DESCRI PTI ON PHARMACEUTI CAL COVPOSI TI ON COMPRI SI NG 2,
3- DI HYDRO- 6- Nl TRO M DAZO [2 , 1-B] OXAZOLE DERI VATI VES
waBOsIE@AL. FI ELD 5 The present invention rel at BGT/IR2006/314708

phar maceuti cal conpositions . BACKGROUND ART 2

, 3-di‘hydro- b-nitroimdazo [2, .1-b] oxazol e conmpounds

10 represented by general fornJ1a (1) shown bel ow,

optically active isoners t?ﬁg

har macol ogi cal | y acce tab sa ts thereo all of

PHARMARFEH CAf O PﬂﬁTﬁo?‘e(foéﬂlP B 02 a5 PIBR 0P e Biiids t2, 1-B] OXAZOLE
DERIVRETH®) are known to exhibit excellent bactericidal

ef fects agai nst nycobacterium tubercul osis,

mul tidrug-resistant tubefECEBNICAIb&TELDI , and atypica

acid- fast bacteria (see Ja anese Unexam ned Pat ent .
5 Publ i cAton REC5004- 145539 RN WO 2605042 £9) Pharmaceutical

gengoalitiongul a (1) : 20 wherein Rl represents a

hydrogen atomor C _6 al kyl group; n represents an

integer fromO to 6 ; and R2 represents any of the

‘groups represented by gengoxiGrROORDUARE (A) to (F)
bel ow. groups represented by general_ fornul a

ahere: n RS B o CRURES iy PR ups o FFaFoL§ jompounds
10 S&e%%s@ﬁk@avbg HerRRENOXYrEIIIQUAS,) SRbIONGE I, optically active
stituted on the phenyl ring vvlth one or nor
rEwers Seserafed aﬂﬁoﬁh@ﬁ@@@%cﬁélﬁoﬁ%@@tﬁ%%ﬁaus thereof
h@kl%%@ FhO5E. aﬂéa' gmgyys]@% fdited; @f Hosubst it %gm&m@dsn
gr oups, o- substituted or unsubstituted
@e-l@arl k@xg lgmupsio e2hiphernpcedlens| Raxieniraddps, effects
%%#afﬁg@ % éﬁefiﬂ&e ﬁgkédﬁ§§ggen%bl{i5¥h ﬂé@lgegngrtubercle
e Selected Fromt foup consistin
15  hedadgén, aamtymlcalsabsdhfaﬁttedba@ltennsutma tJ@pedese Unexamined

Patent Publication No. 2004-149527 and WO 2005-042542) :

general formula (1):

e o

wherein R represents a hydrogen atom or Cp¢ alkyl

20

group; n represents an integer from 0 to 6; and R? represents any
of the groups represented by general formulae (A) to (F) below:

groups represented by general formula (A):

25 " '

wherein R® represents any of the groups (1) to (6)
shown below:
(1) phenoxy groups, optionally substituted on the
phenyl ring with one or more members selected from the group
30 consisting of halogen atoms, halo-substituted or unsubstituted

Ci-¢ alkyl groups, and halo-substituted or unsubstituted C;
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G -6 alkyl groups, and hal o-substituted or
unsubstituted C - al koxy groups; (3) -NR4RS5 groups,

wob@reinTRA represents a G _6 al kyl group, andPEBEIP2006/314708

represents a phenyl group, optionally substituted on

t he phenyl ring wth one or nbje nenbers selected from
the group consisting of hal ogen atons,
dalQrsubstbtuted or unsubstituted G -6 al kyl groups,
and hal o-substituted or unsubstituted G _6 al

groups; (412 pIRERYL CF-6 SRR grEups, TpTio 4 Pydupstituted on

SbSIHdHEed 108 1,08n PEEOY: IhdYE Wdibe@Be s8lleBBE® from the group
nenbers “sel ected fromthe group consisting of hal ogen

et ingl o ubstogan edtors unbabstEitdd uEeds o kypsubstituted

ok gnd P&B;%’%S“Eﬁh' tl‘féfc?—s‘?{gs%ﬁ%‘fi@é&' tait ednCepBtituted Cie
Rpxy 5rou%s, ) phenoxy C -6 al kyl groups,

apkdonajrdoypsubstituted on the phenyl ring with one or

more menbers seleckted fromthe droup.eonsiski f

nal agen at b, Paro. SBEPTt uPBE Br T URGUBEF LT LI RE G- 60 21!

@Qi_:ck%gb,alg{(rﬂu aé,regmésbat@aa; L]gtg)&mgtlutge?upr | o%rsmmlilyuseustituted on
_ QXy .groups; an enzof ur i .6 y ,

GBI Op oAl hs DSt PT UTRT GRS D EIGP T T Phgfhe Smoue

Whih & NG OT o FTIORE] BBADERSoRE) eabed-btiom theegr aup unsubstituted

consi sting of hal ogen atons, hal o-substituted or

CmsulsStaviut g8O@s b FPRy | DIFSTBL SR o2k uEsPgEEEuted  Ci-e
I bggted (V 6 al koxy groups; groups

represented by general fornula (B) : wherein_ R6 ,

represent s (4 el §nouplkBbt DEAE@Ty RIFMRLEY efUFEituted on

{:E% gl?%%ll C%iir@'g Wehhog eﬁPrmgPé EndRIeS Se3ekesl efrd AfHe group

isting o el ogen atons,
heheisubst | 0fit bdlogemsabsnst uhedocsubsidfutecoudis, uapgostituted

oot LR e R LA e kP paes e .-
pepoegeMapa;phenyl C2-10 al kenyl group,

(5) phenoxy Ci-s alkyl groups, optionally substituted on
the phenyl ring with one or more members selected from the group
consisting of halogen atoms, halo-substituted or unsubstituted
Ci¢ alkyl groups, and halo—substituted or unsubstituted Ci-
alkoxy groups; and

(6) benzofuryl Ci-¢ alkyl groups, optionally substituted
on the benzofuran ring with one or more members selected from the
group consisting of halogen atoms, halo-substituted or
unsubstituted Ci¢ alkyl groups, and halo-substituted or
unsubstituteq Ci-¢ alkoxy groups;

groups represented by general formula (B):
—N N—COOCH,CH=CH—R® (B)

wherein R® represents a phenyl group, optionally
substituted on the phenyl ring with one or more members selected

from the group consisting of helogen atoms, halo-substituted or
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optionally substituted on the phenyl ring with one or
nore nmenbers selected fromthe group consisting of

whadoeged7at ons, hal o-substituted or unsubstit UPEHIR20068314708

al kyl groups, and hal osubstituted or unsubstituted

C _6 al koxy groups, or represepts a bi phenyl C -6

al kyl group, optionally substituted on one or both
&li‘ﬁmétlﬁcuﬂga wict b Oaﬁkgl ﬁgrr@uﬁ@nbeﬁﬁdsel epdee-du@hituted or
the group consistin hal ogen at ons,
ﬁ@ﬁ@b@uﬁ@ﬁﬁﬂu@edE%H“%WSGE@WP%Uted Ci -6 al kyl groups,

and hal o- (%lf}%}sdst s gegén%%sbbhgkgﬁ f?élmﬁlaqu\ﬁy

gr oups; represented by general formula (D) :
wher ei n R8 represeats a pyeﬁy{ i ~6 al kyl group,
optional ly supst d o the heﬁyl ring wk?ﬂ one or
nore nmenbers seI\ o/ fr gr oup consi sting of
hal ogen at ons, hare=Substi ed or unsubstituted C -
al kyl groups, and hal osubstituted or unsubstituted
Cc-6 al koxy groups; groups represented by genera

“formul a (Byheérasier i n rB@rbSezﬁ’th@ &anphmyhb@;{ao andtenyl group,

groups represented by gener mhereln R8
Tt e oahe e aioven ThB. e, oPEoLY Ith’ one” or more

heppesentedeby-gereral s n’%f@h]d 1boﬁ§@§@lﬂmvefl Mslogen atoms,
solubilities in water, and hence there is a demand for

hebeovfditated (el POSUPEiTIEAeL1-e DREE OsORE e TRRS halo-
EENEM&Q&P%QBHEM&Q@&%VER Bglﬂ_&gy | @N&M@ %rAnrepresents a

ect of the present invention is to provide

Phlahmdetﬁmaallﬁdnmmro@mén@lhwﬁ@b%@t@ted on one or both

R e e
bnnen$mng;cafrhedogem e&pmﬁ5|¢@lpe§eb$t$¢uh? ver copsubstituted
he af.qrenenti oned rQ I hat ..t

]the‘H grggpoka cp %gho dé‘&%‘%etd E)r h.?né’t‘ﬁts%ﬁtl;ted Ci-6

yitubt Zol'e compounds can be substanti all
BMRORKY &froups ;

groups represented by general formula (D):

N T\ ;
xf__ ‘ _

wherein R® represents a phenyl Ci¢ alkyl group,
optionally substituted on the phenyl ring with one or more
members selected from the group consisting of halogen atoms,
halo-substituted or unsubstituted Ci-¢ alkyl groups, and halo-
substituted or unsubstituted Cij-¢ alkoxy groups;

groups represented by general formula (E):

OO

wherein R® is the same as above; and

groups represented by general formula (F):
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by adding thereto a particul ar cellul ose conpound, so
as to yield desired pharmaceutical conpositions. The

w@e@3men471 nventi on has been acconpli shed basedPCHIR200@314708

finding. The present invention provides pharnmaceutica
conpositions as shown in lItensyl to 15 below Item1

A pharmaceutical conposition conprising: (lI) at |east
one oxazol e conpg fromthe group

consi sting of 2 itroi mdaz , 1-Db]
oxazol e conpeun ted by ‘gener al mula (1) ,
optically active\N of , and

phar macol ogi cal |y acceptabl e salts thereof: genera
fornul a ( WhereiheReiis Rber spnesahtaPoyenydr ogen at om or

Cl- al kyl group; nKep a .
and R2 reﬁ%g%é%?s g%yéﬁﬁggﬁgkbgghgégo gengﬂggnEPaf:&nmm &
{0y racae. At Do Rolheliaurigs alpsiateps esedtisthdsy there is a

f I : t f th
SFBHIR 1) PO CET S DBV G () CRRGRORY or oups,

optionally substituted on the phenyl ring with one or
nore nenbers, preferably from1l to 3 |l ected from
the group consistiBﬁﬂﬁﬁﬁﬂgﬁbéghzgﬁeggﬁgﬁﬁggsubstituted
or unsubstituted G _6 al kyl groups, and

hal osubstituted or unsubstituted C -6 al koxy groups;

E]QQBIEEMEE\Q B@ S@L’\EED«B)X\/ THEOENQENWN onal Iy substituted
on the ph g ﬁktBhé”ﬁ%éeenﬁoﬁﬁv@ﬁ%EBHT&s to provide a
preferably %\1 to 3, selected fromthe group
pbausm:mautgceﬂ beiheseit ignonberait dSwh¥ritest sl @pility of an
ti r oups,Adhal osubsti t ut ed

g%ﬁ%ﬁﬁ% tnggﬂgwaggﬂoygxggg?gﬂps (3) -NR4RS
g@@M$smxmh@L§ENGRﬂﬂiéﬁKEE@Mts a G-6 alkyl group, and
R5 represept henyl opL | I suhst e h t
on the phe § Qré% HQéﬁ%%%s dQ£r988 %%t ESEQE gesearc o]
bﬁ@f@wmﬁﬂﬂhefeﬁaréméntibnedspkeblemifanmﬂfbhedgtMan)the water
consi sting of _halo %%Tatons al osubs

ALOBCt Teels CEtLR TPgrBUBsc AT IPOCaBer: tt dgroved

by adding thereto a particular cellulose compound, so as to yield

desired pharmaceutical compositiens. The present invention has
been accomplished based on this finding. |

The present invention provides pharmaceutical
compositions as shown in Items 1 to 15 below:

Item 1. A pharmaceutical composition comprising:

(I) at least one oxazole compound selected from the
group consisting of 2,3-dihydro-6-nitroimidazo[2,1-b]oxazole
compounds represented. by general formula (1), optically active
isomers thereof, and pharmacologically acceptable salts thereof:

generel formula (1):

R1
0 N—{\ N/>< 1)
? N)\O (CH)R?

wherein R' represents a hydrogen atom or Ci alkyl group; n
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or unsubstituted G -6 al koxy groups; (4) phenyl G _6
al kyl groups, optionally substituted on the phenyl

WO pwg/ovd4rh one or nore nenbers, preferably froPCLIR20063314708

, selected fromthe group consisting of hal ogen atonmns,
hal osubstituted or unsubstituted C -6 al kyl groups,
and hal osubstituted or unsubstituted C -6 al koxy
EOHSNHD)arPheney¥rCerémabkyb @k oups, ROPtémEldnts any of the
substituted on the phenyl ring with one or nore
geoig ©f geapsrhbigrrem 181 ot (Flsérdeted fromthe
group consi.sti Qaen rhal asMbhat tnt ed or
unsubstitu%%%k%?f%%ggs%l gréﬁé%&ggng halosubséiguted
or unsubstituted C -6 al koxy groups; and(6) benzofuryl
C _6 al kyl groups, optionally substituted on the
benzofuran ring re nmenbers, preferably
from1l to 3—0 RbUp cEA}isting of
hal ogen at ons, r unsubstituted C _6
al kyl groups, and hal osubstituted or unsubstituted

"G _6 al koxy groups; groups represented b y genera

fornul a B) : wherein R6 represents a enyl, gro .
BT OBl y FRERSTTat BV ot LT PGP Ehor 41 SHim, below:
nmore nenbers) PRIRKID! Yréugdn 1 dp@idnalbel entetituosl on the
the group consisting of hel ogen atons, halos%?sti£uted
BhetmbubsRy t HiEd enceCal I egrishsrsangreferadly trom 1 to 3,

bah osuhst iftdfedeQf  URSMBSt LbME £6k iG g 6 0@l KeXYod#rOURSoms, halo-

groups represented b y general formula (C) : wherein

Rbseprissht o1 ﬁﬁém%StQQUEQdalEgﬁylabkibp,g%ﬁﬂﬁ%nuﬂ4%ﬂ halo-
n ; r =N mor e

%ﬁ%@r%&e&?é} e}lg%‘%%?dgjrgef tb 6‘93&,[]&%8{) [eé‘;rto ggsf‘romthe .

group consi(3} iplterofl Kalsogbkoxit aneupsal epsidslilyuselshituted on

substituted C -6, alkyl gr S al.o- h{,u 3
gEeuﬁg%ﬁ¥&i%%JgengP;%ﬁgfﬁgfgﬂg}gﬁ%@grg? éﬁiﬁ%&%@%&sfg&n 1 to 3
bepbetyd CGrof atkyl qreomp, copsismald y ofubks@leggred agpms, halo-

SRl Bl PRSI LAOAS LD OB O (BT TEIRELS: e pato-
¢0pst stutl ofr hakagen aitens C;-¢ alkoxy groups;

(3) -NRR® groups, wherein R®' represents a Ci¢ alkyl
group, and R® represents a phenyl group, o@tionally substituted on
the phenyl ring with one or more members, preferably from 1 to 3,
selected. from the group consisting of halogen atoms, halo-
substituted or unsubstituted: Ci;¢ alkyl groups, and halo-
substituted or.unsubstituted Ci-¢ alkoxy groups;

(4) phenyl Ci-s alkyl groups, optionally substituted on
the phenyl r%ng with one or more members, preferably from 1 to 3,
selected from the group consisting of halogen atoms, halo-
substituted or unsubstituted C;¢ alkyl groups, and halo-
substituted or unsubstituted Ci-¢ alkoxy groups;

(5) phenoxy Ci-¢ alkyl groups, optionally substituted on
the phenyl ring with one or more members, preferably from 1 to 3,
selected from the group consisting of halogen atoms, halo-
substituted or unsubstituted Cjs alkyl groups, and halo-

substituted or unsubstituted Cj;.¢ alkoxy groups; and
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hal o- substituted or unsubstituted Cl- al kyl groups,

and hal osubstituted or unsubstituted C -6 al koxy
wWQ@r@aps347yr oups represented b y general for mul BCT/DY2006/314708

wherein R8 represents a phenyl C -6 al kyl group,

optional ly substituted on the_phenyl ring with one or

nore nmenbers, preferably from1l to 3, selected from

the group F@n%e%tzbEGrj@i dal @Qﬁylaéj@dﬂ@ps, optlonally substituted
hal o-substituted or unsubstituted G -e al 9§§
erably from

eih dthe RETFEBEERR uE €89 oV LiEh IS 191 S GeméeéFko&
gr QuUpS; - 9L OURS JLPERSENERL BXOQ&”%%ElE@iﬁ@' 8f(Bhlogen atoms,

whereir I's the sane as above; and groups
helhy-esdstédubyd g@mermsdhmtnrﬁu‘ae@ FCi:6 Vil ng¥oyRs,t hand halo-

%L%rh%c&%ﬁl&%gov% C‘fr?%%s(tlltht %11]{3;5} Sgggu pse

Sel'e ronwt sting of
hydr oxypr omdupa;etrbplreeéﬂlmcbw ghnhaahtﬁolarnda (B):
hydr oxypropyl nethyl-cellul ose acetate succinate. Item
2 . A pharmaceutical conposition according to Item1l
wherein the oxazol\e conpound is 2-ngthyl -

b-nitro-2- {ﬁ%Bii;ﬁﬁ#rCOQCH%N&E?@HETN%xyphed@i&
) pi peridin-1- henoxynet hyl }-2 ,3- di hydroi m dazo
[2, 1-b] oxazole. Item 3 . A pharnmaceutica

conposition according to Item1l , wherein the oxaigle
@W&, FRIFSERES 22 Aphepxl @FOUp, optionally substituted on

%ﬁéf n?c&ﬁ%xéé?ﬁqzé/ﬂ@)% rRirBehbabaes 1‘£3ile]ferably from 1 to 3,
oxy - di hydroi m dazo [2, 1-b] oxazol e.

Betﬂntﬁd ﬁr@maﬂﬁﬁte&ﬁp@ﬁl eompleiitidonOhc R igsy t atoms, halo-
%El}ggnl%l]tutf ?' nuﬁ? g%(laaﬁl - cenmpounfhis ﬂg?ﬁpg}/l - and halo-

4 trlfluoronethoxyp enyl
sﬁb$Mxnuﬂe¢IpplpE$wbsﬂ1ﬂq¢Bp Bheroidsaret kyPyps 2,
3- di hydr oi m fdazo I[ez’re% Q’lecﬁ) C?rgerlaﬁ_e%fmulaﬁ

pharnaceut?céﬁjco oSrtion a Ing to I'tem 1
wherei n the oxazol e conpound is
2-methyl -6-nitro-2-{4-[4- (4-

trifluoromethylp r"'o“vrretp/yl')'\piperidin 1-yl]
phenoxy et hyld—{ ydr oi pjg—eRzo [2, 1- {?D
oxazol e. [tem 6 . \A piar madeut i/cal conposi ti
according to Item

wherein R’ represents a phenyl Cpqo alkenyl group, optionally
substituted on the phenyl ring with one or more members,
preferably from 1 to 3, selected from the group consisting of
halogen atoms, halo-substituted or unsubstituted Ci¢ alkyl groups,
and halo-substituted or wunsubstituted C;¢ alkoxy groups, or
represents a\biphenyl Ci-¢ alkyl group, optionally substituted on
one or both phényl rings with one or more members, preferably
from l to 3, selected from the group consisting of halogen atoms,
halo-substituted or unsubstituted Cj-¢ alkyl groups, and halo-
substituted or unsubstituted C;-s alkoxy groups;

groups represented by general formula (D):

N /N
A\ 8
o . >—N N—R (D)
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1, further conprising vitamn E . Item7. A
phar maceuti cal conposition according to Item6

wob@re17the vitamn E is dl -a-tocopherol . | tRoT/82006/314708

phar maceuti cal conposition according to Item 2 |,

further conprising vitamn E _7Ltem9 . A ‘

phar maceuti cal conposition according to Item 8

whereih e yida8amtl 18 dbhénmtlocopher lkyl t @pol®, Aoptionally
phar maceuti cal conposition according to Item3 ,
pubshETIteshpPnsi Fige viBlaRH ETINgt effdhy, oge or more members,

gﬁ@f&%ﬁ?f | galy, cpmpgsizti ai1aceeRdifignt Gkt &fckd consisting of
erein the vitam.n E is dl-a-tocopherol. Item12 . A
pabegrrcatdmsal hedapoghetiidmtaec oF dMhgRH-Jtded4 Cr-s alkyl groups,
gﬁ&ﬁﬁo—%%“cﬁ%ﬁ@&d Va4 %‘Hsﬂbgtitlﬁ&incl?’g afkoxr% ]croups;
pharnaceut’i cal conposition according to [tem I2,

wher ei n t hgraigsamaprEsested -lay towoephér bdbrmuteeiEl4. A

phar maceuti cal conpositi acc Rhg to Item5 |,

further conprisi §§. A
[ t Itengﬁ%,
pherol. Th xazol e

phar maceut i cal
wherein th '
conmpound used in 1 phet’maceut i cal conposition of the
present invention is a 2,3-di hydro-6- nitroi mdazo [2,
1-b] oxazol e compound represented by general formla
vhprelovih ABoWRe OS5 2BBRPO TS represent ed by

general fo I ttheoFhl oW
5PhEs (r@lp@%@ﬁeesggg@{@%_&a[ he o( pa Wg

conpounds: “2-nethyl'- b-nitr

trifluoronethoxyp y )pipen di n-1-yl ] phenoxynet hyl
}-2 ,3- di Ly 1-b azol e (K@Deinafter
"conpound A") ;- (2 - met\hyl -/ 6-ni tro-2,

3-di hydr oi mi dazo [Z,N1-b] oxazol - 2-
VhEBLOY! Pl BeLAZi NGid »GALBgYYl Igpcid 8- (4

(IT) at least one cellulose compound selected from the
group consisting of hydroxypropyl methylcellulose phthalate and
hydroxypropyl methylcellulose acetate succinate.

Item 2. A pharmaceutical composition according to Item
1, wherein the oxazole compound is 2-methyl-6-nitro-2-{4-[4-(4-
trifluoromethoxyphenoxy)piperidin-1-yl]lphenoxymethyl}-2, 3-
dihydroimidazo[2, 1-b]oxazole.

Ttem 3. A pharmaceutical composition according to Item
1, wherein the oxazole compound is 6-nitro-2-{4-14- (4~
trifluoromethoxybenzyloxy)piperidine—l—yl]phenoxymethyl}—z,3—
dihydroimidago[Z,1—b]oxazole.

Ttem 4. A pharmaceutical composition according to Item
1, wﬁerein the oxazole compound is 2-methyl-6-nitro-2-(4-{4-[3-
(4-trifluoromethoxyphenyl)-2-propenyl]piperazin-1-
y1}phenoxymethyl) -2, 3-dihydroimidazo[2, 1-b]oxazole.

Item 5. A pharmaceutical composition according to Item
1, wherein the oxazole compound is 2-methyl-6-nitro-2-{4-[4-(4-
trifluoromethylphenoxymethyl)piperidin-1-yl]phenoxymethyl}-2, 3~

dihydroimidazo[2, 1-b]oxazole.
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trifluoromethyl phenyl)-2-propenyl ester (hereinafter
"“conmpound B"); 2- (4-{4- [N (4-chlorophenyl)

WO dometdayt - am no] pi peridin-1- yl} phenoxynmet hyPQT/JP2006/314708

- 2-net hyl -6-ni tro-2, 3-dihydroindazo [2,1-b ] oxazole
(hereinafter "conpound C'); 2-gethyl-6-nitro-2-{4- [4-
(4- trifluoronethoxybenzyl )piperidin-1-yl

] phenoxynet ek 6.- 2A3 héihﬁ%hﬁﬁlllaﬁhdawngbc?slthobl] aoxardlsey to Item
her ei nafter conpound D"), 2-{ 4- [4- (3,

- dFEHIhSObERPYEF 1 JericaiA-B: yI] phenoxymet hyl

}-2- nethylE Bsi 11 02 hé&ﬁgééﬂﬁf%bm‘g§@§bif%1d% a@cordlng to Item
] oxazol e (herei nafter "conpound E") b-nitro-2-{4~

b A-wi{eledimi thaovobatiroy plsedd;xy-)mmhed‘pﬁ lyl]
phenoxymet iyl o 2’Asﬁgé{ﬁ%géHQ?CQ?zemﬁgﬁy#tfan %E@é?&fhg to Item

(her ei naf ter " conpou 6-nitro-2
3; dfumytdreni mwodpzosiy vi-tenioxEzol e- 2- yl nmet hoxy) - 2.

yﬁibéﬁzg[kiguor&nehn §g§2§$04¥k€§h§§u§§%{§%5n according to Item

B; nWEéﬁéﬁ%f&ﬂe[élfémlﬂlﬂ'Ebuaﬂ069t$ﬁbgﬂﬁﬁ®lyloxy)

p| peri di ne- phenox i.m d
[2, 1-b] o s ]éO(hep% i %/cg%t&ﬁ%un%o ﬂe?ﬁ%ﬁordmg to
@t@mtIC)ﬁhrtﬁér{cémpif%1ﬂ@4v1témihupfOnEthoxyphenyl)
ethyl ] piperidin- I% phenoxymeth yl) -
]

di hydr oi m §88%® [;2 1 BQEIEW@t(Wel‘F%‘fHOéFt‘leBnﬁ&?ﬁ&dmg to
&Eém fb{Qﬂﬁﬁélg(g&&h&Q£f@PFﬁo§¥n@ii&dﬂd@oﬁﬁékgln lyl]

enoxynmet b-nitro-2, 3-di hydroinm dazo
[2 1- b ]dxamolsé (ﬁep@aﬁ@@@@#t1q9§n§@@ﬁgsgh3on according to Item

n tof r gmet hoxyphenoxynet hyl
pl pgﬁﬂ?eﬁ: {f%m%lg o‘ilygr?]enti%yf% }-2 ,3- dihydroi mydzelzo

[2, 1 b] dtamoﬂé (ﬁeP@ﬁﬁ@ﬁ@%ﬂtlqain@@@ﬁ@8¥@%0n according to Item
dae PRTTaT et ROKSBUR A Barr B PR

phenoxynet iyeh -12,. 3-Hi dehnéxd@ml{ 2¢orﬂpdﬁitd>©azoiceiording to
&gg&eépag&f%her comprising vitamin E.

Item 15. A pharmaceutical composition according to
Item 14, wherein the vitamin E is dl-o-tocopherol.

The oxazole compound used in the pharmaceutical
composition of the present invention is a 2,3-dihydro-6-
nitroimidazo[2,1-b]oxazole compound represented by general
formula (1) shown above.

Oxazole compounds represented by general formula (1)
above encompass the following compounds:

27methyl—6—nitro—2—{4—[4—(4—
trifluoromethoxyphenoxy)piperidin—1~yl]phenoxymethyl}—Z,3—
dihydfoimidazo[z,1—b]oxazole (hereinafter "compound A");

4-(2-methyl-6-nitro-2,3-dihydroimidazo[2,1-b]oxazol-2-

ylmethyl)piperazine-l-carboxylic acid 3-(4-
trifluoromethylphenyl)-2-propenylester (hereinafter "compound
B");

2—-(4—{4-[N-(4-chlorophenyl) -N-methyl-amino]piperidin-1-
v1}phenoxymethyl) -2-methyl-6-nitro-2, 3-dihydroimidazo[2, 1~
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"conpound L") ; 2-nethyl-6-nitro-2-{4-[4-(4-
trifluoronethoxybenzyl oxy) piperidin-1-yl]

w@b@nosnet hyl }-2, 3- di hydroi m dazo [2, 1-b]PORaR006314708

(hereinafter "conpound M") ; 2-nethyl- 6-nitro-2-
(4-{4- [3- (4-trifluoronethoxyphenyl) -
2- propenyl ] pi perazi n-1-yl } phenoxynet hyl) -2,
E% %*n%%ﬁ?' (Hedazfafer 1"co§1p])@1>i@2@| e (hereinafter
u
(4-chlor op&éﬁ@%w#@hwgﬁ@“p%rﬁ%‘ [A-1(§1] phenoxynet hyl } -
1 -
Eﬁgffiellicﬁsa tﬁoggﬁé@%}ﬁl ? %%?:Qdfu%:ln %l?%;ﬁégyl[ﬁetlzyl} 2,3
duby@mtrhyﬂaphéaokybﬂmmol)epu be¥e¢diaftery[ compound D") ;

]phenoxyne&hyi % gbggfgfayghg?épngergdﬂg 10xazol e

(herei nafter npound
brhphera@mpdhnlyd € 2-mathyl -louoi bnethyd-pheydxyimetdado [2, 1-

| %EO S ORRzhr B ERe: CRPEar Kobound @)+

2-met hyl - b= ¢ ¥3-22-{{144{ f 4{{4erilAllubromethoxyphenoxy) piperidin-1-

%ﬂgronethox Ehenoxynega%ﬁgaﬁaf r'dQ§Jf§¥ %aBTl%xazépgrelnafter

(vasli%lnﬁ{tger ‘conpound R'); 6-nitro-2- (4-{4- [3 ( 4-
trif uoronethoxyphenyl) propyl . pi.peridin-1-y
phenoxynet Ayl g—mqg v3—6gnhk %ﬁ(ﬁqﬁjgéggdfglmygqﬂo[gxézgﬂ%Xazole -2-

(PSERLRY o 1oamPOnd Bk R T bughe i -2,

I mdazo | - oxazol -
Q/ZHb%mwtmmﬂétemh?mw%t)erpf'ﬁ@ﬁp@mgﬁ "] pyridine
(herelnafts i1€0 DO nd12),: 2-methyl- b-nitro-2-{4-

[4- (5-tri Iuoronethylgenzofuran- 2-yl met hyl)
;nmpéimmmetmkypphemwwmymeﬁmlﬁya@eopmld%ﬂ‘szl} -2,3-

e e S R
oxazol - 2- y#metwquﬁkniﬁroEZF (4-{4-[2- (4~

(AL HLLL L o ST o bEnz ) e 6y b LA A5 -2, -
dihydroimidazo[2,1-b]oxazole (hereinafter "compound I");

2—{4-[4- (4-chlorophenoxymethyl)piperidin-1-
yl]phenoxymethyl}—2—methyl—6—nitro—2,3—dihydroimidazo[2,1—
bloxazole (hereinafter "compound J");

6-nitro-2-{4-[4-(4-
trifluoromethoxyphenoxymethyl)piperidin-1-yl]phenoxymethyl}-2, 3-
dihydroimidazo[2,1-b]oxazole (hereinafter "compound K");

6-nitro-2-{4-[4- (4-trifluoromethoxybenzyl)piperidin-1-
yl]phenoxymephyl}—Z,3—dihydroimidazo[2,1-b]oxazole (hereinafter
"compound L") ;

' 2-methyl-6-nitro-2-{4-[4- (4-
trlfluoromethoxybenzyloxy)plperldln 1-yl]lphenoxymethyl}-2, 3-
dihydroimidazo[2, 1-bloxazole (hereinafter "compound M");

2-methyl-6-nitro-2-(4-{4-[3-(4-trifluoromethoxyphenyl) -
2-propenyl]piperazin-1-yl}phenoxymethyl) -2, 3-dihydroimidazo(2, 1~
bloxazole (hereinafter "compound N");

2—-{4-[4~ (4-chlorophenoxymethyl) piperidin-1-



10

15

20

25

30

35

b-nitro-2-{ 4- [4- (4 '-trifluoronethyl biphenyl -4-
yl met hyl ) pi perazin-1-yl] phenoxynethyl} -2,

w@2ai7kydroi m dazo [ 2, 1- b ] oxazol e (herei naf t ePCT/JP2006/314708

"conpound W) . In the present invention, at |east one
menber is preferably used selggted fromthe group
consi sting of the aforenenti oned oxazol e conpounds,

PPtRkYmach{ VE-d-5aRbS 2| Bedafidroamtdazo [2, 1-b]oxazole
pharmacol ogi cal |y acceptable salts thereof. Optically
granaigaifserel eorgfouwke Coxazol e conpounds enconpass

those in tguhﬂ%roagd{giggu14_gurations . Exanpl es of
phar macol ogi cal |y ,acceptabl e salts incl ude

i lochiomet detphaiasvarsbyl spirsrigias 1 -y hphenaymeihyl -2, 3-
the like. A fer 0 b myQne
e e i e sy

, conmpound®2-hhgthydrpenndrdt3—{dnd4cofpound Q as wel | as

opticall tive isoner d. phar macol ogi —5 23—
SRk Bl o Sn R RRPE o2 g 22
dhjdve ipriasest 2 phas racevl ¢ ghe caimadsietri Bnomsowtd (Q¥ast

one nenber selechg fromthe gy%gﬁ consi sting of

hydr oxypr opyIe L RerBEFFRTosE BATAAT at e and

PYOF DYOHRRR Wb PBh N 6 2l Ul 0581 Beidne 1Syt ThinateymBtayl } -2, 3-

addi tion of such a cellul ose conpound allows th ter
dbpydraimigage [ nkhizsrdec é%%%ﬂﬁ&‘ftt&rbeci’%%‘f%gﬁw@ 7

i nproved. g_kwdipypuopyl (sethyl cel lul ose phthalate is
a polymer resulting from alf-esteriféiniyphthalic
g

el fludndrehparpRyPROPYEr Ryl Bi el diny prepfymethyl) -2, 3~
§§$9%§§%%@§E8§§,£¢E Qe'?héréfﬂé@%é%onE@MﬁQumﬁFﬂ%g

i's” avai l abl e from Shin-Etsu Chem ca :
Ltd. under 5t he-natiyd -hanksr¢2,55 diApdssEndar ot §obl oxazol-2-

flhese .qomper ci al 1Sed; 1 {
St e O e R T B P FE 4y 1 pyridine
phéhad red i airs "subsdutdit®d ;at t he hydroxyl groups wth
18 to 24% of t ho oups; ., p {0 ,L10% -
iyl oxy pr ORGSR B e ST 4Bt b BB b e potran
QrQURSEhHY g @xy paORY] - yIHdhehorihet Insle 8¢ 8tdibydroimidazo(2, 1~
succinate is a

bloxazole (hereinafter "compound u");
6—(2—methyl—6—nitro—2,3—dihydrdimidazo[2,1—b]oxazol—2—
ylmethoxy)—2—[4—(4—trifluoromethoxybenzyl)piperidin—l—
yllquinoline (hereinafter "compound V"); and
6-nitro-2-{4-[4-(4'-trifluoromethylbiphenyl-4-
ylmethyl)piperazin—l—yl]phenoxymethyl}—Z,3—dihydroimidazo[2,1—
bloxazole (hereinafter "compound W").

In the present invention, at least one member is
preferably ;sed selected from the group consisting of the
aforeﬁentioned. oxazole compounds, optically active isomers
thereof, and pharmacologically acceptable salts thereof.

Optically active isomers of the oxazole compounds
encompass those in the R- and S-configurations.

Examples of pharmacologically acceptable salts include
hydrochlorides, citrates, succinates, fumarates, and the like.

A preferred oxazole compound is at least one member
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polymer resulting fromesterifying acetic acid and
succinic acid with hydroxypropyl cellul ose.

wolarospt opyl met hyl cel | ul ose acet at e succi naP@T/IrR066/314708

known conmpound, and, for exanple, is available from
Shin-Etsu Chemi cal Co., Ltd. _ynder the trade nanes
AS-L, ASSM and AS-H Any of these comrercial products

Sane Usethl ncidiegps@senbnsIveid ove  ByEbeOXydPr BpY kompound H,
nmet hyl cel | ul ose acétate succinate is substituted at

¢¢1@qwx§5r Ay | angt ERIPNRE QRE V6% B ARt HAA Ygrasiigye isomers

X f tyl
R T e e

af or enentliﬂrﬁed cellllulose coppamusl t H6sE whikh afle  present

oluble in I e e
e i
iodygedsp HPohSl stHRBES MRSk yrandyAStethphoahlsiuste phthalate

cel | ul h | ubl
o I R aTBel S RS LS BB B YL e PR acavion

- Stchueg! & ukesRu xR atRgsuhachulews hEh@rﬂ&i}tuﬂf P FA1liny of the

order_. to achieve the excellent effects of the present
PIREMT GFTPPHRA ph [R5 FEBAT BRI AGFRF¥RE- (1) to

i ngr edi entg{ddodBrbpe1 PrRIBPL cONBETEEEUPhE®late is a polymer
conposition is such that ingredient (II) st

gse it o e 0P Dot 05 by Ret gnirt i Rastosypropyl
g% ﬂ(% x}ypli%b'ylbhe‘@%ygﬁél%ld@ ephiei S e:Ls a known

parts by wei or nore, per_part
bympeinght a;fd,u ﬁ@ﬂfe@PiémPlﬁﬂ )is avekloidied Eram éﬁlBrE*%ﬂﬂé Chemical

ggsagfté otr\ﬂfole%f thk e%@ﬁhepf)%é@clw-tfw:alHPQ@@Bo%hH' ABS50. Any of

gt edien pI ca used 1 n an anmount of
abest dbmparctisl b}yrmcgfh;t cen besssedrief éhabbyesdyputinygntion.

gg&%@fb pg}ght%t%ylcegiu%n?% %&%&?5@ |y b&% SRS at the

re preferably a Bout
mfcsxﬁw gEhpy irtH ek, tq»e24%)abf hgethexghgrotps, 5 to 10% of

bt ST L) grofhe, DI BRCRU LRl SOMBIRLUL S0 IPY roupe.

\” tamn E H@@féﬁ&pﬁb@&mramaﬁmydcellulose acetate succinate is a
polymer resulting from esterifying acetic acid and succinic acid
with hydroxypropyl cellulose. Hydroxypropyl methylcellulose
acetate sucéinate is a known compbund, and, for example, is
available from Shin-Etsu Chemical Co., Ltd. under the trade names
AS-I, AS-M, and AS-H. BAny of these commercial products can be
used in the present invention. Hydroxypropyl methylcellulose
acetate succinate is substituted at the hydroxyl groups with 20
to 26% of nephoxy groups; 5 to 10% of hydroxypropyl groups; 5 to
14% of acetyl gfoups; and 4 to 18% of succinoyl groups.

' Among the aforementioned cellulose compounds, those
which are soluble in pH 5 to 5.5 McIlvaine buffer solutions are
preferable. Such cellulose compounds include the products HP-55,
HP-55S, HP-50, and AS-L.

Among such cellulose compounds, those which are soluble
in pH 5 McIlvaine buffer solutions are especially preferable.

Such cellulose compounds include the product HP-50.
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synthetic forns of vitamn E, such as d-a-tocopherol
d-d- tocopherol, d-a-tocopherol acetate,
wal2@7voaopher ol succinate, dl- a-tocopherol, PCT/JP2006/314708
dl - a-t ocopherol acetate, dl-a-tocopherol succinate,
dl - a-tocopherol cal ci um succi_qate, dl-a-tocophero
nicotinate, and the |like. Preferable forns of vitamn
E are dl - ard ogepher ofo @hh@e?@CQQﬁﬁr@kcéEB&ﬂIeeffects of the

dl - a-tocopherol succinate, and dl-a- tqcophero
PRIt at E1Veird oay - at@SCO§H@P8FtF§neSBSC|&P@?edlent (I1)  to
igéﬁf%% €. ThganﬁéeBEeggﬁﬁ &Rl ieqPeshddAtion is such
era i ncludes vitamn The addition of

mammngrEdaen@msIIhel%t’gsmuqatlylyoﬂsleﬁelphaﬁn@e@mﬁ &fi about 0.5

%ﬁ%ﬂ?ﬁ? eﬁ?h&o ?em5f%maﬁﬁéﬁk¥g rQy&ek 1 w%?%tcﬁypﬁéﬁﬁki or more,

r “antioxi da to vitamn E are used
amstreack obra/ctrainl y Ebpusu¢h5a§axh$nbylM@dﬁﬁxyﬁbﬁ@@ﬁe,per part

but yl hydr oxyani s ea IeC| or

w1 R ST S B iRaey Y S ot cap T uBrafRi R ge dosege foms
@f}¥ ﬁééﬁﬂﬂtﬂpﬂﬁﬁhﬁ@ébttcamn(hom@mﬂlmnbnstr|ingredmhmﬂn (II) 1is
sul fite, sodiumthio col at SO t hi at
Sreleaity tore Thann FrySet Hhetitd dh. chr Eap? feid or less,
g?@f&%ﬂl‘yona}&ﬁﬁﬂolo beak-eBHablyi giepr Olfe(les\slhl Givdes preferably

act discovered by the present inventaor The add
§¢O%®c% RATtERY EelgBErPFcﬁ?%ﬁdyaQﬂ §¥JQ§CSBH§YBFG eréghy about

EORF kAl W%E§3808§ the Sb@?'%éﬁﬁ’ﬁy wWelght of ingredient (I).
pharnaceutlca conp03|t|on wi t hout adversely affecting

the water ot uRHamacertirl oxPFBreiEampolity, flgther ~ include
gpunt of vitamn E added to the pharnaceuti cal

conposition is usually fromabout 0.001 to about 1

part by MEEgﬁle%ﬁe©ér§bKWSfKﬁhW@b@@¥U0 B1 ipglageutatural and

0 SR DAL e SMGIRLe B STAAP Lol [ Ao, oo
Q&cbﬁﬁﬁﬁﬁl eQbokkbcopﬂémbﬂﬂumémateutdea+tmmnnhmxbﬂlsncoinate, di-
e Drsaerly | entl on. My, Lur et SOTR 88 2 ASIE! Vouccinate,
bndgpesndsiHereat eeaseiub! supelyames,s, dphastbeomtasmlandicotinate,
and the like. Preferable forms of vitamin E are dl-o-tocopherol,
dl—a—tocopherol acetate, dl—a—tocopheroi succinate, and dl-o—
tocopherol  nicotinate; and dl-o-tocopherol is especially
preferable.

The present pharmaceutical composition preferably
includes vitamin E. The addition of vitamin E allows the
stability of the pharmaceutical composition to be remarkably
improved. When compounds with similar antioxidant effects to
vitamin E are used instead of vitamin E, such as
dibut?lhydroxytoluene, butylhydroxyanisole, soybean lecithin,
ascorbyl palmitate, cysteine hydrochloride, ascorbic acid, citric
acid, erythorbic acid, sodium nitrite, sodium sulfite, sodium
thioglycolate, sodium thiomalate, and the like, the stability of
the pharmaceutical composition cannot be remarkably improved,

which is a fact discovered by the present inventors.

The addition of such vitamin E, particularly dl-o-
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the like . Exanples of pH independent water-soluble
pol yners include hydroxypropyl cellul ose,

whyarospr opyl met hyl cel | ul ose, pol yvi nyl pyr r oPCHaIree96/314708

pol yet hyl ene gl ycol, cyclodextrins, and the I|ike.

Exanpl es of plasticizers inclyde triethyl citrate,

gl ycerol, glycerol fatty acid esters, nediumchain

Eéé&mé%ﬁl desreﬁék}@é}%y N, &GASheksoi | theropyt&smeity of  the
gl ycol, polysorbates, and the |ike. The har ceutlca%
POttt Aa ] CORROHF EEn itheE kL Péﬁeﬁﬁ? %ed%t%“ﬁt ghe water

é{gﬁlﬁﬂf rf%t Ef%ﬁé%@o@hew@&&w cal prepar ation by a

usi.ng carriers such as exci pients,
d|S|ntegraﬁmesamO@mmdefsVlthhmlEe@@deﬁuﬁﬁ?c%%@spharmaCGUtlcal

g%@%#pgio%eggsu 8§i SUP%QSBE§ 0§H§PQQ9%%%u@g§nﬁ§rt by weight,

"Ny Agents actants, as nee
Phefemtayt ifean pbepHr@t@Intd(Hhumu fcBugertfby exaghl,eand more

TR -

" backosght bef hﬁ@ﬂe@i@‘ﬂf (Iwhi te sugar, D-nmannitol,

[}sorbltol xylitol, i tol xtrin rystal

cel I ul ose, T GHEEryse x?%£‘¥gﬁpﬁﬁ §8n %%ﬁﬁ“%?&?éﬁng invention
ﬂQ&af&kﬁﬁéywagmggﬂgédéOMﬁﬂQ&bCbﬁ”bhyﬂa@g£n@hﬁs&hayelngredients,
and the |ike | es of d|S|ntegrants i ncl ude. sodi

SFbORG MEENyNISPARAANT CEY R FOLEPLE aPRLITSY cBI T 2ors and
gﬁgngh&gse sodi um croscarnellose sodi um

crospovi done, Iom#substltutedhydroxygropyl cel | ul ose,
partlally Bragelest i 0% edoBtHIdEPEngRaTt ha/dtpggsoluble = polymers

FORTBAE o B PSR BRAS, SiApphopl  gBgcenvlooe,

Ppéwwlwaedldowcmomt@wéenstqlmbyrwloalﬁétm@r and the
éyFe..Exanples of fluidizers include |ight anhydrous

iFeic acid, synthetic alumniumsilicates, hydrated
silicon di bxamieles of plasticizers include triethyl citrate,

glycerol, glycerol fatty acid esters, medium—-chain triglycerides,
triacetin, castor oil, propylene glycol, polysorbates, and the
like. '

The pharmaceutical composition bf the present invention
may be made into the form of a typical pharmaceutical preparation
by a known method, wusing carriers such as excipients,
disintegrants, binders, fluidizers} lubricants, coating agents,
coloring agents, suspending agents, sweetening agents and
surfactants, as needed. Pharmaceutical preparation forms include,
for example,\powders, tablets, pills, capsules, and the like.

Examples of excipients include lactose, anhydrous
lactoée, refined sugar, white sugar, D-mannitol, D-sorbitol,
xylitol, erythritol, dextrin, crystalline cellulose,
microcrystalline cellulose, corn starch, potato starch, anhydrous
calcium hydrogenphosphate, and the like.

Examples of disintegrants include sodium carboxymethyl
starch, carmellose, carmellose calcium, carmellose sodium,

croscarmellose sodium, crospovidone, low-substituted
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cal cium stearate, nmagnesium netasilicate alum nate,
talc, and the |Iike. Exanples of |ubricants include

wOor@nesi4im st earat e, cal ci um stearate, nmagnesiROT/JP2006/314708

silicate, magnesium oxi de, talc, hydrogenated oil
sucrose fatty acid esters, sadijum stearyl fumarate,
and the |ike. Exanples of coating agents include
RYEF QXY XEeDEﬂB/SJeCGHalﬂtQ§Ely ptepeiaylinate®hedarch, and the
polysorba nacrogol talc, and the |like. Exanples
bik%olorhng agents i ncl ude yellom1ferr|c oxi de, brown
i ron oxi e ki : [ , 0
Bl ue No. iExéﬁ?i 3 bE Elﬁééﬂ?ﬁj%%%@@ H?&ﬁ@%jﬁ%op@@ Qellulose,
Ngdﬂt@wm;vlya me’almﬂqeﬁeldlloﬁér mlaww@/é @vrgg%mﬁﬁrng
ent ey 0 e
BPagr it ST sP R iy O ERL 8O B e 13
sweet eni ngERgeites bﬁcEMdEdzzﬂn£1ma¢éudsabxghﬂ|amhydrous silicic

h od h
SRS SO B R0 By YGL838 000 108, i,

- sdl Eale, steekvs el badRsipal yexyet hidatre aﬁl}dﬂilm@’eel,atteﬂc, and the

castor oil, and the |ike. Capsules may be prepared in
&4k®r dance with a known process by .mxing ingredients

(1), (1) prghghe ik @ ui-t By s0k1UbE i Qienrnt sosedate,
carriers, and charging such a mxture intgo hard

capSiile sStRRFETRr ORI HN S1AYER by legppps Lun oxide, talc,
BPM% ﬂé& Qs€, £ﬁ&ﬂ6@éﬂﬁat@&CQB£ﬁ’eéﬁéisth@oﬁi&@,sﬂééryl
atin-based soft capsules . EFFECTS OF THE
ENFE?HTQ}JHmﬁ pheskhtei nvention all ows the water
sol ubi lityg 7 K
proved bERET O G A b e S PR R by
pkthgl e Eldlmgeer phydirioxyiprdpphohet bl yssirbaktese me@ionod, talc,

‘gggckﬁe fLEQ t he oxazol e conpound. Thus,

Examples of coloring agents include yellow ferric oxide,
brown iron oxide, red ferric oxide, titanium oxide, Food Blue No.
1, Food Red No. 2, Food Red No. 3, Food Yellow No. 4, and the
like. '

Examples of suspending agents include polysorbates,
polyethylene glycol, gum arabic, glycerol, gelatin, and the like.

Examples of sweetening agents include aspartame,
saccharin, saccharin sodium, starch syrup, fructose, and the like.

Examples of surfactants include sodium lauryl sulfate,
polysorbates, polyoxyethylene hydrogenated castor oil, and the
like. .

Capsﬁles may be prepared in accordance with a known
proceés by mixing ingredients (I), (II) and the like with any of
the aforementioned carriers, and charging such a mixture into
hard capsules made from gelatin, hydroxypropyl methylcellulose,
polyvinyl alcohol, and the like, or into gelatin-based soft

capsules.

EFFECTS OF THE INVENTION
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a pharmaceutical conposition is provided wherein the

wat er solubility of an oxazol e conpound is inproved.
wab@7etabi ity of such a pharnaceutical conposPCT/arR0G#I14708

be remarkably inproved by further adding vitamn E to

t he -oxazol e conpound and aforgmenti oned cel | ul ose

conpound (s) . BRI EF DESCRI PTI ON QF THE DRAWNGS Fi g.

1 is a graphmshibeBsshowsnddiibel alienshite bletweﬁblubfﬁﬂlty of
and the absorbance of sol utions cqgntaining t

PharwEed gt CeEPOBEhHEsPEi SRPTREIiRddYi HBSRFRS) g’yl agdfing
}agﬂ&ﬁggﬁngtho VPRI Eode s pr& RN ade- afidl for Ayl odypropyl

ws.the relationship between tinme and
mem'hydmgdibm@@ asfe tad U ORI h fAgo¥doLe compound.  Thus,
ar mceut C t n
DIESEALGERL oppesiLion 258 R BIAT) 1, Ricer
éﬁIﬁBﬂﬂEthﬂEhﬁﬂ(aﬂéﬂmiepCGQQWMKin¥€nﬂ@©ﬂvﬂﬂl|Tb@C@¢ﬁbllltY of

nDre appar ent ference.to the f I
2l CormnmbuRa Ao Dy PSR B oved by

' f@ﬁﬁﬁércaauuh@s\elmwﬂlahzate - &&zﬁnubmp@mmbdarioiy

Shi n- Et sy Chemi c Ltd.) &%% ng Lactose (Super Tab

@#94§HEDE&HBPQC??ﬁ Q§? EGEPYYE Gortpany of Nz) 100 ny

Crystalline cellulose (CEOLUS PH 301, nmanufactured by

Asahi Kasei Corporation) 100 ng od|Ln1carbox§nethyI

starch (Pri mogeBRIEAMESSRLELEEN o CRA DRGWIE

Car el | osep |QJ§§]Q rdph %ﬁlchféﬁéwsnaﬂyﬁﬁﬁbﬁﬁ@ﬂs between
Got oku Cheﬁﬁ%al CanEgygitd 40 nght anhydrousIlwp ‘

sihe cind éz@eda}@mnq%pfleqluw PeBLRY Heund
ﬁﬁgfﬁgégﬂtqggl qgﬁb081tlon obtained in Example 1 or 2, or

Comparative Example 1, 2 or 3.

Fig. 2 is a graph which shows the relationship between
time and the absorbance of solutions containing the
pharmaceutical composition obtained in Example 5 or Comparative

Example 4 or 5.

BEST MODE FOR CARRYING OUT THE INVENTION

The present invention will become more apparent by
reference to the following Examples.
Formulation Example 1
. Compound A 50 mg
Hydroxypropyl methylcellulose phthalate (HP-50,
manufactured by Shin-Etsu Chemical Co., Ltd.) 150 mg
Lactdse (SuperTab HP-01, manufactured by Lactose
Compahy of NZ) 100 mg
Crystalline cellulose (CEOLUS PH 301, manufactured by
Asahi Kasel Corporation) 100 mg
Sodium carboxymethyl starch (Primogel, manufactured by
DMV) 40 mg
Carmellose calcium (E. C. G. -505, manufactured by

Gotoku Chemical Company Ltd.) 40 mg
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Magnesi um st earate (manufactured by Tai hei Chem cal
I ndustrial Co., Ltd.) 6 ng Tablets were fornul at ed

waonkioci1a@ont ai n t he af orenmenti oned contents of PCT/JP2006/314708

ingredients per tablet. Formulation Exanple 2 Conpound
A 50 ng Hydroxypropyl methyl _ggllul ose phthal ate
(HP-50, manufactured by Shin-Etsu Chem cal Co., Ltd.)

150 ng Li giﬁdgrﬁtnaylﬂyayéu§léllmc@cagtdd(A@l—mﬂu@@ﬁ: 101,
manuf act ured by Freund Corporation) 20 ng Capsul es

e acreraPe dF KiHch COsRPER - QHe af or ement i oned © ™9
contents qf dhrfé%rl%' EPLS- P& %ﬁﬁ@b@tugé@@ @alndi c¥mical
conmpound A? configuration) and 3 g of hydroxypropyl
PredusiGelll GboseL’fpht hal ate (HP-50 , manufactured By™3

ot elrgt(‘sal or | de?%“gla)teﬁe&ﬁlghsi&ker%?‘hltﬁeloo i

of a nethylene ch m xt ur

ehdoamiate ioatHanobtentd: 2fbyngeedirnts pehetabietur e was
hen spray dried wiyh a spray dryer (GS-310,
%%ﬂﬂf]a?gil@egﬁli}p]ﬁfa to Scientific Co., Ltd.). The
resul ting cggyundr red product was further driefloatg 60

(L0525, ReHIPAEERFi By Pas JELpEe ChrR = os 47850

Mhigh £h & Rlar B?C%Jiﬂ—ﬂﬁﬂisuCQﬁ'@ﬁﬁctil QIb c;f TiHe) pr eseno ng
invention in powder form Exanple ghar rraceu]tllgi

conposi t i okt BFt taﬁ’@YﬁF@’é%n%l]rlrﬁ}&taFéﬂ
ﬁ@§$fégﬂﬂge@tﬁ9 ?§eﬁﬂh|@@%§gkgtﬂon except for usi P9 mg

oxypropyl “net hyl cel | ul ose acetate succinate (AS—
rmnuf act ur@aPPyLeshWRTEt EQTTTHeTHSSaNESh  CORtRIN RSt ead

%%opéﬂgQﬁXBré§¥£n§@ﬂ{§”d%e thQ&féﬂHg'ﬁ@raEstule

npara i've
Example 1

1 g of compound A (R-configuration) and 3 g of
hydroxypropyl methylcellulose phthalate (HP-50, manufactured by

~ Shin-Etsu Chemical Co., Ltd.) were dissolved in 100 ml of a

methylene chloride/ethanol mixture (methylene chloride:ethanol =
8:2 by weight). The mixture was then spray dried with a spray
dryer (GS-310, manufactured by Yamato Scientific Co., Ltd.). The
resulting spray dried product was further dried at 60 °C for more
than 12 hours using a vacuum dryer (LCV-323, manufactured\by
Tabal Espec Corp.), so as to yield a pharmaceutical composition
of the present invention in powder form.
Example 2

A\pharmaceutical composition of the present invention
in powder form was formulated as in Example 1, except for using
hydroxypropyl methylcellulose acetate succinate (AS-L,
manufactured by Shin-Etsu Chemical Co., Ltd.) instead of
hydroxypropyl methylcellulose phthalate.
Comparative Example 1

1 g of compound A (R-configuration) was ground using a
jet mill (A-O, SEISHIN ENTERPRISE CO., LTD), so as to give a

pharmaceutical composition for comparison.
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1 g of conpound A (R-configuration) was ground using a
jet mll (A-O SEISHI N ENTERPRISE CO., LTD), so as to

w@ewea/oB4phar maceut i cal conposition for PCT/JP2006/314708

compari son. Conparati ve Exanple 2 A pharnmaceuti cal
conposi tion in powder form was;-fornulated as in
Exanple 1 , except for using hydroxypropyl cellul ose

(:biﬁ’ Sl E&Qﬂﬁ foda Co., LTD.) instead of
r oxypr Zg\ mat hyl cel | uI ose phthal afe. Copparative

Exan'pl e 3 A prartReesbire ICWFPPOHHMO%@PWOY’%

ed,a np tinko
ey e

Cﬁﬂ@h@s%f Hﬁﬁdﬁbxyl}bxmﬂ S@éﬁhwca dsénshf—‘ﬁ%%ﬁe
8£0§?§yq§%§ é% ﬂﬂ%d hp?héﬁagéﬁe phar maceut i cal

es 1 and 2 and
Compa:raa‘lmmeeEEmpbdae% 1 to 3 were exam ned as foll ows

.. First, 0

sul flatr: so‘il:u?%aolﬁnace%l% \Lelils e(\éwo : %%%%%gxsﬂ)ﬁnﬁg 6%&@1{(%&%'
ﬁ@ﬁm?l%mﬁféswuthﬁmﬂﬁgﬁaglexsé$t{fmr@numbfhydf??y%roagl

revol utions

e ubiin | Gan o b A Bar CcorRit SoReae b propy1

hetEPNdal m12seUpREhgnound A, and was placed into an
agate nortar, ?ter which a fewm of the test
I6Ftt PHHRLE the beaker was added to the pharmaceuti cal

Conpos't'O@heﬁgéfﬂbﬂﬂf&@%ésbPrhﬁé”ph@&ﬁdbeﬂtI&Jmﬂd%mpbﬁﬁtlons
m xture was poured into the beaker. After 5 ,

Otaimed 81 Eramppenrl mnd e 28RspeRRATGH VR ?‘ﬁ@mlﬁ%%ske"f to 3 were
@Xg}n%g%dtggsé%q%g%on in the beaker was sanpl ed, and

tere rough a nmenbrane filter V\nthapore
d| anet er oFipst, narﬁCbrmlI eésa The Wht eREpoRs pgodfumedaRryl

h%a@%e Wﬁ&lo nggggpmﬂﬂgiHE%OSHb§&9%%p%e%kgk W@%ﬁ%&@gstlrred

as a sarrp e SO
with a magnetic stirrer (number of revolutions: 500 rpm).

Separately, one of each of the aforementioned pharmaceutical
compositions was weighed to contain 5 mg of compound A, and was
placed into an agate mortar, after which a few ml of the test
solution in the beaker was added to the pharmaceutical
composition. After dispersion for about 1 minute, the mixture was
poured into the beaker. After 5, 10 and 20 minutes from pouring
the dispersion in the beaker, 6 ml of the solution in the beaker
was sampled, and was filtered through a membrane filter with a
pore diameter of 0.5 pm of less. The initial 2 ml of each
filtrate was\removed, and the subsequent 4 ml was used as a
sample solution.

‘ The absorbance of each sample solution at a wavelength
of 335 nm was measured by UV visible absorbance spectroscopy
using a 10 mm long cell.

The results are shown in Fig. 1.
Fig. 1 shows that the water solubilities of the
pharmaceutical compositions obtained in Examples 1 and 2 are

remarkably improved.
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The absorbance of each sanple solution at a wavel ength
of 335 nm was neasured by WV visible absorbance

w@p®entasropy using a 10 mmlong cell. The resPCT/$P2006314708

shown in Fig. 1 . Fig. 1 shows that the water
solubilities of the pharnmaceutjgal conpositions
obtained in Exanples 1 and 2 are remarkably

EQphoved Exanple 3 A pharmaceutical conposition of the
present invention in powder formwas formulated as in

Exanpl e 1 A @hﬁﬁﬂﬂcepéﬁC@%|gﬁﬁgpﬁjtépnh9%rg%?épﬁﬁvpt invention

Eﬁt 3W&§¥|f6| S@aghf§fﬂ Algchngtead wiand1e of except for using 2
oxypr opy net h [ 1'ul ose phthal at e. Exarrpl 4 A

ghaf Wy@abpzbwmxhwﬁl@iow@km*@é@ﬁﬁ inverrd @f Bng of

er form le 1 , except
ngdo}gp onlm%ét%fi%idl?%%ySrépyﬁq met hyl cel | ul ose
Bhahalatse i nstead of 3 g of hydroxypropyl

t hyl cel | ht hal,
The phar mabcti R HbAR0%) PTORE OBER: Noch SOt etriertion

" @Adpdwae Eo&hﬁ@a@xﬁdﬁtrﬁlﬂ@t@ﬁ BB iﬁeSExdE);ﬂB?plle éxcepﬂ&s far using

result, th t bi | th
LSl e oot ol ULt es ol heos Bhammectlicple 5 g
blraty@fostheop E}Qﬁ‘ﬁ@ﬂ@%ﬁd&.@'ul@@@'pﬁﬁtﬁall@&el n Exanmple 1 .

The results reveal that the effect of the present

i nvention T&eomE@mapledthities Gif the RRRELGSIIMTALH
EBﬁFéng&h_anSOfobIEXJQﬁQ&yﬂ{ FﬁEEhy | & laukese Qbéﬁaé}éinﬁned as

var In the range of per g of_conpound A

1nE3Zaﬁ’@|@<a@pll@ of @@Tﬁoyﬁgu@( ﬁ%ﬁﬁﬁ@@r%@lml%ﬁﬁ%oﬁ these
g%{ gqb}éblgﬁgé%&% IWlégfgsgo ha %teeOﬁHElfléosame level as

su- Chem cal Co., Ltd.) were
ctthai;obf/etcha rp@@@aﬂéubicaell mnpylse’neortmrbﬁpiéélp €ehanoffhe results

‘ggégg ﬂégﬁlﬁélg@§e8P|§¥|éﬁ% p%gggggllnventlon is obtainable in

all of the cases in which the amount of hydroxypropyl
methylcellulose phthalate varied in the range of 1.5 to 3 g per g
of compound A.
Example 5

1lg of compound Q (R—configuration) and 3 g of
hydroxypropyl methylcellulose phthalate (HP-50, manufactured by
Shin-Etsu Chemical Co., Ltd.) were dissolved in 100 ml of a
methylene chloride/ethanol mixture (methylene chloride:ethanol =
8:2 by weight). The mixture was then spray dried with a spray
dryer (GS-310, manufactured by Yamato Scientific Co., Ltd.). The
resulting spray dried product was further dried at 60 °C for more
than 12 hours uéing a vacuum dryer (LCV-323, manufactured by
Tabai Espec Corp.), so as to yield a pharmaceutical composition
of the present invention in powder form.
Comparative Example 4

1g of compound Q (R-configuration) was ground with a
jet mill (A-O, manufactured by SEISHIN ENTERPRISE CO., LID), so
as to give a pharmaceutical composition for comparison.

Comparative Example 5
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8:2 by weight) . The m xture was then spray dried wth
a spray dryer (GS-310, manufactured by Yamato

w®eioentisfic Co., Ltd.). The resulting spray drP€dJP2006/314708

product was further dried at 60 C for nore than 12

hours using a vacuumdryer (LG%323, nmanufactured by

Tabai Espec Corp.), so as to yield a pharmaceuti cal

conposi ti o ghathe-Rfasant comy@ditdion in povder doemnwas
Conparative Exanple 4 I g of conmpound Q

PRepartd A 40 BRFIRGS Yr GHTEPH ERL 15819 RYAForREgPYL

RRDYS AG r%&%L?%%ﬂ%B%%l@n sbdR) coSO @850 instead

give a pharmaceuti.cal conposition for conparison.

C6npad ety opyanpeehBiceHarlvgeepbtlealateonposi tion in
owder_formwas prepared as in Exanple 5, except for
use:é\ﬁgﬁ%aylgprloex%r opyl cellul ose (HPC SL, manufactured by

Ni ppon Soda@h€oseluliid i)t ilensbeatthe fohaydrogypicply|compositions

UEIRT TR T AT e—

" okbAbDE X iwe X arahendd , aLLanpaeati BeadpXaml.e 4 , and

Conparative Exanple 5 were _exam ned as_in Test Exanple.
1 . The reshftEeHHES RGN SPAYE G Ed?}g Brg. 2 shows

that the watgl sointid ithutofhé heatRhaseageutitalof the
conposition of Exanple 5 is remarkably inproved. ,
PRarprece- iy cPTReRpbLAR & ERAEBAE | YuratieBRY<abaY gimgroved.
I@;{gﬁ?ﬁ(pg opyl nethylcellul ose phthal ate (HP-50,
manuf act ured by Shin-Etsu Chem cal Co., Ltd. and

0.08 g of @l gaof cewpmares] A( éﬁrcporu‘;éi%ﬁr@m@nbg)&tq of
' d ines 1

e

chiarEtes ettranalalnCet uretd.ngt hypbefe0& hi arfi dé-oetbardierol

= 8.2 by.wei.ght) . The m S e

SRR P gL SR o SR, S

Seidestiieg, Qd.)Lwvdry. didlvesulini hg0 ml of a methylene

chloride/ethanol mixture (methylene chloride:ethanol = 8:2 by

weight). The mixture was then spray dried with a spray dryer (GS-
310, manufactured by Yamato Scientific Co., Ltd.). The resulting
spray dried product was further dried at 60 °C for more than 12
hours with a vacuum dryer (LCV-323, manufactured by Tabai Espec
Corp.), .so as to yield a pharmaceutical composition of the
invention in powder form.
Example 7 k

A pharmaceutical composition of the invention in powder
form was prepared as in Example 6, except for using 0.04 g of
dibutylhydroxytbluene (anti-oxidizing agent) instead of dl-o-
tocopherol,
Example 8

A pharmaceutical composition of the invention in powder
form was prepared as in Example 6, except for using 0.004 g of
butylhydroxyanisole (anti-oxidizing agent) instead of dl;a—
tocopherol.

Example 9
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spray dried product was further dried at 60 OC for
nore than 12 hours with a vacuum dryer (LCV-323,

worecvadsarur ed by Tabai Espec Corp.), .so as torgi/atdoa314708

pharmaceuti cal conposition of the invention in powder

form Exanple 7 A pharmaceuticgl_conposition of the

invention in powder formwas prepared as in Exanple 6

, except fArpusieitidald ebmgdutvhhydrepytiolwereon in powder

g%ntl -oxi di zing agent) instead of dl-a- tocopherol . ,
RpYEs PLRPpRaEnat etit if@PéBnposTiGHit &Pt Rt using an anti-

ioQYSﬂHr?c_f‘ ég%npaqv\der formwas prepared as in Exanple 6

, except” for using 0.004 g of butyl hydroxyani sole

CanatiExpidiezi3ng agent) instead of dl-a- tocopherol .

Exanpl e 9A c I.C cg@gﬁj 1.Q0 ' LO :

i n powder %gp%v\qgese%gﬁlgpg{rl% as |ncte Eggﬁgﬁe&%ﬁ‘?d%\@g%% Bbtained

fiar ERahp s g tanoaat i axi°di Zong agent, . thespulgnuife c8mpound A

Af . kK i h . i cal : jti ht.ai
AL e LLe Rl e oaesl | e oglrce

- cofipeurdl PAweentatasdindd eachreanpesidritan was exam ned.

The purity of conpound A was determned. b rea ‘
percent. ThBErERTHYS 2r& SRSWH 4™ T% Fell]g%ﬁcf"h/v. Tabl e
1 Purity of Conpound A Prior to After 1 Wek at 40 OC
Testing Exanple 6 98. 3% 97. 6% Exanple 7 98. 3% 90. 7%
Exanpl e 8 98. 0% 68. 8% Table 1

Purity of Compound A
Prior to After 1 Week at 40 °C
Testing
- Example 6 98.3% 97.6%
Example 7 98.3% 90.7%
Example 8 98.0% 68.8%
Example 9 97.8% 66.9%

Table 1 shows that the stability of compound A is
significantly improved by the addition of dl-a-tocopherocl.
Example 10 . '

A pharmaceutical composition of the invention in powder
form was prepared as in Example 1, except for using 1 g of
compound B (R~configuration) instead of compound A (R-
configuration).

Example 11

A pharmaceutical composition of the invention in powder
form was prepared as in Example 1, except for using 1 g of
compound C (R—cénfiguration) instead of compound A (R-
configuration).

Example 12

A pharmaceutical composition of the invention in powder
form was prepared as in Example 1, except for using 1 g of
compound D (R-configuration) instead of compound A (R-
configuration).

Example 13
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Exanple 9 97.8% 66. 9% Table 1 shows that the stability
of conpound Ais significantly inproved by the

pharmaceuti cal conposition of the invention in powder
formwas prepared as in Exanplg 1l , except for using 1
g of conpound B (R-configuration) instead of conpound
A (Rconfi gnrstd @pkeut BXaIE @bl 1A phas frageuting@htion in
conposition of the invention in powder form was
preparat PASORReBAMPITe EXAIPLR chpteH G tudPRgULIRI df 9 ©f
tgg@ e <@Bas§2ﬁiéwtth@nlns@§4&%cf RbmpOmQuNd(A

configuration) .” Exanple 12 A pharmaceuti cal
conpowindatgenot the invention in powder form was

I ed as in Exanple 1 , except for using 1 g of
g%%g%liuengl (R-configuration) instead of conpound A
( Rconf i gur atploaymacebxanpl ecapgiliapmaceuthe dinvention in
onposi tion of the invention in powder f.orm was
bP BBt PSP RO B atpb LT TBS cbpto TR s Rg T of 9 ©F
?@rﬂp@%ﬂtﬂ HG (RRceonf dgtitdiongninsbeddad ebmponpdumd(BA
Rconfiguration) . Exanple 14 A pharnaceuti cal
ESRPHEFHIGRTOF the invention in powder form was
pkeRsted ms in Exanple 1 , except for using 1 g of
conpound H (R-configuration) instead of conmpound A
( Rconf i gur BtPanmacepkafpl IR TR NBE etLit§ dgivention in

€OPROREd iR atatihgs | 1V eRkingel D, ROWISS: frBEMMBSy 1 g of
prepared as ' in Exanple 1 , except for using 1 g of
compound N (R=configuration) instead of compound (R-

configuration).
Example 16

A pharmaceutical composition of the invention in
form was prepared as in Example 1, except for using 1 g of
compound T (R-configuration) instead of compound A (R-
configuration) .
Example 17

A pharmaceutical composition of the invention in
form was prepared as in Example 1, except for using 1 g of
compound U (R-configuration) instead of compound A (R-
configuration).
Example 18

A pharmaceutical composition of the invention in
form was prepared as in Example 1, except for using 1 g of
compound V (R—cbnfiguration) instead of compound A (R-
confiéuration).

Test Example 3

wa@e7oiamn? of dl -a-tocopherol . Exanple 10 A PCT/JP2006/314708

powder

powder

powder

powder

powder

powder

The solubilities of the pharmaceutical compositions

obtained in Examples 10 to 18 were examined in the same manner as

Test Example 1. The results revealed that the compositions

obtained in Examples 10 to 18 all possess remarkably improved

solubilities in water.
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compound N (R-configuration) instead of compound A
(Rconfiguration) . Exanple 16 A pharnaceuti cal

W@ o9posi4rT on of the invention in powder form wWeGT/JP2006/314708

prepared as in Exanple 1 , except for using 1 g of
compound T (R-configuration) |%§t ead of compound A
(Rconfiguration) . Exanple 17 phar maceut i cal
conposition of the invention:jxnpowder form was
prepared as in Exanple 1 , except for using 1 g of
compound (R-configurati on) i nstead of conmpound A

Rconfi gur t| n 8
(orpost & o o EeTACER Pl foBhaLERar ibatino:
pr epgr(neg aseI»Rn aEx?Imalsa t]o_n,e lew«szemla‘ oromysiungl Isgjested from the
u -confi at o ea
@@8 Rf i sgﬁ? %gé Ekgn%+ %fOThe so%S%BFﬂggéé l-bloxazole

E:B&p@b@dm&@pféﬁtewmsgénm obbahuled ) ,Exaprpimlly active
10 to 18 were exam ned in t manner

ERaHAFE horore. PRSIl Rr e L HA  GeR e B et T brfhereot

%%h@kgfdféﬁuﬁ)éamb es 10 to 18 all possess remarkably
i“mproved sol ubllltles in water. CLAIMS 1 . A

pharmaceuti cal conposition conprising: (I) at |east
one oxazol e conpound sel ecg{pd fromthe group

consisting of 2 ro- b-nitroimdazo [2, 1-Db]
oxazol e co pre ted by gene(h) fornula (1) ,
optically active' S tk&had ¥ and

phar macol ogi cal | y accept abl e sal ts t hereof : general
formula (1) : wherein Rl represents a hydrogen atom or

whe§e§£k¥b Sl ﬂ%segts a hydrogen atom or Ci¢ alkyl group; n

represents an integer from 0 to'6; and R® represents any of the
groups of general formula (A) to (F) below:

groups represented by general formula (A):

—~ ) )

wherein .R® represents any of the groups (1) to (6) shown below:

(1) phenoxy groups, optionally substituted on the
phenyl ring with one or more members selected from the group
consisting of halogen atoms, halo-substituted or unsubstituted
Ci-¢ alkyl groups, and halo-substituted or unsubstituted Ci-g
alkoxy groups; ‘

| (2) phenyl Cis alkoxy groups, optionally substituted on
the phenyl ring with one or more members selected from the group
consisting of halogen atoms, halo-substituted or unsubstituted
Ci¢ alkyl groups, and halo-substituted or unsubstituted Ci¢
alkoxy groups;

(3) -NR'R® groups, wherein R® represents a Cis alkyl

group, and R® represents a phenyl group, optionally substituted on
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represents an integer fromO to 6 ; and R2 represents
any of the groups of general formula (A to (F) bel ow

w@emapss4represented b y general formula (A : PMEBIR005/314708

R3 represents any of the groups (1) to (6) shown

bel ow. (1) phenoxy groups, optjpnally substituted on

the phenyl ring with one or nore menbers selected from

the BROMPL Cang) stiitR0 oot bal Rges mésE:s selected from the group
hal o- substituted_or unsubstituted G -6 alkyl B
ghashat s upst hedeedn oRtaRs ubsE CatERs B L yed k%&y nsubstituted
gr QuURSy lZ)gEBG?% Gnb ﬁh%@xghﬁgﬂﬁﬂﬁ%edODBfcnﬁﬂéd%stltuted Ci-6
Stibst 1t e phenyl ring with one or nore

rekbey syswipect ed fromthe group consi sting of hal ogen

atons, hal ute S ut

groups, 341:“?1?&{5\5% 7% ulkgmopgé{ﬁ%%’bst [ tlﬁatne?{l% Sjpstituted on
ah&opye@ybmg W3)th- NRe4 RS gooepmemhvmear eiedeRged from the group

t G |k ,
COBLESILS Ot gLy L oL AR, (B LARIAIETLE, Gppytitutec

' W&%h &HKyMJTgﬁﬁﬁ@sﬂeﬁhﬁfShﬁebesmmﬂtﬁﬂummdthergrunqmbstltuted Cis

consi sting of hal ogen atons, hal o-substituted or
GhEEBEIFEWPSd G -6 al kyl groups, and hal o-substituted

or unsubst i( ytgebr{d:np calkaxyy Drawpps, ( 4pt pheily Gubbtituted on
al kyl groups optlonally substituted on the phen

thAGPRERYL oRED I iir @Nfe RBeFeTe PFRRIF TR TRE ér% the group

CBRsi sti.Dg of @%h%%@ﬁ %&%ﬁ% hal1o—substitedeed 8F unsubstituted
unsubstituted G - % groups and hal o-substituted
I

- eun@liﬁs]tllg@péﬁso @ X p- Q@]@%‘blstut(e@) pRengggtiguted  Cie
glﬁg}gg%g(%%{%ss qpli onal I'y substituted on the phenyl
ne

or nore nenbers selected fromthe group
consi sting (6§ behoybrrydt 6os, 2ahkylo g@l@@@ﬁvt@@@-}pr@rl y substituted

uns St I t Ut efj rg %1%%1(%]{1]:( F P ?ﬂ%gehﬁ Ssrélte%ﬁzgg from the
o un ut'ed OXYy groups; an

ebzpf urc;dns(ﬂstﬁngl kydf gr tiapsgeopt i ormald,y shbbeisultsédtuted or
unsubstituted Ci.¢ alkyl groups, and halc-substituted or
unsubstituted Ci¢ alkoxy groups;

groups represented by.general formula (B):
—N N—COOCH,CH=CH—R® (B)
__/

wherein R® represents a phenyl group, optionally substituted on
the phenyl ring with one or more members selected from the group
consisting of helogen atoms, halo-substituted or unsubstituted
Ci-¢ alkyl groups, and halo-substituted or unsubstituted Ci-g
alkoxy groups;

groups represented by general formula (C):

—o—@—N N—R’ (©)
_/
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on the benzofuran ring with one or nore nenbers
sel ected fromthe group consisting of hal ogen atons,

whadooosubst i tuted or unsubstituted G _6 al kyl PCDIR2906/314708

and hal o-substituted or unsubstituted G -6 al koxy

groups; groups represented b ygeneral fornula (B)

wherein R6 represents a phenyl group, optionally

§HQ§éiI§ uged J:%Prégédwe@WpHérﬂ/g VL) QdlEce@fy1NMDgEoup, optionally
menbers sel ected fromthe group consisting of hel ogen

avlwsl LA CSuBSE POERY! of LRSSt iRt &F @or6 FFRYFrs selected

QIE%Hpﬁhe aggoﬁ‘ﬁl Lossstidutsad k%lo%y@%ug%%htsm ed16ls@ostituted or
oxy gr groups reéepresent eneral fornul a
@m):ubS’f(J(I)uM@eir e|¢n R7 pépy ser@t@uﬁsphelWld Cohaboziyesiyuted  or
nal n e n
e A R i
aikyhlgg@mpatopunoﬂaiﬂg-$ubst1tMMQ¢iQn QW@U@Stb®the¥henyl rings
al kyl _grou d_hal 0- subs uted 1oL
UﬁgﬁbgP?tSFe EE §@QEE5§ySS%%U%%§ %r W bl es@ip® goonsisting of
Bhpbgay | atdmsG &ﬂaK}M—s*@Hﬁ@Mﬁ;mt@ﬂt b@nahbybsuﬁsmetdumq ahkyl groups,
one or_both phen rin one nenber
geﬂela%%%qb&ﬁﬁtﬂﬁea gméﬁ?égmaﬁf ol aé}ﬁ TR
hal o- subst 484l ﬁpﬁé@&ﬂ’@éalwtg%dle@a16f@hmda QI ups,
and hal o- substltuted or unsubstltuted C _6 al koxy
groups; groups rephe raI fornula (D)
wherein R8 repres a G - _ahkyl gr oup(D)
opti onal | y—sips C o he phe ring wth oné or
nore nmenbers sel ec ed f n1the group consi sting of
80 bst i Ol-.uns t WOl _Bptionall
Qﬁkggfgr %p?e%%%ﬁ%g g béjt{%ﬁlte UG ﬁ?g%%st%ltu prionasty
€ubst at kioedy Qg dxms:phgnyﬂ,lpsm@pwe@emre&i dzy Hgm@emmbers selected

L Y e

uastihet sanmeds Gb@ve,alayﬂi .groups, and halo-substituted or

unsubstituted Ci-g alkoxy groups;

groups represented by general formula (E):

O

wherein R8 is the same as above; and

groups represented by general formula (F):

\\ ﬁ/ f

wherein R® is the same as above; and
(IT) at least one cellulose compound selected from the
group consisting of hydroxypropyl methylcellulose phthalate and

hydroxypropyl methylcellulose acetate succinate.

2. A pharmaceutical composition according to claim 1,
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(1) at

group consi sting of hydroxypropyl
w@bkiohalzare and hydr oxypropyl

succi nat

| east one cellul ose conpound sel ected fromthe

nmet hyl cel | ul ose
nmet hyl cel | ul ose aPEL/ai2006/314708
e. 2 . A pharmaceutical conposition according

to claim1 ,wherein the oxazolgconpound is
6-nitro-2-{4- [4- (4- trifluoronethoxyphenoxy

2- et hyl -

)Jﬁéggm ]d'w‘fhel sdxa]zem@nowmw K2, 3=methydr@idticdazo-(4-[4- (4-

Blﬂ ﬁié&%o[

plp
[2, 1b]

2- et hyl -
tvhetéiror

Sigighen et en o e

oxazole. 3 . A pharmaceutical conposition

ééﬁl@@lﬁgnqt@owahquy Bifpsé PANT hey orlearsYesHpoud /i%s

dAd1fl uor omet hoxybenzyl oxy)
ne- F dﬁéﬁ%xynethyl} -2, 3- di hydroi m dazo

oxazole 4 . A pharmaceutical conposition

according o nggyggﬁrtafepg%%” %ﬁﬁoﬁﬁéﬁ' & COMRONNOLd Sc1aim 1,

6—nitro-2-{4-[{4-(4

6-hi tr
onmefhleoxy pdremd e compound is

phayaBsatitdcal[ 2¢ 0APPSidbddir . .according to claim1

wher ei n
[4- (4-

A phar maceuti cal

t he oxazol e conmpound i s 2-nethyl

trifluoronethyl phenoxynethyl) piperidin-21-yl]
phenoxynetayI}A ghadmadichydeai nteagds {tAonl 2ol ai®l €0 claim 1,

conposi tion accordin

toclaim1l

éﬂﬁ&heho%ymethyl}—Z,B—

-6-nitro-2-{4- .

Whéﬁ?%%eﬁh§oﬁﬁﬁﬁ§ﬂﬁgC@mPQH?ﬁ s, 2rmethAyhnarimecensd4ri4-1
é&%k@%ﬁﬁ%@ izagleo%bﬂk@] :L;‘!Mz%hﬂlt-?@}ﬁﬂﬁérﬁﬁyﬂmethyl

EQEEP§+£

a-tocophero

armaceuti cal

@oﬁpdshydmna@@@pﬁinﬂg-m@&ﬂzmlmz , further conprising
E . 9 . A pharmaceutical conposition according
toclaim8 , wherein the vitamn Eis dl-
10. A phar fmcebit plrainacenposal i oampesidridinng.ccoréiag k3 claim 1,

vitam n

rther
ity

COPTISLOg W by 1L 8 Rheryp

mhereln

I Oon according

a-tocopherol .

C@%'t%'z {4-[4-(4-

he vita

Erti $1dbrandtosdphenokymetlizl) @1pb&1dﬁ@fﬂﬂyld@henoxymethyl} -2,3-

CQRPgSLLion, Aggording tolaima4

further

wherein

further

wherein

further

6. A pharmaceutical éomposition

comprising vitamin E.

7. A pharmaceutical composition

the vitamin E is dl-o-tocopherol.

8. A pharmaceutical "composition

comprising vitamin E.

9. A pharmaceutical composition

the vitamin E is dl-o-tocopherol.

according to

according to

according to

according to

10. A pharmaceutical composition according to

comprising vitamin E.

claim

claim

claim

claim

claim

11. A pharmaceutical composition according to claim 10,
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further conprising vitamn E . 13. A pharnmaceuti cal

conposition according to claim 12, wherein the vitamn
W@2008/0t47n- t ocopherol . 14. A pharnaceuti cal coP@QDIR20060F14708

according to claim5 , further conprising vitamn E .

15. A pharmaceutical conpositigg_according to claim

14, wherein the vitamn E is dl-a-tocopherol.

wherein the vitamin E is dl-o-tocopherol.

12. A pharmaceutical composition according to claim 4,

further comprising vitamin E.

13. A pharmaceutical composition according to claim 12,

wherein the vitamin E is dl-o-tocopherol.

14. A pharmaceutical composition according to claim 5,

further comprising vitamin E.

15. A pharmaceutical composition according to claim 14,

wherein the vitamin E is dl-o-tocopherol.



