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AM NE DERI VATI VES AND THEIR USE I N
BETA- 2- ADRENORECEPTOR MEDI ATED DI SEASES The present

WO pwentiooh rel ates to am ne derivatives, proceBSEEBR@N/004925
their preparation, pharmaceutical conpositions
containing themand their use in therapy (for exanple
their use in b2 adrenoreceptor nedi ated di sease
states). Adreneoceptors area group of G protein

= and b, NGV CRYsalIRELOMO IR ISR RUL RS L i o

sub-types of which the bAGTWWATOR y has at |east 3
menbers: bl , b2 and b3. b2 adrenoceptors (henceforth

r efeke ﬁ)%éeﬁt%@ﬁtl&gre[a%ﬁt@h bl c@"sﬁllfﬁ@ 'cﬁérﬁﬁcﬁ&la ?mdanarﬁaore
snoot h nmuscl e cells. Agonismof the receptor on

partigulagkyyfo 8 ﬁe\fﬁl Rrysigdiap @rmQfdiu&ééazeéﬁ@xlaylp@hommytaﬁ@r%yﬁw} -5-
t t 2

[a- H%?&a un tlﬁol na r%z-rE){i‘g oni s{ulgfdté 0 lfb%} Rfnelito Qng}é ggght ’

and bilwtreted crofetuilad{)drersuasit, azvtndscomp@hnchis atgheokinase (GLK or GK)

.nat ural | ccurrin an ne arn cho .
oot 4o s B Hhiilaitich 008 R YRS R Vet PRa Spigense o
mediédl batiedn méitateDhriugh G, 2eddingeb ¥ deeed Slubdse Mreshold for

ali rways di seases |nclud|ng asthma and chronic

insulig spqreiaqn; idie sHehinalse glates 4 Bfoe@éjisﬁf’f thg gnyfactarapfdhe
It
cryslk?zgg%br %}éﬂrn Z@%gﬂalﬁkytgaﬁ%c{n@gﬁ%ohgﬁ&xgﬁ tﬁé' ?ﬁréﬂﬁlﬁﬁ@ﬂﬂn and the use of
the erystatline farmgh medisgiregiimedses (Brltlsh Gui deline on the
Managenent of Asthma, N CE guideline No. 12 on the
Managenent of COPD). b2 agonists are classed either as
short-acting or long-acting. Slgprt- h\ng b2 agonists
(SABAs) such as sal butanol have| a dyr at of action
of 2-4 hours. They H cue nedi cation
during a period of acute chodégnstriction but are
not suitable for continuo edi cati on because the
beneficial effect of these drugs wears off during the
ni ght. Long-acting b Dsts (LABAs) currently have
a duration of actio |0F\ bout 12 hours and are
adninisteredgzh%ce ai lyl to provide continuous
bronchodi | at ai1 They are particularly effective
when adm ni steredl|lin conbi nati on with inhal ed
corticosteroids. ©nhis benefit is not seen m@gn i nhal ed

corticosteroids are conbined with SABAs (Ki ps and
Padwisimatiogakpatgnt appléqarion PCT{GB2006/082478 d WO2000/007®BY ) discloses the

T TR

andamtl I megel tiry proaﬂ (meltmg ohsdat) 1aRB.5 a(E/aRlam tor vaifl heretrdiftesbd deferred to as

Fortigh § B SR P APRBOGH & ROGR O PIGHPE]O7/007041 had a melting

poit ¥nREiE Bheh)Rre 83 BIT. artié feenSvill MBRlRRet 82 rbRREQ ¥R h QD! The
conpl i ance.” There are shortcom ngs to existing LABAs

prepaseiion e Farm & I&alﬁ‘é é@cnbﬁd g thedramplrgherainafier. sF armad gnd Form A’
convt {BEhELAbphhs G }ﬂed{é%ﬁ: S a&@@ah@u&%ﬁﬁ i e?&‘lffﬁfe%*
margi n andrsi (ie de Felated to systemc agoni sm o
solubdity ookt torthe ¥ m S&bteroeynm‘ll,lndfypnﬂdhhtem @t cdnvet yeatheli farms
witf B ER ETER S e Bhsafr Bhes PdrEee: FPem st Fagppigs.
I eSWd Ba HowesuisiHeBNaaaRekfteleal)\iscOVdreCal§oc 6t cr&s‘%ﬁﬁﬁe form of

are adm nistered twice daily and there is a nedical

the pgew thas fis ignificagtly mpre stable ﬂ% farm 4 apdFprw &° enddaesant
and patient conpliance. Such once daily conpounds,
co-adm nistered with corticosteroids, will becone the
mai nstay of asthma treatnment (Barnes, Nature Reviews,
2004, 3_, 831-844). The advantages of once-daily
bronchodi | ator treatnent in COPD has been denonstrated
with tiotropium a non-sel ective nuscarinic antagoni st
(Koum s and Sanuel, CHn. Ther. 2005, 27(4). 377-92).
There IS, homever a need for ~a once- dally LABA for

o, g . o NN 2 Y
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Z are, independently, C 6 alkylene; R10 is as defined
above (for exanple it is hydrogen); Y isNR9; and RI is
W@2008/0230ky1 . In a still further enbodi nent R6 P&T/&B2007/004925
group -(X) p-Y-(2)g-R10 wherein: p and q are both QO Y

Is a bond and Ris a saturated or unsaturated 3- to

12-menbered ring systemoptionally conprising a ring

het er oat om sel ected from nitg§0gen, oxygen and sul phur,

the ring system being optionally substituted by
mgﬁ‘ﬁ'cﬁﬂl%%on%rrﬂ iblouRE eRE Hﬁféql ueSYsRia. CBADR¥Mlof the Agent will hereinafter

hydroxy, -S(O 1-R 15 -NR 16S(0O 8R17 , -C(ONR 18R19 ,
berelﬂH@@@)F\SEOfGlB G- 6 alkyl, C 6 alkoxy,

or u %gur a a?%p@%ise? gap??ﬁéﬁgé?%%& ?rgg%ilct{/lg ll%w?‘?g?{h@{ﬁg@ values

me@ﬁ&éd&ﬂﬁiglclumramaﬁ@ﬂ:rml @tand €88t one ri ng het er oat om

sel ected from nitrogen en an
monBESRELINg 19 thp @reéiﬂg? chtiqhite I%Pwae%i)g dilling ;Pme of the Agent,
wh?dﬁ%& b Xh%? deé}%ﬁ?{g@cﬂm Paftérh I Maakthnk spdayid 9&&&[ at abbli2-theta

R23 or .. 15 16 17 18 "1 20 "21
‘24 23 . . C - aI koxy; R, : R, R,
cord1%g (fcpthe ?ge“:s‘&‘g rﬁ%ﬂé&ery tg ?9;2&8? ﬁ&d Q?ng%ttgﬁlﬁg f&fn $Pifie Agent,

wlﬁcﬂﬂﬁd bRty Bﬁwda daffigetiunpatt¢r)with-avidagt)ong spbdioeek ef aboufR-theta
q g are both G Y is a l0 bond and Ris a saturated
r unsaturated 3- to 12-nenbered ring system (such as
cyc h@&ﬁﬂffng ko the )p?ésélﬂ@ﬁ%éh‘uorﬁmgﬂe el idbd a aGaERIAL Yorm of the Agent,
bi cycl o[ 2.2. 1] hept pyrrolidinyl, piperidinyl
whighdias an | W powé@rpwcyﬁnapm pattetivg o fae tvRyspecatic Beaks at about 2-theta
— i @74 '1%1?5‘“ o[2.2.1] hept-2-yl) optionally conprising a
ring eroatom sel ected from ni trogen, oxygen and
sul plcording h@thelpmgemylsxteanmb@emgs pxpt/udgmabltyytalémb Soriny efttheiAgent,

by .hal ogen, trif]l rorret r hox
wiifuiia g i ey sl HaCliy il s tﬁfe&ee% i ey about -
theté\llfml i 9, F}’go@a?dﬁ 6°.al k%l I E:l al kgxy, Cl

al kyl carbonyl or -6 al koxycar bony

R afgcmdwgdn them%ﬁwmthﬁr@ﬁ %@@ﬂ?d ﬁfﬂa/ﬁfaa@ﬁ fogph ¢ ehe peent,
wlﬁ#\lﬂ(ﬁ/ak an &y fgo@fﬁg SFRE o tBrnvith/at |1é'bs@ﬂ3uﬁd§@&ﬂb B?dk% aPdbout 2-

e invention Rrepresents a 5- to 14-nenbered

thea = 246" 181)" %.6°@0238°, 11-, 12-, 13 or 14- menber ed)

aro t r. '

subs cccfr g éo Eh% pﬁés?f?t 1@\%{%&1&? the}quaﬂﬁlgg e {agfrﬁl@ ‘r”#élj’try of the Agent,
wHictoliss ag XGfay |pedzdae)1ffrabmrf pattemoniet dtydast vk Pecifiy peabx yi about 2-

ca y C]-2 alkyl (optionally
th@%lbggé JBde 2&)}5 %&8 Raljd “Cé) 6, or Cl-4, or Cl-2 al koxy

( 0 ptA!c@(B}ﬁ d[g)fo ﬁiékiﬁ'és'eﬁtl'ih%tlbﬂ/ theﬂﬁs B‘o)ude@a @rysﬁ[hn@foﬁh inche Agent,
koxycarbonyl, -NR R, Q-

wl@qh h_as an Rgrramowyépmlﬂ”raﬁtlmpat@nwth @rleasbivs a»ezéj C(Bfaliﬁ at glpout 2-theta

- 021 @hkK ol phenyl sul phonyl am no,
%O%R¥£§§?Bﬁ$§%&)6 or C0-4, or Co-2 alkyl -

R
or mweastylingdo tie-presontdnvannibe therd ik ptoeird@daorwtaillmerfomgof the Agent,

wég}b s gg %’z\%g):c:)gvlqlgrsdlg%t g{))l}n ﬁalétle}{b\? Sptﬁlél 1gfpga s a¥ab|?)ia1t D% = 24. 6°,
1800563, 0B 8P) Loy Dome 12919,°, hy9lP,a¥yk and22.6. or Cl-4, or
Cl-2 alk I,”C -5 or, Cl- 4, or C al koxy or -NR 35 L
vwﬁorémgéa theqaesent lawenaa% thereap vamémcmsm og fsrm pigthe Agent,
wﬂléh IRIRSE A n‘g lﬂ&%@f(ﬂ AR08 be&tefd ﬁgstﬂﬁhg e Stdﬁ)l@ aE l:hrég(—ray powder
system co I'ses, for exanple ri
diffeteomomttensshdwh iiBigeredent | y sel ect ed fron1n|trogen
oxygen and sul phur. Simlarly, if a substituent in R
represents an optionally substituted 5- to 6-nmenbered
heteroaromatic ring, the ring conprises from1l to 4
ring heteroatons i ndependently selected from nitrogen,
oxygen and sul phur. Exanples of 6- to 14-nenbered
aromatic or heteroaromatic ring systenms that may be
used, which may be nonocyclic or polycyclic (e.g.
blcycllc or trlcycllc) |n mhlch the tmo or nore rlngs

Y - Y
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di hydr o- 2H benzo[ b] [ |, 4] oxazi n- 8-yl ) et hyl am no) et hyl ) p
r opanam de;
wOR@gOTOMEXY] - 3- (2, 5-di f | uor ophenet hyl am no) - NP CRGB2007504925
- hydr oxy- 3- oxo- 3, 4- di hydr o- 2Hbenzo [ b]
[ 1, 4] oxazi n- 8-yl ) et hyl am no) et hyl ) pr opanam de;
3-(3-Chl oro- 2-fl uor ophenet hyl am no) - N-cycl ohexyl - N- ( 2-
(2-(5- hydroxy- 3- oxo- 3, 4- diLBydro- 2H benzo[ b]
[ 1, 4] oxazi n- 8-yl ) et hyl am no) et hyl ) propanam de;

N- @y edr@ing Xy the %re(séntfhlnﬁéﬁﬁ&r tBer@®d hrvlidbes edybuilliasitarm) offthe Agent,

éﬁ (5- hydr oxy- 3- 0xo-
whici b5 @mggﬁq@%qafmowaa%aﬂlﬂx%lwt)% RRCElif ne8 at s
246 &?g@%ﬂﬁ@ 0.5° 2-theta

or o- 5- fluorophenethylan1no) N-cycl ohexyl - N- ( 2-
( 2A¢8orting toshe pBeseminvetiomtherdiiyrdride@ #etystaltipe fidyn of the Agent,

| Whl(k‘_]l‘éy %11 gﬁ%% wagyr(dEﬁ Ectéonfqmttno) i ha% Ile)arstro(%l asBéac 1cdpeeak at 2-theta =

18.0P prg of fMytua 0151 @)thdta.( 2- ( 2- ( 5- hydr oxy- 3- oxo- 3, 4- di hydro- 2
Hoenzo|

b] ﬁccqqi@%é% i peesgatyiRyeRijoithereds BieKided p Poiaiiafera of the Agent,
whléh 1{a% ah - {aapglvga%ﬁ‘fa(ztgox{p?aﬁé& WA Q¥ tRoQp&iffe fealls Mydiherm =

benzo[ b][ |, 4] oxazi n

24. 6y Bl)datfhﬁﬁ velreréin 83ié vhlpes) man beoplueraniopy ©pY2-thefano) et hyl ) ben
Zoi
Ry alsan s prsu avspgterds PR ERAR R foR 4 e
whidhbhas yifl D{me-pawda)«hff&pﬁexdpahymmth specific peaks at 2 theta 24.6 ° ,18.0°,

ZS%EBbSQ{]H)g p,]9[ |°,' 243& 83%%'9”’: ?4_.%' %3'29361’ %v .ePel salcq] ¥a121£s %%e prirllls or

mintdD).52{htaChl or or henet hyl am no) - N- (hexan-2-yl)-N-(2-(2-
(5- hydr oxy-3 -oxo-3, 4-di hydro- 2H benzo[ Ld
[ 1 AsFerding to g nyespeitinyanten %@)ee@ pipvided 8 saisiHingdorm of the Agent,

Whlé‘@aﬁ 3;’13 %&ayygglrdox Oﬂ%@ﬁ%%@&h %“lé%g&g%r&t)gc]lﬂxl[ ge'ak"a{ 2t =
24.61, 4] oxazi n- 8-yl ) et hyl ami no) et hyl ) propanani de;

( EzAicS(:)rgig{g(ﬁlg ﬂ%)rpgésgégggr%l%g&gr%% E%lvfac{endg si\ﬁl{nh%x otzthg A)gent
whi€h g @h Oc-2iy-gaeiagditidctiortpamsazi ith &-134s) @lehipbafic pakat Dylierp=

ropanam de;
18 QF§ 3-(3-Chl oro-4-fl uorophenet hyl am no) - N- (hexan- 2-yl)

- NeA(2odafig(ta ’cﬁ@’ﬁi‘és@ﬁ%n%nﬁ&? thereld Rro@id&){ d rc%s?a'l’l'hﬁ%@ﬁ@oif B Agent,

[ 1, 4] oxaZi n- 8-yl ) et hyl am no) et ) propanani de;
whi¢tR)asan @Qra(yaoomdbmlﬁfmnm peéﬁqmzwryh 9té@as§/ﬂ“@rﬁpn@§'lc Neakn estheta =
94, %%1 c(2 (2-(5-hydroxy-3-oxo- 3, 4-di hydro-2H benzo[ b]
ﬁ oxa2| n- 8-yl ) et hyl am no) et hyl ) pr opanam de;
( RAcBerddhgCGh il maedent ihusmtion theredt pyolviateil aefystdll{deduan e 2hy Wpent,
- 2-(2-(5-hydr 3- 0ox0- 3, 4-. di hydr o-2H Z0 o o
whiph s Gy mom gt § NP M e OB Qe - 246°, 18.0°,
25. <(°F§3~89‘*(1355 931°ft219pqrslyeﬂ@4mhmm9 N(hexan 2-yl)-N-(2
2-(5- hydr oxy- 3- oxo- 3, 4

d| H\eaprglingHo hartreen] lpvenmP@ﬂWi ip pevideyl acrstallinefoyme phihe Yigent,
B e e e R SIS A (2

- ( Zloﬁﬁ-H‘ny dhaxgterdsed tin(pzroﬁdmg an X-ray powder dlffractlon pattern
sub%%-giéﬂ gpépw?lelrrl] %og[u% A[\l Th t%é?nzolsp prom\{nezf pea slgrgns own 1nhl¥1|b? PA
Tall&A- 3- (2, 3-Di f | uor ophenet hyI am no) - N- (hexan-2-yl)-N-(2
'_TTTF(S-Ii dr oxy- 3 - oxo-

di edimepspPropareabKbR4y Podﬂdé&]ahfffﬁct@nyﬂe?l@tfﬁ%ﬂf% Bio) et hyl ) p

r opanam de;

(R -3-(2,5-D fl uor ophenet hyl am no) - N- (hexan-2-yl)-N-(2

- (2- (5- hydr oxy- 3- oxo- 3, 4-

di hydr o- 2H benzo[ b] [ | , 4] oxazi n- 8- yI)ethyIan1no)ethyI)

rropanam de;

(R)-3-(3, 4-Di chl oi Ophenet hyl am no) - N- (hexan-2-yl)-N-(2

-(2-(5- hydroxy-3 -oxo- 3, 4-
dlhydro 2H—benzo[b][| 4]oxazin-8-y|)ethy|an1no)ethy|)
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NVP is N nethyl-2-pyrrolidinone,
and LG is a Leaving Goup. Route D begins with
and t hi BCT/GB2007/004925

G oup,

wo b@sprepar ati on of an am de conpound:

conpound utilises an al kenyl
protecting group and as a synthon later in the

There is no literature precedent for such an
internmedi ate and so in anothgt aspect the present

i nvention provides an internediate of formula (XXI1):

process.

PGis a

Protecting

group both as a

wher ei n
exanpl e|
at the |

R6Ahge 2S (
Cl-10_al K
pedhefdi(® d

efihRRastyoizoV]
yl. It can
f Route D d

e; RAdtive KY

be seen tha
an Iptensidy pt

is, for
t he process
bd i n the

foll ow i
i nventi (

%73md
BnAQ[OVIdeS

TS0 iTO@ for
a_conpound

ther pect
of formula

t he present
(XXIT1):

wher ei n

R6 18914s (

far Avay

ef i ngds abov

Lo c1.10

e;: Rikis C;

-6 al kyl; and

al kyl i
appr eci

Lo T

PTC5 =

se s@kﬁléd

akkyl— 4t

J
in th® art |

\A
LA |

[l be
hat in the

processs

groups $

5SS e
c%?ggghv

I'eSEeky 51 NVE
roxyl or an

_nﬂ onyLerta
1 N0 groups

n functi onal
n the

r eagent

5 mey.Sheed

Th + ho
LILA Y3

to b43.prot e

ranaeatiao
L9}

cted Iy pro

af tho oo
] T T

ecting

pounds of

gr oups.
formul a

DTG

PHEp
vol vgg'gat a

A>3

nuapb?%pﬁra

e stage, the

renoval
protecti

Of 201Rg5 Of
on and deq

nor €3§0F Ot €C
rotection o

T1ng g oups
f function

The
groups is

descri b

od i16.94Pr ot

J \ALL L\

ecti ¥7 G ou

ps i nv&Or gan

c Chem stry’

edited |
" Pr ot ect

vd*&Bups

o
™

o= et
inrgiﬁanic

mea-—DPraocco. [
UlrmTTrtTSS L1

Synt fesi s'

73) and
3rd edition,

T W G

reneagd P.

The _comol

F sci ence

G M 33Mits,

nds._of for

W T eygs I nte

(1999).

L

ula (1) abo

e may be

convert eth T verE Sipdngr maceut i cal |y acceptabl e salt
for exanple as described above,
acid addition salt which is a hydrochl ori de,

t her eof ,

hy dDiffer@riati®canting aicvineag €DACRanatysisphew eForphB $9disigle melting

such as an

] f
o 88 ons T BB b L €GB m)
et fake sus fhedeaethe hidselt HRRASIH RRARA £ cryHalRe WifSofhe Agent in
fornmula (1) are capable of existing in stereoisoneric

FoymyBrihe degreqipd arysillinificie catvenigntbhereaterfban shouhe'erMore
co@@ﬁ@ﬁfﬂ@?ﬁ?%rg%@?thgﬁ Sodit s P&ﬁ?\é‘?ﬁ%?ﬁ? %‘fégtep Blah GBut 90%. More

I sonmers ( udi ng atropi sone e conpounds o
parfioglemly, at if pleanthamalaun PE%. Must peoficilarly, tdtidegree at ensblésity is

]é&ggﬂgsgbqﬂ %@utoners and m xtures thereof also forman
£ aspec? ot ? e present invention. Enantionerically pure

f or FexneB €IPPAF dring prodddey Xdas bowder dvifi@etidnhatink Substantially the same
&r stalline t?rnma conmpound of formula %I) can be in
as R &% PRYVEET UlTtastie BRIPRS Shtindigtr Srand hataubapnizty ithey ten most
progfgﬁjentt pé&axk mggmz_qleta%ﬁ@g@ﬁ@@@ﬁl Bible z§.uﬁh>viﬁ%'e %&&Etg#acﬁl};ﬁﬁe 2-

ounds formula (I') and their pharnaceutic
the@c\ggm abthe Xswly trowderrditfacticnaphtiem méyevary slighthp fitomodne ndachine to

| ’ _ . . ‘ )
o RPLERR R8s oRABH ATV SRR & phgpELoNG o
absohite.i nsi ¢, extrinsic,

exerci se-i nduced, drug-induced
(i ngcl. udin spirjn and NS£
2t ko et AR ROVl

D-i. nd d d dust-ind d
Watli%)eqaén u Ct?@%rgqﬁa nbea}%au Sn(l_ﬁdl \ghi&fﬁas one or
mofEMEshilehRat erRféldPehBihy SPMeRErcRlenfédndR¥ns (such as equipment or
hyper - r esponsi veness; chroni c obstructive pul nonary

magfliseussd). (Ioppiiculab itdme¢nietally knpwie thatlintaysitins imemi>otay ramder
: i ] ] bl Sy - hronghi ectasi s: .
GBS RBR y EORE b DN S CORLRC kA o
be nelesstand thit Foas Bs(IP A Fpen)d s gresent iyvmnion isamot timited tothg crystals

fibrosis, including cryptogenic fibrosing alveolitis,

i diopathic interstitial pneunonias, fibrosis

conplicating anti-neoplastic therapy and chronic

i nfection, including tubercul osis and aspergillosis

and ot her fungal infections; conplications of |ung

transpl antation; vasculitic and thronbotic disorders

o a1

.
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receptor. The present invention still further relates

to the conbination of a conpound of the invention, or
w@2pharexeuti cal |y acceptable salt thereof, aPd/aB2007/004925

al pha- |/al pha-2 adrenoceptor agoni st vasoconstri ctor

synpat hom neti c agent, such as propyl hexedri ne,

phenyl ephrine, phenyl propanol am ne, ephedri ne,

pseudoephedri ne, naphazol i ng.hydrochl ori de,

oxynet azol i ne hydrochl ori de, tetrahydrozoline

that PYSHRCRLF pSieder JifrRBh By Gertieal 10 €l Xriydigowder diffraction
tramazol i'ne hydrochl oride or ethyl norep

Lrn ¢ (p?e E%’I ne
pattpipghoeh inoFizes AT isad pryesesials provisifg Smex RAITE AL AAUGR RRMSTR
the: | DAL d RSO e (REseat
N
invefibh.c Aqletsoa skilled mghars of Xehuphiwdyr difection id ably lededpedhe

M, ,.an ant a i st such as atropine,
“m%?ﬁgé&E@?Wég3%%%9?W@%%@$@%“Pﬁ?a??gpiun1bronide,
t i qlek@RE NIQT @AMt ofPktdyrpopidendiffr-etiva @il palierbs phavelagve
tel enzepi ne. The present inventian furtsgr.relates to

intenity faewisran be Affestedbye Bmsuamrlegrainhebovn o & AESTE 1 5ie gnd non-
uniﬂﬂp{sg%& ?ﬂfo's,‘R@El:ﬁ/m%; CERL ADIRisSH shmplee T BRf skilRAeRon will also
cnronone, SucC

as spdlun1croanI{cate or nedocrom |
realisedhaithe phisiiop oésdlactiong varhd affecisd by thefnueaisedieighbtarhich the

Saﬁ%?ﬁg@%?ﬁfggﬁryg{a@{: %&gﬁggﬁqg @%ﬁ?{tw&xﬁg I‘gﬂeeyf’%ﬁ&\ﬁo?ﬁtego*fheasurface

plaﬂe{riﬂﬁ O£e Ez}tﬁlﬂé ¢hat alze pavera ﬁgﬂ)lrtifﬁ:tt. t}ﬁimcdntha sltijf!fl‘act'r{ingxattd:r:i @ata
trianci nol one cet oni ge, eC .Naso l, Pr 1 aNn Y

preﬁﬁggpélsaéq]pq}ég bg tagfq @égggléte Eﬁllafﬂ gﬁﬁ‘ﬂ@%k‘%n&%n?%e gﬁocﬁm’uon fo

X-R%'%Pﬁ@fﬁfa%& JollWiRY @S Ssis 1096 inh 00, W.L(1 9483 Chemical
relates to the g%ﬁf?natio% of a conmpound of the

Cryistellegraplyi Clasendan Bress. inaden; Kdug, IH, Pa&cbigtandpie Lsk (€ 974), X-Ray
there i an agent that nodul ates a nucl ear
Dﬂﬁ%ﬁﬁ%ﬁ%bg@%%g%or such as PPARs. The present invention
st i Gendrallyt, hereasuedradng srrorofaiiffactiviyi angleiio an dfray pewdgound

Of the invention, or.a pharnmaceuticall Ceept abl
cirGaetinar Bopt S oh e P R BN S SEaE R CRgydearee of
a nle@sRéBRALADF Pouldrbeddked Rt G0 IStwieh camtidebiag yhedajl ptvideg

_lg function such as anti-1gE (for gx?ng e OnHllﬁqugg.
diffrprsiop petiernin Figviert prshwhareaing TRl e & utigerpges, 1t shou
unc?egﬁp&ﬂﬂgﬂ iﬁ{énﬁ{iffs%%ﬁtrmldﬂ% Rbeddifs dekpBlimORal @hdiflons and sample

pharmaceuti cally acceptabl e salt” thereof, and anot her
prepymtiemipreferred appintadibh)y - appl i ed anti i nfl anmatory agent,

such as t.hal.i,dom de o ' |

o Rl ORI oA LY 4d BRaeple Bppoundor
FoirAME () iR Foir A, Cdnigetitive sletriat efFdrm A el Bonbi3 ived fapge off solvents

e SO B b RUR R 6 B RLEE RS h

en@ﬂ?ﬁﬂ§alicylates and sul fapyri di ne such as
sul f asal azi ne, nesal azi ne, bal sal azi de, andol sal azi ne;

and FormBrroasohubigimdyoysyerving o i indsoprpaneli(Bi9ni-#eb;
< o o .
v dlelor€ POt BB b tnd pre AP ER B prbfReRE PR for the

nation o
maRQ PR KrmtBhef 4 congotimdof, foomula (fyvericlacomytrisesafornying crystals from

tabl ¢ It th Lt t.h i th
o SV BLARNoD Y CoRAE SLRE 1 BERPEPHI Y der i vati ve, a

t et I@GYfiioh ¥ theRoRB6K Rith €& A @nb@karsladditianbf, for example the
f 1 uoroqui nol one, netroni dazol e, an_inhal ed

ammmphoog foyuds iteesodiam sahisolytiomyntil rersolutia is safupjed with respect to the
acyclovir, fanticlovir, valaciclovir, ganciclovir,
ci dof ovir, amantadine, rinmantadine, ribavirin,
zanamavir and oseltamavir; a protease inhibitor such
as indinavir, nelfmavir, ritonavir, and saquinavir; a
nucl eosi de reverse transcriptase inhibitor such as
di danosi ne, |am vudi ne, stavudine, zalcitabine or
zi dovudi ne; or a non-nucl eosi de reverse transcriptase
I nhi bi tor such as nevirapine or efavirenz. The present

o, . o, . o .y N a o Y 1
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cooled to ~10C and sodiumtri acet oxyborohydride (3.52
g) was added. The reaction was allowed to return to
WwW@BeTi073 enperat ure and stirred for 2 h. Sat upet/6#2007/004925

aqueous sodi um hydrogen carbonate sol uti on was added

and the mxture extracted three tine with

et hyl acetate. The conbi ned organics were washed with

wat er and brine, dried over.g@nhydrous sodi um sul fate,
filtered and concentrated in vacuo. This crude product

amoNRfou ¥rhd IFRekthéyant s EMmasBddeg taphtaxnthsishtusion once
(eluting with 5-10% net hanol i n dichl oronet hane).

crystylbsption oE0reB hesidpriedat i ons were concentrated in vacuo

g_? 2’@%&?&@%&?@%?&2@% %ﬁ:ﬁ&?_ﬁ@éﬁggggﬁlﬁs )@uﬁél’g:lrt]\géﬁﬁ’ 1843 65°C, more
conZenddtly\at hrobiepit tyrhperatyteani do) et hyl ( 2- ( 8- hydr oxy- 2- oxo- |,

2 R0 ARL Fa ¥) oEhihy oh SBpRAAT: Sorforfor Sty ditorm A of
the Apby Sl BNRPlo}EARiAMpIfBYh{p2ndicr tBtbe axyrpBowsornt., 2-

|d: ih’i/dr o eine Cematind LRy LSt DAt cggl' 23 a1 dllysstiae}l%ardtests

hejwiilig fhos piethe atyepiiqn)maye dempngr
o T A BB e P e S K g et

nungreo MEDO3/0 EXTBé,velticl i héreby i@oporakastiyaafsrenc®0 ni) was

dd f ol d..by. ' . 1.
O LT B AR A oy s it
of theldgehtagethdiavifih pasnadiitikstlpacteptaBlewdilubntr Nrrier.

hydrochloric acid till _pH.7. The resulti) 1 Xt ur S
ext MFOFURE 19 PEBet 1RER ORI EH) P e Mg e HOBR B of
the i O£ Gse0k dMUdcEmeRr € washed with brine, dried over

anhydrous sodiumsulfate, filtered and concent rag}a& in
vachecordingfof aspther #rgecs gbtheinegtionhhpisanprotided Fo@y B ohthe Agent

t
or ophenet am no) - N-cycl oaheptyl “N-(2

diabl¢texy - 2- oxo- 1, 2-

di hydr.oqui nol.i n-5-vyl ) et.hyl.am no) et hvl.) br ] :

bi S%(Wl}e]r RSSSF té’?lé‘%/ 18%1%8% %lgﬁl’e 18 p}'ovupe\é tl)xé) 1 RR3NRH cgﬁhe Agent in
the%‘réﬂta@%ﬁ Lok aetlichB&dt Yorarsaaeene by difcdsd Bediydd cryugh-GXIQ in

., 2-di hydr oqui nol i n-5- yl)ethyl)carbamate (100 np)
parfiglagtyps,? digheie- ( 3- chl or ophenyl ) et hyl ami ne (88 ng)

wer @, £ oS daaalid i Lilafeli-ad a PhdmABhtidAGoRPadifsh for use in this

Wi tEPéfi a 8%%@552%%2?9% gr O\ﬁlasgkat 10010C l(J)n iI1 thecz)ru
wayeaction was conpl eted, as judged by LCVS (30

m nytes). The m xtur . . . '

or 1 orerging btk bigp QR AR i PRGBHR € el Thhod of
tre@ 3 GIBK medisteiatideaseaaispeo{aRlymigbeted vy adadnisterimpppnssgfeativegmount of

was stirred for 2 h t,hen cg&ncagtr%t erg in vacuo and the
Fora 8 of i Hefnt §9 Tamipel igpers SYRLEEIFnar at i ve HPLC
(el ?f)écﬁ‘l@c dsdabesaRREORLY Bd tréutdd bb% RndduRPbScomposition of the

trittuoroacetic acid). Product containi ngi_f racti ons )
inveetien inokte:kepdahipossdnwering intToge 2ighetssdVielbtug PGPy aspeous risk

o ST 808 B0, i 49 s,

metdboBd symirorhd-X, infafig gludsd @l¢mmcedH), 8.08 - 8.01 (m

0 s s g bl o
berefR3n b6 DidBetes 3nd'Obesitd). 4bhuaccattling tSadfther ashebtlof(tihg invention

10H), 2.99 - 2.92 (m "2H), 2.85 - 2.79 (m 2H), 2{,80 -
there Bprevifedithedpse abrdioph 8 the Agent, in the preparation of @ medicament for use
in g‘l;egcéf)}l?g{eg ir%&&%ﬁ?&r&éév@ﬁﬁdﬁ?%ér%LﬁXﬁ}l Lb8eREM ot Mabded ﬁlﬂ(o%eﬁﬁ_(l.

di hydr oqui nol i n-5-yl) et hyl am no) et hyl ) pr opanam de

bi s(trifluoroacetate) Prepared by an anal ogous

procedure to Exanple 3, Step v, using 2-(4-

chl orophenyl ) et hyl am ne (88 ng) in place of

2- (3-chl or ophenyl ) et hyl am ne. M5 (APCl +) 553 [ MtH] + 20

1H NVR (399. 826 MHz5DMSO) d 10.47 (s, IH), 10.35 (s,

~ N~ ~ NS ~N A

. for%_gg( %s%d&%diga t f%ﬁé%\?ﬁt 3 hisehMihllatared tﬂfbu\@ G(LK_, (11‘12 ;_)etrtslc_:u%@r type 2
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anhydrous sodiumsulfate, filtered and concentrated in
vacuo to afford the subtitled conpound (0.371 g). M
W@ 28801073169 [ MHH] + Step vi) PCT/GB2007/004925
5-(2- Am noet hyl ) - 8- (benzyl oxy) qui nol i n-2(1 H) - one
5-(2- Am no-
1-(tert-butyldi nethylsilyloxy)ethyl)-8-(benzyl oxy)quin
olin-2( 1H)-one (3 g) was dissol ved in dichloronethane
(30 m.) and cooled in ice. Trifluoroacetic anhydride
(20280110 ¥R dGH AN SE1iBA Chetd 1 pidadeditiusems Form B of
stirred at ambient tenperature for 2hr
the AXgénft inbe prepemetion efci medigmnant for useinthfjEgatmpgnt or prevention,
th 79 mL, 30 mml) were added and the
ImﬂF@%% t%ﬁ%ﬁﬂgagP%%Ved at ambi ent tenperature overnlg
Fu mtdaexfdntgrtb eﬁd"llyérsas}ieaﬁff thetiny@ntion tlms isgeiadeddioemhef the Agent

react i on ient te er
for e atedisp gt g e MrRT PR T ey et Pl A
wasy Rufdifd 8@ fityhet hepett of HieARInGighn ﬁﬁhayls providel Iamaathod for the

(eluting wth 3% et hanol in dichl oronet ane% ﬁg B
compinedatenimegt pirabetiiyond diabeies By rMIRSHET AR 3?8&5“ orm

of tﬁef ggéng,scb gﬁmﬂﬂﬁ nﬁﬁéégtof‘gdc'h%%gtn{ehpm ethyl acetate to

te so This materi al was
c o i cnstingiotaHfuier asetofitlainbotian @he(r@s @;ovach:da methad feethe

treaf"é?’F Qt g}ﬂﬁsg}{ B§ g(ﬁnlfllfzg?lag a?rﬁﬁfecgllr‘{ g a]tlgl oL EO RS 6 the 485 04
maifdl Bthedd oficiCréaherk8 h. The reaction was concent r at ed
to dryness in vacuq and the residye vva.%b? ‘itract ﬁg N ole
hot Theesormpagifionsph dhednysniien mayae & 1P Stabis fof GRLEC iy examp
15 @hidpdndMbtisCémvigisns, dispersibl
L A L T =
poms asrl g;dgmlesTsyelp@ ar elijigy doniapicalase dar %amﬁlevgg.tcgqama,rfantments
gel% 8ﬁ e%ur?ﬂ; ?r oaly gal&g%bssol?g nﬁo&%‘l}%? f&aa%rf“nluytH@iGn \le_'ithlaﬂag% (for

exaifpididstd Mglpdivided pdiwdmm ¢ tiquid atrosil ) doraduhirdstiagidn by ingefilgton (for
to afford. the. s | ed

cxagis 487 i et B 6 Bl AR g 10§ B oblq g stril
aq&ﬁhé%ﬂg%gl%tl&gﬁ)r Mﬂ?vc%%@lb@ta&e&& {n@famdsoulai Or ftrhinyscular dosing
or @H) supﬁosggry(fpr regtal;dogmg) @sag%mspuitgble gor ogal gs§arp_|?ﬁqq_qfi

%E{éjdmp%) 1?1.935 @he 1&1@%10&21&1%/ tfeq)bta‘l]nea b; cbﬁvenﬁc’ﬁ')al pl%c&ﬁres using

co@lelbltuﬂﬁl ;Shmpaaeuﬂlc)al Beimgnits, well known in the art Thus compos1t10ns intended
orrpr %g lrlg}rr] Cont an(n 2for( exax(nple Itljer &iplors c&é&rlﬁg, %vQétJ}X&H ﬁg%uﬁﬁé hind/or

pre¥ééoy &k RYeaits.N0) et hyl ) ani no) - 3- oxopr opy! (3-f 1 uor ophenet h
yl) car bamat e Benzy| p
3- (§y1é4béﬂﬂ§saw(02uféﬁ@81éﬁwpt)a%]ﬁ]eﬁﬁyleéts S arRipyPripindp e or
Xér) &ﬁfeﬁﬁ Ho (lzgétc%é é&)huﬂrﬁga%bn‘dﬂe calcium phosphate or calclum
-am noet 5 benzy oXYy) qui nol i n- 2(I'H) - one
camne[t&geqmuiam}lg alttﬁdl%tealrahygi PSS ShelRReosTTLFIITSRy PF dlgeniq %91% A?mdmg

(o] ¢¥o)
sedls H5h e SPER Wifeabll e i %‘é}é{% i Siopalf el 6 f ol
prérvaide pdale thloihl’ad iﬂélbﬁorbmr?ﬂyﬂl n@hydamylsﬁnzoate dnéantgcmdm such as
tenperature for efore t.j one
asef iR Pl hklpiRERTRH D8 7Y 2P 86003&32’6 E%at hu“rﬁ"ﬁ&}%ﬁ(a’\é\%ﬁln
didhfRe M&ﬁ%ﬂé éﬁb&é&ﬁentIBs% PAEMRIR: MeRalal withiard t he
nic ase washed with water, and brine, then dried
gasnmntemayrmcmstorm@m.thﬁﬁ seliiktytand/oF sopeupReg, Myrither case, using
entrated in.v rified by
T T S B R A R
met hanol in ethyl acetate, containing 1% 7 N ammoni a
i n methanol ). Product containing fractions were
concentrated in vacuo and further purified by reverse
phase preparative HPLC (eluting with 60-70%
acetonitrile in agqueous anmoni um actetate) to afford
t he subtltled conpound as a gum (46 ng). M5 747 [ MtH] +

~
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Exanpl e 25

(R) - N- (Hexan-2-yl)-N(2-(2-(5-hydroxy-3-o0xo0-3, 4-di hydr
w@2@Blenyo [b] [1, 4] oxazin- 8- PCT/GB2007/004925

yl ) et hyl am no) et hyl ) - 3- (phenet hy] am no) pr opanam de

bi s(trifluoroacetate)Prepared by an anal ogous

procedure to Exanple 24, except using

(R) -hexan-2-ylam ne in placg.of heptylamne (in Step

i) and 2-(3-chlor ophenyl )ethyl amine in place of 2-

ph @%ﬂﬁ%&lﬁ%ﬁﬁm H81 e MaSt Hn tHe)fomW&' I(aﬁPgalatm) ca’f)sulés ift Mlﬂdhfhe
1H N (.399. 826 - 9.92

92
active pg@gieahis mixgyd w1g1 zggmert 80151(;11](uﬁ§1t ﬂm)exarryplg @alrenwfn %rbonate calcium
124
phoipmf’ite (%%?}ﬁl?%ﬁ’ asf‘é}_ﬁégfag}l gwle%gsxgﬁglgn{ﬁb glﬁ)h'\'?e 1%€r5€161%t51n§mhxlel)d ’w1th
watér. @&n (ihsudhH-s, pedud Oil,(lmuidpdyraffig, @3ligerpildH) , 2. 79 (m

%@DAqlébésgsuég@nsiér}f%gef%f }9 cé{t_% %g(agﬂpe 1nglfg%ht ﬁJl fi?lel?/ pH&ﬂdered form
togé\héﬁ(ﬁ{mﬁ@ Rk Mior@su@&nﬁm@lagﬁﬂtg saghnenredibyl carborymhethiy e ul@e
dr oxy- 3- 0xo0-
methylhszlhmczlepdwawpbﬂqthﬂqe&&@ﬁ sodiumaleinats, pabrving) @Hﬂ}]@?‘be gum

I kond
SRR RhPll STt Blar e Bt andenstn
prodiatkodferiniajitylede pSide nymrfmyac@ds (6ot sx@mple pely btttz HP%@?P}

congﬁ%la%m&ﬁ g Lfgg% )%tdh ¥V1t)nq1‘3{ egbcglqﬁxédﬁ Eﬁzﬁﬁaaﬁﬁ%golg gfggéekample

hep‘thﬁi'e%tl@ieﬁ@oxycetanol or condensatlon products of ethylene oxide with part1a1 esters

Am noet h 5- hydr ox - 2H- benz
derfypd figenie i)“‘d‘ég T‘é}@éﬁﬁ o syeh asgtoglﬁ %t{’l)jlerler?ogqltg[;@oxg?okgate or
corﬁetés%ﬁ@rﬂ%r@@&tts}% elryBenldodlde Wﬂlﬂlbﬁ@éﬁaﬁr Aphific Déols, for example
oride. Step ii) Benzy
hepzad(ecaedwd;etnomctymolaor(cend@nént@n |pmd@eiﬁ ehehrigneewidoyith pptirgsters
derhv)(;g ?)om g ée)%%s( %d ' h(th‘)l dsuch abs'l?_oéye xytﬁ)lﬁe sozblg)l(rélgfl%olesate;/ |o§
corﬁlbﬁsahbﬁ: ﬁoﬂ@d@@fﬁeﬂﬁéﬁmydmde with partial esters derived from fatty acids and

hex1 gl-n}%)c/lﬁll%r ﬁg (lgaeghﬂgge som{tal(l oolg 9 PR aq%eous suspensions

map]a[slo OB 4k Br 1%01‘:6' pr&eRmtiyeaaleaantlyld piopg') p—[hﬁﬂlepybe}lzoate anti-

2-(3,4- dichl orophenyl)et hanam ne 106(1%)ﬁ
ox@gmts (sagh ashasgqrh]ﬁ aeid), (cglogaﬁ_lglg agengsptlyeunpg agfgtshan éweetemng

agéﬂtﬁfs,?‘é'heag‘éﬁ& {e %ﬁ{}frlﬁ,élglegpmarﬂécuo and the residue

romat ography on silica (eluting
Wi t @113!@%pﬂlﬂlmmﬂ[ﬂy lmlfcﬂmmmt@h’et snapealingghedotize eheragéent in a

Ve%eé%tle'_?l Egm :ts a'_cl}%{"]gdogta éhve i %ellgmg ot %@c&%@lt(oq)l) 063 Shineoil (such

as N@d phiafrep!t Yhe éﬁi}( s'ﬁsﬂendlloﬁé‘linay alpd esredil ¥ tdckenmy -aper(t Bughs (

5- hydr oxy- 3- oxo- . o, and
beeﬁ“ﬁydraéd papffany 6‘{%1] ﬁlqoh&ﬁ SRS IeRIng AgPIiRUSh PSR E PP 1
ﬂagg‘?g%a‘l% Emgil B4 hddefl k@&‘b@ﬁ@ ghhatafibleArdl pMpaRkibh.| PRes® tompositions

romde i n dichloronethane (0.5 nlL) was added
matyd)eepresotvlgd b}D theafldition leqtn anti-oxidant such as ascorbic acid.

(r OE%?% (géx{/c%lrsi' a(sn'él(%%éﬂeqisﬁimwé ﬁpﬁl%ﬁﬁﬁt%ﬂ (ﬂ‘%'&&&eous suspension
byhh@id@lmbn?uf Water @erferadlyl‘cybdtam tAtladive ingdrdligut tobkhirawitna gisp¢rying or

et hyl ) car bamat e Ste c t hane
waiipngAepnts SHPG! grﬁgﬁ?‘i!td’f“ng aé erPF‘J‘éBW?%‘FS Ew%rbfﬁ?%ﬁnegr"r
gntt B oRbahlicRl by \RGRe ARER nidRtiviRiubove.
Wéugggrgegen%%\é&ﬁf%gﬁ%?gl%r onet hanef) Thelzﬁr esi due g\}/as di | ug e;g
Adnhmdnah@etpmtsr such as svreteping; flavenring andeplausiag BRIk MRPRISO be
utlng Wi th acetonitrile in aqueous trifl uoroacetic
d) to afford the title conpound as a white solid
(15 00 ng). M5 (APCI +) 591 [ M+H] +1HNMR (399. 826 MHz,
DVSO) d 9.98 - 9.93 (m IH, 9.90 - 9.83 (m IH), 8. 52
- 837 (m 4H, 7.61 (m 2H), 7.30 (m IH, 6.67 (m
IH, 6.49 (m IH, 4.54 (s, 2H 3.68 (m IH), 3.45 (m
2H), 3.25 (m 2H), 3.16 (m 2H), 3.11 - 2.99 (m 4H),
2.95 (m 2H), 2.79 (m 4H), 1.80 - 1.39 (m 12H).
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bis(trifluoroacetate) 1 NWVR (399.825 MHz, CD3CD) d

7.43 - 7.35 (m 2H), 7.31 - 7.24 (m 2H), 6.71 (d, J =
wW@2@8bz3073 H), 6.47 (d, J = 8.5 Hz, I H), 4.59 (BCT/@B)007/004925

3.92 - 3.82 (m IH, 3.69 --3.57 (m IH, 3.50 - 3.42

(m IH, 3.36 - 3.28 (m 4H), 3.22 - 3.1 1 (m 6H,

2.95 - 2.79 (m 4H), 1.57 - 1.49 (m 2H), 1.39 - 1.13

(m 7H), 0.91 (t, J =7.2 Hzg.3H). Exanple 47

(R) - 3-(4-Fl uor o- 3- net hyl phenet hyl am no) - N- (hexan- 2-yl )

N‘ (TBe pRarmbedytell @¥yipSkit@dn® of the invention may also be in the form of oil-in-

4- di ydro 2H- benzo b]LI 4] oxazi n- 8- ¥1I)et hyl am no) eth

W%Wf)eﬁw%ﬁﬁfﬁlﬁa Hielhphase HRY peid vessiblesib juchias RIFE qiBygrahts oil, or a
mil&i4e m%@)s £ e?(ar;igle'h Zrd%ra@ﬂﬁ o hixtidre ?Pany Sie.(Sitable

B, OB 7L (d, 3 =28 .5, TH 5 6.48 (d 1 =8.2 H,
enful)fying agéntg may bedfor Kample, n@uiglly- @qqurrlm@ gun& s8dh as @inb®acia or gum
tra%%ﬁ}ﬁlﬁ%@%l}%g((’c&]ﬂ%}ﬁ%]t{og@agg su%l13a/s?7’s%¥a bea&_bem hgﬁ, fg ’é'%t%r’s oy partial

estersldeﬁvdderorﬁ If@tty atids ﬁnd hélkitParthgririddsi) for dxadiple solbifedh nfdfiooleate) and

CO%WS%IOF @r@-}ﬁa P’éth& spid @aﬁt@g@iﬁﬁw@v@meﬂwmﬂp TR RBRRlyexyethylene
sorbNéug Aok doléae. WMSI&]S%&%’ also contain sweetening, flavouring and .

4- di hydr o- 2H benzo[ b] [ I", 4] oxazi n- 8-yl ) ét hyl am no) et h
prgspl)vphmn@tm de bis(trifl uor oacet at e) 1H NMR (399. 825

2H) ’Sy%%g% %*?ur ‘mié?é‘).e ggl‘l[_]é:l’%at%:ﬁ;ﬂ’ﬂll g&r%ée% @Tagﬁntg s%ﬁgg glzy’cerol,
préfflene 413601, fabit@dHsparBanSelor-su@o8)afdmay #yq cchtdidla derBulbét,
m_ | 3.49 - 3.41 (m IH), 3.34 - 3.28 (m 4H),
Pf%’e‘?iﬂw §aYL°lm(“%1aniP}) °°l‘(s““é?§ aggné 97 (m 2H), (2 94 " 2.78
(m ﬁ%'bhar&ra@&ltmalkoﬂ@osﬁﬁﬂns%ﬁ?»y alsl; b%gn the Yorhflof{dBteriléinjectable
0.91 J = 7.2 Hz, 3H). Exanpl
aqpeRus gt @lb/ {ushaapiony Biiph B1aY: ke fopmy! a)eétaﬁgqr@zﬁg FHonoRYEesedirepusing

o R SRRy iy sl apaty b

, ha)febdfe}aln)qntlmgralrvbnvej A bﬂes(etmjlecﬁthhl@ peagetiat myy ko N?\ARsterlle lnjectable

sogx%ﬁn P&susli)qq)sloh & glgon(-gi)xw ;pagenﬁerei_lgl aclc?_ﬁ)tégbq%dlég)'\g %r soyﬁblt Pb‘r example a
soﬁltleﬁ)m-l ,3bbthnédivl. | H) 3 64 - 3 56 (m | |'|) 3 50 3.41
2 9 glompgmggr?s?fﬁ% acgp.ﬁustrq_tl(g]day 11ﬂ1ala4@n(n}ﬁy bfllﬁ‘ thefox@gof al_%)nxgptlonal
préééﬁhns%h"lwrogﬂ Qiarlded td didpetsd the agtl'\‘)e 1né¥:¥(ﬁ5m le8h&Qs an aerosol containing
(R -3-(3-Chloro-5-fl uor o&henet

fingly) dind¢dnlidrer quaﬂ)drqple(cg @w@glqmykhemsyl Bopptients such as volatile

agrie Rkl Tl PR EE R g ol I B enienty

arlfx{hged tCo3pdse d nYeIe?éH quaﬁtltfy&)f aenvelibPredigntl?2 - 7.03 (m

a&v@@gr( 1§f %@%ﬂc?n (%n gzﬁ_rhullarggnét&}g tqéz‘iﬁer(igsefé]r@ﬁég(?ﬁa%grgé 2in
V((lﬂi}ne b 'df Coﬁgfbﬁenmv% Médl&lH&l dh’é')mstlg (aérvvm @Iaggchg O]lalﬂ'x'f&lfbf Ed1tor1a1
4H) , 2H)
Bf(afﬂ)a ggamay, FEWSS 1990.49 ( m 2H, 1. 39 - 1.14 ( m 7H)

iy b paponigt e dibh e kAR byich one or more excipients fo

preque @ Sinplediosagy f@mowdl ikcdssarily Vary depending upon the host treated and the

S S e U
adfAsHiof tcﬁhlﬂl?ans v&ﬁll gane@emy o%iﬂ)am ﬁ)r%ﬁamplg fﬁ:ln 0.3\mg ﬂd)z g of active

6.71 (d, J = LH), 8 (d, J = 8.5 Hz,
aggrnt@@mpgundgﬁywth 3n gnpropx:gatg g_nd( qﬁnquq)nt amowy of e;g:q:ggm:( ich may vary

frc%-ﬁ%l%oufS floge}m)u%fflﬂedééﬁ b%wgrfhtgof?ﬂz ﬁc_)&a% é‘ﬁ@c%fﬂon"’ @é)aag% it forms will

1.57 - 1.49 (m 2H), 139-115(m7|—|) 0.91
(t, '3 —72Hz 3H). Exanple 52
(R)-3-(3,4-Dif|uorophenethyl am no) - N- (hexan-2-yl)-N-(2
-(2-(5- hydroxy- 3- oxo- 3, 4-

di hydr o- 2H benzo[ b] [ |, 4] oxazi n- 8-yl ) et hyl am no) et hyl ) p
ropanam de bi s(trlfl uor oacet at e)lH NVR (399 825 I\/Hz

P e— . — ey — -— o~ N
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(t, J 5.3 Hz, 2H), 2.86 (t, J 6.7 Hz, 2H), 2.65 (t, J

= 6.0 Hz, 2H), 1.86 - 1.06 (m 10H). O Exanple 74
wOR@gor0NEXYI - 3- (3- f | uor ophenet hoxy) - N- ( 2- ( 2- (BETIGBR@®IP04925

- 3- 0x0- 3, 4- di hydr o- 2Hbenzo|

b][|, 4] oxazi n- 8-yl ) et hyl am no) et hyl ) pr opanam de

trifluoroacetate Prepared by an anal ogous procedure to

Exanple 72, Step ii, using 8tg2-am noethyl)-5- 5

hydr oxy- 2H benzo[ b] [ | , 4] oxazi n- 3(4H) - one hydrochl ori de
geﬁdiéﬂ@l'l&ﬁn&nﬂzﬂa.ou& ﬁ')@ ty albdut 500 Pk € en adtive ingredient. For further information

-am noet hyl) dr oxyqui nal i n-2(| - one )

onrlw;eé OhPmiTtRaen mﬂésa;e Bogimes jperaadgs r\w%wdztg & hgpigr 25.3 in
Vdﬂﬁ%@ 5 %%reﬂen@tv@ (5«4ed1c?1i?)2 @h@l‘?ﬁstr&l I(@@rv&n ﬂl(%nschﬁcﬁgnﬁamof Editorial

BOﬁr ,2Pe¢gqmog|—ﬁ)ressg9%3 3.67 (m 5I-I) 3 63 - 3.52 (m 2H),

3.2 ] - .

(m %‘Bﬂ)ﬂgé %'Et&é @se%%t&er?%%ﬁ H}‘ ;81‘0?]%9%9?_0 pﬁ@gﬁes%%Z%glﬂyi&ng%mll
naflrdlf varylac361rd(nlg1to Mdnatute 2R sevekit 8f ﬂlﬁpoﬂdﬂ)onsﬁhamgd add &8 of the
any@%ﬁgeggg ? It]{;ﬁ;&ﬁ@folﬁ g‘gt@wésgr[ggg} Iglgc)g%amg to welf known pr%mp?e)s( %f
mddkdide. 4] 0xazi n- 8-yl ) et hyl am no) et hyl ) pr opanam de

trifluoroacetate Step i)

N- Ot P gArmpeupd ¢ ochg iF e By betapeuticr prophylactic purposes it will
sl SRS\ G RIBHL A HLEDSF b, 99 75 m
kgflody wejgheis e¢choxy,)givenpfreqiicedao idﬁ/i@dmb@@Y On §GREAY ]owem doses will be
a %kﬁé‘?re% 33 ? Bﬁergr?tter% r(XlPerl(s) %%Bf% ed. a’lcﬂug,' fop/e%a{n%ll:za%o-lf)in@a%gnous
adﬁiél%ﬁdu@g @ﬁdge ﬁrtﬁérafnbél %mbfnpl%; 019X36) to 190 (0 fo? k& Dodiy-|Eightywill

- 0XO0- |
gepgrpily by W@zﬂlmﬂgby |f9r@1dﬁym§rﬁtlﬁ5 peithplasipn. slenmiv therange, for

I I [
exﬁﬁa bie d(‘)J ? g%gs gg ﬂtgtqoleg Iﬁg gédﬂﬁl_p%glgc x%ﬁg‘))'? glscjﬁc &al(a(?lngl%%rﬁl)on\i\@lﬁ)wever
preferred. hoxyet hyl ) - 3- ( 4-fl uor ophenet hoxy) pr opanam de (0.2

9) [ the sol ution

P S e R

was @deegontond e oarkitd ow byasﬁa@dev\apérhtlcﬁﬂh wh@loeld work-up

eous sodi um bi car bonat over sodi
Pf%‘%ﬂ Yigh werercpirieg OBPALIEH @Wﬁﬁ%@f %IIV?\’IEBO?Idﬁ S‘Ifgi‘é‘é rymﬁf’egents lby
filkBfdndue was added to a pre-m xed sol ution of sodium
bi car bonate (0.034 g) and
8- (Zu)anpqrdtheyeWMQVogmﬁmmmre that is in the range 18-25°C and

I
b O BE 2 P R e Earebomg Lo Th had been

st g didlay ara giveh for ifiderati@sely btDarehottnet @santlp tiitohaxirgain
for 15 m nutes, then sodiumtriacetoxyborohydride
atiagabley g) was added and the reaction stirred for a
fur tR8th2Qnkrese t#e éﬁﬁlﬂ'r@du%%f Bi4THofth@E () Yvek MRS Red by nuclear
phase’ preparative HPLC (eluting with a gradi ent of
(geneeallymreton) raagnatiQresonanep (BBGR) with 4 figldrstyarash (for protos) of 00MHz

LSS LR AR LS o

DIXAR),(ulesRbtherwbseSatddypan@irhss spectdl technighies; BotBn Magndticlrgsonance

chglil}?c]élsq(léjﬂ véu%g?e(r‘? mlélés’ureldgnéthé&gt%égéé argi_%e’gk ?@uztlgpji_cinseé% gr% shown as
fohgﬁg S sung:fetoé9 d%ﬁble%t 5r1]71¢.3t"|§ml_|2m§15ﬂ}l3)'1%§ l§2b6r€6)§d( tq\]ql\x]artZt %um quintet;
Hz 51 lé,lrlﬁcg;mn(hﬁ chpqupatograpiyy gemral;y_gegerg_togflgish cqlumg chypmatography,

=
B T NG e PR Ve
- 3- 0x0- 3, 4-di hydr o- 2Hbenzo[

b][|, 4] oxazi n- 8-yl ) et hyl am no) et hyl ) pr opanam de ‘
trifluoroacetate Prepared by an anal ogous procedure to
Exanpl e 75 using 3-(2- fluorophenethoxy)propanoic acid

[ Exanple 73, Step i] in place of 3-phenethoxypropanoic
aC| d. M (APCI +) 528 [ MtH + 1 NWVR (399. 825 MHz5CD30D)

— e — -— 7 1

Q..
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J 7.2 Hz, 2H), 2.82 (t, J = 6.9 Hz,

(m IH, 2.59 - 2250 (m IH, 1.76
wa2ms/otw73J 6.7 Hz, 3H), 0.96 (d, J

(d, J = 6.7 Hz, 3H. Exanple 99

N- Cycl opentyl - N- (2- (2- (5- hydr oxy- 3- oxo- 3, 4- di hydr o- 2H

benzo[ b] [, 4] oxazi n- 8-

yl) et hyl am no) et hyl ) - 3- phengjfhoxypr opanam de

trifluoroacetateWw139 1 NWR (399.825 MHz, CD30D) d
preg)aaéd s111Za éfﬁtrfc@:s {Tx‘iﬂn 4@ux7 ib 4?%) Si],lﬁ)ras&{gdls’éém da'ﬁﬂﬂabfb 3 example,

frokn—ﬁresegrc'h';td Igtcﬁgl, ﬁcms 4,H§) orBigage (Bowge Uk Ltg;_l)[ertf(grdl Herts, UK),

e} By ang il Lol org ph, Pl 5 Mg fion

(S%ﬂ)rﬁetﬂod@fgenerﬂllﬁﬁfe(rmo thdhse of cHrdmatograPBy Cariridged) packedawiph 8PE
mwr(a& speh ps5ISQEHTER) SSX % eelwnns @y 4ilphlecos prammls Srosy Ftepgtipnal

SoXRaAl TecBnology Ltd, Dryffryn Business Park, Hengoed, Mid Glamorgan, UK);
yl ) et hyl am no) et h Ir{ N- neopent yI Bhenet hoxypr opanam

de (V) Melivgpamés we gepralvRapEgeugbs DiffpentiehSipying Calopigetry
Ry g P B B Py D e
vafy. ightisnfro@tdne nBicliBe to BodRr, ong métHpd tRandther 012tz ofigrgample to
angtg%f a112d 5604[hé Veﬁué‘ésqug{nd arze'_Rdt toobegc%nétru%d §157 algsn}uteg E)Will%)éaap@rle(%ated

that s¢rde Qﬁﬁﬂésﬁﬁiﬁb‘bﬁdohm@ﬁ)an&\lthéﬂﬁl(sdh@idﬁw AfsenagieghhydintsN- ( 2-

(5- hydr oxy- 3- oxo- 3, 4-
M&Q&A § 2H benzo[ b] [ |, 4] oxazi n- 8-yl ) et hyl am no) et hyl ) p

pdgpranam de bis(trifl ug{&ﬁ,@%&ﬁ.ﬁ%& ep i)
3- (3- Chl or ophenet hoxy) - N-(2- (di et hyl am no) et hyl ) - N- ( 2-

D®Xoet hyl ) pr opanani de Tiffdr¢ntiol ssawsng ealergnadry( 10 nl) was
ed to a solution of, 3- et hoxy) - N- ( 2-
X@ﬂﬁiet hyl am no) et hyl ) - sz-faﬁ(pgwggj(ﬁ{f (B)J;&Qt hyl )
rropanam de (0.86 g) [WO2007027133] in d| chl or onet hane
Exahiblet) . The solution was stirred for 1 h, then
concent rat ed | n vacuo land the reS| dual yeI | ow t| I Wasl

2H), 2.74 - 2.65

- 1.65 (m IH),
6.7 Hz, 3HCT/GB3®7/004925

Libperazpkd-ylbengmidapdionn BGo [ MH + Step i 1)
3-(3-Chl or or henet hoxy) - N- (2- (di et hyl am no) et hyl ) - N- ( 2-
( 2- (e Brehy pey-der Giffacdomspedtihipd Fornp Arshessicdohp naterial to be
sl%egl?l% ?i %s' n%t%nyllhzag %\ r%/elltﬁ{g p%?r?t &k Wé § @@R&Barﬂl gl%er to produce the

uor oac
seCond2ryAnlliveefoity,| orta-B) R domy yf dbtetia vzas phicgd ind] dadawitine ﬁi(ighdtlc flea,

- hyd hl gr | 0 2 | St
w7571 S OB LA ST (15503 v B Pestes bt g B sty
wa(szchéﬂ-l)sft %f‘ﬁlr%ta%agﬁlgtlgplﬁ‘ﬂe)at zﬁﬂﬂeﬁtfﬁ&nﬁﬁré@ﬁﬂér(% ogY)| Aﬁ@ﬂ?} 88, the

m nutes. 3-(3-Chl or ophenet hox

sa(lmleewsypraeﬁqdcfym ﬂrmp)laiwlqezcan %tl‘é’tl ﬁ&yf) lang ﬁ?@pshﬁré{r%ﬁ@ & qry ugdqyjambient

con{i]ltlgf#scl%lf&g W%s%ﬁé‘lg%fl]bs;&m% > t Zg\ﬂﬁl DLt g‘%nﬁ@}ﬁ was determmed to

beaniyhta:lhlmbpoRBD ahdisechito be éﬂfibne;abtorF@hydr i Thas m@temasmgx)m B) had a
stl red for 17 h, then diluted with
mglg’ll%?%l’t"%#rlgaﬁ@(g SJdI um bi carbonate sol ution (2 nlL)
and di chl oronet hane (5 nlL). The m xture was separat ed
using a 12 nL Bi otage phase separation cartridge and
Farreh oy &R eeppied s deseiessiin PRTEePI096/0824/d. (Woﬁfg@ﬂéﬂ}é or as
fo%v'?) purified using reverse phase HPLC (eluting with a
30% gradi ent of acetonitrile in 0.2% aqueous

trifluoroacetic acid). Pure productcontaining

fracti ons were conbi ned and concentrated in vacuo to
.afford the title compound as a white solid (26 ng). M
(APCl +) 561 [ MHH + 1H NWR (399. 825 MHz5CD30D) d 7. 27 -
7.10 (m 4H), 7.25 - 7.1 1 (m 4H), 6.73 - 6.69 (m

IH, 6.50 - 6.46 (m IH), 4.59 (d, J 18.5 Hz, 2H),

3.77 - 3.63 (m 8H)5 3.26 - 3.14 (m 6H), 2.94 - 2.87
(m 2H)52 86 - 2 80 (m 2H), 2.65 - 2.59 (m 2H), 1.32

s A NN
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C -C3al kyl am no, cyano, hydroxyl trifluoronethyl and a

4- to 7- nenbered heterocyclyl group optionally
waamsH7I0os ed by one or nore substituents sel ecPEUGBR@M004925

hal ogen, Cl1-C3al kyl, Cl-C3al koxy, Cl-C3al kylthio, C3-C

cycl oal kyl, am no (-NH2), nono- and di -

Cl- C3al kyl am no, cyano, hydroxyl, trifluoronethyl),

hal ogen, hydroxyl, and a 4-_{g¢_.7-nenbered heterocyclyl

group optionally fused to a 4- to 7-nenbered
3-ﬂﬂk?&mk-xlvlairbbﬂlﬁm&zmmlo%}leQﬁéth%ﬁ]v'l%x¥]-N-1H-pyrazol-3-

substituted by one Or nore supbsStituents selecte rom
vllgnzanidelcFornCA- Csal koxy, C3- Cécycl oal kyl ,

Cl- Cbal kyl t hi o, - NR45R46, - CO2R47 (each of which may

be optionally substituted by one or nore substituents

sel ected from hal ogen, Cl1-C3al I;Efi-c3alkoxy, C

-C3al kyl thio, amino (~N - Nﬁ“

di - C1- C3al kyl ami no, hydr ox ndNt ri'f | uor omet hyl ),

cyano, hal ogen and hydroxyh#a C3- Cécycl oal kyl group

optionally substituted by, oge or nore substituents

sel ected from Cl-C6 yl{, “F1- C6al koxy,

C3- Coeycl oal kyl, Cl- 71t hi o, - NR48R49 (each of

whi ch may be optionally substituted by one or nore

substituents selected from hal ogen, C -Cz& ky\,

Cl- C3al koxy, Cl-C3al kylthio, am no (-NH2), nono- and
tertiButyC3-[ C3hay deystyaSrpropan-yydisxgdehz@mdmidd] fyiramoteotreirbytylate (56.3 g)
wag %@%@%&ﬁ%ﬁ%ﬁ@% YO ?@gﬁ% L L e Sk dhabonate
(333R84N, b4I8 R WasHRALEE F R whell B kel ﬁ&hg-chlﬁép}@?ﬂﬁh%}i)h%ethanone

0

C3- C6cyci oal kyl, Cl1-Ceal kylthio, “NRSORS 1 (each c
Ghhigt Withay aprsoraistle eiaegel wash (KO- khe dnikiprewes sirredeanidly and

R e R ALRREE ki v

stided §16003db130 Immisno, hydroxyl and trifl uoronethyl),

hal n and hydroxyl, a C2. C6al kenyl gro opt.j on

b S Gt ey s oA Anar i epRe by Sl fhd the
filfrdte GO8LRENratéBuddRE Yt ln@a hkiemovElire@6ebiist 1€ TR residual solution was

-NR52R53, (each of which ma substitut ed

) .whi c| be optional | .
popipddpie vsser ngl) péthistingies g @@Wé@&ﬁé@@fl sokid Y& figraer off. The solid
was HissoREEM! dicl@rbﬁ;éﬁﬁla}fé)g)f? friby, Rl ohifnh: PFril?eVQ ARatéd Mdiom

nono- and di-C 1-C3al kyl am no, hyéroxy ang
hytlroigéh cavbarast @By J00 hia hibdned (MeSOax yIrifliamecetickcid (30T ml) was

red heterocycl roup optional |y substituted b
s R s B PR HORSTE G Rrase o e bt et wis
reibdvddamiboayuurdn ey edmea kithltoluérk: Dhdekithd WhddissolN3a 4erhyl
ch of whic be optionally substituted by one or

h
acsgﬁgﬁ%éS%@Btan@ erhied v eraied ol hsiresiga garbenateFan R4 ml), brine

B B o O R R T
withedthy] @netain 2 Myl ox44°C far 2hr. Tbe Folidovdsdiltertdivéf, srsied otith ethyl

rou tional ly fused 4- .t.0 . 7- nmenber .
s Rt Rt 87 o it L VSR Ta e crado sola
waposfied b fsshyiranneo@iphidh 8iliskbiting Wwetht ifethalot edrtdinihs 09

Cl- C6al kyl, C2-C6al kenyl C2-CBaIkyn¥I, C1- C9al koxy,
ampongs i QishleramebAa (0338 Séipyie pHarddhs titlasompsand (HBr)o,
- NRg§R3J1id wilialves %'aﬂeiing\@ﬂhglfhcgﬁbé O {ﬂgé ﬁal;ﬁégg&%nt of

substituted by one or nore substituents ect rom
untigbdypsirextreyeanomagtialG8mhingd. Thesol@BerUgandjlfered whilst hot and cooled to

-.C3al kyl t bhi 0., .am (. NH2 nQ- di -.. .

60 IO Gl B, P ARl R, B i g clouctiness
refigihed)EThe Dy whyebotodytd 2600ovar dpprd01 KouFRA® Gef dtirred at room temp

het erocycl yl group optionally substituted by one or

nore substituents selected from Cl-Co6al kyl ,

Cl- Coal koxy, C3-C cycl oal kyl, C1-C6al kylthi o,

-NR59R60, -SO2R6 1 (each of which may be optionally

substituted by one or nore substituents selected from

hal ogen, Cl1-C3al kyl, Ci1-C3al koxy, C1-C3al kylthi o,

~ oA ~NN
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optionally substituted by one or nore substituents
sel ected fromC 1-C3al kyl, C 1-C3al koxy,
w@osypridooal kyl , C 1- C3al kyl thio, -NR27R28 (eacPCDB2007/004925
whi ch nmay be optionally substituted by one or nore
substituents sel ected from hal ogen, C 1-C3al kyl,
Cl- CBEUcOXy, C 1-C3alkylthio, amno (-NH 2), nono- and
di - C i - C3al kyl am no, hydroxyfyzand trifluoromethyl),
hal ogen and hydroxyl; ‘R2 each independently represents
for P HEED ’F}ié sl Wﬁs ﬁﬁe@@h@ﬂ@&he@wﬁﬂ %Heﬂﬁ@@x 260 mgqaﬁzs%hd was
group, 1 group, a - 2COR 33 group
drief\in mmmwergatcﬁ@ﬁc fog 24 MRuB G tgc bth@s;ompoumm&n A (33 lg).'H
r u
ik S, CER I At D4 Spadlhdi ey R a8,
m)S 468 (2H,UR6tSS ($H| & v.esl (H, 0)177@31 1Bl Kpxy,, 7 39 (1H, d), 8.37 (1H, d),

- | kyL. C 1-C6al kylthio, -NR 43R44, (each of
81§ﬁﬂgﬁgﬁibggéh%ﬁ?lonalIy substituted by one or nore
FosH MhiM§@5§p&§4rg&&%lﬂlﬂﬁ%%s9@?&m £ disfed@biptm AC

C3al kyl t hi o, Céeycl oal kyl, am no
Thésmﬂlr@matﬁmiﬁwe@mdepéted agfolloggal kyl ani no, cyano,

Eg%r?-)ﬁﬁlgytltl3[‘1§-§H%r‘gfﬂ%@%}&-s-ﬁﬁg&-ﬂ-&qu&-bepzéﬁ‘%ﬁﬁ@ymzole-l-

carlarxglaseibst i t uent s sel ected from hal ogen, C 1-C3al kyl,
C 1-C3al koxy, C 1-C3al kylthio, C3- Cﬁcycéoalkyl am no

(-NH 2) , nono- an - C 1-&3al m po, cyano,
hydroxyl, trifluoronethyl), [hal ogenNTh¥%droxyl, and a
to a 4- to 7-nmenbered

RS ouf opt naIIy f used
ocydilyl or terocycl yl
group optional | ysubsti ed by one or re

substituents selected friom Cl-C6al kyl, Ci1-Cb6al koxy,
C3- C6cycl oal kyl, C1- C6adkyl t hi o, -NR45R46, - CO2R47
(each of which may be |optionally substituted by one or
nore substituents selegs{ed from hal ogen, C -C3al kyl,
Cl1- C3al koxy, Cl1-C3al hi o, amno (-NH ), nono- and
di - C1- C3al kyl am no, ‘wydroxyl and trifl uoronethyl),
cyano, hal ogen and hydroxyl, a C3-Cé6cycl oal kyl group
A et cnaflobcyly SeHdG det(06 8:) 1b)dloﬁﬂﬁorﬁéthz{ﬂér(62$1ﬂb$¢ais ha@dtdopwise to a
sel ected from Cl1- C6al kyl, Cl-C6al k
Sl SRRy S IOR A R Brgorc kA BT BRSA0SH-7) (50 8) and
dithbvh GlforfRMi R 1 Qﬂ? {ohahdpmetbed q3bé'hﬁ)d TRY re@ﬁ‘lﬁng SollirSwas stirred at
substituents selected from hal ogen, Cl1-C3
rogn tegmper ek for 1ouca hi sdlvdnt gas remaved (lnddr—lza)cuumnd azegtrdped with

to E e (gé() %hlﬂér ox DQas (E}Xs%[\%cyl)ﬁ# d&[})gznh{%g 3{1]2.(5 tgp%l%:(g}.l(r: flS added

slcgvlpupa mpttumrmatdrybmylmsammumakomoneomamcms no. 863504- 84 1)

R R e oSSy B SR L S RO et

rod it iire T8y ORSur @médl%nswmehfou&&%d@yva@aﬁn <a.ﬁd BR6Boped with
substituents sel ected from hal ogen, Ci1-C3

tolggnecBhg fesidpe wes partiguey etwies? dlahlpmeehwmoo rﬁ% sl Watary(500 ml)
I
anﬁ 'tlTe(a'% I angéé v@zﬁ‘r oxyﬁdnfqu{ %ﬂ@@f@e ny cer' %ggatgpytle 315 (10 ml) and

brigel bﬁml rhiy anacbldrlnd (OfSQoy amitoecemtrbet utdee macmuse hmtrepbdftwmm with

Cl- kox C | thi
ol e Pl VR s B b SRR Rt p g i it s-50%
etﬂgy acdie ﬁxﬁséﬂékﬁlefésbﬁi jobses hforehesdesbnipoaia (Yaldaagen,

1- C3al kyl al koxy, Cl-C3al kylthio, am no (-NH2),
nono- and di - C1- C3al kyl am no, hydroxyl and
trifluoronethyl), hal ogen, hydroxyl, and a 4- to 7-
menber ed heterocyclyl group optionally substituted by
one or nore substituents selected from Cl-C6al kyl ,
Cl- C al koxy, C3-Ce6cycl oal kyl, C1-C6al kylthio, -NR54R55
(each of 'which nay be optionally substituted by one or
nore substituents sel ected from hal ogen, Cl-C3al kyl,
Cl- C3al koxy, Cl-C3al kylthio, am no (-NH2), nono- and
di - Cl1-C3al kyl am no, hydroxyl and trlfluoronethyl)

a P 1 .

4- to 7neMmrmjhe”
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(each of which may be optionally substituted by one or

nore substituents sel ected from hal ogen, Cl-C3al kyl,
W@1008820kDxYy, Cl-C3al kylthi o, am no (-NH2), nOPOFGBR@7/004925

di - C1- C3al kyl am no, hydroxyl and trifluoronethyl),

hal ogen and hydroxyl, a phenyl group optionally

substituted by one or nore substituents selected from

Cl- C3al koxy, C3-cycloal kyl,.{4l-C3al kylthi o, -NRIORl 1

(each of which may be optionally substituted by one or

telmﬂﬁﬂtsbEB%&H&&&%-%@JDQQZSQOI\LMZBW)MB‘leggo@ﬂcl@ﬂox%late
Cl- C3al koxy, Cl-C3alkylthio, amno (- ., _nono- an

di - C1- C3al kyl am no, hydroxyl and trifiuoronethyl),

hal ogen and hydroxyl, a 4- tq Z;%fgperqg het er ocycl yl
group optionally substitutedlby ¢nenor/ nore
substituents sel ec ° a kyl Cl1- C3al koxy,
C3-cycl oal kyl, Cl1-C3al k i 0, H-NR1 (each of which
may be optionally substityted by one/or nore
substituents selected fr hal ogen, C1-C3al kyl,
Cl- C3al koxy, Ci-C3al kylthio, amno (-NH2), nono- and
di - C1- C3al kyl am no, hydroxyl and trifluoronethyl),
TohabRGIBA ofRE-AAR | -
substituted Woﬂgy%%en?}%n%hogé?s}%%?% ? R)l{g é’ lQ,g}é#, g%ﬁlfnf) 3? %ramle
1-agmbogglatel @& 2) @RnethariobEI6K yil) waNRIIdR16% pplatitm ofi cavhbic (7.6 g) and
t|tu Q
TR BB OB e S0ra R Cpif APFecOaeld fprssure of 5 b for
20 Ghur€3 Th& catylyst auk Mnc(ver?ﬁltraﬂiﬁﬂ t‘hro@hcbdliﬂte The filtrate was
Cl-C3q¥K§kan1no droxz g fluoronethy
COR AP EYRhULTH VR I fPRVe Bsol 1o lngaé Bprified b chigmatography
on §flieklRiutg viekR acﬂté’ﬁﬁsolféxa&@%@f@
2200R23 g1 oup%Bg NR 24002R25 \gr oup o %BV%W%R%% COh@SB’fd (564
g-or two adj acent Rl groups together with the atons to
whi ch they are attached forma 4- to 7-nenbered
car bocyclyl or heterocyclyl ring optionally
S-Chlbsipviadine2 oyrbordicacidror e substituents sel ected from
Cl- C3al kyl, C1- C3a|kox|, Cq“cycloalkyl
Cl- C3al kyl thi o, -NR27 € of which may be
optionally substituted by|long| or Bﬁre substituents
sel ected from hal ogen, Ci- Cl1- C3al koxy,
Cl- C3al kyl thio, am no (-NH2), no- and
di - C1- C3al kyl ami no, hydr oxyl and trifluoromethyl),
[
N O e T P P (RSB ASPRERIRSS Yo s giysain
DMF (1CCRIR2 Bithinmuph]oride (420MR2)30R3ddedgand tixe, maﬂn&lﬁém@c over

ong%%g%‘g mlxlr\Jll?e \:;’fg'scec\)/%Rs ‘ﬁ%%éﬁ%f r§§18ﬁlssgﬁs%ﬁg\zati€@éé)r Ey continued

stngmg umhe a)lﬁﬂon%alakmiﬁegrbwpdﬂ@ﬁ bOINHICY (S0kSI bAdéRMACRY into ethyl
more substituents sel ected from Cl- Coal koxy

ace@e 66%&;1/8 P é)aTkg/Fommadc%aq%thé were\Fash et with iates K2 6900 ml),
bnﬂ\@%@b mm@&m@o@ g ofa rp%w we%ﬂ'e @{ e o gﬁq 88 o). 'H NMR

stitdents's
5 (m 163 MK X3)1SQ) 892 4d, k1), Bi0d (d CIH)CGSE% (pdlRyl , ani no
Cl C3a|ky|annn cyano, hydroxyl
€ menbered heterocycl yl

group optionally substituted byw.onecpr nore

substituents selecte om hgf ogep, Cl-C3al kyl ,
Cl- C3El kOXy, Cl-C3alk |o, k3- cycl oal kyl, am no
(-NH 2), nono- and di- al am no, cyano,

hydr oxyl , trlfluoronethyl) hal ogen, hydroxyl, and a
4- to 7-nmenbered heterocyc @y group optionally fused
to a 4- to 7-nenbered carbocyclyl or heterocyclyl
group optionally substituted by one or nore
substituents selected from Cl-Co6al kyl, Ci-Cb6al koxy,
C3- Coeycl oal kyl, Cl1-C6al kylthi o, -NR45R46, - CO2R47
(each of which may be optionally substituted by one or
nore substituents sel ected from hal ogen, Cl-C3al kyl,
Cl- al koxy, Ci1-C3al kylthio, am no (-NH2), nono- and
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or a pharmaceutically acceptable salt thereof wherein
ring Arepresents a 5- or 6-nenbered aromatic group
wopiosorslrd y conprising at | east one ring het erPEt/GBR007/004925

sel ected fromnitrogen, oxygen and sul phur; ring B
represents a 5- or 6-nmenbered aromatic group

optionally conprising at | east one ring heteroatom
selected fromnitrogen, oxygen and sul phur; Rl each

i ndependently represents a hal ogen, a hydroxyl group,

5-CRIoEpFRRing 20T oy id aid el 7Ryl o) 820 ddedptd b estatidnyof oxalyl chioride
substjituted by one or_nore substltuents sele(iﬁﬁ from

(18 mbyiny qk(gl)@rom@@argy@ ! ld}ﬁn}giytpe regyliipg QlWethﬁs Stirred\fon phours. The
residi&ARAL diso Bl HIDERM 6@61) Cfﬁ{efe%ﬁh h&deﬁ%@%%blﬁﬁ’&?& a%‘ud%{ke or

rere SubStTLLent s Sal Scked Trom hal ogen, Cl-C3
hyd@LhioBdt Kok no.Ges Zﬁ%é?-li)/(ltfiﬂ |gbandatmpﬁhaﬂa(mrﬂ-€2§0 mign @CM &1 ). The

il 785 SR8 A 0an  WfleRes o Dby 6 MG RELIN ariionea

betx@waleﬂ@ahéeyat@@bﬁl) laﬁdﬂ'v@@r Byl prbatr@aemmeﬁuﬁs&hyu u&matt§ (2 x 800
sel ected from C\ -C& kyl, Cl-C3al koxy, C3-cycl oa

ml) heccopaibiaer orgagic exwwe@éﬁéhﬁddwtwwéheﬁb;}vns% € 1) dhiea (MgSO0,)
| 0
and%%ﬂo?{ig% %eét?ngﬁja:\%égég)%ﬂﬁ 4 b}@%ﬁq%ﬁdﬁ%@% %g%& st @fuﬁng with 50%

ethyChecBalikigblicnine, to givertie mroNh@IZIOrg)an-NMerS @0 MTL, DMSO0) 2.27 -

\ r f hyl)
238G o Sl A st 2 G P T stos ey
substituted by one or nore substituents selected from
Cl C3a|koxy C3-cyc] oal kyl, Cl1-C3al kylthi o, -NRSR9
= EoimBbvseedig ontional Iy substituted by one or
m)r"ﬁ) ac‘éé*ﬁﬂ)tlé (Sfuf*(m‘rrc'A%?b %09 @%Iﬁ(flpi%éﬂﬁid@@ %Elro frdol @ﬁ‘ﬂ&ﬂ%sample of
Cl1- C al koxy, am no , nono- " and
seedfrygials @8 Hpiay B @rﬁpﬁm’«d pwmquIZO s was &ddedbmndrﬁl@tmwlt}ng slurry was
I a I
sy OR00 P RUREY pvsr IRESTH B RBPR) HERRG o qriognder
vaciim (Ral k08694). CIZBe DBC] indicatyd cdiipl €3 abdeptsidmi to the NR1ORM, rhelting
.%ﬁsgq of mhlch may be optionally substituted by one or
pot d08€Di t uent s sel ect ed from hal ogen, C1-C3al kyl,
Cl I@NMIQBXMO@IH%D@M} I bé (6H @mm (2PN, n{mms (2@11@) 4.55 -

kyl am no g and trifluoronme
46h(ellfbg@n4 é&@/fwblﬁéﬁ;ﬂfl ca, 125 ¢, G),?ré%rbéﬁécﬂlﬁiépbﬂé@;iéﬁyql) 8.37
| n tituted by one or nore
é g§trgoggg ?dh%/g?fjg)z from C1- )éSaI kyl, C1-C3al koxy,
C3-cycl oal kyl , Cl1-C3al kyl thi o, -NR12R13 (each of which

be. opt.j.onal | ubstjtuted by one or nore
ey der "rmgggégigﬂgkion1halogen, Cl- C3al kyl ,
Tmﬁaﬂcsalkoxy, Cl- C3al kyl thi o, amino (-NH2), nono- and
—dr-c1- and-trifluoromethyl)

C3alkylam no. —hydroxyl
halogeﬁl%ﬁﬁwhyﬁW§%VT a Cl- C3b|koxy group[8ﬁﬂﬂ@ﬁally

SUDSIT tot e rne oOr Mmore s SFITUHH[ T om
Cl- C3a|koxyl %gpqycloalgyLL - NR14R15 %fgg%ﬁg&ﬁl i ch

may be optiignabkly substituted by one or nsteong)

substityents selected-from hal ngnn (] anJ_I/LLI

Cl- C3a|koxy3 Hhi no (-NH2), npno- and d|1n0m€¢unﬂ

Ct- Lsalxylango, hydroxyt anu*rrrrruoro
hal ogen and hydroxyl, a -NR I6R17 qgroup, ﬂxé%%R 18

* TheaelptivesintefiDicdRle dprived from diffiabliegR6iRMmehswgedwith fiaed MR

Angly G tontiinenth Sisghean D3PONIe ot Sl kasTion st 18 pere

det@hNBR YyGndMdkiada S6le 8F Be BlybANE thatiaiPa Stendels single sﬂlcon

7- menber ed car bocyclyl or heterocyclyl ring optional
crygaldS8¢) waktmbyntene speadiggy @it Wﬁgmpéu@tﬁtaéh@éfwe Wit tlferaecmf a

Cl- C3al kyl, Ci1-C3al koxy, C3-cycl oal kyl,

Cl-C3aIkyIthio, -NR27R28 (each of mhich may be

optionally substituted by one or nore substituents

sel ected from hal ogen, Cl-C3al kyl, C1-C3al koxy,

Cl- C3al kylthio, amino (-NH ), nono- and

d| Cl C3a|ky|an1no hydroxyl and trlfluoronethyl)

o o o [—. R

T
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6- menber ed saturated heterocycle; R61 represents
Cl- 4al kyl or C3-C6eycl oal kyl; R62 and R63 each
w0 padepedent |y represent hydrogen, Cl-C4al kyl PET/GB2007/004925
C3- Coeycl oal kyl, or R62 and R63 together with the
nitrogen atomto which they are attached forma 4- to
6- mnenber ed saturated heterocycle; R64 and R65 each
i ndependent |y represent hydibogen, Cl-C6al kyl or
C3- C6eycl oal kyl, or R64 and R65 together with the
micm$dopeglate. dho sataRle WS srtintah é@xreaplétlam&r&é REHIY (e HRIOYR cougting

s SEERRSEE RO B0, R Son 0, AR 05 porc o

40k C3nEBOoyA | vard KyhvelanpthREE. 5&061 amﬁomﬁgﬁhmlimtemmrhye source was

ni trogen atom t.o whi h t he ar.e t or
passpd srHRerie 4V CRRH SR SRE O 26" Sug0 A eg Bisdedifton
direbtBd ﬁl?ﬁfélﬂ%%ﬂlﬂ aAiBRAIRS Siittand ¥ B 9GE dete&idr Lo aTKfyiar@Ee was exposed
oal kyl , or R68 and R69 together é g

for 1n$etc¢ 02 skegten 2vhfte cierept (GPRIMBPPSCAREONR OYpLhg range,2

ki : &fimYtes and 41
degrr%%s tPreEg éfﬁg’%e%%q{l g%’ﬁagtg%tﬁtn%é_gﬁe A h %ﬁ{) fas‘@(i Se nutes an
secdﬂﬁe r ’Eha’hnRﬁmlanewa&e@mmpsd Whmgmhllat@]l.o@qmbn@a |detggtor. Control and

cangpacbin st ofF Pe bl 65 R5 AR pferagng i

DifftdeeF §dfﬁvaE~’e7 ﬁergoag BN BERIR e dw@trmaeyrpomiabr Mﬁdchyﬁ wilk realise that the
C3- Coeycl oal kyl and is 0, 1 or t ext

relativeintpngisefipealisean pe afizetasibys fsezaew EytaﬁaéPW ¥e ?QH’FCE %nga size
and S—uhﬁz{rp‘ w%u@)ﬁlos tﬂ&tlnﬁk:ag/t%? G%Qlyglb BE&npARd ThE Qﬂﬁétﬁgsrson will also

aln a groups, referénces to individual
realge diulpﬁlesploszlhos of milpntiopy¢an bgraffeetpdby the eracise height gt whishythe
rsion ref
samﬁg s|1]t§ i @8 pgﬁgﬁgme oarndgl)g( % ?&? §a1fp9atloﬂ gf Mil ql’ﬁﬁjg?tg&gtgg 2]:1}6 surface
plarfagity §f1Be Bmeslched aN@haﬁzleamnmﬂleﬁfectAHemd the difantion {pattam data

applies to other radi ca For exanpl e, exanples of
presepred @BA10k{A eté’FFﬂ‘aséﬁso&%Vﬂ} % include nethyl, ethyl,

nropyl, i-propyl, n-butyl, i-butyl and t- butyl.
Exanpl es of "Cl-C6al koxy" and "Cl. C3al koxy" ncl ude
Qﬂﬁzﬂﬂn&ﬁ_Jﬂﬂmmgakmﬂmﬁﬂbpoxy and i-propoxy. Exanples of

et e Mol DR 0t spfcal G R ateral
conéaitddape vy almd1nﬂm€baihﬁleydlw1tﬂ:_aqaaqahcéhmﬁva§ haated-ovarnttie temperature
di - C1- C6al kyl am no" i nc| ude ng{ | am no, hgeth | am no
ranga P ARIREC HPGORIBHTNEE SHEOBL By BNk R 28 LSty
f ncl ude net hyl t hi o,
mug?%ppéqﬁgyaﬂgaS%%gkﬁmﬁkphﬂﬁﬁgnpIes of hal ogen i ncl ude
fluorine, chlorine, bromne and iodine. A "4- to
7-menber ed carbocyclyl group", unless otherw se
stated, includes saturated nd fully or partially
unsat urated, nonocyclic rings containing 4, 5, 6 or 7
carbon atons. A 4- to 7-nenbered carbocyclyl group”
i ncl udes groups such as C4-Cr7cycl oal kyl ,
C4- Cecycl oal kenyl and Céaryl. A "5- or 6-nenbered
aromatic group optionally conprising at |east one ring
eteroatom sel ected from nitrogen, oxygen and sul phur”
or "5- or 6-nmenbered aryl group ptionally conprising
at | east one ring heteroatom sel ected fromnitrogen,
oxygen and ul phur” is a fully unsaturated, aromatic
nmonocyclic ring containing 5 or 6 atons of which at
east one is a heteroatom sel ected from nitrogen
oxygen and sul phur, which may, unless therw se
speci fied, be carbon or nitrogen linked. Suitably a
"5- or 6-nenbered aromatic ring optionally conprising
at |l east one ring heteroatom sel ected fromnitrogen,
oxygen and ul phur" is furyl, imdazolyl, isothiazolyl,
i soxazol yl, oxadi azol yl, oxazolyl, phenyl, yrazinyl,
pyrazol yl, pyridazinyl, pyridyl, pyrimdinyl,
pyrrolyl, tetrazolyl thiadiazolyl, hlazolyl thienyl,

o - e A 11 A a -—
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ubstituted by one or nore substituents selected from

hal ogen, Cl1-C3al kyL, Cil1-C3al koxy, C1-C3al kylthio,
wE080t3pes oal kyl, am no (-NH2), nono- and di - PCT/GB2007/004925

1- C3al kyl am no, cyano, ydroxyl trifluoronethyl),

hal ogen, hydroxyl, and a 4- to 7-nmenbered heterocyclyl

group ptionally fused to a 4- to 7-nenbered

carbocyclyl or heterocyclyl-1group optionally

ubstituted by one or nore substituents selected from
ClamsCoal kyl , Cl- Coal koxy, C3-C6eycl oal kyl

Cl- Coal kyl t hi o, -NR45R46, -CO2R47 (each of which nmay

be optionally ubstituted by one or nore substituents

1. sel ﬁggy‘%‘@llfnre 95D BY %}nrzcﬁilld 83pd- t’a‘éleﬁdlﬁll ﬁéﬁ%dﬁ?ﬂyyrazm 2-yl]oxy}-

hi o, amn
5- [(ﬂ rﬁEbleb}avlaWM lﬂmrmw-y&q@rzamwlq Wr@@tmﬁnpowwg%ﬁactwn
e l ]Qggp

pat%?noxggh E%a%g gtae{we% cf% eog t}% fﬁlovx&ﬁg = i nagﬁr%gl}éeaﬁhgé %ﬂgctl)(ﬂ(a

nﬂﬁﬁbﬁobyéhmblem°heterocyclyI group and optionally
ubstituted by one or nore substituents selected from
Cl- Ceal kyl, C2-C6al kenyl, C2-C6al kynyl, Ci1-C al koxy,

2. Cl- £Ra)skvlifeabRRaydlainfed if8ieMe] Ralidgydn X-@éy padek &iﬂri‘du@n pattern
-NR56R57, SO2R58 (each f which nmay be opti onal o

with pbaksiat the Sellawjng Prahesy vahess ancgsipad lilsmgeq%lfl%a @éaaa@% e%‘l ¢ ragfh!8.0%.
hal ogen, yano, Cl-C3al kyl, C1-C3al koxy,
Cl- C3al kyl thi o, amno (- NH2) nono- and di -

3. Cl- Sayskajlirerfomoas Myldredmytlalanuhmmg‘ arwﬂmw@cr yliffraction pattern

rox 0 o
wifigedt L pergrngp it A ddyitet g CuR B85 2.6 18.00and
2580re substituents sel ected rom Cl- C6al kyl ,

Cl1- Coal koxy, C3-C6eycl oal kyl, Ci1-C6al kyl thi o,

- NR59R60, -SC2R6 1 (each of which nay be optionally

subgt Iy &@Hﬁ'ﬁa(ftfoﬁ ttern
4.5 ggeé%s%%%ﬂexn ngamegfp&ﬁmwgi&mg 4Rl 15@» @sho
withipienls af theHpllowing Adhetanaluegimeagsure &inémad@noy d%ﬁz 18.0%, 25.6
oaeg §ifluoronethyl), halogen and hydroxyl; or a

al koxy group optionally ubstituted by one or nore
substituents sel ected from C1- CBaIkoxy,

5 opt AGHH I HE s DAY by e BRY DBt & 8L RTAT Qiffpgion pater

w1§1‘9ﬂe§1€§ta$ %efﬂ')ﬂ’mnﬁé baB& A valbds rheddhrkd hsind EuC8 ldietisy: 2461, 18.0°,
, hono- and di-C 1-C3al kyl am no, ydroxyl and
256nﬂ6ﬁu@ﬂéﬁb§ﬁyl), hal ogen, hydroxyl and a 4- to
7- menber ed heterocyclyl group ptionally substituted by
one or nore substituents selected from Cl-Co6al kyl ,
6. C1- Goaysailiys fo68-aClainudddaklair | h@tingaaKkgy powvder difRRGREBtern

(each of .ch. mgy. he tionally subst Y o f1go 0
witigract e Plodag 2 gt OB PR nEMESUkE Hefoell RS, 2.0
25@1 2@'@' kp3Yand©lr°C3al kyl t hi o, m no (-NH2), nono- and

- C 1- C3al kyl am no, hydroxyl and trifluoronethyl),
halogen and ydroxyl.In a further aspect of the
7.! nvg%gﬁﬂh?@ﬁ)% aRclaGRE RARRY hivih € BE R%%gﬁﬁﬂ@aﬁﬁ%ﬁ%'

roup; ogen; a cyano group; a - group; a
subsB@NR1BhR3are gy the X-rax dif iRt @am38 shapin Fgura R 34CO2R35

group; a -NR 36R37 group; a -SO2R38 group; a

- SO2NR39R40 group; a - R4 1SO2R42 group; a Cl-Coal kyl

8. g OWPcrOA11iAd Brin\o f SHetudtripbutidedd { ﬂS)(ammderI—ymbenyl)pyraz1n-2 -yl]oxy}-
substituents el ected from Cl- CB

S- ety NI epresly Ry b e DRRMG romelting i of about
134RRbE ?’ bgy e optionally substituted by one or nore

substituents sel ected from hal ogen, Cl-C3al kyl, r

C3al koxy, Cl-C3al kylthio, C3-C6cycloal kyl, am no

(-NH2), nono- and di-Cl- C3al kyl am no, yano, hydroxyl

trifluoronethyl and a 4- to 7-nenbered heterocyclyl

group optionally ubstituted by one or nore

substituents sel ected from hal ogen, Cl-C3al kyl,

Cl- C3al koxy, 1-C3al kylthio, C3-C6cycloal kyl, am no



10

15

20

25

30

of the Agent, to a mammal in need of such treatnent.
According to a further aspect of the invention there
wo sooposwrsied a nmethod for the treatnent of obeBCT/GBRYO7/004925
adm ni stering an effective amount of Form B of the
Agent to a mammal in need of such treatnent. The
conpositions of the invention may be in a form
suitable for oral use (for -aganple as tablets,
| ozenges, hard or soft capsul es, aqueous or oily
suspensi ons, enul sions, dispersible powders or
granul es, syrups or,elixirs%d for t?g%%al ugﬁ.&%ar £
9. exaphEmaseuEira SREPOSION SIS genstallale TR b IRISH hpyene ©
claifR! 14b 's%getﬁér WHSPESh AR Sical ly AbcpBletagidrat i on by
I'nhalation (for exanple as a finely divided powder or
a liquid aerosol), for admnistration by insufflation
(for _exa e fi bV ; :
104 & s poy e oo AEB (R RRIIEIh A ohPbr cpims L 1o
fro@QUeRILSn of fobr|A/orsA] iutisoprophosl. | nt r avenous,
subcut aneous, intramuscul ar or intranuscul ar dosing or
as a suppository for rectal dosing). Dosage forns
11.5Ui A 3BhBokiracring UShyadng oPElRingy I ®® forl i a6 @ RATateANS
of the Invention nmay be obtained by conventiona
procedures using conventional pharmaceutica
12.8XChR I%g&%‘ld A8k E ROWRih 1 1 D& the rg%meﬁpi%%dﬁda%ﬁt for
i ntende orrCoral Cuse may contain, for exanple, one or
treatmest of aldisaase mepdiasadetbtosph 6K, frl paraaldr hgpe@nditstes.
preservative agents. Suitable pharmaceutically
accept abl e excipients for a tablet fornulation

13 NnCragigse of @ codpcumRlatoording td antidnb enE1sinsuCh 8ds tHegaépmstion of a
sodi um car bonat e, cal ci um phosphate or cal ci um

megigppeniAprdirealinenh of adissrge BdaEA &ratedfEKi ng agents such
as corn starch or algenic acid; binding agents such as
starch; lubricating agents such as nmagnesi um st ear at e,
14st e@h¢ useaf i dompound|acsording eanyme p&claigasrt to 85 ¢e nagparation of a

t hyl [ I - hydr enzoate, and anti -oxidants,
n“@ﬁ%%mt o %@?%nggg?%gﬂ$§%get formul ati ons may be
uncoated or coated either to nodify their

di si ntegratjon _ an he sub uent ahsor.ption of _the
15act B HIGTLER 68 Ok TR e SogSS Y GTELS R XI5 amount of
a Cgfnp&gldl JMREPYE dhelims $tARtd 4 Ind¥mARDIMGeePRAM G8tRent] N

ei ther case, using conventional coating agents and

procedures well known in the art. Conpositions for ora
use [ J f - At i
1637 TR POg P b1 bR BLE AR doaRIRWIRD difbetes
solid diluent, for exanple, calciumcarbonate, calcium
phosphate or kaolin, or as soft gelatin capsules in
which the active ingredient is mxed with water or an
oil such as peanut oil, liquid paraffin, or olive oil
Agqueous suspensions generally contain the active
ingredient in finely powlered formtogether with one
or nore suspendi ng agents, such as sodi um
car boxynet hyl cel | ul ose, mnethyl cel | ul ose,
hydr oxypr opyl net hyl cel | ul ose, sodi um al gi nat e,
pol yvi nyl - pyrrolidone, gumtragacanth and gum acaci a;
di spersing or wetting agents such as lecithin or
condensati on products of an al kylene oxide with fatty
acids (for exanple pol yoxethyl ene stearate), or
condensati on products of ethylene oxide with |ong
chain aliphatic al cohols, for exanple
hept adecaet hyl eneoxycet anol, or condensati on products
of ethylene oxide with partial esters derived from
fatty acids and a hexitol such as pol yoxyet hyl ene
sorbitol nonool eate, or condensati on products of
et hyl ene oxide with I ong chain aliphatic al cohols, for
exanpl e hept adecaet hyl eneoxycet anol, or condensati on
products of ethylene oxide with partial esters derived

__________ Y | o ' M 1 o R 1 T T



