H,

4,958 Rk 1 M1 Kt 359, hﬁ)NW(ﬁi\][é(ﬁdié' ﬁi?@ﬂs{'é 453(515{ @d% 1.6
5.67 (2H, s Iﬁa%BH S) The com ound

dd, J8.0 0.8 Hz
S8 fied- P&m%ngdwe Satnb @n@ i), 8.41 (11,4, 0 1.2 1),

2-Bhenylaxazials, 4-sipgidia; 8-aming, IJOM$’BTH5A}MH‘?MH¥I,2¢2]2 Altiz),
W‘& MSO) 8.19-8.15 (214, m), 7.73 (I H, d, J 2.4 Hz), 7.63-7.58 (311,

UH, d, 32.4 Hz), 5.38 (211, s)

2-Methoxy-N-(Z-(pyridin-3-yhbenzo[d]oxazol-S-yI}benzamide

LCMS RT= 6.02min, MH" 345.9; "H NMR (DMSO0): 10.33 (1H, s), 9.38-9.36 (1H, m),
8.82 (1H, dd, /4.9 1.7 Hz), 8.55 (1H, dt, J 8.0 1.8 Hz), 8.36-8.34 (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-yDbenzo|[djoxazol-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, /9.1 Hz}, 3.08 (6H, s}

3,4-Dichloroe-N-2-(pyridin-3-yl)benzo|[djoxazol-5-yDbenzamide

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, 7 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)



Method 2E (Compounds Ib) 2-p-Tolylbenzo Idloxazol-6-amine To
6-nitro-2-p-tolylbenzo[d]oxazole (2.1g, 8.27mmol) in ethanol:water 2:1 v/v
(60mL) at 70C was added iron powder (2.14g, 38.3mmol) and ammonium

eMpsidedaifmg, 153 WO 2007/091106PCT/6B2007/050055 78 dnaaeh)es50055
The suspension was stirred at reflux $sr 16h. After cooling, the solution

was filtered through a pad of Celite(r) 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
MgS0O4 and evaporated. The resulting solid was purified by column
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(DMSO0): 7.29-7.16 (614, m), 6.76 (Ill, d, ./ 1.9 Hz), 6.57 (1H, dd, J 8.6 2.2

)- {5 X s NZAE
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MT( 289 1 il NMR (DMSO0): 7.72 (1H, dd, J8.2 1.8 Hz), 7.69 (1H, s), 7.61

@urol 4. Lok B bl S8 L1 lhdmel 0,21 (214, 5). 566
%19 s).Method 2F (Com %? unqsl % s Method 2E, excep t THE:water qz 1

TRad v i Hanak @l\f% 10,47 (1 , 8), 9.38-9.36 (1T, m),

8.82 (111, dd, J 4.9 1.7 Hz), 8.56 (1H, dt, . 8.0 2.0 Hz), 8.33-8.32 (1H, m), 8.11-8.06 (21,
m), 7.85-7.80 (2H, m), 7.69-7.65 (1H, m), 7.40 (2H, 1, J 8.9 Hz)

N-(2-(Pyridin-3-yDbenzo[d}oxazol-5-ybiphenyl-4-carboxamide
LCMS RT= 6.78min, MH" 391.6;

2-‘Phenyl—N{2—(pyridin-S-—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, 7 4.9 1.7 Hz), 8.59 (1H, dt, 7 8.0 2.0 Hz), 8.26 (1H, 4, J 2.0 Hz), 7.82 (1H,
d, J8.8 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,

5)

3-Phenyl-N~{Z-(pyridin-3-yi)benzo[d] oxazol-5-yI)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, 4, J 2.0 Hz), 7.76 (14,
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, /8.0 Hz)



2-(3,4-DichlorophenyDbenzofdloxazol-6-amine WO
2007/091106PCT/GB2007/050055 79 LCMS RT= 7.12min, WI" 278.1;
111 NMR (HMSO): 8.22 (111, d, J 1.8 Hz), 8.03 (111, dd, J 8.4 2.0 Hz),

Wwdhldihodhod 8.4 HZ), 7.44 (1H, d, J 8.4 Hz), 6.82 (1H, d, J 2p9+Z)+848850055
(114, dd, J8.6 2.0 Hz), 5.57 (211, s) ktethod 3A (Compounds li)

3-Phenyl-N-(2-phenylbenzoldloxazol-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

M4 ZRyriginchbith fo[dweaddhfiy@dinramparridiisopropylethylamine
BeMd k12 49mR VNS A28 LN ENAY(EHS ?@W@g’ﬂﬁt, EPWR7-9.35 (1H, m),

fggé)erature for 16h. Dichloromethane was added and the oré;anlc layer

WEs e dith 'shtdrard ddlib dhs RAZEDH The ddhsindd drdanic 82 (11,

layesweie et svetanhydmus N gS D4 ek pyapatatad ST resulting
solid was dissolved in methanol, passed through an acidic scavenger
column (silica-based quaternary amine SPE-AX from Biotage(r)) and then
b Rarédine o s dengzetSoshpfapienitteidempound (LCMS RT=

G608 R MR O34 AAH MR EINGRYDMISE) (16,09 (B2 D13 (Bldad)i2.2
7.66-7.59 (311, m 2

7.71 (111, d, J8.8 H?, ‘ n), 7.51 (1H, dd, J8.9 2.1 Hz),

P33P SRE U1, 388 (oH D53 (15, 9678824 TSt ik /2.0 Ha),

COrepoHNGl S/ edaiy )68 Irep aHdHY mEngHhedsame garera et q, J 7.6
-(2-P. be a201-5-yOacetamide LCMS RT= 5.16min,

%&ié}e@ﬂﬁr m@&?lﬁmsoy 10.14 (1H, s), 8.21-8.14 (311, m), 7.71 (1H,

d, J8.8 Hz), 7.65-7.60(311, m), 7.51 (111, dd, J9.0 2.1 Hz), 2.09 (311, s)

2 ilongelz fRRigaaide LCMS RT= 5.49min,
Hﬁ*@%&ﬁ%ﬁ?\m #HI\%%.??L%.OQ 11’3%’“:,:;15,I 8.21-8.16(311, m), 7.71
&M BdBiHmiredl 6% ?W.@M% L TSI R U BT Adaf 22
@, VA5, A U2 dBH,4,93177 BA2).60VOH2 @0 7/G91 2.06P4, R/68208,/4) 3005 biz),

-(2-Phenylbenzg [dlarazel:5-A ' 5. s MW
T B Toa0): Loy AL & oL g s G By 7o
1R HA-1.62.216031-93 . ¥.84.¢14) dd, J 9.0 2.1 Hz), 2.33 (2H, q, J 7.6
Hz), 1.69-1.61 (211, m), 0.94 (3H, t, J7.6 Hz)

N-(Z-(Pyridin-3-yl)benzo|d]oxazol-5-y)pentanamide

LCMS RT= 5.60min, MH' 296.0; "H NMR (DMSQO): 10.09 (1H, s), 9.36-9.33 (1H, m),
8.81 (1H, dd, 4.9 1.7 Hz), 8.53 (1H, dt, J 8.0 2.0 Hz), 8.20 (1H, d, J 2.0 Hz), 7.75 (1H,
d, J 8.9 Hz), 7.648-7.64 (1H, m), 7.57 (1H, dd, J 9.0 2.1 Hz), 2.35 (21, 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-yhisobutyramide

LCMS RT= 522min, MH" 282.0; "6 NMR (DMSO): 10.11 (1H, s), 9.41 (1H, dd, J 2.2
0.7 Hz), 8.87 (111, 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, ¢, J 6.8
Hz), 1.20 (6H, d, J 6.8 Hz)

N-(2-(Pyridin-3-y)benzo|d]oxazol-5-yl)furan-2-carboxamide



N-(2-Pheny Ibenzoldioxazol-5-yl)pentanamide LCMS RT= 6.21min, WI'
295.1; I NMR (DMS0): 10.09 (111, s), 8.21-8.16 (311, m), 7.71 (114, d, J
8.8 1Tz), 7.65-7.60 (31-1, m), 7.54 (HI dd, 19.0 2.1 Hz), 2.35 (214,q,J 7 .6

7028688048 (2H, m), 1.39-1.31 (2H, m), 0.92 (3H, 1, 17.6 BZ}gp2007/050055
N-(2-Phenylbenzo|cfloxazol-5-ylpsobgityramide LCMS RT= 5.79min, MI-I+

281.1; 1H NMR (DMSO0): 10.02 (1H, s), 8.22-8.18 (311, m), 7.71 (lll, d, J

8.8 Hz), 7.66-7.60 (3H, m), 7.55 (141, dd, 19.0 2.1 14z), 2.67-2.58 (lII, m),
1.14 (6H, s) N-(2- Phenylbenzo [d]orazol-5-Afuran-2-earbox amide LCMS
FR% BARif2MEC BUS. 30174 NIMREDRMSPE0A21((11, ) 982618,2d, J 2.2

1;921878911@4*&&%4 47 %ﬁ@ssﬁ?ﬁ @&Hs4¢, olzl@H‘zbZ)@ 108811 -62(33%1,),

Z ?:'Hb%- N &E/Iﬂfén)%é%dﬂésa% @%@ﬁ@n’éﬁﬁﬁ&é PeMI R, Addin 08

MEABBB(1LINMRA(DMSD)120.55 (1H, s), 8.32-8.31 (1H, m), 8.17 (2H, d,
18.1 Hz), 8.08 (214, d, 18.6 Hz), 7.84-7.77 (2H, m), 7.70 (2H, d, 18.6 Hz),
7.50 (2H, d, 18.1 Hz), 2.49 (31-1, s) 4-Methox-y-N-(2-p-tolylbenzo
MiGRplidguyOhbhzernid B LCMS-Fthidphdmeid deibdxB888ld ; IH NMR

H
I i g i 0 0.

(R4Hg), 5. SPo(BH. fidsy 49 %é@a&éii@éﬁ&ﬂ EBIFOP0sBA5E1ER Mbthd):
fsae(@qm@@uﬂﬁs ﬂB/%\s)lyrqudmﬁdexse:pt nstead.gf dilsoRPYIamIG77-7.73
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azb -5-y nlco ide
W-{2.Phenylbenzo[dfoxazol-5-yDbenzamide
LCMS RT= 6.82min, MH" 314.9; 'H NMR (DMSO): 10.43 (111, s), 8.31-8.30 (1H, m),
8.25-8.20 (2H, m), 8.02-7.98 (ZH, m), 7.79 (2H, d, .J 1.2 Hz), 7.65-7.53 (61, m)

N-(2-(4-(Diethylamino)phenyl}benzo|d]oxazol-S-yDnicotinamide

LCMS RT= 6.55min, MH" 386.8; '"H NMR (DMSO): 10.57 (1H, s), 9.14 (1H, d, J 2.1
Hz), 8.78 (1H, dd, /4.8 1.6 Hz), 8.33 (1H, dt, /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), 3.50-3.41 (4H, m), 1.15 (6H,
t,J 7.0 Hz)

N-2-(4-(D¥ethylamino)phenyDbenzoldjoxazol-5-ylisonicotinamide

LCMS RT= 6.63min, MH™ 386.8; "H NMR (DMSO): 10.69 (1H, s), 8.87 (2H, d, J 6.1
Hz), 820 (1H, d, J 1.5 Hz), 8.04 (2H, 4, /9.1 Hz), 7.96 (2H, d, J 6.0 Hz), 7.77-7.69 (2H,
m), 6.89 (2H, d, J9.1 Hz}, 3.50-3.46 (4H, m), 1.21 (6H,, J 7.0 Hz)

N-(2-(4-(Diethylamino)phenyl)benzo[d]oxazcl-5-yl)benzamide

LCMS RT=7.84min, MIT" 386.1; ' NMR (DMSC): 1043 (1H, 5), 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 5.1 Hz), 3.51
(4H, g, J 7.0 Hz), 1.21 (6H, t, J 7.0 Hz)



LCMS RT= 5.48min, MH+ 316.1; in NMR (DIVISO): 10.70 (1H, s), 9.21
(114, d, J 2.1 Hz), 8.85 (1H, dd, J4.8 1.6 Hz), 8.40 (1H, dt, J8.0 2.0 Hz),
8.37 (1H, d, J 1.8 Hz), 8.30- 8.27 (211, m), 7.89-7.80 (2H, m), 7.72-7.64

@0 200} MN1@=Ph eny Ib enzo [dioxazol-5-yDisonicotin amide lseMSiRkF 050055
5.46min, MH+ 316.1; Il NMR (DMSQs 10.76 (1H, s), 8.88 (2H, d, J 5.9

Hz), 8.36 (1H, d, J 1.7 Hz), 8.31-8.27 (211, in), 7.97 (211, d, J 6.1 Hz),
7.90-7.80 (211, m), 7.73-7.68 (311, m)
4-Chloro-N-(2-phenylbenzo[d]orazol-5-yDbenzamide LCMS RT= 7.07min,
MHEhBaG-N-(H{EH AR DS D) pb BT heszeld R 8B@-34bpnspmide30-8.27

@éﬂai‘ﬁﬁ @%(‘g‘llﬁll S0 B ARER BUCIE 1@)147(1712 3)6271@5%1]%[@ 8.00-
4- Met vf%é Ibenzo Id)oxazol- J/Obenz

6: %ﬁﬁ i‘i%mﬁ RISH). hd 21 A3 é? fé%ﬂsfiyso(%?ﬁ inj? (6H.
8,.30:812@ (211, m) 7 98 (2H, d, J 8.1 Hz), 7.84 (2H, s), 7.72-7.67 (3H, m),
7.43 (211, d, J 8.0 Hz), 2.47 (311, 4-Methoxy-N-(2-phenylbenzo
[d]Joxazol-S-Abenzamide LCMS RT= 6.37min, M}( 345.1; Il NMR (DMSO0):
M4 BRietylabsinkeng)) igBeldog sk 4eedienzanide 7 Hz),
{82 RTs)3 58%41117 HE{84ds. znwmezmm@&amnﬁ 952)’ Bh 8, 5), 7.97
2- Methoxy Né Ibenzoldlorazol-5-yObenzamid

S RI0 B80S b S 713 e et
N-WXEMSW--IWEE-WH) q8/3B3813 11kl (30), 3, 30B(88, 2T T, (nb)z)
7.84-7.56(711, m), 7.27 (1H, d, J 8.4 Hz), 7.14 (1H, t, J7.3 Hz), 3.99 (311,

4-(Dimethylamino)-N-(2-p henylbenzolclloxazol-5-yl)benzamide LCMS
RF2-6tEBinthy hrving Bt en yhiberid | rorsb§-10-4 onethorykgnzamide

§.6M8- R4 3-8, 1811?1@4662,@ ’(ﬁJﬂM‘R) (OMEARH 0304 89 $12,14.832/(8Q, m),
J8 9 Hz (6H

7.71-7. 68§( )%a6 84 (2 sé_g 4- chhlo

ORr’%g PR Hend (b fatdrs! b’éﬂ%%ﬁ%dév L}éﬁlé‘ﬁn@% Infh /it 112
3%3.8H, k], NMRAUDN SO0 HX63. (51&150,,&3)71-&)26(4& m), 8.04 (1H, dd,
J 8.4 2.1 Hz), 7.92-7.78 (3H, m), 7.73-7.65 (311, m)
N-(2-(4-(Diethylamino)phenyl}benzo|d]oxazol-5-yI)-2-methoxybenzamide
LCMS RT= 8.69min, MH" 416.0; "H NMR (DMSO): 10.24 (1H, s), 8.15 (1H, d, J 1.5
Hz), 7.96 (21, d, J 8.9 Hz), 7.68-7.49 {4H, m), 7.19 (111, d, J 8.4 Hz)}, 7.08 (1H, t, J 7.5
Hz), 6.83 (2H, d, /9.1 Hz), 3.92 (3H, s), 3.44 (4H, q, J 7.0 Hz), 1.15 (6H, t, J 7.0 Hz)

N-(2-(4-(Diethylamino)phenyl)benzo|[d]oxazod-5-yI)-4-(dimethylamino)}benzamide
LCMS RT= 8.08min, MH" 429.0; "H NMR (DMSO): 9.98 (1H, s), 8.13 (1H, s), 7.96
(°H, d, J 8.9 Hz), 7.90 (2, d, J 8.9 Hz), 7.64-7.61 (ZH, m), 6.84-6.76 (4H, m), 3.44 (4H,
q,J 7.0 Hz), 3.01 (6H, s), 1.15 (6H, t, J 7.0 Hz)

3,4-Dichlore-N-(2-(4-(diethylaminc)phenyD)benzo[djoxazol-5-yDbenzamide

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, /9.2 Hz), 3.45 (4H, q, J 7.0 Hz), 1.15 (6H, t, J 7.0 Hz)

N-(2-(4-(Diethylaminc)phenyl)benzo[d]oxazol-5-yl)-4-(trifluscromethyl)benzamide



N-(2-Phenylbenzo Klioxazol-5-y1)-4-(trifluoromethypbenzamide LCMS
RT= 7.19min, M13+383.1; 111 NMR (DM80): 10.72 (1H, s), 8.37-8.24
(5H, m), 8.00 (HI, d, J8.4 Hz), 7.89-7.82(211, m), 7.74-7.67 (3H, m)

I RisheigsN-(2-phenylbenzo[dioxazol-5-yl)benzamide LCMSB&&2007/050055
8.30min, MR' 382.9; 111 NMR (DM8@}y: 10.67 (1H, s), 8.33-8.26 (3H, m),

8.09 (211, d, J 2.1 Hz), 7.96 (1H, t, J 2.0 Hz), 7.89-7.78 (21-1, m),

7.72-7.67 (3H, m) 4-Fluoro-N-(2-phenylbenzo klloxazol-5-yl)benzamide
LCMS RT= 6.53min, MN' 333.2; '11 NMR (DMSO0): 10.50 (111, s),

8.8248 BT ¢13-87my, MB@—%SQG (JZWMR 01883111 (2601 (1) 5% 8807849 (3H, m),

(%91763) %7&)7%(%% (90, £48.43 §2ﬂ1 b J%8 Hz) N@(Eﬁeci‘%iv A, 115

KIJoxazo Oblphenyl -4-carboxamide LCMS RT= 7.74min
{9l /ERHBMS0): 10.55 (1H, s), 8.39-8.38 (111, m), 8.31-8.27 (2H, m),
817d 8.5 Hz), 7.93 (21-1, d, J84Hz) 7.86-7.83 (4H, m), 772769

oGy Ry I Nl e .
mgmszyl? wm<wse§3ﬁo % m@m@)s TOI6EAHEL m), 2188111,

| 7 ( 7 1 2. 778
3}?1‘)1]5@;%3 % {3}1)5 ﬁg) %'ﬂs'@ﬂ Ok 651rly Adoy 819 2. X Hdkiz), 7.78-7.69 (21,

Rek2ABh Heﬁ?cil&]@céz%i @@deuﬁ%&rﬁé}nﬁd?é (EhisRFEB)86min, M14

341.1:NMR (DM50): 10.48 (1H, s), 837 (111 d,J19 Hz) 8.29-8.26 (211,
1,d.,.J Hz 7 73- 48 (314, 6.93

Nty é% ihitedrs ot d Ik AusBohctidatds ©

LENES RT= 7.95maein MW 4'%&6‘NW{W§Q)1U)§§ (H4s)sB. B3441 2114, m),

2)08-882 $2843H. ko8 18-3d 0181 Y. 48)7 £18811 83, Blo ko M)y, 74318 .82

6H, m
%21{, 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]oxazel-5-yl)biphenyi-4-carbexamide

LCMS RT=9.67min, MH" 461.9; "H NMR (DMSO): 10.42 (1H, s), 8.18-8.17 (1H, n1),
8.09 (2H, d, J 8.5 Hz), 7.98 (2H, d, J 9.0 Hz), 7.87 (2H, d, J 8.6 Hz), 7.78 2H, d, J 7.1
Hz), 7.71-7.65 (2H, m), 7.45-7.41 (3H, m), 6.82 (2H, d, J 9.2 Hz), 3.45 (4H, q, J 7.0 Hz),
1.15 (6H, 1, J 7.0 Hz)

N-(2-(4-(Diethylamino)phenyl)benzo[d]oxazol-5-yl)-2-phenylacetamide

LCMS RT=7.70min, MH" 400.1; "H NMR (DMSO): 10.29 (1H, s), 8.00 (1H, d, J 1.8
Hz), 7.94 (2H, d, /9.1 H=), 7.59 (1H, d, J 8.7 Hz}, 7.45-7.23 (6H, m), 6.81 (2H, d, J 9.2
Hz), 3.67 (2H, s), 3.43 (4H, q, /7.0 Hz), 1.14 (6H, t, J 7.0 Hz)

N-{2-(4-(Diethylamino}phenyl)benzo[d]exazel-5-yl)-3-phenyipropanamide

L.CMS RT= 8.10min, MH' 413.9; '"H NMR (DMSO): 10.03 (1H, s), 7.99 (14, d, J 1.9
Hz), 7.94 (2H, d. /9.1 Hz), 7.58 (1H, 4, 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, J83 Hz), 1.15(6H, t, /7.0 Hz)



N-(2-Phenylbenzo [dloxazol-5-y1)-2-naphthamide LCMS RT= 7.37min,

MH4 365.1; IIl NMR (DMS0): 10.69 (111, s), 8.69 (111, s), 8.42 (1H, s),
8.31-8.28 (2H, m), 8.20-8.08(411, m), 7.90-7.88(211, m), 7.75-7.68(511,
NrEZsRhak; enzo [d]oxazol-5-yOthiophene-2-carboxamide WeMedRikTos0053
6.31min, mrr 321.1; IR NMR (DMS0)5d0.47 (1H, s), 8.30-8.26(311, m),

8.12 (111, dd, J3.8 1.1 Hz), 7.94 (IH, dd, J 5.0 1.1 Hz), 7.85 (111, d, J 8.8
Hz), 7.77 (lll, dd, J8.9 2.0 Hz), 7.73-7.65 (3H, m), 7.33-7.30(111, m)
N-(2-(Pyridin-3-yObenzo Id] orazol-5-yObenzamide LCMS RT= 5.63min,
N2 BLBIGhjRuMA R MDEE0 8B aid- Sy Dprpionnidd 4, m), 8.88
(EEnfdrdd 8 o0 HZROR 4 D-hgl iR W A0 816%18(@ @La0mBP s 19

2I1de6612Hh2r788 (214, s), 7. 41-1, m
Ehiord APy B@@o@ﬁ&é’ﬁdﬁx@%} 5 Béhﬂi‘néééi Piz), 6.87 (L,

200/09%3,06RQTVGE 20071050055 B2 L MG RiTy= 6.4 2minoMHd349.9;
1H NMR (DMSO0): 10.58 (1H, s), 9.43-9.42 (1H, m), 8.89-8.87 (1H, m),

8.64-8.59 (1H, m), 8.40-8.38 (1H, m), 8.09 (2H, d, 18.5 Hz), 7.91- 7.83
(A2 (P RAGITEIBhEniipenmddigiol(pybiiyr-8ui@Gbenzo

qrazek JYObenzamiggk $44 9. R Tovn® s V\é%%ﬁﬂéj' b 1, 4, 719
&[{)Mso 10.43 (HI,’s é; 9.43 (1F1, dd, 12109th£ 1H, dd,

(¢, 6? Q8% 1@%}4 glad{ A, 34344 8§59 Hﬂ 1(882 (?H
Hz).90 SMZSLJA I, 4 7 H D) HE) /230 (A 17T Ay, B8 5B, (dH) 8)01H2) (61, t,

46 ﬁ%eghﬁ’)ﬂ; -(2-(pyridin-3-yObenzo

Hoxa b efhzami LCMS RT=5.64min, Mil 345.9; 111 NMR
(DMS0): 10.37 (1H, s), 9.45 (111, dd, 11.6 0.8 Hz), 8.90 (1H, dd, 14,9 1.7

8 2H d 185
S
M&ﬁTg)’IZ%%W 65 Qnyh IH. s) £00 (1H,'d, J 1.9
o1z 0l95-yPbenzamids WS Rt S0Py, iva- (mﬂaamulm RADSIQH,

é? g&?é?ﬁ% %9 38% %1*%-? )338-5%?5(*7%%&]) ?;2&5@%% 1,28

125 M50 (3 () J7 2R H. Y, 08IAtHZ) A418Y (1H, t, 17.6 Hz), 3.93 (3H,

S) 4-(Dimetbylamino)-N-(2-(pyridin-3-yObenzo [di oxazol-S-yObenzamide
N-(2~{4-(Diethylamino)phenyl)benzo[djoxazol-5-yljisebutyramide

LCMS RT= 7.25min, MH' 352.2; '"H NMR (DMSO): 9.99 (1H, s), 8.08 (1H, d, J 1.9
Hz), 8.01 (2H, d, J 9.0 Hz), 7.65 (1H, d, J 8.7 Hz), 7.51 (1H, dd, J 8.8 2.0 Hz), 6.88 (2H,
d, J9.1 Hz), 3.50 (4H, q, J 7.0 Hz), 2.70-2.64 (1H, m), 1.24-1.17 (12H, m)

N-(2-(4-(Diethylamine)phenyl)benzo[djoxazol-5-yl)thiophene-2-carboxamide
LCMS RT= 7.77min, MH" 392.1; "H NMR (DMSO): 10.41 (1H, s), 8.14 (1H, d, J 1.8
Hz), 8.12 (1H, dd, /3.8 1.0 Hz), 8.04 (2H, 4, /9.1 Hz), 7.95 (1H, dd, /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 Hz)

N-(2-(4-Chlorophenyi)benzo|d}oxazol-5-vl)isonicotinamide



LCMS RT= 5.82min, Mir 358.9; 1H NMR (DMSO0): 10.13 (1H, s), 9.45 (1H,

dd, 12.3 0.9 Hz), 8.88 (1H, dd, 14.8 1.6 Hz), 8.64-8.59 (1H, m), 8.40-8.39

(111, m), 7.97 (211, d, J 9.1 Hz), 7.86-7.85 (214, m), 7.75-7.70(111, m),

&35 48Thoele}9.1 Hz), 3.08 (6H, s) 3,4-Dich ro-N-(2-(pyridin-3py@enae Atoss

orazol-5-yObenza mide LCMS RT= @¥8min, MH" 383.5; 1H NMR

(DMSO0): 10.66 (1H, s), 9.43 (1H, d, 12.1 0.6 Hz), 8.88 (1H, dd, J 4 .8 1.6

Hz), 8.61 (1H, dt, 18.0 2.0 Hz), 8.37 (1H, d, 12.0 Hz), 8.32 (1H, d, 12.1

Hz), 8.04 (1H, dd, 18.4 2.1 Hz), 7.92-7.82 (3H, m), 7.75-7.71 (HI, m) WO

IGMB R0 62 Cui6BED0 2 105D OHSNRERMBOHAA. By Hbon 28 3] @Hkako/ 9.0
t I I;

R Eso B T P L D T s L g™

f.%irﬁ%%* @28 dt, 18.0 2.0 Hz), 8.34 (1H, d, J 1.7 Hz), 8.20 (2H, d,

J8.1 H2), 795(2H d, J8.4 Hz), 7.88-7.79 (211, m), 7.69-7.65 (1H, m)

ridin-3-yHbe orazol-5-yObenzamide LCMS RT=
?’d@D ‘?r@gv%"‘r’@&?gg}i’ %‘}Fé % %iy 1,s), 9.43-9.41 (11-1, m),
8.6818 Ril=d 63mirg MiA Hﬂ? ®. @i }({MR GIMJS@D Q(Iﬁél@H:B 7832114, 51118922

1 7,967 547 2. 7.65-
Ebﬁ u%r%% rﬁ% yqilg}n?ﬂ?%nnz% Fd?gffolléSerﬁc))lbze%)z;nz?d%é%gM@ 611'{—) 763

3.7k, ®h44334.0; NMR (HMSO): 10.47 (1H, s), 9.38-9.36 (1H, m), 8.82
(114 dd, J4.9 1.7 Hz), 8.56 (1H, dt, J8020Hz) 8.33-8.32 (1H, m),

8 91(5 ZSSth8 28%1%6 % jn 114 , 7.40 (2H, t, J8.9
%LI\P i/ ,&%nzg oxa nny car oxamlde LCMS
REMES, ?@ﬁu& SMnmggﬁ @@phémmﬁxwmnzgm@nzb g0 (1H, s), 8.22

l ¥/
g St Y e T S T

), 8.26 (IH, d, J2.0 Hz), 7.82 (114, d, J8.8 Hz), 7.73-7.69
(1H m) 7.64 (1H, dd, J8.8 2.0 Hz), 7.44-7.30 (5H, m), 3.75 (2H, 5) 3-P

ST %ﬁﬂ%’%‘%ﬁ AR 5 1 my
BEMBIRTe: awwﬂﬁz%pms NMRIDMSOR. 00-3)( 8119 (-8 1o( L H25D 8.22

1), 4. 7% (LA, o h8B1HE)/ 6.99rH 66 g, F-P4 (3.1 oid (48.8,2:0 7 1),
();733717(5H %6295 2H, t, 17.6 Hz), 2.67 (211, t, 180Hz) WO

00105 1688 Fs82b67 0811055

N-(2-(4-Chlorophenyl)benzo[d]oxazol-5-yI)-4-methoxybenzamide

LCMS RT= 7.62min, MH" 378.7; '"H NMR (DMSO): 10.28 (1H, s), 8.30 (1H, s), 8.22
(24, d,J 8.9 Hz), 799 (2H, 4, /8.9 Hz), 7.77 (2H, s), 7.70 (2H, d, J 8.3 Hz), 7.08 (2H, 4,
J 8.9 Hz), 3.86 (3H, 5)

N-(2-(4-Chlorophenyi)benzo|dloxazol-5-yI)-2-methoxybenzamide

LCMS RT= 8.55min, MH" 379.0; '"H NMR (DMSO): 10.29 (1H, 5), 829 (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-Chlorophenylibenzo[dioxazel-5-yI)-4-(dimethylamino)benzamide



86 N-(2-(Pyridin-3-yObenzoldlotazol-5-yl)cinnamamide LCMS RT=

6.03min, M11+342.0; 111 NMR (DMSO0): 10.46 (1H, s), 9.37-9.35 (1H, m),
8.82(1H, dd, J 4.9 1.7 Hz), 8.55 (lll, dt, J8.0 2.0 Hz), 8.35 (1H, d, J 1.9

W) 240840kl d, J8.9 Hz), 7.69-7.63 (511, m), 7.49-7.41 (3H piEB8ub7/050055
(1H, d, 115.8 Hz) N-(2-(Pyridin-3-y Ofren zo Idjoxazol-5-yl)propionamide
LCMS RT= 4.97min, M14 267.9; Il NMR (DMS0): 10.08 (1H, s), 9.34 (1H,
dd, 12.2 0.7 Hz), 8.81 (1H, dd, 14.9 1.7 Hz), 8.53 (1H, dt, 18.0 2.0 Hz),

8.21 (1H, d, 12.0 Hz), 7.76 (1H, d, J 8.9 117), 7.68-7.63 (1H, m), 7.57 (1H,

dd M. MiW}m@gﬂf@ﬁizq; ﬁ%%)@M@QBl@ 2ItHe ;D36 (1H, s), 8.27

P Fol t
e iR G bAT O\ ERAT: i o

281.9: 1|
é%’g‘&zrﬁ? %‘ZM@E §143),'8.62 (111, di, 18.0 2.0 Hz), 8.29 (111, d, J2.0
Hz), 7.84 (111 d.18.9 Hz), 7.76-7.72 (1H, m), 7.65 (111, dd, J9.0 2.1 Hz),

iﬁ; Cufhopitbuil s Pliisihyichalblas
MEDBD; -ERMIR YBMSE)71 @Wmaig OB (L B).rR)B(BH. (18,24

@Ols%ﬂr? Y 1123, 3b3 (14 5104y, 150 '213/'%41 829 fiithrd. 2-9.413)) 7.75
(1H, d, J89Hz) 7648764(111 m), 7.57 (1H, dd, J 9.0 2.1 Hz), )35

(2H, g, 17.6 Hz), 1.66-1.56 (2H, m), 1.42-1.29(211, m), 0.92 (3H, t, J7.6
M)Me(ﬂeéBW@W)mmﬂﬂwmd&ﬁhﬁﬁﬁmﬁmﬁﬁd&IVIS RT=

A N S S B PR

R 4s, (2}831 (ﬂﬁ 218, @3}@%1)’,, %, 74-9 . 89) IHPorhliTie 51 S -0 d 9D 678, (21,

| ﬁ;g)ﬁ}g @1, £aIfiB,}12), 1.20 (6H, d, 16.8 Hz) WO
2007/091106PCT/GB2007/050055 87 LCMS RT= 5.23min, MI-I 305.7; IR

NIWR (DMSO): 10.41 (111, s), 9.37 (111, dd, 12.2 0.8 Hz), 8.82 (llI, dd,
BU(O-UTChIDY oD Inm Y 5édn 0] A kB AXA.6-HiH-BiR0 ¢Hdntatilid Hz), 7.97 (111,

Tuls K 2ot NS I RS Oh et g, s
G715 Y 8- h@ﬁé—?@ﬂr BdxEMidS L CMSTRT=/6 B8arin/ BiHZR .62 42
NMRADMSO): 10.44 (1H, s), 9.37 (1H, dd, J2.2 0.8 Hz), 8.82 (1H, dd, 14.9

1,7 Hz), 8.56 (1H, dt, 18.0 2.0 Hz), 8.28 (114, t, J 1.3 Hz), 8.06 (1H, dd, J
1.7 0.8 Hz), 7.89 (14, dd, 15.0 1.0 Hz), 7.83 (114, d, 19.0 Hz), 7.77-7.73

&-nm):mo?@ﬁeﬁﬁmnwxaﬁo@ﬂmmﬂaa@lmmme
e gé’ﬁ%'y‘m}é&b%a%@ié YPRIR M@ég'\/g%m R ?%rﬂw

Vi
111 NMR (DMS0): 10743 (1H, s), 8.31 ) 558 S0 O™
my> 8. éé@@mﬁﬂ 5?n§1f’f 79, (A %ﬁﬂ ﬁ%ﬁ 77%&%53%@4@9 @ 5)

N-(2-{4-Chlorophenyl}benzo]d]oxazol-5-yi}-3-phenylpropanamide

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-Chilorophenyl}benzo[djoxazol-5-yDbutyramide

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, 1, J 7.4 Hz), 1.72-1.58 (2H, m),
0.94 (3H,t,J 7.4 Hz)



N-(2-(4-(Diethylamino)phenyl)benzoldloxazol-5-yIMicotinamide LCMS

RT= 6.55min, Tow 386.8; tff NMR (DMS0): 10.57 (1H, s), 9.14 (114, d,

12.1 Hz), 8.78 (1H, dd, 14.8 1.6 Hz), 8.33 (111, dt, 18.0 2.0 Hz), 8.14
Wz ddhBd1z), 7.96 (2H, d, 19.0 Hz), 7.70-7.52(311, m), 6:82(2hod 050055
19.1 Hz), 3.50-3.41 (411, m), 1.15 (6b% t, 17.0 Hz)
N-(2-(4-(Diethylamino)phenyl)benzo [diorazol-5-yl)isonicotinamide LCMS
RT= 6.63min, M14+ 386.8; 'H NMR (DNISO): 10.69 (1H, s), 8.87 (2H, d,

16.1 Hz), 8.20 (1H, d, J 1.5 Hz), 8.04 (2H, d, 19.1 Hz), 7.96 (2H, d, 16.0

Hz) 7.77-7.69 (2H, m), 6.89 (2H, d, 19.1 Hz), 3.50-3.46(411, m), 1.21

](?h% Ffhenyhbenzoldloxazol-5-yi entanamlde

I O |- b ide LCMS RT=
R el ?ﬁé"i%ﬁ 0] et s (9,

&.@@ﬁﬂl(mlﬁa) M)5GL7121 (2, da)) 432 BB, V.68-3.58)(316k-m6 G280 (1 42-

AR L A L @m0t o

4-Chloro-N-(2-(4- (diethylamlno)phenyl)benzo [d]oxazol-5-yl)benzarnide
LNCM%F?CETG%QQ giéhéo dfdbi-3- N%&@Mﬁﬂie 10.44 (114, s), 8.13

111, s), 8.00- 7.9 7.66-7.6 6.82 (241,d,J9.1 H
% 1 =44 8. ¢ g{mp%sg) 10. 03((11—1 ), 8.22-8. 18ZZ3H m),

IN: '12 1‘&@&@1@“‘6@@1} aayJ)) berzolfdjoxazol-59y 1 Ay athylizen aamngderz)
LCMS RT= 8.28min, MH+ 400.2; '11 NM!! (DM50): 10.28 (1H, s), 8.14

(114, s), 7.97 (214, d, 18.9 14z), 8.03 (211, d, 18.1 Hz), 7.65 (2H, d, J 1.2
2§ 1436 H(RFo 08Dz Sl @roh 5-H) 9an A xarbavdde, g, J7.0 Hz),
3,68 /=S), (i'irh%,{@ﬂf%éi é) HZNMR (DMSO% 10.40 (1H, 5), 8.27 (11, d J1.1

A ok T boh AR Tt o8 O3 5 (1.,

8.13-8426(14.4, 18,00, 7.95 (4H m) 7.64 (214, d, J 1.3 Hz), 7.07 (211,
d, 18.9 Hz), 6.82 (211, d, 19.1 Hz), 3.85 (311, s), 3.44 (4H, q, 17.0 Hz),
1.15 (614, 4 17.0 Hz)
N-2-(#{blexbphemiNbypheidOheriojdidephtB-J19spbarathisiybenzamide

R RT= BHARIMVIAHISS 5618 R (9430124 {LRl05)g. §11éH m),
d. 115Hz), 7,96 (2H, d, J 8.9 Hz

b e St A S e e, féﬁpg 4Rt S0
BB A7 g6 11D ddiz), L0IBYBEY, 1, J 7 .0 HZ)
N-(2-(4-(Diethylamino)phenyl)benzo Id] oxazol-5-y1)-4-(dimethylamino)
benzamide LCMS RT= 8.08min, mir 429.0; 111 NMR (DM50): 9.98 (Hi, s),
842 ptidyBemogigmprok-yBrmgogramige (211, d, 18.9 Hz), 7.64-7.61

@aAagmTE 84610 AH 180, 13 Y4 iR BNIEO)YT).B: %]H(@}”a 8,146k
t. J7.0 Hz)?B 4-Dichlgro-N- (72H(4 (dleth){lamlno)Pglelné/ enzo

fifoba: &8 S Nefdahiidel 7 He), 8.34 (1H, du 2), 827 (1H, d, J 1.6 Hy),

8.11 (?H, 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-(Z-p-Tolyibenzo[d}oxazol-S-yDisonicotinamide

LCMS RT= 6.17min, MH" 330.1; "H NMR (DMSO): 10.68 (14, s), 8.82 (2H, d, . 6.0
Hz), 8.27 (1H,d, J 1.5 Hz), 8.22 (2H, d, J 8.2 Hz), 7.90 (2H, d,.7 6.0 Hz), 7.81-7.72 (2H,
m), 7.45 (2H, d, J 8.0 Hz), 2.43 (3H, 5)



LCMS RT= 9.66min, mir 453.9; IFINMR (DMS0): 10.52 (1H, s), 8.25 (114,

d, J 2.0 Hz), 8.12 (114, d, 11.8 Hz), 7.98-7.94 (314, m), 7.85 (IH, d, 18.4

Hz), 7.70-7.60 (2H, m), 6.82 (214, d, 19.2 Hz), 3.45 (414, q, J 7 .0 H2),

Wb dbAdbitod 7.0 Hz) WO 2007/091106PCT/GB2007/050058 8%:k5MBs0055
RT=8.87min, Milh 454.4; lll NIVIR (HMSO): 10.60 (11-1, s), 8.20-8.15

(3H, m), 7.99-7.93 (4H, m), 7.70-7.63 (2H, m), 6.83 (2H, d, or 9.2 Hz),

3.45 (414, q, J7.0 Hz), 1.15 (6H, t, J7.0 Hz)
3,5-Dichloro-N-(2-(4-(diethylamino)phenyObenzoxazol-S-Abenzamide

DR 8- Ry e 2t @iy akaRS48 B sopipiaivge (HMSO): 10.63 (1H, s),

.28 R3L1bamin BB 2H. 1 g kﬁxﬁ@)ﬁ@é}(&lﬂ@ﬂgﬁ%%)}ém 197 4, 1.8
6.91 (214, d, J 9.1'Hz)

11-1,t,J 1.9 Hz), 7.78-7.69 (211, m), ) 3.5 (4H ,

BT (e 1T GATE (b (R B Bt oo Rk e i
03 aaR5Y4) B, sprobe Man)de KCMSI RTH L5 B’ 404.1; 11-1
NMR (DMSO0): 10.38 (1H, s), 8.13-8.12 (1H, m), 8.09-8.04(211, m), 7.96
(21-1, d, J9.1 Hz), 7.68-7.61 (214, m), 7.39 (2H, t, J8.9 117), 6.82 (21-4, d,
N A2 dvdsppae il exarl-6-HhutynBaige, t, J 7.0 Hz)

NI RAMINAIPHERYORENAR (DMSO): 10.04 (IH, ), 813 (1H, d, J 1.8
dlotazol-5-yl)biphenyl-4-earboxamide LCMS RT=9.67/min, MI1-461.9: _

KAF?{@N%%)% 1647701 @hele/ 37 {1k, Tyl 68eq@H &P 20818)1 1293 (1L,
4,98 (211), d,42 91D, )2}.32. 814 2H] 14 H-8.6.Hz),5R. (81204 094.BR, 1, HZ)4 Hz)
7.71-7.65(211, m), 7.45-7.41 (314, m), 6.82 (211, d, .1 9.2 Hz), 3.45 (411,
q, J7.0 Hz), 1.15(6H, t, J 7.0 Hz)

N=(2-p4T ahibenaaidlpedpehyl) peraspaiiblezol-5-y1)-2-phenylacetamide

= 7 200 QT Wk 2008928 (3 1sgB BHO{ 1.
IO T s SR

raat L TAT bk ik SRR A3 e el B 034 % on

(6118.0, 127, Q.82)3H, ), 2.34 (2H, t, J 7.4 Hz), 1.67-1.56 (2H, m), 1.41-129 (2H, m),

#2744-(Di ino)phenyl)benzo[clioxazol-5-y1)-3-phenylpropanamide
PR

in, MIFF 413.9; IH NMR (DMS0): 10.03 (111, s), 7.99
(114, d, .1 1.9 Hz), 7.94 (214, d, 9.1 Hz), 7.58 (111, d, J 8.7 Hz), 7.40 (1H,

@d(%@fogzlggﬂggﬂﬁgzz%%m%@@gzg, o|5,3 . ; 9.2 Hz), 3.;14 (411, q,0
J 7.0 Hz). 2.94(21-1 1 Hz), 2.65 (111 d. J8,3 Hz), 1.15 (611, t., J7.
Bt P YR B PNt 00 it 360 it s
Hz), 8.09 (2H, d, J 8.2 Hz), 7.69 (11, d, 7 8.8 Hz), 7.53 (11, dd, .J 8.8 2.0 Hz), 7.43 (2H,
d, J 8.0 Hz), 2.66-2.60 (111, m), 2.42 (311, s), 1.13 (611, d, J 6.8 I1z)

N-(2-p-Tolylbenzo[d}joxazol-5-yl)furan-2-carboxamide

LCMS RT= 6.71min, MH" 319.0; "H NMR (DMSQ): 10.37 (1H, s), 8.23 (111, 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, /3.6 Hz), 6.74-6.72 (1H, m}), 2.43 (3H, s}

N-(2-p-Tolylbenzo[d]oxazel-5-yI)thiophene-2-carboxamide

LCMS RT= 7.15min, MH" 335.0; "H NMR (DMSO): 10.40 (1H, s), 821 (1H, d, J 1.7
Hz), 8.11 (2H, d,.J 8.2 Hz), 8.05 (1H, dd, /3.8 1.0 Hz), 7.89 (1H, d, J4.9 1.0 Hz)}, 7.76
(1H,d, J8.8 Hz}, 7.69 (1H, dd, J 8.9 2.0 Hz), 7.44 (2H, 4, J 8.0 Hz), 7.26 (1H, dd, J 5.0
3.8 Hz), 2.43 (3H, s)



N-(2-(4-(Diethy lamino)p henyl)benzo[d]orazol-5-y ropionamide LCMS

RT= 6.79min, Nur 338.2; '111 NMR (DMS0): 10.11 (114, s), 8.07 (114, d,

J 1.9 Hz), 7.99 (2H, d, J9.0 Hz), 7.65 (114, d, J8.7 Hz), 7.48 (HI, dd, J8.8
20 bhekvP8ds(211, d, 9.1 Hz), 3.49 (411, q, J 7.0 Hz), 2.41 @tt/AszdoT0foss
Hz), 1.24-1.14 (9H, m) N-(2-(4-(Dietmgdami no)phenyl)benzoxazol-5-yl)b
utyramide LCMS RT= 7.24min, mil+ 352.2; 111 NMR (DMS0): 9.97 (114,

s), 8.00 (111, d, ..1 1.9 Hz), 7.95 (211, d, J 9 .0 Ifz), 7.58 (1H, d, J8.7 Hz),
7.43 (111, dd, J8.8 2.0 Hz), 6.81 (2H, d, J 9 .1 Hz), 3.44(41-1,q,.1 7.0

Hz), 2.31 (2H, t, J 7.4 Hz), 1.68-1.58(211, m), 1.15 (6H, t, .1 7.0 Hz), 0.94
@.tzh.@-neirmmm-ee%g@g@‘ RYERPIRhRNARE R, AXAERde5-Y
Opentanamide LCMS .RT= 7.84min, MIEl+ 366.0; Il NMR (DMSO0): 9.98
NS R0 (P 03635 b S TSR NS QI 70 1Byt oo 411, .
K2y, (LB24d H Add] .3 B:8,3Q6H2)1,6181 § 274l 8 HOL3H D3 A% ¢4H (01, 14,13.0

o e T

N-(2-(4-(Diethylamino)phenyl)benzo[d]oxazol-5-yl)isobutyramide LCMS

@Ti-(c&%@?ﬂﬂzMﬁéﬁ?ﬁ%h%%yb%%{&%@S%ﬁﬂdﬂi&ﬁﬁ%xﬁ&S (114, d,
119 Hz), 801 (2H,d, J 9.0 Hz) 7.65 (1H. d, J 8.7 Hz&, 7.51 (114, dd, J
SEMYRLY & BamH NN CUSP% S0 4T 5P 0 HE) Lo pbik), 851
(2H] dno)8 2. P4 18144 (1 B 4, /). NHD); (20D antindip), 8.01-7.93 (3H, m), 7.89

Wy@%@ﬁ[ﬁ;%%zol-&y Othiophene-2-carboxamide LCMS RT= 7.77min,
14+ 392.1:NMR(DMS0): 10.41 (111, s), 8.14 (IH, d, .1 1.8 Hz), 8.12

(111, dd, .1 3.8 1.0 Hz), 8.04 (2H, d, .1 9.1 Hz), 7.95 (111, dd, .1 4.9 1.0

8202 (443 kikikrbr Slnd 8 fflﬁgl)ﬁ&%ﬂdﬂax%l&?}ﬁ&@lﬁm 7.34-7.30(111,
J 7.0 Hz), 1.22 (614 t. ..17.0 HZ)

m), 6.90 (2H, d, .1 9.2 Hz), 3.51 (411 ..
S S e B S S S e o Tt 4 s
200 A09181 060 8 THG B X802 50 05659 2, N5 BT, .6/ 36hikin), M 181135 0LH; m),
y?&z%g( DMSO0): 10.71 (111, s), 8.82 (2H, d, J 9.0 Hz), 8.32-8.30 (1H,

m), 8. ? 1-1,d, J8.6 Hz), 7.90 (2H, d, J6.0 Hz), 7.85-7.79 (2H, m), 7.71
(2H, d, J8.6 Hz) N-(2-(4-C hlo roph en yl)b enzo [d]oxazol-5-yl)benza mide

ORI TGS 6M R Mg dATh BaBIYHR ISy P dffoblimhidd, 8.32 (1H,
S) 8.22}1&211 d, J 8.5§|z$ §.01-7.9%§1211 00 (o e 8 4 7H

LAMSIRTE ¢y VB 5350 N MR (DMS0): 1005 (1H,'5), 840 (21, &, 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), 7.57 (1H, dd, J
8.8 2.0 Hz), 2.37 (2H, q,J 7.5 Hz), 1.12 (3H, t, J 7.5 Hz)

N-(Z-(4-(Trifluoromethyl)phenyl)benzoldjoxazol-5-yhbutyramide

LCMS RT= 7.18min, MH"* 348.9; "H NMR (DMSO): 10.10 (1H, s), 8.40 (?H, d, J 7.8
Hz), 8.23 (14, d, /19 8Hz), 7.99 (?2H, d,J 8.2 Hz}, 7.77 (IH, d, J8.7 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-Q2-(4-(Trifluoromethyl)phenylibenzo|djoxazol-5S-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, 4, 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)



4-Chloro-N-(2-(4-chlorophenyl)benzo id] o xazol-5-yl)benzamide LCMS
RT=8.51min, M1-1+ 383.2; 111 NMR (DMSO0): 10.52 (1H, s), 8.30 (1H, s),
8.22 (214, d, J8.8 Hz), 8.03 (2H, d., J8.8 Hz), 7.82-7.77 (2H, m), 7.71

@Bl dSthdiz), 7.64 (211, d, J 8.4 Hz) N-(2-(4-Chlorop henyppeizahaso0ss
oxazol-5-y1)-4-methylbenzamide LCMS RT= 8.21min, M1H1 362.8; 111

NAIR (HMSO): 10.36 (111, s), 8.31 (111, s), 8.22 (211, d, J 8.7 Hz), 7.92
(21-1, d, 18.2 Hz), 7.78 (21-1, d, 11.3 Hz), 7.71 (211, d, J 8.7 Hz), 7.37
(211, d, 18.0 Hz), 2.41 (311,
N-(2-(4-Chlorophenyl)benzo[d]oxazol-5-yl)-4-methoxybenzamide LCMS

5 on i 30 (111,
L e T %%}*%3;87 70 (01

%’*@ BET ng@l@% %419é=9 AVERIPMED) I (NRA 43 (2H,d, J 7.8
Heyonbe @ kienzoxaznIsoy DI2-methosybenzantided, ChBHRY, 7 .8359midd, ./

B2 O A e R B o 727 v o a8
Hz) 705 (111, t, 17.5 Hz), 3.89 (3H s) WO

3;
e e B Ly

é q (11 Hd186Hz 7.96
GEME 5E: 7}4?51“%‘:%147 713(% %éﬁ@’li 198t H"%)S)a BT 644, 7 8.0
18:)) 813, 8187 (BHmS) Ne62:4h: (arommmsd;}b;ema@z (1H, m), 7.69-7.67 (2H, m),
-5-y0=4-(triflugr, n i RT=8.65min, MH1 416.7;
ﬁﬂﬂ?&y?még#?ﬁ@eﬁﬁ?@? é‘%?%dﬁlﬂ? 8.24-8.18 (4|11, m), 7.95
(2H, d, 18.6 Hz), 7.84-737 (2H, m), 7.71 (2H, d, J8.6 Hz)
KU RRN Aok Qxﬁﬁ@dgniﬁmm&é@benzam'de

RT=10. fra HI'N MSO) 10.68 (111 38)
LEMS Mﬁmé@%w TS GUPDL 0 dhoinb s Gty 5.1
D) 182 HAH7 BI-V 7B BL1eRH, ﬂﬁJ(QfDJHﬂ JIBF (B2) NAB-(41&hm77 (1H, d, J
I ylb) 0 1-5:34):4- e ide =7.78min,
NP1 2367 3 T S IomEs 10558 08 & & S % 28 (21, d.
et AL R i S I
18.9 Hz), 8.16-8.11 (2H, m), 7.90-7.82 (2H, m), 7.77 (214, d, 18.4 Hz),

&ig ek eny benzoldloxazol-5-yDacetamide

N- 2 4-Chloro Mbgnzoéd]oxazol 5-y0-2- hen)élacetam ide

L RT-WSS m, MH' 283 HNMR(1¥MS 9 (1H, s), 8.13 (2H, d, J 8.9
Hz), 8.08 (1H, d, J 1.8 Hz), 7.67 (1H, d, J 8.9 Hz), 7.47 (1H, dd, J 8.8 2.0 Hz), 7.16 (2H,

d, J9.0 Hz), 3.87 (3H, ), 2.08 (3H, s)

N-(2-(4-Methoxyphenyl}benzo[djexazel-S-yl)propienamide

LCMS RT= 5.89min, MH' 297.1; "H NMR (DMSO): 10.02 (1H, s), 8.15-8.10 (3H, m),
7.67 (1H, 4, 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),
2.36 (2H,q,J7.7Hz), 1.11 (3H,t,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, 4, J 8.9 Hz), 7.49 (1H, dd, / 8.8 1.8 Hz), 7.16 {2H,
d, J 9.0 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)



LCMS RT= 7.48min, MH+ 362.8; 1H NMR (HMSO): 10.38 (1H, s),

8.22-8.17 (3H, m), 7.75-7.65 (3H, m), 7.55 (1H, dd, J9.0 2.1 Hz),

7.38-7.24 (5H, m), 3.69 (2H, s) N-(2-(4-ChlorophenyDbenzo RI] o
X@&0kbridy13opheny Ip rop a na mid e LCMS RT=-- 7.92min, Miirtc3:063/050055
111 NMR (DMS0): 10.12 (1H, s), 8.197(2H, d, 18.8 Hz), 8.16 (1H, d, 11.8
Hz), 7.74-7.68 (3H, m), 7.51 (11-1, dd, J8.8 2.0 Hz), 7.33-7.17 (5H, m),

2.95 (21-1,t,J 7 .3 Hz), 2.67 (2H, t, J7.3 Hz),
N-(2-(4-ChlorophenyDbenzoldloxazol-S-yObutyramide LCMS RT=

7.04min, ME+ 315.1; 1H NMR (DMSO0): 10.07 (IH, s), 8.21-8.18 (3H, m),

NIB-(4 M dRbhyPheryDbdiddsclfai0s hipllda rhtat2H, t, 17.4 Hz),
1.72-1.58 (2H, m (BH, t, J 7.4 HZ)

Wf%éﬁ%éé&%ﬁé%%%&%%bd@@?{ (BVI\\/(IgO): 10.02 (1H, s), 8.13 (2H, 4, J 9.0
(R {440 hHropheayDhehab[¢lihxazdl HHQ et dnanditle’ RENS BA=7.16 (21,
7.66m| + 1.4l 1SQ); 7.(1H, ), -8.16(3:
G LR Oh P S B O R e
G492 (3H), 10425 1230 (214, m), 0.92 (311, t, J 7 .2 Hz) N-(2-(4-Ch
lorophenyObenzo Kilo xazol-5-yl)isob utyramide LCMS 14Th 7.04min,
MI1'315.1;NMR (HMSO): 10.03 (11-1, s), 8.22-8.18 (311, m), 7.74-7.67
GBit-whMeterphegyhbigrgldlgxazsl-5-ypsshugyipmide 1 14 (6H, d, 16.8
HLE)NES (RY(4- € arop My Dlen 2 H [NIRxEMEBDY D08 25, Srbb & 1d [(3idem),
T N, JM+F ; 540 )
T/ L RFRE ARSI R D et o
@R, ¢85 A2)HZ B6 (11-1, d, 13.4 Hz), 6.74-6.73 (111, m)
N-(2-(4-Chloropheny 1)b enzo o xazol-5-yOthiop hene-2-earbo xamide
LCMS RT=.7.54min, MB+ 35?.0; 'H NMR (HMSO): 10.42 (114, s),

A Mo P HR o A oS N B SRR AAR 5 5.0 1.0
HE)ME FONE §-Tnain, ) 8T8 B, 7-MANMEO (BBUB O 1 7386 (s )08 205.0 B(8H, m),
(20 Toly yPpicatinami Py n
?Mé_l?t'}gﬁ? B, .Pk.éb&@%@di%@ﬁ Pﬂfﬂ&!ﬁ‘%kﬂ@ﬂg%ﬁ RI5SRATINT on,

30.17 'H NMR MSO).lo.a’zl&lll,s’),g.l 1471’ dd, J2.1 077 Hz),
8. 7P @ ). §e7 1@ 18, 1 18,5, 187347150630 1.8 112), 8.27 (111, d, 11.6

Hz), 8.11 (211, d, J 8.2 Hz), 7.82-7.72(211, m), 7.63-7.58 (11-1, m), 7.44
S%Ei—?&%ég:yxzﬁihzeﬁﬁ) ?e’:ilis:ilfd{3}oxazol-s-yl}thiophene-Z-carbnxamide

LCMS RT= 6.54min, MH' 351.0; 'H NMR (DMSO): 10.38 (111, 5), 8.19-8.14 (3H, m),
8.05 (1H, dd, /3.7 1.0 Hz), 7.88 (1H, dd, J 4.1 1.0 Hz), 7.74 (1H, d, J 8.8 Hz), 7.67 (1H,
dd, 7 8.8 2.0 Hz), 7.27-7.23 (1H, m), 7.17 (2H, d, J 8.9 Hz), 3.88 (311, 5)

N-(2-m-Tolylbenzo|d]oxazol-5-yljbutyramide
LCMS RT= 6.67min, MH" 295.0;

W-(2-{3-(Dimethylamino)phenyhbenzo|djoxazol-5-yhbutyramide

LCMS RT= 6.62min, MH" 324.1; '"H NMR (DMSO): 10.06 (11, s), 8.13 (1H, d, J 1.8
Hz), 7.70 (1H, d, J 8.8 Hz), 7.53 (14, 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, (, /7.4 Hz)

N-(Z-m-Tolylbenzo|dloxazol-5-yDjisobatyramide



N-(2-p-Tolylbenzo Idloxazol-5-yDisonicoti namide I,CMS RT= 6.17min, MI
[+ 330.1;NMR (HMSO): 10.68 (111, s), 8.82 (21-1, d, J6.0 Hz), 8.27 (1H,
d, 11.5 Hz), 8.22 (2H, d, 18.2 Hz), 7.90 (211, d, .1 6.0 Hz), 7.81-7.72 (2H,

Rb ZedB0dlded, 18.0 Hz), 2.43 (311, s) WO PCTIGB2007/050055
2007/091106PCT/GB2007/050055 94sN-(2-p-Tolylbenzo

[djozazol-S-yDpropionamide LCMS RT= 6.34min, MEC 281.0; 111 NMR
(DMSO0): 10.03 (1H, s), 8.14 (1H, d, J 1.8 Hz), 8.08 (2H, d, J 8.2 Hz), 7.69
(1H, d, J 8.8 Hz), 751(1H dd, J8820Hz) 7.44 (211, d, J8.0 Hz), 2.42
BEVES) RT36 (@hhin, NE ' 29619), B NMBIDMSI0): 60H2) (N Zp STOI(Béndo/ 1.9

! t ; ¥ o
oL NS AT 408 o

M@%@éﬂiﬁ#%f?ﬁﬁ@d 18.82.0 Hz), 7.43 (211, d, J 8 .0 H2),
242(311 s), 2.32 (211, 1, J 7 .4 Hz), 171158(21I m), 0.94 (3H,1,J 7

R SRR B o
8.0810RTH, QSS@IHW 5848; JBW&ID?V@?MFQ Od(ﬂWIBSB &%?3?9;)7233@

@5t Al 80418 (A, (3'7*4%)2)2”341(%% bt foft 112 (0 G 1 R8(RLL, 8h-7.57
1.41-1.29 311 J7.4 Hzé -(Z-p-Tolylbenzo
Hﬁr&’z’o%%/ﬂﬁdbﬁﬁ/ bl L‘tﬁ@% RYL-8 F4hin, MW 295.1:NAIR

(DMS0): 10.00 (111, s), 8.15 (1H, d, J 1.8 Hz), 8.09 (2H, d, J 8.2 Hz), 7.69

e ARy o AR R At ° 2
KIS RaYy bSR30 5 JONMR SRR AMME LEMSSTITEH, d, J 18

*43 0 1
Zglg'ngMﬁ & }’%@ N R}(QMﬁﬁ))d& )73/ S(é?]olf%)Hi 27932(}%3(’_'1&) rﬁg 09 éléz')d 96

ieone e Gyt S0 Gt Iy 178 Gl 130018 1 41 (2H. o S0

[d]ozazol-5-ypthiophene-2-earboxamide
N-(2-(3-(TrifluoromethyDphenyDbenzo|d]oxazol-5-yhbutyramide

LCMS RT= 6.85min, MH" 349.0; "H NMR (DMSO): 10.08 (1H, s), 8.48 (1H, d, J 7.8
Hz), 843 (1H, s}, 8.21 (1H, d, J 1.9 Hz), 8.02 (IH, d, J 8.0 Hz), 7.88 (1H, d, /7.7 Hz),
7.76 (1H, d,./ 8.8 Hz), 7.58 (1H, dd, ./ 8.8 2.0 Hz), 2.33 (2H, t,J 7.4 Hz), 1.71-1.59 (2H,
m), 0.95 3H, t, J 7.4 Hz)

N-(2-o-Tolylbenzo[d]oxazol-5-yl)isobutyramide

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, 4, J 8.8 Hz), 7.57-7.40 (4H, m), 2.75 (3H, s},
2.65-2.59 (1H, m), 1.14(6H, d, /6.7 Hz)

N-(2~(2~-Chlorophenyl)benzo[djoxazol-S-y)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) |

NA(2-(2-Chlorophenyl}benzo[djoxazol-5-yl)isobutyramide



[,CMS RT= 7.15min, MR+ 335.0; 'H NMR (DMSO0): 10.40 (1H, s), 8.21
(111, d, .1 1.7 Hz), 8.11 (2H, d, J 8.2 Hz), 8.05(1H, dd, J3.8 1.0 Hz), 7.89
(1H,d, .1 4.9 1.0 Hz), 7.76 (1H, d, J 8.8 Hz), 7.69 (1H, dd, J8.9 2.0 Hz),
RafshbddoGlee) 8.0 Hz), 7.26 (1H, dd, J 5.0 3.8 Hz), 2.43 (3H, @18 007050055
2007/091106PCT/G1320071115005%995
N-(2-(4-(TrifluoromethyflphenyObenzo[d]oxazol-5-yOnicotinamide LCMS
RT= 6.49min, mir-r 383.9;NMR (DMSO0): 10.70 (1H, s), 9.20-9.18 (1H, m),
8.82 (1H, dd, J4.6 1.5 Hz), 8.46 (2H, d, J 8.1 Hz), 8.40-8.36(211, m), 8.04
(BEMS B-WHi)xliﬁ,Q‘@Hf.QES(MWMWM}Q;%IM, 8), 823 (1H, d, J 1.8
NekR 44 TriluRiOmesyARhS e szq 9xazol-Dey YW hiep HyaimiAgkGMSs 7
RT= 6.52min; 11 NIVER (DMS0): 10.80 (111, s), 8.90 (2H, d, J 6.0 Hz),
858} (2H, d, J 8.2 Hz), 8.44 (1H, d, J 1.6 Hz), 8.09 (2H, d, J 8.2 Hz),
8.01-7.93 (3H, m), 7.89 (111, dd, J8.9 1.9 Hz) N-(2 -(4-(Tritluoro methyflp

f 0 [di.o x azol-5-y. flacetamide LCMS RT= 6.30min, MI-IF 320.7;
R BB S G R RO ) 5 226 10111, m).
292 RTH, @@@szflﬁfﬁ i-ﬂ#}ﬁNB@R?(HM;S@B o053 UMY PO (GH, m),

| P4=026 (65T Hugr Dpheryiliaenzoqsio PPN A8 1,
G R a3 0 I KME (VS 10108 (T BLap.

(2H, d, J7.8 Hz), 8.23 (114, d, J 1.9 Hz), 7.99 (2H, d, J8.2 Hz), 7.77 (1H,
N8B -Llpréphérllibdnaddld S ROyiay vBmicl 1, q, J7.5 Hz), 1.12 (3H,

b

-(2 -(4-(Trfluoron n ] _
S B et AT T AR IS e g o
1930 .68 138) 8940504, ¢, FRS B9)H.2B33A (AHd, J T9142) 1 7.09.8H21d, m),
q)_gﬁﬁ;,)t’ F77 {4, d, J8.7 Hz), 7.58 (111, dd, J 8.8 2.0 Hz), 2.33 (2H, , J

z), 1.69-1.59 (21-1, m), 0.94 (3H, t, J 7.6 Hz)

N-(2-(4-(Trifluoromethyflphenyl)benzoldloxazol-5-y1l)pentanamide LCMS
RIcthe /ANCoMpbud&3N; 11-1 NMR (DMS0): 10.10 (1H, s), 8.40 (2H, d,
J7.8 Hz), 8.22 (1H, d, J1.9 Hz), 7.99 (211, d, J 8.2 Hz), 7.77 (114, d, J 8.7
Hz), 7.57 (1H, dd, J 8.8 2.0 Hz), 2.36 (211, t, J7.3 Hz), 1.66-1.58 (2H, m),
By Meipgl(34] cxeppo BstggHot diiopopylamine in dichloromethane, pyridine was

used both as solvent and base.

N-(2-Phenyloxazolo[5.4-b]pyridin-6-yDbutyramide

1.CMS RT= 5.95min, MH" 282.0; "H NMR (DMSO): 10.31 (1H, s), 8.54 (1H, d, J 2.3
Hz), 8.48 (IH, d, J 2.3 Hz), 8.24-8.21 (2H, m), 7.72-7.62 (3H, m), 2.37 (2H, t, J 7.3 Hz ),
1.72-1.60 (2H, m), 0.95 (3H, t, J7.5Hz )

N-(Z-{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 (2H1, q, J 7.6 Hz), 1.12 (3H, t, J 7.5
Hz)

N-(2-p-Teolylbenzo|dloxazel-5-yDpivalamide
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N-(2-(4-(Trifluoromethyl)phenyl)benzo [d]oxazol-5-yl)isobutyramide LCMS
RT= 7.15min, MU' 349.1; Ill NMR (DIVISO): 10.09 (1H, s), 8.43 (2H, d,

Hohizho$1a7 (114, d, J 1.9 Hz), 8.02 (2H, d, J8.2 Hz), 7.80 EHyekal87s00ss
Hz), 7.63 (1H, dd, J 8.8 2.0 Hz), 2.7242.63 (1H, m), 1.18 (611, d, J6.8 Hz)

N-(2-(4-(Trifluorornethyl)phenyObenzo[d]oxazol-5-y1)furan-2-earboxamid

e I,CMS RT= 7.15min, MH+ 373.0;:NMR (DMS0): 10.28 (114, s), 8.27

(211, d, J8.0 Hz), 8.18-8.16 (1H, m), 7.86 (214, d, J 8.2 Hz), 7.84-7.82
BCHMTRI7E 694067 (2H, A09.7. 28 NMRODNES)0 B344) 16,50 {18/ (Hd, & J 1.8

( nyl I -2y Disenigatsay
Ny ode (g oo,
G Y84 Hye. 224383k 149 (fLss).7 Hz), 8.16 (21-1, d, J9.0 Hz), 7.90 (2H,

d, J6.1 Hz), 7.77 (1H, d, J 8.8 Hz), 7.72 (11-1, dd, J8.8 1.9 Hz), 7.18

21 9O Hz 8 (3H.. s) N-(2-(4-Methoxyphenyl)benzo
%j Ziﬁizg&ggi‘;} %%é%ﬁi’e‘[@f@%@zﬁ%&g? ?ﬁqj?r?f‘ -1' 283.0: Il NMR
ESWEORT0 D23, IVE), 8223;(214*:11\11,1139?9439}:8?68 (Hi4sd 829 G, J 8.6

7 8 T ( 18 17.16 (211, d, J9.0 Hz),
?%,78%25%%63.'(7'3%),8 ;‘."74 143 9 18- B35 QolHz)y Z

N-(2-(4-Methoxyphenyl)benzo[dioxazol-5-yl)propionamide LCMS RT=
5N Bun MR 20 [ fodddNBIR) G @)idk0.02 (114, s), 8.15-8.10(311, m),

: d i i 1 ] A6.(2 .8
PSR B A S RS (SRS €% 15
Nz(2 14 Eth alxy Bhe b Betdz0 [d] aidaZol-% 3O biady rdiéd 635Gk RITZ.33-7.25

n 15 . 104321 (2405}, &1 g, 39. ,
PSR OIR o i a9 0

7.16 (2H, d, J 9.0 Hz), 3.87 (311, s), 2.32 (211, t, J 7.3 Hz ), 1.70-1.58 (2Il,
P 20894 43 Beso [ DB HL5-VWR obit9 748844 06PC T/GB2007/050055 97

et RN e P BRI RRAL  BMSBT SIS 804 (11, 4, 7 2.1
Hz), 7.56 (1H, d, J 8.9 Hz), 7.47 (1H, dd, J 9.0 2.0 Hz), 7.38-7.35 (4H, m), 7.33-7.28
(1H, m), 431 (2H, 5), 2.60-2.58 (1H, m), 1.11 (61, d, J 6.8 Hz)

N-(Z-p-Tolylbenzo|d]oxazol-4-yi)butyramide

LCMS RT= 7.54min, MH" 295.1; 'H NMR (DMSO): 10.03 (1H, s), 8.13 (2H, d, / 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 (3H, 5), 1.72-
1.60 (2H, m), 1.09 (3H, t, J 6.9 Hz)

N-(Z-p-Tolylbenzo[d]oxazol-4-yi}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 (31, m), 7.14 (1H, t, J 8.4 Hz), 2.22 (314, s), 0.94
(6H, d, J 6.8 Hz)

N-(2-Cycichexyibenzo[d]oxazol-5-yllisobutyramide



LCMS RT= 6.59min, MW 325.1; [gNMR (DMS0): 10.02 (1H, s), 8.13 (2H,
d, J9.0 Hz), 8.10 (1H, d, J1.9 Hz), 7.66 (111, d, J 8.9 Hz), 7.49(11-1, dd, J
8.8 1.8 Hz), 7.16 (211, d, .1 9.0 Hz), 3.87 (311, s), 2.34 (2H, t, J 7.3 Hz ),

146Psdy B {2k-1, m), 1.41-1.29 (211, in), 0.92 (311, t, J 7.5 HA)er/cB2007/050055
N-(2-(4-Metboxyphenyl)benzo[clioxamal-5-yl)isobutyramide LCMS RT=
6.19min, Mfr 311.1; Il NNfR (DMS0): 9.98 (11-1, s), 8.15-8.11 (3H, m),

7.66 (111, d, J 8.9 Hz), 7.51 (111, dd, J 8.8 1.8 Hz), 7.16 (2H, d, .1 9.0

Hz), 3.88 (311, s), 1.13 (611, d, J 6.9 Hz)

NS RTetb dyp he W) B 20 [ TToXAER (6B urah 52-6dfb dxamTdd A.OME 7.56
@Eﬁ &y @Hﬁgaﬁ’!k}}sﬁz}i#!&é\l‘}&% @Mé )3 .b‘?é.@fgﬂ{%’ ), 805331 m),
H, m), 7.96 (1H, dd, J 1,8 0.8 Hz), 7.72 (2H, d, J 1.2 Hz),'7.36(11-1, dd,

3808 10 P 731 7d QY00 A 8. 731, b | 5B £01L A1 H 8 3B
(31-1, s) N-(2-(4-Methoxyphenyl)benzo [di oxazol-5-Athiophene-2-ca rbo
i MS RT= 6.54min ' 351.0: JIl NMR (DMS0): 10.38 (111, s),
él?i@?%%’fli" ﬂ‘?ﬁw“f“g‘%%v?fﬂj%ﬁ}%%ﬂ‘?ﬁ z), 7.88 (1H, dd, J4.1 1.0 Hz),
1OMEA RI=<6.7 oY) 7287.21 JE Na@R IS B QIO 49 T12%-9.2840L H Finy, J 8.8

2 435 (111882, 3 PRkl 035, 29 (2H, 1, J 7.6 Hz ), 2.11-
N el Dl SR R AT B i 2

24% O 1- (EDimetiiamidahpt b PRSIy Btyramide
LCMS RT= 6.62min, M11+324.1;NMR (DMSO0): 10.06 (114, s), 8.13 (111,

, 7.70.(111.d,.78.8H ) 1-1,dd. .1 8.8 2.0 H2),
gL PRh e trow Hig A Sttt 1) 2 0 Tk L)
LOMS BIEH, i 0MH (315, % "H NMRIPMEO): 10.11 (1H, 5), 8.23 (1H, d, J 1.7

7. 6 / = 0:64/ O
%%ﬁ%’f%ﬁm%%ﬁ%%%%%%@%%%Zﬁ%’??@%%5‘%%}?3%8;%%J
&, 217171760 4 @F’B“ﬁgz%, 2y A48T trl)o-8 Hadol 54 (eHa i3
(314, s), 1.14 (611, d,./ 6.8 Hz)

-(2-(3-(Trifl hyl 1 icli I-5-ypisobut ide LCMS
A D R i s o 8 515,45
AMISRTS.03%mi4, BJHE 29901 FH SR OMBOT. 90.00 §5(1 31 §AY-&2372H, m),
GLsLe 97 B2 h 7082 -2 &40 35Q3KL Ad, 83758 HZ), 146%46H:, I 5.7

J6.8 Hz .
ﬁ?@zzfégtéﬁﬁé}ml%ilng)'rgﬁré[n‘grdk?é%%{d]oxazol-5-y|)isobutyramide LCMS
RT= 6.59min, MI-1+324.1;1H NMR (HMSO): 10.01 (111, s), 8.15 (1H, d,

18H2.T o&ymg 188 H7) 755 (111 dd. 188 2.0 Hz), 7.49-7.37
e e T e
FEYISBT= 7.55min, MH" 349.5; 'H NMR (DMSO): 10.03 (11, 5), 835 (111, &, J 1.9
HZ), 8.21 (IH, dJ19 HZ), 8.15 (IH, d,J8420 HZ), 7.89 (IH, d,J84 Hz), 7.74 (IH,
d,J8.9 Hz), 7.58 (]H, dd, J 8.9 2.0 Hz}, 2.67-2.60 (IH, m), 1.14 (GH, d,J6.8 Hz)

N-(2-(5-Chloropyridin-2-yl)benzo[d]oxazol-5-yhisobutyramide

LCMS RT= 5.95min, MH" 316.0; "H NMR (DMSO): 10.05 (1H, s), 8.86 (14, d, J 2.1
Hz), 8.35 (1H, d, J 8.5 Hz), 825 (1H, d, J 1.7 Hz), 8.19 (1H, dd, / 8.5 2.4 Hz), 7.77 (1H,
d, J8.8 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-Dichiorophenybenzo [djoxazol-5-yD)isobutyramide



N-(2-(3-(Trifluoromethyl)phenyObenzold]oxazol-5-yObutyramide LCMS
RT= 6.85min, MI-1+349.0;1H NMR (HMSO): 10.08 (111, s), 8.48 (111, d,
J 7.8 Hz), 8.43 (111, s), 8.21 (111, d, .1 1.9 Hz), 8.02 (111, d, .1 8.0 Hz),

W34 ldodagl 7.7 H2), 7.76 (114, d, J8.8 Hz), 7.58 (111, ddpd§;8 @2k 7/050055
Hz), 2.33 (2H, t, J 7 .4 Hz), 1.71-1.59¢211, m), 0.95 (311, t, J 7.4 Hz)

N-(2-o-Tolylbenzo [d]orazol-5-ypisobutyramide LCMS RT= 6.62min, war
295.1;111 NMR (HMSO): 10.00 (1H, s), 8.19 (111, d, J 1.9 Hz), 8.12 (114,
dd, J7.4 1.5 Hz), 7.71 (111 d, 1 8.8 Hz), 7.57-7.40(411, m), 2.75 (314, s),
36348 5+ 718 3mjn,IMU (848, 1, B SIWIRAPMSO): 10.05 (1H, s), 8.23 (1H, d, /19

p enzpl z tyE T-
6. 4)2ﬁn W%Fg Mlli ﬂnﬁ%ﬁ%@s%%g%ggg ?1??@)9 Ig%l\g%ﬁlrg{} SlH i

)26 1) 2168 %féoﬁ%@BIHf)(@H?é F&81H m), 2.34 (2H, t, J 7 .4 Hz),
1.71-1.59(211, m), 0.95 (311, t, J 7.4 Hz) WO

A ot g s DI G e 7.
L%MS)W#@?OBQ@W n3)18296 21‘@8&@1%9}1 lﬂDGGHHdSDG A, d, J 1.8

heny! 2. 7.63-
O O e L ey S B 18

758 GRS @ . i Ié‘ (6% BLP P, 2.62-2.58 (114, m), 1.14
(6H, d, J 6 .8 Hz) N-(2-(3-chlorophenyl)benzold]oxazol-5-y1)butyramide

RT= 6 1 NMR (DM50): 10.07 (114
g‘F @gtﬁ‘ﬁ‘f e“’ﬁ“y"?‘g"ﬁ'};’j}éfﬁ%‘ﬁr% (1H, <)z| 18.8 2( 0 Hzi) 233
a3, R%%sznm,m SO PHHN VOO MBI0Y; 392 i) MetiBA(BE d, J 1.8
gmporngs H) Ag Methofl 3/ excrptinsteasof dijsepropylaming in 23-7.16

dic Ioromethane 6%/rldlne was used both as solvent and base.

KB Phryiox L6134 bigyhtirte bl ramide LCMS RT= 5.95min,

M14- 282.0; IH NMR (DM50): 10.31 (114, s), 8.54 (1H, d, J2.3 Hz), 8.48
f}dff%ef l‘éfé%ﬁhm 8@%&?@%‘4 gn’% %uﬁ'?r%lzn (341, m), 2.37 (2H,t, /7.3
LCMS RT= 6.23min, MH" 309.1; "H NMR (DMSO): 9.93 (1H, s), 8.06 (1H, d, J 1.9
Hz), 7.54 (1H, d, J 8.8 Hz), 747 (1H, dd, J 8.8 2.1 Hz), 7.36-7.32 (4H, m), 7.30-7.24
(1H, m), 4.51 (1H, q, J 7.1 Hz), 2.65-2.57 (1H, m), 1.71 (3H, d, J 7.2 Hz), 1.12 (6H, d, J

6.8 Iz)

N-(2-(2,5-Drichiorophenyl)benzo[d]oxazol-5-ylisobutyramide
LCMS RT= 7.10min, MH" 349.0; "H NMR (DMSO): 10.11 (1H, s), 8.31 (1H, d, J 1.8
Hz), 8.25 (14, dd, /2.4 0.5 Hz), 7.83 (2H, d, /8.7 Hz), 7.80 (1H, dd, J 8.7 2.5 Hz}, 7.67
(1H, dd, /8.9 2.0 Hz), 2.74-2.64 (1H, m), 1.20 (6H, d, J 6.8 Hz)

WN-(2-(Z-Chloro-4-fluorophenyl}benzoidjoxazol-5-yilisobutyramide

LCMS RT= 6.59min, MH" 333.0; "H NMR (DMSO0): 10.05 (1H, s), 8.30-8.20 (2H, m),
7.77-7.73 (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-(Z-(2-Chloro-6-flucrephenyl)benzofd]oxazol-5-yl)isobutyramide



N-(2-(4-Ch lorophenyl)benzo id] oxazol-5-yppropionamide LCMS RT=
6.54min, MI1301.0;NMR (DM50): 10.07 (114, s), 8.21-8.18 (311, m),
7.73-7.67 (311, m), 7.53 (114, dd, J 8.8 2.0 Hz), 2.36 (211, q, .1 7.6 Hz),

Wekbatecl 7.5 Hz) N-(2-p-Tolylbenzoldloxazol-5-yl)pivalaspige g6 nsoess
2007/091106PCT/GB2007/050055 1@0 LCMS RT= 6.94min, MR 309.1; IlI

NMR (DMSO0): 9.36 (1H, s), 8.13 (111, d, 11.8 Hz), 8.09 (21-1, d, 18.2 Hz),
7.69 (1H, d, 18.8 Hz), 7.61 (1H, dd, 18.8 2.0 Hz), 7.43 (2H, d, 18.0 Hz),
2.42 (311, s), 1.26 (91-1, 5)
RCMERTHGaPhinMbBeAbd[ AR PHESRIaHNas (B RIE (11B8HiR].9

"14;;17*8%2?9731 il ﬁ%@‘gﬁ? B9, A1 e P2, (011 6 3&8 7). H11.14
&ﬁ J 1. 7 Hz) ' 74-7.62 (4H, m), 1.26 (911, s) N- (2 Benzylbenzo

@ 1)butyram|de LCMS RT=5.98min, MH+ 295.1; "11 N1VER
(DMSO) 9.97 (114 s), 8.03 (114 d, 11 8 Hz), 7.56 (1H, d, 18.7 Hz), 7.44

L
N‘?méﬁ‘?‘y@éméﬁé wi)ls‘ém@m%moawmaﬁhsme(m m),

3%53 tird d, ')“é/ERﬂmjﬂSﬁh %19;3 §13%,500:8 944 1, 8a 128% U@HZ 64#'('}14
89Hz)§747 20Hz) '38-7.35 (4H, m), 7.33-

(EH’ § L9 B 3146469 %81' ?@8‘(1‘%% 2/P17®#), d,16.8 Hz)
N-(2-p- TonIbenzo o xazol 4-yl)buityramide LCMS RT= 7.54min, Ml-e

" 11.d, 18.2.Hz), 8.03 (11-1,
S eats R ‘%ﬁl?%ar Bt Lain i
LGM@ZHTW Py BIHI 3836 m(mswwwmdm, 8.28-8.21 (2H, m),

igyMl odl; R
e R ICSTS M S

7.28-7.23 (311 m), 7.14 (lll, t, 18.4 Hz), 2.22 (314, s), 0.94 (611, d, 16.8
WNZ2-(2-Chlore-5-fluorophenyl}benzo[d]oxazol-5-yl)isobutyramide

LCMS RT= 6.54min, MH" 333.1; "H NMR (DMSO): 10.07 (1H, s), 8.25 (1H, d, J 1.9
Hz), 7.99 (1M, dd, 7 9.2 3.2 Hz), 7.80-7.75 (2H, m), 7.63-7.52 (2H, m), 2.68-2.59 (1H,
m), 1.14 (6H, d, .7 6.7 Hz)

W{2-{4-Chlorephenylibenzo|djoxazol-5-yDeyclopentanecarboxamide
LCMS RT= 7.52min, MH" 341.0; 'H NMR (DMS0): 10.08 (1H, s), 8.20-8.16 (3H, m),
7.73-7.66 (3H, m), 7.55 (1H, dd, / 8.8 2.0 Hz}), 2.85-2.75 (1H, m), 1.93-1.57 (8H, m)

N-(5-Chloro-2-{4-chlorophenyl)benzo|d]oxazel-6-yhisobutyramide
LCMS RT= 8.10min; "H NMR (DMSO): 9.59 (14, s), 8.20 (2H, d, J 8.8 Hz), 8.12 (14,
8), 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|dloxazol-5-yl)isobutyramide

LCMS RT= 538min, MH" 289.0; "H NMR (DMSQ): 9.95 (1H, ), 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)



WO 2007/091106PCT/GB2007/050055 101 I,CMS RT= 6.48min, M1-1+
287.1; 111 NIVIR (CDCI3): 7.82 (114, d, 1.7 Hz), 7.66-7.56 (111, m), 7.46
(111, d, J8.8 Hz), 7.30-7.25 (1H, m), 3.07-2.97(111, m), 2.65-2.53 (111,

Wo 20860311 (2H, M), 1.97-1.72(511, m), 1.56-1.37 (3H, M), Acq&:4§bHoso0ss
J6.8 Hz) N-(2-Cyclohexylbenzo [(go x@&ml-5-yObutyramide I,CMS RT=
6.51min, MN+ 287.2; lll NMR (CDCI3): 7.69 (1H, s), 7.45 (1H, d, .1 8.8

Hz), 7.33 (1H, d, J 8.8 Hz), 7.16 (11-1, s), 2.93-2.83 (1H, m), 2.29 (2H, t,
J7.6 Hz), 2.112,06 (211, m), 1.83-1.57 (611, m), 1.43-1.18 (4H, m), 0.95
(HNZ{3&%@%@(@1@0@@1@}%@@%%@mpanecarbexamjde

BTN S 4
J

2144 Ciz’j 1 ?%)(18111) Yol$A 2P Xﬂ-ﬁ%%fb%%%)” ?%H
@, sdoiidy87752 Qi 2d, 2. 84(1.8 1z, U -BMZ) 11l shy} (&2-0.76,(d6,8riZ)
N-(2-(4-Fluorophenyl)benzo Iclioxazol-5-ypisobutyramide LCMS RT=
6.39min, MB+ 299.0; TIl NMR (DMS0): 10.00 (111, s), 8.27-8.23 (2H, m),
NAB-BA /e ndphenyFueaz(l¢ o xhzdl-8-Blldp)iop o (ddaihexdBide2 0 Hz),

1684287 do3 it A9 3. 50 Kk (ﬁ@@@%“l@%(ﬁ{ Js‘i 8. W%m dd, J1.7
‘ﬂésé] 4- chhloropheny;benzo [cIJoxazoI -5-y @%lsobut yramide L RT=

¥ @ 3407541 7 KAWE- BNI56)H1h D85 @H: &78 3514, 7&4 iiﬁf gld,
197) 1 8. 2k )(11186-0.78 (119, Inhz) 0B5LB. b1, +d)8.4 2.0 Hz), 7.89 (1H,d, J 8 .4
Hz), 7.74 (1H, d, J 8.9 Hz), 7.58 (1H, dd, J 8.9 2.0 Hz), 2.67-2.60 (lll, m),
1.14 (614, d, J 6.8 Hz) N-(2-(5-Chloropyridin-2-yl)benzo Id] o
XSk 3y Pisbinrgp hemitineizC NS RAH-&- G mipntitimid16.0; "11 NMR

(ﬂﬁﬁ@)ﬁ%ﬂ 950511«1& ‘ﬁ M (Mih'sb)l ??elzk*@HS s%%%h*(%%@ <l *r'é)H@)Z@ 1

2( 1.7 Hz zg éz 3 7.7 7

1H; 6‘31 188100 By é%fé é‘i (ﬁh In%)Hi 14860 H; %}%8677”%) W@H &7
RQ0ANHI1496RLC T6BROAHRH0RE71081 1 EViR) RTi# BR3MING BHL]L 348.7,
111 NMR (DMSO0): 10.05 (1H, s), 8.23 (111, d, J1.9 Hz), 8.15 (2H, d, J2.0
Hz), 7.92 (111, t, J2.0 Hz), 7.75 d, J8.8 Hz), 7.60 (1H, dd, J 8.9 2.0 Hz),
Nd8-Gabilucnemethoayjphandibes dioxnegP 2 sthskioropienyl)benzo

[Ecaxgaet=-ypisah o amite b R1508- '£} MHES 248 J@Wi . 8.20
%DMSO 10,04 (1H, s), 8.24 (111, d, J1.8 Hz 11%3611 dd, J79 %H

184141 3d17367174 @8 AP -1 3EH 87259 (3H ), ”4(
2,70:2.58)(111, m), 1.14 (611, d, J 6.8 Hz)

N-(Z-Cyclopentylbenzo[d]oxazol-5-yllisobutyramide

LCMS RT= 5.23min, MH" 273.0; 'H NMR (DMSO0): 9.93 (1H, s), 8.01 (1H,d, J 1.8
Hz}, 7.57 (1H, d, J 8.7 Hz), 746 (1H, 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; ' NMR (DMSO): 1031 (1H, ), 10.11 (14, 5), 8.13-
8.08 (3H, m), 7.82 (2H, d, .J 8.7 Hz), 7.68 (1H, d, J 8.7 Hz), 748 (1H, dd, J 8.8 2.0 Hz),
2.11 (3H, s), 2.08 (3H, 5)

N-(Z-(2-Chloro-3-(trifluoromethyi)phenyl}benzojd]oxazol-5-yl)isobutyramide



N-(2-Phenethyl benzo [dloxazol-5-yl)isob utyr amide LCMS RT= 6.22min,
MH+ 309.1; 11-1 NMR (DMSO0): 9.92 (1H, s), 8.03 (1H, d, J1.8 Hz), 7.57
(111, d, J 8.8 Hz), 7.46 (1H, dd, J8.7 2.0 Hz), 7.29-7.27 (414, m),

%e3nubAS (i1, m), 3.21-3.10(411, m), 1.12 (611, d, 36.7 HZ) pcricB2007/050055
N-(2-(1-Phenylethyl)benzo [clio xazale5-yl)isobutyramide LCMS RT=

6.23min, Milt 309.1; 111 NMR (DMS0): 9.93 (111, s), 8.06 (1H, d, J1.9

Hz), 7.54 (111, d, J 8.8 Hz), 7.47 (1H, dd, J8.8 2.1 Hz), 7.36-7.32 (411,

m), 7.30-7.24 (1H, m), 4.51 (1H, q, J7.1 Hz), 2.65-2.57 (1H, m), 1.71 (311,
GO RS, 61’1’@@68% 8B H&NM@%Q?CH%%&&EM)B&%H dd, /8.1

[ | sgb d T35l
Cgg¥ e e BT e s ARON

(DM
S0t (Uih o) Bl (L 248 P 825 (111, dd, 92.4 G H),
2.0 Hz), 2.74-2.64(111, m), 1.20 (6H, d,J 6.8 Hz)

ro-4-fluor hen enz az Dis butyramlde LCMS
81& %%Célm?‘r?“% e ‘%P %[%/@6 ?l‘b ‘i s), 8.30-8.20 (2H,
wm&wm@mmﬂf B @M IHMRJ @)M@@)th 2?) 6y sa,ssauumi J2.0

2658s3 % (1 mh 3 (811, ﬂHJcﬁi%lslébW@;) 7 88 (IH d J 8.5 Hz), 775 (1H
07/091106PCT/6BZOO7/050055 103 n, MI-1+ 333

iH’ RO 6)H18%3 (1) 5 )822%8(21 ?9 (b”sff)g 114?)@*86 754 ‘(%11

m), 7.64-7.60 (2H, m), 7.57-7.50 (111, m), 2.68-2.58 (1H, m), 1.14 (611, d,
3 2foropher enza I] oxazol-5-yDisob utyra
ﬁ?zﬁé‘i@fg‘ 6’%&??%“[% ﬁf??é% ixsljr? eﬁiMR (DMS0): 10.06 (1H, s),
EGVIS RE¢ 44 Smijn. 8 (301 HM@MW)F TR (410988 A, 5.6027
glﬂrldédj%%% 2.Q1bAz R 7oA 161 1 A1 8.06 18082112 86-2.080 (kL 1e, 8.6 11z),

&7%7(611 d, 16,7 Hz
(

2%%68&%%@%%%%&&{6 okdZdEB:fbisobutyramide LCMS

RT= 6.69min, MH+ 333.1; 11-1 NAIR (DM80): 10.05 (1H, s), 8.28-8.21

IR RR s e o

é&&‘!ﬁl%fy’[ﬁééﬁuw#‘éﬁléé&_% GHHEN, 1Mﬁﬁb(§ées)1 1930 (NL\PIRE. 15-

VBN 904413, 8) /8236 116t (Hl-@ HR) 190132 11dddd U2 8.-29 1),
7.80-7.75 (211, m), 7.63-7.52 (211, m)Hz .68-2.59 (1H, m), 1.14 (611,
asﬁz;mg m) 2.11 (34, s, 113 (61, d, 76.9

N-(2-(Naphthalen-2-y)benzo[d]oxazol-5-yl}isobutyramide .
LCMS RT= 7.10min, MH" 331.1; "H NMR (DMSO): 10.04 (1H, s), 8.84 (1H, s), 8.28-
8.12 (4H, m), 8.07-8.03 (1H, m), 7.76 (1H, d, J 8.9 Hz), 7.77-7.62 (2H, m), 7.58 (1H, dd,
J882.1Hz),2.64(1H,t,/7.4Hz), 1.15 (6H, d, J 6.9 Hz)

N-(2-(Maphthalen-2-y)benzo|d]oxazol-5-yl)thiophene-2-carboxamide

LCMS RT= 7.47min, MH" 370.8; "H NMR (DMSO): 10.44 (1H, s5), 8.86 (111, s), 8.30-
8.14 (4H, m), 8.08-8.04 (ZH, m), 7.89 (1H, dd, /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-(Z-(Naphthaien-1-y)benzo[djoxazel-5-yllisobutyramide



N-(2-(4-Chlorophenyl)benzoldloxazol-5-Acyclopentanecarboxamide
LCMS RT= 7.52min, M1-1+ 341.0; 111 NMR (DMS0): 10.08 (111, s),
8.20-8.16(3H, m), 7.73-7.66(311, m), 7.55 (111, dd, J 8.8 2.0 Hz),

@prdp{dek-1, m), 1.93-1.57 (8H, m) _ PCT/GB2007/050055
N-(5-Chloro-2-(4-chlorophenyl)benzaudl oxazol-6-yDisobutyramide LCMS

RT= 8.10min; in NMR (DM80): 9.59 (1H, s), 8.20 (211, d, 18.8 Hz), 8.12
(1Ff, s), 8.02 (1H, s), 7.71 (211, d, 18.6 Hz), 2.84-2.73 (111, m), 1.16

(611, d, J 6.8 11z) N-(2-(Tetrahydro-2H-pyran-4-yDbenzo

IENBL8 RS HDisohudramid &: ENSIR TR SBnil). M1 H2BD gMYIER, 7 8.2
M)z 498 L 1h, 5% 804411 % 1 fﬂ{r, H7),. o183, 6rb- 8o 1818 Ha), 87148 09
(111, dd, J 8.8 2.0 Hz) 3.95-3.888é‘2 1, m 3.47-3.4% H, m), 2.64-2.55
(@] 83:066.(69 (2460 IE.gl8Y $8 (2 Hring, P22t d 865N, &, 7
WOH§07/091106PCT/GB20071050055 104
N-(2-(3,4-Dichlorophenyl)benzo [di o xazol-5-Acyclopropanecar boxamide
LCMS RT= 6.99min, MW 348.8; 111 NMR (HMSO): 10.45 (1H, s), 8.30
MR- (RipdeneHzY N8 epso(tle rdzd 15y Hisgbetioride dd, 18.4 2.0 Hz), 7.86
{Ehvid 28-4H458hi. Aot Hs g 18 NRE, DR b 6389, 2042k 4, /8.5
1.81-1.74 (IH, m), 0.82-0.76(411, mc} N-%%X-Chloro%henyl) enzo [(Ho
Hoh Sy dobiob Arberb b OIS W SRR LE 61 6,55
HANMBTHMSR)in] 2 53-¢1561(18), :8)27. 13 t411)d, J d87Ay), 8.18 (2H, d,

18.7 Hz), 7.74 (1H, d, J 8.7 Hz), 7.68 (2H, d, 18.7 Hz), 7.44 (1H, dd, J 8.7
1.9 Hz), 1.86-1.78(111, m), 0.85-0.80 (4H, m)

N-(2-(& M diohimapiibeipoB el dibdlexard-§ybblbugranmideLCMS RT=
1,0hRiIRTE NMR:ADMIE0)619, 24 Kdnt. BvidS4: (ds nlilﬁf £7.8l, so8
111,dd, 17.91.6 Hz], 7.92 (1H,dd,J8.115 IIz@?.S (1H,d, 18.7 HZZ,
%ﬁb%&h,@%%‘dﬁz"), £ Bk G Ped7 -8 Fig) 508118k (B s 1A (1IH.

GBI HHLR.8.562)1H, dd, J 8.8 2.0 Hz), 7.46 (1H, d, J 2.3 Hz), 7.29 (1H, dd, /8.8 2.5

~(23(4(Trifluorome he old] Is5-yuisobutyramide
AR AR BRI (VR SR T 5 532 (avr 63 0.0
Hz), 8.20 (1H, d, J 1.9 Hz), 7.74 (111, d, J 8.9 Hz), 7.63-7.55 (31-1, m),
R08:-Bhdmidniihthaléh 81 B Mot s GrRybapRiibenzo
%Ilorazol-S-)éDlsobut ramide

CMS RT=1%.13min, 411.1; "H NMR (DMSO): 10.06 (11, s), 8.86 (1H, s), 8.36
(1H, d, J 1.7 Hz), 831 (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, /6.8 Hz)

N-(2<(Quinolin-3-yi}benzoe|djoxazol-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 (211, 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 (11, m), 1.15 (6H, d, /6.9 Hz)

N-(Z-(Qui_nolin-z-yl)benm [d]oxazol-5-yljisobutyramide
LCMS RT= 6.28min, MH" 332.2; '"H NMR (DMSO): 10.09 (1H, 5), 8.64 (1H, d, J 8.4
Hz), 8.45 (1H, d, J 8.5 z), 8.32 (1H, d, J 1.8 1z), 8.22 (1H, d, /8.7 Hz), 8.13 (1H, dd, J



LCMS RT= 5.23min, MB h 273.0; 1H NMR (HMSO): 9.93 (1H, s), 8.01

(1H, d, J 1.8 Hz), 7.57 (1H, d, 18.7 Hz), 7.46 (1H, dd, J 8.8 1.8 Hz),
3.42-3.39 (1I-1, m), 2.61-2.57 (1H, m), 2.15-2.04 (2H, m), 1.95-1.87 (2H,

R d0d85d1 8% (4H, m), 1.12 (6H, d, 16.8 Hz) N-(4-(5-Aceta migloRenaty/as00ss
[dioxazol-2-yOphenyl)acetamide LCMS RT= 5.08min, MW 309.9;NMR
(DM80): 10.31 (111, s), 10.11 (111, s), 8.13- 8.08 (311, m), 7.82 (211, d, J
8.7 Hz), 7.68 (1I-1, d, J 8.7 Hz), 7.48 (HI, dd, 18.8 2.0 Hz), 2.11 (3H, s),

2.08 (3H, s) WO 2007/091106PCT/GB2007/050055 105 LCMS RT=

8.7 9RiHzinit. B8 3 1t KAVIR(D FAB0Y. 7800 0, (17 S 6.H0dd 1718.818,00FB.) 2L63-2.60

), ggzz (3}6udy FAdSH7), 8.14 011, dd, J7.9 1.3 Hz), 7.82-7.77 (2H,
m), 7.62 (111, dd, J8.8 2.1 Hz), 2.66-2.61 (111, m), 1.14 (614, d, J 6.8 Hz)

N-(2-(3,4-DichlorophenyDbenzo oxazol-6-yDisob utyramide LCMS RT=
NEZrC ol n3 48t PHVibh R 5 012053k db ey BB 161 14, d, J 2.0 Hz),

T G A NG RR L T GR
HA4 461424, ¢, 6 BHAPNT(S (NHpttHAEH2)yNb21Hd, dd, J 8.8 2.1 Hz), 7.47 (2H,

] ) i  RF= in, 4R 1; ):
iw’lo%)ésé%:IL %@3%?%@?}7% 5?%%‘?5’?"8”5?555’ zgﬁ%z I\%Filis[e%glligrﬁr)ég

810%6-8.03 (111, m), 7.76 (114, d, J 8.6 Hz), 7.71-7.63(211, m), 7.54 (141,
dd, J8.8 2.1 Hz), 2.17 (341, s) N-(2-(4-A eeta mido ph enyl)b en zo Id]

5. butyra mi RT= 5.52mi 111+338,0: 1ff NMR
ﬁ%&f%ﬁ%ﬂ% O RS g e AU L Gy i DRGTS  1
/MR TS0, B30 X 1817 D07 G21 (31T, Hd(1H,8)8 179 HiD, dd, J 8.1 1.7 He),
3.6¢4 %?fﬁ%(,lﬂiks My 274 @i aSh da%3,§64 40 $orl Q)9 23R N62YaRy, 1.15 (61,

hthalen-2-yl)b enzo [d]oxazol-5-yDisob utyramide LCMS RT= 7.10min,
MHSBEA:NMR (DM50): 10.04 (141, s), 8.84 (111, s), 8.28-

N-(2-(Faran-2-yl}benzo[djoxazol-5-yi)isobutyramide

LCMS RT= 5.75min, MH" 271.1; "H NMR (DMSO): 9.95 (1H, s), 8.08 (1H, d, J 1.8
Hz), 8.01 (14, dd, J 1.7 0.7 Hz), 7.62 (1H, d, J 8.9 Hz), 7.47 (1H, dd, J 8.9 2.0 Hz), 7.39
(1H, dd, /3.5 0.7 Hz), 6.75 (1H, dd, J 3.5 1.8 Hz), 2.60-2.50 (1H, m), 1.07 (6H, d, /6.8
Hz)

N-(4-(Naphtho[1,2-d]exazol-2-yi)phenyl)iscbutyramide

LCMS RT= 7.49min, MH™ 331.1; "H NMR (DMSO): 10.22 (1H, s), 8.45 (1H, d, J 8.1
Hz), 8.22 (2H, d, J 8.7 Hz}, 8.13 (1H, 4, J 8.5 Hz), 7.98 (2H, 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 (24, d, /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)



8.12 (414, m), 8.07-8.03 (114, m), 7.76 (1H, d, J8.9 Hz), 7.77-7.62(211,

m), 7.58 (114, dd, J8.8 2.1 Hz), 164 (114, t, J7.4 Hz), 1.15 (6H, d, J6.9

Hz) N-(2-(Naphthalen-2-yObenzo[d]oxazol-5-yl)thiophene-2-earboxamide
VhaoRdTids4 7min, WM+ 370.8; IR NMR (DM50): 10.44 (118s8): 88050055
(111, s), 8.30- 8.14 (411, m), 8.08-8.0%(211, m), 7.89 (1H,dd, J5.0 1.0

Hz), 7.83 (1H, d, J 8.8 Hz), 7.76- 7.64 (311, m), 7.28-7.25 (1H, m) WO
2007/091106PCT/6B2007/050055 106 LCMS RT-= 7.25min, MFI-1 331.2;
111 NMR (HMSO) 10 07 (IH,$), 9.42 (114, dd, J8.2 0.7 Hz), 8.45 (1H, dd,

& BACSuashatdd 18, J 1.9 Hz), 8.26-8.21 (1H, m), 8.13-8.09 (1H, m),
781766(4H m) 761(1H dd, J8.8 2.1 14z), 2.70-2.61 (111, m), 1.16
(61-1, d, J 6.8 Hz) N-(2-(Biphenyl-4-yl)benzo [dloxazol-5-yOisobutyramide
VesNYEsthor=3, 5eRt, G 35 iRy s Mieming 6 shchiaremshanoepppidine in
Giicl8droehB2Q4kkbad, J 2.0 Hz), 7.94 (214, d, J 8.6 Hz), 7.82-7.78
(21-1, m), 7.74 (111, d, J 8.8 Hz), 7.58-7.41 (414, m), 2.68-2.59(111, in),
1.15 (611, d, J 6 .8 Hz)

NN-2-(B-Riethaphyamaphtwatd diexyddb@hbfdionarde5-y 1)isobutyramide

Riy36L S 1 5
RIS eI (A

ii (H1rle/ B3y 061 16, 19 7342547 @6{(1@12&& @ge} 70 %?i)ﬂ L71-
71 46 (31 i), d.943331H7), 7429-4114, dd, J8.8 2.5 Hz), 3.93 (314, s),
2.68-2.58 (1H, m), 1.15 (614, d, 6.8 Hz)
N-(2-(6-Bromonaphthalen-2-yDbenzoldioxazol-5-yDisobutyramide LCMS
RF2-8218mirg sy bento e MRS DIKYIOEE¢11-1, S), 8.86 (114, s),
20 K ol A1 3 140 RSB BPALIAL 0 J0s3 ),

818((% J'8.9 Hz) 813%111 d 7 Hz), 7.80

ELY fbé%wm)%z’fe@ TEg g 16414, ésﬁéﬂsoﬂa)ﬁf @ﬁzﬁs (2H, m),
N-{2-1@81ineljm3-yRbesrod di @saz9)-5-yHisobutyr amide LCMS RT=
6.24min, m-Ft 332.2; 111 N1VIR (HMSO): 10.08 (1H, s), 9.62 (111, d, J

2.1 Hz), 9.22 (1H, d, J 1.9 Hz), 8.29-8.24(211, m), 8.15 (111, d, J 8.6 Hz),
Na3-@Iuaephenybpsaoldicrzol5wi)butpatide dd, J 8.8 2.2 Hz),

1 .
2‘;%%%% %@’g’ ot s RIS B o e 4 T '

}-38%9 e 1v; §)0%’%917(i1f1 ’6)072? 94(|—|IE) B A8 { D P/ THAT m),
8 8z 7(1{31(,23 ), 8.b&2)218, 227 (LI, J&T- 1) (Bl 3 1100 @t 1, J 7.4 Hy)

N-(2-{3-FluorophenyDbenzo]dlexazel-5-yljisobutyramide

LCMS RT= 6.37min, MH" 299.0; '"H NMR (DMSO): 10.08 (11, s), 826 (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]dioxcl-5-yD)benzo|d]oxazol-5-yHisobutyramide

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, J8.2 Hz), 6.24 (2H, ), 2.72-2.65 (1H, m}, 1.19 (6H, d, J 6.9 Hz)

Ethyl 2-{4-chlorophenyhbenzo[d]oxazol-5-ylcarbamate



WO 2007/(191106PCT/GB2007/050055 107 8.5 0.9 Hz), 7.94-7.84 (2H,

m), 7.78-7.73 (1H, m), 7.63 (1H, dd, J 8.8 2.0 Hz), 2.69-2.60 (111, m),

1.15 (614, d, J6.8 Hz)
N-(2zed7em6lRhexylphenyl)benzo[d]oxazol-5-yl)isobutyramide sdgMB Rk mz0053
8.87min, WC 363.3; Il NMR (DMS0)140.00 (111, s), 8.15 (1H, d, J 1.9

Hz), 8.11 (2H, d, J 8.4 Hz), 7.69 (1H, d, J 8.7 Hz), 7.53 (111, dd, J 8.8 2.1
Hz), 7.47 (2H, d, J 8.3 Hz), 2.67-2.58 (214, m), 1.84-1.71 (5H, m),

1.52-1.23 (511, m), 1.13 (611, d J 6.8 11z) N-(2-(Benzo [d] [1,3]

dickés B@iﬂsmrbﬁéniﬁ{d]oﬁaﬂmwsmlﬁém(dg NMRS(kisd)/ 8.6

4dd 1
gfw (LU TR 5 1 a8t

%@(@1142'6(3% 847} N#2-(Furan-2-yObenzo [(Ho
xazol 5- yI)|sobutyram|de LCMS RT= 5.75min, MW 271.1;NMR (DM80):
S), o I;is J 1.8 Hz), 8.01 (1H, dd, J 1.7 0.7 Hz), 7.62 (1H,

B89 117), ' ;J 8.9 2.0 Hz), 7.39 (111, dd, J3.5 0.7 Hz), 6.75

(lH dd J3.5 1 8 Hz) 2. 60 2.50 (111, m), 1.07 (614, d, J6.8 Hz)
(BRI kot Rz A BrtmalpaR iR Ay HEaTAIGRA- CMS RT= 7.49min,
M14. 331.1; 'H NMR (DM80): 10.22 (111, s), 8.45 (114, d, J8.1 Hz), 8.22
(2H, d, J 8.7 Hz), 8.13 (114, d, J 8.5 Hz), 7.98 (211, s), 7.89 (2H, d, J 8.9

Nz)2 (47%7051@{.1«@1;5@2@&5&(Bb&l}i@abﬁt@&&a@ (111, m), 1.14 (6H, d,

R AT T SR e T i o017

Hz), 7. 1861MHd.d/ 88 8@4—7233 11794 78 {3, hi @H2d7 /387 2H). thy? (1H, dd, J

2792160 (111, g@b 1L AS(B, 4,198 8HE) ¥¥O17)
2007/091106PCT/GB2007/0511055 108 Method 3D (Compounds H) As

Method 3A, except instead of diisopropylcthylamine in dichloromethane,
piiednicicpininmbihas(d|vasesesbutyramide

LCMS RT= 7.07min, MH" 314.9; '"H NMR (DMSO): 10.20 (14, s), 8.29 (1H, d, J 1.7
Hz), 8.18 (2H, d,J 8.8 Hz), 7.73 (14, d, J 8.7 Hz), 7.68 (2H, d, J 8.7 Hz), 7.43 (1H, dd, J

8.7 1.9 Hz), 2.34 (211, 1, J 7.3 Hz), 1.71-1.59 (2H, m), 0.94 (3H, t, J 7.4 Hz)

N-(2-(4-Chlorophenyl}benze[djoxazol-5-yjcyclopropanecarboxamide
LCMS RT= 6.69min, MH" 313.1; '"H NMR (DMSQ): 10.39 (1H, s), 8.20-8.15 (3H, m),
7.74-7.68 (3H, m), 7.54 (1H, d, /8.9 2.1 Hz), 1.84-1.76 (1H, m), 0.81-0.78 (4H, m)

N-(2-(4-Chlorophenyl}benzo|[d]oxazol-5-yljcyclobutanecarboxamide
LCMS RT= 7.07min, MH* 327.0; "H NMR (DMSO): 9.91 (1H, s5), 8.21-8.17 (3H, m),
7.73-7.67 (3H, m), 7.55 (1H, d, 7 8.9 2.1 Hz), 2.33-1.81 (7TH, m)

Methoed 3F (Compounds IT}

4,4, 4-Trifluoro-N-(2-p-tolylbenzoldloxazol-5-yl)butanamide
To 4,4, 4-trifinorobutanoic acid (128mg, 0.90mmol) in dry dimethylformamide (5mlL)
was added HATU (397mg, 1.05mmol) and diisopropylethylamine (496pl., 2.85mmol).



N-(2-(2-Fluorophenyl)benzo[d]orazol-S-yObutyramide LCMS RT=
6.10min, MU' 299.0; 'H NMR (DMSO0): 10.07 (1H, s), 8.25-8.19 (2H, m),
7.75 (11-1, d, J8.8 Hz), 7.72-7.66(111, m), 7.58-7.42(311, m), 2.33 (2H, t,

Wepr 3ot 14d- 1.59 (2H, m), 0.94 (311, t, 17.4 Hz) PCT/GB2007/650055
N-(2-(2-Fluorophenyl)benzo [d]oxazals5-yDisobutyramide LCMS RT=

6.09min, M-1-1+ 299.0;NMR (DMS0): 10.09 (1H, s), 8.31-8.25(211, m),
7.81 (111, d, 18.8 Hz), 7.78-7.72 (111, m), 7.64 (1H, d, 18.7 1.8 Hz),
7.58-7.48 (2H, m), 2.74-2.65(111, m), 1.20 (6H, d, 16.8 Hz)
Nh@niBRhaoraptheny@tsd it ofdio xempdBluxb [y idmid e’ HEME RPzb3Orminl-5-
%&%%%MM&%\;% hoh1Addd bl ?élﬁ%lil‘lé it Sk birred at room
8.12-8.08 (1H, m), 8.02-7.97 (111, m), 7.79 (114, d, J 8.8 Hz), 7.75-7.70
(eRIPerAture S FOishbY aqpfals wasaddtdang ihe queanis fnye vk praghadh precopith
(@hdatedl dgdeddz NoL(D{ Fdtloioso phemylee Rzeh with brine. The combined organic
[dloxazol-5-yOigobutyramide LC T=6.37min 99.0; 111 NMR
R S g o0 3 APl T kg SR was
SOLFIOTy( Teluiily, Phr@r@Eagraphyl 9lotkg ) witly 3tzybgqatate/heRarese 3(:084v/v to
Aork %&&é&k‘@ of RO hbou AR A s 2GS (L An ML 94604, d.
-(Z-(benz

16.9 Hz) N 0 dl;’il
SR DSORGB b1 L7 SHb st A B LA, 772
Min 3249; Sl N0 R KDAASDY. 4.0, DBA1 H.43) (8118, (13.1, Tak)) 2168-B12§, (A182m),
%%@gg 8.2 1.8 Hz), 7.73-7.69 (21-1, m), 7.58 (1H, del, 18.7 2.0 H2),

: 58, 3 8.2 Hz), 6.24 (2H, ), 2.72-2.65 (111, m), 1.19 (611, d, J 6.9
Hz) WO 2007/091106PCT/G132007/050055 109 LCMS RT= 7.14min,

ML tgotiMRI0RMeR) p PR bl oW fe B d in de el iR eHo85 (1H,
d"/ 1.7 Hz), 7.71-7.67 (314, m), 7.45 (1H, dd, J 8.82.0 Hz), 4.16 (211, q,

J 7.2 Hz), 1.27 (3H, t, J7.1 Hz) Method 3E (Compounds H) As Method 3C,
SxeRIph & {lake2of - enis ff] deskib 3ha) peaghivnmide

MRy grRen RbelzoidleP@eat BoNnRORUY I3 TIRE o), 8.14 (11, 4, 7 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), 7.43 (2H,
d, J 8.3 Hz), 3.65 (2H, t, J 6.2 Hz), 3.26 (3H, s), 2.61-2.56 (2H, m), 2.42 (3H, 5)

Tert-butyl-3-0x0-3-(2-phenylbenzo|d]oxazol-5-ylaminc)propyicarbamate

LCMS RT= 6.22min, MH" 382.0; '"H NMR (CDC1;): 8.19-8.14 (2H, m), 7.89 (2H, s),
7.50-7.42 (5H, m), 5.15-5.05 (1H, br), 3.49-3.43 (ZH, m), 2.59 (2H, t, J 7.6 Hz), 1.38
(9H, 8)

3,3,3-Trifiuoro-N-(2-p-tolylbenzo[d]oxazol-5-yDpropanamide

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,
g,/ 10.9 Hz)

N-(2-(4-Chlorophenyl}benzo[djoxazol-5-y1)-3-methoxypropananiide



LCMS RT= 7.07min, M1-1+ 314.9; 111 NMR (DMS0): 10.15 (1H, s), 8.29

(1H, d, J 1.7 Hz), 8.18 (21-1, d, J8.8 Hz), 7.73 (1H, d, J 8.7 Hz), 7.68 (2H,

d, J8.7 Hz), 7.49 (1H, dd, J 8.7 1.9 14z), 2.64 (111, t, J 6.8 Hz), 1.14 (6H,

Sy d&i3-443) s (2-(4-Chloropheny Oh enzold] o xazol-6-yDbutysfaki€e7/050055

LCMS RT= 7.07min, M11+ 314.9; il NMR (DM50): 10.20 (1H, s), 8.29

(114, d, J 1.7 Hz), 8.18 (211, d, J8.8 Hz), 7.73 (1H, d, J 8.7 Hz), 7.68 (2H,

d, J 8.7 Hz), 7.43 (1H, dd, J 8.7 1.9 Hz), 2.34 (2H, t, J 7.3 Hz), 1.71-1.59

(211, m), 0.94 (3H, t, J7.4 Hz)

NCMRR I ERmEn OBt MR ABSERI0 A aXdbXaide(3H, m),
1S RTx6.69MiR, Milt 30,3 4 (OMSH); 10,39, (1 )r8,20-8:

B O L P Sh i Y

6284 lo/B1(41) m)

N-(2-(4-Chlorophenyl)benzold]oxazol-5-yDcyclobutanecarboxamide

= 7.07min, ME+ 327.0; OMS0): 9.91 (1H
SR P o LT S, o 0,
@%Wﬁﬁﬂ@l@i&(@ﬂﬁﬁﬁﬁuﬁdﬁ INME BYIS0He-N-(PH-1bI1§. 1 €Xzodd/ 8.7

15920 Pryhbutpnanige; e fuf, 4 RupIph uianqinaaid 6l28may @2 (11, dd,
9023?;1)0I (ln (5Ir(gsj éaii:ngetf?/ﬁgrmglmfde (5mL) was added H{ATuﬁ(%égng(,lH 4.7

$:83rH6h 2t @ik dprddyldiylamine (496uL, 2.85mmol). WO
2007/091106PCT/6B2007/050055 110 The mixture was then stirred at

emperature for 10min. 2-p-Tolylpenzo[dloxazol-5- amine (200mg,
e gt e
tebierBilire7idinsh hEﬂh?B&cSef&IéﬂN&% AHIE@ nnd fHe(Diigahi8. tay@Hweés/ 2.0

‘H%ﬁ hetrange with-satspiasiaguecusiNaZ s 3nicllowsd by, anatas Washs 9

with brine. The combined organic layers were dried over anhydrous
@Ib@@/&l%@%&o{éﬂeh?&he resulting solid was purified by column

chromatography eluting with ethyl acetate/hexanes 40:60 v/v to afford

(8%) of the title compqund z B6.47min. M11+ 348.9)
SR DI R N A - o AT 3
eSS BT Bl 768 .MWZ}&&-%GQlW@M%@mHﬁ, H3128.20 QlHsd1/ 1.9
IHZ3) 826 (122040 M 1324 % G31d oAl eompounsls Relaw Wers 8 1), 7.64-

gre ared following the same general method.

ML I91b’elﬂz]oF?aaoxazoI-S-Apropanamide LCMS RT=
6.03min, MW 311.0; '11 NMR (DMSO0): 10.13 (11-1, s), 8.14 (1H, d, J2.2
, 8.08 (21 . J 8.4 Hz 70 (1H .9 , 7.52 (1H, dd,.J 8.9, 2
JBb STbENs dehit hSE of e iy VR 30 i v Bt o
epinpnycipl A0 wpling was followed by deprotection of Boc group using 4M HCl in

digxane for 20min at room temperature.

(8)-N-(2-{4-Chlorophenyl)benze[djoxazol-5-yDpyrrolidine-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 (411, m), 3.75-3.6% (1H, m), 2.91 (2H, t, J 6.5 Hz),
2.12-2.00 (1H, m), 1.90-1.60 (3H, m)

(8)-N-(Z-(4-Chlorophenyi)benzo[djoxazol-5-yl)-2-(methylamino)propanamide
LCMS RT= 4.46min, MH" 330.1; "H NMR (DMSO): §.20-8.10 (3H, m), 7.67 (2H, d, J
8.8 Hz), 7.58-7.47 (2H, m), 3.00 (1H, q, /6.8 Hz), 2.24 (3H, s}, 1.16 (311, d, J 6.8 Hz)



Tert-butyl-3-ox0-3-(2-phenylbenzo oxazol-5-ylamino)propylcarbamate
LCMS RT= 6.22min, M14+ 382.0; Il NMI( (CDCI3): 8.19-8.14 (211, m),

7.89 (211, s), 7.50-7.42 (5H, m), 5.15-5.05 (111, br), 3.49-3.43 (21-1, m),
%@ Adbalod 7.6 Hz), 1.38 (911, s) 3,3,3-Trifluoro-N-(2-p-tolylbp@azgee7esooss
[d]orazol-5-yl)propanamide LCMS RTr 14.01min, Mir 335.0;NMR (DMSO0):
10.48 (114, s), 8.11-8.08 (314, m), 7.75 (111, d, J 9.0 Hz), 7.49 (1H, dd, J
8.7 2.1 Hz), 7.44 (211, d, J 8.0 Hz), 3.55 (21-1, g, J 10.9 Hz)
N-(2-(4-Chlorophenyflbenzo[d]oxazol-5-yl)-3-methoxypropanamide LCMS
RT= 6.32min, ME h 331.1; 111 NMR (HMSO): 10.17 (1H, s), 8.22-8.17
@ﬂelc Zu?nﬁ'?régw(% Qﬁaﬁléf' ﬁ%lﬂeﬁ%&] :ﬁ?‘?t?sﬂi Ae 3 ég%ﬁté’lﬂmocn
6.1 Hz), %.26 3H, s), 2.59 gll, t, J 6.1 Hz) N-(2-(4-Ch lo rophenyl)benzo
Finea 26105 PRRIR S Tty PRSI dRaffREPIERS RiTLhe, 72ReM GUpsR using
$Hbraib: MR (DRIG0Y. 10.52 (1H, s), 8.21 (2H, d, J 8.7 Hz), 8.14 (114, d,
J2.0 Hz), 7.78 (114, d, J 8.7 Hz), 7.70 (2H, d, J8.7 Hz), 7.52 (111, dd, J

8.8 2.1 Hz), 3.56 (211, q, J 11.1 Hz) N-(2-(3,4-Dichlorophenyl)benzo
OXeZaliBiNe-3;G éudhinarpbespbhemidéleard RApoparminideiH+ 388.8;
RIS R)ik) Srdi(Bils $) Fﬁ-ml&sﬁdag-ﬂ.%zm@; Yy -84A2A1aI 8 7
7.90 (111, d, J8.4 Hzg; 7.80 (111, d, J8.8 H?E‘ .5%1H, dd]f J89z21l Hz‘),
39 13RI (14110 1 RPN (2 S B HIS R pHeHPh Bzb AL 3 m). 3.60 (1H ¢,/
oxee); 3-y1 )31 343Arf tipjop ropanamide LCMS RT= 6.76min, Ml-r 388.9;
111 NMR (DMS0): 10.55 (111, s), 8.20 (1H, d, J 1.9 Hz), 8.12 (1H, dd, J

7.9 1.6 Hz), 7.94 (114, dd, J 8.1 1.6 Hz), 7.83 (111, d, J 8.8 Hz), 7.64-
Migthodd opaupdsiily J11.1 Hz) The compounds below were

ALY GREHR YD S].

obtained by Method 3F, using the appropriate Hoc-amino acid. Coupling
was followed by deprotection of Boc group using 4M HCI in dioxane for
%%ﬁtg?qg&new é‘i‘é‘i‘Eﬁ% of the acid chloride, the corresponding anhydride was
=dd\-(2-(4-Chlorophenyl)benzoldlorazol-5-yOpyrrolidine-2-carboxamide
LCMS RT= 4.54min, MW 342.0; 111 NMR (DMSO0): 10.15 (111, s), 8.23
(111, d,J 1.7 Hz), 8.19 (214, d, J 8.7 Hz), 7.74-7.63 (4H, m), 3.75-3.69
&12.2; inflgooa-ReE1p-toly b enrpliiiorambiarjzectainide] 90-1.60(311, m)

O (RE4A-EHAUROMIT 321.0; 'H NMR (DMSO): 11.46 (1H, br), 8.22 (211, d, J 8.6
henyl)benzo[dloxazol-5-3/0-2- metsrllélamino propanamide LCMS RT=

HAGKA (W Sbis Aeb R IB <0y 818 B /30 G Bni)7.67 (211, d.

8.8 Hz), 7.58-7.47(211, m), 3.00 (111, g, J 6.8 l1z), 2.24 (314, s), 1.16
9—&(9@%9&)%%3*1}1&%20 [djoxazol-5-yi}-2,2,2-trifluoroacetamide

LCMS RT= 7.12min, MH" 340 8; "I NMR (DMSQ): 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[djoxazol-5-yDpropanamide

To  2-phenylbenzo[djoxazol-5-amine  (75mg, 0.36mmol) and methyl 3-
morpholinopropanoate (63pul, 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 Smin 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



WO 2007/091106PCT/G112007/050055 112 The compound below was
obtained by Method 3F, using the appropriate Fmocamino acid. Coupling
was followed by deprotection of the Fmoc group using piperidine/DMF

20BN {R)2-Amino-N-(2-(4-chlorophenyl)benzo WI Xazo pericpzo67/050055
1-5-yl)propanamide LCMS RT= 4.46min, M14 316.1; [l NMR (CDCI3):

9.56 (IH, s), 8.11 (2H, d, J 8.7 Hz), 7.98 (111, d, J 1.9 Hz), 7.55 (114, dd,
J8.8 2.1 Hz), 7.46-7.41 (311, m), 3.60 (IFI, g, J 7.0 Hz), 1.41 (314, d, J7.0
Hz) Method 3G (Compounds Il) As Method 3C, except instead of the acid
chiorieleshiiie eithrésporihghantoyetnicial wesmiseldyers were dried over anhydrous

%ré@OTDKH&f Qvgizyégat@oﬁo ylb QW%%&W@ % ngx 81‘11-3 éﬁug of

3min, ME+ 321.0; 'Il NMR DMSO 11.46 (Hi, br), 8.227(214,d
ﬁ%&@&@%&ﬂ%ﬂ%}’i sy 040 yi 8%42316769@6;@ @80@391 "Fﬁ§ Cobtained

Ny(2hedos Marophenybbenzaddi orazel-Byk) 3126 wiluerepsaiamides RT=
;c%% RMEJ%JD% in, mEr 340.8; IIl NMR (DMSO0): 11.43 (1H, br),

) 7.82 (141, d, J8.8 Hz), 7.67 (1H, dd, J8.9 2.1 Hz), 7.45
(ﬂi&immm&tﬁﬁ)ﬂlm $C8mipB8UAd8HY) m), 7.73 (1H, 4, J 8.8 Hz), 7.65-7.59

| (2:pheayl p i )
z’gﬁ?@;}%ﬁ e Gy 24420

linopropanoate (63p1, 0.39mmol) in toluene (2.5mL) was added a
2M solution of trimethylaluminum in toluene (0.22mL, 0.43mmol). The

I %tilaq‘ elution was ated twice for 5min at 160C in the microwave.
rbonate solution was added and the aqueous
Iayer was extracted with ethyl acetate. The organic layer was WO

ML IRRR I %@g/%ﬁéﬂgugmhed with brine and the

comblne organic layers were dried over anhydrous M%SO4 After

NPapdratfOittien ifburfigeemabervalfifrageby fitdrhg (hPEEgh o 4Ppmigidr
saimaaejuﬁngmtmﬁmyha@emte{mmﬁa&maﬁoa\aﬂe@qﬁﬁhwQsjsr;ﬂol [rosteiol)

\gvgl)rlsn ‘f)? Sé?])ned %ﬁ%@i .?uﬂ‘W't n@g}% ?r@l%;a;{% d 17 (140/ of th Pt'r?_' was
$he aiz:@ilas (e, tepaara¢1iod 1 6h JIBG@H@)M&J@BGMQ @Mdml)ﬂmzorgamc
(1&1{:{; r U L8R - Q 12903 B8a3Guleb A e dFPerZiFare S G TN Arfitr fidrganic
Sayers were dried over anhydrous MgSO, and evaporated. The resulting insoluble solid
was washed with saturated aqueous NaHCO; to afford 37.2mg (25%) of the title
compound (LCMS RT= 6.25min, MH" 317.0)

"H NMR (DMSO): 9.89 (1H, br), 8.21-8.18 (2H, m), 7.77 (1H, d, J 8.8 Hz), 7.66-7.59
(4H, m), 7.28 (1H, dd, J 8.8 2.1 Hz), 3.10-3.04 (2H, m), 1.77-1.64 (2H, m), 0.94 (3H, t,J
7.5 Hz)

The compounds below were prepared fellowing the same geperal method, and

purified by column chromatography eluting with ethyl acetatechexanes 30:70 v/v.

N-(2-Phenylbenzo[djoxazel-5-yI)propane-2-selfonamide

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)



Method 4 (Compounds IIl) N-(2-Phenylbenzo Idloxazol-5-yOpropane-1
-sulfonamide To a solution of 2-phenylbenzo[d]oxazol-5-amine (100mg,
0.48mmol) in dichloromethane (2mL) at room temperature was added
RyHAine{$36s. 0.95mmol) followed by propane-I-sulfonyl chlogge (&l /050055
0.52mmol). The resulting solution wag4£hen stirred at room temperature for
16h. Diehloromethanc was added and the organic layer was washed with
saturated aqueous copper sulfate solution. The combined organic layers
were dried over anhydrous MgSat and evaporated. The resulting insoluble
solid was Washed With saturated aqueous NaIiC03 to afford 37.2mg

(ﬁﬁ%ﬁ»g H b §gqyg{gM§,ggg G0N, MEr 317.0) tH NMR

&ZH m), 7.7/ (LI, d, J8.8 Hz), 7.66-7.59
%ﬂ T‘?‘ éé 1 MU 38082 1 159k %@ﬁﬂrﬁ)‘f{lb?bgﬂé&%ﬂﬁd J7.2

m)s ﬁ;«%(’ﬁ?l'-rlm{ﬂi &)Fl'zbfmes compaynsdaavawera prepaned fallewing.s
?ﬁaéne general method, and purified by column chromatography eluting

with éthyl acetate:hexanes 30:70 v/v. N-(2-Phenylbenzo

[cliorazol-5-yDpropane-2 -sulfonamide LCMS RT= 6.16min, MI-1+ 317.0;

%@W@ ﬁyf@;}(ﬁéolbé)yﬁpgg?glgesl@ﬁf&ng% 276 (11, d, 3 8.8 H2),

59 (4H, m 8.8 2.2 Hz), 1.26 (6F1, d, J 6.9 Hz) WO
266%@1%6@@%@@%06%6%08%%@%#%%@ 8.80 (2H, d, /7.8

[H}qxamlcﬁiyapwmgﬁulw(amldemwﬁ)m 24648 7,93 M R50811H, dd, J

N s Pt G 7 O b LrEh ) o8l D s A

N-(2-p- TonIbenzo 01] orop ane-1-sulfonamide LCMS RT= 6.53min, MW

%3 595 M;M&mgma §%{ ilépd%z%ﬁﬂo%d@ J 7.8 Hz), 7.74 (11-1,

9.0 HZ), 7.60 Ha), 744{&) 381Hz 7.26 (1H, dd, J
5?1‘2%134%7 63%%@5‘%2%20 ) DR @?@7&%&@@ PRI G182
t3d) 18 HaEN( 2F R H@Lbnﬁlzglml@xaz@ﬁa)y@pfrm@etg zsmfgrv?)mge{ dd, J
= 6.58min, M1- 5 114, br), 8.08
SR a e Lok A ) S B 0, oy s o,
d, J 8.2 Hz), 7.28 (IH, dd, J 8.8 2.2 Hz), 2.60-2.57 (1H, m), 2.42 (31-1, s),
k%@@@n& &ﬂﬁ)éﬂzﬁa 6,:%950;!51% QH@.@Z&;xfgnmde

|oxazol 5- pane ;L su foqamlde
s ML B 8‘%@1@8‘%@ ﬁﬂé)(iﬁﬁrzﬁao &ZH do/ 8
Hz) 7 77ﬂ((ﬂl& £I8 B8 82),192)1 QAU TH2)-9.632), 1, 22/(1L.e Hz)d,23 8.8, dd, J
§8 5713190 05 Gh, B): A/ ThLRAE ) Dl 38 BYhdnly -6 H2)

N-(2-(4-Chlorophenyl)benzo|[d]oxazel-5-yl)propane-2-sulfonamide

LCMS RT= 6.68min, MH" 351.0; "Il NMR (DMSO): 9.88 (111, 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 (14, 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 & (Compounds TV)

N-(Pyridin-4-yimethyl)-2-p-tolylbenzo|d]oxazol-5-amine
To 2-p-tolylbenzo[djoxazol-5-amine (500mg, 2.32mmol)} in 1,2-dichloroethane (20mL)

at room temperature was added acetic acid (142 pL, 2.32mmol) and isonicotinaldehyde



N-(2-(4-Chlorop henyObenzo Id] oxazol-5-yl)propane-2-sulfonamide
LCMS RT= 6.68min, M.1-1+ 351.0;1H NMR (DMSO0): 9.88 (111, br), 8.19
(2H, d, 3 8.7 Hz), 7.76 (1H, d, J 8.8 Hz), 7.70 (214, d, J 8.7 Hz), 7.65 (111,

Avd3R 43110632 (1H, dd, J 8.8 2.2 Hz), 3.24 (1H, t, 6.7 Hz),1:26: £8ddk:Ee055
J6.7 Hz) Method 5 (Compounds 1V) NegPyridin-4-ylmethyl)-2-p-tolylbenzo

[d]oxazol-5-amine To 2-p-tolylbenzo[d]oxazol-5-amine (500mg, 2.32nunol)
in 1,2-dichlorocthanc (20mL) at room temperature was added acetic acid
(142 uL, 2.32mmol) and isonicotinaldebyde WO

12075091 208PCTGRA 00T /08005 % as1 SR XB b, 3@dsrmitlreintytechydride

M’EHE, W§§r§ﬁm§%£@ rﬂlﬁn %&J&H&l Qﬁ&rlﬁ@ %B&M@%M@&E@ a,@%&' gm%er&mxe for
5mmol) was then added and the mixture was stirred at room temperature
fot AeTmic i ras Wiss datcdinitt Wriosmertianhstdalls Qreptfe layer was
QrgaBiC JayefanascdagheshyNbEsar atedcaaieadsoNaht GHds Thes dried over

combined ic layers were dried, over anhydrous MgSQ4
S R B SIR OE RN BT ARy omn
slutngtagthpbihgiiting teith ¢ibybansta20iggansfbRY 328t (A7 df The tifighe

o LGNSR TS 2 B, M ik511) 111 NMR (DMSO0): 8.50 (2H,
qJ J 6.0 Hz), 8.00 (211, d, 18.1 Hz), 7.48-7.37 (511 mg, 6.76-6.72 (211

nt], ¥MR (Y00S5 de/(90410, 399 @) 48 (abpsy Af-7-37 (L m),
eoTeROINGSI el d Ve el preimpad: foll w0l the/sante-garssr edrmethod.
N-Benzyl-2-phenylbenzo oxazol-5-amine LCMS RT= 7.90min, MR' 301.0;

ill NMR (DMS0): 9.14-8.10 (2H, m), 7.61-7.56 (3H, m), 7.48-7.21 (61-1,

il @re@irds (lpwyes: poegired foligoisethels @Ry 2pnegalngethod)

N-Butyl-2 -phenylbenzo [d]oxazol-5-amine LCMS RT= 8.25min, 17441+
267.0; ill NMR (DMS0); 8.16-8.12 (2H, m), 7.61-7.58 (31-1, m), 7.47 (114,
dN-Banrilrzyphesylbanzgldox4205-898€ (14, dd, 18.8 2.3 Hz), 6.64 (1H, t,
IEME RTS. 086360 (21T 301) 01 BANMBRLTNIE @) ,91148- 10381241, 1ol -0.9643H,

@Ak 132N 00Uy 3 PheK IR R [C) 033492 BRE 4, 7 6.1 1)

N-Butyl-2-phenylbenzo{djoxazol-5-amine

LCMS RT=8.25min, MH " 267.0; '1lf NMR (DMSO): 8.16-8.12 (2H, m), 7.61-7.58 (3H,
m), 7.47 (1H, d, /8.7 Hz), 6.81 (1H, 4, J 2.1 Hz), 6.72 (1H, dd, J 8.8 2.3 Hz), 6.64 (1H, ¢,
J 5.5 Hz), 3.08-3.00 (2H, m), 1.64-1.51 (2H, m), 1.49-1.35 (2H, m), 0.94 (3H, t, J 7.2 Hz)

MN-Isobutyl-Z-phenyibenzo[d]oxazol-5-amine

LCMS RT= 8.26min, MH" 267.0; '"H NMR (DMSQ): 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 (1H, t,
J 5.6 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, J 8.7 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 H, m), 1.62-1.53 (2H, m), 1.48-1.36 (2H, m), 0.94
(3H, t,J 7.2 Hz)



LCMS RT= 8.26min, MW 267.0; NMR (DMS0): 8.15-8.12 (2H, m),
7.62-7.51 (311, m), 7.46 (1H, d,18.8 Hz), 6.81 (1H, d, J 2.1 Hz), 6.74 (1H,
dd, J 8.8 2.3 Hz), 5.73(11-l, t, 15.6 Hz), 2.87 (21-1, t, 16.1 Hz), 1.95-1.82
&8¢ (611, d, 16.6 Hz) N-Butyl1-2-(4-chlorophenyl)beza;s2v07/0500s5
[dioxazol-5-amine I,CMS RT= 9.58mim MK 301.1; 11-1 NIVIR (DMSO0):
8.14 (211, d, 18.7 Hz), 7.66 (214, d, 18.7 Hz), 7.47 (1H, d, 18.7 Hz), 6.81
(1H, d, 12.1 Hz), 6.73 (111, dd, 18.8 2.2 Hz), 6.67 (111, t, 15.7 H2),
3.07-3.00 (211, m), 1.62-1.53 (2H, m), 1.48-1.36 (211, m), 0.94 (311, t,
17.2 Hz) WO 2007/091106PCT/GB2007/050055 116
FEarapa N hliemAdisezabfamine LOMS R~

5min 1+

1.0: I 0):8.14 (21-1, d, J 8.7 Hz), 7.66 (2H
dHS Ry S8y, 38185 B@‘@%@Msﬁg)ilﬁ - 6: T%S%ﬂz)’d%l% @8,
I8 BLIAHAY)1 BTHAH] b, 4 IO B)8@ (B, (2H, 20 He) 26:98) (1HD3d] BR L 1, Hz),

Fo}.)%sg dég-%rﬁ. eSS’L%{’}I?zg’Ig %3)49]!{221( %]loé%@%eﬂ%a?éﬁm’w@&m

8.11 (21-1, d, J8.8 Hz), 7.65 (211, d, J 8.7 Hz), 7.47 (111, d, J9.4 Hz),

4 o tJ58H)432(211d
gq %Kﬁ?ﬂ%\lﬁguﬁi& é)% ﬁ%]g ggﬁ%i& Ig)%a@zflg%ne LCMS ;

MEMS RT3 49 RiRy 8=) 3 YYBAMEQE S HAE &efﬁsgsﬂ(@i’ﬁﬁﬁ (2H,
)./ 6. 791@171411(112 8 HE)4 6199 umz 2O(5HB8) 268 HE)T H(81, (h1.46.42 18171, J

%)%3& ‘?(%%@9[ ? 40 (311, s), 1.62-1.53 (211, in), 1.48-1.36_ 2I-1,

N-Isobutyl1-2-p-tolylbenzo[dlo xazol-5-amine
LCMS RT=8. 48m|n war 281.0; 1H NMR (DIVISO): 8.03 (214, d, 18.1

N2 %,,ggy@gg,;z T0$a7 Ebimthel2.1 Hz), 6.71 (HI, dd, 18.8 2.3 Hz),
570 J5.7 Hz 62HtJ63H 240%%£%$4195181(H

3RS B s SR e e 38
RTE ﬁa;sasmr(,lmw 325 1)l NMng(m mscbmmmm, 3621108, 1, 87 17), 3.06-

S TSI G R A By

xazol-5-amine LCMS RT= 17.03min, M1-1+ 357.1; 'H NMR (HMSO): 8.26

@Jléetﬂn}ﬁz% aiy%&%%iém%ml%nﬁﬁé 7.67 (1H, d, 19.0 Hz), 7.09 (1H,
123Hz) 96 (1 19124142)332 41-1,d. J 7.2 Hz), 2.20-2.10
gz(_{g[gnl} T §é‘§%yﬁrﬁ 3 NMR (DMSO): 8.03 (CH, d, 7 8.1 Hz), 7.45-7.38
(3H, m), 6.79 (1H, d, 7 2.1 Hz), 6 71 (1H, dd, /8.8 2.3 Hz), 5.70 (1H, t, J 5.7 Hz), 2.86
(2H, t, J 6.3 Hz), 2.40 (3H, s), 1.95-1.81 (1H, m), 0.97 (6H, d, J 6.7 Hz)

N-Benzyl-2-p-tolylbenzo[djoxazol-5-amine
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, s)

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 (I1H, dd, 7 9.1 2.4 Hz),
332 (4H,d, J7.2 Hz), 2.20-2.10 (2H, m), 1.02 (12H, d, J 6.6 Hz)

Method 6 (Compounds V)
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1-Phenyl-3-(2-phenylbenzo[dloxazol-5-yl)urea To
2-phenylbenzo[dioxazol-5-amine (75mg, 0 36mmol) in dithloromethane
@HL)Blkaan temperature was added phenyl isocyanate (43dcHar2007/050055
0.39mmol). The solution was stirred atrroom temperature for 16h. The
resulting precipitate was filtered off and washed with dichloromethane to
afford 99.9mg (85%) of the title compound (LCMS RT= 6.45min, MI-1+
330.1) NMR (DMSO0): 8.85 (1H, s), 8.71 (11-1, s), 8.22-8.19 (2H, m), 8.00
OlLd, .12.0Hz), 7.71 (1H, d, J 8 .9 Hz), 7.65-7.60 (3H, m), 7.50-7.47
@'ﬂh&}%ﬂ 734%11 *1@[@]&&7'6'@ }Z 24214, 1, .18.4 Hz), 7.02-6.95 (111,

m) The compound below was p Eared following the same general

rﬁ%ﬂwaaerwli@swaﬁyﬁia—%@(é ﬁﬁé’ﬁ;ﬁ & 3%ayerls indichipramoraper@mL) at
5oaﬁfmjﬂ]g£%&|f@9@75 %‘f‘%d?g‘%“ $0)y it @ﬁm&; @ﬁﬁl&)l 612 t,rmmbnmg

Z
ot yaom Aty o S b e B i R o B o (e

(@dnmmdgmﬂl)me to afford 99.9mg (85%) of the tl‘de compound (LCMS RT=

NAZa4: C};ﬂlprg)ghﬂnyl)benzoldloxazol -5-y1)-N-methylpropionamide To
sodium hydride (15 g 0. 37mmo|% under nitrogen at 0C was slow% added
r&%‘ﬁﬁ% Elenl

altoitiB StopreAlbenZofeésiald(Hiy dr8 Mo htinite’ 2.0 Hz),
(1.00my, 9,339me}) mesimasiiyHomyansole £¥QDH, A erolQmidatueR 2.1 Hz),

mel 3é|1—i0d'9$z§5ﬁ1c}17 823675':1»@%9 s added, and the solution was left
0ro ure i i

war |ng ap m temper r 16h. The mixture was then diluted
with ethyl acetate, and then washed three times with water. The combined

PRI PGS BRI %sglfagsﬁe@mgmg Motk andeyanenaigd- The

resulting solid was purified by column chromatography eluting with ethyl
acctate/hexanes 50:50 v/v to afford 36.4mg (35%) of the title compound

a.ﬁe;q,soammpmmwﬁﬂmaﬁaam WiDurea . J
SR R S e MR IR 3 Rt
A9} @Izad(:efa %M BS4T 0G4 17D, P39, (11@01@318 §217H6) AN /7.5

ﬁ@zr@&%@% Nk, 1.12 (61, d, J65H5)
(4 ChIorophenyl)benzofdloxazol -y0-N-methylisobutyramide LCMS

RT=7.44min, Ml 4'329.1; 111 NMR (DMSO0): 8.22 (211, d, 8.7 Hz),
MRS ((thpednds A1 211, d, 18.6 Hz), 7.43 (1H, d, J8.3 Hz), 3.20 (314,
S), 2.46-2.42 (1H, m), 0.93 (641, d, J 6.6 112)
2-(4-Chloropheny1)-N-isobutyl-N-methylbenzo[dlotazol-5-amine
N-(Z-(4-Chlorophenyl)benzo[d]loxazcl-5-yI)-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-yDpropionamide (100mg, 0.33mmol} in
dimethylformamide (10mL). After 10min at 0°C, methy! iodide (56puL, 0.37mmol) was
added, and the solution was left warming up to room temperature for 16h. The mixture
was then diluted with ethyl acetaie, and then washed three times with water. The
combined organic layers were dried over anhydrous MgSO, and cvaporated. The
resulting solid was purified by column chromatography cluting with cthyl
acetate/hexanes 50:50 v/v to afford 36.4mg (35%) of the title compound (LCMS RT=
7.00min, MH* 315.0) '



LCMS RT= 10.59min, MH+ 315.1; 1H NMR (DMSO0): 8.15 (2H, d, 18.6

Hz), 7.67 (211, d, 18.6 Hz), 7.56 (1H, d, 19.0 Hz), 6.96 (1H, d, J2.5 HZz),
6.84 (1H, dd, 19.1 2.5 Hz), 3.17 (214, d, J7.3 Hz), 2.97 (3H, s), 2.13-1.97
WbaMedd4p (6H, d, J 6.7 142) Method 8 (Compounds VII) perygman070500ss
N-(2-(4-Chlorophenyl)benzo [d]orazal-yl)-2-methylpropanethioamide To
N-(2-(4-chlorophenyl)benzo[d]oxa201-5-y1)isobutyramide (50mg,
0.16mmol) in toluene (2mL) at 110C was added Lawesson's reagent
(35mg, 0.09mmol). The resulting solution was heated at 110C for 7h. After
660&%@&@&6%(&11\3/@?&&;@6 Wit AtEY-ard Eitraoded HittEBthyl./ 8.6 Hz),
SORIRlR, Shessomiings QieREIQY IBAEEe YO RNINNAR, IhPA gis

over anhydrous MgSO4 and evaporated. Thé resulting solid was purlfle

by column chromatography eluting with ethyl acetate/hexanes 20:80 v/v to
affenthd 3.8nagnpdaded afihe title compound (LCMS RT= 7.36min,

0):1 3 2.0 Hz), 8.22
SRl P et dehiotemiddl o s oo
in§; M B 161144 4nins MIH 2P Me tHb N FOBHVERSANG V21 (PHMOV 8.7 Hz), 7.91-7.87
% 1499%3;9?%5/9%%019 J%@?é%lé%@% ASPHIBOR o) 2.46.2.42 (15, m),

4- chiorophen Jbenzo[d]oxazol-5-amine (500mg, 2.04mmol) in water
é%lﬁ At tfeQrg #roboric acid (50% in water, 2mL) at OC was added a
solutlon of sodium nitrite (140mg, 2.04mmol) in water (2mL), dropwisc
in, The r Itln as, stirred at OCf r 15rnin, and then at
éﬂj 'IS l{ﬁ’we so |(\§\‘l 'fﬁ‘g[r% 3%8%[ ?fnwgshed with dilute
&@MSG%’ReﬂéﬁﬁembM}é atiol sOIUNOARCRMISEINcth T (BIBffoBIAm.67 (2H,
§°é% oA, 3'6'%1?10@9‘%#6‘9[7 B'§@%S&%%C§%Mﬂ°ﬂ& J9.12.5 Hz),

characterization. Method
é Y. (4 ﬁicﬁ%ﬁﬁ?ﬁyﬁﬁ@ﬁ%{a o%é%p %%ﬂ%t%%?ﬂ.&ﬁﬁed:r RN

solution of potassium thioacctatc (130mg, 1.13mmol) in HMSO (2 8mL) at

t [ rature was ded dropwisc a solution of
%@%&nﬁ Joxazole5-diazonium tetrafluoroboric acid salt
(370mg, 1.08mmol) in DMSO (1.4mL) After 15min, the mixture was

Reeked ehRtlon Al AR iR S Ay oL, ond

then extracted several times with ethy acetate. The combined organic

K/ e P (GefeRiRErRbaIiReBrRIE loeAet SvaHsaRHpRBIR M8 ®e afd mmol) in
eapared) Ehel o@eum@gmucma&wmdgamqamﬁgmammgompbmng

el t ng usin agra tethe v/v to eth
ac&je ateﬁ'%sxanes fg %@ Ef%"}ﬂ‘;% frithra e cf et(f?uT ?heﬁh@%ﬂ%g P‘h veater
mﬁmm@%@(@wﬁfww&@mmm@ ENS IR?ES ESrmishitit80z Zjne,

PHAARIGEDER) afhgdh 56 Bahid BapbBRd1 Fle Yhutlito’sOnth HEY fulificd by
(1H, dd, 38704Hz 757 (211, d. 1 B8 Hz), 7.46 (1H. dd, 8.4 1.7 Hz)

?%{ﬂeﬂﬂg?weaﬁbbf}@mawefbé% B 52938 v/v 1o afford 13.8mg
&‘ﬁwﬁﬁfﬁ%@fﬁp@mmmﬁeﬂ%@mma[ﬂla)xazole To a stirred

i e Ifonyl (4 i
LN L e R
BHGE DI HIZB»e7 ﬁﬁx’t’tﬁr@(ﬁ%@fﬁe&t@dﬁ%@,fw M%ﬁlfﬁlmeqf éd’dﬁn)g, a
small amount of precipitate was formed. After filtration and evaporation of
the flltrate the resulting product was dissolved in acetonitrile (9.8mL) and
Method:2{scampendbVIIl o mmol) was added. The resulting mixture was
heated at 1OOC for 5min. After cooling, the reaction mixture was filtered

B R R A B0

and then purified by reverse phase HPLC to afford 2.2mg (0.3%) of the
title product (LCMS RT= 6 41min, MH' 308.1)




114 NMR (DM80): 8.22 (1H, dd, J 1.8 0.5 Hz), 8.02 (I H, dd, J8.6 0.5 Hz),
7.92-7.88 (2H, m), 7.08 (111, dd, J 3.7 1.0 Hz), 3.37 (211, g, J 7.3 Hz),

2.60 (311, d,J 0.6 Hz), 1.12 (3H, t, J7.4 Hz) Method 118 (Compounds X)
Asfesdvietheg 11A, but iodosobcnzenc diacetate was used ingteagkobfdeashoss
tetraacetate 5-(Ethylsulfonyl)-2-(thiaphen-2-yDbenzo Idle xazole LCMS

RT= 6.08min, MHE 294.1; lll NMR (DMSO0): 8.26 (111, d, J 1.7 Hz),

8.08-8.04 (3H, m), 7.93 (1H, dd, J 8.5 1.8 Hz), 7.36 (HI, dd, .J4,9 3.8 Hz),
3.38(21-1,q,J 7 .3 Hz),1.13 (3H,t,J 7.4 Hz)

S4Rthyietotfoh 2t 2 Bmpsthylihivphidic2asabamiotliitane e (ADmeI R water

Gdaith MEfaBRBbortd NMRMIMR Rt 02k 4e drd fd QdaddZ). sbiffdon of
(111, |v| 1 8.5 0.5 Hz), 7.69-7.66 (2H, m), 6.98 (11-1, dd, J5.0 0.4 H),

§°f§”(‘?ﬁ“1€|mﬁ%‘)’i%) 2P3pgl _ﬂs BT &8 FoBviSY g5 i The Tosulting
%QQMMQ&H@T&‘GB@ 067 1686() 20dlRdnl S RImpora@rifor VHTHRQB1 was

3 SO, PR AR 0 L
3@18@@4%&@5?/@4({@@%};@ 9@)!(13)4)11;1{11, quhl_tzhmys used dlrecﬂy without
SHIRvisHifanYyl)-2-(4-methylthiophen-2-yl)benzoldiorazole LCMS RT=
6.40min, M1-1+ 616.9; ill NISIR (DMSO0): 8.24 (1H, d, ./ 1.8 0.5 Hz), 8.03
(114, dd, J 8.6 0.5 Hz), 7.94-7.89 (2H, m), 7.65 (HI, t, J 1.2 Hz), 3.42-3.36

(@thod 10 Canipddndl J¥P.6 142), 1.12 (3H,t, .1 7.5 11z) HO2C-1/)-R9 N
(Where R = COOH) Method 12 (Compounds XI)

S-2-(4-Chlorophenyl}benzo[d]oxazol-5-y] ethanethicate

To a stirred solution of potassium thicacetate (130mg, 1.13mmol) in DMSO (2.8mL) at
room temperature was added dropwise a solution of 2-(4-chlorophenyl)benzodjoxazole-
5-diazonium tetrafluoroboric acid salt (370mg, 1.08mmel) in DMSO (1.4mL). After
15min, the mixture was heated at 70°C for Th. After cooling, the mixture was diluted with
water, and then extracted several times with ethyl acetate. The combined organic layers
were washed with brine, dried over amhydrous MgSQO4 and evaporated. The resulting
solid was purified by column chromatography eluting using a pradient (ethyl
acetate/hexanes 5:95 v/v to cthyl acctate/hcxanes 15:85 v/v) and triturated with diethyl
ether/hexanes to afford 11.3mg (3%) of the title compound (LCMS RT= 7.89min, MH"

1304.2)

'H NMR (CDCly): 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 0.4Hz), 7.57 (2H, d, J 8.8 Hz), 7.46 (1H, dd, .J 8.4 1.7 Hz}, 2.51 (3H, s)

1.Ethano, 70°C, 1h

Xy
#~OH o S 2. MeCN, Pb{QAc), or Phl{OAc);
R—@ O R 100°C, Bmin \

NH; (Method 11A or 11B}

Method 11A {Compound X)




N-Butyl-2-p-tolylbenzo[diorazole-5-carboxamide To
2-p-mlylbenzo[d]oxazole-5-carboxylic acid (100mg, 0.39mmol) in drY
dimethylformamide (10mL) was added HATU (165mg, 0.44mmol) and
qiisoRroRyigthylamine (2061.t1L, 1.18mmol). The mixture was pagn:gHedsooss
at room temperature for 10min. Butared-amine (43pL, 0.44mmol) was then
added and the resulting mixture was stirred at room temperature for 16k
Ethyl acetate was added and WO 2007/091106PCT/GB2007/050055 122
the organic layer was washed three times with water. The combined

organic layers were dried over anhydrous MgSO4 and evaporated. The

@-%E‘lﬂ?&ﬁﬂlk?yﬁ@%@%mﬁ Moﬁﬂm%ﬁﬁéﬂ%@a%éﬂm eluting with ethyl

acetate/hexanes 40:60 v/v to afford q ( of the title compound
(EpLawtrid sobiBamah2ominsob ety sei{pmy 1@19@1%3()‘?5@&% A 55amokiy ethanol
(188103 1 dvaldzdli8ul 4-hahg), 7 RibHdrcddrbbRaliibhz i’ GAARH, d.2bfabndiy), The

FRIVE Rt o B PRI SouR il A g v

poepeaded ol lblitrrptradayaporpene e hedihode, NaPropiting- prodiyibeszdissolved
[dlozazaigm- éQﬁ}‘%HH%’a&%‘ﬁé&Zé @8%&%‘92%1 RasladEEN MR resulting
(CDCI3): 8.08 (214, d, J 8:2 Hz), 8.04 (Ill, d, J'1.4 Hz), 7.77 (1H, dd, J 8.5

Tixiys) wasshepiorh atgl O - gfor1yiry. é@?QFﬂGé‘Pg’ #hy ppaytigrompipt e pygs filtered
34 4erdd 3 B0 )e vtk dd 4 ShciloOIhb. BBy M)x 9563 It itich ybebiznm

-Isopropyl-2-p-talylbenzoldloxazole-5-carboxamide LCMS R T= 6.38min,
TR o) 51200 S oY g, 7 DT Ly P
(trbretdptn®. SIRIS He pifoBb2( 10, (8,333 & Hie) livedpreduct (HCMBE RAiZ) 681000,
@él%,3@g)ifl.43-4.31 (1H, m), 2.51 (314, s), 1.35 (6H, d, J 6.6 Hz)
2-p-Tolylbenzoldlorazole-5-carboxamide LCMS RT= 5.6 1/flirt, mi-r 253.0;

ﬂ%@>8%%¥6ﬂi&,%; § 154517, BQUH. dldy 550185 Hdg P 88

@2t 8. 57 by (1) dd, 813 (L 0 A=), 8.37H 2}, A5 (34, 2168.(BHZy, 284 (B1,11.12
E{)‘ﬁ-@j%lllg{%phenyl)-N-isopropylbenzo [dloxazole-5-carboxarnide LCMS
26.68min; war 315.5; Il NAIR (DMSO0): 8.36-8.31 (2H, m), 8.23 (2H, d,
J 8.7 Hz), 7.98 (1H, dd, J8.5 1.7 Hz), 7.87 (1H, d, J 8.5 Hz), 7.72 (2H, d, J

Rabehizd 14 08, 6hH, #), 1.21 (6H, d, J 6.6 Hz) WO
fethiod, ot Y 05t

As for Method 11A, but iodosobenzene diacctate was used instead of lead tetraacetate

5-{Ethylsuifonyl)-2-(thiophen-2-y)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 (11, dd, J 4.9 3.8 Hz), 3.38 (2H, q, J 7.3 Hz),
1.13 3H,t,J 7.4 Hz)

5-(Ethyisulfonyl)-2-(3-methylthiophen-2-yl}benzo[d]oxazole

LCMS RT= 6.45min, MH' 308.1; "H NMR (DMSO0): 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 (111, dd, J 5.0 0.4 Hz), 3.15 (2H, q,J 7.3
Hz), 2.47 (3H, s), 0.88 (3H, t, /7.4 Hz)

S5-(Ethylsulfonyl)-2-(5-methylfuran-2-yl)benzo|[djoxazole



123 LCMS RT= 5.81min, M.H+ 273.2;NMR (DMSO0): 8.11 (1H, s), 8.01

(2H, d, J 8.3 Hz), 7.89 (1H, br), 7.78 (111, d, J 8.6 Hz), 7.64 (1H, d, J 8.6
Hz), 7.49 (2H, d, J 8.3 Hz), 7.25 (111, br) Method 8 (Compounds iso-VI)

g sgsophenyl)-N-methylbenzo [dloxazole-5-earboxamide &EMs i Fizaoss
6.09min, MIl 286.9; 'll NMR (DMS0):18457 (1H, br), 8.28 (1H, d, J 1.2 Hz),
8.23 (2H, d, J8.7 Hz), 7.96 (1H, dd, J 8.6 1.7 Hz), 7.87 (1H, d, J 8.6 Hz),

7.72 (2H, d, J8.6 Hz), 2.83 (3H, d, J4.5 Hz)
2-(4-Chlorophenyl)-N-isopropyl-N-methylbenzo[dloxazole-5-carboxamide
LGS RE= 6.98niin MIN 29290 HNNRRRIFISIZO 3. 8023 2, .41 38065 Hiz), 7.81
g%? d.8% im)ég d%(ﬁk' J% 48.4 11R) 7A4HE 93351375'@3?68572(1@ m),

PZ 1.18- 6H, Method 7 (Compounds iso-Vil
rﬁdfbﬁr Bhgh)- Wh&%é@bﬁé&?pﬁ zélé%‘iéﬁ)bothloamlde LCMS RT=

7.37min, MI-It 331.0; IH NMR (DMSO0): 10.18 (1H, d J 7.3 Hz), 8.23 (2H,

1.(1H, d d, J8.6 1.8 Hz), 7.83
%fﬁf BEF‘%WB #7{' ‘ﬁ?é?‘%gt% 8“%% g c(gjii Gx98Ers, Pd(PPh3)4,
2253 S 18 Ké¢hod m3m@%dmmmboﬁ%§mt)d J 1.8 0.5 Hz), 8.03
(LH, dd, J 8.6 0.5 17), 7.94-7.89 (2H, m), 7.65 (1H, t, J 1.2 TIz), 3.42-3.36 (2H, m), 2.32

(3H, d, J0.6 Uz), 1.12 (3H, t, J 7.5 Uz)

R{NH,

l?z
HATU, base, DMF HN. # 0
HOzCﬁ )R ", 16h (Method 12) OYI—Q[ N}—Rg

I (Where R=COOH)
l.awesson's reagent
Tolugne, 110°C, 7h ?\;ﬁghgﬂde;)aw ®, 16h
(Method 8)

Ry

I
HN,_ #5 /N Z~5-0,
gL = 7@*

iso-Vil iso-vi

Method 12 (Compounds X1}

N-Butyl-2-p-tolylbenzo [dJoxazole-5-carboxamide

To 2-p-toiylbenzo[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-l-amine (43pL, G.44mmol) was then added and the

resulting mixture was stirred at room temperature for 16h. Ethyl acetate was added and



5-(4-Methoryphenyl)-2-p-tolylbenzo[d]oxazole To a solution of
5-bromo-2-p-tolylbenzo[d]oxazole (146.1mg, 0 50mmol) in dioxane

(1.5mL) was added water (0.5mL), 4-methoxyphenylboronic acid (114mg,
Qvérmmed) potassium carbonate (138mg, 1.00mmol) and  periap2067/050055
tetrakis(triphenylphosphine)palladium£®) (3mg). The resulting suspension
was heated in the microwave at 150C for 15min. After cooling, the

reaction was diluted with water and extracted with ethyl acetate. The
combined organic layers were dried over anhydrous MgSO4 and

dhve payate dayEhevae sulting Sotlid ives putifieddsy el ummbelebongaogriaptry were
%@&MMM&%@@’ NGYANGSot i, IR QA s@%@%@ﬁ%@% slk}z%omm

title compound (14CMS RT= 9.18min, m( 316.1 NMR@(D S
@Homap R hHAinEggitnehg agepis hexpnos §9: (01 te alf g b2y (11%) of the
Gl cdefisbind LMY RIP=(8 Blnfh, J310"BE),1Y.06 (2H, d, J8.8 Hz), 3.82 (3H,

$), 2.43 ( \ILC belo prepared following the e
o R S 5001 T B0 050058 2B IS R
HBH thit), (L6362 BENMKRL(DIIS 0)), 103048 SL1EHs n8.23 (2H].d), I873-HEF, (2H,
%1951.@43'11.96 (%111;%,'4).0:7 g’(g;qug, }}%5 Hz), 7.73-7.69 (7H, m), 2.09 (311,
s)’2-(4-Chlorophenyl)-5-(4-(ethylsulfonyOpbenyl)benzo [dioxazole I,CMS
RT=- 8.31min, Mt 397.8; F1 NMR (DMSO): 8.27-8.23 (311, m), 8.09-7.94
(o8 koﬁﬁuﬂﬁ | #1778 ﬂéﬁ:&&@pi}gm%ﬁﬁé {Rd dasle ée&&zfﬂ Blethod.
3.39-3.34(211, m), 1.16 (311, t, J 7.5 Hz) Methyl
4-(2-(4-chlorophenyl)benzodloxazol-5-yt)benzoate LCMS RT= 9.34min,
NP 331 -pE eI NDAR S (08 D)018- S5 (Rbkadhide8.7 HZz), 8.20 (111, d,J 1.3

HeME 9824 hoflir) R1BrHH05 1- 9 XWIEDCTY: {88 EH 4 9B %D %4 (1,

Hz), 7.73 (2H, d, J8.7 Hé) 3.90 gg‘z s)

3L GHAChIGHHhely Ben o[ dioz 429 BEAbERBkdeTah el EMS2 ),
RO7 (T Gm)irs. M-BEBE310ind, 2 RMBHRN bE3- 1850311 Hh], P58 (2415 dia)
8.7 Hz), 8.00 (1H, d, J 1.4 Hz), 7.98-7.95 (1H, m), 7.90 (111, d, J 8.5 Hz),
7.72 (21-1,d, J 8.8 Hz), 7.67 (111, dd, J 8.5 1.8 Hz), 7.60-7.57 (1H, m),
NAPrapy2Hpto)yROg¢Blexadole-5-carboxamide

£EMSHaroRNRAVE) w4 7901 RRE »%%?P@.@o‘}bl@xazﬁk%z%%gﬂ§ﬁﬁﬂ,

17.49min, MW 391.0; 111 NMRI%I?MSO - 8.23 (2H, d, J8.9 Hz), 8.00 (11-1,
& 3 Luliey) 7#BE [h 4 185 8B D) AT A ek {381%%,77‘.‘84%@:1%,“6, § 11z).
8.80HZN, B0)GH 344,381 (T8, Db 2)5 B(79;3)/ D& IEHM), LoIOHE)LS (4H, m)
2-(4-Chlorophenyl)-5-(34ethylthio)phenyl)benzoldloxazole LCMS RT=
10.82min, MI-It 365.7; in NMR (DM50): 8.25 (2H, d, J8.7 Hz), 8.11 (111, d,
3-p-4 oA en@hdjesazode-3-eashezynitde7-7.70 (314, m), 7.62 (1H,t,J 1.7

deMS RoreLbls thinl MiP és%.bl,z‘h&ﬂéﬁlrﬂmg(g( : 88013, 14371232418 32 (on,

m). 3.09 (2H,%,J7.3 H§) 1.29 (3H,1, J 7 .4 z} ,
d,"J82 Hz), 7.98 (1H, dd, J 85 1.7 Hz), 7.81 (1H, d, J 8.5 Hz), 7.45 (?H, d, J 8.0 Hz),
2.44 (3H, s)

2-(4-Chlorephenyl)-N-isopropylbenzo[d]oxazole-S-carboxamide

LCMS RT= 6.68min, MH" 315.5; "H NMR (DMSO): 8.36-8.31 (2H, m), 8.23 H, 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, 4, J 8.7 Hz), 4.19-
4.08 (1H, m), 1.21 (6H, 4, J 6.6 Hz)

2-¢4-Chloropheryhbenzo[d]oxazole-5-carboxamide



WO 2007/091106PCT/GB2007/050055 126 LCMS RT= 6.84min, MHfr
363.0; 141 NMR (DMSO0): 9.29 (1H, s), 8.24 (211, d, J 8.6 Hz), 7.86 (1H,

d, J 8.4 Hz), 7.78-7.76 (11-1, m), 7.72 (2H, d, J 8.5 Hz), 7.53-7.29 (511,

W 3@ ddled S) 2-(4-Chloropheny1)-5-(4-methoxypyridin-3-y©Reazmidkooss
oxazole LCMS RT= 7.46min, MH+ 38.0; ID NMR (DMSO0): 8.49 (111, ci,

J 5.8 Hz), 8.45 (1H, s), 8.24 (21-1, d, J 8.9 Hz), 7.95 (111, d, J 1.7 0.5

Hz), 7.87 (111, dd, J 8.5 0.6 Hz), 7.72 (211, d, J 8 .8 Hz), 7.58 (11-1, dd,
J8.51.7 Hz), 7.21 (111,d,J5 8Hz) 3.89 (31-1, s)

L@nwema&hym) -BIG-PAS oK) PIMRI DBIPINe 820 [(BxaxdE LM, J 8.3
T LI AASA0, LANME (MR BTG 19, 3000 [ Ed 10,
24 (2H,'d, 788 Hz), 8.13-8.10 (2H g9 (111, dd,J8.60.5
ﬁ?ﬁﬂ%oﬁaH m), 6.95 (11-1, dd, J 8 .6 0.6 Hz), 3.92 (3H, s)

3-(2- (4 Chlorophenyl)benzo [clijo xazol-5-yl)benzoic acid LCMS RT=

V- MR (DMSO0): 8.27-8.23 (31-1, m), 8.12 (1H, d, J

RE 747,91 (1H, d, J 8.7 Hz), 7.78 (1H, dd, J 8.5 1.8
Hz)772(211dJ88117)764(111[J77Hz)2(4C |

ﬁoeﬁ N#ﬁe%i(gﬁ'}M%)ﬁ&%@yQQﬁﬁé%Mm&CMs RT=

amin, 8.33 12.2 Hz), 8.28-8.23
(%@M%%}TT 699ming VAT 32§6§H£§ BMSQY 8754 1p)3 756 b, 412
M, 8 Mz 2it, @58 7z 78 (fita), 7 8.6 1.7 Hz), 7.87 (1H, d, J 8.6 Hz), 7.72 (2H,
-(4-Chloro luoropyridin-3-Abenzoxazole LCMS RT=
éo?‘émﬂﬁén%??ﬁéof’ ﬁlg i (DMS0): 8.65 (11-1, d, .1 2.7 Hz), 8.39
(111 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),

ehPr0if byl RO il 8@xlaz%llaaczrz§x@ddg 18.7
733( 1-1,dd, J 8.6 0 Hz) WO 2007/091106PCT/G82007/050055

RIS Wi A8 2RA%- T NN B QAR RN 6) /a5 H T 687 81
241 Hx7), B231814,.18.1817) 124 8106 4118.0d1), L. 48-zy8 108 ()] 1,1dd. 92 (611,
8526Hz) 7.86 (111, d, 18.8 Hz), 7.73-7.69(311, m), 6.96 (1H, d, 18.9
) 3.75-3.71 (414, m), 3.53-3.49 (4H, m) 2-(4-Chloropheny1)-5-(6-metho

Xypy ridin-2-yl)benzo [di oxazole
Method 7 (Compeunds iso-VI}

2-(4-Chlorophenyl}-N-isopropylbenzo{d]oxazele-5-carbothioamide
LCMS RT= 7.37min, MH" 331.0; "H NMR (DMSO): 10.18 (11, d, J 7.3 Hz), 8.23 (2H,
d, 8.8 Hz), 8.11 (1H, dd, J1.70.5 Hz), 7.88 (1H, dd, /8.6 1.8 Hz), 7.83 (1H, dd, /8.8



LCMS RT= 9.84min, MR' 337.1;NMR (DMS0): 8.54 (111, d, 11.6 Hz),
8.26-8.23 (311, m), 7.91 (111, d, 18.7 liz), 7.82 (114, t, 17.9 Hz),

7.74-7.68 (3H, m), 6.81 (114, d, J 8.1 Hz), 4.00 (31-1, s)

Il earpprhenyl)benzoldloxazol-S-yl)aniline LCMS RT=g: #8880 7/05005%
MN+ 321.1; Il NMIR (DMSO): 8.24 (244, d, 18.7 Hz), 7.73 (111, dd, 11.8

0.4 Hz), 7.85 (111, d, 18.5 Hz), 7.72 (214, d, J 8.8 Hz), 7.63 (1H, dd, 18.6
1.8 Hz), 7.13 (1H, t, 17.8 Hz), 6.90 (1H, t, 11.9 Hz), 6.87-6.82 (114, m),
6.62-6.57(111, m), 5.19 (214, s)

4-(2-(4-Chloropheny )benzold]ox aniline LCMS RT=7. 77m|n
Mlg@:@ NMR (DNISO): 8. 22“(2 , 18.7 Hz), 7.91 (114,

7 v Alidr iodm r KLEL3,, (14

7.4 d, Hz)l 6.67PBH, 1@O°§281®1H(2')et®02!6 R e

5- (2 (4 Chlprgma.eﬂy@,benzoldloxazol -5-yh)pyridin-2- amlr;re MSXFQT—
7.12min, Mir 322.1; lll NMR (DMS0): 8.32 (111, d, 12.2 I—iz) 8, (?I-‘Fettdrﬂ@a
8.7 Hz), 7.98 (1H, d, J 1.4 Ilz), 7.84-7.77 (2H, m), 7.72 (3H. HC‘%g”?H 2),
7.64 (114, ddl, 18.5 1.8 Hz), 6.56 (1H, d, 18.6 Hz), 6.09 (211, s)
4-(5-(4-Chlo ophenyl)benzo Id] orazol-2-yOanitine LCMS RT= 7.73min,
MH+ 320.9; 111 NMR (DMSO0): 7.94 (1H, d, J 1.5 Hz), 7.89 (2H, d, 18.6
Hz), 7.78-7.74 (3H, m), 7.60 (1H, dd, 18.6 1.8 Hz), 7.53 (2#1,.4,.186 Hz),
6.71 (2H, d, 18.7 Hz), @ddé: éRbbnspnVi© /BF‘—E\ I N Re
2007/091106PCT/GB20Q:A09Q05 328, '
N-0-(2-(4-Chlorophenybiienziotdtssa#8)-5-yDpyridin-2-yDacetamid@kl o
5-(2-(4-chlorophenyl)benzo[dloxazol-5-yppyridin-2-amine (96.5mg,
O 30mmol) in dry pyrldlne (3mL) at room temperature was added acetyl

it i1 oEnEo8 b)), and stirred at 80C for 40h. After cooling, the
mlxture was poured into water to give a precipitate, which was filtered off.
The resulting solid was purified by column chromatography eluting with
S e RN O A NI Emg (4156) of the fie
compound. 1H NMR (DM50): 10.61 (1H, s) 8.73-8.71 (11-1, m), 8. 24 (2H

J 8.6 16 (311 J 7 H
s s L B P e e i e T § g kane
K evmgdaédqﬂ privspiante), 4- meihoxyphenylboromc acid (114mg, 0.75mmol),
potassium carbonate (138mg, 1.00mmeol) and tetrakis(iriphenylphosphine)}palladium(0)

(3mg). The resulting suspension was heated in the microwave at 150°C for 15min. After
cooling, the reaction was diluted with water and extracted 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
acetaterhexanes 1:99 v/v to afford 60mg (38%) of the title compound (1.CMS RT=
9.18min, MH 316.1)

"H NMR (DMSO): 8.12 (2H, d, J 8.2 1z), 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,
3)

All compounds below were prepared following the same general method.

N-{4-(2-(4-Chiorophenyl)benzo[d]oxazol-5-yl)phenyljacetamide



In accordance with well known procedures (see Xu, Y. et al., Synthesis,
1984, 778-780.), a solution of methanol (2.70mL, 66.75mmol) and
triethylamine (4.23mL, 30.35mmol) in diethyl ether (15mL) was added

HaPWiseAtAC to a solution of ethyl dichlorophosphinc (3.15®¢y6B2007/050055
30.35mmol) in diethyl ether (30mL). After the addition was complete, the

resulting slurry was refluxed for Ih. After cooling at OC, 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
mmaﬁ i Hhinekrstap?. MAIRYMR (DMSO): 10.04 (1H, 5), 8.23 (2H, d, J 8.5

gsebﬁo(ﬁ@"t?%)?@i}?oi%) VaZY-2 4 ety BRAoshRaten), 2.0 3H, 5)

bromo-2-p-tolylbenzo[dJoxazole(519.7mg,1.68mmol)andmethyf
ethylphosphlnate (276.9mg, 2.02mmol) in anhydrous toluene (10mL) was

actdwhl@ﬁﬂiﬂéﬁtﬁplsqmmhgﬁﬁhﬁi@]ﬁﬂimme&h[d}aaka@mg) and

in o 0
T e T A o S e T S o
org drBe [Aye ddxa@ivﬁafs&éii)xv‘ftﬁii/\iaiérd%%kbmméﬁbﬁéd% lyerd fvSia, t,
grieg.9ver anhydrous MgSO4 and evaporated. The resulting solid was

purified by column chromatography eluting using a gradient (starting with
hexanes to 129 ethyl acetate and then methanoUethyl acetate 5:95 v/v)

M&H@E@mqﬁfiﬂdobyylﬁa@lmﬁma@ﬁ&a@lﬂ)aﬁﬁdaﬂ@ 4mg (2%) of the title

SIS TS MR O A2 i
ddldl] 5 HOR BB Qi Hi)] 7.9BARAIG 1B 1H2)r3. B413HL I 48,0 HyJiz), 7.73
209 D443, 1 BA4P-91(311, M) OHN 1) NH2

N-{3-(2-{4-Chlorophenylbenzo[d]oxazel-5-yl)phenyljacetamide

LCMS RT= 7.40min, MH" 363.0; '"H NMR (DMSQ): 10.05 (1H, s), 825 2H, d, J 8.7
Hz), 8.00 (1H, d, J 1.4 Hz), 7.98-7.95 (1H, m), 7.90 (1H, d, J 8.5 Hz), 7.72 (2H, d, J 8.8
Hz), 7.67 (1H, dd, J 8.5 1.8 Hz), 7.60-7.57 (1H, m), 7.42-7.40 (2H, m), 2.09 (3H, s)

2-(4-Chlorophenyl)-5-(4-morpholinephenylbenzo{djoxazole

LCMS RT= 17.49min, MH"391.0; 'Hf NMR (DMSO): 8.23 (2H, d, 7 8.9 Hz), 8.00 (1H,
d, J 1.4 Hz), 7.83 (IH, 4, J 8.6 Hz), 7.74-7.67 (3H, m), 7.64 (ZH, 4, 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-{ethylthic)phenyl)benzo[dloxazole

LCMS RT= 10.82min, MH" 365.7; "H NMR (DMSO): 8.25 (2H, d, J 8.7 Hz), 8.11 (1H,
d,J1.4 Hz), 7.89 (11, 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,J7.4 Hz)

N-(2-(2-(4-Chlorophenyl}benzo|djoxazel-5-yi}phenylacetamide



\ Pyridine, 16h, rtL (Method 14) Xl Method
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LCMS RT= 6.84min, MH" 363.0; 'H NMR (DMSO): 9.29 (11, s), 8.24 (211, d, J 8.6
Hz), 7.86 (1H, d, J 8.4 Hz), 7.78-7.76 (1H, m), 7.72 (2H, d, J 8.5 Hz), 7.53-7.29 (5H, m),
1.87 (311, 5)

2-(4-Chlorophenyl)-5-(4-methoxypyridin-3-yD)benzo[d]oxazole

LCMS RT= 7.46min, MH" 337.0; '{l NMR (DMSO): 8.49 (1H, d, J 5.8 Hz), 8.45 (1H,
s), 8.24 (2H, d, J 8.9 Hz), 7.95 (1H, d, J 1.7 0.5 Hz), 7.87 (1H, dd, J 8.5 0.6 Hz), 7.72
(2H, d, /8.8 Hz), 7.58 (11, dd, /8.5 1.7 Hz}, 7.21 (1H, d,J 5.8 Hz), 3.89 (3H, s)

2-(4-Chlorophenyl)-5-{6-methoxypyridin-3-yl)benzo{djoxazole

LCMS RT= 8.83min, MH" 337.0; "H NMR (DMSO): 8.57 (1H, dd, J 2.6 0.6 Hz), 8.24
(2H, d, J 8.8 Hz), 8.13-8.10 (21, m), 7.89 (1H, dd, J 8.6 0.5 Hz), 7.75-7.70 (3H, m), 6.95
(1M, dd, J 8.6 0.6 Hz), 3.92 (3H, 5)

3-(2-(4-Chlorophenyl)benze[d]loxazol-5-yl)benzoic acid

LCMS RT= 4.62min, MH" 350.1; "H NMR (DMSG): 8.27-8.23 (3H, m), 8.12 (1H, d, J
1.4 Hz), 8.03-7.95 (2H, m), 7.91 (1H, d, J 8.7 Hz), 7.78 (1H, dd, /8.5 1.8 Hz), 7.72 (2B,
d, J8.8Hz), 7.64 (1H, t,J 7.7 Hz)

2-{4-Chlorophenyl)-5(6-chloropyridin-3-yl)benzo|[djoxazole

LCMS RT= 8.59min, MH' 340.9; "H NMR (DMSO): 8.33 (1H, d, J 2.2 Hz), 8.28-8.23
(4H, m), 7.95 (1H, d, J 8.6 Hz), 7.83 (1H, dd, J 8.5 1.8 Hz), 7.73 (ZH, d, J 8.7 Hz), 7.65
(1H, d, /8.4 Hz)

2-(4-Chlorephenyl)-5-(6-fluoropyridin-3-yljbenzo[d]oxazole

L.CMS RT= 8.05min, MH" 325.0; "H NMR (DMSO): 8.65 (1H, d, J 2.7 Hz), 8.39 (1H,
id, J 8.2 2.7 Hz), 8.25 (2H, 4, 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, /8.6 1.9 Hz), 7.73 (2H, d, J 8.7 H=z), 7.33 (1H, dd, 7 8.6 3.0 Hz)

2-{(4-Chlorophenyl)-5-(6-morpholinopyridin-3-yl)benzo[djoxazole



14 (Compounds XIIl)  N-(4-(5-Chlorobenzo Id] oxazol-2-y
Ophenyl)acetamide Toasolutionof
4-(5-chlorobenzo[d]oxazol-2-ypaniline(122.3mg, 0.50mmol) in pyridine

RObi@lsea temperature was added acetyl chloride (39 4, @ 5pe¥Ra} 050055
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

TAOVER) RI498) 6 frtine MHRE &%hﬂgéﬂriﬂm_mﬁmﬁ .38, MFF4287),.00. 2R 2H,
'HMMB%%d 38%7%3%(}“ 14508 %é?(kh%’% b12)¢ ?I?E’?S%fo—’f"’d k.8 Hy),

7455 2.1 Hz lerf“é? n%Alcom ounds below were
Br AU E Ty E Bathd §2rikraP %ﬁw?ﬂ‘j( Lnsi EHioidéHzaMd]
oxazol-2- yI)phenyI)lsobutyramlde LCMS RT= 7.03min, Kt 315.1; il NMR

2 42HdJ 7.79.(4H, m), 7.45 (1H,
R ey o et el et v
ZGMMT%S‘@TIGEZDG‘Bde@BHMR (DMSOj: 8.54 (14, d, / 1.6 Hz), 8.26-8.23
(3H, m), 7.91 (1H, d, J 8.7 Hz), 7.82 (1H, t, J 7.9 Hz), 7.74-7.68 (3H, m), 6.81 (111, d, J

8.1 Hz), 4.00 (3H, 5)

3-(2-(4-Chiorophenyljbenzo{djoxazol-5-ylaniline

LCMS RT= 7.78min, MH " 321.1; 'H NMR (DMSO): 8.24 (2H, 4, J 8.7 Hz), 7.73 (1H,
dd, J 1.8 04 Hz), 7.85 (1H, d, J 8.5 Hz), 7.72 (2H, d, J 8.8 Hz), 7.63 (1H, dd, J 8.6 1.8
Hz), 7.13 (1M, , J 7.8 Hz), 6.90 (1H, t, J 1.9 Hz), 6.87-6.82 (1H, m), 6.62-6.57 (1H, m),
5.19 (2H, 8)

4-(2-(4-Chlorophenyl)benzo|d]oxazol-S-yl)aniline

LCMS RT=7.77min, MH" 321.1; "H NMR (DMSQO): 8.22 (2H, d, J 8.7 Hz), 7.91 (1H,
d, J 1.5 Hz), 7.78 (1H, d, J 8.6 Hz), 7.71 (ZH, d, J 8.6 Hz), 7.61 (1H, dd, J 8.6 1.8 Hz),
7.43 (ZH, d, J 8.6 Hz), 6.67 (2H, d, J 8.6 Hz), 5.26 (2H, s)

5-(2-(4-Chlorophenylbenzo[djoxazol-5-yl)pyridin-Z-amine

LCMS RT= 7.12min, MH" 322.1; "H NMR (DMSQ): 8.32 (11, d, J 2.2 Hz), 8.23 (2H,
d, 787 Hz), 798 (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-ChlorophenyDbenzo{djoxazol-2-yl)aniline

LCMS RT=7.73min, MH" 320.9; "H NMR (DMSO): 7.94 (1H, 4, 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
(24, d,.J 8.7 Hz), 6.04 (2H, s)

Method 13a (Compound XTia)




130 N-(4-(5-Chlorobenzo[d]oxazol-2-yl)phenyl)thiophene-2-earboxamide
LCMS RT= 7.44min, MHfr 355.0;NMR (DMSO0): 10.57 (11-1, s), 8.21 (211,
d,.18.9 Hz), 8.09 (111, dd, J3.8 1.1 Hz), 8.02 (2H, d, J 8.9 Hz),
AP0 he, M), 7.82 (111, d, .1 8.6 Hz), 7.46 (111, dd, | 8:&-2&d38d7/050055
7.27 (I H, dd, J 4.9 3.8 Hz) N-(4-(6-Cifdorobenzo
Iclloxazol-2-Aphenyl)acetarnide LCMS RT= 6.37min, NTH- 287.0; in
NIVIR (DMS0): 10.32 (I H, s), 8.13 (21-1, d, J8.8 Hz), 7.96 (1H, d, J 1.8
Hz), 7.84-7.77 (314, in), 7.45 (1H, dd, J 8 .4 1.9 Hz), 2.11 (3H, s)

N-(4- (6 -Ch lorobenzo o xazol-2- yOphenyI)isobutyramide LCMS RT=

NGO Mﬁﬂc&%ﬁ&iﬁgd& 6 o %?@gx%%f%% ocfatdireH. d 8.8

Hz), 7.96 (114 185

Fé’) %(%é%fwomhsf@fﬁow%wvlé%@f(@flfZ?ﬁ)mf é@(@ﬂg d93gngol) in

k&) HAdite- thD}Qb@dS‘rﬁﬁlCéiﬁgf@zﬁlk&yz@@b@éw%h!ﬂp)&}ﬂ&edammoﬂmid&oi)
RT=7 + 354.9: In.NMR (DMS0); 10

O R 8 40 Aok P IR WP NG e o

DSifitaie.dditts e, HBedl off, dfhe Lr5:0iting Isoljd 7388 (Wrified] By5delzimn

%@rﬁ fgﬂhﬁcﬁl{ﬁ% B othgPabHatertldands 200 S48 atford 45m &AI% of the
N-(4-(5-13romobenzoferazol-2-yl)phenyl)acetamide 11-1 NMR E) 3

181%8CrM9UeY. 8.14 (2H, d, .1 8.8 Hz), 8.01 (IH, d, J 1.8 Hz), 7. 83 (211, d,
JpeNMVHRZ DRMEL 16.60 (I8,6:)18)737857 (AH, HY, 818628 0dH2)8 .2 1i2)(314.8.16

R T S B e (S Rb Pt < oy (11

d3H.8)7 Hz), 8.06-8.04 (LH, m), 7.87-7.82 (314, in), 7.78 (2H, d, .1 8.5
Hz), 7.72-7.67 (11-1, m), 7.55 (2H, d, J 8.6 Hz), 2.12 (3H, 5) 131 LCMS
RT= 7.22min, MIT 207.2: 111 NIVIR (DMS0): 11.24 (111, br), 10.24 (1H,

thod b (Comnound X159 o1 d, ] 6.4 Hz), 7.51 (Hi, d, 11.9 Hz),
7.22 (IN, dd, J8.7 2.0 Hz), 2.37 (3H, 5), 2.34 (3H, 5), 2.09 (314, 5)

lﬁjltea‘iyﬂ’:ihylph«usphlu:mite

In accordance with well known procedures (see Xu, Y. er /., Synthesis, 1984, 778-780.),
a solution of methanol (2.70mL, 66.'75mm01) and triethylamine (4.23ml., 30.35mmol) in
diethy] ether (15mL) was added dropwisc at 0°C to a solution of ethyl dichlorophosphine
(3.15mL, 30.35mmol) in dicthyl cther (30mL). After 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-tolylbenzoldloxazole  (519.7mg,  1.68mmol} and  methyl
ethylphosphinate (276.9mg, 2.02mmol) in anhydrous toluene (10mL) was added
tetrakis(triphenylphosphine)palladium(0) (101.6mg) and triethylamine (7.5mlL,
5.4mmof). The resulting suspension was refluxed under nittogen for 18h. After cooling,
ethyl acetate was added, and the organic layer was washed with water. The combined
organic layers were dried over anhydrous MgSO, and evaporated. The resulting solid was

purificd by column chromatography eluting using a gradient (starting with hexanes to



0 NaBH4, THE L rt, 16hHO (Method 15) (Where R = COCH3)XIV

Method 15 (Compounds XW )
1-(2-(4-Chlorophenyl)benzoldloxazol-5-ypethanol To a solution of

@ d-whiqgigphenyObenzo[d]oxazol-5-yDethanone (150mg, Q5280 okdoss
tetrahydrofitran at 0C was added soditsm borohydride (52mg, 1 38mmol).
The resulting mixture was stirred at room temperature for 16h. The

reaction was then quenched at OC with 1M hydrochloric acid solution and
extracted three times with ethyl acetate. The combined organic layers

wibre st eve tanhydionsiMyBacent 8vapdvared. Hdveredisdiby rsotide phase
\M@i@%l&ﬂ&éx&%g% EPMAR ARIY B HIRAY RS 8 SrRdieNi ey

acetate/hexanes 1:3 v/v to ethyl acetate/hexanes 1:2 v/v) to afford 81.7mgz
(BB 30YIS: (RARY cBrpedhd: (L ERBAR P B & iH v 570 61 - ddtre 8.5 24
-ME). 8120124k, 9.13.8 872;!24,}?3% 67-.73?(81{43511; sm)na)?a.sarcgm J ﬁ).@; Hz),
.8.Hz), I.H, . .92-4.83(111, m), 1.38 (314, d, J6.4 Hz
%%ﬂﬁﬁgﬁo’%}a’;‘hgﬁ)&é&%ﬂn drox-yethyl)-benzoxazole LCMS RT=
7.18min, MI( 308.1; 1H NMR (HMSO): 8.36 (1H, d, J 2.0 Hz), 8.16 (1H,
dd, J8.5 2.0 Hz), 7.90 (114, d, J 8.4 Hz), 7.78-7.77(111, m), 7.7441H, d, J
8.4 Hz),{7.47 (141, dd, 1811} Hz), 5.32 (1ll, d, 14.3 Hz), 4.93-4/84 (141,
m), 1.394 ~e-96.4 HZ) ZQQﬂ%llOGPCT// 20@7/05R132 0

Y/ RAZ
Nz S N W/ Pyridine, 16h, rt S | N/
{Method 14)

i X

Method 14 (Compounds XIT1 )

N-(4-(5-Chlerobenzo[djoxazol-2-yDphenyDacetanzide

To a solution of 4-(5-chlorobenzo[d]oxazol-2-yllaniline (122.3mg, 0.50mmol} in
pyridine (3mL) at room temperature was added acetyl chloride (39 pul., 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, /8.7 2.1 Hz), 2.11 (3H, s)

All compounds below were prepared following the same general method.

N~{4-(5-Chlorebenzo[d]oxazol-2-yI)phenylisobutyramide

LCMS RT= 7.03min, MH" 315.1; *H NMR (DMSO): 10.22 (1H, 5), 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)
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N-{4-(5-Chlerobenzo|d|oxazol-2-yDphenylthiophene-2-carboxamide

LCMS RT= 7.44min, MH" 355.0; "H NMR (DMSO): 10.57 (1H, s), 8.21 (2H, d, J 8.9
Hz), 8.09 (1H, dd, J 3.8 1.1 Hz), 8.02 (2H, d, J 8.9 Hz), 7.93-7.90 (2H, m), 7.82 (1H, d, J
8.6 Hz), 7.46 (1H, dd, J 8.6 2.1 Hz), 7.27 (1H, dd, 7 4.9 3.8 Hz)

N-(4-{6-Chlorsbenzold]joxazel-2-y)phenyljacetamide
ELCMS RT= 6.37min, MH' 287.0; "H NMR (DMSO): 10.32 (11, 5), 8.13 (2iL, d, J 8.8
Hz), 7.96 (1H, d, J 1.8 Hz), 7.84-7.77 (3H, m), 7.45 (1H, dd, 7 8.4 1.9 Hz), 2.11 (3H, s)

N-(4-(6-Chlorobenze|d]oxazol-2-yi)phenyi}isobutyramide

LCMS RT= 7.18min, MH* 315.1; "H NMR (DMSO): 10.22 (1H, ), 8.12 (2H, d, J 8.8
Hz), 7.96 (11, d, J 1.8 Hz), 7.86 (2H, d, J 89 Hz), 7.79 (1H, d, J 8.5 Hz), 7.45 (1H, dd, J
8.5 2,0 Hz), 2.70-2.61 (1H, m), 1.13 (6H, d, J 6.9 Hz}

N-(4-(6-Chlorobenzo|djoxazol-2-yl)phenyljthiophene-2-carboxamide

LCMS RT= 7.61min, MH' 354.9; "H NMR (DMSO): 10.57 (1H, s), 8.19 (2H, d, J 8.9
Hz), 8.09 (1H, dd, /3.7 1.0 Hz), 8.01 (2H, d, /89 Hz), 798 (1H, d, / 1.8 Hz), 7.92 (1H,
dd, J 5.0 1.0 Hz), 7.81 (IH, d, J 8.5 Hz), 7.46 (1H, dd, J 8.5 2.0 Hz), 7.26 (1H, dd, J 5.0
3.8 Hz)

N-(4-(5-Bromoebenzo|djoxazol-2-yl)phenyljacetamide -
'H NMR (DMSO): 10.35 (1H, s), 8.14 (2H, 4, 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, / 8.6 2.0 Hz}), 2.11 (3H, s)

N-{4-(5-(4-Chiorophenyl}benzo|djoxazol-2-yljphenyl)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, JS.GHZ), 2.12 (3H, s)

N-(4-(5,6-Dimethylbenzo|d]oxazol-2-yI}-3-hydroxyphenyDacetamide



In accordance with well known procedures, (see Batista-Parra, A. et at
Heterocycles, 2003, 60, 1367), a suspension of 2-amino-4-nitrophenol
(1.54g, IOmmol) and potassium 0-ethyl carbonodithioatc (1.68g,

10nmmed) igsdry pyridine (10mL) was stirred at 120C for 6h, gagdiemabsoss
room temperature for 164. The soluticm was poured into water and

aqueous hydrochloric acid was added. The resulting precipitate was
collected by filtration, washed with dilute agueous hydrochloric acid,

followed by water and then dried in the vacuum oven to afford 3.3g (84%)
MBI echgoundVH 1 29RR (DIWS0Y: @VESQM 1dd4X B by HZ34 754, s),
03y g@'ﬁ;]c?, j‘s@s@?%%hjﬂgﬁ,l&;‘lj 8’.@,}%&%9 A MO A SASPRIRONAY 8.7

XV) 2-Morpholino-5-nitrobenzo Idloxazole
@=ﬂﬁfé’@8r§2&ﬁff@§h?®i@@@ﬁ)—ﬁ@8r€@igﬁ1mg, 0.5mmol) and morpholine
(66uL, 0.75mmol) in tetrahydrofuran (3mL) were heated at 150C for 15min
Afte i ‘mixture was poured into water and
extracted|with ethyl acetate. The orpanic layer was washed with brine,
dried over antiy SO4 and dbsorBed o silica. 5;_ i ﬁ%ﬂ by
columnc ro?ﬁ@%%ﬁuing wigh ethyl @seetatethgx; '@ﬁ 5¥/v
affords 115mg (92%) ofthe title co hpowthod HINMR (DMSO0); 8.10 (1H, d,
8:00-(1t=+-de~38-8-2-4-H=2J, 7.66 (IH, d, J8.8 Hz), 3.76-3.72 (4H,
{cempound XVI) 2-Morpholisbenzo

sodiu ’dit.hionit (182mg, 1.04rnmol) at room temperature and then

I r 16h. After coqling, the mixture was diluted with water WO
fggj%g%ﬁ?fé’ B%Ffé%%%&ﬁf@gﬂ f’j}ﬁ éﬁaogxtracted with ethyl acetate.
The sriydioicdbydPwhshiriephond ihanesidioweat§SOhanehe (Hforat8d tomol)

f 9 ' ] ’ 4, d,
TGN EED (11, o i ) bob (Lo J04 B ) B0 (314,

ESuting Bushie wassred il ceqm ﬁ%ﬂ%@lﬁ@&%?ﬁ%é@ﬁfﬁ%ﬁﬁ& K@ fhen

B (Hed hloabenz yPierizocititin zoie sd]budinmine Fa@dhspanamwih cthyl
N-(4-chlorobenzy1)-5-nittobenzoldloxazql-2-amine, (15 S50mmal). in
S ] S 5 o e A S P e M el
Bemeyultiarehd v aoaiied by dpdmpoivdai{egrpiy csee e T aadient

(EainG LS WAt edlday i @l 9REAdler- £0RNNY « SHRY KACRIRIE NSO
added and the solution was passed throqn%gﬁag ad of Celite(r). The organic

s S ety AL AR R A G hydrous MgS0O4 and
SANDIRIED MBS @) Ss20tE S6)id SvaSipy e s qakinm, chianiHo geaphy 6 1.6

A S e e aten A0 R0 Vi e eri g (449 of e

2-(3*,4'-Dichiorophenyl)-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, /8.5 2.0 Hz), 7.90 (14, d, J 8.4 Hz), 7.78-7.77 (1H, m), 7.74 (1H, d, /8.4 Hz), 7.47
(1H, dd, J 8.6 1.7 Hz), 5.32 (1H, 4, J 4.3 Hz), 4.93-4.84 (1H, m), 1.39 (3H, d, J 6.4 Hz)



111 NMR (DMSO0): 8.20 (1H, t, .1 6.2 Hz), 7.42-7.36 (414, m), 6.97 (141,
d, .1 8.4 Hz), 6.45 (HI, d, J2.1 HZ), 6.20 (HI, dd, .18.42.2 Hz), 4.72 (2H, s),
4.46 (214, d, J 6.2 Hz) Method 18 (Compound XVR)

kb Agrahenzylthio)-5-nitrobenzofdloxazole To a suspensih:qtsaa07/0s6055
5-nitrobenzo[d]oxazole-2(3H)-thione3k96.2mg, 1.0mmol) in chloroform
(10mL) was added triethylamine (278u.L, 2mmol) followed by 1-
(bromomethyl)-4-chlorobenzene (226mg, 1.1mmol). The reaction was
stirred at 60C for 2h. After cooling, the reaction was diluted with ethyl
acetate, washed with dilute agueous hydrochloric solution and brine. The
combined organic layers weresdried over anhydrous MgSO4 and
evaporated. The resulting sol'r:gzl was purified by column chromatography
eluting with ethyl acetate/hexd@nes 1:10 v/v to afford 250mg (78%) of the
titte compound (LCMS RT= 7.64min) WO g
2007/091106PCT/GB2Q07/05Q055 135 tH IVIR (HMSO): 8.52 (114, d,
J2.3 Hz), 8.27 (114, dd$J8.§2f.';3 Hz), 7.92 @Hgd, J9.0 Hz), 7.58 (241, d,./
8.5Hz),7.42 (2H,d, J §.5 Hi'z)as4.67 (211, %M@thod 19 (Compound XVIII)
2-(4-Chlorobenzylthiofbehz&[&]oxazol-5-argifies To a suspension of
2-(4-chlorobenzylthio)¢5- itrobenzo[d]oxaz@ég (220mg, 0.70mmol) in
ethanol/water (5mL/5mL}at 90C was added-ammonium chloride (75mg,
1.4mmol), followed by iron powder (192m ”3§4mmol). The resulting
mixture was stirred for z}h at 90G. After codling, ethyl acetate was added
and thc solution was passed thréugh a pa@ol%:elite(r). The organic layer
was then washed withdgrine, dried over anBydtous MgS0O4 and
evaporated to affordZ90&ng (9444 of the tifle compoungl (LCMS RT=
6.54min, Nffit 290.9)z ENMR (DMS0): 7.52.12H, d, J8.7{Hz), 7.40 {214, d,

J85 Hz), 7526 (114, d, J8.7 Hz)gé_gm (1414, J1.9 Hz)36.54 (1H, dd, J 8.7
2.2<;F|z), 5.96 (214, 5), 4.55 (214 §) Method 20 (Compdifgls XIX)
N-( -(4-Ch§)robenzyl iFbenzo oﬁazol-S-y\Oacetamiﬁé Toa SO|L/IﬁOﬂ of

mmol)£ The resulting’solution was stirred &t room temperature fag-16h.

er wasithen added,|the precipitate was collected by filtration, Washed
withidiluted aqueous %drochloric acid and then with water. Trituratioh
with diethyl ether affo e:Ej 40mg (40%) of the title compound (LCMS RT=
6.40min, Nall 333.1) tfl MR (DMSO0): 10.08 (111, s), 8.01 (114,d,J 1.8
Hz), 7.58-7.52 (3H, m),|7.43-7.35 (311, m), 4.60 (2H, s), 2.06 (311, s) The
compound below was prepared following the same general method. WO
2007/091106PCT/GB2007/050055

O
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Q

2-(4-ch 0 zo[d[oxazol5-antine (87mg, 0-30mmol)nAry =
%riﬁine (3%1L) at room temperature was e‘@o acetyl chloride (24ub,
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Dioxane, 100°C, 16h
Method 22
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136 LCMS RT= 7.00min, MI-14 361.1; 114 NMR (DMSO0): 9.96 (1H, s),

8.04 (1H, d, J 1.8 Hz), 7.58-7.52 (3H, m), 7.43-7.39 (3H, m), 4.60 (214, s),
2.65-2.60 (1H, m), 1.12 (6H, d, J6.8 Hz) Method 21 (Compound XX)

e hlprargmirobenzoldJozazole To a solution of PCT/GB2007/050055
5-nitrobenzo[d]oxazole-2(3H)-thione1.52g, 12.86mmol) in phosphorous
oxychloride (21mL) was added phosphorous pentachloride (2.68g,
12.86mmol) in one portion. The mixture was then heated to 100C for 2.5h.
After cooling, the excess of phosphorous oxychloride was removed in

vacuo and the resulting mixture was used crude without characterisation.

MetRAsh &z 6FqTRR2RY Ofef)eRidWidro-2-(thiophen-2-yl)benzo Idlozazole A
mixture of 2-chloro-5-nitrobenzo[d]oxazole (404mg, 2.04mmol)
ég(ﬁ%a%ﬁsnwg}bwﬂ%dﬁﬁw@ fﬁ:,@?@) Aabseryany A ¢ al. Heterocycles,
oakisiiripben v phpspiine) paltasing-(Q)r (4080 ¢) .51 gliosane (e pudssium

asheated at 100C for. 16h r.nittegen. Ethyl acetate was added, the ..
et e B S B MR NS
dvaplorand dhathat mesuitiatpitg Aer Johfidbechsebisionmivas honedtoypapiyr and
alylings MtRibacelaie Naxanes .00 ARG HRRipHIICRRY JRKRISE by
phase HPLC to afford 3mg (2%) of the title product Q‘ MS RT= 6.95min)
TR RERIS By e Bl e RveC ey sy e 7oy, TP MY 03 %4ies) agolen
(dekdd delihd SaduliR &z}, (6. 930, 3d, (290 blahehifo (dhhposhd])3.7 1.2 Hz),

R AR SR o

dd, J8.9 0.4 Hz)

Methed 16 (Compound XV}

2-Morphelino-5-nitrobenzo{dloxazole

S-nitrobenzo]djoxazole-2(3H)-thione (98.Img, 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, 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 XVT)

2-Morpholincbenzo[djoxazel-5-amine
A solution of 2-morphelino-5-nitrobenzo[d]oxazole (130mg, 0.52mmol) in cthanol/water
1:1 viv {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



(Method 25) Method 23 (Compounds VW)
5-Amino-2-(5,6-dimethy1-111-benzo Id] imidazol-2-yl)p h eno To
polyphosphoric acid at 130C were added

4ordiprinylenzene-1,2-diamine (500mg, 3.67mmol) and  periGrI067/050055
4-amino-2-hydroxybcrizoic acid (562mag, 3.67mmol), and the resulting
mixture was then heated to 130C for 16h. The solution was then poured

into water and the resulting precipitate was dissolved in ethyl acetate and
washed with Na2CO3. The aqueous layer was separated and extracted

it exwvighed thythatkrh teciitve Bomtdnad loyganics [dyet 9 vwe rehgrethoVeS O, and
%ogy&awa%mf%ﬁ%ﬁﬁg@w QiRdLRGESHING sold was puriied by

qolumn chromato elutin W|th eth ‘,Sé acetate/hcxanes 50:50 v/v to

aW%M@B He(hﬂ’ ((FEemd RrEg. fAnidHvidpsa 4 §.2

NMRL@%?Q},),lﬁ'?@YB‘(éS{AH),,rﬁ)’é-ﬁ@S@.lsé (SJ)I,M)‘vl (1H,d, J 8.3 Hz), 7.35
(1H s) 7.24 (1H s), 6.19 (1H dct, J 8.5 2.2 Hz), 6.12 (1H, d, J 2.1 Hz),

S Methyl-4-nitro hen -1H-benzo [cll |m|dazole LCMS RT= 5.87min,
Q%ﬁflilﬁmbf azolesh¥fiumigg 9 31 (111, s), 8.21- 8.19

(B, ﬁn),sasﬁ%doﬁ4(3llfm &Rfoﬁeawgi-lnﬂ%bea?@@dﬂaﬂélmsﬁ—amme (150mg,
Nitr n m n S RT= 6,48min, mu+
O IS0 1 0! (L DR S A) (1RGP choric
820:8. 1@@@)@9%@&(1’&1 I@nlﬁﬁddszM7?4®@Hl)m)"h€ :Bultifg dKyre
A2 AR OUOLC NP e WLl S8 T OB

Mr 273.9; 1H NMR ( HMSO& 13.80 11 ), 8.54 (111, d, 12.1 Hz), 8.2
psaseddhrpaeh pyppdeob Cekilq i grepio Wy Fa A0 washed szwmd

@R a6hd:8:buk NSO, and cvaporated. The resulting solid was purified by column
chromatography eluting with ethyl acetate/hexanes 50:50 v/v to afford 60mg (44%) of the
title compound (LCMS RT= 5.60min, MH" 274.0)

"H NMR (DMSO): 8.20 (1H, t, J 6.2 Hz), 7.42-7.36 (4H, m), 6.97 (IH, d, J 8.4 Hz),
6.45 (14, d, J 2.1 Hz), 6.20 (111, dd, J 8.4 2.2 }1z), 4.72 (2, s), 4.46 (211, d, .7 6.2 z)

Method 18 (Compound XVII)

2-{4-Chlorebenzylthio)-5-nitrobenzo{d]oxazele

To a suspension of 5-nitrobenzofd]oxazole-2(3H)-thione (196.2mg, 1.0mmol) in
chloroform (10mL) was added triethylamine (278uL, 2Zmmol) 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 agueous
hydrochioric solution and brine. The combined organic layers were dried over anhydrous
MgSOy and cvaporated. The resulting solid was purified by column chromatography
cluting with ethyl acetate/hexanes 1:10 v/v to afford 250mg (78%) of the title compound
(LCMS RT= 7.64min)



Method 24 (Compound XXI1b) 2-(5-Amino-1H-benzo Id]

imidazol-2-Aphenol To 2-(5-nitro-1H-benzo[d]imidazol-2-y1)phenol (90mg,
0.35mmol) in ethyl acetate/water/acetic acid 1:1:0.01 v/v/v (10mL) was
eldeghpadiasium on carbon (15mg). The reaction vessel wasgutged e oss
times with nitrogen, followed by threesimes 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(r), which was
washed with ethyl acetate. The organic layer was washed with saturated

AHUEHTE (NAHOPD 3. 5PHE Iobih2 Lok dedii€ Lkl dds e?e arigd, GV (1H, d, 7 9.0
%ﬂj‘}‘ﬂﬁ@?ﬁ,"&%@% @ﬂg evanerated; sThafesuling sqljd was purified by
column chromatography eluting with ethyl acetate/hexanes 2:1 v/v to

afford 60mg (76%) of the title compound (I.,CMS RT= 5.39min, MEI'

A2E BB AN K@)TH3.28 (1H, br), 12.63 (111, br), 7.72 (1H, d, 18.4
Hz), 7.33-7.28 (214, m), 6.99-6.94(211, m), 6.71-6.58(211, m), 5.12 (2H,

s) WO 2007/091106PCT/GB2007/050055 139 Method 25 (Compounds
ZAGHY Ne2hprEpithic thdpeofdiofdizrhittamdis -yl butyra nide To a solution of
%’@é%ﬂé&é{&?8@%@%%&%&%}5@8}@%&%@9{%&2&[@ iRnRYS9mol) in
(10mL) at room temperature was added butyryl chloride (77uL

othanslriaty: FARTrEXtng Miduress AddetrAgrRnioRnt iR FAtHe 1A TEeD:
Eshykagelalenmsvdcdadang themargeniThayeuiag washedviyigaradtior 4h at
sairated adupous copeet sulfate, fallowed by sedium biearbonaje and pag
briné. The combthed-organic layers were dried over an ydrous g%%4

ah G dire Fataugairlmeutitsgiuolidasked pittifisthbydoetlenar anhydrous MgSO4
QH&%U%&Q{&P%’ AgHing ouithy QYavk peetatem 2058 ¥ MO 1RITOE 54min,
56mg (28%) of the title compound (LCMS RT= 6.96min, Mir 294.0) Nivm
Eé%l%é}:%zﬁs (Ill, br), 9.87 (114, s), 8.08-8.00 (311, m), 7.52-7.20 (414,

fa) NVB8 (BMSOS) 7ZBR1RH, ¥, 8172 HZA 12104, 38. 62k )2 091, (B &7 He),

7.4 Hz) Al o) I r i me general
T R A S A s
5.43min, MH' 294.1;NMR (DMS0): 12.67 (114, br), 9.91 (111, s), 8.08-
m&ggagggog@%gdg& , m), 4.03 (111, q, J7.2 Hz), 2.38 (314, s), 1.13

, d, J6.8 Hz) N-(2-(4-Ch lorophenyl)-1H-benzo felpinidazol-5-yl)b
utyramide LCMS RT= 5.54min, MEr 314.0;NMR (DMSO0): 12.85 (1H, br),
8. 9D-(Lid bRy chdBRib)blenk 8 B ddazoF56@)atdtthpgidd 8.7 Hz), 7.53 (1H, br),

b A G 028 b

pyridine (3mL} at room temperature was added acetyl chloride (21pL, 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 dicthyl cther afforded 40mg (40%) of the title
compound (LCMS RT= 6.40min, MH 333.1)

"H NMR (DMSG): 10.08 (1H, 5), 8.01 (11, d, J 1.8 Hz), 7.58-7.52 (3H, m), 7.43-7.35
(3H, m), 4.60 (24, 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



LCMS RT= 5.32min, MHt 280.0; IH NMR (DMS0): 12.80 (114, br), 9.85
(111, s), 8.16- 8.09 (314, m), 7.58-7.47 (4H, m), 7.28 (1H, d, J8.1 Hz),
2.68-2.60 (1H, m), 1.13 (61-1, d, J 6.9 Hz) WO
219749945406PCT/GB2007/050055 140 N-(2-Phenyl-1H-benzg-r/crz007/050655
Idiimidazol-5-yObutyramide LCMS RiBs 5.32min, mu' 280.0; 'H NMR
(DMSO0): 12.77 (1H, br), 9.90 (111, s), 8.15- 8.12 (31-1, m), 7.58-7.45
(411, m), 7.26 (1H, br), 2.31 (211, t, J7.1 Hz), 1.71-1.58 (211, m), 0.94
(3H, t, J 7.5 Hz) N-(2-(4-Chloropheny1)-1H-benzo
FlfiAiR BBt 5-ODisabvityr adide IENMREMSDINRGEWHE 34 BOHNMR J 1.8
S% 12 ﬁ'Fr‘n)bﬁ)a? ’?3§9(g§hii .8 B8 FL (3B Mo/ (98, (@1 IB8,
752(1 d, J8.8 Hz), 7.29 (114, d, J'8.3 Hz), 2.66- 2.60 (1H, m),
1 d, J6 9 Hz) WO 2007/091106PCT/G82007/050055 142
Method 26 (Compound XXIV) 2-Amino-4-nitrobenzenethiol
(10, 6.411=01), sodium sulfide nonahydratc (1.7g,
icarbonate (600mg, 7.05mmol) and water (15mL)
were comblned and heated in the microwave at 125C for 5min After

saeling o dishirrameligiacWas added, and the organic layer was washed
with 2M agueous hydrochloric acid and then brine. The combined organlc

IEers WekdigRedbverdrRrars LI NRe S XAt dVigssraled 18 arforéPiirgh)  in
fadiphabine mbemomoqmnm MV HR (RIMBO)pR Bda? . Gor{@bhlon)e7 4768,

gﬂéé’i&x sz}h %r]i 1’1’%& M hOd &t (%Om%%%cg ?(9 %@"C for 2.5h. Afer

hio op enyl - |trobenzo ﬁlazol
cooling, the excess of phosphorous oxychloride was removed in vacuo and the resuiting

mixture was used crude without characterisation.

Method 22 {Cempound XXT)

5-Nitro-2-(thiophen-Z-ylibenzo[d]oxazole

A mixture of 2-chloro-5-nitrobenzo{djoxazole (404mg, 2.04mmol), 2-(tributylstannyi)-
thiophene (648L, 2.04mmolj 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 (LLCMS 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
54 1.2 Hz), 793 (1H, d, J 9.0 Hz), 7.69 (1H, dd, J 3.7 1.2 Hz), 7.2% (1H, dd, J 54 3.7
Hz)



2-Amino-4-nitrobenzenethiol (315mg, 1.85mmol), 2-chlorobenzoic acid
(290mg, 1.85mmol) and Eaton's reagent (5mL) were combined and

heated in the microwave at 130C for 10min. After cooling, the mixture was
paYKaehIe yyater and basified with 5M aqueous sodium hydreqgesm@ivgoss
a precipitate, which was filtered off arxd dried to afford 530mg (98%) of the
titte compound. NMR (DMSO0): 8.93 (11-1, d, .1 2.2 Hz), 8.53 (111,d,J 8

.9 Hz), 8.37 (114, dd, J 8.9 2.2 Hz), 8.29 (1H, dd, 31.4 1.9 Hz), 7.78-7.75
(111, m), 7.70-7.60 (214, m) Method 28 (Compound XXVI)
N-(2-Ché%‘ro-5-nitrophenyl)-%m%@%mgaggo 2-chlordis-nitroaniline

@ ‘59famel) in pysidine {Smt)-atroonTtempera asyadded

4- Wenzoyl Qljﬂqu?je (2.6mL, 12.17mmol), followe by%yridine (5mL).
The mixture was thenostirred at room temperature for 16h. #2¢hyl acetate

was then added to the solution to give a precipitag&ﬂgvlﬁi:%yvas filtered off
and washed twice with ethyl acetate, and then he nes. The rgsuktings 24)
solid was then washed with aqueous sodium bicar ongt'@‘,Hz\N
2007/091106PCT/GB2007/050055 143 IM aqueous sodiumhydroxide,

water and hexancs to afford (1.4g, 42%) of the title compound. NMR
(DMSO0): 10.26 (1H, s), 8.58 (IF!, d, J2.8 liz), 8.11 (1H, dd, J8. Y L& "L
7.93 (21-1, d, J 8.2 Hz), 7.87 (1H, d, J 8.9 Hz), 7.38 (211, d,|J 8.8M&5y¢ 2
2.41 (311, s) Method 29 (Compound XXV)
5-Nitro-2-p-tolylbenzo[dithiazole Sodium sulfide nonahydratc (875mg,
3.78mmol) and sulfur (120mg, 3.78mmol) were heated until'molten. The
water was driven off with nitrogen to give a solid. The 'obtaineq_lsolid was

added in portions to N-(2-chloro-5-nitrophenyl)-4-methyl ide (19,
3.44mmol) in ethanol (20rnL) at 85C. The solution was S&{r for
3h. After cooling, 2M aqueous IIC1 was added, a solution was

extracted three times with ethyl acetate. The combined?organic Iéi%rs

were dried over anhydrous Mg504 and evaporated. The resulting solid

was purified by column chromatography eluting with ethyl acetatc/hexanes
10:90 v/v to afford 400mg (43%) of the title compound. NMR (DMSO0):
8186h 64128, (¢ odRpdunay, BB (1H, d, J8.8 Hz), 8.29 (111, dd, J8.8 2.3 Hz),
8.06 (2H, d, J 8.2 Hz), 7.44 (2H, d, J 8.0 Hz), 2.42 (31-1, s) Method 30
(Compounds XXVII) 2-p-Tolylbenzo[d]thiazol-5-amine
5-Ninio@Zplidiyibuetio]d thibensel diogdagott24diphesbiwas suspended in
?P‘%&%ﬂ@ bRkt eedReated At BLGinRA MR SigSine (500mg,

60mg, 2.96mmol) and iron powder (414mg, 7 40mmol) were added to

&%7%%%%:%%&*1%4&&@%8&@%% (et 8EBP D sh Uk reuling
ageling wielsal tiiandvad Sifated titodth eipadoiSelite(poand the patkr and
washed with ethanol. Water was added to the filtrate, ethanol WaR. .co,. The
evaporate Bndthe remaining aqueous¥ayer was extracted wit e'?izwyl

adeeie 19w sumisinertedgaricardyatisdyeriad nath ovbylapteiieo JhogRabiped

gx’%qirﬁé/ aperateddarlird Z2ANEA8V kel iR tleeameorddiiMesRiras

Amin, Ivar 241.0) WO 2007/091106PCT/6B2007/050055
purified by column chromatography eluting with ethyl acetate’hexanes 50:50 v/v to

afford 260mg (28%) of the title compound (L.CMS 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 (1H, 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,
§), 2.30 (3H, s)




144 'H NMR (HMSO): 7.91 (214, d, i8.] Hz), 7.68 (1H, d, J 8.6 Hz), 7.35
(211, d, J 8.0 Hz), 7.15 (111, d, J 2.0 Hz), 6.77 (1H, dd, J 8.6 2.0 Hz), 5.32
(214, s), 2.39 (3H, s) All compounds below were prepared following the
sane@eRer@ method. 2-Phenylbenzoidithiazol-5-amine LCMSRd&®2007050055
6.11min, Mir 227.1; 111 NMR (HMS®} 8.04-8.01 (2H, m), 7.71 (111, d, J
8.5 Hz), 7.56-7.53(311, m), 7.18 (11!, d, J 2.1 Hz), 6.79 (111, dd, J8.6 2.3
Hz), 5.33 (211, s) 2-(4-Chlo rop hen y I) b enzo frOthiazol-5-amine LCMS
RT= 6.72min, Mir 260,7; "H NMR (HMSO): 8.04 (211, d, J 8.7 Hz), 7.72
(iH compogdstilow Bar¢rapered Srliowig Theagme-gendrd methkis. 6.80
(114, dd, J 8.6 2.2 Hz), 5.35 (2H, s) 2-(2-ChlorophenyObenzo
dithiazol-5-amine LCMS RT= 6.49min, Tsar 260.8; 'H NMR (HMSO):
-toMetiylrEaitppbonyh-iHl-penzoldigdavoie 0.7 66 (1H, m), 7.56-7.52
QameR T=228(hiih, B2 Hz)Fe8dK DM EI0) )8 6@ (11H 5)), 9.3T7@H, 8) 8.21-

R P 0 63 (et G Pha, dt, 370 1.7
Hz), 7.74 (1H, d, J8.6 Hz), 7.64-7.55(211, m), 7.19 OH, d, J 1.7 Hz), 6.82

@@N@aé@iﬁogﬁdﬁmnﬁﬁh@ Iftesisy4-Dichlorophenyl)benzo [di
thiazol-5-amine LCM m|n MIC-294.9; 1H NMR (HM

LM BT 164508, d\’ﬁi%ﬁﬁ MB {HHES0)ghs A (i bryg ‘@1‘—2&)(1}1 br),
B.Y6((Hsd 8|8068H3X2Y121@)(m8‘d(m1®f&3 W02R4 (R, ARI(138 .2 21 2).04 (2H,
541 (211, s) WO 7007/091106PCT1GB20071050055 145 LCMS RT=
7.00min, MIL 294.9; 1H NMR (DMSO0): 8.08 (1H, dd, J 7.9 1.6 Hz), 7.84
(1H, dd, J 8.0 1.6 Hz), 7.78 (111, d, J 8.6 Hz), 7.55 (1H, t, J 8.0 Hz), 7.22

6L o Pl G Sfttd A H-Heh ARG fid 428t 538 (211, s) Method 31
Compounds XXVIII

JCMS RT= 6.54min, MH*273.9; 'Hf NMR (DMSO): 13.80 (1H, br), 8.54 (111, d, J 2.1
Hz), 8.29 (2H, d, J 8.6 Hz), 8.21 (1H, dd, J 8.9 2.2 Hz), 7.84 (1H, d, J 8.9 Hz), 7.75 (2H,

d, J 8.5 Hz)

Method 24 (Compound XX1Ib)

2-(5-Amino-1H-benzo[d}imidazol-2-yljphenol

To  2-(5-nitro-1H-benzofd]imidazol-2-yl)phenol  (90mg, 0.35mmol) in  ethyl
acetate/water/acetic acid 1:1:0.01 v/v/v (10mL} was added palladium on carbon {15mg).
The reaction vessel was purged three times with 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 agueous NaHCO3. The
combined organic layers were dried over anhydrous MgSO, and evaporated. The
resulting solid was purified by column chromatography eluting with ethy!
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 (ZH, m}, 5.12 (2H, s)



N-(2-p-Tolylbenzo[d]thiazol-5-yObutyramide To a solution of
2-p-tolylbenzo[d]thiazol-5-amine (110mg, 0.46mmol) in pyridine (3mL) at
room temperature was added butyryl chloride (534, 0.50mmol). The
reeUtingMmisture was stirred at room temperature for 2 days. fthylgaetaiecss
was added and the organic layer was3washed with saturated aqueous
copper sulfate, followed by aqueous sodium bicarbonate and finally with
brine. The combined organic layers were dried over anhydrous MgSO4
and evaporated. The resulting solid was purified by column
chromatography eIutlng with ethyl acetate/hexanes 50:50 v/v to afford
pppound (LCMS RT.= 7.10min, mil' 311.0) 111
NMR (HMSO): 10 12 (IH,s), 8.43 (1H, d, J 1.8 Hz), 8.02-7.96 (3H, m),
7.58 (1H, dd, I8620Hz) 738(2H d, .1 8.0 Hz), 2.40 (311, s), 2.35
@42, ¢t ThlyIHA Hen @ {8 j6i [k 1)y hety (Bhidd, .17 .4 Hz) All compounds

*%%'%Vélo‘ﬁ’l‘?i g éerzlozs gﬁr{ﬁa'if(ﬁ’éﬁ% 359813‘3%%@ éﬁ:\%‘dsl?% 0.67mmol) in pyridine

N-(2-p-Toly 5-yDisobutyramide L T= 706m
$homd,) EL@WWIWS@)”@E@WP}EWI) cigorleA i id, § - 14mpmsl). 8. qugeng
Gﬁlfid%)sz@Q&wft%Qm)ﬁ ﬁ%@mﬂe %f%sg S%ithﬂ)l ﬁ%&%ﬁvﬁghﬁe@%@& organic
m S Z en enzaQ
Pﬁa‘§ ﬁ%ﬂf?ﬁfi&m&%ﬂg i s SRR iP5 téwrwpeby sodium
I B@itd Bnd bt Jrhs)cmmeaha,gmd Iy8ri Blor8 drie® O 2y dm)sSviB 0,
gn%%vvg%&%(g?';fo‘% ]%%)gglg %&g g’% l)’rl%fOOSé gghglh' cl@&m%t%ém(&l} c‘iiuﬁ]ng %vﬂh
W e&@kﬂ%ﬁﬁ@n%%n&b a]ﬂﬁf%ﬁoﬁ@nﬂ)@ﬁ%h@fréﬁﬁ@éﬂL@msoml—(LCMS

RE2mis W 13846 'H NMR (HMSO): 1o 08 (1H, s), 8.47 (111, d, J 1.9

SRR ﬁ@@h EE S0 BUELH N UGB D om

thigAGHS <) Rstb(fr aniidd HOM SR 862D mi) OBl €3330.97BIHIANMR
(HMSO): 10.12 (1H, s), 8.55 (1H, d, J 1.9 Hz), 8.25-8.22 (1H, m), 8.10
(111, d, J 8.8 Hz), 7.74-7.55 (4H, m), 2.72-2.63 (1H, m), 1.17 (6H, d, J6.8
Hﬂ)cmmest@mﬁ&nwéwamzed[ﬁa%wgmem@sswﬁhmﬁﬁ@icms
RT= 7.34min, mil- 330.9; 1H NNfR (HMSO): 10.11 (1H, s), 8.50 (1H, d, J

7.Hz 3H, m), 2.71-2.62 (111, m), 1.17
Z%TQ B)rfgyiiﬁ %ﬂ%@%ngﬂzﬁ!f%gééﬁé}% [d]thiazol-5-yl)iso
batiytaiite 5. 43mm MH*294.1; "H NMR (DMS()) 12.67 (1H, br), 9.91 (1H, s), 8.08-
8.01 (3H, m), 7.50-7.28 (4H, m), 4.03 (1H, g, J 7.2 Hz), 2.38 (311, 5), 1.13 (6H, d, J 6.8
Hz)

N-(2-(4-Chlorophenyi}-1H-benzo|dimidazol-5-yD)butyramide

LCMS RT= 5.54min, MH 314.0; "H NMR (DMSQO): 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 M, 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]imidazel-5-yDiscbutyramide

LCMS RT=5.32min, MH" 280.0; "H NMR (DMSQ): 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)



LCMS RT= 8.21min, MR4364.7; 111 NMR (HMSO): 10.11 (1H, s),
8.52-8.50(1H, m), 8.30 (11-1, d, J 2.1 Hz), 8.10-8.04 (2H, m), 7.85 (11-1,

d, J 8.4 Hz), 7.69-7.64 (1H, m), 2.71-2.64 (114, m), 1.17 (61-I, d, J6.8 Hz)
N224218eighlorophenyl)benzo [dithiazol-5-Aisobutyramide LeMEF&=050055
7.62min, mit 364.9; 111 N1VIR (DM5@): 10.12 (111, 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, J8.0 Hz), 2.70-2.61 (1H, m), 1.15 (614, d, J6.8 Hz) 147
KaFe(CN)6, Ethanol NaOH, 90C, 30min Method 34 XXXI mCPRA nem
Me025 ft 3h Method 35 XXXII Method 32 (Compound XXIX)
%Qﬂ@ﬁ@n&#ﬁﬂﬂ&%\[ﬁmﬁim@%ﬁ Zaiaieigel 0 4-(methylthio)aniline

1mL 9mmol).in dichloromethane (20mL) was added yridine (2mL,
LA TRt bl NEE ORISR e 0 ALy 390 (145, .15
@nlerGibenpo ¥l ehiot e AL s 910D oL} Wasiad det avey b THéEH, m),

55{ £y yag-sti at room temperature for 90min. The precipitate was
flltergcﬁvxf wasﬁgg with dichloromethane, 1M aqueous sodium hydroxide

solution and 1M aqueous hydrochloric acic solution to afford 2.12g (93%)

of 1 it eespReRNSLI HLANMR] (BM&QLS%%&%%%& 98 (2H.d. J 8.7

RS Gim ol e o 67 Bl B ks

8.10 (3H, m), 7.62 (2H, d, J 8.8 Hz), 7.52 (1H, d, J 8.8 Hz), 7.29 (1H, d, J 8.3 Hz), 2.66-
2.60 (1H, m), 1.13 (6H, d, J 6.9 Hz)



4-Chloro-N-(4-(methylthio)phenyl)benzothioamide A suspension of
4-chloro-N-(4-(methylthio)phenyObenzamide (1g, 3.60mmol) and
Lawesson's reagent (875mg, 2 16mmol) in toluene (25mL) was heated to
HOehendabs After cooling, toluene was removed in vacuo arp@fh%mmmsmm
resulting solid was purified by colummitchromatography 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, war 294.1; 1H NMR
(HMSO): 11.80 (1H, s), 7.85 (2H, d, J 8.6 Hz), 7.78 (211, d, J8.7 Hz), 7.54
(211, d, J8.6 Hz), 7.33 (2H, d, J8.7 Hz) WO
2007/091106PCT/GB2007/050055 148 Method 34 (Compou 300£1)
2-(4-Chlorophenyl)-6-(methylthio)benzo klithiazole To a solyj

potassium hexacyanoferrate(111) (670mg, 2 04mmol) in water(5mL) at
90C was added dropwise over 5 minutes a solution of 4-ch|-(4-
(methylthio)phenyObenzothioamide (150mg, 0.51rnmol) in etfi@nol (2mL)
and 3M aqueous sodium hydroxide solution (1.4mL, 4.08mmgt “The
resulting mixture was heated at 90C for 30minutes. After coolingp the
precipitate formed was filtered off and washed with water to give a yellow
solid. The yellow solid was purified by column chromatographyteluting
using a gradient (hexanes to ethyl acetatc/hcxanes 5:95 v/v) to @r‘;ff_grd
100mg (67%) of the title compound (LCMS RT= 9.37min, MiH 292.2) Il
NMR (DM80): 8.11-8.06 (311, m), 7.98 (111, d, J 8.6 Hz), 765 (gfl%. d,J
8.7 Hz), 7.45 (11-1, dd, J 8.6 1.9 Hz), 2.58 (3H, s) Method 3535"(C;§>|;ﬁpound
XXXII) 2-(4-Chlorophenyl)-6-(methylsulfonyDbenzo idlthiazole [T a
solution of 2-(4- ch@rgphenyl) -6-(methylthio)benzol[d]thiazole (240mg,
0.82mmol) in dlclllqsfoﬂnethane (20mL) was added 3-chloroperoxybenzoic
acid (77% in waterﬂ&Omg 4.11mmol) over 5min. The resulting mixture
was stirred at roon?t@gmperature for 3h. 1M aqueous sodium hy@romde
solution was addec%caréfully, and.the mixture Wis then stlrredgr 5m|n
The orgamc Iager \&ag t@en washed with 1M aqueous sodiunvhyd oﬁde
solution, d}ieg oveéanksldro gSHO4 and evapeorated The rg Itlng
solid was bec) stattrsedfrom % acetate tO@.f'fOl’d 125my %) of
the title compgund (LCMS RT= 6:81min, Wit 32@0) 111 NMR (CRCI3):
8.61 (1H, dd, $1.8 0.4 Hz), 8.26¥1H, dd, 18:6 O% Hz), 8.14-8. 090811 m),
7.57 (2H, d, 18.6 Hz), 3.19 (311, s) @{

Eaton's reagent, mi

Method 27

Method 30

Fe, NH,CI
Ethanol/Water (2:1 v/v}, Th, 80

Pyridine, rt, 16h
Method 28

o
O:N NH,
O.N” \/: :
XXVI
Na,S.91L,0, §
Method 29
3
[
2 Rs
O,N N
XXV

I
NH
O)\Rg

Fthanol, 85°C, 3k



Method 36 (Compounds XXXIII) 2-(4-Chlorophenyl)-5-phenyl-111-indole
To a suspension of 5-bromo-2-(4-chloropheny1)-1H-indole (200mg,
0.65mmol) in dioxanc/water 4:1 v/v (5mL) was added phenylboronic acid
Wdm@r el Zmmol) and a few milligrams of PCT/GB2007/050055
tetralcis(triphenylphosphine)palladium¢0). The resulting suspension was
heated in the microwave at 160C for 15min. After cooling, the reaction
was poured into water to give a precipitate, which was filtered off and
Washed Wlth Water The resulting solid was purified by column

ethed fiEpmpennddgdidihg a gradient (hexanes to ethyl
acetate/hexanes 30 70 v/v), followed by a recrystallisation from hot ethyl
acetate to afford 21mg (11%) of the title compound (LCMS RT= 8.54min,

a4 AR 0): 11.68 (1H, s), 7.91 (211, d, J 8.6 Hz), 7.81

CLEkiord, Sdnlirbaditine/ (18- & Ben(@d), nudidh 5u(lide dpdaBykiz)(1.7g, 7.05mmel),
Zoﬁlu% é%é%am)(ﬁao% 77%%41 1 rQﬁdZv %1(8'11_5'111% 'Qgrcjrczcﬂf ﬁmﬁargi heated in

compound below Was prepare Iowmg esame genera

mq@(mmeré%ﬁ&w%)SWm%qneoy@m@ﬁme@etm vemgierand the

8O N3N 636 1vBskbd LM al\@MMslﬁy%éﬁﬁn@ addd8d lﬂens))r%i@ IThe
(211dJ86HZ?777(1Hd 1.0 Hz), 7.68-7.6Q m), 7,54 (2I-1,

ok g e sve AuSd PNT, HIYIR e M8 5vefpfa509 %ﬂ%rd

&lzg 2397%) (@Hhesild 5onGiNnK OIBu, RX, 18-Crown-6 THF it, 30min

PRl SoSSIY R 7 SOBHOMAATINGE2A 19, Y Gl,

Methed 27 (Compound XXV)

2-(2-Chicrophenyl)-5-nitrobenzo[d]thiazole

2-Amino-4-nitrobenzenethiol (315mg, 1.85mmol), 2-chlorobenzoic acid (290mg,
1.85mmol) and Eaton’s reagent (SmL) were combined and heated in the microwave at
130°C for 10min. Afier cooling, the mixture was poured into water and basified with 5M
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, /8.9 2.2
Hz), 8.29 (14, dd, J 7.4 1.9 Hz), 7.78-7.75 (1H, m), 7.70-7.60 (2H, m)

Method 28 (Compound XX V1)

N-(2-Chloro-5-nitrophenyl)-4-methylbenzamide

To 2-chloro-5-nitroaniline (2g, 11.59mmol) in pyridine (SmL} at room iemperature 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 1o give a precipitate, which was filtered off and washed twice with ethyl acetate,

and then hexanes. The resuiting solid was then washed with aquecus sodium bicarbonate,



RICOCI Pyridine, it, 16h Method 39 XXXVI Method 37 (Compound
YOOC1V) 1-Methy1-6-nitro-1H-indole To a solution of 6-niut-1H-indole
(100mg, 0.62mmol) and 18-Crown-6 (180mg, 0.68mmol) in anhydrous
wisahyaiefwran (2mL) at room temperature was slowly added-polassighusooss
tert-butoxide (76mg, 0.68mrnol) followgd by methyl iodide (42uL,
0.68mmol). The solution was stirred at room temperature for 30min.
Tetrahydrofuran was removed in vacuo. Ethyl acetate was added, and the
organic layer was washed with water and then brine. The combined
drdartieciaiperedivar et & er Pyt oz RSO 47301d Eldpofated e the title
@3‘19 24mg (84%) of the title compound. '11 NMR (CDC13): 8.16 (1H, d,
Hz), 7.85 (111, dd, J 8.7 1.9 Hz), 749 (H, d, J 8.7 Hz 7.1 111, d
SV R 0 R 50 5 04 ik e Wbkt T £5 2 T,
(Coniiouhd ¥/ OMY), T-8ethiy, 4 LHs i dia),-B28r(ife d, 7 8.0 Hz), 2.41 (3H, s)
1-methy1-6-nitro-1H-indole (90mg, 0.5 Immol), ammonium chloride
(55mg 1. OmeoI) and iron powder (143mg, 2.55mmol) were suspended
28/ (fommpezad| B Y land heated at 70C for 2h. After cooling, the
solutlon was flltrated through a pad of Celite(c), WO
2007/091106PCT/G132007/050055 151 which was washed with ethanol.
Bt aensteivihenzdEi59¥e filtrate and the organic layer was washed
Wﬂ&imawﬂﬁddomnihﬁimnmn*mgpry&mﬂeﬁymmwrd(iéﬂmgeﬁﬁ&immhk)usere

'1\1"0%%9 %‘F%@Y&P%ﬁ t%%t&?@ﬁoﬁgx%g@% -gi%%{ E*&% lec‘ligz “'i’ﬂc obtained

(@i Wes Gulrted1 v pggiors ® ﬂéﬁﬁﬂe\% {&qr-qph@nﬂm m@mbvrezmqics)(lg,
3.58,{345. 9) Mo 3R ¢ MBeaNGBXEHNdh was stirred at 85°C for 3h. After

cooling, 2M aqueous HCl was added, and the solution was extracted three times with

ethyl acelate. The combined organic layers were dried over anhydrous MgSO4 and
evaporated. The resulting solid was purified by column chromatography eluting with
ethyl acetate/hexanes 10:90 viv to afford 400mg (43%) of the title compound.

'H NMR (DMSO): 8.81 (1H, d, J 2.2 Hz), 8.45 (1H, d, /8.8 Hz), 8.29 (1H, dd, /8.8 2.3
Hz), 8.06 (211, d, J 8.2 Hz), 7.44 (2H, d, J 8.0 Hz), 2.42 (3H, s)

Method 30 (Compounds XXVID)

2-p-Tolylbenzo[d]thiazol-5-amine

5-Nitro-2-p-tolylbenzo[djthiazole (400mg, 1.48mmol} was suspended in cthanol/water
(8mL/4mL) and heated at 80°C. Ammonjum 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 MgSO, and evaporated to afford
220mg (62%) of the title compound (LCMS RT= 6.51min, MH" 241.0)



N-(I-Methyl-1 H-indo1-6-yl)isob utyramide To a solution of
1-methy1-1H-indo1-6-amine (45mg, 0.31mmol) in pyridine (2mL) at room
temperature was added isobutyryl chloride (35tiL, 0.34mmol). The
nesLitiogompsture was stirred at room temperature for 16h. Ethydaestate osooss
was added and the organic layer was4#ashed three times with brine. The
combined organic layers were dried over anhydrous MgSO4 and
evaporated to afford 24.3mg (36%) of the title compound (LCMS RT=
73min, M11217.2) 1-11 N1VIR (DMSO0): 9.78 (1H, s), 7.96 (1H, m), 7.44
?WEHS EMG: 7.90 @ 4o/ §-3H747) 65 GBL(IH, eI Had.4- 35 12Hz )l €.88 H2),
(L s, 38,020 Trbjzb. B (B, S5 22685265 63k, b33 (61 1) d, J6.9
Hz) The compound below was prepared following the same general
method. N-(1-Benzyl-1H-indol1-6-yDisobutyramide I,CMS RT= 6.36min,
M 2@3 Ainds BRMRWO MBS 0Fa9ed Illdwing, thOGfieldemenil Tndt¢dH, d,
J8.5 Hz), 7.41 (1H, d, J3.1 Hz), 7.34-7.24 (3H, m), 7.14-7.10 (3H, m), 6.42
%H d, J3.2 Hz), 5.35 (2H, s), 1.08 (6H, d, J 6.8 Hz) 152 WO
Rherodrerasititzaizbemios0055 153 Method 40 (Compound X.XXVIIL

N1 yeirexy/ 13 omi opfre nyRhUrRmiRe D s litien of (2H, m), 7.71 (1H, 4,J

e RN R s

b)JtyryI chloride (7.05mL, 68.2mmol) over a period of 5min. After 30min at
OC the solution was left warming up to room temperature for 2 days. The
anic layer was washed with aqueous copper sulfate solution and brine.

blerandienid)beass ierigsabéueaitger was filtered off and washed with
W@Wstmﬁcydz%%mﬂ%m of thenitir YD mopowf (Al & MRIREHAMBO 11,
J
£

3 FEA U B S5 BR )ng@é%%g"éﬁf%% ),

0.82(@3H sk, J7.5 Hz)

2-(2-Chlerophenyl)benzo|d]thiazol-5-amine

LCMS RT= 6.49min, MH" 260.8; "H NMR (DMSQ): 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, ./ 2.0 Hz), 6.85 (1H, dd, J 8.6
2.1 Hz), 5.37 (2H, s)

2-{3-Chlorophenylbenzo[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-Dichiorophenylybenze[djthiazol-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, 4, J 8.6 Hz), 7.20 (1H, 4, J 1.9 Hz),
6.84 (1H, dd, /8.6 2.2 Hz), 5.41 (2H, s)

2-(2,3-Dichlorophenyhbenzo[d]thiazol-S-amine



15 Method 41 (Compound XXXVIII) 2-Butyramido-4-nitroPhenyl
trifluoromethanesulfonate To a solution of sodium hydride (220mg,
5.58mmol) in dry acetonitrile (40mL) at OC under nitrogen was added a
sofutionv@h Ng(2-hydroxy-5-ninoPhenyl)butyramide (1g, 20 4.4&rraeboinosooss
dry acetonitrile (90mL). The solution@as then stirred at 0C for 30min.
Trifluoromethanesulfonic anhydride (825pt, 4.90rnmol) was added

dropwise at OC over a period of 10min. After 3h at OC, the solution was
stirred at room temperature for 3h. Water was added, and the aqueous

EGSBY B0 MWith s MR TRV BFYA%i8T4)Er drad then-(vEehatts
\uith d&i_y.veeaﬂueqm@mch;mqﬂgfm ' @gq%@t{zgpgiumﬁﬁar{cgzqu&%sj 2.0
I he,c rganic layers were dried over anhydrous MgSat
g{r‘]fg géﬁ;&%@%%@%ﬁlﬁ@%ﬁ ag) purified by column chromatography
eluting using a gradient (hexanes to ethyl acetate/hexanes 25:75 v/v) to

Akl £8P 490) ofdha e compound. 1H NMR (CDC13):
°d, I2.8 HZ), 8. 11, dd, J 9.1 2.8 Hz), 7.53 (211, d, J 309.1

H.z), 2.50 (21-1,t,J 7.6 Hz), 1.91-1.78 (211, m), 1.09 (311, t, 17.5 Hz)

Mfzmpntéi?ﬂ(fé@mmtm&le@@l)@uw?ﬁ@@?/%ll%lM |
-(5-Nitro-2-(phenylethyn enyt)butyramide To utign.of .

S e R BRI e ettt oL o S s mvsing oy

it dopractiwpimiler(3omipddwdebwitrogehlovis Ad8ied, téthdbutylaniFhonitsuiting

599491%(%%4&;&%@1{8&9m&%@lﬁ{&@%@&?ﬁﬁ!ﬁobﬂ&%m' IRDWERER and the

(280mg, 5 0.24inmol) and copper iodide (140mg, 0.721-ranol).
Wsémm%ﬁmhm%m%%wm%wwwrpﬂ%ma"e@an@ﬁéw aqueous
(o3Rpl bt BRimEmothdTie NG SHliNg 66| The kol techal oS IRBIP arRllitRer
for 2h. Ammogpium chloride was, then added.to quench the reaction, and
AR e CHRAEIEN v ST R THE oy ok
washeth g dhwiind hatceimbinethorhamreiadehd were diied 2veg (18%) of the

aNPYEEs M IBEM S R-ADY RYaR0kRed1Thg resulting solid was purified by
¢olumn chromatograé)hy eIutin% ggsin aﬁgradient hexanes to ethyl
ti

YRS (DU 380G trsdeo elcbiBgurd R Bzt 7$B{H.
da7 8)6 8.84163,11.381 (0.3, HR)0 8191 LUDIRE )] 8.85224HZ)1 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-yljisobutyramide

LCMS RT= 7.06min, MH" 311.0; "H NMR (DMSO0): 10.08 (1H, 5), 844 (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, 5), 1.15 (6H, d, J 6.8 Hz}

N-(2-Phenylbenzo[djthiazol-5-yl)isobutyramide

L.CMS RT= 6.56min, MH" 297.0; "H NMR (DMSO): 10.07 (1H, ), 847 (1H, d, ./ 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)



7.83 (1H, d, J8.6 Hz), 7.70-7.67 (2H, m), 7.52-7.49 (3H, m), 1.73-1.61
(2H, m), 0.96 15(311, t, J 7.5 Hz) Method 43 (Compound XLa) 20
6-Nitro-2-phenyl-1H-1ndOle To a solution of

N-brititrerZdphenylethylyl)phenyl)butyramide (580mg, 1.88giehdivo7/0s0055
1-Methy1-2-pyrrolidinone (20mL) undéetr nitrogen was added potassium
tert-butoxide (243mg, 2.16mmol). The resulting solution was heated at

70C for 6h, and then left at room temperature for 16h. Water was added

and the aqueous layer was extracted 25 several times with ethyl acetate.

Theddrkibtaseprbryahhensp it hand-frabirebutpramiss with water, 3 times

M'R@ﬂ!ﬁ%ﬁ?mﬂmﬁfﬁmmg .@I@Qi@t@ﬁ; E}D@.zﬁ?ﬁ‘l’ﬁ'{@, J1.9
m tenzl w%sa urified by column chromatp rapay elutlalg with eth

&bk ded 1842 Wﬁo(%{ﬁo%%%ﬂé(’éé G} Ok tHE (il %8%%8%%@ m),
NVR4BMB05.8 135 (111, s), 8.30 (11-1, d, J2.1 Hz), 7,97-7.90(311, m),
7.73 (111, 30d, J8.9 Hz), 7,57-7.52(214, m), 747-7.42 (111, m), 7.17 (111,
dd, J 2.0 0.8 Hz) Method 44 (Compound MAW PCT/G132007/050055
WE-LbEHbyenbanibaugltithinpiitsdizopneoymite] -i1dole To a solution

efcEnmteor2-plenyd - Mixlnstole ([EOGw,. @ Somab and A8 o, d, 7 1.9

% 0 8429 oglzgin anhydroys tetrahydrofinan (2mL.) at room
AN S Otader et G 4TS ST

follded ty/hm8tHyl iodide (31 pL, 0.49mmol). The solution was stirred at

room temperature for 30min. Tetrahydrofuran was removed in vacuo.
Ethyl acetate was added, and the organic layer was washed with water

Shet b Harrp erEDbshmsidlidisrabfirisgbrsxxapiddried over anhydrous
WoseRandreyapar e to@iod AAMRMEARG):abthe title ompwund.q, 7 1.7

FEoTHTA Bt GH PMO T Lo 3T o Pty VAo L 69 T
d, JO.8 Hz), 3.95 (311, s) Method 45 (Compound XLlI)
N-(2-(3,4-Dichlorophenyl)benzo{d]thiazel-5-yDisobutyramide

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 (1M, 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-Dichlorophenylibenzo[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 (ZH, 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, /8.0 Hz), 2.70-2.61 (1H, m), 1.15 (6H, d, .J 6.8 Hz)



15 2-Phenyl1-1H-ind01-6-amiOc 6-Nitro-2-phenyl-1H-indole (175mg,
0.73mmol), ammonium chloride (80mg, 1.47mmol) and iron powder
(205mg, 3.68rnmol) were suspended in ethanoUwater (4mL/2mL) and
hegted-ab /@6 for 2h. After cooling, the solution was filtrated thr@uebr@ 7050055
pad of Celite(r), which was washed with ethanol. The organic layer was
evaporated 20 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

ound®tt% NMR{RMS0)- 3088 (L1-1, S),:ZhbrTralide , %39
NE7.9 HY 7231884211, n 11, HIE.£2.0 0.7 H2)76 150657

(111 m), 6.39 (1£EL dd, J8.4 2.0 Hz) 254782, (211, s) Method 46 @
(Compounds XLID N-(2-Pheny1-1124do1-6-yDisobutyramlde 3¢*Fo a
solution of 2-pheny1-1H-indo1-6-amine (54mg, 0.26mmol) in pyridine
(2mL) at room temperature was added isobutyryl chloride (30p.L,

0. Fng mmoft. Th% resultlng mixture w reqj‘e@ggo m temperature for 2
daysrhen watdr Was-ddgded, a BEIIG 2007/0@5‘&@
2867/091106156 preC|p|tate was formed. This solid was recrystallised
from hot ethyl acet’f&'to afford 15mg (21%) of the titt&#ompound (LCMS
RT= 6.27min, Mt 279.0)

Method 32 (Compound XXX

4-Chloro-N-(4-{methylthis)phenyl)benzamide

To 4-(methylthio)aniline (1mlL, 8.19mmol) in dichloromethane (20mL) was added
pyridine (2mL, 24.6mmol). The resulting solution was cooled to 10-15°C and 4-
chlorobenzoy! chloride (1.14mL., 9.00mmol) was added over Smin.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, 4, J 8.8 Hz), 2.47 (3H, s)

Method 33 (Componnd XXX)

4-Chloro-N-(4-(methylthio)phenylbenzothicamide

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.
Adter cooling, tolucne was removed in vacuo and the resulting solid was purified by
column chromatography eluting using a gradient (hexanes to ethyl acetate/hexancs 30:70
v/v) to afford 503mg {48%) of the title compound.

L.CMS RT= 6.98min, MH" 294.1; "H NMR (DMSO): 11.80 (1H, 5), 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)



111 NMR (DIVISO): 11.40 (114, s), 9.74 (114, s), 8.02 (1H, s), 7.82 (211,
d, J7.5 Hz), 7.47-7.40(311, m), 7.28 (111, t, J7.3 Hz), 7.07 (111, dd, J
8.5 1.6 Hz), 6.83 (1H, d, J 1.1 5HZz), 2.67-2.60(111, m), 1.13 (614, d, J6.7
Kz Fdhemempound below was prepared following the same genesaboo7/050055
method. N-(1-Methyl-2-Phenyl-1H-ind@8l-6-yDisobutyramide 10 LCMS RT=
6.66min, M1E 293.2; IA NMR (DMS0): 9.83 (111, s), 8.02 (111, s), 7.61-
7.39 (611, m), 7.13 (111, dd, J8.5 1.7 Hz), 6.50 (114, d, JO.5 Hz), 3.69
(311 s) 2 69 2 60 (111 m), 1.13 (6H, d, J6.8 Hz) OH 02N Prolinol,

fpthod 3¢ (Opmeompd XHIE 3h Method 47 02N XLllla R=NO2 \ Fe,
NH4CI EtOH/Water 2:1 vlv, 8OC 4h XLIllb R=NH2 Method 48

2-(4-Chlorophenyl}-6-(methylthio)benzo{d]thiazole

To a solution of potassium hexacyanoferrate(Ilfy (670mg, 2.04mmol) in water (5mL) at
90°C was added dropwise over 5 minutes a solution of 4-chloro-N-(4-
{methylthio)phenylibenzothioamide (150mg, 0.5Immol) in ethanol (2ml) and 3M
aqueous sodium hydroxide solution (1.4ml, 4.08mmol). The resulting mixture was
heated at 90°C for 30minutes. After cooling, the precipitate formed was filtered off and
washed with water to give a yellow solid. The yeilow solid was purified by column
chromatography cluting using a gradicnt (hexanes to cthyl acctate/hexancs 5:95 v/v} to
afford 100mg (67%) of the title compound (LLCMS RT=9.37min, MH" 292.2)

'H NMR (DMSO): 8.11-8.06 (3H, m), 7.98 (1H, d, J 8.6 Hz), 7.65 (2H, d, J 8.7 Hz),
7.45(1H, dd, /8.6 1.9 Hz), 2.58 (3H, 5)

Method 35 (Compound XXXIT)

2-(4-Chlerophenyl)-6-(methylsulfonyljbenzo]d]thiazole

To a solution of 2-(4-chlorophenyl}-6-(methylthio}benzo[djthiazole (240mg, 0.82mmol)
in dichloromethane (20mL) was added 3-chloroperoxybenzoic acid (77% in water,
710mg, 4.1 1mmoi) over 5min. The resulting mixture was stirred at room temperature for
3h. 1M aqueous sodium hydroxide solution was added carefully, and the mixture was
then stirred for 5min. The organic layer was then washed with 1M aqueous sodium
hydroxide solution, dried over anhydrous MgSO; and evaporated. The resulting solid was
recrystallised from hot ethyl acetate to afford 125mg (47%) of the title compound
(LCMS 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 (ZH, d, J 8.6 Hz), 3.19 (3H, s5)



RICOCI, pyridine, rt, 16h Method 49 R1CO2H, DIPEA, DCM, HATU rt,

48h Method 50 XLIV 15 Method 47 (Compound

5-Nitro-2-phenylbenzofura0 A solution of 2-iodo-4-nitrOphenol (500mg,
wWeommed).prolinol (573mg, 5.66nunol), 20 palladium on carken Ae@meose0ss
0.06mmol), triphenylphosPhine (59.4img, 0.226nunol) and copper iodide
(22mg, 0.113mmol) in water (6mL) was stirred for Ih at room temperature.
Ethynylbenzene (482mg, 4 72mmol) was slowly added, and the resulting
mixture was heated at 80C for 3h. After cooling, ethyl acetate was added,
and the mixture was passed thr. a pad of Celite(r). The filtrate was
406157PCE/&B2007(050055

134mg (30%) of the title compound 111 NMR (DMSO) 8.62 (ﬂl d J2.4
Hz), 8.23 (111, dd, J9.1 2.5 Hz), 8.00-7.96(211,

Method 36 (Compounds XXXTE)

Z-(4-Chlorophenyl)-5-phenyi-1H-indole

To a suspension of 5-bromo-2-(4-chlorophenyl)-1H-indele (200mg, 0.65mmol) in
dioxane/water 4:1 v/v (5mL) was added phenylboronic acid (87mg, 0.72mmo!) and a few
milligrams of tetrakis(triphenylphosphine)paliadium(0). The resulting suspension was
heated in the microwave at 160°C for 15min. Afier cooling, the reaction was poured into
water to give a precipitate, which was filtered off and washed with water. The resulling
solid was purified by column chromatography cluting using a gradient (hexanes to ethyl
acetate/hexanes 30:70 v/v), followed by a recrystaliisation from hot ethyl acetate to afford
21mg (11%) of the title compound (LCMS RT= 8.54min, MH' 304.1)

'"H NMR (DMSO): 11.68 (1H, s), 7.91 (2H, d, J 8.6 Hz), 7.81 (1H, 4, J 1.1 Hz), 7.70-
7.66 (ZH, m), 7.55 (21, 4, J 8.6 Hz), 7.50-7.41 (4H, m), 7.33-7.28 (1H, m), 7.01 (1H, d,J
1.2 Hz)

The compound below was prepared following the same general method.

N-(4-(Z-(4-Chlorophenyl)-1 H-indol-5-yl)phenyljacetamide

LCMS RT= 6.69min, MH" 361.0; "H NMR (DMSO): 11.64 (1H, 5), 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 Hxz), 7.46
(1H,d,J8.3 Hz), 741 (14, dd, J 8.5 1.6 Hz), 6.99 (1H, d, J 1.5 Hz), 2.07 (3H, 5}



5m), 7.89 (IH, d, J9.0 Hz), 7.66 (1H, d, JO.4 HZz), 7.60-7.46 (311, m)

Method 48 (Compound XLIID) 2-Phenylbenzofuran-5-aminc 10 To
5-Nitro-2-phenylbenzofulan (25(1mg, 1.04mmol) in ethanol/water 2:1 v/iv
w@2mk)anB80C was added ammonium chloride (112mg, 2.08mfof? 4RG3
iron powder (292mg, 5.23mmol). TH¥ resulting mixture 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 layer was evaporated into
vacuo to obtain a solid, which was then taken upJn ethyl 15 acetate and

washeg-iith w ajer. TheoMbifdddidanic layg dried over
anhyd w aé&%&ﬁ%%edmfford 1 139-(96%) of the title
compoUnd”NMR (DMSOY78717.83 (2147Mm), 7.50-7.44 (21-1, m),

(1H, d, J 2.2 Hz), 6.60 (111, dd, J 8.7 2.3 Hz), ”{Hs“‘)ycﬁw%ﬂe&g
1 =Nz * 2 T02C Zh
(Compounds XLIV) N-(2-Phenylbenzofuran-5-y butyramld%éﬁgoa%
solution of 2-phenylbenzofuran-5-amine (210mg, 1.0Qmmgl) in pyridine
(5mL) at 25room temperature was added isobutyryl hi@aiﬁier(]sﬁlﬁ)l.tL,
1.10nunol). The resulting mixture was stirred at room Ye#fdéPature for 16h.
Ethyl acetate was added and the organic layer was washed with saturated
agueous copper sulfate solution foIIowedey satwrated.agueous potassium
carbonate solution. The combined organi¢'laye @
anhydrous MgSO4 and evaporated. TB gL Ba
30 column chromatography eluting using a dgfadient (ethQ}2
acetate/hexanes 1:3 v/v to ethyl acetate/hexanes ]x v) to afford 134mg
(48%) of the title compound (LCMS RT= 6.81min, mit 280.1)

Method 37 (Compeund XXXIV)

7.40-7.34 (111, m), 7.28 (111, d, J 8.7 Hz), 7.20 (111, & JO.7 km)Ne7d
%ﬁé 1
ISO

1-Methyk-6-nitro-1H-indole

To a solution of 6-nitro-1H-indole (100mg, 0.62mmol) and 18-Crown-6 (180mg,

0.68mmol) in anhydrous tetrahydrofuran (E.mL) at room temperature was slowly added

potassium tert-butoxide (76meg, 0.68mmol) followed by methyl iodide (42pL, 0.68mmol).

The solution was stitred at rcom temperature for 30min. Tetrahydrofuran was removed in-
vacuo. Bthyl acetate was added, and the organic layer was washed with water and then

brine. The combined organic layers were dried over anhydrous MgSO4 and evaporated to

afford 91mg (84%) of the title compound.

3 NMR (CDCly): 8.16 (14, d, J 1.8 Hz), 7.85 (1H, dd, J871.9Hz), 749 (1H,d, J 8.7
Hz), 7.19 (1H, d, J 3.1 Hz), 6.43 (1H, dd, /3.1 0.9 Hz), 3.74 (3H, 5)

Method 38 (Compound XXXV)

1-Methyl-1 H-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/ImL}) and

.
heated at 70°C for 2h. Afier cooling, the solution was filtrated through a pad of Celite”,



PCT/GB2007/050055 WO 2007/091106158 NMR (DMSO0): 9.87 (111, s),

8.05 (111, s), 7.91 (211, d, J 7.4 Hz), 7.58-7.48 (311, m), 7.45-7.38 (311,

m), 2.66-2.54 (111, m), 1.13 (6H, d, J6.8 Hz) The compound below was
waseparest fallowing the same general method. 5 PCT/GB2007/050055

2-(41-Chloropheny1)-5-isobutyramidb-benzofuran LCMS RT= 7.41min,

Mir 314.2; '"H NMR (DMS0): 9.88 (11-1, s), 8.06 (111, d, J 1.9 Hz), 7.92

(211, d, J 8.7 Hz), 7.59-7.53 (311, m), 7.49 (114, d, J 0.8 Hz), 7.43 (114,

vggébé%g pztggh?ézj)(’;é\%?ﬁazngﬁ é%hjﬂr% ’acr:r-le : t:cli '\]ifgs(g&c}e’ddtb Jth6é %géee 1391&4%@81‘%&1110
13RS RY ohnfd3 didk-twiisoropitopahanielverd zofgman Tayers were dried over
3,3, 3-trifluoroProRanoic acid, (13 in dey; di thane
SO 1A TGP PIATD L Feaa T Do ran) e aHlpearee

L5 SRR pY NS )ahife (F801418 BB I8l i d ik th idAbdsthér L™
fﬁizlrgﬁ?& MRy ke, {08 100Min. 2-phemybbenseiiran; 5-cargines(234mg,

mmol) was then added and the resulting mixture was stirred at room
temperature for 48h. Ethyl acetate was added and the organic layer was
Wasbedorcanibnresdaqueous water. The combined organic layers
were dried over 20 anhydrous MgSO4 and evaporated. The resulting solid
was purified by column
N»{IwMethyl-iH-indol—ﬁ-yi)isobutyramide

To a solution of 1-methyl-1H-indol-6-amine (43mg, 0.31mmol) in pyridine (2mL} at

room temperalure was added isobutyryl chloride (35upL, 0.34mmol). The resulting
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 MgSO4 and evaporated to afTord 24.3mg (36%) of the title compound (L.CMS
RT=5.73min, M 217.2)

'H NMR (DMSO): 9.78 (1H, 8), 7.96 (1H, m), 7.44 (1H, 4, J8.4Hz),7.24 (1H,d, /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, ), 2.68-2.61 (1H,
m), 1.13 (6H, d, /6.9 Hz)

The compound below was prepared following the same general method.

N-(I-Benzyl-iH-indol—ﬁ—yl)isobutyramide

LCMS RT= 6.36min, MIT 293.2; "H NMR (DMSO): 9.73 (1H, s), 7.90 (1H, m), 7.45
(1H, d, J 8.5 Hz), 741 (14, 4,/ 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)



chromatography eluting using a gradient (ethyl acetate/hexanes 1:3 v/v to
ethyl acetateThexanes 1:1 v/v) followed by trituration in ethyl acetate to
afford 99.3mg (28%) of the title compound (LCMS RT= 6.62min) 1-14
wIMRB/@M&0): 10.37 (111, s), 8.01 (111, d, J 2.0 Hz), 7.92 BXHGET G585S
1.5 Hz), 257.61 (111, d, J 8.8 Hz), ¥55-7.41 (4H, m), 7.38 (111, dd, J 8.9
2.2 Hz), 3.53 (211, 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 30skilled in the art.
159 CLAIMS I.A compound, or a pharmaceutically acceptable salt thereof,
wherein the compound is
5-(ethylsulfony1)-2-(naphthalen-2- yI)benz@[d]oxazoIe 2. A
pharmaceutical composition comprising tt‘@@ compound of claim 1, or a
pharmaceutically acceptable salt thereof, énE a pharmaceutically
acceptable diluent or carrier. 3. Use of th@c@mpound of claim 1, or a

pharmaceuticallyacceptable salt thereof, i ﬁu@ manufg ofa 2
medica for the treatment or prophylaﬁsfoﬁDuche uscular ‘u
dystro@]y or Qckef muscular dystrophy. ,—~ "
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Methed 40 (Compound XXXVID

N-(Z-Hydroxy—S-nitmphenyl)butyramide

To a solution of 2-amino-4-nitrophenol (10g, 64.9mmol) in dichloromethane (250mL)
under nitrogen at 0°C was added pyridine (10.5mk., 129.9mmol) followed by butyryl
chloride (7.05mL, 68.2mmol) over a period of Smin. After 30min at 0°C, the solution
was left warming up to room temperature for 2 days. The organic layer was washed
with aqueous copper sulfate solution and brine. Insoluble material from the agueous
layer was filtered off and washed with water to afford 4.95g (34%) of the title
compound.

1Y NMR (DMSO): 11.64 (1H, br), 9.37 (1H, s), 8.95 (1H, d, J 2.8 Hz), 7.89 (1H,4d,J
8.9 2.8 Hz), 7.02 (1H, d, /8.9 Hz), 2.43 (2H, t, J 7.4 Hz), 1.67-1.55 2H, m), 0.92 (3H,
t,J 7.5 Hz)

Method 41 (Compound XXXVIIT)

2-Butyramido-4-nitrophenyl triflusromethanesulfonate

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)bu1yramide (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 sodinm
bicarbonate and brine. The combined organic layers were dried over anhydroas MgSO.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.

1§ NMR (CDCh): 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, 1, J 7.6 Hz), 1.91-1.78 (?H, m), 1.09 (3H, t, J 7.5 Hz)

Methed 42 (Compound HXXEX)
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Nu(5-Nitm-zw(phenylethynyl)phenyi)butyramide

To a solution of 2-buty1‘amido-4-nitropheny1 trifluoromethanesulfonate (860mg,
2.42mmol) in dry acetonitrile (30mL) under nitrogen was added tetrabutylammonium
jodide (1.34g, 3.62mmol), tetrakis(‘triphenylphosphine)palladium(()) {280mg,
0.24mmol) and copper iodide (140mg, 0.72mmol). Triethylamine (6mlL) was then
added, followed by phenyl acetylene (530ul, 4.83mmol). The resulting solution was
stirred at room temperatare for 2h. Ammonium chloride was then added to quench the
reaction, and the aqueous layer was extracted with ethyl acetate. The organic layer was
washed with brine. The combined organic layers were dried over anhydrous Mg504
and evaporated. The resulting solid was purified by column chromatography eluting
using a gradient (hexanes to ethyl acetate) to afford 5%0mg (78%) of the title
compound.

'H NMR (DMSO): 9.81 (1H, 5), 8.74 (1H, 4, 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), 7.52-7.49 (3H, m), 1.73-1.61 (2H, m), 0.96
(31, t,.7 7.5 Hz)

Method 43 (Compound XE.a)

6-Nitro-2-phenyl-1H-indole

To a solution of N-(3 -ni1Io-«2-(phenylethynyl)phenyl)butyramide (580mg, 1.88mmol) in
{-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 MgSC4 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.

' 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, 72.0 0.8 Hz)

Method 44 (Compound XL.b)
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1—Methyi«-6-nitro~2~phenyi-1ﬁ-indole

To a solution of 6-nitro-2-phenyl-1H-indole (106mg, 0.44mmol) and 18-Crown-6
(130mg, 0.49mmol) in anhydrous tetrahydrofuran (?mL) at room temperature was
added potassium tert-butoxide (55mg, 0.49mmol) followed by methyl iodide (31uL,
0.49mmol). The solution was stirred at room temperature for 30min. Tetrahydrofuran
was removed in vacuo. Ethyl acetate was added, and the organic layer was washed with
water and then brine. The combined organic layers were dried over anhydrous MgSOx4
and evaporated to afford 110mg (98%) of the title compound.

'H NMR (DMSO): 8.60 (iH, d, J 2.1 Hz), 8.03 (1H, dd, /8.8 2.1 Hz), 7.82 (1H, 4, J
8.7 Hz), 7.74-7.71 (2H, m}, 7.67-1.57 (3H, m), 6.87 (iH, d, J 0.8 Hz), 3.95 (3H, s)

Method 45 (Compound XLI)

2-Phenyl-1H-indol-6-amine

6-Nitro-2-phenyl-1H-indole (175mg, 0.73mmel}, ammonium chloride (80mg,
1.47mmol) and iron powder (205mg, 3.68mmol) were sugpended 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.

'y NMR (DMSO): 10.88 (1H, s), 7.16-7.72 (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 (19, dd, J 8.4 2.0 Tz},
4.82 (2H, s)

Method 46 (Compounds XLID

N—-(Z-Phenyl—‘iH-indel—ﬁ-yl)isobutyramide
To a solution of 2-phenyl-1H-indol-6-amine {54mg, 0.26mmol) in pyridine (2mL}) at
room temperature was added jsobutyryl chioride (30ulL, 0.29mmol). The resulting

mixture was stirred at room temperature for 2 days. When water was added, a



10

15

20

WO 2007/691106 PCT/GB2007/050035
156

precipitate was formed. This solid was recrystallised from hot ethyl acetate o afford
15mg (21%) of the title compound (LCMS RT= 6.27min, MH ' 279.0)

g NMR (DMSO): 11.40 (11, s5), 9.74 (1H, s), 8.02 (1H, s), 7.82 (24, d, J 7.5 Hz),
7.47-7.40 (3H, m), 7.28 (1H, 1,/ 7.3 Hz), 7.07 (1H, dd, /8.5 1.6 Hz), 6.83 (1H,d,J71.1
Hz), 2.67-2.60 (1H, m), 1.13 (6H, d,J 6.7 Hz)

The compound below was prepared following the same general methed.

Nw(1-Methyl-2-pheny1—-1H-ind&l—é—yi}isohutyramide

LCMS RT= 6.66min, MH ™ 293.2; 'H NMR (DMSO): 9.83 (1H, 5), 8.02 (1H, s), 7.61-
7.39 (6H, m), 7.13 (1H, dd, J 8.5 1.7 Hz), 6.50 (1H, d, J 0.5 Hz), 3.69 (3H, s}, 2.69-
2.60 (1H, m), 1.13 (6H, d, J 6.8 Hz)

iow
P 02N | o
Prolinol, Pd/C, Cul, PPhg O O R
R Water, 80°C, 3h - 7

Method 47 OzN

XEia R=NO, )’ Fe, NIH,Cl, EtOHWater 2:1 v, 80°C, 4h

¥Lib R=NH, ¥ Method 48

R,COC!, pyridine, R,CO.H, DIFEA, DCM, HATU

#, 16h t, 48h
Method 49 Method 50
R, Q .
Vi
0% N
H
ALIV

Methed 47 (Compound XL.ITIa)

5-Nitro-2-phenylbenzofuran

A solution of 2-iodo-4-nitrophenol (500mg, 1.89mmol), prolinol (373mg, 5.66mmol),
palladium on carbon (60mg, 0.06mmol), triphenylphosphine (59.4mg, 0.226mmol) and
copper iodide (22mg, 0.113mmol) in water (6ml) was gtirred 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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combined organic layers were dried over anhydrous MgSQOj and evaporated. The
resulting material was purified by column chromatography eluting with ethyl
acetate/hexanes 1:40 v/v to afford 134mg (30%) of the title compound.

' NMR (DMSO): 8.62 (1H, d, /2.4 Hz), 8.23 (1H, dd, /9.1 2.5 Hz), 8.00-7.96 (2H,
m), 7.89 (1H, d, J 9.0 Hz), 7.66 (1H, d, J 0.4 Hz), 7.60-7.46 (3H, m)

Method 48 (Compound XLITTb)

2-Phenylbenzofuran-5-amine

To 5-Nitro-2-phenylbenzofuran (250mg, 1.04mmol) in ethanol/water 2:1 v/v {12mL} at
R0°C was added ammonium chloride (112mg, 2.09mmol) and iron powder (292mg,
5 23mmol). The resulting mixture was heated at 80°C for 4h. After cooling, the solution
was filtrated through a pad of Celite®, which was washed with ethanol. The organic
jayer was evaporated into vacuo to obtain a solid, which was then taken up in ethyl

acetate and washed with water. The combined organic layers were dried over

~anhydrous MgSO, and evaporated to afford 211mg (96%) of the title compound.

'f NMR (DMSO): 7.87-7.83 (2H, m), 7.50-744 (2H, m), 740-7.34 (1H, m), 7.28
(1H, 4,7 8.7 Hz), 7.20 (1H, d, 7 0.7 Hz), 6.74 (1H, d, /2.2 H7), 6.60 (1H, dd, J 8.7 23
H7), 4.88 (2H, s)

Method 49 (Compounds XLIV)

N~(2-Phenylbenmfuran—S-yi)isobutyramide

To a solution of 2‘pheny1benzofuran~5-amine (210mg, 1.00mmol) in pyridine (SmL) at
room temperature was added isobutyryl chloride (120uL, 1.10mmol). The resulting
mixtare 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 MgSOs and evaporated. The resulting material was purified by
column chromatography eluting using a gradient (ethyl acetate/bexanes 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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'H NMR (DMSO): 9.87 (1T, 5), 8.05 (1H, 5), 791 (211, 4,7 74 H2), 7.58-7.48 (31,
m), 7.45-7.38 (3H, m), 2.66-2.54 (1H, m), 1.13 (6H, d, /6.8 Hz)

The compound below was prepared following the same general method.

2—(4'-Chlurophcnyi)—»S-isobutyramido-bcnmfuran

LCMS RT= 7.41min, MH 314.2; g NMR (DMSO): 9.88 (1H, s5), 8.06 (1H,d,J 1.5
Hz), 7.92 (2K, d, J 8.7 Hz), 7.59-7.53 (3H, m), 7.49 (1T, 4, J 0.8 Hz), 7.43 (1H, dd, J
9.0 2.2 Hz), 2.66-2.56 (1H, m), 1.13 (6H, d, J 6.8 Hz)

Method 50 gCGmpound XLIVY

ZmPhenyl—S-(S',3‘,3'-triﬂuoropropanamido)benmi’uran

To 3,3,3-trifluoropropanoic acid (136mg, 1.06mmol) in dry dichloromethane (10mL)
was added HATU (468mg, 1.23mmol) and diisopropylethylamine (S80uL., 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 MgSOs 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 viv) followed by trituration in ethyl acetate to afford 99.3mg (28%)
of the title compound (LCMS RT= 6.62min)

' NMR (DMSO): 10.37 (11, 5), 8.01 (1H, d, J 2.0 Hz), 7.92 (H, dd, J 7.5 1.5 Hz),
7.61 (1H, 4, J 8.8 Hz), 7.55-7.41 (4H, m), 7.38 (1H, dd, J 8.9 2.2 Hz), 3.53 CH, ¢, 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.



159

CLAIMS

L. A-compound, or a pharmaceutically acceptable salt thereof, wherein the

compound is 5-(ethylsulfonyi}-2-(naphthalen-2-yl)benzo{d}oxazole.

2. A pbarmaceutical composition comprising the compound of claim 1, or a
pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable diluent or

carrier.

3. Use df the compound of claim 1, or a pharmaceutically acceptable salt thereof,
in the manufacture of a medicament for the treatment or prophylaxis of Duchenne

muscular dystrophy or Becker muscular dystrophy.



