-1 - DESCRI PTI ON OXAZOLE COVPOUND AND PHARMACEUTI CAL COVPOSI TI ON TECHNI CAL
FI ELD 5The present invention relates to new oxazol e conpounds and
pharmaceuti cal conpositions. BACKGROUND ART Vari ous oxazol e conpounds have
been devel oped and are 10 di sclosed in docunents such as WO 03/072102, WO
98/ 15274, NMALAYAS et al; "Azol e Phenoxy Hydroxyureas as Sel ective and
Orally Active Inhibitor of 5-Lipoxygenase”; JOURNAL OF MEDI Cl NAL CHEM STRY,
AVERI CAN CHEM CAL SOCI ETY, WASHI NGTON. ~lUS; Vvol. 39, No. 1 (1 January
1996), etc. However, the oxazol e compewpgsi®f the present invention 15 are
not disclosed in any literature. Sone conpounds having a specific
inhibitory action ag8#&& Sﬂggﬁwgdwg%ﬁ@ﬁ%@gﬂﬂTE@@E4¥W§@§¥? en reported
such as WO 98/ 08830, WO 96/ 00218 andpidonPatghip No. 5, 814, 651. However, known
PDE4 i nhi bitors have problens of sSTde&ffects such as vomt induction, 20
nauseayp etc. and/ or Thedefesent ofnviengien ksilahes PREDSV mMKaEPLe reprRewids .

Ther ef or e, i nhi i not clinically used as therapeutic
agents. DFSQD@%%EEE%éHfﬁé ?k%%%%F%ﬁﬁ%SAn obj ect of the present invention is
to provide a conpound that has a PDE4 inhibitory action and is free from

t he above-nenti oned probl ens of tEﬁCR@ﬁﬁ@F@éﬁT -l a- The present
i nventors conducted extensive res e the above problens, and
succeeded i n synt he¥ariogs arapolar chepaorisohinte Weth devedupdd sntustelr e, t he
conpoupd Qﬁyi i gh ecificity 5 a B P i,nhjQit ti,on
Further, f écﬁﬁ%%%gP ? ﬁ?§?§u¥8dﬁﬁ%@h§?&bﬁg gkgggég/ﬁ%#godﬁgﬁwggéﬁbable
of exhi bi tH1Ag FUAwePhdncsyalgtikylhelsapsusdlecelfecinsl oralAREAcHRM at ed
diseases,dggﬂ%in part%cular atopig dermatitis, based on its PDE4 inhibitory
action. F T8 8T FHEPPRNASRE ?s'F%Hﬁﬂﬂ&HEEMF%%H%%ﬁﬁEﬁWESﬁ%§ | ow 10
penetrati eepRta bhmedahescady, nizssreredon.r, agsderdmal By, ndit fusiahas~) ow
system c side effects. The present inventors further found that

t he oxazol*@°tbms&6nd Huerahaihe %2204k BiONGda QfuirBe PRESEBS| VERELG - a

( TNF- Y% pr Qauchdop: katidaldt 9% YarRClii-@dk-atdpl n chronic inflammatory di seases
such as autoi mune di seases and al |l ergi c di seases, cytokines produced by
-2- i mmunoconpet enoBe|dosarRdk HoVHG @ Bee¢ificr Lamibitary Aaracor y

medi at ors, - i pe -a
particuIaEﬁgﬂﬁﬁ%gﬁggﬁﬁkﬁgfg¥kgée?e?gggwﬁFﬁg %ﬁ%ﬁ%@%gggﬁ%gﬁn %%%%Phe pr esent
i nvent i on 9B£088a0, evi@| 36/602 R tandeUs dlatehe M.t beBlt4néhl . ddweTE, dmowdi BREA
resear cn BRIt YL BRI b R LRI P R RSB TY on
provi gdeés aaoxez,okeccanpdund dafpharafadesitfifdal ectopdEgi indbitorpricsidag sai d
conpound, use of 10 salj Q und, and a process r praoducing said
conpound, ngr EEri %?ﬂml h&?lfelgg%b%rﬁaﬁ%ln(?% < Jtrﬁﬁfaifyk%egx%&ol e conpound

r epr esent etdlebapdoat Sdgentd)

DISCLOSURE OF THE INVENTION

25 An object of the present invention is to provide a
compound that has a PDE4 inhibitory action and is free from the

above-mentioned problems of the prior art.




--0\ //--R(1) R2_-W15 wherein R is a phenyl group which may have one or
nore substituents selected fromthe followng (1-1) to (1-11): (1-1)

hydr oxy groups, (1-2) unsubstituted or hal ogen-substituted Cl-6 al koxy
groups, (1-3) C2-6 al kenyl oxy groups, 20(1-4) C2-6 al kynyl oxy groups. (1-5)
cyclo 03-8 al kyl 01_6 al koxy groups, (1-6) cyclo C3_8 al kyl oxy groups,
(1-7) cyclo C3_8 al kenyl oxy groups, (1-@% di hydr oi ndenyl oxy groups, 25(1-9)
hydroxy 01-6 al koxy groups, (1-10) oxiTanyl 01-6 al koxy groups, and (1-11)
hydr oxy groups prot %ﬁeeﬁr@éﬂ@lﬂ@e@ﬂd@@Qﬁdndu@ﬂﬂf')ékt&iﬂ@eaﬂ,‘ééazrchrto 01_6

al kylsily, or tetrahydropyranyl; R2 is a phenyl group or a nitrogen

at om cont FRVAgtHFe PEPYR REPPETE0 @?@LﬁﬁlC‘E@?‘&‘E’c a8 sy dheehelrgr é{]ppl“@@ﬁ%?stl ng of

pyrrol i di oG8R AHove PYSHrd¥hurddY FBZ | diooutY Had8ad rh}ilgh Lsoqyipplyl and
mor phol i nyl, “and either the phenyl group or nhitrogen -3 - atontontal n| ng

het er oéyclain@1 grIuengalPHfadahdnéosy antiensudderieonthe s@reés@rl‘édlrfwe@home
foll d
ol | ow nguf%%n S €Rs 10hz ﬁ% Xc&g&yrﬁf %yc(-.%faggaunsugﬁéofemggﬁyg%ﬂ%e or

hal ogen- s rtuted Cl1_6 a roups titut
hal ogen- s &g or (thegdagiutd cagkidctgr ou E*@M)te@zd:@eabk%n)a!ndxyn groups, (2-5)

hal 6 : 2-7 2-8
PR T e e T R i R T
aI koxy gr G&upShe:anwtethsa anden;twlrenfo@cbupat e:;hee&mmddmastlowul a (i) or

[ mh A
G ) a2 R FEath 4 e veet Pibhak bR nal VS B or
nDre subsﬂrﬁugﬁﬁﬁm&el@nkﬁdfﬂﬂﬁﬁ1the group conS|st|ng of hydroxy groups and
Cl-6 al k b I 20, i t b -C(=0)-, -C(=0)-N(R3)-
MRy Gty o S ofeneteEeaf inenySraartic ABSG RS % cmEre
i ndependenlyodd1ydr ogem1at &Ene%lﬁiﬁlrﬁ% tQJErBS:' pnecﬁ%glén BRY-P-@r @ngag)
i ndependently an integer fromO to 2,

production inhibitory action.

15 In chronic inflammatory diseases such as autoimmune

diseases and allergic diseases, cytokines produced by




25 Y2 is a piperazinediyl group, or a divalent group represented by Fornul a
(iii1) or (iv): Formula (iii) -C(=0)-A2-N(R. 5)- Forrmula (iv) -A? -N(R6) -
wherein P12 and A3 are each independently a Cl -6 al kyl ene group, and R5 30
and R6 are each independently a hydrogen atomor a Cl1_6 alkyl group; or a
salt thereof. Item 2. The conpound accor4ling to item1, wherein Rl is a
phenyl graup which has 1 tqQ.3 substituents. sel ected -4 - fromthe

f ol | owi ng {HUBPCOFREEFNT (-)L&)S ahe |y .ty Pezimﬁﬂ’é‘iﬂﬁft e FoTy

hal ogen- sypstibtdted Lla Gurdingoxy Hré’%ﬂ% rek, 3rN @I&%M@aytgr , 9
(1-4) C2-6 allkgnyl oxy. gr ouSék’O aﬁd 3 cycl o CS 8lal Cl-6 al

groups; RZ P§r lﬁ‘ﬁwy glFf@%tBPtar‘blﬁ1 dY PR RS e &R BFam%FFCﬁ‘E}Puﬁgve 1to
3 substit ygn 5§£@§é1ﬁ9 frfv%m:E.Bﬁ O QR R SEERG-Ofvd he f ehbowing (2 - 2),
(2-3), (2- 4) and (2-5): 10(2-2) unsubstituted or hal ogen-substituted Cl-6
al koxyS gr dupetment )L Wmﬂﬁﬂmab@ﬂdlMS@g@n substituted Cl1-6 al kyl

groups, (2-4) C2-6 ahkenyloxyr GRS, ﬁn§é%e®n%@ce &gy Wi's a

di val ent group represenE3 d %ﬁ{ For mul go(l ? 15 For nmul aﬁ? ?ﬁ YlyAl - wherein
Ais a Cl f@réhkylmﬁeagr@u@asaddom the abQue0findorgswherein R is a hydrogen
atom 20ltem 3. The to.lte , - phenyl
group having two sug.‘is:ltg gg% S seqézgl:tggnf]rg%ﬁjt eszfao}?j%}%%ﬁ%@ (l(:gf“ﬁﬁ%ngi g),
(1-4) andphirbpceltii@]l wespbsition &damprﬂsahggeaiém:mﬁpdlmﬁedacisé afl koxy

gr oup. (1-3), C2- en rou 25 1 | oxy,groups, and
(155Te ¢ P tha St B BB B p R s SFoRbe 105 S he gy 5 s

pyri dyl gresprebsh n{ Waam:h ﬁaylhmdu to 2 substi tuents sel ected fromthe
following (2-2), (2- 3) }g%andg % @?Qf‘ﬁ% uns%b%éitute or

hal ogen- substi t ut ed ETmG al ‘RO ﬁp H GESPFEatRY Fgrmula

hal ogen-syhstituted Cl-6 al kyl groups, (2-4) C2-6 al kenyl oxy groups, and
(2-5) halogen atons; and Wis a divalent group represented by Forrmula (i):
-5- Formula (a.) -Yl -Al -

2 _[ D Y

15 wherein R' is a phenyl group which may have one or more
substituents selected from the following (1-1) to (1-11):

1-1) hydroxy groups,
1-2) unsubstituted or halogen-substituted Ci;¢ alkoxy groups,
1-3) C; alkenyloxy groups,

Cs-¢ alkynyloxy groups,

( )

(1-2)

(1-3)

20 (1-4)
(1-5) cyclo Ci.g alkyl Cig alkoxy groups,

( )

(1-7)

(1-8)

)

1-6) cyclo Ci-g alkyloxy groups,
1-7)y cyclo Ci;g alkenyloxy groups,
1-8) dihydroindenyloxy groups,

25 {(1-9) hydroxy Ci-¢ alkoxy groups,

{(1-10) oxiranyl C;-¢ alkoxy groups, and

{1-11) hydroxy groups protected by Ci-¢ alkanoyl, phenyl Ci

alkyl, tri- Cj-¢ alkylsily, or tetrahydropyranyl;

R is a phenyl group or a nitrogen atom-containing heterocyclic
30 group selected from the group consisting of pyrrolidinyl,

piperazinyl, pyridyl, pyrazinyl, pyridazinyl, isoquinolyl and

morpholinyl, and either the phenyl group or nitrogen




whereinis a 01-6 al kyl ene group, and Y1 is -C(=0)- or -C(=0) -N(R3) - 5
wherein R3 is a hydrogen atom Item 4 The conpound according to item 3,
wherein R is a phenyl group substituted on the phenyl ring with two 01 6
al koxy groups, a phenyl group substituted on the phenyl ring with 10 one
01-6 al koxy group and one cyclo 03_8 al kyl 01-6 al koxy group, a phenyl
group substituted on the phenyl ring with one 01 _6 al koxy group and one
hal ogen-substituted 01_6 al koxy group,”&"phenyl group substituted on the
phenyl gr aitemubdit 0REnEhetBradycQl¥ GFRHPmMANhaQBER2 08 BbkeRYLOXLBROMP, a

phenyl group substituted on_the phenyl ring with 15 one hal ogen-substituted
01- 6 al kox8Flg§Fbed T&RE it feytPHrg3(8 | kI 6:al koxy group, a phenyl
group subs@i@ytqﬂKng% cRRgnyl ring with one hal ogen-substituted C6

al koxy group and ‘one 02-6 al kenyl oxy group, or a phenyl group substituted
on t heSphelayl) rivnguRptitutae Praltedederspubsittinted Gls ellsdkbgyogrsoups; 20 re
is a Cl-6 @alkox : P, = ) en r
haIogen-su%%??tutegﬁ%%fgkg aniﬁﬁé %T%%§§%%#QEM8%W%¥g| y%%%ﬁ?gyl group, or
a phenyl dodp duabselhtanyédxwmrohesphenyl ring with one 01 _6 al koxy group

and one hal,ogen at is a divalent group represented by Formula (i):
25 Fornulg2(? égg%%%%E%MYS a G -4 alkylene group, and Yi is -0(=Cl)- or

- 0( =0 - N( R2)-6) WikrsealkadRByi sgravupgdr ogen atom 30ltem 5. The conpound

accordjng to.it 4 ein Ri_is a phenyl group substituted on the phenyl
ring gpth @Maloﬁg% %&%@gblﬁﬁﬁﬁﬁg?'a phenyl group substituted on the phenyl
ring with (@re) 0156 aliy@evl fireapgasgbsone cycl o 03-8 al kyl 01-6 al koxy group

a phenyl grogP substituted on the phenyl ring with -6- one 01_6 al koxy
group and '6ne’ h&GgePERhs4 ut ed 01-6 al koxy group, a phenyl group

substi t ut qgd-om t g cphIgRYY, GLOHPkW Bronss;04n® al koxy S group and one 02_6
aIkenonx&bgroup_ a_phenyl group substituted on the phenyl ring with one
hal ogen- stb3fi3 GHIBLEAL Gravk FePreptisdahd fowBusy clld o8-Gidfkyl ... 6

al koxXys gr Gupa By RReNW_gfoup substituted on the phenyl ring with one

hal ogen-substituted G ...5 al koxy group and one 02-6 al kenyl oxy group, or a
phenyl gr@bpm@hbéﬁiiuﬂédcbﬁﬂrhe phenyl ring 10 with two hal ogen-substituted

01 6 al ko $;. S Kk henyl_ group, - oxy
phenyl grﬁ%%?égy afggéng§ﬁ%%?%?€¥%% @%%@’aﬁﬁ6&3%ﬂ§ﬁﬁﬁ%%%%&§?%%%%§%ﬁ
al kyl pyri gl pveupne orr gophempstgrunmysssblsictedt Bomobhe lrophemylsistingy wi t h
one 01 6 k 0 d ha 0 and 15 Wis a dival ent group
represent§% %@ ﬁo&ﬁ#ﬁ%ﬁgi?gyg%fﬁ%ﬁ%§?F$&¥€%;A¥¥mﬁﬁérein Al is a G _g
al kyl 2he §Ff aispa dhrkcti bbsd, CCx))—, 20(2®RFNGR’) Fhe-x@ipen@d) according to item
4, wherein ﬁé Lﬁ a phegﬁhjgroup substituted on the phenyl ring wth one
01-6 alkox§( ) B ard o é)ﬁélogen-substituted Cl._6 al koxy group, a phenyl
group subshitaitred’ amdt Re arbesydh Lhagoahidbht DRe holegeR- sthsbirtated Cl-6
al koxy grgiﬁ and one cyclo 03 8 alkyl 01 6 al koxy group, 25 or ad?henyl
group subStiYhtEFBn FHeMHET a7 fg<iti RBRRAS Ly g -6\iBgeY tiapBd &P, . . 6
al koxy greupgapd one C2-6 al kenyl oxy group; R2 is a 01_6 al koxyphenyl group
or a CF.6 _al kyl pyridyl group; and Wis a divalent group represented by
For nub () :3isla1Riperapsnedilvd gruR, YOR-a SGvekrsite OHPWD FeDIeserabRyWiene group,
and Ya i s pafharN(BB)y or (iv):

Formula (iii) -C(=0)-B°-N(R’)-

Formula {iv) -fG—N(RF)"

wherein A? and A? are each independently a C;¢ alkylene group, and R?
30 and R® are each independently a hydrogen atom or a Cy¢ alkyl group;

or a salt thereof.

Item 2. The compound according to item 1,
wherein R' is a phenyl group which has 1 to 3 substituents selected
35




wherein R3 is a hydrogen atom -7-- Item 7. A pharmaceutica
conposition conprising the conpound or salt according to any one of itens 1
to 6 and 14 as an 5 active ingredient and a pharnmaceutically acceptable
carrier. Item8. A pharmaceutical conposition for treating or preventing
phosphodi est er ase 4-nedi ated and/ or tunor necrosis factor- a- nedi at ed
di seases, the conposition conprising ths conpound or salt 10 according to
any one of itens 1 to 6 and 14. ~ 1tem 9. A pharnaceuti cal
conpositiq&omommgﬁ@ngﬁggoqlgmev¢ijqg(aLgp@ﬁddgpmatitis, t he conposition
conpri si ng the conmpound or salt according to any one of itens 1 to 6 and
14, (1-2)  unsppgimtaged £TpPatedd PEPS P oaei iy allpmar ARR@fi dhrs)
conposi ti @, ihen rising mxing the conpound or salt according
to any ongggfépfzgégéﬁ%§og and 14 with a pharmaceutically acceptable
carriep. (1-4) Cos al@ﬁ%ﬁqmw gaCeRFpEHAd or salt according to any one of
items 1 tg+6=an 12. A conpound or salt

accordi ngqloSEn?/:y%%ce) 3’(8 §§¥f%1_5 %Ito GJ‘JIT:CSH(hﬁ9 14 for use as a

phosphodi &ty asphehyilnbidin or arpiradyl gmsupnezttoof swhistt nay dayeotiust Bon

repr esent SYPB5- sk 3 FEed dyo. S i e B OSCE MR 818 RETTVLTG
t he sane &3, deé‘-Br)ed (2+4)i apdn (B-50r a salt thereof, the process conprising a
(20t 49n 352, COIRGU LeRs sselled. B B ENTILE (2) ) D P Zhorly Pe and

t her eof , mt;ﬁb@tmoﬁmwidhakmeasemmtbye&omlaaka(ﬂ)groups;LOO wherein R is

t he sane 32 geflned bov a salt thereof. Item 14. The
conpound ) s&pe FHERY @QéQEHﬁEPnéngo claim6, which is selected fromthe
group congpstj nthadbgdrhethes) owi ng 15 conpounds: -[2 -(4 -difluoronethoxy-3
-1 sobut oxyphenyl ) oxazol -4 -ylmethyl] -3 - methyl picolinamde, 20-[2 -(3
-cycl obut I thebiyalent HF?’lFﬂjéﬁaﬁ%?%f??thérﬂ@P}‘%z( Vi-4 -ylnmethyl] -

3nethy$pl%ghhﬂ%ﬂl@?,;flAEQ (4 -difluoronethoxy-3 -isobutoxyphenyl)oxazol
-4 -ylnethyl] -2 - ethoxybenzam de, 25

N-[ 2- (4- diw PH@MDﬁeﬂhyéxgkéaékhbiypﬁgmgl)éw@zol 4-yl met hy1] - 2- et hoxybenzani d
€ Y' is —C(=0)- or —C(=0)-N(R’)-

wherein R° is a hydrogen atom.

20 Item 3. The compound according to item 2,
wherein R' is a phenyl group having two substituents selected from
the following (1-2),(1-3}, (1-4) and (1-5):

(1-2) unsubstituted or halogen-substituted C;¢ alkoxy groups,
(1-3) Cs alkenvloxy groups,

25 (1-4) Cys alkynyloxy groups, and
(1-5) cyclo Cig alkyl Cis alkoxy groups;

R is a phenyl group or a pyridyl group each of which may have 1 to 2
substituents selected from the following (2-2}, (2-3), (2-4) and (2-

5):

30 ~2) unsubstituted or halogen-substituted Cys alkoxy groups,
(2-3) unsubstituted or halogen—substituted Ci¢ alkyl groups,
(2-4) Cs alkenyloxy groups, and
{2-5) halogen atoms; and

W is a divalent group represented by Formula (i):
35




-(2 -(3 -allyloxy -4 -difluoronet hoxyphenyl)oxazol -4 -y]nethyl] -230

et hoxybenzam de, -8a - N -[2 -(4 -difluoronethoxy-3

-i sopropoxyphenyl ) oxazol -4 -ylmethyl] -2 - ethoxybenzam de, 5

N-[ 2- (3-cycl opropyl met hoxy- 4-di f | uor amet hoxyphenyl ) oxazol -

yl met hyl ] - 2- et hoxybenzam de, and N -[2 -(3 -but -3 -enyl oxy-4

- di f I uor omet hoxyphenyl ) oxazol -4 -yInEtHyI] -2 - ethoxybenzam de. 10

In Formula (1), R is a phenyl group. THe phenyl group represented by
preferabl ywhas1d 9 3y'-ahd nore preferably 2, substituents selected from
the group consistiyng of (1-2) unsubstituted or hal ogen-substituted Cl-6
al koxy grd@@§eﬂEf¥3}sGQCﬁﬁfékaiﬁﬁhﬁr@%y §h8ups, (1-4) C2-6 al kynyl oxy

groups, and 151 _5) =§y_cloq 03:B)akkyd) -C1_6 al koxy groups. In
Formula (1), enyf group or a pyrldyl group. The phenyl group or

pyri dyP grﬂb@peﬂe;ﬂf es-‘érﬂ bridggeroapief erably has 1 to 3, and nore preferably
1, substituents selected fromthe group 20 consisting of (2-2)
unsubstituted or hal ogen-substituted Cl1 6 al koxy groups, (2-3)
unsubstituted or halldgend suBbeicarpedndCrccerddikykogitarps, (2-4) C2-6

al kenyl oxy SLoUPS? 0% (3Rl NAlaReR AlalBeca oo the phen NTRITHLR (H L W

is prefer ent? up’re resen Forntil preferably a
Cl_6 al kylce,taea%xg*r grqmpsYlalphqnyéf@rcmpl yubiﬁ(ltﬂﬁed @n £ :gm\enpd(.Fﬁ)ng wartd R3

IS prﬁherably hydr o gen atom 1 azo ounds of
the présent™ |n F% <Yt (5980 r ¥t TEN G By ?%r%%ﬁi ?X yég'?@pﬁﬁ%reof
are pref erpa]fbhjzl b@iﬁjmdptélmﬁt@wob};&ﬁ ntied phynﬁo rrliugam(tb&}])nam:i_ss %}ik@:yt be&xﬁﬁf iar e
nmore 30 preferable ormu : - - erein .S a eny
group havidig t W% sﬁ’ﬁ’i?g?rbesrqpét@tﬁgt e(;:! 6f r 6 PHe PEPRIW Ay PaeBf Jig

(1-4) and sﬁﬁséituted of khe) Fh@mbgt:mplmeh%néw@hgga_tkogyb@dubua@& &33 6, gatl koxy
groups, 5(1-3) C2_6 al kenyl oxy groups, (1-4) -6 al kynyl oxy groups, and
-9- (1-5) Syerpled. greifky i@ PREY laPKewy) S@‘P%b@teﬂzo? stk%? pheRyA rdﬁauﬁl"cﬂ

pyrid greup 0 .ha e cke from
DY Thp I e ELM’-EPT;E Hti&% g)ggﬁ%eag S %ezé%%yr?tsgbg{ 7 BygeLer

hal ogen- s G8&PXY Lﬁr@@pma GaieR yg@U@ugt@,bst(lzuBE;d m@s@b@tmamédrm with one

(50 o5 har SEEbuL - el ] 29KOMPRrob bl R .0 KO0 a8, SUBR oY)

10 Fornul & (pHenv¥lgstur whestditnted om dheClpleratlk ytiage vgtbugwoarkglogen-
substituted Ci4 alkoxy groups;

20 R® is a Cps alkoxyphenyl group, a C;¢ alkenyloxyphenyl group, a
halogen—-substituted Cys alkoxyphenyl group, a Ci alkylpyridyl group,
or a phenyl group substituted on the phenyl ring with one C;s alkoxy
group and one halogen atom; and
W is a divalent group represented by Formula (i):

25 Formula (i) -Y'-A'-
wherein Al is a Ci-4 alkylene group, and
Y' is —C(=0)- or -C(=0)-N(R’)-

wherein R’ is a hydrogen atom.

30 Ttem 5. The compound according to item 4,
wherein R' is a phenyl group substituted on the phenyl ring with two
C1s alkoxy groups, a phenyl group substituted on the phenyl ring with
one C¢ alkoxy group and one cyclo Cip alkyl Cis alkoxy group, a
phenyl group substituted on the phenyl ring with

35




Y1 is -C(=0)- or -C(=0)-N(R3)wherein R3 is a hydrogen atom Fornmula (1B):
--0\ (1B) 15 wherein Rl is a phenyl group substituted on the phenyl ring
with two Cl-6 al koxy groups, a phenyl group substituted on the phenyl ring
with one Cl1_6 al koxy group and one cyclo C3_8 alkyl C]...6 al koxy group, a
phenyl group substituted on the phenyl ring with one Cl1-6 20 al koxy group
and one hal ogen-substituted Cl-6 al koxy group, a phenyl group substituted
on the phenyl group with one Cl-6 al kox'?_group and one C2_6 al kenyl oxy
group, a phenyl group substituted on the phenyl ring with one

hal ogen-substituted Cl-6 al koxy group_and one cyclo C3-8 al kyl Cl1-6 al koxy
group, a pRENYHs FIOEY SHRP ATt edPo Al AESYSUBREHHACSH Figs WLKRRYD roup, a

hal ogen- sighshit UgesClsdbsRli K@M WP UMAhe®Re G2afb A ENYERYC, A QRex P! 2

phenyl group substituted on the phenyl ring w th two hal ogen-substituted
Cl- 6 aPko3FOYP otiiss R a-as 2AKTWIEXH | KeP&Pp hee rBflenyt cifpuPas@Etdtuted on the

al kenyl ox I 3 I SRS C y I o] a
Cl-6 al kyl)ﬁg%??gyf%%qglr%ﬁp&o?gga%henyI b{z;ir%ﬁa):%clsu _gt ?%%%gd@gﬁ hgﬂ%h%&ﬁ%l

ring wth aeéoCh-6 alkydx§i-graddpxangraive bablagred grom subdtWutssdaodi vled ent

group repr, y | ) - a ()oY - A - erein Al is
a Cl-8 al I?&Iégg%%rn %ugfﬂg%le%ﬁlggen Cfé%t-l tlg?é%’éd(l-%f{%g{d%@ngﬁé;iOr?%l?gz'? s a
hydr ogen atlEanyBHRye gprasentr isndehiybngrapdesbsiritedebowchen ghentyherisket ai | .
Conpoupd r esen Fornula. (1)~ In,Formula (1), RL is a phenyl group.
The pﬁgnylwggir&oﬁgo &,gﬁ%%%/ﬁ gk\)/setjfutté& ,1‘6a%k°6§|ye%? 'y 2, substituents

sel egt ed fR?ognst Iaer]cgfsoumk@qnﬁieb' atrl ngr(gip,( 1= mzfim&éﬁylcg{yomnyi lgZdup, a
unsubsti t yt or ogen- substitute 1- 6. al koxy groups, (1-3) C2-6

o kel oxge§PattisBsCHTR8 C AEkGHTEa Hrotbe, = (s 5y Ry Yol graiey
Cl_6 al koxy grghepsl gdodp) seysdieu€ed Hrakky ! ghenytr ouswifd ok Cycl alfksk

al kenyl oxy 15 groups, .(1-8) di hydroi ndenyl oxy groups, (1-9) hydroxy Cl-6

al koxy gr GGPP L 905 HRPPEmAtorL-3dh) koxy groups, and (1-11) hydroxy

groupss pr gt esteciiby1 &k @r@tﬁﬂf%?¥éser&|%§”}¥| felm@raldyt, tri- CL-6 alkylsilyl,
or tetrahydropyranyl. ;In Formula (1), R2y|s a phenyl group or a nitrogen
atom 20 ¢é8 ahi(ﬁg ‘I‘Pét‘%r‘ocycl ic group. The phenyl group and heterocyclic

roup nm . 1 AtO h , bstituent selected fromthe
dToup Doy uhgreil at o QN9 AAGLERE Urkud, Bl

group consisting o oxy S, (2-2) unsubstituted or
hal ogen- sﬁ%sitsi G -C1- 6 al koxy groups, (2-3) unsubstituted or

hal ogen-substituted Cl-6 al kyl groups, (2-4) C2-6 al kenyl oxy groups,

25(2-5) hal ogen atonms, (2-6) Cl1_6 al kanoyl groups, (2-7) Cl-6 alkylthio
groupd) (2-8) Cl-6 at&wlsul TomydomgooupsccoRii®yy badtgmodips, and (2- 10) Cl-6

al koxy Cl-g al koxy groups. Ln _Fo rrulﬁlaél , is, a dival ent
group repl %lé‘?ftneg‘ b% I—at)%ﬁﬁ?%l (qrfuBrSLfkﬁt)lEu%I B ;/X-W‘n-gAWt}Fd?II‘?uI a
(ii) -Y2-C{sOnikashergionpAknids cheChafiogdricanpbenaitgtoqn,s alkékyClgloupl, kyl ene
group whi CE may have 1 to 3, and preferably 1, substituent selected
phenyl’ group substituted on the phenyl ring with one halogen-
substituted C;.s alkoxy group and one cyclo Cig alkyl Ci¢ alkoxy group,
25 or a phenyl group substituted on the phenyl ring with one halogen-
substituted Cy.¢ alkoxy group and one C, alkenyloxy group;
®? is a Ci-¢ alkoxyphenyl group or a Ci¢ alkylpyridyl group; and
W is a divalent group represented by Formula (1i):
Formula (i) —Yl-Al—
30 wherein A' is a Ci-2 alkylene group, and
Y' is -C(=0)-N(R’)-

wherein R’ is a hydrogen atom.
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-"- fromthe group consisting of hydroxy groups and Cl-6 al koxycarbonyl
groups; Y1 is a direct bond, -C(=0)-, -C(=0)-N(R3)-, -N(R4)-C(=0)-,
-S(O)mNH, or -S(0)n- 5 wherein R3 and R4 are each independently a
hydrogen atomor a Cl1_6 al kyl group, and mand n are each independently an
integer fromO to 2; and Y2 is a piperazinediyl group, or a divalent group
represented by Formula (iii) or (iv): 1QFormula (iii) -C(=0 -A2-N(R5) -
Formula (iv) -A3-N (R6)- wherein A2 and’A3 are each independently a Cl1_6

al kyl ene group, and R6 and R6 are each independently a hydrogen atom or a
Cl-6 al kyl group. 15Exanples of aryl groups include phenyl, naphthyl, etc.
Exanpl es of hal ogen I&?TBE—E' PnERYRECPIEHTE N EOTRIALEA P CompEBINGe tD¢ 0di ne, et c.
C1_6 al kylcofipOtRs ol a3 hab&ingOfo Rignehedsre haldy al kyle ¢hgups Rawing 1 to
6 carbon atons, and exanples théreof include 20 nethyl, ethyl, n-propyl,

i sopropy| 2chiveitippredicsruapd a pharmaggupicaldycagerniieble -earmjepr opyl
n-pentyl, neopentyl, n-hexyl, isohexyl, 3-nethylpentyl, etc.

Unsubstituted or hal ogen-substituted Cl-6 al kyl groups are straight- or

br anched- chai n al kyItgrcipsAhphdumgcauticad camissatis foonsreasideféomed above,

or such a oup | igh L. 7 amples.

t hereof | #%%ﬁ%fg{l?rlét %@bﬂé@%@%@eﬁgséﬁ%%&ﬁﬁtfég OBE%%O%Q?&H%&%?F?%SSO ﬁ??ﬁ ,

t ert - but yla —msetiabat ylisedset, hyhprapypbsitigre nbybri sniagpend yhopdmkesy|salt

i sohexyl, _3- hyl . pentyl, fluoronethyl,.difluoromethyl, trifluoronethyl,
chl or )‘cﬁgret ﬁ%?&%d]c%hﬁnﬁ%%ﬁf;ﬁ?% ﬁc%f’o? et flr:% , brononet hyl ,

di brommet hyl, di chl orof | uoronet hyl, 2-fluoroethyl, 2,2-difluoroethyl,
2,2,2- trifluoroeth nt af | uor oet hyl , 2-chl orpethyl, 3,3, 3-

trifl uoropropyl, heﬁ:%‘f‘ Fﬁo%‘oﬁﬁ?f@u a‘F‘i’W&F%‘Hb%ﬁy’FFe@-m‘érﬁ%r opr opyl ,
2- chl or oppegyént idgbstaiapr @latifdi, 4nkrédndeel & Yhmprisidy the compound
4,4, 4,3, 3-pent af |l uorobutyl, 4-chl orobutyl, 4-bronobutyl, C2J chl orobut yl,
5,5, 5-t ri PFuddp RESAILNG- thIBWoRehtdF 1tgnss letots iaPFiub‘il-ohexyl ,

6- chl o ohexyl, etc. C2-6 al kenyl oxy groups are groups conposed of an oxygen
5 atomand a C2-6 straight- or branched-chain al kenyl group having 1 to 3
doubl e bonds. C2-6 &FRemp-ox¥ RFPE6DS feaveredusingde whangadepitisal Mor e
specific : h of, u Is 1 p ) 2" openyl oxy,
et hy - SR Lo roctss AN el o RHPEER of sl oy,

2- pr openy ROSKSLAIRghER eyl o Of1itemse Aytoxy and- 14 oribbt & ppreoxngce@ipahltenyl oxy,
1- pent eny 8@%3 B10€ nyloxy, 4- pentenyloxy, 1,3-butadienyloxy,

1, 3-pentadie ytl 0Xy, 2-pénten-4- yloxy, 3-methyl-2-butenyloxy, 2-hexenyl oxy,
1- hex&hyl oxy, 5- hexenyl oxy, 3-hexenyl oxy, 4-hexenyl oxy,

3, 3-di net hyl - 1- prop | axy, 2-ethyl-1-propenyl oxy,. 1,3, 5- hexatrienyl oxy,

1, 3- hexadi enyl oxy, i%quheéé:%éwcifg S%[ecc. cSording & aAnYEQREifes” of C2_6
al kynyl oxytgiisoupsoeihieanddes Foeupse eenposed.of an oxygen atom and a C2-6
straight- or branched-chain al kynyl group having 1 to 3 triple bonds. Mre
speci fic exanpl es thereof include ethynyl oxy, 2-propynyloxy, 2-butynyl oxy,
3- 20 butynyloxy, 1z#@i hyl - 2x pRprbd @XYsald- BEBEMINLOXY ang~ H§X Y| oxy, etc.
Exanpl es of cyclo C3_8 al kyl groups include cycl opropyl, cyclobutyl,

cycl opent yFemcyclofedpr, LEyierokeheyl @ Rijasphejispterase 4 prafitapl @xddeinpl es

of C1_6 al ng&f§g§§ k&&%ﬂgﬁ.égdéﬁc%§F§LEﬁﬁg Gr.0r branched-chain al koxy

groups. Specifically, such groups 1 nclude methoxy, ethoxy, n-propoxy,

i sopropoxy, n-butoxy, isobutoxy, tert-butoxy, sec-butoxy, 1-ethyl propoxy,

n- pent oxy, neopento hexy!| i e 3, e etc.

Exanpl es of cyclo c§¥¥%q§rki¥‘%ﬁ%%s%ﬁ§%X§¥%$%%B% |nc%%%g%5g&%§%md
represented by Formula (1):

30
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30 the above-nentioned Cl-6 al koxy groups which have 1 to 3, and preferably
1, cyclo C3_13 alkyl group as |isted above. Mire specific exanpl es thereof
i ncl ude cycl opropyl nmet hoxy, cycl obutyl net hoxy, cycl ohexyl met hoxy,

2-cycl opropyl et hoxy, 1-cycl obutyl et hoxy, cycl opentyl net hoxy,

3-cycl opentyl propoxy, 4-cycl ohexyl butoxy, 5- 35 cycl oheptyl pent oxy,

6-cycl ooctyl hexyl oxy, 1,1- -13- dinethyl-2-cycl ohexyl ethoxy,

2-met hyl - 3-cycl opr opyl propoxy, etc. Exafiples of cyclo C34 al kyl oxy groups
i ncl ude cycl opropyl oxy, cycl obutyl oxy, cycl opentyl oxy, cycl ohexyl oxy,

cycl oheptyl oxy, cycl ooct d%¥L_@tc. 5Exanpl es of cyclo C3_6 al kenyl oxy
groups incl ude cycl@hLﬁ Voxﬁ, cycl{bbut enyl oxy, cycl opent enyl oxy,

cycl ohexenyl oxy, cycl ohept éhyl oxy, cycl ooct enyl oxy, etc.

Exanpl es of dihydgoigden | oxy groups include 2,3- dihydroinden-|-yl oxy,

2, 3- di hydrBPEBERFO- i 038 Wedke ThoERaifhREsARSTINRY dibXret1l 6 oFl &o38Atgr oups
include ClealkOXYhgriRess RiREel 8y aCletsbh a0l coffoPRaRGhiedariial n

al koxy groups) having 1 to 5, and preferably 1 to 3, hydroxy groups. Mre
speci f Pc &vahpimasat kereof include hydroxynet hyl oxy, 2- hydroxyet hyl oxy,

1- hydr oxyet hyl oxy, 3-hydroxypropyl oxy, 2,3- 15 di hydroxypropyl oxy,

4- hydr oxybut yl oxy, 3, 4-di hydroxybutyl oxy, 1,1- dinethyl-2-hydroxyethyl oxy,
5- hydr oxypent yl oxy, 6-hyfilroxyhexyl oxy, 3, 3-di net hyl- 3-hydroxypropyl oxy,
2-nethy|-3-hydroxypﬁbﬁy X2,3(A-tri hydroxybutyl oxy, perhydroxyhexyl oxy,
etc. Exanples of oxirdnyl Cl6 al koxy groups include Cl1-6 20 straight- or
br anched- shareiraRk eyl §ramegpshhasdmegad defiBedxapoaay|argr Hups = habogs, for
exanpl e, oxiranyl met hoxy, 2-axir |_et hoxy, .1- oxiranyl et hgx .

ot any PPBD Gy & FPaFasuToy = SO A RS rR ROy, Forttula (3):

6- oxi ranyl hexyl oxy, 1, 1-di nethyl-2- oxiranyl ethoxy,

2- et hyl - 3- oxi r anyl pH R etc. Exanpl es of protecting groups of

prot ected hydroxy groupsliincl ude Cl-6 al kanoyl and ot her acyl groups;
phenyt¢ Cl_ 6)al kyl groups which may have one or nore suitable substituents
(e.0., benzyl,‘pgfnethgl, 3- phenyl propyl, 4-nethoxybenzyl, trityl, etc.);
trisubsti WOPERESR yiIS §hesEe] @5 gefipeq @Ebaer a1 Ry$aIY Fhespiyr oups (e. g.,
trimethylsilyl, t-butyldinmethylsilyl, etc.) and the |ike];

t et rahydropyranyl; etc. Exanpl es of nitrogen atom containing
het erocyclic groups Itasl déle p¥he ortmpawptd, ornmiadszdti thexgof piogerding to
hexahydr o b m di i.p iyl C y. Yol z | ;

azocanyl , E%%/jrlﬁnoqéypmcg} ﬁ?d%%%?ﬁ@%l Jiﬁo?h fl'ﬁng a7 043 y@&g?ﬁ%@ g?mag%%ll%?‘?ﬁlg- 14-
triazdhyl codphydisot ri azol yl, pyrazolyl, pyridyl and N-oxides thereof,

di hydropyridyl, pyrimdinyl, dihydropyrimdinyl, pyrazinyl,

di hydropyrazi nyl, pyridazinyl, tetrazolyl, indolyl, isoindolyl, indolinyl,
i soi ndol i myl[2- Redafydrrensthageb+ doutbeyptenn daaaby+4—Amgthyiq-g,

i soqui nol yl,, indazp] yl ,. qui nazolinyl, dihydroquinazolinyl, benzotriazolyl,
carbazol y ?t%%§?8P§F¥mF§%0xazolyl, oxadi azol yl, oxazol i di nyl,

i sooxazol i dinyl, norpholinyl benzoxazolyl, dihydrobenzoxazolyl,
benzoxazi nyl , di hydrobenzoxazi nyl, benzoxazolyl, benzooxadi azal yl,

t hi az#¥ yl V=@ AFseiaad sIgethoxy—4 <HERresBresrotyohray oxergi-4-yimethyl] -

di hydr ot hizggimyli cbhirRg@byzi nyl, benzot hi azolyl, benzot hi adi azolyl, etc.
Unsubstituted or hal ogen-substituted Cl-6 al koxy groups are straight- or
branched- chai n al koxy groups having 1 to 6 carbon atons, or such al koxy

gr onpe SURR AL Uladednd ey LD ROER R O baBXABNASANGLEOT | Nt Lde
nmet hoxy, et hoxy, n-propoxy, yéopropoxy, n- butoxy, isobutoxy, tert-butoxy,
sec- but oxgthdxyiehgdipidepoxy, n- pent oxy, neopentoxy, n-hexyl oxy,

i sohe yloxy, 3- et hyl pent oxy, fl uoronethoxy, difl uoronethoxy,
trifluoromethoxy, chloronethoxy, dichloronethoxy, trichloronethoxy,

br ononet htixy2- @bt Siveretdichyypxy-3—-ethoxyphenyl ) oxazol -4-ylmethyl] -2-ethoxy~

benzamide,

N-[2-(3-allyloxy-4-diflucromethoxyphenyl) oxazol~4-ylmethyl]-2-

30 ethoxybenzamide,




20 di chl or of | uor onet hoxy, 2-fl uoroethoxy, 2,2-difluoroethoxy, 2,2, 2-
trifluoroethoxy, pentafluoroethoxy, 2-chloroethoxy, 3,3, 3-
trifluoropropoxy, heptafluoropropoxy, heptafluoroisopropoxy, 3-

chl or opr opoxy, 2-chl oropropoxy, 3-bronopropoxy, 4,4,4- trifluorobutoxy,
4,4, 4, 3, 3- pent af | uor obut oxy, 4-chl orobut oxy, 4- 25 bronobut oxy,

2-chl orobut oxy, 5,5,5-trifluoropentoxy,_ 5- chloropentoxy,

6,6, 6-trifluorohexyl oxy, 6-ch|orohexyF3§V, etc. Exanpl es of
Cl_6 al kameyb- g@—@iﬁﬁuéﬁ%ﬁiem;f—gr-ﬂydpro@@ enyD GRizo0YA -y 1t My Vl-o-

i sobutyryl, pentan%}éHi tert-butyl carbonyl, hexanoyl, and other Cl-6
stralght- Shai n al kanoyl groups. 30Exanples of Cl1-6 alkylthio
groups include nmethylthio, ethylthio, n-propylthio, isopropylthio,

n-butylthio, tert-butylthio, n-pe t hi o, n-hexylthio, and other Cl-6
strai ght - Noi2 bfmﬁé@p@wﬂlrﬁtémym%élg@wﬁhoxm@nﬂ oxazol-4-  Ppreferabl e
exanpl es Qfi Gk A jabkyl sl A1 88 oupsy | nclude C1-6 straight- or

br anched- ¢hai n aIkyIsquonyI groups. Mre specific exanpl es thereof include
met hyl sul fonyl, ethyl sul fonyl, npropyl sul fonyl, |sopropylsulfonyl

n- but yl sukf eny | I | sul fonyl,
npent yl su fg%yrab?%d§3%&&¥%€lfé%P¥Lm$é£¥%ﬁﬁ%%ﬂ%ﬁw &8%¥' 1§§ﬁ¥6%yl

i sohexyl selthoxgdenzdminst.hyl pent yl sul fonyl , etc. C2-6
alken¥hene groups include, for exanple, vinylidene, propyl ene, but enyl ene,
and other C2-6 straight- or branched-chain 10 al kenyl ene groups having 1 to
3 doubl e bonds. In FoxmulaP(Jgf,ethJseaepmthegrcﬁfp Clre ghkayycaobony|

o e ana caE Sy B ot egutln RaS el Srot brhbrenorbharag 2 | <
et hoxy casbpstydtueat Haxiestad Tybm theDPgopax yoasbadinh, oA 5 1-9ppr opoxycar bonyl ,

n- but oxycar baonyl,, |sobutox car bonyl tertbutoxycarbonl

sec- but oxyYEEHTHYFreh 9eht oﬁéﬁt%%r%@h‘?ﬁr (1-3}  Cos

n- hexys oxkeRERARYY, ?f@g@exyl%y@zag QQH}YAle% @%@x' P& %yg)arc%wlcg, etc.
al kyl ene grﬁg€s i hc for exanple,” €th y?ene trlnethy éne,

2- et hyl t PLEBE [(Hseikoxy gra¥pset hyl tri net hyl ene, 1 met hyl tri net hyl ene,
met hyl met hyl ene, et Iﬁ§&1 e 2t.r.a e ne
hexanet hyl ene, and g%her g%AGHgfrgléﬁth&ﬂ%'f (ﬁ@ 2%?9?%9¥%E'Iené)groups
Exanpl es &he G.iheayéqumup A rratikboxgrogp cugpsebsartiaddby prmqahlkd)qs gr oups
in which egt ai ght- or
br anched- %Ea|n%§ kox éf%%h%hggedl ?%&g§%6hpes ?%g?%% |nc udgrgﬁ]Eg
netho&@nebbmsqatlﬁgnﬂiHaxgbummmy$tiiunedhnxy@IQQEM#ﬁubStnnata@xynuarkqu

- pr opoxy HECREY (230 LEaR e R ol e ey M5y e ol oroue,
n-propoxy oXy, i

Exanpl es qf-41 1 ;ad ghehexyg booss, i aﬁdiumesqetﬂfaaloq@ﬁ atidiisiet hyl ene,

et byl et hyl ene. ot 1 RSTHIR oy W -1 PEE YA bg: T SHLSTAIO0E her” CL 4

net hyl met hyl ene, er

st rai ght - reprd¥epnshed ebahial kylmlgr oypdsig %M@Q&M@n apeocessyidle
conmpound represented by Fornula ( 3 5The oxazol§ conpoun J‘represented by

For md2a ( ¥°WRdin YbelspPeatftallyy GaP oy pEtdsdés) on@nﬂé)?arﬁfﬁ ®referd@ilyh is
shown i n Regediogln Sahare 1. Reaction Scheme 1 10 wherein Rl, R2 and W

are as defined in Formula (1), and X is a hal ogen atom
Among the oxazole compounds of the present invention,

those represented by Formula (1A) and salts thereof are preferable,
and those represented by Formula (1B} and salts thereof are more
30 preferable.
Formula (1A):

0
RZ—W—[N/>_R1 (14)




Compound (1) is produced by reacting Conmpound (2) with Conpound (3). The
reaction of Conpound (2) with Conpound (3) is 15 usually perfornmed in a
suitable solvent. A wide variety of known solvents can be used as |ong as
they do not inhibit the reaction. Exanples of such solvents include

di met hyl f ormam de, di nmet hyl sul foxi de, acetonitrile, and other aprotic polar
sol vents; acetone, nethyl ethyl ketone,,and other ketone 20 sol vents;
benzene, toluene, xylene, tetralin, Ifaﬁrd paraffin, and other hydrocarbon

solhvent F; wﬁ@fs@aﬂ?{f*,isetahpmiyl Eﬁ@t@f eRanY ,twﬁ'mm@g@nﬂseﬁéll&tbﬁnﬂo% andh |
ot her al coho vents, tetr rof.uran, dioxane, dipropyl ether, diethy
ether, di mef H%ﬁ(}'é?gl m ,'ahd4gtﬂ%£(gf§%% sol vents; ethyl acetate,
25 met hyl (acegf afr@ubsiit @bhesr @St efersLNeTttSieadi stsuaﬂaogyh?f&ﬁs;, etc. Such
solvents may_contain water. The proportion of Conpound (3) to
Conpound (373} L2usTHITny1oxs 8BS nol , and preferably 0.5 to 3 nol, per nol
of Cbnpouqq_ggxb_3Qﬁa%yi§§§2ﬁgﬁggfaggnpound (2) with Conmpound (3) is

usual ly perfornmed by continding stirring at -20 to 200C, and -17-
preferably at 0 to 150C, for 30 mnutes to 60 hours, and preferably 1 to 30
hours. Conpound (3) used as a starting material is an easily available
known conpound. Conpound (2) enconpasses novel 5 conpounds, and a
production process for such a conpound is described hereinafter (Reaction
Schenme 9). Anobng the oxazol e conpounds represented by Formula (1), those in
which Wis a divalent group represented by -Y1-Al wherein Yi is
-C(=0)-N(R3)- (hereinafter referred to as "Conpound 10 (le)") can be
produced by, for exanple, the process shown in Reaction Schene 2. Reaction
Schene 2 8, Rl 0 RL-C-COH 1,i RR4-N-Al-teRl R3R3 (4)(5)(l a) wherein R, R2,
R3 and Al are as defined in Fornula (1). Compound (la) is produced by
reacting Conpound (4) or a 15 reactive derivative thereof at the carboxy
group, with Conpound (5) or a reactive derivative thereof at the am no or

i mno group. Preferable exanples of reactive derivatives of Conpound (4)

i nclude acid halides, acid anhydrides, activated am des, activated esters,
etc. Preferable exanples of reactive 20 derivatives include acid chlorides;
aci d azi des; dial kyl phosphoric acids, phenyl phosphoric acid,

di phenyl phosphoric acid, dibenzyl phosphoric acid, phosphoric acid halides,
and ot her substituted phosphoric acids, dialkylphosphorous acid, sulfurous
acid, thiosulfuric acid, 25 sulfuric acid, nethanesul fonic acid, and other
sul fonic acids, acetic acid, propionic acid, butyric acid, isobutyric acid,
pivalic acid, pentanoic acid, isopentanoic acid, 2-ethylbutyric acid,
trichloroacetic acid, and other aliphatic carboxylic acids, and m xed acid
anhydrides with acids such as benzoic acid or 30 other aromatic acids;
symmetrical acid anhydrides; activated am des with im dazole, 4-substituted
i m dazol e, di nmet hyl pyrazol e,




-18- triazole or tetrazole; cyanonethyl ester, nethoxynethyl ester,

di met hyl i m nonet hyl ester, vinyl ester, propargyl ester, pnitrophenyl

ester, 2,4-dinitrophenyl ester, trichlorophenyl ester, pentachl orophenyl

ester, mesyl phenyl ester, and other activated 5 esters, esters with

N, N- di et hyl hydr oxyl ami ne, 1-hydroxy-2-¢%#H)- pyridone,

N-hydroxysgfgéninide, N-hydroxgphthalinide, 1- hydr oxylH benzotri azol, and

ot her N hytroXy mPobnt Skt cC1-SaLtke¥ e JEPPRY deri vati ves can be sel ect ed

as desired? agc&rﬂieﬂglt@rdd?eoky@%ﬁid@n@wﬁﬂeééﬁ 358 cih Qe haVaT itk
ormo

Compound (4) in the fo a free acid or a salt thereof in the above
reaction, 9% MeEepF@ttiiBrRty Fegertet e the dkaliloning (2r@) pr é3ehae (8f
condensi nggjagent (8)s) A Wi de variety of condensing agents known in this
field can be used, including, for exanple, N, N -dicyclohexylcarbodil m de;
N 15 @ycl chréryrogpbstditphet arobnhgderansivba i tritdst CNe ey &b estypuph), - ( 4-

di et hyl am C l; i Loy de: | z €l car, {1 mde;

N, N -dii so%??gyllngar Eoél)cﬁﬁlé%ce& ki%?%ﬂ ’g i'\']yls' Eg%&te}&ytl's 22891 i,

di met hyl ani4rdpr 6py |alkanbbeiyt girdepandndydr ochl ori des t her eof ;

N, W car bony_hi, s{ 2+ hylimd | e); pentanet hyl eneketene-N- 20

cycl ohexyl m%rluel;(lgl@ﬁ%he%% rE%,t %ﬁg- N-cycl ohexyl i m ne; et hoxyacetyl ene,

1- al koxy- W dlsl erd&tdighengrody irabkyderpleasphi Fermuebhyl) pol yphosphat e;

i sopropy!l pol yphosphat.e; iphosphorus oxychl ori de (phosphoryl chloride);
phospggr usE%tI}“lxgﬁl [S)Jlrgl Jg;_AphE)sphor yl di phenyl azide; thionyl chloride; oxalyl
chl ori de; wereihyd' chlor@foseiiene gopimpyhdchl orof ormate, and ot her | ower
al kyl hal ofior mat es; tri phenyl phosphi ne; 2-ethyl-7- hydroxybenzi sooxazolium
salt; 2-ethyts SZC((r?Qbe h'&ﬁ?@f‘l %%kézol i um hydroxi de i nner salts;

hexaf | uor gplesphat®i €s af i deeg&tadomzol - 1-yl - oxy- 30

tris(dinmethyl am no) phosphoni unm 1-(p-chl orobenzenesul f onyl oxy) - 6-

chl or o- 1H benzot ri aZ6r™usd-d&'Fed Vil smei er reagents prepared by reacting
N, N- di met hyl f ormam de with thionyl chloride, phosgene, trichloronethyl

chl orof ormat e, phosphorus chlpride, etc.; and the like. It is nore
preferable to perfor _t“he |r Ron in(xe 35 presence of such condensing
agentf{s) and active esterif¥ing -19- agent(s) such as

N- hydr oxysucci ni m_de, N hydroxyphthalim de, 1- hydroxy-1H benzotriazol, or
the |ike. wherein R' is sPpbbeyhhimupx anpdEdupéd raadhievpheerl vahyveisttof
Conpound l.ncl chi ff base i m no-_or enam ne-type tautoners. produced
5 by reacél?’)ﬁgbjcf)r?gggﬁg% up\?\lt%pchaernﬁ'on%wc?or?pu%%l}sut cha ealpggﬂ%es,

ket ones, eting; wisit phederd wakoxe yroupdane brey crehs td;nga Ooyp @y da {Exywi t h
silyl conmpounds such bi s(trinmethylsilyl)acetam de, . ,

nmono(tri net AYsid ﬁ‘fﬁ@ﬁtg&?ﬁu e,sulfﬁté(%lﬁ:ﬁ?ire%%}l i POy #An9etith oB8rfvati ves
produzed hykoepcirong dfH CerpasIsH<Bubkt ityrkasehoraikokyi ghhg,i dephdifiasgene
etc.; and the I|ike. The reaction is usually carried out in a

known sol YERTP tFEStabREehor g hsaryy FFTWiithernebetsi dhkoxgugEow|apdnt s
include, bae @sia@mk@mywye@foﬁ@t hapabn ptgﬁ@ugl substARNLEPENA] +hB-pHenAut anol,
trifluoroethanol, ethylene glycol, dyot er al cohol solvents; ‘acetone,

net hyl et ByRJ Kéidnhene gl ageResuradtidiéed sley ehkexy warRgmft oher avslai oxane,
di et hyl ether i s0pr e . di , ; o] nts; nmethyl
acet at e, SF ﬁyalll]%getéh eafi&g%% %gtlﬁ%r' gs@g%{@oﬁggel% g‘ﬂgééﬁ%ﬁ P |§1I lé}?{eeN, N- 20

di nrethy| f ohemyd ddngdivkEt lepe Baldasxi-debsaituitetihers apkoky cympobaand aineent s;

n- pent ane, n- - an cycl ohexan d..at her .hydrocarbon
sol vent s; “frét %g’ggo}éﬂld%?’? é,gretah;%ﬁgﬁ fcgﬁrlog i%%?Stétﬁag%? hélenr tﬁ% BYENat ed
hydr ocar bonng ofitdntse Itllvgenosgarticused vant alkand orbxpsl; sol vents t hereof.

25The reagti.Qn b erfornmed in the presence of base(s). A wide variety
of known ?‘nolrsggglﬁ%e gﬁ&g%y%%%y gagdy zfrgz‘ﬁls e@ﬁ?’?ﬁ?ﬁé’%ﬁcgﬁ%?esai ncl ude,
for exanphelogdrkahbstefirdesl CL£¢ Glkospahetinl pob@sSiauy eiikypyatda i net al
hydr o :zncar bonat es ( egby l'ithium h¥dr ogencar bonat e, sodium

hydr og ncdFBdrat’é, ap‘%ﬁ di gAY IPEFOLERAPBoRAR SheRYl)Ting Kakh 9R] al

hydr oxi deg,_{ & 1Goxy! dtdidl BhAYEHOKad8ges AHN Hydlr oxi de, pot assi um hydr oxi de,
cesi um hydroxide, etc.), alkali nmetal carbonates (e.g., lithium carbonate,
sodi um caFbbhat E1vpbens IranP cErseRahbed RysFarmeka énate, etc.), alkali

nmetal | ower al koxides (e.g., sodium 35 net hoxi de, sodi um et hoxi de, etc.),
and al kali metal hydrides -20- (e.g., sodium hydride, potassium hydride,
etc.). Organic bases




i nclude, for exanple, trialkylamnes [e.g., trinethylamne, triethylamne,
N- et hyl di i sopropyl am ne, etc.], pyridine, quinoline, piperidine, imdazole,
pi coline, 5 dinethylam nopyridine, dinethylaniline, N-rnethylnorpholine,
1, 5- diazabicyclo[4.3.0]non-5-ene (DBN), 1,4- diazabicyclo[2.2.2]octane
(DABCO), 1, 8-di azabi cycl o[ 5. 4. 0] undec7-&fe (DBU), etc. Wen such bases are
I|qU| d, theﬁ ?n Ea,l so pe ;used as solvents. 10Such bases can be used singly
in conti The amount of base(s) is usually 0.1 to 10
rml es, andqh@ﬁ;@i@rz&bhy #.c_t @1@1mbe§m@gr afgl e of Compound (4).
The proport| on of Conpound 41 t o,Conpound (5) in Reaction Schene 1 is
usual |y at? | E2sT(TO) arkF pdFetabiRy) about 1 15 to about 5 nol of the forner
per mol ofynkheih at €5 .a hydrogen atohl€ reaction tenperature is not linited,
and the reaction can usually be perforned with cooling, at room
temper@ture, or witThReBfesRpt Lpvertion {apiesaraébpdricdom inefyddetion in a
t enper at urgigange fromroomtenperature to 100C, 20 for 30 mnutes to 30
hours, and preferably for 30 mnutes to 5 hours. In the above
reaction, Conpound (4) for use as a starting material is an easily
avai l abl e &3) conpasses novel conmpounds. A
product i ondég!%\&l& UREhe 63 descri bed hereinafter (Reaction
Schene 10). In Fapong t(lhb; (BQaz@Iae p@enpbwmprerin‘esqmeed’lbgr&@r mul a
(1), ose in_whi ch W i roup, I ted Al- wherein
Yl is (5] 6 }’-h%%edclAltol 5 arefljpg aeﬁ( l ng it ou% ﬁaw r?gSSE% W g)from the
al koxycar beoyb eredptfhered r(af-l)erhyrcﬁbgyr@d:dp@ asl- ﬂom@u&mt;&ﬁht(edtbc)r) can be
produced, _for exa e prqcess shown i eactio eme 3. -21-
React | n SCRORESS SEFELtebest fos ALKt BRorsl = 1 46 o) §LETHILORY - 1% 6. 6R2-
Al a-c, R (GL-4) &2 alkknPloxyNgrdips,7)(+H) whevety, Rikand,R2aakex@s defined
in Forrml a (1), R7 and Re are each mdependentlbi/ a Cl-6 al kyl Ejﬁ)roup and

Aais a T8 KYIr&heSHou s PREY LOBOEPEFoupl TH FEFRUICa-+ PBFSRE ®le sane
as thegsClL KOxXyCal beniwdrat Asdh ekl Ngthias, a (BLOSHyLve fo Ahkd:n, Formul a
(1). The 10%5al )Ii(illl 8r oup repr esel%t egg %% JJé))e tyﬁe Jé%ncg as th}‘fay Cl-6

al kyl gro@pcdRsdeflrhg @pg@ayl &m%@xsofgrpﬁésmarsi dl kY ey dgesyp

represent g t yI 2-met hyl tri met hyl ene,
2,2- di met %?Q‘%!r;%!n%fc%gt%&nceﬂwé- rrg%lhr%htgir)lfrreé}%;}?gngf %ELE%/I met hyl ene,

et hyl met hpkéneCi-¢ el kahsitlntl epe, tefaahadeatyyriconk; and other C1 5 strai ght- or
branched- chai n al kyl-en p d roduced
by reacting Corrpoungf:i %&%@H ?%)H 80 loungh?%l rggc |n(%%9% usuafnl

per f a2Gred cbntairidmgv\he‘seﬁoﬁarnﬁm rmiouﬁoeﬁmophambvlemehy afd heterdit@dl&act | on.

Such I ts | I l, t h |,
mbut anol - SE7e (15 HeThanar, Secyl Ene e T anrorhurna arsre3 Rl vont s
acet one, mRéhytougt bgshsi@im@eof arpe-10t hedrdsst glaeupeo,l VeRE 5 ; urlsebsabyaidaf ur an,

di oxane, diet
or hggggenwsubstltuted Ci-¢ alkoxy groups, (2-3) unsubstituted or

halogen-substituted Ci¢ alkyl groups, (2-4) C,s alkenyloxy groups,
25 (2-5) halogen atoms, (2-6) Ci_s alkanoyl groups, (2-7) Ci;¢ alkylthio
groups, (2-8) Ci¢ alkylsulfonyl groups, (2-9) oxo groups, and (2-
10) Cis alkoxy Cis alkoxy groups.
In Formula (1), W is a divalent group represented by
Formula (i) or ({(ii):
30 Formula (i) -Y'-al-
Formula (ii} -Y*-C(=0)-
wherein A' is a Cp¢ alkenylene group, or a Ci alkylene group which

may have 1 to 3, and preferably 1, substituent selected
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di et hoxyet hane, diglyme, and other ether solvents; nethyl acetate, ethyl
acetate, and other ester solvents; acetonitrile, N, N-dinethylformam de,

di met hyl sul foxi de, N-met hyl pyrrolidone, 25 and other aprotic polar

sol vents; nethylene chloride, ethylene chloride, and other hal ogenated

hydr ocar bon sol vents; other organic sofdémts; and ni xed sol vents thereof.
The reaction czag usuallg be perforped in the presence of suitable base(s).
A wide varielyt™Bt SRERnCe AAP cCOLAY BB rYPE DX ds-caf tRUGTABIrBonYL

| norgani ¢ fyasgs; i ncl ude, for exanple, -22- alkali netals (e.g., lithium
sodi um potassium etc.), alkali netal b‘%)dr oggncar bonat eH e.g., lithium
hydr ogencar bbha &1regtiianinydr 6g8necarbbmatd (Rpovas¥iRinrRydriogencar bonat e,
etc.), alka)in)mmgal Hydrapeides (e.g., lithium hydroxide, sodium hydroxide,
potassi um 5 hydroxi de, gesium hydroxide, etc.), alkali netal carbonates
(e.g.,dlithegiedt bendtfe, asddagh tadersmdeatlpct Avdregnic atbBnat & Ceesi um

car bonat e, . kah relal o r Koxt anS 0dl ) de,

sodi um et ﬁol;%?ge%mﬁﬂ&'aglsﬁiium ter?-%gfi%ge?ﬁ%o I Sﬁqﬁ%% ta- 8?%%%2%&2@3? um
tert-pentdwi de,amtc.), alkali netal hydrides (e.g., sodium hydride, 10

pot assi umaydri_de, ), like. : ] ] r. exanpl e,
trial kyl an‘gl2 nlgé; a( 2188£§%1heg§?gy§ %ﬁllphe%%tar |(a(’altg %}E/%lgtm%%%% £é};°;_1e‘égﬁte<§ %y

Net hyl di | Fopmopy| @mineer etior)):, pyridi ne, qui noline, piperidine, imdazole,
pi col i e, _di net hyl.am nopyri.dipn dj met hyl ani | i ne, Nnmet hyl nr phol i ne,

1, 5- dii zaﬁf‘j’é%#%[it@ OTérl)g_ré)S_?eﬁ\]e(R( ;Z)—BN) , 1, 4- 15di azabi cycl o[ 2. 2. 2] oct ane
(DABCO), FoBmdiaz@hijcysl-of 384.-0] undec-7-ene (DBU), etc. Wien such bases are
liquid, th can al so bhe used as solvents. Such bas can be used singly or
| n conbi nAPFBRIN A and A’ are AghaRRRRERRERG & 51 01 OEHR | 9FVPE (FU0 ol
and pref erabdny @° %0 eBcADIndepehddmM 1 yoh LadRsyendatsn .or2@ThE, RNRROrtion of
Compound (6) to Conmpound (7) 1s usually at least 1 nol, and preferably
about 1 t&*8BBut 5 nol of the fornmer, per nol of the latter. The reaction
tenpefature is not kb ad o@ngr@%ﬂogggtimuaanpm@w,l YapigcRar f oraed with
cooling, at roomtenperature, or with 25 heating. It is suitable to perform
the reaction in a tEFPEPERUCE PAREET REPNT dowteapleiuerine, tlpsdEs, f or 30
m nut es t%r@ﬂiﬁlé),uri%di ’d dyeferably 1 to 30 mnutes. Conpound (6) used as a
starting material in the above reaction is an easily avail able known
conpound. Conpound €1y Skyénoooyrss ses fonadlghtonpodmedschedprwdocalion process
for Conpo ). e i be el er I h 11

Anong thegtgil)g(% %Iheal V?:Lgﬁp(f)ﬁ{nodls% gae%?gensear%t%é%’ baynélggr%%é#%%( %“?g foslé1 lerlld%\hi ch Wis
a di val entneghplip atbpl eseidregyby isS¥prAbyl whebeknl A'isicdbuayCl.tertabkiptlene

group (hereinafter cteferred to as -23-. "Conpound (1d)") are produced from
t he correESS%Wé’cﬁ)n%@WH@’érOPﬁlWﬂ é’ﬁni}’l’l snez?g%?ggl’alg’kg%’é‘}ﬂe' dF8B%X3&avi ng
Cl- 6 al kogymathamehtgl oupfes) (hereinafter referred to as "Conmpound (1c)"),

by the process shown in Reaction Schenme 4. Reaction Scheme 4 ----- 0O\-0\
211lc 1-1:El" R -Y PRAREPstptutad or halpgepisuppigyuted Cie alkyl groups

are straight- or branched-chain alkyl groups having 1 to 6 carbon

25 atoms as defined above, or such alkyl groups substituted with 1 to
7 halogen atoms. Examples thereof include methyl, ethyl, n-propyl,
isopropyl, n-butyl, isobutyl, tert-butyl, sec-butyl, 1l-ethylpropyl,
n-pentyl, neopentyl, n-hexyl, isochexyl, 3-methyl pentyl,
fluoromethyl, difluoromethyl, trifluoromethyl, chloromethyl,

30 dichloromethyl, trichloromethyl, bromomethyl, dibromomethyl,
dichloroflucrcomethyl, 2-fluorcethyl, 2,2-diflucrcethyl, 2,2,2-
trifluorcethyl, pentaflucrcethyl, 2-chlorcethyl, 3,3,3-
trifiluoropropyl, heptafiuoropropyl, heptafluoroisopropyl, 3-
chloropropyl, 2-chloropropyl, 3-bromecpropyl, 4,4,4-trifluorcbutyl,
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wherein R, R2 and Yi are as defined in Formula (1), Alb is a Cl-6 al kyl ene
group having Cl-6 al koxycarbonyl group(s), and Alc is a Cl-6 al kyl ene
group. Conmpound (1d) is produced by subjecting Conpound
(lc) 10 to hydrol ysi s-decarboxyl ation. The reaction is usually perforned in
a known sol vent that does not adversel yl&ffect the reaction. Such solvents
i ncl ude, for, ex | e, er; .nmet hanpl , et hanol , isopropanol, nbutanol,
trifIuoroeﬁ'ﬁagogg_&w\é%i}éor@b&}%ri L ler li‘tya}l'céﬁkéfo u§é§#v&1‘t s: acetone,
met hyl et haHiokeb@ng, and, sidieriketqnats0| venisorbpénahy depbe-an, di oxane,
di et hyl ether, dinethoxyethane, diglynme, and other ether solvents; nethyl
acetate, dtHfIuSEAIeIVa/ %‘rﬁiﬂé‘ffﬁ]é?x)g]gt &tCsol vents; acetonitrile,

N, N-di et hyl f or mam dg,, in@%;yhxkyf#d‘@éi dee FomREhybidseal bﬁlom,oxgge@nd
y

other aprotic polar solvents; nethylene chloride, ethylene chloride, and
ot her Ral Gfemated nesoteieRts P dierschedtdaipr ghriny lserdghtsviaad! ni xed

sol vents theBeafuple bonds. ¢, J MAKIRGI Y Yr$ §Cz§arx}%0é¥£ alipn ah s Gasmpund

(lc) is usually performed under acidic condP ions. For exanple, an acid 25
i s added tMyra spepdisi examrlesotberent ahcBadpoundlexe) li-prepeuilioall e2-

sol vent ??gg%gfjb%@f;”&Lﬁg&ﬁ'ﬁﬁf&‘gn@&%- r rf_%e@byg_f_girégg%f g{y{;aﬁgy out the

hydr ol ysi | at’i on. |'es of " usa i'ncl ude
trifluoroaeehyt-Zagirdpengbixye deprhpenyd ory het-batganlaxyacildsytdngpdoaghl Df i
acid, ;hromi c _30. acid,_hydrobronm c acid, sulfurig acid__and other inorganic
aci ds,lBet (]:D.u%ﬁﬂ%ln%xygughp%r%geélﬁilgx%’ci@g,eng?%%ﬂn?xé’ ’agi%%ntceg‘ﬁ&gﬂ’o Ye used as -
24 - reactdeanesylomnt $, 3-butadienyloxylhe, arminrtiadoén@cixg( Sp-pentieseal-ly 0.5 to
30 nol, an ref.erab 0 to 10 nol, per | of oun | c). The
reaction tygrﬁ%& af_ﬁieékh"%%ﬁlﬁﬁw F¥o 2156’@11%&3’5 %&FH ?%Y ' Gom

t enper at uhextAyId8C. 3ThexdrEackiy PnudHa¥eni SotisUal, Byd 3 tiynut 8srdrenfohpur s,
preferably 30 minutes to 12 hours, and nore preferabl é@l to 8 _hours. Anong
t he oxazol?6SEBVHUTRISPPEN%Yent ety BPEBE AW IOy, thoSEXPAISHICKYR is a

phenyhsgr qup-gsbstiehyi 64y, 0rtthe phenyl 10 ring with hydroxy group(s)
(hereinafter referred to as "Conpound (1f)") are produced fromthe
correspondi ng conpol#HdsP1ef Wi Ehe RILXYBYHOBhSHPHPYrowpueabgtdunst ed on t he

phenyl ri r%é);é%’a %E;E?ﬁ% eﬁyQE&?{yaﬁ&r Quéz(.ss)stg‘gfn?ﬂgtjhﬁ%fgt Brar&lBLERi L O as

" Conpound rocess shown i'n React hene 5.e Reactin Schene
5 wher eilkyRel girdupy aeings 1ded i hadiphe Bomagl a Mok, siRecify caepanmlest ed

hydr oxy gr, - R e up_ stituen -2) - (1- 3),
(1-4), (1-t %Qe?gl@)ﬁu%%%}l%igg’ Fé( %?%@l%ﬁf 1%)6{%13’&13’ éiéx ry3l group

r epr e8@ént edthyyRixy, n1Rosthylaz{dyopymyilexi, tB-p8ntgnyoxy, 20-hexyvhyloxiROs may be
the sane or different; and g R1Os may be the same or different; with the
provi so tﬁgf:‘mirq s b. Compound (1f) can be produced by

subj ecti ng Conpound Ekkepld=0 o@incetidricaat 4 ky1lr a6l ninef ulidecindpoxyyl,
protecti ng gr ou tg,s). 25The el im nation reaction can _be carried_out by
hydr ol ysi SYhSIHOgensY S EIREnTS! + GORPPESKive e ARAFO Ty hGHSLO0CEYL, SEC? The

reaction is usuallyppefréipredeiins denNewncsolayebky tfalpdoas-nek adyersely
affect the reaction. Such solvents include, for exanmple, water; nethanol,
et hand?, SEEPEFPan6r, PrRRCEEIpEhabRLKPFY fIusPEet SRATIIEICRL Hyl 646Nl ycol , and

ot her al cghglpsalnenls nAsBkIN et HBANYh-Sidpbk kel Q8 opaRY, AlRekokpt One
isobutoxy, tert-butoxy, sec-butoxy, l-ethylpropoxy, n-pentoxy,
necpentoxy, n-hexyloxy, ischexyloxy, 3-methylpentoxy, etc.
Examples of cyclo Cig alkyl Cis alkoxy groups include

30 the above-mentioned Ci¢ alkoxy groups which have 1 to 3, and
preferably 1, cyclo Cs-g alkyl group as listed above. More specific
examples thereof include cyclepropylmethoxy, cyclobutylmethoxy,
cyclohexylmethoxy, 2-cyclopropylethoxy, l-cyclobutylethoxy,
cyclopentylmethoxy, 3-cyclopentylpropoxy, 4-cyclohexylbutoxy, 5-

35  ecycloheptylpentoxy, 6-cyclooctylhexyloxy, 1,1-




-25- solvents; tetrahydrofuran, dioxane, diethyl ether, dinethoxyethane,

di glyne, and ot her ether solvents; nethyl acetate, ethyl acetate, and ot her
ester solvents; acetonitrile, N, Ndinethylformam de, dinmethyl sulfoxide,

N- et hyl pyrrolidone, 5 and other aprotic polar solvents; nethylene
chloride, ethylene chloride, and other ~Rdrogenat ed hydrocarbon sol vents;
and ot her grganic solvents. (i drol ysi s: Hydrolysis is
et or abl §EBERY Gt TP RHE o Ee b A O HSLPRORSAPEERRIES) SEEnLT udi g
Lew s acids). A wi dex¥api&d bobyKI®w) ;i ADEEIXCgiRehbLhgamide bases are

usabl e. Preferabl e exanples of i1norganic_bases_iInclude _alkali netals (e.qg.,
sodi um p&YESSPIRRYIOKY ! ) CYGRHFY HEYaa FYRLPRAVAYS XY, FYCLRBFRESYm cal ci um
etc.), hy@y@ggg@&yl@}g?poml%c@gﬁgﬁ hydr ogencar bonat es t hereof, etc.

Pref erabl e exanpl es of organi c bases include trialkylamnes (e.g.,

trimethyl amne, tri E&RPPERE €, CEEER Co-sprEEAtivAexy groups include

L, 5 di azableyehabdbrd1 8kPO R EBGrerBhibxy/ dhclepkatlainegl known organi ¢ and
i norgani c aci ds are usable.” Preferabl e organi ¢ aci ds | nclude, for exanple,
form ¢ 20 cacidhezgratiosy actylopeppiraniosy actytlcantenilvsy, f at¢y aci ds;
trichloroacetic aci { I | G r j.hal cetic acids;
and the |ike. Pref e%gg#%iélgnﬁ%grgg%féﬂggpggﬁﬁnoﬁgggﬁé%rln%;ggrrglé;’,%chydrochI oric
aci d, hydrdobydndindeoril;ysa, u e-didivdrohythrogenlaty,oritde, hydrogen brom de,
etc. anples 25 of _Lewi s aci include boron trifluorid ther ¢ | exes,
bor onﬁ)(ri br oni de, aIEﬁﬁ“fﬁ?%smogﬂﬁ%% e, gf'éra?lik(? *En?Poritde; n‘é?%c?e L SRy Wien
usi ng a trbapeageidferasid r, semdighaci ¢y Hrantcledratfagdhabl leoxyo geatipsy) out

hydrolysis in the presence of _a cation _scavenger (e.g., anisole, phenol,
oo Y S0t e 5t B ererr e LabSy o SYHEERY rbbE- akOFEng B It i s
an anount speeestalakahpledieebysihcllibie Kraekvaati g, apure is usually 0

to 120C, preferably roomtenperature_to 100C, and nore_preferably room
t enper at uPYIFSFETEY1PRE eyt eRy S oy HIPFOXETFRYAB s 46735 24 hour s,

prefergbl yiB0ard Apres v Oyl 2 4DAMSoxyBREy TOLE Bl 8L @MY xyr@r1okyt 01 81 -hours.
(ii) Hydrogenol ysis: Hydr ogenol ysis can be carried out by a

W de var i EiFeBhY kKitoWiARRENRaY LPHGl PAPHGTOFRCNEX PP e O~ BHETAACXY 8RFIOt i on, 5
catal ytic-red i _et S4li - qg;‘!ﬁl A8A for chem cal
reduct i on3i'§c#%£dée&nf¥3}dr§i}g%%£?ggg%&ﬁ3gf o%ue%&i%ggi %Ie, fg%gen 293‘?“ de,

li t hi um alufi i turhhiygldek vimit vd ody umesbydhyxirtiesey L oxwdiad®. cyanobor ohydri de,
etc.); and conbi nati t On, LI 0.zing, ;1 tc.) or

nmetal | i ¢ conpounds Fg%féscﬁo%ﬁrﬂﬁgﬁﬁl Gt f elr}b%::%r%grﬁu%% élléée aee,%l'ét c.), with
or gank@ omstradgiganioc bramthegecigain fadkoky qougs leaeinigc lact d gmyepnghi ¢ aci d,
trifluoroacetic ac'é(tj p-1 ol uenesul foni c ag{md hydrachl ori ¢ la(‘tihd B

hydr obr omiPEC9RT FULBY 85) . FOrs BR A s O8t T SbIe* Yatalr s F e Si"e&Y a1 Vit i ¢
reduct i onoikfebtidetpbaly] MHoxeahay Msiopoke, H-oxplratyIbimorl,at®s, spongy

pl ati num pl ati num bl ack, col |l oi dal_ pl a{i numIJI | at i num oxi de, platinum
wires, et X TANGIRERGY i eaCaPystaylasyY ooy _?J’é?qtgéfﬂ'ﬂ% pal | adi um bl ack,
pal | adi ume@xi-gey1tabkadi U@y DO oxiranylpropoxy, etc.

25 Examples of protecting groups of protected hydroxy
groups include Ci;¢ alkanoyl and other acyl groups; phenyl( Ci-
¢)alkyl groups which may have one or more suitable substituents
{e.g., benzyl, phenethyl, 3-phenylpropyl, 4-methoxybenzyl, trityl,
etc.); trisubstituted silyl groups [e.g., tri{lower)alkylsilyl

30 groups (e.g., trimethylsilyl, t-butyldimethylsilyl, etc.) and the
like]; tetrahydropyranyl; etc.

Examples of nitrogen atom—containing heterocyclic
groups include pyrrolidinyl, imidazolidinyl, piperidyl,
hexahydropyrimidinyl, piperazinyl, octahydroisoindolyl, azepanyvl,

35 azocanyl, pyrrolyl, dihydropyrrolyl, imidazolyl, dihydroimidazolyl,




20 pal | adi unf barium sul fate, palladi un barium carbonate, etc.), nickel
catal ysts (e.g., reduced nickel, nickel oxide, Raney nickel, etc.), cobalt
catal ysts (e.g., reduced cobalt, Raney cobalt, etc.), iron catalysts (e.g.,
reduced iron and the like), etc. 25Wen such acids used for chem cal
reduction are liquid, they can al so be Uded as sol vents. The

anount s of r.educi g ent for chem cal reduction,and catalyst for catalytic
eauct s on GG Y I F RO ARy b NARILNA GHAA SRR S-SRt r eacti on

t enper at urghdreols UdilHwarBpyeidhdQCoy prefahgh| yairmemobermarxahyl £ gyaat08¢E, and
nore preferably roomtenperature to 80C. The reaction tine is_usually 30

m nut es t FYWIRGRYERZinyLf PR ZaRY i fitEazerlroindet e, AReirAtelor ef erably

30 m nut esi 4R 14nPPUri%oi BQATHNA , t RExANAERBE 8o LRIMGHPHS YaRbestddad oy Fornul a
(), -27- thosepi n which Rl "is a phenyl group substituted on thg@phenyl

ri ng wet h RIgelgt ouFesPithbrlei Aafeerl el ERIRAFAIGTNES, "CoYPoaMd R 1Y by e

produced fgpm.CorpaNGA, (ddnazBYyt NRI0GG8S SRUBLbIy ReackhoSchere 6
Reaction Scheme 6 047,;(CH IV A X1 (8)0); (OR) RITH] ) G R274-1: Ne
00) (1 or REEGRLidinyl,5ispaxpzoihdiry RRrphelinyar berzoxpabilmdd in For nul a
(1); Rw, : [ e X 4] . m or a group that
undergoesqlﬁggggbn%{%lf%Z??f{J't irﬂ%ﬂz?%%%lﬁ%h %ish%{ gtgg%? a hlgl&g’gen atom RnO is
t he sane dreoapxasoile bebstaxadearolil,2xhigdeld3)l, @ilhvgrothlasdlyl(,1-6),
10(1-7), (.1- - 9) . (1-10 f t.he aryl. group represented by R in

For rrupa)t (f)s;oaa‘%%égniwygnag‘%é%la&é’)i?ﬁ'e ésléwgr%‘\r{hl(ﬁ%ﬁf“g?en‘%ef&am?yzmyl' In
Compound (H@nzotheaddlygeberatonin saepiadent edtdy X1 is a fluorine atom

chlorine atom brom._pe atom .or. iodi ne atom | es. of the group that
under goes the same Sgﬁﬁgﬁl{tﬁfli 8’ﬁ%%é’@?%?\u}ésgxl?ﬁg?go%‘ﬁaa#é?’@ggﬁog?%m t he
group bei nger epresgitt-edr yrakkbhebnchdide aCloxPp @bkpaasiitihgny! ©xy ¢aouds,

aryl sul fonyl oxy groups, aral kyl sul fonyl oxy groups, etc. Specific
exanpl es GfOrE: 655 Fshe3UIPON oSS gﬁr’%’ﬁﬁég‘iﬂ?ﬁﬁ U4ER netiPard el 3%5Ry PERTS -

et hanesul fRoRWLOXY  thé@ebs OfHARARERMHBRY | B¥Noxy)- REORANESY| { upPtcR¥M%y, n-
n- but anesul f onyl oxy, tert-butanesul fonyl oxy, n-pentanesul f onyl oxy,

n- hexanes WICERYI chEPLUARYY ot IeaT At & Yat FEFTMHLOXEr brefiyRBEoRMEI N~

al kanesul f nd _ .ke. i ny: %1.9;% i.,ncl ude, for
exanpl e, 25 %tﬁg%f%[? %g%;/}li%xsl, B%%%ih({%l éﬁ%&ﬁ%g%,égﬁhﬂ e pﬁlgﬁyl ring of

such aryl suluboenydtdorygr dipsiorapetzeny, ftoifanepethoxy,t ehloxmisthioryent s

sel ected fy. 1 St f . Cl i - of -chain

al kyl gr o%gmg&%&gg %gi ;ﬁ{l%gékﬁ%atglgﬁgﬂ-_}g %%O%ngg?%&y%épg%@s}g%ﬁ%?b groups,
and habogerical onsf1uSpensthadyex anplwesc@bhoty,s s A-di flisubbongtox 2, §r DHps
e A SH SR porf RSOV SULOR B 055

4- mﬁlt hoxyﬁh&lﬁlﬂl{lﬁﬁﬁmp?kpx;hep?iafﬂhdiﬁ‘c@:ﬁfbgﬁle,sl]iebfiﬁfl@ﬁ:}b;lf 'so;ar%pol,xy,l ?- |

3-chl orophenyl sul fonyl oxy, etc. Specific_exanpl es of naphthyl sul f onyl oxy
g7 oups. | nEPAHERFERShyf S ESRHFRRFY - PO rET RGPSy orfy Rody, et c.

trifluorchbutoxy, 4,4,4,3,3—-pentaflucrobutoxy, 4-chlorobutoxy, 4-

25 bromobutoxy, 2-chlorobutoxy, 5,5,5-trifluoropentoxy, 5-
chloropentoxy, 6,6, 6~-trifluorchexyloxy, 6-chlorohexyloxy, etc.

Examples of C; alkanoyl groups include formyl, acetyl,

propionyl, butyryl, isobutyryl, pentanoyl, tert-butylcarbonyl,
hexanoyl, and other Ci¢ straight- or branched-chain alkanoyl groups.

30 Examples of Ci-¢ alkylthio groups include methylthio,
ethylthio, n-propylthio, isopropylthio, n-butylthio, tert-butylthio,
n-pentylthio, n-hexylthio, and other C; straight- or branched-
chain alkylthio groups.
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5Ar al kyl sul f onyl oxy groups include, for exanple, phenyl- substituted Cl-6
strai ght- or branched-chain al kyl sul fonyl oxy groups which nay have, on the
phenyl ring, 1 to 3 substituents selected fromthe group consisting of Cl_6
straight- or branched-chain al kyl groups, Cl-6 straight- or branched-chain
al koxy groups, 10 nitro groups, and haFdgen atons; naphthyl -substituted
Cl-6 straight- or branched-chain al kyl sul fonyl oxy groups; etc. Specific

exanmpl es of phenyl - SEBSEFIUtS *FRIASS §Ff Ghy 13y LER Lagragit ilgRéa@above

i ncl ude benzyterdif@ry! §XYoradehbheshdiat BykpidfieBl P XYroups. More

4- phenyl butyl sul fonyl oxy, 2- 15 net hyl benzyl sul f onyl oxy,

4- met hoxy FEREYE B0 FERPLeX Ehezeohi 3FIbER )¢ S BAfPRYdy, ethylsulfonyl, n-

3-chl or ob%%gwéﬁfﬂgy/hpxyso&tog 1 ik C £XaRh 881 85nnapht hyl - substi t ut ed
al kyl sul f onylT 0xy groups as nentioned above I nclude

a- naph¥® hy ligebayy slifonyl oxiprtiBut wWapREhpy hetseg-but ylsmliforyl, etc. 20Conpound

(1g) is pr actd 1f i (8), or by
reacting 8%%%%5%&%?&?'&%‘&’%&%%%{%' )%eéﬁe%laymﬁﬁ'é Ifrl),eacti on of
Conpound h&kylsukion@dpberiexy8yul Sorgas cBrivethyilpkoty 128 Theyt eadti.on of
Compound (1f) with nmpoun i sual | rformed in known .sol vent

t hat does adversel yggff%c e%tyggpler} e%@#%n.méﬁgd%’sg?’?/eerﬁaénpll%tl‘ﬁldlé’, l?%?e’

exanpl e, wabprlemut banahyleeichaaond ,otheeptopanakigit:-butrahbdnched—-chain
trifluoroethanol, ethylen lLycoJ, and other al cohol solvents; acetone,

met hywet I?)E}?eﬂ e Z* Bpsagﬁ%gﬂei q?e?oﬁ% YERtE: tetrahydr of uran,

di oxane, diethyl etpeefettgleyaRamping ofher . ell RekySHOBR Sgrd®ishyhc ReR! at e,
ethyl acetate, and other ester solvents; acetonitrile, N N

di met hy! f SFRERT FE™PARRRtHy 2 Sub foadentamy SrARTheghHate PPesy g8P¥ent s;
et hyl ene ;ghl 9réL®ongl Wl}cﬁl?ﬁ HHeeh kde, o a1 08 heterda rhahogpRrat ed hydrocar bon
sol vents; other organic solvents; mxed -29- solvents thereof; etc.

The react PF6RNFYREREBYRA FERPRYGREIPIES npRTRIPPEBYCR A idal |y carried out in
the pjesenge,phrNaselsin 195abb@ta@mbbﬂﬁ,uq‘éoisﬁfegyda@%ﬂ@ﬂ' ¢eapd organic
bases. | norganic bases 5yl ncl ude, for exanple, alkali netals (ee.g., sodi um
pot assi umpugezydarbghkhl i sasebatoFyrhrbgertarbepsatesyqarbgnyll i t hi um

hydr ogenc i hyd , j ncar bonat e,
etc.), al %Pﬁ ne%gglcgﬁgé r'oXi éeég%@%g&w??ﬁ}lﬁd mggélgéﬁﬁ%%g{gg%qﬁédr%xi de,
car bonat epethy lymmabay camidngd | detc.sodi um hydr oxi de, pot assi um hydr oxi de,
cesiumetc.), alkal b rrea'{lq(I ;Gar borg%lt %s.I(lej;L%e, %i%héxuagg _ngdieLgH galrlbonat e,

pot assi um car bonat e, €S qm- e 095, PRI KAT 176t aP* | SWEP 81 Koxi 8se(e. g.,

sodi ubd sodiimeeillexede? -nefttiy) traddecalyil en@t @, 2hgtinéttad teemgthylesedi 14

hydri de, potassium hydride, etc.), and the |ike. ani ¢ 15 bases jncl ude,
or exanpRECRE s e s TE B e P it N RSP L T ARGy Lehe

N-et hyl di pbeppsiHyaBhee helafie}thy e, dhA@, ot@dirNOl. | R raphper iodi BeandHdadazol e,
pi col i ne, dimethyl am nopyridine, dinethylaniline, N-nethylnorpholine,

1, 5- di azabPeiR|D[Y18nd|HGMESene (DBN), 1, 4-di azabi cycl o[ 2. 2. 2] oct ane

(DABCO), 1,8- 20 di azaRhiChels, 4 0kuRdes- 72 eRexk Bps efri-1uMben such bases
are liquid, they can al'so be used as solvents. Such bases can be used

si ngl 3° or ajl koxitkoRdt geaps in which thangrggdlexy giclgises Hre saghual ly 0.5

to 10 mol :,300kpueate; ablof Osbrd MOk bReknBBloinl; (Carp Gdp) - 25When
perform nant en%ovehez%’tsi gn:,f l%hkalnlg netal s su%l‘ﬁ;lgs po(%lravs]gﬂrulr}nél)odi de,
sodi um i ofpdeifiat exampiesh&hadeled laslndatdtbnzmedicevat drmetthoxyyaehagact i on
system as_requised, _ The pr Lon of mpound (1f) to
rpound TSRy at T iRy SR about 1 10 about 5
nol of 30mehieosdtvdiekel oxperetibkyradtHolkg, f Dratdibxyethoxy, n-propdzgmeelactit,on

tenpe% ture is not |jmted ugnd t he eactiocn can usually be perfornmed with
cool i (8 3PP TR BRSPS U PP YR FHOREats g, It is suitable to perform
the reaction at abopkamSe® benpes alluyBerddlgrdupe 3HE10aYrSthylene,

trimethylene, 2-methyltrimethylene, 2,2-dimethyltrimethylene, 1-
methyltrimethylene, methylmethylene, ethylmethylene,




35Next, the reaction of Conpound (1f) with Conmpound (8') -30- is

described. The reaction of Conpound (1f) with Conpound (8') is usually

performed in a known sol vent that does not adversely affect the reaction.

Such sol vents include, for exanple, water; 5 nethanol, ethanol,

i sopropanol, n-butanol, trifluoroethanotléethylene glycol, and other

al cohol solvents acetone nmet hyl et hyl ketone, and ot her ketone sol vents;

t et r ahydr of GEEARC HRBYehe, aﬂfie?ﬁ}ffr SuheEtraigiymer hrenchefechaiher sol vents:

et hyl  acetzakgilesé hyto tate, and other ester solvents; acetonitrile, N N

10 di net hyl formam de, di: nethyl sulfoxide, and other aprotic polar

sol vents; benzene, toluene, xylene, and other aromatic hydrocarbon

sol vents e t;l&(ﬂ!]; o ha enat ed

hydr ocar boawgg?{%g{ﬁ%ﬁ%g ﬁ?ﬁam eggﬁ?v%@%,sgﬁﬁ@}%fof RS Hz)gr eof; etc

15The r®action is usﬁfabquqmlfeocmepbunﬂ trbpresmteameyof'oﬂmalldqll) can be

azodi car bo ) 188 dil sopropyl azodi car box e, diethyl

azodi car boéxﬁ}ﬁ%géé l%fl{’% 'dqu%oc&?isﬁg I?%ﬁ&@@?igﬁwﬁcpr e in

phosphi ne, REactnsszﬁqumhmsphl ne, etc. The anount of di al kyI

azodlcarbo at e( is usually 0.5 to 10 nol, and 20 preferably 0.5 to 6
per E'ém'iﬁ"“fn fB8dnd (1f). The anount of phosphi ne i gand(s) is

usuaIIy 0.5 to, 10 nol, and preferably 0.5 to 6 nol, p nol e of Conpound

(1f). WThe reacyiman gff Conpound (1f) wit , rrp und (8') can be

(D

carried oubAi Yor esence of][ sui t-able base RS Ly Al WA eR/arl ety 25 of
known inorgaric and organic bgses are usable. 1 norganfc bases include, for
exanple, alkali, netals (e.g.,, sodium potassium etc(lzS al kali et al

hydr ogencar bortét es (e.qg., Ii t® um hydr ogencar bonat e odi um
hydr ogencar bonat e, potassium hydrogencarbonate, etc.), alkali metal
hydr oxi des (e.g. I i th| um 30 hydr.oxi de, sodi um hydr oxi de, potassium

hydr oXiidde, Wh@eamnmydROHndeW ete .gs, defkadd imeFalmans bQnNat asa(®. 4 a |ithium
car bonat e,h . ¢ % bonat e, potassi um carbonate, cesium carbonate, etc.),
al kal i wer a koxi des (e.g., sodium nethoxi de, sodi um et hoxi de,

etc.), aI kaI i metal Comirdutds ({(P.1s prafusedivymrendeise capbanai i hydri de,
etc.), and,the I|k33)0rgan| ¢ -31- bases include, for exanple,

trlalkylarﬁ: trinmethylam ne, triethylam ne,

N- et hyl di i sopr opyl anite re@teion d¥y idoflbBend Ctlﬁ)n%ltﬁecorﬂid%ﬁ' dsneys i m dazol e,

pi col i Iamn ri dine, dinmethylaniline, N-methylnorpholine,
1, 5-di zab‘f‘%‘%# pexfy Az aSS‘éﬁ’éat(Ji%ﬁPlvin% dhawids oyEner?. Of Xnewkane

( DABCO) , 1s<§l:véi|it%2 abhcy&sllea ésoiém;gi%- nepead RBY) infiGit WHEN - %Héﬁo*?lases

are liquid, they can also be used as solvents. Such bases can be used
singly or F¥PmRJRs Akt peeh solvents include dimpighwdfeumembde base(s) is usual |y

0.5 to 10 dﬂ?&eth%ﬂguigoﬁtfé e%@?&é‘nﬂﬁlteo QngDr%tg‘,l%}e aggg'!:n.é) Jgagpound (1f).

The proportion of Conpound (1 t'o Conmpoun ustalM y at least 1 nol,
and pr ef er%FtilVSﬁnél%u@G@tQI‘cﬁrab@@hYB efdiyloketbme | andepj:h@erkermheof the former

The r%ctlﬂ.\;eelrggergéﬂé&é StB?ﬁeﬂtl xy’i% eanfjetra m eactd I%grc?)g usual |y be

performed wth cool rng, at” room ufe;-orwet hh s
suitabl e temqoerthernhmmcrae:aom mumntabometmmtemnmzalur:mb@bpéndlo 30

hour s. a artlng materials in the
above reacrfl on are ea%%f& g\%é’fg‘; b?rerhdl?%gﬁ% %@?f%ﬁa'n SiAmong the oxazol e

conpounds treemahseﬂbetdrély BabrEhe, (diprop0sethdr V\/ﬁbéﬂq)vﬁlle?th@rdl val ent group
r epr esent g i—}lp@le 1- wherein Yl is_ - 0) and Al is a C2-6 al kenyl ene

group (her st d4olEmes ansh RAeERey "Selvgntee pEducesatale. for
exanpbe, hRALRNO0EEEEatNOWRd BtimeAItaR SENRITR ! mPRAGLd ORnaChEEE 4000 21 |

Such solvents may contain water.

The proportion of Compound (3) to Compound (2) is
usually 0.5 to 5 mol, and preferably 0.5 to 3 mol, per mol of
Compound (2).

30 The reaction of Compound (2) with Compound (3) is

usually performed by continuing stirring at -20 to 200°C, and




/1-1:11 R-CGCH3 HCR2--C-CH=CH Al dm /2-R 25(9)(10)(1h) wherein R and R2
are as defined in Fornmula (1), and Aid is a C2-4 al kenyl ene group, a Cl-4
al kyl ene group, or a direct bond. Each of the C2-4 al kenyl
group and Cl1-4 al kyl ene group may be strai ght- or branched-chai n.

-CH=CH Ai d- corresponds to the C2-6 30 alkenyl ene group represented by Ai
in Formula (1). Conpound Ih% i s produced by reacting Conpound (9) with
-32- ConpolFEGLeIayLly Be & &8ctPOF i Sousthimipuges f oo dd honra, kavsln sol vent
that does npebradysisel kAkhertutde reaction. Such sol vents include, for
exanpl e, water; nethanol, ethanol, isopropanol, n- 5 butanol,
trifluoroethanol, etRprBpEng|(pdorsednt ¢t Issarblnpheitesbaleid sn asstione,

met hyl et hyl,KeLg ,krﬁﬂg] t 1S, t rahydrof uran, di oxane,
di et hyl et hera, dp?ret oxyg%ﬂgﬁ%, d?&ﬁ??r‘e%alg%d %?%‘gnrlpaest%esr n%?@ents; met hyl
acet at €5 ethypoardt atesd angrodirsriocaspeoceasd femt suclacetconipbtund eis 10

N, N- di et hyl i de,  di hyl, sul f oxi N- hyl pyrrol i done, and ot her
aprotic po gtrsgégé?%/ﬁeﬂ‘feéﬁe‘lﬁgfﬁﬁe agﬁFS??%&emgfﬁ% ene chloride, and other
hal ogenat ed hydrocar haong dfheeoikazoé hmpeugadi feri@¥RBES by iPHeRuSS! (8Nt S

t hereof; e The rﬁacti on can be performed in the presence of 15 base(s).

C.
A wi de var igcg?ﬁed‘n Fndf artFad Bt od%ram §ebﬁ%@1t§tdebﬂsa‘-ﬁllo"é&.l-l nor gani ¢

bases incl ydgrefry'exanpt g0 ahia?] - Neleabsnifrd: rek%wé&% 30Ul oung

pot assj um et c,.,i, al kal i metal hydrogencarbonates (e.g., |ithium

hydr oghcaf bBhat e C2Bobe pHIgedg caﬁ%?oﬁ&ﬁ@?l%)otf@%mmmrab@emcm bonat e,
etc.), alkabhcebd®iRlenBydroxides (e.g., |ithium hydroxide, sodium

hydr oxi de, potassi um hydroxi de, cesium hydroxi de, etc.), alkali netal

car bonat esRé=tign Schleinkl2i um car bonat e, sodi um carbonat e, potassi um carbonate,
cesium carbonate, etc.), alkali netal |ower al koxides (e.g., sodium

met hoxi de, soIaEi um et hoxi de, | asii um tert-butox) de, 25 di unl1
tert-but oxipde; et.c.), .al kalli hydridgs ( [, .S qii_En i de,

pot assi um tl}ydpi 3%[ %téﬁll) ,ﬁan M he Iike. Organﬁzégcba _e“g I nckude, for exanpl e,
trial kyl am nea%(e. g., geri rre} hyl am ne, triethyl am g,

N- et hyl di i soprepyl am ne, et c.5)), pyridine, quinoline, ﬁi&ﬁ)eri di ne, im dazol e,
“picoline, dinethylam nopygi di pe; 30 di net hyl aniline, N-nethyl norpholine,

1, 5- di azab‘i_%é%er ST X 3 ]gg])'néns?-‘ré‘ﬂe“ (BERN)2S feflned ZahiFeyErdd 2 B)-2] oct ane
(DABCO), di azabi cyclinipodn] Un&pcrs/ p288utdBWy rehétiddhermpechabasesas e

i qui Sﬂﬁthe can al so be used as solvents. Such bases can be used singly or
in conti natSHHFIVEs FRELERBUM TOPTREs 1t )thes casheay Wwrous, twltho Gewbounthd - 33-
preferabl y($) i @ @elBlivdlerTQht 8fe GORRURA{ B i imindh

proportion of Conpound (9) to Conpound (10) ?s us?ugfnﬁoact)r Ijéngg;S gror%)l', and
preferably about 1 tiFefissabls ewamndest pe Feaative @erivagivet ofieCdmppued .
SThe reaction {RAPAEALM & Had1R8E | A d &y &PPdéJ‘,earc‘EEﬁéé%oc{‘ and'd gs.ua' ly be
performed with cooling, at roomferrperatu?e, or ‘'wth heatl ng. PEris

sui t abl e t¥Ftperfiedneshers eadd. orPafegabbaperapiee ofngactiom room
tenperat ur g, .t; 1.6yt t .hours, and preferably for 1 to 30
hour s. 10%@1&3&3@%8)iﬁéle@a?cgﬂs ajf r|C'1Lr(1i§gma celrdlséi'Ileaﬁst he above reaction is
an easi |y &\aikydphesinomic eorideunpherfdmhospito{itOhctiged as a starting

gg;g: gln Iséc}'f. P&%gly?bgggpﬂgr%% Ia%@d? a&ibbe%zg(ﬁg ggpehdorq_% Ea.ga?dp rp%%%%%o%ﬁbg Vg(]:ildn

halides, and other substituted phosphoric acids,
dialkylphosphorous acid, sulfurous acid, thiosulfuric acid,

25 sulfuric acid, methanesulfonic acid, and other sulfonic acids,
acetic acid, propionic acid, butyric acid, isobutyric acid,
pivalic acid, pentanoic acid, isopentanocic acid, Zéethylbutyric
acid, ftrichloroacetic acid, and other aliphatic carboxylic acids,
and mixed acid anhydrides with acids such as benzoic acid or

30 other aromatic acids; symmetrical acid anhydrides; activated

amides with imidazole, 4-substituted imidazole, dimethylpyrazole,



Anong the oxazol e conpounds represented by Formula 15(1), those in which W
is a divalent group represented by -Y1-Al - wherein Al is a Cl1_6 al kyl ene
group (hereinafter referred to as "Conpound (1j)") can be produced from
conpounds in which Al is a C2-6 al kenyl ene group (hereinafter referred to
as "Conpound (1li)"), by the process showh81tn Reaction Schene 8.

React i onSc enl e8 ---0--- R1 Hydr ogenol ysi sni
11f | % le_or -F%Wamlﬁ 2BAEt ?1 YhietiEah Rethermymthaleeaterdef i ned

in For rruladﬁ@athﬂm@n@ﬁetd@fll B8 EeAPMEy1ALSLASS, %Q ee]@e 5 group,  and
Alf is a C_6 al kyl ene group. Y %o Oﬁ%}di( S produced by

subj ect i ng TBSFPBHREYL | £t 20 4hin Hgembepgl sester, trlchlordﬁimnﬁféaeﬂm i's
per f or med @hachErSaidh e n f action. shown in
Reacti on S::ﬂt%glrrSCS for thei;lh%?%ger?%g%%ﬁé%&%sr%%un%fb‘%l e@ef:oa g}vﬁqﬁgm
Conpound ( BEtersheestens witheN Mmeéagmmmmneacmmﬂrsﬁﬁm A({iians

Elsd?ogenol gjr‘iﬁﬂ ﬁqrf};dﬁg’%g%l Onerat er@?ijr'f) H@Eose ﬁg I'?Y:d%?”e‘&bove

reaction. Rﬁabanautﬁz-tmie ﬁnﬂ%ﬂ%r w-ﬁyﬁ-&y ISApWhEas X eltdl) (Scnwher ei n R2
and Ware as dtlncgln Eo (1), an is as defined above. 5The
hal ogenat i oﬁaf; alti 6 oF (’:Efﬁf)o(ﬁﬁﬂj b@li?l?%teﬁeﬁﬁo?ﬁﬁﬂrqu &csardd éostheent

in the presgpeecodfcangrainagenptigig.agent. Usabl e hal ogenating agents
i ncl Udﬁ% for exanple, Br2, Cl12, and ot her hal ogen nol ecul es; i odine
chl ori sul furyl cHPeRiWing: Gewpeunst ddiddén thrl forheet coppme echpounds;

N- br onoSUC gk MeEreckD ii €hb Oétﬁb%cfa‘:éaéfﬂ[cﬂ? &%nﬁfg_r& onet‘%; haal g éuce%:fg:_ (Tef'ﬁz o

etc. Usabl e solvents include, for exanple ne, dike
chl or of or nEhe aFPRFE B fac herpresenan dobtdnadehalng crgened shy dmowaddons:

aceti ¢ aCl Gar-pE0pI O orAEhdsng WAt Dndal ik BRLIS, 3 BOD S ST de: etc

The amount of hal ogenating a usua Br ef erably
1 to 5 nol ingbpding, (fDrCewmilmj (\1111) diﬁwllohaxylmhoﬁlmm@éi w-corrpl ete at

000 t he { L.d QN I of .the.so referably about O
to abglust 1 %i(])ﬂ out an ﬁ% %t %{156 S TeTo 1) (U %U cyﬁﬂﬂﬂ%‘@o%o ihds (5)
for use asdsemylmrgnmyelom:sjl )2@rbdisieniide ; Wi 8 h- B2 thg18afysHiag@Re at om

(hereinaft !l & erred to.as nd _(5a)" are roduced by the process
shown in actlti)ln %Eﬁgﬁglfi%rbo%ﬂg%&e N23h AR &

dimethylaminopropyl)carbodiimide and hydrochlorides thereof;
N,N’-carbonylbis(2-methylimidazole): pentamethylenecketene-N-

20 cyclohexylimine; diphenylketene-N-cyclohexylimine;
ethoxyacetylene, l-alkoxy-l-chloroethylene; trialkyl phosphite;
ethyl polyphosphate; isopropyl polyphosphate; phosphorus
oxychloride (phosphoryl chloride); phosphorus trichloride:
phosphoryl diphenyl azide; thionyl chloride; oxalyl chloride;

25 ethyl chloroformate, isopropyl chloroformate, and other lower
alkyl haloformates; triphenylphosphine; 2-ethyl-7-
hydroxybenzisooxazolium salt; 2-ethyl-5-(m-
sulfophenyl)isooxazolium hydroxide inner salts:
hexafluorophosphoric acid benzotriazol-1-yl-oxy-

30 tris(dimethylamino)phosphonium; 1-(p-chlorobenzenesulfonyloxy)-6-
chloro-1lH-benzotriazol; so-called Vilsmeier reagents prepared by
reacting N,N-dimethylformamide with thionyl chloride, phosgene,
trichloromethyl chloroformate, phosphorus oxychloride, etc.: and
the like. It is more preferable to perform the reaction in the

35 presence of such condensing agent(s) and active esterifying



Reaction Schenme 10 1i0 X21-A-C CH2- X3H2N-CG-R1 (12)(13) x2_AIN>R1 (1
(5a)0(16) wherein 122 and Al are as defined in Formula (1), X2 and X3 are
each independently a hal ogen atom or a group that undergoes the sane
substitution reaction as that of a hal ogen atom as nentioned 5 above, and M

Is an al kali netal. Exanpl es-b¥-t he aI kal i rret aI represented by
M i ncl ude sodi uz] pot assi um _etc. npound I s produced by
reacting COASEEAT) (1952 @t N~ @SWCPEQWIQQ)T%I‘-Y@% h@fll@ﬁﬁ)odnd (12)

wi t h Conpo £3) 1 Spatsiali ¥z Qe fgr wRd 1f& known sol vent that does not
adversely affect the reaction. Such solvents include, for exanple, water;

met hanol , et hanol, i $&pfepaNs exampleamd reactiveicleasvhiiots ol Gyienmad
gl ycol , ang st Eﬁ&l%&%lf%ohg%t%&ngce59n&mﬂﬁghm Fal hgaﬁlégegr% Geednd

ot her ketone solvents; tetra ran, di oxane
di met hokyetianeacting yasmpoand tﬁ) eritht herbcsggllvenmpoumﬁ hylchaget at e, et hyl

acet at e, sol vent s etonitri net _hyl f or mam de,

di met hyl s%ﬁfigflg %se %{&ecron{aﬁyl%gﬁrolsllgg%ege%ﬁ&t&’ﬁ%rp g%orfeé‘tc tiggvent s:
net hyl ene Eﬁmpbhmdiltﬁa) witthybeng cohpoites argh gsher hal ogenat ed hydr ocar bon
sol vents; % t her or.ganic solvents; etc The proportion of
Corpound ( P25 (F5e% ﬁ&ygl%‘)'eqag'lf}?uam?l}f’(étrmé’é%ﬂ%llﬁﬁ-l)aca'ﬁ%mkﬁeeferabl y

about 1 tObibpﬂflﬁéﬁﬁﬁlsQﬁyl)é%%a Ehe. laﬁéf%ﬁat@@ésrﬁ¥odﬁﬁeﬁhﬁy The
reaction of Conpound (12) wth nmpound I s perforned by cont| n%u ng

stirrihy usaEPPYRd (3 Wé#be%ﬂfmh@rﬂan@élq l@mlﬁgomhcaq@@eat ete. 1 end00& and
preferablyjtgemroomtenperature to 150C, usually for 30 mnutes to 60
hours, 5 and preferably 1 to 30 hours. Compound (16) is
produced by reacti ngT@rgsagidon 1 wiveld l1€oogpouird Eh1) in Théknogac soorenf

Corpound (18 bl SOPUMRELCHD cepelotal Yehet gl Ted 0 Bofaays ool ven

t hat does not adversely e reacftion. ficl ude, for
exanpl e, watelude, for example, water; methanol, ethanol, isopropanol, n-

15 Dbutanol, trifluorcethanol, ethylene glycol, and other alcohol
solvents; acetone, methyl ethyl ketone, and other ketone
solvents; tetrahydrofuran, dioxane, diethyl ether, diisopropyl
ether, diglyme, and other ether solvents; methyl acetate, ethyl
acetate, and other ester solvents; acetonitrile, N,N-

20 dimethylformamide, dimethyl sulfoxide, and other apfotic polar
solvents; n-pentane, n-hexane, n-heptane, cyclohexane, and other
hydrocarbon solvents: methylene chloride, ethylene chloride, and
other halogenated hydrocarbon solvents; other organic solvents;
and mixed solvents thereof.

25 The reaction may be performed in the presence of
base(s). A wide variety of known inorganic and organic bases are
usable. Inorganic bases include, for example, alkali metals (e.g.,
sodium, potassium, etc.), alkali metal hydrogencarbonates (e.qg.,

. lithium hydrogencarbonate, sodium hydrogencarbonate, potassium

30 hydrogencarbonate etc.), alkali metal hydroxides (e.g., lithium
hydroxide, sodium hydroxide, potassium hydroxide, cesium
hydroxide, etc.), alkali metal carbonates (e.g., lithium
carbonate, sodium carbonate, potassium carbonate, cesium
carbonate, etc.), alkali metal lower alkoxides {e.g., sodium

35 methoxide, sodium ethoxide, etc.), and alkali metal hydrides



met hanol , et hanol, isopropanol, n-butanol, trifluoroethanol, ethylene
glycol, and ot her al cohol solvents; acetone, nethyl ethyl ketone, and ot her
ket one sol vents; tetrahydrofuran, dioxane, diethyl ether, diglynme, and

ot her ether solvents; nmethyl acetate, 15 ethyl acetate, and other ester

sol vents; acetonitrile, N N dinethylfoffani de, dinethyl sulfoxide, and

ot her aprotic polar.solvents:; neth%Iene g?loride, et hyl ene ch| ori de, and

ot her hal o§efat eGOHVHP J&¥ rsBPYRRT NI SYREL IS g8HF o soPYERtLS BASESur es

thereof ; efr@1udeyhesr petdngi1d, NG ri Aeky Raineen [ef g Compound HylBnine h Conpound
(14), alkali, netal i|odides such as potassiumiodide, sodiumiodide, etc.

can be adcfé"&e%‘ﬂ@‘a{:‘??oﬁ'ﬁ@&#@ﬂé@%ﬁ’%"ﬁﬂ%@ereﬁE‘FiBnF:W@{déﬁ?ras required.
The propordiien19he Copnaumndiiht) iﬁ@d&%mu?ﬁceiﬁejs 25 usually at least 1
mol , and preferably about 1 to about 5 nmol of the latter, per nol of the
forner> dimethylamingRytishper atifetsflartid ineacimethifl ghae( 15)5wi t h
Compound  (4k4);2b$cPeio t4 M8 1B onadetde dgact hop_can usual |y be perfornmed
with cooling, at roomtenpérature, or wth heating. It 30 is suitable to
per f or m t féazehécvehe i 2 Al enparat (PABGQInge , Brohaz@dvimadmiér. 4t 0f endex-100C,

for 1to ur, d fe Y. r . | n.the
reaction ??e%%négﬁﬁg'(lg;'vmt é%%%bgég%%l §ér¥ﬁ§Q%%’iEF8¥ %%&1ﬁﬁfohggd in

pl ace of Ceeposads¢intand the 35 reacti on may be perforned in the presence
of basg(s). A wde ,37-,variet f known_inorgani ¢_and organi c bases are
usabl %@ Exanpl es of Sluﬁa‘glr lg)aa%?% cb%{{ls S Pﬁ%&ﬂ%ﬁen‘%ﬁé’lri lHeF%ﬁ“@”?%ﬁ’H' lithium
ﬁogi um pot gssi um €&he. MOvmtkdedﬂ kmsteaﬁ) hyslnogeyidar bpmatgﬂh(ﬁ gncg_.e,s,| iah}gi um

ydr ogencar banat e, sodi ym hydr ogencar bonat e, _pot assi u ydr ogencar bonat e,
etc.), al PEFESHEPLY ‘ﬁ&d%&i@d@@?%%f Fr MLRi g ﬁ%?f&ﬁ%ﬂd;]e(,4)sodi um hydr oxi de,
pot assi um hydr oxi deTheepiepdRidbroxrdeomsdend . (8! kal tomBbahd cagbanat es
(e.g., lithiumcarbagnate, sodium carbonate, potassium carbonate, cesium

car bonat e *S8FELPT FFIEG lmdfalStYolet 3 KERPHeds (Y Prefedrby 18P Hoxi de,
sodi ums et RoXkHBut POURSISIHMcher o0 demo$ 08k Umd erddutoxi de, etc.),

al kal'i netal hydrides (e.g., sodium hydride, potassium hydride, etc.), and
the like. Organic bd5esreaetinfe temperekarplis noti dikjteth gl (taeg. ,
Lrimethyl aghneioh Lal AT fene ool ikl 528 ORYIAIIC acelbod, PYIT dine,
qui nol i ne, piperidine, 15 1M daZole, picoline, dinmethylam nopyridine,

di met hyl afiehpasatipre netrthyiiivbr peating, It Siglisaddebdpcto] Besf@mahes- ene
(DBN), 1,4- diazabicycl o2, 2.2]octane (DABCO o

Bt azabrRg ot o o HREEaCERE S0 Lahotoon temperature to MO, oy
of bad@(s)oirs30suatubes0td 86 HOumnl anangrafepalelerfa B00mbntioes trol5 per
nol of Co ougd (14). Compound (5a) is produced by reacting
Conpound EEBT W th Conmpound (17). The reaction of Conpound (16) with
Conpound (17) is usaal tiye pssdvar redcthor, knawousal (ent féhatis«d@gs anot
adversely 25 affect the reaction. Suych solvents include, for exanple,

Mt or . eSEARbIRS GRARETGRL LSoPH GiRma, 2RabLRANIKICH COUBPGRE hano!

et hyl ene gbigelnd afB} @hbefpatsahdowal veRbSun@set Angrod®itidn @irbyksket one,
and ot her ketone solvents; tetrahydrofuran, dioxane, diethyl ether,

di gl v, &RE GPRRGuUt Her 48| JesrirtbarehryrineEiel dReagtépnybchana 08, and
th t | vent g; ity et ' i | sul f
other ester sol vent gyoA6etiidyai-bee ébr!ﬁboﬂidgerlaﬁkégé% qureE%'g{ﬂE%?g esu

oxi de, and other aprotiC polar solvents; nethylene c
chl oride, (dhd rdre imawbdehal etk oy diivedehbnasolvempsesenhed lor ganird -

sol vents; _m .hereopf,, et . 35T roport | ound.(16) to

Conpound Y%%?é#égﬁ;gg- ggd?||f&§ti|é%gfpfgﬁbF?kgﬁﬁg%#é%gghﬁﬁgl%%d%‘31 to

about 5 n6l-s o 1 kdreydaabbay ] gesuprolhegkinabtéormgierrédetbeapet@impoandf t he

[oaTIOn SR Gl T8hodddl, RBRORENIIY) Byt ok LS B A
Reaction Scheme 3.




5 performed with cooling, at roomtenperature, or with heating. It is
suitable to performthe reaction at about roomtenperature for 1 to 30
hours. ReaddwaSchenel | X4-Alaj--NCRL (18) cooRn ro 9,111, R--0-CGCH)-R
(20) (19) Or-O R8-04-CH2 - Ala-L CR1 (7) wherein R is as defined
in Formula (1); R8 and Ala are as definedl10 above; X4 is a hal ogen atom or
a group that undergoes the sanme substitution reaction as that of a hal ogen
at om as neleacenehenisdve; and R12 is a Cl_6 al kyl group.

Compound (20) is produced by reactlngOCanound (18) with Conmpound (19).
15The reaction of Conpound (18) Wi %bggpund (19) is usually perforned in

a known solvenﬂ)that doe ve ffect th i on oIvents
i ncl ude, f Mﬁi@}§k_ EhanQKﬁ)ethaggl,wL§Lp$_pa @I“ n;b“ﬁanol
trifluoroethano éthyleneNegcoI and ot her al cohol soIventsN acet one,

met hyl et hyl keton&, and ot her 20 ketone sol vents; tetrahydrofuran,
di oxane, di et hyl %e di met hoxyet hane, diglyne, and ofiher ether sol vents;
met hyl acetate, ethyl acgtate and ot her ester solvents ,aceto itrile, N N

di met hyl f oihrudige R danebthy bre ud$ ode deredNineFdrpler r thneanda ather
t hyl | d d
orher  hal ciamegepohlenthy BT oakrE ot B8an A58 Gt ST s

ot her hal ogena rocar | v ér organlc sol v
t her eof ; eImoup. ~The reaction of Cbnpound (18) with Cbnpound (19)

can usgally be perfqg ehe Rresence of. su Ie se de 5
vari ety of known |norgan| ﬁbﬁlc 85%%%aa §§b g éﬂ%?dﬁh ®bases
i ncl ude, ﬂatee&&nﬁyearbdﬂym|grmapadsfimeq1as i thbstitsadi wh apoi@ssi um
etc.), al ormu a ?5 The Ci.¢ alkyl group represented by R’ may be the
same as the Ci¢ alkyl group as defined above.
Examples of the C;_5 alkylene group represented by al?

10 include ethylene, trimethylene, 2-methyltrimethylene, 2,2~

dimethyltrimethylene, l-methyltrimethylene, methylmethylene,

ethylmethylene, tetramethylene, pentamethylene, and other Cj_s

straight- or branched-chain alkylene groups.

Compound (1b) is produced by reacting Compound (6)

15 with Compound (7).

The reaction is usually performed in a known solvent
that does not adversely affect the reaction. Such solvents
include, for example, water; methanol, ethanol, isopropanol, n-
butanol, trifluorcethanol, ethylene glycol, and other alcohol

20 solvents; acetone, methyl ethyl ketone, and other ketone
solvents; tetrahydrofuran, dioxane, diethyl ether,
dimethoxyethane, diglyme, and other ether solvents; methyl
acetate, ethyl acetate, and other ester solvents; acetonitrile,
N,N-dimethylformamide, dimethyl sulfoxide, N-methylpyrrolidone,

25 and other aprotic polar solvents; methylene chloride, ethylene
chloride, and other halogenated hydrocarbon solvents; other
organic solvents; and mixed solvents thereof.

The reaction can usually be performed in the presence
of suitable base(s). A wide variety of known inorganic and

30 organic bases are usable. Inorganic bases include, for example,




hydr ogencar bonates (e.g., |ithium hydrogencarbonate, sodium

hydr ogencar bonat e, potassi um hydrogencar bonate, etc.), alkali 10 netal

hydr oxi des (e.g., |ithium hydroxide, sodium hydroxide, potassium hydroxide,
cesi um hydroxi de, etc.), alkali netal carbonates (e.g., |ithium carbonate,
sodi um car bonat e, potassium carbonate, “&si um carbonate, etc.), alkali

met al | ower oxi d di um net hoxi de, sodi um et ho de, potassium
tert-but oﬁl(lfg f?tgg%h‘%mgt erltl%gh%xisa 1umyy ROYEASSE{RA ISEC b & H{ﬁildl"f% (e.qg.,
sodi um hydiydeegereataasites .4l | deichete . DydragshdabiBoltddes. sddigani ¢ bases
include, for exanple, trialk m nes met hyl am ne, triethyl am ne,

N-et hyl di YO P IR ERT e S & a)ssnﬂ‘i/fhi}’ﬁé%{?f‘%ﬁ{}?%fc?néatcp? pélFathdetahi dazol e,

pi col i ne, rdipetinekand RQpyTihioR, h}%QoQidiE%t Bbfdiﬁﬂi hidexibe MRyt smephol i ne,
1, 5-di azabi cycl o] 4. 3. 01non5- ene (DBN), 4-di azabi cycl o[ 2. 2] oct ane

(DABCO?, hygrowide, ABREyR B OALE uRdEC-7 aé]ﬁ%ll( Petyl careonagenisgeh bases
are |iqui d;ithhGY Babords? DRiiHEehRSnSQ, Vet Ssi MU BESES, Céésl% used

singly or in conbination. 25The anount of base(s) iIs usually .5 to 10 nol,
and pr ef ercapbonates ¢ -6, nplkalperetdl l@ﬁé!(:@hb@tmlésm% ., sodium methox¥d

proport i orgoaim%%nemé (1;59 ‘g?g&%ﬁ%&ﬁé dﬁﬁﬁ"gek@rhg%ggf égf%ielﬁn

usual ly at least 1 nol out to about
| atter, péilerhmen@bxwee {Em mar al}@@ﬁhmtﬁéab?dmnietse@@r at mct;mnshdeudéj mted,

and t T@ t u%%%éé&%mcﬁdﬁ]iéga'é% e aQ‘x%r Lge Ir:rl?i%%r ebf%an %n&s clu

t enpera I'S Su orm t ac*?lon in a
t enper at umamzalmgetfiamwlmmetsem@r at twmethyﬂdﬂﬂﬁe, ftmie&@ﬂrmﬁmé,eﬂﬂ to 60

hour s, and rabI to 30@ yr s %Corrpound .7r? i S, guced by
subj ect i n§ d‘ﬁﬂ%r ?Imtnée’ etqgr g Pyridine, g CAPEFRRIY-0 11) R

HCAd imid2bleldicshensi ﬂlﬁathy&aﬁﬁndi?i‘i@ﬁﬁ,lﬂin@thMrﬁlﬁ.ﬁé, mand X2 and
Aid are as defined above. (10) roduced by subjecting Conpound

(21) 10 t BeHWYITRFHERSIBR/ rJe'é_’cgf}?%?‘Fbl? %lor[élaétqoé’ﬁnc%r?nﬁe & ri btout by the

process skoupadilyRes ©F. 2R IELAIPILABES) ,Jily @riReRSI RAL € .4 . 0 uiicRL OCERS
simlar thereto, and is perfornmed in the presence of a known sol vent that
does not 4BFers&Ey- afhei Suehdaseaciiconi Tt hthey ventalsenke sed 4or exanpl e,

wat er; meLhanglis. i@l Aases can be used singly or in combination.

The amount of base(s} is usually 0.5 te 10 mol, and
preferably 0.5 to & mol, per mol of Compound (6).

20 The proportion of Compound (6) to Compound (7) is usually
at least 1 mol, and preferably about 1 to about 5 mol of the former,
per mcl of the latter.

The reaction temperature is not limited, and the reaction
can usually be performed with cooling, at room temperature, or with

25  heating. It is suitable to perform the reaction in a temperature
range from room temperature to 150°C, for 30 minutes to 60 hours, and
preferably 1 to 30 minutes.

Compound (6) used as a starting material in the above
reaction is an easily available known compound. Compound {7)

30 encompasses novel compounds. A production process for Compound (7) is
described hereinafter (Reaction Scheme 11).

Among the oxazole compounds represented by Formula (1),
those in which W is a divalent group represented by -Y'-A'- wherein Al
is a C;¢ alkylene group (hereinafter referred to as

35




15 i sopropanol, n-butanol, trifluoroethanol, ethylene glycol, and other

al cohol solvents; acetone, nethyl ethyl ketone, and ot her ketone sol vents;
t etrahydrof uran, di oxane, diethyl ether, diglyme, and other ether solvents;
nmet hyl acetate, ethyl acetate, and other ester solvents; acetonitrile,

N, N- di et hyl f or mami de, 20 di met hyl sul £2%i de, and other aprotic polar

sol vents; [ethyl ene ride, ethylene_chloride, and ot her hal ogenated
hydr ocar bor é?QL? heé¥% P&&H%E@@ of e FPkTEFRIHE SOFPOEPES

The reactinn Wiscuspaliy ey f0nRe isd gg&o%i dbging @oenrtkekyesahods di met hyl
sul f oxide, hexanethyl enetetram ne, 25 triethyl am ne-N-oxi de, etc.
| f necessdBPUR(Fe (BRERIHH AN THECHERE GFIreF i ROIREUPH eEENCE roPYstihtabl e

base(s). AMdasvanbehyiRirddrowani BeR&aNiL and organi c bases are usable.
| norgani ¢ bases include, for exanple, alkali metals (e.g., sodium

pot assi um R&leien Schahmkal i 30 netal hydrogencarbonates (e.g., lithium

hydr ogencar bonat e, sodiun1ﬁydrogencarbonate, pot assi um hydr ogencar bonat e

etc.), alkali -41- neta drgxides (e.g., lithi I(Exgrpxide, sodi um
hydr oxi de, potaﬁquhLmydﬂox‘ R cesturhydrodidgelet ¢ R alkali meta

carbonates (e.g., l'i t hi um Barbonate, sodi um carbonatle, pot assi um car bonat e,
cesi um car bonat e, etc.i )alkali nmetal | ower al kaxides 5 (e.g., sodium
met hoxPde, sodiun1eth6 ?de, etc.), alkali netal drides (e.g., sodium

e, R MG )y L SR e e o

exanpl e, s .g.0tr , y , N

N- et hyl di isS0griepy! arbme hatieg) C, py4llkthnearsohpd! §Acup @)nekindi A¥, iismhdazol e,

plCOllne,é%O déFe%hXIanlnopyrldlne, di met hyl ani I 1 ne, N nethyl norphol i ne,

1,5- di azaBicFclEt A 3. - 5- ene (DEN), 1, 4-di azabi cycl o[ 2. 2. 2] oct ane

(DABCO), 1, 8-di azabiceypbah8. ¢1 9] Lﬁm%@o&u@é\@ kPRI ettt endhesnsaialn bagses are
Y

liquid, they can also be used as solvents. Such bases can be used singly or
in coﬁginéFiBHQIT%Yﬁksﬁﬁ%ﬁﬁpoﬁylﬁi%Qﬁzing agent is usually 0.5 to 10 nol,

and preferably 0.5 t@e6,8Rbti RN ITRIsull 1 FOPPONGhLIh & kn 1venthe
anount of base(s) is usually 0.5 to 10 nol, and prefergblyo%ﬂéxigeg nol ,

per nol ofth@snfeandngp@dversely affect thghgpagbiewr nSnght heledidise reacti on,
al kal i met;gl s §Uche g0 Qkasshtdt] illdianog 0Lt dRoc8hfandR e added
as reaction accelerators to the reaction sysfem as FEQUIPE :

The react ivtanedperatUiupriosthanol i mtladengndlybel r enst icthecaaloshal |y be
perfo d w ol J t e at or _wt eating. It is

ol tabro C5 SerFar ey haghY! SRSt it A HE e m room

t enper at uselvent20 G d¢torahldrnifavdes dim:@hehodisthyl ether, The starting
material cp nds used in.the above reactiopn schemes may be _sujtable
salts, an lEEEHSﬁY%@F?V% g%ﬁggﬂ%ﬁ§ﬂ5bf§$ﬁ6d939€¥H%ggﬁ%Gé'rQﬁEﬁ¥ ns may be
in the forreehtd) sthilakletaséf sand other ester Bashraftst;hacebpectives,
conpounds obtalneng@?ording to .t he above_ reaction schenes can_  be isol ated
and puri f Pel FHERTRAE FTRELASn OGN 571 TPotdexdipiethydBgrrabidane,
react20n BFnyt HtRer SARAIEC BE1AREsSTHIR S eAethPled QG- HEOMERe drRACt | ON
m xture 35 by an isolation procedure such as tiltration, concentration,
-42-  ext FRLPF AL arfiIbrteRehalgtnRtiesh hydseeath@s sodventEencBeys f yi ng t he

crude reagbhani Pr QUEIntdY SRk WAL SIYTRELAGEaPRYredeCr YSt al | i zati on and/ or

other conventional purification procedures. 5Suitable salts of Conpound (1)
are phar maceut i cal | yheakrénlasiic—darasboxiclatdiong off Gemexenpl €clmésal salts
such as a [ S 2 ~50d] ot igggaﬁlt, tc,

al kal i ne g%?%%lﬁgééﬁfiéﬁ%%u%gég.?O%%gigﬁﬁggg%??ghag§%5|un1s§?tF%e 8;?,

et c. ,2amuei adisdlts,a suspknsiet abr cadlbonat est (@mpountlo (Ley hirma car bonat e,
pot assi um_ca at e.;.sodi um car,bonat e,.. cesi um carbanate, _etc. | kal i

ot ai - hydP oS ERELS LOTES B O e RS RS RO REeered Ay e

hydr ogencapbamaice capelyasst Wi yiHegensas-hanah®oxetetlon al kal i net al
hydr oxi des (e.g., ithignlq%grOé%ﬂg, sogiun1€¥d oxi de, potassium hydroxi de,
cesi um 15 hydr oxi d&7*@@PcTy , “altP Wt fref “s&f t " u_%uﬁﬁigﬁPgrB%S%E%C acid,

tri (1 ower habkyt adeitgs o Bthet rérRiMY agiag, ﬁ*@ﬁdmbﬂbngcid, bromic

Net hyl di i sopropyl am ne, etc.), pyridine, quinoline, piperidine, imdazole,
pi col ithe, 26t et BARGRLGBEGr Rot e, SHiTYEERY PaRF1 | 3RS TUPESWERPEIRTATGIGHS) | nes
(e. 9., NegBlhyhaRg RhRh BEgANE EBEGS | Kehan?0 JBNs DBY.21RABLO. s and et her
salts of organic bases; hydrochlorldés, hydr obr m des, hydroi odi des,

sul fates, nitrates, phosphates, and other salts of inorganic acids;
format es, acetates, propionates,




oxal ates, nmal onates, succinates, funmarates, maleates, |actates, nual ates,
citrates, tartrates, citrates, carbonates, picrates, 25 nethanesul fonates,
et hanesul f onat es, p-tol uenesul fonates, glutamates, and other salts of

i norgani c acids; etc. The starting material conpounds and

obj ective conpounds represented by the f&+ulae in the above reaction
schenes enconpass solvates (e.g. hydrates, ethanolates, etc.). 30

Pr ef er abl e Z$61F4PBsSPhEade hydr at es. The conpounds represent ed
by Formula (1) of thandr sasit: bBvesiaan ol OULPR, YZOURAZS dRONELS Such as
geonetrical isoners, stereoisoner, optical isomers, etc. ug éfficacy and
use 35Conp@Fedsrabpr dseéntted1dyndlor meicam¢ll)of dlompowhd y( Iagt.i ve -43- isomers
t hereof, and salts tl}ﬁée%aé Ilere%;nafter referred to as "co%gunds of the
present invention") Rave & €peli FREPTHRFEE: §F yusalgn0atRi KA CPpHe and are
hence uSef gire@sraisty wmonngeeskertisef 06 BLPBE4 THhirbhéOfon 2RMEL Der, due to

t hei r PDE4- ifigc. inhibito ion, the_conpounds of the invention can
be usef ul }%ngﬁ\éﬂiﬂ}fg}ﬂ%&ﬁeﬁ%’f‘gﬁwgﬁgr nEERRTAY S8npbuitasote L3 dwpurs.
prophyl act eadamord hefefeedble BGRNBShb@Fs vari ous di seases. Mre
specifically, diseases efficiently preventable and treatable by the PED4-
10 specific inhi bi t ofYoRZ 550 OFREPIRICOTRPIBES THTTGSADERG dvaFedmatait(d )and
chronic (i gnBa&tigWhalon kbf4 I . .ndu r Lratory
tract di seases (e.g. gfl oﬁchﬁﬁﬁéﬁ%@ﬁgoﬁﬁgﬁb&sﬁt& gc%?%hepg)ﬁ%{ﬁgry

di seas¥’ efdny; wid hydeery giavpiant (keneinathppergfageidctoi ad | Homoany, and
allergic di & i asLs | gari.s toxic and. allergic

cont act ec%gﬁg, ’eﬁré‘f)?”c”g 3%%%5%%[%?“5%% o%cgeﬁ#gggf]g{a%%,cogﬁaugg‘ﬁejﬁ I‘Iﬂ}f‘ﬁgﬂpﬁz astic,
i'nf | anmat oi§ arkheaivleggup datbsdtibebed ;omeaheopbefyinatiingnwatin grrvrbitad

di seases s I ing, r and/ cognjtion di sorders associated
with Altzhe %“e‘?’g’s ggﬁ’ggﬁggkIﬂ;%%%néfﬁ?%eré%eege i_JE%aasses 8@8%‘8?%(&&?26- W% h
ment al f unthe grradeser shbwl yin ®@egethemiSchaapr 8ssi ve psychosi s,

schi zophr epi a,. gr}r)%i ety disorder, etc.); systemc and local arthritic

di sorders %@é?“ﬁ. HeMSe” osteoarthritis, articular rheumatism etc.):

gastroi ntestinal diffuse infl argmati on (e.g. Crohn's disease and ul cerative
colitis); allergicgand/ oy ¢ Gl 25 i nmune- nedi i nfA ann@ipy y di seases
in the upper pfegpitat/Or y\t r+ @m(cavumﬁharyﬁggﬁ o] thﬁ vicinity
(sinuses, eyes) (e.g al l'8rgi® Phinitis/sinisitis, Mhrone R,
rhinitis/sinusitis, ﬁl)ergi c conjunctivitis), and the like. Among these,
t he cdipounds are pa % cul arly effective in preventﬁrﬂb and treating 30
atopi ¢ derpmdidiinS r? NBkd [ i S; I I arget _di s 0
prevention and treat rren?\gloa%\hgeéls 315%3%%2 JégP I %hﬁ)f't ol‘? I"(:L)? %sp%%?tgﬁﬁ?ﬁacti C
or ther apedifdROxg8RPUP IRt his dihev samenyiairedsy dhe cudsdiseases(1-he (1-
conmpounds the shynvent i pn Gap, be, usgd _pral, .agents,, i njectable 35
sol ut i ons,ﬁjie'xt(relr r‘I‘&r g?e%)g'r a(tqi g%’s,(gfﬁ "t EZ ﬁ kel %342,_; (1403 o2 JCh“:'For or al
agents, foarwxarphe, TepreEoipOUnd R My Permriepaned mniany thos ey s4ch as

powder,s, tablets, | es, ,capsul es s, filns, tneches, liquids, etc.
Such gr%al ﬁ;'logt;)e[fraitg1 ggérﬁﬁ;a n'?)gi Flh%hsfgnr‘?aggué¥’£c§%esptéc€’ré%t%@les %ebﬁaﬁé?i als and

S carri er ssanendrf difheremipt wotihl the gRot-akd Asmiecessagy bi nders,

di sintegrators, Iubrd' cant Sa &dtgect an,tes, buffers, preservatives, fragrances,
and the |ike. empoun CAPRE FHRISERLPY cHPIeChing JrstoNaS nay be
prepared i(Ld)heof annedDimisakibh oRsaciionoby echd Myidhyg] b RteRlingal i ne, grape
10 sugar solutions and the |ike, or aqueous suspensions. For

ext er nal ﬁt)i'ons, t he conpounds may be prepared in any forns, for
examphs, such as | i aruiedembisit1es, roht i P Uahi BESeard:aLhOBSy ty N TENLS,
emul si ons, suspensions, creans, ointnents, etc. Such external” preparations
can opti ondrplYsig ortluegeaelviis .c arr peher dvawenibomrl aleshodsd additives
as typically used i X . pLep ' ~..and exanpl es include water,
oils, surfactants, ?&gu%?{icgglg& %gngéﬁéein]&]?)egnﬁ ST"#(ilélr g %‘I”brsa?ﬂf’?\ll\?dyes and
pi gnent s) ,thatadrancest givesselmtdfifest thsirdadtiant s Suthi ekBrRarlis,

ant i oxi dant s,,,.chel at ors adj ustin 0 agents, deodorants, etc.

When used'%ﬁ?lgaﬁEEﬁb?rﬁﬁaggg%r,&%ﬁerés%ﬁ%B a&EPENe} . (15OPEPRARY Y &gent for
t he aBor emertanohedtwbflipuse thaedsestbl i esd | Y& RB0SeadN G AL cGio1d0Ses a
day of the onBound vary dependi ng on_the purpose of use, kind of conpound
used, thesﬁéﬁ? 587 \@efitne - SYaHtgnethEl cketne,  gngj edher &gorannot be
uniformy prescribed. For exanple, the inhibitor or agent can be

adm nistered in a dose of 0.1 to 1000 ng of the conpound(s) of the present
i nvention per day per adult, and nay be admi nistered in one to several
portions a day. 30Further, in light of other viewpoints, the present
invention provides a nethod for treating or preventing the aforenentioned

_______ - - . - o - Y S Y




-45- invention have inhibitory action against TNF-a production, they are
useful as active ingredients for TNF-a producti on suppressants. D seases
that benefit from such TNF-a production inhibitory action include those
efficiently preventable and 5 treatable by the aforenenti oned PDE4-specific
inhibitory action. Preparation forns, addbnistration routes and doses of
TNF-a producti on supgressant cont ai ni ng conpounds of the invention are the
same as t hGAE V6 tEhet e GHENERE b dBPRANE nildsithod apltemr ophyl actic and

t herapeut i Qij—.@fﬂ"%ﬂb% GM&EQQ%%H%I‘J&WEMJL g%her solvents ;%gltﬁg.fp ounds of

the present invention have an 1nhibitory action specific¢’ PDE4, and
are hence #sétgteasetety veetate editehoshéoresteDEodvemty ;biacersni faet 0 their
specific P _lshi bi L Vi ty., the. 15 un of the invention are
further us?fcT ﬁll bg@égé%%y ac {ié(’:( aé/nl&nettﬁg%a%%%q@ S9N PFIPYEF P HHONgi seases
i ncl udi hg @ndpotheleramtdttics po BESEIVOBEL EOREARRY WGV BEE &HNWENEEON

The presentchilnve ti oapd's gesc}réi%ed in Hvre detail 20 below with reference
to Exanpl eS™RETEF erfte BYHARp| dplpgenated hydrocaren (seiyentst yard othevanil | i c
aci d was suspantiedsdIvezd@.m of nethanol, and 1.5 g of p-toluenesul fonic
aci d nonohydrate was  added., The m xture was heated and refluxed 25

overni ght. After con‘&’fL tH¥gHF9d¥sife reaction, nethanol was distilled off

under reduced pressug kY u J i t urat ed aqueous
P e A RO T M

sodi um bi carbonate and then extracted wt

with sk ur kees(l ok acidés) tInelvdgnaieewimyeridams. separat ed and
concentrated 30 undep ipressane.  The residue was purified by silica
gel colum chr omat ograpﬁgéj%%gﬁgign%:ﬁgt yTacsta eal\-%\glo‘%ai})lct ﬁaiﬁ &r%4.5 g
of white ch§abied| i Reefierdhle 8xhyplex\of4inetdmxiybeazeat tnclbideNYRAIGDC13) 8:

7.63-7.58 & 67 d.J.=8.1 Hg), .5 63 (1H s), 3.98 (3H, s),
3.90 (3H, ‘g'%tgl-%e-' Raf (saé’éir?%“e' %‘?‘éﬁ%ﬁ“’% g/zi)czé' ; Pt; ¢h r‘i‘ﬁtﬁ%" °)

3- hydr oxy- e neet hoagbesioval ecalahitmi nete i) Belesenes Exarbbeatkavaggdi ssol ved

in 20 f et hano and . 6 of 1, 8-di azabi cycl o[ 5, 4, 0] undec- 7- ene

and 5 B o EHEITT PR aRT S S TREPE it TR SHERLG! Al ave at o

refl uxed ovased ghiclubbt erisheyla@aaksole Mg X! 4@ maREy CANGRN Eﬁié&yl‘%'ﬁé was

added to the residue_.and gftracti on with ethyl ace¥ate was performed. The
Sate

extract walSelsh@dCRIERe s at v SieaeBierrd of i 3 0 1ngid SrRBe orefhi ¢ | ayer was
separated and dried pvalde RaRestHBEL Rnsih fdidani8f b irﬂ%@%&l?&e cife’ Sr
n rr

renoved by filtration, the filtrate was concentrated u educe pr%ssure

to give 259k ¢ Wﬁﬁﬁeé:a@#?s?]éﬂmiﬁ‘e apdfpyingdugenz oo xeranpiet hboarienzoat e.

11-1- MyR (£R@L3acerid  88id 1 Yonte ada? , 4.d, J =1.8
Hz), 7.48-7.28 (5H, m), 6.9 ":(C’?LH“,’nd‘? ailaada by ! 5e4t fg—?,l Bs), 3.93 (3H,
s), 3.87 (BHcHyprracerEn@Ecigkatplel®roacetic acid, An@Soitheyuantity of the
met hyl  3- bgngyie¥¥edic BIHRXY .abt ai i ef.erence. Exanpl e 2 was
di ssol ved in 100 n of acet 6n|91tq(?i : e, ﬁéﬁr%g'aﬂs}sggﬁflé]%% of g Br2EEEi um 20
hydr oxi de ¥n¢lide . nfoofexmde , wapdimitdodri®hacid X hydeovednisd iacigd wth
heating at .qr _h. ho he r.eact.i.on m xture s cooled with ice, and
concent ratseug'%r% ?o%ﬁ%@)’r:ﬁ agg nmc/algﬂ)éc&ggd 1{-\?65(1619{?@ ggﬁrﬁLQﬁ &B6ut Examyles
preci bt atesd Lemyst absdsweimelode | bated thy riadiid e@RedNbuletdsyNGiiion educed
pressure ttq—”i%lr\él%igg} 1aﬂ1m1anium chloride, ferric chloride, etc.
When using a trihaloacetic acid or Lewis acid, it is
preferable to carry out hydrolysis in the presence of a cation
scavenger (e.g., anisole, phenol, etc.).
30 The amount of base(s) or acid(s) is not limited as long

as it is an amount necessary for hydrolysis.
The reaction temperature is usually 0 to 120°C,
preferably room temperature to 100°C, and more preferably room

temperature to 80°C. The reaction time is usually 30 minutes to

35 24 hours, preferably 30 minutes to 12 hours, and more breferably




25 white crystalline 3-benzyl oxy-4-net hoxybenzoic acid. 114-NWVR (CDC13) 8:
7.77 (1H, dd. J =8.4, 1.8 Hz), 7.65 (1H, d, J = 1.8 Hz), 7.48-7.29 (5H,
m, 6.94 (1H, d, J = 8.4 Hz), 5.19 (2H, s), 3.95 (3H, s) Reference Exanple
4 30A 20 g quantity of the 3-benzyl oxy-4-nmethoxybenzoic acid obtained in
Ref erence Exanple 3 was suspended in 200241 of dichl oronet hane, and one
drop of di (rjrlett%ygf%ngn‘i de was added. A 8.1 ml quantity of oxalyl chloride
was added dropw se Win ice-cooling and stirring. After 2 hours, the
reaction mxture was (33)cep@itfehat gidnder reduced pressure. The residue
was dissolved in -47- 50 ml of tetrahydrofuran and the resulting solution
was added dropwi se t HY9BFRAIFSES Gamdin garriedi e dyoki widendrsety rafng.
qhe obta nedofhXhetiedininslbales O ddfilo aBflchifaPLRARLIA ed Crystals
u uce

were collected by filtration and drie er re pressure to give
19.9 g ®f Wﬁfcﬁéyékﬁw@d}l@ll@@nz@ﬂ%xy%- met hoxybenzani de. 1H NVR (CDC13) 8:

7.85-7.28 (7H, m), 6 - 1.=.8.1 . 5.67 (2H .br s), .5.18 (21-1,
s), 3.93 (3H, s) Ref g%%ﬁ%%é%xognﬁﬁlef%&elﬁgaﬁ?%g &t%?&l%ﬁ fx"%f‘ﬁ?e‘“lcai[
3- benzyl oxyeduatidoxyivdudenhyitridesal aegl. | hyRebger nteiideanply@rdyanas

suspended | m. Qf .i sopropanol ,. and 13.9 g. of 1, 3-dichloro-2-propanone
was added. S%]g;&r:?ml&?cfgl%sg% aﬁ%d[}l:’é%ﬁ 'ufggl‘&ﬁel?cfﬁ"&ﬁfi.n%{ arodine

reacti on ntyansBomasydraneendtal)gdahe daitinatsoRsi & Rltavel tiEy Undes 15
reduce]g0 pressure, 200 m gf n- hexane was added to the concenttate and the

mi xture’ wabt8Yi rrel. PhE- hrecisitedlia compouans (Rre .cobrembwy dpjorida.r ati on
and dried gnefiwmedeeedtal esedine {9l iahdc08 I\@*gin r

2- (3- benzyl oxy- 4- net hoxyph.enyl)?- 4- chldoi?;one?h?fl Jg@(oazo EeLS i2(8]1‘I4§|{1?é£g(’CDCl3)
8: 7.73-7. 7R aGi. gcebly amgdi spropgonis. 961d 4 Hridlugreadetiids peid, 20 ( 2H,
s), 4.56 (Bldo1fdnesd1$3niSthct i e o acdiqil O
quantity o}fg 2-(3- t?enzyl Ic:;xy%l(;-l?rS|)1°ft ﬁgé:{;% e%&%)gxggl)%'hlh Pgﬁ%%%fg} © 8§40l e

obt ai ned i At®ReX¥erence Exanpl e 5 was 25 suspended in 220 ml of ethanol, and

7.5 g 16f sodium i odi 9 Qf t i.um.phthal i mi de were added. The
m xture was heat ed ang ?e% uggd&ol\c}gpggg%%alyﬁgsr Slc"t(f%%&%tﬂ:u?%&xﬁé%oﬁool ed
with ice, #meludeepprtinpnicatedystystals Wpletanid eakedspysgdngyt ati on. The

obt ai ned s . suspended .an shed with 100 m of 30 water.
The-r esul 1 R bl E L By e AT R e bir B ot 0. 4 g of
o Le poﬁm?’t- wﬁﬁz@elrm;d.gxypélla}diém I pat?l%Stds el SpOngyll—l- NVR ( CDC13)
met hoxyphen azol - 4- et i.soindolin-1, 3-dione. ) :
8: 7.91- 7%%1%’“#‘3]7{#“?‘ ég‘l“‘(]iﬂpaﬂr)l, djug j0xideg pajhadiyn pagepy.2H, d, J
= 6. 6 26z) ,pall 131 Gm2batBid ,sulfatd, Pailkilumfbasis Ta®bbrate- L8c( E,H s), 4.85
-48- Reference Exanple 7 A9 g quantity

(2H, s), 3.90 (3H, Si _ _
of the 2- [%C?@_lbgﬁ§9 %.3:(19:1 4(_e.g. » reduced nickel, nickel oxide, Raney

th h - t e bNs 1, 3= i i n. Ref :
met hoxy pheindrenx agek: #; y&dﬂ%myb%aﬁ@s%ol(wg., %eggggglg@%ﬂgga;ﬁ% ef erence

Exanpl e 6 was suspended in 200 of ethanol, a razi ne

nmonohydr at®Rzd< -alied!) - FHOMTREaFEstRadehgat atbdmsedr &fon woad therlikejour s.

After cooidyg the reaction mxture, 200 ml of dichloronmethane was added and

the m xture was stirred. Insolubles were renoved by filtration, and the

filtrdPe was concentthgnegughraidsedsedd-qr ebsnieal Heelucesonuerarasgpud, f i ed

by 10 si I_i&%ygggnc%mec LQRBL O ¢ thNH silica, product of Fuji Sylisia
td”, dic me

Chem cal L or onet hane anol =20 : 1) to give 4.5 g of pale
yel | ow powdery [ 2- ( Thieennyimts/ of- rediding plaeny| fox azehiday| Jdmidhybani ne.

1H NVR ( 3)..8:...0.63:-7.59 . m._7.53-7.46 (31,1, . m, 7.41-7.27 15(3H,
m 6.94 %% §?§31¥S€%&3? C%F%‘%%Feé)l?g’s%@rﬁf?? Lmitedgand gy op 2. 14
(2H, br s)koRetatiocsl Exmupke. 8 A 15 g quantity of nethyl

3- hydr oxy- 4- met hoxybenzoat e obtai ned in Reference Exanple 1 was di ssol ved
in 1589m of 20 di nBPRyFeaFHON demperriwe §sotspollys i e t20°%6onat e and 22. 2
g of (brompeekhyb)$HdRAPRRALE egdggehe T ] Xt ur s .heated at 90C
overnight. Ice vvatfér was added 1§tll\%ret ﬁg reagt'i %ﬁdnﬁgﬁeupg?%ﬁ%b Yh&oom A
preci pi t atteBperyters Som8OEC colhecteadthynf tineg dts asuahily Vs heduvéd roan
excess of walglirs T Lhed, o r ried under 25 reduced. pressure
at room t enper at ur (ﬁ%&?\?gﬁﬁcféﬁ alhg{‘egmﬁ tlz) glro ?E?alﬁ‘fagoﬁgtﬂﬁéjeraglg

3- cycl opr Sfymmime e -4 4rbbhoxybenzoat e.

35 Among the oxazole compounds represented by Formula (1},




1H- NWMR (CDC13) 8: 7.67 (111, dd, J =8.4, 1.8 Hz), 7.52 (1H, d, J = 2.1
Hz), 6.89 (1H, d, J = 8.4 Hz), 3.94-3.86 (8H, m, 1.43-1.29 (111, m,
0.70-0.58 (2H, m, 0.45-0.30 (2H, m 30 Reference Exanple 9 Using 18 g of
met hyl 3-cycl opr opyl nmet hoxy- 4- nethoxybenzoate obt ai ned in Reference
Exanmpl e 8 and fol | owing the procedure of7 Reference Exanple 3, 16.6 g of

white cr i ne C ropyl met hoxy- 4- benz ic acid was obt.ai ned.
351H wa(%ﬁéfsins‘?h% Q?’ﬂpfy p&‘Snyg &?94 supsg! EBYye f%égﬁlﬁﬂen% r3ng
-49- 2.1 Wakh €192 §idhp ) J(herglﬁlaﬂZe)r, r3£98r&d &b @@Hrcohpound 31y 29 (1H,

m, 0.70-0.58 (2H, %% 0. 46-0. 35 Ref er ence Exiggle 10 Using 16.5 g
of 3-cycl @ﬁﬁoBﬁP%@ >&F°FP refhd e‘rjrféw cP® the Pro6esE? W 1Re¥‘@?%‘h’é€1

Exanpl e 9 samdmEokl owi ng t he procedure of Reference Exanple 4, 16.2 g of

pal e yell 0 3= cycl opropyl net hoxy- 4- net hoxybenzam de was obt ai ned.
1H NMVR (c%i‘g&ﬂ%?’%%/%‘s(m d,J = 2.1 Hz),7.31(1H, dd, J = 8.4, 2.1
Hz),6.88 (1H d, J 8.1 Hz),5.75 (2H,br s), 3.97-3.89 (5H, 10 m,

1.40-1.28 (1H, r’rlﬁ(ﬁQ 0, Z(IdeQ e (8) £ J /(ORH)m

S 0, T Sl o

11
: (17) RYOH(8) (1g)

wherein R? and W are as defined in Formula (1); RY, m and q are as
defined above; X' is a halogen atom or a group that undergoes the
same substitution reaction as that of a halogen atom; R'0O is the
same group as the substituent (1-2), (1-3), (1-4), (1-5), (1-6),

10 (1-7), (1-8), (1-9) or (1-10) of the aryl group represented by R'
in Formula (1); and m RY0Os may be the same or different.

In Compound (8), the halogen atom represented by X' is a
fluorine atom, chlorine atom, bromine atom, or iodine atom.
Examples of the group that undergoes the same

15 substitution reaction as that of a halogen atom, the group being
represented by X!, include C,; alkanesulfonyloxy groups,
arylsulfonyloxy groups, aralkylsulfonvioxy groups, etc.

Specific examples of Ci;.¢ alkanesulfonyloxy groups
include methanesulfonyloxy, ethanesulfonyloxy,

20 isopreopanesulfonyloxy, n-propanesulfonyloxy, n-butanesulfonyloxy,
tert-butanesulfonyloxy, n-pentanesulfonyloxy, n-hexanesulfonyloxy,
and other C;s straight- or branched-chain alkanesulfonyloxy groups,
and the like.

Arvlsulfonyloxy groups include, for example,

25 phenylsulfonyloxy, naphthylsulfonyloxy, etc. The phenyl ring of
such arylsulfonyloxy groups may have, for example, 1 to 3
substituents selected from the group consisting of Ci;¢ straight-
or branched-chain alkyl groups, Ci-¢ straight- or branched-chain
alkoxy groups, nitro groups, and halogen atoms. Specific examples

30 of such arylsulfonyloxy groups include phenylsulfonyloxy, 4-
methylphenylsulfonyloxy, 2-methylphenylsulfonyloxy, 4-




0.39-0.33 (2H m Ref erence Exanple 11 Using 13 g of

3-cycl opropyl net hoxy- 4- net hoxybenzam de obtained in Reference Exanple 10
and follow ng the procedure of Reference Exanple 5, 10.5 g of pale yellow
powdery 4- 15 chl oronet hyl-2-(3-cycl opr 05)%1 met hoxy- 4- met hoxyphenyl ) oxazol e
was obtai ned. 1H NVR (CDC1l3) 8:7.65(1H <%,

2.1 Hz),

%H d i ::g.l F%&, § i Hz)
3.97-3.90 (bR ORI A OSIIPRY - nf NS PoxpoReRElsuLfpny oD, £1-0.35 (2H, )
Ref erence miampbRed?lsulfonyloxy, 3l8188ofhéhiAfsulfonyloxy, etc. _
4-chl oronet hy1- 2- (3-cycl opropyl net hoxy-4- net hoxypheny}lqg oxazol e obtained in
Ref er ence BXEPILES 19f Arplytdylewl frpvlesy pgovaduriacoidRaeter ence Exanple 6, 10

7.5 6,93(1H,d, J = 8. . 4.57 (2H,s),

Specific

f white | -
302 (5 cydtBurd S BRony. BeneprenviantScaasay . sto-

yl met hyP] i soi ndol i n- 2raligybsielfigayloby airvegs idelideR EEDCABImBLe,7pRéhyiL-84

(2H m,

10

15

20

25

30

35

substituted C;_4 straight- or branched-chain alkylsulfonyloxy
groups which may have, on the phenyl ring, 1 to 3 substituents
selected from the group consisting of C;_g straight- or branched-
chain alkyl groups, Ci.¢ straight- or branched-chain alkoxy groups,
nitro groups, and halogen atoms; naphthyl-substituted Ci-g
straight- or branched-chain alkylsulfonyloxy groups; etc.
Specific examples of phenyl-substituted alkylsulfonyloxy groups
as mentioned above include benzylsulfonyloxy, 2-
phenylethylsulfonyloxy, 4-phenylbutylsulfonyloxy, 2-
methylbenzylsulfonyloxy, 4-methoxybenzylsulfonyloxy, 4-
nitrobenzylsulfonyloxy, 3-chlorobenzylsulfonyloxy, etc. Specific
examples of naphthyl-substituted alkylsulfonyloxy groups as
mentioned above include o-naphthylmethylsulfonyloxy, B~
naphthylmethylsulfonyloxy, etc.

Compound (1lg) is produced by reacting Compound (1f)
with Compound (8), or by reacting Compound (1f) with Compound
(8").

The reaction of Compound (1f) with Compound {(8) is
described below.

The reaction of Compound (1f) with Compound (8) is
usually performed in a known solvent that does adversely affect
the reaction. Such solvents include, for example, water; methanol,
ethanol, isopropanol, n-butanol, trifluorcethanol, ethylene
glycol, and other alcohol solvents; acetone, methyl ethyl ketone,
and other ketone solvents; tetrahydrofuran, dioxane, diethyl
ether, diglyme, and other ether solvents: methyl acetate, ethyl
acetate, and other ester solvents; acetonitrile, N,N-
dimethylformamide, dimethyl sulfoxide, and other aprotic polar
solvents; methylene chloride, ethylene chloride, and other

halogenated hydrocarbon solvents; other organic solvents: mixed

J =0.9 H),7.20(1H dd,J = 8.7,




7.76-7.69(2H, , 7.62(1H, s), 7.57 (1H, dd, J = 8.4, 2.1 Hz), 7.48
(1H,d,J :(2.1 E&), 6.%9 (1H, d, J = 8.4 Hz), 4.85(2H, s), 3.95-3.90 (5H,
m,21.41- 30 1.31 (1H, m, 0.69-0.62(2H n),0.41-0.35(2H, m Ref er ence
Exanple 13 Using 9.5 g of 2-[2-(3-cyclopropyl nethoxy-4- _

met hoxyphenyl ) oxazol - 4-yl et hyl | i soi ndot28-1, 3-di one obtained in Reference

'e 12 and follow ng the procedure of Reference
Exanp solvents theréhf; etg.

The reaction of Compound (1f) with Compound (8) is
usually carried out in the Presence of base(s). Usable bases
include known inorganic and organic bases. Inorganic bases

5 inciude, for example, alkali metals (e.g., sodium, potassium,
etc.), alkali metal hydrogencarbonates (e.g., lithium
hydrogencarbonate, sodium hydrogencarbonate, potassium
hydrogencarbonate, etc.), alkali metal hydroxides {(e.g., lithium
hydroxide, sodium hydroxide, potassium hydroxide, cesium

10  hydroxide, etc.), alkali metal carbonates (e.g., lithium
carbonate, sodium carbonate, potassium carbonate, cesium
carbonate, etc.), alkali metal lower alkoxides (e.g., sodium
methoxide, sodium ethoxide, etc.), alkali metal hydrides (e.g.,
sodium hydride, potassium hydride, etc.), and the like. Organic

15 Dbases include, for example, trialkylamines (e.g., trimethylamine,
triethylamine, N-ethyldiisopropylamine, etc.), pyridine,
quinoline, piperidine, imidazole,_picoline, dimethylaminopyridine,
dimethylaniline, N—methylmorpholine, 1l,5-diazabicyclo[4.3.0]non-~
5-ene (DBN), 1,4-diazabicyclo[2.2.2]octane {DABCO), 1,8-

20 diazabicyclo[5.4.0]Jundec-7-ene (DBU), etc. When such bases are
liquid, they can also be used as solvents. Such bases can be used
singly or in combination.

The amount of base(s) is usually 0.5 to 10 mol, and
preferably 0.5 to 6 mol, per mol of Compound (1f).

25 When performing the above reaction, alkali metals such
as potassium iodide, sodium iodide, etc. can be added as reaction
accelerators to the reaction system, as required.

The proportion of Compound (1f) to Compound (8) is
usually at least 1 mol, and preferably about 1 to about 5 mol of

30 the latter, per mol of the former.

The reaction temperature is not limited, and the
reaction can usually be performed with cooling, at room
temperature, or with heating. It is suitable to perform the
reaction at about room temperature for 1 to 30 hours.

35 ' Next, the reaction of Compound (1f) with Compound (8')



35 Exanple 7, 5.1 g of white powdery (2-(3-cyclopropyl net hoxy-4- -50-

nmet hoxyphenyl ) oxazol - 4-yl | met hyl am ne was obtained. 1H NVR (CDC13) 8:
7.61-7.55 (111, m, 7.53-7.50 (2H, m, 6.92 (1H, d, J = 8.4 Hz), 3.96-3.87
(5H, m, 3.83 (2H, s), 1.41-1.33 (1H, m, 0.70-0.63 (2H, m, 0.41-0.35 (2H,
m 5 Reference Exanple 14 A3®-g quantity of nethyl

3- hydr oxy- 4- net hoxybenzoate obtained in Reference Exanple 1 was dissol ved
in 100 m Jf deserhyedor nani de, and 11.3 g of pot assi um carbonate and 5. 64

g of isobutyl brom dapwere,adged T, t eated at 80C 10 for 6
hours. lce vater was added (6 1 gfrggmcﬁﬁélr(?ﬁf tr}l %tﬁ’ﬁap?ﬂréd %di pFt at ed
crystal s waisgaddy| perfarmed finl @ riatdwan samvlemasjm W)éél ot e&66§§e137f wat er .

The resul ting, grty%ltlgg?g;:r% drﬁg und reducef r'esf%l]J:r gxaaxgplreoowater

terrperature fo give

3-i sobu$ oxmezthanohoxejthmmz:aat EsoﬁﬁaﬂanMR Iﬁ%hﬁbl? tﬂ:.ﬂ@oﬁ:é)b’th&'x%l J = 8.4,

2.1 Hz 88 (1H, d = , 3.96 (3H, s
3.91 (?BH ?)%ﬁyg S 5%?15601(1 a{}gﬁ%?@ ﬁ}?Oh%l Fylyents| @getope, 1m@§1y@6|(4 d, ?] =
6.6 Hz) RebkehgDCrefAalPlRaldthdPUsd tifhed sB8Dv&nf, MRLRYL droﬁura?4 dioxane,

3-i sobut oxy- 4- met hoxybenzoate obtained in Reference
fol | owi ng BAERYbcidifte 6igkarer endeothemysithes, salentsof mwhhy.'e quendes y

Lot el s (e AR BT, oy
Hz) , 3. Y4 ( 3Alagtlry Bpmanidp) @Jﬂmhftlle(lll_%m)d,el 850 GHir) aprét o olat 111,
glesogut gﬁgﬁvﬁﬁ%oﬁg%gpg@o&% %%lenneed aﬂdl'\%afl.é‘?reﬁt’%mﬁgja‘?rpfeglgf and
f'ol | owi ng hydreradeduseluéns; Eeﬂ:hym ditamrpie, ethyléng ohldaale,yghd ow
Poas (O, EASE SRR RReAE BB o atE: fothen, organts apivenre’ a. ) -
8.7 Hz), SmYBeclﬁd;lvbnts)théi‘eQﬂE (3Hc s), 3.83 (2H, d, J =6.6 Hz), 2.25-2.11
(1H @5 1.04 (6H, ql‘he reactlon 15 Jsuaig%_pesreffo%rnggcje.n EtxhatlarrplpJ.?eslcznce of
dialkyl azodicarboxylate(s) such as diisopropyl azodicarboxylate,
diethyl azodicarboxylate, etc., and phosphine ligand(s) such as
triphenyl phosphine, tri{n-butyl)phosphine, etc. The amount of
dialkyl azodicarboxylate(s) is usually 0.5 to 10 mol, and
20 preferably 0.5 to 6 mol, per mole of Compound (1f). The amount of
phosphine ligand(s) is usually 0.5 to 10 mol, and preferably 0.5
to 6 mol, per mole of Compound (1f).
The reaction of Compound (1f) with Compound (8') can be
carried out in the presence of suitable base(s). A wide variety
25 of known inorganic and organic bases are usable. Inorganic bases
include, for example, alkali metals (e.g., sodium, potassium,
etc.), alkali metal hydrogencarbonates (e.g., lithium
hydrogencarbonate, sodium hydrogencarbonate, potassium
hydrogencarbonate, etc.), alkali metal hydroxides (e.g., lithium
30 hydroxide, sodium hydroxide, potassium hydroxide, cesium
hydroxide, etc.), alkali metal carbonates (e.g., lithium
carbonate, sodium carbonate, potassium carbonate, cesium
carbonate, etc.), alkali metal lower alkoxides (e.g., sodium
methoxide, sodium ethoxide, etc.), alkali metal hydrides (e.g.,

35 sodium hydride, potassium hydride, etc.), and the like. Organic




Using 5 g of 3-isobutoxy-4-nmethoxybenzam de obtained in Reference Exanple
16 and follow ng the procedure of Reference Exanple 5, 3.4 g of pale yell ow
powdery 4-chl oronet hyl-2-(3- 5 isobutoxy-4- nethoxyphenyl)oxazole was
obt ai ned. 'H NWR (CDC13) 8:7. 65(1H s) 7 60( 1H, dd, J 8.4,2.1 Hz), 7.53
(1H,d,J = 2.1 Hz), 6.92 (1H, d J = FAL 4. 57( 2H, s) 3 91

: L 2.27- - | 05 (6H, J =6.6 Hz
10 Rof er eRESSExiipitgegEor SHab1S, tr%ﬁif(ﬁéﬁ@f? g9 | Finetnylamite, "
4- chl or omethyihZt 4r@nicS oh%wdéls@@idwxmb@lyle)t@x a7z ah@rigbha) NRdnbine,
Ref er ence ExanPIe 17 .and faoll owi ng the procedure of Reference Exanple 6,
4.4 g of WPEE %H%heFﬁuéaf%“%Spﬁg%ﬁﬁFbXQLQe SOPEHGE 8K azol - 4- 15
yl et hyl ] icss@ieegel ddi1l 8 G- oRe nY@so A RE]. 1, Hahlrd el 4% 0195 1584(2H
m 77677129 7 62(1H, s)75%ng SR els] AR
d,J = 5. 1enmg) (DB, ,gg(, fF{iHazablcycloQ 2.2]octane (DABCO), 1 8—

diazabicycle[5.4.0]Jundec-7—-ene (DBU)}, etc. When such bases are

liquid, they can also be used as solvents. Such bases can be used
singly or in combination.

The amount of base(s} is usually 0.5 te 10 mol, and

10 preferably 0.5 to 6 mol, per mol of Compound (1f).

The proportion of Compound (1£f) to Compound (8') is
usually at least 1 mol, and preferably about 1 to about 5 mol of
the latter, per mol of the former.

The reaction temperature is not limited, and the

i5 reaction can usually be performed with cooling, at room temperature,
or with heating. It is suitable to perform the reaction at about
room temperature for 1 to 30 hours.

Compounds (8) and (8') used as starting materials in
the above reaction are easily available known compounds.

20 Among the oxazole compounds represented by Formula (1),
those in which W is a divalent group represented by -Y'-A'- wherein
Y' is -C(=0) and A! is a C, alkenylene group (hereinafter referred
to as “Compound (1lh)”) can be produced by, for example, the process

shown in Reaction Scheme 7.

Reaction Scheme 7

0 0 0 0
H || _[: —R! I I ¢!
25 (9) (10) (1h)

wherein R' and R? are as defined in Formula (1), and AY is a Comg
alkenylene group, a Ci4 alkylene group, or a direct bond.
Each of the C,4 alkenyl group and C;4 alkylene group may
be straight- or branched-chain. —-CH=CH~A- corresponds to the Cog
30 alkenylene group represented by A' in Formula (1).

Compound {1lh}) is produced by reacting Compound (9) with




J = 8.4 Hz),4.85(2H, s),3.89 (3H,s),3.83(2H, d, J = 6.6 Hz),

2.23-2.13(1H, mM,1.05 (6H,d, J = 6.6 Hz) 20 Reference Exanple 19

Using 4.4 g of 2-[2-(3-isobutoxy-4-nethoxyphenyl)oxazol

-4-yl met hyl ]i soi ndolin-1, 3-di one obtained in Reference Exanple 18 and
followi ng the procedure of Reference Exatpte 7, 2 g of white solid

[ 2- (3-i sobut oxy- 4- net hoxyphenyl ) oxazol - 4-yl i met hyl am ne was 25 obt ai ned.
1H NVR ( cDEPFPognd7(E9L7.51 (3H, n), 6.92 (1H, d, J = 8.4 Hz), 3.91 (3H,
s), 3.87-3.84 (4H, 3.1 . 2 .brs 106 6H, d, J =
6.6 Hz) Reference EQ'E#SI Eg%%%%nobéi Egguépolygﬁg%%?r’é?%ﬂm a 21b8hk

3- hydr oxy- 4t ﬁgﬁym‘wz@aﬂtvereblialafé@citnthefmm¢enExamﬁhesdlmﬁsf ol | owi ng
of _white powdery methyl

h d Re 2.
- ot howy- 3rC{ 905" 51 0 B Set RAR)Y bBR DB mBEh BB bt ABAP-aPAINR EDC1S)

8: 7.795(1Hutedol) trﬁlﬁprﬂ:e&ad:ﬂzjl éthP1drldg1501 356D 4 theH athond1= 8. 7
Hz), 4.42 -52- 3H, s) Reference

2
Exanpl e 21(S Treflts; S Png’z‘ﬁ‘?‘yd' ﬂg%twonﬁ’dnéﬁ@d%@e@ ston®_trifluoro

et hoxy) benzeatenebi wdﬁdhyargﬁiﬁﬁnaﬁompld&e%ﬁyﬁ ! I owing 5 the
procedure of Reference Exanple 3, 11.5 %of white powm?ery
net hoxy- 3- (iémﬁtéoﬁqﬁhaﬁ?@r'oé%wf?) b&pd op %itle@h@dassmtﬁedmewJNNR ( CDC13)

8: 7 86 ( 1Hce95te J etl’§"14acét§te!'|z )and7s>1§fzesl( %JCF&‘FOI]‘Senl% Re%_‘Z% e%g;é—g (1H d,

J =84 H . anpl e 22
Usi ng 49.5 gNo(ﬁﬂme 1&#@@8131462, Zipethy¥ | asdifort o x - nlm&hzrmpgmaﬂudoﬁét ai ned

in Refereng the I dure Ref erence Exanpl e 4,
10.8 g of f2 po g%tged‘?ns]gﬁjoxy &2 "%tﬁ}’ ?rll%(ﬁh(c)lé’icﬁg‘?y)%@ﬁiﬁﬂ?de was

obt ai ned. ¢BleErMNR EBOCHLBHe18 halofbnétdd Hyrd.rﬁ):arﬂorﬂ%o(lirblntéiﬂ,other 8.4, 2.4

Hz), 6.94 d, 4 Hz), 3.93 (3H, s)

Ref er ence %Q%Jr Sféve%gl hg %%58?“642% r'fgﬁﬁf‘&?/ £, 2, 2-tri f1 uor oet hoxy)

benzani de obt ai ned |'IheRefeabem6ﬁ c‘éﬁﬁrﬂél ferforitd fig| ’tﬂéMAIEIstTeB%eZQf procedure

of Ref E(xa)rrplng 5 .7.1 %al e %gl | ow powdery

chloro th 3 gz bt iR Var ?t5Q ubﬁ‘%ﬁy%@aéﬁﬂ%ﬁaﬁ@@ \RES

obt ai ned. usable. Inorganic bases include, for example, alkali metals (e.g.,

lithium, sodium, potassium, etc.), alkali metal
hydrogencarbonates (e.g., lithium hydrogencarbonate, sodium
hydrogencarbonate, potassium hydrogencarbonate, ete.), alkali

20 metql hydroxides (e.g., lithium hydroxide, sodium hydroxide,
potassium hydroxide, cesium hydroxide, etc.), alkali metal
carbonates (e.g., lithium carbonate, sodium carbonate, potassium -
carbonate, cesium carbonate, etc.), alkali metal lower alkoxides
(e.g., sodium methoxide, sodium ethoxide, potassium tert-butoxide,

25 sodium tert-butoxide, etc.), alkali metal hydrides (e.g., sodium
hydride, potassium hydride, etc.), and the like. Organic bases
include, for example, trialkylamines (e.g., trimethylamine,
triethylamine, N-ethyldiisopropylamine, etc.), pyridine,
quinoline, piperidine, imidazole, picoline, dimethylaminopyridine,

30 dimethylaniline, N-methylmorpholine, 1,5-diazabicyclo[4.3.0]non-
5-ene (DBN), 1l,4-diazabicyclo{2.2.2]octane (DABCO), 1,8-
diazabicyclo[5.4.0]undec-7-ene (DBU), etc. When such bases are
liquid, they can also be used as solvents. Such bases can be used
singly or in combination.

35 The amount of base(s) is usually 0.5 to 10 mol, and




NVR (CDC13) 8: 7.75 (1H, dd, J = 8.4, 2.1 Hz), 7.66 (1H, br s), 7.64

d J=21H), 6.98 (1H, d, J = 8.4 Hz), 4.56 (2H, s), 254.45 (2H, q,
= 8.4 Hz), 3.94 (3H, s) Reference Exanple 24 Using 3 g of
-chl oromet hy1- 2-[ 4- met hoxy- 3-(2, 2, 2- trifluoroethoxy)phenyl]oxazol e
btai ned in Reference Exanple 23 and f 6133w ng the procedure of Reference
Exanple 6, 3. f 30 whit owder
2-(2-[4- rre%eo%/‘%?fa(yzfaz?z-tf’r 5 ﬁﬁﬁ?o%%’lﬁd&% sHefrpound (9} .
oxazol - 4-yl met hyl | i spiengopdrtidndboneomBsundt ednad CdiphMRa( CDE13) s8:
7.91-7.85 2H,ﬂ9, 7.76-7.64 3FL%%3, 7.60 (111, s), 7.59 (1H d, J = 2.1
Hz), 6.94 YSH§1ly aF legs$ [pyoly aed magferpbly ahopspyl o boug 73 med, 3.91
(3H, s) -&B8-trRefienenrse BXampbe &b the former. Using 3.6 g of
2-{2-[4-nmethoxy-3-(2,2,2-trifluoro , o
et hoxyPpheny1] oxazolthe yieRstA¢r} FsBPaBdF ¥ 118 nfitodd mdiiesi naadi BhRef er ence
Exanpl e 24-and il QW 09uk N8y PHOCEIM Sl REfer @868 iRgFXaPPl&or(, 1. 93 g of
white powdery (2-[4-net hoxy-%-(2,2,2- . .
trifl uor oiSBEYAEHERY| POXEHZBN - Beqt dnget hykaid nsuibab bdt e kLo NR ( CDCL3)

8: 7.73 ( d = 8. 7.63 (AH.  d, = 2.1 7.5 , S),
6.98 (1H, ]Ig‘%a%qé’“s.lﬁ‘ %z??mﬁ?%%{%’)zﬁmq‘?ge firo@. gOﬁ%} Feﬁ%ﬁg%‘éﬁ g 215591: gs (2H,
s), 1.55 (&1 3Ifr mdputesRePepenceufxanplce r2@ferably for 1 tdksihdgurs.g of

et hyl ;4anill ate and | | owi.n h rocedure of .Reference anple 1 11 g
of V\:hpre powdery et r%o%pfgnﬁegﬁgxgg’gq(afffiarr‘itﬁn@ormgeteﬁé)%y) blén%%%t%b%%
obt ai ned. reEddiVen( €BCi8) e8siTy 6vd llldbldd kndwn 8odpodnd. HOompbumad ((1bh) d, J
152.1 Hz), 6%196 (1H_,d, . J = 8.4 Hz), .4.%%—4.%3 %4H, n{: 3.93 (3H, s), 1.39
(3H, t, J956 §51F) SRFEIaACE e rheadbovE aRaRELeY " dhy

3- net hoxy thddic2d2byt ehél pios et hasnyghenznoreacobbai peHekd Ref erence Exanpl e
26 was 20 suspended_in 120 m of 47% hydrobrom c acid, and the suspension

was heated and ref PHREE GVEr AFGRTLC THERVMAS GFPREREArednaE potFetr i nt o
ice wager,(13nd thBgePi ACHPL tRt R £1 Hidla3 VR §r60b! e6be8s by dd Iy atvitopt-
washed with an excess of water, and then dried under reduced pressure to
give 8.4 Qﬁﬁﬁeﬂ§lé-r@ﬂ‘%éﬁd@@@kgleQE group (hereinafter referred to as
hydroxy- 4~Regoanbr i1} ey 08Ny )Nenseies #¢bfl: MRS COELH: & af- {1-7. 66
(2H, n, 6.9%‘%’(1ﬁ, é,hg ) Hz),, 5.55 (1M, br s), 4.50 (2H, ¢, J = 7.8
Hz) Refer énfe-sErakphneloge gwr@ Ahprpiantiey oefgrhgdrioxyast-(Compozadyifl uoro
30 et hoxy)henzoi cygci aithed J; . Ref.ere : s suspended in
150 m of (et Ea(rjl)(')l ,9ange§?% n%geof concéntrgtggagéﬁrgéﬁ?lﬁga%\?d was added. The
m xt ur e wkeattémtSeteram8 ref | uxed overnight. After conpletion of the
reaction, ethanol was distilled off under reduced pressure. The residue was
neutralized 35 with satul ed % ueous sodi um bi carbgnat e}fand t hen extracted
with -54- ethyl, acgetaj, REREYHE t h  sat piat Qd—p ine twice, the
organi c | ayer was ¥epéara and concent r & =d Trde neduced pressure. The
residue was purified by silica gel colum chromatography (n-hexane : ethyl
acetayg@ = 1 : 1) to gi{v® 7.2 g 5 of white cryst@lj)ine ethyl
3-hydroxy-4-(2,2,2;trifl yoroet hoxy) benzoate. )

wherein R and R® are as défined in Formula (1), Y is as

defined above, A'™ is a Cyg alkenylene group, and A is a Ci-g

alkylene group.

Compound (1j) is produced by subjecting Compound (11i)
25 to hydrogenolysis.

' The reaction is performed under the same reaction

conditions as of the reaction shown in Reaction Scheme 5 for

the hydrogenclysis of Compound (le) to obtain Compound (1f).

Therefore, the same reagent(s) and reaction conditions (e.qg.,

30 solvent, reaction temperature, etc.) as those used in the

hydrogenolysis shown in Reaction Scheme 5 can be used in the




1H NVR (CDC13) 8: 7.66-7.60 (2H, m), 6.87 (1H, d J = 8.1 Hz), 5.54 (1H,
s), 4.48 (2H, q, J = 7.8 Hz), 4.35 (2H q, J =7.2 Hz), 1.38 (3H, t, J =
7.2 Hz) 10 Reference Exanple 29 USI ng 7 g of ethyl
3-hydroxy-4-(2,2,2-trifluoro ethoxy)benzoate obtained in Reference Exanple
28 and follow ng the procedure of Refereéiice Exanple 14, 8.5 g of white
powdery et% 3- cycl opropyl nmet hoxy-4-(2, 2, 2- trlfl uoroet hoxy) benzoate was 15

obt ai ned .763(1H dd, J =87, 2.1 Hz), 7.58 (1H, d, J
—21Hz) 0 87Hz) 4.48(2H, q, J =8.1 Hz), 4.35(2H, d,
J=6.9 Hzfea°3‘°’§§]h(eﬂﬁcb = 7.2 Hz), 1.41-1.25 (4H 1), 0.69-0.60 (2H,
m, 0.40-0.32 (2H, rr)oZO Reference Exanpl e 30 0 Using 8.5 ¢
of ethyl 3-cycl oppopyf met hoxy-4-(2,2,2- trifluorjpethoxy)benzoate obtained

i n Reference Exaﬁp*r cignd fol—l—ovm—rrg—ﬁ're eroewoLgr\er)bf Ref erence Exanple 3,
7.5 g of white powdery

3-cycl opropyl met hoxye4 (2,2,2-tr|fluoroethoxy) 20|c 25 acid was obtai ned.
1I—I-INI|\/R(CDClS)89)71(1H dd, J 8.4, 1.8 7.63 (1H, d, J = 2.1
Hz) ,

7.02 (@ 4 H He H od, J =
7.2 He),  Hitketh ¥ ( iuﬁ& %#%aggdéé%%% ( %ﬁqmﬂ“ﬂéz{ )’03%%%% 3% g%) 30

Ref er ence ER&EMHA%E abpve Usi ng 7 of
3-cycl apropyl met hoxyTﬁe- (l'?al%lggnéficfd %EBtféxb%@ﬁgéQ%f ncebt algn

Ref erence Exanple 30 and follow ng the proc
7.35 g of #hia eswdlabde solvent in the presence of a halogenatlng agent.

B e R T SR e e S e Bid< 1H

d, J = 8. 4oﬂze): hamae(lzmplaguws; Bodh.rivéz):hlarﬂ‘ﬁe,( Ad1fdryl] chi®riaklz) .

1.37- 1 25 0 41-0. 35 (2H, Ref er ence Exanpl e
32 ‘g“Pm")Bsromlg% ga“o%fo %ﬁ‘é‘f/c‘F Sy PRS- A= szraoszqulpww

et hoxyobe rueanmoehbam:eﬁhden Red esaiae NEXaIPh e hianded 0l d Nesahe
procedure of Referenci anple 5, 3.1 g.of white O\I\dez‘g)é 4-

chl or omet AZAS. 4G B%X'op%ﬁfnﬁi‘ﬂ% 4-grhlozomethgng,r ddchdsygethgne,

phenyl ] OX&ﬂQﬂcﬁ:‘o\ﬁ@&meb&tﬂﬁd tetdabiNVR1GeDCl3 %the?,rqzaﬁa%@naﬁed 7.59-7.56
(2H, m, 7.05 ( 1HdJ—90H%456 (2H, s), 4.48 (2H, g, J = 8.4 Hz),

1. 35- 1. 26 R¥OAHOSHFPopS 7(ReeTES poid. mropdonic raBl.(apd ejhafettviowiBeanpl e

33  15Usi Nehrhodd dils@i £ Aahle@co et Q;Pgﬁ{s
4-(2,2,2-trifl uorogt hox )pr?enyl O%%ﬁ&%tﬁﬁﬁggél ri[1f1§farggnce 1lfxarrpl e 32

and f &Pl osiglilie I pEcklimod . opnRairatencblExharfs 6 8010 . Bmmofl white powdery
2-(2-]3-cy ho

tl’l(f| Lor oe&h E@gﬁ % ] o?gzgféai{t%? f‘%ylﬁula%elynﬁgrflliﬂﬁatf §th&1§°\/\H§e 20

obt ai ned. OELNRR p@D@lS‘;eH@)%ratﬁt)a p51h8: §oJ9uﬂen1 84txdl-preﬂerﬁbiﬁ abda@(3H, m,

(2H m, 7. 016159, fO():°C8 nHZL)Jdu% %Smlnutes 0 abo&t 20 ?1)our 6m,
Among Compounds (5) for use as starting materials,
20 those in which R® is a hydrogen atom (hereinafter referred to as
“Compound (5a)”) are produced by the process shown in Reaction
Scheme 10.




H g, 0.68-0.61J = 8.4 Hz),3.93(2H,d,J = (2H,n), 0.40-0.34(21-1,mM 6.9
Hz),1.35-1.24 (1H, 25 Reference Exanple 34 Using 0.55 g of
(2-[3-cycl opropyl met hoxy-4-(2, 2, 2-

i fl uor oet hoxy) pheny3. ] oxazol - 4-yl met hyl )i soi ndol i n-1, 3-di one obtained in
Ref erence Exanple 33 and follow ng the ptocedure of Reference Exanple 7,

0.32 g of whid,&;ReMISEY1d 2- [ 3- cycl opropyl 30
nethoxy-4-(2,2,2-trif|uoroethoxy)phenyl]oxazol 4- yl}nethylanine was

(
2-
tr

obt ai ned. 1H—NN3L(CDC13) 8: 7.61-7.52 (3H m, 7.05 (1H 8.7 Hz),
4.48 (211, q, J 8 4 Hz), 3.95 ( , = 7.2 hg), 3y 9 s). 1.56
(2H, br s) lel_A %4)({1H-|-rr) HZQ__ }gG-l_@ZJ:L_ur) 0. 4140, /5\?5_ 5(2H, m) -56-
Ref erence Exanple 3 Usi ng 20 4 dlethoxybenzanldg and follow ng the
procedure of Ref? ence Exanpl e 5 ﬁﬁ 5 g of white p @Qﬁ

4- chl or onet hy1- é %3 4- dlethoxypheﬁ ) oxazol e was obt ed. 5 FHNNR (CDC13)
8: 7.65 (1H, s), 7.58 (111, dd, J 8.4, 1.8 Hz), 7.54 (11- 1 i, J =18

Hz), 6.92 (1H, d, J = 8.4 Hz), 4.56 (2H, s), 4.18 (2H,
(2H, q, J =6.9 Hz), 1.48 (6H, t, J = 6.9 Hz) Referencle -Id?HG 10Lb|ng
8 g of 4-chloronethyl-2-(3, 4-di et hoxyphenyl) oxazol e obtai-Aetd n Ref erence
Exanpl e 35 and foll ow ng the procedure of Reference Exaan?Sﬁ 010 g of
white powdery 2-[2-

(3, 4-di et hoxyphenyl ) oxazol - 4-yl net hyl j i soi ndol i n- 1, 3-di one was obt ai ned.
151H NMR (CDC13) 8: 7.88 (2H, n) 7.72 (2H, n) 7. Z](lH s), 7.54 (1H, d,

J =8.4, 2.1 Hz), 7.50 ( _Hl }@NI\fHEH@])'() ng/ 4 I7-|Z%6Hf1. '[8,5

(211 s), 4.16 (24, %NLL
2- [2 (3, 4- dlethoxyphenyzg gazol 4- yl et hyl ]i sol ndohi n- dlone obt ai ned

I—‘CD

J = 6.9 Hz) Referefice Example 37 20Using 10
in Reference Exanpl e 36 fol l owi ng the procedure bf ﬁéﬁbrence Exanple 7,
5.7 g of vwaimmlpo ednyd [ éﬁezaandefhnwphemotc)namzply A=y dnetfybadi ne was

O e ey PR EAy & ndi8ded Hhogor o T et gindinatas e 5.0
Hz), 4.14 $@i sql,bs:htu’ﬁlcﬁl Iﬁb)agtiorBQas( biatbef 9 halofén (2dch o) medt A3t t,
J =6 % Hngov]é,48 &311? is’an alkgl::g_9 ml_ciez‘t)all?ef erence Bxanple 38

Examples of the alkali metal represented by M include

sodium, potassium, etc.
Compound (14) is produced by reacting Compound (12)
with Compound (13).

10 The reaction of Compound (12) with Compound {13) is
usually performed in a known solvent that does not adversely
affect the reaction. Such solvents include, for example, water;
methanol, ethanol, isopropanol, n-butanol, trifluoroethanol,
ethylene glycol, and other alcohol solvents; acetone, methyl

15 ethyl ketone, and other ketone solvents; tetrahydrofuran, dioxane,
diethyl ether, dimethoxyethane, diglyme, and other ether
solvents; methyl acetate, ethyl acetate, and other ester
solvents; acetonitrile, N,N-dimethylformamide, dimethyl sulfoxide,
N-methylpyrrolidone, and other aprotic polar solvents: methylene

20 chloride, ethylene chloride, and other halogenated hydrocarbon
solvents; and other organic solvents: etc.

The proportion of Compound (12) to Compound (13) is
usually at least 1 mol, and preferably about 1 to about 5 mol of




30Using 2.0 g of 3,4-di net hoxybenzam de and follow ng the procedure of

Ref erence Exanple 5, 2.4 g of white powdery

4- chl or onet hyl- 2- (3, 4- di met hoxyphenyl ) oxazol e was obt ai ned. 1H N1ly?2
(CDC13) 8: 7.66 (1H s), 7.62 (1H, dd, J = 8.4, 1.8 Hz), 7.55 (1H, d, J =
1.8 Hz), 6.93 (111, d, J 8 4 Hz), 4.523¢2H, s), 353.95 (3H, s), 3.91 (3H,
s) -57- Referizﬂce Exag Using 2.4 g of

4- chl or onet HifL 8%y Jﬁé‘l%f?ﬁp%ﬁ%m@%azﬂ“@ B92ai oy ofnCRefpamdne2)
Exarp goageﬁtdlzt[@gl?a%ag( 1d)e 187 perbinR by RESANERI g R AMALG P usBard 98

(3, 4- di et RoXagppeng o azesiged Eydmetdop ]tempemminentd: Baaficonendvas-egbtabned.
Ref er ence ing 2.3 g.of th

2-[2-(3, 4- gi‘r%f’et %oxypEenﬁ%?S $YES oF2 ﬁioy{gmsut ]lf[s%?]ﬁﬁﬂ MHIEtes fH 88 B ned
i n Ref epenc@depaaperaldly 10 tando floddmewi ng t he procedure of Reference Exanpl e

7, 1.3 g of white po 4-.di met hoxyphen oxazol - 4-yl ] net hyl am ne
was obt ai ned. H-NI\/R\Q%%I ‘%((1%)8 S7P “(Ofé Eﬁ ,y%g ctigg) Compauidy Y15 54 (1H,
d, J = 2. 1wlth, cCémBurfdH14d,. J 8.1 Hz), 3.96 (311, s), 3.93 (3H s) 3.85
(2H, s), 151.81 (211, _br s) Reference Exanple 41

quantity of 4-difl uorSfef FOKEOR H§&W%@n£éﬁhé¥h@e%§0m%§&40e€ﬁl n 180
m of ace! aRubliyepeinsinkd. ina GlnoRl S5EVAHN ERRRORS it alyrdihyOf Denzy!
brom de wer e added. 20 The m xture was stirred at roomtenpera Ye for 4
hour s. L0 t BEEPRE oF i Re@CHePB- r SHEb egoIENts| inaludsn, foleekangleat sates
concentr at gd+ag8o1 h ue; | icC coI

chromat ography (n- hg%g%%bg O%%é?%fggﬁiﬁaﬁb%) igE‘\Lll'l\(/)e Jﬁfhﬁmgl rof

col orl ess Gﬂ?hijl@%eﬂzrsﬂoéxyaﬁdmtﬁiem‘oammwbemm demerteneZSﬂd-drrMR (CDC13)

8: 10.21 ( ) 6 7.53-.7.28 68(1H
d, J = 8.4‘1lel—!t|21 k ke%%lgé( Z%iﬁ %h ef}%erté)ngesg‘)’?rpﬁs i:?tragy © l:”“""J"nA ‘%lcij‘
quantity oﬁl@tmmzqﬂl@w diglirid uandnetltm;elnﬁazaﬂ;cdnfetﬂe, ; ORé ahyieGickBate,

Ref er e I s_3 i.ssol v 500.m of .acetone, and 17 g of
pot asgﬁcjm peﬂﬂgnag%%\ga 8 &d. © ﬁ%r HRVEPES 0 RCHEREE T A0d ¥&F | uxed
over ni ght . dﬁﬂemylﬁmanhdeg d]‘frrfetagrﬂatﬂﬂﬁd‘xrlam t &3 Il aprdtdd Yokar 100 m
of 5N sodi y %%)m d s _added tg t he resi due, and insol ubles were
removed by ? Yt ‘ﬁ‘&%rfg‘ﬁﬁifé e hytedRner Rloxs dgei andieathedded to t he

filtrate thamgéma&e@thﬁr@&Qiﬂon3soﬁﬁéhﬁshe oth@8-olfLRIPEb A& LI YStal s vere
col |l ected i’ filtration. The obtained crystals were dried under reduced

FWRes thegegf: Ht&mi sh powdery

pressure tB%
3-benzyd oxy-4-difl uomggfpt 't‘l“q a%gctjdﬂ-lg il 7 72 (2H,
M, 7.73-7.32 (5H ). FiRe b (1H, . 6, 67¥(R(ZE&HIEMH% (@53 juif . 5.20
(2H s) RefumRaEW E% 4phpl @lpd i metal lOdldeSASlzclg apuPotasyiwi iodide,
3- benzyl oxysdhiyM fildderaMeL fioX Yhgng i 0 ference, Ex le 42
was suspended in 40 m of dichlor orr%%dh%?ngs Pé%'l‘%%g‘ rgcgfe’fators to the’

di met hyl f oF¢RGHIPD Wistemdeas ragqudredl7 nl quantity of oxal yl chloride was
added dropwi se with + I g ter hour s reaction
m xture was concentralfegéﬁg’ﬁéjé?ﬂorﬁ uceérrl ressdlg) %ﬁe%%‘g?m %ég ¥ ssol ved
in 5 M5 ofususdilynetahdashel medyl andpredentbdy ammtadded A5RRPWVESEoL F28%
aqueous a h ice-caolin tlrrlng The obtained 15 m xture was

R T R e A

stirred for our an Terystals were col l ected by

filtration and dri edrhendempeesitined offf €566 Weadt9o8i ¥€ donotin@f (Y‘;’g %&tﬂowdery
3- benzyl 0>7<é/ 4- dlflt(l I%mst hoxybenzam de. 311-NWMR (CDC13) 8: 7.6 1H, d, J =
1.8 Hz), ? 1§yrotelymiyery apd the repckipp)cam upgaldy bes), 4. 73

(2H, br S)performed with cooling, at room temperature, or with heating. It

30 is suitable to perform the reaction in a temperature range from
room temperature to 100°C, for 1 to 60 hours, and preferably for
1 to 30 hours.
In the reaction of Compound (15) with Compound (14},
phthalimide can be used in place of Compound (15) and the

35 reaction may be performed in the presence of base{s). A wide



20 Reference Exanple 44 A 1.8 g quantity of 3-benzyl oxy-4-

di f1 uor onet hoxybenzam de obtai ned in Reference Exanple 43 was suspended in
50 m of isopropanol, and 1 17 g of 1, 3-dichloro-2- propanone was added.
The m xture was heated and refluxed 25 overnight. The reaction m xture was
concentrated, and the resulting resi due-Was purified by silica gel colum
chr omat ogr (tdl chl or onet hane). The obtai ned crude crystals were
recrystal |€5é%llef YoRE | KUPFbPRABEARE @NdeOBYTNY GRSRR| 2%e psaidey Examples

2- (3- benzyl g ymbrdhht t h 1H NVR
(CD013) & 7 4k CLE e R bt et (O T g8 ey

7.28-7.24 (PO4asfpume, w()iHalkalg nmetal, EYfﬂﬂzt)gen@azmo(laH;s k.. g4, 5]7_'Lt¢12_t:|n s)

Ref er ence FRX 20 arfe0

2- (3- benzyl oxy-g-dl%%or ot ﬁ%ggmﬂgg b%% RrOPALE h YGRS oxazol e

obt ai ne8 i myld@beeern@eb@aaﬁpl etd4) mkditssmnaadhyar&&dés qk. gt hanehiuwand
0.23 g of 0.27 tassiu ht hal i m de were added. The
m xture was heg%ﬁgg % rﬁ&%ﬁo}?@r’sﬁﬁg?ﬁ%mmA% OX3i r €88LVBN ni xture was
5 concentrdntye‘lm‘pxmm,eretms aaiblmiljl: Metthe c2Hcha@edNe &KL 88khOHW th et hyl

acetate \Nas&[}ﬁrfmérred The organic | ayer was washed with water tw ce and
concent r at §§-B9P# Ehovidg P nadRr BRtRSHE ééF‘@FP}@t\ﬁascsaﬂilml ed by silica

gel col unnc@hboﬂ@cg@,gr@dmy (gllmloﬁ@ggihﬂwer afRbRany Jt% a0 give 0.3
g of white 10 powdery 2-| 3- benzyl oxg/-4 di fl uoronet hox phen J)oxazol

yl met h¥¥ ] i E6EheBHds- °§1H¥“0%1§10X1ﬁﬁ- THCY3FeBt - uut@ma,eazm cmwm Mrt-

7.76-7.71 N ke . 7.22
(1H, d, J (—)ﬁHﬁ? Mo %&Q%g (1A, qt“é}alg'yiar}%ﬁ% kg 5720 %ﬁ“‘“ H%? (2H, s)
15 -Ref er en@@tﬁw dvdgide, etc.), and Alg: algequahtganycdﬁases 1nclude

2-(2-(3-bepg . N . .
di f | uor onet hoxyp%epfilfl )(chﬁéazlﬁzlmp th?/'lg‘f'i'sgf“ﬂﬁlagf}%l-aﬂlg?di brietwtartngr in
Ref er ence Exappylidsopaspyleperdedten) 1@yrtidohe ptdiamol inaNdipelialnof

20, m xture was _ heated and refl uxed for

hydr azjne r at added

2 houris§1 A@%‘?Q%oo ﬁgw? S ?&f"l ﬂyjrﬁ”}i'tnlﬁ’rpgrl Jrf??’pﬂéff‘?ﬁﬂ”ﬂ%’d-li“ﬁsdﬂubl es
wer e rermvmeltlbqurlptmétinen 1 JBhdibkbbigicolass coneantrahed imger 11 aduced
pressure t f_colorless oily [2-(3-benzyl oxy-4-

di f1 uor orreﬁh%x%ﬁé’ﬁé )[gxgz%ll"%ag}?] ﬁ%‘t’?ﬁﬂ m[ln%- azARl R Dk 9) uedecr, 74

(1H, d, J 7-dne (B8BU),7e6d. (1H, dd, J = 7.8, 1.8 Hz), 7.47 (1H d, J = 1.8
Hz), 7.45-7.31 (5H,thrR 7.26-7.20 (1H, m, 6.62 (1H t, J = 74.7 Hz), 5.21
(2H, s), 3.85 (2H, es)E‘mORBFe‘?%%eEﬁénﬁélS@‘PﬂK@@Sicgléfuaﬂlltapdof sodi um

hydri de weprenapenged 5 eaG 489, MhelndiebE AbUALU 3y and a sol ution of
14.4 g of dinmethyl nalonate in 7 of tetrahydr ura% was added dropw se

with ice-cooling overPMPOURin{3as lSAPF@‘ﬁU%Qq o3 ﬁga@"oxngs@onpnum@s( 163 sol ution

of 25 g ofyihe cémpdulgneyd oXxy- 4- net hoxyphenyl)-4- chl oronet hyl oxazol e
obtained in Reference Exanple 5 in 150 m of .35 di net hyl f or ram de was added

dropwi se over 15 ni riftegeagtian ath€omp@ind driépwivseh atbtipound, (1he i/ xt ure
was stirr , aqueous s ted ammoni um |
chl ori de (SE'%T ut i ggp\%vgg aﬁtﬁeg&wﬁt (lg{%g-s(?oo ?ﬁgth 8?5513% dﬁﬁrﬁﬁjey m xture |
for 3@5m mufsst meeremoalddeﬂlca‘mdoévémmm@mudet hecat leythmpLe] ala@ey@s ‘
per f or med. ctowas dried o dr qus _magnesi um sul fate, and |
the sol vent® §:h-gill%éfl sfg{}ﬁl g ot-FOP ﬁ‘?’%al}oém 8a \)//@? eEF&g}‘%ﬂmeféﬁn?#om a
m xj ure gfeﬂtyh.yéheaglair@db, and OtheOpepyibl efdlenttd ; JhMe R SmetRf1 White
powdery di
2-[2-(3- beeh bﬁ?tﬁn%tmﬁi’?@ﬁy#?Bﬁo‘i%@Pﬁ%t h%ﬁﬁ@ﬁyéﬁaf@rmmoﬂmm
( DVBO- d6) &aﬁﬁ%fﬂéﬁ Shglym89- azac%théki #Her 6ol
5. 16 3.90-3.84 (4H m, 3.71°(6 Hos), 3 o5t ZH“gghg'ﬁ “acdkyBrkl)
Ref er Hce %ﬁﬂapﬁgewem@é gph @rcﬂﬁé?#@? ﬁ?l‘ﬁn’l?tﬁeadehmiiyule N,N-
2-[2- (3- bez¥h@¥Yrérmamide, dimethyl sulfoxide, and other aprotic polar

solvents; methylene chloride, ethylene chloride, and other

halogenated hydrocarbon solvents; other organic solvents;

mixtures thereof: etc.

35 The proportion of Compound (16) to Compound (17) is



15 met hoxyphenyl ) oxazol - 4-yl net hyl ] mal onat e obtai ned in Reference Exanple
47 was suspended in 53 m of dinmethyl sulf oxide, and 2.62 g of lithium
chloride and 1.12 m of purified water were added. The m xture was stirred
at 130C for 4 hours. After the reaction mxture was allowed to cool, water
was added and extraction with 20 ethyl —@8etate was performed. The extract
was dried over_anhydrous nesium sul fate, and the solvent was distilled
off. The r‘bsé’ia([%% Q\gs{ﬁﬁti ]H'IH gﬁﬁbyag‘ﬁil ?E%fe(}é‘f’_lﬁofﬂ?ﬁ’m ChriGm@P8YF aphiot nthexane
. ethyl acgleatigtterd pet)méD oFi ¥Be lornedf white powdery nethyl 3-[2-
(3-benzyl oxy- 4- met hoxyphenyl ) oxazol - 4-yl ] propi onate. 25 1H NVR (CDC13)
8:7.62-7.59(2H, n), TFeshemerafury of ghgrgactipnygf Lappound (16 wigho3 (1H,
d, 7J2= Hg- ‘boglﬁ)%uzmé-z%@)gz%ln_&) 1iRi0d, G341t8d :redc®Pork 3k uSdha1®, L (2H t, J
- 75 )’performéd ﬁith’coéiing, at room temperature, or with heating.

It is suitable to perform the reaction at about room temperature
for 1 to 30 hours.
Reaction Scheme 11

0
I
0 C—OR8 0 COOR!? 0
1 / 0 £ 1
x4—Ala-[N/>_ R G RB0—C—CH— A% IN/>_ .
T
(18) 0 (20)
(19)

0 0
I [ )—x
RS-0—C—CHy— Al® IN/ :

(7)
wherein R' is as defined in Formula (1); R® and A are as defined

10 above; X! is a halogen atom or a group that undergoes the same
substitution reaction as that of a halcgen atom as mentioned above;
and R"¥ is a Ci¢ alkyl group.

Compound (20) is preduced by reacting Compound {18)
with Compound {19).

15 The reaction of Compound (18) with Compound (19) is
usually performed in a known solvent that does not adversely affect
the reaction. Such solvents include, for example, water; methanol,
ethanol, isopropancl, n-butanol, trifluoroethanol, ethylene glycol,
and other alcohol solvents; acetone, methyl ethyl ketone, and other

20  ketone solvents; tetrahydrofuran, dioxane, diethyl ether,
dimethoxyethane, diglyme, and other ether sclvents; methyl acetate,
ethyl acetate, and other ester solvents; acetonitrile, NW,N-
dimethylformamide, dimethyl sulfoxide, N-methylpyrrolidone, and

other aprotic polar solvents; methylene




7.2 Hz) Reference Exanple 49 30A 0.48 g quantity of sodium hydride was
suspended in 15 mM of tetrahydrofuran, and a solution of 1.31 g of dinethyl
mal onate in 7.5 m of tetrahydrofuran was added dropw se over 15 m nutes.
After the mxture was stirred for 30 mnutes, a solution of 3.0 g of

4-chl oronet hyl- 2-[ 3-cycl opr opyl met hoxy-43%2, 2, 2- 35

trifluoroet hoxy) phenyl ] oxazol e obtained in Ref erence Exanple 32 -61-

di ssol ved iIPFIRE of i iReeh I oF e aBdweisherudadogortters hiinocadonAf t er

the dropwi $813ddiki 0Brnd e BhATAT&) %ﬁtge%ﬁ%ﬂﬁu@%SSQhéP? FOCpth stirring

for 4 hours. An aqueous satdrated amoni u oride sol ut'i on was added to
the reaction m xture Thet Regetiagoofi Gemrmurds (§8) rwidh Wampomml(rmedcémr 30

mnutes. WaLer; ﬂgsbé‘ oHda o4 TGt Len. L h | h}flyf:%tgclge 8\(Vaiepg

The extract was dried over anhydrous nagnesi u t was
distill®&d ofafriehy8od kriovmuanbrgz;m@f addnetdatisubbess dese Gis3dbig. of |ithium

hiorid d 0.15 d wat ded to the 10 d d
e m xt ur SUESREG AP CHOLITr PG SRR POROR RHALS AFtSr- the

reaction mtumny\mocﬁldmv\@dt&gmeﬁpl et¥a] eraIwasiagead and extraction with
et hyl acet gﬁte was%%})rfor med, The extract was dried over anhydrous
magnesi um AFggen PRECS of Getht: WASHHIE HYdregenFarbopader c80dUM was

purl fl ed byl &b%@@c%onﬁ%ec%%sﬁ%w ARRYLEMIEX ARG . ), &l fighacetate =

: gi ve 63 g of colorless oily nethyl
3 (2- Pglcy@p§§;0E§dqﬁﬁq@§§ {gq.g., lithium hydroxide, sodium hydroxide,

2,2, 2-t Qﬁ]rp%g@rg M Hi NVR (CDCI13)  8: '
(7.56-7.5;)' bbas 7243 ?gﬁ ]%giwoﬁé‘%ly%ﬁmpé%ag E‘l#z (ZH? q, J =
8 4 Hz) , 3cgrrb@12a¢eaj (eJ 9=, 6lBtHzm, c@d@ar&&e( 3pdsim c&r%bnéﬁéi ‘Hotadstud. 2

0 40 (2) ;7?,% %:%.Hoortfﬁteg{e grééﬁrggggbo%a%g td ) aikall me&lgé) %oxgelglg?&%f)g% (%H’ m .

2-cycl opropylgtha&uﬂlwnme:ﬁhdxiﬂe ofsoﬁlimet éryrhcﬁma'ee yotesslims Aevedbitbi@en of
et hyl etat(g %r 5%(?1 t th Ifon ch] ori de was added with

i ce-cool i ng° jn‘ﬂf"s Rt e Sl 1 o?‘e§ rﬁi?ﬂﬂlgg (&ter wedi¥ded to
t he reacti hpdridad urp@taadlﬁxtuymﬁa@n &@s. )peshar oesl.1ikke angRREE bR Wwas
washed with r twi ce and concentrated by renoving the sol vent under
reduced pr é’%‘\%,\ﬁ‘?‘ie't §OFi §EPLP ot Tpa e iraings 6?}? 12 tr&@%‘ﬁé’r%@@pyl et hyl

et hanesul%@ﬂ@&@laniﬂnhllvﬂq(&?@h%hgopfo aﬁ&hﬂe te (3 3.03 (3H, s),
1.66 (2H, q, J = 6.6 Hz), 0.70 ( 4(214rr)020010
(2H, m Rew%@%xmpél@aneea@éﬁﬁgolzeg xzﬁcozheym disithplenfinopiridide

ol | W0 aithernfi2mpi Q6 oUW HREHANGE FX AT L.80: Fofb @ o phhe vl ! O

oi ly 2-cycl opent’yl et hyl net hanesul fonate was 3) 8:
4 24 (2H, %o {0BNg ., Hk)4-Glagzbigrrlal)2. 21296ct4ne73(D@590 m3,8k 70-1. 48 (4H,

cyé:l épggt ;?%%%n crﬂér[lg ?qf%l\;ﬁm%%? E%%Tgr ochur e ﬂ}ﬁ%‘l esrug%lcéaﬁ?%r%lee 50,
0.7 g of phlwuidbl Ithayordy ahsl bpeme;d st Isyll.vemtmanesul fonat e was obt ai ned.
LENR LD B Sl e o iy e g, 107 29 (10
25 The amount of base(s) is usually 0.5 to 10 mol, and
preferably 0.5 to 6 mol, per mol of Compound (18).
The proportion of Compound (18) to Compound (19) in
Reaction Scheme 11 is usually at least 1 mol, and preferably
about 1 to about 5 mol of the latter, per mol of the former.
30 The reaction temperature is not limited, and the
reaction can usually be performed with cooling, at room
temperature, or with heating. It is suitable to perform the
reaction in a temperature range from room temperature to 100°C,

for 30 minutes to 60 hours, and preferably 1 to 30 hours.

35 Compound (7) is produced by subjecting Compound (20) to



Ref erence Exanpl e 53 A 25 g quantity of

1- (2- hydr oxyphenyl ) et hanone and 76 g of potassium carbonate were suspended
in 500 mM of acetonitrile, 15 and 31 m of allyl brom de was added. The

m xture was stirred at roomtenperature for 48 hours. The reaction m xture
was filtered to renmove insolubles, and tde-filtrate was concentrated under
reduced pressure. The obtai ned reS|due was purified by silica gel colum
chr omat ogr éﬁ?ﬁyfo(lﬁshéwaoévhﬂl@tet The l’lyddrolys;s-tdmc@rc‘bexina%ngoﬁf pal e

N i | h ' B NMR 8: .7.73 (1H dd,
5 (7)W80I 1% ﬁ%%na %%P%o%?yﬁgrﬁ%ng’ugzb% Pi?fg wis1B 02 ElH n .
5 47-5. 30 mex@c;e@ﬁﬁnp@eans( giemher2i64F{&H, as)prae,fagé esGe ARt AR

25A 40 g ¢ tit, of 3,4-diet qti:(\janam de and 80 g of nethyl
5- br ono- 4- %%%pgnganoat%m('@oﬁ?hﬁg “BhBtEemsdh GPOVRt A a3process

br ono- 45 ox apenflanotiiegetiser e added to 400 m of di nethyl formam de, and the
m xture was stirred at 130C for 16 hours. The reaction m xture was

concent r at &dadiind échemediced pressure and diluted with 30 ethyl acetate.

Et hyl acetate (500 m ) and saturated sodlun1b|car onate solution (500 m)
wer e gradual |y added (byasflrrlng, and stlrrln Eﬁﬁ' ontinued. The organic
| ayer was dryleg cavgn ous—ﬁagnes+un1 hen concentrated
under reduced p essure The resi due was purl ed By silica gel colum 35
chr omat ogr aphy (eh@g# acetate: n-hexane =1 : (§® 1. 4) togive -63- 18 g
of white powdery yl 3-[2-(3, 4-di et hoxyphenyl‘}'Gxazol -4- yl]propionate. 5

o) 4. 15(2RGr B syttt e te. s b0 It ey ssascon ¢,

6.9 Hz) €pfided dbob@.6. 93(1H, d 6.9 Hz),3.80 (3Ht, = Reference
Exarrpl e 55 antlt of 3, 4-di benzyl oxybenzam de and

8 g of 1,3-dichl o?%mpf%géﬁb \%PQ ﬁ@d@ﬁ@@&lﬁﬁt% Gampernd ol 30 opanol |

and t o suspemsion dsaioneadatiand Mmele FeXedidPcad PaYSarAldEbutay) ipd, the
reaction mxture s concentrated to half its original volunme under reduced

pressure aRECEOW MEOUP &F | R&S5E6RGE Examide \ﬁésgh‘tﬁib@erqfh@a@?@bl ot at ed

crystal s werécdsd |saahedr bihdddtol, akh@ni ﬂf@ﬁﬁé@tﬁ' ke e‘HEe of a
acet one- net hanol -di i sopropyl 15 ether. The obtained crysta s were Uried

under redukRITHrILYERE toplgidpesonot afiversedy orffissd pbedeeaction. Such

23 3 Dl SEODREHORLPREY oxdextilih O OFRH YL AR, 1ERAIR( OIS 81 7. 66
= S
15 isopropanol, n-butanol, trifluoroethanol, ethylene glycol, and

other alcohol solvents; acetone, methyl ethyl ketone, and other
ketone solvents; tetrahydrofuran, dioxane, diethyl ether, diglyme,
and other ether solvents; methyl acetate, ethyl acetate, and
other ester solvents; acetonitrile, N,N-dimethylformamide,

20 dimethyl sulfoxidé, and other aprotic polar solvents; methylene
chloride, ethylene chloride, and other halogenated hydrocarbon
solvents; other organic solvents; mixtures thereof; etc.

The reaction ié usually performed using oxidizing
agent(s) such as dimethyl sulfoxide, hexamethylenetetramine;

25 triethylamine-N-oxide, etc.

If necessary, the reaction can be performed in the
presence of suitable base(s). A wide variety of known inorganic
and organic bases are usable. Inorganic bases include, for
example, alkali metals (e.g., sodium, potassium, etc.), alkali

30 metal hydrogencarbonates (e.g., Ilithium hydrogencarbonate, sodium

hydrogencarbonate, potassium hydrogencarbonate, etc.), alkali




dd, J =8.4, 2.1 Hz), 7.50-7.28 (10H, m, 6.99 (1H, d, J = 8.4 20Hz), 5.22
(2H ,9%), 5.21 (2H, s), 4.55 (2H, s) Reference Exanple 56 Usi ng
10 g of 2-(3, 4-bi s(benzyl oxy) phenyl)-4- chl oronet hyl oxazol e obtai ned in

Ref erence Exanple 55 and follow ng the procedure of Reference Exanple 47,
12.3 g of 25 colorless oily dinethyl -41-

2-[2-(3, 4-bi s(benzyl oxy) phenyl ) oxazol - 4- yl net hyl ] mal onate was obt ai ned.

'H NVR ( cD®Edplghyvdresiden(eqg. g Mthiyn hydroxige. 7sodiym hmdrexides. 97 (1H,

d, J = 8.4 Jdthsshurdn 16AH, cdBiumn tetd 7 7 7) 75 (3H, s),
373 (3H o), 3.18 (ZH d 3 =751 dpbitde tetd . &lg(r?plﬁemggal
Usi ng 12. 3 cgrepnatast (8419.2- L2thBim chirb¢betery [sodjn carbonate, potassium

phenyl ) oxa = t . bt aj.ned i.n,Reference._Exanpl e 56_and
fol | owi ng t%%gbé?%t%gu%lw{ie{ ern%ril%é %££1 ngfg,ﬁli"%tagf 194P8 ?ﬁ@xﬁgﬁﬁery
met hyl 3-[ 2e( 8, 4- b &itbe meyhoxigeohenliloxsizalzide , 35ty )], pRORADD 3l a0AS
obt ai ned. ,-64: 1- NVR ( 13) .8:. 7.63 H d, J =21 Hz), 7.57-7.27
(12H, m, é‘?g‘%l?‘%%«,(ed,gu gggl‘if?‘ ng?zlé‘%‘?ff}u'a,hiﬁdr_ld?:zell-ﬁ)lr Fngotheay
s), 2.90 (2Hkket, Okganic2bd¥ds iAcTadd 2kbr axaﬂpfe,7-t%ihlzl)§yf?£&ﬁ{e%n@@. dgxanpl e
58 5Using,29.4 g of 3-et hg{,);é/%- met hoxybenzam de and 57 g of

1, 3-di chl or’tﬁ-l?@bl.g%]ﬁ??@ﬁe LRt ephPeg N1rdhyl§ébsrpronyilaRérer étee) Exanpl e
55, 19.9 gp9fiﬂ¢héﬁcﬁﬁﬂﬂ@iﬂeﬂ]ﬁ?%@&@ﬂﬁgbxﬁﬁgmzole, pico

14
(3- et hoxy-4-met hoxyphenyl ) oxazol e was obtai ned. 10 "1H NIJ\L/%G(CDCB)
7. 55( 11 d, dimehylangnopygidine, fimevhybyngifing, INthethy8morplzglines) ], - 92

3.93 7.61 : H, ddg i, 5 _&._ : ), 1d,J.= ‘ (,2H

5. 1. 50( 311 p PR gks SO & nd o Lp et WElall P e Bdiany)

3, 4- di hydr 638048 -Adszalisswileéd. 4 1D RE@ent 7 odriedi (DBUNY | &t mawhele suend 5. 5
g of sodiu [ S Wi I ce-cooling and stirring, .The m xture
was sti rreg%,l&(gsngﬁcag g’%%?lﬁbn&l%e%gp 3%%0 g}e Bgﬁéy?sgrsg VﬁEL‘?n f&g}fﬂba@f“s

di met hyl f ocamnived erssds saddey alr dpwessbindfttien.t he dropw se addition, the

m Xt urg; was stirred L, room &er@er atyre overnight. Water was added to the
reactioh mixture and extTaetiolt PEHTELRY | 2T 4F 9P WG Oper ERrife@olThe
organi c | agmed pwEfervadhedo Vs tio 6anel, tpkC aoangs ahiat e by renoving the

- sol vent under reduce ressure. 5%3 ?biai_ ned residue was purified by silica
~gel: col um chr omat og %WOFﬂFh%? elset hy 1 ushidd ¥t @- % 0 1010l o agidve 15 g
of crude cpyesteatshlyDe5CEaIde oY Shét Snolebe ESfgaRigali hiyed froma mixture of

30 m of When performing the above reaction, alkali metals such
20 as potassium iodide, sodium iodide, etc. can be added as reaction
accelerators to the reaction system, as required.

The reaction temperature is not limited, and the
reaction can usually be performed with cooling, at room
temperature, or with heating. It is suitable to perform the

25 reaction in a temperature range from room temperature to 120°C
for 30 minutes to 30 hours.

The starting material compounds used in the above
reaction schemes may be suitable salts, and the objective
compounds obtained by the above reactions may be in the form of

30 suitable salts.

Each of the objective compounds obtained according to
the above reaction schemes can be isolated and purified from the
reaction mixture by, for example, cooling the reaction mixture,
separating the crude reaction product from the reaction mixture

35 by an isolation procedure such as filtration, concentration,




25 n-hexane and 15 m of ethyl acetate to give 8.6 g of colorless plate
crystalline ethyl 4-benzyl oxy-3-hydroxybenzonate. 1H NVR (CDCl3) 8:
7.67-7.47 (2H, m, 7.41-7.30 (5H m, 6.94 (1H, d, J = 8.7 Hz), 5.67 (111,
s), 5.16 (2H, s), 4.34 (211, q, J =7.2 Hz), 1.37 (3H, t, J = 7.2 Hz) 30
Ref erence Exanple 60 Using ethyl 4-benzytoxy-3-hydroxybenzonate obtai ned
in Reference Exanple 59 and follow ng the procedure of Reference Exanple 2,
et hyl 4- berfHTE0fL30 et bdiorh ehkent solasioht protedurds, NWRl (tEBBE18)riEying
7.61-7.55 ( 7. 45-.7. 27 .90 (1H,_35d, 3 = 8.1 Hz), 5.21 (2H
s), 4.34 (2%’!_el g@ge:r%%gﬁggg£§%ﬂ§1§??u@5§m8¢agog@rg,HZ), 1.48 (3H t,
J = 6.9 Hz)gecky8TalBikattion)andfod dihprRebereamiensl Refermreeibxanpl e 3,
NVR (CD%%%Eeﬁérg'68 (1H, dd, J =8.4, 1.2 Hz), 7.61 (1H, d, J = 1.2 Hz),
5-7.28 , F©%: 92 (1H, d, J =8.4 Hz), 5.23 (21-1, s), 4.17 (2H, q, J
)

.9 H2), 1.48 (3H, Suitdble Gadthzds InRRuBARC LR HARRLENE% LI,
nzyl oxy- 3- e%hﬁg%benzm ¢ acid obtained in Reference Exanple 61 and .
0 eRESEFD

e ¢ \

| owi ng U IS TRt age e TRX AP 1e, Botak Iseddsneech @s

stal i ne1ftabengyt OXEadtsetdoxyb ' S L4 1 (CDCL3)
7.47-7.21 (7H, 1) 6.sgs(g‘ﬂ%}(d,%Jea%méfjsidl\&?)?gg%%ﬂ’?gﬁ#g) %Ws (2H, q,
7.2 Hzplkalime (ythy mejak splisHiy. Ref eradodemExalipl @agBedbimgalt,

-Benzyl OX¥%xa- ¢t hoxybe ' tai.ned,.in .Ref erence .Exanpl e, 62 and
ol | owi ng %éﬁé gfoced'u'r gﬁ@?ﬁ%g? %%é‘r?g'é %Jd&egklaﬁﬁgﬁgffarcb&nﬁngﬁsge&Mery
4- chl o¥®neilhyhion (cadhonage oxXyotds sétinosyieate) oxarinie cagbotdicali Bediud H NV

(CDC13) 8: . S)., \7.57-7.30 (7H, 6.94 (1H, d, J = 8.4 Hz), 5.20
(2H, s), 4%5@‘?1‘}{1:]@5)8,3‘:1’4?20& "ﬁi,l m‘?‘(:% :hﬁffgﬁ%’?r‘%".%e(ssﬁ?-% Jithium 1y
25 Ref er enbgdEagmpleatédate, sodium hydfodenZhrBofiated)! igo¥agtigedi um i odi de and
5.09 g of sodium bicarbonate were added to a suspension of 10 g of

2-(3- benzyF‘{‘S‘ng‘]f/c-’g‘;if1 82ypheityt) - 42 Jdr&%?ﬁyﬁ‘ﬂ%;ﬁ@ﬂésob‘%di-ne 1ipium
Ref er ence Exangteldy isodfm Hyd@bxaasptputlaseh imodoxiiRe ity e was heated

30 at 0 V\%%h stirring for 30 minutes. After the reaction mxture was
al | one'tP t 0" EHoP=L9EAt GGt bd PG RELGE sSaldde @ abmorgaN gchR®RE Mi t h et hy

acet at e wasrperdvwiinTedky TAR 0281 §. | a%8maMRS1 d ¢\ ;h%H ted brine
and dried over_ anhydrous nagnesi ugn sulfatGe,§an t He so%l\%h t vvélgt en

di stilled S¥viHdSoPreantayisrestar b, m¥sithee oluineddne o shicheeividse puri fi ed

by silica gflatR1eMpic8Pind NEORBLAG . ang.: |_.gceta = 3:
1) to give 2.98 gjlof P;gtlg%%qopl y 2@3@2&?%%%%4 ﬁel?ﬁgﬁ%%&gﬁ?bi\gzol e-4-
car bal dehytewernalkgy lrormmaises 8( e oy .98 N-heithglmorphdbihd Hind the 714 )(,1H, ad,

L5 SO M S Yl 8 i o B,

Exanpl e 65hydrobrmides, hydroiodides, sulfates, nitrates, phosphates, and

RGO AN
=0 T
< —oToh

other salts of inorganic acids: formates, acetates, bropionates,
oxalates, malonates, succinates, fumarates, maleates, lactates,
malates, citrates, tartrates, citrates, carbonates, picrates,

25 methanesulfonates, ethanesulfonates, p-toluenesulfonates,
glutamates, and other salts of inorganic acids; etc.

The starting material compounds and objective compounds
represented by the formulae in the above reaction schemes
encompass solvates (e.g. hydrates, ethanolates, etc.).

30 Preferable solvates include hydrates.

The compounds represented by Formula (1) of the present
invention of course encompass isomers such as geometrical isomers,
stereoisomer, optical isomers, etc.

Drug efficacy and use

35 Compounds represented by formula (1), optically active




Usi ng 4-chl oronet hyl-2-[ 4-net hoxy-3-(2,2,2- 10
trifluoroethoxy)phenyl]oxazol e obtained in Reference Exanple 23 and

foll owi ng the procedure of Reference Exanple 64, colorless powdery

2-[ 4- met hoxy-3-(2,212-trifl uoroet hoxy)phenyl | oxazol e-4- carbal dehyde was
obt ai ned. 1H NMR (CDC13) 8: 9.99 (1H, s}438.28 (1H, s), 7.82 (1H, dd, J =
158.4, 2.1 Hz), 7.71 (1H, d, J = 2.1 Hz), 7.01 (1H, d, J = 8.4 Hz), 4.46
(2H, g, J =9Pmengy)theyegs.(3pd splRef dhenee’ Eﬂdmnﬂlelaﬁﬁer referred to Usd ng
4- chl or 9net:- [ y . ained in fere Exanpl e
35 and foll ?vekr%uglﬁg B?ngé%ure o%rt dL)n%é JLr')(genn e v%n’ﬁl éSP%ﬁl Pal & Q?fgf'“
powdery 2- (B4ondisgeingypRERY) ) axhzate-Hercer hakfdehyde wesiwbtpigrediedis NVR
(CDC13) 8: 8.26 (1H, s), 7.65 (1H, dd, J = 8.4, 2.1 Hz), 7.62
(1H, d, J _f%f%&é)ﬁ%lr& (P 'd, J = 8.4 Hz), 4.19 (2H q, J = 7.2 H),

4.17 (2B, q, J = 7. Zi'dalzt)h,erl BQe ( 6b, thelﬁ5§DH—EpachjE:\Lc RefefaneeyExamle 67
Using 12.7 i sog&opox -4 met hoxybenzoic acid and foll ow hg the

procedur e o@%ef@?@ﬂg ethe \HIVEathoMdefdp DPe useful as  active

3- & t 4
(1IH sogr o?o?wgéeﬂgmziﬂes();bg?l@?ﬁﬁ&é@fﬁcﬁ@ %bﬂﬂﬁ&lt'%%h%) dﬁ%ﬁ@#;@%#@p&?lagu 4

Hz). 5.93 @Ifl therepeuticagemys gpr 3@@49&@15@)&%& 38&4«@:&4 smhoificaBlyl) Hz).

Ref erence Bxappkes 68 ng,

3-i sopr opoxy- 4- et hoxffgec%(zagir-}%%ep%e Jtc%ﬁéed in ﬁ%ﬁ%ﬁ?&% BanptE 67 4d 25

g of 118- disprréfic 2inhibgtoryr apbivondneiddé ovdmiwiusg oi-hgimrgrduted Aicute

Ref erence ol pg

4-chl or ometgﬁ Ta%&f% i sglr%og) )ﬁ@i}rirlg't hoxypﬁ%’ﬂ?%xé’?&l ELE5IFt dndhred)

1‘14 NVR (CD@&E;Lr@tOIW 6 3-x(ath, ﬁ).seiiseﬁsl (()ng ddbrdnéh:ﬁil4 a%tiamh%) ,cx%)réz (1H,
=. 8.4 Hz 64 _(1H, 53 (2H, s 3.90

(314 s) Tg‘i%)r%'%ﬁ?i; cP“'jﬁ“"nE%Y 09485258t e‘-‘rtgn&e % Cb‘?eeg (in particular,

Usi ng 4- chhppen@ldatllcz ( 3ihElmmEREXY; 4- r&iﬁhoxalﬂfh&@ib) OXBdLlsR 59 bt g'xé"gg
Ref er ence Exa | e 68 and fQ| owi ng the 10 procedure of Reference l e

64, pal® yEF?B nglr(lg toXic and allergic contact eczema, atopic
|sopropoxydéﬂﬂ@&:hmsyplaaa by OxX azlafa4- 6AH '

(CbC13) 8: 9 114, s ﬁ 8. 27 (1Ha s), ?@&ggﬁ?{; eigﬁfa%tca Eﬁglmy%
7.64 (1H, andaa orgiqyJermatyses) p ngrvous @rgpuazr;l abneTmglity &epmmses) =
6.3 Hz), 3s9¢h (88, 18arnindll 0
Al0 g quaﬁtl ty of:L (% hgf/ldrrﬁoxygﬁgnﬁliig?ﬁaﬁ% ?’sso g% %&%@%ﬁa

di met hy| f ofHefti fktzhaianery s and d’ferbhnwlerﬁetmeaﬁeshyldlsebees aassRB.ateq of
t d.at 50C. f
pot assigum ﬁﬁfl@%t%l‘”%ﬁﬁcggo@dﬂﬁ@m%mftfﬂ y m‘%ﬁ?c Sci : [ r?%ﬁﬁ%? egsgﬁgpgls

hours and then at room tenperature
renoved freehianphrentai onamgigr e d;)‘sotderr atétan,) ;i ceywaemc weshdaddedal o the

filtrate and. cti eth acetate was perfo The or nlc | ayer
was washed wkﬁﬁttr\?\'gt erggg#&(frl ed eq anfiydf oud® g ilSm s AFECEaThe

organi c Ia#wmmsmonm Nat @hsmdenteedimﬂd r-EEsd elnﬂ[mkm‘alﬂgoﬁ egiedye was
:pu;-|)f![gd IbCYrOSH scadlgseasgolalllj u cperr% 1%;395338 TY:L ( n %%ﬁ%?:glé gl'géfl] olr %%:?:E)glc >
25 Jjmmune-mediated inflammatory diseases in the upper respiratory
tract (cavum pharynges, nose) and its vicinity (sinuses, eyes)
(e.g. allexrgic rhinitis/sinusitis, chronic rhinitis/sinusitis,
allergic conjunctivitis), and the 1like. Among these, | the
compounds are particularly effective in preventing and treating
30 atopic dermatitis, making this diseases a suitable target disease
for prevention and treatment.
When used as a PDE4 inhibitor or as prophylactic or
therapeutic agent for the above-mentioned various diseases, the
compounds of the invention can be used as oral agents, injectable

35 solutions, external preparations, and the like.



6. 2 g of colorless oily 1-(2-nethoxynet hoxyphenyl)ethanone. 1H N1'(CDC13)
8 7.71 (1H, dd. J =7.8, 1.8 Hz), 7.43 (114, td, J 30= 7.8, 1.8 Hz), 7.18
(1H, d J=7.8 H), 7.05 (1H, t, J = 7.8 Hz), 5.28 (2H, s), 3.52 (3H, s),
2.64 (3H, s) Reference Exanple 71 A 3 g quantity of methyl
3-[2-(3, 4-di et hoxyphenyl ) oxazol -4-yl ] prédpt onate obtained in Reference
Exanpl e 54 was 35 suspended in 5 m of nethanol, and 5 mM of a 20% agueous
sodi um -68- hydr oxiBRF s6Fati GaemEs. added.expplei xthhee cwar@olmadtseahaancbe
refluxed f r's;nAf n e ac m xt to r oo

t enper at urcet,; ezebftgf%gctl on évlﬁ hq'tgl %I gsf%gr%let hgneb{)/\‘/gé;e pefrf% ﬁ% ’I'heqranu;Les

di chl or onetQW@lBayesymw MEshsd, V\tntdfchmt,erll@mﬁsir iegtd . OVRECED cahy dgeuss

magnesi um syl f at vent $ distil and t he obtained crystals
were dried to glc\%/)e %"h‘g gt of Wi te 5o yﬁcceP Eh18"hdd Seicdriats o'

3-[2-(354- chamuhnsyplaﬁdylf)mxnzﬂl 0Bt YdA4INGPI ctGiaciag. ﬁéﬁe@ CQQ&@Q B!
765755&131\[_%Et l_!l‘d J =2.1Hz), 6.91 (1H, d, J = 4
(2H, q, 1§igtegrators;s %1‘3&‘1%1—*1?@80’93%2&) BuffRos, 9cp1(e¢ﬁarvqtlves
2.90-2.80 (2Hgraheed, 4hd e tikel = 6.9 Hz), 1.48 (3H, t, J = 6.9 Hz)
Reference Exanple 72 Using 10 g of 4-benzyl oxy- 3- net hoxybenzam de and
fol | owi ng the procediffe iBferRetiice seduisempl ¢4 compgusis whiyt el bremaeer v

bt a1 ned. | 5 R T ery P ELISRRERY R B Yol ouRa F13E, e 0
(2H, s}0 3sggars3spludiony gad (3¢ ldke, m@hquzaustsusbmsloﬁst) 2.64 (2H, t,
J = 7.5 Hz) 20 Refergnce nmet hyl

3-[ 2- (4- benzyl oxy- SF%H’I%t ho%gﬁ}ényl )S’r% St | pl‘L'%%l oﬁ%ﬁ‘g LB’EPal H@é i Re

Ref er ence Bxeppied 72nandyf doknai nforhexpmptedusachf aRefiegene embassies , 71,

1.03 f
3-[2- ?4Obe§1tzjy¥oxy (\‘43\9 xy&ﬁ’&%ﬁbxa&’d}mfnﬁ] pr BPFLHARS25  SEFRERRiONS.
obt ai ned. &R (dﬂﬁ(ﬁﬂr@htg s ZCdeH-Lex%érna?l %ﬁ:eb&!f‘ati?‘&ns aﬁloﬁtﬁﬁna(lﬂ?‘

7 17 ( 4Hz), 5.15 3.85 s), 2. Hot, J = 7. 5
ﬁg f‘%?-galtn yariotg I-EE)I‘I(%?F& enBasex §1‘7343 3@@50 4d§l'é]u¢ﬂ$t| 8¢ of
4 chI or onetiyder1B, dsél et houktphaay| b@éﬁéﬁéﬁdﬁ@ ai fpd & fem:ﬂ_ anpl e

35 was dissolved in_15 nml of nethylam ne (40% nethanol so ut| on) was
heat ed and"#EFT1 uRddst oSWELAGEANTSFhesoRBEisRA M CAMPERENES, c@mummed and

t he obt ai n@@ilémt@e agedr i g6k un g%irg%gfed %ﬁ%ﬁkgfto %lgggeg?%t%%S g of

yel | ow oi | 3 4- d| met hoxyphenyl ant ne.
111- NMR (c%)t%) egtaptee thickepersy sgtyosDiqtd, rhel6te0s ( IpH alijuktinﬁ 4

Hz), 4q21- gge'lfpts( 6ldecBbrates 6 ekt s), 1.51-1.45 (6H m Reference Exanple
75 5Using ethyl 2-chloroacetoacetate and 16 g of 3, 4- diethoxybenzam de

and follow ng the pWbaerdused ofs Raf @PBAcénEkanpie Sor a8 prapghydabyic or
[2- (3, 4- di prehgpomrienyLyoxazodsd- wld acglale vas obtained. o diseases,

effective dose and number of doses a day of the compound vary

.17

depending on the purpose of use, kind of compound used, the age,

25 weight, symptoms, etc. of a subject, and cannot be uniformly
prescribed. For example, the inhibitor or agent can be
administered in a dose of 0.1 to 1000 mg of the compound(s) of
the present invention per day per adult, and may be administered
in one to several portions a day.

30 Further, in 1light of other viewpoints, the present
invention provides a method for treating or preventing the
aforementioned  various diseases comprising the step of
administrating an effective dose of the compound{s) of the
invention to a mammal, such as a human.

35 Furthermore, since the compounds of the present



114-NMR (CDC13) 8: 7.64 (111, s), 7.60-7.50 (211, m), 6.91 (1H, d, J 10=
8.1 Hz), 4.25-4.10 (6H, m, 3.58 (211, s), 1.50-1.40 (611, m, 1.29 (3H t,
J = 6.9 Hz) Reference Exanple 76 A 0.35 g quantity of lithium
al um num hydri de was added to 30 ml of tetrahydrofuran with ice-cooling and
stirring, and 15 ethyl [2- (3 4- di net hoxy#phenyl ) oxazol - 4-yl | acet at e obt ai ned
in Reference Exanple 75 ..slowy added with stirrin After ;stirrin

F 6om t enperHERE6oh o8 hoH DLt ACEL P e  FRNSH | PIAH WHORIEEASB0OFIRY | or

3 hours, ané 0.@&mll Ofamat getife 35 i Alr&dienhtkp % pstieourrs@di @bawmﬁ de
solution, and 1.05 nl of water were 20 added in that order. The reaction

M xture WESPBFREAARYRr AHFPRFESs tRAaENBSReh s IR &uchn FNFngoPEBESt st e

then renoviethibytbi{t raddion IThelddd t Pcﬂbeewa@fﬁ@ieeﬂwatﬁbmﬁebléewd
pressure to give 2.5 g of colorless crystalline 2-

d|neth%xyﬁﬁ@ﬁ???éﬁd%bﬁjﬁif@°€?WQHB¥On fﬁEHNRPFQE@EéyuﬁuiﬁtQGY(EFFlQF J
8.4, 2.1 ?@f a%a@%oﬁ 1'1‘0:915 nJls'é{-Atl 4%(1%5 ard » g@ig %1%1\1#2%

8.4 Hz), Co4, 15 (211, q; g,
J = 5.4 HProdapchion 151uﬂpretssaéllt cgnuaq.qz:)ng 230813?0(12115 Gef tjle: lQV@nFB:?n 5!1_1948
(311, t, #3304, the L ek taciy

A20g qj:antl t%né;fzgi 1':2%%?? 4&%| %Fh&y"&ﬁ%‘%ﬁ%ﬂg‘gm ﬂ y t hanol aerbt ai ned

i n Ref er ecopBydapt&c mchrt@ezasegtm agengiseny| phosphi ne were added to 20 m

of di¢hl oromet hane, and 2.9 %@E&abgo%ﬁem;@;{%de was slowy added with
i ce-cooling 35 and stirring. —tht e of the m xture had
reached -70- roomTrenmempbunds of ithd pyesast comtentied hevelad hours. The
reaction m ancentr at and the i due,was ur| fied silica
el col U PEHPOIRr DRy CRoRes et ity PORR oo i B3P e &ie)' %
of col orl essiceyshatddientsd E3rbaoPmRthVinhiB4itoré 3, 4- di et hoxyphenyl ) oxazol e.
1H NVR (CDC13) 8: 7.60-7.50 (3H, 4.18 (2H, q,
J =7.2 H), 4 14 (DR §° shelzm Sfﬁ%flcsg%ﬁ(%qlbétoﬁy—a%t@}r@s §e14 (2H,
':Q, fJ £56. %Exhiéburlw.ds%f (t?rﬂel,ln’irenﬂl%ns lark |ﬂ1)rthér4§sé§l'l ds pltoph¥idctiy 10
ef erence Exanpl e i ng
4-(2- browﬁéﬁhgﬁ?r@??@w Gi9erRax{ph Yﬁﬂl)ouéxaiéﬁés%t%qa}éﬁilpﬁ RePRt@ence
Exanpl e 74capdrioldowi ng the procedures of Reference Exanples 6 and 7, 0.8
g of yellow oily 2- [2-(3, 4-di et hoxyphen I)oxazol - IIethyI am ne was
obt ai ned. 151H NVR ( GXEE3MOBET7FER - CARY(IAH, B OH (INVENFIPN= 8.4 Hz), 4.17
(2H,9, J = 7.2 Hz), 5 ( 2.90
(211, n), 1. 85( 2H, brsﬁi‘héIs ﬁaﬁﬂg&%ﬁﬁm‘?ﬁtgghﬁ%ﬁ&%ﬁ%@ %&111[10]!@ detdld

20 below with reference to Examples.

Reference Example 1

A 25 g quantity of isovanillic acid was suspended in

250 ml of methanol, and 1.5 g of p-toluenesulfonic acid
monohydrate was added. The mixture was heated and refluxed

25 overnight. After completion of the reaction, methancl was
distilled off under reduced pressure. The residue was
neutralized with saturated aqueous sodium bicarbonate and then
extracted with ethyl acetate. After washing with saturated
brine twice, the organic layer was separated and concentrated

30 under reduced pressure. The residue was purified by silica gel
column chromatography (n-hexane : ethyl acetate = 1 : 1) to give
24.5 g of white crystalline methyl 3-hydroxy-4-methoxybenzoate.
'H-NMR (CDCls) &: 7.63-7.358 (2H, m), 6.67 (1H, d, J = 8.1 Hz),
5.63 (1H, s), 3.98 (3H, s}, 3.90 (3H, s}




J = 7.2 Hz) Ref erence Exanple 79 20Using 10.4 g of _

3, 4- di et hoxybenzam de and 19.5 g of ethyl 3-bronp-2-oxopropionate and

foll ow ng the procedure of Reference Exanple 5, 12.9 g of white powdery
ethyl 2-(3,4- diet hoxyphenyl ) oxazol e- 4-car boxyl ate was obtai ned. 25 1H NWR
(CDC13) 8:8.21 (1H,d,J 0.9 Hz),7.64 0-96Hz),7.63(1H,s),6.92(111,d,J = 8.1
Hz), 7.2 Hz), 4. 17(211 d, J = 6.9 Hz), 4. 15(2H g, (3Ht,J =6.9

Hz), 1. 41(31 ﬁemnceﬂ»arme @111, dd, J 8.1, 4.42 (2H, q J=J=6.9

Hz
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Reference Example 3

A 25 g quantity of the methyl 3-benzyloxy-4-

methoxybenzoate obtained in Reference Example 2 was dissolved in
100 ml of acetonitrile, and a solution of 11 g of sodium

20 hydroxide in 100 ml of water was added. The mixture was stirred
with heating at 40°C for 5 hours. The reaction mixture was cooled
with ice, and concentrated hydrochloric acid was added to give a
pH of about 3. The precipitated crystals were collected by
filtration and dried under redﬁced pressure to give 22.1 g of

25 white crystalline 3-benzyloxy-4-methoxybenzoic acid.
'H-NMR (CDC13) 8: 7.77 (1H, dd, J = 8.4, 1.8 Hz), 7.65 (1H, d, J =
1.8 Hz), 7.48-7.29 (5H, m), 6.94 (1H, 4, J = 8.4 Hz), 5.19 (2H,
5), 3.95 (3H, s)

Reference Example 4

30 A 20 g quantity of the 3-benzyloxy-4-methoxybenzoic
acid obtained in Reference Example 3 was suspended in 200 ml of
dichloromethane, and one drop of dimethylformamide was added. A
8.1 ml quantity of oxalyl chloride was added dropwise with ice-
cooling and stirring. After 2 hours, the reaction mixture was

35 concentrated under reduced pressure. The residue was dissolved in



trifluoroethoxy)phenyl]oxazol -4-yl net hyl ) mal onate obtained in Reference
Exanpl e 82 and foll ow ng the procedure of Reference Exanple 48, 1.44 g of
colorless oily nmethyl 3-(2-[4-nethoxy-3-
(2,2,2-trifluoroethoxy)phenyl]oxazol -4-yl } propi onate was obtai ned. 251H NWVR
(CDC13) 8: 7.70 (1H, dd. J = 8.4, 2.1 Hz37-7.60 (1H, d, J = 2.1 Hz), 7.42
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30 water The resulting crystals were dried under reduced bressure
to give 9.4 g of white powdery 2-[2-(3-benzyloxy-4-
methoxyphenyl)oxazol-4-yimethyljisoindolin-1, 3-dione.

'H-NMR (CDC1l3) 6: 7.91-7.85 (2H, m) 7.76-7.69 (2H, m), 7.61-7.58
(3H, m) 7.46 (2H, d, J = 6.6 Hz), 7.39-7.26 (3H, m), 6.91 (1H, 4,
35 J = 9Hz), 5.18 (2H, s), 4.85 (2H, s), 3.90 (3H, s)



0.35 (2H, m) Exanple 4 A 0.3 g quantity of the

N-[ 2- ( 3- hydr oxy- 4- net hoxy phenyl ) oxazol -4-yl nmet hyl] - 2- et hoxybenzam de

obtained in Exanple 2 15 and 0.22 g of potassium carbonate were di ssol ved

in 10 mM of dinethylformam de, and 0.34 g of 1,1,1-trifluoro-2-1odoethane

was added thereto. The m xture was stirtr€8-wth heating at 50C overni ght.

The reaction mxture_was allowed to cool, water was then added thereto, and
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with an excess of water. The obtained crystals were dried under
25 reduced pressure at room temperature to give 18.3 g of white

crystalline methyl 3-cyclopropylmethoxy-4-methoxybenzoate.

'H-NMR (CDCls) &: 7.67 (1H, dd, J = 8.4, 1.8 Hz), 7.52 (14, 4, J =

2.1 Hz), 6.89 (1H, d, J = 8.4 Hz), 3.94-3.86 (8H, m), 1.43-1.29

(1H, m), 0.70-0.58 (2H, m), 0.45-0.30 (2H, m)

30 Reference Example 9

Using 18 g of methyl 3-cyclopropylmethoxy-4-
methoxybenzoate obtained in Reference Example 8 and following the
procédure of Reference Example 3, 16.6 g of white crystalline
3-cyclopropylmethoxy-4-methoxybenzoic acid was obtained.

35 *H-NMR (CDCls) &: 7.76 (IH, dd, J = 8.4, 1.8 Hz), 7.58 (1H, 4, J =




-75- 7.70-7.63 (3H, m), 7.45-7.39 (1H, n), 7.07 (1H, td, J = 8.4, 0.9 Hz),

6.98-6.93 (2H, ), 4.84 (2H, d, J = 2.4 Hz), 4.63 (211, dd, J = 5.4, 0.9

Hz), 4.19 (2H, q, J = 7.2 Hz), 3.94 (3H, s), 2.54 (1H t, J = 2.4 Hz), 1.50
Exa

(3H, t, J =7.2 Hz) 5 nple 9 g

N[ 2- (é ethoxy 4- met hoxyphenyl ) oxazol - 4f®$nethyl) 2- et hoxy benzam de
Yield 0.22 e po%d 10 1 NM R (CDCL3) 8:8. 55(1H br s) 8.24 (1H dd.
J =17.8, 128 %52 AB549¢ 3¢ = B 47Hz ). 73399“(3~?'H92 8H,7m7 L148-14-29) = 8.1
Hz), 6.96- (61.}19,1m()2l-b.7@ 04.5@2(211,111@, 0.46 0.35 (2H, m)

Reference Example 10

Using 16.5 g of 3-cyclopropylmethoxy-4-methoxybenzoic
5 acid obtained in Reference Example 9 and following the procedure
of Reference Example 4, 16.2 g of pale yellow powdery 3-
cyclopropylmethoxy-4-methoxybenzamide was obtained.
"H-NMR (CDCls;) 8: 7.43 (1H, 4, J = 2.1 Hz), 7.31 (1H, dd, J = 8.4,
2.1 Hz), 6.88 (1H, d, J = 8.1 Hz), 5.75 (2H, br s), 3.97-3.89 (5H,
10 m), 1.40-1.28 (1H, m), 0.69-0.62 (2H, m), 0.39-0.33 (2H, m)

Reference Example 11

Using 13 g of 3-cyclopropylmethoxy-4-methoxybenzamide
obtained in Reference Example 10 and following the procedure of
Reference Example 5, 10.5 g of pale yellow powdery 4-

15 chloromethyl-2-(3-cyclopropylmethoxy-4-methoxyphenyl)oxazole was
obtained. '
'H-NMMR (CDC13) 6: 7.65 (1H, d, J = 0.9 Hz), 7.20 (1H, dd, J = 8.7,
2.1 Hz), 7.53 (1H, 4, J = 2.1 Hz), 6.93 (1H, 4, J = 8.4 Hz), 4.57
(2H, s), 3.97-3.90 (5H, m), 1.43-1.32 (1H, m), 0.71-0.63 (2H, m),
20 0.41-0.35 (2H, m) |

Reference Example 12

Using 8 g of 4-chloromethyl-2-(3-cyclopropylmethoxy-4-
methoxyphenyl)oxazole obtained in Reference Example 11 and
following the procedure of Reference Example 6, 10 g of white

25 crystalline 2-[2-(3-cyclopropylmethoxy-4-methoxyphenyl)oxazol-4-
ylmethyl]isoindolin-1,3-dione was obtained.
'H-NMR (CDC1;) §: 7.90-7.84 (2H, m), 7.76-7.69 (2H, m), 7.62 (1H,
s), 7.57 {(lH, dd, J = 8.4, 2.1 Hz), 7.48 (1H, 4, J = 2.1 Hz),
6.89 (1H, 4, J = 8.4 Hz), 4.85 (2H, s), 3.95-3.90 (5H, m), 1.41-
30 1.31 (1iH, m), 0.69-0.62 (2H, m), 0.41-0.35 (2H, m)

Reference Example 13

Using 9.5 g of 2-[2-(3-cyclopropylmethoxy-4-
methoxyphenyl Joxazol-4-ylmethyl]isoindolin-1,3-dione obtained in
Reference Example 12 and following the procedure of Reference

35 Example 7, 5.1 g of white powdery [2-(3-cyclopropylmethoxy-4-



J =5.4 Hz),4.23-4.14 (4H, m, 3.93(3H, Exanple 10 s), 1.53-1.46(6H, m
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et hoxybenzam de Yield 27 ng Wiite powder 114-NME (CDC13) 6: 8.54 (1H, br s)
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. 2.Bkhoxyghenyl) oazol -4yl Brethylagine ma;s Hb)ta:e:u@mpl e 11 25

) ] Yi el d
5 Gt P R S el TR 558 B a2 i 1
7. 63- A 54 3H8R}, Hzmaﬁsggm n)SEZ. 6 ( 18X, (fig?ﬁ)ll %4} 1,33 (18,

?1 82(2@1(? gbgéﬂz(%:z; 8 (3@( 1)50 ’337?1{&'8@%(2H m,1.49(311,t,J = 6.9

1. 03( 3RdfeYenck. mafupue Etanmple 12 35

’ - -4- azol -4-yl met hy11- 2- et hox
2- (3-1s0pr opoxy 4AV§t§°é3§§¥?¥§ %%Zmethyl 3yhydro£§ 4~methoxy€gnzoate

.5
[2
.19
)
)
)
)
[

ZEEEEOZb

obtained in Reference Example 1 was dissolved in 100 ml of
dimethylformamide, and 11.3 g of potassium carbonate and 5.64 g
of isobutyl bromide were added. The mixture was heated at 80°C

10 for 6 hours. Ice water was added to the reaction mixture, and the
precipitated crystals were collected by filtration and washed
with an excess of water. The resulting crystals were dried under
reduced pressure at room temperature to give 5.85 g of white
powdery methyl 3-isobutoxy-4-methoxybenzoate.

15 'H-NMR (CDC13) d: 7.65 (1H, dd, J = 8.4, 2.1 Hz), 7.53 (1H, 4, J =
1.8 Hz), 6.88 (1H, d, J = 8.1 Hz), 3.96 (3H, s), 3.91 (3H, s),
3.82 (2H, 4, J = 6.9 Hz), 2.20-2.11 (1H, m), 1.05 (6H, d, J = 6.6
Hz)

Reference Example 15

20 Using 5.85 g of methyl 3-isobutoxy-4-methoxybenzoate
obtained in Reference Example 14 and following the procedure of
Reference Example 3, 5.6 g of white powdery 3-isobutoxy-4-
methoxybenzoic acid was obtained.

'H-NMR (CDCl;) &: 7.75 (1H, dAd, J = 8.4, 1.8 Hz), 7.58 (1H, 4, J

25 2.1 Hz), 6.91 (1H, 4, J = 8.7 Hz), 3.94 (3H, s), 3.83 (24, a4, J
6.6 Hz), 2.26-2.12 (1H, m), 1.05 (6H, 4, J = 6.6 Hz)

Reference Example 16

Using 5.5 g of 3-isobutoxy-4-methoxybenzoic acid

obtained in Reference Example 15 and following the procedure of
30 Reference Example 4, 5.1 g of pale yellow powdery

3-isobutoxy-4-methoxybenzamide was obtained.

'H-NMR (CDCl;) 8: 7.43 (1H, d, J = 2.1 Hz), 7.31 (1H, dd, J = 8.4,

2.1 Hz), 6.87 (1H, d, J = 8.7 Hz)}, 5.78 (2H, br s), 3.91 (3H, s),

3.83 (2H, 4, J = 6.6 Hz), 2.25-2.11 (1H, m), 1.04 (6H, d, J = 6.6
35 Hz)



-76- benzam de Yield 0.17 g Wiite powder 1H NVR (CDC13) 8: 8.57 (1H, br s)
8.24 (1H, dd. J = 7.8, 1.8 Hz), 57.62-7.55 (3H, m), 7.45-7.38 (1H, m, 7.07
(1H, t, J =7.8 Hz), 6.96-6.91 (2H, m, 4.72-4.59 (3H m, 4.18 (2H, q, J =
6.9 Hz), 3.91 (3H, s), 1.49 (311, t, J = 6.9 Hz), 1.41 (6H, d, J = 6.3 Hz)
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et hoxybenzam de Yield 0.21 V\hl te powder 1HNMR (CDC13) 8: 8.56 (1H, br
s)823(11 CE) XGPS ), 7.63-7.55 (3H, m, 7.45-7.38 (1H, m,
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N-[ 2- ( 3- hy g)%y(ﬁHne?Eﬁogﬁﬁeﬁ%) 'ox7a2013 A-RA)vehy112 A%et(R8xybbndafbde

obt ai ned i neExaampl & 2,6 N G2y
[ 4- met hoxy-3-(3,3,3-trifl uor opr opoxy) phenyl | oxazol - 4-yl et hyl ) - 2-

et hoxy%@nzgﬁfﬁﬁeﬂﬁﬁ WI n the same manner as in Exanp Ie 4. Yield 60

2g73§W1" EseHgimgres 763 (ZHWH§S%1§%DI?)%§I}§§ 48 is‘ib‘if)z 22,00 38d(1‘|]4

ny, 7.07 (Methexyphenyd)2xpzdple RiFAieeg3ig Z-H,fem‘)ancd B%JT(DZ.H 1ul ard = 5.4 Hz),
4.32 (2H, 2 J =6
2. 78-(2. 67 ‘231%“”" g%ﬂ%@r?éiﬁ@?é ? Rdgetpng EE?‘&H%)‘? 631&‘% a8 e St A1l5g

quantity opowﬁer*_{rQ{Q—Héﬁzybmgo@hnemhﬂwq@m@ﬂyl)@m 44-yl ] met hyl am ne

obt ain I | e s suspended.in_30 nl of acetone. To the
obt ai n€% sgéﬁgéﬁ 1%11\,\8?2 a]d'aae\é\iafnﬁ HOPEaAPatoxybenzot ri azole, 1.4 g of

1- et hy1- 3- ‘K3 rreﬂnbyl,)am N@Ps Dpy.alc ap O dhy mﬂeshvd’fpc( ('?Ofin elﬁ%d Q:18, 938f
uxe OI'

3- net hyl pi_col nd the m xture was heat ed

m nut es. g Jégéf @%} mPse u‘?e i caojréiﬁ)'aﬁd‘*%c&%n@ wds=d? sk iHz) ed of f

under reduseelsp(as,sw,eJ Vaser mws, added(sm®, thHE 3.89 (3H, s), 3.83 (2H, 4,
J = 6.6 Hz), 2.23-2.13 (1H, m), 1.05 (6H, d, J = 6.6 Hz)

20 Reference Example 19

Using 4.4 g of 2-[2-(3-isobutoxy-4-methoxyphenyl)oxazol
-4-yImethyll}lisoindolin-1, 3-dicne obtained in Reference Example 18
and following the procedure of Reference Example 7, 2 g of white
solid [2—(3—isobutoxy-4-methoxyphenyl)oxazol-4-yl]methylamine was

25 obtained.
'H-NMR (CDCl;) 8: 7.60-7.51 (3H, m), 6.92 (1H, d, J = 8.4 Hz),
3.91 (3H, s), 3.87-3.84 (4H, m), 2.27-2.13 (1H, m), 1.71 (2H, br
s), 1.06 (6H, d, J = 6.6 Hz)

Reference Example 20

30 Using 10 g of methyl 3-hydroxy-4-methoxybenzoate
obtained in Reference Example 1 and following the procedure of
Reference Example 14, 12.5 g of white powdery methyl 4-methoxy-3-
(2,2,2~-trifluorcethoxy)benzoate was obtained.

'"H-NMR (CDCL;) 8: 7.79 (1H, dd, J = 8.7, 1.8 Hz), 7.63 (1H, s),

35 6.94 (1H, d, J = 8.7 Hz), 4.42 (2H, q, J = 8.1 Hz), 3.94 (3H, s),



15 residue, and extraction was then perforned with ethyl acetate. The
organic | ayer was washed with water tw ce, and the sol vent was concentrated
under reduced pressure. The obtained residue was purified by silica gel
col um chr omat . ography (di chl oronethane : methanol 20 : 1) to give 1.5 g of
white powdery N-[2-(3- 20 -52-

benzyl oxy- A%rgtéﬂ éyphgnyl ) oxazol - 4-yl net hyl ] - 3- et hyl pi col i nam de. 1H NMR
(CDC13) ? r s), 839 (1H, d, J = 7.5 Hz), 7.65- 7.28 (10H, m,
6. 94 (lH d%eférenQeOEzkﬁﬂpleﬁzZl (2H, s), 4.58 (211, dd, J = 5.7, 0.9 Hz),
3.93 (3H, s), 2.76 (3H, s) le 17 25A 1.5 g quantity of the

N-[ 2- (3- benzyl oxy- 4- qﬁe‘t%%? {!) We)tBYazé’erﬂ&@]KyeBhg/m 2-peiHybgiocol i nani de
obt ai ned i RtE%ayPbén S5 |, .a of 10%
pal | adi um car bon pom%%ﬁwmggggdded\ét eRlﬁ'g?%&éﬁt g%%raielp\%g Jg 19‘%“&8%. n a
hydr oged ati#espheeedure SECReSerangs Faamsle The 1305cgt@ﬂ ymb.teeﬁowcmmved by
filtrati Onme%ﬂgxﬁ h§ {é |2t I’Zartgl%OItO%%Ho ﬂg:eennzto&%t ggl wa gtalnedp of white

crystallin
N-2-(3- hydtnaawu (rmmgmphenw)@mzah 43yl raamhylls&amet by bpi Fﬁt' ramyde.

%THNNS)(CDglg)E? ’546( (&Ej & ng 3 é\;ﬁ"(hﬂll d?%Hecﬁ(fH“ 8. 43?32)—,38;616%:2)

5.75 (1H, h)BHs)s)4 58(2H dd J =6.0, 0.9 Hz), ~-78- 394(3H s), 2.75
(3H, s A A 0.15 g quantity of the N-[2-(3-hydroxy-4-
met ho ] O%az0l=A rethyl] - 3- met hyl pi col i nam de obtained in 5 Exanple
17 and 0.5 m of 1, Bugiegani eyl of 5. hliuRges- & on b in 4 m
of ethanol, and 0.13 ﬁ&? bromg)c cl opent aﬁg vva(s gdgegﬂﬁle‘%et %Qhéﬁ%& m xture
was heat edba%ott‘equmeebte%n%i HBURsEeTeRse Exempln 2 sndr SolEmriakl thed {0
cool , epr¥esadhen radded-dher el extyrgct i per f w th ethyl
acet ate TF]E 10 extract was vvasﬁ gm ﬂ!fnﬂ“ \/v)a(lt(',erg %vmgf(;eﬂ\,ﬁg%e "ﬁée) £9r gani ¢ Iayer
was concentebi@wArder 2r.édt@édupresmm)bﬁheamba@imdobe&iﬁm was purified

by si a ol r.aphy n-hexane' ethI acetate =3:1) to

gi ve 015C giFo \Mgaggl%omde (?g @Q da, 3°2'6.4, 2.4,

cycl opent yﬁo%y (dﬂretihoiyﬁetmrﬁ/ﬂ{)z()xaiod‘:t 42941 mat h.yl:] -83-4 fib) ma; tp)al RBEOld)nam de.
1H NWR ( rece%f;H r s), 839 (1H, dd, J = 4.8, 0.9 Hz),
7.62-7.53 (1H 'n), 6.91 (1H, d, 3 = 84Hz)488(1H
tt, J = 3.3 Ft) 4. 5ﬂsiﬁ§410dd gJof-iiméthaxﬁLﬂiahu2328£kifﬂdor§éthé%§66 (3H
s), 2. 07 lb %‘Hg "P ‘}? 1. 60?&214 20_Exanpl e A 0.15
g quanti t y°Bt* ene Ea:('%‘e wr Be Zple 22 and follow:Lng the
pheny|2oox @b cettupleneE hydfe@ndat Byddphols, nani deqkt abn and
0.18 g of potassium carbonate V\Br%ﬁ%l ssol veddtfn % gd#’é%ll%%n@?g{qﬁ?%irﬁam de,
and 0.19 ¢-forPmet TY%r?Tﬁ‘hatec’shQXY*z%Q%&oérﬁah‘elweeaa@l@d)mwéﬂ@cazﬁﬁe

m Xt ure Wagastdothedewith heating at 80C overnight. The reaction nixture
was allowed to cool, water was then added thereto, and extraction was
per f or med W Wetfﬁwlaa\cét at-g5 ThHe, eddr dct fas, viadhed) wi T lsengtier, Bmigge, and
t he organi a S ean tgafe hyf educed pres oht ai ned
resi due vva§ d&u?(lqh o b"f/ sﬁelﬁcgggeld6 t:gt?ld e %’r g‘jenat %ggaﬁﬁf (ﬁt%e&%ﬁ SJset hyl
acet ak@ = 84D (2H. gtlveJO= ﬁl4gHa)‘ vh%e(ﬁHV\dse}y

N-(2- [ 4- mgf i ( i,f | uor oet hoxy) phenyl ] OxazOl -
yl et hyl | -5 Epte Bxdmite 2h UM ST M. 6.97 (1H d, V-84 Hz), 4. 59
(211, dd, J = 5.7, QlOndz}, gbRa- ealaroxﬁeth;rl—zsm-m@enoxg 33 $3Ho-s), 2.76

(3H s) E)@r:n%lluoroe%ﬁoxﬁp%enngiloxazoqe obLglneBd Qnd{%g%(grétcrée%}qu)t% ehezgyl )

and following the procedure of Reference Example 6, 3.6 g of

30 white powdery 2—{2-[4—methoxy—3—(2,2,2-trifluoroethoxy)phenyl}
oxazol-4-ylmethyll}isoindolin-1,3-dione was obtained.
"H-NMR (CDCls) 8: 7.91-7.85 (2H, m), 7.76-7.64 (3H, m), 7.60 (1H,
s), 7.59 (1H, 4, J = 2.1 Hz), 6.94 (1H, d, J = 8.7 Hz), 4.85 {2H,
s), 4.43 (2H, q, J = 8.4 Hz), 3.91 (3H, s)




5 oxazol - 4-yl nmet hy1] - 3- net hyl pi col i nam de obtained in Exanple 17, 0.11 g of
N- (2- ( 3- et hoxy- 4- met hoxyphenyl ) oxazol - 4-yl net hy11- 3- net hyl pi col i nam de was
obtianed in the same nmanner as in Exanple 3. Colorless crystals 101H NWR

(CDC13) 8: 8.57 (1H, br s), 8.39 (111, dd, J = 4.8, 1.5 Hz), 7.65-7.50 (4H,
m, 7.30 (1H, dd, J = 7.8, 4.8 Hz), 6.92584H, d, J = 8.1 Hz), 4.59 (1H, dd,

J=6.0, 0.6 . 4.19 (2H, q, J = 6.9 Hz), 4.17 (2H, q, J = 6.9 Hz), 3.92
(3H, s), 2.%4@5&@93 xamMplen 26311, t, J = 6.9 Hz) 15 Exanple 21

Using 0.15 g of the Ndi2y(3:hygraxy-4,0pi! ngﬂ%’—'@?EXzé%ﬁngﬁyerS g of

oxazol - 4-yl met hy1l] - 3- net hyl pi col i nam de obti an n
N-[ 2- ( 3- al I8he%Y) Bbarthip&ashéndt yvethyll ) dsgindetlint} ; 3-dimetehpbpaied nam de

tos o0 echo e SATEITONCE S EAAILE e LS R SR T
M, 7.30 (Beampde 1. =L.2Bg OfSuhie powBary M- (d-mdtEosrA-Kz)2 6. 12 (1H, ).

5.45 (1H, . J =.9.6, 1.5 ,.4.70 (211, d, . J = 5.4 Hz),
4.59 (111, j-‘-f?uég%%“ifeﬁ,%hﬁ%l ‘(’%ﬁﬁ,c’léf‘,“yéf"%)“é’éﬂ}‘l% Was, ohbpines,

A 170 mg qURTNER Y cpiCt NEs N7l 23 ( Breny GaoXy- 4-418E NeXY wuz), 7.63 (1H, 4, J =
phenyl )oxaéo&-g-ﬂ mgtﬁk/éb 3- ngt ?f%ll pi col i nam deobt ai ned in 30 Exanple 17 was
di ssol ved i“n-10% f Hah$dr - 7PahlET 1 We =oBt 4i ¥ dolbt (¥h Weré added
134 g of 2-hydspxys ndanew,Osp, M. aaf (girl sPpr apyk ﬁﬁ@,di&a%tyoxyl ate (40%

t ol uene_sol ution) and 202 rrg of tri(n-butyl)phosphine, and the m xture was
stirrelfat R verni ght, and at 50C for 2.5 hours. To the

reaction 35 m xture ygEgyaglde 0 of .23 N 5 of -80-
di | sopropyl azodicar boxy?at e %4%0%3 ?gﬁ%ﬁlefﬁggég%(%%?%d gﬁgf@&%%@%f

t'ri (n- but yPrpaedyre mE Refgrence Fxample Was 1dt grofdilaittespGwllary Bthours, and
at roomte e Gverpi .on _nm xture concentrat ed under
reduced prgggﬁé%f gh((%"r%égi uefl\A%ESSES&ﬁ)'ebc?n’gO%yes‘ﬁﬁ \(,,g\)lg’%aépe‘gbl um

chr onat ogr PR (Chexand:: 7eshylmcaaat® = smat hyl ene)chibogbderss & 131 to
gi ve ngy.0 2-13-(i,ndans 2-_

yl oxy)91-254- s o}%)é)'heéri?ls] 62%20‘?'-4’->7| et ) - 4- AR hyiDi(é8ri Mami 33 F3e yel | ow
oi |y substahcel 13% N¥R,( €DC13 &9 8z%9 (1H, br s), 8.39 (1H d, J = 3.3 Hz),
10 7.65-7.16.(9H 6. 93 11, d, J =8.1 Hz), 5.30 (1H tt, J =6.6, 3.9
Hz), 4.60 %%?ér%ﬁce%i‘%, 3.86 (3H, s), 3.46 (2H, dd, J = 16.8, 6.6
Hz), 3.27 (211, dd, d B P gBanBifly @ etByY 63 Ldftnosy-Fxepl ©-23 15Usi ng
0.88 g of h%# 2-(3- benzil ox[yé)- 4- net ho_xypﬁenyl) oxazol - 4-yl] nmet hyl am ne

obt ai ned i kF %I%EEEOQ PRjizoate ebimined inyRefareysind Brgple 26 was

N-[ 2- (& besaspengedtiREL DO yPRENUL ) O%AFrdmic acid, and the suspension

ylmet hyl] -2-trifl uoronet hyl benzam de was obtained in the sanme nanner as in
Exanpl e 1.¥291ea4eR cedaasjlutedrovoryighg . ( gfhe Fpactidpmixtare3vs n), 6. 95
(1H d, I poded HRkoB134 haddr Dind) tnd ek Hed J = 5.4
Hz). 3.93 (3H s) Exanple 24 Using ther %‘%8?3%%@“ ctyStaiéedd

N- [ 2- ( 3- be?RAAastpds bref hbiagiiony | yastied with an excess of water, and then
oxazol - 4- yiret Y hked- ‘% r nzamd bt ai.ned. in anpl.e 23, 0.66
g of white povvderSIieN- {[—%& %ﬁf%é@%ﬁéﬁ&yﬁh@@ﬂf B16 e poaery 3-
oxazol234- yiyposeyy 11 2, 2 1 2 finidiloneodtidgn) banz ol wad dobt ai ned in the sane

MBNNer as i\ KABOELT 6: 7.71-7.66 (2H, m), 6.91 (IH, d, J = 5.1 Hz),

5.55 (1H, br s), 4.50 (2H, q, J = 7.8 Hz)

Reference Example 28

An 8.4 g quantity of 3-hydroxy-4-(2,2,2-trifluoro
30 ethoxy)benzoic acid obtained in Reference Example 27 was
suspended in 150 ml of ethanol, and 0.5 ml of concentrated
sulfuric acid was added. The mixture was heated and refluxed
overnight. After completion of the reaction, ethanol was
distilled off under reduced pressure. The residue was neutralized

35 with saturated aqueous sodium bicarbonate and then extracted with



1H NWR (CDC13) 8: 7.71-7.50 (711, m, 6.90 (1H, d, J = 8.4 Hz), 306.39 (1H,
br s), 5.76 (111, s), 4.59 (211, d, J = 5.4 Hz), 3.94 (3H, s) Exanple 25
Using 0.2 g of the N-[2-(3-hydroxy-4-mnmethoxyphenyl)

oxazol -4-yl met hyl] - 2-trifl uoronet hyl benzam de obtained in Exanple 35 24,
0.18 g of white powdery N-[2-(3-cycloprop4tnet hoxy-4- -81-

nmet hoxyphenyl )oxazol 4-yl met hy11-2-trifl uoronet hyl benzam deWas obtained in
the sanme nerfiErt FeefatExanpler Jashing 1wifpvRatepeEle) 1g:ing, 7@9ige 56he7H, ),
6.93 (1H, 3: ) Hz 3.93 (3H,
s), 1.42- e SelY 143,455,_2 %asggééa%%ﬂ'%%ha ?ﬁ‘g?’ﬁf??&?@s“%% %‘?;‘1‘“ &arrpl e 26
Using 0.2 @@fssuﬁe N-'l[f@- @esh@w@m punif sk pghenyida gel column
oxazol-4-y| f I hyl e obta ne | e 24 40 ny
of white p kg%%ﬁlf% Rﬁg%?%xyﬁgggéx% 1 dl) 2 give 1.

met hoxyphem }nhxazotryds’f;dlriﬂhhydaﬁhﬂ 13- hjrm@enet(nylzbenz@mlderMQ@l&% ained in
t he sane m%)nner %é in Exanmple 3. 1HNMR (CDC13) 8. 7.71-7.50 (7H, m, 6.92
(1HdJ— J, 6.34 (1H, br s), 4.60 (2H, d, J = 5.4 Hz), 4.28 (2H,
g, J = 7115{12191@3(@3%:1%}&@ 6266 Mso 2247 hlHe lo7 15, %7 #2624, 2 07 (3H
15 m Exarrple 27

2- ( 3- benzylPoR¢- ﬁlﬂetmyﬂpﬁénQ?I} (Skaiof-% %/Iﬂzriet AyBani 6 abt di neti2i Hz),
Reference bxagpkgu/,+0-H2 9. ofumhite powdery

N-[ 2- (3- benzyl oxy- 4- net hoxyphenyl)OxazOI 4- 20

yl et hid] - e was obtained in the sanme manner as in

Ex | 1. 1H NWR 2 6
7 8007 46 (2H, m,(ggglﬁé 8"?? ét%{f %gr?%« 2? 2 grb&gfi’f 5.20 (2H,
i) 504( g]l__l (Eltlhj?&Y)Uen'-Z@tE Hb')ié,llﬂhdlzn( Réfexpncd EX&HﬁlGHZZﬁ aangO:(ﬁjtﬁiﬁng58)
e
N-[ 2-( 3- betrglzlﬁl - et hoxyé,g‘%gen;?cha BREARSYS 44y ﬁe?slﬁ/lc]gf héF‘%cB&YﬁeEEI i nam de

obt ai ned |BtEyhniﬂ@ydlbprﬂpﬁl@ﬁﬁﬂbxwhut62£Hﬂﬂ’mhmﬂﬁuoroethoxy)benzoate was
N[ 2-( hydég }n/ nmet hoxyphenyl) oxazOl - 30 4-yl met hyl] - 3- et hoxypi col i nami de
was obtai n&d T ?‘?‘ne sanme manner as in Exanple 2. 1H NIVR (CDC13) 8:

?2&5 %22 (%Jﬂmﬂ(cnélﬁﬂa(.lﬂsﬁ (13, -dé 8y Hi)ﬁ E §0r ﬁ{ lfgl_@rzdda 3’.9 . i

) r s -
.9 Hz), %‘%12)4 74.00; (LHgsl ¢ IEizs3 é*zg)zt (43F=|8 63H. ESQ’ t3kldz)) £ 9 H)
-82 Exarrpl(eH29q 53106 9 Hz), 3. 92Ushig & & 9 9oty Lothoki28 4 Mis ge

N-[2-(3- hydroxy 4- et hoxy hen | ) oxazol -4- yI nmet hyl] -3 et
obt ai nedi n% EX&nh &2 d 2H 5) %0032 (2H, m)
20 Reference Example 30

Using 8.5 g of ethyl 3-cyclopropylmethoxy-4-(2,2,2-
trifluorcethoxy)}benzoate obtained in Reference Example 29 and
following the procedure of Reference Example 3, 7.5 g of white
powdery 3-cyclopropylmethoxy-4-(2,2,2-trifluorocethoxy)benzoic

25 acid was obtained,
'H-NMR (CDCl;) 8: 7.7L (1H, dd, J = 8.4, 1.8 Hz), 7.63 (1H, d, J =
2.1 Hz), 7.02 (1H, d, J = 8.1 Hz), 4.51 (24, g, J = 8.1 Hz), 3.93
(2H, 4, J = 7.2 Hz), 1.37-1.25 (1H, m), 0.69-0.60 (2H, m), 0.41-
0.35 (2H, m)

30 Reference Example 31

Using 7 g of 3-cyclopropylmethoxy-4-(2,2,2-trifluoro
ethoxy)benzoic acid obtained in Reference Example 30 and
following the procedure of Reference Example 4, 7.35 g of white
solid 3-cyclopropylmethoxy-4-(2,2,2-trifluoroethoxy)benzamide

35 was obtained.



0. 18gof whi t eanor phousN- [ 2- ( 3- cycl opent yl oxy- 4-

met hoxyphenyl ) oxazol - 4-yl met hy1] - 3- et hoxypi col i nam dewas obtained in the
same nmanner as in Exanple 3. 1H NMR(CDC13) 8: 8. 25-8. 22( 2H,
m,7.64(1H,s),7.58(1H,dd,J = 8.4,2.1 Hz),7.53(1H d,J = 1.8

Hz), 7. 39- 7. 32( 2H, n') 6.91 (1H d, J=8. 4Hz);@591-4.86(1H ), 4. 62(2H, dd, J =5. 4,
0.9Hz),4.17(2H, g, J=6. 9Hz) , 3. 89(3H, s), 2. 05-1. 79(6H, m, 166160(211

n, 1. 51( 3H, IYMR 6312@5315&) Exéﬁp{hﬂsoi J = 2.1 Hz),Ugi2g-0.251 (gHOTm)t he
2-(3- benzyl7o>gyl- ifret foxyphgnyl X I t-hyl obt,ajne n

Ref er ence Exarrpllée 7, 0.16 8 ¥L5ﬂ%$ \;\@341421|qt8eflzpfvvdjlrereJhM Q”l’}fz) 5 b? &d

N-[ 2- ( 3- berzyd 6x§- ﬂzhethéiyph%ﬁyﬂ%xadolww 0. 60 (2H, m), 0.41-0.35 (2H,

yl met hy1] - 20) (2,2,2-trifluoroethoxy)benzam de was obtained in the sanme
manner as |n Exarrple 1. 1H-NWR (CDC13) 8: 8.22 (1H, dd, J = 7.8, 1.8 Hz),
7.82 (14, Refeyende G3zampge 8311, m, 7.49-7.27 (6H, n') 7 19 (1H, t, J =

7.2 Hz), 206.96-6.88 2H§r} %)J,éz 4.62 (2H, 5.4 Hz), 4.47
(2H, q, J = 7.8 Hz), $ho ‘ﬁ?iﬁré’l’ﬁ%‘“ethoxy e 2L%‘|1?Rj-féu‘1363g of
the N-[2-(2therzybengard-deebbaitRiee A%l Reference Example 31 and fcallowj_

oxazol - 4-yl Ergtg%l%ez (2,2,2-trifluoroethoxy)benzam de obtained In 3%

Exanpl e 30°F Birenrtt Retrprnsey ERppoly -rh9diog<wf4WhéttﬁondeIY 4-
phenyl) oxaz;ﬁnoﬁoryéffgﬂhnl-k320§&o%¢%p§méé ?%%%et%%%g%q&?ﬁ%ﬁﬁ*?t ai ned

in the sanme nmanner as in mple 2.7°30 1H dad, J =
7. 62- *&4( Qﬁeﬂy’lbow@e4wq1qbtaﬁzx)ed5 71(111, s) 4.62(2H,dd,J 7.8,1.8

78ty 3 bl ReoeT by e i UaS gt oo aasB fa U (8 g abielyed Y

net hoxyphery?)&xidol 4459 st hyl) - 2+ 42, QZHZ i flag aeHla()xyi %meazam,de
obt ai ned i o] pho s N[2- -83-
o SRl 35 (48 9B ob Al %ﬁ;@g

(3-cyclopro oxXy- 4- et hdxXyphény yI nmet hyl ] - 2-
(2, 2, 2- t ri Réeferegatich @xpinbean 2381 de was obtained in the same nanner as in

Exarrplle5 3.

Using 0.85 g of 4-chloromethyl-2-{3-cyclopropylmethoxy-
4-(2,2,2-trifluoroethoxy)phenyl]oxazole obtained in Reference
Example 32 and following the procedure of Reference Example 6,

0.6 g of white powdery 2-{2-[3-cyclopropylmethoxy-4-(2,2,2-
trifluoroethoxy)phenyl |oxazol-4-ylmethyl}isoindolin-1,3-dione was
20 obtained.

"H-NMR (CDC1;) &: 7.91-7.84 (2H, m), 7.76-7.69 (2H, m), 7.64 (1H,
s), 7.60-7.51 (2H, m), 7.01 (1H, @, J = 8.7 Hz), 4.85 (2H, s),
4.46 (2H, g, J = 8.4 Hz), 3.93 (2H, d, J = 6.9 Hz), 1.35-1.24 (1H,
m), 0.68-0.61 (2H, m), 0.40-0.34 (24, m)

25 Reference Example 34

Using 0.55 g of 2-{2-[3-cyclopropylmethoxy-4-(2,2,2-
trifluoroethoxy)phenylloxazol-4-ylmethyl}isoindolin-1,3-dione
obtained in Reference Example 33 and following the procedure of
Reference Example 7, 0.32 g of white powdery {2-[3-cyclopropyl

30 methoxy-4~(2,2,2-trifluoroethoxy)phenyl]oxazol-4~yl}methylamine
was obtained.
"H-NMR (CDCL;) 8: 7.61-7.52 (3H, m), 7.05 (I1H, 4, J = 8.7 Hz),
4.48 (2H, g, J = 8.4 Hz), 3.95 (2H, 4, J = 7.2 Hz), 3.84 (2H, s),
1.56 (2H, br s}, 1.35-1.24 (1H, m), 0.70-0.61 (2H, m), 0.41-0.35
35 (2H, m)



1H NVR (CDC13) 8: 8.22 (1H, dd, J 2.1 Hz), 7.83 (1H, br s), 5

7.61-7.(57 (3H? m, 7.53 (1H d, J Hz), 7.50-7.43 (1H, n), 7.19 (1H,
td, J =7.8, 0.9 Hz), 6.94-6.88 (2H, n), 4.63 (2H, dd, J =5.4, 0.9 Hz),
4.48 (2H, q, J = 7.8 Hz), 1.42-1.32 (1H, m), 0.70-0.63 (2H, m), 0.41-0.35
(2H, m) Exanple 33 10Using 0.5 g of the38=(3-benzyl oxy-4-nethoxyphenyl)

oxazol - 4-ylineth Iam'bne obtained in Reference Exanple 7, 0.68 g of pale
yel | ow pomn%?%?%%ﬁiJ xy- 4- met hoxyphenyl ) oxazol -

£ LT e hostemny e S SRy 500

3. 95( 3H, s) , PP aedyge pf pRekorengp, Bxample 33( 54,5 ) 0F. RB{ B, mwdedy93(3H, s)

E&$3 g)éF354z%?1gﬁ§$ezh§ELij¥§,4dgiefhéiy$ﬁghy£)0£¥%bl% %aé'gﬁtd%nzd?'4’ 1.8
"7 5 H-NMR (CDCLy) 8: 7.65 (1H, s), 7.58 (1H, ad, J = 8.4, 1.8 Hz),

8.4 Hz}, 4.56 (2H, s),
6.9 Hz), 1.48 (6H, t,

7.8,
2.1

Il

7.54 (1H, d, J = 1.8 Hz), 6.92 (1H, 4, J
4.18 (2H, q, J = 6.9 Hz), 4.15 (2H, g, J
J = 6.9 Hz)

I

Reference Example 36

10 Using 8 g of 4—chloromethyl—2—(3,4—diethoxyphenyl)
-oxazole obtained in Reference Example 35 and following the
procedure of Reference Example 6, 10 g of white powdery 2-[2-
(3,4~diethoxyphenyl)0xazol—4—ylmethyl]iSOindolin—l,3—dione was
obtained.

15 'H-NMR (CDCls) &: 7.88 (2H, m), 7.72 (2H, m), 7.62 (1H, s), 7.54
(1H, 4, J = 8.4, 2.1 Hz), 7.50 (1H, 4, J = 2.1 Hz), 6.88 (1H, 4,
J = 8.4 Hz), 4.85 (2H, s}, 4.16 (2H, g, J =6.9 Hz), 4.11 {2H, q,
J=6.9 Hz), 1.47 (6H, t, J = 6.9 Hz)

Reference Example 37

20 Using 10 g of 2-[2-(3,4-diethoxyphenyl)oxazol-4-
ylmethyl]isoindolin-1,3-dione obtained in Reference Example 36
and following the procedure of Reference Example 7, 5.7 g of
white powdery [2-(3,4—diethoxyphenyl)oxazol-4—yl}methylamine was
obtained.

25 'H-NMR (CDCls) 8: 7.56 (1H, d, J = 8.4, 1.8 Hz), 7.54 (1H, d, J =
1.8 Hz), 7.51 (1H, s), 6.91 (1H, 4, J = 8.4 Hz), 4.18 (2H, q, J
6.9 Hz), 4.14 (2H, q, J = 6.9 Hz), 1.80 (1H, br s), 3.84 (2H, s),
1.48 (3H, t, J = 6.9 Hz), 1.48 (3H, t, J = 6.9 Hz)

]

Reference Example 38

30 Using 2.0 g of 3,4-dimethoxybenzamide and following the
procedure of Reference Example 5, 2.4 g of white powdery
4-chloromethyl-2-(3, 4-dimethoxyphenyl)oxazole was obtained.

'H-NMR (CDCl;) &8: 7.66 (1H, s), 7.62 (1H, d4d, J = 8.4, 1.8 Hz),
7.55 (1H, d, J = 1.8 Hz), 6.93 (1H, d, J = 8.4 Hz), 4.52 (2H, s),
35 3.95 (3H, s), 3.91 (3H, s)



Exanmpl e 34 20Using 0.67 g of the N-[2-(3-benzyl oxy-4-net hoxyphenyl)

oxazol - 4-yl net hyl] - 2- met hoxybenzam de obtained in Exanple 33, 0.52 g of

whi t e anor phous

N-[ 2- ( 3- hydr oxy- 4- net hoxyphenyl ) oxazol 4-yl net hyl] - 2- met hoxybenzam de was

obtained in the sane manner as in Exanpt272. 25'H NVR (CDC13) 8: 8.43 (1H,

br s), 8.23 (1H dd,_J 7.8, 2.1 Hz), 7.63 (1H, s), 7.60-7.54 (2H, m,

7.47-7.41 (ﬁ?&e_rw&(m m, 6.97 (1H, d, J = 8.4 Hz), 6.91 (1H,

d, J = 8.1 Hz), 5.74yskHg br 621 {2k (3H,

s), 3. 95 (3H, s) ExaL(sI e 3% 43%}sf44 81'.1i e%ﬂ?% 2 (§4 ﬁllqe%loxy)pheny?

N-[ 2- ( 3- hyd?wl@ ﬁh’@@]@)@ﬁpﬁénﬁﬁemoﬁmmen@@hm]i Polietingybrazanm de

obt ai ned i po r

N[ 2- (3- cy% opent 3%%0% Rf%r?%tg xyp}ﬁi\ﬁlﬁufg’)6 PP of wnite powdery 2-[2-

oxazol - 2- yl (Fetihdlhe thomytrhery b porzarildd - wirse tht1dii setindsl idha , SageoBRagr as in

Exarrple 3. 0%)5%?;1 &/R (CDC13) 8: 8.41 (1H, br s), 8.23 (1H, dd, J = 7.8, 1.8
- 84- ‘(3 7.59 (1H, dd, J =8.4, 1.8 Hz), 7.54 (1H d, J =

1 8 Hz), 7Ré$efeﬁae(f'ﬂdmpl)a 49.08 (1H, t, =7.8 Hz) 6.98 (111, d, J = 8

Hz), 6.92 (1IH d, J = 491487(1H 4.62 (2H, dd, J = 5.4,

0.9 Hz), 3.97 (3H, s}’Sl?,gg%}3%§ PEsthe 23 {38t~ GimEhopyphene.oxagoL(2H, )

Exanpl e 36 ylmethyl]isoinfioQig- 0, FEBhEL eih2 f’bife% 0 hoxy- 4-

met hox her%ryl )ox%z]ol 4-y| ] met hyl amBng %()bb%allntr?gdl%lnRée er%%c%;%%lr?pnﬁg 13 was

suspené&d PRdaEad Lgring: dhsnerocrsiurgeob Refienstce OExamienyi, oh. hwy efadded 0. 2

g of 1-hydyaxygensidiazel
1- et hyl - 3- ( 3-di net hylﬁayaﬁl%nog? o%y gg?ﬁ%qeny&goﬁaﬁojbc%Iylr]m‘atéh%]rﬁﬁnlﬁ‘e 1% of
3- net hyI pi ebEphned acHIMMRINEDCAE) mi Xt ure was heat ed and refluxed for 30

m nutes. TRe teapti ur d, wate was then added thereto and
extract i ongwa';s 620&( g{png]d '&&M re? ﬁlah%f%gze)acgta%e & of gant ¢ Ffyer 6 vtk
washed witiiHatér I w Sel Hnp, tmessOBHelﬁ) M3s 98 01BNty gt gdssindey, rSWuced
pressuye. Ih {)iﬂau ned residue was purified by silica gel colum
chronmetogr ap y ’hexaﬁ% ethyl acetate = 1:1) to give 0.16 g of white
powdery N[ Ref&raryed (Emampydarm[t hoxy- 4- met hoxyphenyl ) oxazol - 4-yl net hy11- 3- 20
met hyl pi col i nam de. I—g} CDC13) 8: 8.58 (1H, br s) 8.39 (1H, dd, J =
4.5, 1.2 Hz), 7.63- F’;tYf’fsé 3 filugpome thopy 13 iroxy33- 7. 28 (1H
m, 6.92 (ﬂ;dahzﬁi],dehyﬂe8wés Wﬁsso’ivé@ :(n?"isodﬂll df —a&tgn:l_@rglé"z)anfég
(5H, m, 76 3Hlﬂ%‘1’ 1.41- :
(2H, m “of pdihas ﬁ@r‘epfiﬂf& 6%1 t%eﬁ [rrzteé E%Zﬂprb@pwfﬁ@tmaddﬂét hoxy
phenylJoxazed rihd-gelby | aiiieaoht aded ﬂeﬂ.pgféﬁiﬂ‘%%r%%h%a Ggrpounds
s’in & 1.

of Exanples 37 to 43 were obtained in the Sane manner a
Exanpl e 37insolubles were removed by f£iltration, the filtrate was

N-[2-(3- t t h 2-
 Sopr opovy e Ao AT BTG O Pe pbaees 45 TR Aism 5. 62

(1H, br s)clgramtopraphy, (nl-hexane 1e131y|aiz)a¢eta%-_ 1 6217 a8 iR, 1).9 g
7.54(1H,d, CJE zco]i%esg ) §§Iy7 ﬁ%&%ZHnyxy- fﬁbréﬂi" thoxybenzaldehyde
25 'H-NMR (CDC13) o: 10.21 (1H, s), 7.56 (1H, t, J = 74.1 Hz), 7.53-
7.28 (7H, m), 6.68 (1H, 4, J = 8.4 Hz), 5.20 (2H, s)

Reference Example 42

.1

A 6 g quantity of 3-benzyloxy-4-
difluoromethoxybenzaldehyde obtained in Reference Example 41 was
30 dissolved in 500 ml of acetone, and 17 g of potassium
permanganate was added. The mixture was heated and refluxed
overnight. After distilling off acetone from the reaction mixture,
100 ml of 5N sodium hydroxide was added to the residue, and
insolubles were removed by filtration. Concentrated hydrochloric

35 acid was added to the filtrate to give a pH of about 3, and the



td, J = (2Hdd, 8.1, J = 0.9 5.4, Hz),6.97-6.91(2H, 0.9 Hz), 3.94-3.90 m,

(5H, 4.76-4.67(1H, n),1.41-1.38 (7H, n), 0.69-0.64 (2H, m, 0.41-0.35(2H,

m 5 Exanpl e 38

N- P- ( 3- cycl opr opyl nmet hoxy- 4- net hoxyphenyl ) oxazol - 4-yl et hyl ] - 2-

met hyl benzam de Yield 0 16 g Wite powdebd10’ H-NNE (CDC13) 8: 7.64 (1H, s)
7.59 (1H, dd, J = 8.4 1 Hz), 7.50 (1H, d, J = 2.1 Hz), 7.41-7.16 (3H,

m, 6.93 (1%8‘%}1315&3% M%alsewelie (e lepted)by il%ré*zwnddThe abtgined0. 9
), 3.95 %I%%t%&bllge};x &1t (ibor SdequbeiZplesitrblo Glve . 1090F3 (2H M.,
0. 41- anpl e

N-f 2- ( 3- cy cCspma s B@Wﬁmyﬁbﬁﬁgmmedyf;m@thmybmm c2d.

hyl b d 0 0LH NN 3) 8 7.64 (11!, s)
3t Sg (i&zagg ﬁ@ @%ﬁ’ 1ng2\9$ r7e7§o&?§Hm% 1#%—% SCDE&S 4i’ 316 263H,
6.93 (1HRH.dm)J 6.6 WI) £, 6731 T4lH, Hb), <. 204(5ﬁ (2H d, J = 5.4 Hz),

3.95-3.92 (hH, 2H,.0, J = 7.5 Hz), 1.42-1.32 (1H, m, 1.23 (3H,
t, J= 7.5 = ,n),041035(2Hn)2ﬁEx§¥nl)llle40

N-[ 2- (3-cycl IrreIIZOqeﬂarﬂﬁl ¥¥ phesutzya%2¢0d ~dhi-theeb b
chl[orgbe(r:\)z/gmop:aopy 17 V\hlﬂt?g powder Zgglﬁ-ﬁNNE (CDC13 .0 %rll?()?lc%
(2H, rr) 7559 }H—Rgfﬁmfices Epayple 4% weshpugpenyied nidepml ozf " g
7. 42 29 1 ,
ye @%‘:’Eé“*@%&;%?mﬁ ghalae b O Bono Ry Thoirbad¥ yabedodt B0 [

0. 41 01@5 @2ﬁ miq quantity of oxalyl chlorlde was added dropwise with ice-
cooling and stirring. After 2 hours, the reaction mixture was
concentrated under reduced pressure. The residue was dissolved in
5 ml of acetone and the resulting solution was édded dropwise to
28% aqueous ammonia with ice-cooling and stirring. The obtained

15 mixture was stirred for 1 hour and the precipitated crystals were
collected by filtration and dried under reduced pressure to give
1.9 g of white powdery 3—benzyloxy~4—difluoromethoxybenzamide.
‘H-NMR (CDC1ls) &: 7.62 (1H, 4, J = 1.8 Hz), 7.45-7.20 (7H, m),
6.63 (1H, t, J = 74.4 Hz), 5.19 (2H, s), 4.73 (2H, br s)

20 Reference Example 44

A 1.8 g quantity of 3-benzyloxy-4-
difluoromethoxybenzamide obtained in Reference Example 43 was
suspended in 50 ml of isopropanol, and 1.17 g of 1,3-dichloro-2-
propancone was added. The mixture was heated and refluxed

25 overnight. The reaction mixture was concentrated, and the
resulting residue was purified by silica gel column
chromatography (dichloromethane). The obtained crude crystals
were recrystallizéd from isopropanol to give 0.7 g of white
powdery 2-(3-benzyloxy-4-difluoromethoxyphenyl)-4-

30 chloromethyloxazole.

'H-NMR (CDC1s) 8: 7.44 (1H, 4, J = 1.8 Hz), 7.70 (1H, s), 7.48-
7.32 (5H, m), 7.28-7.24 (1H, m), 6.63 (1H, t, J = 74.7 Hz), 5.21
(2H, s), 4.57 (2H, s)

Reference Example 45

35 A 0.37 g quantity of 2-(3-benzyloxy-4-difluoromethoxy



35 Exanple 41 -86-

N-[ 2- (3-cycl opr opyl net hoxy- 4- met hoxyphenyl ) oxazol - 4-yl net hy11- 5-

fl uoro- 2- met hoxybenzam de Yield 0.19 g Wite powder 51H NVR (CDC13) 8: 8.45
(1H, br s), 7.94 ( 1H, dd, J =9.6, 3.3 Hz), 7.63 (1H, s), 7.61 (1H, dd. J
8.1, 1.8 Hz), 7.51 (1H, d, J = 1.8 H23927.17-7.10 (1H, m, 6.95-6.90 (2H,
4.61 (24, _.d,.J =5 4 Hz 96- 3. 92 (8H, , 1.40-1.30 (1H,

. 70-0. 64( (f’?ﬁnyﬂd "40"121]103%5’%%1"1’32?%‘&%161@b‘(E3<3d1~?ﬂmén4§eference E§<amplem44

[ 2- (3- cyGiaepaopyb TR XY 26- HELJXORXRARHY | )6 80b3 45 Yd ARl By b - fbdlf

| uor o- 2- met hoxybenzam de Yield 0.19 g Whi te ovvder 151H NMR CDC%
.27-8.21 @A Ony7 7. .93Ppiggsiymphiha m@e (wpme dddegd = The rm—:lz:)ture % (1H

, 3—8411@6%&61?&1%&%; @?

oH, dd, J = 5.4, 0. b oy nub, ﬁﬁ?gdﬁhe]ﬁefégﬁ f‘l%(x]t Eluadl %0, 64
2H, m3 chg}cgn’gga(egh Wﬁj:egm@(@@bé 43 the residue and extractlon with

H Uor 0- 6. met oky REraars dEo b el o0 ehy” Pt Rbdat 515s Mo CoEts)

7. 65 (1H whted. aelc(euapdddgmderptr&téa ﬂy]relﬂmm@ Btk (sbivedt dner t%el Hz) ,

7.34-7 1H Hz), 6.76-6.70 (2H, , .51 (11-1,
br s), % ?Png d"as; Pﬂrg%%é‘i‘—%y Séléaaagegh CP%PF'H ﬁM%I%gQ{QW? s), 1. 4(2 1.31
(1H, n) O(a@cm&eon(e?tﬂanm fhtdikm@135 {RH, 17) téo?fa@rmlse g44f white

Usi ng of the &3 cycl opropyl net hoxy- 4

phenyla%xagB Y9y |4 rF@t" Qra‘ﬁ?ﬁéloé‘b’rQFWQWO%FQ@WMQW@M&"

N-[ 2- (3- cyghaeropy] Rt hasyt4-1met.geyyphenyl ) oxazol - 4-yl net hyl ] - 2-

met hyl sul fanyl benzam de was obtained in the same manner as in 35 Exanple 1.
-87-Yi el d RrMRy (BBCLe @@mﬂe%-lmsmwmlgmomy 86-7.768 ((4HH ms) 7.59611H, 56

(2H m, 7480 §1Hgd, J h;)z), el 7 (3Hn?2 90(%

461(211 ad, J_554 09 ¥ é&(%é (3ﬁ| 7 w2

1.42-1.31 ?1@0 (14, Q. 70= 0163 21! 5n§)Q (QH4 18D, 3435(721211 m)) Exanpl e 45

Using 7 - ygl opr opyI et hoxy- 4- met hoxy

phenyl%ox R éré héa&}%l—e;ﬁgne obt ai ned in Reference Exanple 13, 10

N[ 2- (3-cycl opropyl nkethdky quastiioxpheny?) (B«avakydoxtnpt hyl] - 3-

Y ar oxybl ColENAMAR B8 OGN L 1S RA TR B T:h T B TRE T Y e ¢
obtained in Reference Example 45 was suspended in 10 ml of

ethanol, and 0.1 ml of hydrazine monohydrate was added. The

20 mixture was heated and refluxed for 2 hours. After cooling the
reaction mixture, the precipitated insolubles were removed by
filtration. The filtrate was concentrated under reduced pressure
to give 0.13 g of colorless oily [2-(3-benzyloxy-4-
difluoromethoxyphenyl)oxazol-4-yl]methylamine.

25 ‘H-NMR (CDCl;) &: 7.74 (1H, &, J = 1.8 Hz}, 7.61 (1H, 44, J = 7.8,
1.8 Hz), 7.47 (1H, 4, J = 1.8 Hz), 7.45-7.31 (5H, m), 7.26-7.20
(IH, m), 6.62 (1H, t, J = 74.7 Hz), 5.21 (2H, s), 3.85 (2H, br s).

Reference Example 47

A 5.25 g quantity of sodium hydride was suspended in
30 150 ml of tetrahydrofuran, and a solution of 14.4 g of dimethyl
malonate in 75 ml of tetrahydrofuran was added dropwise with ice-
cooling over 15 minutes. After stirring for 30 minutes, a
solution of 25 g of the 2-(3-benzyloxy-4-methoxyphenyl)-4-
chioromethyloxazole obtained in Reference Example 5 in 150 ml of

35 dimethylformamide was added dropwise over 15 minutes. After the



151H NWR (CDC13) 8: 12.02 (1H, s), 8.45 (111, br s), 8.06 (111, dd, J =
4.2, 1.8 Hz), 7.63-7.59 (211, m, 7.52 (1H, s), 7.37-7.29 (311, m, 6.93
(11!, d, J=8.4 Hz), 4.60 (2H d, J = 6.0 Hz), 3.96-3.93 (51!, m,
1.56-1.33 (1H, m, 0.70-0.64 (2H, m, 0.42-0.36 (2H, m Using 0.1 g of the
[ 2- (3-cycl opr opyl et hoxy- 4- met hoxy 20 phehyl ) oxazol - 4-yl ] met hyl ami ne
obt ai ned i n Reference_Exanpl e 13, conpounds of Exanples 46 to 56 were
obt ai ned i m&’l§§n§d%r?é‘r 5ke | Hixtumeplas 1stirredaab|® 46 60°C for 4
N-[ 2-(3- cyqio@wSopahmrh%ﬁeéumeﬁ%ﬁre@anx&uﬁ&ﬁ%%hfoﬂ (%‘é%gjxhtl&l AR
met hoxybenzam de Yield 0.1 g White powder 30 1H N
7.64-7. 58(?1iﬂeﬁ1) with gigreriqopding = dfter mnrglm)the( i ktnye Of el -30. B8nutes,
8.40(11!, braghy8 wg§(éé5361gﬁ 1T§ﬁ%1$ht%lth ethyl acetate was performed.
752(1HdJ 2. 1Hz), 74874

gﬁt)'ﬂgeggxﬁerK:MBs ﬁylad 6#e21 bnbgdrous magnesium sulfate, and the

3 97 3 91 0. 211 |l e 47
N 2. (3 oyel Borsh e GRSy eq dlrtox e APy ORa e, Ae5t RERHOLECS. faam o
rifluor rrehﬁakybermaretdgl a@&at\é ahd éﬁlml:\éblyleeﬂiéﬁﬂQb &b &My CR8) 8:

= 64727 6H, . 7 1H, br s), 6.93
1&2 ((11131 W‘qgtﬁjﬁlﬁ‘i‘gﬁy 812‘“‘%“2*}3(1 &6[23 3-benzy Oﬁygpmthomlgely@p@?,pﬂ m

Amf_"

1.43-1. 28 glﬂméihyﬂn@aoﬁaﬁé (2H, m), 0.41-0.36 (2H, n) Exanple 48

N-[2-(3-cygl opropyl met hox% - met hoxyphenyl ) oxazol - 4-yl et hyl ] - 2-

pr opox¥benZa %USQi'@d)d 0. 1- & WBH: es povitldr -THB NMF7H, CBC1 37 - 3(3'5 @H504( 1H, br
, 8.24 1H, =57 2k 8 ) 2 Te®1s &, 5 2

SH)Z), 7. 44($ 387%—11{2]) 51185 (1ﬁ|ﬁZ 3 9@:32/8.48%%) )6%57£ g‘%{ zﬂ X 04]4 62

(2H, d, J £28,1d, J=78HZ)

Reference Example 48

A 26.52 g quantity of the dimethyl 2-[2-(3-benzyloxy-4~

15 methoxyphenyl)oxazol-4-ylmethyl]lmalonate obtained in Reference
Example 47 was suspended in 53 ml of dimethyl sulfoxide, and 2.62
g of lithium chloride and 1.12 ml of purified water were added.
The mixture was stirred at 130°C for 4 hours. After the reaction
mixture was allowed to cool, water was added and extraction with

20 ethyl acetate was performed. The extract was dried over anhydrous
magnesium sulfate, and the solvent was distilled off. The residue
was purified by silica gel column chromatography .(n-hexane :
ethyl acetate = 3 : 1) to give 16 g of white powdery methyl 3-{2-
(3—benzyloxy-4—methoxyphenyl)oxazol-4—yl]propionate.

25 'H-NMR (CDCls) &: 7.62-7.59 (2H, m), 7.47 (2H, d, J = 6.9 Hz),
7.40-7.31 (4H, m), 6.93 (1H, &, J = 8.4 Hz), 5.20 (2H, s), 3.92
(3H, s), 3.69 (3H, s), 2.91 (2H, t, J = 7.2 Hz), 2.72 (2H, t, J =
7.2 Hz)

Reference Example 49

30 A 0.48 g quantity of sodium hydride was suspended in 15
ml of tetrahydrofuran, and a solution of 1.31 g of dimethyl
malonate in 7.5 ml of tetrahydrofuran was added dropwise over 15
minutes. After the mixture was stirred for 30 minutes, a solution
of 3.0 g of 4-chloromethyl-2-[3-cyclopropylmethoxy-4-(2,2,2-

35 trifluorcethoxy)phenyl]oxazole obtained in Reference Example 32




15 Hz), 4.06 (2H, t, J = 6.6 Hz), 3.95-3.68 (5H, n), 1.86 (2H, td, J =
7.5, 6.6 Hz), 1.41-1.31 (1H, n), 0.96 (3H, t, J = 7.5 Hz), O. 70 0.61 (2H,
m, 0.41-0.35 (2H, m Exanple 49
N—[2-(3-cyc|opropy|nethoxy-4-nethoxypheny|)oxazol-4-y|ne hyl] 20

pyr azi ne- 2 carboxanide Yield 90 ng Wi tetpbowder 'H NVR (CDC13) 8: 9.42 (1H,
s), 875 (1H, d, J .= 2.4 Hz), 8.52 (114, dd, J = 2.7, 1.5 Hz), 8.25 (1H, br
s), 7.64 (ﬂ%ssé’}ve‘i 6@ 15l gf dimetihylfogmgmide 8~4$z)add¢d5gmlll45 @inytes.1. 8

(Hg?-l %921(1\3115'gerdthé argpw%s@zgd Jgo%g( %Fﬁﬁggv%u‘;:e Wﬂi lae%fged( H%) 50 rﬁol%olg(arrpl e
50 N-[2-( 311@% F“e'b?@ip‘w fsrhdxpourset Ao xgpieony| $@’mazaﬁed4‘aydnnmdmy Ichileid?0

et hoxypi co wder N CDC13 8.22.

Coh 1y 7 SPTTROR o8 AR, T o R 5RRNE oo YA s Shaling and 2 27

Hz), 7. 39 ?S't32re¢2I-wa$r)qorﬁ:.lﬁﬁe65f(ciﬂ-l 30dmiduted. Wiy wﬁsG&dﬂ&Harm 3 = 5.4,

0.9 Hz), e%éﬁ I t 3\739839%(5Hrr) 52(311 t, J
= 6.9 Hz), LA%° jf’%i"”(%e Pr¥ a‘ﬁ? PEE0"8% RexoTpd- o e exél@qtzﬂs

Exanpl e 51dried over anhydrous magnesium sulfate, and the solvent was

N-[2-(3-cycl.o | met hoxy- 4- met hoxyphenyl )oxazol 4 yI methyl]-2- 5
but oxybenzgﬁﬁgé%{:‘%‘%l@f?’o grge'\%P‘tlqu%%\Hé:rY 5 djpeyh B 8.48(d for

8. 23(1H, I rhda3- J
$) 06( 1(11 tg“dﬁﬂfm% c418:]100 Qdfgilz)z%égifiag g%(%{lwﬂ%l d Wgt%lllzl‘z%%e % %@%%q—i%g 6. 6
Hz), 3. ba. 3resigee mand XHempittug: v¥a338tfan) watB4¢Bittind=3d1t2H)°C for 4
(E>2(2 m, 0. 4i|109r§5( %ijcern:lhel- %101(1 ]thbg.ju're ‘g]gy aﬂowled t§4cc:>l'ol75wgte7ro w%s63
N- P[n() 3- cyca@ée@panﬁr@tﬂm?tnomﬁ@xyaphﬁhﬁ@mazelwds merx@blingédié ?Tge 46 (11 br
!S)Sogfjtzzxz'?g?%%%agﬁva\g ?ilrgegl&gexlg_ka}/n\ﬁytc’lr s?vr\r%%%egs'zlji_wnl\ll\/s%l %rt)g a.1)1d the (1H,
solvent was distilled off. The residue was purified by silica gel

15 column chromatography (n-hexane : ethyl acetate = 4 : 1) to give
1.63 g of colorless oily methyl 3-{2-{3-cyclopropylmethoxy-4-
(2,2,2-trifluoroethoxy)phenyl Joxazol-4-yl}propionate.

'H-NMR (CDCl3) 8: 7.56-7.53 (2H, m), 7.43 (1H, s), 7.04 (14, 4. J
= 8.4 Hz), 4.47 (2H, q, J = 8.4 Hz), 3.94 (2H, 4, J = 6.6 Hz),

20 3.69 (3H, s}, 2.91 (2H, t, J = 7.2 Hz), 2.72 (2H, t, J = 7.2 Hz),
0.88 (IH, t, J = 6.6 Hz), 0.69-0.65 (2H, m), 0.40-0.35 (2H, m)

Reference Example 50

A 0.5 g quantity of 2-cyclopropylethanol and 3.1 ml of
triethylamine were dissolved in 10 ml of ethyl acetate, and 0.75
25 ml of methanesulfonyl chloride was added with ice-cooling and
stirring. After stirring for 30 minutes, water was added to the
reaction mixture and extraction was performed. The organicllayer
was washed with water twicé and concentrated by removing the
solvent under reduced pressure to give 1 g of pale yellow oily 2-
30 cyclopropylethyl methanesulfonate.
'H-NMR (CDC1;) 8: 4.29 (2H, t, J = 6.6 Hz), 3.03 (3H, s), 1.66 (2H,
g, J = 6.6 Hz}, 0.84-0.70 (1H, m), 0.54-0.47 (2H, m)}, 0.20-0.10
(2H, m)

Reference Example 51

35 Using 2 g of 2-cyclopentylethanol and following the



20 7.62-7.58 (2H, m, 7.52 (1H, d, J = 1.8 Hz), 7.41 (1H t, J = 7.2 Hz),
7.06 (1H, t, J = 7.2 Hz), 6.95-6.91 (2H m, 4.62 (2H, d, J = 5.1 Hz),
3.95-3.92 (511, m), 3.86 (211, d, J = 6. 3 Hz), 2.20-2.10 (111, m,
1.40-1.31 (111, m), 0.95 (61-1, d, J = 6.6 Hz), 0.70-0.63 (21!, m,
0.41-0.37 (2H, m 25 Exanple 53 62—

N-[2-(3-cycl Qnr %t% %h% 4- met hox hengl)oxazol 4-y| met hyl] -

i sopr opoxypicolinam d %qr&nselE aV%podhtkre ?élpﬁmﬁl(leDCHQY 8:
8.28-8.25 (zwydmpénﬁﬁléﬂlﬂvl &bthineﬁa%l(ﬁlaﬁaté%as] o’otﬁlf}ed2 1 Hz), 7.52 (1H,
d, J =2.1H), 7,38-7.31 (2H, n), 6.93 (111, d, J = 8.4 Hz), 4.70-4.61

(311, m), 3HoHYB GePqBl, Snyi-2¢4. G2H, 1£.37 E764 6rﬂz),037030(36ﬂ. 6€2H, 1195-
0.41-0.35 (2H3 f(isHEan le 741,85 (4n, -

N-[ 2- (3-cycl opropyl nmet hoxy- 4- nmet hoxypﬁenyjf)%%(ézgf £2y1 mgt hyl]-2- -90-

et hyl suPfa 285 ng White powder ' H-NMR (CDC13) 6: 7.70-7.66

2H, 7.59 (1H, = 2

(7.43-m32 (2H, (r‘r) 7 Uzg ﬁ?z‘i—fil %f%%g‘b‘?]ff%hgﬂafm%%l%ﬂg JELBl (2H,
dd, J = 5. zprooeaum)qf ReFor8ndR Hxahipla) 50 2.QF @2bE gele) yellow
%éﬁp'#)SéxQ#gﬁggé%t%%ﬁé%ﬂ§§F%e%hanesul%onate wasooggagm§§ (2H M. 41 0.35
N- [ 2- (3- cychiopm Beyad ohgny! |

o AT R T
CiH, bH0s) 2°834 5504 ) g 35 LA e NI
763735(“5Hrr)691(1HdJ—87Hz)465(2HdJ 5.7 Hz),

3.97-3.88 (5H, m, 1.43-1.32 (1H, m), 0.70-0.63 (2H, m, 0.41-0.36 (2H m
Exanpl e 56 eference Example 53

N- P- ( 3-cycl opr opyl meghexy, 1] Y, nyb).Q
2, 6-di met hoxybenzam de Ylgeﬁ%l 4% ﬁﬁtébpoﬁw Wi%&fﬁa #d 7659 (1H,
s) 7.59 (®H, Rfgasgiumgearbopage Hpdre puSPendéfl ih S5D0=m2.df laz:)atoﬁlﬁmé 24
(1H mM5 65084 $ikh % (244, d,.J =8 4 % (1H,
br s), 4.62 ?2 q’f g‘lI%.f#mg’igetg ; Eg‘dég‘ﬁlg’? PEHEEURg was §i1 I%eﬁzv’ﬂts)
1.41-1. 32 £ogp t@mpa;atgre fﬁ&'@zkhoujs 0TH4- fbéﬁiﬂbﬁFhlﬁiuﬂéSwag 81 kv q0f
[ 2-(3-cycl t hoxy | ) oxazol - 4-yl | met hyl am ne,
conpounds g? @A@é@%é%u?lém é e 55@[’: %e § PORENEHEWRARE as in
E??gng 1. rfﬂumqﬂwpﬁé%sure The obtalneﬁ refldue waf BurTfledhbX]Slllca gel
cyg rop enyl ) oxazo yl met hy
met hoxypi co?i)lE g?%‘}[a?jlygz g'%e € polkracetate = 1) to give
20 34 g of pale vellow olly 1-(2- allyloxyphenyl)ethanone.
'M-NMR (CDCl;) 8: 7.73 (1H, dd, J = 7.8, 1.8 Hz), 7.46-7.40 (1H,
m), 7.02-6.93 (2H, m), 6.15-6.02 (1H, m), 5.47-5.30 (2H, m),
4.66-4.61 (2H, m), 2.64 (3H, s)

Reference Example 54

25 A 40 g quantity of 3,4-diethoxybenzamide and 80 g of
methyl 5-bromo-4-oxopentanoate (containing about 35% of methyl 3-
bromo-4-oxopentanoate) were added to 400 ml of dimethylformamide,
and the mixture was stirred at 130°C for 16 hours. The reaction
mixture was concentrated under reduced pressure and diluted with

30 ethyl acetate. Ethyl acetate (500 ml) and saturated sodium
bicarbonate solution (500 ml) were gradually added with stirring,
and stirring was continued. The organic layer was dried over
anhydrous magnesium sulfate and then concentrated under reduced
pressure. The residue was purified by silica gel column

35 chromatography (ethyl acetate: n-hexane = 1 : 8 to 1: 4) to give



-91- I|H-NVE (CDC13) 8: 8.23-8.19 (21-1, m) 7.65 (1H, s), 7.59 (1H dd, J =
8.4, 2.1 Hz), 7.51 (1H, d, J = 1.8 Hz), 7.43-7.34 (2H, m, 6.92 (1H, d, J =
8.7 Hz), 4.60 (2H, d, J = 5.4 Hz), 3.96-3.93 (84, m, 1.43-1.30 (1H m,
0.70-0.63 (2H, m), 0.41-0.35 (2H, n) 5 Exanple 58

N-[ 2- (3-cycl opropyl met hoxy- 4- met hoxyphen§Bj oxazol - 4-yl net hyl ] - 3-

i sobut oxypi colinam de Yield 0.11 Wi te powder 10'H-NMR (CDCl3) 8: 8.24
(1H, dd, J B F et Yhetﬂzyowd@mme%wl @r[@)r(3 74ﬁ19-e¢119P<YBT}enY7L)©Qa@QH4ﬁd J =
8.4, 1.8 Hzﬁ)_‘zpzj%gogagé (2H, m, 6.92 (1H, d, J = 8.4 Hz), 4.62 (2H, dd, J
= 5.4, 0.9 95- 3.92 (5H, ), 3.84 (2H, d, J = 6.3 Hz), 2.20 (1H, qt,
J = 6.6 Hz)'H- MO(QW%)(&H? J8B-71593( A[Hm) d, 7. B1= @HO ) ,6 837018, 63 5 2H,

m, 150.41- | .59

N[ 2- (3-cydl Gor o&yl ms{r%] Eﬁn&rrei'hoxyp?hé{ﬁ%)%><]a5zd|2!*49y|¥reﬁ iy’ E3). 3.80

met hyl nBcotGaihm)deBYO@rZi 901 (ay, 20) Wa.t7e - poswlefr2HL Hal\ ef . CEH3) +8:9 & 55 (1H,
dd. J =7 1.8 71 (1H, _dd = 7.5 1.8 Hz), 7.65 (1H, s), 7.59
(1H, dd, J86—98 '2 1 £i«z()f‘JH 7%17‘77“1‘539(5141,Y m, 6.93 (211, d, J = 8.4 Hz),

6.35 (1H, b?ref‘é):enée5ﬁxa(nﬁ;§ﬂ:el,55dd J =5.4, 0.9 HZ) 3.96-3.91 (5H m, 2.69
(3H s), 25T41-1.31 (IH ™M 0.70-0.63 (2H m, 0.41-0.35 (2H m Exanple

60 0. 4 & B NI @%@J&gfcpép%%:ﬂ%pﬁmmmagmpms
0xazol - 4- ylqTeiehyil s 2ok Byb 54U 3ph R S gugg‘g@a&gq | BobX@RjE 44 was
di ssolved in 20 of di chl oronef hane, (? §10

met achit8r o@é‘PEéﬁ?br cantt i tirenguspeitent Wes chreatildi hadtm:lsn:ledt fon 3akmysool ed
with ice wildheo$tb5ing, The Pééé%{r g@ﬁt&&e%@t b&ﬁgé’ngr%ttea[‘ Ql?ae'lgfl gg s

reactl on m xture was concentrat reduced pressure
purified byrdgingh yehmeolnder credmeatiogrepdure Mhisido ed, ofi- Bexsdgopihy!

ﬁffza(g cy%l %%ropyg as(%’hoxy e?rgfﬁ‘d‘l ; W?ﬁsws vere collected by

oxazol - 4- yifrdthatier? -amet heneysﬁémybbeftz@mna&ﬁtm rﬁ}i}i}ﬂn&&ddlés%linyw
(CDC13 11-1 0,70-0

7.55(4H, 93- 3. 67
8: 8. ll%iH 8%“3 ng%inze‘g@%’{ﬁt%f re7d5 ‘?Llliméleaf regued pregsumy 49, d, J
=8.4 br s) g4v622(2H, d_:; bF=cbldridys PoRbeBy WU(BHAMbis (benz lo zspheny )-4-
r’r),3.37(3H 1.40-1.32(1H. m, 1. 27-1. 18(3H, (2H m,0.41-0.35{ 2H-1)  Exanpl e

61 0.1 g & RF e thy. B:b‘?opyl met hoxy- 4- met hoxyphenyl)
'H-NMR (CDCl3) 8: 7.66 (1H, d, J = 2.1 Hz), 7.64 (1H, s), 7.59 (1H,
dd, J = 8.4, 2.1 Hz), 7.50-7.28 (10H, m), 6.99 (1H, d, J = 8.4
20 Hz), 5.22 (2H ,s), 5.21 (2H, s), 4.55 (2H, s)

Reference Example 56

Using 10 g of 2~(3,4-bis(benzyloxy)phenyl)-4-
chloromethyloxazole obtained in Reference Example 55 and
following the procedure of Reference Example 47, 12.3 g of

25 colorless oily dimethyl 2-[2—(3,4—bis(benzyloxy)phenyl)oxazol-4—
ylmethylimalonate was obtained.
'H-NMR (CDCls) 8: 7.61 (1H, d, J = 2.1 Hz), 7.58-7.27 (12H, m),
6.97 (1H, 4, J = 8.4 Hz), 5.23-5.20 (4H, m), 3.89 (1H, t, J = 7.5
Hz), 3.75 (3H, s), 3.73 (3H, s), 3.18 (2H, 4, J = 7.5 Hz)

30 Reference Example 57

Using 12.3 g of dimethyl 2-[2-(3,4-bis{benzyloxy)
phenyl)oxazol-4-ylmethylmalonate obtained in Reference Example
56 and following the procedure of Reference Example 48, 4 g of
pale red powdery methyl 3-[2-(3,4-bis(benzyloxy)phenyl)oxazol-4-

35 vyllpropionate was obtained.



oxazol - 4- yl met hyl [ - 3- hydr oxypi col i nani de obtai ned in Exanpl e 45 10 and 0. 16
g of cesium carbonate were dissolved in 4 m of acetonitorile, and 0.2 g of
1- bronopropane was added thereto and stirred overnight at roomtenperature.
Water was added to the reaction m xture and extraction was perfornmed with
ethyl acetate. The extract was washed wréf-water once, and further washed

with 15 saturated aque citric acid once. The organic | ayer was o
concent r at el - HMHekC cl‘e]d Sﬁ Ditdsélile, dandd=t Rel dt)ai Med87r st tUd2iasn)puri fi ed

by silica gelexcqliummaghs amas agraphys . o\ %hﬁl 7J2Jr9 of uai 138 gPOYKIET ¥y |
N 2- ( 3- cycl oprop | met hoxy- 4- net hoxoﬂfhen ozazol
yl met hyl ] - \éizlyp’FcoJmaYmZdaz)z 7R KRR (@D@l%)g 8.128) 8. 20(2H, =8.4,1.8

7.60(1H dd,J 1.8 Hz), 7.39-7.32(2H, n), 6. 92
Fﬂq 4 \?Zgl%&&emmﬁx jeH’S,%) 5, (7 0.9 Hz), 4. o?s (2H t, J=6.6Hz),

3.94-3.82 (5H, n), 1.USUnE2RP.4 g PE=37eBmouy-@-fefhoxyhet@ahidd {dkHs7ny . 1. 04
of 1,3-dichloro-2-propanone and following the procedure of
Reference Example 55, 19.9 g of white powdery 4-chloromethyl-2-
(3-ethoxy-4-methoxyphenyl)oxazole was obtained.
"H-NMR (CDC1;) &: 7.65 (1H, s), 7.61 (1H, ad, J = 8.1, 2.1 Hz),
10 7.55 (1H, d, J = 2.1 Hz), 6.92 (1H, 4, J = 8.1 Hz), 4.56 (2H, s),
4.18 (2H, g, J = 6.9 Hz), 3.93 (3H, s), 1.50 (3H, t, J = 6.9 Hz)

{ Reference Example 59

A 25 g quantity of ethyl 3,4-dihydroxybenzoate was

dissolved in 250 ml of dimethylformamide, and 5.5 g of sodium

15 hydride was added with ice-cooling and stirring. The mixture was
stirred, and a solution of 16.3 ml of benzylbromide in 1b ml of
dimethylformamide was added dropwise. After the dropwise addition,
the mixture was stirred at room temperature overnight. Water was
added to the reaction mixture and extraction with ethyl acetate

20 was performed. The organic layer was washed with water twice énd
concentrated by removing the solvent under reduced pressure. The
obtained residue was purified by silica gel column chromatography
(n-hexane : ethyl acetate = 2 : 1) to give 15 g of crude crystals.
The crude crystals were recrystallized from a mixture of 30 ml of

25 n-hexane and 15 ml of ethyl acetate to give 8.6 g of colorless
plate crystalline ethyl 4-benzyloxy-3-hydroxybenzonate.
'H-NMR (CDC1;) 8: 7.67-7.47 (2H, m), 7.41-7.30 (5H, m), 6.94 (1H,
d, J = 8.7 Hz), 5.67 (1H, s), 5.16 (2H, s), 4.34 (2H, q, J = 7.2
Hz), 1.37 (3H, t, J = 7.2 Hz)

30 Reference Example 60

Using ethyl 4-benzyloxy-3-hydroxybenzonate obtained in
Reference Example 59 and following the procedure of Reference
Example 2, ethyl 4-benzyloxy-3-ethoxybenzoate was obtained.
'H-NMR (CDC13) 8: 7.61-7.55 (2H, m), 7.45-7.27 (5H, m), 6.90 (iH,
35 d, J = 8.1 Hz), 5.21 (2H, s), 4.34 (2H, g, J = 6.9 Hz), 4.17 (2H,



(3H, t, J=7.5Hz), 0.70-0.63 (2H, m, 25 0.41-0.35 (2H, m Exanpl e
62 Using 0.18 g of . . .

[ 2- (3-i sobut oxy- 4- net hoxyphenyl ) oxazol 4-yl ] met hyl am ne obtai ned in

Ref erence Exanple 19, 0.16 g of white powdery
N[ 2-(3- |sobut oxy- 4- met hoxyphenyl)ozazo'r ea- 30

| met hyl hyl.pi,c e s ,obtained in the sane mann
éxanplg ]1 Y ﬁw%c@ﬂ %%G{S%?Hts’) T7. 970 fi¥)m 1-87 ob8H, 4.
s) 8. 39( 1H, dﬂ;) 7 62 59(2H m,7.57(1H,d, 6.92(1H, d, J=8. 4Hz)
(SH’S)’S'8?£§géfgh%g6E§gmﬁaé_6% = (2K Ft)’

Using ethyl 4-benzyloxy-3-ethoxybenzoate obtained in

e as in
99 B8:8.958( 1H, br
4,59

5 Reference Example 60 and following the procedure of Reference
Example 3, 4-benzyloxy-3-ethoxybenzoic acid was obtained.
"H-NMR (CDC1;) 8: 7.68 (1H, dd, J = 8.4, 1.2 Hz), 7.61 (1H, d, J =
1.2 Hz), 7.45-7.28 (5H, m), 6.92 (1H, 4, J = 8.4 Hz), 5.23 (2H,
s), 4.17 (2H, g, J = 6.9 Hz), 1.48 (3H, t, J = 6.9 Hz)

10 Reference Example 62

Using 4-benzyloxy-3-ethoxybenzoic acid obtained in
; Referénce Example 61 and following the procedure of Reference
Example 4, colorless needle crystalline 4-benzyloxy-3-
ethoxybenzamide was obtained.
15 'H-NMR (CDCls) 8: 7.47-7.21 (7H, m), 6.88 (1H, d, J = 8.1 Hz),
5.21 (2H, s), 4.18 (2H, q, J = 7.2 Hz), 1.48 (3H, £, J = 7.2 Hz)

Reference Example 63

Using 4-benzyloxy-3-ethoxybenzamide obtained in
Reference Example 62 and following the procedure of Reference
20 Example 5, colorless powdery 4-chloromethyl-2-(4-benzyloxy-3-
ethoxyphenyl)oxazole was obtained.
H-NMR (CDCL3) &: 7.64 (1H, s), 7.57-7.30 (7H, m), 6.94 (1H, d, J
= 8.4 Hz), 5.20 (2H, s), 4.56 (2H, s), 4.20 (2H, q. J = 7.2 Hz),
1.49 (3H, t, J = 7.2 Hz)

25 Reference Example 64

A 6.81 g quantity of sodium iodide and 5.09 g of sodium
bicarbonate were added to a suspension pf 10 g of 2-(3-benzyloxy-
4-methoxyphenyl) -4-chloromethyloxazole obtained in Reference
Example 5 in 60 ml of dimethylsulfoxide. The mixture was heated

30 at 120°C with stirring for 30 minutes. After the reaction mixture
was allowed to cool, saturated brine was added and extraction
with ethyl acetate was performed. The organic layer was washed
with saturated brine and dried over anhydrous magnesium sulfate,
and the solvent was then distilled off under reduced pressure.

35 The obtained residue was purified by silica gel column



4.5,1.8Hz), 0.9Hz),7.32- dd,J=6.0, 2.76(3H,s), -93- 2.20 (1H, qt, J = 6.9,
6.6 Hz), 1.06 (6H, d, J = 6.6 Hz) Using 0.15 g of

[ 2- (3-i sobut oxy- 4- net hoxyphenyl ) oxazol 4-yl ] met hyl am ne obtai ned in

Ref erence Exanple 19, conpounds of Exanples 63 to 75 were obtained in the
same manner as in Exanple 51. Exanple 6366-

N-[ 2- ( 3-1 sohut oxy- 4- met hoxyphenyl ) oxazol- 4-yl net hyl ] -2- met hoxybenzam de
Yield 0.12 WW%HF@%M@E%@NM qopE13§etmte =43 (1H twr gs')re82.293 ng,
dd, J = 7. 835 ) Gl 9 e Hz), 7.53
(1H d, J = %’eﬁlb‘% oLty 26 Hené%lm‘%g ‘9égflié"é’q’g‘8n%§&’§arﬁdl 4463 (2H, dd J

= 5. 4, ogqaé)balgegyd%H s), 3.91 (3H s) 386(2H d, J = 6.9 15Hz),

2.21 (1H, q 11,. d Hz) Exanple 64
N-[ 2- ( 3- isog my@@efaoxﬁpﬁg ’?b)?e?zop %Pyﬁ%t ﬁ9/1]727he(t31%5/| dd, J =
sul f anybberzdni delYiz] d 70695(19H2031V\Vm)t,e7pw\d@1{ b NVR (CBCE3p=z B 77469 (1H,

Z) 9476651907(7231(ﬁ$h ?"6'1 (%é« é‘!‘_{ 19—35 78Hz)Hz)3 515%31(?%7 )1‘351 1(3§8%5 ?@H; d, J

6.9 Hz), 2946(3Hs)220(1Hth 6.9 Hz), 1.06 (6H, d, J = 6.9 H)
25 Exanpl e

N-[2-(3-is enyl ) oxazol - 4-yl net hy11l- 3- et hoxy pi col i nam de
Yield 80 ng White pO‘ﬁggﬁ 34jjdﬁll};gggmé 3) 8. 1225 m 7.65 (1H,
s), 7.58 (1H, dd, J = 8.2 1.8 e (1 métof%i? {24 gl—é) 7.40-7.32
(2H, mo 6tQZfPEL‘PFOGEFhOJinPBeIIYHzOPaZ@lGZol(mﬁlneddln RefexehceOESani)p, 24. 18

ar. 3 2 o G iU sy o of ibdelgim g1, oSt 55

Exanpl e 66powdguy 2-[4-methoxy-3- (2,2,2 trlfluoroethoxy)phenyl]oxazole 4-

N[2-(3-i5s +4- hox en oxazol - 4-yl met hy1] - 2- met hoxy- 4-
fl uorobenzg%{c}i%i(%h&d?gg glpt'%{yd) powder 51H NMR (CDC13) 8. 8.27-8.21 (2H,

g),937(63 (ﬂIHNMR)_ (gﬁgﬁﬁzﬁﬁll-b @hﬂ (614{7Zs%314Ha 2B llhiz)s) 775%2(5!&1 dadJJ—SZ % EZ)
Hz) | ?2?—1 At e é 716 %L %rén%*éﬁ %)01 élﬁl ga3Hl 8- 43H:%3)3 (2H,
d, J =6 64st (21,2¢,( IH: 8]141-117.)_ 95 @ ), 1.06 (6H, d, J = 6.6 10 Hz)
Exanpl e 67

N-[ 2- ( 3- i SBEERRE EXBIRL&fheny| ) oxazol - 4-y] j met hy1] - 2- i 50pr OpOxy

benzam de Yield 0.15y8ing 4-chloromethyl-2-(3,4-diethoxyphenyl)oxazole

obtained in Reference Example 35 and following the procedure of
20 Reference Example 64, pale yellow powdery 2-(3,4-

diethoxyphenyl)oxazole;4-carbaldehyde was obtained. .

'H-NMR (CDC13) 8: 9.99 (1H, s), 8.26 (1H, s), 7.65 (1H, dd, J =

8.4, 2.1 Hz), 7.62 (1H, 4, J = 2.1 Hz), 6.94 (1H, 4, J = 8.4 Hz),

4.19 (2H, q, J = 7.2 Hz), 4.17 (2H, q, J = 7.2 Hz), 1.50 (6H, t,
25 J = 7.2 Hz)

Reference Example 67

Using 12.7 g of 3-isopropoxy-4-methoxybenzoic acid and
following the procedure of Reference Example 4, white powdery
3-isopropoxy-4-methoxybenzamide was obtained.

30 'H-NMR (CDCls) d: 7.46 (1H, d, J = 2.1 Hz), 7.34 (1H, dd, J = 8.4,
2.1 Hz), 6.87 (1H, d, J = 8.4 Hz), 5.93 (1H, br s), 4.62 (1H, m},
3.90 (3H, s), 1.38 (6H, 4, J = 6.0 Hz).

Reference Example 68

Using 11.4 g of 3-isopropoxy-4-methoxybenzamide
35 obtained in Reference Example 67 and 25 g of 1,3-dichloro-2-



15 Colorless oily substance 1H NVR (CDC13) 8: 8.64 (1H, br s) 8.24 (1H, dd,
J =7.8, 1.8 Hz), 7.62-7.57 (2H, m, 7.54 (1H, d, J = 1.8 Hz), 7.44-7.37
(1H, m, 7.08-7.02 (1H, m, 6.98-6.91 (2H, mM, 4.72 (1H, q, J 6.0 Hz),
4.62 (2H, dd. J =5.1, 0.9 Hz), 3.92 (3H, s), 3.85 (211, d, J 206. 6 Hz),
2.20 (1112, qt, J = 6.6 Hz), 1.40 (6H, d;62-= 6.0 Hz), 1.06 (6H, d, J = 6.6
d
7
b
2

Hz) Exanpl e 68
N-% -( gnp sgﬁﬁﬂwﬂﬁ- ABE HERAOHARY | Yok Proredure mfi RECpronee (seapbe 5.

t ben i i i JHNIVE 8. 7.65 (1H,
I i N T e N i ARGl 4 st B APR A
. 34-7. 24 (Mefhopyphenyd) qxAqolg, wds otgadnett), 6.77-6.70 (2H, nm), 6.52 (1H
"

o R S At o e L

N-[ 2- ( 35i scbudt/oXyH4- dethoxphehy) ) dca@3ol 14, yd met by 8J4 406t 108y QIHGOW) Nam de

35 Yield 0.14.9,.:95-, Wj er, 1k N 3) 8 8.19-8.22 (2H, m. 7.65
(1H, s), 7.%%3(£Eﬁ'a%),'\/\?"t:9%8?3,’15.)8 |11zj‘l,yI é&%]a(lﬁ =60 Hz)n 1 fi) .
7.43-7.34 ®eflershce ESdple 601H, d, J = 8.4 Hz), 4.61 (2H, dd, J = 5.7, 0.9
Hz), 3.96 (311, s), g%.igl 311 s), 3.86 (2H d J =6.6 H), 2.20 (1H qt,
J =6.9, 6.6 Hz), 1.06p8H grloFomeghpl13)(3EkaapFepory-4-methoxyphenyl)

N- P- (13- 1 soliaesYe dowel {14 BHERYE MR 0kz Ayl RN YLE - &51 0

pi colinam de 10 Yield 68 ng Wiite powder p&_g@% %hC&DC%BJ)l%g?HQ.%e(lH, dd, J
= 3.9,19 1pmpredgre pf Refepengg Example (44, ple YebBoy Mdwdddy 2-(3-8.4, 2.1

o) 13 Bt e U b iy 5

2.27-2.13 E+R§1‘4Rr)(,CDI:1@)7-BJ:. 0299% 2HH.np ) Ex&ut € 10l s), 7.68 (1H, 4d, J =

N-[2-(3-isq@byto et hoxyp ylJ) oxazol -4-ylmethyl | -2- pr.opoxy benzam de 20
Yield 75 n%%n %‘%Ié%%e?’i‘%ﬁ?& 1§)isl: ‘%.)52%(%,“%% 51),'?8%/233?(11'3—2' dd, J
= 7.8, 1.84HBY, (T 6Xept58 {24,608 HzT, 53. q2LH3HS) s) 7. ¥21( 16k, ta, D==¢732, 1.8
Hz) , 71%6 1z, t, J =7.8 H), 6.95-6.91 (2H, ), 4.62 (2H, d, J = 5.1 25
Hz), 4.06 t*ﬁ, t, J =6.6 H), 3.94 (3H, s), 3.85 (2H, d, J = 6.6 Hz),
2.24-2.16 Réfdrem)e Fka8®14.81 (2H, n), 1.06 (6H d, J = 6.6 Hz), 0.97 (3H,
t, J =7.2 Hz) Exanpke

2
h
J
34
S
0

lg 2g quantity of 1-(2-hydroxyphenyl)ethanone was
dissolved in 100 ml of dimethylformamide, and 11.2 ml of
chloromethyl methyl ether and 25.4 g of potassium carbonate were

20 added. The mixture was stirred at 50°C for 6 hours and then at
room temperature for 4 days. After insolubles were removed from
the reaction mixture by filtration, ice water was added to the
filtrate and extraction with ethyl acetate was performed. The
organic layer was washed with water and dried over anhydrous

25 magnesium sulfate. The organic layer was concentrated under
reduced pressure, and the residue was purified by silica gel
column chromatography (n-hexane : ethyl acetate = 5 : 1) to give
6.26 g of colorless oily 1-(2-methoxymethoxyphenyl)ethanone.
'H-NMR (CDC1s) 8: 7.71 (1H, ad, J = 7.8, 1.8 Hz), 7.43 (1H, td, J

30 =7.8, 1.8 Hz), 7.18 (1K, 4, J = 7.8 Hz), 7.05 (1H, t, J = 7.8
Hz}, 5.28 (2H, s), 3.52 (3H, s), 2.64 (3H, s)

Reference Example 71

A 3 g quantity of methyl 3-[2-(3,4-diethoxyphenyl)
oxazol-4-yl]propicnate obtained in Reference Example 54 was

35 suspended in 5 ml of methanol, and 5 ml of a 20% aqueous sodium



N[ 2- ( 3-i sobut oxy- 4- net hoxyphenyl ) oxazol - 4-yl net hyl ] - 2- but oxy 30 benzam de
Yield 47 ng Wiite powder 1H NWR (CDC13) 8: 8.48 (111, br s), 8.23
(111, dd, J =7.8 1.8 Hz), 7.62-7.58 (2H, m, 7.53 (1H, s), 7.42 (1H, td,

J=7.2, 1.8 Hz), 357.06 (1H, t, 3 = 7.8 Hz), 6.95-6.91 (211, m, 4.61
(211, d, J =5.1 -96- Hz), 4.10 (2H, t;69-= 6.6 Hz), 3.91 (3H s), 3.85
(2H, d, J = 6.6 Hz), 2.24-2.16 (1H m, 1.85-1.75 (2H, m, 1,43-1.36 (2H,
M, 1.05 (GHdrexide-s@lutian) vag, SHlqdRH, The ndxtufe zvasz)zeaxaammi T3f1lixed
N[2-(3-is X t sobut oxy benzam de
Yi el d 9 O"JI?ﬁ‘vjktlmqt éoéﬁﬁe?’gﬁﬁg%@%@cﬁ‘?%%%l% Ert TOF53 (1H, dd, J
=7.8, 1.8 ﬁ@peraﬁuﬂeﬁkxtxﬁetimmlm didh bR cfrklthase , wa7s '%:%rféﬂnedd THe = 7. 2,
18Hz), 111 J = 7. 4.62 (211, d, J =
5.1 Hz), 3"3fh §F—P‘“e’5“a”§ %?Y%ré’éa% ZfﬂShﬁg WJzt%zzt’%eJiGa drigf o¥e®g (6H, d, J
= 6.6 Hg), ddhQBroGdl mahnediambs@lidtle .Exa®lse1¥dnt Jras dlstllled off and
N-[2-(3-isqbuto 4- met hoxyphenyl ) oxazol - 4-yl nmet hyl ] - 3-i sopr opOxy

pi col i nani eYPé%@“Bedifrg S%W-‘f FFEWIELed HNEVECHA P of: white pomderhr s),
8.27 (1H, br[3$)(37468ndtH 1.8 Hz), 7.53
(iH 8). 7. 3% L %44(2F1 0?§%Fe%?aggx§§oijétbl]ggopﬂoglc 2%%9 4.61 (3H M,
3.91 (3H, SH-NMR g5DC2H) 5d 7365556 K3, ®)27-.211TH( XY, ), 211422)(,68,. 90, J =
6.6 Hz), (8H 14, 6 =
N-[2-(3-i ségﬁt oéy J4 rreat] ﬁoggphed:yz/l )gzaz ({I Ajyyl ma?hy% iRt ﬁy * fi-cdtTneam de
Yield B0 13 6g9VHE} e pARdEr 9B0( ZEH- W', R(TDALIP8{BH52{),H1bruss]3H, af( IH-d,
(1H,d,J =7 7. 1H.5),.7 (1 11,s),6.92(1H,d,J =8.7

Hz) . 4. 58( 2 ,‘8,%%514 12)%83(35( 7, 2’9 ggkﬁ%)lZ 69(3H, m .1 05(6Hd,J = 5 1 H)
J = J = ] Refyreibdixpmple27Hz), 5.1 Hz), 2.23-2.15

Using 10 g of 4-benzyloxy-3-methoxybenzamide and
following the procedure of Reference Example 54, 2 g of white
15 powdery methyl 3—[2-(4-benzyloxy—S—methoxyphenyl)oxazol-4—
yl]propionate was obtained.
'H-NMR (CDC1;) &: 7.54-7.28 (8H, m) 6.93 (1H, &, J = 8.1Hz), 5.20
(2H, s), 3.97 (3H, s), 3.68 (3H, s), 2.91 (24, t, J = 7.5 Hz),
2.64 (2H, €, J = 7.5 Hz)

20 Reference Example 73

Using 2 g of methyl 3-[2-(4-benzyloxy-3-methoxyphenyl)
oxazol-4-yl]propionate obtained in Reference Example 72 and
following the procedure of Reference Example 71, 1.03 g of white
powdery 3-[2-(4-benzyloxy-3-methoxyphenyl)oxazol-4-y1]propionic

25 acid was obtained.
'M-NMR (CDCls) &: 12.20 (1H, s), 7.86 (1H, s), 7.51-7.31 (7H, m)
7.17 (H, d, J = 8.4Hz), 5.15 (2H, s), 3.85 (3H, s), 2.75 (24, t,
J = 7.5 Hz), 2.59 (2H, t, J = 7.5 Hz)

Reference Example 74

30 A 0.4 g quantity of 4-chloromethyl-2-(3,4-diethoxy
phenyl)}oxazole obtained in Reference Example 35 was dissolved in
15 ml of methylamine (40% methanol solution), and was heated and
refluxed for 1 hour. The reaction mixture was concentrated and
the obtained residue was dried under reduced pressure to give

35 0.23 g of yellow oily [2-(3,4-dimethoxyphenyl)oxazol-4-ylmethyl]



7.76 7.56 3.91 (1H, Exanple 76 35Using 0.2 g of
(2-[4-met hoxy-3-(2,2,2-trifluoroethoxy) -97-
phenyl ] oxazol - 4-yl } met hyl am ne obtai ned in Reference Exanple 25, 0.24 g of
white powdery N-(2-[4-methoxy-3-(2,2,2-trifluoroethoxy) _
phenyl ] oxazol - 4- yl net hyl ) - 3- net hoxypi cotfhani de was obtained in the sanme
manner as in anple 1. 51H NWR (CDC13) 8: 8.24-8.19 (2H, m, 7.72 (1H, dd,
J=28.4 1¥ amzhgs (1H, d, J = 0.9 Hz), 7.62 (13, d, J :71.8 gz),)7.43-
7.35 (2H, ™y NAR9 Hy & &) 05 , AeB0, (2H -dd, J = 5.7.,.0. .
4. 46 EZH, 3?* WiR gcéfllﬁ%g' $68 ?%iﬁ}r HQ?% 73.5837'(%1,(2% my, Yol %15y ng
0.2 g of (= [B+4rBEEhoxy-BL-(4219, Lok imf)l.udrdet Bky)s)101.51-1.45 (6H, m)
phenylonaqgﬁiééﬁhénﬁﬁégh%g?@e obtai ned in Reference Exanple 25, conpounds
of Exanpl e ined in the sanme manner as in Exanple 1.
Exanpl e377 N—(2-[4-W@Bﬁogyeﬁhxxlzzpﬁlor¢ddar@a3ﬁt@0xyﬁﬁﬂ&ﬂy%h@ﬁ%ﬁ@kééblé? o
| met hyl ) - 3. j i.nam_ d ield.0. 24 it 0 r ;
3. 26- 8?/2)2 %ﬂ%&ﬁ%%&%'\%?ngd%ﬁ@%%@%%oﬁ? u e Refgrense 7. 63 (1H,
d, J = 1. 8Emjplé. 40-7.8y 62Heti)l [20 (6, 8&aikihodypHeryB.okakB) -44. 62 (2H,
dd, J =5.7,..0.9 F%%, 4.%%%§2H, g, J = 8.4 Hz), 4.18 (2H, g, J = 6.9 Hz),
1.52 (3H, tLlgcetate’was e 78

N- ( 2- [ 4- methopyr L i Bk uprpetyoxy) phenylyl 0%az0Q)y 4+
yl ok I)-Zi-:!rret ) A L L eI Y LB S e %I?/R(J(MIB)I
8. 42 (i@a, br 8s}, HBl 23t (2PH4- 48, (6f,=17,53.98 g 2z) s 7.17656(—2;1&9 ﬂgﬁ. an); g.
2.1 Hz), 716597 (RH; D g 4. 48 7. 42 (1H, 30 m), 7.08 (1H, td, J = 8.
0.9 Hz), 6.19535‘9(&%?@132' 5 = g.i‘ﬂ%, 4.62 (2H, dd. J = 5.4, 0.9 Hz), 4.4
(2H, q, J Befenenps Exmmpde( 3¢, s), 3.93 (3H, s) Exanple 79

N (2-[4-met hoxy-3- (232525414 T - nyl ].oxazol - 4- 35

yl gret Lyl ) - 2- et hyl be%zghi?%ed c_fué%%?%; &%’éﬁé‘@ggu% AR fadle was acdea

to 30 ml of tetrahydrofuran with ice-cooling and stirring, and

8:
4,
4,
6

15 ethyl [2-(3,4-dimethoxyphenyl)oxazol-4-yllacetate obtained in
Reference Example 75 was slowly added with stirring. After
stirring at room temperature fbr 3 hours, the mixture was stirred
with ice-cooling for 3 hours, and 0.35 ml of water, 0.35 ml of a
15% aqueous sodium hydroxide solution, and 1.05 ml of water were

20 added in that order. The reaction mixture was dried over
anhydrous magnesium sulfate, and insolubles were then removed by
filtration. The filtrate was concentrated under reduced pressure
to give 2.5 g of coloerless crystalline 2-[2-(3,4-
dimethoxyphenﬁl)0xazol—4—yl]ethanol.

25 'H-NMR (CDCls) &: 7.56 (1H, d, J = 8.4, 2.1 Hz), 7.52 (1H, 4, J =
2.1 Hz), 7.46 (1H, s), 6.91 (1H, 4, J = 8.4 Hz), 4.17 (2H, g, J =
7.2 Hz), 4.15 (2H, q, J = 7.2 Hz), 3.94 (2H, g, J = 5.4 Hz), 2.94
(lH, t, J = 5.4 Hz}, 2.81 (2H, t, J = 5.4 Hz), 1.48 (3H, t, J =
7.2 Hz), 1.48 (3H, t, J = 7.2 Hz)

30 Reference Example 77

A 2.0 g quantity of 2-[2-(3,4-dimethoxyphenyl)oxazol-4-
yllethanol obtained in Reference Example 76 and 2.3 g of
triphenylphosphine were added tc 20 ml of dichloromethane, and
2.9 g of carbon tetrabromide was slowly added with ice-cooling

35 and stirring. After the temperature of the mixture had reached



White powder 111-NMR (CDC13) 8: 7.72 (1H, dd, J = 8.4, 2.1 Hz), 7.66 (1H,
s), 57.61(1H,d,J = 2.1 Hz), Hz),6.31(1H, br s) 4. 58 J =8.4

Hz), 3.93(311,s), 7.41-7.14 (2H,dd, 2.46(3H, (4H, J =s) m, 5.4, 6.98 0.9
(111, Hz), d, 4.45J =8.4 (2H,q, Using 0.15 g of (2-[4-methoxy-3-(2,2,2-
trifluoroethoxy)phenyl]oxazol -4-yl)net hyT@m ne obtai ned Reference

Exanpl e 25, conpounds of Exanples 80 to 82 were obtained in the 10 sane
manner as |W%(§ﬁﬁp@rq_tu15(aﬁﬁp§r:gy was continued for 1.5 hours. The

N-{2-[ 4- et I Irret ropo
benzan do. mnekysn g Wl KO R e R Py 9&? E¥
s), 8.24 (¥ sddicag gel ®lumngchiomatBg78piv I(h- hdelané = e&héfl 2ce1tdﬂé) g
7.65-7.60 (2H, 7..09-6, (211,

5.1 Hz), 4(84215 ¢ g)H,thg, 4‘% é% ﬁz‘%# ci%jil?ﬁﬂcriys l%é GP) A br%‘“%thé’éiﬂ‘ s)
1.88 (28, dB,43d20thdxyphebyt)szIz01@.98 (311, t, J = 7.5 Hz) Exanple 81

N (2-[ 4- met, 3- trifl th henyl | - 4-

1 ot byt )~ S OB B Db Vibel( Ao A & 58, VR €l pended . 4 BN (o3
8: 8.64 (1]4118b(21$) ,q8J23= 0124 Hzo)q, 4J14: (72}5 gl- 8§ ),z zI234 élé—l, @% g =

2.1 Hz), 7.65 (1H, :% Hz) | 3 (1H, ), 7. 44

7.08-6.94 (’3|5| ny Hz) 73 (1£H(2fﬂ¢ 'JJ—-65€PI%Z) 4. 6% Q32H tde J 7—25Hz_) 0.9
Hz), 4.46 02Wg @eu) & & 4 Wiz .5303.94 (3H, s), 1.41 (6H d, J = 6.0 Hz)

10 Reference Example 73

Using 1.5 g of 4-(2-bromoethyl)-2-(3,4-diethoxyphenyl)
oxazole obtained in Reference Example 77 and following the
procedures of Reference Examples 6 and 7, 0.8 g of yellow oily 2-
[2-(3,4-diethoxyphenyl)oxazol-4-yl]ethylamine was obtained.

i5 H-NMR (CDC13) &: 7.60-7.50 (3H, m), 6.91 (1B, d, J = 8.4 Hz),
4.17 (2H, g, J = 7.2 Hz), 4.15 (2H, g, J = 7.2 Hz), 3.90-3.80 (2H,
m), 3.00-2.90 (2H, m), 1.85 (2H, brs), 1.48 (3H, t, J = 7.2 Hz),
1.48 (3H, t, J = 7.2 Hz)

Reference Example 79

20 Using 10.4 g of 3,4-diethoxybenzamide and 19.5 g of
ethyl 3-bromo-2-oxopropionate and following the procedure of
Reference Example 5, 12.9 g of white powdery ethyl 2-(3,4-
diethoxyphenyl )oxazole-4-carboxylate was obtained.

'H-NMR (CDCl3) &: 8.21 (1H, d, J = 0.9 Hz), 7.64 (1H, 4ad, J = 8.1,

25 0.9 Hz), 7.63 (1H, s), 6.92 (1H, d, J = 8.1 Hz), 4.42 (2H, q, J =
7.2 Hz), 4.17 (2H, q, J = 6.9 Hz), 4.15 (2H, q, J = 6.9 Hz), 1.48
(3H, £, J = 6.9 Hz), 1.41 (3H, t, J = 7.2 Hz)

Reference Example 80

Using 10 g of the ethyl 2-(3,4-diethoxyphenyl)oxazole-
30 4-carboxylate obtained in Reference Example 79 and following the
procedure of Reference Example 71, 8.6 g of white powdery
2~(3,4-diethoxyphenyl)oxazole—4—carboxylic acid was obtained.
'H-NMR {CDC1;) 6: 8.24 (1H, s), 7.60-7.50 (3H, m), 6.02 (1H, brs),
4.13 (4H, g, J = 6.9 Hz), 1.46 (3H, t, J = 6.9 Hz), 1.39 (3H, t,
35 J = 6.9 Hz)



Exanpl e 82 N-{2-[4-met hoxy-3-(2, 2, 2-trifluoroethoxy)phenyl]oxazOl -

yl met hyl ) - 4- chl or o- 2- net hoxybenzam de Yield 0.21 g 35 Wite powder -99-
1H NWR (CDC13) 8: 8.29 (1H, br s), 8.17 (1H, d, J = 8.4 Hz), 7.73 (1H, dd,
J =8.4, 1.8 Hz), 7.64 (1H, d, J=15Hz 7.07 (1H, dd, J = 8.4, 1.8 Hz),
7.00-6.96 (2H m, 4.60 (2H dd, J 5.27 09Hz), 4.46 (2H, q, J = 8.4

Hz), 3.98 (BlferShcedrddn eqS) D Exarrple 83 Using 0.1 g of
{2-[3-cyc |m#mﬁﬁfﬁ%2 2-

trifluoroethoxy) phenst]:m;gazo:{L -dl-of Ieﬁrﬁjrhyﬂ ai3n e -abd aidigehnbAy Reb-ee0CL-

oyel bpr opy s S. oBains ol PR R thnsuthokimienyF) 3 Llewing the

L R oy b-eﬁﬁa‘éﬂ4mfﬁ’a§b?m§‘$’1@§d%5r’%tjﬁgsﬁd P GoBeny s LT S
(1H, s)5 7. [g?g%? -4sdiothogphenyhoxazed -1 1agetiv. a01d o @zraalm)d, 6.94 (1H,
%7 7 Sl e A GRAEY Bosdy n dy, Onf B 38, %% G L oy 005

7.2 Hz), 1.@8.1¢ ’29J(a+$ 4fz) 0. 407 d283 G2H =¥, 90HAL; 04 aszgzm ) JBxanpl e

'[8fl Hsljggogt ﬁoxg) gaeihiﬁ(o%%ﬁgk O?%%rgegﬁw ’);?1/1 negb? %)edlzg

Ref er enceEXsdpregde (E}@r@rlwhﬁz epovvder yN-(2-] 3-

I | met h 4 trifl et hox henyl | oxazol - 4-
;C/?/(r:re?EW}pySrmrret ﬁ;?/pl gt %a%\gdé’lfmég cfraﬂrq’?«g\éz’gnz‘t[ﬁe he<wedirer 2ad-in
Exanpl e 1. trufm&@mmpﬁew]maama)o&a’i%a&ﬂohelfereﬁcé Bxange) 23 /- 64

7.32-7.26(1H 7.06-7.03(1H, , 4.59(21-4,
ééHJsl 5776%8750 1ng qLe procedure of Ré?erence Exampfg 47 gjgl g of

coloriess oily dimethyl 2—{2—[4~methoxy-3—(2,2,2—

trifluoroethoxy)phenyl Joxazol-4-ylmethyl Jmalonate was obtained.

15 ‘H-NMR (CDC13) &: 7.70(1H, dd, J = 8.4, 2.1 Hz), 7.60 (1H, 4, J =
2.1 Hz), 7.42 (1H, S), 6.96 (1H, d, J = 8.4 Hz), 4.44 (2H, a, J
6.9 Hz), 3.93 (34, s), 3.89 (1H, t, J = 7.5 Hz), 3.18 (2H, 4, J =
7.5 Hz)

Reference Example 83

20 Using 1.9 g of dimethyl 2-{2-[4-methoxy-3-(2,2,2-
trifluoroethoxy)phenyl]oxazol—4—ylmethyl}malonate obtained in
Reference Example 82 and following the procedure of Reference
Example 48, 1.44 g of colorless oily methyl 3-{2-[4-methoxy-3-
(2,2,2-trifluoroethoxy)phenyl]oxazol—4—yl}propionate was obtained.

25 'H-NMR (CDCl,;) &: 7.70 (1H, dd, J = 8.4, 2.1 Hz), 7.60 (1H, &, J
2.1 Hz), 7.42 (1H, s), 6.96 (1H, 4, J = 8.4 Hz), 4.45 (2H, g, J
6.9 Hz), 3.92 (3H, s), 3.75 (3H, s), 2.91 (2H, t, J = 7.5 Hz),
2.72 (2H, t, J = 7.5 Hz)

]

Example 1

30 A 3.5 g quantity of the [2-(3-benzyloxy-4-methoxy
phenyl)oxazol-4-yl]methylamine obtained in Reference Example 7
was suspended in 70 ml of acetone. To the obtained suspension
were added 2.3 g of l-hydroxybenzotriazole, 3.3 g of l-ethyl-3-
(3-dimethylaminopropyl)carbodiimide hydrochloride and 3.8 g of 2-

35 ethoxybenzoic acid, and the mixture was heated and refluxed for



8
, 0.
of
nc

,4.48(2H,q, J=8.4Hz), '3.95 (2H,d, J =6.9 Hz),2.76 (3H,s),1.38-1.28

69- 0.62 (2H, M, 0.40-0.35 (2H, m) 30 Exanple 85

Usi ng

[ 2- (3, 4-di et hoxyphenyl ) oxazol -4- yl]methyl anm ne obtained in

e Exanple 37, 0.11 g of white powdery

N-[ 2- (3, 4- di et hoxyphenyl ) oxazol - 4-yl met hy21- 2- propoxy benzani de was
ob'E ained in the sanme manner as in Exanple 1. 351H NM (CDC13) 8: 8.51 (1H,
2 Lpn(e_l_l_pmaza J They Jgeac]f_:lg)nHzrylxture was cooled, and acetone was

distilled off under reduced pressure. Water was added to the

br s),

8.

10

15

20

25

30

35

residue, and extraction was then performed with ethyl acetate.

The organic layer was washed with water twice, and concentrated

under reduced pressure. The obtained residue was purified by

silica gel column chromatography (dichloromethane : methanol =

20 : 1) to give 4.6 g of white powdery N-[2-(3-benzyloxy-4-

methoxyphenyl)oxazol-4-ylmethyl]-2-ethoxybenzamide.
'H-NMR (CDCl;} &: 8.55 (1H, br s) 8.23 (1H, dd, J =

.8, 1.8 Hz),

7
7.65-7.61 (3H, m}, 7.49-7.29 (6H, m), 7.09 (1H, t, J = 7.5 Hz),

7.04-6.92 (2H, m), 5.20 (2H, s), 4.61 (2H, d, J = 5.4 Hz),

(2H, g, J = 6.9 Hz), 3.93 (3H, s), 1.26 (3H, t, J 6.9 Hz)

Example 2

4.16

A 4.65 g quantity of the N-[2-( 3-benzyloxy-4-

methoxyphenyl)oxazol-4-ylmethyl]-2-ethoxybenzamide obtained in

Example 1 was dissolved in 90 ml of ethanol, and 0.45 g of 10%

palladium carbon powder was added thereto. The mixture was

stirred in a hydrogen atmosphere at room temperature for one hour.

The catalyst was removed by filtration, and the filtrate was then

concentrated under reduced pressure to give 3.7 g of white

crystalline N-[2-(3-hydroxy-4-methoxyphenyl)oxazol-4 -ylmethyl]-2-

ethoxybenzamide.

'H-NMR (CDC1;) 8: 8.58 (1H, br s) 8.23 (1H, dad, J = 7.8, 1.8 Hz),
7.62-7.55 (3H, m), 7.41 (1H, td, J = 7.5 Hz, 1.8 Hz), 7.06 (1H, t,

J = 7.2 Hz), 6.95-6.88 (2H, m), 5.74 (1H, s), 4.62 (2H, d, J
5.1 Hz), 4.17 (2H, q, J = 6.9 Hz), 3.95 (3H, s), 1.47 (3H, t, J

6.9 Hz)
Example 3
A 0.2 g quantity of the N-[2-(3-hydroxy-4-methoxy

phenyl }oxazol-4-ylmethyl]-2-ethoxybenzamide obtained in Example 2

and 0.3 ml of 1,8-diazabicyclo[5,4,0]undec-7-ene were dissolved

in 4 ml of ethanol, and 0.14 g of (bromomethyl)cyclopropane was

added thereto. The mixture was heated and refluxed overnight.

The reaction mixture was allowed to cool, water was then added

thereto, and extraction was performed with ethyl acetate.

After



-100- 7.60-7.50 (311, m), 7.41 (11-!, m), 7.06 (1H, m, 7.00-6.90 (2H, m,
4.61 (2H, d, J = 5.1 Hz), 4.06 (211, t, J = 6.6 Hz), 1.87 (2H tq, J = 7.2,
6.6 Hz), 1.49 (6H, t, J =6.9 Hz), 0.96 (311, t, J = 7.2 Hz)

5Usi ng0. 3gof [ 2- (3, 4- dlethoxyphenyl)oxazol-4- yl) met hyl ami ne obtained in

Ref erence Exanple 37, conpounds of ExanpVés 86 to 91 were obtained in the
same manner_as in Exanple 1. Exanple 86 10

N[ 2- (3, 4- dTRHESY ‘ﬁi/pl VBR%EoFWaG?J nﬁbﬁqungznf-m fllayer ormashy¢oeentanted
Yield O. 11.&hd&ﬂtf%dﬂa@$er:r 1

6.91 (1H d, J = 8.4 Hz),” 156 32 (1H. or % g)efg?‘i‘z ‘%és pgg%hf]q%a“)’y
4.17 (2H, (fll}ca ged FﬁgUﬂmﬂCQIOWQFDQIPPhY inﬁhékdﬂg U8l (&tdtadte 3 3:5) 9

Hz) Exanpl e 87 di et h 4yl et h | d
PR AR R Rt ko R €S c{f'fef.iaoﬁﬂ% gﬂgf% 9%&“# ~br
s), 8.25% (mth@xy@hmﬁl)smazp; - 185ne(thlyl,1]n) eﬁlo&irbéﬂkhmiﬁé, 8.4, 1.8 Hz),
7.55 (1H, d, d J—84Hz) 6.32 (1H,

br s) 4. 63 ('%‘ﬁ éL‘?PClH%)‘SG %ﬁﬁz) 1H4 *i% §)2181 24( (1§, 0@, o7 17)7-84. 251 2B(DH, q,

J = 9 Hz)7 62-~2856 3KpH} ,m)), =7.6:39 (hE), al. 48-= (311 uk), J7: —456793512)(1Ilﬁxargpl e 88
N-[2 g&@&h?xﬁfheny' oxazol 4- ylneth 1] - 2- et hoxybenzanmi de” Yiel d

30 Wite p %Dc%a 8gl Bz 55l (2 HZ) @) 6- %54579(11H2Hbrm)s,) 4.82202H,111, d
J = 7.8 H)y, 7.83 (&AL, amhs (2R7 §113%, -dd,oJ 1. ( d, J
- 1.8 Hz), 7.42 (1I—}IH)rr) 6 9%2(1Hé o|ét ;%8: 2y L Feoghg3o ?‘i)(HSHbré? 1o,
(2H, di03 £3§. otHz)T =4518 HpH, 19423136, GlHz)m) 40151%(62!4(2@ f)= 6.8 -H),
1.48 (3H, t.33 F28; fiz), 1.48 (3H t, J = -101- 6.9 Hz) Exanple 89
N-[2-(3, 4- dlethoxyphenyl)oxazol 4-yl met hy1] - 4- et hoxybenzam de Yield
0:32 g5 V@E@_bﬁﬁier 1H NMR (CDC13) 8: 7.80-7.70 (2H, m), 7.63 (1H, s),
7.60-7.50 (2H, m), 6 9556.8 H 6 H 4,57 2H q,J=6.0
Hz), 4.17 (2H q, 6 99%‘3("%it¥ ’fz’ﬁf‘ %Q% L3g‘§’sl)ﬁ§}’ q, J =
6.9 Hz), 1pheny3}oxaaol}4—yﬁne9tﬂﬂ)] 21eﬂ8o:(y83|dnz‘amlde —okﬁ:ag_n@d) ;Lnlﬁéamiﬁe( 3H t,
J =6.9H

N[ 2- ( élethoxypﬁ%nyﬁ)BQE?%?ﬂ$ VIHEORTET - ¥ehet AER52D74G i 9 udPoml of
nethoxybenﬂamethylﬁdﬂmdmﬂd84 and 0.34 g of 1,1,1-trifluoro-2-iodoethane was

added thereto. The mixture was stirred with heating at 50°C
overnight. The reaction mixture was allowed to cool, water was
then added thereto, and extraction was performed with ethyl

20 acetate. After washing with water twice, the organic layer was
concentrated under reduced pressure. The obtained residue was
purified by silica gel column chromatography (n-hexane : ethyl
acetate = 3:1) to give 0.14 g of white powdery N-{2-[4-methoxy-3-
(2,2,2-trifluorcethoxy)phenyl]oxazol- 4-ylmethyl}-2-

25 _ethoxybenzamide.
'H-NMR (CDCl,) 8: 8.56 (1H, br s) 8.24 (1H, dd, J = 7.8, 2.1 Hz),
7.73 (1H, &4, J = 8.4, 2.1 Hz), 7.65-7.63 (2H, m), 7.45-7.39 (1H,
m), 7.09-7.01 (1H, m), 6.99-6.90 (2H, m), 4.62 (2H, 4, J = 5.4
Hz), 4.55 (2H, q, J = 8.4 Hz), 4.32 (2H, q, J = 6.9 Hz), 3.93 (3H,

30 s}, 1.49 (3H, t, J = 6.9 Hz)

Using 0.2 g of the N-[2-(3-hydroxy-4-methoxyphenyl)
oxazol-4-ylmethyll-2-ethoxybenzamide obtained in Example 2,
compounds of Examples 5 to 14 were obtained in the same manner as
in Example 3.

35 Example 5




),
7.70- 7.50 (3H, n), 6.99 (1H, dd. J = 9.0, 3.0 Hz), 6.90-6.80 (2H, m, 61
(2H, d, J = 6.0 Hz), 4.18 (2H, q, J =6.9 Hz), 4.15 (2H, q, J = 6.9 Hz)
3.82 (3H, s), 1.48 (3H, t, J =6.9 Hz), 1.46 (3H, t, 20J = 6.9 Hz) Exanple
91 N-[2-(3,4-di et hoxyphenyl ) oxazol - 4-yl#ethyl ] - 3-et hoxybenzam' de Yield
0.12 g Wite ovvder 251H NMR (CDC13) 8: 7.57 (1H, dd, J =8.1, 2.1 Hz),

0 7.53 (1H, V- (RA3ropsexy 74-gthozgohdwil ) ompzol- Hylnekhyh)-2-@thexyl111, d, J =
8.1 Hz), 6.K& 4kHaebr s), 4.58 (2H, d, J = 5.4 Hz), 4.18 (2H, g, J = 6.9
Hz), 4.15 (2H, q, J = 6.9 Hz), 4.07 (211, q, J = 6.9 Hz), 1.49 (3H t, J =
.9 Hz), 1.¥e)BE@.2tg J = 6.9 Hz), 1.42 (3H, t, J 306.9 Hz) Exanple 92
Usi ng 0. 3g [1%2)% é zfli met hoxyphenyl ) oxazol - 4- yllrret hyl am ne obtai ned in
Ref er ence ik 0.27 g of white powdery

NIJ£2 (334 dH?‘EMRO((QM[QI‘)yB) ox 0| (14, ybméhyallzﬂ (%120&%_3%“/%971?&“10' M@)SS E6
(0] al ne | e _S nne -

(1H, br s)n7 é’%Z ?%Eigﬁddm ﬂaﬂénf 3g”§11,1|z)m),7 577 @ ( 3m, S 1515-’-)(

d, J = 1.5Hz)6-6.48 (4 rrﬂ)),, 476@7(A‘Pﬂ-Hd My, =65 9b-16 904(2!# &iﬁ q;" §§£§dg9(gH J

=51 H 4.18 (2H, Hz 3.98 (3H, s
t, J = 6)91142) ] r@%ﬁe 53 J = 3 Hz), 3.4§|2ng36),25)g bf92 -1.82 (2H, m),
I[Ex (3I 4- gbqe%bgly@hewmgﬁagobo 4(-3H/I ]tma.tjhyl—,arg @i(;)obt ai ned in Reference
anpl e go ite powdery
N-[ 2- (304- @@Eﬂ}ﬁx&phenyl ) oxazol - 4-yl met hy1] - 2-et hyl benzami de was obt ai ned

in the sa nper 13 7.60
(Had. 3 e R 55 B IR MM R - DafeSRpt i 1y
6‘93(1H eth@x;zb@nzxa:me 6.34 (1H, br s), 4.58 (2H, d, J = 5.4 Hz), 3.96
(3H, s), Y?_é& %) 2.82 (214, q, J = 7.5 Hz), 1.20 (3H, t, J =7.5 Hz)
Exanpl e 94 EJSI ng 92 g of [ 2- (3, 4-di net hoxyphenyl ) ozazol -4- vyl ] nmet hyl am ne
obt ai ned ||@olRerEem1mJl§xanpb’earMh 0.16 g of white povvdery

15 White powder 1H NM (CDC13) 8: 7.95 (1H, br s), 7.73 (1H, d, J = 3.0 Hz
4.

N[ 2- (i 4-di met ho rlgh) oxazol-4-yl met hyI 3 rret h pi col i nam de was

obt ai n&d | rﬁf‘ﬂ‘@" ferd-24 { HH ExXels e 81 Qc@cfs)T 8 8.5817111,
br s), 8. 39 627.59 , (3714 Bm)7. 575454:1439 nnH 2@@ 3e, @1H(1m £6.92-(dH ) J =
8.4 Hz), 596! J =6.0 Hz), 36# 3. (3H,s)276(314
s), 1.58 (éH 6 % e 5 63%9408629( [21)(3445& &éﬁho@ypﬁeﬁyﬁ)%mol 4-

yl ] met hyl ami, ne let{al edJl n Ref efpnce byangize gp 9. Olzz_lgsgf | tzﬁ 25 Rgwdery
N-[2-(3, 4-di et ho )é éoxazol 4-yl met hyl | - 3- net hoxy pi co de was
obt ai ned i A3Ehet s flas in Exanple 1. 1H NM R( CDClS)8. 8 21( 1H, br

s), 8. 28 1HEQ&nghe73 9,1.8 Hz),
N—{Z-[3—(3~hydroxypropoxy)-4—methoxyphenyl]oxazol-4-ylmethyl}-2~
ethoxybenzamide
Yield 0.12 g
White powder _

25 'H-NMR {(CDCli) §: 8.56 (1H, br s} 8.24 (1H, 4, J = 7.8 Hz), 7.62-
7.54 (3H, m), 7.45-7.39 (1H, m), 7.09-7.06 (1H, m), 6.96-6.90 (2H,
m), 4.62 (2H, d, J = 5.4 Hz), 4.29-4.16 (4H, m), 3.92-3.79 (5H,
m}, 2.57 (1H, br s), 2.12 (2H, t, J = 5.4 Hz), 1.49 (3H, t, J =
6.9 Hz)

30 Example 8
N-[2-{4-methoxy-3-(2-propynyloxy)phenyl)oxazol-4-ylmethyl}-2-
ethoxybenzamide
Yield 0.19 g
White powder

35 ‘H-NMR (CDCl;) &: 8.58 (1IH, br s) 8.24 (1H, 4d, J = 7.8, 1.8 Hz),



7.65 (1H,s),7.61(114,dd, J=8.4,1.8Hz),7.54 (1H,d,J = 1.8
Hz),7.45-7.30(2H,m,6.92(1H,d,J = 8.4 Hz), 4.61(2H, d, 30 J = 6.0

Hz), 3.97(3H,s),3.96(3H,s), 3. 93(3H, s) Exanpl e 96 0.13 g of

[ 2- (3- benzyl oxy-4-di fl uor onet hoxyphenyl ) oxazol -4-yl]nethylam ne obtai ned
in Reference Exanple 46 mas suspended in730 m of acetone. Then 0.14 g of
1- hydroxybenzotrlazole

0. 19qgof 1- et hy t a FopytYearmbadi/i- 1 Q 19 de

f hyl03-03- §pfe ’HM %%5 8Py (I amodi7i-A7 dé1H . 108~ hydBeehl @19 d

and 0. 14 g of) 3emekhyl opi ) pateswer e addad ot tai ped. s epsi and

the m xture was refl uxed fzgir 38 m nut g(s Tﬁe '?eacj;:ioﬁl9112 xlti'ué%e (@p a3,

concent r at €8l Qurfde - Pebaited! Pi%ed8Hr eq. ahd VialeHz a3 .@dd¢dHt ost he.5es{ He.

Et hyl acet at e exthrag 02 rf.or med. rgani c | ayer was washed

twice with water, dﬁ%{;n\gg%trgﬁ’d tOT% resﬁl“é{ug was purified by silica gel

col um &hr Why(n hexane: et hyl acetate = 1:1), yi elding O 16 g of

whi te powd 2- 3-benz -4-difl t hox phen oxazol -

yl met hy1] - A2 |%f12: P he S ek %cfs otigy GZCfFIhO’EY s), 8.40

(1H d, J %e%zz@ml:ﬁé 7.74- 7.58 (411, m, 7. 47 .23 (711, m, 6.62 (111, t,
= 74.7 Q&P%— %211 s), 4.60 (2H, d, J 57Hz) 2.76 (3H, s) Exanple

97 0.16 g P22 Gﬁbenzyl oxy-4-difl uoromet hoxyphenyl) 15

oxazol - 4- ylwmttaﬁa,w&ﬁt hyl pi col i nam de obtai ned in Exanple 96 was
di ssolved iin 5 of ethanol, 20 ng of 10 % pal | adi um car bon powder was

added ifer EHMRNEDIe) M xt&urfé Wa#,sbrrspd. a2 (aHM d@nper-atuse fog B0,

m nut es ungegoashygr N @t Mspheresq T, al filtered off, nd the
filtrate was concent?‘gfe t'o 2% ogt?é?n 1%*’@ ?fsb\?vh % pl(:)(/vd'g' 8.1 Haj

N-[ 2- ( 4- di fol- @érén%lhbs&yrsn) 4.62 (2H, d, J = 5.4 Hz), 4.23-4. 14 (4H, m),
hydr oxyphenyL)o ol | get hy, met hyl pi col i nam de. (CDC13) 8:
8. 60-8.54 ? % t(3?7"% S@ 3é %P 40& @H 513 Hz), 7. 69 7.55 (411, m, 7.37-7.28

(1H n) 7xam91¢41a1 2= 8.4 H), 650 (1M t, 3 =732 He), 5.79 (111, br
. 313, Ex | 98
o) 12" % KR B d“%lﬁha%fﬁo renﬁ%%swﬁﬁhm Pl h-yimetny1]-2-

-4-yl met hyéth&(ymdnalrrﬂﬁeol i nam de obtained in Exanmple 97 and 0.15 ml of
1, 8-di azabg %%r}ef O] undec-7-ene were dissolved in 4 mM 30 of ethanol. O.
15 m of (BF W)cycl opropane was added thereto and ref luxed with
heati ng fowh3t&asswderThe sol vent was distilled off, and water was added to
the residug. Ethyl acet ate extraction was performed The organic | ayer was
washed twi d&MR HCRELDr O :arfd SdohtBnthmtnd 8. Zhe( Hésidfue Jnas 7part i fisedizhy

si i caxgel 7357054 #h0kTRE08s 2PE (hexgnerebivtiReet atp = Ligl) The
6.95 (2H, d, J = 8.4 Hz), 4.62 (2H, 4, J = 5.1 Hz), 4.36-4.07 (4H,
m}, 3.93 (3H, s), 3.46-3.41 (1H, m), 2.92 (1H, t, J = 4.5 Hz),
2.80-2.76 (1H, m), 1.48 (3H, t, J = 7.2 Hz)
Example 11
25 N-{2-(4~methoxy~3-propoxyphenyl)oxazol—4—ylmethyl}—2—ethoxy
benzamide
Yield 0.19 g
White powder
‘H-NMR (CDC13) &: 8.56 (lH, br s) 8.24 (1H, dd, J = 7.8, 1.8 Hz),
30 7.63-7.54 (3H, m), 7.45-7.39 (1H, m}, 7.07 (1H, td, J = 8.4, 1.2
Hz), 6.96-6.91 (2H, m), 4.63 (2H, dd, J = 5.1, 0.9 Hz}, 4.18 (2H,
g, Jd 6.9 Hz), 4.06 (2H, t, J = 6.9 Hz), 3.92 (3H, s), 1.97-1.85
(2H, m), 1.49 (3H, t, J = 6.9 Hz), 1.07 (3H, t, J = 7.2 Hz)

L}

Example 12
35 N-[2—(3—isopropoxy—4—methoxyphenyl)oxazol—4—ylmethyl}~2—ethoxy



-104- obtained crude crystals were recrystalized using an ethanol - nhexane
m xture, and 60 ng of white powdery N-[2-(3-

cycl opropyl met hoxy- 4-di f | uor omet hoxyphenyl ) oxazol - 4-yl net hy1] - 3-

met hyl pi col i nam de was obtai ned. 51H NVR é:DClB) 8: 8.59-8.54(1H,m, 8. 39
(1H, dd, J = 4.5, 1.2 Hz), 7.67(1H, s), 763-7.56(3H,nm,7.37-7.28 (1H, m,

1
7.22 (1H, —2' 1 Hz),6.69(1Ht,J = 75.0 Hz), 4.59 (2H, dd, J = 5.7, 0.9
m, Hg),S. g?ae]rtfa%gi& 6?3 (2H,( (2H, d,J =6. 9Hzg,2.76 r’r)(,O.41-0. 35(2H, m

(3H,s), 1. 35%ik1ZOO(1H, g

White powder
8, 1.8 Hz),
= 7.8 Hz},

'H-NMR (CDC1;) 8: 8.57 (1H, br s) 8.24 (1H, dd, J = 7.

5 7.62-7.55 (3H, m), 7.45-7.38 (1H, m), 7.07 (1H, t, J
6.96-6.91 (2H, m), 4.72-4.59 (3H, m), 4.18 (2H, g, J = 6.9 Hz),
3.91 (3H, s), 1.49 (3H, t, J = 6.9 Hz), 1.41 (6H, d, J = 6.3 Hz)
Example 13
N-[2-(3-(3~butenyloxy)-4-methoxyphenyl oxazol-4-ylmethyl]-2-

10 ethoxybenzamide |
Yield 0.21 g

¢ White powder

'H-NMR (CDC1;) 8: 8.56 (1H, br s) 8.23 (1H, dd, J = 7.8, 1.8 Hz),
7.63-7.55 (3H, m), 7.45-7.38 (1H, m), 7.07 (1H, t, J = 7.8 Hz),

15 6.96-6.91 (2H, m), 5.97-5.88 (1H, m), 5.23-5.10 (2H, m), 4.62 (2H,
ad, J = 5.1, 0.9 Hz), 4.21-4.12 (4H, m), 3.92 (3H, s), 2.68-2.60
(2H, m), 1.49 (3H, t, J = 6.9 Hz)
Example 14
N-[2-(3-isobutoxy-4-methoxyphenyl)oxazol-4-ylmethyl]-2-ethoxy

20 benzamide
Yield 84 mg
White powder
H-NMR (CDC13) &: 8.54 (1H, br s), 8.23 ( 1H, dd, J = 7.8, 1.8 Hz)
7.62-7.53 (2H, m), 7.44 (1H, d, J = 1.8 Hz), 7.41 (2H, td, J =

25 7.8, 1.8 Hz), 7.06 (1H, t, J = 7.8 Hz), 6.95-6.90 (2H, m), 4.62
(2H, d, Jd = 5.4 Hz), 4.18 (2H, g, J = 6.9 Hz), 3.91 (3H, s), 3.85
(2H, 4, J = 6.9 Hz), 2.20 (1H, gt, J = 6.9, 6.6 Hz), 1.49 (3H, t,
J=6.9 Hz), 1.06 (6H, d, J = 6.6 Hz)
Example 15

30 Using 0.2 g of the N-[2-(3-hydroxy-4-methoxyphenyl)
oxazol-4-ylmethyl]-2-ethoxybenzamide obtained in Example 2, N-{2-
[4-methoxy-3-(3,3,3-trifluoropropoxy)phenyl Joxazol-4-ylmethyl}-2-
ethoxybenzamide was obtained in the same manner as in Example 4.
Yield 60 mg

35 White powder



10 Exanpl e 99 ‘ Using 0.2 g of

[ 2- (3-cycl opr opyl nmet hoxy- 4- net hoxyphenyl ) oxazol -4-yl ] net hyl am ne obt ai ned
in Reference Exanple 13, 0.11 g of white powdery

N-[ 2- (3-cycl opropyl nmet hoxy- 4- net hoxyphenyl)

oxazol - 4-yl met hyll i sogui nol i ne- 1- car boxahide was obtained in the 15 sane
manner as in Exan'?le 1. H-NI\/R(CDC13) 8. 9.60 (1H, m, 8.67 (1H, br s),
8.47 (1H,  H-HMR (éDqllﬁl)iz%’ 5p- Ao br2E) #)23 71¥5- Ad65I (3H]. &) 1.8. B4) ( 1H,
dd, =8.4, 1z 859:!27) 637(58, (& @IJ%J -1H1 % Hz) = 2 H, - d Hzr% 4.68
(2H, d J = i), 3. 94? G Hz),9 5 15&2}(3 45%3301% i,

n), 0.70-0. 7&(97(#1 n¥ é. 55)(2¢+97I~|')6 BRahi e mI004. 62 (2H d, J4=42.4 of
sodi um hyd i d S spended [n t hoxyet Th S si on
wes St rred m oo anlng ahi (% T8 g tsfe (AP OB 8%, )TNS, 5 P

3- [ 2- (35beridy| 8x§842 nfet HExy phinyl )@(dZEL -4, 25 ylLyrethyl propionate

obt ai ned i geLepce Exanple 48 and 39.23 g of 2-ethoxyperbenzoic acid
were separ %’é&%ged, and then heating and refl uxing were conducted for 7

hours. After cooling wi.Bhgi @lmnﬁa:tyubata@ba[mmmy@ﬁﬁldg@l dems@ldily on was
added to th ureoeﬁa_% %’i\ d for 30 mnutes. Water was then added

t hereto, gﬁgﬁ?ﬁ?ﬁ P?or?tiﬁé%n%‘ér figr RRECTRCEoVIBE@MBYe drfyi ng

over anhydlwaus SHRpBRaedMs UBH ahe, o8NAckhsnsol eNt 1 Sol AR Al %hh%érﬁﬂo?lff
The residue was subéect ed to silica gel colum purification

et hyl 4et ¥ere=added y. aﬂd0§3lz1hlgdwxyga@nz@wzmo}esu@sﬂagc@f deetytl-3-

2-[2-(3- bemayhﬂasat r&tﬂﬂe YORENNakn3@
oxazol -4-yl meth ?hox phenyl) ljéml()c%(eoglygﬁ?%rrll%%rg'v%gs and185 b¥ailied.

1H NVR ( CDmeShy lqolm_llelapl@ asld= thesmmw)urez wa% Eeéﬂec( C-Hfb,d m)aflﬂxéEBfBr28

6H, 9- 3H, 4 4. 14
§ 2H, ? J °e8 “gn%g? & 3. 9@3 ( f%?ég}‘,g‘%?.“’i%%‘i%, 0%0313217 ?“Pg E(‘%—‘f‘m Wag 45
(3H, t, J dlstlgll%} & nph@en Oteduced pressuré 13Wétgrqwa@t iddneaf toethgl
2-1 2- -b h | | et hy1]-3-(2-eth h 1) - 3-
OX([)pI’(()pI oﬁgtééio ‘ai %%%re%%p% 1o “)f%)(;q&ﬁél Sgﬁa‘:é% %"ht%(?eﬁli?yjo? é%%aigﬁa)nol

67 mM of 4Thé& hydambr oha@raonads mmddaﬁthhe;aeéﬁ twiék ! hend USRE NS 19Rnas
i After standing to cool, the crystals

heat ed andwggf queg: over ni ght .
gener at ed et e COIT ¢ rf%ﬁéb 4 FPAYFeh PRRESHES: wibh Riainegngeaidueoprapy |
ether, andpdrifikd theretyics el PI18mh e¢hebnMHdrRpRYWIGH ¥hloromethane -

1- (2-et hox en 3-42-
hy((jroxy 4- lﬁ%{hﬁf@%henylf xazd'l:_i £ §Ptophart 19 ofE. White NpRvdepCIB)[281(38. 30

(1H, ko J Ee@zﬂdsﬁ_@-,dll?lﬁfo 1eJx 011-& 3 5 (1H,
t,J =84 H), 7.06 ée ondl ) ez dG-le thé’lgf(ré“zHﬂh 1"’2&%"/“{]?% 3
= 6.9 Hz) "Ny (GPCLg) 6 : 336577((5_34H br s)rfsae kY, &. 3625 Bz),) 7=66- 6
EfZ) 1.55 ¢34k 2QH, m), =669 (), amPLeslf2uy), 521 (om, AP L 3a0ygRLI LY
1- (2- et hox§phehy1 p-3- [ 2- 2y dBeRF 4L3ibt KaxyPHENyI3Hoxaxol - 4-yl | propan- 1- one
obt ai ned i#, 101 was suspended in 220 m of ethanol, 10 g of 1,8- 25
di azabi cyd—o%@?—)%']?undec 7-ene and 5.96 g of (bronmonethyl) cycl opropane

were @dded t hereto,Aahd sat qnanhgt}wa:zf ¢hBCN€[[29C{3f—bén5yi’tﬁt¥—$~WQtﬂl@qﬂ”leat| ng

and reflu i der reduced_ pressure, water

was addedx‘t'B %H]ﬁ %%é?at Fgg}f :L 2‘ EBW 106 o) | oWbd2BYedr yi ndf over

anhydr ous Emmr:m U %ssuﬂlléabev@ildudl 54 ihlicw dthansol venl ofi. gThe igsidue

was subj ect tQ sili c%(?% col um purification (n- hexane: et hyl acetate =
u

4:1), and R a@B‘Pﬂl R st 4R \ﬂé:[fi@dr é@ﬁ?@?‘ai i zéﬂl%smﬁﬁt%aw
th b

cycropropyl nmet_h oxy 4- rret oxyphenyl oxazol
phenyPfPpr sFyssnaas rrgpved Atmetdy ng: arrd7(oh¢m11uuatea wag . Bherd. 8

7-00-6.89 (3T 4 18 B 5.0 ﬁ&%%@%ﬁ&%ﬁ ) %“é.r%—(m

. J = 6. @m)thomger(szlﬂoxtazo:u tbﬂrr@thtzll 1—3'&1h§r$bh.ccﬁllnhn&dé Hz), 1.47
5(1"' M G- RiR O Qa7 - Wosed (18 %% 20 (W 2103 5. 0.0 by,
7.63 (1H, s), 7.62-7.54 (3H, m), 7.32-7.27 (IH, m), 6.90 (1H, 4,
35 J = 8.4 Hz), 5.75 (1H, br s)., 4.58 (2H, dd, J = 6.0, 0.9 Hz),



A 0.3 g quantity of

1- (2- et hoxyphenyl) - 3- ( 2- ( 3- hydr oxy4- net hoxyphenyl ) oxazol - 4-yl | pr opan- 1- one
obtained in Exanple 101 was suspended in 10 ml of ethanol, 0.37 g of 1, 8-
10 di azabicycl o[ 5, 4, 0lundec-7-ene and 0.26 g of ethyl iodide were added

t heret o, and the suspen0|on was stirred-#¥8r 4 hours while heating and

ref | uxi ng. gf[stl Il off et hanol under reduced pressure, water was
added, et hy éxt a i(GH- was performed, followed by drying over
anhydr ous nmgm;ﬂeurmsul fate and 15 distilling the solvent off. The residue

was subjected to silTica gel colum purification (n-hexane: ethyl acetate =
3:1), thereby yieldifg (1% g &6 wapantigowdep§ the  N-[2-(3-hydroxy-4-

3- [ 2- (3- et hptck XYRREN L) -yvimetn

oxazol - 4-y1] - 1-( -etﬁgxyphenyl)p)rropeatnyi']onemeq)lyl-lﬁﬂ'/ﬁoj(ﬁffél) PR (A,
dd, J =57. EExampdeHAy, amd5e P1RL of, 1J8+4 mazasldycno[& Mz P Jufdd-77 ¢4 \ﬁéﬁs n,

6. 99-6. 89 ( 3.42 , 9
Hz), 2.99 ( S‘m’e? éanz%)f( élf:&‘%‘i%]i 559 8k£5| § %M@8°§%9%t6n% wps
guant |h ty ofadﬁe(iz-teehe?zgphd]ml)mat{:ﬁe (vﬁdﬁ)&f&l;a(t}gﬁ- agé refElxuxedl foJl:O i hours.
e oo e S Laspen kg ety LR ol TR
di azabi cyclitereto(] andeextresei@dNdedl 1ﬁe:fﬁo:ﬂlfeda|w|1¥h tértﬂﬂd%clé‘ééfe addggd

t her et and stirring was, conducted for hours whil e heating and

refl ux?ﬂg CAETBaFt gpe |P”F1FH%doW?-tIEt‘F%‘*Fﬁ34 W@@r- eadudde 3Topnéssilawer watser
was added, cohb¥htaseidt Gngad r 3gk Or ryi over
anhydrous magnesi um sul fgte and %‘%Bf ?%ghi henisar% ven%éﬂ}v@d Jl%%elqi}:lem e was
subj ect ed PBréfW‘éabgels%éP%lnﬁebuﬂpiﬁ@at flaronatogzaping énhlyéxeamet atethy13: 1),
thereby yi ghdigge0.2 wder 2- L.yl ox

nmet hoxyphenyl ) oxazol - ik qf] W? o6t o?y%iluenél )épfrgog’z&aln)é o%%waeryloy [203-\vR
(CDC13) 8: CYCJZQP%IlWlm 43m&tm:®ph$nﬁl}dz:§a,zol 88ylrdthydd-3d = 8.4, 1.8 Hz),

7.52 45-7.40 (2H, 7.00-6.90 (3H m, 6.18-6.05
(lH n%h EH%I%%C%Q“#Q 67 (2H, (d Jm 5.1 Hz), 4. (13 (2? 9, J =6.9
1 47 ?3%2 HBHIMRS )(CDBLAR & 2M4,. 55t (1H, :br752 Hg)39 2189 68H Jt= 4)s~ 4. 9?}32%)
1- (2-et hoxypﬁeny'ﬁﬁ" 3(4[% (3 hy PB4 n@?ﬁoﬂ) 6.91 (iH, 4, J = 8.4 Hz},

phenyl ) oxazo$8 4¢1H | gropan-4- Q;neotatzal nedinkxpanphel0i, = oprpoyndsyf Bxagpl es
105 to 110 re obt ai same. manner. 10 as in Exanpl es 102. Exanpl e

105 3-(2-f ged s?ﬁﬁ%y .. nét%x%/p??er{?ﬁ)o%zoﬂ 78-¢1$0 1(3H.- m)
et hoxmengkar@snpaml -one 1H-NWR (CDC13) 8: 7.70 (1H, dd, J = 7.5, 1.8 Hz),

7.57- Té—_r?ng 7.45-7.39 (2H, , 6.99-6.88 (3H, , 4.88 (1H, b
s), 4 12 (2H @@)quagté’swosi?the)l\f @ﬂ@—@ygrrow%mteosy(m) 2r99
(2H, t, &1}%.)'63{)&202 @y Tty §E6 Benytpfdo b Movthifda (SH 4f I =

6.9 Hz) Exarrp
3-[2-(3- |S%’Eﬁﬂ9319@yw @@h@ngﬁhengf)m@ﬁ@uum gagbdngt?- eemoxiphsolyie)i in ¢

g lsoﬁf 1.8 Hz) &:?&é%)) Q‘H gdﬁﬁ) 5,52 7%'231?%#}%0?%4. 1s
2

H &5 J m@eg:ha@p mnga@@Hjl g:)u;arettBA (2[H=b,e dnidtures. Qadlz)stidrd® 25€RH, t,
S T2 Plen S0 2ot femnlgh e 223008 (11 LA (L
1- (2- et hoxqqﬂieny.@te%- s z&heietdmne& &h@ﬁ:eﬁoxy&k@re&ﬁx%@z_ah #as erfo:r:med
yI]propan %0 %I{E/RC(CD%B : 70 (1H, dd. J = 7.5, % , 56
(1H, dd. J%= 2 (%’FFI‘%’C was sgasherh Wigh, Wﬁferﬁwee eed(sH
m, 4.13 Gﬁﬁﬂ oﬁganlc-ﬂﬁy%rH&hs éoﬁéeﬂéik%ediunéer Qeguéga 3H E?%
3.42(3th, = 7.5 Hz), 3.00 (2H, t, J =7.5 ,195 1.47
(314 Ptagned, Fesidiggaspurified by od 1fey gehagﬂumax ahqmmtp@aaphy
3-[ 2- (3- (Srhueaanboxy brAyireidaayahenyl ) pxaz ol vk %hi 15 (42 SR powdery
phenyl)prol\Pan | - one

{2-[4-methoxy-3-(2, 2, 2-trifluorcethoxy)phenyl ]oxazol-4-

ylmethyl}-3-methylpicolinamide.

P
d
(
J
6.

'H-NMR (CDCl;) §: 8.58 (1H, br s), 8.39 (1H, 4d, J = 4.5, 1.2 Hz),
35 7.73 (1H, dd4, J = 8.7, 2.1 Hz), 7.63-7.57 (3H, m), 7.32-7.27 (1H,




1H-NWR (CDC13) 8: 7.70 (1H, ad, J = 7.5, 1.8 Hz), 7.57 (1H, dd, J 5 = 8.4,
1.8 Hz), 7.52 (1H, s), 7.45-7.40 (2H, m, 6.97-6.89 (3H, m, 6.00-5.90 (1H,
m, 5.22-5.10 (2H, m, 4.17-4.11 (4H m, 3.90 (3H, s), 3.42 (2H, t, J =
7.5 Hz), 3.00 (2H, t, J = 7.5 Hz), 2.67-2.62(2H, m, 1.47 (311, t, J =6.9
Hz) Exarrple 109 10 9

3-[2-(3-but oxy- 4 rret yphenyl ) oxazol - 4- 2- et hoxyphenyl ) propan-1-one
1H I\/R ﬁ» {7]]6* 1‘31'1,3/5?1,8 :HZ7% 4P98( y, ¢, 5¥ €18,.7dd0.9 HzB, 4,

1.8Hz,75?4 m,,} =841 , H 70689 3H,
4.16-4?07 dj(, q98(3f§:4 Igb,z)f 234? 3°9)(% 3@357 380(2? t,
J = I—IZ)MSG(ZH m, 1.57- 1.42(5H, rr) 099(3H t, 3 =7.2
Hz) arrple 110

1- ( 2- et hoxypheny1) - 3- TZH (4-' n'e%hoxf-h?- ](\IZEzpr(o3p£lﬁy9f:8§§5%_ﬁ"eerﬁl}ﬁ{yphenyl)
oxazol g- qu}@z@éaﬁ Ylfwiélﬂﬂi%mmw@@ﬂz&nﬁmdé 7®Hthneddin) Ezarfps 17 8
7.66- 67 2 2H, d,
Ll Lh Hz)G 43 1§H( ?? 5 [él gtgo %& ’g‘%’é’%ﬁl?n%]))oxg‘zﬁ% ‘E'Mmetthyél( 37,2
Ft), 2.99 @mﬁﬁhytpldokaﬁhmldHZWasZQEﬁhdﬁHd ih, the=sdmd ddfinerl a47 163Ekalpis) =
6.9 Hz) 25 _Exanple 111 A 5.0 g quantity of
1-(2- ethoxfbhenyl) 3-[ 2- (3- hydr oxy4- met hoxyphenyl ) oxazol - 4-yl | pr opan- 1- one
obt ai ned | woE¥anpse HBAtaag di ssolved in 50 m of dinethyl formam de, 3.35 g
of 2- bronppropane and 5.63 g of potassium carbonate were added thereto, 30
and stifri ng s (E&%mbtﬁed 80\5€r hiightbrats ), 08n39 efijfer dtiur &. = \Matser lV\B.SHza)dded
to the obtgi gedymxtuse ehhy that e 58Xt Fac f d ol | owed
drying over anhydrouc\skr naglnes?u%&g}ﬁ a’?g aLFld d—);%?l }alﬁlgnlgg’:hceg rs%l gfril‘t Ao’f The
resi due was 8ubj &l ed4t 29 silH.cddgel eobubm uF iHd)catd.an (2Hhexane:-eteyl

acetate = ﬁzé) , 43Py apsy e opt alsngdiﬁéudg géy |'ItZ \F/;/g\rﬁggr?e%%'stgl,l ze-d usi ng

et hanol , 9- "5 t hereby*yi el ding y
1-(2-et hoxyéﬁen’yl)l3=[629 Hz)

(3-is op = 4- hoxyphenyl ) ozazol - 4-yl ] pr opan-1 - one.

1H N 1H, dd, J=7.5,1.8 Hz), 7.59-7. 54( 2H,

mz 734297332(2H 3 4]Usmﬁgt308]$(@_bﬂ)uﬂe 6&[4969421%%&%’—% Iéé)’tl—ll{z Zfé ]éﬁH ; J=6.9
FE; 1. 3926%?%5%1 ég§kh§}f 3- metgyitlcéiﬁnﬁagde tbtlaned 13 Examp e 1%
1- (2- et hoxyphemy 1 p£3- $2E14i3hﬁﬂlﬁ&6ky¢4Hﬂbﬁﬂ%ﬁ§phenyl)oxazol 4 lmeth 1]

e-1-one _obtai ned in Exanple corrpounas of

phenyl ) oxazo r.opan

Exanpl es 1T?L}f‘5glgfg?8&7@g’@l%t"§}sn Spteinef el ke rice rmaagelf naEmeﬂ)@mplg.
Examplz 112, 1- (2 et hoxyphenyl) - 3- (2-[ 4- met hoxy-3-(2, 2, 2-tri fl uoroet hoxy)
phenyl]oxazol 4-yl } propan-1| - one 15(CDC13) 8: 7.72-7. 68 (2H, m, 7.60 (1H,
d, J = 1.8¢k9rlepsysrystal (24, n), 7.00-6.92 (3H, n), 4 44 (2H q, J = 8.4

), 5,10 i b £ g8 BRI s e WL 008
3-[2-(3- cyl’:i%ﬁlonéﬂﬂoxlyl4-7n§9h(63<1§phthyl-]) oxdz8| - 4- 5 Hz)1- 6293 (1H, d, J
ﬁtz?ox¥p?,§n%"1mﬁ%qn %_QQegﬁﬁ NQRH%Cg:lé%bS("iL ggsﬁ %(]1][{ 191% Hi)“ 9;6251%530
(211, 25), Hz2D0-46.788 (@BH,dmJ =4514 H2H 43,59) (£H6. A, Hz)ﬂ 63098z 313L.92s) 3u 3. 86
s), 2.76 (3H, s).
Example 22
A 170 mg gquantity of the N-[2-(3-hydroxy-4-methoxy
phenyl)oxazol-4-ylmethyl]-3-methylpicolinamide obtained in
30 Example 17 was dissolved in 10 ml of tetrahydrofuran. To the
obtained solution were added 134 mg of 2-hydroxyindane, 0.5 ml of
diisopropyl azodicarboxylate (40% toluene solution) and 202 mg of
tri(n-butyl)phosphine, and the mixture was stirred at room
tempearture overnight, and at 50°C for 2.5 hours. To the reaction

35 mixture were added 100 mg of 2-hydroxyindane, 0.5 ml of



25 (2H, d, J = 6.0 Hz), 3.42 (2H, t, J = 7.2 Hz), 2.99 (21-1, t, J =7.2
Hz), 2.00-1.86 (3H, m, 1.79-1.63 (3H, m, 1.45 (311, t, J = 6.9 Hz),
1.40-1.22 (21-1, n), 1.10-1.02 (211, m Exanpl e 114 :

3-[2-(3-cycl opent yl net hoxy- 4- met hoxyphenyl ) ozazol -4-y1]-1-(2- 30
ethoxyphenyl)propan I-one 1H—N4R (CDC13y88- 7.70 (1H, dd, J = 7.5, 1.8 Hz),
7.55 (11-1, dd = Hz), 7.50 (1H, d, J = 1.8 FEL, 7.45-7.40 (211
n, 7.00-6. S(Omopﬁi aﬁo%ﬁf@%ﬂaﬁe N 49%gtolppne splgsippH anfl 290=mg. @ Hz),

3.90 (3H, S)pi G N 2H . -

> 262 S911'11@l ﬂ%tgfﬁ%hésfhéese(zﬁd#% o S(Him?# ,azc S e 5
(311, s), BBYs;, ?51(3( it Irﬁomatﬁwpngaqq& overnight. The reaction mixture
1-(2-eth {

oxsizol - hoyl e Bbhkeitdedd BRI RPERL BN O] BUSINGL was purifiea
N YT N A TR R TN I R Rt
4.08(411, n@%%i“%%% cﬁ} éiﬁ’("zﬁ'%']lo) =5 2948 n%z 98¢ opf { N-{2-[3-(indan-2-

37 2t 292559) 28( AR foR1 i 1023 Induny ol st Exapl

116 3-[2- 3 cy gﬁutylnethox - 4- nethoxyphenyl)oxazol y1l]-1-(2-
et hoxyphenyBL5r 8B Q&cDC13) 8:7.70(1H, dd,J =

(211, 77008 sBSE I i A Y2N o] Pt & 309,
Hz) 3%@(&1 -68y 73l 2(%12-111!11 -2 -1 Hz), 5.30 (1H, tt,
6.6, 3.9 Hz), 4.60 (2H, d, J = 5.7 Hz), 3.86 (3H, s), 3.46 (2H,
o dd, J = 16.8, 6.6 Hz), 3.27 (2H, dd, J = 16.8, 3.9 Hz), 2.76 (3H,
s)
Example 23
15 Using 0.88 g of the [2-(3-benzyloxy-4-methoxyphenyl)
oxazol-4-yllmethylamine obtained in Reference Example 7, 1.03 a
of white powdery N-{[2-(3-benzyloxy-4-methoxyphenyl )oxazol-4-
ylmethyl]-2-trifluoromethylbenzamide was obtained in the same
manner as in Example 1.
20 !H-NMR (CDCl.) 0: 7.72-7.46 (9H, m), 7.40-7.27 (3H, m), 6.95 (1H,
d, J = 8.4 Hz) 6.34 (1H, br s), 5.20 (2H, s), 4.59 (2H, 4, J =
5.4 Hz), 3.93 (3H, s)
Example 24
Using 1.0 g of the N-[2-(3-benzyloxy-4-methoxyphenyl)
25 oxazol-4-ylmethyl]}-2-trifluoromethylbenzamide obtained in Example
23, 0.66 g of white powdery N-[2-(3-hydroxy-4-methoxyphenyl)
oxazol-4-ylmethyl ]-2-trifluoromethylbenzamide was obtained in the
same manner as in Example 2. ‘
'H-NMR (CDC13) &: 7.71-7.50 (7H, m), 6.90 (1H, 4, J = 8.4 Hz),
30 6.39 (1H, br s), 5.76 (1H, s), 4.59 (2H, 4, J = 5.4 Hz}, 3.94 (3H,
s}
Example 25
Using 0.2 g of the N-[2-(3-hydroxy-4-methoxyphenyl)
oxazol-4-ylmethyl]-2-trifluoromethylbenzamide obtained in Example
35 24, 0.18 g of white powdery N—{Z—(3~cycldpropylmethoxy-4u



7.2 Hz), 3.00(2H, t, J =7.2 Hz),2.96-2.85 (111, m, 2.20-2.14 (2H M,
1.91-1.80 (211, in), 1.45 (3H t, J =7.2 Hz) 20 25 Exanple 117
8:7.70(111,dd, J=7.5,1.8Hz),7.57(111,dd,J 7.51(111,d,J -1.8
Hz), 7.00-6.89(311,m,5.55 Hz) ,4.64(211,d,J =6.6 Hz) ,4.13(2H,q, J ~
(3H,s),3.42(2H,t,J =7.2 Hz),3.00(211,t,J81¢6H,d,J = 6.6 Hz),1l.45(3Ht,J =
6.9 Hz) 1-(2-ethox phenﬁ% {2-] 4- met hoxy- 3- ( 3- net hy1- 2- but enyloxy)

?‘ qzoén

pheny! | oxaZthPxyPRERBH é- Yh%ﬁh’?lﬁz-%ﬁmaﬁ)JWSmQtlﬂyB)dﬂzﬁmlﬁdll tas)=6. 6
6.9 Hz), 3. 1

3-{2- [é (Z%ébytzall%ﬁgéﬁy?ggy%afngxﬁet ox;](/%henyl?}‘lzo>’<pazor3 4-y1}-1-(2- 30

et hoxyphenyHy B¥MRp4ADCLoned 357 TH-MVRG CDOE3) 8) 7. 8093 (1H, d, J = 8.4 Hz),

6.34 (1H, s), 4.60 (2H, 4, J = 5.4 Hz), 3.93 (3H, s), 1.42-1.32
5 (1H, m), 0.70-0.63 (2H, m), 0.41-0.35 (2H, m)
Example 26
Using 0.2 g of the N-[2-(3-hydroxy-4-methoxyphenyl)

oxazol-4-ylmethyl]-2-trifluoromethylbenzamide obtained in Example

24, 40 mg of white powdery N-{2-[3~(3-hydroxypropoxy) -4 -
10 methoxyphenyl}oxazol-4-ylmethyl}~2—trifluoromethylbenzamide was

obtained in the same manner as in Example 3.

'H-NMR (CDC13) &: 7.71-7.50 (7H, m), 6.92 (1H, d, J = §.4 Hz),

6.34 (1H, br s), 4.60 (2H, d, J = 5.4 Hz), 4.28 (24, q, J = 5.7

Hz}, 3.98-3.86 (5H, m), 2.47 (1H, t, J = 5.7 Hz), 2.15-2.07 (3H,
15 m)

Example 27

Using 0.5 g of the 2-(3-benzyloxy-4-methoxyphenyl)

oxazol-4-yl]methylamine obtained in Reference Example 7, 0.62 g

of white powdery N-[2-(3-benzyloxy-4-methoxyphenyl)oxazol-4-
20 ylmethyl]-3-ethoxypicolinamide was obtained in the same manner as

in Example 1.

'H-NMR (CDC1ls:) &: 8.24-8.22 (2H, m), 7.64-7.60 (3H, m), 7.50-7.46

(2H, m), 7.41-7.28 (5H, m), 6.94 (1H, 4, J = 9.0 Hz), 5.20 (2H,

s), 4.61 (2H, d, J = 5.7 Hz), 4.17 (2H, q, J = 6.9 Hz), 3.93 (3H,
25 s), 1.50 (3H, t, J 6.9 Hz)

Example 28
Using 0.6 g of the N-[2-(3-benzyloxy-4-methoxyphenyl)

oxazol-4-ylmethyll-3-ethoxypicolinamide obtained in Example 27,

0.5 g of white amorphous N-[2-(3-hydroxy-4-methoxyphenyl}oxazol-
30  4-ylmethyl]-3-ethoxypicolinamide was obtained in the same manner

as in Example 2.

'H-NMR (CDCl3) 8: 8.25-8.22 (2H, m), 7.64 (1H, d, J = 1.8 Hz),

7.60-7.54 (2H, m), 7.39-7.28 (2H, m), 6.91 (1H, 4, J = 8.1 Hz),

5.71 (1H, br s), 4.61 (2H, ad, J = 5.4, 0.9 Hz), 4.17 (2H, q, J =
35 6.9 Hz), 3.94 (3H, s), 1.52 (3H, t, J = 6.9 Hz)



4.15(211, J=7.2Hz), 2.99(211, 1.53(2H,

m,7.42-7.39(211,m), (1H br s),
m, 7.5,1.8Hz), 7. 60- 7. 57( 2H,
2H
1.

1. 45(3H, (1H,dd, J=

0-6.89(311, m), 6. 00- 5. 92(

-7.2Hz),2.04-1.80(411, M, 1.72- t,3 = 7.2 Hz) Exanple 119
2-

.0 ,m,4.88 q,J=7.2Hz), 389(3Hs) 3.42(211,t,
J ,

(2- et hoxyphenyl)-3-[ 2- (4- net hoxy- 3 phedzt hyl oxyphenyl ) oxazol - 4-
]

1

. 95-

propan-|-one 1H NVR (CDCL3) 8: 769(1H dd, J = 7.8, 1.8 Hz), 7.59
1, dd, F=mpdes297 g ), 756(1H d, J = 1.8 H), 7.51-6.98 (7H, m,

S 9% 8B gl b gl S %

i (722 tHﬁ) %mlgfarﬁ;ir?ethyjd 5 thgfﬁx:ghpﬂrl]@m;k%o oifhined in Example 25, ’,
e (0)¢ n e r en

el RO SRS (TS e R “??ﬁ%y(§gcya¥oﬂeﬁf§}0ﬁww>,

o 587%31 7d¢tmxypﬂem¥l)?%§b?éo HthH3flbtngZp%%(8l(l4H rér[)é 43_ 5'23?3“(|3%H ’

15’s) 3. 42 %%ﬁ(m?d The Sapsm %’é afrz% Frample 3.5 py), 2.84 (2H, t, J =

1 ¥e), 2904 1rlt) ) 0 bst6 §3Mat, ) 0B OB BXATRI AR, aa,

3-{2-[3-(2-c cIoproPerthox % 4- netho phené oxazol-4-y11-71
et hoxyphenyl %p#op%n | Hohe 72 z).70 - (32H7 3, (Zﬁ,-mY. &.91. 8

Hz), 7.57-%18%5 G2Hg E)e Z %% 7. éggifi*sdﬁ(1H7 g- 6 8% F%k{”%d 4y 19 4.,10
(4r, m, 3.91°(3H "), 5H, T, He)Y ! 301 64 1),

1.81-1194 028 Hay, 4.4 (%H a., JJ 6699H|a;1) 3088B8(T 8.1, om}; 2 55H). 47
(2H, ™, 0516-9 a | 2

3-{2-[3-(2- éyclopentylet oxé?)gﬁhgﬁh %%bﬁ?nflfoxang”4 yl}-1-(2-

et boxyphenEkeppbnait 1- one 1H NVR (CDC13) 8: 7.70 (1H, dd J = 7.8, 1.8 Hz),
7.56 (111, ad, J = g 45739(2H

1,8, Hz) 7. 51 {1H d.J = 2.
M, 307.00-6.89 (3H, %’9 %]79“’67 I?%lé'ﬁ'“%%’d”?@ﬁ -me{t O@P&?n@éh
? ZSHZ) 3f@az¢(>2+4; ml]n@thy?angléidz) ob2affed . £ r(efﬂdrleﬁi:e Ex&fpl1el. B2 0(4!5' gﬁ)
e
A 10 5 qubli] (PO mebgos o fal e hpoyPrints poaTRRgnyL cxazoL4-

(2,2, 2- tr|grbu@tm]haxy)zpnemwx]lﬂaa@beﬂxdﬂﬁ)l%ﬁ%m vt NBGelN 1n- l_ﬁ%
Ref er ence Exanmpl e 49 and, k0 of nethyl 3-nethoxypicolinate were added to

5 m of di REPhYIFTOETafF Lt %ﬁﬁﬁ%ﬂﬁe Inixture was stirred with ice coollng f or
10 m nut estiyAnfk §8ng10f 5308l 45N {1 PR OF1 00 MBS 13908gh 1 e (BRI LD
m xture, mhlch mas
63-7.60 (3H m), 7.49-7.27 (6H, m), 7.19 (1H, t, J = 7.2 Hz),
20 6.96-6.88 (2H, m), 5.19 (2H, s), 4.62 (2H, d, J = 5.4 Hz), 4.47
(2H, g, J = 7.8 Hz), 3.92 (3H, s)
Examplie 31
Using 0.16 g of the N-[2-(3-benzyloxy-4-methoxyphenyl)
oxazol-4-ylmethyl]-2-(2,2,2-trifluorocethoxy)benzamide obtained in
25 Example 30, 0.11 g of white powdery N-[2-(3-hydroxy-4-methoxy
phenyl)oxazol-4-ylmethyl]-2-(2,2,2~trifluoroethoxy)benzamide was
obtained in the same manner as in Example 2.
TH-NMR (CDC1l;} &: 8.21 (1H, dd, J = 7.8, 1.8 Hz), 7.84 (1H, br s),
7.62-7.54 (3H, m), 7.49-7.43 (1H, m), 7.19 (1H, td, J = 7.8, 0.9
30 Hz), 5.71 (1H, s), 4.62 (2H, dd, J = 5.4, 0.9 Hz), 4.48 (2H, g, J
= 7.8 Hz), 3.94 (3H, s)
Example 32
Usingf 0.11 g of the N-f2-(3-hydroxy-4-
methoxyphenyl)oxazol—4—ylmethyl]~2—(2,2,2-trifluoroethoxy)

35 Dbenzamide obtained in Example 31, 78 mg of white amorphous N-[2-



5 stirred with ice cooling for an hour, followed by further stirring at
roomtenperature for 1 hour. The reaction mxture was stirred with ice
cool ing, saturated ammoni um chl ori de sol uti on was added thereto, and
further stirred for 30 mnutes. Water was added to the m xture, ethyl
acetate extraction was perforned, 10 fot$éwed by drying over anhydrous

magnesi um sﬁ)fat and distilling the solvent_off. A5 0 mM quantity of
di met hyl sul opggp FSoRye A ehhoRYBReREL kava 294 - F?lde‘?eWﬂﬂf'?'ed wat er

vere added x4 Qetﬁrﬂﬁllﬁéhﬂ)et@l@g:y’)ﬂ@nignﬁﬁﬁr %a¥asLEAidd Lo &L Neaki AgnAl, 110
C overni ght. After standi ng to cool, 15 water was a d to the obtal ned

m xture, etfrﬁ/llnagéﬁﬂl’e‘ae%tractr on was perforned, followed by drying over
anhydr ous g uh f te stillipg the solvent o%f The. opt ai ned
SRRER BCH) SLIT T (G 881 v gafr  Pohiion (réhebShebs hy

resi due was su o} sr ica ger col um

acet at e3= 4.B) - 7aﬁa { BB, ob} ai he® drilide der ystaks1wHz g, 20. 3Cr.UsSt almzed) from
a mxture t acet ate di ] sopr.opy er reb yreldrn 11 g
white povvdce)}r yl%Sing §8Cy§:l or??tédarj'yl(:'| 3O ? é 9e4tl% 88 wﬁ )y 3 {2 ;9 dd,

met hoxy- 4- (2,2, 2-4, rrd Jludrmet hoxy) pbrnyy] oxazolr-d-y4) - 1t (4}.@93]@0{(14{ m),

pyridin-2-yl)pr gpP 1H NNE 13) 8: 8.24 (1H, d, J = 4. Hz)
7.55-7. 47 %@ n?g é%‘?-?“&is E’lﬁk‘o(?’)E FHag)7. 35 (2H, n), 7.03 (1H, d, J =
8.4 Hz), 4E4{&mb2b|33], J = 3.94 (214, d, J = 6.6 Hz), 3.90 (314,

s), 3.51 (2H d, J = =72Hz'é 301 (214, d, J = 7.2 H), 1.31-1.26 (1H, ),
0.68-0182 (2H, m), F=i8#9033 g4 thf: Exbintieazybaxy spmerhgxyplaensildy of

met hyl 3- [%xﬁ%o@eﬂzﬂ}?ﬁ@f:hﬂrlﬁiﬁirﬂ?x%bcﬁggﬂ¥ )]eraé@ée n¥:| ] %&Qﬂ)fga%e d)%fsa' ned

in Reference Exanpl'e 48 and 1.1 of net icolTnate were
di ssol ved i°f F&ifi :@rllewmowylemr Nah dé - bandym-é—serthoxy@dﬂyé)smm on

with ice coolifgely Bl An@insolidiheha RELOXI e wRs added L heretg and 35

stirred for 30 m nutes xture was er srrre
at roomteﬁtpeEa@wJeE; li.ce was added to the reaction mxture foI | owed by
hl ori de sol ution, and the m xture

addi ti r ueqQus _.a ni_um
was f uir) her sty r(g%&qﬂﬁbe‘r ¥ ?’rgr MQ Bh&)r eBeti It Lure T dr- 8301 1§ Aies,
wat.er was addéd'it&ter(eiH), alﬂd ¥ .60hyl 2;ac@rpt en)extyr.agt o, was pex f proveg:) The

organi c | ayeg,was wat.er, d concentrated under reduced
pressure. %héa\gﬁt% n |d ezz\nva@bursi)f' éds y(&1i%% der Cofuntr? Hz),
chr omat ogr aphy (3H,hesx)ane oet{pH, agetate = 1:1), thereby yielding 1.55 g of

whi t e anor phous, net hyl 2-[2-(3-benzyl oxy- 4- nmet hoxy 10
phenyl ) oxagéﬂ%%d%t hy1] - 3- ( 3- met hoxypyri di n-2-y1)-3.. oxopropi onate.

"H NVR( CDC13) m), 6uBindHh. 60 Bob4HiRN-G2- (9-bSay18x944 lrheﬁ'g)xyphenyl)

oxazol-4-ylmethyl]-2-methoxybenzamide obtained in Example 33,
0.52 g of white amorphous N-[2-(3-hydroxy-4-methoxyphenyl)oxazol-
4-ylmethyl]-2-methoxybenzamide was obtained in the same manner as
in Example 2.

25 'H-NMR (CDCl;) &: 8.43 (1H, br s), 8.23 (1H, 4d, J = 7.8, 2.1 Hz),
7.63 (1H, s), 7.60-7.54 (2H, m), 7.47-7.41 (1H, m), 7.10-7.05 (1H,
m), 6.97 (IH, d, J = 8.4 Hz), 6.91 (1H, d, J = 8.1 Hz), 5.74 (1H,
br s), 4.62 (2H, dd, J = 5.4, 0.9 Hz), 3.97 (3H, s), 3.95 (3H, s)
Example 35

30 Using 0.5 g of the N-[2-(3-hydroxy-4-methoxyphenyl)
oxXazol-4-ylmethyl]-2-methoxybenzamide obtained in Example 34,
0.39 g of white powdery N-[2-(3-cyclopentyloxy-4-methoxyphenyl)
oxazol-4-ylmethyl]-2-methoxybenzamide was obtained in the same

manner as in Example 3.

35 'H-NMR (CDCls) 8: 8.41 (1H, br s), 8.23 (1H, ad, J = 7.8, 1.8 Hz),



J=9.0 Hz), 3.36-3.18(2H, J = 4.5, 5.18-5.13 m 1.8 Hz), (3H mM, 7.57-7.28
3.91-3.90 (10H, (6H, 15 Exanple 125 A 1.5 g quantity of nethyl

2-[ 2- (3-benzyl oxy- 4-

met hoxyphenyl ) oxazol - 4-yl et hyl ] - 3- (3- met hoxypyri di n-2-y1) - 3- oxopropi onat e
obtained in Exanple 124 was dissolved in822.5 m of ethanol, 7.5 mM of 47 %
hydr obrom c_aci d was added threreto, and 20 the m xture was stirred with
heating at B €4t #)5 HoGPs (18ni @é siiTrind wiih Hzde Oobki mgﬁ the J =

reaction mxtging wag ngusral iggd wt SN, godi um hydr gxi.d ti
et hyl acetate ext)ractlon was perfﬁg’r n27d%8 Rl%ﬁo?%amc ?la?;e%l g/a 6Ow§ gfé
wi th wat er ,J and8 conideht rat%d (WHded, r §decéd4pHessutesl-and 725 1‘Hhemdpbta16ued

d f b [ I I t h
(65 chl'or oneEindBiedn st G 36 LRI Toy s & 0B Ry b 2aPs-Yed ow
oi |y subBst aréde, m3- [ 2- §B-Thybdr Oy ; 4n)

nmet hoxyphe oxaz -4-y11- 3- (3-net hoxypyridi n-2-yl)propan-1-one. 1H NVE
(CDClS) 8%‘—%‘5’—?}% dd, J =7.2, 1.5 Hz), 7.55-7.27 (5H, 30m, 6.88 (1H,

d, J = 8.7 Hz), 5.72 (bH 8 Hz
303 (2H t, ) 7 I(-lz 2.9, qaa@%% 8¢(Gie M- é%Cﬁgﬁoﬁéyh"étﬁ?’ZY% .
3-[2-(3- hya}eﬁkyxzph%wﬂd%ﬁ%ijﬁ%mlqu% (gbﬁe@mwm di ll?efQEein)epropa

n-1-one 0b@@bﬁ§ﬂe'QBE&%Ep@%sﬁénéaﬁilg 31,8 Qft VILLELROWIRLY ihe obtained
3-[2-(3-cycl opr opyl net hoxy-4- -
met hox%‘bheﬁ?ﬁ?@ﬁﬁ%@lﬁ melgﬁl]aﬂge@ﬂn%tﬁiow;'pyfhscﬁnmwﬂz)@mmanié o@ezswaﬁ of

ggt ahned4l g E?ﬁ g"tt}f%érl ?@&gﬂﬁj‘ﬁgﬂ&fd& 1y NNI?I};GIC%%EAI‘IGB an% (1K
" 0.14 g of 3 methylplcollnlc acid, and the mlxture was heated and

refluxed for 30 minutes. The reaction mixture was cooled, water
was then added thereto, ahd extraction was performed with ethyl

15 acetate. The organic layer was washed with water twice, and the
solvelt was concentrated under reduced pressure. The obtained
residue was purified by silica gel column chromatography (n-
hexane : ethyl acetate = 1:1) to give 0.16 g of white powdery N-
[2—(3—cyclopropylmethoxy-4—methoxyphenyl)oxazol—4-ylmethyl]~3-

20 methylpicolinamide.
'H-NMR (CDC1s) &: 8.58 (1H, br s) 8.39 (1H, dd, J = 4.5, 1.2 Hz),
7.63-7.57 (3H, m), 7.52 (1H, 4, J = 2.1 Hz), 7.33-7.28 (IH, m},
6.92 (1H, d, J = 8.4 Hz), 4.59 (2H, @d, J 6.0, 0.9 Hz), 3.97-
3.90 (5H, m), 2.76 (3H, s), 1.41-1.31 (1H, m), 0.70-0.63 (2H, m),

25 0.41-0.35 (2H, m)

Using 0.2 g of the {2~ (3-cyclopropylmethoxy-4-methoxy
phenyl)oxazol-4-yl]methylamine obtained in Reference Example 13,
compounds of Examples 37 to 43 were obtained in the same manner
as in Example 1.

30 Example 37
N~[2—(3-cyclopropylmethoxy—4—methoxyphenyl)oxazol-4—ylmethyl]-2—
isopropoxybenzamide
Yield 0.17 g
White powder

35 'H-NMR (CDC1;) &: 8.62 (1H, br s} 8.23 (1H, ad, J = 7.8, 1.8 Hz),



J =8.4 Hz), 3.94-3.90 (84, m, 3.51 (2H, t, J =5 7.2 Hz), 3.01 (2H,t, J =
7.2 Hz),1.40-1.30 (1H, m, 0.69-0.62 (2H, m, 0.41-0.35 (2H, m

Usi ng 3-[2-(3-hydroxy-4-net hoxyphenyl)oxazol -4-yl1] -

3- (3-nmet hoxypyridi n-2-yl) propan-1-one obtai ned in Exanple 125, conpounds of
Exanpl es 127 and 128 were obtained in th&sane 10 manner as in Exanple 102.

Exanpl e 127 3-,i.sobu - 4- et hoxypheny1l) oxazol - 4-y1] - 3- ( 3- net hoxy
pyri di n- 2- yT)%rJ;ZJ ﬁ (2 HnemiH Vi (CBG13) & =B.224( BA) , dd. 13- 7= 38, 21H1. B) Hz) ,

7.58-7.30 (BHs5 44 6. 91 Juiz 8. 0
(2H d, J ¢ 659](HZH;r? X 5“2 ((8151 8.5 §HzL 649‘7'2% o@ﬁ{(zﬂ? ﬁ% 4”3;7 ?H%
2.20 (1H, d¥) . %6@. §2Hy)ddi o6 (53141, 0d9 Hza: 63994-}3) 90 Emnph)e 1281-1.38

3-[2-(3-cyci-gpenhy! 8x¥g t HFF Xaz y11 1- (3-net hoxy 20
pyridin-2-cq)progan 1- oﬁé%% Q%KR CDé @'ﬂ% dd, J = 4.5, 1.5 Hz),
7.60-7.30 (B%ampde, 38.90 (1H, d, J = 8. 7 Hz), 490485 (1H m, 3.90-3.88
(611, m, {3%L. Hz), 2.00-1.81
(6H, m, 1.%63221% g?‘inﬂ?x’f]r%pyi%e%?iﬂ%ﬂ“ m?%o’gi@é“ieﬁ‘alé)“iﬁsz% -drylmethyl]-2-
3-[2-(3 hy dredhyd Benmednniaiey phenyl )

oxazol -4-y ( t hoxypyri di n-2-yl ) propan- 1-one obtai ned in Exanple 125,
44 ny of mékfgd gmﬁg 1- (3- et hoxypyridin-2-y1)- 3-

{2-[4- et homy +3- ﬁawéaﬁ trifluoroethoxy)phenyl | oxazol -4-yl)propan- 30 1-one

was obtalngd in the sane manner as in Exanple 111.
H-NMR (CDC1;) &6: 7.64 (1H, s) 7.59 (1H, dd, J = 8.4, 2.1 Hz),

7.50 (1H, 4, J = 2.1 Hz), 7.41-7.16 (3H, m), 6.93 (1H, 4, J = 8.4
L Hz), 6.31 (1H, br s), 4.58 (24, dd, J = 5.4, 0.9 Hz), 3.95-3.92

(5H, m), 2.46 (3H, s), 1.42-1.32 {1H, m), 0.70-0.63 (2H, m),
0.41-0.35 (2H, m)

15 Example 39
N—[2-(3~cyclopropy1methoxy-4—methoxyphenyl)oxazol—4-ylmethyl]-2-
ethylbenzamide
Yield 0.15 g
White powder

20 'H-NMR (CDCl;) 6: 7.64 (1H, s) 7.59 (1H, dd, J = 8.4, 2.1 Hz),
7.50 (1H, d, J = 1.8 Hz), 7.41-7.16 (3H, m), 6.93 (1H, 4, J = 8.1
Hz), 6.31 (1H, br s), 4.57 (2H, 48, J = 5.4 Hz), 3.95-3.92 (5H, m),
2.8 (2H, q, J = 7.5 Hz), 1.42-1.32 (1H, m), 1.23 (3H, t, J=17.5
Hz), 0.70-0.63 (2H, m), 0.41-0.35 (2H, m) i

25 Example 40
N—[2-(3—cyclopropylmethoxy—4—methoxyphenyl)oxazol—4-ylmethyl]-2—
chlorobenzamide
Yield 0.17 g
White powder

30 'H-NMR (CDC13) &8: 7.71-7.66 (2H, m), 7.59 {(1H, dd, J = 8.4, 1.8
Hz), 7.50 (1H, d, J = 2.1 Hz), 7.42-7.29 (3H, m), 6.93 (1H, 4, J
= 8.4 Hz}, 6.75 (1H, br s), 4.62 (2H, dd, J = 5.4, 0.9 Hz), 3.95-
3.92 (5H, m), 1.41-1.32 (1H, m), 0.70-0.63 (2H, m), 0.41-0.35 (2H,
m)

35 Example 41



1H NWR (CDC13) 8: 8.24 (1H, dd, J =4.2, 1.2 Hz), 7.70 (1H, dd, J = 8.4,
1.8 Hz), 7.60 (1H, d, J = 1.8 Hz), 7.51 (1H, d, J = 1.8 Hz), 7.47- 7.32 (2H,
m, 6.96 (1H, d, J = 8.4 Hz), 4.45 (2H, q, J = 8.4 Hz), 3.95-3.88 (6H m,
3.52 (2H, t, J =7.2 Hz), 3.01 (2H, 35t, J = 7.2 Hz) ~-115- Exanple 130
A2g quantity of nethyl 3-[2-(3-benzyl e&§-4- met hoxy

phenyl ) oxazol - %I | propi onate obtained in Reference Exanple 48 and 1 g of
met hyl ~ 3- etthidd7pi cSVF%%@@RW@ta@wWahpmnw)gxa@mmytmﬂr]nﬁm de,
and whil e sgiiddrong - ﬁ@@h H.é %\éth ice cooling 1.81 g of sodium

t - pent oxi de was added thereto and stirred for 30 mnutes. The m xture was
further sti¥iedd Pet249hours at roomtenperature, and ice was added to the
reaction m S{PT AN {W%J_Lowed by addition of saturated agueous anmoni um 10
chl oride so ut|o or further stirring. After stirring the reaction m xture
for 30 mi ndHemmm(aIMﬂ\/a& agldexd (Lheret as)ang gihylipcehat ¢ exg rsacglgrhg)as
performed. T h ‘water, and concentrdted

anl y washed tw ce wt
under reducégg SUF§ % §{ oﬁﬁfm il st dird -wds 8p i+ i deSby (B4 ida Jgel

col um 15 ahnsomt)ognamhw(m hepsanes) , etshyb GRS e =m)’, 1k, 61 NesebYy yiseldi ng
1.5 g of colorle s 0ily substance nethyl 2-12-(3-benzyl oxy-4-
met hoxyphenyf) Bazo? - ngq et Iﬁ?ﬂ] f@-r(é-éﬂhbx%y(rlﬁw m)2-9130-3.620(2H, m),

oxopr opi onat @; - ol-gg\ll\@_}f Ch¢l3) m,6.91(111, 6.9 Hz),3.92 8:8.22(1H, dd,J

4.2,1.2 (10H d,J 90Hz)518512(3H n,4.12(2H, q,J
(3H,s)18, 6252&59%3_,_‘82 30- 3. 23(211 m, 1. 46(3H t, 6.9 Hz) Exanple 131
Using 1.5 g_ t l, henyl.) 25

ox:aggl 4-yl ng%hn%]é%élérbﬁﬁ%%/%%r %l ﬁl%%t ig?’%?ﬁy&alét%hm}ﬂ]e‘ﬁ' in

Exanpl e 1361uord-2rmsfthosiybeyzinide oi | y subst ance 1-

(3-ethoxyp 3-[2-(3- hydr oxy- 4- met hoxyphenyl ) oxazol -
yI]propan-#'rd?)%%n()2l ]'%bt ained in the sane manner as in Exarrpl e 125

30314- NVR wmagovaiere 23 (1H, dd, J = 4.2, 1.2 Hz), 7.55-7.49 (2H, m,
7.45 (111, .5) 28 ( 88 (1H d, J—87Hz) 5.70 (1H, s),
411 (BH  ¢FNRS (§D§lﬂz§% 384?§n%2?+1 EZHJHH 7726$+z7 583.(QH. (@M, 7,52) (2H6. 9

Hz), 1.46 §3H5 +,2.1 54,96t03 (Emimal eglazg. 8 lng 81% G4Ot1n, n), 6.69
1-(3-ethoxK ridjn-2- ylgq 3-[2-(3-hydroxy-4- -
met hoxyphe g’? o 4t Iigpr%)'daﬁlzl)aoflle6 b2 - né@ |ﬁ =E>éa-n4pl @ .93Hz) 0.32 9§ - of

pal e yel | ow 90 | ysrsulgt ancee- 8:d02-(G&; Cxf! apepiyl gxy
nmet hoxyphen}ll ) oxazol -4-y11-1-(3- e(t hoxy)p:)yrl ?an 2-yl Spr'ongri I-%:rL]eD 3R §2H'

obt ai ned i’ the sane manner as in Exanple 102. 51H NVR (CDC13) 8: 8.23 (1H,
dd, J 8 4. Bxardp® HW8), 7.57-7.45 (2H, m, 7.44 (1H, d, J = 0.9 Hz),

7.38-7. zsws 89 (1H, d,-J = 8.7 Hz), 4.89-4.87 (1H, m), 4.12 (2H,
q, J = 6. 93~ (33 cyglepoapyiBthexy- ‘B-H%h()Sﬁ;)ha')y,l)&Xéﬁol.-Zﬂ-ﬁlylrrb;thﬂlFZ?-. 2 Hz),

3.01 (2H, #3000l 62[;%}:110%&]“2%:&&8(611 , 1.65-1.58 (2H, m, 1.47 (3H, t,
J =10 6 9H) |
| Yiéld 0.17 g
White powder
25 H-NMR (CDC1l3) O8: 7.65 (1H, s}, 7.59 (1H, dd, J = 8.4, 2.1 Hz),
7.50 (1H, 4, J = 2.1 Hz), 7.34-7.27 (14, m), 6.92 (1H, 4, J = 8.4
Hz), 6.76-6.70 (2H, m), 6.51 (1H, br s), 4.61 (2H, 4, J = 5.7 Hz),
3.94-3.91 (5H, m), 3.85 (3H, s), 1.42-1.31 (1H, m), 0.70-0.63 {2H,
m), 0.41-0.35 (2H, m)
30 Example 44
Using 0.4 g of the [2-(3-cyclopropylmethoxy-4-methoxy
phenyl)oxazol-4-yl]lmethylamine obtained in Reference Example 13,
N-[2-(3-cyclopropylmethoxy-4-methoxyphenyl)oxazol-4 ~yimethyl]-2-
methylsulfanylbenzamide was obtained in the same manner as in
35 Example 1.



Usi ng 1-(3-ethoxypyridin-2-yl1)-3-[2-(3-hydroxy-4-net hoxy
phenyl ) oxazol -4-yl] propan-I|-one obtained in Exanple 131, conpounds of
Exanpl es 133 and 134 were obtained in the sane manner as in Exanple 102. 15
Exanpl e 133 3-[2-(3-cycl opropyl net hoxy- 4- net hoxyphenyl ) oxazol - 4-y1] -1-( 3-
et hoxypyri di n- 2- yI)propan | -one 1H NMR (€DC13) 8: 8.23 (1H, dd, J = 4.2,
1.5 Hz), 7:?71%}H dd, J =8.4, 1.8 Hz), 7.50 (1H, d, J = 1.8 Hz), 7.45
(1H, d, J = 904 HE) 7. 38-7.28 (2H, m, 6.91 (1H, d, J = 8.4 Hz), 4.12
(2H, q, J Fn6.1% Popaes. 94-3.91 (5H m, 3.49 (2H, t, J = 7.2Hz), 3.02 (2H
t, J =7.2H 1.46 (3H, t, J = 6.9Hz), 1.42-1.32 (1H, m, 0.69- 0.62 (2H,
M), 0.40-0.'B5NMB16CDGA:) ERanpl €8 1GWH, s), 7.61-7.56 (2H, m), 7.50 (14, d, J
251- ( 3- et haxypw iydiyn- [ 3-1s0 X =

met hoxypheny|)§xglg%| z%@'%flgpg%ﬁr-ﬂéﬁe%grﬁg&r%)%%cﬂy §:5% Ay bd
4.5, 1.5 HH-4.7058 fiaH 3k9513 228(%H, M)l RzYc {3160 s()1HL.d2-1.3 214, Ha),
7.45 (1H, 3 .90 H d, J =8.4Hz), 4.12 (2H, q, J
6.9 H), 53058 ?%H‘ ggliéﬁf% é?ﬁa W66 Hz), 3.50 (2H, t, J =69
Hz), 3.02 E2dmpfie 45= 6 9 Ft) 2.19 (2H qt, J = 6.6 Hz), 1.47 (3H, t, J =

6.9 Hz), 1.05 (6H, gi J =6 6F§%§ |l e 135 A5g
quantity of nethyl 1?9(9, heth nﬁWﬁ}OBBOPYlmethOXY 4-methoxy
phenyl )oxamlenﬁriyb:k@zdmmmgmqﬁegg&mmé bBrRed&d eﬂ?%@@:@ﬂbe égampﬂe”la and
3.2 g of netgﬁ -nmet hyl picolinate were dissolved in 150

e

di met hb&yef¥i wWW‘F%’%PFﬁ“P%PQWe 4s@¢mqwhmzym¢wo@.oéwhgemmgaaf
sodi um hydnyeecyas: didednt Ber 41 cﬁﬁ%ﬁe&tﬂﬁrt@' o€ ?J agagh eppxture
t 2?0 1 Oon,

was heated_and ref |uxed for 4 hours conpl et
a saturat ed-aqueous anmoni um chl oride solution was added to the mixture
while stirkipgswhtd 4 ce cooling, and the mxture was further stirred. After
stirring the reaction mxture for 30 m nutes, water was added thereto and
et hyl acet Hhétexpewdstd on was perforned The organic | ayer was washed tw ce

W th water, ntr reduced essure. The obtai ned
resi dtlj%' wasﬁé*fﬁ*%R?R%EﬁE&%g 1} iggﬁ ccfﬂrm? é‘ﬁréﬁ’ﬁt o abhy 8-REhékthindid.efhy|
acetate = 2:3)2, theBeHy)yl'eJ&:B-r‘igsé %28, of) cot B4 emisi,oid)y Fubstanse (wgt hyl

2-[2-(3- b | h |-4-
yI Lret gyl]e 50 h%r‘%y Ox¥p g‘wﬁﬂ 232 08 of? oiAton&r e 155 THARD AR (TEDSESP 8:
8.49 (1H, dBiI;I,] mH. 8,.5621H3 , (1#,58) 7. @87d-bQ6a (2, D-,9% 4356 36 (28, m)

Using 0.1 g of the [2-(3-cyclopropylmethoxy-4-methoxy

20 phenyl)oxazol-4-yllmethylamine obtained in Reference Example 13,
compounds of Examples 46 to 56 were obtained in the same manner
as in Example 1.
Example 46
N—[2-(3-cyclopropylmethoxy-4—methoxyphenyl)oxazol-4—ylmethyl]—2-
25 methoxybenzamide
Yield 0.1 g
White powder
'H-NMR (CDCls) &: 8.40 (1H, br s§), 8.23 (1H, dd, J = 7.8, 2.1 Hz)
7.64-7.58 (2H, m}, 7.52 (1H, 4, J = 2.1 Hz), 7.48-7.42 (1H, m),
30 7.08 (1H, td, J = 7.8, 0.9 Hz), 6.99-6.91 (2H, m), 4.62 (2H, ad,
J = 5.4, 0.9 Hz), 3.97-3.91 (8H, m), 1.40-1.32 (1H, m), 0.70-0.63
(2H, m), 0.41-0.35 (2H, m)
Example 47
N—[2—(3—cyclopropylmethoxy~4—meth0xyphenyl)oxazol—4—ylmethyl]—2—

350 trifluoromethoxybenzamide



d, J =29.0 H), 5.23-5.16 (3H, nm),3.91(3H,s), 3.65 (3H, s),

3.37-3.18(2H, m) 2.59(3H, s) Exanpl e 136 A55¢g
guantity of nethyl 2-[2-(3-benzyl oxy-4-nmethoxy 20

phenyl ) oxazol - 4-yl net hyl | - 3- (3- et hyl pyri di n-2-y1)-3- oxopropi onate
obtained in Exanple 135 was dissolved in820 m of ethanol, 80 m of a 5N
aqueous hydrochl oric acid solution was added thereto, and the m xture was
stirred w tha¥at®nf9at 80 C for 1.5 hours. Wiile stirring with ice
cooling, thmieaphi;@8r25 m xture was neutralized with 5 N aqueous sodi um
hydr oxi de sol ution, and ethyl acetate extraction was performed. The organic
| ayer was WS NMR (W)@:hs)vmﬁt h8waze(lHcodent ratead, under Hepdug esh pr. gsswg}e, and

t he obtain cr st wer.e e stalized w,t ur e of of
et hanol 3540 7lrjri%o ﬁ h%(ane fﬁgrg%ég’ yjze‘l & ﬁgﬂf? gé%f(zﬁal yeq ITow
powdery53 [224,30h9dHpXY-3-9%8hORY(5H, m), 1.43-1.28 (1H, m), 0.69-0.63 (2H,
phenyl )oxazgl § X%loéaé 3(2?th Ipyr| di n-2-yl 4propan-1-one. 1H NME (CDCl3) 8:
8.49 (1H, T 7.60-7.51 (3H m, 7.44 (1H, d, J = 0.9
Hz), 7.41- Ex289piéHism, 6.89 (1H dd, J =7.8, 1.2 Hz), 5.68 (1H, s), 3.93
3H, s), 3.58_( = 7.5 35Hz 3.00 (2H, t, 3 =7.5 Hz 2.57 (3H, s
f118 )Exa Szlg? °Y°1°Pr°PYlme!&1Q3f1% gmamgan&ﬂ-)oxazol 4- yl%lethyl] 2E :

3-[2-(3- hY%ﬁ:@?ngbé@iéi@%phenW)

oxazol - met hyl pyri di n-2-yl ) propan-1-one obtained in Exanple 136
and 0. hom é\elfﬂ 8-Hi%zabi cycl o[ 5, 4, 0] undec-7-ene were 5 dissolved in 5 ni

of et hanol anté% S (bronmonet hyl )cycl opropane was added thereto, and the
m xture was heat ed and ref luxed for 4.5 hours. After standing to cool,

wat er was aBehR t(€DChe) readt.i5on (M Xthy &) , asd2ethyilH,aeel af e- extsr,agts g )was

P eon BT P S D Y S b Lo S, D 90 e s
purified by.e6l{t# gel JC@=| and Iﬂ:hr,orﬂa.tgegeawhy(im hexaneset(nd, aceral & 3
(2:yél) opir%g;%ﬁitﬁ%kéf’d%t ﬁ'OX ﬁe%\xlg])lﬁsagg\rl\gg %gﬂg%ﬁbt hyl86 (2H, td, J
pyri di n- 2- gl ymsopan-sl-wxe. 1LalHi NVR( COEL3%) 8: § 5@( ikhdded 3 = 7.5 Hz),
0.70-0.61 (2H, m), 0.41-0.35 (2H, m)
Example 49
N-[2-(3—cyclopropylmethoxy~4-methoxyphenyl)oxazol—4—ylmethyl]
20 pyrazine-2-carboxamide
Yield 90 mg
White powder
*H-NMR (CDC13) &: 9.42 (1H, s), 8.75 (1H, d, J = 2.4 Hz), 8.52 {1H,
dd, J = 2.7, 1.5 Hz), 8.25 (1H, br s), 7.64 (1H, s), 7.60 (1H, 44,
25 J = 8.4, 1.8 Hz), 7.52 (1H, 4, J = 1.8 Hz), 6.92 (1H, &, J = 8.4
Hz), 4.63 (2H, dd4, J = 5.4, 0.9 Hz), 4.11-3.92 (5H, m), 1.40-1.32
(IH, m), 0.70-0.63 (2H, m), 0.41-0.35 (24, m)
Example 50
N—[2—(3-cyclopropylmethoxy-4-methoxyphenyl)oxazol-4—y1methyl]—3-
30 ethoxypicolinamide
Yield 85 mg
White powder
*H-NMR (CDC1ls) O: 8.24-8.22 (2H, m) 7.64 (1H, s), 7.60 (1H, a4, J
= 8.4, 1.8 Hz), 7.51 (1H, 4, J = 2.1 Hz), 7.39-7.32 (2H, m), 6.92
35 (1H, 4, J = 8.4 Hz), 4.62 (2H, dd, J = 5.4, 0.9 Hz), 4.17 (2H, q,



m,7.49(111,d,J=1.8Hz),7.45 4.5,1.2Hz),7.60-7.54 (111,s),7.34-7.29(111,

(2H, m, 6.91(1H, d,J =8.7 Hz),3.94-3.91 (5H, mM,3.60(2Ht,J = 7.5
Hz),3.00 (211,t,J=7.5Hz),2.57 (311,s),1.40-1.32(1H, m, 0.69-0.62 (2H,
m,0.41-0.35(2H, m 20 Exanple 138 A 0.23 g quantity of
3-[2- (3- hydroxy- 4- met hoxy -89-

phenyl ) oxazol - 4-y1] -1- (3-nmet hyl pyri di n-2-yl ) propan-1-one obtained in

Exanpl e 1367 ahdd ® 3. & 98:-8-20 a(zfébi oycl af. 524(B)I]Iuntd,eo:f 7~ ene e Oissol ved
in5m of gt 2 0 hyJ |d ed thereto, and the
m xture was hje%gtregg arg%l 30e19]1I éxg% (%/ hoﬁr %? ?glgt dWdi ng to cool, water
was added tExampder 8a4cti on m xture, and et hyl acetate extraction was

per f or med. T& th %% E% E&" ce with water, the organic |ayer was
then concent ?Pﬁoé’g g {??Ehowet“ﬁé)‘éﬁ%ﬂlwédﬂ’@%ﬂ&}é “%as 30
purified b)t)lﬁlobdybang@ﬁlda)l um chr omat ography (n-hexane: ethyl acetate =
2:1), therehy eldlng 0.17 g of white powdery 3-[2-(3-

et hoxy- 4- metRd ES efY1) oxazol - 4-y1] - 1- (3- et hyl pyri di n-2-y1) propan-|-one.
-119- 4. 1923, plwaer = 7-2 Hz), 3.91 (3H, s), 3.59 (2H t, J = 7.2 Hz),
3.00 (2H t, J—72Hz) 2.57 (3H, s), 1.49 (3H, t, J =7.2 Hz) Exanple
139 A 0.3 nglEﬂhtﬁ(ﬁ%ﬁlei & [82463(ﬂ1151dr1m1xw)4 -nesh¢gyphenyld 57.8, 1.8 Hz)

oxazol - 4-y%] g3- 935@13 ﬂyl )rl di Fg iX%) PRopPanN- 1; OPeHV\%fe d'|n d IS%d(ﬁ“ﬂpg‘% 136

and 0.4 m of 1 8-di azabl cyclo luntec- 7- ene m of
et hanolQ 07286g(bf, 2tdbr @'frerBoparm w\a&)addeels-tm@tlet(gﬂ,aﬂﬂ tdmlm(xmur@ was

heated and_reflu for ours.. Af tanding . to cool, water was added
to the react ?o% irsr[lng u?e (%Hgn et hyl %a%eﬁ%l)tgi é’gt'?a%]cl 'ng 'pér$brindd. The
extract wa$2¥Washgd twieel \83t {3wat Ay, 0hes orgaNic layer; wasiztyhep.70-0. 63
concentr at und e pressure, and the obtained residue was purified
by silica ng f’ur#f hﬁord\'ﬁt{)?gfaﬁ‘ﬁy (n-hexane: ethyl acetate = 2:1), thereby
yi el di ng OEi&ané)szNhl te powdery 3-[2-(3-isopropoxy-4- 15

met hoxypheny| ) oxazol - 11-1- (3-met hyl pyridin-2-y1)propan-1-one. 114-NWVR
(CDCL g 8: 8@0 %ﬂc%a)éOBYm@FhQXYﬂzﬂ%ﬂomhs@y ) FRZEIHL-YAme thyd b-Z41H, s),
7.34-7.31 ng,bbufaxyt@n%m_{éy d J =8.7 Hz), 4.65 (1H, sept., J = 6.0 Hz),

3.89 (3H, s), 3.59 (2H t, J:75Hz) 3.00 (2H, t, J = 7.5 Hz), 2.62 (3H,
s), 1.39 (BHe1Q4 01206 0 20 Hz) Exanple 140 A 0.3 g quantity of

3- [ 2- (13- hygh pxy -dhwieichoxyphenyl )
oxazol - 4- yl) 1- (3-net hyl pyridin-2-yl) propan-1-one obtained in Exanple 136

and 0.3 nl MR §CBCAPADE:CcHct®d| GlH, Brusdes-Z4eEH WEE T = 7.8, 1.8 Hz),
20 7.62-7.58 (2H, m), 7.52 (1H, 4, J = 1.8 Hz), 7.41 (1H, t, J = 7.2

Hz), 7.06 (1H, t, J = 7;2 Hz), 6.95-6.91 (2H, m), 4.62 (24, 4, J
= 5.1 Hz), 3.95-3.92 (5H, m), 3.86 (24, d, J = 6.3 Hz), 2.20-2.10
(1H, m), 1.40-1.31 (1H, m), 0.95 (6H, d, J = 6.6 Hz), 0.70-0.63
(2H, m), 0.41-0.37 (2H, m)

25 Example 53
N-[2-(3—cyclopropylmethoxy—4~methoxyphenyl)oxazol—4-ylmethyl]-3~
isopropoxypicolinamide
Yield 0.1 g
White powder

30 H-NMR (CDC1;) d: 8.28-8.25 (2H, m) 7.63 (1H, s), 7.60 (1H, ad, J
= 8.4, 2.1 Hz), 7.52 (1H, 4, J = 2.1 Hz), 7.38-7.31 (2H, m), 6.93
(1H, d, J = 8.4 Hz), 4.70-4.61 (3H, m), 3.98-3.90 {(5H, m), 1.42-
1.31 (74, m), 0.70-0.61 {2H, m), 0.41-0.35 (2H, m)

Example 54
35 N—[2—(3—cyclopropylmethoxy-4—methoxyphenyl)oxazol—4—ylmethyl]~2—



25 dissolved in 6 mM of ethanol, 0.22 g of allyl brom de was added thereto,
and the m xture was heated and refluxed for 4 hours. After standing to
cool, water was added to the reaction m xture and ethyl acetate extraction
was perforned The extract was washed twice with water, the organic |ayer
was then concentrated 30 under reduced pf@ssure, and the obt ai ned resi due
was purlflq%: F% co&unn chronatography (n-hexane: ethyl acetate =
2:1), there y|e of white powdery 3-[2-(3-allyl oxy-4-
nethoxypheﬁ@bﬂdx&ﬁomg4 yl] 1 (3-met hyl pyridin-2-yl)propan-1-one. 314-NWVR

CDC13) 8: 1- m, 7.60-7.56 (2H, m), 7.52 (1H, 35d, 3 = 2.1
(%Z_l"st QWi

'b). 6 16-6 %ﬁé?w s § 13- ”.,%2 @g 92§élg § 2 gl 3 923 5), 360
H D m '= 1]-381 .

2H, t, J = 7. 38)02H :72( 7C3H!

( 5 HZ . 7 5} ( d, = 2 1l Hz), ) LA3-7. BE (ZH m) 7.27-7.22 (2H,

m), 6.92 (1H, d, J = 8.7 Hz), 4.61 (2H, dd, J = 5.4, 0.6 Hz),
3.95-3.92 (5H, m), 2.90 (2H, q, J = 7.5 Hz), 1.40-1.34 (1H, m),
1.26 (3H, t, J = 7.2 Hz), 0.70-0.63 (2H, m), 0.41-0.35 (2H, m)
Example 55 ,

10 N—[2~(3—cyclopropylmethoxy—4—methoxyphenyl)oxazol—4-y1methyl]-l-
oxidepicolinamide

{ Yield 53 mg

Pale yellow powder
"H-NMR (CDC1;) 8: 11.64 (1H, br s), 8.44 (1H, dd, J = 7.8, 2.1 Hz),

15 8.25 (1H, 4, J = 6.3 Hz), 7.63-7.35 (5H, m), 6.91 (14, d, J = 8.7
Hz), 4.65 (2H, 4, J = 5.7 Hz), 3.97-3.88 (5H, m), 1.43-1.32 (1H,
m), 0.70-0.63 (2H, m), 0.41-0.36 (2H, m)
Example 56
N—[2—(3-cyclopropylmethoxy-4—methoxyphenyl)oxazol—4—ylmethyl]—

20 2,6-dimethoxybenzamide
Yield 46 mg
‘White powder
'H-NMR (CDCli) &: 7.67 (1M, s), 7.59 (1H, dd, J = 8.4, 1.8 Hz),.
7.50 (1H, d, J = 2.1 Hz), 7.30-7.24 (1H, m}, 6.92 (1H, 4, J = 8.4

25 Hz), 6.56 (2H, d, J = 8.4 Hz), 6.24 (1H, br s), 4.62 (2H, a4, J =
5.7, 0.9 Hz), 3.95-3.92 (5H, m), 3.81 (6H, s), 1.41-1.32 (1H, m),
0.70-0.63 (2H, m), 0.41-0.35 (2H, m)

Using 0.13 g of [2-(3-cyclopropylmethoxy-4-methoxy

phenyl)oxazol-4-yllmethylamine, compounds of Examples 57 to 59

30 were obtained in the same manner as in Example 1.
Example 57
N—[2-(3—cyclopropylmethoxy—4~methoxyphenyl)oxazol—4—ylmethyl]—3~
methoxypicolinamide
Yield 24 mg

35 White powder



Exanpl e 141 5A 0.15 g quantity of 3-[2-(3-hydroxy-4-mnmethoxy

phenyl ) oxazol - 4-y1] - 1- (3-net hyl pyri di n-2-y1) propan-1-0ne obtained in
Exanpl e 136 and 0.15 m of 1, 8-diazabicycl 0[5, 4, 0] undec-7-ene were
dissolved in 5 mM of ethanol 0 13 g of (brononethyl) cycl obutane was added
thereto, and the m xture was heated and-40-refl uxed overni ght. After
standing tq cool, water was added to the reaction mxture, and ethyl

acet at e ext Hal¥RofCR@k) per f rifed. LThé2@xtm)ack. 6\Ea$1ﬂlas§|}3d 1\@oc | 1wi t g wat er,
the organi c. lgayer S e n trat udr r r ndthe
obt ai ned re5|83)§e \%/awgI %%J?I 1?7| (gg E;ﬂSIﬁ?I ?g gglg %ﬁ 2n’g% G’#‘gpﬂ\?

hexane: et hy(llHacét,atTe =821 Hz) .t heb@bfryy,i €l ,diung 5904 rm)qf 3Whé e, qgow@grym)

3-[2-(3-cyg| 4- h | -4-y11-1-
(3 et nyt o 30 BT G TG A 0 485 o o Bl a0, 3 -
4.5, 1.3 Hgg,amﬁlsossf 51 (3H, m), 7.45 (1H, d, J = 2.1 Hz), 7.34-7.29 (1H,

m, 6.89 ( 4.07 (211, d, J = 6.9 Hz), 3.89 (3H ),
3.60 (2H, t-L13- L37°%°ﬁ‘i?)1°P§lm hoxy - 4rme ghoxyphenypy ) oxauadg 45y gee il -3y , 2. 57
(3H, s), 21%8baté)3y1ﬁfddllmamé’e00 1.84 (4H m Usi ng

3-[2-(3-hydroxy-4- nethoxyphenyl)oxazol 4-y1]-1-

( 3- net hyl pW—?EI%nOZl]yIE) propan- 1- one obtained in Exanple 136, 25 conpounds of
Exanpl es 14RitQ Jere obt ai ned in the sane manner as in Exanple 137.
Exanpl e 142 3-[2-(3-1sobut oxy- 4- met hoxyphenyl ) oxazol - 4-y1] - 1- ( 3- et hyl
pyr| di 10 2- AL HARCLs brde 8024 (VR @EDCI3) B9 8198 i, @l.CiJ 181, 4br5,s 1.2

7. 60- 0 H, 7,45 34 7 28
(1H m o g§ g]@_{!ﬁ dg)J ) ﬁi'fhz ady 357 (‘%ﬁl ?22’ Hzhy 7223?17 81 e Hy),
3.60 (2H, 5 93 (=117 8aHzJj ,= 33d01=1 I{ZZH 4'[. 6.?_'\21(2{-17 @i HZ) = 3. 37 ()3b-| Hﬁ),1 329%0 (1H,
t, 3 = 6.
g (2-(4-nme hoxy 3;15)%%&%}% zToI ﬁ %/ﬂz)l 832%%4 ﬁFrrl di n26-)ﬁl )Hﬁﬂepan-

1 one I—I—Nll/E4(QOZ),C’3]43)(]8£ &)501(akl, (6ld, d, =74 5.6l.12)HZ)o.. 76- 596:7 %41 %Jg‘
7.50 (1H,  s), 7.34-7.29 (1H, 90 1Hd

, H.d J =18
1%1Hz§’ 13- G5’y 48 tm;_% = 6.9 Hz), 3.91 (3H, s), 3.60 (2H t,

Hz) 3013%91659_75@ 2.57 (3H, s), 1.90 (2H, qt, J :69Hz)

1.24 (3H, T, .J = 6.9 _Hz) Exanple 144 10

3- (2 ( 3- cy¥T et ﬁYG%g?P&OWJ@%nm&)t@;@mewy Pragol 3¢ rgimerhyl] -2-

pyri di ne- Znddn-prraRatenimide 1H NVR (CDC13) 8: 8.50 (1H, dd, J 4.5, 1.2
Hz), 7.59-7.50 (3H, m, 7.44 (1H d, J = 1.2 Hz), 7.34-7.31 (1H, m, 6.89
(1H d, J ¥sld HzWg 4.90-4.84 (1H, m), 3.88 (3H, s), 3.59 (2H, t, J = 7.2

15Hz) ,203- G &1190“,;1 J =7.2 Hz), 2.57 (3H, s), 2.03-1.80 (6H m,
1.64-1.58 (2H, Exarrpl e 145
3-(2-(4- ne%m BcpRLpr 6pe8|y55)x(§ﬂ)-phdﬂyl yoxazod - 4 Blirzd, (3571 (IH dd J

t hyl di -]- 8.50 (1H, 4.5
g),y7%r7l-7l. 23&( 2%1)er§£?$%8&21 H S)JM% %gDﬁ%) %‘? 48 (=1|(§ 4s) % §EJ'7 30
(1H M, 61937183 c{dH Jms, 666932(4HHZ)1 4. &2a(aHqu %.352. (4HHzi,rSS§2 (3H,
?)1i—| 3t ?0 (42'% 4(2%) d515 Hzn%ﬂ%, 14%9 R T (5II:I|Z)m)2 254 3 23

3-[ 2- @8- (3 ut-anphoxyh; %)rrebhwy@famlzhoxmolo A1y d] 38- (B3, m)
met hyl pyri_di n- -yI 6propan | - one (CDC13) 8: 8.5 (1H dad, J = 4.2,
1.5 Hz), ® (2Hrr)752(1HdJ-21Hz)745(111dJ-21

rz)J 7. 2497H§§9 32 go%bﬂ( n&fsr)&[%lrgo 21 %jle@uc%%i R)%tﬁg,gwg{.gﬁf 14 (2H
7.5 Hz), 23}@@0}- 7y{_r5q=.4:hy,§];)1 -methylsulfanylbenzam:_de cbtained in Example
44 was dissolved in 20 ml of dichloromethane, and 0.67 g of
30 metachloroperbenzoic acid was added thereto while the solution
was cooled with ice with stirring. The mixture was then stirred
for an hour. The reaction mixture was concentrated under reduced
pressure, the residue was purified by silica gel column

chromatography (NH silica, n-hexane:ethyl acetate = 1:1), and 50
35 mg of white powdery N—[2—(3-cyclopropylmethoxy—4—methoxyphenyl)



Exampl e 147 '

3-(2-(3-but oxy- 4- net hoxyphenyl ) oxazol - 4-y1] -1- (3-net hyl pyri di n-2- 35

yl ) propan-|-one -122- 1H NMR (CDCl1l3) 8: 8.50 (1H, d, J = 4.8 Hz),

7.59-7.51 (3H, m, 7.45 (1H, s), 7.34-7.30 (1H, m, 6.90 (1H d, J = 8.7

Hz), 4.09 (2H, t, J = 6.6 Hz), 3.90 (3H93), 3.60 (2H t, J = 7.2 Hz), 3.01

(2H, t, J =7.2 Hz), 2.57 (3H, s), 1.86 (2H, td, J =7.2, 6.6 Hz),

51.56-1. 45 CG@IEIOJ-I‘r)l,-YD!l@@Y(JSH,Z-mt?.tfﬂamesﬁlforh-t))bdﬁzamﬁﬁe wWakB obtained.

3-[2-(3-cya},0 XY~ 4- hoxyphenyl xazol y11-1-(3-

met hyl pyri d#{n- & ?%‘#%gaﬁ gﬁ]te &rﬁ |\5§é1 %95@2()1H7 dé 1 455 Hz),

(7131 %536(7%69( rII)_|55104P7 49, (IHsodclH; 9301588211)115&72)456(@3* (fﬁ d7 34—38 2187 .
H t, =

Hz), 3.01 Z”%ﬁi E% 5%, %’er; 2 (@8, ds) Y % B b5 ?3% 3n)90 {5%9m)1. 57

(3H, ms 1338303867( i, 1) Eaamﬂl H4%),1% 4

3-[2-(4-net hoxg 5 entenyl 0oX &@henyl)) oxaz%ll432y1(]lHi ml?; 1.27-1.18 (3H,

met hyl pyri @n- -W)%@péﬁﬂb Bhe HlIOﬂﬁFHItD@is) 8: 8. 50 (1H, dd. J = 4.5,

1.2 Hz), 7528mpi8%{2H m, 7.51 (1H d J=2.1Hz), 7.45 (1H, s),

7.34-7.29 (1t~ m, 6.91 (1H, d, J = 8.4 Hz), 5.91-5.80 (1H, nm, 5.11-4.97

(2H, m, 20 4.10 (2M;1dg of H- 626(3—|zgycl®p9tlpﬁ3¢d;tmyy-&xﬁétdoﬁylphényﬂ) = 7.5

(Hg?_l %Oéx g;%E'Foi %érlme?:h?lﬁ"z:). hyrdbybSth1 Hamife S G 224 Thh pldip1d 95 1 92

3-[2- (w0 rretahdxq l%@mfebbyim;qﬁx@nmhte)«mld%g&ivéd (13- mehbyde 25

di n- 2- 3) 8: 8.48 (1H, dd, J = 4.5, 0.9 Hz
pyg:) I7n49 %ﬁ%ﬁ‘«g nj;) One ﬁ%«%g\& g?ngl‘%g%’PEepﬁmﬁ) a%aéée‘(llwer@tOJands 7 >
Hz), 4.27 (s?i:lrréd olrez‘nigﬁt Hzt) ,rodmOtetpddatush. HRBr(ghk ddded Toltre HZ) .
319(2Ht %__9300 2H, t, J = 7.2 Hz), 2.55 (3H, s) 30 Exanple

151 3-(2- fﬁa%%%%g}’%u FHE AHBRE LSS At RYFFeterh Yighyaihyl @getate.

t hyl i i er 1
i 1Py | oo Sriad MRS edsIRIPith, wbdillonel, ek the &”%%3%%9‘*’49 (1R

d, J 3%, 1S¢El}ratﬁd4@qyse% cidyric7agid pnee . GFhe WrgaBiollayes, wds J =

ﬁg g (])-(])- %&H?er{trat'eazﬁndér 're,@ugeg'iﬁ esosu_gL% (%lll_!i 1%)65 aé:ggnéc??/es(lgge was

2.20 (2H, Perifjed pyssiiea Hp)l ER&vmH ecm;@matewmgr OySeddifg 72 mg of
cycl opent yx%ylg?t%%?r Oxy%g?ﬁefu(lﬁc QQEESPP%M%HOJ{?-B- SR sh enya.L%xgzc?f and 0.2

g of 3-[2-
met hoxy pheviigdwddoB-prodd=ypic8immatidepyri di n- 2-yl ) propan-1-one obtained in

E;(/glrrg:d?g)n%i%rre KngLﬂe kggygim%dégzoﬁ“ 473)514] -(LH.35pet hyp0 101, ad, J
pyridin- 2-y1§ p¥opas- Bzone7 vies (aH, adned + ni tehezlxarpde-7132. (3En)1BRNEE as
in o 1HNVR{PCIS) & 8. ﬁgﬁlf'i'z) :.%'29'("5121’ da 5%‘ L g(.)7'(30|—!,9 Hz), 4.05 (2H, t,
J = 6.6 Hz), 3.94-3.92 (5H, m), 1.90 (2H, t, J = 7.5, 6.6 Hz),
1.40-1.33 (1H, m), 1.04 (3H, t, J = 7.5 Hz), 0.70-0.63 (2H, m),
25 0.41-0.35 (2H, m)
Example 62
Using 0.18 g of [2-(3-isobutoxy-4-methoxyphenyl)oxazol-
4-ylimethylamine obtained in Reference Example 19, 0.16 g of
white powdery N-[2-{3-isobutoxy-4-methoxyphenyl)oxazol-4-
30  ylmethyl]-3-methylpicolinamide was obtained in the same manner as
in Example 1.
'H-NMR (CDC1;) 6: 8.58 (1H, br s) 8.39 (1H, dd4, J = 4.5, 1.8 Hz),
7.63 (1H, s), 7.62-7.59 (2H, m), 7.57 (1H, 4, J = 0.9 Hz), 7.32-
7.27 (1H, m), 6.92 (1H, d, J = 8.4 Hz), 4.59 (2H, 4d, J = 6.0,
35 0.9 Hz), 3.91 (3H, s), 3.86 (2H, d, J = 6.9 Hz), 2.76 (3H, s),



m, 7.45 (1H,s),7.34-7.29(1H,n),6 O(1H d, J = 8.4 Hz), 3.95 (2H d,J

=7.2 Hz),3.90(3H s),3.60(2H,t, J = 7.5 Hz), 3.01 15 (211
t,J=7.5Hz), 2. 57(3H,s), 2. 54- 2. 41 (1H m, 1.91-1.82 (2H
m, 1.68-1.56(4H, m), 1. 42-1.24(2H, m Exanpl e 153 Using 0.16

g of 2-cyc| opropyl et hyl net hanesul f onat e9®bt ai ned in Reference Exanple 50

and 0. 15 of 3- & (3- hydroxy-4- 20
met hoxyphen%li%(bx( Yol 98. yi] P-03- ﬁe@ﬁiﬂ y|1| @6 nt6H,y @), pd opath-6L-Hane obt ai ned in

Exanpl e 136, 0.1 g gfg4
cycl opropyl et hoxy) - 4- e hgxyp enyI?ox‘a Joi’uyfﬁ‘yl TstheEkphenyl) oxazol -
pyri di n- 2- 4 prlop&hylanire mamtmedilmdelferémﬁa FERpIBNIES cRhpbindX 8P| €

137. 251H %%rl)g% 3)5§ : 1?0 57%( ngrg déBJta_:Lneg JJ.'n 5th|_<!=,z )s aIZ‘Le 619&1?11&351:4 a(s3 Tn Example
5 1.

Example 63
N—[2—(3-isobutoxy-4—methoxyphenyl)oxazol—4~ylmethyl]—2—
methoxybenzamide
Yield 0.12 g

10 Wwhite powder
'H-NMR (CDC1;) &: 8.41 (1H, br s)‘8.23 (1H, dd, J = 7.8, 1.8 Hz),
7.64 (1H, s), 7.59 (1H, dd, J = 8.4, 2.1 Hz), 7.53 (1H, 4, J
2.1 Hz), 7.48-7.42 (1H, m), 7.11-6.90 (3H, m), 4.63 {(2H, dd, J
5.4, 0.9 Hz), 3.97 (3H, s), 3.91 (3H, s), 3.86 (2H, 4, J = 6.9

15 Hz), 2.21 (1H, qt, J = 6.6 Hz), 1.06 (6H, 4, J = 6.6 Hz) |

Example 64
N—[2-(3—isobutoxy-4-methoxyphenyl)oxazol—4—ylmethyl]-2—methyl
sulfanylbenzamide

Yield 0.15 g

20 White powder
"H-NMR (CDC13) §: 7.69 (1H, s), 7.61-7.56 (2H, m), 7.51 (1H, d, J
= 1.8 Hz), 7.45-7.15 (3H, m) 6.94-6.90 (2H, m), 4.61 (2H, d, J =
5.7 Hz), 3.91 (3H, s), 3.85 (2H, d, J = 6.9 Hz), 2.46 (3H, s), -
2.20 (1H, gt, J = 6.9 Hz), 1.06 (6H, d, J = 6.9 Hz)

25 Example 65
N—[2—(3—isobutoxy—4—methoxyphenyl)oxazol~4-ylmethyl]—3—ethoxy
plcolinamide
Yield 80 mg
White powder

30 'H-NMR (CDCl;) &: 8.25-8,22 (2H, m) 7.65 (1H, s), 7.58 (1H, d4d, J
= 8.4, 1.8 Hz), 7.52 (1H, 4, J = 1.8 Hz), 7.40-7.32 (2H, m), 6.92
(1H, d, J = 8.4 Hz), 4.62 (2H, ad, J = 5.4, 0.9 Hz), 4.18 (2H, q,
J = 6.9 Hz), 3.91 (3H, s), 3.86 (2H, 4, J = 6.9 Hz), 2.20 (1H, qt,
J=6.9 Hz), 1.52 (3H, t, J = 6.9 Hz), 1.06 (6H, d, J = 6.6 Hz)

35 Example 66



111),7.46 (111,s),7.35-7.27(1H, M, 6.91(1H,d, J = 8.1 Hz), 4.18(2H t,J =6.9
Hz),3.91(3H,s),3.61(2H,t, J = 7.5 Hz), 3.02(2H, t,J =7.5
Hz),2.58(3H,s),1.78(2H,q, J = 6.9 Hz), 0.91-0.80 (1H,

m, 0.53-0.46(2H, M, 0. 16-0. 11(2H, m 30 Exanpl e 154 Usi ng
0.19 g of 2-cycl opentyl et hyl nethanesul téhate obtained in Reference Exanple
51 and 0.15 g of 3-[2-(3-hydroxy-4-

net hoxypheryT ) oxazdsobruiasy-A-ethexynienyii dkazlyA-ypmetiaylk I-2ome tixtyaidned i n
Exanpl e 136g71,0,7b3c9-9hidbi te powdery 3-{2-[3-(2- 35

cycl opentyl et hoxy) - 4- met hoxyphenyl ] oxazol - 4-y1)-1-(3-nethyl -124-

pyri di n- 2- y¥degprdoPahll gone was obtained in the sane manner as in Exanple

137. 1HN '1%9%%% 8: 8.50 (1H, dd, J = 4.5, 1.2 Hz), 7.60-7.50 (3H, m),
7.45 (1H, s), 7. 3277°50 (1H, M), 6.90 (1H, d, J = 8.4 Hz), 5 4.10 (2H t,

J = 6.95Hz)'H-BMR2(€i%tH.;)Sh: $3.2608(2H, (du, Jn_}? 7.63 Hals, 39017 (244, (, éd:ﬂz'S
Hz), 2.57 (_3%045), QL-1.79 (5H m . 1.67- 150 (5H ny, 1.24-1.12 (2H, m
Exanmpl e 155 2325l %ﬁnti £ 52 of 1Be [ e (B-TiyRirodR)4- fefBoXyBhefyl § 4084
oxazol - 4- yHz)l- 63smes hyd pyis, din; 26 Yd9 Qri@Raga l- pne gpkai peg iy Exappl 36
and 0.28 g of potassium car bongte werg di ss%[ ved il(r?btg'n?'gfﬁﬂ I8P O,

di net hyl f ofani'd&. SA%e. 892 Fgjuarst-P6y (3. 151, B.O4i {BHor®} 2-3.i86ddethahe Jnas
added theref ¢ sapd)the Ahxiuie pas stirggd w at. 80C oyernj ght.
The reaction m'xtur)e vvagbaﬁ%\/\e 't6}s15 6c'g(')l w\g/\gPtI%f V\#as%%t ﬁéﬁ’agde% T heret o,
and extPac#Zdn was performed with ethyl acetate. After washing with water

tw ce, theﬁggg,ﬁ_@éch,ayer was concentrated under reduced pressure. The

obtai ned r purified by silica gel columm chromatography
(di chl or omet-hané3+ isttutoxge et thoxybhéhyl Jo:@izee - @- e hgfl 1Whi { €opropoxy

benzamide
Yield 0.15 g
15 Colorless oily substance
"H-NMR (CDCls) 8: 8.64 (1H, br s) 8.24 (1H, ad, J = 7.8, 1.8 Hz),
7.62-7.57 (2H, m), 7.54 (1H, d4, J = 1.8 Hz), 7.44-7.37 (1H, m),
7.08-7.02 (1H, m), 6.98-6.91 (2H, m), 4.72 (1H, g, 4 = 6.0 Hz),
4.62 (2H, dd, J = 5.1, 0.9 Hz), 3.92 (3H, s), 3.85 (2H, 4, J =
20 6.6 Hz), 2.20 (1H, gqt, J = 6.6 Hz), 1.40 (6H, 4, J = 6.0 Hz),
1.06 (6H, &, J = 6.6 Hz)
Example 68
N-[2-(3-isobutoxy-4-methoxyphenyl)oxazol-4-ylmethyl]-2-£fluoro-6-
methoxybenzamide
25 Yield 0.13 g
White powder
'H-NMR (CDCI13) 6: 7.65 (1H, d, J = 0.9 Hz), 7.58 (1H, dd, J = 8.4,
.1 Hz), 7.51 (1H, 4, J = 2.1 Hz), 7.34-7.24 (IH, m)}, 6.92 (1H, d,
8.4 Hz), 6.77-6.70 (2H, m), 6.52 (1H, br s), 4.62 (2H, dd, J
5.7, 0.9 Hz), 3.91 (3H, s), 3.90-3.82 (5H, m), 2.20 (1H, gt, J
= 6.9 Hz), 1.06 (6H, d, J = 6.9 Hz)

2
J

30

Example 69
N~[2-(3—isobutoxy-4—methoxyphenyl)oxazol—4—ylmethyl]—3-methoxy
picolinamide

35 Yield 0.14 g



20 powdery 3-(2-[4-nethoxy-3-(2,2,2-trifluoroethoxy)phenyl]ozazol -4-
y1ll-1-(3-nethyl pyridin-2-yl)propan-|l-one. 1H NME (CDC13) 8. 8.50 (1H, dd, J
= 4 5, 0.9 Hz), 7.70 (1H, dd, J =8.4, 2.1 Hz), 7.60-7.56 (2H, m, 7.46
d J=21Hz), 7.35-7.30 (1H, m, 6.96 (1H, d, J = 8.4 Hz), 4.45 (2H,
= 8.4 25Hz), 3.92 (3H, s), 3.60 (2#45¢, J = 7.5 Hz), 3.00 (2H, t, J =
5 Hz), 2.57 (3H, s) Exanple 156 Using 0.1 g of
[ 2- (3- hydPgskp- ROWEeFioxyphenyl ) oxazol 4-y1] - 1- (3- net hyl pyri di n- 2-yl ) pr opan-
-one obtau 0,13 45 p Y, Iow powdery
(2-] 4- rret oXYy- 3“%@2&% %&; §:28 %A B, PR & YTW, % -58 (1H, dd, J
ut enyl oxyplBedyl Lok aio) - 4.2} {1H( 3 ,net by Rpyriz) n-724§3|—)’p$4)p(alm- 1m) pne, amas
bt

ai ned i he sage_ i l.e 155. 1H NMVE ( CDCL13)
m, 7. 45(1Hrm§ HE?E%?%’ %o%ﬁf(,%g%azlé,’léaz) 079582 ), 5 96 (3H, s),
s) 7.3457. 2991H(rm 6590( 2H58l, (8. 41,M3 4 G(@2h]., 32020 el 3 %ﬂ 3L 9.9 (3H
3.60 %Zg Zﬂ%t J =7.5 Hz), 3.01 (2H, t, 7 (3H,
s) 178 (5P BP9 46fp)a: 17 776¢81H2)) Exanpl e 157 USI ng O. 6 g of
3-[ 2- ( 3- hydkaxyid- et hoxyphenyl ) oxazol - 5
4-y1]-1-(3-nethyl pyri di n-2- zl)propan 1-one obtained in Exarrple 136, 0.31 g
of white pHWEI%I’i// 3 3LqRtexY 22 TiRherERBeNY bYoxRzel-4-ylmethyl] -3 - isobutoxy
net hoxyphepybd 0xaRiged- Y1} - 1- (3- met hyl pyri di n- 2-y1) propan- 1- one was
obtained in the sane manner as in Exanple 155. 1H NVR (CDC13) 8: 8.50 (1H,
dd J ¥4 ¥ield2684mg 7.60-7.56 (3H, 10 m), 7.45 (1H, s), 7.34-7.29 (1H,
,691( 0 Hz), 5.99-5.88 (2H, n), 4.88 (1H, br s), 3.89 (3H,
s), :%60(%%3_1[“‘%jp dFI?ZHz) 3.01 (2H, t, J = 7.2 Hz), 2.57.(3H, s),
2.17-1. 84 USHMRT(CDELL-HL. 6124 IHH, Maabxanpl £ 9158 158 P, 3 .a70yant idy 9f

3-(2-[3-(25cC xeny!l oxy,

net hoxyphe%y%/%ogglgbl }' '%(LE?B ((%I m&fy Ppyr Bditn- 3: 31 ¥9t ophrpd -Jhke Gbt di fied in
Exanpl e 157. B\H:S),dI'B.SmBl-VGdal e0my, efopthanols, A 508 myanti by ofy,18%0

pal | adj m&arbgn po S added thereto, and the mixture was stirred at
room t ature*f dt 2HI71 ur 3: ITHEH 0S¢ at 3 §413 -Rds (#endWed 2097 2113 d2Hen,
and the fimyyat @omasobhemconcentrated. The obtained residue was purifi ed
by silica gel col um chr omat ogr aphy (n-hexane : ethyl acetate = 3 : 1) to
gi ve 0.2 lyellow oily 3-[2- (3 cycl ohexyl oxy- 4-

met hoxypheg -2_ |
25114XK|E/R(C§EI)EC§L sloggl(t% 41“&% % 3'0%‘15;‘]‘31 34?/4%%%914115( 1%%5’0"% 34-7.30
(1H, m, 6. oAt nzamlde

20  Yield 75 mg

(1
g,
7.
3
3
bu
(0]

White powder

M-NMR (CDC1;) §: 8.52 (1H, br s), 8.23 (1H, dd, J = 7.8, 1.8 Hz),
7.62-7.58 (2H, m), 7.53 (1lH, s), 7.42 (1H, td, J = 7.2, 1.8 Hz),

7.06 (1H, t, J = 7.8 Hz)}, 6.95-6.91 (2H, m), 4.62 (2H, 4, J = 5.1
25 Hz), 4.06 (2H, t, J = 6.6 Hz), 3.94 (3H, s), 3.85 (2H, 4, J = 6.6
Hz), 2.24-2.16 (1H, m), 1.93-1.81 (2H, m), 1.06 (6H, d, J = 6.6

Hz), 0.97 (3H, £, J = 7.2 Hz)
Example 72
N-[2-(3-isobutoxy-4-methoxyphenyl)oxazol-4-ylmethyl]-2-butoxy
30 Dbenzamide
Yield 47 mg
White powder
'H-NMR (CDCl;) 8: 8.48 (1H, br s), 8.23 (1H, dd, J = 7.8, 1.8 Hz),
7.62~-7.58 (2H, m), 7.53 (1H, s), 7.42 (1H, td, J = 7.2, 1.8 Hz),
35 7.06 (LH, t, J = 7.8 Hz), 6.95-6.91 (2H, m), 4.61 (2H, 4, J = 5.1



(1H, d,J =8.1 Hz), 4.35- 4.25(1H m, 3.89 (3H, s), 3.60(2H, t,J =7.5 Hz),
3.01 (2H,t, J = 7.5 Hz), 2.57 (3H, s), 2.07-2.02 (211, m,1.84-1.80(2H m,
1.60-1.51(4H, m, 1.43-1.23 (2H, m 30 Exanmpl e 159 A 0. 26
g quantity of 3-[2-(3-hydroxy-4-nethoxyphenyl) _ _

oxazol -4-y1]-1-(3-net hyl pyri di n-2-yl) propan-I| - oneobt ai ned in

Hz}, 4.10 (2H, t, J = 6.6 Hz), 3.91 (3H, s)., 3.85 (2H, 4, J = 6.6
Hz), 2.24-2.16 (1H, m), 1.85-1.75 (2H, m), 1,43-1.36 (2H, m),
1.05 (6H, d, J = 6.6 Hz), 0.84 (3H, t, J = 7.2 Hz)
Example 73
5 N—[2—(3—isobutoxy—4—methoxyphenyl)oxazol—4—y1methy1]—2—isobutoxy
benzamide
Y¥ield 90 mg
White powder
'H-NMR (CDCls) &: 8.52 (1H, br s), 8.23 (1H, ad, J = 7.8, 1.8 Hz),
10 7.62-7.58 (2H, m), 7.53 (1H, s), 7.42 (1H, td, J = 7.2, 1.8 Hz},
7.06 (1H, t, J = 7.8 Hz), 6.93-6.90 (2H, m), 4.62 (2H, d, J = 5.1
Hz), 3.91 (3H, s), 3.87-3.83 (4H, m), 2.24-2.16 (2H, m), 1.06 (6H,
d, J = 6.6 Hz), 0.95 (6H, d, J = 6.6 Hz)
Example 74
15 N-[2—(3—isobutoxy-4-methoxyphenyl)oxazol-4—ylmethyl]—3—isopropoxy
picolinamide
Yield 0.11 g
White powder _
'H-NMR (CDCl;) 8: 8.52 (1H, br s), 8.27 (1H, br s), 7.63 (iH, s),
20 7.58 (1H, dd, J = 7.8, 1.8 Hz), 7.53 (1H, s), 7.35-7.34 {(2H, m),
6.92 (1H, 4, J = 8.4 Hz), 4.67-4.61 (3H, m), 3.91 (3H, s), 3.85
(2H, 4, J = 6.6 Hz), 2.22-2.17 (1H, m), 1.42 (6H, 4, J = 6.6 Hz),
1.06 (6H, 4, J = 6.6 Hz)
Example 75
25 N—[2—(3-isobutoxy~4-methoxyphenyl)oxazol—4-ylmethyl]~2-methyl
nicotineamide
Yield 0.13 g
White powder

Ii

7.5 Hz), 7.76
4.2 Hz), 7.56
5.1 Hz), 3.91

'"H-NMR (CDC1;) 6: 8.52 (1H, br s), 7.86 (1H, d, J

30 (1H, 4, J = 7.5 Hz), 7.69 (1H, s), 7.59 (1H, &, J
(1H, s), 6.92 (1H, 4, J = 8.7 Hz), 4.58 (2H, d, J
(3H, s), 3.84 (2H, 4, J = 6.9 Hz), 2.69 (3H, s), 2.23-2.15 (1H,
m), 1.05 (6H, d, J = 5.1 Hz)

It

Example 76
35 Using 0.2 g of {2-[4-methoxy-3-(2,2,2-trifluorcethoxy)



Exanpl e 136 was dissolved in 10 ml of tetrahydrofuran. To the obtained
solution were added 0.2 g of 2-hydroxyindane, 0.75 m of 35 diisopropyl
azodi car boxyl ate (40%t ol uene solution) and 0.31 g of -126-
tri(n-butyl)phosphine, and the m xture was stirred at 50C. After 3 hours,
0.2 g of 2-hydroxyindan, 0.75 m of diisgpropyl azodi carboxylate (40%

tol uene solution) and 0.31 g of tri(nbutyl)phosphine were further added

t heret o, arghaivd leEreolet-wdsmthylamige atbtBlfedven nRghérenthe Fxeaplé ons

m xture wa r r pre ure The_resi due was purlfled
by silica géﬁgzéegﬁné% Qﬁ%ﬁrgqﬁy ﬂ4h@§ 3sd Ry ? - acigtidtgoroethoxy)
d|chloroneuﬁ&mquo&azonr4 ymmeta@ﬂ}{B@ﬁ&ﬁbﬁyﬁidﬁmingmgaéaggkong%ggldggpnﬁpyl

et hoxy pher i g@goﬁagéﬁgsg%gg%gomeg, 3. h-2-y1) propan-1 one.
EI;— $1F§$Cgeﬁ3%’%_|8t?§(ji3wﬁbr gd2d-5 fbg ) m 27 %Wgﬁ ‘?72Hjt6 gl (1t dJ
3=7. 2Hz) , 3 B3 271 58d (1. —d16J8 Q B Hel), 736226(1(HZHd d@r F 1.8 Hz), 7.43-
7.35 (2H, m), 6.98 (1H, 4, J = 8.4 Hz), 4.60 (24, dd, J = 5.7,
0.9 Hz), 4.46 (2H, g, J = 5.4 Hz), 3.95 (3H, s}, 3.93 (3H, s)
Using 0.2 g of {2—[4—methoxy-3u(2,2,2-trifluoroethoxy)
10 phenyl]oxazol-4-yllmethylamine obtained in Reference Example 25,
compounds of Example 77 to 79 were obtained in the same manner as
in Example 1.
Example 77
7N-{Z-[4—methoxy-3-(2,2,2-trifluoroethoxy)phenyl]oxazol-4—
15 ylmethyl}-3-ethoxypicolinamide
Yield 0.24 g
White powder
'H-NMR (CDC1l;) 6: 8.26-8.22 (2H,‘m), 7.72 (1H, 4ad, J = 8.4, 2.1
Hz), 7.65 (1H, s), 7.63 (1H, d, J = 1.8 Hz), 7.40-7.32 (2H, m),
20 6.98 (1H, 4, J = 8.1 Hz), 4.62 (2H, a&d, J = 5.7, 0.9 Hz), 4.46
{2H, q, J 8.4 Hz), 4.18 (2H, q, J = 6.9 Hz), 1.52 (3H, t, J =
6.9 Hz)
Example 78

N-{2-[4-methoxy-3-(2,2, 2-trifluorocethoxy)phenyl]oxazol-4-
25 ylmethyl}-2-methoxybenzamide
Yield 0.18 g
White powder
'H-NMR (CDCl;) &§: 8.42 (1H, br s), 8.23 (1H, d4d, J = 7.5, 1.8 Hz),
7.73 (1H, dd, J = 8.4, 2.1 Hz), 7.65-7.60 (2H, m), 7.48-7.42 (1H,
30 m), 7.08 (1H, td, J = 8.4, 0.9 Hz), 6.98 (lH, 4, J = 8.4 Hz),-
4.62 (2H, dd, J = 5.4, 0.9 Hz), 4.46 (2H, g, J = 8.4 Hz), 3.98
(3H, s)., 3.93 (3H, s)
Example 79
N—{2—[4~methoxy~3-(2,2,2—trifluoroethoxy)phenyl]oxazol-4—
35 vylmethyl}-2-methylbenzamide



=16. 8, 3.9Hz), 3. 01(2H,t, J =7.2 Hz), 15 2.58 (3H, s) Exanpl e 160

A 2 g quantity of nethyl 3-[2-(3-benzyl oxy- 4-

met hoxyphenyl ) oxazol - 4-yl ] propi onate obtai ned in Reference Exanple 48 and
1.5 g of nethyl picolinate were dissolved in 40 m 20 of di nethoxyethane. A
0.33 g quantity of sodium hydride was adéléd thereto with ice-cooling and
stirring, and stirring was further continued. The reaction m xture was
heated and ¥4 @xéd For 2 hours. After the reaction, an aqueous saturated
amoni um chipprddeog@byt i on was added thereto with ice-cooling and stirring,
and the 25 m xture was stirred. The reaction m xture was stirred for 30

m nutes, waHeNMRa§CRBEY) dddgd7eherief ogdand exgracti an mas p;e_rsfso(rsmpl yth

et hyl acet . oxgani ¢ yer h ice with water an

concent r at Z‘}d%bly-(?gfm{in' n‘g t hieisglzgl\gﬁf'%ﬁaéﬁgr L%’céfbf 'ptﬁeggui]eg' FheJobt&ihed

resi dueSwasiziur 6t Beéd(by, st isga gebs c@nymaa3Os chrongt ogpvaphy, (A-Bexsme ¢,

ethyl acetate 3 1) gi 2 of colorless oily nethyl

2-[ 2- (3- berizyl gxg-ﬁgﬂ}bti%iyéﬁgnﬁﬁozzafﬁl (3H. s)

yl met hyl ] - 3- oxo- 3- pyri dishng-y) 15 @pb@n@jq.‘;_gl@tggm;;j\u\@('gpgﬂ) 6: =7.8,2.1

Hz), 6.90(1H.d.J = 8.67(111, 7.83(111, 9.0Hz), ~dd, td’J 5.29 J =4.2,0.9

 Hz), 8. 07( 1&~dE 150 thoryd pReyy ] eswizpl 36t pHujthyl amine phtpigefifefres¢aH, s)
-127- 3. 91 Hddple #3, HnRBuhddlor Bhandi8S6d 28 63Hel JHIATRLE AOtne

10 same manner as in Example 1.
Example 380
N—{2—[4-methoxy—3-(2,2,2—trifluoroethoxy)phenyl]oxazol—
4-ylmethyl}-2-propoxybenzamide
Yield 0.15 g
15 White powder
"H-NMR (CDCls) &: 8.53 (1H, br s), 8.24 (1H, dd, J = 7.8, 1.8 Hz),
7.73 (1H, d4d, J = 8.4, 2.1 Hz), 7.65-7.60 (2H, m), 7.45-7.38 (1H,
m), 7.09-6.93 (3H, m), 4.62 (2H, 4, J = 5.1 Hz), 4.45 (2H, q, J =
8.1 Hz), 4.07 (2K, t, J = 6.6 Hz), 3.94 (3H, s), 1.88 (2H, qt, J
20 = 7.5, 6.6 Hz), 0.98 (3H, t, J = 7.5 Hz)
Example 81
N-{2-[4-methoxy—3-(2,2,2-trifluoroethoxy)phenyl]oxazol-4—
ylmethyl}-2-isopropoxybenzamide
Yield 0.18 g
25 White powder
'H-NMR (CDCl;) 6: 8.64 (1H, br s), 8.23 (1H, dd, J = 7.8, 1.8 Hz),
7.74 (1H, 44, J = 8.4, 2.1 Hz), 7.65 (1H, 4, J = 2.1 Hz), 7.63
(1H, s}, 7.44-7.37 (1H, m), 7.08-6.94 (3H, m), 4.73 (iH, tt, J =
6.0 Hz), 4.62 (2H, dd, J = 5.1, 0.9 Hz), 4.46 (2H, g, J = 8.4 Hz),
30 3.94 (3H, s), 1.41 (6H, 4, J = 6.0 Hz)
Example 82
N—{2~[4-methoxy~3—(2,2,2—trifluoroethoxy)phenyl]oxazol—4—
vlmethyl}-4-chloro-2-methoxybenzamide
Yield 0.21 g
35 White powder



Using 2 g of nethyl 2-[2-(3-benzyl oxy-4-nethoxyphenyl)

oxazol - 4-yl net hyl] - 3- oxo- 3- (pyridi n-2-yl) propl onate obtained in 5 Exanpl e
160, 0.48 g of white powdery 3-[2-(3-hydroxy-4-

met hoxyphenyl ) oxazol - 4-y1] - 1- (pyri di n-2-yl ) propan-| - one was obt ai ned in the
sanme manner as in Exanple 136. 1H NM (CDgi3) 8: 8.67 (1H, dd, J 4.2, 0.9
Hz) , 805(1H dd, J =7.8, 2.1 Hz), 7.83 (1H, td, J = 7.8, 18Hz)

(7 55- 7) 43 (m—uﬂmj(cn@ﬁ)% (&Hg ddH,Jbe F) 8, 821.71 (EHH), d5 51(%“-4 H»i)) |3

3H, s b _Jg= 7195 O 1 e 162
met hoxyphenyI% cﬁ<ﬂ,oll z&y{k]) 1?((]11}/46 ®l6n-(2ﬂyl mpropa@nl(me dgbt gl ned, 45 by

Exanpl e 16 nd 0. of 1,8-dj azabi.cycl o[ 5, 4, 0] undec- 7- ene were di ssol ved
in5n of ]H(éztashaﬁof"g gi B fr g guottifR) of ¢ Qﬁ%rrét? hy$ > )%3ydl38bu§bne was added

t her et os amd;ainpgenszture was heated and refluxed overnight. The reaction
m xture was allowed to cool, water was then added thereto, and extraction
was 20 performed wi PRiBFhy[0-Acet®t eOfAf t{e?("[@ﬂgmlf@mhmmcmy-twaez Z-he

organi c | ayeh FIRSr-EONLSRL ng%%gblrg Eil a&s{g% The, obt g:%lgeq r eS| due

was purlfled by silica ge m chroma chI or ONETH
acetate = Referpnge gEﬁ@ﬂ@@ mpdof vihiltle ppwded y white powdery N-{2- [3—

3-[2-(3- -1- 25

312 (3 ey ekt ey e Ry LRl 1 22 o

Hz) , 8. D&( llfir,]-d?ﬂh?l]FB—etﬂﬁb)(yﬂel&%(mhlde tvlls Jobtahingdd in8ti)samb mBnAeddad 4k M ,

6.90 (1H, .d 4 Hz), 4.07(2H,d, J = 6.9 Hz), 3.89 (3Hs), 3.65 (2H,
STt

t,J=7.5Hz), 0383%92

'H-NMR (CDC1;) 8: 8.54 (1H,.br s), 8.23 ( 1H, dd, J = 7.8, 1.8 Hz)
7.64 (1H, s), 7.60-7.55 (2H, m), 7.45-7.38 (14, m), 7.10-7.04 (2H,
m). 6.94 (I1H, d, J = 8.1 Hz), 4.62 (2H, dd, J = 5.4, 0.9 Hz),

15 4.48 (2H, g, J = 8.4 Hz), 4.18 (2H, q, J = 6.9 Hz), 3.95 (24, d,
J = 7.2 Hz), 1.48 (3H, t, J = 7.2 Hz), 1.35-1.29 (1H, m), 0.70-
0.63 (2H, m), 0.41-0.35 (2H, m)

Example 84
Using 0.18 g of {2—[3—cyclopfopylmethoxy—4~(2,2,2-
20  trifluoroethoxy)phenyl]oxazol-4-yllmethylamine obtained in
Reference Example 34, 0.2 g of white powdery N-{2-[3-
cyclopropylmethoxy-4-(2,2, 2-trifluoroethoxy)phenyl]oxazol-4-
ylmethyl}—3~methylpicolinamide was obtained in the same manner as
in Example 1.
25 'H-NMR (CDCl;) 8: 8.57 (1H, br s), 8.39 (1H, dd, J = 4.5, 1.2 Hz)
7.64 (1H, s), 7.60-7.55 (3H, m), 7.32-7.26 (1H, m), 7.06-7.03 {1H,
m}, 4.59 (2H, &4, J = 5.7, 0.9 Hz), 4.48 (2H, q, J = 8.4 Hz),
3.95 (2H, 4, J = 6.9 Hz), 2.76 (3H, s), 1.38-1.28 (1H, m}, 0.69-
0.62 (2H, m), 0.40-0.35 (2H, m)
30 Example 85
Using 0.3 g of [2-(3,4-diethoxyphenyl )oxazol-4-
yllmethylamine obtained in Reference Example 37, 0.11 g of white
powdery N-[2—(3,4—diethoxyphenyl)oxazol~4—ylmethyl]—2—propoxy
benzamide was obtained in the same manner as in Example 1.

.35 'H-NMR (CDCl;) §: 8.51 (1H, br s), 8.24 (1H, 4d, J = 7.8, 1.8 Hz),



t,J= 7.5 Hz), 2.94-2.81 (1H, nm), 30 2.24-2.04(2H, n),2.00-1.81 (4H, m
Exanpl e 163 Using 0.3 g of

3-[2- (3- hydr oxy- 4- met hoxyphenyl ) oxazol 4-y1] - 1- (pyri di n-2-yl ) propan-1| - one
obtained in Exanple 161, 0.28 g of white powdery

3-[2- (4- nmet hoxy- 3- (4- pent enyl oxy) phenyl)1 @6

oxazol -4-yl1l1-1-(pyridin-2-yl) propan-1-one was obtained in the -128- sane
manner as |?1 OcampPe (362, mILHNNR (I@C]rtB)) g..08. GI}I(JHH d’d9036:904 (2H, lmp, Hz),

8.05 (1H, 84Hz = 7 8 7 46 6.91
(1H, d, J = L 413.2?1), a7y 55§3H%1H 4r86 Hty, (6zrfr B4 ((ZHHTQ-C@ J
5= 6.9 Hz),J 3= 912,34, esyiz)s BSY AMH,t £, JT= 6.5 Iﬂz)) 3.96 (ﬂH,, t, 3=y 5
Hz) , 2.28-%?23 (2H, m, 1.98 (2H, t, J = 7.5 Hz) Exanple 164 A
10 g quanti of 2-(3-benzyl oxy-4- net hoxyphenyl)-4- chl oronet hyl oxazol e

obtained in Referenveilyanpbesd and I8k 7 g20f318-giethoxyphenyl)oxazol-4-
1-(2- aIIyIOﬁyggen%%Aaéhanone obt ai ned i n Reference EanYP 5% wer e
di ssol ved i% ng ePPERYMD! 1R aRefpren® Bxajuet i ﬂ/ ofompelingm Myr i de

was added tHx@metiesWsgg hid C t4.1 ring d further
pliesVi hed cer GRAl RYrangestd eh safid m3h dé;g 80 MO Bl

continued. The reaction m xture was heate | uxe e After
the reacti dn, an aqueous 15 saturated annnnrunrchlorrde solutron was added

thereto mﬁ@&ahggecggllng and stirring, and the mxture was stirred. After
stirring f tes, water was added thereto, and extraction was

per f or ked W-fR- é3h§1+dia&téxpmhexﬁrﬂe)omagamm-ylamnywszmmaommétmt er twce
and concentrg %gﬂl Y renovi ng the sol vent under 20 reduced pressure. The
obt ai ned residue was purified by silica gel columm chromatography (n-hexane
\ ethyl acé&teié &.BL:gl) to give 1.4 g of white powdery

1-(2-allyl y heny1) - 3- [ 2- (3-benzyl oxy- 4-
nethoxypheﬁ§ ? =5 .- yl ] propan-1-one. 1HNWR (CDC13) 8: 7.70 (1H, dd, J =

Zs ?2 é 32Hzﬁlﬁm 6(?cri;1§§3 62HU ¥§-7@o (77}149 3 3% (91"'(1@ 361 %Z—r 60%34 j&ﬁ,lo 5
1.5 H}S 1@2(@% ¢ 5 odt- @96;§2{12Hi X e }("-?QH 4s)7 shilp q2H 6.9 =
L P o 5. B, et
N-[2-(3,4-diethoxyphenyl)oxazol-4-ylmethyl]picolinamide
Yield 0.34 g
20 White powder
H-NMR (CDC13) &: 8.55 (1H, m), 8.47 (1H, br s), 8.21 (1H, 4, J =
7.8 Hz), 7.85 (1H, m}, 7.57 (1H, dd, J = 8.4, 1.8 Hz), 7.55 (1H,
d, J =1.8 Hz), 7.42 (1H, m), 6.91 (14, 4, J = 8.4 Hz), 6.32 (1H,
br s), 4.63 (2H, d, J = 6.0 Hz), 4.18 (2H, g, J = 6.9 Hz), 4.15
25 (2H, g, J = 6.9 Hz), 1.48 (3H, t, J = 6.9 Hz), 1.48 (3H, t, J
6.9 Hz)

Example 88
N-[2-(3,4-diethoxyphenyl)oxazol-4-ylmethyl]-2-ethoxybenzamide
Yield 0.23 g
30 White powder
'H-NMR (CDCL;) 8: 8.55 (1H, m), 8.47 (1H, br s), 8.21 (1H, d, J
7.8 Hz), 7.85 (1H, m), 7.57 (1H, dd, J = 8.4, 1.8 Hz), 7.55 (1H,
d, J = 1.8 Hz), 7.42 (1H, m), 6.91 (1H, d, J = 8.4 Hz), 6.32 (1H,
br s), 4.63 (2H, d, J = 6.0 Hz), 4.18 (2H, a, J = 6.9 Hz}, 4.15
35 (2H, g, J = 6.9 Hz), 1.48 (3H, t, J = 6.9 Hz}, 1.48 (3H, t, J =

I



4- met hoxyphenyl ) oxazol - 4-yl | propan-1-one obtained in Exanple 164, 0.55 g of

pal e yellow oily 3-[2-(3-hydroxy-4-nmet hoxyphenyl)

oxazol - 4-y11-1-(2- hydroxyphenyl ) propan- 1- one was obtai ned in the sane

manner as in Exanple 101. -129- 7.57-7.30 (4H, m, 6.98 (1H, d, J = 8.

Hz), 6.92-6.86 (211, m, 5.73 (1H, br snEe13.94 (3H s), 3.44 (2H t, J

7.5 Hz), 3.02 (211, t, J = 7.5 Hz) Exanple 166 5Using 0.5 g of

3-[ 2- ( 3- hydr-¢kyiZ4- net hoxyphenyl ) oxazol -

4-y1]-1- (ZMpgéyggenyl ) propan- 1-one obtained in Exanple 165, 0.61 g of

white powdery———

3- [ 2- (3- al INAI@xY 344 rétdithoxybhayy) mwsazoll 44 yilmekhyd 1 akh L ytrypRedyhider opan- 1- o

ne was obt nfi(jji bn Ehe same nmanner as in Exanple 111. 10114- NWVR (CDC13) 8:

7.70 (1H %259 2.1 Hz), 7.58 (1H, dd, J = 8.1, 2.1 Hz), 7.52 (111,

d, J Zlvmzt)teﬁo#&eﬂ 40 (2H, m, 7.02-6.90 (311, m, 6.16-6.03 (2H, m,

547527(411 rrz 4.68- 4.62 (4H, m, 3.92 (3H, s), 3.42 (2H, t, J =6.9
2.99 PGLag. 8 1E)8013 - BRahie 67 7.63 (1H, s), 7.60-7.50 (2H,

USI ngl. 1gofnmst BYb3-§ 254 3(3@16%){' %YGé-(lﬁetGPX%'Ph%n%ly) %820l - 4r vl kpgapjonat e

obt ai ned in Reference Exanpl e 48, | T'ow oi l'y et hyl

2-[2- (3-berfz}oxgt4-a. J = 6.9 Hz), 4. 15 (2H q, J = 6.9 Hz), 4.06 (2H, g,

met hoxyphenyl) @xgz 4-yl pethl 13- 2- net phenyl)-3: 20 pr.o ate
was obt ai ngd |?1 tghgk)sarr% Jn%n(%ieqr' as ‘lgn g‘agh é 18 4 @NM% %EC §)(‘p§9r}7 71
(111, He, J.£27(%. 1£.8JH=)6.9.1)-.7. 53 (311, m, 7.48-7.30 (6H m, 6.97
(1Ht,Jﬁ 6.91 (211, d, J 7.8 Hz), 5.17 (2H, s), 4.99 (1H t, J

=, 6.9 Hz), = ,s), 3.90 (3H, s), 3.69 (3H, s), 3.27-3.19 (211, m 25

Exanpl e 168-[2- (3, 4-diethbsipigenlyig ofbhzd®i4ime thyl ] -5-methoxy-2-trifluoro
2-[2-(3- ben%{] -4 nmet, oxyphenyl)

oxazol - " iﬁl ﬁet hoxyphenyl ) - 3- oxopr opi onat eobt ai ned i n Exanpl e
167, 0.63 gleiawjm:{ale goowdery 3-[2- (13- hydroxy- 4-

met hoxyphen oxazo] y1] - 1- ( 2- met hoxyphenyl ) pr opan-1| - onewas 30 obt ai ned
in theyﬁan@%ﬁ%ﬁrﬁ?w‘jﬁ: in Exanple 101. ~1H NMR (CDC13) 8: 7.70 (lH dd, J =
8.4, 2.1 -NMR 78Dé1 2 . 17 (2H, 9- 7 H , 3.95
(3H s). 389(3& 8925(H9§)A1H 89 5h ﬁz(lm %83? LRI A “He)
Exanmpl e 163- 5%5(%%@“0 $29§ b1H3-4D- (B =hy7d|00x9 a- mx.h@wphén@m)ouazm),.
-130- 4-y1h-41( }petglowph ny| op pe |ne a 90 gy
of colorless oi fz -[2-(3- ?sgpﬂr%{)ox@rlz? r%g ho‘g pheny ’)ozrﬁa?(;l Hpig (12%8

y1] -1-(2- nétho&ﬁ)ﬁ'@ﬁyl PpBap6IH.1s0nelvndd (o’hitaitned Fnstméizs)an& BB, 85 in
Exanpl %}TQQR (cbc13) 8: 7.70 (1H, d, J = 7.5 Hz), 7.57 (1H, d, J =
8.1 HZ 7 54 (IH, 7.47-7.40 (2H, m, 7.01-6.89 (3H, m), 4.67- 4.62
(1H, rr),3 EJ&H935) 3.38 (2H, t, J =7.2 Hz), 3.00 (2H, t, J = 7.2 Hz),
1.39 (60 () 5 6 3:Hthce ooy

Usi ng3-[2-(3 y(c?'r oxy-4- ngygﬁémﬁo&xézg}m%t%ﬁ]-f ejpoxybenzamide

(;2- met hoxyyhehy 10). [:uzogan 1-one obtained in Exanple 168, conpounds of

Exanpl es 0. Eo 17‘:’1 were obtained in the sanme manner as in Exanple 102.
Exanmpl e 17 powde

3- [ 2- (3 cyd-apRoprbEEHhexY7 %mhﬁoxa@h%ﬂw 0xazgl 1] 415627415

et hoxypheny, )@ngpaﬂfa one 1H NVE (CCI3) & bot528 Iéﬂ% Elg H28.68.% 80
(4H, m, P17 -qp, (HgmpH/ - QL (]le 7ﬂ)2 72 3161 GZHJ t,8J1= 7.2
Hz) , 140;1 5 d BH (A, QGg H35( 3 (2 arrpl 171 20
3-[2-(3- cyc‘qf}gpentyl (gxy N Loxygﬁeﬁgﬁ g%az'gl %Qll%&i g{léﬁ(ﬁ( 5 2

met hoxyphehiyA )fb"fopénlﬁ bﬂé ]9H-NIIV|=R5 Q:D(zj)s) 4807 7( 74, (qLHJ dd6.9 Hz)7. 5,44. 8

8 ) oSy &l (3t i) 4l &3%{ Y oy 38l an € Hoag (B S,

30 6.9 Hz)

'_\

Example 92

Using 0.3 g of [2-(3,4-dimethoxyphenyl)oxazol-4-
yllmethylamine obtained in Reference Example 40, 0.27 g of white
powdery N-[2-(3,4-dimethoxyphenyl)oxazol-4-ylmethyl]-2-ethoxy

35 Dbenzamlide was obtained in the same manner as in Example 1.



253.38 (2H, t, J =6.6 Hz), 2.98 (2H, t, J = 6.6 Hz), 2.04-1.85 (4H, m,
1.63-1.55 (4H, m Exanple 172

3-[2- (3-ethoxy-4-nmet hoxyphenyl ) oxazol - 4-y1] - 1- ( 2- met hoxyphenyl )
propan-l-one 301H- NWR (CDC13) 8. 7.70 (1H, dd, J = 7.5, 1.8 Hz), 7.57 (1H,
dd, J = 8.1, 2.1 Hz), 7.51 (1H, d, J =-108-Hz), 7.47-7.41 (2H m,
701689(3H m, 4.18 (2H, q, J = 7.8 Hz), 3.94 (3H, s), 3.90 (3H, s),
3.38 (2H, tH HMR GCIKIJH;I)é 3.98 (2H, by <),=8626 Hz), dB,49 £341t.1.8 ==y, 8
Hz) 35 Exanp

3-[2-(3- |sobut oxy gf rgnat hoxg/pheny?)g%(l%zoq 4]y1]115}fz£ ‘et ﬁ8x§1H m), 7.07
phenyl )proEidﬂﬂ-I m()neG;L%-Ml\lRO( CEE:L&%).S 4. E)BYQH(M-L Hd, 5J1—HZ) 5,4.1.88¢( 1;1;21 ,
7.58-7.36 (4H 1-6..89 (3H _3.84 (211 , J =
6.6 Hz), 53 38 (3#{"1 ¥o8 ég% )", 32959(%%14 tr, 1J26' Hy ﬁz)J > 03 Hzlgo
(1H, m35 1HampéH, 93, J = 6.6 Hz)

Usi ng3-[ 2- (3- hydr oxy- 4- rret hoxyphenyl ) ozazol - 1-

- (2- met hoxypheny!l )prﬁﬁéﬂgl 8né¥0bt%.l ned |r[2E>(§ T‘L—“PGB oxypirpatinesanl-4-

ggg: gsl%ﬁz‘i]h@tﬂfﬁmﬂ;ﬁfee oRRhehdEdinh RN ABIPERBING 25 oN2305E52 Rl & 111

3-[ 2- ( 3- al PPFERYY NnieH&x ¢ phirsitosyakenyU)oxkizol - (Lzyhmtﬂngﬂahemgny)l

| HE MR (DG 7.59 (1H,
ad. 3 15 O?’%§;4 T 8“(aHz) g (l%’lfﬁﬁ(&%"“ q‘%%gﬁz"jls 1 el To11, rr§
7.02- 6100 (BHMEY) (CIE132- 6: OT. d6LH 1Y) 5)5. 4360 1kiineddad,) F 478 1, 51 Huz)5. 31

(i G 739 B A0 ) 74 et 37 (M i 2584

1h(2 lrrist hoﬁypbheﬁy.ﬂ BiK2-bd- ot hiﬁ?\lﬁgrﬂ,&%;rszg@ggﬂ( gazy%sd (3H, s_/),5
phenyl ] oxazo rop n = :
1.8 Hz), ésé‘l(&ﬁ’ % 8% @Hrqzjl 7.28LP kff)(zhfzo fBH. 7t0216=§’55(15m m,
4 43 (2H, ExaniperﬁB 1 Hz) 3.92 (311, s), 3.90 (3H, s), 3.38 (211, t, J =
2.99 (2H, 1, 6.9 Hz) Exanple 176 A 0.4 g quantity
of sod})fhm hydri de \A%%l%spgnaed gn 23@ n [8f(5ie‘hd&ﬁ‘?§hmyléﬂmmlﬂ g of
1- ( 2- benzyymméﬁm@ﬂﬁﬂe 8peh3xdl .46 zﬁf@,icence Example 4
4- chl oronet hyl1-2 g\g cycI opr opyl met hoxy- 4- net hoxyphenyP) oxazo?e 03‘{ ai ned in
Ref er ence BREHpHe shigeéborvehsnddesazehet-atloenhyh] 1 eetbypl i ng. The
m xture wa é@if,{a@,g_dgog, 4 hauns @gg. f | uxi queous
sat ur at ed :E.:F-]TTDHJI_ um chl O?I de sol S%i’: sdﬂ {mi/gégtsla oerrfﬁe ?éaé(} @%milkt ure with
ice 35 cooJrH-m@ﬂR ACD@la)sﬁl:riBlfrﬁgj (flor, b5 &) N9, (WE] afi) Was 63ddess t (11, ey,
-132- and ex t4 on\wa r d w e |, ace Dr.yi ng_ erformed
W th anhyd?o%ésatcr%ggnglgl u?n gﬁl l?{ e and P%e‘f rsﬁcél ve%tgé\lla@Hr g V\gd]r%le Jeat i on
was per f or de¥’ usithgsa. 53193:d3§els¢olzj.m (sHhexpne..58e(By| scetate = 4 @ 1),
and the oggﬁ}ga% oo} rrpound was 5 dissolved in 12 ml of ethanol. A 35 ng

quantity | adi um car bon powder was added thereto, and stirring was

perfornmed under a Mjedmggenoaz nogpheg oveznoQm—dlﬁ@ﬂ:&@&ﬁbﬁgﬁ_)m&eqpved
by f||trat| ﬂ?fnd t he obt ined filtrate was concentrated. The residue was

purified u$ AYAARERG o al&?fiur]rﬂ BREFESMIfe Examphe| 490 Gidet o of=vhite]1) to

give @543 @bwﬂeﬁthL@ZpOWWKﬂdimatﬁg enyl)oxazol-4- ylmethyl} 3 -methoxy

cycl opr opyl net_ hoxy- 4- met hoxyphen oxazol -4-y1]-1-(2-hydro
phenyl )pro%%’%m&ﬁ*é elwmmteemélsan @helzalze(nlqmneg‘) 3571183“:X(aﬂﬁled1 J=1.5

Hz). 7.80-lg.nur (CDC1s) 8: 8.21 (IH, br s), 8.20 (I1H, dd, J = 3.9, 1.8 Hz),
7.65 (1H, s), 7.61 (1H, a4, J = 8.4, 1.8 Hz), 7.54 (1H, d, J =
1.8 Hz), 7.45-7.30 (2H, m), 6.92 (1H, 4, J = 8.4 Hz), 4.61 (2H, 4,
30 J = 6.0 Hz), 3.97 (3H, s), 3.96 (3H, s), 3.93 (3H, s)
Example 96

0.13 g of [2-(3-benzyloxy-4-difluoromethoxyphenyl)oxazol
-4-yllmethylamine obtained in Reference Example 46 was suspended
in 10 ml of acetone. Then 0.14 g of l-hydroxybenzotriazole and

35 0.19g of 1-ethyl-3-(3-dimethylaminopropyl)carbodiimide



7.44 (411, m, ‘7.00-6.87 (3H, m, 3.94-3.92 (511, m, 3.44 (2H, t, 157 =
7.2 Hz), 3.03 (2H, t, J =7.2 Hz), 1.37-1.26 (1H, m, 0.70- 0.65 (2H, m,
0.41-0.37 (211, m Exanple 177 A 2 g quantity of

4-chl or onet hy1l- 2- (3-cycl opropyl met hoxy-4- et hoxyphenyl ) oxazol e obtained in
Ref erence Exanple 11 20 and 3.6 g of 1-(23al |yl oxyphenyl)ethanone obt ai ned
in Reference Exanpl e 53 were d| ssolved in 40 mM of tetrahydrofuran. A 0.55

g quantity lb‘fdlgo(?a‘llﬁﬁfﬂ?d?l?cﬂé) Wds Fabfiedrnetbydt Bloptingtee vese| #ddpdafe the
stirring, ad}&tatﬁﬁ%dmsiﬁbgfﬁsﬂ@ﬁ atld thedmi hed &%@1&%& UEgS Was ieated and

refluxed for hour s ter the reaction conpletion an aqueous
sat ur at ed atffodieggitéan oridairso Wasi @ﬁnmradjdédumdt&;: eieduvwdhprmuceol aamg

A oo M Satie, Mas Shdddcro THeT SREIAAL ™ SRS Y8R5 'dabPloi s

m nutes, water was then added t actl on
et hyl abet ategfoTmedor g&hec orggmric wasyerastesd wdshiedwete et \wuta g8der, and

concentrat t he sal vent unde ressure. The

obt ai ned r€si g%"e V\I%.nge%url &%&d PP é@sgequ‘?tflﬁﬁn% gﬁﬁ‘@grﬁ%yc‘(’ﬁﬁ%xane
. et hyl aceﬂabmtograpr@(ri-@egaue &Hy10 aebtake | € DOﬂ\ﬂer;ahellﬂ(lﬁg 0.16 g of

al I yl oxypheny1) ‘L% %}% cycI | met hoxy- 4- net hox qr;g%@

oxazol - 4- yI"‘]%F&pBﬂ &~ §5 3’(18&1@‘)‘1185111?@’(93%/11 ny})exazog-41. 8
Hz), 7.57 (ylhletﬂ 113- mét@@’l Ic§lfnam?1dé Hz), 7.49 (1H, d, J = 2.1 Hz),
7.45-7.39 (2H_n), 7.02-6 85 (3H M. 6.09.6.02 (1H, m  5.45-5.26 (2H, ),

4.65- 3062 FIAR n()CDCE.3945339I>6( SJ:H ML, s3.42.4QH 1K, 4) & 7.2 9-|2H)z) 27 98 2H,

Beampl e 178 o (b 0P 42 (8 SOk 2okt o (5 - %’Eo%plenyn

oXazoI e obt(ZHned) i nt RX ér2§nc@ E3<am’jl é B5) ard 76. 88Hg of 1- (2-
al |yl oxyph%%}n%f% I*@pone obtained in Reference Exanple 53, 0.42 g 10 of

whi te powd I Iyl oxyphenyl)-3-[2-(3, 4-di et hoxyphenyl)
oxazol 4-yl ] propan- ¢- bﬁegwa“sNelbﬂa(mmylmﬂp—Mlﬁaﬂmtmwpnenﬂqanpl e
177, MR AEI SO0 ol S Akt oSk S B g6
17,1.5 Hz) was28{4sbhebd im 5 ml of ethanol, 20 mg of 10 % palladium carbon
powder was added thereto, and the mixture was stirred at room
temperature for 30 minutes under a hydrogen atmosphere. The
catalyst was filtered off, and the filtrate was concentrated to
20 obtain 0.12 g of white powdery N-[2-(4-difluoromethoxy-3-
hydroxyphenyl)oxazol~4-ylmethyl]—3—methylpicolinamide.
'H-NMR {CDC1l;) 6: 8.60-8.54 (1H, m), 8.39 (1H, d, J = 3.3 Hz),
7.69-7.55 (4H, m), 7.37-7.28 (1H, m), 7.18 (1H, 4, J = 8.4 Hz},
6.59 (1H, t, J = 73.2 Hz), 5.79 {1H, br s), 4.59 (2H, 44, J = 6.0,
25 0.9 Hz), 2.76 (3H, s8)
Example 98
0.12 g of N-[2-(4-difluoromethoxy-3-hydroxyphenyl)oxazol
-4-ylmethyl]-3-methylpicolinamide obtained in Example 97 and 0.15
ml of 1,8-diazabicyclo[5,4,0]undec-7-ene were dissolved in 4 ml
30 of ethanol. 0. 15 ml of (bromomethyl)cyclopropane was added
thereto and refluxed with heating for 3 hours. The solvent was
distilled off, and water was added to the residue. Ethyl acetate
extraction was performed. The organic layer was washed twice with

water, and concentrated. The residue was purified by silica gel

35 column choromatography (n-hexane:ethyl acetate = 1:1). The



10.5, 1.5 Hz), 4.65- 4.62 (2H m, 4.20-4.10(4H m,3.42(2H t,J = 7.2 Hz),
2.99 (2H, t,J =7.2 Hz),1.50(6H,t,J = 7.2 Hz) Exanmpl e 179 Using
0.31 g of 1-(2-chl orophenyl)ethanone and 0.59 g 20 of _ _
4- chl or onet hy1- 2- (3- cycl opr opyl net hoxy- 4- net hoxyphenyl ) oxazol e obt ai ned in
Ref erence Exanple 11, 0.11 g of colorless4aily 1-(2-

chl or ophenyl) - 3-[ 2- (3 cycl opr opyl net hoxy- 4- net hoxyphenyl ) oxazol 4-yl ] pr opan-
| -one was obtiined qruﬂ&aQﬁﬂmﬁahanwereasecnyﬁiammﬂaa hélngZEﬁ}+éﬂMRn6£D$13)

8. 7.60-7. 49-7.43 7.4 1 9-7.30 (2H

6.91 (1H, 3’?":(1%‘% sng?i’% T3, 991.“‘33 9?0(5|1Fg G (é’gllﬁ%H RowdgTE GNJ([ 3- 3 01

(2H t, J =ylpkppylie iy ngiﬂlthoﬁﬂinetﬁoﬁﬁp&r@fi)(ﬁ&komé y@méenpuaé (2H
of nethyl 3-[2-(3,4-diethoxyphenyl)oxazol -

Ex | 1 30Us]
g?]prggPoﬁéT% BP&PH%H%FHd%eV@?éﬂﬂ@”@?gnple 54 and 1.3 g of ethyl

3- ﬂethyprGﬁLNﬁﬁt%cnéli 0k, §§dé<§ﬂ 1 thyl 34- [ 2r(34 4
dlethoxyphenyl)oxazol yl met hyl |-3- ('3 Klpyrldln 2-y ) - oxop?oplonate
was obt ai nét#linnt+Ré §Hke %nﬂeﬁa”s §én (%nﬁ e 1207-7388H( N&{ @DC13) 28: (81,50

(1H m, 7-(1@0-J7:4Q.i41'1&),”)6.63 8% (1 g% 75,0 H2), 4.59 (2u, aa, J = 5.7,

6.9 Hz), 3.98 (2H, 4, J = 6.9 Hz), 2.76 (3H, s), 1.35-1.20 (1H,
m), 0.70-0.63 (2H, m), 0.41-0.35 (2H, m)

10 Example 99

Using 0.2 g of [2-(3-cyclopropylmethoxy-4-methoxyphenyl)

oxazol-4-yl]methylamine obtained in Reference Example 13, 0.11 g
of white powdery N-[2-{3-cyclopropylmethoxy-4-methoxyphenyl)
oxazol-4-ylmethyl]isogquinoline-1-carboxamide was obtained in the

15 same manner as in Example 1.
'H-NMR (CDCl3) 8: 9.60 (1H, m), 8.67 (1H, br s), 8.47 (1H, d, J =
2.4 Hz), 7.90-7.80 (2H, m), 7.75-7.65 (3H, m), 7.61 (1H, dd, J
=8.4, 1.8 Hz), 7.53 (1H, 4, J = 1.8 Hz), 6.92 (1H, 4, J = 8.4 Hz),
4.68 (2H, 4, J = 6.0 Hz), 3.94 (2H, 4, J = 7.5 Hz), 3.92 (3H, s),

20 1.39 (1H, m), 0.70-0.60 (2H, m), 0.40-0.35 (2H, m)
Example 100

4.42 g of sodium hydroxide was suspended in 160 ml of
dimethoxyethane. The suspension was stirred with ice cooling
while i6 g of 3-[2-{3-benzyloxy-4-methoxyphenyl )oxazol.-4-

25 yllmethyl propionate obtained in Reference Example 48 and 39.23 g
of 2-ethoxyperbenzoic acid were separately added, and then
heating and refluxing were conducted for 7 hours. After cooling
with ice, saturated ammonium chloride solution was added to the
mixture and stirred for 30 minutes. Water was then added thereto,

30 and ethyl acetate extraction was performed, followed by drying
over anhydrous magnesium sulfate, and the solvent was then
distilled off. The residue was subjected to silica gel column
purification (n-hexane : ethyl acetate = 3 : 1), and 13.4 g of
vellow oily substance, methyl 2-[2-(3-benzyloxy-4-methoxyphenyl)

35 oxazol-4-ylmethyl]-3-(2-ethoxyphenyl)-3-oxopropionate was



-134- 6.88 (1H, d, J =8.4 Hz), 5.20 (1H, t, J = 7.2 Hz), 4.20-4.05 (4H,

m, 2.99 (3H, %), 3.35-3.20 (2H, -m, 2.59 (3H %), 1.47 (3H, t, J = 6.9 Hz),
1.47 (3H, t, J = 6.9 Hz) Exanple 181 5A0. 8gquantityof nmethyl 2-[2-(3, 4-

di et hoxyphenyl ) oxazol - 4-yl nmet hy1] - 3- (3- et hyl pyri di n-2-y1l)-3- oxopropi onate
obtained in Exanple 180 was added to a-mgsture of 5 m acetic acid and 1.5
m of concentrated hydrochloric acid, and the resulting m xture was stirred
at 110C f orobkaioeds. After 10 cooling the obtained solution to room
tenperaturg m t acetate and 30 m_of saturated sodi um hydrogen
car bonat e sgrﬁ&qoﬁc’a@é ac?u5I1I3 18ddéd ther et-d Wah sti7ringt &#8 Jthrring
was further7.a@ati.paedsH The) organi-e. bayetu Wag ,disi eg py;@r @nhy4dl’9@U§1IJfl‘agfﬁeSI um
sul fate, an _cangent r at ed under reduced pressure The resi due was

purified by §iPi-dalget totdurtdtenforhto$r-dpHg) ( 1484 (élietﬁle 3.79- hekare ,=

: 1), apd fauptzher 1gepz}ystngl | hzgel (f;.r}pmtetjayi Ga@ehgs e/ n- hexane to give O. 28 g
of white powdery 3-[2-(3

di et hoxyph - 4- 1] 1- (3-net hyl pyridin-2-yl)propan-1-one. 114- NIVR

600 (1H o 3 = 1 reptacty EPERY ;U ety T4 (SihenfaiBel g o

Hz), 3.51 @ethoxyphenyl)oka2ohzd-yihedByl PHy- (2-ethoxyordnya)~32. 57 (3H, s),

1.48 (3H, ) (3H, e 182 25A 2 g
quantity o%’xﬁé{ﬂ%o@ﬁ{% d(t%]ainafi %ﬂo%%llj%ooi’gfolsuﬁpgg‘#%dmo tat of
obt ai nk@ | ptRehel en6® kXxanpl e754 auydr&bﬂmgd)facgrdhwasza@ﬁ@gxyﬁgggwt enger e
di ssol ved | m of. di net hyl f or ram de. 81 g quantity of sodium

10
t - pent oxi dgﬂﬁagu%%é’ﬁﬁt edreth aFE}er@SEJF?‘% Aeandohtr i A teangtanding

m xture waso3@olli,r rewk f OryAQIN ngeRsardle WEE@CUOQ@e&éﬁ Upe Wasfairther
stirred at roomtenperature for 5 hours, and ice was added thereto.” An

aqueous sal'@FBedd YarhonY#RIChPBRI d%1§8PE‘P1PY¥n fhBenddeadt v, trmtebye
m xture wagisiainged.s. Thegr eget i @k ¢d Xtk St wat er
was t hen agded thggr eto, g nd extracti or;l) \E\Vra?s\' 5 lpe(rzf %?ﬁ%%%\?et%%lg]t Ey ze3cet ate.
The orfani BYREYEY- Wtﬁﬁmfwh)ﬁxazqigﬁi Wdpeepamilconand concentrated by

renovi ng t \; r of gdu pr essur T obt al ne due was
purified b;ﬁes |(:(§Bg% gégl l? 30 ﬁr?ghaéog']rgap%/ (Rleﬂexg g‘l &séhﬁ deétard = 1
. 1). The B%1 ai hedB-yel7low28i Iw)sub%améﬁ was addedl 4 61z3 ,n7xo06r @mf a5 gl of

5 acetic agi - fo €0 rat y ochloric t he

resul ting mgt'ﬁpgz vvag EPI ?r%% a 1&' ﬁﬁ(‘)ugs ‘Emte’gS gr&é ggoot e -

m xture tosyoomdZertpé;atur&,= 30 ariHzof &tml(zucetat.e angl 630z, ofssqkyr at ed
sodi ur9J1yd£ dfz Galy bﬁn?te solution were gradually added thereto with
stirring, stirring’was further continued. 10 The organic |ayer was
dried overEmﬁiBamam magnesi um sul fate, and concentrated under reduced

pressure. The resi we \Qﬁs purified bé silica_gel colum chromat ography
(ethyl acetate : ¢ quantity ofnd- f%&Wﬁ%ﬂY@rw&zc@s@ﬁ@Xﬂere

recryst al | 4-zestHoxgphehiy) o@@@tlaue{zm;h@@ﬂelt&@ Mo Lirft@ G rOf el ﬁefﬂder y
3-[2-(3,4- 15 diet honi%e phenyl ) oxazol -4-y1]-1-(2-et hoxyphenyl)propan- - one.

1H NVR ( CIXES3) §Uspe d(lHlndd 229 = ffrls oD 1 effppno¥, 6019, 5 (26€ niL, 8-

(511, T Sragfieobs: el -Gl o 6 Werdirappetr] L 0 20

1.48 (3H %Yclyprowarzerrzgre BagRd( shr:mto ) and7spip0kR) wab, ¢8n(113¢tedt fod 5 7.2
Hz) 3: th henyl ) o 4-

pr opi onat ehooulgftsai%rilieggl %E%e? s e%%% I%zf r%r%ghs 0A%c{tgrrpor}lé % 'ﬁg %fr%léé:h%%lt 0
185 were dbtdafrmer@duqe@ h@rwmarermwamr agasd md&aanpémyﬂlsaceﬁaﬁpéﬁrh&ﬁloﬁ5

L R e it Yo ol DD ey SRS
7. 40- B025 s(xﬁJEb,terr)and?dﬁ:(llﬁlg ’61)& sﬁ:«l%n(:ldﬁf d Tde -r&uliu@zﬁas“s =4t0% (6H,
n'),349 2H, z ]_uanr 02 (2H, t,J—7230HZ) 1.47 (3H, t, J =
7.2 Hz), 04731?%5?? ggt g0 ?uﬂiflcqt% ((3phexaney ethylpagpate = 4:1),

and the obtained crude crystals were recrystalized using ethanol,

thereby vielding 4.4 g of white powdery 3-[2-(3-
cycropropylmethoxy-4-methoxyphenyl)oxazol-4-yl]-1-(2-ethoxy
35 phenyl)propan-1l-one.



Exanpl e 184
3-[2-(3, 4-di et hoxyphenyl ) oxazol - 4-y1] - 1- ( 3- et hoxyphenyl ) pr opan- 1- one
35" H-NWR (CDC13) 8: 8.00-7.95 (211, m, 7.60-7.50 (211, m, 7.43 (1H,

136- s) 6.95-6.85 (3H, m), 4.17 (2H, q, J = 7.2 Hz), 4.17 (2H, q, J = 7.2
Hz), 4.09 (2H, q, J = 7.2 Hz) 3.34 (2Hide- J = 7.2 Hz), 3.01 (2H, t, J =
7.2 Hz), 148(3H t, J = 7.2 Hz), 1.48 (3H, t, J = 7.2 Hz), 1.44 (3H t, J
= 7.2 - EMEMHCBCLE58: 7.70 (1H, dd, J = .8 Hz), 7.56 (1H, dd, J
3-[2-(3, - h XY, yl]:1-(4- h h nI propan-1- one
1H NVR (CDCI% g*thtYA))Séa%@H(ﬂH ;)7 4£1 "(%7 gé (& % (17£04-6.39=(3g
), 7,09 @ 443 128,940,7 2 4. IzizI)Iz)63l®3(3H91d(5HJ M5 4.40 (), 14 46 (2H
, :7 4—1%) gég J—72_}i) ,J—72Hz),338
2H, t, V)" o&”ﬂz 6 F7) H%)Sll(% 3HI £, 7P HaY, 21 1))

(

q

(

1. 48 (3H, t(1HJ m)7 8.617)0.6k 40H( 3, ©.4d-7. % ?(2HZ)mREanD| e 186 15Using 2
g of dinet hgl 2-[2- E3 4- bi s(benzyl oxy)phenyl) oxazol - 4-yl net hyl ] mral onat e
obt ai ned i Exanple 56, 2.2 g of pale yellow oily nethyl

2-[2- (3, 4- bi shenzyl gxypheryly.ax yil pet TG, t byl py in-2-y1)-3-
oxopropi onate was obt ai neg |q)rf t@)ép}saofrfe 1@%%%%&%;:5?}{&@3 9 L? (8;0?‘ 4- NVR
(CDC13) 8: ‘smegh :_Emherud)o\xazoh—dayljlp:gopﬂr) 1-'bn59-o‘bta&n(ad5h:h E):am]_ﬁ.e94ldllll

((jBH:J :) Exanrple%%#%“asg17 . H tﬁ)%lstt?%h?g ?126%3 en%yl d%ifyprﬂerr%n) 25

oxazol 18- yldrerhpityEig[S, rmvﬂlyﬂlqb@,crwdenez-ayl&i) {Bzexqpr@ﬂ BERyE 0bdAieNfbrdN
Exanpl e 186, dg, Z%hg {: whj t(f owder 3§:[

di hydroxyphe yi) SRELEre ftq‘fﬁ/ﬂus e %t‘r‘ﬁﬁ piﬁ%’iﬁeﬁl 0¥ fphepsh whillene
was~ obt ai neéeatnng hmcsmmamgr ﬁﬁtdg:ﬂ @s&&mhﬁngl&ﬁff EenbhY (del3eficed 46
(1H, br s) 932 i") J 30= 3.0 % 7.80-7.76 (2H, m,
7.54-7.49 PIESS ‘ﬁf ﬁ%t?r( Bs add%dr— eifhfilrat?eta?tez%(tzﬁp kn WRs=perEpTIRdl
Hz), 6.82 (EatttloﬁledJ 5 8. aﬁza 3ot ( 2, e
7.5 Hz%s 2,51 (3 o) Y Exampl o 188 “Hhbijdrots™ ?naénééim %%li(a?tg ‘and
3-[2- (B 4- &ﬂ-ﬁ*;‘, }%ﬂ&)h@?w%)‘(&ﬁ*él off. 3ghe residue was subjected to silica

yl met hy1] - 4= 3voetidy! ByFiEi | ¥pL Q,ga{]., b n_ =1 | e
187, 35 ngéof white gvvder cfht%.oﬁ )(H 3 e CEB ¥ %@b@g% = 3 §7 Qer@%
trifluor oefﬁﬁ%"}}%é}?ﬂﬂ ox 8 %dfvhlzteymPWQeI(&B%fétZhf/qulth;kyMZmyﬂl)oxyphpay&] one

was obtain 1 a 1H NWR (CDC13) 8: 8.50

(1h d, §Q3£§lﬁ{|zu)%"ﬁ a8 (gt e‘hﬂ%’%gm% %17y, 7. 65 (1H, )d, J=1.8

gz)J 7. 584{&445[%1\1111 ,(CDC%; B.M4 Hz)'o 719 ddng s?_ly .4, SjjS 87}22& (azHEGmlHOId(Qg G1H, S
—_ t,

- 2'%_?3) H§55 (é o8- ﬁf? fr% 7”7%&9%219 M 6laok o (%H Pn)

10Usi ngO. 76g1cbf4nbhlﬁbt9(1méﬂﬂyls)2,- (334et tmxy -&- Jvet Bogyphenyd.poxazmg & otqt ai ned

in Referen a 1-(2-all yl oxyphenyl) et hanone "obt ai ned
in Refer enge Eézg)n'pl € %éj (%Hg %? whi te powdery

1- (2- al | y1exambien\Iby- 3 [2 (3- ethoxy 4-
met hoxyphenyl ) oxazo] - 4- p one was obtained in the sane 15 nmanner
as in Exanpie 177. ANPN’?\I/F%} %t%ﬂ?%ijSOf?l?&(eﬂhomhegﬂ) B-42-93thydrpxy7. 56
(1H, di% J4-m&l'fbxy§)hénﬂ)o akoalal Ybpad-T-énd EBtaink /-
7.02-6.89 (3H, m . 6. 12-6 01 (LA 1}%9 2oz (T a2y 3514%“ ﬁg‘g&%g) 1815 28
(1H, dd. J aﬂ?SUﬁP@ﬂM 9411651@ 62‘1(2I-<Pf rr)etmanm (2H).30q,9J oF6.
:(3332 5313' dﬁzab%.c@%lg?(g rr% {Oe]u;ldecli‘ Lot )ana? 099 4( i ok a‘il 7bromH%ié Wer

’ added thereto and stirring was conducted for 3 hours while

heating and refluxing. After distilling off ethanol under reduced
30 pressure, water was added, ethyl acetate extraction was performed,

followed by drying over anhydrous magnesium sulfate and

distilling the solvent off. The residue was subjected to silica

gel column purification (n-hexane:ethyl acetate = 3:1), thereby

yielding 0.2 g of white powdery 3-[2-(3-allyloxy-4-
35 methoxyphenyl)oxazol-4-y1]-1-(2- ethoxyphenyl)propan-1-one.



A 2 g quantity of 4-chloronethyl-2-(4-benzyl oxy-3- ethoxyphenyl)oxazol e
obtained in Reference Exanple 63 and 0.96 g 25 of

1- ( 2- et hoxyphenyl ) et hanone were dissolved in 20 nl of tetrahydrofuran, and
0.47 g sodium hydride was added thereto. After foam ng, the reaction

m xture was heated and ref |luxed for 3-hogrs. After cooling, the reaction
m xture was added to ice water, and extraction was perfornmed with ethyl

acetate. THE-BMRa(CRCB0 Bayie.rmvve(anaadmedewth syaties, Hey ] ed. sBvqnuIBgNESF um
sul fate, and goncepntga uc d res ure he reldue ) purlfled
by silica gelgcic:’l uir)mEg cﬁggma?ogr a{aﬁg “h xanzL fat%o\/\? rﬂ)) to

give 0.4 g afocecel ool esrss mqwderys%lc% ((4ﬂbem;yls)m-3 29 (2H m),4.67 (2H,
et hoxypheny,. )gxazgl %2 et hoxyphen propan | -one. 351H NMVR CDClS)
8 7. 70 (14 dd By % B5=763 3.92383Hm)s) .6.39%2 ( t,
J = 7.55M), & 937(hHqu é Fo7(mHz, b 497 (ﬁ'ﬁzgs) 1. &71%&21& £z 36'9 6.9
Hz)413 oH, q, J = 6.9 Hz), 3.41 (2H t, 299(2Ht,J
6.9 Hz), 1.8(3Ht,J:69Hz)147(3Ht, :69Hz)ExarrpIe191

[

Usi ng 3-[2-(4-benzy ath Qgﬁé}% ao
(2- et hoxyphenyl )S)r oggﬁﬂ 3%33 %E%{al 1-l)ﬁszéarrpl 3%%8}“?& oﬁegis?cs’x%l |y

3- (2- ( 3- et BORYY L) d¥arxPphithyrgreraiobnd- y 1dbtairddet hdxy plEgaayp:)@ropHn | - one

was obtain | e CDC13) 8: 7.70

(ks S 5 SmbBuds P IERBORET 3 do b V?Qre otFaisad” T S5 minely )

2.1 Hz)0 724547 BEGPis WP2.6.97 (1H, t, J = 7.5 H), 695(1H d J =75

), 6,93 ClH 4, 8.1 Hz), 5.89 (1H, s) 4.20 (211, q, J = 7.2 H),

4.13 (2H, & 2 Hz), 3.41 (2H, t. J = 7.2 Hz), 2.98 (2H t. J = 7.2

Hz), 1.47 6312:(3- cyhlép@nﬁyiﬂ@y 4lmé%hé§9ﬁhéhyljoxaﬁhil4H§1]E%EWEﬂ e 192

Usi ng 3-[ 2- P('3 et hox - 4- hydr oxyphenyl') ozazol - 4-y1] - 1- ( 2-

et hoxyphen§s Lign P%rb'tjalol‘?&d in Exanple 191, colorless 20 needl e

crystallln%{when %%?cy%vbswﬁopaéyp@eﬂy% 92820 v 51 (2H,
NR’R;(

y1l]-1-(2-et hox%xp one was obtai ned i'nthe sarre rranner as’in
Exanpl ¥ 111) -1 B) . 7679916488 PH. M}, 74588 1{ BHHAr .,54-.1251
(2Hrr) 7(48- 12 3% (21, 9Ny 639788(§let 5 69 d,,25 J
27 5 by 4 BRT I sept, Ty o o%sz R St LHﬁJ: 6 9§I-é%)|_| £33 (2on,
q, J = 6. 9(?&) t3.42=(919 Hz), JZ£471581H256H2 r@)g (121515 1t 60 J(2H,7.10) ,HA). A71. 47
(3H, t, Hz H t, = 6.9 Hz), 1.37 (6H, d, J = 6.0 Hz)
Exanpl e 19§3§38tA 2':a 9825962%4%“ ty of 2- (3-benzyl oxy- 4- met hoxyphenyl)

oxazol e- 4- Bapmpleddidpde obt ai ned in Reference Exanple 64 and 1.72 g of

1(2 poy /1) e, wer soI d.in i A 2.66 ¢
quant ? E% ss:"lsg)trbﬁhgar din\g%gﬁ\%a edlé}" of:ﬁﬁ?gt'loylénﬁj F‘fx %W@WS
heat ed andpmpa:rr-eid-oae 120C for 22 35 hours. After cooling, the reaction
m xture wa e? to saturated -139- brine, and extraction was perforned
with ethyl at EPCHle Oor §afl o ity &4 wds=whshed B £ lwa¥ €35 abidl.t Hen dri ed

over anhydsogis4 magmesizym s18d que, andsthe 510|H\ﬁq>nt7V\@§~7r agoyed, upder fgduced
pressure. he resi due was ur| fied % silica g ( col utm 5 chromat’ogr aphy
2

(n- hexane %%t 11 Jacefal & )33 99) (3B of e 3 882(Ylofd.cl 5 PelHDi.| .42

(E) - 302~ ( Baibenzylooxy 742 s hoxy pbenyl) oxazol- 4- 2c08 2.23- m
yl]-1-(2- pr0foxy%henyl 26pro en-1-one. 1H NME 13) 8: 7 80 ((lfH %)
7.79 (1H, H:483 BH5t3 ?. 89). 7185 (8H, &), J7= 5197H82 (7H, , 7.04-6.95
(3H, m, SEQénﬂl%H,los,) 104. 05 (2H, t, J = 6.3 Hz), 3.94 (31-1, s) 1.88
(2H, sext.7 3 =6.3Hz), 1.08 (3H, t, J = 6.3 Hz)

1-{2~ ethoxyphenyl) 3-[2- (4-methoxy 3-propoxyphenyl)oxazol-4-

v1l]propan-1l-one

30 'H-NMR (CDC13) &6: 7.70 (1H, ad, J 7.5, 1.8 Hz), 7.56 (1H, ad, J
= 8.1, 1.8 Hz), 7.52 (1H, s}, 7.45-7.40 (2H, m), 7.00-6.89 (3H,
m), 4.13 (2H, q, J 6.9 Hz), 4.05 (2H, t, J = 6.9 Hz), 3.90 (3H,
s), 3.42 (2H, t, J = 7.5 Hz), 3.00 (2H, t, J = 7.5 Hz), 1.95-1.84
(2H, m}, 1.47 (3H, t, J = 6.9 Hz), 1.05 (3H, t, J = 6.9 Hz)

I



Exanpl e 194 Al. 82gquanti tyof (E)-3-[ 2-(3-benzyl oxy- 4-

met hoxyphenyl ) oxazol - 4-y1] - 1- ( 2- pr opoxyphenyl) - 2- pr open- 1- one 15 obt ai ned
in Exanple 193 was dissolved in 50 m of nmethanol. A 200 ng quantity of 5%
pal | adi um carbon powder was added thereto, and the m xture was stirred
under a hydrogen atnosphere at roomtema@sgature for 2 hours. The catal yst
was then renoved by filtration. The filtrate was diluted with 100 m of

met hanol , &prPdesd08ny of 10% pal | adi um car bon powder was added thereto.

The i xt ur tikr ) phere.at r.oomt rature for
3 hours. TﬁBevk?Zt(gl glétﬁgxt/as re%%\(j/le&d] et%%xﬁr A ?Jr?xaéﬂih éﬂélo]s"g]l"\ggg%

renoved underenyddprepampiessier e. Di| sopropyl et her was added to the residue
for crystalllzatl ve 0.78 25 of _col orl ess powder

g
3- [ 2- ( 3- hydFioRdR &H?é%lﬁéx%h%ﬂ;ﬂ NdKaz8f- 42 = 7.5, 1.8 Hz), 7.57 (11, dd, 3
yl]-1-(8- prﬂmwpheraylﬂ)zpr onaazlfme s LHNMB- ¢ Clog1 821 8: m)7 7@ 9(71ls| s@ldhznl =
7.5, 1.8 Hz 7.55 111dJ %@753 (1H, dd,
7.42 (1H, dHd, 6309-.90 Gl my, 572 A9H(2E) m), 9171(71511 Hd(‘lHJ B)7. 35900 9
Hz), 30 (1H3mbr % 8. btz 89 02
HZ). 3. 94 I(-dSH ss? 3435 (GH %t 3 ﬂEHHﬂ %35)598((22ﬁt 5 §2§4H7Q8 (2H,
sext., J =2%56-Pr§2 (12}06m()3H1 47 CBH: 5 6JE=x&mSI Bz195 -140- ng of colorless
povvdery 3- [ReafB1E Ty - 4- met hoxyphenyl ) oxazol - 4-
yl]-1-(2-p | ) propan-1|-one was obtained in the sane manner as in
Exanpl 80103- [2H(NNR11(C@DCE3y1eBhoﬂYPHEn§rlrbXahﬂ>,l 3-%17-B; ( 2eBhbRyphehys9- 7. 40
(4H, 5 rr) 6,97 { t, J =7.8 Hz), 6.94 (1H, d, J = 7.8 Hz), 6.91 (1H,
d, J = 7.8PRy 1‘§1e(2H q, J =6.6 H), 4.02 (2H, t, J = 6.6 Hz), 3.92
(3H, s), 31143\11~(uil-dcnfc,13)1 6'— 77 %HHH 3dc90.J(ZH,7 B 1.8 f?.vif HZ)sn %1137 dd2HZHJ .

sext., J = 6.6 Hz 1 49 3
Exanpl e 196 L4 .?19530 (1%{960]: AP Hz)( 7452759 (2H m)

3-[2-(3- hyadr. oays%me@mxyrpheayhbomzpl(éwlh)1 $ 201 oRoXxyyhenyh) pygpan- | - one
obt ained in Examtgl e 194, 67 of col orl ess oily

3-[2- (B2 cydl GpdntyHaky- A- 0%t ypheryl®) 7-2 Hz), "1.90-1.86 (2H, m), 1.57-
oxazol -4-yi]a3- (Q;,prngponypble(m{) Rropan-1 -opg)was obtained in the 15 same
manner as in Exanple 102. ~1H NVR'(CDC13) 8 °7.71 (1H, dd, J = 7.5, 1.8
Hz), 7.55 EXRIDIRII10 = 8.4, 1.8 Hz), 7.51 (1H, d, J = 1.8 Hz), 7.42 (1H, br

t7’5JHZ)7 51ggize1%103%p hg_,lg)a %?Z &égb@wgél({l{fc?p%?@lgxgﬁ Ht,dJ %of

6.6 Hz), 30B@Z0BH-vd)lprepas-Y{rE t, J = 7.2 Hz), 2.99 (2H t, J = 7.2 Hz),

L2Jsi0ﬁg?d(3 %qﬁmdroxyi )Oiﬁe(?*@pﬁéﬁyl 51%5(2 ?)4 1] le ) 7.667.63 (an,

(2- pr opoxypheny} 3@ byfn- ( 2Honen)obt7aioned. 9 Banpile 141413 q@Hor lagsg 25200l y

3-[2-(3-is op - thox az (2- pr.OpQxy

phenyl ) pr o%gg tp)é%edtwas dbtai’ neéc})gl %105 é?1~:9612rré)‘4’#an‘ﬁér ‘[% A 2Ex abpl & =122
(CDC13) 8:HZ)712(9bH(2dd, t) F 7.B,2 Hz8, Hz)52 1187 ¢1Hy J-JIdz Yiz)8. 14J472(éHHZ) ,
7.54 (1H, 79|§29 H§) 7.42 (1H, ddd, J = 8.4, 30 72 1.8 Hz), 7.39
(1Hs) 6-970 (18- FpF2 :72Hz)696(1H br d, J 84Hz)691
(1H, 5 J Bxd@aghdiayi 4. 65 (1H sept J=6.0 H), 402 (2H t, 1 =7.2
Hz). 3.90 (3H 8). 3.43 (2H t, J = 7.2 Hz), 2.99 (211, t, J = 7.2 Hz),
1.87 (2H, sext., J& F9 SHzO}uaI&t%@' EH1- (2-ethoxgpbery} ] -3 (@6 (B Igdroxyd =
7.2 Hz) 35, BXAmephay1) odb

Usi ng3-[ 2- ( 3- hydr oxg 4- rr%s? hox;}Lpheny? ]i)oxggo %nej/ﬁbtla-lmed tn Example 101

( 2- pr opoxypERn@PisErPépad- 1rond0ottlai aEd dimethuhpdmnaigfe, cod oatd egs qgfowdery

(2 pr opesy A LR AE o, 15 s PRB o e RRBOREEL Hero oo @emeten
a

npl3® 102nd stirring was conducted overnight at room temperature. Water

0

3-
1-
Ex
was added to the obtained mixture, ethyl acetate extraction was
performed, followed by drying over anhydrous magnesium sulfate
and distilling the solvent off. The residue was subjected to
silica gel column purification (n-hexane:ethyl acetate = 4:1),

35 and the obtained crude crystals were recrystalized using ethanol,



IHNMR (CDC13) 8: 7.70 (1H, dd, J = 7.5, 1.8 Hz), 7.57 (1H, dd, J = 8.4,
1.8 Hz), 7.50 (1H, d, J = 1.8 Hz), 7.45-7.39 (2H, n), 6.97 (1H, br t, J =
7.5 Hz), 6.93 (1H, br d, J = 7.5 Hz), 6.91 (1H, br d, J = 8.4 Hz), 4.02
(2H, t, J = 6.6 Hz), 3.92 (2H, d, J = 7.2 10 Hz), 3.92 (3H, s), 3.43 (2H,
t, J =7.2 H), 2.99 (2H, t, J = 7.2 HpL09L 87 (2H, sext., J = 6.6 Hz),
1.41-1.32 (1H m), 1.06 (3H t, J = 6.6 Hz), 0.69-0.63 (2H m), O.40-0.35
(2H 1) ExathfRebroyielding 32 {92 @3oRyuhblke-RPwiertiokybhertjpoXxprbemil) 43y 12~ 1-
é‘fyé 2- PI 0P Ry PRRRYLLBLP DA nBRGIA) B8 b1 PATREpd?h 5. O | ess needl e
3- I[2 (3-(3- llﬂulgmyl(omm;MBrrevhwymen)dd) ,0xaz01745y1]1- &- ﬁ%prpmlzcﬁﬁ/g@?g%ﬁcﬁg;)pa
n-1-one was t.al,ne a

8 7.71 (1|5F’ c?a 45%7 %) 79 éFS 7@2%8(91&31{ r@é% 48g% Blomyy4-18 52
(1H, d, 5J Hzx, OqHZ)I 764§2 }(zJ)H 3d3|91 (3?H s7j 73. 225(2}11 &, Hz)= "754Q1z()1|'h & ,
69(1H9(d?ngtHz %Hbr J = Hz). 6.91
(1H, d 5 G ¥, -579§ {{?LH deft7 (ﬁHz I? 16-3, 5% 83+-Iz°’)9 (§H19d( 1H,= ddd,
J =17.3, %3 nk)5 Hz), 5.11 (1H ddd, J:103 3.3, 0.6 Hz), 4.14 (2H, t,
J:7.225Hz)402(2HtJ— 2 Hz), 3.91 (3H, s), 3.43 (211, t, J =
7.2 Hz) 2.99 (2H, Usipg=l 7(223F;IE§’XY@€6’{¥1()2|3I"[%'r(f'q‘hYﬁrﬁXIS—@"m&ZZ)mXﬁ 87 (211,
sext. Hz 0

or 3. L2, Eretyni ool il Torbpanb T £o8 Crdor il © 800 mxampie 101,

(2-pr ob@xy@muy% o@%rﬂ}qamﬂuesoblamedzpnw@amﬁtamaa imotiey lseme maadre
crystalling3+[2a(3- é)ﬁlﬁxy-4- nmet hoxyphenyl ) oxazol - 4-y1] -

1-(2- propoxypﬁeny opan-1-one was obtained in the sane manner as in
Exarrple 10Exampld2i1.7, 1.8 Hz), 7.40 (1H, s), 6.97 (1H, td, J =7.7, 1.1

Hz), 6.93 lH b 1H, = 8.5 12 (1H, ddt,
J = 17.3, gh%’“ﬂé}enyg)ﬂl% '88%*‘&53":3'%?:%;ZB?IGEﬂPC%O%E}OXYé 31 (1H,
ddd J = 1@>h5ny31&;az:b154l=lgrl}pfbgﬁﬂz (J_theat J 5.5, 1.5 Hz), 4.02 (2H, t, J
63Hz) 13.92 (3H, 35, é-lz : = 2Hz) 2.99 (2H, t, J =7.2
He) . 1187 (BrMRe{GDCLs) 8- 6737 3, 681 (0?61 (3N, t7-69 {18,3dh)T Exabefl 1201
Using 0.1 g.ab-3:32- (81 hyel,0xy 08=geshopstpheny! 40%azebr, 19, 7 = 8.4 Hz)
4-y1]-1-(2- propo phenyl)pro an- 1-one obtained in Exanpl & 194, 67
col orl ess fondef $3-9-2- (g-éy | Bolut - B8t h3bky -h.ndt-B8x{2H, t, J = 6.9 HZ)

phenyl )Oxaé0b94 ¥] -tL- (12=PE 0paxsphenys ) n- h-ong obtained in the
sane nmanner as |(n ']Exarrple 111%%!— NVR %;D(fl%) 'IJ %%@%lH, dd, J =7.8, 1.8

Hz), 7.56 Expppdel 118 15 = 7.8, 1.8 Hz), 7.52 (1H d, = 1.8 Hz), 7.45-7.40
2H, 649 ], = 7.8, H), 6.90 (1H, d, J
{ 8n2Hoz) 34%&%2" clé’;’]’ eﬁ”%“%%??m%ébéﬁﬁ‘ﬁgﬂfmﬁa@lé%y ‘)1,"@.' 05 (3H
s) 3. 44 (ekhoxyplenyl)p2ope)-1-®n80 (2H, t, J = 7.2 Hz) 2. 86 (1H quint, J
=7.2 H -1.84 (6H 201, = 7.5 He
Exanpl e )202& 1808 2(&)%1()2%5 n§02“[%g'- #éfhd’g(y 3: g)Q 5.5, Ifzr)l f | uéﬁoépﬁoﬂ?) -pHeny| %
oxazol e- 4- eargbdl, dehpdelzoht &i.5ed (IJ.H Ref,ereneel E&amabe 6545 pRl4® v, ow)oi |y

E)E?aza i [?}gﬂq'ﬁyp @5‘&559\3}1 rqu; - %g‘gtenfxy) \%s)] o%?g?néaﬁ nfhhe -8&me

rrannerz:'as i BH Exanpl e= 160 }ﬂzl-)-leR4QCDﬁl3)t8J7 8732(1=1|ﬁ) da.do =(A&b. Q. H%I): 7.81
(1K s), 7,76 (14 "dd 3 = 8 4, H ). 7.69 (1H, dd, J'= 7.8, 1.8 Hz),
7.69 (1H, d:2302)p 4-991.86 43 (1‘!10 dl-7P-1.$8, §3Hy)m) 7 Lgty 1(3H. d@d 3)=30 =

8.4, 7.8, §.8 i), 174@11(;;&4(2@1r Ih 31 10314052221&%%9 (1H d, J = 8.4 Hp),
6.98 (1H, br d, J = Hz) | 6 (2 —84Hz)406(2H 1, J=6.3

Hz), 3.94 Efwnpl@ 1114 90(2H sext 63Hz) 1.09 (3H, t, 6.3 Hz)
XAl 203, AR s %%%g%éﬁin%%%f% SR P e §°F%2Ex;ﬁ3f"e
202, d¥l or ¢Ekexymdwaedy pBop@r{4onet hoxy- 3-( 2, 2, 2-
trifl uor oethqxy) RAEAY !\ gxazol -yl (4 Er9P§’f(yf.hse%|)),p[;'?g?nfllﬁ, aa, J
= 8.4, 1.8 Hz), 7.50 (1H, 4, J 1.8 Hz), 7.45-7.40 (2H, m),
7.00-6.88 (3H, m), 4.14 (2H, q, J = 6.9 Hz), 3.95 (2H, d, J = 7.2
Hz), 3.90 (3H, s), 3.42 (2H, t, J = 7.2 Hz), 3.00 (2H, t, J = 7.2
35 Hz), 2.48-2.44 (1H, m), 2.04-1.86 (2H, m), 1.63-1.50 (4H, m),

1l



one was obtained in the same manner as in Exanple 194. 5 1H NWVR ( DMSO- d5)
8:7.83(1H,s), 7.62 (1H,dd,J =7.8, 1.8 Hz), 7.57 (1Hdd,J =7.8,1.5Hz), 7.55
(111,d,J =1.5 Hz), 7.51 (1H, br t,J =7.8 Hz),7.17(1H, d, J =7.8 Hz), 7.15
(1H, d,J =7.8 Hz),7.01 (1Ht,J=7.8 Hz),

-110-~

1.45 (3H, s), 1.39-1.35 (2H, m)
Example 115

1—(2—ethoxyphenyl)—3—[2—(4—methoxy-3—(4—pentenyloxy)phenyl)
oxazol-4-yl]propan-1-one
5 'H-NMR (CDC13) 6: 7.70 (1H, dad, J = 7.5, 2.1 Hz), 7.56 (1H, 44, J
8.1, 2.1 Hz), 7.51 (1H, 4, J = 2.1 Hz), 7.45-7.39 (2ZH, m),
.00-6.89 (3H, m), 5.87-5.81 (1H, m), 5.10-4.99 (2H, m), 4.17-
.08 (4H, m), 3.91 (3H, s), 3.42 (2H, £, J = 7.2 Hz), 2.99 {2H, t,
= 7.2 Hz), 2.27-2.,22 (2H, m), 2.04-1.95 (2H, m), 1.47 (3H, t, J
7.2 Hz)

o " I (¢

10
Example 116

3-[2-(3-cyclobutylmethoxy-4-methoxyphenyl)oxazol-4-yl]-1-(2-
ethoxyphenyl)propan-1-one

7.5, 2.1 Hz), 7.56 (1H, dd, J
2.1 Hz), 7.45-7.39 (2H, m),

'H-NMR (CDCl3) &: 7.70 (1H, dd, J
15 = 8.1, 2.1 Hz), 7.51 (1H, 4, J
7.00-6.80 (3H, m), 4.13 (2H, g, J = 7.2 Hz), 4.07 (24, 4, J = 7.2
Hz), 3.90 (3H, s), 3.42 (2H, t, J = 7.2 Hz), 3.00 (2H, t, J = 7.2
Hz), 2.96-2.85 (1H, m), 2.20-2.14 (2H, m), 1.91-1.80 (24, m),
1.45 (3H, t, J = 7.2 Hz)
20 Example 117

I
fl

1—(2~ethoxyphenyl)-3—{2-[4~methoxy-3—(3—methy1—2—butenyloxY)
phenyl]oxaiol—4—yl}pr0pan—1—one
'H-NMR (CDCl3) 8: 7.70 (1H, dd, J = 7.5, 1.8 Hz), 7.57 (1H, dd, J
= 8.1, 1.8 Hz), 7.51 (1H, d, J = 1.8 Hz), 7.00-6.89 {(3H, m), 5.55
25 (1H, t, J = 6.6 Hz), 4.64 (2H, d, J = 6.6 Hz), 4.13 (24, q, J =
6.9 Hz), 3.91 (3H, s), 3.42 (2H, t, J = 7.2 Hz), 3.00 (2H, t, J =
7.2 Hz), 1.77 (6H, d, J = 6.6 Hz), 1.45 (3H, t, J = 6.9 Hz)
Example 118

3—{2—[3—(2—cyclohexenyloxy)-4-methoxyphenyl]oxazol-4—y1}-1~(2—
30 ethoxyphenyl)propan-l-one
"H-NMR (CDCls) &: 7.70 (1H, dd, J = 7.5, 1.8 Hz), 7.60-7.57 (2H,
m), 7.42-7.39 (2H, m), 7.00-6.89 (3H, m), 6.00-5.92 (2H, m), 4.88
(1H, br s), 4.15 (2H, q, J = 7.2 Hz), 3.89 (3H, s), 3.42 (2H, t,
J = 7.2 Hz), 2.99 (2H, t, J = 7.2 Hz), 2.04-1.80 (4H, m), 1.72-
35 1.53 (2H, m), 1.45 (3H, t, J = 7.2 Hz)



4.80(2H, 9,3 = 9.0 Hz), 4.06 (2Ht,J = 6.6 Hz),3.86(3H,s),3.33(2H, t,J =
7.2 Hz), 10 2.84 (2H,t,J = 7.2 Hz),1.79(2H,sext.,J = 6.6 Hz), 0.99 (3H, t,
J = 6.6 Hz) Exanple 204 Using2-(3, 4-di et hoxyphenyl ) oxazol e- 4-car bal dehyde
obtained in Reference Exanple 66, pale yell ow powdery (E)-3-[2- 15

(3, 4-di et hoxyphenyl ) oxazol - 4-y1] - 1- ( 2- pnapoxyphenyl) - 2- pr open- 1- one was
obtained in the sane manner as in Exanple 193. 1H NMR (CDC13) 8: 7.81 (1H,
d, J = 15. BxEmple71¥® (1H, br d, J = 7.5 Ft) 7.68 (1H dd J =T. 8 1 8
Hz), 7.62 1H d,.J = S 7, 49 d J = ),
7.44 (1H, br (- e’jhox%’re“é’lﬁz} [% @1 %%EP 3E)“ egeth nyg) ‘WZE’%# br d,
J=17.5 Ftyi]ﬁreﬁaﬁ41+omh J = 7 8 FE) 4.18 (2H, q, J = 6.9 Hz), 4.16 (2H,
q, J =6.9,H 4,05 (2H, t, = 6.3 Hz), 1.89 (1H, br sext., J 6.9 Hz),

1.50 (3H, t(H-WR @ERElep)o: 17@ ((ém 4d, ¥ = §-6.12)8 HzDo 1-38, (£H, Jik 3.2
Hz) 25 Example, 42051 gJsirng( B) -5k [ 2rf 3. - ddrethqxgpﬁg%l )70>5§29|g84 YA, - I 2-

pr opoxyphenyl one obtalned in Ex col orl ess powdéry
3-[2-(3, 4- él8%h6x§%h§ﬁylPﬁxaéo?74ﬁ¥hltl @2‘d?éb@%Qphén%l)(%ﬁoganlL—dh@ was

obt ai ned i g,the,s nR|r as 1 1 - . 60
(1H, dd, | Bh D 3T §5ﬁi?(fﬁx '§ 2% E‘Q)z?ﬂ%ﬁ 52 %114, 4 3 =
2.1 Hz), 7HB2, (298 dH, I,—JY-S? 27H2) 1183%()311,7*:391 (li, 9sdz) 6. 97 (1H, td,
J =78 1p2.bE), $,93 (1H brd J =72 H), 690 (1H d J =84 ),
4.17 (2H, & Hz), 4.14 (2H, g, J = 6.9 Hz), 4.02 (2H, t, J = 6.6
Hz), 3EB. 43- (erbtltox@mn?lji 3e02- (2- 8803 (33plerir prbphy ﬂP&zly(L?H _144-
Sept.. J = 8.6 1) f(ﬁ = 6.9 Hz), 1.05 (3H t,

Exanpl e 208xafg %ﬁﬂ(§EBB ;#d%? 4- et hoxyphenyl ) oxazol e- 4-

'"H-NMR (CDCl;) &: 7.70 (1H, dd, J = 7.5, 1.8 Hz), 7.58 (1H, 44, J
= 8.4, 1.8 Hz), 7.56 (1H, 4, J = 1.8 Hz), 7.49-7.39 (2H, m),
7.30-7.15 (5H, m), 6.99-6.90 (3H, m), 4.16-4.08 (4H, m), 3.92 (3H,

15 s), 3.42 (2H, t, J = 7.2 Hz), 2.98 (2H, t, J = 7.2 Hz), 2.84 (2H,
t, J = 8.1 Hz), 2.24-2.15 (2H, m), 1.46 (3H, t, J = 6.9 Hz)
Example 121

3-{2-[3-(2-cyclopropylethoxy) - 4-methoxyphenyl lJoxazol-4-y1}-1-(2-
ethoxyphenyl )propan-1-one

20 ‘H-NMR {CDC1;3) &: 7.70 (1H, dd, J = 7.8, 1.8 Hz), 7.57-7.55 (2H,
m)}, 7.43-7.39 (2H, m), 7.00-6.89 (3H, m), 4.19-4.10 (4H, m), 3.91
(3H; s), 3.42 (2H, t, J = 6.9 Hz), 3.01 (2H, £, J = 6.9 Hz),
1.81-1.74 (2H, m), 1.48 (3H, t, J = 6.9 Hz), 0.88-0.83 (1H, m),
0.52-0.47 (2H, m), 0.16-0.12 (2H, m)

25 Example 122

3-{2-[3-(2-cyclopentylethoxy)-4-methoxyphenyl]oxazol-4-y1}-1-(2-

ethoxyphenyl )propan-1-one

'H-NMR (CDCl;) 8: 7.70 (1H, dd, J = 7.8, 1.8 Hz), 7.56 (1H, dd, J
8.4, 1.8 Hz), 7.51 (1H, d, J = 2.1 Hz), 7.45-7.39 (2, m}),

7.00-6.89 (3H, m), 4.17-4.07 (4H, m), 3.90 (3H, s), 3.42 (2H, t,

J = 6.9 Hz), 3.00 (2H, t, J = 6.9 Hz), 2.00-1.81 (5H, m), 1.66-

1.62 (4H, m), 1.45 (3H, t, J = 6.9 Hz), 1.28-1.15 (2H, m)

Example 123

30

A 1.0 g quantity of metyl 3-{2-[3-cyclopropylmethoxy-4-
35 (2,2,2-triflucroethoxy)phenyl]oxazol-4-yl}propionate obtained in



5 car bal dehyde obtained in Reference Exanple 64, pale yell ow powdery

(E)-3-[2-(3-benzyl oxy-4- met hoxyphenyl ) oxazol - 4-y1] - 1- ( 2-

i sopropoxyphenyl) - 2- propen- 1-one was obtained in the same nanner as in

Exanpl e 193. 1H NVR (CDC13) 8: 7.79 (1H, s), 7.79 (1H, d, J = 15.3 Hz),

7.69- 10 7.65 (3H, m), 7.50-7.32 (7H, -mi2-7.03-6.95 (3H, m, 5.21 (2H s),

4.66 (1H, sept, J = 6.0 Hz), 3.94 (3H, s), 1.41 (6H d, J = 6.0 Hz) Exanple

207 Usi ng(BFfezepge (Bzdaizeykoxgnd Qr6t4hgxglﬁhmt§dy4oxaﬁéﬂhcﬁ;yp15olinate

y1]-1-(2-i [0 heny; ne obtained_ in Exanple 206,

col orl ess g‘%\%ﬁerggéég go (%)’“% 8? ‘3%5“ 2:%? y PdxE o Imlglgk}’i? -vas

(2-i soprop@t;mhenme Qpﬁnc&omtﬁg\ﬂ@i‘ obtaimeds.n 4 e ssageofMByRimas- i n

Exanpl e 194. g/RdlS 8, 7.67 (1H dd, J =7.5, 1.8 Hz), 7.55 (1H, br

s), 20 7.%£% ?ﬁl d?d5t° the pbfaineqqigtpre; ghigh-wassthen g Hy),

7.40 (18 %)ta.r@e&%iﬂl‘ﬁ idar céol:éh f6r5aﬁizﬁou16 %%li«g%d l?)ry Gurthe /-2 Hz),

6.89 (1H, d, J = 7.5 Hz), 64 (1H, s), 1H, sept”, J = 6.0 Hz), 3.94

(3H s), 3ISAATTIRG 3t Tpom ?er@wzstur@ Qgr(lzﬁwmr The: rpaRtipl mm;m:@e(ﬁ&s d, J
6.0 Hz) 1,% S nmet hod. A

10 g quant %t% ;I/Bgeégo?i/&- Cb%grz)y oxy-4- sg%ﬁ%%@%%ﬁgﬁm cf?l%%‘?r%t%ﬂ %320l e

obt ai ned i WaReﬁéd@hc@eEﬁanpl@CS mmdhérélsigmxfedlf(aﬁ 3cscminupesyphaﬂy:l: eishanone

were di ssol i etr h dr of ur.an, di um hydri de

was added t gggt%l@%%}f( oar%% IR 5&‘% Jrﬂ“xf"%? TSt ed and

refluxedl fd@plBohedrtsy d&ﬁfﬂ.&g amzoﬂ langydi"dnﬁs m@ﬁémﬁm gutrHee aas added to ice

wat er, anddex% f#ﬂ on, wa ger org%d wi th ethyl acetate. The organic |ayer

was washed % e ed?? maghesPult sHadEEY ¥hd then concentrat ed

under reduaﬂﬂe@lﬁﬁ&ﬁﬂrf%x1a_€'e JL5IgIYE Woeh 3 eﬂibﬂcf‘éj aRY Qilﬂf%fgel col um
chr omat ografgb.#(n hexane : h -145- acetate' = 1) to give 4.30 g of

t
pal e yello 1P% V{aize(%""eﬁ'g gx§e 4t%t%%9ﬁﬁerﬁy1‘i) ékazlmxwr@l}fa& (2-
i sopropoxypReRYdd RiPeRahe ARF a%uQ§§q1$g%§/7le}( glhzol _%E’&f ? ?gln% to cool,

obt ai ned3-[ 2- ( 3- benzyl oxy- 4-et hox
i sopr opoxyBRERK | a5t @Géﬁdl toridenabtalredimizgure, mmym aoétais keartokctiam 800

g quant it ya8f plFérall agh UBedr BY vl\ge vRS, A errperg‘ﬁu& %Tlu;lf'lhe m xture

was stirred under a hydrogen at nbSphere At Foom or 1 hour. The
cat al yst wesl¥zimwad Bystillingt tbe, seinenthefsol \That ohzsi nednpeetiiuel vas

| 3L0ue PSR BtV e et e ACRLAEL S | SORLERI SLfer 10 0l ve

i sopr opoxyptetsie pr dpah- | amghdhe Exlarpire? 08 udélseme t814 Swgraof

3-[ 2- h o] henyl. ). oxazo

4- 51] % éf’ég%t%&g%%h%% p}rﬁo%g &S%gg%a?‘ﬁ%d‘tﬁnm&a‘?ﬁmsgpﬁvﬂ 0.12 g of
pa{ﬁ yel Loeﬂ:lmﬁyt&e[rézir%:]caaxfhﬂgrmpm @tmaxzéhﬁowdery 3-{2- [I 3- CYcloprong-t d
nmet nox e oxazol | S ro en opan- one was obt ai ne
in theygarf% Aer 4 ?zzl'l':tf&ﬁéﬂl‘é ﬂ%tg" "%&Pﬁgﬁﬁ-z‘@gﬁ@? d igrlirlst3(aethaxy, J =
7.8, 18@1;1671@@91@:@&1113% 8.4, 2.1 Hz), 750(1H d, J=21Hz)
7.41 (1H, {d. J = 7.8, 1.8 Hz), 7.39 (1H s), 6.95 (1H, br t, J = 7.8 Hz).
6.93 (1H BrNYR {CBCI:)g f‘Hz)8 24 1K 11d, I 9 4.B.HzHz)7.56-G8471K2Hsepd,, J =
60sz)5,379=%(21@1%~1—@ )¢ (3Hp3Sy1m3- A1 £2Hg = He)
298 (oM 1 ey 2y Qﬁ(ﬁi}ﬁ% 3’8301}4}%&12%4643‘%) Zg?n),
0.69-0. 62 {(4H, %)J 6 210 6423)5 B2 MHEGNY e 606 Hz), 3.90 (3H, W&i.ng.5115 g

of .2 H -
3-[2-(3- hy(dr oxy ‘4- rret hoxyp )engl )Oéx %%’I 4dyij] -1?(%-I|{Zs)dpr opoxyp en(leI'I)(pW)pan | -
one obt ai Medd-®.ERapH e P07 0.32-0MaB4of( 280l o) | ess powdery

3-[2-(3-et l@ ye} hoxyphenyl) oxazol - 30

4-y1]-1-(2é—1‘i%§§p1—0p07<- yphenyl 4pr opan- 1- one was obtained in the sane manner as
in Exaopl e 102. H@J\IMRg(@XﬁItS.)tbef?m@&}(llH [dd(3~benz§l$xy34-8né‘ﬂ¥1)3xy7 57 (1H,
dd, J = 8. 13 %{; illé’ 7.41 (1H, td, J =7.7, 1.8
Hz), 7.40R pragoEl-w: r%ﬁ’l‘inatﬁ Db#‘aﬂrn%)ln Bebarenqs Egamphel 48) = 7.7
Hz), 6.91 a(rﬂd-ll d, gJof Methyhz} . mék 1Ho1 $8Pte wedeTai sﬂo% a6if) .
(2H a3 5 6.9 1) LR Sc{.@?& A1 (2H T, 9 =86 elg%)m(lz t,

.9 Hz),°f d&@e(téllﬂf%maaﬂl 6. andimhile a0iywHg dthereitatz@w}th ice
cooling 1.8l g of sodium t-pentoxide was added thereto and

35 stirred for 30 minutes. The mixture was further stirred for 5



Exampl e 210 5Usi ng3-[ 2- ( 3- hydr oxy- 4- net hoxyphenyl ) oxazol - 4-y1] - 1-

(2-1 sopropoxyphenyl ) propan- 1-one obtai ned in Exanple 207, pale yellow oily

3-[2-(3-isopropoxy-4-net hoxyphenyl ) oxazol -4-y1]-1-(2-

i sopr opoxyphenyl ) propan-1-one was obtained in the same manner as in Exanple
102. 101H N1vR (CDC13) 8: 7.68 (1H, dd,-113= 7.5, 1.8 Hz), 7.57 (1H, dd, J =
7.5, 1.8 Hz), 7.54 (1H, d, J = 1.8 Hz), 7.44-7.38 (2H, m, 6.95 (1H, br t,

J=17.5 Hz)hOLBTSQ&t( Tepm df empera¥ubte HAxe @adladdhd, td, the réackibn) mixtuGd, ( 2H,

et 3 = BidgBlong Ghubih 5 sk gl ) Felodi Peanhith (0 11

Usi ng3- [ 2- (3xlmpdooxyadd nétehoi g plres wasofaztherd stifrdd. After stirring the
(2-1soprop phen ropa obt ai ned in Exanple 207, colorless oily
3-[2-(3-al |“3ﬂy G%yr® é%ﬂgﬁ%& Héngﬁ)%{é’ﬁ?ﬁ: AURHAE. Yasppdded thereto and

(2-i sopsop@tyighenybiatOpaftriconsn Was 9BEasARMA.1 NTHA &SRR w8s in
Exarrple 102. 1H- NWVR (CDC13) 8: 7.68 (111, dd, J = 7.7, 1.8 HZ), 7.58 (1H,

dd, J = 8, ¥ashed fpice wigk pafpry and concentated7undex medugad, PrESSUPED)

7.7, 1. 8 , (ot 6.94 25 (1H,
br d, J e Bbﬂglﬁéw re%)llﬂ}l@d%sj - 8f%gde13]y stiiga %Eig %%Lm = '17.3, 10.5,
5.3 H), 5 chxomappgmy 1 n=hegargs: $myllaﬁeﬂﬂz:p 51 311) ( tHerdty, yikldiag. 5.

2 09 bi "1-55"a"ge Japihd ogBlonmint it Ghpaipid iy g, ”
Usi ng310 2- @Behyﬂboxqzdﬂ.mwﬂmwyl@rﬂe]n-ﬁl -X 8xmetioxdpytidin-2-yl)-3-

(2- |sopropox hen opan- 1-one obtai ned in Exanple 207,
col orl essnee E]e:g %Cs“%aﬂﬁ ine3-[2-(3-(3-butenyl oxy) - 4-

met hoxyphefiy i a@wici4y ydd 812@2(ELH0pcﬁ@PQ?<)éphe@¥| 1103099;1 17 CH’ﬁ?"\@é gﬁ)
obt ai ned in thg g?m? fanper _as | n Exanp -147- VR _( CDC 58’?
7.67 (1H, 89 & 198 57, 97051*72)(1# 1&@15 %13—(%{5m)263ﬁ2y3970

d, J = 2.0mhz)3.544BH, 154, dok-3) 18 (219,,[7,5 1.8 Hz), 7.40 (1H, s),
(1H, br t, J = 7.5 Hz), 6.93 (1H,br d, J = 7.5 Hz), 6.91 (1H, d, J =

Hz), 592 E¥gmpbetl25 = 517.1, 10.3, 6.8 Hz), 5.19 (1H, ddd, J = 17.
J

. d -
]I-IZ)S, Hi) 145( %a E,]-H a ijds Zgllq__fzuaﬂxglg% oE ?hetﬂy]? ) j(_f} Qénzg%ll'_o‘:?sﬁpt

(2H, t, J me?hqu)enﬂ)esa{q 4+yr1mqthmll_—3r(§ mt;homm@ni-zfyl)&s- .o Hz)
10 Exanpl e,

3-[2-(3- hydﬁh%%"%gjr?&t%g% :(I:a% )QS‘XEZ%T f]z-lll‘f?i qjésosp?}gsgxfl%hzeznylSnpropan- 1-
one obt ai neghamoExahdl el20%7, 444G ﬂﬁgdu@bxmﬂm hesd woweided threreto, and

1- (2-i.50prQPox

met hox@é) ?g Z‘ﬁ;%(rlirlef agr%‘gjt#o%?yf"ﬁﬁgn'ﬁ?%)?gzﬂ 80 y%) BPBphr® POYRS: 15 was

obt ai ned i Whihe $lam:er1m:anweth aiscel wobXamgp) ethzalieaditidﬂvaléceaﬁ‘é&)asﬁ 7.70-7.60
(2Hn)7447 (1H, J =6.0
Hz), 4. 48- 291" tﬁr%f'}ﬁ?ﬁ%%‘}‘gh%& %ﬁf’l‘{tm =ahd ST 300 (2H,
t, J =7. Zabﬁﬁatel e4&:réxﬁl:b_01d wabk peffOridzd. Zﬁleﬁba:@ﬂhicziéyer was washed

Usi ng3-[2-£3: dro nmet hox phenylé_xazol yl]-1-

(2-i sopr opb¥ é{ﬁ%ﬁﬁn %‘ FONGBR ST HEE Pﬂdﬁa’?ﬁﬂué’eﬁol?re%%l 88& powdery

3-[2- (& CYQh@m&ﬁdlﬁﬁﬁhQéé&’l&Jér%ﬂoFM? ?r silica gel column
oxazol - 1-(2- |sogr oxypheny ropan-[-0ne was obtained in 25 the sane
¥1!

manner as P %Pﬂrép dhGhlgyrne timermegharro b= (2014 ) dihexrby 8.4, 1.8
(211, 1y, Ergaiyoled § g ki Jeliol iy dhetimed Lol 2 M hyafultd o0
(1H, d, J me‘@m)enﬂ)e@a@m §éﬂ)t‘3 (IFrmetBogypiz)idi-G7y( Phtopdn-J-oned. 9
'H-NMR (CDC1;) &: 8.24 (1H, ad, J = 7.2, 1.5 Hz), 7.55-7.27 (5H,
30 m), 6.88 (1H, d4, J = 8.7 Hz), 5.72 (1H, s), 3.92-3.89 (6H, m),
3.51 (2H, t, J = 7.5 Hz), 3.03 (2H, t, J = 7.5 Hz)
Example 126

@@ﬂw
I

~ 1 W

9
5
, 3.
3

Using 0.24 g of 3-[2-(3-hydroxy-4-methoxyphenyl)oxazol-
4-yl]-3-(3-methoxypyridine-2-yl)propan-l-one obtained in Example
35 125, 0.11 g of white powdery 3-[2-(3-cyclopropylmethoxy-4-



30 Hz), 3.90 (3H, s), 3.41 (2H, t, J =7.2 Hz), 2.99 (2H, t, J =7.2 Hz),
2.86 (1H, quint, J =7.2 Hz), 2.22-2.14 (2H, m, 1.99-1.84 (44 m, 1

(6H, d, J = 6.0 Hz) Exanple 215

Usi ng2- (3, 4- di et hoxyphenyl ) oxazol e- 4- car bal dehyde 35 obtai ned in Reference
Exanpl e 66, yellow oily (E)-3-[2-(3,4- -1-1448-

di et hoxyphenyl ) oxazol - 4-y11- 1- (2-i sopropoxyphenyl) - 2- propen-| -one was

obt ai ned irm&ﬂhpxywhenmhhmxﬁZQis4FﬂlEB&HﬂBFmeﬂEﬁkyﬂyrlﬁihhﬁK ¥iD@t3pan-1-one
7.69-7.53(3H 2 . 8 91 4.22:-4. 7.00 (1H, m,
7.81(1H, 3{" a(’Lil?fli‘z i tz’ maf“be% i‘s435ndglf$“f?e3£% 7.79(1H, brs), d.J
=15.3 Hz), 7LH4MH(¢1ﬁhl]3)—6I 8]217(ﬁHHZ&d 6J93(4|'h br1 .9, i]Iz)' 77 89-7.32 (SH,

Hz), 4. 67(1H sept i 99 (6H,d, J 5) Exanpl € 216
Usi ng(E) - 3-1 9 &?‘%tl’ﬁfx pfe y‘f)%)azél 9ﬁ':§/ﬂ0 ](3{{2 mlLO3 1 (2H, t, 7=

I 50pr0pgxyph@nyﬂz)) 23psppeir,1tong Obi g H%?i i md>4anBl e121%) P8l go Y& lghow oi Iy
3-[2-(3, 4- dlethoxyphejﬁé}oxazol 4-y1]-1-(2-isopropoxy phenyl)propan-|-one
was obt ai nddH-n™he® skl FBnkdE. &8 i n Exanpl e 194. 111-DI MR (CDC13) 8: 7.67

(1N sept) 3 = o o e 502 13 v b it ntlryifhich{n SpRBd it By 1 ©F o
(2H, t, J 3 32_m|e|zyloxmpmdgeH2 YY) fropdn=1 7o lbkaifedin @damdle 125,6. 0 Hz)
Exanpl e 217001118%593@_éé’&aﬁbﬁggoﬁp%ﬁyﬂg Xv?ezr%l %b%a%x%:? %.l d%ggdsame

10 manner as in Example 102.

Hz
. 40

Example 127

3-[2-(3-1isobutoxy-4-methoxyphenyl)oxazol-4-y1]~3-(3-methoxy

pyridin-2-yl)propan-1-one

'"H-NMR (CDC1;) 8: 8.24 (1H, dd, J = 4.2, 1.5 Hz), 7.58-7.30 (5H,
15 m), 6.91 (1H, 4, J = 8.4 Hz), 3.92-3.90 (6H, m), 3.84 (2H, 4, J =

6.9 Hz), 3.52 (2H, t, J = 7.2 Hz), 3.01 (2H, t, J = 7.2 Hz), 2.20

(1H, g, J = 6.9 Hz), 1.06 (6H, 4, J = 6.9 Hz)

Example 128

3-[2-(3-cyclopentyloxy-4-methoxyphenyl)oxazol-4-yl]-1-(3-methoxy
20 pyridin-2-yl)propan-1l-one
'H-NMR (CDC1;) &: 8.24 (1H, 44, J = 4.5, 1.5 Hz), 7.60-7.30 {5H,
-m), 6.90 (1H, d, J = 8.7 Hz), 4.90-4.85 (1H, m), 3.90-3.88 (6H,
m), 3.51 (2H, d, J = 6.9 Hz), 3.01 (2H, t, J = 6.9 Hz), 2.00-1.81
. (6H, m), 1.64-1.60 (2H, m)
25 Example 129

Using 0.15 g of 3-[2-(3-hydroxy-4-methoxyphenyl)
0xazol-4-yl]-3-(3-methoxypyridin-2-yl)propan-1-one obtained in
Example 125, 44 mg of white powdery l1-(3-methoxypyridin-2-yl)-3-
{2-[4-methoxy-3-(2, 2, 2-trifluoroethoxy)phenyl Joxazol-4-yl}propan-

30 1l-one was obtained in the same manner as in Example 111.
'H-NMR (CDC1;) 6: 8.24 (1H, dAd, J = 4.2, 1.2 Hz), 7.70 (1H, 4d, J
= 8.4, 1.8 Hz}, 7.60 (1H, d, J = 1.8 Hz), 7.51 (1H, d, J = 1.8
Hz), 7.47-7.32 (2H, m), 6.96 (1H, d, J = 8.4 Hz), 4.45 (2H, g, J
= 8.4 Hz), 3.95-3.88 (6H, m}), 3.52 (2H, t, J = 7.2 Hz}, 3.01 (2H,
35 &, J = 7.2 Hz)



20 obtained in Reference Exanple 66, colorless powdery (E)-3-][2- _
(3, 4-di et hoxyphenyl ) oxazol - 4-y1]-1-0-tol yl-2-propen-|-one was obtained in
the sane manner as in Exanple 193. 1H NWR (CDC13) 8: 7.81 (111, s),
7.64-7.28 (811, n), 6.93 (1H, d, J =8.1 Hz), 4.20 (2H, q, J = 6.9 Hz),
4.16 (2H, q, J = 6.9 Hz), 252.47 (3H, s)15:.50 (3H, t, J = 6.9 Hz), 1.49
(3H, t, J =6.9 Hz) Exanple 218

Usi ng( E) - 3-Bxampdeql1dP et hoxyphenyl)oxazol 4-y1]-1-o0- tolyl-2-propen-I-one

obtalnedln Exarrple27 rless ne ryst
3-[2-(3, 4-di et hoxyplzu;eny xaz&lty4 qT(Pl 3 X% @Cﬁ?nﬁyﬁ%ﬁ T58%Ras
obt ai ned i mndwlsaMzmmmgsOmibrﬁwmbEaﬂz% inl ke NMR({JCESAp Vo GB( 1H,

dd,J = 7.5,1.8 Hz 55(1H, dd, J HZ7511H d,J = 1.8Hz), 7.43
(1H, br s) 20f éag) %ﬁ“"’f Y}—g %tEOW)CO%l%t LsyRlves 48 19 plgoL) =
8.1 Hz)s4. hﬁﬁr\%‘ﬂhﬁlﬂomﬁm%ﬁhd%ﬂﬂﬁazﬁtlﬁrln]g ‘th@ goﬂiﬁlong‘ﬁ%h?’@céZH t,3

=7.2 Hz), 3.00
cooling 1.81 g of sodium t-pentoxide was added thereto and

stirred for 30 minutes. The mixture was further stirred for 4
hours at room temperature, and ice was added to the reaction
mixture, followed by addition of saturated aqueous ammonium

10 chloride solution for further stirring. After stirring the
reaction mixture for 30 minutes, water was added thereto and
ethyl acetate extraction was performed. The organic layer was
washed twice with water, and concentrated under reduced pressure.
The obtained residue was purified by silica gel column

15 chromatography (n-hexane: ethyl acetate = 1:1), thereby yielding
1.5 g of colorless oily substance methyl 2-[2-(3-benzyloxy-4-
methoxyphenyl)oxazol-4-ylmethyl]-3-(3- ethoxypyrldln 2-y1l)-3-
oxopropionate.
*H-NMR (CDC1;) &6: 8.22 (1H, dd, J = 4.2, 1.2 Hz), 7.57-7.27 (10H,

20 m), 6.91 (1H, 4, J = 9.0 Hz), 5.18-5.12 (3H, m), 4.12 (2H, q, J =
6.9 Hz), 3.92 (3H, s}, 3.65 (3H, s), 3.30-3.23 (2H{ m), 1.46 (3H,
t, J = 6.9 Hz)
Example 131

Using 1.5 g of methyl 2-[2-(3-benzyloxy-4-methoxyphenyl)

25 oxazol-4-ylmethyl]l-3-(3-ethoxypyridin-2-yl)-3-oxopropionate
obtained in Example 130, 0.7 g of pale yellow oily substance, 1-
(3-ethoxypyridin-2-yl)-3-[2-(3-hydroxy-4-methoxyphenyl}oxazol-4-
yllpropan-l-one, was obtained in the same manner as in Example
125,

30 ‘H-NMR (CDC13) &: 8.23 (1H, d4d, J = 4.2, 1.2 Hz), 7.55-7.49 (2H,
m), 7.45 (1H, s), 7.42-7.28 (2H, m), 6.88 (1H, 4, J = 8.7 Hz),
5.70 (1H, s), 4.11 (2H, q, J = 6.9 Hz), 3.49 (2H, t, J = 7.2 Hz),
3.01 (2H, £, J = 6.9 Hz), 1.46 (3H, t, J = 6.9 Hz)

Example 132

35 Using 0.2 g of 1-(3-ethoxypyridin-2-yl)-3-[2-(3-hydroxy-4-



(2H,t, 3 =7.2 Hz),2.49 (3H,s), 1.48 -149- (6H, t, J = 6.9 Hz) Exanple 219
Usi ng2- ( 3- benzyl oxy- 4- met hoxyphenyl ) oxazol e- 4- car bal dehyde obtained in

Ref erence Exanple 64, pale yellow 5 powdery

(E)-3-[2-(3-benzyl oxy- 4- met hoxyphenyl ) oxazol - 4-y1] - 1- Ot ol y1- 2- propen- 1- one
was obtained in the same manner as in Exarg e 193. 1H NVR (CDC13) 8: 7.81
(1H, s), 7.69-7.26 (13H m, 6.96 (1H, d, J = 9.0 Hz), 5.23 (2H, s), 3.94
(3H, s), 2. Wtf(caﬁphg)'lYlO)OE@ipléleyzmropan—l—one obtained in Example 131,

US|ng(E)3 X h | ) oxazal -,4-

y1] - 1- o- tolé/'iz ?pro aXe %lnl:o of)’tla?n%ﬁ) %Eéan%[?'é%gcyﬁ%‘?%‘ﬂté’%xyb%v\dery
3-[ 2- (3 hydmaxymépnenyquﬁhanyu}yxaaou34eyﬁ¢x§pyrﬂaahyi P AR@pah= Deas
obtained in_the nner. as in Exanple 194. 15 1H NMR (CDCl13) 8: 7.67
(1H, dd, J &% Angdyp HoY , the §8m?1wnft?r gs=in Bragple ¥023 (14 dd, J = 8.1,
1.8 Hz 7.43 H 7.835 7.2, 2 2

18 ()1H d"ﬂi ik écﬁéll._?z)) 53 B(éb" &i}@' &= §< 4(?%‘H 'S"%)HzY ‘?%1'2724&» SLQH f’f?
Hz), 3.00 (I@)H 443 (17§, H'&)- 0294§2-(8H"’ 3§y72@8E§<%Hmwd 22189 (1H, @, J =
A0. 15gquantg t [ 0 4-

met hoxyphen 3%73/8{?220?4- é(?%ylla.]yg?l zc()ﬁ% olﬂ;l/)l pr40|%§m (34 on%obt ai nedl nH@arrpl ?22901‘ was
di ssol ved i{PH.OmH, 8t 88 soPt.omyl, al-éﬁ)h(cﬂH An 86=1T12 gizant Bt9Lof2H, t, J =

(bronmomet hyj ) | opr gpane 00

di azabi cyclwo[‘?%?éj O%UQEEQ 8/fle 6eP?Were ad ed t%%ri? 13?1(1 %h‘g"n{?ﬁ'urte Was

heat ed1and &.®fzl)uxed for 24 hours. Water was added to the reaction m xture,
and extraction .t he i te The organic | ayer was
washed with sat \llj\,?%’t rad E Fﬁ q’t?ﬁyggr %/’é'f bd?o ﬁa&ﬁ@g?’ﬁsfn SIEEE ~ and
concent r at e;ﬂlewyd@bxaﬂolequd mﬁ@‘&utgvo@e 686 THER Wasn pUEkEinﬁﬂe by1silica
gel colum chronato hexane : et hﬁ acetate = 3 : 1), and

recryst al | (PEROPROM %Fé?%eissoﬁ:’opwde Btr MeTRexdhteingdgiipe ﬁ? NRFSE

col orl ess needke s&Yy&t ag}gdn@gesmg (3-cycl opr opyl net hoxy- 4-

met hoxgghen | ) oxazol - 4-y1]-1-o-tol yl propan-I-one. -150- =8.1,2.1Hz),7.49
(1H,d, MM J09 Hz), 7.36(1H,td,J = 7.5,1.5 Hz),7.25-7.22

3-[2-(3-cyclopropylmethoxy-4-methoxyphenyl)oxazol-4-y1}-1-(3-

ethoxypyridin-2-yl)propan-1-one

'H-NMR (CDCls) &: 8.23 (1H, dd, J = 4.2, 1.5 Hz), 7.57 (1H, dd, J

= 8.4, 1.8 Hz), 7.50 (1H, d, J = 1.8 Hz), 7.45 (1H, 4, J = 1.8
20 Hz), 7.38-7.28 (2H, m), 6.91 (1H, d, J = 8.4 Hz), 4.12 (2H, q, J

= 6.9 Hz), 3.94-3.91 (5H, m), 3.49 (2H, t, J = 7.2Hz), 3.02 (2H,

t, J = 7.2Hz), 1.46 (3H, t, J = 6.9Hz), 1.42-1.32 (1H, m), 0.69-

0.62 (2H, m), 0.40-0.35 (2H, m)

Example 134

25 1~(3—ethoxypyridin-2—yl)—3—[2—(3—isbbutoxy~4—
methoxyphenyl)oxazol-4-yllpropan-1l-one
'H-NMR (CDC1s) 8: 8.23 (1H, dd, J = 4.5, 1.5 Hz), 7.56 (1H, dd, J
= 8.4, 2.1 Hz), 7.50 (1H, d, J = 2.1 Hz), 7.45 (1H, s), 7.38-7.28
(2H, m), 6.90 (1H, 4, J = 8.4 Hz), 4.12 (2H, q, J 6.9 Hz), 3.90

30 (3H, s), 3.85 (2H, @, J = 6.6 Hz), 3.50 (2H, t, J 6.9 Hz)}, 3.02
(2H, €, J = 6.9 Hz), 2.19 (2H, gt, J = 6.6 Hz), 1.47 (3H, t, J =
6.9 Hz), 1.05 (6H, d, J = 6.6Hz)

Example 135

A 5 g quantity of methyl 3-[2-(3-benzyloxy-4-methoxy

35 phenyl)oxazol-4-yllpropionate obtained in Reference Example 48



(2H, m, 6.91 (1H, d,J =8.1 Hz),3.93 (2H,d,J = 6.9 Hz),3.92 (3H, s), 3.32
(2H, t,J =7.2 Hz),3.00 (2H,t,J =7.2 Hz),2.49 (3H, s), 1.41-1.32 5 (1H,
m,0.69-0.63(2H, m, 0.40-0.35(2H m Exampl e 222 _ _

Usi ng2- ( 3-i sopropoxy- 4- net hoxyphenyl ) oxazol e- 4- car bal dehyde obtained in
Ref erence Exanple 69, yellow powdery -117-

(E)-3-[2-(3-isopropoxy-4-met hoxyphenyl ) oxazol - 4-y1]-1-(2- 10 .

benzyl oxy phary B--22 9ppdpeet-ilylo denetty Igiicalnnaté rwetree dsawel veginnar 1565 miln

5;(?”1)' 231(91 %ﬁo%%%8%116 s% H]E%l’ifi} t&] ggll?%l.%%; 1;:' ’icr;g cogllx?g(ZH

1.2 g of sodium hydride was added thereto and further stirred.
The reaction mixture was heated and refluxed for 4 hours. At the

5> completion of the reaction, a saturated aqueous ammonium chloride
solution was added to the mixture while stirring with ice cooling,
and the mixture was further stirred. After stirring the reaction
mixture for 30 minutes, water was added thereto and ethyl acetate
extraction was performed. The organic layer was washed twice with

10 water, and concentrated under reduced pressure. The obtained
residue was purified by silica gel column chromatography (n-
hexane: ethyl acetate = 2:1), thereby yielding 5.5 g of colorless
oily substance methyl 2-[2-(3-benzyloxy-4-methoxyphenyl)oxazol-4-
ylmethyl]-3-(3-methylpyridin-2-yl)-3-oxopropionate.

15 'H-NMR (CDCl;) 6: 8.49 (1H, dd, J = 4.8, 1.2 Hz), 7.59-7.28 (10H,
m), 6.91 (1H, d, J = 9.0 Hz), 5.23-5.16 (3H, m), 3.91 (3H, s),
3.65 (3H, s), 3.37-3.18 (2H,m,) 2.59 (3H, s)

Example 136

A 5.5 g quantity of methyl 2-[2-(3-benzyloxy-4-methoxy
20 phenyl)oxazol-4-ylmethyl]-3-(3-methylpyridin-2-y1)-3-
oxopropionate obtained in Example 135 was dissolved in 20 ml of
ethanol, 80 ml of a 5N aqueous hydrochloric acid solution was
[ added thereto, and the mixture was stirred with heating at 80 °C
| for 1.5 hours. While stirring with ice cooling, the reaction
25 mixture was neutralized with 5 N aqueous sodium hydroxide
solution, and ethyl acetate extraction was perfdrmed. The oxganic
layer was washed twice with water, concentrated under reduced
pressure, and the obtained crude crystals were recrystalized with
" a mixture of 20 ml of ethanol and 40 ml of n-hexane, thereby
30 yielding 1.92 g of pale yellow powdery 3-[2-(3-hydroxy-4-methoxy
phenyl)oxazol-4-yll-1-(3-methylpyridin-2-yl)propan-1-one.
'H-NMR (CDC1,) 8: 8.49 (1H, dd, J = 4.5, 1.2 Hz), 7.60-7.51 (3H,
m), 7.44 (1H, d, J = 0.9 Hz), 7.41-7.29 (1H, m), 6.89 (1H, ad, J
= 7.8, 1.2 Hz), 5.68 (lH, s), 3.93 (3H, s}, 3.58 (2H, t, J = 7.5
35 Hz), 3.00 (2H, t, J = 7.5 Hz), 2.57 (3H, s)



Exanpl e 223 15Using (E)-3-[2-(3-isopropoxy-4-net hoxyphenyl ) oxazol - 4-

y1l] - 1- (2- benzyl oxyphenyl) - 2- propen-| -one obtained in Exanple 222, col orl ess
pl ate crystalline 1-(2-hydroxyphenyl)-3-[2-(3-

i sopr opoxy- 4- met hoxyphenyl ) oxazol - 4-yl ] propan-1-one was obtained in the
same manner as in Exanple 194. 201H NVR1(1@GBC13) 8: 12.25 (1H, s), 7.82 (1H
dd, J =8.4, 1.5 Hz), 7.58 (1H, dd, J =8.4, 1.8 Hz), 7.54 (1H, d, J = 1.8
Hz), 7.46 (*B3pdedl3d = 8.4, 7.2, 1.5 Hz), 7.45 (1H, s), 6.98 (1H, dd, J =

8.4, 1.2 Hz), 6.92 (b1 1 ddd, J.=8.4, 7.2, 1.2
Hz). 4.65 (1H, septga‘ d3 gesql‘bmﬁgt’€~ S [?3% lé‘f‘ﬂl .ig“ﬂ%’f%,‘yp?{e“%l_ 7.5
Hz), 3.03 (cdzofl- 4:]Y3:]-7l-53l-|m)sthjlp§&1(dﬁl-d 26yl \bropbn 01 Hne bovaaphed 224 A 67
ng quantity, of 1-( r yhey

i sopr opoxy}ﬁi{?@g[ﬁo%’/ haenndy&)g A'tL f/?'l %b‘%ﬁﬁr‘ﬁle%@ bt 1arded- 7 remsoveXanpl e
223 was5di sHekveded Nib mnlobfdéﬂﬁidibw f ol png de. (ﬁréﬂoméﬂhyql)'é%l (}% géné” Iyl
brom de and 73 Hg@@ 1a{)ot assi um car bonate were added thereto,

m xture wad’est P enedfm fRthpdieafixEEY efas GRateq gl E”Iefé‘a&ﬁi ifoy of

al Iyl bromigde wasréur bireer asideg lhaef@t&olanaamﬁ XbHAgq RS ki Tred at 50C
for 8 hours, and at 35 room tenperature overni ght e reaction m xture was
added to Teserigpieixtured end refdmiloncebate kerpetior mes werfomiddy| The
acetate. T S r br| ne, _dried, over
anhydr ous %gaﬁég?ﬁbrrﬁu g%g% %J% 1%/ée?"—n't %\}/\lgs%rinnve&agﬁﬁe‘? Srgaﬁ%ed
pressut@. Thacerbialicsi mﬁepumduwd byesssthlreca agé| tioo|dboaihed hrasmmua ghaphy
(0 hexane ppEiP¥la d5Pianges Gt cbhund"ShdnRb3bhirs ol WML [SAG0° O 91 Ve
(|2] al lyl ox?pheaya)r-& 12~ (Bheazsetgr enexiidg nethgxyphaiite) @&aa@iy% [z) (3-7 -

yl [ propan :

(1H, dd, JCXSE"P—r%PYJME"EﬁT&ﬁ%‘ ethQEfYT("i?-FYJdOXﬁml‘z“"flﬂz)l (3- IHQFIMH ddd, J =
7.8, 7.5, ﬂ;yﬁldﬂz{) 2—3714@:6@&11 bons)., 6.99 (1H, td, J =7.8, 1.2 Hz), 6.94
(1H, br d,  J = 6. 111, d, J = 8.4 Hz), 6.08 (1H, ddt, J = 17.1,
10. 5, r%*)NMRs (E@C@-;L]-l@d@df’ J(2H17dd, 3.9, 4155 HR) HH.29.60H] . Bdd2H) =
10. 5, 2 7 ;57H;9 (1]1.169(14 @1_(5;% M), 15389 163Hsg)S) 7,344

He), 2. 99rg e o 02 He) 1739 (511 g eHe)9) 7 §4 7 2is‘zmHt22!“~‘,d
Using 0.3 B-9t (IH, =8 Hz) 94391(5Hm)360(2HtJ 7.5
3-[2-(3-hygg xy3dgdmi)pxyiph y! azgh4-y1li- 1-0-t Qlyyl prgqpa one, obt ai ned
mExarrpIeZg ) (t 2%”\/\/{}?7?’3?—1%%%&7 (3, cg) H%Tﬂz (i, 5
3-[2-(3- etﬂo@@"h~%t(ﬁﬁxylpheﬁyl4)loﬂaiﬁlGZH yIt]) 1- Ot ol yl pr opan- 1- one was

obt ai ngd Iﬁxm gg nanner as in Exanple 3. 1HNMR (CDC13) 8: 7.68 (111,
n),757(‘r|=|—ddesﬂ—, = 8.1, 2.1 Hz), 7.51 (1H, d, J = 2.1 Hz), 7.44 (1H d,
J =0.9 H), 7.36 (1HAM.237g3@uan20y( 8, 37)2- (B-8fatdty-dmethexp. 4 Hz),

PR et K CHETROIN I TR e M ¥

USIng 0.3 ipdxample 136 and 0.3 ml of 1,8- dlazablcyclo[S 4,0lundec-7-ene

?n[éxgﬁplme/d%%y 1%5 th xi/rgg_’ W}f" %gxaéol 4- yll) 11 og to%l %L 1rri)plz.aor:illdeo‘r\;éas obt ai ned
3-[2- (2% al agﬂmythér@ebhoa@wmeyinimlwaé Mddtel @ndt obyl RBEQPRY! 10Ne was
obtained in the sape manner. _as in Exanple 3. 1HN e_éCDClS 8: 7.68 (1H,
m, 7.59 (R9¥Tsyq, Ajter gtanding 4g \coo}, syayenwag added ol the) regotdgn( 111,
s), 7.38 (gikdsurd,, aﬁd3§tl~7y12%c@%5k:e r@xtr@c@%oﬁ g;!r_é J%er%om@d I.FEE): xg: é]t’zé (111,

ddd, J = 17.1, 10.5 5, 355.4 , ="17.1, 2. 5.31
(1H, ddd, wes washed twice Wlth water the organlc layer was then

concentrated under reduced pressure, and the obtained residue was
30 purified by silica gel column chromatography (n-hexane:ethyl

acetate = 2:1), thereby yielding 0.17 g of white powdery 3-[2-(3-

ethoxy-4-methoxyphenyl)oxazol-4-yl]-1-(3-methylpyridin-2-yl)

propan-1l-cne.

'H-NMR (CDCl;) &: 8.24 (1H, d, J = 4.2 Hz), 7.58-7.55 (2H, m),
35 7.5 (1H, 4, J = 2.1 Hz), 7.45 (1H, s), 6.90 (1H, 4, J = 8.4 Hz),



-152- = 10.5, 2.7, 1.5 Hz), 4.68 (1H, dt, J = 5.4, 1.5 Hz), 3.92 (3H s),
3.32 (2H, t, J = 7.2 Hz), 3.00 (2H, t, J = 7.2 Hz), 2.50 (3H, s) Exanple
227 5Using 0.2 g of 3-12-(3-hydroxy-4-nmet hoxyphenyl) oxazol -
4-y1]-1-o-tolyl propan-1-one obtained in Exanple 220, 0.1 g of pale yellow
oily 3-[2-(3-isopropoxy-4-nmet hoxyphenyl-)id®azol - 4-y1]- 1-o-tolyl propan-1-one
was obtained in the sane manner as in Exanple 3. 10'H NWR (CDC13) 8: 7.69
(1H, ), 7.%60%7.8H.(9H,Inj,7 -2 581 7. 3PY IRH.n§), BBP (BH, 1) ,J 6: 912(HH, dd,
J =51, 3. Youd. 65 {1H, : 63 S) oy 343553 (2H, M., 3.,05-2.95
(2H ). 2.3255}6(2&,1{'5?: %.45'%%?%,92\?7:(%% i 1&3&?‘2’ F28715A 651
quantity ofExsowilemlBYdri de was suspended in 5 nl of tetrahydrofuran. A 0.27

g quantity of 1-(2- ethaxyphenyl)ethan nd_0, 3 of

2- (3-benzyl oxy- 4- di f I udr i1 h‘%}%’a#ptﬁ%%y‘ﬁ-rb?r-@ﬁ?BFW%I?%W‘(%XE‘EHF‘B{Y@B?%YHed in

Ref erenbe Bxazplle44hl Wels- (Sumeelsgipieliiiadeesh idrehahol edd dregieaPlinng and 20

stirring, d the m xtur s stirred for 3 hours with heating and

ref | uxi ng. %nﬁr?lnggﬁe%é @ﬁ@&%t‘@ﬁ %ﬁrgmﬁﬂwp&éiéoﬁtﬁlwe% -eI¢d¥ETe0 t he

reaction nmgisgbeveitinirancesl éngmand 6123 rd Rg 286E6h05d aﬁé'\%sf fatﬁﬁéé
Wi

m nutes, water was added thereto, and extraction was perforne et hyl
acet ate. THESHPRPur@dddernigiire) vggeheakef dndusefbgrrstifiom 4 U5 fhmuss. and t he
sol vent wag siapoyeshaithe tebLasned,Aesi ey(\%g puri i Llic col um
chr omat ogr aphy (n- hexiglrziﬁ . et hyl q’ggg?agggz d%’ %%ggﬁe\%@@l‘ nr%&(i)cg%

col or| £¥8s @nfdyeBhyD qetsdnz gxosactdodi Was @anfornedy piTerey bXtract was

oxazol - 4- k= e r n-1-one, ;301H NVR (CDC13) 8. 7,72-7.69

(2H, 1), 57/%%8&?%5@{%0 %‘J&E @%ﬁi‘%ﬁlgggk&’f?a“ﬁc4‘}?¥?§2wisi ) ?O’Zﬁ%’(}?é%‘% (3H,

M), 6.61 (tkder, reduced preblire 5520 (B4 olaindd]lbedMde Gaslparitidatsy, 3. 43

2H, t, J =.7.2_Hz), 3.00 H t, J=17.2 1.48 H t, J =72 Hz

ool & 225 5874h FPANR: Gorositsdratbe iy FhiggTa’ Stibn goetate = 2:6)™

di f | uor onmethexgphemdldixgz ol 16t-g/ - dhi{ 2= gidwasyphenyl ) (@-aRaprdpdxyes 0bt ai ned

in Ex |l e 2%% was di s)olved in1m of ethanol. A 7 ng_quantity of 10%

pal | adl tm R&FBERYRSNEY CHALO Lekiad I hot 1t ChARBYE HEL i ) B aRen -3t PR o

under a hy#iogen @U@gph&r%.@o Q@AM aat efper atur e forgAs nﬁ".ay!f%g The
€d,

catal yst was renove y filtration, the filtrate was concentra and the
obt ai ned rBdr dde*RasPurFti el Wy 7sBli daHger) cof uth CHEortht ohraphy Hz),

(di chl orongt banern, efdpanol j=-1005 I3zt 0 ;qig¥e (K of 3 W p Y.
3-[2-(4-difl uorgmet hoxy- 3- hidr oxyphze}nyl )oxa%ol 2@)}/113‘%@ %gH QENd%r 7.3
(2- et hoxypHahy| I RbPE 1Eoné.= A3 RRR. (CELIPBHS: ) 701 (IH, (@8, Jd= 7.56.0. 8
Hz), 7. 8p( 1kl J = 1.8Hz),7.56-7.43(3H, m,7.16(1H d, J = 6.0 Hz),

Example 140

A 0.3 g quantity of 3-[2-(3-hydroxy-4-methoxyphenyl)
oxazol-4-yl]-1-(3-methylpyridin-2-yl)propan-1l-one obtained in
Example 136 and 0.3 ml of 1,8-diazabicyclo[5,4,0]undec-7-ene were

25 dissolved in 6 ml of ethanol, 0.22 g of allyl bromide was added
thereto, and the mixture was heated and refluxed for 4 hours.
After standing to cocl, water was added to the reaction mixture,
and ethyl acetate extraction was performed. The extract was
washed twice with water, the organic layer was then concentrated

30 under reduced pressure, and the obtained@ residue was purified by
silica gel colum chromatography (n-hexane:ethyl acetate = 2:1),
thereby yielding 0.18 g of white powdery 3-[2-(3-allyloxy-4-
methoxyphenyl)oxazol-4-y1]-1-(3-methylpyridin-2-yl)propan-1l-one.
'H-NMR (CDCL;) 8: 8.51-8.48 (1H, m), 7.60-7.56 (2H, m), 7.52 (1H,

35 d, J = 2.1 Hz), 7.45 (1H, s), 7.34-7.29 (1H, m), 6.92 (1H, 4, J =



6.98-6.92 (211, m,6.57(1H t,J = 74.7 Hz),5.57 (111, s), 4.13 (2Hq,J
=7.2Hz),3.42(2H,t, J =7.2Hz),3.00(2H,t,J= 7.2Hz), 15 1.48(3H,t,J = 7.2 Hz)
Exanpl e 230 A30nmgquantity

-120-

8.7 Hz), 6.16-6.05 (1H, m), 5.48-5.28 (2H, m), 4.69-4.66 (2H, m),
3.92 (3H, s), 3.60 (2H, t, J = 7.2 Hz), 3.00 (2H, t, J = 7.2 Hz)},
2.57 (3H, s)
Example 141

5 A 0.15 g quantity of 3-{2-(3-hydroxy-4-methoxy

phenyl)oxazol-4-yl]-1-(3-methylpyridin-2-y1)propan-1-one obtained
in Example 136 and 0.15 ml of 1,8-diazabicyclo[5, 4,0 ]undec-7-ene
were dissolved in 5 ml of ethanol, 0.13 g of (bromomethyl)
cyclobutane was addgd thereto, and the mixture was heated and

10 refluxed overnight. After standing to cool, water was added to
the reaction mixture, and ethyl acetate extraction was performed.
The extract was washed twice with water, the organic layer was
then concentrated under reduced pressure, and the obtained
residue was purified by silica gel column chromatography (n-

15  Thexane:ethyl acetate = 2:1), thereby yielding 90 mg of white
powdery 3—[2-(3—cyclobutylmethoxy—4-methoxyphenyl)oxazol—4-yl]—1—
(3-methylpyridin—z—yl)propan—1jone.

"H-NMR (CDC1;) &: 8.50 (1H, dd, J = 4.5, 1.2 Hz), 7.60-7.51 (3H,
m), 7.45 (1H, d, J = 2.1 Hz), 7.34-7.29 (1H, m), 6.89 (1H, 4, J

20 8.7 Hz), 4.07 (2H, 4@, J = 6.9 Hz), 3.89 (3H, s}, 3.60 (2H, t, J =
7.5 Hz), 3.01 (2H, t, J = 7.5 Hz), 2.89-2.83 (1ﬁ, m), 2.57 (3H,
s), 2.22-2.13 (2H, m), 2.00-1.84 (4H, m)

Using 3—[2—(3~hyﬁroxy-4-meth0xyphenyl)oxazol-4—yl]—1—
(3-methylpyridin-2-yl)propan-l-one obtained in Example 136,
25 compounds of Examples 142 to 154 were obtained in the same manner
as in Example 137.

Example 142

3~[2—(3—isobutoxy—4—methoxyphenyl)oxazol—4—yl]-1-(3—methyl
pyridin-2-yl)propan-1l-one

30 ‘H-NMR (CDC1;) &: 8.50 (1H, d4d, J = 4.5, 1.2 Hz), 7.60-7.53 (2H,
m), 7.50 (1H, &, J = 1.8 Hz), 7.45 (1H, s), 7.34-7.28 {(1H, m),
6.90 (1H, d, J = 8.4 Hz), 3.90 (3H, s), 3.84 (2H, 4, J = 6.9 Hz),
3.60 (2H, t, J = 7.8 Hz), 3.01 (2H, £, J = 7.8 Hz), 2.57 (3H, s),
2.20 (1H, gt, J = 6.9 Hz), 1.05 (6H, 4, J = 6.9 Hz)



of 3-[2-(4-difluoronethoxy-3-

hydr oxyphenyl ) oxazol - 4-y1[ - 1- ( 2- et hoxyphenyl ) propan-1-one obtained in

Exanpl e 229 was dissolved in 0.5 m of 20 dinethylformm de. An 18 ng
gquantity of 2-bronopropane and 30 ng of potassium carbonate were added
thereto, and the m xture was stirred at-1p@gom tenperature overni ght. Water
was added to the reaction m xture, and extraction was perforned with ethyl
acetate. DExampleaddperformed with anhydrous rragnesi um sul fate, and the 25
sol vent was, ed,..The obtained residue was purified by silica gel colum
chr onat ogr aptﬁn?% AR 3B RO RIERY, Egoxazli)l 41y ol ui ey gy idtinni t e
powdery 3- [Q—yCLA}pdbﬁ&zmo:r-mﬁt hoxy 3- isopropoxyphenyl)oxazol -4-y1]-1-(2-etho
xyphenyl)propan | -one. 1H- NWVR (CDC13) 8: 7.70 (1H, dd, J = 7.8, 1.8 Hz),
7.61 (1H, dH"NMR 6EPGLg pp)8-50 sEH.1144.dd, =] 4=58. 4,2 1HSB) HZ}.59-7. 50- (2B8
(2H, ms 7 9(71L=J;L ,1HJ q,8g1 HZ.DB?IZO 0 ( = 74.7
z). 4. 72- il 4 (1H \ T 213 (2H, 199,49 %ﬁ 5‘?427652\‘ A5, He)
3.00 (2H, t6 99 1n, 2dH25 B. 48H%BH4t05 J2H, 7t2J—Iz=) 6.9. B@)(Gi-wld(BH %)6 0
Hz) 35 Exa 1p4-

2-(3- benzy:ﬁgl?g- ?&rret oxJ;phenylgI 03hIOl bll:I]t hy1 oxazoFeH%l)‘taa dd (P S

Ref erence Bx&Apl(&5 gind J1=(@. Mzﬁoxynﬁt has, pheay#)ethamone obt ai ned in

Ref er ence Eﬁ%j—i?% yellow oily 3-
[ 2- (3-benz ~4= hoxyphenyl) oxazol - 4-y1] - 1- (2- met hoxymet hoxy 5
phenyl 1®r opan2} (Wcﬂa@eﬂbymmct -ime th&ey MG 1 YBRALS L -aS yii N - Exemle%h&ﬁo 5

1H—NI\/R(CDC13}_ q# J =7.8 1.8 Hz), 7.597(1H, dd. ,
1.8 Hz), 7% ‘E“f#?zbrY rOBaflﬁa'lroé‘?(mn) 7.17 (1H, br d, J:78Hz
7.04 (1H, tgNMk cz)cg 152 ¢1&h, (8n93a411y. - bj 7. ) (21!
s),519(25< 5)4_ 510 ) 8 48@3{1 sgﬂzquzz’ %%75%72(?}‘
3.00 (21! [ 47(1é* )y Exa +?eszslz 34-7. 31 (1Hyghhg 6.89 (1H, d, J =
3-[2-(3-bepzy! gx 44n9f§m>s>4p any| }9xazohg 4 i

(2- met hoxynet hox¥ he | ) prop gn )(;{r?le gb%%l nedjln Exa 59 (25[31 "3- 157 -2

[ 2- (3-¥dr B%Y- 43 -pH-“enyZn )—ox7a£oIHZ41 y2]57- (34, rra)hoilyl@ét-ho&q/ (6H, m),
phenyl)propagy;lrcyge pt ained in the same manner as in Exanple 194
'H-NI\/R(CDC13)05:§66(1H dd, J =7.8, 1.8 Hz), 7.55 (1H, d, J = 2.1
Hz), 7.53 EAMplad 143 = 8.1, 21Hz) 7.41 (1H, s), 741(1H 20 ddd, J =

L3 1% Bl bl b B g 5 0

3.49 (3H, mythy@pygri@ant- yl)propaﬁ P-ddw), 2.99 (2H, t, J = 7.2 Hz) Exanple

233 2 dro - met hoxyphenyl ) oxazol -

(2- met oxyﬁ’é% 3%??2 To%a'sr{] I&@ne qwbt%lu'neﬂ 1r’nHE3<anf)}%7“273253 ddHer méss

oily 3-[2- 1358 S(Oer OﬂhXW*rmﬂhmyphen%)mmZ@)- 4-3.Bh-%:30 (1H, m), 6.93

(2- met hoxy phenyl) az‘n one was obtained in the same manner as in

Exanpl e 10 % c%c_ﬁg Bz)7, 6654 113H g8, J = 745 Hz) . 83133 (3, 55),(1H

dd. J 8. 24601 (&HHZ):,, 3 537 (lefz,) dz.g1 —(2}.1 8tHZ); 77?-‘2251(2%? d E;I(‘lf-(? d ]
4, . t

7.5, 1.8 %1 s), 7.17 (1H, dd, 3 = ,

= 7.5, 122%(183’9 i1 %4 ¥z 8.4 Hr) . 526(2H, s), 4.64(1H sept, J =
6.0 Hok, 35%9(131“69 3.49 (3H s), 3.40 (2H, 35t, J = 7.2 Hz), 3.00 (2H,
t, 3 =7.

2 .39 (6H, d, 3 = 6.0 -155- Hz) Exanple 234
(3-(3- butenyloxy) 4-methoxyphenyl }oxazol-4-y1]-1-(3-

methylpyridin-2-yl)propan-1-one

H-NMR (CDC1;) 0: 8.50 (1H, dd, J = 4.2, 1.5 Hz), 7.59-7.55 (2H,

m), 7.52 (1H, 4, J = 2.1 Hz), 7.45 (1H, 4, J = 2.1 Hz), 7.34-7.29
30 (1H, m), 5.97-5.85 (1H, m), 5.23-5.09 (2H, m), 4.14 (24, &, J

6.9 Hz), 3.91 (3H, s), 3.60 (2H, t, J = 7.5 Hz), 3.00 (2H, t, J

7.5 Hz), 2.68-2.57 (5H, m)

Example 147

]

3—[2—(3-butoxy—4—methoxyphenyl)oxazol-4—yl]-l—(3-methylpyridin-2—
35 vl)propan-l-one



Usi ng0. 76gof 4- chl or onet hy1- 2- ( 3- et hoxy- 4- met hoxyphenyl ) oxazol e
obtained in Reference Exanple 58, 60 ng of 5 white powdery

3-[2- (3- et hoxy- 4- met hoxyphenyl ) oxazol - 4-y1] - 1-[ 2-
(2,2,2-trifluoroethoxy)phenyl]propan-I-one was obtained in the same manner
as in Example 228. 1H NWR (CDC13) 8: 7.-A22-1H, dd, J = 7.8, 2.1 Hz),
7.58-7.48 (3H, m, 7.39 (1H s), 7.12 (1H, t, J =7.5 Hz), 6.92-6.88 (2H,
M), 10 4. J&-MYR, (§DPCIs)= &7, & 488) (1AL, 181 (an .9 EzJ. 271-5“9)—7 31923163131) s)
3.40 (211, " Hz ).~ 1.49 (

Hz) Exanpl e'i 243% (_1lIJ{SI %)0 )7763%f 4%0% or drrént)h E go éﬂé’t h%’xy 4- 8?? Ht’) & 09
met hoxypheny@H.oxtazdl e 6b@ aHzn)ed 3i. A0 RE3IRY a)ceSEﬁantmﬁ %8 and D.581z9,08.01

1(2tr|fl t hgxyphe, apon eIIOW0|Iy
3-[2-(3-et hoxym} rrgt hoi'y%ﬁ%%?w ?ogzzg?ﬂ'ﬂ])z] 1% 2&%. f%uo?o -2,76.6 Hz),
met hoxyphery.56pnopant 2H ome ,was9obtai,ned Tn=t"he sane manner as in Exanple

228. 20'H 3) 8 7.71 (1H, dd, J = 7.5, 18Hz)758750(311
m,742(w38730(211 m, 6.91 (1H d, J = 84Hz)417(2H
a, = 6.6 HIp- (3~ Qﬁcicﬂﬂekylﬁléth ﬁl@khoiyphknylgogafgﬁdté §1?11-(€3H

7.2 Hz), 1.49 (311, t 6 Hz) Exanpl € 236

3-[2-(3, 4- &%ﬁﬁﬁﬂ%@"ﬁ’&iﬁf@ﬂ’wjprepropl oni ¢ acid obt ai ned in Reference
Exanpl e 71,14C ist e gP

3-[2-(3, 4- dFet hoxyplﬁéen%) oxazgp\di&yl] 1- pyrroﬁ [ diHr?)I' 37I slf)?o?)%n(;fﬁ'oﬁ‘é)'was
obt ai né@ i 7 -Re (dHredradner 1a8 Han) ExXbdS d 1H, sH; NWR3{-CDEB3) 18, ) ,5% (8]9H
dd, J = 6. a8 G11 8 44 ( )

(1H, d, J 357 Hz?@4 o1 g‘(gzﬁd—< #?)6 EL 4%%%341%}1 ]JH"og 5 Ky (2H
m), 2 70- 23601(22ﬂ ng, 4.957.5 Hz)(4R, 5M)(3H.,. 4:-;8 (3Ho4ty, ab =(3?1 2mbiz)1.7b-48
(311, t, 7 (s5Usjng 0.3 g of

3- [2 (3, 4- &I ﬁ yﬁ??e’nf}r?éx%ﬁ (Eﬁy -156- propionic acid obtained in
Re ference Example Il 0.28 g of vvhlte povvdery : '
3-[2 4 i zol - ( 3- hydr oxy

py rroI q %l’%r@%&%‘iﬁ)g g v%antS Y ?}%)(Pqeﬁlytlh%x%‘LﬁﬁhﬂTe}‘ @ in Exanpl e
1. 5 1H- NWet%@lcﬁ.n225§iﬂ.¢fdiﬁnll—m§e 75, 1.8 Hz),7.52(1H d, J =

1. 8Hz),

/- 44 g%kﬁ (CDCL
3) 8: 8.50 (1H, dd, J = 4.5, 1.2 Hz), 7.59-7.54 (2H,
m), 7.51 (1H, 4, J = 2.1 Hz), 7.45 (1H, s), 7.34-7.29 (1H, m),
6.91 (1H, 4, J = 8.4 Hz), 5.91-5.80 (1H, m), 5.11-4.97 (2H, m),
20 4.10 (2H, 4, J = 6.6 Hz), 3.91 (3H, s), 3.60 (2H, t, J = 7.5 Hz),
3.01 (2H, t, J = 7.5 Hz), 2.57 (3H, s), 2.30-2.22 (2H, m), 2.05-
1.92 (2H, m)
Example 150

3-[2~(4-methoxy-3-phenethyloxyphenyl)oxazol-4-y1]-1-(3 ~methyl
25 pyridin-2-yl)propan-1-one
'H-NMR (CDC1;) 6: 8.48 (1H, dd, J = 4.5, 0.9 Hz), 7.60-7.49 (3H,
m), 7.43 (1H, s), 7.35-7.20 (6H, m), 6.91 (1H, 4, J = 8.7 Hz),
4.27 (2H, t, J = 7.5 Hz), 3.91 (3H, s), 3.58 (2H, t, J = 7.2 Hz),
3.19 (2H, t, J = 7.5 Hz}, 3.00 (2H, t, J = 7.2 Hz), 2.55 (3H, =)
30 Example 151

3-{2-[4-methoxy-3-(3-phenylpropoxy)phenyl]oxazol-4-y1}-1-(3-

methylpyridin-2-yl)propan-1-one

'H-NMR (CDCl;) §: 8.50 (1H, dd, J = 4.5, 1.2 Hz), 7.58 (1H, d, J =

2.1 Hz), 7.55 (1H, d, J = 2.1 Hz), 7.49 (1H, 4, J = 2.1 Hz), 7.44
35 (1H, s), 7.34-7.15 (6H, m), 6.91 (1H, 4, J = 8.4 Hz), 4.11 (2H, t,



s),6.91(1H, d,J = 8.1 Hz),4.20-4.10 (44, m,3.50-3.40 (4H, m, 3.00-2.90
(2H, m, 2.70-2.60(2H, m, 2.10-1.90(3H, Hz) m, 1.48(3Ht,J = 6.9 Hz),
1.48(3H,t,J = 6.9 10 Exanple 238 : Using 1 g of '
3-[2-(4- benzyl oxy- 3- net hoxypheny] . ) oxazol 4-yl ] propi oni c acid obtained in
Ref erence Exanple 73, 1.03 g of pale yelil2aw powdery

3-[ 2- (4-benzyl oxy- 3- net hoxyphenyl ) oxazol - 4-

y1] - 1- pyr r of idin61Hg) pr dp2h-(BHone ) was. abt(RHned, i 1 £ e 5saAR, nBUwe( 285 Bs in

Example 1. 1H 13), B:, 7. 61-7.27 (8H ,.6.93 (1H, .d, J = 8.4 Hz),

5.20 (2H, $),” %ﬁ%, §'s‘34,8( %491%3.%9‘ (72%, Hﬁﬁ %?5374?2(3%,5%; 320 428, b,

2.65 (2H, tI =) 7=57.6.6i4)z) 1.95-1.78 (4H, m Exanple 239 20Using 1 g of

3-[2-(4-be | o -%-gethoxyphenyl)oxazol-

4-y1]-1-py2%%ﬂ£3én~i-yl-propan-l-one obt ai ned in Exanple 238, 0.59 g of

white pewdery 3-[2- (deiiydr axy- 3gnEto&0X>aggﬁayé3%@hyf- methanesulfonate
o

y1l] - 1- pyrrolidi n-1-yl propan- 1- one was aihedin the sanme manner as In
Exanpl e 2. OPFaipRARLP efenge ¥xggple 532 (and OnR, 97 084 3¢ LBt (3)hyd8ogp-4-1H,

G 0 eyl s GBS st 0% (g 2 900 1
obtained in Example 136, 90 mg of white powdery 3-[2-(3-
cyclopentylmethoxy-4-methoxyphenyl)oxazol-4-yl]-1-(3-methyl

10 pyridin-2-yl)propan-l-one was obtained in the same manner as in
Example 137.
‘H-NMR (CDC1,) &: 8.49 (1H, 4, J = 3.9 Hz), 7.59-7.50 (3H, m),
7.45 (1H, s), 7.34-7.29 (1H, m), 6.90 (1H, 4, J = 8.4 Hz), 3.95
(2dH, 4, J = 7.2 Hz), 3.90 (3H, s), 3.60 (2B, t, J = 7.5 Hz), 3.01
15 (2H, t, J = 7.5 Hz), 2.57 (3H, s), 2.54-2.41 (1H, m), 1.91-1.82
(2H, m), 1.68-1.56 (4H, m), 1.42-1.24 (2H, m)
Example 153

Using 0.16 g of 2-cyclopropylethyl methanesulfonate
obtained in Reference Example 50 and 0.15 g of 3-[2-(3-hydroxy-4-

20 methoxyphenyl}oxazol-4-yl]-1-(3-methylpyridin-2-yl)propan-1-one
obtained in Example 136, 0.1 g of white powdery 3-{2-[3-(2-
cyclopropylethoxy)-4-methoxyphenyl]oxazol-4-y1}-1-(3-methyl
pyridin-2-yl)propan-l-one was obtained in the same manner as in
Example 137.

25 *H-NMR (CDCls;) &: 8.50 (1H, ad, J = 4.5, 1.5 Hz), 7.60-7.54 (3H,
m), 7.46 (1H, s), 7.35-7.27 (1H, m), 6.91 (1H, 4, J = 8.1 H=z),
4.18 (2H, t, J = 6.9 Hz), 3.91 (3H, s), 3.61 (2H, £, J = 7.5 Hz),
3.02 (2H, t, J = 7.5 Hz), 2.58 (3H, s), 1.78 (2H, g, J = 6.9 Hz),
0.91-0.80 (1H, m), 0.53-0.46 (2H, m), 0.16-0.11 (2H, m)

30 Example 154

Using 0.19 g of 2-cyclopentylethyl methanesulfonate
obtained in Reference Example 51 and 0.15 g of 3-[2-(3-hydroxy-4-
methoxyphenyl)oxazol-4-yl]-1-(3-methylpyridin-2-yl)propan-1l-one
obtained in Example 136, 0.13 g of white powdery’ 3-{2-{3-(2-

35 cyclopentylethoxy)-4-methoxyphenyljoxazol-4-y1}-1-(3-methyl



Using 0.15 g of 3-[2-(4-hydroxy-3-net hoxyphenyl)oxazol - 30
4-y1]-1-pyrrolidin-1-yl-propan-1-one obtained in Exanple 239, 0.13 g of
white powdery 3-[2-(4-ethoxy-3-net hoxyphenyl)oxazol - 4-
y1l]-1-pyrrolidin-1-yl propan-1-one was obtained in the same manner as in

Exanpl e 3. 1H NWR (CDC13) 8: #1®4-(1H, dd, J =8.1, 2.1 Hz), 7.52
(1H, d, J =351.8 Hz), 7.45 (1H, s), 6.91 (1H, d, 3 =8.1 Hz), 4.15 (2H, q,
3 = -157- myrdGHny 2-31 BBrq8iH - lsPne wdD- GorlinedH inn)the? sShe( Rbnnér &k =i. 2

Hz), 2.66 ( he 437 7.2 Hz), 1.97-1.79 (4H m, 1.49 (3H t, J = 6.9 Hz)
Exanpl e 24 Fz?g cycl opropyl met hoxy- 4- net hoxyphenyl ) oxazol - 4-

yl rrgt rr:1y1] f 2HLNMR | (J?]?@Ilgﬂt layljbe%ag%qe Jt ai r;eq_ig,r)f E)gggngp’ ﬁﬁf@_gﬁ@ﬁ@ﬁggdd
in of di rjram.de, uantity of sodium hydride was adde
thereto w fﬂ'?g}ég%’odﬁ?ﬂgsénd 7s§ﬁ‘??i3{%,a§hd“‘c)he 6nPQt 4B wis gt FrPetl Hak, 30
m nutess A4QQong2gyad) iy of. 91@zethys iadi de) was, qadded thereto,; ang, f he
reaction mixture was stirred at roomtenperature for 2 hours. Water and

et hyl acet 381wdPB:t hend addedP tHidreo57 ahtl ex@r-ad-0énlwed (f6h.f ov neb. 6 7Fhe
organi c | ayesowasyVagsned wilh yaten tyyce and concentrated by renoving the
sol vent under reduced pressure. e reSidue was 15 purified by silica gel

chr onat ogr &A¥ple- bexane : ethyl acetate = 3 : 1) to give 35 ng of
colorless oily NJ[2-

cycl opr opyl met hoxy- 4- ?r‘?;étzﬁogy%aenﬁﬁt)yoagz%"l L2 (G R AmrLperovphenyl)

trifl ud® omexhgbbebzar -de.( 3-methyidWRA{ ODCKA)) pliopdn 70-che34 (Baiida 6.494
(1H, dd, J_= 8.4 2 4,88-4.11 (1H, m, 3.98-3.89 (511, m,.
3.17-2. 88 C3AM %?,ﬁéﬁ‘%is(‘-lkﬁf rﬁ",]taé.(s%“i‘!‘oc.r%'z?"(“?ﬁ? wyre .J@fpé‘f%%s imE, m
Exanpl e 24#&1 bsi agmétiivi fprakin?dé 3, 4- 0i. 20 hexympiany) exazpi;fctri];ﬂ%%ro-z-

yl met hyl ] met hyl am ne obtai ned in Reference Exanple 74, 70 mg o _
col orl ess 6?8%31%3?% ("9 AIRE NPEHSHeny BREx P61 MxFrRet WgF] Spirred with

et hoxy- N- n ' £ nedmy [ e 1.
TH VR ( Coer oy REnaBTROT MABRIEAL PO SO QORT TIRRAE G55 BpiRNSS
m, 3.419-2c98l(3¥ptey was gien adde@ighengto,)and estragiion wagopenfdampd
Exanmpl e 2434 ' : 2- il kN | - ' .
yli reT hyl amﬁﬁgyz%%%egdc%ﬁ& fIge'f e%%%écr%e “éxsglng%egégﬂﬁgé%% ?g&ggéf %%? %“E%aé‘%ﬁ
benzoi ¢ acldyed. MRy 6PneeRtxatedwdendeN- f2diiged 3 pres8Bre. The obtained

di net h 4yl 13- 2- et hoxyb i tained -158- |
Che e phehyad A - lou 4Bkl by SRIPRCRER T SRUR° FR-ApESaraphy®, |
4.8 Hz), 7(6bcHlGEuetHane); FLUFl (dedtasp, =7.139)( tbl, giye T.D6 d 1ot whlite

6. 95- 6, 85 . 4,30 4. H, 4.0 . J = 6.9 H), 3.85 (2H,
o 05 280 bt} 35 F U finlnbii s Rz, A 0Prd Hlorlehony fier i a2 41 7D
(fg’(g’jdﬂ&ya@n |wﬂ%zim'm§hﬁ|lgone"d bt ai ned in Ref

(0] - , &4- X oXazol e-4- Ccarlr box | C acCl (0] al ne I N er erence
Exanpl e 80%@'&@&0%%@83%/0@’15'% (lﬁ'arﬁdno)j%hén%ne‘?(ﬁ )y 3r70n(H6 géwdéry
N-(2-0x0- 2= phenyl2ethyiz), 2-7.8047 5@t ey PRENYY ) oxaz ol £- 4; Car oxadi ggyas

7.35-7.30 (1H, m), 6.96 (1H, d, J = 8.4 Hz), 4.45 (2H, g, J
25 Hz), 3.92 (3H, s), 3.60 (2H, t, J = 7.5 Hz), 3.00 {(2H, t, J

Hz}, 2.57 (3H, s)

Example 156

8.4

7.5

Using 0.1 g of 3-[2-(3-hydroxy-4-methoxyphenyl}oxazol-
4-yl1-1-(3-methylpyridin-2-yl)propan-l-one obtained in Example
30 136, 45 mg of pale yellow powdery 3-{2-[4-methoxy-3-(3-methyl-2-
butenyloxy)phenyl]oxazol-4-yl}-1-(3-methylpyridin-2-yl)propan-1-
one was obtained in the same manner as in Example 155,
'H-NMR (CDCl;) 6: 8.50 (1H, dd, J = 4.5, 1.2 Hz), 7.59-7.52 (3H,
m), 7.45 (1H, s), 7.34-7.29 (1H, m), 6.90 (14, 4, J = 8.4 Hz),
35 5.58-5.52 (1H, m), 4.64 (2H, 4, J = 6.9 Hz), 3.91 (3H, s), 3.60



obtained in the sane manner as in Exanple 1. 1H NWVR (DMSO-d6) 8: 8.67 (1H,
d J =09 H), 8.49 (1H, t, J =5.7 Hz), 8.10-8.00 (2H, n), 7.70-7.50 (5H,
m, 7.16 (1H, m, 4.81 (211, 15d, J = 5.7 Hz), 4.13 (4H, q, J = 6.9 Hz),
1.38 (6H, t, J =6.9 Hz), 1.37 (311, t, J = 6.9 Hz) Exanple 245

Usi ng 2- (3, 4-di et hoxyphenyl ) oxazol e- 4- carlgoxylic acid obtained in Reference
Exanpl e 80, 0.32 g of white powdery 1-(4- 20

{4-[ 2- (3, 4-(Fbbt foxyphehyd )Hndaz@lél%%rttonyl}p?pierzz)i,nQI.s’v}p:’;}E,n)gl))eihz&mone
was obtain nath nne rrpl e 1. 1H NWR (CDC13) 8: 8.20
(1H, s), e@ﬁ? 853(2?—55%#?)7 %2 fﬁ% J = 8.4, 2.1 Hz), 7.54 (1H d, J
= 2.1 Hz), Ekaﬁ@16857(3H ,25 440420(211 rr),419(211qJ:69
Hz), 4.16 (2H, q, J = 6 4.00-3.80 (2H_ m, 3.50-3.45 (4H, m, 2.53
(3H s), 1.50 (311, ‘{Sln? J% é o 195, 31050 Y Bpdrexy A-meghoxyplienmldasnenl246
Usi ng 0528 4g.50f] - 2= ( 3, fsthiya wﬂh@né'l% 5@5@161 6ne30019€éﬁ%\/' & agkfnpie

obtai ned in Reference Exa e 80 an
(4- met hoxyptiény| PpPherdizidfe, Wite gPQdee&W té b%miﬁs'r(? 4y ¢ Pol{egzenyloxy) -4~

di et ho h - t tained in
ch et hoxy phexhh ey el okl L 4T PSRRI LEL e 2215085, O B0 |
s), 3.14 (%@Es epbtdined ig sz sajmemapﬁeu: a5 ih Exdng@leiassExanpl e 247 Usi ng
0. 28 f 4- -4- 5 boxy| d bt d

Ret or once ELaNE (GBI R R W o Rondngt 1of pek o e, vino0e T pudiy |
45( 2- (B(()j4_ di)et MonGplidHyl ¥) oxaz:o4—_74 zpl)(lﬂil (Aihydih%ﬁ%w per@,zdlgg()\ivaHs
obt ai ned i e er i , ;

s), 7.61 (% b ad g’gn&*ga’?ﬂ giiz?“‘ﬁxg’r;p 34 B18P SH. 6)o536698(¢H1E. )
4.40-4.30 L2H, 2rrflz)421:>—14(iﬁ (14J-|Jr£),7 4. 00y 3.837( 26k, My, 3 114 ft4é‘é (tSvH =
4.8 Hz), 149%611 J.= 7.2 Hz) Exanple 248 UsmgOZ

2-(3,4-di efox p?ﬂeﬁylﬁ)loﬁéﬁol@ 4- 15 carboxylic acid obtai ned |n Ref erence
Exanpl e 80rasfpik sy of 2- phenylethylam ne, 0.21 g of white powdery

N- phenet hyTI-2-(3,4- di net hoxyphenyl ) oxazol e- 4- car boxam de was obtai ned in
the sah® manner as fn Bxdnp¥e UanBHIMVROE CORIR- 8- (8-ayciohidxenyloy)5@~( 1H,

710" (1w, ettty tilidaoh A 43540 dmntybys i S Pl 1500 ) e

(2H, m, 201915a%r2€rq1 in Eacampie21$&)was1 B Eselued (BH, ZQT)mlBOtfrrplthaﬂdE Bissng

Ret or once EAGRMT L O Snci0. s pheayion ot fatn BREEE TR Adel hffl. 388, O

pal e yel | othgpomdstyre\ vas stlrred at room temperature for 2 hours. The

rr d et 4- henyl ol e-4- carboxam de wa
Ot o i Betallaes e ) randobdl oy MELDCANORTY 8 R s dp Tegn hend
Hz) , 4. 23- Acdcdirtirazed0- 2 The &b&aiﬂédli:e@:)dﬂe OfYsl bk £i=8. by silica gel

column chromatography (n-hexane : ethyl acetate = 3 : 1) to give

0.2 g of pale yvellow oily 3-[2-(3-cyclohexyloxy-4-
methoxyphenyl)oxazol-4-yl]-1-(3-methylpyridin-2-yl)propan-1l-one.

25 'H-NMR (CDCl;) &: 8.50 (1H, 4, J = 4.5 Hz), 7.59-7.54 (3H, m),
7.45 (1H, s), 7.34-7.30 (1H, m), 6.91 (1H, d, J = 8.1 Hz), 4.35-
4.25 (1H, m), 3.89 (3H, s), 3.60 (2H, t, J = 7.5 Hz), 3.01 (2H, t,
J = 7.5 Hz), 2.57 (3H, s), 2.07-2.02 (2H, m), 1.84-1.80 (2H, m},
1.60-1.51 (4H, m), 1.43-1.23 (2H, m)

30 Example 159

A 0.26 g quantity of 3-[2-(3-hydroxy-4-methoxyphenyl)
0xazol-4-yl]-1-(3-methylpyridin-2-yl)propan-1-one obtained in
Example 136 was dissolved in 10 ml of tetrahydrofuran. To the
obtained solution were added 0.2 g of 2-hydroxyindane, 0.75 ml of

35 diisopropyl azodicarboxylate (40% toluene solution) and 0.31 g of



=1.8Hz), 7. 44(1H, br s),6.92(1Hd, (4H m, 3.65-3.58(2H, m, 2. 79(2H,t,

(411, m,1.87-1.75(411,mM,1.53-1.46(611, 1.8 J =J =m Hz), 8.4 6.6

Exanpl e 250 Using 0.15 g of[2-(3, 4-di et hoxyphenyl ) oxazol -4- 35 yflacetic
acid obtained in Reference Exanple 81 and 0.11 g of o- -160- phenetidine,
0.12 g of white powdery 2-[2-(3, 4-di et haegphenyl)

oxazol - 4-y1] - N- (2- et hoxyphenyl ) acet am de was obtained in the sanme manner as
i n Exanpl e tiri (bHObNWRL | SEER)in8;, Snddchelbiktusd ,wedk 3Titdél £fd.503c= XfZer 1.8

Hz), 5 7.70-7. 2H L 7.61( J.=.1.8 Hz), 7.Q00-6,90 (3H m, 6.80
(1?4, dd, J 3 g‘ogésg 20%,94."% %%@g‘a‘?xy}“ga%f 9%255, 218160%2@11&??5&36.9
(HgL 3. 93 (aziddicarﬁozgiral% Hgﬁ;% 31:5?]1(1&&4;7 g&»ﬁ;ﬂiﬁ (E%L'di lbhsgg,lg 6@U€. Hzieonis@
, t, = 6. , 1, , 1, = 7. anpl e ‘Using O. g
of [ 2- (3, 4- &“&Yﬁé%éﬁ%m% |EUFther| gdded cthRyefoppiddndde AiREreE e
Exanpl e581 o2 L0053- h o] j ] o) I pgywdery
2-[ rZrP(S?4- sﬁc{igfﬁgxﬁhgﬁfffg%g?gﬁ“ﬁ: ﬁél\ﬁx’%%yﬁ/cgir %ﬁg}:‘%é‘f’% Z%qu\g)gg{ég? am de
15 was obt 3PHEF meAPRed sBReSFithither rASEep¥as IPurHiRgRbyCBELIR)a 89e110. 37

D sEaS oo ey | G i syl

J = 6.9 Hz= 4,16l (2HL) g, a0d ey siia) Lided IF{@H,adetode A5 Dphippyl ledtfer( 314,

t, J =6.9 ) I 2 Al uantityof4-c ronet hyl-2- (3, 4-

di et hoxyphggf/lg%%a%ﬁ?ogt g?necgllgﬁﬁ & ePEé‘ﬁ%é/erYEx%h(y' 337@?“%&3’622'3 g¥v)-4-

pi per at® n- hethexppitely Xi®xgzol - potldsIi (o msiydpgi-ed iver B-yadgedpan-110nsl  of
acetonitrile, and the 'S<ture was_heated and ref |uxed 25 for 7 hours. The
resi due vvasHH?%t(&P%Jnh etthyll 4dHt ab%, dant wdsBeHzW t B tdt7Ted6ahdH+ WO wi t h
saturated lr.one(1fihedor gani g.7auey, vasegried aver jarhydgous . BRERESi3UB5

sul fate ang concentrated by renoving the sol vent under reduced pressure.
The residu 3ﬁfassguri3fpéd(%‘¥' st1ita g2 R ums -&hr drHt offapfy= 16.8. 6.6
(dichl oronethang. 30 (mthamp 7 =1:1%.80 305 Liz) angl gahqabt @i ngd_ch ugdey, )
crystals were recrystallized fromethyl acetate to give 0.25 g of coﬁ orl ess
crystalt¥ i né-28[ £3§ 3 - di et hoxyphenyl ) oxazol - 4- yl et hyl ] pi per azi n2- one.

1H NWR (CDEdpBe 69 (1H d, J =8.1, 2.1 Hz), 7.56 (1H d, J = 352.1
Hz), 6.91 (IH d, 3 = 8.1 Hz), 6.03 (1H, brs), 4.17 (2H, q, J -161- = 6.9
Hz), 4.15 (2H, q, J% 629 Kz),q@ELty2H 0of5) , mgtiFl 3. 35[2 263 -behzyBosd 4-2H,

D0 ARty L, LR 1) SR

oxazol e alrned in éren
Exanpl e 35Ezadpe 51& agid Avbphodd methgl3pigobifnatkl rerpodidteroived in 40 ml

128 deehInaianuletess! oo IR LT ISA08 Yo5-0l Sashan
7.54 (1H, sherétd®lw{tH, ick-cbollng8add Hayirdindy- 4ntl0 SH4dring, wds Sfartnée (4H,
m, 3.51 -(%yhtft)uied. The reaction mixture was heated and refluxed for 2
hours. After the reaction, an aquecus saturated ammonium chloride
solution was added thereto with ice-cooling and stirring, and the
25 mixture was stirred. The reaction mixture was stirred for .30
minutes, water was then added thereto, and extraction was
performed with ethyl acetate. The organic layer was washed twice
with water and concentrated by removing the solvent under reduced
pressure. The obtained residue was purified by silica gel column
30 chrométography (n-hexane : ethyl acetate = 3 : 1) to give 2 g of
colorless oily methyl 2-[2-(3-benzyloxy-4-methoxyphenyl)}oxazol-4-
ylmethyl]-3-oxo-3-pyridin-2-ylpropionate.
1H-NMR (CDC1;) &: 8.67 (1H, A4d, J = 4.2, 0.9 Hz), 8.07 (1H, dd, J
= 7.8, 2.1 Hz), 7.83 (iH, td, J = 7.8, 1.8 Hz), 7.55-7.30 (9H, m),
35 6.90 (1H, 4, J = 9.0 Hz), 5.29 (I1H, t, J = 7.8 Hz), 5.16 (2H, s),



2.60-2.50 (4H, m, 1.48 (6H t, J = 6.9 Hz) Exanple 254 A0.50¢g
quantity of 4-chloronethyl-2-(3,4-di ethoxy phenyl)oxazol e obtained in

Ref erence Exanple 35, 0.28 g of 2- 15 nercaptopyridine and 0.28 g of

pot assi um carbonate were added to 10 m of dinethylformm de, and the

m xture was stirred at roomtenperatureifgr- 24 hours. The reaction m xture
was diluted with ethyl acetate, and washed with water and then with

sat ur at ed b¥i%ie.(3Ehesbr garfitc (BHyes) was 3drBeziB aweer, aphydr ous magnesi um 20
sul fate an_dExca(I)nniené%?t ed by renoving the sol vent under reduced pressure.

The residu ied by silica gel colum chronmatography (ethyl acetate

n-hexane = 1 : 4 twsihg 22), ofnhtihe QbEZu(KﬂieﬁEyﬂ§X$H¢ﬂ%E%h§X§§H€ﬁylb
recrystallized froma m xture of ethyl acetate and n-hexane to givé 0.63 ¢
of col or | e&aF8 1z EyEME YL -3-0x0~-3- (pyridin-2-yl)propionate obtained in
2-[ 2- ( 354- diseimpaxypheay! ) @xagol A- Weretfylisul f PYBLELNE; g
(CDC13) 8: 8.4? (3H, y, 7.60-7.930 (3H,%t% 7.@%}&%}{1, r?)?b?&léiyﬁi%@d‘% J =
8.1 Hz), 6Isghoxppheyyliexggol 14yl -1} (py8idiH2)yylipBgdrPH-ose, 4. 17 &&H, q,

J =6.9 Hz . , = 6H , J =6.9 H) Exanple
255 A 0. 58%’%&&%?5%? e Eg?ﬁr??%‘f%?a& %’g%"g"’é‘é’%ﬁ }%%('azol _4- ) ™
yl met hyl sul'HetiyR | @30dig) ne: chtedi ried, | @d Exanplae 2254 . wasz pddedst 120 dd, of

di chl or onet_hane. ) g.guantity .o chl or operbenzoi ¢ 35 acid was
gradual |y édgég’té'egel?zg ’vvi7t'§gi Héé'coté{'i ﬁ(t:],: gn’ﬁi t’hé %?5627"7‘53(7?&:%(%5 Mhen
stirreto Tiee8BedatH| odd mXture syag.di iyf eds wizt 180 8, of . o qhakor gpethane,
and washed ,w.t h_an_aquequs 10% sodi um hydroxi de sol ution and then with
sat ur at ed 6%%1.:'1‘?15 gr'ga fé I%}pé’r (vHs brikd SvérH%)nhydrous magnesi um

sul fate angxemprenigated 5 by renoving the sol vent under reduced pressure.
The residue was purified by silica gel columm chromatography (ethyl acetate
: n-hexane = 2 : 1 o 3 p-i?, and t hed@HBitditied cpfide cByE%-aés*hMSOXY-‘l-
recrystal | j2edody 08,10 . Lhy ef-at.e_ -hexan o gl 49 g
of colorless cryst alnl%i Hg%%gé(ﬁglj Ii]lgpﬁ&% 2 ﬂlfb&ﬂéﬁ 20nd %e/aein%d

di et hod§phéRy Exewaie| 161 yppet Rade®ul PEny. Ppfidaibieyclel BIVR (16DES)7 -@ne8. 81
(1H, m, 8 (18, : (&H, A0 e 7. , S)a 7 (1H, ..[.50-.7. 40
(2H . 6‘.”%?8(]1&&55 ,Vﬁaz%aj?. 4%Hzr91, 2?71‘%13‘,1%?)', 42.‘130'(5l H,gq,q“\r%‘l“él‘é‘%’g"ﬁz),
1.47 (6H, (brgmemeghylpigyclebibemeplwas?25@ided thereto, énd. fie gniptaitei tyasof

[2-(3, 4-di p Y, | -4- vyl t hyl am ne obtai ned in Reference
Eeanml o 37 once b FUy AR pheriialiE! b L AS AR gARuE fiFe gt ionea
acetonitrite. ¢odl,19wgteuamntdst ythén o-dddedentiseddtany| ehll ordstdeavasoradead

t her et an h m xture was stirred_at room.tenperature for 1 hour.
Vat er 2‘\/)\Qas %‘d%%g?ec%io twﬁgﬁr%élgji (?ﬁ‘e%]a*i? ur gf%ﬁ’ﬁd”aébﬁflﬁgg?% WESTp eV nédewi t h
et hyl acetatganikhe layganivad ageficairatraghashaurt hrd@i®da t Preéfsu@Nd t hfie
sol vent was em)\éed. 'Fl;ge obt ai ned residue was purified using a silica gel
col um (n-ﬂ%gzaa’ﬁbe - TESHITC it RuEified. by sikycs g8l opehirHe shEpuEOIEPEYal S
were recrysdattliczethethene a: Mol @cetats exaine And Ltk 36ehte Lpiglve
0.3 g of white powdery N[ 2-

(3, 4- di et B HHehy Py bxdZoicyglobwt Impthozy nbmethpempherElldeaaht 4L 1 - NVR
( CDC13)5 8:(%%@@1@115,_3,@1% opan-4-Bnel.- 5 Hz), 7.48-7.16 (6H, 111). 6.90 (1H,
d, J =8.4Hz), 5.11°(1H 'br s), 4.21-4.11 (6H, n), 302.64 (3H, s),
1.52-1. 46 HGNMRnY CBRAnplde 8588 (1H, 4, J = A.G. Bzy,qeaosi(y,ofd, J = 7.8

3-[2-(3-cy pr I hoxy- 4+ _ _

met hoxyphel%/ ) o@gg?olr@%i y?[?”— iJ ( 2-7ét8ho}<y%h%zﬂyl )%P%p%lhﬁqu (e Bht o8 178 (LH-
Exanpl e 102. ahd @.%48Hgl, of. 0 d28zi de FronchpdHa)e wse 3%, adieds 168 (2H,

di et hyl ene_ gl ycol . 4 antity of potassi -163- hydroxi de was
added t her &t o,y 5n(¥':t%hglz#i'xt%u&§ \C\t/é?'stti'rrlgd' g?'glgrg%)'fo?'%'l%ﬁﬂ. (e Meaction
m Xt uke® wes. xd-20wed (B, avpl 2. oeterswasiet, hap added thereto, and extraction

was performed Q’th gt hyl acetate. Drying was performed w th anhydrous
magnesi um 168 and the sol vent was renoved. The residue was purified

by silica gel col un@s ofred ogr aphy_(h- .5 Dy _ © 1) to
give 0.1 g of colorl epél{sg oi ly g-(B- cygl og?g%aﬁr?e hoxy%’tﬁiﬁ&bﬁ&ﬁyr)o&azoi

net hoxyphehyhl-4-[(BYr i HoxpaseRan gropy| pbkaiwsd. in Example 161, 0.28
g of white powdery 3-[2-(4-methoxy-3-(4-pentenyloxy)phenyl)

35 oxazol-4-yl]-1-(pyridin-2-yl)propan-l-one was obtained in the



111-NWR (CDC13) 8: 7.58 (1H, dd, J =8.4, 1.8 Hz), 7.51 (1H, d, J =10 1.8
Hz), 7.39 (1H, s), 7.17-7.12 (2H, m, 6.93-6.81 (3H m, 4.03 (2H, q, J =
6.9 Hz), 3.94-3.92 (5H m, 2.72 (2H, t, J =7.5 Hz), 2.62 (2H t, J =7.5
Hz), 2.03-1.96 (2H, m, 1.43-1.25 (4H, m, 0.69-0.63 (211, m, 0.40-0.35
(2H, m Exanple 258 15A 1.6 g quantityiefig-sodi um hydride was suspended in
100 mM of tetrahydrofuran. A 2.68 g quantity of 1-(2-nethyl phenyl) ethanone
and 6. 58 gsﬁﬁn'aZm(aBnbenz%/IJ@xgEx&mpm H®2ypheny1l) - 4-chl oro met hyl oxazol e

obtained in 5 were_successively added thereto with

i ce-cool i ngHgﬁrﬂf &chﬁl Egg aﬁTégt e i 94 -urle “wAs2 ZoyﬁeaIFéd @neP rdfl.| txell Tor 4
hours. An agseezy,satss atier anmoniumah=gri deesol ulsi Qauwags) adfed ther ef,o
with ice- coollng Afier stirring for 15 m nutes, water was added t her et o,

and extract) 6n EndsEBér tdrited -GFt At ) Rcelad €9 B ng) wek: HhdREped £ of med

wi th anpydrows smagness um Sukf ak§, @.rm}, tbg,sel vent Masybemoyes (Fhe €5 5
residue was purified by silica gel colum chronmatography” (n- hexane . ethyl

acetate = & 7-3)Hzjnp- P%Zgzéf(%ﬁve"dbt ai 9 d Br.ulle Hroduét Hads di ssol ved in
20 M of e%ﬂghe fx0.16 g quantity of 10% pal | adi um carbon powder was

added thereto, and—the m xture was stirred under a hydrogen atnosphere for
18 hours. The 30 redctlOngmEpEatedtnwaoff |2-t(éF-bduzxaImd:yt hemeﬁtcmymdnj{n)-taqnate

was concen | e S. ri.fi by sil I

chr omat ogr EE%%E’%?’B oorxe%rare a%%@a:m%téha‘ﬂoﬁ e%ﬁk‘f h I?Jg %0m.29f77 ¢ At

yel | owlLoi | yt- Zzéallyhb}qppeﬂym&mmleewﬂﬁaﬂe% Dnt Qde}féreﬁ@@ylﬁ;@ﬁgz@l &3

- 164- rr) 6. 394(3H s), 2.72- 2.62

(4H, w§§e(é é%v‘e@xéﬂpggo éts% OfUE?Flba%(dﬁ: fB 1.82 g duantity of

25 ( 3- hydr Oxpaduiehpexyqd onysl) adiedB0rerb b Oy LRI o8yldsxiazg! angbisaipethd,n
Exanpl e 258, 0. 37 of colorless oily

2-(3-cycl opPSpyAtiE ﬁBﬁyWESne?ﬂ‘TSW:ﬁh@ﬁﬂ}n@d( 3- oTh®)| YERPHIAR \mbxias| &vafas

obtalned 1 RebbEa SN FENINRedd®ot-Ns BXGHR € %%%erlgh@ deddlionl: 223 Qaueous
CDClB%% 7.58(1H,dd,J = 8.1,2.1 Hz),7.51(1H,d,J

Hz), 7 (1Fﬁ§§rqtqﬁsqmmmgeuﬂ Fp-Ler ﬁﬁl@tgag Was added thereto with ice-

3.94-3. 92 .
(2H m, 1. gg{?’t’i%n 1%H,%n)%,tg’2'£ﬁ% %ﬂé%’é%ﬁo%%(sztffmdaanp & SEUR%. 21
g quantityfer Fq 2minuigs opab@yl wes haxdided- tjt@reto and extraction was

met hoxyphe ( yp yl One gbt ai ned i,

Exanpl e 109&}'3 a dedf]thy;la[ghiil g?g{%\ﬁganolq‘gg %18%"?1 ur §%Ra¥e glf?ﬁfrwégh\/vi th

i ce-cool i ngater37tmg:equam| tgpnobnsoaitaedn bgr ohgmbvmlrg vva]se greadwehty wdided

t her et [ at f. the react on m xture_h reached rogm

t enperat ur eégu Sprtneén\ags (k‘)Hi Se‘??%?lr?eeg &P+ %d'{?lsspuﬁﬁf FFugisifa ge

hydr ochl or ceLam dclsmimattiognayiags (aﬂdaeﬂah@ t hetiy@acide@atal xt air e, 1 pngh sakuent

was t hen rgn%\éed EXW}‘EﬁC“ on_was performged w th dichl ororret hane, and the
ghed

extract wa SB?U?I%E% %@ll?ﬁ%xﬁﬁetné(&t ~dab2 1 (ReRenry MK der

anhydr ous ﬂﬂ@gﬁtﬁ@pmw|)6ﬁ&ﬁglmgl§phyﬁi wagel enoved, and the 25 residue
was purified silica col umm chr omat ography (n- hexane . ethyl acetate
=3: 1) td’lcﬁl‘ée(@m%:i)g f TedPol FBssddi | § = 1.8 Hz), 7.62-7.58 (2H,

3-[ 2- (& cym) opy opyleohexy; 4njTethesygheny. :%px ol 54 0b

et hoxypheni; I}Ipr an-1 - @ I-I-TI\rIENR CDC13) 8: 8 61%3/16]0'.3]2 82— 84, >3 4 Hz),

7.50 (1H, &1 3¢ 87Hé) 15 6F011%; 3@ (cﬂzf(lx.ini, (I4=1110n)5 1.89H7) 3%.19
(2H, s), 4.65-4.62 (2H, m), 3.92 (3H, s), 3.42 (2H, t, J = 7.2
Hz), 2.99 (2H, t, J = 7.2 Hz)

Example 165

30 Using 1.4 g of 1-(2-allyloxyphenyl)-3-[2-(3-benzyloxy-
4-methoxyphenyl)oxazol-4-yl]propan-1l-one obtained in Example 164,
0.55 g of pale yellow oily 3-[2-(3-hydroxy-4-methoxyphenyl)
oxazol-4-yl]-1-(2-hydroxyphenyl)propan-l-one was obtained in the
same manner as in Example 101.

35 'H-NMR (CDCl;) 6: 12.5 (1H, s), 7.81 (1H, dd, J = 7.8, 1.5 Hz),



brs), br s), 0.69-0.63 (211,n), 4.07(211, 2.80-2.60 (211,m, 7.23-7.18 q,J
= (211, nm, 0.40-0.37 (1H, M, 6.6Hz), 2.20-2.15 (211, M 6.97-6.84 3.94-3.92
(211, m, (3H M, (511, M, 1.43-1.37 Exanple 261 35An 80 ng quantity of
3-[2-(3-isopropoxy-4-net hoxy -165-

phenyl ) oxazol - 4-y1] - 1- ( 3- net hyl pyri di n--2-28-) pr opan-| - one obtai ned in

Exanpl e 139_was dissalved in 3 m of dinethylformam de. A 0.2 g quantity of
sodi um hydr{ & WasladdBe Pher &t witth i%be-Jdccol§-AgHand §t 9214185, (8Hd mhe

m xture wass std red HersPO0 qnqauteg. & 75 ng uaptity of thyl, i.qdi was
added thereto, and the rgactiont(m' xt u)r'e was gtzllq'r?gbl Jtat ?dg?nﬁ%g’rrp%bgt Lﬁg for
8 hours. Witerf wad-&dded to the reaction nmixture, and extraction was

per f or med vg'%a&pq{ehxkﬁacet ate. The organic |layer was washed with water

tw ce, and t was renoved. The obtained residue was purified 10
using a5silica gel cé$inm @6 hexafie3: [ 2t (BHhydeekat £ methoxyphedl |@kiLoB5 N

oxasol -ary A BIot ol Ay A B R R T Ee 5 PP entpdbains - Branples 165,
#)H 7 Ngg%%gﬁ s %ﬁ%ﬁbﬁ;ﬂ 3.553(3 ih%oéféélggigxﬁ% “methoxyphenyl)oxazol-
4.63(1H, sepﬁ"yﬁié.‘b%l, 19AYBheRYLIPreppat ne (B s§btaizedl . 40 (WRH, sgme( 3H,
Hz), 2.28 nlxagpl &s262 Example 111.
10 'H-NMR (CDC1s) &: 7.70 (1, @4, J = 7.5, 2.1 Hz), 7.58 (1H, 44, J
_ = 8.1, 2.1 Hz), 7.52 (1H, 4, J = 2.1 Hz), 7.45-7.40 (2H, m),
i 7.02-6.90 (3H, m), 6.16-6.03 (2H, m), 5.47-5.27 (4H, m), A4.68-
4.62 (4H, m), 3.92 (3H, s), 3.42 (2H, t, J = 6.9 Hz), 2.99 (2H, t
J = 6.9 Hz)
15 Example 167

Using 1.1 g of methyl 3-[2-(3-benzyloxy-4-
methoxyphenyl)oxazol-4-yl]propionate obtained in Reference
Example 48, 1 g of yellow oily methyl 2-[2-(3-benzyloxy-4-
methoxyphenyl)oxazol-4—ylmethyl]-3—(2—methoxyphenyl)-3—

20 oxopropionate was obtained in the same manner as in Example 100.
‘H-NMR (CDC1;) 6: 7.71 (1H, dd, J = 7.8, 1.8 Hz), 7.57-7.53 (3H,
m), 7.48-7.30 (6H, m), 6.97 (1H, t, J = 7.2 Hz), 6.91 (2H, 4, J =
7.8 Hz), 5.17 (2H, s), 4.99 (1H, t, J = 6.9 Hz), 3.92 (3H, s),
3.90 {(3H, s), 3.69 (3H, s), 3.27-3.19 (2H, m)

25 Example 168

Using 1 g of methyl 2-[2-(3-benzyloxy-4-methoxyphenyl)
oxazol-4-ylmethyl]-3-(2-methoxyphenyl)-3-oxopropionate obtained
in Example 167, 0.63 g of white powdery 3-[2-(3-hydroxy-4-
methoxyphenyl)oxazol-4—yl]—l—(2-methoxyphenyl)propan-l-one was

30 obtained in the same manner as in Example 101.
*H-NMR (CDCls) 8: 7.70 (1H, dd, J = 8.4, 2.1 Hz), 7.56-7.52 (2H,
m), 7.44-7.41 (2H, m), 6.99-6.87 (3H, m), 3.95 (3H, s), 3.89 (34,
s), 3.38 (2H, t, J = 7.2 Hz), 2.98 (2H, t, J = 7.2 Hz)
Example 169

35 Using 0.22 g of 3-[2-(3-hydroxy-4-methoxyphenyl)oxazol-



Using 0.9 g of nethyl 3--(2-[4-nmethoxy-3-(2, 2, 2-
trifluoroethoxy)phenyl]oxazol -4-y1l) propi onat eobt ai nedin 20 Reference
Exanple 83, 1.05 g of yellow oily nethyl 3-(3-

met hoxypyri di n-2-y1)-2-(2-[4-met hoxy-3-(2, 2,2-trifluoroethoxy)

phenyl ] oxazol - 4-yl net hyl ) - 3- oxopr opi nat-a3sas obtained in the sane manner as
in Exanpl e 100. 1H NMR(CDC13)8:8.25(1H,dd,J = 4.5,1.5 Hz), 7.65(1H,dd,J 25 =
8.4, 2.1 Hz)4-YAI53(¢{Prmethokyphenyl Hmopand T-Fn8 3(8Hd,impd  6in 9dxanfdild, 1d8, Jo¢=8. 4

He), 5. 17 ( ) %;Qé}0%1§§gtéﬁé? ﬁ%rlg sopropOXYF%)meéﬁoxy%ggh§ijoggzgz—égkt

s), 3.65(3H,
yl] -1-(2-methoxyphenyl)propan-l-one was obtained in the same

manner as in Example 102.

5 'H-NMR (CDCls) 8: 7.70 (1H, d, J = 7.5 Hz), 7.57 (1H, 4, J = 8.1
Hz), 7.54 (1H, s), 7.47-7.40 (2H, m), 7.01-6.89 (3H, m), 4.67-
4.62 (1H, m), 3.91 (6H, s), 3.38 (2H, t, J = 7.2 Hz), 3.00 (2H, t,
J=7.2 Hz), 1.39 (64, 4, J = 6.3 Hz)

Using 3-[2-(3-hydroxy-4-methoxyphenyl)oxazol-4-y1}~-1-

10 (2-methoxyphenyl)propan-l-one obtained in Example 168, compounds

of Examples 170 to 173 were obtained in the same manner as in
Example 102,
Example 170

3-[2-(3-cyclopropylmethoxy-4-methoxyphenyl)oxazol-4-yl}-1-(2-

15 methoxyphenyl)propan-1-one
'H-NMR {(CDC1;) O6: 7.69-7.40 (4H, m), 6.99-6.89 (4H, m), 3.54—3.89
(8, m), 3.37 (2H, t, J = 7.2 Hz), 3.01 (2H, t, J = 7.2 Hz),
1.40-1.35 (1H, m), 0.67-0.65 (2H, m), 0.38-0.36 (2H, m)
Example 171

20 3-[2-(3-cyclopentyloxy-4-methoxyphenyl)oxazol-4-y1]-1-(2-
methoxyphenyl )propan-1-one
'H-NMR (CDCl;) 8: 7.70 (1H, dd, J = 7.5, 1.8 Hz), 7.56 (1H, dd, J
= 8.4, 2.1 Hz), 7.51 (1lH, s), 7.43 (1H, td, J = 8.4, 1.8 Hz),
6.99-6.88 (3H, m), 4.48 (1H, br s}, 3.89 (3H, s), 3.88 (34, s),
25 3.38 (2H, t, J = 6.6 Hz), 2.98 (2H, t, J = 6.6 Hz), 2.04-1.85 (4H,
m), 1.63-1.55 (4H, m)
Example 172

3—[2—(3-ethoxy-4—methoxyphenyl)oxazol—4-yl]—1—(2—methoxyphenyl)
propan-~l-one

30 'H-NMR (CDCl3) 6: 7.70 (1H, 44, J = 7.5, 1.8 Hz), 7.57 (18, dd, J
= 8.1, 2.1 Hz), 7.51 (lH, &, J = 1.8 Hz), 7.47-7.41 (24, m),
7.01-6.89 (3H, m), 4.18 (2H, g, J = 7.8 Hz), 3.94 (3H, s), 3.90
(3H, s), 3.38 (2H, t, J = 6.6 Hz), 2.99 (2H, t, J = 6.6 Hz), 1.49
(3H, t, J = 7.8 Hz)

35 Example 173




Exanpl e 263 30Using 0.7 g of nethyl 3-(3-nethoxypyridin-2-yl)-2-{2-

[ 4- met hoxy-3-(2,2,2-trifl uoroethoxy)phenyl | oxazol - 4-yl net hyl ) - 3-

oxopropi onate obtained in Exanple 262, 0.42 g of colorless oily nethyl

2--(2-[4-nmethoxy-3-(2,2,2-trifluoroethoxy)phenyl ] oxazol - 4-

yl met hyl ) - 2- met hyl - 3- ( 3- net hyl pyri di n- 2-330)~ 3- oxopr opi nat ewas 35 obt ai ned

In the sane nmanner as in Exanple 261. -166- 1H NVR (CDC13) 8: 8.18 (1H,

dd, J = 6. 93~ 129 34ipobutGay-(4tMethoyphenys ) dxa20ll- 4yl ] - ¥- BdnfetHpxg, J = 2.1

Hz), 7.42-7 _p. (1H, d, J =8.7 Hz), 4.43 (2H, q, J = 8.4 Hz),

3.93 (3H, s%}?é%flé?rf%? g)",%%s. 64 (3H, s), 3.40 (1H, d, J = 15 Hz), 3.26

élFé ?h J Ji5NME H%mcﬁxgﬁmle.2@4(1ﬂ, dd, J = Msi,ng. 8. 42)9 efsdet byl (4m,
-{2-[ 4- met hoxys 3:( 2, -

trifluoroet™oxy) 'g%le_%y%fgoig?ol Bhe P e n{AT- BhrethPt- $2H3- et AyF 6-6 Hz),

pyri di n52- ydl)383-(@uQpropy nate sobtai nethd nExampl & 263,09 @235 9. 922190 (1m,

col orl essoi l yl-(3-nmethoxypyridin-2-y1)-3-(2-[4-nethoxy- 3-

(2,2, 2-tri F‘P)uor]'ogf_’ﬂz@% enyFl Bx@Z5))- 4- y1) - 2- net hyl propan- | - one was

obtai ned in the saneydmpper gspd FaPb 3 1 148424, (1H,

dd, J = 4.5, 1.5 Hz), 7.67 (1H[,2_Hd3!£ﬁ= 8. ,J'lz?lftﬂHzE%}l,ﬂﬂ%.“é’%[ig—%OJg,4 $1E,0 ]

Hz), 7.43- A28etbexyphenyl)propansl{one obtainad in dExdmle M68,J comBoinddy) ,

3. 91(3H, 8) ol - R3dfted 1444%61H -, 3. Yo do=. 7.2 Hz) =8 4 .

Hz) | 4. 21(1|3,fc11,Jl= ?}?%5-1?5% 06 1?{7% ,4”???3.°§’§éi%§xa?rp|t%ezﬁgme hanié’ as in
10 Example 111.

Example 174

3-[2—(3~allyloxy~4-methoxyphenyl)oxazol—4—yl]—1-(2—methoxyphenyl)
propan-1-one
'H-NMR (CDCla) 8: 7.70 (1H, d4d, J = 7.5, 1.8 Hz), 7.59 (1H, dd, J
15 = 8.4, 1.8 Hz), 7.52 (1H, d, J = 1.8 Hz), 7.48-7.41 (2H, m),
7.02-6.90 (3H, m), 6.12-6.07 (1H, m), 5.43 (1H, 44, J = 17, 1.5
Hz)}, 5.31 (1H, 4, J = 10 Hz), 4.68 (2H, d, J = 5.4 Hz), 3.92 (3H,
s), 3.90 (3H, s), 3.38 (2H, t, J = 7.2 Hz), 2.99 (2H, £, J = 7.2
Hz)
20 Example 175

1—(2—methoxyphenyl)—3—{2-[4-methoxy—3-(2,2,2—trifluoroethoxy)

phenyl]oxaﬁol-4—yl}propan-l~one

'H-NMR (CDCl:) &: 7.69 (1H, 4d, J = 7.5, 1.8 Hz), 7.60 (1H, d, J

1.8 Hz), 7.48-7.42 (2H, m), 7.02-6.95 (3H, m), 4.43 (2H, g, J
25 8.1 Hz), 3.92 (3H, s), 3.90 (3H, s), 3.38 (2H, t, J = 6.9 Hz),

2.99 (2H, £, J = 6.9 Hz)

Example 176

A 0.4 g quantity of sodium hydride was suspended in 20
ml of tetrahydrofuran, and 1.13 g of 1-(2-benzyloxy)ethanone aﬁd

30 1.46 g of 4-chloromethyl-2-(3-cyclopropylmethoxy-4-methoxyphenyl)
oxazole obtained in Reference Example 11 were successively added
thereto with ice-cooling. The mixture was stirred for 4 hours
with heating and refluxing. An  aqueous saturated ammonium
chloride solution was added to the reaction mixture with ice

35 cooling. After stirring for 15 minutes, water was added thereto,



Using 0.2 g of 1-(3-nethoxypyridin-2-y1)-3-(2-[4- 20

met hoxy-3-(2, 2, 2-trifl uoroet hoxy) phenyl ] oxazol - 4-y1)-2-nmet hyl propan-I|-one
obtained in Exanple 264, 80 ng of colorless oily 1-

(3-met hoxypyridin-2-y1)-3-{2-[4-net hoxy-3-(2, 2, 2-
trifluoroethoxy)phenyl]oxazol -4-y1) -2, 21d2xet hyl pr opan- 1- one was obt ai ned

I n the sane manner as in Exanple 261. 251H NMR(CDC13)8:8.17(1H,dd,J =
4.5,1.5 Hz)amg 76¢tFpctden Jwas gparfiomnads ) witls0¢thyld, deetdted HzPpryihdg3lwas 21

5k o) 5. oataneed iTalotydlod flibRa] fulh el ok Yl Tl s’

trifluoroacemovedci Pumdgisatioredrani parfeenedbaokiing,a 13cg 41 tdvumpnpound
obtai ned in Exanple 231.was _added thereto, and stirring was conducted for
one hour. ASTHE c'one’p%%gtli S‘ﬁeg?g‘? he ?eacbi on,anghih'?e‘éﬁ \A%m‘%?f“EP‘én%‘%aS
neut r al 6zediilsgoatdit imn Din1aos agitieniss . SHA Wsahgdpsati iy 38 Dh¥ Y2881 @n-
solution, and. et hg%mﬁcet ate was _added to the obtained -167- m xture. The

organi c | ay&roREs Fre d"asivieCeedi treRCer 2nd eplittiag, vas neerioraed qurdaier

reduced pr %ssy%@og_md éﬂ%s%ﬁb@é N@GeShUGS: CT YBAR! SaVBT Rt Bgdy Stahdve@edhy Fom
et hanol, thereby yieldin .9 g of white powdery
3-[2-(3-be ,#29.[1:55\193_.@1 xﬂ?ﬁe ngPiabteso| £41yngte 5was concentrated. The

03 =g TR s R G Bty § SR i "G Bealpy - Syt o)

(3H, s}0 3agstaRel = ,4J = ¥)5tez)gid 00.42Hg tof Jwhife 5pbejilefxanpl 2 @67
10Using th Lped 1n.Examle 266 an hl di f.| uor onet hane,
oo oun SRR AL L ERIPRL S SR £y 90 S

phenyl ) oxapbeagi yitedan-2-dnél uor onet hoxyphenyl ) propan-|-one was obt ai ned
Following the RIOFGLLLS §F B &%), 783 (am, a, 7 = 1.5 Hz), 7.80-
7.44 (4H, m), 7.00-6.87 (3H, m), 3.94-3.92 (5H, m), 3.44 (2H, t,
15 J = 7.2 Hz), 3.03 (2H, t, J = 7.2 Hz), 1.37-1.26 (1H, m), 0.70-
0.65 (2H, m), 0.41-0.37 (2H, m)

Example 177

A 2 g quantity of 4-chloromethyl—2-(3-cyclppropyl
methoxy-4-methoxyphenyl)oxazole obtained in Reference Example 11
200 and 3.6 g of 1-(2-allyloxyphenyl)ethanone obtained in Reference
Example 53 were dissolved in 40 ml of tetrahydrofuran. A 0.55 g
quantity of sodium hydride was added thereto with ice-cooling and
stirring, and the mixture was stirred. The reaction mixture was
heated and refluxed for 6 hours. After the reaction completion,
25 an aqueous saturated ammonium chloride solution was added thereto
with ice-cooling, and the mixture was stirred. The reaction
mixture was stirred for 30 minutes, water was then added thereto,
and extraction was performed with ethyl acetate. The organic
layer was washed with water twice and concentrated by removing
30 the solvent under reduced pressure. The obtained residue was
purified by silica gel column chromatography (n-hexane : ethyl
acetate = 3 : 1} to give 0.5 g of while powdery 1-(2-
allyloxyphenyl)-3-[2-(3-cyclopropylmethoxy-4-methoxyphenyl)
oxazol-4-yl]lpropan-l-one.

35 'H-NMR (CDC1,) 8: 7.70 (1H, 44, J = 7.8, 1.8 Hz), 7.57 (1H, dad, J



311-NMR (CDC13) 8: 7.71 (1H, dd. J = 7.8, 1.8 Hz), 7.90-6.60 (7H, 15m,
6.34 (1H, t, J = 73.8 Hz), 5.20 (2H, s) , 3.92 (3H, s), 3.36 (2H, t, J =
7.2 Hz), 2.29 (211, t, J = 7.2 Hz) Reference Exanple 84 Usi ng
2-fluoroethanol, a colorless oily 2-fluoroethyl nethanesul fonate was

obt ai ned follow ng the procedure of 20-R8Berence Exanple 50. 1H NVR (CDC13)
8: 4.76-4.73 (1H, m, 460458E1H m, 4.53-4.50 (1H, m, 4.43-4.41 (111,
n, 3.08 (3H,8sy- ReferBate Exahpligsd, J = 2.1 Hz},Usi-4§-7.39 (2H, m),

220 1 norARangb. (88} O oo% BbLY. G2 2L IOl & 3 8LHY ! f(ggha@gf ul fonat e

was obt ai ned foll ow ng f he procedur e of f erence
(CDC13) 8: 46.631 (@HH, mt)t, 3J9¢~354913 ,(58,9miHz) 3. 42 3RH.2H, tJd .2 B2)9,239

gﬁé’tﬁelgo( Un? Ex:lnﬁle %ﬁ?Re erencg5t C%§p8§ngaﬁ$t§i @?ﬁe?‘&}%g I(e3-266

benzyl o&y- 4H36t lieRy phenyl ) oxazol - 4-y1] - 1-[ 2- (2-f | uor oet hoxy)
phenyl ] pr opan- I-onf s obtained follow ng the procedure of Exanple 3.
35" H- NWR ( 74(1H dd, -‘J= 7.8, 1.8 Hz), 7.61-7.59 (2H, m,

-168- 7.49-7.31 (7Hy 102 Jdﬁ 4t cl1Grofmednl 21)25(:9?4-%%%0:1%%11&371)"'2)
5.20 (2H, s),4.90-4.87 , 74-4.71 (1
- oxazole obtalned in Reference Example 5 and 0.88 g of 1-(2-
allyloxyphenyl)ethanone obtained in Reference Example'53, 0.42 g
10 of white powdery 1-(2-allyloxyphenyl)-3-{2-(3,4-diethoxyphenyl)
oxazol-4-yl]lpropan-l-one was obtained in the same manner as in
Example 177.
H-NMR (CDC1;) 8: 7.69 (1H, dd, J = 7.5, 2.1 Hz}, 7.56-7.5%L (2H,
m), 7.45-7.39 (2H, m), 7.02-6.89 (3H, m), 6.14-6.01 (1H, m), 5.42
15 (iH, 44, J = 17, 1.5 Hz), 5.29 (1H, d4d, J = 10.5, 1.5 Hz), 4.65-
4.62 (2H, m), 4.20-4.10 (4H, m), 3.42 (2H, t, J = 7.2 Hz), 2.99
(2H, t, J = 7.2 Hz), 1.50 (6H, t, J = 7.2 Hz)
Example 179

Using 0.31 g of 1-(2-chlorophenyl)ethanone and 0.59 g
20 of 4-chloromethyl-2-(3-cyclopropylmethoxy-4-methoxyphenyl)oxazole
obtained in Reference Example 11, 0.11 g of colorless oily 1-(2-
chlorophenyl)-3-~[2-~(3-cyclopropylmethoxy-4-methoxyphenyl)oxazol-
4-yl]propan-l-one was obtained in the same manner as in Example
177.
25 H-NMR (CDC1l;3) &: 7.60-7.55 (2H, m}, 7.49-7.43 (2H, m), 7.40 (1H,
s), 7.39-7.30 (2H, m), 6.91 (1H, d, J = 8.7 Hz), 3.94-3.91 (5H,
m), 3.36 (2H, t, J = 6.9 Hz), 3.01 (2H, t, J = 6.9 Hz), 1.37-1.29
(1H, m), 0.69-0.63 (2H, m), 0.40-0.37 (2H, m)
Example 180

30 Using 2 g of methyl 3-[2-(3,4-diethoxyphenyl)oxazol-4-
ylipropionate obtained in Reference Example 54 and 1.3 g of ethyl
3-methylpicolinate, ©€.8 g of yellow oily methyl 2-[2-(3,4-
diethoxyphenyl)oxazol-4-ylmethyl]-3-(3-methylpyridin-2-y1)-3-
oxopropicnate was obtained in the same manner as in Example 124.

35 'H-NMR (CDCl;) &: 8.50 (1H, m), 7.60-7.40 (4H, m), 7.30 (1H, m),



(1H m, 4.28-4.26 (1H, m, 3.92 (3Hs), 3.44 (2H t,J = 7.5 Hz), 2.99
(2H, t, J = 7.5 Hz) 5 Exanple 269 Usi ng the conpound obt ai ned
i n Exanpl e 266 and the conpound obtained in Reference Exanple 85, white
powdery 3-[2-(3- _

benzyl oxy- 4- met hoxyphenyl ) oxazol - 4-y1] -I-342- (2, 2- di f | uor oet hoxy)

phenyl ] propan-1-one was obtai ned followi ng the procedure of 10 Exanple 3.
211- NVR (COGE®) (8H, 74747 (A8 -4dHz)J =.20 g/1HL. 8. HE)= 7.26187, 28. Z©H,. 08) {417, 08

510 (2 ) 298 (T2 P oy Boigpted bl T Gmgr A,
= 7.5 Hz), &99812()2H;L 47 (BHE; ¥,5J Hz)e.bSHEXanpl e 270 Usi ng the

conmpound ot‘tt ai ng !LQ% Exanpl e 267, white powdery

1-(2-difluc heny1) - 3- [ 2- (3- hydr oxy- 4- met hoxy
phenyl ) bxazol - 4-yl | ;g opam-. - onegwas tn%ﬁ@d fqiﬁ ow ngtﬁpf proceduf £ LOf
Exarrplez 1H NWR ( 13) 8; 5 Hz), 7.54-7.41 (411,

, 7.38- 7"%@ Fgwp?ﬁny 08‘92?3114 Ydﬂl glh?éiis-% (Hz)netbyiawamn 2;70)3-74. 7 ),
5 69 (1H ko %oﬁx’?’ozﬂéﬂé obtaidedbid Hdanpiel180 gra% Héhed%é) gré'z‘it \M%e g3 -2
Hz) Exanpl e 271 25Usi t he conpound oObtal ned 1n Exa
powdery 1- 8- @getitonsd h@)@y)lpﬁeﬁ!}lpfgCPQGQrgs‘iﬂtléﬁohydmczrﬁtdxumyac:ad andf

t 0 e _procedure o
Banl ¢ o 55 TetELASR e AR S, A R digRut Bl AopBeRe e Kl
8: 7. 731QH, ¢¢oding 8tie snuﬁ@)ipédsﬁemtaz@mpnjroonﬂ t-EﬁqaarHZI)r@ B 2, deet‘ﬂJya_77 c
1) 2. oa( 2R ergte b Ryl B fernd bodun nydkelen’ Slevipgteg solution
corri)oimd Ob”taai’an@:taidmaﬂﬁrrmdﬂeQG&heWéltbe wdThpoywianing, and stirring was

- - - i = = - 4-
1-12-(2,2 %{JLLHQZE‘ Oggﬂgﬂ).%)ég}em&'ﬂe 301[g%1n g rill.%gnragx%/vas dried over anhydrous

magnesium sulfate, and concentrated under reduced pressure. The

15 residue was purified by silica gel column chromatography (ethyl
acetate : n-hexane = 3 : 1), and further recrystallized from
ethyl acetate/n-hexane to give 0.28 g of white powdery 3-[2-(3.4-
diethoxyphenyl)oxazol-4-yl]-1-(3-methylpyridin-2-yl)propan-l-one.
H-NMR (CDC1;) &8: 8.49 (1H, m), 7.60-7.50 (3H, m), 7.44 (1H, s),

20 7.32 (1H, m), 6.90 (1H, 4, J = 8.1 Hz), 4.17 (2H, q, J = 6.9 Hz),
4.13 (2H, g, J = 6.9 Hz), 3.51 (2H, t, J = 7.2 Hz), 3.00 (2H, t,
J = 7.2 Hz), 2.57 (3H, s), 1.48 (3H, t, J = 6.9 Hz), 1.47 (3H, t,
J = 6.9 Hz)
Example 182

25 A 2 g quantity of methyl 3-[2-(3,4-diethoxyphenyl)

oxazol-4-yl]propionate obtained in Reference Example 54 and 1.5 g
of ethyl 2-ethoxybenzoate were dissolved in 10 ml of
dimethylformamide. A 1.81 g quantity of sodium t-pentoxide was
added thereto with ice-cooling and stirring, and the mixture was
30 stirred for 30 minutes. The reaction mixture was further stirred
at room temperature for 5 hours, and ice was added thereto. An
aqueous saturated ammonium chloride solution was added thereto,
and the mixture was stirred. The reaction mixture was stirred for
30 minutes, water was then added thereto, and extraction was

35 performed with ethyl acetate. The oxganic layer was washed with



-169- net hoxyphenyl ) oxazol - 4-yl ] propan-1-one was obtained follow ng the
procedure of Exanple 2. 1HNWR (CDC13) 8: 7.73 (1H, dd, J = 7.8, 1.8 Hz),
7.56-7.41 (4H m, 7.08 (1H t, J = 7.8 Hz), 6.92-6.87 (2H, m, 6.21 (1H,
tt, J 5=54.9 3.9 Hz), 5.67 (1H, s), 4.29 (1H, td, J = 12.9, 3.9 Hz),
3.94 (3H, s), 3.38 (2H, t, J =7.2 Hz),-13538 (2H, t, J = 7.2 Hz) Exanple
273 Using the conpound obtained in Exanple 270 and 2- br onmopr opane,
whi t e powderater ( 2waee | ymdoneohesnypiadedl ) bB- f2mp8ind 0 the solvent under

i sopropox z propan- 1- one wa tained .foll ow n
theloprgce)éufé ?BE§¥8Q$§%3) GP{]%- ﬁkﬁ? réfjc R@ © %R p?rigl?gl-w M:1192 288t 88
(2H, m, 6c5ﬂtl(nthIJtromaﬂogra7b3ly5HZﬁ)-heﬂaﬁé élchﬁi acetdte( 3H 15), 11, 39%H3H,
d J =6.0 t he conpound obtained in

Ex rrpl e 2700 &nthy?ff%P&&Y W}P?Ealﬂﬁﬁ\d'@rsy addgd to a mlxture of 5 ml of

a
(2- dIBIquQﬁEbha&y@hﬁﬂyh)53nﬁ20fEbéﬁdéﬂffét&EUBRE%EH@B%L%Qﬁﬁéplaﬁdﬁ%%g opa
1-one was obtained follow ng the procedure of Exanple 3. 201H NVR 13)

71 (1Pesydting -mixigire) wgs mi)lrrﬁde@tﬂn@’q gbir 4nhouEs4? Afitldr syoling

7.16 a el Senplerz

(2H, SC;%@ mi& 5 @eggo @em H a Hé%?"ﬂ? e(twﬁ "Ile‘?t]aztewgﬁd %Wd%l (2H,
= 7. zoﬁz)satpr@geggﬁod@umj h¥d3?0QeIt-|297a32®r@t&rrpﬂoéu2?Z5n Weirag grhéuaiapound
n

ined i ! Eéamﬂh rg'l?c;' ‘?Jgtf_'iz[ %t&%&?ﬁ@ PrERsn 5 1r\4:w}.{1£1ew sV\Pur%er continued.

fluoroethoxyp enyl)
r opoxy Theneroaxip rﬂayysh:) wvaazdtied vkpr apny&ﬁbimnﬁagﬁésﬂbrt @urledté 0|al1ﬁl\M ng

roced f Exa CDC13) 7.73 1H d J =_7.
8p7 54 (%Qi%—lcgrr‘r}‘ratf “’?‘eﬁlr?%e%rgﬁsﬁﬁe(  fihe; regids ‘@SHf}lrl%l&ﬁz b(YZH
, J = 8. lshiticadgsl éalﬂrmﬂbhrdm&t@aﬁh%(étﬂlﬂ) ,achbtedesd .. 6Q- ﬁé}'{'&ne”):’ #..3
2H, dtJZZ%_q]qZhHQ: (?J(: 5‘)343 (2H, t, J =17.2 HZ),300
oH, t, J )7 ) thq s§tedped joryde £Tysipls sWeEs aerEYSt@Llized7 Eromsi ng
he Conpouadhpbt@cbéwid/ﬂ Ea:a&%&&élvand 4 f FPOwh1 t&WSRRyMLT S poYdery
2- (3- but - 3- enyl oxy- 4- et hoxypheny
VA
I

1-
n-
8:
7.
4.
t,

ob
1-

7.
31-
18
J
a
2-
p

t
(
SO
e
5

xazol 13- yﬂ‘a*ih‘{’mh?nﬂﬂ%%wkméhbn%-]qi‘;mﬁmhqnﬂd@r@a@nobmmed

oLl ovi ng_taasy qeedytp %f PRMA, S0 15 MRS 8. 783988, G, "

Hz)
2 (2H {ﬂ) J7f4%~ (2H5. D-5.7890¢ 6 HBO n§2H 5. 1L B ag ((zu my 4. 81 7(.2H,
J =
Hz)

4Ty 44325 (2 : 4,2 : (2 =
3% (3Hj_‘z())2H3 43J(2:j zdhzj 34 (I]ZIZH)’,tB. (zé ) Telod,(gh, ”

, 2.64, 2J6f (2B, Haj . Ekedfpl BR27T. Usieng . Qthtonpmmd(zihtaj ned =i ry.2
nmpl &, 27 na, i yl bromni te powdery

2- (%fl%o oglt h%gg%ghenyl C} %mj

but oxy- 4- met hoxy[jlaengln)e{bhaioB Elz-yd:i ﬁr—dmaﬁlad:qumnym;oﬁﬁcﬂkmeghjw

| owi ng fhe procedu of amle 3. 1H CDClS 8: 7.73 (1H, dd, J =
78, O 5o So R Ui e e eencl L NSIE R cotipglind, Of ipmple s
Hz), 6.92 12M td 185 weBe lotiz)ined. 84 {Hsatit, ma]nrrer.43541n4E>2arfliﬁb 1§2 32 (2H,
dt, J = 23E1 %:2 H%), 3.90 (3H, s), 3.84 (2H, d, J = 6.9 Hz), 3.43 (211,
tJ = Xample 18

25 3-[2-(3,4-diethoxyphenyl)oxazol-4-yl]-1-(3-ethoxypyridin-2-

i
th
7.
t
(
(
t
3-1
0
f ol
7.5
6.9
dt,
7.2

10Hz)
Ex
1

a
1-[
i so
f ol
8
)

vl)propan-1l-one

'H-NMR (CDC1;) d: 8.23 (1H, dd, J = 4.5, 1.2 Hz), 7.55-7.50 (2H,

m}, 7.40-7.25 (2H, m), 7.45 (1H, s), 6.90 (14, d, J = 8.1 Hz),

4.20-4.05 (6H, m), 3.49 (2H, t, J = 7.2 Hz), 3.02 (2H, t, J = 7.2
30 ‘Hz), 1.47 (3H, t, J = 7.2 Hz), 1.47 (3H, t, J = 7.2 Hz), 1.46 (3H,

t, J = 7.2 Hz)

Example 184

3-[2-(3,4-diethoxyphenyl)oxazol-4-yl]-1-(3-ethoxyphenyl)propan-1-
one

35 H-NMR (CDCls) 8: 8.00-7.95 (2H, m), 7.60-7.50 (2H, m), 7.43 (1H,



207.5 Hz), 3.00 (2H, t, J = 7.5 Hz), 2.23-2.14 (1H, m, 1.04 (6H d, J =

5.7 Hz) Exanple 278 Using the conpound obtained in Exanple 272 and 2-

br onopr opane, white powdery 1-[2-(2,2-difluoroethoxy)phenyl]-3- 25

[ 2- (3-i sopropoxy- 4- met hoxyphenyl) oxazol - 4-yl ] propan-| -one was obt ai ned

foll owi ng the procedure of Exanple 3. 'H3*> R (CDC13) 8: 7.74 (1H, dd, J =

7.5, 18Hz) 7597445311 m, 7.41 (1H, s), 7.08 (1H, t, J-75Hz)
1 (1H )3 &=%8-4-85) (3%, 0. ($H17tQ2H:JQ= 84=67-B.Hx )bz .47 662H,.1H, Sept .

6.9

J =6.0 Hz)y. 23% 29 4( 841 (35, 12-9 0.(3H, _s é%ﬁ t,

Z 7.5 ) 259 (30 t,J(_7q§ﬂz)71%xo@z( W O P?bt(OHHz))]Eé |e;[”>39
Using the c@ﬁbom”rd Tobt &i-Redzd n Ex4hpl3, 272 dnd ¥-2 Hz), brorogpapane, swhite
powdery 1-] fl po t hoxy) p 3- 35

[2-(3-pr opoiyz(%lzﬁrét %o%%p({]%ﬁqu)'ogazgﬁer}yﬁlz F'Tpropan-1-one was -171- 5

obt a| ned f ddappmilegl8he procedure of Exanple 3. 1H NVR(CDC13)8:7.74(1H, dd, J

r‘r) 7. 41(1523)53[;7%8%1&%%'53}‘?}‘?’1’%%?%)@0& - 8oy ol 1y 4-etharvphepyl Jpromsn - 3. 9
H), 429(2HmtedJ = 12.9,3.9 Hz), 4.06(2Ht,J =6.9
Hz),3.91(311,s),3.38(2Ht,J = 7.5 Hz), 2.99(2H t,J =7.5 Hz), 1. 90(2H, qt, J
=7.2 Hz), 1. BeX™ 1{§DCL3) =07 P. 4zy - 5@ 6dp) an)280 - Wsi Bt he) .cohpGUEE pbt ained
in Exanpl e=27723am et hybo 115 dqdigde, it ry, _

1-[2- (2, 2- dlfluoroe)thoxy)pﬁen 1dd-) sz f\g@ 2.RHEF Y10 (11, &, 7 = 5.4

et hoxy1@- méizlex¢phen(2y.0xdazdl = 47y2]117r)0p&n1.5_ bie was Jobt ai metk)f,okl o8vi (mg,t he

o) 760 7aCan o S TR (roatH] i IE7 By 683 60Bocor Ty 7-2

6.23(1H, tt H2)= 5448, (3 Hz) 4. 207 2H Ha),,J 1742, G318, @, Hz) = %.4862H, ¢, do TR
rz) 3.92(3H, s), 3. t,3 = 7.5 H), 2.99(211,t,J =7.5 Hz), 1.50(311,¢t,J =
9 Ho) EE&W%I T
Example 186

15 Using 2 g of dimethyl 2-[2-(3,4-bis(benzyloxy)phenyl)
oxazol-4-ylmethyl lmalonate obtained in Reference Example 56, 2.2
g of pale yellow oily methyl 2-[2-(3, 4-bisbenzyloxyphenyl)oxazol-
4-ylmethyl]-3-(3-methylpyridin-2-yl)}-3-oxopropionate was obtained
in the same manner as in Example 100.

20 'H-NMR (CDCl3) 06: 8.49 (1H, dd, J = 4.5, 1.2 Hz), 7.59-7.28 (15H,
m), 6.94 (1H, d, J = 8.4 Hz), 5.23-5.17 (5H, m), 3.69 (3H, s),
3.32-3.23 (2H, m), 2.59 (3H, s)

Example 187

Using 2.2 g of methyl 2-[2-(3,4-bisbenzyloxyphenyl)

25 oxazol-4-ylmethyl]-3-(3-methylpyridin-2-yl)-3-oxopropionate
obtained in Example 186, 0.24 g of white powdery 3-[2-(3,4-
dihydroxyphenyl)oxazol~4—ylmethyl]—l-(3-methylpyridin—2—y1)propan
-1-one was obtained in the same manner as in Example 136.

"H-NMR (CDCl;) 8: $.46 (1H, br s), 9.32 (1H, br s), 8.54 (1H, 4, J

30 = 3.0 Hz), 7.80-7.76 (2H, m), 7.54-7.49 (1H, m), 7.32 (1H, 4, J =
2.1 Hz), 7.23 (1H, 4d, J = 8.4, 2.1 Hz), 6.82 (14, d, J = 8.4 Hz},
3.47 (2H, t, J = 7.5 Hz), 2.83 (2H, t, J = 7.5 Hz), 2.51 (3H, s)
Example 188

Using 0.12 g of 3-[2-(3,4-dihydroxyphenyl)oxazol-4-
35 ylmgthyl]—1—(3—methylpyridin—2~yl)propan-l—one obtained in



Usi ng the conpound obtained in Exanple 272 and ally 20 25 brom de, white
powdery 3-[2-(3-allyl oxy-4-nmethoxyphenyl)oxazol - 4-

yl1l]-1-[2-(2, 2-di fl uoroet hoxy) phenyl ] propan- 1-one was obtai ned foll ow ng the
procedure of Exanple 3.

1H NVR( CDC13) 8: 7. 74( 1H, dd, J=7. 8, 1. 8Hz) ,-1.366- 7. 44( 3H,

m,7.41(1H,s), 7.08(1H,t,J=7.5Hz), 6. 94-6. 89(2H, m,

6. 41- 6. 04( ZFETRLEs 4B 1H, 33, JE170%, wfatﬁz)psw@q:(nH 3113[2—1374@3:2;4252 2-

Hz) , 4. 29( 2R tiG1d0Fo o L I 5
Hz§ 2. 99%21%1It ?1321 L %ghg’ﬁ?)p% Hﬁ 2185 ﬁ:%u ho t%‘ t%%‘%rlr?& obt¥thed in

Exanpl e 2727%1141@1@@04&53@13;&1911@@%; thihi s@npomattepy as in Example 111.
3-[ 2- (3- buty; | yphenyl)

oxazol - 4- ylflaliﬁ%I C?%yjé)cém ?Z{fﬁ )Hhén%?p‘i‘%baﬂ 680hEH neld .ot ai ekt
foll ow Bg tthé prdcedus® (dfH,Edanpl € B 8 Hz) M\/Rl(HCD@lS); 8:814 ié)(lﬁ 4gzld J
= 7.8, 1.8 Hz), 6 4 1 7.09 (1H t, J = 7.5

6. 93- 6. 89 ((E‘ﬁ: ﬁ§ 85%5 g%‘ﬁ&”ﬁvt “‘)J 1. 8;. éiH @ Hp)= 8.99iD).8% . b+ . 3&)
5.23-5.10 ((2H, m}172-600(214. 29 §2H,7 tdg —31@1 2H3 )a Polg42 =
7.2 Hz), 3. 91 (3H, s), 3.39 (2H, t, J :Z;. N 997 (F%H 7421% :'|7_£.'sz),
2.68-2.60 (( ﬁ') Exanpl e 283 5Usi ng the corrpound obt ained in Exanple 272
and (bronom{ajaﬁiécyg}j opropane, white powdery 3-[2-(3-cyclopropyl

met hoxy- 4- met hoxyphenyl ) oxazol - 4-y11-1-[ 2- (2, 2-di f | uor oet hoxy)

phenyl ¥%r opan- | - one Ugd&dobt &i-7éd f @ | owrfhg t beclpicoomdtnel «f - (Exalmd»e_,r&—

(i) eSO egReette Beelgsgond e dopthigtia i iedio o "

54. 6, 9 BIE) 1- M?@ll(ﬂlazypUenjl):ethangne Joiftained 3n9Reforthde Hxale 3339

(2H,t, (2 = 7.2 1.33 (1H, 0.70-0. 63
(2H m, %0 417[3 d;?’lei'fh%% “é? FeUA I Loxypnenyt) 35 g~ g}%@}%ﬁpound

obt ai ned |meﬂxamp1mn&120m£bl¢myaqgﬁ@pmd10l@hél he@ idgbtRehenenge dexamlg 85,

whi t e powder

3-{2-[.3-
(2, 2- Iulg?%%?lﬁd—’ﬁl)& " Btk ylpifeny | ] oxazol - 4-y1) - 1- [ 2- (2 2-
di fl uoroetlﬂ}pmzfgp enyh raopgn b- btakned I dure
of Exanple 3. 1I—B l(:; 7 Pﬂ@m (13 dg 5 501 EE«z
dd, J = 7.8, 81%8 |%z)1L 50 (?H (dH g & 271—%)1 Hzlso 7. 44:1»7(1%1 rzﬁ, m)42
(1H, S) 77082 {6LHdo t HJ 7. ) (2H 95 .(-2H ,
4.35-2 53 (4t ) 30 g) i kB Y cggg(?gg g’?, gt fz??'zéﬁﬁ’s‘.&ﬁ’&@n
= 7.5 Hz) lanp-’re?&zdéﬂ-s d35J ! 17 1.5 Hgding- 6%ret Sen@HRAmMDbt 4i18ed 2HN
Exanplsg 27 i I r M O ry -
1-[ 2- (2E2b 2- %I ??uor%cegtb#gxy)ghen (Cli?l 3- %&OV&% t.J=7.2Hz), 2.99 (2H,
i sobut oxy-12. r%t%ﬂx?pﬁéhyll)dwaz(éﬁv 4ty1-31=p|609a]iﬁz] One was obtai ned follow ng

the procedsy e, af Exgnol e
A 2 g quantity of 4-chloromethyl-2-(4-benzyloxy-3-

ethoxyphenyl)oxazole obtained in Reference Example 63 and 0.96 g

25 of 1-(2-ethoxyphenyl)ethanone were dissolved in 20 ml of
tetrahydrofuran, and 0.47 g scdium hydride was added thereto.
After foaming, the reaction mixture was heated and refluxed for 3
hours. After cooling, the reaction mixture was added to ice water,
and extraction was performed with ethyl acetate. The organic

30 layer was washed with water, dried over magnesium sulfate, and
concentrated under reduced pressure. The residue was purified by
silica gel column chromatography (n-hexane : ethyl acetate = 3 :
1) to give 0.4 g of colorless powdery 3-[2~(4-benzyloxy-3-
ethoxyphenyl )oxazol-4-yl]-1-(2-ethoxyphenyl) propan-l-one.

35 'H-NMR (CDCls) 8: 7.70 (1H, dd, J = 7.5, 1.8 Hz), 7.55-7.30 (8H,



' H NMR( CDC13) 8: 7. 74( 1H, d, J=7.

7.41(1H,s), 7. 08(1H, t, J=7. 5Hz)

Hz), 4.29(2H,td,J = 12.9,3.9
), 2.

5Hz 57-7.44(3H,m,

6. 6.89(2H, M, 6.23 (1Htt,J =

Hz) , 0(3Hs)385(2HdJ:66
Hz), 3. 38(2H,t,J 7.5 Hz), 2.99 ( t,3 =7.5 Hz),2.19(1H qt,3 = 6.6
Hz), 1. 05(6H,d, 3 -173- 6.6 Hz) anpl-€.3886 Usi ng the conpound
obtained in Reference Exanpl e 35 and t he conpound obtai ned in Reference
Exanpl e 70 m)pals 9>7el PBw bi 4y 57-5 Hz), 6.93 (iH, d, J = 7.5 Hz), 5.19 (2H,
3-[2-(3, 4-diet hoxgpheny! g oxazol 1f ( yret_haxyphenyl
pr opan-| - one)ewas Ob?al %e%l f%l gwlénﬁéi'he 6%0@2%u?% (r)$ E%a?rp#gp'l .411f-E}NIVR
(CDC13) 8 t? 66 X 14,9 dik) J2-9$ 82H1 B.Hi)s &.%56H%).,38.@8H,(3m, t7.17=(dH d,
J =8.4 ) Q4461 6.92-6.88 (2H, m, 5.26 (2H, s),
22104 0b 4H 9 46 ALy (tS’H s)ﬁs%% (2H 10t, J = 7.2 Hz). 3.00 (2H t, J
7.2 Hz), maﬁlplé 2151(6H n) Exanpl e 287 Usi ng t he conpound
obtained in Exarrple@ gqv»g [y
3-[2-(3, 4-di et hoxyphégr‘?gﬂg) 0X A9 AL Ry S FeRpRReRY L) o BPart-¥ L brie was
obt ai ned fqlzLemm:gypltt&lym)@ﬁﬁﬁ&hﬁel—ane%'lﬁea66_11 Jé;a%?&\-"\/'igb@%%r&ssﬁ 25
(1H, s), 7.82 (1 dP 1.5 Hz 60- 7. 43 : 1H, d, J
= 8.4 Hz) 081§236f5%6 %ﬁiimfﬁ’"‘lzilwom efe?ahowolsﬂimall(-zﬁmtetlyow 7.2 H),
3 03 (2H eny¥) éﬂ@L—oﬁe5ﬁa§- 129
conpound o%){hal %red“glc;)np Exanpl e 287 ﬁg&gﬁﬁo%dﬁ%t%%ﬂgnégﬁ%%%%%ﬂ Egﬁ!@w‘f’ery
3- (2- (89 4- di-et hoxyphenyl

orazel 4yl %, poCrmOrghopy|)proneg: Liohaies AL 06S 491w 9

7.60-7. 45 (3B 1n)2. RIRIS0 (40, (], 7. Z8=721D P(22)H, 7rm5 ‘6 20 ((ZH:I, mci ngz; 8.7

e 6 >° ((éé4(§H 3)=7378 &), ﬁz)gj“ﬁi&ﬁ? ‘3614 = 27 53?3) arF’pl J 89

Usi ng the 8oipbahd 51b3t9a|(rlﬁd s, Exaopl(eH28y, and: Uhe 89) conpounduphg aigned in
Ref er

(3, 4- gﬁ’gt hgiygﬁ%ﬁ’ya‘f 1\298#{6 ;Wf 1 % E‘Elfl%rc?rﬁoélzﬁoxﬁ) phényl-B BEbpan4l- one

was obt ai n¢dHf ot) am-ng.rhBz py qgadur(erft Panphex 31zl H NVR (CDCL3) 8: 7.74
(1H, dd, J 1,8 M), 7.56-7.41 (4H m, 2OL(IH td J = 7.5 0.9

Hz) | 695-5—@#—%,481(% 35dt, 3 = 47.1, 4.2 Hz), 4.32 (2H, dt, 3
= 27.3, 4.2 HZ) 4. RkidqglQ- [21?§—et1( - 10y aRol bRt ) bxazhi= aly2) HL)53. 00
(2H, t. J = 7.2 Hz) 1.50- 1.45 (6H, &#Exa'{rpe 90 g%?n}éathecrr]poliﬁr%é

obt ai ned i ﬁtmeélyég?r‘%@"t]ﬁé’nﬁ c8 oBhai Bsampke RdPdr enceldiaspl e

85, whid e pexges
(3 4-di et hgﬁpheﬁ F%)rgggez%h-nf VB A G TR ARTT A L Vi e

propan- | - o¥ @ftapmh@mmwngnth@w ovedur ebbaifednpire 3thel HshivR
(COC13) 8: rdnddr (AHindfxarbis 515, 1.8 Hz), 7.56-7.43 (3H

'H-NMR (CDCl;) &: 7.70 (1H, 44, J = 7.5, 1.8 Hz)}, 7.54-7.51 (2H,
m), 7.45-7.39 (2H, m), 6.97 (2H, br t, J = 7.5 Hz), 6.93 (1H, d,

)
92 54.6,3.9
3.
2

7.

9
H,
Ex

25 J = 7.5 Hz), 4.55 (1H, sept, J = 6.0 Hz), 4.14 (2H, g, J = 6.9
Hz), 4.13 (2H, g, J = 6.9 Hz), 3.42 (2H, t, J = 7.5 Hz), 2.99 (2H,
t, J = 7.5 Hz), 1.47 (3H, t, J = 6.9 Hz), 1.45 (3H, t, J = 6.9
Hz), 1.37 (6H, d, J = 6.0 Hz)
Example 193

30 A 2.98 g quantity of 2-(3-benzyloxy-4-methoxyphenyl)
oxazole-4-carbaldehyde obtained in Reference Example 64 and 1.72
g of 1-(2-propoxyphenyl)ethanone were dissolved in 50 ml of
pyridine. A 2.66 g quantity of potassiem carbonate was added

thereto, and the mixture was heated and stirred at 120°C for 22

35  hours. After cooling, the reaction mixture was added to saturated



m, 7.41 (1H, s), 7.08 (1H t, J = 7.5 Hz), 6.90 (1H d, J = 7.8 10 Hz),
6.23 (1H, tt, J 54 9, 3.9 Hz), 4.29 (2H, td, J = 13.2, 3.9 Hz), 4.21-4.10
(4H, M), 3.38 (2H t, J = 7.5 Hz) 2.98 (2H, t. J = 7.5 Hz). 1.50-1.45 (6H,

m Exanple 291 A 0. 2 g quantity of the conpound obtained in Exanple 223 15
and 0.1 m of triethylanine were dissol-d&@-in 5 m of dichloromethane, 0.1
m of acetyl chloride was added to the obtained solution, and the m xture

was stirred®Ee 6 Hohr XEAGHOR téfpePartr@edavithe cnp! e@ﬁl@ﬁﬁf@f t HEhe
reaction, WHRhi¥Waga ﬁ@g%é Qva%h@dr‘;‘?:?ﬁ{ 'V\%'%ein 5&&”&}(31161%158 hegﬁﬁr fxture

was 20 extract ed W t thyl acetate. The organic |ayer Was~ Was
Wt h wat er NagRGSiLEa ﬁﬂlﬁéﬁ@ waeddi dhe I‘ﬁ@l:iveaftf wdH e rewgvetlie undsr plned‘itﬂd:e&ﬁ

using a sil col ( e: cetate 1 and t ai ned
crude crystﬂII%%S\%g!rae regrlﬂ%stg F?‘%’%‘g Wi éP‘ﬁaﬁoei bP{er gﬁ%i?ﬁ elgt? Jg'“'??g
whi t e pbwdebyopatlgfapt(B-(nsbprapoxy - eﬂthyZS acetate = 3 : 1) to give l 82 g
nmet hoxyphe I)o az | - 4- I Qn cet at e.
1H NVR( CDC% ?iﬁ ghjép 38‘55 % iE Pﬂ%e%zﬁ@ﬁi??‘lWtPQﬁYPh?HXl)P?@@l"‘l-
(1H, s) 7. 3@1] 28(2#@rdﬁqk§p&8nfﬂJ124@&opdn'1fbﬂb 0.9 Hz), 6.92 (1H d,J=8.4
Hz), 4.69-4 6NMR§1 .
(dDCl3 6: 7.80 (14, s), 7.79 (14, 4, J = 15.3 Hz), 7.69-
7.66 (3H, m), 7.51-7.32 (7H, m), 7.04-6.95 (3H, m), 5.21 (2H, 8),
10 4.05 (2H, t, J = 6.3 Hz),. 3.94 (3H, s), 1.88 (2H, sext., J = 6.3
Hz), 1.08 (3H, t, J = 6.3 Hz)
{ Example 194

A 1.82 g quantity of (E)-3-[2~(3-benzyloxy-4-
methoxyphenyl )oxazol-4-yl]-1-(2-propoxyphenyl)-2-propen-1-one
15  obtained in Example 193 was dissolved in 50 ml of methanol. A 200
mg quantity of 5% palladium-carbon powder was added thereto, and
the mixture was stirred under a hydrogen atmosphere at room
temperature for 2 hours. The catalyst was then removed by
filtration. The filtrate was diluted with 100 mi of methanol, and
20 500 mg of 10% palladium-carbon powder was added thereto. The
mixture was stirred under a hydrogen atmosphere at room
temperature for 3 hours. The catalyst was removed by filtration,
and the solvent was removed under reduced pressure. Diisopropyl
ether was added to the residue for crystallization to give 0.78 g
25 of colorless powdery 3-[2-(3-hydroxy-4-methoxyphenyl)oxazol-4-
y1l]-1-(2-propoxyphenyl)propan-l-one.
'H-NMR (CDC1s) &: 7.70 (1H, 4d, J = 7.5, 1.8 Hz), 7.55 (1H, d, J =
2.1 Hz), 7.53 (1H, d4, J = 8.1, 2.1 Hz), 7.42 (1H, ddd, J = 8.1,
7.5, 1.8 Hz), 7.40 (1H, s), 6.97 (1H, td, J = 7.5, 0.9 Hz), 6.93
30 (1H, br d, J = 8.1 Hz), 6.89 (1H, &, J = 8.1 Hz), 4.02 (2H, t, J
6.6 Hz), 3.94 (3H, s), 3.43 (2H, t, J = 7.2 Hz), 2.99 (2H, t, J
7.2 Hz), 1.88 (2H, sext., J = 6.6 Hz), 1.06 (3H, t, J = 6.6 Hz)
Example 195

1l

Using 0.15 g of 3-[2-(3-hydroxy-4-methoxyphenyl)oxazol-
35 4-yl]-1-(2-propoxyphenyl)propan-l-one obtained in Example 194, 67



(3H, s), 3.32 (2H, t,J =7.2 Hz), 2.97(2H,t,J = 7.2 Hz), 2.35 (311,

1.40 (6H, d,J = 6.0 Hz) .
Ref erence Exanple 35 and 1-(2-trifl uoromethoxyphenyl) et hanone,

powdery 3-[2-(3, 4-

di et hoxyphenyl ) oxazol - 4-y1] - 1-(2-tri fl udddret hoxyphenyl ) propan-1- 35 one

white

s),

30

Exanpl e 292 Usi ng the conpound obtained in

was obtained follow ng the procedure of Exanple 190. -175- 1H NVR (CDC13)
8: 7.70(1H T, 9£7°81aTH popdsBy7 3412¢ B¥ethoxy-4-methoxyphenyl ) oxazol-4-

y1ll-1-(2-propoxyphenyl)propan-l-one was obtained in the 8

manner as in Example 102.

ame

'H-NMR (CDC1;) &: 7.71 (1H, dd, J = 7.8, 1.8 Hz), 7.59-7.40 (4H,

5 m), 6.97 (1H, t, J = 7.8 Hz), 6.94 (1H, &, J = 7.8 Hz),

d, J = 7.8 Hz), 4.18 (2H, g, J = 6.6 Hz), 4.02 (2H, t,

J =

6.91 (1H,

6.6

Hz), 3.92 (3H, s), 3.43 (2H, t, J = 7.2 Hz), 3.00 (2H, t, 3 =17.2
Hz), 1.87 (2H, sext., J = 6.6 Hz), 1.49 (3H, t, J = 6.6 Hz), 1.06

_ (3H, t, J = 6.6 Hz)
10 Example 196

Using 0.15 g of 3-[2~(3-hydroxy-4-methoxyphenyl)oxazol-

4-yl]-1-(2-propoxyphenyl)propan-1-one obtained in Example 194, 67

mg of colorless oily 3—[2-(3—cyclopentyloxy-4-methoxyphenyl)

oxazol-4-yl]-1-(2-propoxyphenyl )propan-l-one was obtained in the

15 same manner as in Example 102.

'H-NMR (CDCls) 8: 7.71 (1H, dad, J = 7.5, 1.8 Hz), 7.55 (1H, dd
= 8.4, 1.8 Hz), 7.51 (1H, 4, J = 1.8 Hz), 7.42 (1H, br t, J =

Hz)}, 7.39 (1H, s), 6.97 (1H, t, J = 7.5 Hz), 6.93 (1H, 4, J

. Jd
7.5
7.5

Hz), 6.89 (1H, 4, J = 8.4 Hz), 4.90-4.84 (1H, m), 4.02 (2H, t, J
20 = 6.6 Hz), 3.88 (3H, s), 3.43 (2H, t, J = 7.2 Hz), 2.99 (2H, t, J

= 7.2 Hz), 2.03-1.60 (10H, m), 1.05 (3H, t, J = 7.2 Hz)
Example 197

Using 3-[2—(3—hydroxy-4—methoxyphenyl)oxazol-4—y11-l-

(2-propoxyphenyl)propan-1l-one obtained in Example 194, colorless

25  oily 3-[2—(3~isopropoxy-4—methoxyphenyl)oxazol-4—yl]-1—(2—propoxy

phenyl}propan~l-one was obtained in the same manner as in Example

102.

'"H-NMR (CDC1l;) §: 7.71 (1H, ad, J = 7.8, 1.8 Hz)}, 7.57 (1H, ad, J
= 8.4, 2.1 Hz), 7.54 (14, d, J = 2.1 Hz), 7.42 (1H, ddd, J = 8.4,

30 7.2, 1.8 Hz), 7.39 (1H, s), 6.97 (1H, br t, J = 7.2 Hz), 6.96 (1H,
br d, J = 8.4 Hz), 6.91 (1H, 4, J = 8.4 Hz), 4.65 (1H, sept., J
6.0 Hz), 4.02 (2H, £, J = 7.2 Hz), 3.90 (3H, s), 3.43 (2H, t, J

7.2 Hz), 2.99 (2H, t, J = 7.2 Hz), 1.87 (24, sext., J
1.40 (6H, d, J = 6.0 Hz), 1.06 (3H, t, J = 7.2 Hz)
35 Example 198

7.2 H

It}

zZ),



7.29 (2H,n),6.90 (1H, d,J = 8.4 Hz), 4.20-4.10 (411

9 Hz), 3.00 (211, t, J =6.9 Hz),1.48 (611, t, J =

| e 293 Using the compound obtai ned in Reference

i f1 uor onet hoxyphenyl ) et hanone, white powdery 3-[2-(3-
-141-

m,7.38 (1H, s), 7.35-
m, 3.34(211, t,J = 6.
6.9 Hz) 5 Exa np
Exanple 11 and 1-(2-tr
Using 3-[2-(3-hydroxy-4-methoxyphenyl)oxazol-4-y1]-1-
(2-propoxyphenyl )propan-l-one obtained in Example 194, colorless
powdery 3—[2—(3—cyclopropylmethoxy—4—methoxyphenyl)oxazol—4-yl]~
1-(2-propoxyphenyl}propan-l-one was obtained in the same manner
5 as in Example 102.
'H-NMR (CDCl;) 8: 7.70 (1H, dd, J = 7.5, 1.8 Hz), 7.57 (14, dd, J
= 8.4, 1.8 Hz), 7.50 (1H, 4, J = 1.8 Hz), 7.45-7.39 (2H, m), 6.97
(lH, br t, J = 7.5 Hz), 6.93 (1H, br d, J = 7.5 Hz), 6.91 (1H, br
d, J = 8.4 Hz), 4.02 (2H, t, J = 6.6 Hz), 3.92 (2H, 4, J = 7.2
10 Hz), 3.92 (3H, s), 3.43 (2H, t, J = 7.2 Hz), 2.99 (2H, t, J = 7.2
Hz), 1.87 (2H, sext., J = 6.6 Hz), 1.41-1.32 (14, m), 1.06 (3H, t,
J =6.6 Hz), 0.69-0.63 (2H, m), 0.40-0.35 (2H, m)
Example 199
Using 3—[2-(3-hydroxy—4—methoxyphenyl)oxazol—4—yl]-1~

15 (2-propoxyphenyl)propan-l-one obtained in Example 194, colorless
needle crystalline 3-[2-(3-(3-butenyloxy) -4-methoxyphenyl)oxazol -
4-yl]-1-(2-propoxyphenyl)propan-l-one was obtained in the same
manner as in Example 102.

'H-NMR (CDCls) &: 7.71 (1H, dd, J =-7.7, 1.5 Hz), 7.58 (1H, dd, J

20 = 8.5, 2.0 Hz), 7.52 (1H, 4, J = 2.0 Hz), 7.42 (1H, dad, J = 7.7,
7.5, 1.8 Hz), 7.40 (1H, s), 6.97 (14, ddd, J = 7.7, 7.5, 0.9 Hz),
6.93 (1H, br d, J = 7.7 Hz), 6.91 (14, 4, J = 8.5 Hz), 5.92 (1H,
dat, J = 17.3, 10.3, 6.8 Hz), 5.19 (1H, dad, J = 17.3, 3.3, 1.5
Hz), 5.11 (1H, ddd, J 10.3. 3.3, 0.6 Hz), 4.14 (2H, t, J 7.2

25 Hz), 4.02 (2H, t, J 7.2 Hz), 3.91 (3H, s}, 3.43 (2H, t, J 7.2
Hz), 2.99 (2H, t, J = 7.2 Hz)}, 2.63 (2H, br g, J = 6.9 Hz), 1.87
(2H, sext., J = 7.2 Hz), 1.06 (3H, t, J = 7.2 Hz)

Example 200

Using 3—{2-(3—hydroxy—4-methoxyphenyl)oxazol-é—yl]~1-
30 (2-propoxyphenyl)propan-l-one obtained in Example 194, colorless
needle crystalline 3~{2—(3-allyloxy-4—methoxyphenyl)oxazol-4—yl]—
1-(2-propoxyphenyl)}propan-1l-one was obtained in the same manner

as in Example 102.
'H-NMR (CDCls) 8: 7.71 (1H, dd, J = 7.7, 1.8 Hz), 7.59 (1H, ad, J
35 = 8.5, 1.8 Hz), 7.52 (1H, 4, J = 1.8 Hz), 7.42 (1H, ddd, J = 8.3,



cycl opr opyl net hoxy- 4- met hoxyphenyl ) oxazol -4-y1]-1-(2-trifluoro

nmet hoxyphenyl ) propan-1| -one was obtai ned follow ng the procedure 10 of
Exanpl e 190. 211-NWR(CDC13) 8:7.70(111,d,J=8.7Hz),7.57-7.53(311, m,
7.49(1H, s), 7.42-7.30(2H,m,6.90(111,d,J =8.7 Hz), 3.94- 3.91(5H m,
3.34(2H,t,J =7.2 Hz)3.00(2H,t,J =7.2 Hz)}L42t 42-1.30 (111,

m, 0. 67-0.
Ref er ence
conpounds

64(2H,. M, 0. 40-0. 36(211, 15Usi ng t he conpound obtained in
E&%ﬁpﬂg%3§zind7tﬁ%(6%¥rg%poﬁd?ﬁg@%beﬁ@bhénﬁn -der}vatizless .93
of LiEXaplags 32948t 9 299, e oRfai pedy fold awng the pragedyse

Exanpl e 190. Exanpl e 294 .
3- [ 2- (3, 4- d1 et hbkadohdify Pl oRas ofiz k- y8 1441 -(1H, 5d8d red hexyphienyd J0,20.5 Hz),

propan-| -ong Mhithg PEUEIETs = 10.5. 3.0, 1.5 Hz), 4.67 (2H, dt, J = 5.5, 1.5
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Hz), 4.02 (2H, t, J
Hz}, 2.99 (2H, t, J
(3H, t, J = 6.3 Hz)
Example 201

6.3 Hz), 3.92 (3H, s), 3.43 (2H, t, I = 7.2

7.2 Hz), 1.87 (2H, sext., J = 6.3 Hz), 1.06

Using 0.1 g of 3-[2-(3-hydroxy-4-methoxyphenyl)oxazol-
4-yl]-1-(2-propoxyphenyl)propan-1l-one obtained in Example 194, 67
mg of colorless powdery 3-[2-(3-cyclobutylmethoxy-4-methoxy
phenyl)oxazol-4-yl]-1-(2-propoxyphenyl)propan-1-one was obtained
in the same manner as in Example 111.

'H-NMR (CDCl;3) 8: 7.71 (1H, ad, J = 7.8, 1.8 Hz), 7.56 (1H, ad, J
= 7.8, 1.8 Hz}, 7.52 (1H, d,.J = 1.8 Hz), 7.45-7.40 (2H, m), 6.98
(1H, €, J = 7.8 Hz), 6.94 (1H, 4, J = 7.8 Hz), 6.90 (1H, 4, J =
7.8 Hz), 4.07 (2H, 4, J = 6.9 Hz), 4.02 (2H, t, J 6.6 Hz), 3.90
(3H, s), 3.44 (2H, t, J = 7.2 Hz), 3.00 (2H, t, J = 7.2 Hz), 2.86
(1H, quint, J = 7.2 Hz), 2.21-2.16 (2H, m), 1.96-1.84 (6H, m),
1.06 (3H, £, J = 7.5 Hz)

Example 202

Using 2-[4-methoxy-3-(2,2,2-trifluoroethoxy)phenyl]
oxazole-4-carbaldehyde obtained in Reference Example 65, pale
yellow oily (E)-3-{2-[4-methoxy-3-(2,2,2-trifluorcethoxy)phenyl]
oxazol-4-yl}-1-(2-propoxyphenyl)-2-propen-1l-one was obtained in
the same manner as in Example 193.

'H-NMR (CDC1;) &: 7.83 (1H, d, J = 15.0 Hz), 7.81 (1H, s), 7.76
(iH, a4, J = 8.4, 2.1 Hz), 7.69 (1H, dd, J = 7.8, 1.8 Hz), 7.69
(1H, 4, J = 2.1 Hz), 7.50 (1H, 4, J = 15.0 Hz), 7.45 (1H, ddad, J
8.4, 7.8, 1.8 Hz), 7.01 (1H, br t, J = 8.4 Hz), 6.99 (1H, 4, J
8.4 Hz), 6.98 (1H, br d, J = 7.8 Hz), 4.46 (2H, g, J = 8.4 Hz),
4.06 (2H, t, J = 6.3 Hz), 3.94 (3H, s), 1.90 (2H, sext., J = 6.3
Hz), 1.09 (3H, t, J = 6.3 Hz)

Example 203

Using (E)-3-{2-[4-methoxy-3-(2,2,2-trifluoroethoxy)

of



1H NMR (CDCL3) 0: 7.57-7.52 (211,

m, 7.40(1H, s),7.01 (1H, dd, J = 9.0,

3.3 Hz), 6.90(2H, t, J = 8.4 Hz), 4.20-4.10 (411, m, 3.85 (311, s), 3.78
(311,s), 3.39 (2H, t, J =7.2 Hz),2.98(2H,t, 25J - 7.2 Hz), 1.47 (611, t,
= 6.9 Hz) Exanple 295
-143-
phenyl]oxazol-4-yl}-1-(2-propoxyphenyl)-2-propen-1-one obtained
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in Example 202, colorless powdery 3-{2-[4-methoxy-3-(2,2,2-

trifluoroethoxy)phenyl]oxazol-4-yl}-1-(2-propoxyphenyl)propan-1-

one was obtained in the same manner as in Example 194.

'H-NMR (DMSO-dg) §: 7.83 (1H, s), 7.62 (1H, dd, J = 7.8, 1.8 Hz),
7.57 (1H, 44, J = 7.8, 1.5 Hz), 7.55 (1H, d, J = 1.5 Hz), 7.51
(1H, br t, J = 7.8 Hz), 7.17 (1H, 4, J = 7.8 Hz), 7.15 (IH, 4, J
= 7.8 Hz), 7.0l (1H, t, J = 7.8 Hz), 4.80 (2H, g, J = 9.0 Hz),

4.06 (2H, t, J
2,84 (2H, t, J
t, J = 6.6 Hz)
Example 204

)

6.6 Hz), 3.86 (3H, s), 3.33 (2H, t, J = 7.2 Hz},
7.2 Hz), 1.79 (2H, sext., J = 6.6 Hz), 0.99 (3H,

Using 2—(3,4—diethoxyphenyl)oxazole-4-carbaldehyde
obtained in Reference Example 66, pale yellow powdery (E)-3-[2-
(3,4—diethoxyphenyl)oxazol-4-yl]—l—(2—propoxyphenyl)—2~propen-l—
one was obtained in the same manner as in Example 193.

'H-NMR (CDC1s) &: 7.81 (1H, 4, J = 15.0 Hz)}, 7.79 (1H, br 4, J =
7.5 Hz), 7.68 (1H, dd, J = 7.8, 1.8 Hz), 7.62 (1H, d, J = 1.8 Hz),
7.59 (1H, br s), 7.49 (1H, d, J = 15.0 Hz), 7.44 (IH, br t, J =
7.5 Hz), 7.01 (1H, br £, J = 7.5 Hz), 6.97 (1H, br d, J = 7.5 Hz},
6.93 (1H, 4, J = 7.8 Hz), 4.18 (2H, g, J = 6.9 Hz), 4.16 (2H, g,
J = 6.9 Hz), 4.05 (2H, t, J = 6.3 Hz), 1.89 (1H, br sext., J =
6.9 Hz), 1.50 (3H, t, J = 6.9 Hz}, 1.49 (3H, t, J = 6.9 Hz}, 1.09
(3H, £, J = 7.2 Hz)

Example 205

Using (E)-3-[2-(3,4-diethoxyphenyl)oxazol-4-yl]-1-(2-
propoxyphenyl)-2-propen-l-one obtained in Example 204, colorless
powdery 3-[2-(3,4-diethoxyphenyl)oxazol-4-yl]-1-(2-propoxyphenyl)
propan-l-one was obtained in the same manner as in Example 194.

'H-NMR (CbCl;) o6: 7.60 (1H, 44, J = 7.8, 1.8 Hz), 7.54 (1H, d4d, J
= 8.4, 2.1 Hz), 7.52 (1H, 4, J = 2.1 Hz), 7.42 (1H, ddd4, J = 7.8,
7.39 (1H, s), 6.97 (1H, td, J = 7.8, 1.2 Hz), 6.93
6.90 (1H, d, J = 8.4 Hz), 4.17 (2H, q, J
4.02 (2H, t, J = 6.6 Hz),

7.2 Hz), 1.87 (24,

7.2,
(1H, br 4, J = 7.2 Hz),
= 6.9 Hz), 4.14 (2H, g, J =
3.43 (2H, t, J = 2.99 (2H, t, J =

1.8 Hz),

6.9 Hz),
7.2 Hz),

J



3-[2-(3, 4-di et hoxyphenyl ) oxazol - 4-y1] - 1- ( 2- et hoxy- 5- et hyl phenyl)
propan-1| -one Wite powder 301H N (CDC13)8:7.61-7.49(3H, m, 7. 40(1H,

s),7.25-7.20(211, m,
4.21-4.06 (6H, m,
(311, s), 1.53-1.40(911, m

-[ 2- -di h | azol -4-y1]-1-(2, 4-di net hyl phenyl
3-[2-(3,4 dsleeptth.o,xyf =en3/.s)ox Y tl)H, é J = Y p %)

Hz),

6.90 (1H d,J =
3.41(2H,t,J =7.5 Hz),

8.1 Hz),6.83 (1H,
2.99 (2H, t, J =
Exanpl€ 4296 35

d,J = 8.4 Hz),
7.5 Hz), 2. 28

-176-

1.48° ( . = 6.9 Hz), 1,05 (3H, t, J =
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6.6 Hz)
Example 206

Using 2-(3-benzyloxy-4-methoxyphenyl)oxazole-4-

carbaldehyde obtained in Reference Example 64, pale yellow

powdery (E)-3-[2-(3-benzyloxy-4-methoxyphenyl)oxazol-4-yl]-1-(2-
isopropoxyphenyl)-2-propen-l-one was obtained in the same manner
as in Example 193.

'H-NMR (CDC1;) 8: 7.79 (1H, s), 7.79 (iH, 4, J = 15.3 Hz), 7.69-
7.65 (3H, m), 7.50-7.32 (7H, m), 7.03-6.95 (3H, m), 5.21 (2H, s),
4.66 (1H, 6.0 Hz), 3.94 (3H, s}, 1.41 (6H, 4, J = 6.0

Hz)

sept, J =

Example 207

Using (E)-3-[2-(3-benzyloxy-4-methoxyphenyl)oxazol-4-
y1]-1-(2-isopropoxyphenyl)-2-propen-1l-one obtained in Example 206,
colorless powdery 3-[2-(3-hydroxy-4-methoxyphenyl)oxazol-4-yl]-1-
(2-isopropoxyphenyl)propan-1l-one was obtained in the same manner
as in Example 194.

'H-NMR (CDC1l;) 8: 7.67 (1H, dd, J = 7.5, 1.8 Hz), 7.55 (1H, br s),
.54 (1H, 44, J = 7.5, 1.8 Hz), 7.40 (1H, td, J = 7.5, 1.8 Hz),
.40 (1H, s), 6.95 (1H, br t, J = 7.5 Hz), 6.93 (IH, br d, J =
.5 Hz), 6.89 (1H, d, J = 7.5 Hz), 5.64 (1H, s), 4.68 (1H, sept.,
6.0 Hz), 3.94 (3H, s), 3.40 (2H, t, J = 7.2 Hz), 2.98 (2H, t,

7.2 Hz), 1.40 (6H, 4, J = 6.0 Hz)

]

L e

The above compound was also obtained by the following
method. A 10 g gquantity of 2-(3-benzyloxy-4-methoxyphenyl-4-
chloromethyloxazole obtained in Reference Example 5 and 5.4 g of
1-(2-isopropoxyphenyl)ethanone were dissolved in 100 ml of
tetrahydrofuran, and 2.42 g of sodium hydride was added thereto.
After foaming, the reaction mixture was heated and refluxed for 3
hours. After cooling, the reaction mixture was added to ice water,
and extraction was performed with ethyl acetate. The organic

layer was washed with water, dried over magnesium sulfate, and
The residue was

ethyl

then concentrated under reduced pressure.

purified by silica gel column chromatography (n-hexane



propan-| -one Col orl ess powder 'H NVR (CDC13) 8: 7.63 (1H, d, J = 8.4 Hz),
7.54 (1H, dd, J =8.4, 1.8 Hz), 7.51 (1H, d, J = 1.8 Hz), 7.42 (1H, s),
7.06-7.02 (2H, 5n), 6.90 (1H, d, J = 8.4 Hz), 4.17 (2H, q, J = 6.9 Hz),
4.14 (2H, g, J = 6.9 Hz), 3.30 (2H, t, J =7.2 Hz), 2.99 (2H, t, J =7.2

Hz), 2.49 (3H, s), 2.34 (3H, s), 1.48 (645, J 6.9 Hz) Exanple 297
3-[2-(3, 4-di et hoxyphenyl ) oxazol -4-y1]-1-(2, 5- dlnethylphenyl) 10

propan- | - orfF 8T 1esd” neddl &9 r9ideal’s 3OHNME (W@lSS)'EJSIOW HEy( 3H4[2bf3S. J
= 8.7 Hz), v -4 bk qog, 7 717709(2Hn)
6.90 (1H d erJ@%rl@{!?‘ 4 e@oxy%héﬂ%{f&azgl g )éleg'l Qf, 4 14 (2H, q. J 6 9
Hz), 3.29 1%‘(%3TOPPXYEI’1&¥W71)Z>IH?§H lzog@ ( 2H, Sthsejjuen¥lP, Hz).842. 44 (8H, me)

23 (3%, ShefEa 9% by 3.y A OB et 1

pr opan- B- om@@‘omwﬂlgmﬂd@roﬂz&h%n(em%h@soﬂreﬁﬁ 1610 dnl b= métBaid).,

7.60-7.51 (2H, 1 Hz), 6.79 (1 J =
8.4 Hz), 6.( ?% qﬂﬁ%ﬂ %f(%ﬁig ﬁﬂﬂégﬁﬁ“‘(%ﬁ%op lagw-de? Zﬂﬁg)ad@edgs
(2H, t, J *herathz), T12e 3ﬁu{t31tde Sv)as 3t bdreld 4nde?Ha B}dﬁggéﬁaéﬂiﬂo%Pﬁ&@e at

3-[2-(3, 4-di et hoxyphen oxazol -4-y11-1-(2-et hoxy-4-fl uorophenyl)
propan- | - orf€°8ol B&F%%‘%g &dl £9%r yst BPEr 1 1 N ( epEalysts: was 7grqmpMedddy J =

8.7, 7.2 11 d 1
Ry 7,39 (IHBra B @?‘wg’ﬂ‘{e%t e Syl o bt e s R

(2H, ql%J reG‘r@SFE}L‘"@QLﬁl(OEH acgtoge Mg spomppyl detihex 28 givel L.15. @ Hf)
3.39 (2H, 3. 7 2m 2 1.49 (3H, t, J = 6.9
(28, et Toltott ipihdfnaby o 2 (R

Hz), 1.47 (6H, t, = 6.9 Hz The conpound
obt ai ned i ASRErepeRGdeRyANprepdr-landeret hyl (2- met hoxynet hyl ) benzoate were
used and teals 51 fgdé owi ng the procedure of Exanple 100, followed by

treat nent accordrng-to Reference Exanple 48, yielding white powdery
3-[2-(3,4-di ethoxy ¥sing 0.15 g of 3-[2-(3-hydroxy-4-methoxyphenyl)oxazol-

phenyl ) oxazo 1 2 net hoxyne henyl ) pro an 1-one. 1H NVR ( CDC13)

8 7.7 9 é!g’%ﬁ 1 32 é’rORO’EYHy%)“ E% 67“‘21708 biginest gp Exprele 207 g 4

Hz) .78 02k s)g 40121 gald ($dllow) ofi3 §344- (9)-cy313drdpthimethosy 47 2
3.00 %2% léﬁ' Hz}e i 43 (6H, m) 10Using the conpound

obt ai ned i A N P (%Tfego@&PP@%ﬁﬂYﬁ@Pﬁ%?Wl“ﬁéﬂzG@ﬁe

derivati vesbtaon@duidshel sxaiphnasr38d i0 FE3ARpYerfobt ai ned fol l owing the

procedure of the Exanple 300. Exanple 301 15

3-[2-(3, 4- &i-é%%@&ﬁénwb oxXa8d| {HHyAd. 15 2- 8t By| bHerHA)).priepan{ IH, alde TH N}
5, (?DC:J(? 78Hg)7r,46£2121185}ﬂz)(1g*ﬂ(2g)(11¥ 413. (:rlH( 25} It{Z) 38; 7413(21i{2th”)J 5.9¢ (1H,
1.8"Hz), 7.39 (1H, s), 6.95 (1H, br t, J = 7 8 Hz), 6.93 (1H, br
d, J = 7.8 Hz), 6.91 (1H, 4, J = 8.4 Hz), 4.68 (1H, sept., J =
6.0 Hz), 3.92 (2H, d, J = 6.9 Hz), 3.92 (3H, ), 3.41 (2H, t, J =
7.2 Hz), 2.98 (2H, t, J = 7.2 Hz), 1.40 (6H, 4, J = 6.0 Hz),
25 1.46-1.32 (1H, m), 0.69-0.62 (2H, m), 0.40-0.35 {2H, m)

Example 209

Using 0.15 g of 3-[2-(3-hydroxy-4-methoxyphenyl)oxazol-

4~y1]-1~(2-isopropoxyphenyl)propan-l-one obtained in Example 207,

42 mg of colorless powdery 3-[2-(3-ethoxy-4-methoxyphenyl)oxazol-

30 4-yl]l-1-(2-isopropoxyphenyl)propan-l-one was obtained in the same
manner as in Example 1.02.

'H-NMR (CDCl;) 8: 7.68 (1H, dd, J = 7.7, 1.8 Hz), 7.57 (1H, dd, J

= 8.5, 2.0 Hz), 7.52 (1H, &, J = 2.0 Hz), 7.41 (1H, td, J = 7.7,

1.8 Hz), 7.40 (1H, s), 6.95 (1H, br t, J = 7.7 Hz), 6.94 (1H, br

35 da, J = 7.7 Hz), 6.91 (1H, 4, J = 8.5 Hz), 4.69 (1H, sept., J =
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Using 3-[2-(3-hydroxy-4-methoxyphenyl)oxazol-4-y1]-1-

)
5 Hz) Exanple 302

7.41 (1H, s), 7.18-7.01 (3H 25 m,
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(2-isopropoxyphenyl }propan-l-one obtained in Example 207, pale
yellow oily 3-[2—(3—isopropoxy—4—methoxyphenyl)oxazol-4—yl]-l~(2—
isopropoxyphenyl)propan-1l-one was obtained in the same manner as
in Example 102.

'H-NMR (CDC1s) &: 7.68 (1H, dd, J = 7.5, 1.8 Hz), 7.57 (1H, dd, J
= 7.5, 1.8 Bz), 7.54 (1H, 4, J = 1.8 Hz), 7.44-7.38 (2H, m), 6.95
(1H, br t, J = 7.5 Hz), 6.94 (1H, 4, J = 7.5 Hz), 6.91 (1H, 4, J
= 7.5 Hz), 4.67 (2H, sept., J = 6.0 Hz), 3.90 (3H, s), 3.40 (2H,
t, J =7.2 Hz), 2.98 (2H, t, J = 7.2 Hz), 1.40 (12H, d, J = 6.0
Hz)

Example 211

Using 3-[2-(3-hydroxy-4-methoxyphenyl)oxazol-4-y1]-1-
(2-isopropoxyphenyl )propan-1-one obtained in Example 207,
colorless oily 3-[2-(3-allyloxy-4-methoxyphenyl)oxazol-4-y11-1-
(2-isopropoxyphenyl}propan-l-one was obtained in the same manner
as in Example 102.

"H-NMR (CDCl;) 8: 7.68 (1H, ad, J = 7.7, 1.8 Hz), 7.58 (IH, dd, J
= 8.3, 1.8 Hz), 7.53 (1H, 4, J = 1.8 Hz), 7.41 (1H, d@dd, J = 7.9,
7.7, 1.8 Hz), 7.40 (1H, s), 6.98 {1H, td, J = 7.9, 1.8 Hz), 6.94
(l1H, br &, J = 7.7 Hz), 6.92 (1H, 4, J = 8.3 Hz), 6.12 (1H, ddt,
J = 17.3, 10.5, 5.3 Hz), 5.44 (1H, ddd, J = 17.3, 3.0, 1.7 Hz),
5.31 (1H, 4d4d, J = 10.5. 3.0, 1.5 Hz), 4.75-4.60 (3H, m), 3.92
(3H, s), 3.41 (2H, t, J = 7.2 Hz), 2.99 (2H, t, J = 7.2 Hz), 1.40
(6H, d, J = 6.0 Hz).

Example 212

Using 3-12-(3-hydroxy-4-methoxyphenyl)oxazol-4-y1]-1-
(2-isopropoxyphenyl)propan-1-one obtained in Example 207,
colorless needle crystalline 3-[2-(3-(3-butenyloxy)-4-
methoxyphenyl)oxazol-4-yl]-1-(2-isopropoxyphenyl)propan-l-one was

obtained in the same manner as in Example 102.

15%}-21,)@ 7&3) %23)4 1T ?A%Hz?fyzt' 1

1% :72Hz)298(2Ht, J=7.2 H),

2 81 (211, q, J = 7.5 Hz), 1.48 20(6H,

1]-1- (2, 3-di met hoxyphenyl ) propan-1-one

J =
303



J =6.9 H),1.26 -178- (3H, t, J = 6.9 Hz) Exanple 304 Using the conpound
obt ai ned in Reference Exanple 58 and

1- ( 2- et hoxy- 4-fl uorophenyl ) et hanone, pale yell ow powdery 1- (2 5

et hoxy- 4-f| uor opheny1) - 3- [ 2- (3- et hoxy- 4- net hoxyphenyl ) oxazol -

yl ] propan-|-one was obtained foll ow ng {14 -pr ocedur e of Exarrpl e 190. 1H NMR
(CDC13) 8: 7.77 (1H, t, J =7.8 Hz), 7.56 (1H, dd, J = 8.4, 1.8 Hz), 7.51
(1H, d, J ZHrNMRHFGDCH)AQ: (1HE7 )LH.6401 §1#,7d, 1.8 EB)S. #.%%)(186. 4d; 67 61
(2H, rr) 4.2 0% (4 m (3H, : 2 Hz) 98
(211, t, J —187Lh & §) h'z) ? 533'59%6 d n'% E)Zzagﬂ§ 33};‘40U§ ing ?%% cJJc_)izrrpZ)u%d

obt ai ned |n7-ﬁefé{§nBé)Ex"an$ﬂ 4188 ahd 435 (lH br t, J = 7.5 Hz), 6.93 (1H,

1-(4-fluoraqgs;2-4 sopro ny) h ol orl es 3-[-3-
et hoxy- 4- rrgcf o%y%en%;%%la% ls ﬁ 1fﬂ§ %4 1E[I uo?ogzﬁFg U9p20><(32}m( ddt, J =
phenyl ) pr oplah-U,- Qe 3was. B)l:iﬁza) ne‘:d 1f90|(lmyv|cmg:1 t me—prlchplugeg of1 @(@ﬁpl es 1190.

1H-NI\/R 7.77 ), 7.57 (1H, dd, J = 8.4, 20 1.8
(1 Pf% %’dd g (é% 375’]401 (31|lfz)s)4 68 OULR 1 15eRE- . ) I==8 640 113,

6 71 6 61 (42Hi,4 RH, 4t 637 (L H,. 2SH@§, J.A Q3ﬁ FB) £41_L8(fz§11t G —37—261&%) Hz)
3.92 (3H, 53)_ 3.38 (2H,_t, J =7.2 Hz), 2.9 H, J =72 0]
(311, t, 0g. §2Hp) t. 1J4=2 Iﬁ?ﬂHZd 3-e36(2, Hi’}-" a5 Exaninz;fwﬁ 1 40 (6H,
Usi ng the Qprrpoung ®hta ned in Reference Exanple 68 and

1-(2-et hox§- - met h%/I ghenyl ) et hanone, white powdery 1-(2-ethoxy-5-

net hyl phen -i sopr opoxy- 4- met hoxyphenyl ) oxazol - 4-y1) propan-|-one

was obt ai ned foI | ow h ogedur e 190, 1H- NNE CDC13) 8:
7.60-7.40 (311, m), gl D15 gy BET5-f1- 7(@(3"?’1 gg é"x%z"l"s 1
Hz), 6.83 (43:E‘|l]d1 Gzﬂsgaptoptz:)ryprzerﬁﬂ)prslam(—nmna) obﬁaﬂrﬁédalﬂ Eitamﬁle— mA Hz),
3.89 (31-1, 41 (2 = 7.2 H), 2.98 (21-1, t, J =1 2. 29
(3h o), 198 ) psg ‘%5 y‘?%o%séxar?ﬁlw °E57 E'PgﬁOPmPOXYPhenﬂUsﬁnbzﬂﬁe
corrpound obl'eahmﬂ-?»-r(?Ref er entliotesphexPfphan¢l | oxazol-4-y1}propan-1-one

1-(2- ei E azyrt%eny%‘)}et hanone, white powdery 1-(2- et%oxy- -

et hyI ? KE % - Sopropay H‘%?ﬁcﬁ&dﬂe%ﬂ%@a L 4- yI] pr opan- | - one
was obt ai némLN‘mi | @nicng) tde nracedss ecaf, Rjampl g, 7.66
(1HdJ—I§< y(lz ?g a3 (OH %égﬁ%ﬁg%s%gl GO GJ%}84
Hz), 6.79 (48 @) - 3%-0% {1Hp)serf.73 I FH 6P H 5@4871 ‘EJlH(2Hr.) m)4. B29B2H,

g, J = 6.9(kH), 9;)4(21 QHS)t3J4Q (725, 7 5z .98 (2 = 7.5
Hz). 2.36 gsH Ss))3 1. 48Ir|(3H t, HEL&JB 002(1 (6‘%—( ?@_ g"b ﬁz)illo
Exanpl e 30 = 6.0 Hzhg the corrpound obt ai ned in Exanpl e 136 and

chl orqcﬁflyggl%lfé hlalqe white powdery 3-[2-(3-difluoronethoxy-4-

met hoxyphenyl)yoxazof- 4-y1] - 1- ( 3- et hyl pyri di n- 2-yl ) propan- 1- one was

obt ai ned fol | owi ng VA&ngr oc&dl? e dihyBranpt € mbthbsypheNVR ox@R6133-18:]1-8-50

1H, , 7 : =, 8. 1 7. 1 d.J=2.1 , 1.58
ElH, g? J é§§%%%°f%?ﬂ%"%@ﬁ?“€%?‘%@ (1ﬂ}7’§%’§‘?e . 007 1H,"3X8{“PJJ_£>Z ) 8% Hz)
?.238 (11, @ol@r}-esmww&e:)y (335; 193 (¢3oRIt O} a-medbeiproti) . 3. 00

Lt a Usi ng t he
conpound o% a| _&MI& gp lso?§82)3 IIBB%&' ~Obfai ¥R |°Htﬁérfeé3r ehe
Exanplzs 85tha\k3an® pender yas3 1612E£<3mple 111.

(2,2-difl uproeth tho phenyl ] oxazol 1- (3- et hyl
pyri di n- 2- ¥ ggﬁ&]ll )o @glo(bltHal fofl %vﬁ%:ngg t%élzr)ro(teﬂ@rﬁ-ﬂ-}bf ags J

Exanpl e 3.= 8 4, 1.8 Hz), 7.52 (1H, 4, J = 1.8 Hz), 7.44-7.38 (2H, m), 6.95
(1H, br t, J = 8.4 Hz), 6.94 (1H, br d, J = 8.4 Hz), 6.90 (1H, 4,
J = 8.4 Hz), 4.69 (lH, sept., J = 6.0 Hz), 4.07 (2H, 4, J = 6.9
30 Hz), 3.90 (3H, s), 3.41 (2H, t, J = 7.2 Hz), 2.99 (2H, t, J = 7.2
Hz), 2.86 (1H, quint, J = 7.2 Hz), 2.22-2.14 (2H, m), 1.99-1.84
(4H, m), 1.40 (6H, d, J = 6.0 Hz)
Example 215

Using 2-(3,4-diethoxyphenyl }oxazole-4- carbaldehyde
35 obtained in Reference Example 66, vyellow oily (E}-3-[2-(3,4-



1H NVR (CDC13) 8: 8.50 (111, dd, J = 4.5, 0.9 Hz), 7.66 (1H dd, J = 8.4,
2.1 Hz), 7.60-7.54 (2H, m). 7.46 (1H, s). 7.35-7.31 (1H, n). 6.94 (1H d. J
= 8.7 Hz), 6.16 (1H, tt, J = 54.9, 1.2 Hz) 4.29 (2H, td, J = 12.9, 1.2 Hz),

3.92 (311, s), 3.61 (211, t, J = 306.9 Hz), 3.01 (211, t, J = 6.9 Hz), 2.58

(3H, s) Exarrpl e 310 Usi ng t let4Sonpound obt ai ned i n Exanple 136
and the co ﬁ in Reference Exanple 84, white powdery 3-(2-[3-
(2-f1 uoroet ﬁ%?ﬁ%@ﬁyﬁ]%&]aﬂm 241%111:@0(@%@@}5&1 ‘F%TPFQP@P 13®%ne

2- y|)prOpartveﬂsQﬂ!ﬂ:a\ﬂﬁédoﬁlaiﬂéegaxﬁélrhaﬁif'!e&gaéhﬁl )&s@ﬁe;@@f Exanple -180- 3.
1H NVR (CDG13) 8: 8.50-8.49 (1H, nm), 7.63-7 77.45 (1H, s),
7.34-7. 27 (HEHMR) (CBCDY) (SkH,7 Bl X1, 8d7 HE) = 41583 HiH, U,79 €1H. 2oizd), 4. 72

1H, t, 9 ({1H, -ty 2 1 .2
g. 92 (3H, s)%% ggb(gs’ﬁ I(]jLJ 4 94‘1 ya 5%% %gﬁo'i‘;’( g2 .43 é\lﬁz) £‘27(3H
s) Exanple BBL W riﬁg)bhé' @@mbtfﬂ,nd:)robtt.almed 718 Baanplee91361mndb2-a, J =

b but an ow, o 0 henyl) 10
O)r(grzrgl 4- y?] By%l(z% 2t yr| d, ‘53—4?-% ﬁ%)r éjv@époﬁ? F%eﬁ‘fér?o%)ng
t he procedur.€2eft. Examﬂl,erra 1l—52~4l\1R4(SCID&3)m)esl 81506 1M, dd= d.7#4)5 1.2

Hz), 7.59-7.55 (3H, ), 7.54 (1H s), 7.45-7.30 (1H m, 6.91 (1H d J =
8.4 Hz ), .Xpe 1H 1), 3.89 (3H, s), 3.60 (2H t, J = 7.5 Hz ), 3.01
15(2H t, :75 Hzy9ing2. 57(12()35,—{.5_)(314—%13%11 Kty 1Tbxato B4 192 =
: 1 .00 t, J =6.6 Hz) Exanple 312 ing p)ﬁ)e{acorrpoé&d ob 2al ned

.'n Exa | e 1FSB aaaxz?heaw&aﬁaem% lnARe c OpbAdeey in Example 215, pale

3-{2-[3-(1 tl".ﬂ?éhpé X324 9eL h
phenyl ] oxazol ﬂ)ﬁ é m(et hyl p))%‘élhél ) %enﬁ )0?{868%1 YOlr‘!e1 2 l arnet

f ol | owi ng Pﬁ@nﬁiéamﬁlblopnmlo@tam@m NVRHeCREn8) m8nned: 5@; éLﬂlI-E:xaiﬁj_qle] =
4.5, 12%4761753(&4 m, 7.45 (1H, s), 7.34-7.30 (1H, m), 6.91 (1H
d, J =81 F"), 4.28-4.20 (1H, m), 3.89 (3H s), 3.60 (2H, t, J = 7.5 Hz

3.01 25&12+n;MR (CDCA5Y. & Hz. 67, (2HS57aG3HT s) 7.4, 78:5.168 ,( 4Hso0¥, 3 (9@{ 6?

), (
t, I d taln in Exarrpl a
chl orodb6f rreE%(ﬁaneB% \::\(/n]jlﬁt’(laJrﬁLowcreié (gﬁ ?& di%f Fu Eﬁﬁ)ho%y T4, H,
m)341(2HtJ 72Hz)298(2HtJ=72Hz)148(6H,
br t, J = 7.2 Hz), 1.40 (6H, 4, J = 6.0 Hz)
Example 217

Using 2-(3,4~diethoxyphenyl)oxazole-4—carbaldehyde

20 obtained in Reference Example 66, colorless powdery (E}-3-[2-

(3.4-diethoxyphenyl)oxazol-4-yl]-1-o-tolyl-2-propen-1l-one was
obtained in the same mainer as in Example 193.

'H-NMR (CDC1s) §: 7.81 (1H, s), 7.64-7.28 (8H, m), 6.93 (1N, 4, J

= 8.1 Hz), 4.20 (2H, q, J = 6.9 Hz), 4.16 (2H, qg, J = 6.9 Hz),

25 2.47 (3H, s), 1.50 (3H, t, J = 6.9 Hz), 1.49 (3H, t, J = 6.9 Hz)
Example 218
Using (E)-3-[2—(3,4~diethoxyphenyl)oxazol—4—yl]—1—o~

tolyl—Z—propen—l-one obtained in Example 217, colorless needle
crystaliine 3-[2-(3,4-diethoxyphenyl)oxazol-4-yl]-1l-o-tolyl

30 propan-l-one was obtained in the same manner as in Example 194.
'H-NMR (CDC1s) §: 7.68 (1H, dd, J = 7.5, 1.8 Hz), 7.55 (1H, dd, J
= 8.1, 1.8 Hz), 7.51 (1H, 4, J = 1.8 Hz), 7.43 (1H, br s), 7.36
(1H, td, J = 7.5, 1.5 Hz), 7.27-7.22 (2H, m), 6.90 (1H, 4, J =
8.1 Hz), 4.17 (2H, g, J = 6.9 Hz), 4.14 (2H, g, J = 6.9 Hz), 3.32

35 (ZH, t, J = 7.2 Hz), 3.00 (2H, t, J = 7.2 Hz), 2.49 (3H, s), 1.48



- 30 net hoxyphenyl ) oxazol - 4-y1)-1-(2-et hoxyphenyl ) propan- 1-One was obt ai ned
follow ng the procedure of Exanple 4. 1H NWR (CDC13) 8: 7.85-7.80 (2H, m,
7.70 (1H, m, 7.50-7.40 (2H, m, 7.0-6.9 (3H, M, 6.58 (1H, t, J = 74.4

Hz) , 4.14 (2H g, J =6.9 Hz), 3.93 (3H, s), 3.42 (2H, t, J =7.2 Hz), 2.99
(2H, t, 357.2 Hz), 1.48 (3H t, J =649 Hz) -181- Exanple 314

Usi ng the C nd _obt ai in Exanpl e 101 and the conpound obtained in

Ref er ence EQ%E‘;)UE ,_ alh?ﬁgz)pomdery 3-{2-[3- (2, 5 phenyl)propan-I|-one was
obt ai ned fcﬁ:;kafvpmgzube procedur e of Exarrpl e 3. 1HNWR (CDC13) 6: 7.73-7.63
(2H m, 755 (TH 4 J = 2.1 H), 7 46-7.39 (2H m, 7.01-6.91 (3H m,
6.16 (1H, tt, J = 549809 2 ), 2JS-PeRrryiery-3 mexlzozgypqezwmwyazma4 -( 2H,
q,J—69é-£ﬁballiQ§8é(§A1: %)ed3ﬂ3ﬁ§£é ) 2H =
2 9 HZ) 8 (3H Y 185 )1Exarrpl eregnfe Exgmglé_iz 64US %911% %%lr%vound
obt ai ned i rP‘Ei@ﬁr’Fﬁl e 1@'-1) -émﬂzt he-keenrydormt- éﬁn@hwefdphanﬂb)‘cmmﬁth-@-m
whi te powderdsh-.62 .

et hoxyphenyl) 3- (ZPféé?%]TIOlﬂlgro <E\IS*|oxyl"ﬁtaﬂ-fmrret hoky phEny FiB%anngr as in

yl ) pr opan- |IExampleadddbt ai ned fol | owi ng the procedure of Exarrpl e 3. 1HNWR

(CDC13) 6: 7. 1.8 Hz 1 (1H, dd, J = 8.4, 1.8 Hz),
7.55 (1H, ;’ﬁ‘g"‘ Q&’F%S‘? H- %?117[ 0dl 6. %3P9(§126 M3H.4 M 6296, (HH, & 2
47.4, 4.2 Hz)9.04H32, (2123 dRH,Js¥F, 28.d4 (4H7 2PHD) ,474(3;,17{ 45)10 (211, n) 3.90
(3H 4034133H %s J =7.2 Hz), 2.99 (2H, t, J .2 Hz), 1.46 (311, t,
5. Exanple 86 Using the corrpound obt ai ned in Reference
Exarrpl e 59 and Udig orrpmmq:,_qbt. ang-léﬁ { gL ROGS-E1AERLE §§§% te
powdery 25 ethé 4- benzyloxy 3- |quoro oxy) benzoat e Was tal ned

fol | owi ng e ~precEetrt %PIERﬁPerr'eD@ %qtaﬂmmmm@)m@ 791 ¢dioklegd, J
) 28 oot (1 nogr g R rkdiblplsdfbpgdol by (1 B3ga ot

m, 1.39 (311109901'1 one- wasp obained dine fbe Emsm@ia@n&r as in ExampleUs®sg t he

compou oh ;Referen te
4- benzg oxyﬁg ggd(éj[g: f‘fu%r?etgﬁoa?b z'0| c=a % \é\%tal Redtt bt oWi-ng The
procedur e df-8REE®r ehe®3 Eddhpldd.3J 358HLNMVR § [DI\z‘BO 06)138(1ﬂ 6&),(17&,335 ddu,J =

0"y =8 athy bR 1114% )T Py 8w 45

td, J = 1457693(5:1st)) Ref.enenss, Expnd. 618$2H5l£,| rxg:tl‘rezcgﬂpoujmbcplltzﬁl, ngd in

Ref erence a ry
4- benzyl ox?XSrT?Zle?J’fl uéﬁogﬁbi{}) benzam de was obtained follow ng the
procedzo e @kakpierxice Exanpl e

A 0.15 g quantity of 3-[2-(3-hydroxy-4-
methoxyphenyl)oxazol-4-yl]-1-o~tolylpropan-1-one obtained in
Example 220 was dissolved in 10 ml of isopropyl alcohol. An 86 nl
quantity of (bromomethyl)cyclopropane and 200 utL of 1,8-

25 diazabicyclo[5,4,0lundec-7-ene were added thereto, and the
mixture was heated and refluxed for 24 hours. Water was added to
the reaction mixture, and extraction was then performed with
ethyl acetate. The organic layer was washed with saturated brine,
dried over anhydrous magnesium sulfate, and concentrated under

30 reduced pressure. The residue was purified by silica gel column
chromatography (n-hexane : ethyl acetate = 3 : 1), and
recrystallized from acetone/diisopropyl ether/n-hexane to give 71
mg of colorless needle crystalline 3-[2-(3-cyclopropylmethoxy-4-

_ methoxyphenyl }oxazol-4-yl]-1-o~tolylpropan-1-one.

35 'H-NMR (CDCl:) &: 7.68 (1H, dad, J = 7.5, 1.5 Hz), 7.57 (1H, dad, J



11-1-NVR (DMSO d6) 8: 7.86 (1H, br s), 7.56-7.29 (7H, m), 7.25 (1H, br s),
7.14 (1H d, J = 8.4 Hz), 6.40 (1H, tt, J =54.3, 3.6 Hz), 105.20 (2H, s),
4.34 (2H, td, J = 14.7, 3.6 Hz) Reference Exanple 89 Usi ng t he
conpound obtained in Reference Exanple 83, white powdery

2-[ 4- benzyl oxy- 3- (2, 2-di fl uor oet hoxy) phe 1- 4-chl oronet hyl oxazol e was
obtai ned faoll V\ingztlhq{ o f 15 efere c a NNVR ( 13)
8: 7.68-7. 60%) 4507?%%0?3% 91 3 19(%’#lFX gp? ?@4%%‘? %C
(1H, tt, J HZB479364(2Hszd5 A8 (725! $)5 th)5,6 7( 2b-7s22 @B0n()2Hs.9d, (1h1,=
13.2, 4.2 Hz) Referen Ex 0 20 corrpoun obt ai ned in

Ref er ence garr'};l e%sg ﬁv\}lrt%r%io ry3di PH s). 3.32 (20,
2-{2-[ 4- benzyloxy-732( BzR; ctxfqurzaetboxy) phalyllz])ox_az@ Tlg;yl Bt hylgm apat e

was obtain ol | OWI n edure of Ref erence Exanpl e
1H NNR(%DClg*)}iz g3 79%7(?% (%g" 74507 4900033 =62H+im) 6 12(1H,tt,J =54.9, 4. 2
4.29( 2H, t d Riekip1a, 422Hz) , 3. 89(2H, t, (6H, s),3.18(211,t,J = 7.5 Hz) (6H,
Hz), J =m, 518 7.5 6.99 (2H Hz), (1H s), 3.75 Ref er ence Exanpl e 91
Using the compound dbtHi%hed i n ReFdPehsePToRaw-d -Dethayiieomii shaziley 4-
met hyl 3-{ ZddahaBs Jié’x)bb§ {Red@: Ghf!

o adsted” 9h 1%é(}re(]}enc%t al neal?olslgdvm%eutoﬁ" %Wgeégure

et hoxy) phenyl ] oxazo - propi onate was o C
of Referend&)ERahp ré3-4:850pr0poxy 4 HpeNARXYCDENR) ) Bazpl64- 57*1591{(24 r’r),

74273 (1 12 1-.1, tJ-54 4.2
5 ?8 Q’HZ s)’m’?%‘%%?& ?2 °‘£’%JP_1 %“elé"f)f g’t?lﬁ%%‘ é?}e( )man?egl

(21 1, t, &s-in-E8@wple 99%z), 2.72 (2H, t, =7.5 Hz) Exarrple 316

Usi ng the @ ed in eference Exa e 91, pale yeIIOW0|Iy

ret ot 20 (SATRRCFORR 5 1 % T G0y oz b2 4 Lt i, "S.26 (h, %)

phenyl | oxazole34{ yH reddpt.),- 3- £36 netHY)I, pyr B8 (6R- ¥il) g3=050preNi onat e was

obt ai ned f%l I ovx,ing H’ue procedure of Exanple 100. 1H NMR (CDCl3) 8: 8.50

(1H, d, J =%FMBIe.4237 60-7.52 (3H m,
15 Using (E)-3-[2-(3-isopropoxy-4-methoxyphenyl )oxazol-4-

v1]-1-(2-benzyloxyphenyl)-2-propen-1-one obtained in Example 222,
colorless plate crystalline 1-(2-hydroxyphenyl)-3-[2-(3-
isopropoxy-4-methoxyphenyl)oxazol-4-yl]lpropan-l-one was obtained

in the same manner as in Example 194.

20 'H-NMR (CDC13) &: 12.25 (1H, s), 7.82 (1H, dd, J = 8.4, 1.5 Hz),
' 7.58 (1H, dad, J = 8.4, 1.8 Hz), 7.54 (1H, d, J = 1.8 Hz), 7.46
(1H, 4dd, J = 8.4, 7.2, 1.5 Hz), 7.45 (1H, s), 6.98 (1H, dd, J =
8.4, 1.2 Hz), 6.92 (1H, d, J = 8.4 Hz), 6.89 (1H, ddd, J = 8.4,

. 7.2, 1.2 Hz), 4.65 (1H, sept., J = 6.0 Hz), 3.90 (3H, s), 3.44
25 (2H, t, J = 7.5 Hz), 3.03 (2H, t, J = 7.5 Hz), 1.40 (6H, 4, J =
6.0 Hz)

Example 224

A 67 mg quantity of 1-(2-hydroxyphenyl)-3-[2-(3-
isopropoxy-4-methoxyphenyl)oxazol-4-yl]propan-1l-one obtained in

30 Example 223 was dissolved in 5 ml of dimethylformamide. A 31 ul
quantity of allyl bromide and 73 mg of potassium carbonate were
added thereto, and the mixture was stirred at room temperature
overnight. A 50 pl quantity of allyl bromide was further added
thereto, and the mixture was stirred at 50°C for 8 hours, and at

35 room temperature overnight. The reaction mixture was added to



7.46-7.30 (7H, m), 6.97 (1H, d, J = 8.1 Hz), 6.11 (1H, tt, J = 54.9, 4.2
Hz), 5.24-5.16 (3H, n), 4.27 (2H, td, J = 13.2, 4.2 Hz), 103.66 (3H, s),
3.34-3.22 (2H, m, 2.60 (3H, s) Exanple 317 "Using the conmpound obtained in
Exanpl e 316, white powdery

3- (2-[3- (2, 2-di f| uor oet hoxy) - 4- hydr oxyphen¥T | oxazol - 4-yl |

-1-(3-neth d 2+ | 15

ot osedur e P el S RE ORAT R R B PRI | SBN hitaeky) e

4 61 7.57 (@Fﬂaﬂi‘)’l 1a8er ( 1ws swashed5 ¢ith SatuzaBdd7.@inelH drked?. @ 1H,
1 =.54.9, 4.2 (1H, 4.32 (2H,

td J - 13 %ﬁ)”flg’ ll—’iz“(ajggegg‘s‘PzﬁPlfat% —and 5“55) Sog"%ﬁ- (538 {S")am%"ed 26’(#63

Hz) 2.57 (Bduceyl pragplee318he residue waéJSplﬁhglﬂJfé@l %QWBQ!]!EQ&LOQ&P' A8t

e RS e T

et hoxyphenwﬂmzmizédyi&orﬂ {3reRhBY LBY §igh N3 2- : )oﬂordafi%lés "o @%ﬁéﬁ
obt ai ned fo OWI n the %Wocedure of Exanple 3. (CDC13 (1H,

d, J =4.5 3R; [%y(,3-7LS4a@remPP<Ys$ meth@mh@uﬂ()mazn; ~46. 94
(1H, d, J qupi-oblg),,l.%ﬂél (1H tt, J =54.6, 3.9 Hz), 4.28 (2H td, J =
12.9, 3.9 Hz), 4.13 (2H, q, J = 6.9 Hz) 3.60 (2H, t, J = 7.5 Hz), 3.02
(2H, t, J =HSWRS(GBOL:) 20577 (BH,(1H), ad, 47 £3H 8} ,1.8 726, 97Hg) Examase 319

Using g e compaund, leth.g, ned iy |nt(E§ rT‘? ?315 inﬂz? ,Pr&nqqhopggg whi te

powdery 3-{2-13-(2,2-difluoroe

|ts);)prop3x¥ﬁlhényll] 6xflzdlf-4=9Q){llH(?;l?mEs);(hyl@wQ ddmé234tgd iﬂﬁpNaRn-a],CDé?Q P28 \gfagl
obt ai ne Wi ed ;

(1H, d, J % 4 (Eg) lt5‘?‘250“'57 ??’3%?.’ ni?ng# Qﬂ%‘ ﬁ{i sy, 874 312{2)(7 0@?“(111{

6 95 (111, ddt JJ==812.kz) 1066 12 (dlHz)t,t 5.d2= (514 6ad@ 9 H2)17 4. 6%6 54, élH

. 4.26 2. Hz) . 3.60Q (2H Hz t,
J = 7.5 Hg%H)ES 5?9(&&«‘1’ gddi 37 (éPi 54,237 = %@ Hi&) E%(ﬂﬁ?pﬂe)ﬁé.zdm gn)
Usi ng 1he GoBPOUSE, abfAimed {oHReference . Exagp! & hangy2- di ffuoromeyhexy

benzoi c aci.d owder

N-[2-(3- beﬁz?Pm@% rfgt Hoxyéh%r@zl)) oxazol - 4-yl met hyl ] - 2-di f1 uor onet hoxybenzam
i de was 10gghhwpiecegbd ol | owi ng the procedure of Exanple 1. 1H NVR (CDCl13) 8:
8.10 (1H, dd. J =7.8, 1.8 Hz), 7.64-7.57 (3H m, 7.51-7.45 (411, m,
7.40-7.26 (4H m, PsiBg(f3 @ of —3‘8[?4'(HZ?YGEO%-{-mdthdxyﬂhenﬂ)@tzoL
659(1H'r4 1-707—1;%1 ¥ Q H 61 ( = 5.4 Hz)

(3H, 5‘# Ex] ?lp OPa‘}k% ohé Qb%)aln g (]':L(I)1 2%%%“ 8btha2|0neoo llrl\;‘z a?r{)l e
320, tewﬁé‘é\ﬁler )powdery 3-[2-(3~ ethoxy 4—methoxyphenyl)oxazol 4-yl]-1-o0-

2-di fl th he |
4- y: ne?ﬁ;f)??%%nzar#gegwggeo tai neéépgﬁl ol\?mX%Ige ﬁ%ﬂ p%é%é%ﬂraes Jf Bxgmple 3
201H NNR (TDOMB) (8DC8, DN 18 d,1H] m)7 & .H2) (14, 64a7. 45=( 8ty , ”12;1 I7I|_§2

1H, t, 8 7.-15 Hz 6.91 (1H, d, J' =
6o (1H, ?g]J () a4y "2 H;“# %H %{ 19(7H0-§ H3) = B 36 N%¥ AR
(3H, s) Exanpd€7.322 (335Usbngﬁ.t£t1e (QHr,rpdun.;d =9b_tan med,i . Exam,e g32F ang 4l |yl

brom 3-all - 4- met hox hen 1
oxazo%% ;\ﬁniet h%}%\%dg%[l fF&or%‘n’bﬁ'ﬁo afftbre Ind 3b? a?éﬂ 1.1 whbPgl Ihe
procedure ¢f, Ex.awpl(eHS t. H}I\ngRg(@pplB) 8: 8.10 (1H, d, J = 7.8 Hz),

7.64-7.30 (611, 30 7.15 (1H, d, J = 8.4 Hz), 6.94 (1H d, J = 8.1 Hz ),
6.61 (1H, le?f?ﬁ Hz ), 6.17-6.08 (1H, m), 5.45 (1H, dd, J = 17.1, 1.5

{-l,Z)\,] 5. 224($ dg ggsrré 0053 éx%fHZ:’)—1[24§§Qh§<%;ny t@-méthoxESrp‘he'_n%‘)l)oxazoz_L(ZH

4-yI]-1-0-to ylpropan 1- one obtained in Example 220, 0.1 g of

30 white powdery 3- [2—(3—allyloxy—4—methoxyphenyl)oxazol—4-yl]~l—o-
tolylpropan-1l-one was obtained in the same manner as in Example 3.
'H-NMR (CDCl;) &: 7.68 (1H, m), 7.59 (I1H, dd, J = 8.4, 2.1 Hz),
7.52 (1H, 4, J = 2.1 Hz), 7.43 (1H, s), 7.38 (1H, m), 7.35-7.25
(2H, m), 6.92 (1H, d, J = 8.4 Hz), 6.13 (1H, ddd, J = 17.1, 10.5,

35 5.4 Hz), 5.44 (1H, ddd, J = 17.1, 2.7, 1.5 Hz), 5.31 (1H, ddd, J




35Usi ng t he conpound obtained in Exanple 321 and 2- -185- bronopropane,

whi te powdery

2-di fl uoromet hoxy- N-[ 2- (3-i sopropoxy4- met hoxyphenyl ) oxazol - 4-yl et hyl i benza

m de was obtained foll ow ng the pr ocedurf f Exanple 3. 1H NNR (CDC13) 8:

8.10 (1H, d, J = 7.8 Hz), 64730(6H?1$5715(1Hd\] 8.4 Hz),

o3t (A % Mg %5 e it Uyl 2 T o PTG ST OB (g,
S =

t he corrpoun%l) 0bt-d@2ndadHi nt Exarml % 21 Azand3 300 ARHyr anopeat ae, H2)hi tespoysier y

N-{2-(3-(1-gf hyl propoxy) - 4- met hoxy _ _ _ _

phenyl | oxazol - 4-yl nmet hyl ) - 3- net hyl pi col i nam dewasobt ai ned fol |l ow ng the

procedure @xcEpdeplk@73. 1H NVR (CDC13) 8: 8.58 (1H, br s), 8.39 (1H, d, J =

4.5 Hz) - 7.63- 755 4H 732 ( 6.92 (1H, ,J—84Hz),

4.59 15211, d, J = W% 49 28f43282(%ﬁrh3;31°’§ éom%‘efwxmlenzlmqm s),

1.82-1.68 (444;}1]@1 09tt99y:(];ﬁidpah,-llone 7o’ét’azﬂe<£><§ﬁp|zsca?n%§e 220, O. Ugleng

t he conpound _obtained in Exan&’(y()3 and 3- bronopentane, white powd e?y

P

2- et hoxy- N_L'@z'LG[ Fe19¥: AV LBr dp ~A.SOpHOPOXyY-4- methoxyphenyl)oxazol 4-yl]-

t hoxyph N | | th
procedute of Braasl e & ih KR (CPCI8 B e ait( 1TE arns) BBE (4, 4.

-81 1854?}“91?327'56(3H ,745739(1H n) 7.07 (1H t, J =8.1
25n') “gz Zbe 3‘}96162949(2Z|iﬂdd )\!1 4301515’00 t(ZHJ m);l %Gﬁé)%%f 83H(6H
, ) 7RéﬂeKéHcemExaﬁrp$Je OH, i, ng thé .eonpoandz ppt @i IH) m),

Ref erence 44, I Qi I y i

2-12- (3- be%?pg@% Wt u03r5gr%re?%o§y 9?3 %x%é o2 Wrethd? | o8t e
was obt ai ndd4Pok 6Bwidvg X ke 6pookEedur e of Ref erence Exanple 47. 1H NWR
(CDC13) 8: 770& s), 7.59 (1H, d, J = 7.8 Hz), 7.48- 7.22 (6H m, 6.62
(1H, t, J :ﬁﬁ'—lﬁ—%ﬁ 5.21 (2H, s), 3.90 (1H, t, J =7.5 Hz), 3.73 (6H s),
3.20 (28, t, J = 7.3 Hn b RefmriepcorbExaaple B¥daridel 8fis suspended 5‘9

t he corrpou&& 9('3' n%d |$%§${ﬂefé&%ge Exanpl e 92, pale yellow oi'ly net

3b'£2 (3db$ It1¥1| 0 rtﬁ?: by x%/ th yl Po%&zE)zlg-4 JuamE gy %;afe \(Jﬁcé-é—ls)
obt ai ned f ekhewpigeryle RhAREHANI T . BehesLNL I%

8: 7.71 (1H, d, J qs Hz), 7.48- 315 %H S @ngmﬁﬁ% 8.4 Hz),

6.62 (1H, F‘etBO’SYPﬁlﬁnﬁJIJIzﬁ cBl@r.Lon(ezqhylgatazczlero (Staigied 2. 9 (2HRefleredces 7. 2
Hz), 2.71 fRbinpile 44=whs?2 ddebeEXANDIL g‘&cﬁad Lﬁ‘}é]:%ttoh%l%%npfc%n coo%_r?gl; nggdy! N

Ref erence Exanple 93, 10 colorless oi I y
2-[ 2- (B beREYFBXYI 4- @Fqlt@mm was stlrred for 3 hours with heating

phenyl ) oxa 1] N 3 (0D rqp! onat e was
obt ai ned fglﬁfio?meﬁ%%%@pro%}adé? R%ylg%“\gr%%% sglugiey
(1H, dd, Jwas4added to Hie rRaSTidn3Mitthdte mi)t,h ?Lcalc(;anngi anll St8réikl) .
6 60 (IH heedr= slinz_ikg) o 1PS ( r2ﬂiH1‘111tes, water was added thereto, and

extraction was performed with ethyl acetate. The mixture was

25 dried over anhydrous magnesium sulfate, and the solvent was
removed. The obtained residue was purified by silica gel column
chromatography (n-hexane : ethyl acetate = 4 : 1) to give 75 mg
of colorless oily 3—[2-(3-benzyloxy-4-difluoromethoxyphenyl)
oxazol-4-yl}-1-(2-ethoxyphenyl)propan-1-one.

30 'H-NMR (CDC1l;3) &: 7.72-7.69 (2H, m), 7.59 (1H, ad, J = 8.1, 1.8
Hz), 7.47-7.32 (7H, m), 7.00-6.92 (3H, m), 6.61 (1H, t, J = 74.7
Hz), 5.20 (2H, s), 4.15 (2H, q, J = 7.2 Hz), 3.43 (2H, t, J = 7.2
Hz), 3.00 (2H, t, J = 7.2 Hz), 1.48 (3H, t, J = 7.2 Hz)

Example 229

35 A 75 mg quantity of 3-[2~(3-benzyloxy-4-



15s), 4.11 (1H, t, J = 7.2 Hz), 3.65 (3H, s), 3.45-3.20 (2H, nm, 2.60 (3H,
s) Exanpl e 327 The conpound obtai ned i n Exanpl e 326 was used and
treated followi ng the procedure of Exanple 125, followed by 20 treatnent
according to the procedure of Exanple 2,1 j el ding white powdery

3-[2-(4-di fl uoronet hoxy- 3- hydr oxyphenyl)oxazol - 4-y1] - 1-

( 3- et hyl pygiidiRran SRR 1H- _ D - 850 (1H, dd, J =
4.5 1.2 Hz%l,ﬂ??’é'ﬂ%{“%%% it Y%jgg‘%z%]:ai% ?%]%h,"%’?ﬁﬁnﬁ Topanyl=one 4
Hz). 6.58 (GHyained)in Beawple P285vas did4olypd 3060 HRHE tethinsll. & Hoing

3.01 (2H, t Tl o 4 H s) .Exanpl e 328 A 0.15
quantity quuta#liézl(t::%n%g':? °o§qa§ilﬁe§uﬁnnc a%{g‘“??f ARF 29dedy thegreto, and
1, 8- di azabitiyec| oiBtuke)] wadewtiread weiderdi $Saliedgdd Efmdspherd £t hadeh,
0.15 g gf (tber ormmgth I)%}/cl QRr opane. was t hen added to the obtained

sol uti o, andrrha obtai8d Mxt BFBULER: healBf affE39ISY u¥aa ovamavieght by
After cool ifigtrasien, Wwaheaddetttdftd heagbt dbieatra86s1 Ol XtHEE oA nERNY!
acetate extracéi on was perforned. The organic |ayer was washed twce wt

wat er and 35S¢BHEen¥RSt eBUGHERD r dMcetiPrtass @ed, sedumhe obrematmgrapbivdue
was - 187- (@ubhibesmddhatidl | £a A8hn6P! Wl@ﬁ'fmttegrgﬁuy gﬂ];b,?a&?i wh g¥!
i zed fr

acetate = 3:1). The obtained crystals were recrystd m aqueous 80 %
et hanol , t REFEBYYyi ePdil Ag( 4Lk vetronttheapdmigiyofyphenyl)oxazol-4-y1]-1-

[ 2-(3-¢ycl qprapyd, MM =difl uor t hoxyphenyl ) oxazol - 4-y1]-1- 5

( 3- net hyl ||¢3§ri di n-%l )prgégﬂi—)%xl-l gl(r)\é)?lgﬁl-l- NMR (CDC13) 8: 8.51 (1H, dd. J =
4.8, 1.2 HH-NMR 6@DC15B &:3M.70) (1, 5,( bH- $)5, 7 351&)317(44, (m,. a7. §1=(1H

d-J =28.1 6.68:£1H,,1, = 75. ) .95 (2H, d, J =6.9 Hz), 3.60
(2H t, J ;Hé_igzg&)?-géé};fl2,413'21t.1m§,ﬁ7_5§ F—&’?', 8. 5% Ts?d—r,os‘}z,)rl.%?ﬁl%%z
10(1H, m, f(QHﬁQmD. 68. 32H,1H7) ,t,OJéle- 04 37 }(72):-,1, 51')57E>(algpl 8) 324r9T_113Af(§Q, ng, J
quantity of onpoyngd. o ined jn ampl e 327 and 0.09 o]

1, 8- di azabfc?é?oﬁg?ﬁ, g] g?‘ldEﬁ?%’néﬁ mzerEi'2dil?s)ol ve@% {28, nft. of &t FaRolz) 80 ny
of 1- bls)rmmr.@aarm{m tthen7aziden to the 15 obtai ned solution, and heated

and refl uxed over ht. After cooling, water was added to the obtained
reaction m@m% ethyl acetate extraction was perforned. The organic

| ayer was washed twiace wbth pat eg,l%lg@ﬂgent bat e%imqq_ﬁggﬂg rg%g:@ég#)[% and

t he obtained_residue was purifie silica gel colum aphy
(n- hexane: PERFHYRIEVAY 8xazal-1-y1Thé- bbtefiheedpbeyst lwopsoré-oeer yst al | i zed
from aqueoystBthdg et mﬁnolgxahﬁgéeb)éz)gl el ding &M Wnir'i e Bog\derrﬁ of
3-[2-(4-difluoromnethoxy- 3- _ ’

pr opoxdfpheRing Bradormamjde . 1 303 1fengypantiitivnoF- ¢-pponparoganenand (EDMP) 8:
8.51 (1H, : o dh -7, ( 25 m .90 (1H,.s),
7.35-7.31 ‘(gﬁrﬁ’ 31&??517‘5‘203?111’33?{%? %’egé .%‘fé%%l )%!He’é‘?g‘i' (?‘H; ?l?eJ‘“F‘%‘)%‘F}S 4.07
(211, t, Jstimredl Hrl K r@oOtémieratire] ove¥nbghtz) , Watkt (wdd dddel Xof.thdiz),
Ekgﬁpf2F%3€%acf&&%7m&%@ur&?’aﬁh:%xﬁrgbt96§'$gg’pe%fg;mggkaiéﬁ é%h§l7ége€g%e.

AR Drying was performed with anhydrous magnesium sulfate, and the

25 solvent was removed. The obtained residue was purified by silica
gel column chromatography (n-hexane : ethyl acetate = 4 : 1) to
give 23 mg of white powdery  3-[2-(4-difluoromethoxy-3-~
isopropoxyphenyl)oxazol-4-yl]-1-(2-ethoxyphenyl)propan-1-one.
'H-NMR (CDCl13) &: 7.70 (1H, dd, J = 7.8, 1.8 Hz), 7.61 (iH, 4, J =

30 1.8 Hz), 7.55 (1H, 44, J = 8.4, 1.8 Hz), 7.50-7.38 (2H, m), 7.19
(1H, 4, J = 8.1 Hz), 7.00-6.70 (2H, m)}, 6.60 (1H, t, J = 74.7 Hz),
4.72-4.64 (1H, m), 4.13 (2H, g, J = 7.2 Hz), 3.42 (2H, t, J = 7.2
Hz), 3.00 (2H, t, J = 7.2 Hz), 1.48 (3H, t, J = 7.2 Hz), 1.39 (6H,
d, J = 6.0 Hz) '

35 Example 231




30A 0.15 g quantity of the compound obtained in Exanple 327 and 0.18 m of
1, 8-di azabi cycl o[ 5, 4, O] undec-7-ene were dissolved in 3 m of ethanol, 0.15
g of allyl brom de was then added to the obtained solution, and heating and
refluxing were conducted for 2 hours. Afjef cooling, water was added to the
35 obtained reaction m xture, and et hyl acet ate was perforned. The -188-

organi c layer was waghegqyt (Q%eb\éh%w@ eti—me‘&ﬂﬂﬁgftﬁ{ér?}lg ?ﬂf%{‘&r?et%bial ned

residue was purified by silica gel” col'um chro exane ethyl
acetate = 39¥3zolhobipiaehetn W@Fansev@r@m@cﬁysmtal]lﬂ(mdlethamyzmnm&ys 80 %

th | t &%}ﬁ
g [gn?S al Ihl%oxy )ftgllaﬂjﬁ%ré%e g)?iy eny %gxgg%%%[ﬁle 703 ¥ELHOY 9 M H- 2-y
| ) propan-| - E;h'ew'mn?ﬂlm‘(‘mb@meﬂwabﬂol&@ﬂ]lﬂ-t(z hét¥odynehiBbiy

2)875é8%? §%f%ﬂéﬂ?ﬂ§P§5E%ﬁH5§§E§ %Eé?lﬁed in the same manner as in Example

J=75Hz) , 6. 19G. 02( 1H, m) , 5. 46(1H dd, J— 5.33(1H, dd, J _10 8,1.5
Hz), 4. 68( 2 ), t, J. 7.2 Hz), 3.02 (2H, t, J = 7.2
Hz), 2.58 ?%ﬁqm@) (@%Hé 3%166411 odﬁig duan?i8y bi tHrd .canpBUhtH obidi Hed
in Exanpl e 457327 1amd #2)097 161 of 11, &,:dlsqzabl @Wy AP, ] Wydeg- 74 egﬁi &j |

of e

dissolved in 2 mM of ethanol, and 80 ngy rono- 1- but ené was' t

to the obtd&tmel=sdi -8t Hah; Zuftf HdBri B ahd r7e15l uki- AgHmker & .O8nddBt &k 4, J
over ni gt . Aft. e pegol 5n elg)yna d th t e C xt.ure,
and ethyl acetate gxt?aﬁl%%iwas 28 £ fﬁ{r $h9§ @g}gm% Igyléé {A%gl\ﬁﬁshed
twi ce with 3% 2HeoheehtT dt-@dHahded - QOedlZl:iedtpr-.'és-sGre Hahd t he obtai ned

resi due vvasEMlgl gdp by silica gel colum chromatography (n-hexane:ethyl
acetate 371). The obtained crystals were recrystallized from aqueous 80 %
et hanol , thereby vyi élsfing ZQ[MbbeMylmbd@thoﬁypﬁélyl)oxazol 4-y1]-1-

2- (3-but - h |
ot e Al LRI NSRRI SEPEc e 201, o-
mz ) 7352(; (1;_[|§)-(3_ﬁgio&{&mgomﬁ(ywokadei?@L]E193%5%%@@@6:3&1; J =6.6
7.20(1H, d, ¥*& Y%’?Eqiafh lm)°”“% ¥as 50%?(12'&‘1 fnjthe samg, yagngm(esy iy Example

194.
'H-NMR (CDCl;) 8: 7.66 (1H, dd, J = 7.8, 1.8 Hz), 7.55 (1H, a, J =
2.1 Hz)}, 7.53 (1H, 44, J = 8.1, 2.1 Hz), 7.41 (1H, s), 7.41 (1H,

20 ddad, J = 7.8, 7.5, 1.8 Hz), 7.17 (1H, br d, J = 7.8 Hz), 7.04 (1H,
td, J = 7.5, 0.8 Hz), 6.89 (1H, 4, J = 8.1 Hz), 5.64 (1H, s),
5.26 (2H, s), 3.94 (3H, s), 3.49 (3H, s), 3.40 (2H, t, J = 7.2
Hz}, 2.99 (2H, t, J = 7.2 Hz)
Example 233

25 Using 3-[2~(3-hydroxy—4—methoxyphenyl)oxazol~4-yl]—1~
(2-methoxymethoxyphenyl)propan-1l-one obtained in Example 232,
colorless oily 3~[2—(3-isopropoxy—4~methoxyphenyl)oxazol—4—yl]-1—
(2-methoxymethoxyphenyl)propan-l-one was obtained in the same
manner as in Example 102.

30 'H-NMR (CDCl;) &6: 7.66 (1lH, dd, J = 7.5, 1.8 Hz), 7.57 (1H, ad, J
= 8.4, 1.8 Hz), 7.53 (1H, 4, J = 1.8 Hz), 7.42 (1H, ddd, J = 8.4,
7.5, 1.8 Hz), 7.41 (1H, s}, 7.17 (1H, dd, J = 8.4, 1.2 Hz), 7.04
(1H, td, J = 7.5, 1.2 Hz), 6.91 (1H, d, J = 8.4 Hz}, 5.26 (2H, s),
4.64 (1H, sept, J = 6.0 Hz), 3.90 (3H, s), 3.49 (3H, s), 3.40 (2H,

35 t, J = 7.2 Hz), 3.00 (2H, t, J = 7.2 Hz), 1.39 (6H, d, J = 6.0



m, t, Exanple 332 A 0.15 g quantity of the conpound obtained in Exanple
327 and 0.18 m of DBU were dissolved in 3 ml of ethanol, 0.15 g 35 of
2- br onopr opane was then added to the obtained sol ution, and -189- heati ng
and refluxing were conducted overnight. After cooling, water was added to
the reaction m xture, and ethyl acetat eBdTacti on was perfornmed. The
organi c | aygf, was washed twice with water, concentrated under reduced
pressure, d) t he obtained 5 residue was purl fied by silica gel columm
chr omat ogramta;np(he R8gane: ethyl acetate = 3:1). The obtai ned crystal S were
recrystallized from eous g J) et hanol ,_ thereb i el di an of white
powdery 3-[2-(4-dif| 1?ﬁ'ﬂath |§opr6’50xypﬁ1é“ﬁ’ép¥om6thy 2- (3 "Stnoxy-1-
oxazol - 4- yﬂethoe&pnehiayidﬂwzomenoztﬂh@d mm&&@dcéokk&h{h@(@cw - oF o1
(1H dd = 7637 (3H, m, 50(1H s), 35-7. 1(1H
, 7.28 (1‘?1111‘%? Powderz H3-§2-63 B%J.thefm-‘lrmetjloxwyemz} 0}@@@-4 ~BEI{1Hi2-n)
3 61 (2H te2,2,2- %rgfi'ﬁdroeoth nyl R} o(6H,
d J =6.0 (Hz) 15 Exanp %ﬁgﬁ& + ]p;]:opaﬂ %g&l@hew%gnp ngglt al neg:%l
Exarrpl e 327FFdaPRGT @%dﬂd@xami-@é%ﬁ)v\dery

3-[2-(4-difilu eth y ny
oxazol -4-yl W?@r@%l pyr:;]d?% ﬁ?ﬂ )(%%r ‘opan- | - darfe ?W&s Hg‘dtal nagfoid dv?ﬁHng
t he procedurle of-3Bxdhl.e s330.7.201KLNDI R, (TCDELT). 58Hz8,56. 04+ . &d, (2H,=19.,5

¢ 2, B Y B 30 Ty s 2 e o7 Bl )

Hz), 3.02 (M0 t(2HJ £, 7J2-HZ.)5 H2)58 3(.88, (), t,. 47 {3H5 Hz)) .60 A3L) t,
Exarrpl e 334&3 2&2\ quanti ty of the conpound obtained in Exanple 229 and
g Vefe ssol ved in 4 mM of ethanol, 0.2 m of ethyl iodide was
then added Hxemphe 2hsai ned sol ution, and heating and ref |uxing were
conducted for 2 hours. After cooling, water was added to the reaction

m xture, and ethyl Mot e &tieactidn 36Fwas doehiorerethyiire- 68 yahaxyrdyer
was wasbed ratheyphédly WXk 016 096t ad n@é@ferr@éi%dp@ée% @8d ghe

obt ai ned residue was purified by silica gel columm chrormatography
(n- hexane: &fhy}- Gedirdfduergrethoxyphenpt s thedoaey sttalls vier efr dedypstvellipwed
from et hang)iayt Bef £bys Ydglodi08_A 1{3;?_,9 r - _
di f1 uor onet ﬁ'oxy Bfet%oxyphg%yl )o(%:azo -Beﬁ\%f&a%%wdtqh %gp Zgi_iféii@d)
pr opan- | - ofethorypiven Jdmpgaﬂnsl m@ﬂ(@-lobdtdlned-lﬂ Bhe 1s@neHzlgnner68s 7i84
(4Hrr)7 H, 7.20 (1H, d, J =8.1 Hz), 6.62 (1H t, J =75
4.22- ﬁ%?g%%?ig , 3. 43 (2H, t, J =7.2 Hz), 3.00 (2H, t, J 5=7.2
Hz) 1260- 154K 6¢¢DGI)3,)E&arrplﬁ3(3ﬁ{ dd, J = 7.5,A1081Hz9, quasdit xsoof(:mhe
conpound obtai ne 2 0..17 of re d| sol ved n4mn
of et hanol, l& 0 ?4% f1 al g@ ?oﬁgdgr%a Zg“neﬂ"ad&eﬁ he9obtaindd? SHFl),ItI on,
and 10 heat. ng amd ref 4 uxieng HB]E TondycHeds§ or3 2sqans. tAfyer cooling,
wat er was added t he obt t|on m xture, and ethyl acetate
extracti on%wgg E)%I?‘f Jrmed = %hg lg? é I&%r twad Fa8h®d® i ce with wat er,
concent r at gstampuer23gduced pressure and t he obt ai ned resi due was pur| f| ed
by silica gel columm_ chronat ograpfy - hexane: et hyl acetate = 3:1). The
Z

obtai n8d crystal s wisdBedt st 91 195edr ﬁ‘% dﬁ‘r éq@é‘ﬁ%%hmﬁﬁ&‘hﬁmlrﬁeh*bﬂ)y

yi el di ng 99-8piohiMud RAWEERYA in Reference Example 71, 2h of th_F
3-[2-(3-al 'yl oxy-4-di fl uoronet hoxyphenyl ) oxazol 4- yl] 1- (2 ‘et gxypheny ‘)a'prop
an- 1- one. powdery 3-[2-(3,4-diethoxyphenyl)oxazol~4-yl]-1-pyrrolidin-i-yl-

propan-l-one was obtained in the same manner as in Example 1,

H-NMR (CDCl;} &: 7.55 (1H, dd, J = 6.75, 1.8 Hz), 7.52(1H, 4, J =
30 1.8 Hz), 7.44 (1H, s}, 6.91 (1H, 4, J = 8.1 Hz), 4.20-4.10 (4H,

m), 3.50-3.40 (4H, m), 3.00-2.90 (2H, m), 2.70-2.60 (2H, m),

1.95-1.75 (4H, m), 1.48 (3H, t, J = 7.2 Hz), 1.48 (3H, t, J = 7.2

Hz)

Example 237

35 Using 0.3 g of 3-[2-(3,4-dimethoxyphenyl)oxazol-4-yl1]



1H- NMR (CDC13) 8: 7.71 (1H, dd, J = 7.5, 1.8 Hz), 7.62-7.56 (2H, 20m,
7.46-7.40 (2H, m), 7.22 (1H, d, J = 8.1 Hz), 7.01-6.92 (2H, m), 6.62 (111,
t, J =75 Hz), 6.15-6.00 (1H, n), 5.45 (1H, dd, J 17.1, 1.5 Hz), 5.32 (1H,
dd, J = 10.5, 1.5 Hz), 4.67 (2H, d, J 8.1 Hz), 4.14 (2H, g, J = 6.9 Hz),

3.42 (2H, t, J = 7.5 Hz), 3.00 (2H, t, 3127 5 Hz), 1.48 (311, t, J = 6.9

Hz) 25 Ex : . A2 u;ntit of the conpaound obtained in
Ex?empl e ZSSB%%%{%&& 5 donB%JtﬁéV\(grlen J%s?%%"ﬁ{}%% %f}ﬁm?]ﬁ eld‘f g‘?ﬁﬁngl of OWlijzteg of
(br omomet hypdwdestyo3r-dpahe, 4kl dthenypleieel Josakbe - obyml Ned 3spyatdan, and

heat i ng and%ar(ﬁ?lli;égl n _V\@fe condycted overnjght. 30 After cooling, water
was added t &bt al ned’ FEREH SROTF xVaT e CPEHPRS Nt Bheot satee granmes iash
was perfor ned.ExBEapler gani ¢ | ayer was washed twice with water, concentrated
under reducgd pressure, gnd t he obtained residue was purified by silica gel
col um éhr o#ﬁﬂ“ﬁ‘ﬁr S0Py nO hekerfe (dBhyfdacktatbe 75,3113 . Hahe TolSR4llHedi 35 =
crystal s weres riggy,yst.alsl iiagd g5onge , d hey ebyg yi in _ - - of
whi te powder 3}53,5[3)2_(3_0 (gl 0 ro?) Inhrre%%gggjf'4-édi ﬁuorao)r(rle?;ﬁgiyq'% o (14%1
phenyl ) oxaZ®l ~ 43y§?-31»4(32/-é4fﬁox§1 heRyPPp2 oPan{RHON®) .5 2LHONYR6 0 CICH3) m),
8:7.71(1H, dl,1b 7 . 8 1748397 454 M4 7. 4657..40( 2H,, ), 21(1H d, J =
8.1 Hz),?.gzil-%). 353%,(%?168%%%,1{%? (:51554’?&)‘7 z. %4?213,28: ?L_j:‘ma.(SZIHz%: 1956493 =
6.9 Hz),3.4RH t,J = 7.2 Hz),3.00(2H,t,J = (2H, (2H, (2H, 7.2 Hz), 1.47
(3H, t 4] @E%giilgzéisl.m-l. 28 (1H, m, 0.69-0.63 (2H, m, 0.40-0.34 (2H,
m . Exanpl 0.12 g quantity of the conpound obtained in Exanple
229 and 0.14 nl of DBungerk di s£ol3v¢d-(0-Beridylokyes hdtoxy@hbay ) &fazol -
4-brono- 1- but ene was_then a t he obt ai ned sol ution, and ﬁeati ng and

e ed . tq
refluxi ng we qugﬂaﬁ%qje% Ko rﬁ%&ﬁll.ne f t-Br Reberenee Ferelends add@d goofhe
obt ai ned r gadki opeMod Upewdeng ellrel ( 3:%&92%*1%5&-9%&&%@%%@25&9&2‘5&3—4—1-“6

organic Iaﬁﬁa \t(\las vvas%eﬁ twice wth water, concentrated under reduce
pressure, "t RBYGHR L ¥LPERRANds OBfr V&$ efbiRingd) inathel saet mamner
chromaiegr ahyn( Rxhgxane et hyl acetate = 3:1). The obtained crystals were
recrystallized fromethanol, thereby yielding 80 ng of white 20 powdery

1

3-[ 2- ( 3- but H3VMRy (@BGAA- @it f Tubl ofred hokSibheny) ) ©x2X0(1HL- d, J = 8.4 Hz),
y1] - 1- (2- etshexyyphanyk) pr - dapneg;y 1H HYR;( 1y 7ol @ a( dd, J =
7.8, 1.8 Hé) 7?61-7.?52 ?g%ﬁ (rrgiﬁ,)' %’45%@%53(%,5%: %.'2&'?%H?(E|Idl,' g':§8"fl
Hz), 7.00-6.-92H2PH 285 (BHG2t( 1H= {7.5JHz) 751 195)-1.3897415, &3 (1H, m),
5.23-5.12 @hhn18) 23254, 18-4.10 (4H, m), 3.42 (2H, t, J = 7.2 Hz), 3.00
(2H, t, J =T .~ 2.63-2.56 (411, m), 1.47 (3H t, J = 6.9 Hz) Exanple
338 WP ng the conpdigiagolt ad netl BRI Ex@ieazToand3-atdthbxiypRéniel ) osaizbe-

powdery N-42-(¢4-di I hoxy:- 3- et hoxyphenyl) - 30 )
oxazol - 4- ylﬁmgfiiy ]é%_- n&gﬁ%pfgéé ipﬁ?gi?faﬂeilmeo B9t of ! oV FRIRIRe 238.
procedure 6f SExanpt ewidi tel HMBr-{ CONB) ( BhydrbRy { I the thox§phely BRxakdl. 4d, J
= 3.6 Hz), ZGZ g i i
‘ y1]-1-pyrrolidin-i-ylpropan-l-one was obtained in the same manner
as in Example 2.
25 H-NMR (CDC1;) 6: 7.56-7.51 (2H, m), 7.44 (1H, s), 6.90 (1H, a, J
= 8.4 Hz), 5.97 (1H, s), 3.97 (34, s), 3.49-3.39 (4H, m), 2.94
(24, t, J = 7.5 Hz), 2.66 (2H, t, J = 7.5 Hz), 1.97-1.79 (4H, m)
Example 240

Using 0.15 g of 3-[2-(4-hydroxy-3-methoxyphenyl)oxazol-
30 4-yl]-1-pyrrolidin-l-yl-propan-1l-one obtained in Example 239,
0.13 g of white powdery 3-[2-(4~ethoxy-3-methoxyphenyl)oxazol-4-
y1l]-1-pyrrolidin-1-ylpropan-l-one was obtained in the same manner

as in Example 3.
'H-NMR (CDC13) 8: 7.57 (1H, dd, J = 8.1, 2.1 Hz), 7.52 (1H, d, J =
35 1.8 Hz), 7.45 (1H, s), 6.91 (1H, 4, J = 8.1 Hz), 4.15 (2H, q, J =



7.57 (411, nm), 7.33-7.20 (2H, m, 6.63 (1H, t, J = 75 Hz), 4.60 (2H, d, J =
5.7 Hz), 4.20 (211, g, J = 6.9 Hz), 2.76 (311, s), 1.48 35(3H, t, 3 =6.9
Hz) -192- Exanple 339 Usi ng the conpound obtai ned i n Exanple
97 and allyl bromde, white solid NJ[2-( ,&Ilyl oxy-4-di f| uor onet hoxy
phenyl ) oxazol - 4-yl net hyl ] - 3- rret hyI pi coli de was obtained 5 follow ng the

procedure I )28;,8 ( r..S), 39 1H
| 767(2ngS P)w7e36§967 0%01@3,%0 S r‘éﬁ Pg“é%'g A*:lH 12 75
Hz), 6.13-6103 (2.6 rtRH, 51:50J5—3"2 X 2) ML, 9%~ rmm G681, (w,, m494(ﬁ@ (2Hg d,
= 8.7 Hz), 5.97%'2 3H, s) 10 Exanpl e 340 Usi ng t he conpound
btai ned in EX 97 and 1- bronopropane, white powdery

N[ 2- (4-di fExmrpaEeEthy 3-

propoxyphenyl ) oxazol - I met h 3- net hyl p| col i nam de was obtai ned

foll owi ig the procedﬁr dP- EYéﬁ%?’éoP? Imesh pRR MRS e Py Bhen BB orazel s4 ;

8. 39(1H, d, %[Jmétﬁyll;'rlziTtﬂlﬁYmY:oﬁZtlﬁfi'ﬂ)éHzahéé Bb%Qigéli M @x@%ﬁ&? b év s
Hz), 4. 60(2H d,J =6.0 Hz),4.08(21', t,J , 2.76 (3H i 2 1. 82
(2H, m, 1. O-p(:l_ﬁqogl.vgd ip gl I—E—}- of dlmethylfonnam:.de A 30 mg quantity of

sodium hydride was added thereto with ice-cooling and stirring,

and the mixture was stirred for 30 minutes. A 30 mg gquantity of
10 methyl iodide was added thereto, and the reaction mixture was
stirred at room temperature for 2 hours. Water and ethyl acetate
were then added thereto, and extraction was performed. The
organic layer was washed with water twice and concentrated by
removing the solvent under reduced pressure. The residue was
15 purified by silica gel chromatography (n-hexane : ethyl acetate =
3 : 1) to give 35 mg of colorless oily N-[2-(3-
cyclopropylmethoxy—4-methoxyphenyl)oxazol—4—ylmethyl]—N—methyl—z—
trifluoromethylbenzamide.
'H-NMR (CDC1;) &: 7.72-7.34 (7H, m), 6.94 (1H, dad, J = 8.4, 1.8
20 Hz), 4.88-4.11 (1H, m), 3.98-3.89 (5H, m), 3.17-2.88 (3H, m),
1.43-1.34 (1H, m), 0.71-0.64 (2H, m), 0.42-0.36 (2H, m)
Example 242

Using 0.14 g of [2-(3,4-diethoxyphenyl)oxazol-4-

ylmethyl Imethylamine obtained in Reference Example 74, 70 mg of
25 colorless oily N-[2-(3,4-dimethoxyphenyl)oxazol-4-ylmethyl]-2-

ethoxy-N-methylbenzamide was obtained in the same manner as in

Example 1.

'H-NMR (CDC1l3} . 6: 7.60-7.26 (5H, m), 7.00-6.87 (3H, m}, 4.23-4.02

(8H, m), 3.19-2.96 (3H, m), 1.52-1.40 (6H, m), 1.36 (3H, t, J =
30 6.9 Hz)

Example 243

Using 0.2 g of 2-[2-(3,4-diethoxyphenyl)oxazol-4-

yllethylamine obtained in Reference Example 78 and 0.18 g of 2-
ethoxy benzoic acid, 0.14 g of white powdery N-{2-[2-(3,4-

35 dimethoxyphenyl}oxazol-4-yl]ethyl}-2-ethoxybenzamide was obtained




Exanpl e 341 20Usi ng the conpound obtained in Exanple 97 and 2-

br omopr opane, white solid N-[2-(4-difl uoronethoxy- 3-

i sopr opoxyphenyl ) oxazol - 4-yl met hy1] - 3- et hyl pi col i nam de was obt ai ned
foll owi ng the procedure of Example 3. 25 slé—l- NMR( CDC13) 8: 8. 58

(4H, M ,7.33-7.19 (1H M, 459(2H (1H, brs3 (2H,m,6.62 d,J 6.0 Hz),

8. 39- 8. 38( 1Y, Mne/ -G 474467276(3H s) 1.39(6H,d,J =
6.0 Hz) Exanple 34?2 eUrsnlé%ééllEales %én%% obt ained in Exanple 97 and 3- 30

br onopent andl-Ne@Bl ¢chbess oﬁl:ysl\E:{ 2c11- tﬁi!dll‘l)uoaoneshoxyg 31?12) 7. d60 7.50 (2H, .
(1-ethyl pr Xy By 0X y t 3 i col i'nam de_was obt ai ne
fol | owi ng f[)rﬁg p—)r o?gghier]é o a%%léeﬂg m),’ 7 OEER-E%MIFQ'(@@ -85 B2Hg M,

br s), 8.40:BB&.E5H({6H) m)7 GI7. oell(-les)q 73 6:3-6795§z§3|-h a9 (2?1 3 73204%H
Hz), 4.33 qt, J =

: ( Hz) .. 354. 59
6 0 Hz)JS % (321%1 é)z-g' tqoB= £-foll )-701(4&4(% te g (G519, He) . Jl-237 (BHhiz)
Exanpl e 343, sing. thzporrpound obt ai ned i n Exanple 97 and 4-brono-1-
but ene, col orl ess oil y N-[2-(3-but-3-enyl oxy-4-difl uoronet hoxy 5
pheny! ) oxaZstaLe ddthy1] - 3- et hyl pi col i nam dewasobt ai ned following the

pr gge?lirHes?f Exgnge%sgm 3::"’ NX)B (CHCL3)e 8: 8; 98 YHg1BtnSdyprlnd ) 83 EH,M
carboxylic acid obtained in Reference Example 80 and 0.28 g of 1-
10 (2~amino)}ethanone, 0.32 g of white ©powdery N-(2-oxo-2-
phenylethyl)-2-(3,4-diethoxyphenyl )oxazole-4-carboxamide was
obtained in the same manner as in Example 1.
'H-NMR (DMSO-dg) 6: 8.67 (1H, & J = 0.9 Hz), 8.49 (1H, £, J = 5.7
Hz}, 8.10-8.00 (2H, m), 7.70-7.50 (5H, m), 7.16 (1H, m), 4.81 (2H,
15 d, J = 5.7 Hz), 4.13 (4H, q, J = 6.9 Hz), 1.38 (6H, t, J = 6.9
Hz), 1.37 (3H, t, J = 6.9 Hz)
Example 245

Using 2-(3,4-diethoxyphenyl)oxazole-4-carboxylic acid
obtained in Reference Example 80, 0.32 g of white powdery 1-(4-
20 {4-[2-(3,4-diethoxyphenyl)oxazole-4-carbonyl Ipiperazin-1-
yllphenyl)ethanone was obtained in the samé manner as in Example
1.
H-NMR (CDC1s;) 6: 8.20 (1H, s), 7.95-7.85 (2H, m), 7.62 (1H, dd4, J
v = 8.4, 2.1 Hz), 7.54 (1H, 4, J = 2.1 Hz), 7.00-6.85 (3H, m),
25 4.40-4.20 (2H, m), 4.19 (2H, q, J = 6.9 Hz), 4.16 (2H, g, J = 6.9
Hz), 4.00-3.80 (2H, m), 3.50-3.45 (4H, m), 2.53 (3H, s), 1.50 (3H,
t, J =6.9 Hz), 1.50 (3H, t, J = 6.9 Hz)
Example 246

Using 0.28 g of 2-(3,4-diethoxyphenyl)oxazole-4-

30 carboxylic acid obtained in Reference Example 80 and 0.2 g of 1-

* (4-methoxyphenyl)piperazine, 0.36 g of white powdery 4-(2-(3,4-

diethoxyphenyl)oxazol-4-yl)-1-(4-methoxyphenyl)piperazine was
obtained in the same manner as in Example 1.

'H-NMR (CDC1s) 8: 8.16 (1H, s), 7.61 (1H, dd, J = 8.7, 2.1 Hz),

35 7.54 (1H, s), 6.95-6.84 (5H, m), 4.40-4.30 (2H, m), 4.21-4.12 (4H,



7.33-7.20 (2H, m), 6.63(1H t, J = 75Hz), 5.95-5.84 (1H, n), 5.23-5.13 (2H,
m, 4.61-4.59(2H, n), 4.18(2H, 10t, J = 6.6 Hz), 2.76 (3H s), 2.64-2.58

(2H, m Exanple 344 Usi ng the conpound obtai ned in Exanple 97
and isobutyl brom de, colorless oily N[2-(4-difluoronmethoxy-3-isobutoxy
phenyl ) oxazol - 4-yl met hyl | - 3- net hyl pi coli n de was obtai ned 15 foll ow ng

br sy 768 (1 B AHoEs. o6 A Py S A T Sk

75 Hz), 4. 6D-4(72H6Hd tJ 3==6702Hﬂ):) 3.88 (2H d, J =6.3 H), 2.76 (3H s),

2.19-2.04 ( rﬂa 2}-06 (6H, d, J 6.3 Hz) 20 Exanple 345 Usi ng
the conpou in Exarrpl e 97 and (brononet hyl ) cycl obut ane, col orl ess
oily N-[2-(3-cycl obutging 0.28 of  2-(3,4-diethoxyphenyl)oxazole-4-

met hoxy-4-di f | uor onet hoxyphen oxazal - 4-yl met hy11- 3- net hyl "pi col i nam de
was obt 8i nétFPEFY W nfe P%@%e‘&‘?ﬂelé‘f BsEspanee3. Ezgmnle NVR (antl1d)- (8-

8.60 (1H, hiyabxyBhd®y] eaazﬂekwrﬁ( /(64 9
7.33-7.20 (2YH ;{)Yﬁ ééﬂ%l)]ﬂip 8:6 %k,vdiﬁ%otl ((%Hddé %i‘{ﬂﬂé)xg%flﬁgyl4 08
(2H, d, J ﬂX@ZQlﬂéyyl)z%g(%hyér?mhwl)plpgrezzlm (R8s mbtadned- 11192 théH,
m Exarrpl e e maRhs gk tihereoppound obtained in Reference Exanple 46 and
2-et hoxyben20| c acid, white powdery N-[2-(3-benzyl oxy-4-difluoro

met hoxyphen&li-l)lma(z@ﬂclééyl oetdhylg -Qiet kOxybeazaride a@s obt ag ned z‘ al ew,

t he preged o] I NMVR. ( 13 1H br
5. 8 39 (liHH%‘*dglgxag_rP?e%%le?ﬁsz’H%"? 74 3‘%‘1“@ FL'R° ﬁz? 135 (410
(2H, rr), 7m<)8 2.00-3 793 (28, m), 19414 (AHQ7+t(1F, =t4.8) H2)8. 1. hﬁ)(ﬁfﬁ 95 GlH, d,
J = 8.4 HG)?' (1H t, J =75 H), 5.21 (2H, s), 4.63 (2H, d, J = 5.4
Hz), 4.18 (zﬁ 6.9 Hz), 1.48 (3H, t, J = 6.9 Hz) Exanple 347 5Using
t he corrpoumtampn.almm in Exanple 346, white

Using 0.28 g of 2-(3,4-diethoxyphenyl)oxazole-4-

15 carboxylic acid obtained in Reference Example 80 and 0.14 g of 2-
phenylethylamine, 0.21 g of white powdery N-phenethyl-2-(3, 4~
dimethoxyphenyl)oxazole-4-carboxamide was obtained in the same
manner as in Example 1.

'H-NMR (CDCl,) &: 8.17 (1H, s), 7.56 (1H, dd, J = 8.4, 2.1 Hz),

20 7.50 (1H, 4, J = 2.1 Hz), 7.36-7.21 (5H, m}, 7.12 {(1H, br s),
6.93 (1H, d, J = 8.4 Hz), 4.22-4.12 (4H, m), 3.74-3.66 (2H, m),
2.95 (2H, £, J = 7.2 Hz), 1.57-1.46 (6H, m)

Example 249

Using 0.28 g of 2-(3,4-diethoxyphenyl)oxazole-4-

25 carboxylic acid obtained in Reference Example 80 and 0.13 g of 1-
(2-aminoethyl)pyrroliidine, 0.15 g of pale yellow powdery N-(2-
(pyrrolidin-1-yl)ethyl)-2-(3, 4-dimethoxyphenyl)oxazole-4-
carboxamide was obtained in the same manner as in Exampie 1.
"H-NMR (CDC1s;) d: 8.17 (1H, s), 7.60 (1H, ad, J = 8.4, 1.8 Hz),

30 7.55 (1H, 4, J = 1.8 Hz), 7.44 (1H, br s), 6.92 (IH, d, J = 8.4
Hz), 4.23-4.12 (4H, m), 3.65-3.58 (2H, m), 2.79 {(2H, t, J 6.6
Hz), 2.70-2.58 (4H, m), 1.87-1.75 (4H, m), 1.53-1.46 (6H, m)
Example 250

Using 0.15 g of [2-(3,4-diethoxyphenyl)oxazol-4-

35 yllacetic acid obtained in Reference Example 81 and 0.11 g of o-



powder yN- [ 2- (4-di f| uor onet hoxy- 3- hydr oxyphenyl ) ozazol - 4-

yl met hyl ] - 2- et hoxybenzam de was obtained foll ow ng the procedure of Exanple
97. 1H NWR (CDC13) 8: 8.60 (1H, br s) 8.23 (1H, dd, J =7.8, 1.8 Hz), 10
7.71-7.60 (2H, m, 7.57 (1H, dd, J = 8 4, 1. 8 Hz), 7.46-7.39 (1H, rr), 7.19
(1H, d, J = 8.4 Hz), 7.07 (1H, t, g7 159%), 6.95 (1H, d, J = 8.4 Hz),

), 416 (REgiEpe. Fya U "%‘% é%wfe*-v 30 Gl ritinenmprinig. A

80 ny quant@ﬁqz@f-%—bré]%n@awtﬂoabphem;el@ac&t&mﬁ@@lmé%t&ﬁdeﬁ in MthofsdaRU
wer e di ssolrﬁ/ae\holl1 in2m rL1La ol, 80 ng of isobutyl brom de was then added
to the obtalneqg sSFuﬂlo eatl ng and refluxing were conducted

over ni ght. 1ALNER (:@D(kl_ﬂgﬁ 29 vt @l Was sqddgdz o(]j[hhe dgbt 3 ned peactd 94%)

m xture 3&thyl6 (igﬁlate extracél on was_perfor ned he or% nic 1ayer was
washed IBWI X Rat Bdncénbt&ted dngér= rédﬁcga)pr 3587, 90n@H. han) .

obt ai ned re§|gzl)u @s qayr igf i=edy By 3i.bi gaygek I r o}

(n-hexane: et h Iqacet ate = 3: ). The obt gsugnedi:égrg‘ll;js.f?af:(is.| V\'/jg?e %5@% 4.16
recrystallif & orh aqée%u%ZBO 30%t H3Hol 4. t her e'byZ VHZ9I,di3n§ 48BH ros Jaf  whbt e

powdery N-[(Zy(4+di ffl uo0 Xy1 314 S t he
oxazol - 4-yl ?ei'ghtdl 2- etshggf;%gnz%m%e&qyl—ﬁiﬂ\/g %3? é %1584 ((3ﬂ—| r J sV,
8.24 (1H, chZglz:L78 1.8 Hz), 7.67 (1H, s), 7.66-7.57 (2H, m), 7.45-7.39
(1H rrl Eﬁ 303 =81H), 7.07 (1H, t, J = 8.1 Hz), 6.95 (1H,
95 (lH t, J =75 Hz), 4.64 (2H, d, J = 5.1 Hz), 4.19
(1229 O, 6,0 M) kel (@1 4 9 ofC. A4y, uaaiduiciipray omibdte),
t =, 6. - - , = 6. e ing the
conpound oBTdPREEY na%k%rfbt?l%a?ﬁ‘%i é‘ﬁd%&:‘ﬁﬁme 1@?“2316"(1 i8de an\ﬂfmapemﬁoﬂﬁe?y
N-[2- (4-di fahﬂﬂbemfmry%yﬁhﬂmph@lyﬂl) g of white powdery 2-[2-(3
oxazol - 4-yl rre%ﬁx)f# benzam de vvas obt ai ned fol owi ng the procedure
of Exanpl e 5% Q) -4-Y1g -ip (@ 1hydppxypyrigin2 (vipacggamide 7. g,
1.8 Hz)s 5%a§703t5ﬁle(d3*i‘n the garﬂ@‘n%.nﬂ@r(&f‘ 1rmE'axaK| 24-7.21 (1H m, 7.08
(1H, t, 7.8 Hz 6.95 (1H, d, J = 7.8 84(1Ht,J=75Hz)
4.63 (1H éH -NMR- @DLCLey)0: 402374 (18, (m;s)m9 813 azm BBs | 6H] . a9( 1By adpl eJ 350
Using the cogpaund. kil nedekD; Bl 47 ansh 1110 gir ogopr ppansg, 2V\4_}IS
powdery N-[2-(4:difl uoromethoxy- 3- propoxy
phenyl ) oxa2eP24{ i ned hyl |= 2.6t Hady bén%%mﬂi‘é whas Jobst &i aeﬂz)‘olti.dw HgHY hq
procedure gf 3 11 ( C13) 36,61 br_ s), 24 H,
27 1% %Wﬁ Al(fH hn%\‘M% 5978}{72’ nf‘g Dot - ‘ir? 4?)]) 9%
(1H, d2015Exampl@2—&2) 7.07 (1H, t, =75Hz) 6.95 (1H, d, J = 8.4 Hz),
6.63 (1H, t, =75Hz) 64 ), 4. 2H,.q,. J =.7.2
Hz), 4.07 (2H t, %Aﬁﬁz &1 9@“{“’2#% 5’f 742"3}'3 %0%51%’1124@3(@,14 t
J=6.9 Hz)i;enn@a;m@mywpxazgw ﬁaﬂﬁheﬁxmlf&f&i&ncéommﬂmé hes coppsying
obt ai ned |n Exa nB e 347 and al |y %om V\hltel%(l)v\der
N-[ 2- (3-al Pyl Bx 9 a%lrf'lzué’PSm?Pﬂo)?y potass:r. carbonate were added
phenyl ) oxazol 1d-wi ne ladel-oRi ety keaz @HE dei ¥as O hal Redtrd®! dR-B815HRE
proced%,r g E? |le 348. 1H- NVR (CDC13) 8: 8.55 (1H, br s), 8.24 (1H dd,
J =7 Lor ) Hosgsy gdhe) pesidpe yags dilpged o mith) ethiyhoagenatq.lHandy)
7.25-7.23 ‘r&h}edﬁw:_t?hoaaféﬁ ahd dhen’w8+hZ 1 J 6. 64
(1H, t. J = 74.7 Hz), 6.10-6.03 (iH, m, )Sat@rgﬂe&dgh’qe “;hg é’ig%a?%
5.34 (1H, 4&ven Wa%@r&edloseﬂﬁmYAiIGQS(wgn%ﬁmmJ sulfate and d@)cenﬂrﬁ@eé( 2H

dd, J = 5. ﬂy ﬁerﬁ’oﬁ@g thel %ol obht Uunder I.Qad%c%) prggéuéeg (‘?Tlﬁe EESidue Was He) |

purified by silica gel column chromatography (dichloromethane

30 methanol = 1:0 to 50:1), and the obtained crude crystals were
recrystallized from ethyl acetate to give 0.25 g of colorless
crystalline 4-[2-(3, 4-diethoxyphenyl)oxazol-4-ylmethyl |piperazin- |
2-one.

'H-NMR (CDCl;) &: 7.59 (1H, d, J = 8.1, 2.1 Hz), 7.56 (1H, 4, J =

35 2.1 Hz), 6.91 (1H, 4, J = 8.1 Hz), 6.03 (1H, brs), 4.17 (2H, g, J




Exanpl e 352 Usi ng the conpound obtained in Exanple 347 and 2-
bronopr opane, white powdery N-[2-(4-difluoronethoxy-3- .

i sopr opoxyphenyl ) oxazol - 4-yl met hyl] - 2- et hoxybenzam de was 35 obt ai ned
foll owi ng the procedure of Exanple 348. 96- 1H NWR (CDC13) 8:8.57(1H,
br s), 8.24(1H,dd, J = 7.5, 1.8 Hz), 7366/ (1H, s) 7.65-7.57(2H, m

b5 OB s 28 2k, Y ooy l2 ) o 192 4 Pt

10

15

20

25

30

35

m), 3.27 (2H, s), 2.80-2.75 (2H, m), 1.48 (6H, t, J = 6.9 Hz)
Example 253

Using 0.5 g of 4-chloromethyl-2-(3, 4-diethoxyphenyl)
oxazole obtained in Reference Example 35 and 0.5 g of morpholine,
0.31 g of white powdery 4-[2-(3,4-diethoxyphenyl)oxazol-4-
ylmethyl Jmorpholine was obtained in the same manner as in Example
252,
'H-NMR (CDC1s) &: 7.70-7.50 (2H, m), 7.54 (1H, s), 6.91 (14, 4, J
= 8.4 Hz), 4.25-4.10 {(4H, m), 3.80-3.70 (4H, m}, 3.51 (2H, s),
2.60-2.50 (4H, m), 1.48 (6H, t, J = 6.9 Hz)
Example 254

A 0.5 g quantity of 4-chloromethyl-2-(3,4-diethoxy

phenyl)oxazole obtained in Reference Example 35, (.28 g of 2-
mercaptopyridine and 0.28 g of potassium carbonate were added to
10 ml of dimethylformamide, and the mixture was stirred at room
temperature for 24 hours. The reaction mixture was diluted with
ethyl acetate, and washed with water and then with saturated
brine. The organic layer was dried over anhydrous magnesium
sulfate and concentrated by removing the solvent under reduced
pressure. The residue was purified by silica gel column
chromatography (ethyl acetate : n-hexane = 1 : 4 to 1 - 2), and
the obtained crude crystals were recrystallized from a mixture of
ethyl acetate and n-hexane to give 0.63 g of colorless

crystalline 2—{2-(3,4—diethoxyphenyl)oxazol-4—ylmethylsulfanyl]

pyridine.

'H-NMR (CDCls;) &: 8.45 (3H, m), 7.60-7.50 (3H, m), 7.47 (1H, m),
7.18 (1H, 4, J = 8.1 Hz), 6.99 (IH, m), 6.89 (iH, d, J = 8.1 Hz),
4.38 (2H, s), 4.17 (2H, q, J = 6.9 Hz), 4.14 (2H, q, J = 6.9 Hz),

1.47 (6H, t, J = 6.9 Hz)
Example 255

A 0.58 g quantity of 2-[2-(3,4-diethoxyphenyl)oxazol-4-
ylmethylsulfanyl]pyridine obtained in Example 254 was added to 20
ml of dichloromethane. A 0.55 g quantity of m-chloroperbenzoic

acid was gradually added thereto with ice-cooling, and the




6.9 Hz), 1.49 5 (3H, t,J =6.9 Hz),1.40(611, d, J = 6.3 Hz) Exanpl e 353
Usi ng t he conpound obtained in Exanple 347 and (brononet hyl)cycl opr opane,
white powdery N-[2-(3-cyclopropyl

met hoxy- 4- di f | uor onet hoxyphenyl ) oxazol - 4g%mat hyl ] - 2- et hoxy 10 benzam de
was obtai ned follow ng the procedure of npl e 348 1H NMR (CDC13) 8: 8.55

(1H, br S) m8xadrd ]v\}'als dehend sTifr 1H'I§1r%H§:)e§1c jiglg EUreS)Was :_'LH%;E é’?

m, 7.46-7.39 (1H, , (.26-7.21 ) Wasy o8
( 1H d, J —3@ ol Hpf dgcl’maz(omqthane,] and Swdigjedt ik H 2, atmheods=16% dso@i

, o“ﬁgo(%%ﬁc%ﬁdé soigftypn Bha tod Wit acicdnda “ofhe b FRe conemtin

obt ai ned i nléEr\an'p\’ras 847edndvele brdydirous madndhitxﬁn@ulf@i:é GO \WMIRE¥ntrated

| axy- 4:d fI th
%gﬁyl(f oggtzo‘f ’EF %h&lhfl 59 Oroney‘Hé‘???grﬁe&&c\%&sPE%%%d fBe| saFHia s

3 hom 1H, _dd.
gr gcgdgr el(ﬁuﬁﬂ{aﬂ?b%r?é?ii%&%%ﬂ c%cﬁlgil;)c&go §t<:5g?re(ﬂﬁr' (lérthgi age%?te(

7.26-7.21 (9% 208 Life 8 9.7, 55151—1291'16 63b¢@1 ef, cgudg crﬁstansz)wasa 64

z 6 o 5 4 (2H d,
Slg 52? tHz)rje4 2%%“3%"7‘ %48((54%&%f§ ’5%%&2 giéf(gt%l aé%é’?(%‘@ It‘%eg‘angaté’ Hz)

Exanpl e 3531ive g U§|fng tﬁ@l@@fmnd obyatakkldnien Exanpt-eB47 and

?1 2t0hyl 8?3%?31)%;) engﬁ?%ﬁoa{%%\l&qea %a%")ésgi ?r#glxﬁﬁ' %\ﬂ¥de was obt ai ned
foll ow ng tHeNMROC@mﬁlllsé ot Exalrp{H-I,Séch) 78 .00 J(SIﬂHNM;i)égﬁ)gigé (B4, 8@%77(15@ br
i) 4687220(2(%5 d%’ 755 ?}H 8“) 3)57353 g%’(ﬁ%ﬂ o7 & P71 (1E, §'—J8 =1 8p4) |
6.95 (1H, ®=z)3 4.81{2#y)s), 4L93- (4H, g, J = 6.9 Hz), 1.47 (6H, t, J = 6.9
Hz)
15 Example 256

A 0.27 g quantity of [2-(3,4-diethoxyphenyl)oxazol-4-
yvllmethylamine obtained in Reference Example 37 and 0.3 ml of
triethylamine were dissolved in 10 ml of acetonitrile. A 0.19 g
quantity of o-toluenesulfonylchloride was added thereto, and the

20 mixture was stirred at room temperature for 1 hour. Water was
added to the reaction mixture, and extraction was performed with
ethyl acetate. The organic layer was washed with water twice, and
the solvent was removed. The obtained residue was purified using
a silica gel column (n-hexane : ethyl acetate = 1 : 1). The

25 obtained crude crystals were recrystallized from a mixture of n-
hexane and ethyl acetate to give 0.3 g of white powdery N-[2-
(3.,4-diethoxyphenyl)oxazol-4-ylmethyl]-2-methylbenzenesulfonamide.
'H-NMR (CDCl;) &: 7.96 (1H, dd, J = 7.5, 1.5 Hz}, 7.48-7.16 (6H,
m), 6.90 (1H, d, J = 8.4 Hz), 5.11 (1H, br s), 4.21-4.11 (6H, m),

30 2.64 (3H, s}, 1.52-1.46 {6H, m)

Example 257

A 0.5 g gquantity of 3-[2-(3-cyclopropylmethoxy-4-
methoxyphenyl)oxazol-4-yl]-1-(2-ethoxyphenyl)propan-1-one
obtained in Example 102 and 0.18 ml of hydrazine monohydrate were

35 added to diethylene glycol. A 0.14 g quantity of potassium



6.63 (1H, t, J = 75 Hz), 4.64 (2H, d, J = 5.1 Hz), 4.33 (1H qt, J = 6.0,
5.1 Hz), 4.19 (2H, q, J = 6.9 Hz), 1.79-1.70 (4H, m, 1.49 (3H t, J = 6.9
Hz), 0.99 (6H, t, J = 7.5 Hz) Reference Exanple 94 5Using the conpound
obtained in Reference Exanple 59 and Chlﬁéfdlfl uor onmet hane, white powdery
et hyl 4-benzyl oxy-3- difl uoronet hoxybenz e was obtained foll ow ng the

pr ocedure e 4 14- NVR ( . 7.,90-7. 80 7.45;
(5H, 1), 7%%@@,&18%? ﬁ‘d‘%e‘%.‘ghﬁﬁze)t?'e?%é %IFH mituye_wag tl%erg §t2é5?§H
s) , 4.35 (Pof J hu= 7TheHrpactiEs n(ﬁraure wds =a¥1dwedz JtoRebelengerdix argy e
95 Using the co d ined in Ref nce Exa le 94, white powdery

2- (4- bengylé}gy 3g§8?g€uot?%t]rf%€:80xfdﬁen%§ 2L CHE rd??éifﬁW%‘%a%RB vﬁé‘Yl
obt ai ned f cddehsiteg tbeypn@cemlrpsrﬂj‘maaf mencenﬁyﬁmisﬁsna%nfeglén AR |
(CDCL3) . 8: 7%0%3 ,tnzlé765 (1H, s), 7.45-7.30 (5H, m, 7.06 (1H, d,
J = 7.2%)3" cRhvep! vovedy) | TBeopesiqye ggas purdgied by syiliga
Exanpl e 356gel colum chrbﬁhﬂQgﬁab;ﬁxqumiﬁéﬁQné)bt aLfeph | dbdieler enge E&%m‘ e

95, white povvdery 3-(2-(3-di fluoronet hoxy-4-hydroxXyphenyl)ozazol -
y1) - 1- ( 3- nedHRA pyPi Hi n92- y?F pr §panriesme %%Yothal(ﬁeQYﬂﬂmmwﬂuyeth 4~

procedur es pftH Bﬁéfﬁhg £ lgs 1@2,@, 26 25 and 327.
114- NVR (CDCL3 sﬂ%g)@&gp g e?ﬁ)o: ?3%3%%7&%@6%1 2H, m, 7.59 (1H,
d, J 8 4 szmIR?(cs:sCJ(sM $).,587 (37; 7dB0 I BH8.#), 178 @& ,1H.5d, (JH=B. 4 Hz),

0,50 (U 0TS 5Bk de B ) (PRSI, B ol e

in Exanpl e (6 gndJI2= @r‘brﬁnﬂroﬁaﬁé F3 v t(@Hpomdler 2. 72 (2H, t, J = 7.5 Hz),
3-[2-(3-dif r t hoxy-4-i sopr

phenyl )oxazﬂoll‘ga Wy | rret%mg/l %3? df 233 PPpriGFan™ s 04143 wheSoHtEi nBd -

fol | owi ng td169pﬂo&&dt2‘f€. af) ,ERaapl®. 3 (3ELHANVR (CDC13) 8: 8.50 (1H, d, J =
4.5 Hz), 7,83 7.78,(2H m, -198- 7.58 (1H d, J = 8.4 Hz), 7.47 (1H s),
734730M01(1H d, J =8.4 Hz), 6.58 (1H, t, J = 75 Hz),
4.67-4157 (1H m, 3 596(FHqubntdey oF Bobim By@lidehhas! 2. 57
(3H s), 1.39 %6H d. 3 =60 hz) 5 Exanpl e siyfudebles Sugpendeélﬁzloo
conmpound o eHeVFF‘I%ﬁﬁPEa%SGAaﬁdS%IQ )Hual!?itéﬁifd‘éf Mzt-@epbme}lyl)
3-[2-(4-al b}th@ﬁw S-aHd leusgogesAoxy, -

phenyl ) oxazol - 4- 1.;/1] 1-(3- rretaﬁyl pyr(|3dPﬁnéy%/ox%rtloggﬁhf)x%%henw‘gg ob?%%or?:eod

fol | owi ng PRENPIEEENICe STtagpghpia RefeDerraMRRAANIERLI3) Berd. Sicdebdively J

by 7 54, 50ged, Pledel® it hcdoblliy iy tirrthe  Tald i imiregte g7
Hz). 6200- heabed (api mpfluxetyt forH 4 dihurk.= B 4quéobs Hedtufmtdd (ahdonden J

301 (2H Crogriageoliadh spst ghak e, 1BV Selobortnd ) Refehe

conmpound obtainiug IfDIEXl’:ﬁTIﬂhelﬂﬁﬁ awaltdlr breanlidedt eheretd) tendedea¥tion

3-[2-(4-b |

phEanyI()oxlaJt\tgo ﬁgﬁl d(3 Iﬁ%t %gﬁ%ge ? y I Pragaas- hen vRertsamgst ¥l Hed

fol | owi ng ahhy@rmrmdnmgamﬁluﬁxa:rmlfaté & NWRe ( GoT8ht Bwa8. 28mbdéd. ddmd =
7.58 (1H d J = 7.5 H), 7.46 (1H ),

7 34 #%o f%ﬂ ‘H384W;5(7)é"’%’fg H’ by —slifq 1,95l Godymp ghromagogragiyHy §n-

5.94-5. 85 hdkhnd): &HRA- acéza{:@H: ), 14) A2n62H, gt éf—ﬂ@eﬁo neﬁ Q:Puci%
t, J = 257.2 Hz), 3.00 (2H J =17 f),2635 (5H, 60
product was dlssolved in 20 ml of ethanol. A 0.16 g quantlty of

10% palladium-carbon powder was added thereto, and the mixture

was stirred under a hydrogen atmosphere for 18 hours. The

30 reaction mixture was filtered, and the obtained filtrate was
concentrated. The residue was purified by silica gel column
chromatography (dichloromethane : ethanol = 100 : 1) to give 0.47
g of yellow oily 2-(3—hydroxy—4-methoxyphenyl)—4—(3~o-tolyl
propyl)oxazole.

35 'H-NMR (CDC13) &: 7.60-7.54 (2H, m}, 7.38 (lH, s), 7.15-7.08 (4H,



Usi ng the conpound obtained in Exanple 356 and (brononethyl)cycl opropane,
whi te powdery 3-[2-(4-cycl opropyl

met hoxy- 3-di f | uor onet hoxyphenyl ) oxazol - 4-y1] - 1- (3- et hyl pyri di n- 30

2-yl ) propan-1-one was obtalned fol |l owi ng the procedure of Exanple 3. 1H NWR
(CDC13) 8: 8.50 (1H, dd, J 4.8, 1.2 F&S 7.83-7.79 (2H, n) 7- 57 (1H, d,

st em T S Sl B3SRBS 8 o] i 815

Hz), 3.00 (2462 t(4H3 m)7.2.3%)(3H,-499- 2.57 (3H, s) 1.33-1.27 (1H, ),

0.69-0.63 (]g} r}_) g 40-0.34 (2H, m Exanple 361 Using the conpound
obt ai ned in—%—e—%% and 1- 5 bronopropane, white powdery

3-[2-(3-difluoromet hoxirdgl- prmomgy of 2-(3- }gdroxy 4- Tethoxypheny%% -4- (3do—
proopan- 1- one ‘was 0bt ai ne

P gleln)c/){/vl) éaff?#el éwp%ffgéi% ée" e p%réhgé n{fi AR eCc3E83) 08378950f (¢plomdss) =
471 33 % gol'%dlzli_llﬁ 28‘@37037&-1(1;3:'6%)?@@1:1?0 4( %@thQH:éy%}henéﬁ 94'@%{*0 toﬁ}l&%%yﬁ)z)

4.03 (2H, toxarolegwgsphtaimedgipthe tsamg BaREr (48 msmampm 11, J =

ExaanZeSgG(Zlﬁl_mﬁ)( ﬂ%gicéjzﬁog%(%%t a‘i-k;necziI )BE%arrg (}%5‘6 énaief]r@'l dJ:S

i odi de, whid-d pBider?s 38- [(2H( 3sdi f Fubbohetthobapt, 4ot haxpphdnyl,) d, 7 = 8.1

oxazol y 1( hyh p di ns 2-yl ne wasota edfollovvlng

t he pr%gedt]fire ofsslgxqm‘;3 ?ﬁ é%h I—E‘?\I g %%é@? 8(141'@ = (1%—13 83 = 84,5 Z4Pf -
7.84-7.78 (1292, (&, Iﬁ)591 (4DH1.d5- (Jm: )4 lzp9-T.6F (2H ms) 07484 B53Q2611H,
m, 6.99 2Q.(1H, d, J = 8.4 Hz ), 6.60 (1H, t, J = 75 Hz), 4.15 (2H, q, J =
6.9 Hz), 3.B89 (2H, t, J =7.2 Hz), 3.01 (2H, t, J =7.2 Hz), 2.57 (3H, s),
1.47 (3H, tExatpte62é&) Hz) Exanpl e 363 The conpound obtained in Reference
Exanpl e 95 was used 25 agg treated foll ow ng the &rocedure of Exanpl e 228,
fol l oned by treatmerdt &eédr dBngTEdRtHY podceduf é- b3 - edwprepeesthpxtdi ng

whi t e peWd ey h8xyPndridy10iokhHET OABEINDYY (4= Byl SBL Lo

yl]-1-(2- et hox l[:l)henyrlﬁg céroopan 1&2,};12 ll(-l-N :%Qﬁ?ﬂ#} 0ci ﬁg (2H,
7.71 (1H, a§ ed 71n’ Examphy 492 was eaddesd tQH‘S mj., of. 2thened, ( 8k m)le
?2a9 'ElHJ ha:;ﬂureHZBlﬁaﬁZleéeglwiﬂ{H idy- C%l)llﬂ A(%H glg %ﬁ?n‘flti; o'?_-jz%bgl
Exanpl e 36Rorohydride was gradusilyg aﬁﬁedc’dmmmd db‘itarnedel ner@ea:mbee?u@s and
4- br onp35 u i 35 3 dlfluoronethoxy

- 200- phen%lhjgoigggt%%wyﬁl% ;Zq%é%%(é?% eny%%%rrnopa eWasg obtarhet®s

f ol | owrthg PhRELPMERe dine ?()thBrarrplenBaqwfeous 5N hydrochlor:_c acid solution

lil_.; NQ/RE1 gDC&,éé %Z_fle%? T;o 0%%'%%}%]1:‘0 dd, J;Pd solvent was then removed.

Extract:l.on was performed W:Lth dichloromethane, and the extract

was washed with saturate brine. The extract was then dried over
anhydrous magnesium sulfate, the solvent was removed, and the
25 residue was purified by silica gel column chromatography (n-
hexane : ethyl acetate = 3 : 1) to give 0.18 g of colorless oily
3-[2-(3-cyclopropylmethoxy-4-methoxyphenyl)oxazol-4 -y1l]-1-(2-
ethoxyphenyl)propan-1-ol.
'H-NMR (CDCl3) 8: 7.58 (1H, dd, J = 8.4, 2.1 Hz), 7.50 (iH, d, J =
30 1.8 Hz), 7.39-7.35 (2H, m), 7.23-7.18 (1H, m), 6.97-6.84 (3H, m},
5.00 (1H, br s), 4.07 (2H, g, J = 6.6 Hz), 3.94-3.92 (5H, m},
3.44 (1H, br s), 2.80-2.60 (2H, m), 2.20-2.15 (2H, m), 1.43-1.37
(4H, m), 0.69-0.63 (2H, m), 0.40-0.37 (2H, m)
Example 261

35 An 80 mg quantity of 3-[2-(3-isopropoxy-4-methoxy



Hz),5.91-5.85(1H,m),5.23-5.12(2H, ), 4. 18-4.09 3.42(2H,t,J =6.9
Hz),2.99(2H,t,J = 6.9 Hz),2.60 1.48(3H,t,J = 6.9 Hz) 7.8, J (4H, (2H, 1.8
=75 mM, n, Exanple 365 Using the conpound obtained in Exanple 363 and
ally]. 10 brom de, white powdery 3-[2-(4 IIyI oxy- 3-di f | uor onet hoxy

phenyl ) oxazol - 4-y1] - 1- ( 2- et hoxyphenyl )pr]og AN~ I-one was obt ai ned foll ow ng

(e ocedsaunls xaimhe S A ISR B, LSS R 20 ), £ 10 7
= 74.7 15 H) Exn@ges 100 wa#, digsolsed7ih. 3&;42& Tiine thy BBornda de2H.a 19,2

by 0 (et R ol rehibe sie eaded, %w%%ﬁﬁeéﬁd IR

Exarrpl e 363alall(ttﬂh:h;th920anmdjhéem1ﬂ/ﬂdﬂ:@ WRWEeE¥red for 30 minutes. A 75 mg

3-[2-(3-difluoraq y-4- eth henyl )
oxazol - &- y 1§45t t(’ge ‘?% s ofddsthsthAstatione drid| tha nepetion

procedur e afisf@ephas3. tiiﬂ &IIVBt(%3 2 ,
=78 1 sldﬁ?) 7.45.7.39 (2H, M. Seberarii: 3ﬁ§9 ; ngg% e el
Hz) 254. 18-3Gp§ (teHthg) reachion znxttureg ang. §Xt—lz§ct12m99:ra€52lﬁerfomﬂed= wh.th

Hz), 1.50- letdfy1( GidetBle Ref e’f‘ﬁé‘CGr (Y%gn yas, eatsh%d nge qavlce

obtai ned in Reference Exanple 95 vvas use
procedur e cmdRrdiher eﬁ@é’eE%aWpBer&EpV@@ f dfHeovat diyietir eatsﬂ&m BES OfiiFg O

t he pregged f _R el ding pale yellow oily

[2-(4pl- %gnz;tsg??/’ %éﬁéﬁuo one (Eg!){@ph n§?r¥‘3‘8“%z0| ﬁh trﬂ:leam He ‘wdd to

obt ai ned. HHVRIVRES (1BDGLB)cclorIe89-ailR 3(- ZH—(BIJ)J,S%SIGagkﬂrHé r%th( }aﬁﬁelgy) gSQS
= S

?)ZH 75;)7 ( %szglq:'xin%}ﬁ %&Hﬁ}iﬂe&% (](3Tﬁ‘ tl&%}%ﬁ&noéfﬁ}i&?ﬂaﬁ -Re®RE ence

Exanpl e 96 ‘mammisecbang bf eafed i, @, ng tha @ oqegu&e)ofv%greﬂsﬁ 8n
foll owed b tre7a gacc rd|n to the procedure yieldirhg 5
white powd %ge Hdl 15 uo?o Thody - W%y&)oxﬁpﬁ@nﬁﬂ){exézoﬂ & 8.7 Hz),

| met hya 7- 268t gk de. 61 ek 59, (;tH,
Ui @ e Nt Ak i &%, 7. 63@3@5858’(233 & ‘2?'3?57283%,
)

1H, d, J =.4.5 7.79- 7.76 (2H
gr), 7.07 (iﬁlH dsrz)f—%ﬁ‘i A9) ”%ﬁéi‘”(lH t, J =75 Hz), 6.16 (1H s), 4.58

Using 0.9 g of methyl 3-{2-[4-methoxy-3-(2,2,2-
trifivoroethoxy)phenyl]oxazol-4-yl}propionate obtained in

20 Reference Example 83, 1.05 g of yellow olly methyl? 3-(3-
methoxypyridin-2-yl}-2-{2-[4-methoxy-3-(2,2,2 -trifluorcethoxy)
phenyl]oxazol-4-ylmethyl}-3-oxopropinate was obtained in the same
manner as in Example 100.

"H-NMR (CDCl;) 8: 8.25 (1H, dd, J = 4.5, 1.5 Hz), 7.65 (1H, 4d, J

25 = 8.4, 2.1 Hz), 7.55 (1H, 4, J = 2.1 Hz), 7.47-7.33 (3H, m), 6.94
(1H, 4, J = 8.4 Hz), 5.17 (1H, t, J = 6.9 Hz), 4.43 (2H, g, J =
8.4 Hz), 3.93 (3H, s), 3.92 (3H, s}, 3.65 (3H, s), 3.32-3.23 (24,
m)

Example 263

30 Using 0.7 g of methyl 3-(3-methoxypyridin- 2-y1l}-2-{2-
[4-methoxy-3-(2,2,2-trifluoroethoxy)phenyl]oxazol-4 -ylmethyl}-3-
oxopropionate obtained in Example 262, 0.42 g of colorless oily
methyl 2-{2-[4-methoxy-3-(2,2,2 -trifluoroethoxy)phenyl]oxazol-4-
ylmethyl}-2-methyl-3-(3-methylpyridin-2-y1)-3 -oxopropinate was

35 obtained in the same manner as in Example 261.




Exanpl e 368 Usi ng the conpound obtained in Exanple 367 and allyl
brom de, white powdery N-[2-(4-allyloxy-3-difluoronmethoxy

phenyl ) oxazol - 4-yl net hyl i - 3- met hyl pi col i nam de was obt ai ned 15 foll ow ng
the procedure of Exanple 98. 1H NWR (CDClB 8: 8.60 (1H, br s), 8.39 (1H,
d J =4.5Hz), 7.87- 7.83 (2H, m, 76‘5?11 s) 760757(1H n,

7.33-7.29 (4H- 1H 61 (1H, t, =75 Hz

6. 10-5. 99 (ﬁ”“ﬁ)méc%’g ES g% (]%H'— 7, f 1559H23 iz (71r=|4 4. Ad’ 0. 5,
1.5 20Hz), #.%5,(2H]1 H,z).] £ 514{1132);1 4358 4 2HH=), 3.%257 B4HZBH, 20y 6 4@134 s)
Exanpl e 369 lg\% 24 § ound obtai ned in Exanple 367 and

(br oromet hyt Y&y d-oBuf aﬂ -Gondéty S (2 B &yEF bout4a3 45H, s), 3.91
met hoxy- 3- df 3¢ um)omtbaxymdmgrgd ) GXawol(18; v mes hy |15 3ra1et By b i 9! igrary de
was obt |ne foI | ow ng t he pr ocedur e of Exarrpl e 98. 1H NI\/R? 13) '8: 8.58
(1H, br>s),* B8 (1H d, J = 4.5 Hz), 7.87- 7.82 (2H m, 7. 64 (1H s),
7.59 (1H, dexahpzeSzdaHz) . 733729(2H n, 701(1H d, J =8.4 H ),
6.59 (1H, t,J—75Hz)45930(1HdJ—54Hz)403(2HdJ:69
Hz), 2.90-2.82 (1H Y§ir®. 7%-42BH 9s)0f2. apthyl3 p2{R- Y-methdey13 8k (245 m

Exanpl e 37Gpi d 3

Caobutyl b deoroR e R e A e R YR me ity 55

phenyl )oxamrMF%eYth-ommopwqﬂecoihmmde1wa33:xab1paened3 -8025 g of

fol |l owi t d Exa 98, . 1H NVR 8.58 (1H, b

50 (1B RLPRLOGEC oty S e P 3 Ty 31y

n, 7.33-7.(282( 2HrrfluckoeBhoiy) pitbnyl jox8zd1 Hz- y)L} 6- Iﬁ@tlﬂyﬂ_}" dFanJl o HZ)

4.59 (1H, d.__5J). = 5. 3.81 (21-1, d, J. =6.9 6

20 22-2.09 (A O%alﬂe%é‘% SBe game mangey ap) %Faﬁ?ﬂpéesjﬂ_ﬁ ' Usi ng

th Ag- mm ol | 67g4ndy 4= t

N2 (4o 8ﬂt- - a“ y3’”%ﬁgf‘?§r§%§t 80 g LYY BURERD 7180 {1081 S

phenyl )oxazo n'ﬁ }F?g)l] T35l H ool Fnanl déz has? -H3-3i- A8d( 38 Imdwi 5994 he
d f be-98, 7 1k NVR, (68D 59 ( 4 Hy, 9 ¢

i yHg)e Q7H8Egan$ 83 (2?4 I\/&7(65 %‘%ué ¥ 786%%% ’2'7 )ﬁﬁ 5%?-1 7 29

(1H, rr), 609 13} 391 (3Hg 3) H,3)88 g3 €3iH 3¢15-B £6751HIz)m).5 294?352864(1H

15m) , 24 5H12m§2|'i ) (38,59, (AH 7dp dy7 5.4 H), 4.13 (2H t, J = 6.6

Hz) , 2 76 (3H 63-2.57 (2H, m) Exanple 372 Using the conpound
obt ai ned |m&’é§867 and (brononet hyl)cycl opropane, white powdery

N-(2- (4-cycl opropyl y C
met hoxy- 3-di f | uor orret o%yphenyl )%xazol Ail >$I3ma‘ta‘Tﬁ Wﬁgfﬂy?'lb}r)cﬁl‘l{ﬁﬂﬁﬂe
was obd@i nagthexky-civ (g 2t BetmﬁGMBehotyE)mmﬂeoﬁﬁzoﬂ&W QGE&J}Q)J_ 8: 8.58

2%, i) i L fpdised s Bl G MR e T e e o

(1H t, J 37betitxyp$ri8in-2-y1)-3~{2-[4-methoxy-3-(2,2,2-
trifluoroethoxy)phenyl]oxazol—4-yl}-2,2—dimethylpropan—l—one was

obtained in the same manner as in Example 261.

25 'H-NMR (CDCl;) 6: 8.17 (1H, dd, J = 4.5, 1.5 Hz), 7.70 (1H, dd, J
= 8.4, 1.8 Hz}, 7.60 (1H, d, J = 1.8 Hz), 7.31-7.21 (24, m), 6.96
(1H, 4, J = 8.4 Hz), 4.45 (2H, g, J = 8.4 Hz), 3.92 (3H, s}, 3.78
(3H, s), 3.05 (2H, s), 1.34 (6H, s)
Example 266

30 A 60 ml quantity of trifluoroacetic acid was stirred
with ice cooling, 12.3 g of the compound obtained in Example 231
was added thereto, and stirring was conducted for one hour. At
the completion of the reaction, the reaction mixture was
neutralized by addition of an agqueous saturated sodium

35 bicarbonate solution, and ethyl acetate was added to the obtained



25(2H, d, J = 5.4 Hz), 3.93 (2H, d, J =6.9 Hz), 2.76 (3H, s), 1.33-1.24
(1H, m, 0.70-0.64 (2H, m, 0.41-0.35 (2H, m Exanple 373 The
conpound obtained in Reference Exanple 96 was used and treated foll ow ng
the procedure of Exanple 96, followed by 30 treatnent according to the
procedure of Exanple 97, yielding \/\hi te 1d?t?(/volery

N- [ 2- (3- di ugr oret hexy d henyl ) 0xazol - 4- _
yl met hy11- oxybenzar%% BHSE PR I‘—%‘ %VH)'LC%:WJB}C.ISQ"E'(%H' peragyated, o4
(1H, dd, J conbe&trat@a Hm)deﬂraduaeﬂ&m(e%uurai az?d &&e( dbbltasded 6rife?. 40 (1H,
n'),711705 T éﬂt 6.62 (1H, t, J = 75 Hz),
5.87 (1H, X Brw%li rfcéislﬂ 1zpd fro%eﬁl%l ' ¥henebyyie]dipg=56) @ Hr) ,
1,50 (3H, tof #mxt6. SowdryEsanpl €3-Iehzytlok§0a LA HoRPBANA RlAcAed {1 -
Exanpl e_373 - 3nd 2- 5 bronopropane, white powdery

N-[ 2- (32di fidér Bﬁ@%ﬁ’&i@heﬂnlésﬁ?%wyone

henyl 2gl t h th
Brié‘édt‘ﬁéaﬁ““’kﬁf@l PO Bk TR 5 R R Sy T (b,
= 7.8, 2.17H2p, (FHgomly. & 9026 8% (3H. 6v (_5Hl9s92H7945 B.99 (3m m)) 3.43

7.09-7.01 (324, %ohr,‘n)= 95,41 1Hz)65(1Ht,J:75Hz)
4.71-4.61 (BH° 5.7 4 ﬁsgﬁ %(g"ﬁérg‘%mj' 7511 3H t. J =6.9 H), 1.40
(6H, d, J EX@Iﬂ9119122567£xarrpl e 375 Using the corrpound obt ai ned in Exanple 373

o0 Aoy b SToTeCy| VENsh SRLORBRE S ARy LB LR Lo O

obt ai ned fahllompdngfldm:oplenn&ﬂw avhdfceEpanid ey 3B8.1 2203 by 1R Ch atho Xj?
75

859(111 E_L§ F{«O(rg 7.64(1H,s), 7. 45-7. 39 6. 66( 1H, t
Hz) , 4. 62 qP b°’ff|¥) 493 Jdlfﬂqs_l‘§>r(1m%f$°1f¥2a%11¥¥)nﬁ0p@n7i = Qney Has
8. 24( 1H, ddOBt&lﬁecB 1l oliing fﬂé"]ﬁbcédgﬁe%@%c%ﬁ 162t d,J =5.4 Hz), 4. 19(2H,
8.4Hz),1.50(3H t,J=6.9 (2H, m, 0.41-0. 35( 2H, PExanpl e 376 Using t he

compound o %d@ﬁl& fpV e7 B7A3Fandd1-J 25 brﬂonﬂ;pﬁo@ah.e 7 \B0i-6e6poymiRr y

N-[ 2- (85 di iﬁnl)u0¢;031r4%t(f1®1><3/'c4 ProOPeXY o 5,20 (2H,
phenyl )oxazol yI et hyI - 2- 6t hoxybg%zam de (vvas o!)t'ai3n'e9c% éSH s)., 3.36
(2H 2'Hz), 2.29 (2H, t, J = 7.2 Hz)

Reference Example 84

Using 2-fluoroethanol, a colorless oily 2-fluoroethyl
methanesulfonate was obtained following the procedure of
20 Reference Example 50.
'H-NMR (CDCl1s:) &: 4.76-4.73 (1H, m), 4.60-4.58 (1H, m), 4.53-4.50
(1H, m), 4.43-4.41 (1H, m), 3.08 (3H, 5)

Reference Example 85

Using 2, 2-difluorcethanol, colorless oily 2,2-difluoro

25 ethylmethanesulfonate was obtained following the procedure of

Reference Example 50.

'H-NMR (CDC1.) d: 6.01 (1H, tt, J = 54.3, 3.9 Hz), 4.38 (24, td, J
= 12.9, 3.9 Hz), 3.12 (3H, s)

Example 268

30 Using the compound obtained in Example 266 and the
compound obtained in Reference Example 84, white powdery 3-[2-{3-
benzyloxy—4-methoxyphenyl)oxazol—4—yl]—l-[2~(2—fluoroethoxy)
phenylipropan-l-one was obtained following the procedure of

Example 3.
35 'H-NMR (CDCl;) &: 7.74 (1H, d4d, J= 7.8, 1.8 Hz), 7.61-7.59 (2H, m),



he procedure of Exanple 98. 1H NMR (CDC13) 8:8.60(1H, br s), 8.23
,m,7.64(1H,s),7.42 6.85(3H, m,6.35(1H t,J =75 Hz), 4.19(2H,q,J
04(2H, t, n),1.50(3Ht J =6.9 Hz),1.07(3H, (1H,dd,J = 7.8,1.8

, =7.5 Hz), - 4.62(2H,d,J =6,0 Hz), J =6.0 Hz), 1.91-1.84(2H,
t,J = 6.9 Hz) Exanple 377 ~168- i ng the conpound obtained in
Exarrpl e 373, yl o] it wd

N[ 2-(4- aIIyla%]é;y?a ldl(lgﬁﬂorj(’)mrz %§x§\fﬂen§1§ho goé-Hz)' 6.92 (2H, 4, J = 8.7
oxazol - 4- y| Hel hybl.202{8Hhoxybenzsaride7 wakH olnt)ai neva fol410WhAg hihe prgcedure

of Exanpl e 0 (1H, br 8.23 (1H, dd, J = 7.8,
1.8 Hz), ‘3%57]@%1\'(5'94 Cﬁ)%%f* %& ?1&1 ‘éb 3793 % Hysh, 3344 (21, ) J 7. 10-
5 6.97 (3H 7/9 HA.,62.04H2H, t] I Z57H¢)uz)6. 07-6. 01 (1H n), 5.49- 5.32 (2H,
M, 4.68-4.61 (4H m, 4.19 (2H g, J =6.9 Hz), 1.50 (3H t, J = 6.9 He)
Ref er ence Usi ng et hyl 3, 4-di hydroxybenzoate and
chlorodi fluoro 10 matdiakethdhidigRQ |4

3, 4- bi s-di fl uor onet hoxy%enzoat enﬁ)ms\&gg?g?ﬁie%yflgl anm lget 6e6 S?gcecﬁjre of
Exanpl e 4. 99MOVRI( ebtaBjed ingReferemee Examphy, 85, 3hitéHpowlery 3-821(3),

6.60 (1H, t J 4= 18P 9 J =7.2
Hz), 1. 40 (b?f’lﬁ1JZ Yloz‘% -2- 'k@h"ﬁ‘%}’ﬁ%gg’w?xeérze‘ﬁce gi%ﬂ(ﬁsg'é[ﬁ}% ‘??ee%é%%bund
obt ai ned i rPl'RelfYéJr]EﬁeealExJa-mplleeweé% obtairedpfoditowing the procedure of

2- (3,44 Eﬁla&%: gnet hoxypheny1) - 4- chl or omet hyl oxazol was obt ai ned

foll OWI ng t rocedures of Reference Exanples 3 to 5. 201H NVMR (CDC13) 8:

7.95-7.90 (13|=mm)(cn“caz$ §:1H,.72) (1, ?&i(bH,_ d aJ faBHQ)HZ)/;sﬁ-ﬁ%(%bh t, J
72.9 Hz), 6. s) Exanple 378 Using the

conpound oﬁrf)al e éE‘ Flhi?éftér érncegEg‘é%ﬁﬂ e69§5 éssﬁwrﬁzﬁe Bdnderi2 (1H, tt,

3-[2-(3, 4-bi $4dl9f|3090&m)t hexyphery| )oxazaQbede¢Mi] th, 5 = 12.9, 3.9 Hz),
(2-et hoxypga r% rop -1-one was obtained foll ow n% t he procedure 0

Exanpl e 19 3P §2H7 Bo-J7 =84 -P2HE) m)2- 9B, 13H( 1, ¢, 7353H7) 5,
1.8 Hzxs 7}5;4;&1[151é12f@H m, 7.32 (1H, d, J = 8.4 Hz), 7.01-6.93 (2H, 30
m, 6.58 (IF, t, J = 75 Hz), 6.57 (1H, t, J =75 Hz), 4.14 (2H, q, J = 6.9
Hz), 3.43 (2H, t, JUsipggthe compognd ghtaimed)in Bxawple) 261, 4thi3H, t, J =
6.9 Hz) Re C el din

Ref er ence @hﬁ@fég ggpgv\gﬁ&ggﬁo%%t%on th r Ielg:t”ed3 f{g]ﬁgwﬂﬂiﬂﬂg&ﬁg p?‘%giel e of
Ref er ence E%gﬁwﬂéoxg;ol 4-yl]lpropan-l-one was obtained follow1ng the

procedure of Example 2.

20 'H-NMR (CDCl3) &: 7.71 (1H, t, J = 7.5 Hz), 7.54-7.41 (4H, m),
7.38-7.16 (2H, m), 6.89 (1H, d, J = 8.1 Hz), 6.59 (1H, t, J =
74.7 Hz), 5.69 (1H, s), 3.93 (3H, s), 3.36 (2H, t, J = 7.2 Hz),
2.99 (2H, t, J = 7.2 Hz)

Example 271

25 Using the compound obtained in Example 268, white
powdery 1-[2—(2-fluoroethoxy)phenyl]—3-[2-(3—hydroxy—4-methoxy
phenyl)oxazol-4-yl]propan-1-one was obtained following the
procedure of Example 2.

TH-NMR (CDC1l3) &: 7.73 (1H, 44, J= 7.8, 1.8 Hz), 7.55-7.42 (4H, m),

30 7.05 (1H, t, J = 7.8 Hz), 6.91 (2H, d, J = 8.7 Hz), 4.91-4.88 (1H,
m), 4.75-4.72 (1H, m), 4.38-4.35 (1H, m), 4.29-4.26 (1H, m), 3.94
(3H, s}, 3.43 (2H, t, J = 7.5 Hz), 2.99 (2H, t, J = 7.5 Hz})
Example 272

Using the compound obtained in Example 269, white

35 powdery 1-[2-(2,2-difluoroethoxy)phenyl]-3-[2-(3-hydroxy-4-



-205- followed by treatnent according to the procedure of Reference Exanple
46, yielding pale yellow oily [2-(3,4-bis-difluoronethoxy

phenyl ) oxazol - 4- y1L- met hyl ani ne. 1H- NWMR (CDC13) 8: 7.92-7.88 (2H, m,
7.58 (1H, s), 7.34 (1H, d, J 5= 8.4 Hz),_6.60 (1H t, J = 75 Hz), 6.59 (1H,
t, J =75 Hz), 3. 85 (2H S) Exarrpl e 379 'i%l ng the conpound obtained in

Ref er ence 1 ﬁ’ S ne btained foll

N-[2-(3, 4-bis- uorgm)e? oxypheﬁy? >Pazo| “qRe fps obtained following the

yl met hy1] - &amdtﬁjalrpl oﬁlExmmpl@eZWas obt ai ned follow ng the procedure of
Exanmpl e 96., 1HNNEFISCD?1$) .. 8.61 (1H, br s), 8.40 (111, dd, J = 7.5, 1.5
z), 7.93-758 ) 9 70 BLilHe )47 BG (1B, b8 JHz.1755617.417 (38, 7. 31
(2H m, 6;5)0 (71Id,3 1(1HJ £, 7J5—H2).8 @zﬁ8e(blzt-6t873(2ﬂ 7§l)HZBs 2115ﬁ1r160t£2"h dd,

J 6.0, 1. %‘é( )7 conpound
obt ai ned i I?e%@reﬁc% bR -@ 9§1varﬁ)te4p8\ﬂdé¥1§ td, J = 12 %, 3.9 Hz),

N-[2- (3, 4- bi sradi(hlyog pires hynypheny! ) pxazob- 4s) ir%tgh)(b]{ ZE {jgxéb?@fs

was obtai ned followi ng the procedure 20 of |n arrple 1.
8.59 (1H, Hxegpleg233 (1H, dd, J = 7.5, 1.8 Hz), 7.94-7.88 (2H, m, 7.70

(H%;-l : 2) 607(113 7t ,BBJQ%E'%%? Og"zjé’g‘ﬁ?l?ﬁt?ﬂ’ey L‘S e 39@38’6;# d, JJ::8£3.40

Hz), 4. 19 (bmmoqropam@r ‘Gllgiel-iz)iowddrﬁ(l-((EHdlfluolcomeﬁzhexﬁZI)erEﬂaﬁpl—ez363.~

g-s I[ 2?( 4- bl S- %ngxglrj%a}rr}é )}((Iygﬁ%%?f rengg% r@kj ah Thtlngee vPas obtained

(3-net hyI p)ﬁaldpmﬁgyﬂl)qarpmadhr@nﬁ waemphbtasgned foll ow ng the 30 procedure
of Exarrple1356 1 8 8.51 (1H, br s), 7.88-7.85 (2H, m, 7.59
(1H, d, J =HgNR DC ?)5% (71ﬂ| £)25 7585 m) 307 (2046 -8P, (8Hpan).11.-50, (BH= 75
Hz), 6.57 (tlI:l, Jt = :J3=5}725) Ha).643(69, @3H, 3t.93~](ﬁ-1693 Hi):_;,gﬁs:ﬁ.? @Hy L6 =

6.3 Hz), 2.58 (3H s) 35 Exanple 382 - 206- ing the conmpound
obt ai ned i A% anpl e 347 and t he conpound obt ai ned in Reference Exanple 85,

white pgmd@g;:émbliéb{g di fluoro
met hoxy- 3- (Z, Z-di'fTuor oet hoxy) phenyl ] - oxazol - 4-yl met hyl ) - 2- et hoxy 5
benzam de was obt ai H&8¢9 oo woRgowR@ th@ééédréncﬁx@Ld@pBéom elthylIVR

(0015, 5, 8483 s gy 8. g frcobopdol 21 st O

J =281 Hzﬁ,-m@tawxmwnml)ozaaolzm—ym):opmibqnmwastQbﬂamemfeudwﬁlgﬁz)

4.64 (2H, qhgop](.%%cﬁlg—g?f ﬂﬁégﬁp%(&)(:{m td, J = 12.9, 4.2 Hz), 4.20 (2H, q, J

= 6.9 Hz) ) Exarrple 383 Usi ng t he
conpoual oE)Hailmeo[ODﬂlaaﬁrrpntAf(?lmndldl 3, 4-71g, fil.gome) 2-7 @ioet hanesy whi t e

Fg\,,\g?rz}ltrl\ll-ﬁuorog% 4))%% %ﬁ:wgﬁb@&%??ﬂi )/T’)n‘et%)?ll}-(y-{etq'roﬂ= 8.1 Hz),
6.59 (1H, t, J = 73.5 Hz), 4.18 (2H, q, J = 7.2 Hz), 3.92 (3H, s),
3.37 (2H, t, J = 7.2 Hz), 3.00 (2H, t, J = 7.2 Hz), 1.49 (3H, t,
J = 7.2 Hz)
25 Example 275

Using the compound obtained in Example 271 and 2-
bromopropane, white powdery 1-(2-fluorcethoxyphenyl)-3-[2-(3-
isopropoxy-4-methoxyphenyl)oxazol-4-yl]propan-1-one was obtained
following the procedure of Example 3.

30 'H-NMR (CDC1l;) &: 7.73 (1H, d, J = 7.2 Hz}, 7.58-7.54 (2H, m)},
7.45-7.41 (2H, m), 7.04 (1H, t, J = 7.2 Hz), 6.92 (2H, t, J = 8.1
Hz), 4.81 (2H, dt, J = 47.4, 4.2 Hz), 4.64-4.60 (1H, m), 4.32 (2H,
dat, J = 23.1, 4.2 Hz}, 3.89 (3H, s}, 3.43 (2H, t, J = 7.2 Hz),
3.00 (2H, t, J = 7.2 Hz), 1.39 (6H, d, J = 5.7 Hz)

35 Example 276 '




benzam de was obtained foll ow ng the procedure of Exanple 348. 1H NWR

(CDC13) 8: 8.56 (1H, br s), 8.24 (1H, dd, J = 7.8, 1.8 Hz), 7.75-7.68 (3H,
m, 7.46-7.40 (1H, m, 7.30 (1H d, J = 8.4 Hz), 7.08 (1H, t, J = 8.1 Hz),
6.96 (1H, d, J = 8.1 Hz), 6. 60 (1H t, 20J = 74.1 Hz), 4.63 (2H, d, J =5.4
Hz), 4.49 (2H, q, J 8.1 Hz), 4.20 (2H, ?:P“J—69Hz) 1.50 (3H, t, J =

6.9 Hz) Exanple t he. conmpoun I ned in Exanple 17
and 2- br omo propgﬁsen Ihor?or%oungsOggflflﬁe‘%lf‘ﬁf"ﬁﬂg%éﬁs@ﬁpoﬁo ROy ) 25
oxazolj 4- yll}smidlyel] Tvametquargom pani Souwmas - ebym:qed-fg@lth@xyﬁgeﬂ dd.
D8 1 2 PO AT b A Ry oT R e pHepTH PR penoLodig 545 d, 3 = 6.4
Hz), 4.68 (dﬁ'&,alsléﬂt followiry 3hbZprodedifte( 3, EQamphe 2. 7 Hz), 3.89 (3H,

30s), 2.76, 2 1.41 (6H, d, J = 6.3 Hz) Exanple 385 Usi ng t he
corrpouné ob amﬁﬁd ¢‘?FJE>la§r’pl7e 7§4?1Iéndﬂ(b7refnﬁn’étﬂﬁ§d ) CAEBeBUSANEZH W)t e
powdery N-[2 4(53*704@ p@ﬂlt Mﬂ)m?bh%y 1H, t, J = o thad 3B

obt ai ned f df3)owifn rdéedmi e %-1‘21E>5a|$ﬁ| €21348n) 4.B07(25, I NVR= 47.4,

AR br4537242?‘?£l o 8 e ats2 Pslrih (Fedin )

Hz), 6. 96( 1Hzd,,J3=80 1(3#) 9., 63 Q3=(72H H),, 4. 64124}&)4 3504 ¢44),, 4:.,19(2I-'l7_qs, J =
4.08(2H,d, 6 Hrr) 2.19-2.12 2.04-1.87(4H, M, 1. 50(3H,t,J =
6.9 Hr élrzaz) 5'2§241§E312 (? 6. 9Hz), (2H m, The cheni cal
structures Examphie 29hpounds obt ai ned above in the Reference Exanples and

Exanpl es are Sh0\641 beI v i n_Tabl gs 1 to 40.. -208-  Table 1 0
si he compound obtained in Example 271 and isobutyl

-4-di fl uoronet hOXé 23/10) oxazol - 4=yl ‘met'hyl ] - 2 etmoxybenzaﬁ

bromide, white powdery 1-[2-(2-fluorcethoxy)phenyl]-3-[2-(3-
' isobutoxy-4-methoxyphenyl)oxazol-4-yl]propan-1-one was cobtained

15 following the procedure of Example 3.
'H-NMR (CDCl:) §: 7.73 (1H, dd, J = 7.8, 1.8 Hz), 7.57-7.51 (2H,
m), 7.48-7.42 (2H, m), 7.40 (1H, t, J = 7.5 Hz), 6.92 (2H, t, J =
8.7 Hz)}, 4.8l (2H, dt, J = 47.4, 4.2 Hz), 4.32 (2H, 4t, J = 23.1,
4.2 Hz), 3.90 (3H, s}, 3.84 (2H, 4, J = 6.9 Hz), 3.43 (2H, t, J =

20 7.5 Hz}, 3.00 (2H, t, J = 7.5 Hz), 2.23-2.14 (1H, m), 1.04 (6H, 4,
J 5.7 Hz)
Example 278

Using the compound obtained in Example 272 and 2-
bromopropane, white powdery 1-{2-(2,2-difluoroethoxy)phenyl]-3-
25 [2-(3-isopropoxy-~4-methoxyphenyl)oxazol-4-yl]propan-1l-one was
obtained following the procedure of Example 3.
'H-NMR (CDCl,) 8: 7.74 (1H, dd, J = 7.5, 1.8 Hz), 7.59-7.44 (3H,
m), 7.41 (1H, s}, 7.08 (1H, t, J = 7.5 Hz), 6.91 (1H, 4, J = 8.4
Hz), 6.22 (1H, tt, J 54.6, 3.9 Hz) 4.65 (1H, sept., J = 6.0 Hz),
300 4.29 (2H, td, J = 12.9, 3.9 Hz), 3.90 (3H, s) 3.38 (2H, t, J =
7.5 Hz)} 2.99 (2H, t, = 7.5 Hz) 1.40 (6H, 4, J = 6.0 Hz)

oW

Example 279

Using the compound obtained in Example 272 and 1-
bromopropane, white powdery 1-[2-(2,2-difluoroethoxy)phenyl]-3-
35 [2-(3-propoxy-4-methoxyphenyl)oxazol-4-yl]propan-1-one was



Ex. No. Ra Rb 5 Methyl Benzyl 11 Methyl Th1l7 17 Met hyl
.--- 23 Methyl -CH2CF3 32 -CH2CF3 Th17, 35 Ethyl Ethyi 38 Methyl

Met hyl 44 - CHF2 Benzyl 55 Benzyl Benzyl 58 Met hyl

10

i5

20

25

30

35

-171-

obtained following the procedure of Example 3.

"H-NMR (CDCl;) &: 7.74 (1H, dd, J = 7.8, 1.8 Hz), 7.61-7.43 (3H,
m), -7.41% (1H, s), 7.08 (1H, t, J = 7.5 Hz), 6.92-6.89 (2H, m),
6.23 (1H, tt, J = 54.6, 3.9 Hz), 4.29 (2H, td, J = 12.9, 3.9 Hz),
4.06 (2H, t, J = 6.9 Hz), 3.91 (3H, s), 3.38 (2H, t, J = 7.5 Hz),
2.99 (2H, t, J =7.5Hz), 1.90 (2H, gqt, J = 7.2 Hz), 1.06 (3H, t,
J = 7.2 H=z)

Example 280

Using the compound obtained in Example 272 and ethyl
iodide, white powdery 1-12-(2,2~-difluoroethoxy)phenyl]-3-[2-(3-
ethoxy-4-methoxyphenyl)oxazol-4-yl]propan-1l-one was obtained
following the procedure of Example 3.

"H-NMR (CDCls) 8: 7.74 (1H, dd, J = 7.8, 1.8 Hz), 7.61-7.44 (3H,
m), 7.41 (1H, s), 7.08 (1H, t, J = 7.8 Hz), 6.93-6.90 (2H, m),
6.23 (1H, tt, J = 54.6, 3.9 Hz) 4.29 (2H, td, J = 12.9, 3.9 Hz),
4.18 (2H, gq. J = 6.9 Hz), 3.92 (3H, s), 3.38 (2H, t, J = 7.5 Hz),
2.99 (2H, t, J 7.5 Hz), 1.50 (3H, t, J = 6.9 Hz)

Example 281

Using the compound obtained in Example 272 and ally

bromide, white powdery 3-[2-{3-allyloxy-4-methoxyphenyl)oxazol-4-
y1l-1-[2-(2,2-difluoroethoxy)phenyl |]propan-1-one was obtained
following the procedure of Example 3.
'H-NMR (CDC1;) &: 7.74 (1H, dd, J = 7.8, 1.8 Hz), 7.60-7.44 (3H,
m), 7.41 (1H, s), 7.08 (1H, t, J 7.5 Hz), 6.94-6.89 (2H, m),
6.41-6.04 (2H, m), 5.44 (1H, 44, J 17.4, 1.5 Hz), 5.31 {1H, 44,
J =10.2, 1.5 Hz), 4.29 (2H, td, J 12.9, 3.9 Hz), 3.92 (3H, s),
3.38 (2H, t, J =7.2 Hz), 2.99 (2H, t, J = 7.2 Hz)

Example 282

Using the compound obtained in Example 272 and 4-bromo-
i-butene, white powdery 3-[2-(3-but-3-enyloxy-4-methoxyphenyl)
oxazol-4—yl]—1—[2—(2,2-difluoroethoxy)phenyl]propan~l—one was
obtained following the procedure of Example 3.

'H-NMR (CDC13} &: 7.75 (1lH, dd, J = 7.8, 1.8 Hz}, 7.60-7.44 (3H,
m), 7.42 (14, s), 7.09 (1H, t, J = 7.5 Hz), 6.93-6.89 (2H, m),
6.23 (1H, tt, J = 54.6, 3.9 Hz), 5.99-5.85 (1H, m), 5.23-5.10 (2H,
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m), 4.29 (2H, td, J = 12.9, 3.9 Hz), 4.14 (24, &, J = 7.2 Hz),
3.91 (3H, s), 3.39 (24, t, J = 7.2 Hz), 2.99 (2H, t, J = 7.2 Hz),
2.68-2.60 {2H, m)

Example 283

Using the compound obtained in Example 272 and
(bromomethyl)cyclopropane, white powdery 3-[2-(3-cyclopropyl
methoxy—4—methoxyphenyl)oxazol—4—y1]-l—[2—(2,2—difluoroethoxy)
phenyllpropan-l-one was obtained following the brocedure of
Example 3.

'H-NMR (CDCl3) d: 7.75 (1H, dd, J = 7.8, 1.8 Hz), 7.58-7.44 (3H,
m), 7.41 (1H, s), 7.09 (1H, t, J = 7.5 Hz), 6.93-6.90 (2H, m),
6.24 (1H, tt, J = 54.6, 3.9 Hz), 4.29 (2H, td, J = 12.9, 3.9 Hz),
3.94-3.91 (5H, m}, 3.39 (2H, t, J = 7.2 Hz), 2.99 (2H, t, T = 7.2
Hz), 1.43-1.33 (1H, m), 0.70-0.63 (2H, m), 0.41-0.35 (2H, m)
Example 284 '

Using the compound obtained in Example 272 and the
compound obtained in Reference Example 85, white powdery 3-{2-[3-
(2,2—difluoroethoxy)—4—methoxyphenyl]oxazol—4~yl}—l-[2—(2,2~
difluoroethoxy)phenyl]lpropan-1-one was obtained following the
procedure of Example 3.
'H-NMR (CDCl;) &: 7.74 (1H, dd, J = 7.8, 1.8 Hz), 7.65 (1H, ad, J
= 7.8, 1.8 Hz)}, 7.50 (1H, 4, J = 2.1 Hz), 7.50-7.42 (1H, m), 7.42
(1H, s), 7.08 (1H, t, J = 7.5 Hz), 6.96-6.89 (2H, m), 6.42-5,95
(2H, m), 4.35-4.23 (4H, m), 3.92 (3H, s), 3.39 (2H, t, J 7.5
Hz), 3.00 (2H, t, J = 7.5 Hz)

Example 285

Using the compound obtained in Example 272 and isobutyl
bromide, white powdery 1-[2-(2,2-difluorcethoxy)phenyl]-3-[2-(3-
isobutoxy-4-methoxyphenyl)oxazol—4uyl]—propan-l—one was obtained
following the procedure of Example 3.

'H-NMR (CDCls) &: 7.74 (1H, d, J = 7.5 Hz), 7.57-7.44 (3H, m),
7.41 (1H, s}, 7.08 (1H, t, J = 7.5 Hz), 6.92-6.89 (2H, m), 6.23
(1H, tt, J = 54.6, 3.9 Hz), 4.29 (2H, td, J = 12.9, 3.9 Hz}, 3.90
(3H, s), 3.85 (2H, 4, J = 6.6 Hz), 3.38 (2H, t, J = 7.5 Hz), 2.99
(2H, t, J = 7.5 Hz), 2.19 (1H, gt, J = 6.6 Hz), 1.05 (64, 4, J =
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6.6 Hz)
Example 286

Using the compound obtained in Reference Example 35 and
the compound obtained in Reference Example 70, pale yellow oily
3—[2—(3,4—diethoxyphenyl)oxazol-4~yl]—l—(2-methoxymethoxyphenyl)
propan-1-one was obtained following the procedure of Example 190.
'H-NMR (CDC1l;) 8: 7.66 (1H, dd, J = 7.8, 1.8 Hz), 7.56-7.38 (3H,
m}, 7.17 (1H, 4, J = 8.4 Hz), 7.04 (1H, £, J = 7.5 Hz), 6.92-6.88
(2H, m), 5.26 (2H, s), 4.21-4.08 (4H, m), 3.49 (3H, s), 3.40 (2H,
t, d = 7.2 Hz}, 3.00 (2H, t, J = 7.2 Hz), 1.51-1.45 (6H, m)
Example 287

Using the compound obtained in Example 286, white
powdery 3-[2-(3,4-diethoxyphenyl)oxazol-4-yl]-1-(2-hydroxyphenyl)
propan-l-one was obtained following the procedure of Example 266.
'H-NMR (CDCl;) &: 12.25 (1H, s), 7.82 (1H, dd, J = 8.1, 1.5 Hz),
7.60-7.43 (4H, m), 6.98 (1H, d, J = 8.4 Hz), 6.92-6.86 (2H, m),
4.21-4.10 (4H, m), 3.44 (2H, t, J = 7.2 Hz), 3.03 (2H, t, J = 7.2
Hz), 1.51-1.43 (6H, m)

Example 288

Using the compound obtained in Example 287 and
chlorodifluoromethane, white powdery 3-[2-(3,4-diethoxyphenyl
oxazol-4-yl)-1-(2-difluoromethoxyphenyl)propan-1l-one was obtained
following the procedure of Example 19.

'H-NMR (CDCl;) &: 7.51 (1H, 4, J = 8.7 Hz), 7.60-7.45 (3H, m),
7.30 (1H, s), 7.28-7.19 (2H, m), 6.90 (1H, 4, J = 8.7 Hz}, 6.58
(1H, £, J = 75 Hz), 4.15 (44, g, J = 7.2 Hz) 3.36 (2H, £, J = T7.2
Hz), 3.00 (2H, t, J = 7.2 Hz), 1.47 (6H, t, J = 17.2 Hz)

Example 289

Using the compound obtained in Example 287 and the
compound obtained in Reference Example 84, white powdery 3-[2-
(3,4—diethoxyphenyl)oxazol«4-yl]~l—[2—(2~fluoroethoxy)phenyl]
propan-l-one was obtained following the procedure of Example 3.
'H-NMR (CDC1;) &: 7.74 (1H, d&d, J = 7.8, 1.8 Hz), 7.56-7.41 (4H,
m), 7.04 (1lH, td, J = 7.5, 0.9 Hz), 6.95-6.88 (2H, m), 4.81 (2H,
at, J = 47.1, 4.2 Hz), 4.32 (2H, dt, J = 27.3, 4.2 Hz}, 4.21-4.10

39
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(4H, m), 3.43 (2H, t, J = 7.2 Hz) 3.00 (2H, t, J = 7.2 Hz) 1.50-
1.45 (6H, m)
Example 290

Using the compound obtained in Example 287 and the
5 compound obtained in Reference Example 85, white powdery 3-[2-
(3,4-diethoxyphenyl)oxazol-4-yl]-1-[2-(2,2-difluoroethoxy)phenyl]
propan-l-one was obtained following the procedure of Example 3.
'H-NMR (CDC1;) 8: 7.74 (1H, d&d, J = 7.5, 1.8 Hz), 7.56-7.43 (3H,
m), 7.41 (1H, s), 7.08 (1H, t, J = 7.5 Hz), 6.90 (1H, 4, J = 7.8
10 Hz), 6.23 (1H, tt, J = 54.9, 3.9 Hz), 4.29 (2H, td, J = 13.2, 3.9
Hz), 4.21-4.10 (4H, m), 3.38 (2H, t, J = 7.5 Hz) 2.98 (2H, t, J
7.5 Hz), 1.50-1.45 (6H, m)

Example 291

A 0.2 g quantity of the compound obtained in Example 223
15 and 0.1 ml of triethylamine were dissolved in 5 ml of
dichloromethane, 0.1 ml of acetyl chloride was added to the
obtained solution, and the mixture was stirred for 6 hours at
room temperature. At the completion of the reaction, water was
added to the reaction mixture, and the obtained mixture was
20 extracted with ethyl acetate. The organic layer was washed twice
with water, and the solvent was distilled off. The residue was
purified using a silica gel column {n-hexane:ethyl acetate = 2:1),
and the obtained crude crystals were recrystallized with ethanol,
thereby yielding 15 mg of white powdery 2-{3-[2-(3-isopropoxy-4-
25 methoxyphenyl)oxazol-4-yl]propionyl}phenyl acetate.
'H-NMR (CDC1;) &8: 7.83 (IH, dd, J = 7.8, 1.5 Hz}, 7.60-7.50 (3H,
m), 7.42 (1H, s), 7.34-7.28 (1H, m), 7.12 (1H, d4d, J = 8.1, 0.9
Hz), 6.92 (1H, d, J = 8.4 Hz)}, 4.69-4.61 (1H, m}, 3.90 (3H, s),
3.32 (2H, t, J 7.2 Hz), 2.97 (2H, t, J = 7.2 Hz), 2.35 (3H, s),
30 1.40 (6H, &, J 6.0 Hz)

Example 292

Using the compound obtained in Reference Example 35 and
1-(2-trifluoromethoxyphenyl)ethanone, white powdery 3-[2-(3,4-
diethoxyphenyl)oxazol-4-yl]-1-(2-trifluoromethoxyphenyl)propan-1-

35 one was obtained following the procedure of Example 190.
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'H-NMR (CDC13) 8: 7.70 (1H, dd, J = 7.8, 1.8 Hz), 7.58-7.41 (3H,
m), 7.38 (1H, s), 7.35-7.29 (2H, m), 6.90 (1H, 4, J = 8.4 Hz),
4.20-4.10 (4H, m), 3.34 (2H, t, J = 6.9 Hz), 3.00 (2H, t, J = 6.9
Hz), 1.48 (6H, t, J = 6.9 Hz)

Example 293

Using the compound obtained in Reference Example 11 and

1-(2-trifluoromethoxyphenyl)ethanone, white powdery 3-[2-(3-
cyclopropylmethoxy-4-methoxyphenyl)oxazol-4-y1]-1-(2-trifluoro
methoxyphenyl )propan-1-one was obtained following the procedure
of Example 190.
'H-NMR (CDCls) &: 7.70 (1H, d, J = 8.7 Hz), 7.57-7.53 (3H, m),
7.49 (1H, s), 7.42-7.30 (2H, m), 6.90 (1H, 4, J = 8.7 Hz), 3.94-
3.91 (5H, m), 3.34 (2H, t, J = 7.2 Hz) 3.00 (2H, t, J = 7.2 Hz),
1.42-1.30 (1H, m), 0.67-0.64 (2H, m), 0.40-0.36 (2H, m)

Using the compound obtained in Reference Example 35 and
the corresponding acetophenone derivatives, compounds of Examples
294 to 299 were obtained following the procedure of Example 190.
Example 294

3-[2—(3,4—diethoxyphenyl)oxazol-4-yl]-1-(2,5—dimethoxyphenyl)
propan-l-one |

White powder

1H-NMR (CDC13) O: 7.57-7.52 (2H, m), 7.40 (1H, s), 7.01 (1H, 44,
J = 9.0, 3.3 Hz), 6.90 (2H, t, J = 8.4 Hz), 4.20-4.10 (4H, m),
3.85 (3H, s), 3.78 (3H, s), 3.39 (2H, t, J = 7.2 Hz), 2.98 (2H, t,
J="7.2 Hz), 1.47 (6H, t, J = 6.9 Hz)

Example 295

3~[2-(3,4-diethoxyphenyl)oxazol—4—yl]—1-(2—ethoxy-5-methylphenyl)
propan-l-one

White powder

'H-NMR (CDCls) 8: 7.61-7.49 (3H, m), 7.40 (1H, s), 7.25-7.20 (24,
m), 6.90 (1H, 4, J = 8.1 Hz), 6.83 (1H, d, J = 8.4 Hz), 4.21-4.06
(6H, m), 3.41 (2H, t, J = 7.5 Hz), 2.99 (2H, t, J = 7.5 Hz), 2.28
(3H, s), 1.53-1.40 (9H, m)

Example 296
3-[2—(3,4—diethoxyphenyl)oxazol—4—yl]~1-(2,4-dimethylphenyl)
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propan-1-one

Colorless powder

"H-NMR (CDC13) 8: 7.63 (1H, d, J = 8.4 Hz), 7.54 (lH, dd, J = 8.4,
1.8 Hz), 7.51 (1H, d, J = 1.8 Hz), 7.42 (1H, s), 7.06-7.02 (2H,
m), 6.90 (1H, d, J = 8.4 Hz), 4.17 (2H, q, J = 6.9 Hz), 4.14 (2H,
q, J = 6.9 Hz), 3.30 (2H, t, J = 7.2 Hz), 2.99 (2H, t, J = 7.2
Hz), 2.49 (3H, s), 2.34 (3H, s), 1.48 (6H, t, J = 6.9 Hz)

Example 297

3—[2-(3,4-diethoxyphenyl)oxazol-4—yl]—1-(2,5—dimethylphenyl)
propan-1-one

Colorless needle crystals

'H-NMR (CDC13) &: 7.55 (1H, br s, J = 8.7 Hz), 7.52 (1H, br s),
7.44 (1H, br 4, J = 8.7 Hz), 7.17-7.09 (2H, m), 6.90 (1H, d, J =
8.7 Hz), 4.17 (2H, q, J = 6.9 Hz), 4.14 (2H, g, J = 6.9 Hz), 3.29
(2H, t, J = 7.2 Hz), 2.99 (2H, t, J = 7.2 Hz), 2.44 (3H, s), 2.33
(3H, s}, 1.47 (6H, t, J = 6.9 Hz)

Example 298

3~[2—(3,4~dieth02yphenyl)oxazol—4—yl]-l—(2—ethoxy—4-methylphenyl)
propan-1-one

White powder

'H-NMR (CDCl;) &: 7.66 (1H, d, J = 7.8 Hz), 7.60-7.51 (2H, m),
7.39 (1H, s), 6.90 (1H, 4, J = 8.4 Hz), 6.79 (1H, d, J = 8.4 Hz),
6.73 (1H, s), 4.21-4.08 (6H, m), 3.40 (2H, t, J = 7.2 Hz), 2.98
(2H, t, J = 7.2 Hz), 2.36 (3H, s), 1.53-1.45 (9H, m)

Example 299

3—[2—(3,4-diethoxyphenyl)oxazol-4-yl]—1—(2-ethoxy—4-fluorophenyl)
propan-l-one

Colorless needle crystals

TH-NMR (CDC1l3) &: 7.78 (1H, dd, J = 8.7, 7.2 Hz), 7.54 (1H, 44, J
= 8.4, 2.1 Hz), 7.51 (1H, 4, J = 2.1 Hz), 7.39 (1H, br s)., 6.90
(1H, 4, J = 8.4 Hz), 6.71-6.61 (2H, m), 4.16 (2H, g, J = 6.9 Hz),
4.14 (2H, q, J = 6.9 Hz), 4.11 (2H, q, J = 6.9 Hz), 3.39 (2H, t,
J = 7.2 Hz), 2.98 (2H, t, J = 7.2 Hz), 1.49 (3H, £, J = 6.9 Hz),
1.47 (6H, t, J = 6.9 Hz)

Example 300
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The compound obtained in Reference Example 54 and methyl

(2-methoxymethyl )benzoate were used and treated following the
procedure of Example 100, followed by treatment according to
Reference Example 48, yielding white powdery 3-[2-(3,4-diethoxy
phenyl)oxazol-4-yl}-1-(2-methoxymethylphenyl)propan-1-one.
'H-NMR (CDC1;) 8: 7.74 (1H, dd, J = 7.8, 1.2 Hz), 7.64-7.27 (6H,
m), 6.91 (1H, d, J = 8.4 Hz), 4.73 (2H, s), 4.21-4.10 (4H, m},
3.43 (3H, s), 3.34 (2H, t, J = 7.2 Hz), 3.00 (2H, t, J = 7.2 Hz),
1.51-1.43 (6H, m)

Using the compound obtained in Reference Example 54 and
the corresponding methyl benzoate derivatives, compounds of
Examples 301 to 303 were obtained following the procedure of the

Example 300.

Example 301

3—[2—(3,4—diethoxyphenyl)oxazol-4~yl]—1—(2—ethylphenyl)propan-l—
one

'H-NMR (CDC1;) &: 7.62-7.51 (4H, m), 7.43 (iH, s), 7.38-7.30 (2H,
m), 6.90 (1H, 4, J = 8.7 Hz), 4.18-4.13 (4H, m), 3.31 (2H, t, J =
7.2 Hz), 3.00 (2H, t, J = 7.2 Hz), 2.81 (2H, g, J = 7.5 Hz), 1.48
(6H, t, J = 6.9 Hz), 1.20 (3H, t, J = 7.5 Hz)

Example 302
3-[2-(3,4—diethoxyphenyl)oxazol-4-yl]—l~(2,3~dimethoxyphenyl)

propan-l-one

'H-NMR (CDbC1l3) 8: 7.56-7.51 (2H, m), 7.41 (1H, s), 7.18-7.01 (3H,
m), 6.90 (1H, 4, J = 8.4 Hz), 4.21-4.10 (4H, m), 3.89 (6H, s),
3.38 (2H, t, J = 7.2 Hz), 2.99 (2H, t, J = 7.2 Hz), 1.48 (6H, t,
Jd = 6.9 Hz)

Example 303

3-[2~(3,4—diethoxyphenyl)oxazol~4—yl]—1-(2—ethoxy~3-methylphenyl)
propan-1i-one _

'H-NMR (CDC1;} 6: 7.55-7.51 (2H, m), 7.40 (1H,s), 7.36-7.29 (2H,
m), 7.04 (1H, t, J = 7.2 Hz), 6.90 (1H, d, J = 8.1 Hz), 4.20-4.11
(4H, m), 3.83 (2H, q, J = 7.5 Hz), 3.39 (2H, t, J 7.2 Hz), 2.98
(2H, t, J = 7.2 Hz), 2.30 (3H, s), 1.48 (6H, t, d 6.9 Hz), 1.26
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(3H, t, J = 6.9 Hz)
Example 304

Using the compound obtained in Reference Example 58 and
1-(2-ethoxy-4-fluorophenyl)ethanone, pale yellow powdery 1-(2-
5 ethoxy-4-fluorophenyl)-3-[2-(3-ethoxy-4-methoxyphenyl)oxazol-4-
yl]propan-l-one was obtained following the procedure of Example
190.
H-NMR (CDC1;) &: 7.77 (1H, t, J = 7.8 Hz), 7.56 (1H, dd, J = 8.4,
1.8 Hz), 7.51 (1H, d, J = 1.8 Hz), 7.40 (1H, s}, 6.91 (1H, 4, J =
10 8.4 Hz), 6.71-6.61 (2H, m), 4.21-4.07 (4H, m ), 3.92 (3H, s),
3.39 (2H, t, J =7.2 Ez), 2.98 (24, t, J = 7.2 Hz), 1.52-1.47 (6H,
{ m)

Example 305

Using the compound obtained in Reference Example 58 and
15 1-{4-fluoro-2-isopropoxyphenyl)ethanone, colorless oily 3-{2-(3-
ethoxy-4-methoxyphenyl)oxazol-4-yl]-1-(4-fluoro-2-isopropoxy
phenyl)propan-l-one was obtained following the procedure of
Example 190.
'H-NMR (CDCls) &: 7.77 (1H, t, J = 7.8 Hz), 7.57 (1H, dd, J = 8.4,
20 1.8 Hz), 7.51 (1H, 4, J = 1.8 Hz), 7.40 (1lH, s), 6.91 (1H, 4, J =
8.4 Hz), 6.71-6.61 (2H, m}, 4.63 (1H, sept, J = 6.0 Hz), 4.18 (2H,
g, J = 6.9 Hz), 3.92 (3H, s), 3.38 (2H, t, J = 7.2 Hz), 2.98 (2H,
t, J = 7.2 Hz), 1.50 (3H, t, J = 6.9 Hz), 1.42 (6H, 4, J = 6.0
Hz)
25 Example 306

Using the compound obtained in Reference Example 68 and
1-(2-ethoxy-5-methylphenyl)ethanone, white powdery 1-(2-ethoxy-5-
methylphenyl)-3-[2-(3-isopropoxy-4-methoxyphenyl)oxazol-4-yl1]
propan-l-one was obtained following the procedure of Example 190.

30 'H-NMR (CDC1;) &: 7.60-7.40 (3H, m), 7.39 (1H, s), 7.24-7.19 (1H,
m), 6.91 (1H, d, J = 8.1 Hz), 6.83 (1H, 4, J = 8.4 Hz), 4.69-4.58
(1H, m), 4.10 (2H, g, J = 6.9 Hz), 3.89 (3H, s), 3.41 (2H, t, J =
7.2 Hz), 2.98 (2H, t, J = 7.2 Hz), 2.29 (3H, 5), 1.48-1.38 (9H,
m)

35 Exzample 307
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Using the cdmpound obtained in Reference Example 68 and
1-(2-ethoxy-4-methylphenyl)ethanone, white powdery 1-{2-ethoxy-4-
methylphenyl)—3—{2—(3—isopropoxy-4-methoxyphenyl)oxazol~4-yl]
propan-l—oﬁe was obtained following the procedure of Example 190.

5 'H-NMR (CDCl;) &: 7.66 (1H, 4, J = 8.1 Hz), 7.59-7.53 (2H, m),
7.39 (1H, s), 6.91 (1H, 4, J = 8.4 Hz), 6.79 (1H, d, J = 8.1 Hz),
6.73 (1H, s), 4.58-4.71 (1H, m), 4.12 (24, g, 4 = 6.9 Hz), 3.90
(1H, s) 3.40 (2H, t, J = 7.5 Hz), 2.98 (2H, t, J = 7.5 Hz), 2.36
(3H, s), 1.48 (3H, t, J = 6.9 Hz), 1.40 (6H, d, J = 6.0 Hz)

10 Example 308

Using the compound obtained in Example 136 and
chlorodifluoromethane, white powdery 3-[2-(3-difluoromethoxy-4-
methoxyphenyl)oxazol-4-yl]~1-(3-methylpyridin-2-yl)propan-1-one
was obtained following the procedure of Example 4.

15 'H-NMR (CDC1;) 6: 8.50 (1H, m), 7.83 (IH, d4d, J = 8.4, 2.1 Hz),
7.78 (1H, 4, J = 2.1 Hz), 7.58 (l1H, d, J = 7.8 Hz), 7.47 (1H, s),
7.32 (1H, m), 7.00 (1H, 4, J 8.4 Hz), 6.58 (1H, t, J 74.7 Hz),
3.93 (3H, s), 3.59 (2H, t, J = 7.2 Hz), 3.00 (24, t, J 7.2 Hz),
2.57 (3H, s)

20 Example 309

Using the compound obtained in Example 136 and the
compound obtained in Reference Example 85, white powdery 3-{2-[3-
(2,2-difluoroethoxy)-4~methoxyphenyl]oxazol-4-yl}—1—(3—methyl
pyridin-2-yl)propan-l-one was obtained following the procedure of
25 Example 3.

I

'H-NMR (CDCls;) &: 8.50 (1H, dd, J = 4.5, 0.9 Hz), 7.66 (lH, dd, J

= 8.4, 2.1 Hz), 7.60-7.54 (2H, m), 7.46 (1H, s), 7.35-7.31 (iH,

m), 6.94 (1H, d, J = 8.7 Hz), 6.16 (1H, tt, J = 54.9, 1.2 Hz)

4.29 (2H, td, J = 12.9, 1.2 Hz), 3.92 (3H, s), 3.6l (2H, t, J =
30 6.9 Hz), 3.01 (2H, t, J = 6.9 Hz), 2.58 (3H, s)

Example 310

Using the compound obtained in Example 136 and the
compound obtained in Reference Example 84, white powdery 3-{2-[3-
(2—fluoroethoxy)—4—methoxyphenyl]oxazol—4—yl}-l—(3—methylpyridin—

35 2-yl)propan-l-one was obtained following the procedure of Example
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3.
'H-NMR (CDC1;) &: 8.50-8.49 (1H, m), 7.63-7.54 (3H, m), 7.45 (1H,
s), 7.34-7.27 (1H, m), 6.93 (1H, d, J = 8.7 Hz), 4.88 (1H, t, J =
4.2 Hz), 4.72 (1H, t, J = 4.2 Hz) 4.39 (1H, t, J = 4.2 Hz), 4.30
(i1H, t, J = 4.2 Hz), 3.92 (3H, s), 3.60 (2H, t, J = 7.2 Hz), 3.00
(2H, t, J = 7.2 Hz), 2.57 (3H, s)

Example 311
Using the compound obtained in Example 136 and 2-

bromobutane, yellow oily 3-[2-(3-sec-butoxy-4-methoxyphenyl)
oxazol-4-yl]-1-(3-methylpyridin-2-yl)propan-1-one was obtained

following the procedure of Example 3.

'H-NMR (CDCl;) &: 8.50 (1H, dd, J = 4.5, 1.2 Hz), 7.59-7.55 (34,
m), 7.54 (1H, s), 7.45-7.30 (1H, m), 6.91 (1H, d, J = 8.4 Hz ),
4.43-4.37 (1H, m), 3.89 (3H, s), 3.60 (2H, t, J = 7.5 Hz ), 3.01
(2H, t, 3 = 7.5 Hz ), 2.57 (3H, s), 1.86-1.62 (2H, m), 1.34 (3H,
d, J = 6.6 Hz), 1.00 (3H, t, J = 6.6 Hz)

Example 312

Using the compound obtained in Example 136 and 3-
bromopentane, white powdery 3-{2-[3-(1l-ethylpropoxy)-4-methoxy
phenyl]oxazol-4-yl}-1-{3-methylpyridin-2-yl)propan-1-one was
obtained following the procedure of Example 3.

'H-NMR (CDCl;) &: 8.50 (1H, dd, J = 4.5, 1.2 Hz), 7.61-7.53 (3H,
m), 7.45 (1H, s), 7.34-7.30 (1H, m), 6.91 (1H, &, J = 8.1 Hz ).
4.28-4.20 (1H, m), 3.89 (3H, s), 3.60 (2H, t, J = 7.5 Hz 1. 3.01
(2H, t, J = 7.5 Hz ), 2.57 (3H, s), 1.78-1.68 (4H, m), 0.98 (6H,
t, J = 6.6 Hz)

Example 313

Using the compound obtained in Example 101 and

chlorodifluoromethane, white powdery 3-[2-(3-~difluoromethoxy-4-
methoxyphenyl)oxazol-4-yl]-1-(2-ethoxyphenyl)propan-1l-one was
obtained following the procedure of Example 4.
'H-NMR (CDC1;) 6: 7.85-7.80 (2H, m), 7.70 (1H, m), 7.50-7.40 (2H,
m), 7.0-6.9 (3H, m), 6.58 (1H, t, J = 74.4 Hz}, 4.14 (2H, qgq, J
6.9 Hz), 3.93 (3H, s), 3.42 (2H, t, J = 7.2 Hz), 2.99 (2H, t, J
7.2 Hz), 1.48 (3H, t, J = 6.9 Hz)
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Example 314

Using the compound obtained in Example 10l and the
compound obtained in Reference Example 85, white powdery 3-{2-[3-
(2,2—difluoroethoxy)—4—methoxyphenyl]oxazol—4~yl}—l—(2—ethoxy
5 phenyl)propan-l-one was obtained following the procedure of
Example 3. _
H-NMR {(CDC13) &: 7.73-7.63 (2H, m), 7.55 (1H, &, J = 2.1 Hz),
7.46-7.39 (2H, m), 7.01-6.91 (3H, m), 6.16 (1H, tt, J = 54.9, 1.2
Hz), 4.29 (2H, td, J = 12.9, 1.2 Hz), 4.14 (2H, g, J = 6.9 Hz),
10 3.91 (3H, s), 3.43 (24, t, J = 7.2 Hz), 3.00 (2H, t, J = 7.2 Hz),
1.48 (3H, t, J = 7.2 Hz)
Example 315

Using the compound obtained in Example 101 and the
compound obtained in Reference Example 84, white powdery 1-(2-
15 ethoxyphenyl)—3-{2-[3—(Z—fluoroethoxy)~4-methoxyphenyl]oxazol-44
yl}propan-l-one was obtained following the procedure of Example 3.
'H-NMR (CDCl13) §: 7.69 (1H, dd, J = 7.8, 1.8 Hz), 7.61 (1H, 44, J
= 8.4, l.é Hz), 7.55 (1H, s), 7.44-7.39 (2H, m), 7.00-6.91 (3H,
m), 4.81 (2H, dt, J = 47.4, 4.2 Hz), 4.32 (2H, dt, J = 23.1, 4.2
20 Hz), 4.17-4.10 (2H, m), 3.90 (3H, s), 3.41 (24, t, J = 7.2 Hz),
2.99 (2H, t, J = 7.2 Hz), 1.46 (3H, t, J = 5.7 Hz)

Reference Example 86

Using the compound obtained in Reference Example 59 and
the compound obtained in Reference Example 85, white powdery
25 ethyl 4-benzyloxy-3-(2,2-difluoroethoxy)benzoate was obtained
following the procedure of Example 4.
'H-NMR (CDCls) 8: 7.71 (1H, dd, J = 8.4, 2.1 Hz), 7.61 (1H, d, J =
2.1 Hz), 7.44-7.29 (5H, m), 6.95 (1H, d, J = 8.4 Hz), 6.11 (1H,
tt, J = 54.9, 4.2 Hz), 5.19 (24, s), 4.38-4.21 (4H, m}, 1.39 (3H,
30 t, Jd = 7.2 Hz)

Reference Example 87

Using the compound obtained in Reference Example 86,
white powdery 4-benzyloxy-3-(2,2-difluorcethoxy)benzoic acid was
obtained following the procedure of Reference Example 3.

35 'H-NMR (DMSO dg) &: 7.61 (1H, dd, J = 8.4, 1.8 Hz), 7.54 (1H, 4, J



550, 1..
Et hyl Et hyl
Ex. No. R

10

15

20

25

30

35

."4...J., Methyl 59 N M Methyl 75 N, Me Methyl iso-Butyl 87

99 110 Methyl /\\7 Me: Methyl -216- Table 11 -OEt: Ethoxy
Rm 101

-182-
= 1.8 Hz), 7.50-7.30 (5H, m), 7.18 (1H, 4, J = 8.4 Hz), 6.38 {(1H,
tt, J = 54.3, 3.6 Hz), 5.22 (2H, s), 4.37 (2H, td, J = 14.7, 3.6
Hz)

Reference Example 88

Using the compound obtained in Reference Example 87,
white powdery 4-benzyloxy-3-(2,2-difluoroethoxy)benzamide was
obtained following the procedure of Reference Example 4.

'H-NMR (DMSO dg) &: 7.86 (1H, br s), 7.56-7.29 (7H, m), 7.25 (1H,
br s), 7.14 (1H, 4, J = 8.4 Hz), 6.40 (1H, tt, J = 54.3, 3.6 Hz),
5.20 (2H, s), 4.34 (2H, td, J = 14.7, 3.6 Hz)

Reference Example 89

Using the compound obtained in Reference Example 88,
white powdery 2-[4-benzyloxy-3-(2,2-difluoroethoxy)phenyl]-
4-chloromethyloxazole was obtained following the procedure of
Reference Example 5.

'H-NMR (CDCl;) &: 7.68-7.60 (3H, m), 7.45-7.30 (5H, m), 7.01 (1H,
d, J = 8.4 Hz), 6.12 (1H, tt, J = 54.9, 4.2 Hz) 5.18 (2H, s),
4.56 (2H, s), 4.30 (2H, t4, J = 13.2, 4.2 Hz)

Reference Example 90

Using the compound obtained in Reference Example 89,

white powdery dimethyl 2-{2-[4-benzyloxy-3-(2, 2-difluoroethoxy)
phenyl Joxazol-4-ylmethyl}malonate was obtained following the
procedure of Reference Example 47.
'H-NMR (CDCl;) 6: 7.63-7.57 (2, m), 7.45-7.30 (6H, m), 6.99 (1H,
d, J = 8.1 Hz), 6.12 (1H, tt, J = 54.9, 4.2 Hz), 5.18 (2H, s),
4.29 (2H, td, J = 13.2, 4.2 Hz), 3.89 (2H, t, J = 7.5 Hz), 3.75
(éH, s), 3.18 (2H, t, J = 7.5 Hz)

Reference Example 91

Using the compound obtained in Reference Example 90,
brownish oily methyl 3-{2-{4-benzyloxy-3-(2,2-difluoro
ethoxy)phenyl Joxazol-4-yl}-propionate was obtained following the
procedure of Reference Example 48.

'H-NMR (CDCl;) &: 7.64-7.59 (2H, m), 7.42-7.33 (6H, m), 6.99 (1H,
d, J = 8.1 Hz), 6.12 (1H, tt, J = 54.9, 4.2 Hz}, 5.18 (2H, s),
4.29 (2H, td, J = 13.2, 4.2 Hz), 3.68 (3H, s), 2.91 (2H, t, J =
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7.5 Hz), 2.72 (2H, t, J = 7.5 Hz)
Example 316

Using the compound obtained in Reference Example 91,
pale yellow oily methyl 2-{2-{4-benzyloxy-3-(2, 2-difluorocethoxy) -
5 phenyl]oxazol-4-ylmethyl}-3-(3-methylpyridin-2-y1)-3-oxo-
propionate was obtained following the procedure of Example 100.
'H-NMR (CDC1;) §: 8.50 (1H, &, J = 4.5 Hz), 7.60-7.52 (3H, m),
7.46-7.30 (74, m), 6.97 (1H, d, J = 8.1 Hz), 6.11 (1H, tt, J =
54.9, 4.2 Hz), 5.24-5.16 (3H, m), 4.27 (2H, td, J = 13.2, 4.2 Hz),
10 3.66 (3H, s), 3.34-3.22 (2H, m), 2.60 (3H, s)
Example 317

Using the compound obtained in Example 316, white
powdery 3—{2~[3-(2,2-difluoroethoxy)—4-hyﬁroxyphenyl]oxazol-4-yl}
~1-(3-methylpyridin-2-yl)propan-l-one was obtained following the

15 procedure of Example 136.
'H-NMR (CDCL;) 8: 8.50 (1H, &, J = 4.5 Hz), 7.61-7.57 (2H, m),
7.52 (1H, s), 7.45 (1H, s), 7.34-7.30 (1H, m), 7.00 (1H, 4, J =
8.1 Hz), 6.11 (1H, tt, J = 54.9, 4.2 Hz), 6.07 (1H, s), 4.32 (2H,
‘td, J = 13.2, 4.2 Hz), 3.59 (2H, t, J = 7.5 Hz), 3.00 (2H, t, J =
20 7.5 Hz), 2.57 (3H, s)
Example 318

Using the compound obtained in Example 317 and methyl
iodide, white powdery 3-{2-[3-(2,2-difluoroethoxy)-4-
ethoxyphenyl ]Joxazol-4-yl}-1-(3-methylpyridin-2-yl)-propan-1-one

25 was obtained following the procedure of Example 3.
"H-NMR (CDCls) 8: 8.51 (1H, d, J = 4.5 Hz), 7.66-7.57 (3H, m),
7.46 (1H, s), 7.34-7.30 (1H, m), 6.94 (1H, 4, J = 8.4 Hz), 6.14
(1H, tt, J = 54.6, 3.9 Hz), 4.28 (2H, td, J = 12.9, 3.9 Hz), 4.13
(2H, g, J = 6.9 Hz), 3.60 (2H, t, J = 7.5 Hz), 3.02 (2H, t, J =
300 7.5 Hz), 2.57 (3H, s}, 1.47 (3H, t, J = 6.9 Hz)
Example 319

Using the compound obtained in Example 317 and 2-
bromopropane, white powdery 3-{2-[3-(2,2-difluoroethoxy)-4-
isopropoxyphenyl]oxazol-4-yl}-1-(3-methylpyridin-2-yl)propan-1-

35 one was obtained following the procedure of Example 3.
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'H-NMR (CDC1l;) &: 8.51 (1H, 4, J = 4.5 Hz}, 7.65-7.57 (3H, m),
7.46 (1H, s), 7.34-7.30 (1H, m), 6.95 (1H, d, J = 8.4 Hz), 6.12
(1H, tt, J = 54.6, 3.9 Hz), 4.62-4.54 (1H, m), 4.26 (2H, td, J =
12.9, 3.9 Hz}, 3.60 (2H, t, J = 7.5 Hz), 3.01 (2H, t, J = 7.5 Hz),
2.57 (3H, s), 1.37 (6H, d, J = 6.0 Hz)

Example 320

Using the compound obtained in Reference Example 7 and
2-difluoromethoxy benzoic acid, white powdery N-[2-(3-benzyloxy-
4—methoxyphenyl)oxazol—4—ylmethyl]—2~difluoromethoxybenzamide was
obtained following the procedure of Example 1.

'H-NMR (CDC1,) &: 8.10 (1H, dd, J = 7.8, 1.8 Hz), 7.64-7.57 (3H,
m), 7.51-7.45 (4H, m), 7.40-7.26 (4H, m), 7.15 (1H, 4, J = 8.4
Hz), 6.95 (1H, 4, J = 9.0 Hz ), 6.59 (1H, t, J = 72.9 Hz ). 5.20
(2H, s), 4.61 (2H, d, J = 5.4 Hz), 3.93 (3H, s )

Example 321

Using the compound obtained in Example 320, white
powdery 2-difluoromethoxy-N-[2-(3-hydroxy-4-methoxyphenyl)oxazol-
4-ylmethyl]-benzamide was obtained following the procedure of
Example 2.

'H-NMR (CDC1;) 6: 8.09 (1H, 4, J = 7.8 Hz), 7.64-7.45 (5H, m),
7.32 (1H, t, J = 7.8 Hz), 7.15 (1H, 4, J = 7.8 Hz), 6.91 (1H, 4,
J=8.4Hz ), 6.60 (1H, t, J = 72.9 Hz ), 5.77 (1H, s), 4.61 (2H,
d, J = 5.1 Hz), 3.94 (3H, s)

Example 322

Using the compound obtained in Example 321 and allyl
bromide, white powdery N-[2-(3-allyloxy-4-methoxyphenyl)-
oxazol-4-ylmethyl]-2-difluoromethoxybenzamide was obtained
following the procedure of Example 3.

'H-NMR (CDCls) &: 8.10 (1H, d, J = 7.8 Hz), 7.64-7.30 (6H, m),
7.15 (1H, d, J = 8.4 Hz), 6.94 (1H, d, J = 8.1 Hz ). 6.61 (1H, t,
J =75 Hz ), 6.17-6.08 (1H, m), 5.45 (1H, dd, J = 17.1, 1.5 Hz),
5.32 (1H, dd, J = 10.5, 1.5 Hz), 4.70 (2H, t, J = 5.4 Hz), 4.62
(2H, t, J = 5.4 Hz), 3.93 (3H, s)

Example 323

Using the compound obtained in Example 321 and 2-
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bromopropane, white powdery 2-difluoromethoxy-N-[2-(3-isopropoxy-
4-methoxyphenyl)oxazol-4-ylmethyl Jbenzamide was obtained
following the procedure of Example 3.

'"H-NMR (CDCl;) &: 8.10 (1H, d, J = 7.8 Hz), 7.64-7.30 (6H, m),
7.15 (1H, 4, J = 8.4 Hz), 6.94 (1H, 4, J = 8.1 Hz ). 6.61 (1H, t,
d =75 Hz ), 4.70-4.61 (5H, m), 3.91 (3H, s), 1.39 (6H, d, J =
6.0 Hz )

Example 324

Using the compound obtained in Example 17 and 3-
bromopentane, white powderj N-{2-[3-(1l-ethylpropoxy) -4-methoxy
phenyl]oxazol-4-ylmethyl}-3-methylpicolinamide was obtained
following the procedure of Example 3.

'H-NMR (CDC1;) &: 8.58 (1H, br s), 8.39 (1H, 4, J = 4.5 Hz), 7.63-
7.55 (4H, m), 7.32-7.28 (1H, m), 6.92 (1H, d, J = 8.4 Hz ), 4.59
(2H, 4, J = 6.0 Hz), 4.28-4.20 (1H, m), 3.90 (3H, s), 2.76 (3H,
s), 1.82-1.68 (4H, m}, 0.99 (6H, t, J = 7.5 Hz)

Example 325

Using the compound obtained in Example 2 and 3-

bromopentane, white powdery 2-ethoxy-N-{2-[3-(1-ethylpropoxy)}-4-
methoxyphenyl]oxazol-4-ylmethyl}benzamide was obtained following
the procedure of Example 3.

'H-NMR (CDCl;) &: 8.57 (1H, br s), 8.24 (1H, ad, J = 8.1, 1.8 Hz),
7.62-7.56 (3H, m), 7.45-7.39 (1H, m), 7.07 (1H, t, J = 8.1 Hz),
6.96-6.91 (2H, m}, 4.63 (2H, dd, J = 5.4, 0.9 Hz), 4.26-4.14 (3H,
m), 3.90 (3H, s), 1.79-1.69 (4H, m), 1.49 (3H, t, J = 7.2 Hz),
1.00 (6H, t, J = 7.2 Hz)

Reference Example 92

Using the compound obtained in Reference Example 44,
colorless olily dimethyl 2-[2-(3-benzyloxy-4-difluocromethoxy
phenyl)oxazol-4-ylmethylImalonate was obtained following the
procedure of Reference Example 47.

'H-NMR (CDCl;) 8: 7.70 (1H, s), 7.59 (1H, d, J = 7.8 Hz), 7.48-
7.22 (6H, m), 6.62 (IH, t, J = 74.7 Hz), 5.21 (2H, s), 3.90 (1H,
t, J = 7.5 Hz), 3.73 (6H, s), 3.20 (2H, t, J = 7.5 Hz)

Reference Example 93
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Using the compound obtained in Reference Example 92,
pale yellow oily methyl 3~[2-(3-benzyloxy-4-difluoromethoxy
phenyl)oxazol-4-yl]lpropionate was obtained following the
procedure of Reference Example 48. |
'H-NMR (CDC1;) &: 7.71 (1H, 4, J = 1.8 Hz), 7.48-7.31 (6H, m),
7.24 (1H, 4, J = 8.4 Hz), 6.62 (1H, t, J = 74.7 Hz), 5.21 (2H, s),
3.70 (3H, s), 2.93 (2H, t, J = 7.2 Hz), 2.71 (2H, t, J = 7.2 Hz)
Example 326

Using the compound obtained in Reference Example 93,
colorless oily methyl 2~[2-(3-benzyloxy-4-difluoromethoxy
phenyl)oxazol-4-ylmethyl]-3-(3-methylpyridin-2-yl)-3-oxo
propionate was obtained following the procedure of Example 100.
‘H-NMR (CDC1;) 6: 8.50 (1H, ad, J = 4.8, 1.2 Hz), 7.67-7.30 (10H,
m), 7.21 (1H, 4, J = 8.4 Hz), 6.60 (1H, t, J = 74.7 Hz), 5.18 (2H,
s), 4.11 (1H, t, J = 7.2 Hz), 3.65 (3H, s), 3.45-3.20 (2H, m),
2.60 (3H, s)

Example 327

The compound obtained in Example 326 was used and

treated following the procedure of Example 125, followed by
treatment according to the procedure of Example 2, yielding white
powdery 3—[2-(4-difluoromethoxy—3-hydroxyphenyl)oxazol-4—yl]—1—
(3-methylpyridin-2-yl)propan-1l-one,
'"H-NMR (CDC1;) &: 8.50 (1H, dd, J = 4.5, 1.2 Hz), 7.67-7.45 (4H,
m), 7.33-7.30 (1H, m), 7.16 (1H, 4, J = 8.1 Hz), 6.58 (1H, t, J
75 Hz), 5.76 (1H, s), 3.60 (2H, t, J = 7.5 Hz), 3.01 (2H, t, J
7.5 Hz), 2.57 (3H, s)

Example 328

A 0.15 quantity of the compound obtained in Example 327
and 0.18 ml of 1,8-diazabicyclol5,4,0]undec-7-ene were dissolved
in 3 ml of ethanol, 0.15 g of (bromomethyl)cyclopropane was then
added to the obtained solution, and the obtained mixture was
heated and refluxed overnight. After cooling, water was added to
the obtained reaction mixture, and ethyl acetate extraction was
performed. The organic layer was washed twice with water and

concentrated under reduced pressure, and the obtained residue was
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purified by silica gel column chromatography (n-hexane: ethyl
acetate = 3:1}. The obtained crystals were recrystallized from
aqueous 80 % ethanol, thereby yielding 42 mg of white powdery 3-
[2—(3—cyclopropylmethoxy—4-difluoromethoxyphenyl)oxazol-4~yl]—1—
{3-methylpyridin-2-yl)propan-l-one.

'"H-NMR (CDCl;) &: 8.51 (1H, dd, J = 4.8, 1.2 Hz), 7.60-7.53 (3H,
m), 7.50 (1H, s), 7.35-7.31 (1H, m)}, 7.21 (1H, d, J = 8.1 Hz ).
6.68 (1H, t, J = 75.3 Hz), 3.95 (2H, d, J = 6.9 Hz), 3.60 (2H, t,
J = 7.5 Hz), 3.02 (2H, t, J = 7.5 Hz), 2.58 (3H, s), 1.37-1.25
(1H, m}, 0.69-0.63 (2H, m), 0.40-0.34 (2H, m)

Example 329

A 80 mg quantity of the compound obtained in Example 327
and 0.09 ml of 1,8-diazabicyclo[5, 4,0]undec-7-ene were dissolved
in 2 ml of ethanol, 80 mg of l-bromopropane was then added to the
obtained solution, and heated and refluxed overnight. After
cooling, water was added to the obtained reaction mixture, and
ethyl acetate extraction was performed. The organic layer was
washed twice with water, concentrated under reduced pressure, and
the obtained residue was purified by silica gel column
chromatography (n-hexane: ethyl acetate = 3:1). The obtained
crystals were recrystallized from aqueous 80 % ethanol, thereby
yielding 25 mg of white powdery 3-[2-(4-difluoromethoxy-3-
propoxyphenyl)oxazol-4-yl}-1-(3-methylpyridin-2—yl)propan—l—one.
'H-NMR (CDC13;) d: 8.51 (1H, dad, J = 4.8, 1.2 Hz), 7.61-7.53 (3H,
m), 7.50 (1H, s), 7.35-7.31 (1H, m), 7.20 (1H, 4, J = 8.1 Hz ).
6.61 (1H, t, J = 75 Hz), 4.07 (2H, t, J = 6.6 Hz), 3.60 (2H, t, J
7.5 Hz), 3.02 (2H, t, J = 7.5 Hz), 2.58 (3H, s), 1.87 (2H, td,
J =7.5, 6.6 Hz), 1.07 (3H, t, J = 7.5 Hz)

Example 330

A 0.15 g quantity of the compound obtained in Example
327 and 0.18 ml of 1,8-diazabicyclo[5,4,0]undec-7-ene were
dissolved in 3 ml of ethanol, 0.15 g of allyl bromide was then
added to the obtained solution, and heating and refluxing were
conducted for 2 hours. After cooling, water was added to the

obtained reaction mixture, and ethyl acetate was berformed. The
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organic layer was washed twice with water, concentrated, and the

obtained residue was purified by silica gel column chromatography

(n-hexane:ethyl acetate = 3:1). The obtained crystals were

recrystallized from aqueous 80 % ethanol, thereby vielding 70 mg
5 of white powdery 3-[2-(3-allyloxy-4-difluoromethoxyphenyl )oxazol-

4-y1}-1-(3-methylpyridin~-2-yl)propan-1-one.

'H-NMR (CDC1;) &: 8.51 (1H, 4d, J = 4.5, 1.2 Hz), 7.62-7.56 (3H,

m), 7.50 (1H, s), 7.50-7.31 (1H, m), 7.22 (1H, d, J = 8.4 Hz ).

6.62 (1H, t, J = 75 Hz), 6.12-6.02 (1H, m), 5.46 (1H, dd, J
10 17.4, 1.5 Hz), 5.33 (1H, 4d, J = 10.8, 1.5 Hz), 4.68 (2H, 4, J

8.1 Hz), 3.61 (2H, t, J = 7.2 Hz), 3.02 (2H, t, J = 7.2 Hz), 2.58

{ - (3H, s)
Example 331

An 80 mg quantity of the compound obtained in Example
15 327 and 0.09 ml of 1,8-diazabicyclo[5,4,0]undec-7-ene were
dissolved in 2 ml of ethanol, and 80 mg of 4-bromo-l-butene was
then added to the obtained solution, and heating and refluxing
were conducted overnight. After cooling, water was added to the
obtained reaction mixture, and ethyl acetate extraction was
20 performed. The organic layer was washed twice with water,
concentrated under reduced pressure, and the obtained residue was
purified by silica gel column chromatography (n-hexane:ethyl
acetate = 3:1). The obtained crystals were recrystallized from
aqueous 80 % ethanol, thereby yielding 22 mg of white powdery 3-
25 [2—(3—but—3—enyloxy—4-difluoromethoxyphenyl)—oxazol—4—yl]-1~(3—
methylpyridin-2-yl)propan-1-one
'H-NMR (CDCl;)} &: 8.51 (1H, dd, J = 4.8, 1.2 Hz), 7.61-7.54 (3H,
m), 7.50 (1H, s}, 7.35-7.31 (1H, m), 7.20 (1H, d, J = 8.4 Hz ).
6.62 (1H, t, J = 75 Hz), 5.98-5.83 (1H, m), 5.24-5.12 (2H, m),
30 4.16 (2H, t, J = 6.6 Hz), 3.61 (2H, t, J = 7.2 Hz), 3.03 (2H, t,
J = 7.2 Hz), 2.64-2.58 (5H, m)
Example 332

A 0.15 g quantity of the compound obtained in Example
327 and 0.18 ml of DBU were dissolved in 3 ml of ethanol, 0.15 g

35 of 2-bromopropane was then added to the obtained solution, and
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heating and refluxing were conducted overnight. After cooling,
water was added to the reaction mixture, and ethyl acetate
extraction was performed. The organic layer was washed twice with
water, concentrated under reduced pressure, and the obtained
5 residue was purified by silica gel column chromatography (n-

hexane:ethyl acetate = 3:1). The obtained crystals were
recrystallized from aqueous 80 % ethanol, thereby yielding 70 mg
of white powdery 3~[2—(4-difluoromethoxy—3~isopropoxyphenyl)
o0xazol-4-yl]-1-(3-methylpyridin-2~yl)propan-1-one

10 'H-NMR (CDCl:) &: 8.51 (1H, ad, J = 4.8, 0.9 Hz), 7.63-7.53 (3H,
m), 7.50 (1H, s), 7.35-7.31 (1H, m), 7.20 (I1H, d, J = 8.1 Hz ),
6.61 (1H, t, J = 75 Hz), 4.73-4.65 (1H, m), 3.61 (2H, t, J = 7.2
Hz), 3.02 (2H, t, J = 7.2 Hz), 2.58 (3H, s), 1.39 (6H, d, J 6.0
Hz)

15 Example 333

Using the compound obtained in Example 327 and ethyl
iodide, white powdery 3-[2-(4-diflucromethoxy-3-ethoxyphenyl)
oxazol-4-yl]-1-(3-methylpyridin-2-yl)propan-1-one was obtained
following the procedure of Example 330.

20 'H-NMR (CDC1;) 6: 8.50 (1H, dd, J = 4.5, 1.2 Hz), 7.61-7.49 (4H,
m), 7.35-7.30 (1H, m), 7.20 (1H, 4, J = 8.4 Hz), 6.62 (1H, t, J =
75 Hz), 4.18 (2H, q, J = 6.9 Hz), 3.61 (2H, £, J = 7.2 Hz), 3.02
(2H, t, J = 7.2 Hz), 2.58 (3H, s), 1.47 (3H, t, J = 6.9 Hz)
Example 334

25 A 60 mg quantity of the compound obtained in Example 229
and 0.2 ml of DBU were dissolved in 4 ml of ethanol, 0.2 ml of
ethyl iodide was then added to the obtained solution, and heating
and refluxing were conducted for 2 hours. After cooling, water
was added to the reaction mixture, and ethyl acetate extraction

30 was performed. The organic layer was washed twice with water,
concentrated under reduced pressure, and the obtained residue was
purified by silica gel column chromatography (n-hexane:ethyl
acetate = 3:1). The obtained crystals were recrystallized from
ethanol, thereby yielding 36 mg of white powdery 3-[2-(4-

35 difluoromethoxy—3—ethoxyphenyl)oxazol—4-yl]—1—(2-ethoxyphenyl)
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propan-l-one.
*H-NMR (CDC1l;} &: 7.71(1H, dd, J = 7.5, 1.8 Hz), 7.60-7.34 (4H, m),
7.01-6.91 (2H, m), 7.20 (1H, 4, J 8.1 Hz), 6.62 (1H, t, J = 75
Hz), 4.22-4.07 (4H, m), 3.43 (2H, t, J = 7.2 Hz}, 3.00 (2H, t, J
5 = 7.2 Hz), 1.50-1.40 (6H, m)

it

Example 335

A 0.15 g quantity of the compound obtained‘in Example
229 and 0.17 ml of DBU were dissolved in 4 ml of ethanol, 0.14 g
of ally bromide was then added to the obtained solution, and
10 heating and refluxing were conducted for 2 hours. After cooling,
water was added to the obtained reaction mixture, and ethyl
(- acetate extraction was performed. The organic layer was washed
twice with water, concentrated under reduced pressure, and the
obtained residue was purified by silica gel column chromatography
15 (n-hexane:ethyl acetate = 3:1). The obtained crystals were
recrystallized from aqueous 80 % ethanol, thereby yielding 90 mg
of white powdery 3-[2-(3-allyloxy-4-difluoromethoxyphenyl)oxazol-
4-y1]-1-(2-ethoxyphenyl)propan-1-one.
'H-NMR (CDCl;) 8: 7.71 (1H, d4d, J = 7.5, 1.8 Hz), 7.62-7.56 (2H,
20 m), 7.46-7.40 (2H, m), 7.22 (14, 4, J = 8.1 Hz), 7.01-6.92 (2H,
m), 6.62 (1H, t, J = 75 Hz), 6.15-6.00 (1H, m), 5.45 (1H, ad, J
17.1, 1.5 Hz), 5.32 (1H, d4d, J = 10.5, 1.5 Hz), 4.67 (2H, 4, J
8.1 Hz), 4.14 (2H, g, J = 6.9 Hz), 3.42 (2H, £, J = 7.5 Hz), 3.00
(2H, t, J = 7.5 Hz), 1.48 (3H, t, J = 6.9 Hz)
25 Example 336

A 0.12 g quantity of the compound obtained in Example
229 and 0.14 ml of DBU were dissolved in 3 ml of ethanol, 0.12 g
of (bromomethyl)cyclopropane was then added to the obtained
solution, and heating and refluxing were conducted overnight.

30 After cooling, water was added to the obtained reaction mixture,
and ethyl acetate extraction was performed. The organic layer was
washed twice with water, concentrated under reduced pressure, and
the obtained residue was purified by silica gel column
chromatography (n-hexane:ethyl acetate = 3:1). The obtained

35 crystals were recrystallized from ethanol, thereby yielding 80 mg
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of white powdery 3—{2~(3-cyclopropy1methoxy—4—dif1uoromethoxy
phenyl)oxazol-4-yl]-1-(2-ethoxyphenyl)propan-1-one.
'H-NMR (CDC13) 6: 7.71 (1H, dd, J = 7.8, 1.8 Hz), 7.59-7.54 (24,
m), 7.46-7.40 (2H, m), 7.21 (1H, 4, J = 8.1 Hz), 7.01-6.95 (2H,
m), 6.68 (1H, t, J = 75 Hz), 4.14 (2H, q, J = 6.9 Hz), 3.95 (2H,
d, J =6.9 Hz), 3.42 (2H, t, J = 7.2 Hz), 3.00 (2H, t, J =17.2
Hz), 1.47 (3H, t, J = 6.9 Hz), 1.34-1.28 (1H, m), 0.69-0.63 (2H,
m), 0.40-0.34 (2H, m).
Example 337

A 0.12 g quantity of the compound obtained in Example

229 and 0.14 ml of DBU were dissolved in 3 ml of ethanol, 0.12 g
of 4-bromo-l-butene was then added to the obtained solution, and
heating and refluxing were conducted overnight. After cooling,
water was added to the obtained reaction mixture, and ethyl
acetate extract was performed. The organic layer was washed twice
with water, concentrated under reduced pressure, and the obtained
residue was purified by silica gel column chromatography (n-
hexane:ethyl acetate = 3:1). The obtained crystals were
recrystallized from ethancl, thereby yielding 80 mg of white
powdery 3-[2-(3-but-3-enyloxy-4-difluoromethoxyphenyl)oxazol-4-
yl]l-1-(2-ethoxyphenyl)propan-1-one.

"H-NMR (CDCls) d: 7.70 (1H, dd, J = 7.8, 1.8 Hz), 7.61-7.54 (2H,
m), 7.45-7.40 (2H, m), 7.20 (iH, 4, J = 8.1 Hz), 7.00-6.92 (2H,
m), 6.62 (1H, t, J = 75 Hz), 5.97-5.83 (1H, m), 5.23-5.12 (2H, m)
4.18-4.10 (4H, m), 3.42 (2H, t, J = 7.2 Hz), 3.00 (24, t, J = 7.2
Hz), 2.63-2.56 (4H, m), 1.47 (3H, t, J = 6.9 Hz)

Example 338

Using the compound obtained in Example 97 and ethyl

iodide, white powdery N-[2-(4-difluoromethoxy-3-ethoxyphenyl)-
oxazol-4-ylmethyl]-3-methylpicolinamide was obtained following
the procedure of Example 3.
'H-NMR (CDCL;) 8: 8.60 (1H, br s), 8.39 (1H, d, J = 3.6 Hz), 7.67-
7.57 (4H, m), 7.33-7.20 (2H, m), 6.63 (1H, t, J = 75 Hz), 4.60
(2H, &, J = 5.7 Hz}, 4.20 (2H, g, J = 6.9 Hz), 2.76 (3H, s), 1.48
(3H, t, J = 6.9 Hz)

r
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Example 339

Using the compound obtained in Example 97 and allyl
bromide, white solid N—[2—(3—allyloxy—4—difluoromethoxy
phenyl)oxazol-4-ylmethyl]-3-methylpicolinamide was obtained
following the procedure of Example 3.

"H-NMR (CDC1;) 8: 8.60 (1H, br s), 8.40-8.39 (1H, m), 7.67 (1H, s),
7.65-7.58 (3H, m), 7.33-7.22 (3H, m), 6.63 (1H, t, J = 75 Hz),
6.13-6.03 (1H, m), 5.50-5.32 (2H, m), 4.70-4.68 (2H, m), 4.60 (2H,
d, J =8.7 Hz), 2.76 (3H, s}

Example 340

Using the compound obtained in Example 97 and 1-
bromopropane, white powdery N-[2-(4-difluocromethoxy-3-
propoxyphenyl)oxazol-4-ylmethyl]l-3-methylpicolinamide was
obtained following the procedure of Example 3.

'H-NMR (CDCls) &: 8.58 (1H, br s), 8.39 (1H, d, J = 7.8, Hz),
7.67-7.57 (4H, m), 7.33-7.20 (2H, m), 6.62 (1H, t, J = 75 Hz),
4.60 (2H, 4, J = 6.0 Hz), 4.08 (2H, t, J = 6.6 Hz), 2.76 (3H, s),
1.94-1.82 (2H, m), 1.07 (3H, t, Jd = 7.5 Hz)

Example 341

Using the compound obtained in Example 97 and 2-
bromopropane, white solid N-[2-(4-difluoromethoxy-3-
isopropoxyphenyl)oxazol-4—ylmethyl]-3—methylpicolinamide was
obtained following the procedure of Example 3.

'H-NMR (CDC1;) &: 8.58 (1H, br s), 8.39-8.38 (1H, m), 7.67-7.57
(4H, m), 7.33-7.19 (2H, m), 6.62 (1H, t, J = 75 Hz), 4.74-4.67
(1H, m), 4.59 (2H, 4, J = 6.0 Hz), 2.76 (3H, s), 1.39 (6H, d, J =
6.0 Hz)

Example 342

Using the compound obtained in Example 97 and 3-
bromopentane, colorless oily N-{2-[4-difluoromethoxy-3-
(1—ethylpropoxy)phenyl]oxazol—4—ylmethyl}—3-methylpicolinamide
was obtained following the procedure of Example 3.

"H-NMR (CDC1l3) 6: 8.58 (1H, br s), 8.40-8.38 (1H, m), 7.67 (1H, s},
7.63-7.55 (3H, m), 7.33-7.20 (3H, m), 6.61 (L1H, t, J = 75 Hz),
4.59 (2H, d, J = 6.0 Hz), 4.33 (1H, gt, J = 6.0 Hz), 2.76 (3H, s),
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1.79-1.70 (4H, m), 0.98 (6H, t, J = 7.2 Hz)
Example 343

Using the compound obtained in Example 97 and 4-bromo-1-
butene,  colorless oily N-[2-(3-but-3-enyloxy-4-difluoromethoxy
5 phenyl)oxazol-4-ylmethyl]-3-methylpicolinamide was obtained
following the procedure of Example 3.
'H-NMR (CDC1;) &: 8.58 (1H, br s), 8.40-8.38 (1H, m), 7.67 (1H, s),
7.64-7.58 (3H, m), 7.33-7.20 (2H, m), 6.63 (1H, t, J = 75 Hz},
5.95-5.84 (1H, m), 5.23-5.13 (2H, m), 4.61-4.59 (2H, m), 4.18 (2H,
10 t, J =6.6 Hz), 2.76 (3H, s), 2.64-2.58 (2H, m)
Example 344

{ Using the compound obtained in Example 97 and isobutyl
bromide, colorless oily N-[2-(4-difluoromethoxy-3-isobutoxy
phenyl)oxazol-4-ylmethyl]-3-methylpicolinamide was obtained

15 following the procedure of Example 3.
'H-NMR (CDC1;) 8: 8.60 (1H, br s), 8.39 (1H, br s), 7.68 (1H, s),
7.62-7.57 (3H, m), 7.33-7.20 (2H, m), 6.61 (1H, t, J = 75 Hz),
4.60 (2H, &, J = 6.0 Hz), 3.88 (2H, 4, J = 6.3 Hz), 2.76 (3H, s),
2.19-2.04 (1H, m), 1.06 (6H, d, J = 6.3 Hz)

20 Example 345

Using the compound obtained in Example 97 and
(bromomethyl )cyclobutane, colorless oily N-[2-(3-cyclobutyl
methoxy~4-difluoromethoxyphenyl)ogazol-4—ylmethyl}—3—methyl
picolinamide was obtained following the procedure of Example 3.

25 'H-NMR (CDCl;) 8: 8.60 (1H, br s), 8.40 (1H, br s), 7.68 (iH, s),
7.64-7.59 (3H, m), 7.33-7.20 (2H, m), 6.61 (1H, t, J = 75 Hz),
4.60 (2H, 4, J = 6.0 Hz), 4.08 (2H, d, J = 6.6 Hz), 2.89-2.76 (4H,
m), 2.25-2.12 (2H, m), 2.04-1.92 (4H, m)

Example 346

30 Using the compound obtained in Reference Exémple 46 and
2-ethoxybenzoic acid, white powdery N-[2-(3-benzyloxy-4-difluoro
methoxyphenyl)oxazol-4-ylmethyl]-2-ethoxybenzamide was obtained
following the procedure of Example 96.

'H-NMR (CDCl;) 6: 8.56 (1H, br s), 8.24 (1H, dd, J = 7.8, 1.8 Hz),

35 7.73 (1H, 4, J = 1.8 Hz)}, 7.68-7.61 (2H, m), 7.48-7.24 (74, m),
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7.07 (1H, t, J = 8.1 Hz), 6.95 (1H, 4, J
J 75 Hz), 5.21 (2H, s), 4.63 (2H, d, J
J =6.9 Hz), 1.48 (3H, t, J = 6.9 Hz)

8.4 Hz), 6.63 (1H, t,
5.4 Hz), 4.18 (2H, q,

Example 347

Using the compound obtained in Example 346, white
powdery N-[2-(4-difluoromethoxy-3-hydroxyphenyl)oxazol-4-
ylmethyl]-2-ethoxybenzamide was obtained following the procedure
of Example 97.

"H-NMR (CDCl;) &: 8.60 (1H, br s), 8.23 (1H, ad, J = 7.8, 1.8 Hz),
7.71-7.60 (2H, m), 7.57 (lH, dd, J = 8.4, 1.8 Hz), 7.46-7.39 (1H,
m), 7.19 (1H, 4, J 8.4 Hz), 7.07 (1H, t, J = 8.1 Hz), 6.95 (1H,
d, J = 8.4 Hz), 6.61 (1H, t, J = 73.2 Hz), 6.02 (1H, br s), 4.64
(2H, dd, J = 5.4, 0.9 Hz), 4.19 (2H, q, J = 6.9 Hz), 1.49 (3H, t,
J = 6.9 Hz) |

Example 348

A 80 mg quantity of the compound obtained in Example 347
and 0.1 ml of DBU were dissolved in 2 ml of ethanol, 80 mg of
isobutyl bromide was then added to the obtained solution, and
heating and refluxing were conducted overnight. After cooling,
water was added to the obtained reaction mixture, and ethyl
acetate extraction was performed. The organic layer was washed
twice with water, concentrated under reduced pressure, and the
obtained residue was purified by silica gel column chromatography
(n-hexane:ethyl acetate = 3:1). The obtained crystals were
recrystallized from aqueous 80 % ethanol, thereby yielding 30 mg
of white powdery N-[2-(4-difluoromethoxy-3-isobutoxyphenyl)
oxazol-4-ylmethyl]-2-ethoxybenzamide.

'H-NMR (CDCl3) &: 8.54 (1H, br s), 8.24 (1H, dd, J = 7.8, 1.8 Hz},
7.67 (1H, s), 7.66~7.57 (2H, m), 7.45-7.39 (1H, m), 7.23 (1H, 4,
J = 8.1 Hz), 7.07 (1H, t, J = 8.1 Hz), 6.95 (1H, 4, J = 7.5 Hz),
6.62 (1H, t, J = 75 Hz), 4.64 (2H, d, J = 5.1 Hz), 4.19 (2H, q, J
6.9 Hz), 3.87 (2H, 4, J = 6.6 Hz), 2.17 (1H, gt, J = 6.6 Hz),

1

1.49 (3H, t, J = 6.9 Hz), 1.07 (6H, d, J = 6.9 Hz)

Example 349

Using the compound obtained in Example 347 and ethyl
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icdide, white powdery N-[2-(4-difluoromethoxy-3-ethoxyphenyl)
oxazol-4-ylmethyl]-2-ethoxybenzamide was obtained following the
procedure of Example 348, '

"H-NMR (CDC1s) 8: 8.56 (1H, br s), 8.24 (1H, dd, J = 7.8, 1.8 Hz),
7.67-7.58 (3H, m), 7.46-7.40 (1H, m), 7.24-7.21 (1H, m), 7.08 (1H,
t, Jd = 7.8 Hz), 6.95 (1H, 4, J = 7.8 Hz), 6.64 (1H, t, J 75 Hz)
4.63 (1H, 4, J = 5.1 Hz), 4.23-4.15 (4H, m), 1.52-1.46 (6H, m)

Example 350

Using the compound obtained in Example 347 and 1-

bromopropane, white powdery N-[2-(4-difluoromethoxy-3-propoxy
phenyl)oxazol-4-ylmethyl]-2-ethoxybenzamide was obtained
following the procedure of Example 348.
'H-NMR (CDC1;) &: 8.56 (1H, br s), 8.24 (1H, dd, J = 7.5, 1.8 Hz ),
7.67 (1H, s), 7.64-7.57 (2H, m), 7.46-7.40 (1H, m), 7.23 (1H, d,
J=17.8 Hz), 7.07 (1H, t, J = 7.5 Hz), 6.95 (1H, 4, J = 8.4 Hz),
6.63 (1H, t, J = 75 Hz), 4.64 (2H, d, J = 5.4 Hz), 4.19 (2H, q, J
7.2 Hz), 4.07 (2H, t, J = 6.6 Hz), 1.90 (2H, gqt, J = 7.2, 6.6
Hz), 1.49 (3H, t, J = 6.9 Hz), 1.08 (3H, t, J = 7.2 Hz)

Example 351

Using the compound obtained in Example 347 and allyl
bromide, white powdery N-[2-(3-allyloxy-4-difluoromethoxy
phenyl)oxazol-4-ylmethyl]-2-ethoxybenzamide was obtained
following the procedure of Example 348.

‘H-NMR (CDC1;} 6: 8.55 (1H, br s), 8.24 (1H, &4, J = 7.8, 1.8 Hz),
7.68 (1H, s), 7.65-7.60 (2H, m), 7.46-7.40 (1H, m), 7.25-7.23 (1H,
m), 7.08 (1H, t, J = 7.8 Hz), 6.96 (1H, d, J = 8.4 Hz), 6.64 (1H,
t, J = 74.7 Hz), 6.10-6.03 (1H, m), 5.47 (1H, dd, J = 17.4, 1.5
Hz), 5.34 (1H, dd, J = 10.5, 1.5 Hz), 4.69 (2H, dt, J = 5.1, 1.5
Hz), 4.63 (2H, dd, J = 5.4, 1.2 Hz), 4.19 (2H, q, J = 6.9 Hz),
1.49 (3H, £, J = 6.9 Hz)

Example 352

Using the compound obtained in Example 347 and 2-

bromopropane, white powdery N-[2-(4-difluoromethoxy-3-
isopropoxyphenyl)oxazol-4-ylmethyl]-2-ethoxybenzamide was

obtained following the procedure of Example 348.

0
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TH-NMR (CDC1;) &: 8.57 (1H, br s), 8.24 (1H, dd, J = 7.5, 1.8 Hz),
7.67 (1H, s), 7.65-7.57 (2H, m), 7.46-7.40 (1H, m), 7.26-7.21 (1H,-
m), 7.08 (1H, t, J = 7.5 Hz), 6.95 (1H, 4, J = 8.4 Hz), 6.63 (1H,
t, J =75 Hz), 4.74-4.62 (3H, m), 4.19 (2H, g, Jd = 6.9 Hz), 1.49
(3H, t, J = 6.9 Hz), 1.40 (6H, 4, J = 6.3 Hz)

Example 353

Using the compound obtained in Example 347 and
(bromomethyl)cyclopropane, white powdery N~-[2-(3-cyclopropyl
methoxy—4-difluoromethoxypheny1)oxazol-4—ylmethyl]—2—ethoxy
benzamide was obtained following the procedure of Example 348.
'H-NMR (CDC1;) &: 8.55 (1H, br s), 8.24 (1H, 4d, J = 8.1, 1.8 Hz),
7.67 (1H, s), 7.61-7.58 (2H, m), 7.46-7.39 (1H, m), 7.26-7.21 (1H,
m), 7.07 (1H, t, J = 7.5 Hz), 6.95 (1H, &, J = 8.4 Hz), 6.70 (1H,
t, J = 75 Hz) 4.63 (2H, dd, J = 5.4, 0.9 Hz), 4.19 (2H, g, J =
6.9 Hz), 1.49 (3H, t, J = 6.9 Hz), 1.35-1.30 (1H, m), 0.71-0.64
(2H, m), 0.41-0.35 (24, m)

Example 354

Using the compound obtained in Example 347 and 4-bromo-
l-butene, white powdery N-[2-(3-but-3~enyloxy-4-difluoromethoxy
phenyl)oxazol-4-ylmethyl]-2-ethoxybenzamide was obtained
following the procedure of Example 348,

'H-NMR (CDCl:) &: 8.56 (1H, br s), 8.24 (1H, dd, J = 7.5, 1.8 Hz),
7.67 (1H, s), 7.64-7.58 (2H, m), 7.46-7.40 (1H, m), 7.26-7.21 (1H,
m), 7.08 (1H, t, J = 7.5 Hz), 6.95 (1H, d, J = 8.4 Hz), 6.64 (1H,
t, J =75 Hz), 5.92-5.86 (1H, m), 5.24-5.13 (2H, m), 4.64 (2H, 4,
J = 5.1 Hz), 4.22-4.14 (4H, m), 2.65-2.58 (2H, m), 1.49 (3H, t, J
= 6.9 Hz)

Example 355

Using the compound obtained in Example 347 and 3-
bromopentane, white powdery N-{2-[4-difluoromethoxy-3-
(1—ethylpropoxy)phenyl]oxazol-4—ylmethyl}-2—ethoxybenzamide was
obtained following the procedure of Example 348.

TH-NMR (CDC1;3) 6: 8.57 (1H, br s), 8.24 (1H, dd, J = 7.8, 1.8 Hz),
7.67 (1H, s), 7.63-7.58 (2H, m)}, 7.46-7.40 (1H, m), 7.23 (1H, 4,
J = 8.4 Hz), 7.07 (1H, t, J = 8.1 Hz), 6.95 (1H, 4, J = 8.1 Hz),
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6.63 (1H, t, J = 75 Hz), 4.64 (2H, 4, J = 5.1 Hz), 4.33 (1H, qt,
J = 6.0, 5.1 Hz), 4.19 (2H, g, J = 6.9 Hz), 1.79-1.70 (4H, m},
1.49 (3H, t, J = 6.9 Hz), 0.99 (6H, t, J = 7.5 Hz)

Reference Example 94

Using the compound obtained in Reference Example 59 and
chlorodifluoromethane, white powdery ethyl 4-benzyloxy-3-
difluoromethoxybenzoate was obtained following the procedure of
Example 4.

'H-NMR (CDCl;) 8: 7.90-7.80 (20, m), 7.45-7.30 (5H, m), 7.03 (1H,
d, J = 8.4 Hz), 6.59 (1H, t, J = 74.4 Hz), 5.23 (2H, s) , 4.35
(2H, g, J = 7.2 Hz), 1.38 (3H, t, J = 7.2 Hz)

Reference Example 95

Using the compound obtained in Reference Example 94,
white powdery 2-(4—benzyloxy—3-difluoromethoxyphenyl)-4—
chloromethyloxazole was obtained following the procedures of
Reference Examples 3 to 5.

'H-NMR {CDC1;3) &: 7.90-7.80 (2H, m), 7.65 (1H, s), 7.45-7.30 (5H,
m), 7.06 {(1H, 4, J = 7.2 Hz), 6.60 (1H, t, J = 74.7 Hz), 5.20 (2H,
s) , 4.56 (2H, s)

Example 356

Using the compound obtained in Reference Example 95,
white powdery 3~{2—(3—difluoromethoxy-4~hydr0xyphenyl)oxazol—4-
y1}-1-(3-methylpyridin-2-yl)propan-l-one was obtained following
the procedures of Reference Examples 92 and 93 and Examples 326
and 327. |
'H-NMR (CDC1;) &: 8.49 (1H, 4, J = 4.5 Hz), 7.76-7.72 (2H, m), .
7.59 (1H, 4, J = 8.4 Hz), 7.57 (1H, s), 7.37-7.30 (iH, m), 7.02
(1H, 4, J = 8.4 Hz), 6.59 (1H, t, J = 75 Hz), 3.59 (2H, t, J =
7.5 Hz)}, 3.01 (2H, t, J = 7.5 Hz), 2.57 (3H, s)

Example 357

Using the compound obtained in Example 356 and 2-
bromopropane, white powdery 3-[2-(3-difluoromethoxy-4-isopropoxy
phenyl)oxazol-4—yl]—l—(3—methylpyridin—2~yl)propan-1~one was
obtained following the procedure of Example 3.

'"H-NMR (CDC1;) &: 8.50 (1H, d, J = 4.5 Hz), 7.83-7.78 (2H, m),
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7.58 (1H, 4, J = 8.4 Hz), 7.47 (1H, s). 7.34-7.30 (1H, m), 7.01
(lH, 4, J = 8.4 Hz), 6.58 (1H, t, J = 75 Hz)}, 4.67-4.57 (1H, m),
3.59 (2H, t, J = 7.5 Hz), 3.01 (2H, t, J = 7.5 Hz), 2.57 (3H, s),
1.39 (6H, 4, J 6.0 Hz)
5 Example 358

Using the compound obtained in Example 356 and allyl
bromide, white powdery 3-[2-(4-allyloxy-3-difluoromethoxy
phenyl)oxazol—é-yl]—1—(3-methylpyridin-2—yl)propan—l-one was
obtained following the procedure of Example 3,

10 'H-NMR (CDCl;) 8: 8.50 (1H, dd, J = 4.8, 1.2 Hz), 7.84-7.80 (2H,
m), 7.60-7.56 (1H, m), 7.47 (1H, 4, J = 1.2 Hz), 7.34-7.30 (1H,
m), 7.01 (1H, 4, J = 8.4 Hz ), 6.60 (1H, t, J = 74.7 Hz), 6.10-
6.00 (1H, m), 5.44 (1H, 44, J = 17.4, 1.5 Hz), 5.33 (1H, dd, J =
10.5, 1.5 Hz), 4.65 (2H, dt,.J = 5.1, 1.5 Hz), 3.60 (2H, t, J
15 7.5 Hz), 3.01 (2H, t, J = 7.5 Hz), 2.58 (3H, s)
Example 359 |
Using the compound obtained in Example 356 and 4-bromo-

l-butene, white powdery 3-[2-(4-but~3-enyloxy-3-difluoromethoxy
phenyl)oxazol—4~yl]-l-(3—methylpyridin-2-yl)propanml—one was
20 obtained following the procedure of Example 3.
'H-NMR (CDCls) 8: 8.50 (1H, dd, J = 4.8, 1.2 Hz), 7.84-7.78 (2H,
m), 7.58 (1H, d, J = 7.5 Hz), 7.46 (1H, s), 7.34-7.30 (1H, m),
7.00 (1H, 4, J = 8.4 Hz )}, 6.59 (1H, t, J = 75 Hz), 5.94-5.85 (1H,
m}, 5.23-5.12 (2H, m), 4.12 (2H, t, J = 6.6 Hz), 3.60 (2H, t, J =
25 7.2 Hz), 3.00 (2H, t, J = 7.2 Hz), 2.63-2.56 (5H, m)
Example 360

Using the compound obtained in Example 356 and

(bromomethyl)cyclopropane, white powdery 3-[2-(4-cyclopropyl

methoxy—3—difluoromethoxyphenyl)oxazol-4—yl]—1-(3-methylpyridin—
30 2-yl)propan-l-one was obtained following the procedure of Example

3.

'H-NMR (CDC13) 6: 8.50 (1H, dd, J = 4.8, 1.2 Hz), 7.83-7.79 (2H,

m), 7.57 (1H, 4, J = 7.5 Hz), 7.46 (1H, s), 7.34-7.30 (1H, m),

6.98 (1H, 4, J = 8.1 Hz ), 6.65 (1H, t, J = 75 Hz), 3.92 (2H, 4,
35 J = 7.2 Hz), 3.59 (2H, t, J = 7.2 Hz), 3.00 (2H, £, J = 7.2 Hz),
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2.57 (3H, s}, 1.33-1.27 (1H, m), 0.69-0.63 (2H, m), 0.40-0.34 (2H,
m)

Example 361

Using the compound obtained in Example 356 and 1-

5 bromopropane, white powdery 3-[2-(3-difluoromethoxy-4-propoxy
phenyl)oxazol-4-yli-1-(3-methylpyridin-2-yl)propan-1l-one was
obtained following the procedure of Example 3.

'H-NMR (CDC1;) &: 8.50 (1H, dd, J = 4.8, 1.2 Hz}, 7.84-7.78 (2H,
m), 7.58 (1H, 4, J = 8.1 Hz), 7.47 (1H, s), 7.43-7.30 (1H, m),

10 7.00 (1H, 4, J = 8.4 Hz ), 6.59 (1H, t, J = 75 Hz), 4.03 (2H, t,
J = 6.6 Hz), 3.59 (2H, t, J = 7.5 Hz), 3.01 (2H, t, J = 7.5 Hz),
2.58 (3H, s), 1.87 (2H, gt, J = 7.2 Hz), 1.06 (3H, t, J = 7.2 Hz)
Example 362

Using the compound obtained in Example 356 and ethyl
15 iodide, white powdery 3-[2-(3-difluoromethoxy-4-ethoxyphenyl)
oxazol-4-yl]-1-(3-methylpyridin-2-yl)propan-l-one was obtained
. following the procedure of Example 3.
'H-NMR (CDCls)} &: 8.50 (1H, 4, J = 4.5 Hz), 7.84-7.78 (2H, m),
7.59 (1H, 4, J = 8.4 Hz), 7.47 (1H, s), 7.34-7.30 (1H, m), 6.99
20 (IH, 4, J = 8.4 Hz ), 6.60 (1H, t, J = 75 Hz), 4.15 (2H, q, J =
6.9 Hz), 3.59 (2H, t, J = 7.2 Hz), 3.0L (2H, t, J = 7.2 Hz}, 2.57
(3H, s), 1.47 (3H, t, J = 6.9 Hz)
Example 363

The compound obtained in Reference Example 95 was used
25 and treated following the procedure of Example 228, followed by
treatment according to the procedure of Example 229, yielding
white powdery 3-[2-(3-difluoromethoxy-4-hydroxyphenyl)oxazol-4-
y1]-1-(2-ethoxyphenyl)propan-1l-one.
"M-NMR (CDC1;) §: 7.80-7.75 (2H, m), 7.71 (1H, dd, J = 7.8, 1.8
30 Hz), 7.46-7.40 (2H, m), 7.22-6.69 (3H, m), 6.59 (1H, t, J = 75
Hz), 5.91 (1H, br s), 4.14 (2H, q, J = 7.2 Hz), 3.42 (2H, t, J =
7.5 Hz), 2.99 (2H, t, J = 7.5 Hz), 1.48 (3H, t, J = 7.2 Hz)
Example 364

Using the compound obtained in Example 363 and 4-bromo-

35 l-butene, white powdery 3-{2-(4-but-3-enyloxy-3-difluoromethoxy
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phenyl)oxazol-4-yl]-1-({2-ethoxyphenyl)propan-1-one was obtained
following the procedure of Example 3.

'H-NMR (CDC1s) o6: 7.84-7.79 (2H, m), 7.71 (1lH, ad, J = 7.8, 1.8
Hz), 7.46-7.39 (2H, m), 7.01-6.92 (3H, m), 6.59 (1H, £, J = 75
Hz), 5.91-5.85 (1H, m), 5.23-5.12 (2H, m), 4.18-4.09 (4H, m),
3.42 (2H, t, J = 6.9 Hz), 2.99 (2H, t, J = 6.9 Hz), 2.60 (2H, m),
1.48 (3H, t, J = 6.9 Hz)

Example 365

Using the compound obtained in Example 363 and allyl
bromide, white powdery 3-[2-(4-allyloxy-3-difluoromethoxy
phenyl)oxazol-4-yl]-1-(2-ethoxyphenyl)propan-1-one was obtained
following the procedure of Example 3.

H-NMR (CDC1;) o6: 7.83-7.79 (2H, m), 7.70 (1H, dd, J = 7.8, 1.8
Hz), 7.46-7.39 (2H, m), 7.02-6.92 (3H, m), 6.60 (1H, t, J = 74.7
Hz), 6.06-6.00 (1H, m), 5.47-5.30 (2H, m), 4.66-4.63 {2H, m),
4.14 (2H, q, J = 6.9 Hz), 3.42 (2H, &, J = 6.9 Hz), 2.99 (2H, t,
J =6.9 Hz), 1.48 (3H, t, J = 6.9 Hz)

Example 366

Using the compound obtained in Example 363 and ethyl

iodide, white powdery 3-[2-(3-difluoromethoxy-4-ethoxyphenyl)
oxazol-4-yl]-1-(2-ethoxyphenyl )propan-1l-one was obtained
following the procedure of Example 3.
‘H-NMR (CDC1;) 6: 7.84-7.80 (2H, m), 7.71(1H, ad, J = 7.8, 1.8 Hz),
7.45-7.39 (2H, m), 7.00-6.91 (3H, m), 6.60 (1H, t, J = 75 Hz)
4.18-4.10 (4H, m), 3.42 (2H, t, J = 7.5 Hz), 2.99 (2H, t, J = 7.5
Hz), 1.50-1.44 (6H, m)

Reference Example 96

The compound obtained in Reference Example 95 was used
and treated following the procedure of Reference Example 45,
followed by treatment according to the procedure of Reference
Example 46, yielding pale yellow oily [2-(4-benzyloxy-3-
difluoromethoxyphenyl)oxazol-4-yllmethylamine was obtained.
'H-NMR (CDCl;) &: 7.89-7.82 (2H, m), 7.61 (1H, s), 7.56-7.31 (5H,
m), 7.07 (1H, 4, J = 8.1 Hz}, 6.62 (1H, t, J = 75 Hz), 5.19 (2H,
s), 3.83 (2H, s)



240 0

*0 N O- -230- Table 25 Ex. No. Chenmical Structure 241 N-

0 Stit 0 OF3 O 242 0 40r1N41) O 0 00 J

10

15

20

25

30

35

~-201-

Example 367

The compound obtained in Reference Example 96 was used
and treated following the procedure of Example 96, followed by
treatment according to the procedure of Example 97, yielding
white powdery N-[2-(3-difluoromethoxy-4-hydroxyphenyl)oxazol-4-
ylmethyl-3-methylpicolinamide.
'H-NMR (CDC13) §: 8.59 (1H, br s), 8.39 (1H, 4, J = 4.5 Hz), 7.79-
7.76 (2H, m), 7.63-7.58 (2H, m), 7.37-7.28 (1H, m), 7.07 (1H, 4,
J 8.1 Hz), 6.61 (1H, t, J = 75 Hz), 6.16 (1H, s), 4.58 (2H, d,
J 5.4 Hz), 2.76 (3H, s)
Example 368

Using the compound obtained in Example 367 and allyl

It

bromide, white powdery N-[2-(4-allyloxy-3-difluoromethoxy
phenyl)oxazol-4-ylmethyl]-3-methylpicolinamide was obtained
following the procedure of Example 98.

'H-NMMR (CDCls) &: 8.60 (1H, br s), 8.39 (1H, d, J = 4.5 Hz}, 7.87-
7.83 (2H, m), 7.65 (1H, s), 7.60-7.57 (1H, m), 7.33-7.29 (1H, m),

'7.10 (14, 4, J = 8.4 Hz ), 6.61 (1H, t, J = 75 Hz), 6.10-5.99 (iH,

m), 5.55 (1H, d4d, J = 17.1, 1.5 Hz), 5.34 (1H, dd, J = 10.5, 1.5
Hz), 4.65 (2H, 4, J = 5.4 Hz), 4.58 (24, d, J = 5.4 Hz), 2.76 (3H,
s) '
Example 369

Using the compound obtained in Example 367 and
(bromomethyl)cyclobutane, white powdery N-[2-(4-cyclobutyl
methoxy-3-difluoromethoxyphenyl)oxazol-4-ylmethyl]-3-methyl
picolinamide was obtained following the procedure of Example 98.
'H-NMR (CDCl;) &: 8.58 (1H, br s), 8.39 (1H, 4, J = 4.5 Hz), 7.87-
7.82 (2H, m), 7.64 (1H, s}, 7.59 (1H, 4, J = 8.4 Hz), 7.33-7.29
(2H, m), 7.01 (1H, 4, J = 8.4 Hz ), 6.59 (1H, t, J = 75 Hz), 4.59
(iH, 4, J = 5.4 Hz), 4.03 (2H, d, J = 6.9 Hz), 2.90-2.82 (1H, m),
2.76 (3H, s), 2.22-2.13 (24, m), 2.00-1.84 (4H, m)

Example 370

Using the compound obtained in Example 367 and isobutyl
bromide, white powdery N-[2—(3—difluoromethoxy-4—isobutoxy
phenyl)oxazol-4-ylmethyl]-3-methylpicolinamide was obtained

I ON
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following the procedure of Example 98.

'H-NMR (CDC1;) 6: 8.58 (1H, br s), 8.39 (1H, d, J = 4.5 Hz}, 7.87-

7.83 (2H, m), 7.64 (1H, s), 7.60-7.57 (1H, m), 7.33-7.28 (1H, m},

7.00 (1H, 4, J = 8.4 Hz }, 6.59 (1H, t, J = 75 Hz), 4.59 (1H, 4,
5 J = 5.4 Hz), 3.81 (2H, d, J = 6.9 Hz), 2.76 (3H, s), 2.22-2.09

(1H, m), 1.06 (6H, d, J = 6.6 Hz)

Example 371

Using the compound obtained in Example 367 and 4-bromo-
1-butene, white powdery N-[2-(4-but-3-enyloxy-3-difluoromethoxy
10 phenyl)oxazol-4-ylmethyl]-3-methylpicolinamide was obtained
following the procedure of Example 98.
'H-NMR (CDC1;) &: 8.59 (1H, br s), 8.39 (IH, d, J = 4.5 Hz), 7.88-
7.83 (2H, m), 7.65 (1H, s), 7.60-7.57 (1H, m), 7.33-7.29 (1H, m),
7.01 (1H, 4, J = 8.4 Hz ), 6.61 (1H, t, J = 75 Hz), 5.94-5.83 (1H,
15 m), 5.24-5.12 (2H, m), 4.59 (1H, 4, J = 5.4 Hz), 4.13 (2H, t, J =
6.6 Hz), 2.76 (3H, s), 2.63-2.57 (2H, m)
Example 372

Using the compound obtained in Example 367 and
(bromomethyl)cyclopropane, white powdery N-[2-(4-cyclopropyl
20 methoxy-3-difluoromethoxyphenyl)oxazol-4-ylmethyl]-3-methyl
picolinamide was obtained following the procedure of Example 98.
'H-NMR (CDC1;) 8: 8.58 (1H, br s), 8.39 (1H, d, J = 4.5 Hz), 7.86-
7.83 (2H, m), 7.65 (1H, s), 7.59 (1H, d, J = 8.4 Hz), 7.33-7.28
(1#, m), 7.00 (1H, 4, J = 8.4 Hz), 6.66 (1H, t, J = 75 Hz), 4.59
25 (2H, 4, J = 5.4 Hz), 3.93 (2H, d, J = 6.9 Hz), 2.76 (3H, s),
1.33-1.24 (1H, m), 0.70-0.64 (2H, m), 0.41-0.35 (2H, m)
Example 373

The compound obtained in Reference Example 96 was used

and treated following the procedure of Example 96, followed by

30 treatment according to the procedure of Example 97, Yielding

white powdery N-[2-(3-difluoromethoxy-4-hydroxyphenyl)oxazol-4-
ylmethyl]-2-ethoxybenzamide.

'H-NMR (CDC1;) 6: 8.59 (1H, br s}, 8.24 (1H, dd, J = 7.8, 1.2 Hz),

7.81-7.78 (2H, m), 7.63 (1H, s), 7.46-7.40 (1H, m), 7.11-7.05 (2H,

35 m), 6.96 (1H, 4, J = 8.4 Hz), 6.62 (1H, t, J = 75 Hz), 5.87 (1H,
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br s), 4.62 (2H, d, J = 5.4 Hz), 4.19 (2H, q, J = 6.9 Hz), 1.50
(3H, t, J = 6.9 Hz)
Example 374

Using the compound obtained in Example 373 and 2-
bromopropane, white powdery N-[2-(3-difluoromethoxy-4-isopropoxy
phenyl)oxazol-4-ylmethyl}-2-ethoxybenzamide was obtained
following the procedure of Example 98.

'H-NMR (CDC1;) 8: 8.60 (1H, br s), 8.24 (1H, dad, J = 7.8, 2.1 Hz),
7.85-7.82 (2H, m), 7.64 (1H, s), 7.45-7.39 (1H, m), 7.09-7.01 (2H,
m), 6.95 (1H, 4, J = 8.1 Hz), 6.59 (1H, t, J = 75 Hz), 4.71-4.61
(5H, m), 4.19 (2H, q, J = 6.9 Hz), 1.51 (3H, t, J = 6.9 Hz), 1.40
(6H, d, J = 6.9 Hz)

Example 375

Using the compound obtained in Example 373 and
(bromomethyl)cyclopropane, white powdery N-[2-(4-cyclopropyl
methoxy-3-difluoromethoxyphenyl)oxazol-4-ylmethyl]-2-ethoxy
benzamide was obtained following the procedure of Example 98.
'H-NMR (CDC1;) 8: 8.59 (1H, br s), 8.24 (1H, ad, J = 7.8, 2.1 Hz),
7.85-7.82 (2H, m), 7.64 (lH, s), 7.45-7.39 (1H, m), 7.09-6.94 (3H,
m), 6.66 (1H, t, J = 75 Hz)}, 4.62 (2H, 4, J = 5.4 Hz), 4.19 (2H,
g, J = 6.9 Hz), 3.93 (2H, d, J = 8.4 Hz), 1.50 (3H, t, J = 6.9
Hz), 1.34-1.24 (1H, m), 0.71-0.64 (2H, m), 0.41-0.35 (2H, m)
Example 376

Using the compound obtained in Example 373 and 1-
bromopropane, white powdery N-[2-(3-difluoromethoxy-4-propoxy
phenyl)oxazol-4-ylmethyl]-2-ethoxybenzamide was obtained
following the procedure of Example 98.

'H-NMR (CDCl;) 8: 8.60 (1H, br s), 8.23 (1H, dd, J = 7.8, 1.8 Hz),
7.87-7.83 (2H, m), 7.64 (1H, s), 7.42 (1H, t, J = 7.5 Hz}, 7.09-
6.85 (3H, m), 6.35 (1H, t, J = 75 Hz), 4.62 (2H, d, J = 6.0 Hz}),
4.19 (24, q, J = 6.6 Hz), 4.04 (2H, t, J = 6.0 Hz), 1.91-1.84 (2H,
m), 1.50 (3H, t, J = 6.9 Hz), 1.07 (3H, t, J = 6.9 Hz)

Example 377

Using the compound obtained in Example 373 and allyl
bromide, white powdery N-[2-(4-allyloxy-3-difluoromethoxyphenyl)
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oxazol-4-ylmethyl}-2-ethoxybenzamide was obtained following the
procedure of Example 98.

'H-NMR (CDC1l;) 6: 8.60 (1H, br s), 8.23 (1H, dd, J = 7.8, 1.8 Hz),
7.86-7.83 (2H, m), 7.64 (1H, s), 7.42 (1H, £, J = 7.5 Hz), 7.10-
6.97 (3H, m), 6.61 (1H, t, J = 75 Hz), 6.07-6.01 (1H, m), 5.49-
5.32 (2H, m), 4.68-4.61 (4H, m), 4.19 (2H, g, J = 6.9 Hz), 1.50
(3H, t, J = 6.9 Hz)

Reference Example 97

Using ethyl 3,4-dihydroxybenzoate and chlorodifluoro
methane, white powdery ethyl 3,4-bis-difluoromethoxybenzoate was
obtained following the procedure of Example 4.

'H-NMR (CDC1l;) &: 8.00-7.90 (2H, m), 7.31 (1H, 4, J = 8.1 Hz),
6.60 (1H, t, J = 72.9 Hz), 6.57 (1H, t, J = 72.9 Hz), 4.39 (ZH, q,
J = 7.2 Hz), 1.40 (3H, t, J = 7.2 Hz)

Reference Example 98

Using the compound obtained in Reference Example 97,
white powdery 2-(3,4-bis-difluoromethoxyphenyl)-4-chloromethyl
oxazol was obtained following the procedures of Reference
Examples 3 to 5.

'H-NMR (CDCl;) &: 7.95-7.90 (2H, m), 7.73 (1H, s), 7.35 (1H, 4, J
= 8.4 Hz)}, 6.60 (1H, t, J = 72.9 Hz), 6.59 (1H, t, J = 72.9 Hz),
4.57 (2H, s)
Example 378

Using the compound obtained in Reference Example 98,

white powdery 3-[2-(3,4-bis-difluoromethoxyphenyl)oxazol-4-yl]-1-
(2-ethoxyphenyl)propan-1l-one was obtained following the procedure
of Example 190.
'H-NMR (CDCl;) &: 7.89-7.84 (2H, m), 7.71 (1H, dd, J = 7.5, 1.8
Hz), 7.48-7.41 (2H, m), 7.32 (1H, d, J = 8.4 Hz), 7.01-6.93 (2H,
m), 6.58 (1H, t, J = 75 Hz), 6.57 (1H, t, J = 75 Hz), 4.14 (2H, q,
J = 6.9 Hz), 3.43 (2H, t, J = 6.9 Hz), 3.00 (2H, t, J = 6.9 Hz),
1.48 (3H, t, J = 6.9 Hz)

Reference Example 99

The compound obtained in Reference Example 98 was used

and treated following the procedure of Reference Example 45,
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followed by treatment according to the procedure of Reference
Example 46, yielding pale yvellow oily [2-(3,4-bis-difluoromethoxy
phenyl)oxazol-4-yl]-methylamine.

'H-NMR (CDC1:) &: 7.92-7.88 (2, m), 7.58 (1H, s), 7.34 (IH, 4, J
= 8.4 Hz), 6.60 (1H, €, J = 75 Hz), 6.59 (1H, t, J = 75 Hz), 3.85
(2H, s)

Example 379

Using the compound obtained in Reference Example 99,
white powdery N-[2-(3,4-bis-difluoromethoxyphenyl)oxazol-4-
ylmethyl]-3-methylpicolinamide was obtained following the
procedure of Example 96.

'H-NMR (CDC1;) &: 8.61 (1H, br s), 8.40 (1H, dd4, J = 7.5, 1.5 Hz),
7.93-7.88 (2H, m), 7.70 (1H, s), 7.60 (1H, 4, J = 1.5 Hz), 7.58-
7.31 (2H, m)}, 6.60 (1H, t, J = 75 Hz), 6.58 (1H, t, J = 75 Hz),
4.60 (2H, dd, J = 6.0, 1.2 Hz), 2.77 (3H, s)

Example 380

Using the compound obtained in Reference Example 99,
white powdery N-[2-(3,4-bis-difluoromethoxyphenyl)oxazol-4-
ylmethyl]-2-ethoxybenzamide was obtained following the procedure
of in Example 1.

'H-NMR (CDCl;) 8: 8.59 (1H, br s), 8.23 (1H, dd, J = 7.5, 1.8 Hz),
7.94-7.88 (2H, m), 7.70 (1H, s), 7.46-7.33 (2H, m), 7.07 (1H, t,
J = 7.5 Hz), 6.95 (1H, 4, J = 8.4 Hz), 6.60 (1H, t, J = 75 Hz),
6.59 (1H, t, J = 75 Hz), 4.63 (2H, d, J = 6.0 Hz), 4.19 (2H, q, J
6.9 Hz), 1.50 (3H, t, J = 6.9 Hz)

Example 381

Using the compound obtained in Reference Example 98,
white powdery 3-[2—(3,4—bis-difluoromethoxyphenyl)oxazol—4-yl]-l-
(3-methylpyridin-2-yl)propan-1l-one was obtained following the
procedure of Example 356.

'H-NMR (CDC1l3) &: 8.51 (1H, br s), 7.88-7.85 (2H, m}), 7.59 (1H, 4,
J = 8.4 Hz}, 7.53 (1H, s), 7.35-7.30 (2H, m), 6.58 (1H, &, J = 75
Hz), 6.57 (1H, t, J = 75 Hz), 3.60 {(2H, t, J = 6.3 Hz), 3.02 (2H,
t, J =6.3 Hz), 2.58 (3H, s)

Example 382
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Using the compound obtained in Example 347 and the
compound obtained in Reference Example 85, white powdery N-{2-[4-
difluoro
methoxy-3-(2,2-difluoroethoxy)phenyl] -oxazol-4-ylmethyl}-2-ethoxy
benzamide was obtained follbwing the procedure of Example 348.
"H-NMR (CDC13) &: 8.55 (1H, br s), 8.24 {1H, 44, J = 7.8, 1.8 Hz),
7.71-7.65 (3H, m), 7.46-7.41 (1H, m), 7.29 (iH, s), 7.08 (1H, *t,
J = 8.1 Hz), 6.96 (1H, 4, J = 8.1 Hz), 6.59 {(1H, t, J = 74.1 Hz),
6.15 (1H, tt, J = 54.9, 4.2 Hz) 4.64 (2H, d, J = 5.4 Hz), 4.32
(2H, td, J = 12.9, 4.2 Hz), 4.20 (2H, g, J = 6.9 Hz} 1.50 (3H, t,
J = 6.9 Hz)
Example 383

Using the compound obtained in Example 347 and 1,1,1-
trifluoro-2-iodoethane, white powdery N-{2-[4~difluoromethoxy-3-
(2,2,2-trifluoroethoxy)phenyl]—oxazol~4-ylmethyl}—2-ethoxy
benzamide was obtained following the procedure of Example 348.
'H-NMR (CDCl;) &: 8.56 (1H, br s), 8.24 (1H, d4d, J = 7.8, 1.8 Hz),
7.75-7.68 (3H, m), 7.46-7.40 (1H, m), 7.30 (1H, d, J = 8.4 Hz),
7.08 (1H, t, J = 8.1 Hz), 6.96 (1H, d, J = 8.1 Hz), 6.60 (l1H, t,
J =74.1 Hz), 4.63 (2H, 4, J = 5.4 Hz), 4.49 (2H, q, J = 8.1 Hz),
4.20 (2H, q, J = 6.9 Hz) 1.50 (3H, t, J = 6.9 Hz)

Example 384

Using the compound obtained in Example 17 and 2-bromo
propane, colorless oily N-[2-(4-methoxy-3-isopropoxyphenyl)
oxazol-4-ylmethyl]-3-methylpicolinamide was obtained following
the procedure of Example 19.

H-NMR (CDC1;) &: 8.58 (1H, br s), 8.39 (1H, 4d, J = 4.8, 1.2 Hz),
7.63-7.57 (4H, m}, 7.33-7.28 (1H, m), 6.93 (1H, 4, J = 8.4 Hz}),
4.68 (1H, sept., J = 6.3 Hz), 4.59 (2H, d, J = 5.7 Hz), 3.89 (3H,
s), 2.76 (3H, s), 1.41 (6H, 4, J = 6.3 Hz)

Example 385

Using the compound obtained in Example 347 and
(bromomethyl)cyclobutane, white powdery N-[2-(3-Cyclobutylmethoxy
-4-difluoromethoxyphenyl)oxazol-4-ylmethyl]-2-ethoxybenzamide was

obtained following the procedure of Example 348.
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'H-NMR (CDCL,;) 8: 8.56 (1H, br s), 8.24 (1H, dd, J = 7.8, 1.8 Hz),
7.67-7.58 (3H, m}, 7.50-7.40 (1H, m), 7.23 (1H, 4, J = 8.4 Hz),
7.08 (1H, t, J = 8.1 Hz), 6.96 (1H, 4, J = 8.1 Hz), 6.63 (1H, t,
J =75 Hz}, 4.64 (2H, 4, J = 5.1 Hz), 4.19 (2H, g, J = 6.9 Hz),
4.08 (2H, d, J = 6.6 Hz) 2.86-2.82 (1H, m), 2.19-2.12 (2H, m),
2.04-1.87 (4H, m), 1.50 (3H, t, J = 6.9 Hz)

The chemical structures of the compounds obtained above
in the Reference Examples and Examples arve shown below in Tables

1 to 40.



11, C 261 /N O /1" N

Structure 262 | 0 000 |

Z N

-234- Table 29 Ex. No. Chem cal

-208-

Table 1

0
Ha
Ckv/ﬂ;fh“<:;>~0/
0
/

Rb
Ref. Ex. No. R® R®
5 Methyl Benzyl
11 Methyl /V
{

17 Methyl //\T/
23 Methyl - CHzCF 3
32 -CH,CF; /V
35 Ethyl Ethyl
38 Methyl Methyl
44 -CHF5 Benzyl
55 Benzyl Benzyl
58 Methyl Ethyl
63 Benzyl Ethyl
68 Methyl iso-Propyl




1 ol N 0 CFri 263, NOI 001 . of
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Table 2
6]
P /
N O
QEt O 0
/
Rc
-0OEt: Ethoxy
Ex. No. R®
1 Benzyl
2 H
3 /\7
4 -CH;CFs
5 n~-Butyl
6 Cyclopentyl
7 /\/\OH
\/
8
9 Ethyl
10 %O
i1 n-propyl
12 iso-propyl
14 iso-Butyl
15 -CH,CH;CF,
92 Methyl

0 CKF/



0 CFr/
Chem cal

265 7 --- N 10 ON o 0 -235- Table 30 Ref.
Structure 89 Cl--...yr--N1 111
-210-
Table 3
0
e A
0 D_\/O
Ex. No. Ar®
25 2-Trifluoromethylphenyl
32 2-(2,2,2-Trifluoroethoxy)phenyl
37 2-iso-Propoxyphenyl
38 2-Methylphenyl
39 2-Ethylphenyl
40 2~-Chlorophenyl
41 5-Fluoro-2-methoxyphenyl
42 4-Fluoro-2-methoxyphenyl
43 6-Fluoro-2-methoxyphenyl
44 2-Methylthiophenyl
46 Z2-Methoxyphenyl
47 2-Trifluoromethoxyphenyl
48 2-n-Propoxyphenyl
51 2-n-Butoxyphenyl
52 2-iso-Butoxyphenyl
54 2-Ethylthiophenyl
56 2, 6-Dimethoxyphenyl
60 2-Methanesulfonylphenyl

Ex.

No.



FO* F)-1 901 00
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Ar
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Table 4

b H\/ﬂjg /
5 *8

Ex. No.

Arb

63

2-Methoxyphenyl

64

2-Methylthiophenyl

66

4-Fluoro-2-methoxyphenyl

67

2-iso-Propoxyphenyl

68

6-Fluoro-2-methoxyphenyl

71

2-n-Propoxyphenyl

72

2-n-Butoxyphenyl

73

2-iso-Butoxyphenyl

Table 5

0]
H
Arc N\J,E;( c{
T
O 0
CF—/

Ex. No.

Ar®

78

2-Methoxyphenyl

79

2-Methylphenyl

80

2-n-Propoxyphenyl

81

2-iso-Propoxyphenyl

82

4-Chloro-2-methoxyphenyl

*

FO F)--1 92 |
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Table 6
o)
H
Ar TI/N\/[N/)‘Q‘OEt
0 OEt
OEt: Ethoxy
Ex. No. Ar?
85 2-n-Propoxyphenyl
86 2-Trifluoromethylphenyl
88 2-Ethoxyphenyl
89 4-Ethoxyphenyl
90 5-Methoxy-2-trifluoromethoxyphenyl
g1 3-Ethoxyphenyl
Table 7
0 Rd
ar NI @0/
N
o
/
Re
Ex. No. Ar® R? R®
23 2-Trifluoromethylphenyl Methyl Benzyl
24 2-Trifluoromethylphenyl Methyl H
26 2-Trifluoromethylphenyl Methyl <" 0H
2-(2,2,2~
30 Trifluoroethoxy)phenyl Methyl Benzyl
2-(2,2,2-
31 Trifluoroethoxy)phenyl Methyl H
33 2-Methoxyphenyl Methyl © Benzyl
34 2-Methoxyphenyl Methyl H
35 2-Methoxyphenyl Methyl cyclo-Pentyl
83 2-Ethoxyphenyl ~-CH,CF, /w
93 2-Ethoxyphenyl Methyl Methyl
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Table 8
= 0 f
x I H\/[ v o "
N
0 0
R9
Ex. No. Rf R?
16 Methyl Benzyl
17 Methyl H
18 Methyl Cyclopentyl
19 Methyl ~-CH,CF,
20 Methyl Ethyl
21 Methyl Allyl
22 Methyl
36 Methyl /w
62 Methyl iso-Butyl
84 -CH,CF'3 v,
94 Methyl Methyl
26 -CHF, Benzyl
97 -CHF, H
98 ~CHF, v,
384 Methyl iso-Propyl

0)-F* 0 F-( F 99
Et hoxy Ex. No. RA



RB 325 Met hyl

348 Di fl uoronet hyl
351 Difl uoronet hyl
Cycl opr opyl net hyl
1- Et hyl pr opyl

n- Propyl

Di fl uor onet hyl
Di fl uor onet hyl

1- Et hyl pr opyl
| so- But yl

RP A0

Allyl

Table 9

346 Difl uoronet hyl
349 Di fl uoronet hyl
352 Di fl uoronet hyl

354 Di j“jgr onet hyl 3-Butenyl 355

Z N 0
%ﬁjN@O/
0 o)
.7
Rl

Benzyl
Et hyl

Ex. No. R" R
27 Ethyl Benzyl
28 Ethyl H
29 Ethyl Cyclopentyl
45 H //\\§7
50 Ethyl /W
53 iso-Propyl /W
57 Methyl /A\Y7
58 iso-Butyl /A\Y7
61 n-Propyl /A\Y7
65 Ethyl iso-Butyl
69 Methyl iso-Butyl
70 iso-Butyl iso-Butyl
74 iso-Propyl iso-Butyl
76 Methyl ~CH,CF3
77 Ethyl -CH,CF3
85 Methyl Methyl

347 Difluoronethyl
350 Di fl uoronet hyl

i so- Propyl

353

H



73 HDi fluoromethyl Difluoronethyl 374 iso-Propyl 375 Cycl opropyl net hyl
Di fl uoronmethyl 376 n-Propyl Difluoronethyl 377 Allyl Difluoronmethyl 380
D fluoromethyl Difluoronmethyl 382 Difluoronethyl 2,2-Difluoroethyl 383
Di fluoromethyl 2,2,2-Trifluoroethyl Q/cl_%);sltyl met hyl 385 Difl uor onet hyl
-238- Table 33 Ex. No. -

Table 10
Arf H\io/ /Ri
}I,N N 0
O
/
Rk
Ex. No. £ R RE
[,
| l
49 7 Methyl /W
0
4
55 N Methyl /\V
=
i e
59 N~ Methyl /W
Me
75 l Ny -Me Methyl iso-Butyl
P
[ X
87 N Ethyl Ethyl
S
99 (:;)N Methyl %

Me: Methyl



Rc RD 324 Met hyl 1-Ethyl propyl 338 Difluoromethyl Ethyl 339 Difl uoronethyl

Al lyl 340 Difluoronethyl n-Propyl 341 Difl uoronethyl iso-Propyl 342
Di fl uoronet hyl 1-Ethyl propyl 343 Difluoronethyl 3-Butenyl 344
Di fluoromethyl iso-Butyl 345 Difl uor omawi/é_ Cycl obut yl met hyl 367 H
Di fl uoromet hyl 368 Allyl
Table 11
i o) R!
N@Oj
OEt O 0
Rm
-0OEt: Ethoxy
Ex. No. R R"
101 Methyl H
102 Methyl /W
103 Methyl Ethyl
104 Methyl Allyl
105 Methyl Cyclopentyl
106 Methyl iso-Butyl
107 Methyl n-Propyl
108 Methyl S
109 Methyl n-Butyl
110 Methyl N
111 Methyl iso-Propyl
112 Methyl ~-CH,CF,
113 Methyl /U
114 Methyl /b




Di fluoromet hyl 369 Cycl obutyl nethyl Difluoronethyl 370 iso-Butyl

Di fl uoronmethyl 371 3-Butenyl Difluoronmethyl 379 D fl uoronethyl

D fluoromethyl -239- Table 34 -O0OEt: Ethoxy Ex. No. RE EF 313 Met hyl

Di fluoromethyl 314 Met hyl 2,2-D'fluoroet§¥4 315 Met hyl 2-Fl uoroethyl 334
Di fl uoronet hyl Ethyl 335 - -

Table 11 (continued)

Ex. No. rR'? R™
115 Methyl P
116 Methyl Y
117 Methyl ,/\¢¢L\
Y 118 Methyl @
119 Methyl /,\¢J::]
120 . Methyl /\/\O
121 Methyl /\/A
122 Methyl //\v/£:>
182 Ethyl Ethyl
190 Benzyl Ethyl
191 H Ethyl
192 iso- Ethyl
Propyl
228 -CHF, Benzyl
229 -CHF, H
230 -CHF, iso-Propyl




336 Difluoronethyl Cyclopropyl met hyl 337
enyl 363 H Difluoronethyl 364 3-Butenyl D fl uoronethyl

Di fl uoromet hyl Allyl
Di fl uoronet hyl 3- But
365 Allyl Difluoromethyl 366 Ethyl Difluoronethyl
Di fluoronmethyl  -240- Table 35 N, -00/ RG PO RH Ex
Di f | uor onet hyl -
Table 12
0
] /
N 0
OMeO 0
/7
Rn
-OMe: Methoxy
Ex. No. R"
169 iso-Propyl
170 /”\Y7
171 Cyclopentyl
172 Ethyl
173 iso-Butyl
174 Allyl
175 -CH,CF,
Table 13

/\/O 0 0]
/
RO
Ex. No. R°®
194 H
195 Ethyl
196 Cyclopentyl
197 iso-Propyl
198 v,
199 AN
200 Allyl
201 0
203 -CH,CF,

378 Di fl uoronet hyl
No. RG RH 308 Met hyl




309 Methyl 2,2-Difluoroethyl 310 Methyl 2-Fluoroethyl 311 Met hyl sec-Butyl
312 Methyl 1-Ethylpropyl 317 H 2,2-Difluoroethyl 318 Ethyl
2,2-Difluoroethyl 319 iso-Propyl 2,2-Difluoroethyl 327 Difluoronmethyl H 328

Di fl uoromet hyl Cycl opropyl net hyl 329 Di fﬁfé)r onet hyl n-Propyl 330
Di fl uoronethyl Allyl 331 - -

Table 14

Rr

Ex. No. RF
207 H
208 /W
209 Ethyl
210 iso-Propyl
211 Allyl
212 N
213 -CH,CF,
214 0

Table 15
’ 0]
/
Y/,
Nﬂo
/\/O 0 /0
R4
Ex. No. R®
164 Benzyl
166 Allyl
177 v
189 Ethyl
224 iso-Propyl




Di
Et

Di
D
D

f
h
f
f
f

I
y
I
I
I

uoronet hyl 3-Butenyl 332 Difluoromethyl iso-Propyl 333 Difl uoronethyl
357 iso-Propyl Difluoronethyl 358 Allvyl

| 356 H Difl uoronethyl

uor onet hyl 359 3- But enyl

Di fl uoromet hyl 360 Cycl opropyl net hyl

uor onmet hyl 361 n-Propyl D'fluoronetp¥£0362 Et hyl Difluoronethyl 381
uoronet hyl Difluoronethyl -241- -

Table 16

O
/
RI’
Ex. No. R"
220 H
221 v
225 Ethyl
226 Allyl
227 iso-Propyl
Table 17

IO
Ard Y\/EN)‘QOET

% OEt
-0Et: Ethoxy
Ex. No. Ar®
178 2-A11yloxyphenyl
184 3-Ethoxyphenyl
185 4-Ethoxyphenyl
205 2-n-Propoxyphenyl
216 2-iso-Propoxyphenyl
218 2-Methylphenyl




Table 36 Ex. No. R RJ RK 267 Met hyl Benzyl
269 Met hyl Benzyl 2,2-Difluoroethyl 270 Methyl H

Benzyl 2-Fl uoroethyl

Di f 1 uor onet hyl

273 Met hyl

Di fluoromet hyl 268 Met hyl

271 Methyl H 2-Fl uoroethyl 272 Methyl H 2,2-Difl uoroethyl

i so-Propyl Difl uoronethyl
py y —221-
Table 18
Ex. No. Chemical Structure
0 /
| »—Qo
165 N -
OH O
o /
168
OH
/O O
O /
l /}—Qo
N
176 O
OH O >
0, /
| /)—@-o
N
179 o]
cr O >
o /
J »—Qo
223 N 0{
OH O




Di fl uor onet hyl
2- Fl uor oet hyl

275 Met hyl
277 Met hy]
279  Met hy!

I so- Propyl
| so- But yl

n- Propyl

2- Fl uor oet hyl
2- Fl uor oet hyl

276
278
2,2-Difl uoroet hyl

274 Met hyl Et hyl
Met hyl 3- But enyl
Met hyl i so- Propyl

2,2-Difl uoroethyl

280 Methyl Ethyl 2,2-Difl uoroethyl

281 Methyl Allyl 2,2-Difluoroethyl 282
Met hy -222-

Table 18 (continued)

Ex. No. Chemical Structure
0 /
l 4 C
231 N
O
o0 0
0]
QA
232 CH
/OVO °
0 /
Qg
N
233 O~<
/OVO ©
0 /
[} O
234 N
0
cF,0 © A\
0 /
Qg
N
235 0
0]
CFy O A




3-Butenyl 2,2-Difluoroethyl 283 Methyl Cyclopropyl nethyl 2,2-Difluoroethyl
284 Methyl 2,2-Difluoroethyl 2,2-Difluoroethyl 285 Methyl iso-Butyl
2,2-Difluoroethyl 288 Ethyl Ethyl Difluoronethyl 289 Ethyl Ethyl

2- Fl uoroet hyl 290 Ethyl Ethyl 2,2-Difluoroethyl 292 Ethyl Ethyl
Trifluoronmethyl 293 Methyl Cycl opropyl n‘e%:fﬁ/'l Trifl uoronet hyl

Table 19

7 N\
==

Zio
O\

O 0
/
Rs
Ex. No. R®
136 H
137 /W
138 Ethyl
139 iso-Propyl
140 Allyl
141 0
142 iso-Butyl
143 n-Propyl
144 Cyclopentyl
L
145 ~ 7
146 S
147 n-Butyl
148 /\O




-242- Table 37 Ex. No. Chemcal Structure 266 101 OHOO . O N 286 000
0.0 N 0.-\ 287 So OHO O . N O-\ 291 0 O N II. 294
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Table 19 (continued)

Ex. No. R®
149 NN
150 -CH,CH,>Ph
151 -CH,CH,CH,Ph

152

O
153 /\/A
~ O

154

155 -CH,CF3

156 /\)\

158 Cyclohexyl

Ph: Phenyl
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Table 20
Z N 0
w @‘ /
% N o)
A0 0 0
Rt Ru
Ex. No. R* R"
125 Methyl H
126 Methyl Ny
t 127 Methyl iso-Butyl
128 Methyl Cyclopentyl
129 Methyl ~CH,CF
131 Ethyl H
132 Ethyl Cyclopentyl
133 Ethyl v/
134 Ethyl iso-Butyl
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Table 21
Ex. No. Chemical Structure
0] CF
ZN | /)—Q—Oﬁ ’
< N
123 o)
o0 O >—t

O /
AN I»—Qo
s N
161
o OH

0 /
) | }_QO
‘ N
162 = o
o) <\/ }
0 /
7N | )—Qo
! N
163 x S
o)

.
0 —
~ w | y 0
181 - N
° ¢
0 —
AN | »—Qo
183 x N .
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Table 21 (continued)
Ex. No. Chemical Structure
0
7N | )—QOH
N
187 =
O OH
o] ,—CF
< i\\l | P 0 ®
188 = N
0 0
CF,
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Table 22
6]
sRY
Awhxn/&§,J[¥»““<:;>—O
0 o
/
Rw
Ex. No. Ar* RY R
193 2-n-Propoxyphenyl Methyl Benzyl
202 2-n-Propoxyphenyl Methyl -CH,CF3
204 2-n-Propoxyphenyl Ethyl Ethyl
206 2-iso-Propoxyphenyl Methyl Benzyl
215 2-iso-Propoxyphenyl Ethyl Ethyl
217 2-Methylphenyl Ethyl Ethyl
219 2-Methylphenyl Methyl Benzyl
222 2-Benzyloxyphenyl Methyl iso-Propyl
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Ex. No. Ar* R* RY
100 2-Ethoxyphenyl Methyl Benzyl
124 3-Methoxypyridyl Methyl Benzyl
130 3-Ethoxypyridyl Methyl Benzvyil
135 3-Methylpyridyl Methyl Benzyl
160 2-Pyridyl Methyl Benzyl
167 2-MethoxyPhenyl Methyl Benzyl
180 3-MethylPyridyl Ethyl Ethyl
186 3-MethylPyridyl Benzyl Benzyl
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Exanpl e 1 Phosphodi esterase(PDE)4 inhibitory activity evaluation test (1)
Large scale plasm d preparation Plasmd gontaining genes (HPDE4D) coding
for human 5 PDE4D3 cDNA (stored in O suk 3%eri ca Phar maceutical, |nc.
Maryl and Research Laboratories) was t(r}aanll_ﬁfeoaged in E. coil, cultured on a
| arge scal e, and purified using an EndoFreem Plasm d Maxi Kit (Q agen).
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(2) Abundant expression and purification of PDE4D 10COS-7 cells derived
fromAfrican green nonkey ki dneys were passage cultured in D MEM nedi a

containing 100 units/m penicillin,

100 Rg/m streptonycin,

and 10 % FBS.

The cells were transfected with the plasmd prepared in (1) above using
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15 50-, 100-, 200-,

400-,

and 800-fold dilutions of the enzyne sol utions.

PDE4D activities were neasured according to (4) below The percentage of
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t he percentage was between 10% and 30% was adopted in the inhibitory study
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-OEt: Ethoxy
Ex. No. Ra Rp
325 Methyl 1-Ethylpropyl
346 Difluoromethyl Benzyl
347 Difluoromethyl H
3438 Difluoromethyl iso-Butyl
{ 349 Difluoromethyl Ethyl
350 Difluoromethyl n-Propyl
351 Difluoromethyl Allyl
352 Difluoromethyl iso-Propyl
353 Difluoromethyl Cyclopropylmethyl
354 Difluoromethyl 3-Butenyl
355 Difluoromethyl 1-Ethylpropyl
373 H Difluoromethyl
374 iso-Propyl Difluoromethyl
375 Cyclopropylmethyl Difluoromethyl
376 n-Propyl Difluoromethyl
377 Allyl Difluoromethyl
380 Difluoromethyl Difluoromethyl
382 Difluoromethyl 2,2-Difluoroethyl
383 Difluoromethyl 2,2,2-Trifluoroethyl
385 Difluoromethyl Cyclobutylmethyl
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Ex. No. Re Rp
324 Methyl 1-Ethylpropyl
338 Difluorcmethyl Ethyl
339 Difluoromethyl Allyl
340 Difluoromethyl n-Propyl
341 Difluorcmethyl iso-Propyl
342 Difluoromethyl 1-Ethylpropyl
343 Difluoromethyl 3-Butenyl
344 Difluoromethyl iso-Butyl
345 Difluoromethyl |Cyclobutylmethyl
367 H Difluoromethyl
368 Allyl Difluoromethyl
369 Cyclobutylmethyl | Difluoromethyl
370 iso-Butyl Difluoromethyl
371 3-Butenyl Diflucromethyl
379 Difluoromethyl Difluoromethyl
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Ex. No. Re Rp
313 Methyl Difluoromethyl
314 Methyl 2,2-Difluoroethyl
315 Methyl 2-Fluoroethyl
334 Difluoromethyl Ethyl
_ 335 Difluoromethyl Allyl
{ 336 Difluoromethyl | Cyclopropylmethyl

337 Diflucromethyl 3-Butenyl
363 H Difluoromethyl
364 3-Butenyl Difluoromethyl
365 Allyl Difluorcmethyl
366 Ethyl Difluoromethyl
378 Difluoromethyl Difluoromethyl
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Ex. No. Re Ry
308 Methyl Difluoromethyl
309 Methyl 2,2-Diflucroethyl
310 Methyl 2-Fluoroethyl
311 Methyl sec-Butyl
312 Methyl l-Ethylpropyl
317 H 2,2-bifluoroethyl
318 Ethyl 2,2-Difluoroethyl
319 iso-Propyl 2,2-Difluorcethyl
327 Difluoromethyl H
328 Difluoromethyl Cyclopropylmethyl
329 Difluoromethyl n-Propyl
330 Difluoromethyl Allyl
331 Difluoromethyl 3-Butenyl
332 Difluoromethyl iso-Propyl
333 Difluoromethyl Ethyl
356 H Difluoromethyl
357 iso-Propyl Difluocromethyl
358 Allyl Difluoromethyl
359 3-Butenyl Difluorcmethyl
360 Cyclopropylmethyl Difluoromethyl
361 n-Propyl Difluoromethyl
362 Ethyl Difluoromethyl
381 Difluoromethyl Difluorcmethyl
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267 Methyl Benzyl Difluoromethyl
268 Methyl Benzyl 2-Fluorcethyl
269 Methyl Benzyl 2,2-Difluoroethyl
270 Methyl H Difluoromethyl
271 Methyl H 2-Fluoroethyl
272 Methyl H 2,2-Difluoroethyl
273 Methyl iso-Propyl Difluoromethyl
274 Methyl Ethyl Difluoromethyl
275 Methyl iso-Propyl 2-Fluorocethyl
276 Methyl 3-Butenyl 2-Fluoroethyl
277 Methyl iso-Butyl 2-Fluoroethyl
278 Methyl iso-Propyl 2,2-Diflucrecethyl
279 Methyl n-Propyl 2,2-Difluorcethyl
280 Methyl Ethyl 2,2-Difluoroethyl
281 Methyl Allyl 2,2-Difluoroethyl
282 Methyl 3-Butenyl 2,2-biflucroethyl
283 Methyl Cyclopropylmethyl | 2, 2-Difluoroethyl
284 Methyl 2,2-Difluoroethyl | 2, 2-Difluoroethyl
285 Methyl iso-Butyl 2,2-Difluorcethyl
288 Ethyl Ethyl bifluoromethyl
289 Ethyl Ethyl 2-Flucroethyl
290 Ethyl Ethyl 2,2-Difluorcethyl
292 Ethyl Ethyl Trifluoromethyl
293 Methyl Cyclopropylmethyl | Trifluoromethyl




4 Owve O
Oowe 0-

\

ON O0e0<50172 40w 0 O1I Nt Ow CEt

0 <50 174 4 Ow O

<50 177 0 "---/ o O O IlikMe O <50 181
-242-
Table 37
Ex. No. Chemical Structure
o} /
@Y\/[N' e
266
0 s
286 N o
_0_0 O N\
0 [
287 N o
OH O N\
9 /
] y 0
291 N
\n,o O O_<
0
O/
O —
| Y O
294 N
0
0 O \
0] Y
@P/EN/ ©
295
0
L0 © A\




MeO

OE CEt <50 182 SOCEt 0 O I*

OEt OEt <50 195 41 0 O |

OCEt 208 011 N ONe o <50 224
-243-
Table 38
Ex. No. Chemical Structure
0 S
P @]
296 N
0 0\
O Y
[ 4 O
297 N .
0 \
O S
R A
N
298 O
.0 O A\
‘ 5 g
F o O
N
299 o
0 © N\
) I
| 2 0
N
300 - o O—\
0
O T
| 5 O
N
301
o) 0\
O S
Q{\/E/ O
N
302 ~0 o)
o © \
~
0] S
QY\/[/ )
N
303 0
L0 © A\

N ik



40 e--/ ©

(continued) Ex. No. Chemical Structure PDE 4 Cm
NO1( O -\
-244-
Table 39
Ex. No. Chemical Structure
F | 0
304 N
0
-0 © \
0 /
ROV e
N
0 /
| )—%C:?—o
306 N o—<
& /
| 2 o
307 N
o
6 o
0
7 F | 0]
N
316 S F o L@
0 >_/
F
O /
QYH“[ )_QO
N N
O
320 o) Q_/
. F._©
\1/
F
[ )-8
H 0]
Q\WNJ[N’
OH
321 F__O O
\(

<50

o * Owve Na <50 232 4 C&t O

0 ,it0,CHF2 N <50
(1

-253- Table 41
UM 274 111 F."(0O F 0




275 011 0 <50 Nir

N <50 280 011

276 010 O . <50

NO O --/

~-245-
Table 40
Ex. No. Chemical Structure
y 0 d’
PN
322 F_O O o
T I
8] /
gL~
N N
323 F_O O P
T <
F
{
L 5 F)_
0 0 F
7N | Q—Q'o
326 = N 0
> O

278 011 F FL 0 O it



0 4, <50 NO( 0" %\ 281 0,/ 4. NO -\__ <50 283 011 F FL 0 O ik NO/
01> /| <50 -254- Table 41 (continued) Ex. No. Chemcal Structure PDE

4 (1C50:nM 284
-246-

Test Example 1

Phosphodiesterase (PDE)4 inhibitory activity evaluation test
(1) Large scale plasmid preparation
Plasmid containing genes (HPDE4D) coding for human
5 PDE4D3 cDNA (stored in Otsuka America Pharmaceutical, Inc.,
Maryland Research Laboratories) was transformed in E. coli,
cultured on a 1large scale, and purified using an EndoFree™
Plasmid Maxi Kit (Qiagen).
(2) Abundant expression and purification of PDE4D
10 COS-7 cells derived from African green monkey kidneys
were passage cultured in D-MEM media containing 100 units/ml
penicillin, 100 pg/ml streptomycin, and 10 % FBS. The cells were
transfected with the plasmid prepared in (1) above using
Lipofectamine™ 2000 (hereinafter referred to as “LF20007,
15 Invitrogen), following the manufacturer’'s protocol. The COS-7
cells were inoculated in a 10 cm culture dish on the previous day
50 as to be 90 ¥ confluent on the day of transfection. Culture
dishes each containing a plasmid solution (solution A) in which
24 pg of plasmid was diluted in 1.5 ml Opti-MEM I Reduced Serum
20 Medium (Invitrogen) and an LF2000 solution (solution B) in which
60 pl of LF2000 was diluted in 1.5 ml Opti-MEM I Reduced Serum
Medium were separately allowed to stand for 5 minutes at room
temperature. Solutions A and B were then mixed and the mixture
was allowed to stand for 20 minutes at room temperature. The
25 mixture was added to the cultured cells, and incubated at 37 °C
(5 % CO;) overnight. On the following day, the medium was
replaced, and the mixture was further incubated overnight to
harvest the cells in the following manner. The cells were washed
with PBS (Sigma) once, and 10 ml of a Trypsin-EDTA solution
30 (Sigma) was added to each culture dish. After the solution was
distributed to each of the culture dishes, the cells were
detached, and the dishes were allowed to stand for about 5
minutes at 37 °C. The detached cells from the dishes were
suspended in media, collected into centrifuge tubes, and

35 centrifuged at 1200 rpm for 5 minutes at 4 °C, and supernatants
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were removed. The cells were further washed with PBS, and stored
at -80 °C. KHEM buffer (100 mM Hepes, 50 mM KC1, 10 mM EGTA, 1.92
mM MgCl,, pH 7.4) containing 1 mM DTT, 1 pg/ml antipain, 1 pg/ml
aprotinin, 1 ug/ml leupeptin, 1 pg/ml pepstatin A, 157 ug/ml
benzamidine, and 120 pg/ml Pefabloc SC was added to the stored
cells, and the contents were moved to a glass homogenizer to be
homogenized on ice. The cell suspension was centrifuged at 1000
rpm for 5 minutes at 4 °C, and the supernatant was further
centrifuged at 14000 rpm for one hour. After centrifugation, the
supernatant was dispensed into new tubes as PDE4D enzyme
solutions, and stored in a deep freezer.
(3) Determination on dilution ratio of PDE4D enzyme solutions

The PDE4D enzyme solutions prepared in (2) above were
dissolved in 20 mM Tris-HCl solution (pH 7.4) to give 10-, 25-,
50-, 100-, 200-, 400-, and 800-fold dilutions of the enzyme
solutions. PDE4D activities were measured according to (4) below.
The percentage of catalyzed c2AMP to total cAMP was calculated,
and such a dilution, in which the percentage was between 10% and
30%, was adopted in the inhibitory study below.
(4) Measurement of PDE4D inhibitory activity

Necessary amounts of test compounds were welghed, and
100 % dimethylsulfoxide (DMSQO) was added thereto to adjust the
concentration to 10 mM. The solutions were stored in a freezer as
stock solutions of each test compound. After being thawed when
required, the solutions were diluted 20-fold with 100 % DMSO to
give a 500 pM concentration. Further, 10-fold serial dilutions
were made with 100 % DMSO to prepare test compounds of different
concentrations. 2 pl of solutions containing one of each of the
test compound were separately added into 1.2 ml tubes in which 23
ul of 20 mM Tris-HCl (pH 7.4) had been placed beforehand. 25 pl
of a PDE4D enzyme solution diluted at an optimal ratio determined
in (3) above were added on ice to each of the tubes, and 50 ul of
a substrate solution containing 2 QM[ﬁﬂcmMP brepared by dilution
with a 20 mM Tris-HC1 (pH 7.4) containing 10 mM MgCl, was added

thereto. The final DMSO concentration in the reaction liquid was
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2 %. After mixing, the mixture was incubated for 10 minutes at 30
°C. At the completion of the incubation, the tubes were placed in
a bath containing boiling water for 3 minutes, and the reaction
was stopped. After cooling the tubes in ice, 25 pl solution of
5 0.2 mg/ml snake venom was added thereto, and after mixing the
mixture was incubated for 10 minutes at 30 °C. At the completion
of the incubation, 0.4 ml of a Dowex 1 x 8 resin solution
prepared in an EtOH:H,0 (1:1) solution was added thereto. After
mixing, the tubes were allowed to stand at room temperature for
10 at least an hour. 50 pl of the supernatant in one of each of the
tubes was moved to one of the wells of a topCount plate, and the
plate was dried overnight. °H radicactivity (cpm) was measured
using a TopCount™.
The ICsy values (concentration which produced 50%
15 inhibition of substrate hydrolysis) for the test compounds were
determined with the Excel (Microsoft Excel 2000 SR-1) statistical
package using regression analysis function.
The results are shown in Table 41. The table
demonstrates that compounds represented by formula (I) have the
20 outstanding PDE4 inhibitory activities.
In the structural formulae shown in the following table,
-Me is a methyl group, -Et is an ethyl group, -OMe is a methoxy
group, -OEt is an ethoxy group, and -SMe is a methylthio group.
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Test Example 2

Inhibitory activity measurement on TNF-o production
INF-o production inhibitory activity was evaluated
according to the following tests.
(1) Isolation of mononuclear cells from mouse peripheral blood
Mononuclear cells were isolated from heparinized blood

obtained from male BALB/c¢ mice (Charles River Laboratories,
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Japan) by density gradient centrifugation using Lympholyte-M
(Cedarlane Laboratories). Viable cell numbers in the peripheral
blood mononuclear cells were counted using trypan blue dye, and
prepared in cell culture medium (RPMI 1640 medium containing 10 %
FCS) to 1.25 x 10° cells/ml.
(2) Induction of TNF-o production

Test compounds were dissolved in DMSO, and test
compound solutions were diluted for use in cell culture media. 20
ul test compound solutions of different concentrations and 160 ul
peripheral blood mononuclear cell suspensions were placed in a
96-well plate, and cultured for 30 minutes. 20 pl (final
concentration 1 pg/ml) lipopolysaccharide (LPS) derived from E.
coli (serotype 055:B5) was added thereto to induce TNF-a
production. The mixtures were then cultured at 37 °C for 5 hours,
and the culture supernatant was removed from each well.
(3) Measurement of TNF-o concentration

INF-a concentrations in the culture supernatants were
measured by ELISA (OptEIA™ Set Mouse TNF-a, BD Pharmingen). The
ICso values (concentration which produced 50% inhibition of TNF-qo
production) for the test compounds were determined with the Excel
(Microsoft Excel 2000 SR-1) statistical package using regression
analysis function.

The resulits obtained are shown in table 42.

Table 42
Test compounds TNF—a (ICsp: nM)
Compound of Ex, 18 <50
Compound of Ex. 43 <50
Compound of Ex, 126 <50
Compound of Ex. 157 <50
Compound of Ex. 177 <50

0
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CLAIMS

1. An oxazole compound represented by Formula (1)

0
Rz—w—[N)_ R

wherein R® is a phenyl group which may have one or more
5 substituents selected from the following (1-1) to (1-11):
(1-1} hydroxy groups,

(1-2) unsubstituted or halogen-substituted Ci;_¢ alkoxy groups,

(1-3) Cy6 alkenyloxy groups,
{(1-4) Cs¢ alkynyloxy groups,
10 {(1-5) cyclo Czg alkyl C;s alkoxy groups,
(1-6} cyclo Ciz_g alkyloxy groups,
(1-7) cyclo Ci_g alkenyloxy groups,
-8)

dihydroindenyloxy groups,
(1-9) hydroxy C:_s alkoxy groups,

15 (1-10) oxiranyl C;-s alkoxy groups, and
(1-11) hydroxy groups protected by C;-¢ alkanoyl, phenyl Ci-g
alkyl, tri- Ci¢ alkylsilyl, or tetrahydropyranyl;

R is a phenyl group or a nitrogen atom-containing heterocyclic
group selected from the group consisting of pyrrolidinyl,

20 piperazinyl, pyridyl, pyrazinyl, pyridazinyl, isoquinolyl and
morpholinyl, and either the phenyl group or nitrogen atom-
containing heterocyclic group may have one or more substituents
selected from the following (2—1) to (2-10):

2-1) hydroxy groups,

(

25 (2-2) wunsubstituted or halogen-substituted Ci;-¢ alkoxy groups,
{2-3) unsubstituted or halogen-substituted Ci-¢ alkyl groups,
(2-4) Ca6 alkenyloxy groups,

(2-5) halogen atoms,
(2-6) Ci-¢ alkanoyl groups,

30 (2—-7} Ci-¢ alkylthio groups,

(2-8) Ci¢ alkylsuifonyl groups,
(2-9)
(2-10) Ci-¢ alkoxy Cis alkoxy groups; and

OX0 groups, and
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TNF-a production TNF-a production inhibitory activity was

eval uated according to the following tests. (1) Isolation of nobnonucl ear
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(serotype YO55s 8 )dwas-tatided, t Hetd)o-,t eCi(rbuc® (RNF, - eB (PriodueDi on. The

m Xt ures re.t cultu at 37 Cfor 5 hours, 15 and the culture
super nat a\r%?(%’gl@g_ﬁo\?gd_$?§h‘f—each wel | . (3) Measurenent of TNF-a

concent r awhelein R® and R! dF-eachonndapeaddnis; ianhyHecget taticen supear nat ant s
wer e asuyr ed LI SA (Opt El Am Set Mbuse TNF: a, BD Pharm ngen). The | C50
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for the tesbmconpoundsanaere determned with the Excel (Mcrosoft Excel 2000
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obt ai ned &r el 3 HORTHSF2ZABPE1 YD IroHR| 8742 FE@RLCnEsaHAsTaREESSNTEACEE: nV)
Conpound ebrf%i1a 18i 190 Jeonpeynd of Ex. 43 <50 Conpound of Ex.

Formula (iii) -C(=0)-A°-N(R>)-

15 Formula (iv) -A’-N(R®)-
wherein A% and A® are each independently a C;-¢ alkylene group,
and R® and R® are each independently a hydrogen atom or a Ci-g
alkyl group:

or a salt thereof.

20
2. The compound according to claim 1,
wherein R! is a phenyl group which has 1 to 3 substituents
selected from the following (1-2), {1-3), (1-4) and (1-5):
(1-2) unsubstituted or halogen-substituted Ci-s alkoxy groups,
25 (1-3} Cyg alkenyloxy groups,
(1-4) C,-¢ alkynyloxy groups, and
{1-5} cyclo Cig alkyl C;¢ alkoxy groups;

R® is a phenyl group or a pyridyl group each of which may have 1
to 3 substituents selected from the group consisting of the
30 following (2-2), (2-3), (2-4) and (2-5):
{2-2) unsubstituted or halogen-substituted Ci_s alkoxy groups,
{2-3) unsubstituted or halogen-substituted C;.¢ alkyl groups,
(2-4) C,-¢ alkenvloxy groups, and
-5) halogen atoms;

35 W is a divalent group represented by Formula (i):




126 <50 Compound of Ex. 157 <50 Conpound of Ex. 177 <50 -262- CLAMS 1. An
oxazol e conpound represented by Fornmula (1) --O?-R1(1) R2 --W----N
wherein R is a phenyl group which nay have one or nore 5 substituents
selected fromthe following (1-1) to (1-11): (1-1) hydroxy groups, (1-2)
unsubstituted or hal ogen-substituted CiZ%ial koxy groups, (1-3) C2-6

al kenyl oxy_groups, (1 4) ¢€2-6 al kynyl oxy groups, 10(1-5) cyclo C3_8 al kyl
Cl 6 al koBPEdapsi) (1Y 6R tyclo C3-8 al kyl oxy groups, (1-7) cyclo C3_8

al keny! oxm&&%uasAl (lls%) @fpmrwleﬁengkéw aiRUPS, (1-9) hydroxy CL-6
al koxy groyps, 15(1-10) OX|rang Cl6 al koxy groups, and (1-11) hydroxy
gr oups préieéﬁeﬂ3 Clig'apRaQ yW(Rbhenyl Cl-6 alkyl, tri- Cl1-6 alkylsilyl,

or tetrahygropyrapyl;g gghgg ?? ln.group or a nitrogen atom containing
het er ocycli1 ¢ group sel ect 0 e group consisting of pyrrolidinyl, 20

pi pera2inyl, pyridyl, pyrazinyl, pyridazinyl, isoquinolyl and nDrphollnyI,
and either the phengl ghaup %Fodﬂd;rggggdgﬁgnﬁgqﬂkﬁhp?ng het erocyclic group

may have one or nore su Stifuents selected fromt 6l lowing (2-1) to
(2-10): (2m£yemydRoﬁ¥;grphpsylZBxﬁz>hﬁvmngubs¢|suhsﬂituenhal@@Bﬂﬂsubstituted

S%oﬁpg!koéﬁﬁﬁlggg #ﬁeny 1% ;ug blps, EdfﬁS)halﬁ g% ?z;;tutgd6§lcg glkyl
al kanoyl grle@ps,ur3atirutid Gozalﬂegajorglenesgbsrttpts;te(cﬂ{ﬁ)g Elkéxaldadupsl, f onyl
grOUpEO {1-3) Css alkenyloxy groups,
(1-4) Cs.s alkynyloxy groups, and
(1-5) cyclo Csg alkyl Ci-¢ alkoxy groups;
R? is a phenyl group or a pyridyl group each of which may have 1
to 2 substituents selected from the following (2-2), (2-3), (2-
15 4) and (2-5}:
{2-2) unsubstituted or halogen-substituted Ci¢ alkoxy groups,
(2-3) unsubstituted or halogen-substituted C;¢ alkyl groups,
(2-4) Co¢ alkenyloxy groups, and
(2-5) halogen atoms; and
20 W is a divalent group represented by Formula (i):
Formula (i) —YlfAl -
wherein a' is a Ci-6 alkylene group, and
Y' is -C(=0)- or -C(=0)-N(R*)~
wherein R® is a hydrogen atom.
25
4, The compound according to claim 3,
wherein R' is a phenyl group substituted on the phenyl ring with
two C;-s alkoxy groups, a phenyl group substituted on the phenyl
ring with one C;-s alkoxy group and one cyclo Ci_g alkyl Cig
30 alkoxy group, a phenyl group substituted on the phenyl ring with
one C;-¢ alkoxy group and one halogen-substituted C;¢ alkoxy
group, a phenyl group substituted on the phenyl group with one
Ci—¢ alkoxy group and cne C;¢ alkenyloxy group, a phenyl group
substituted on the phenyl ring with one halogen-substituted Ci¢
35 alkoxy group and one cyclo Ci_g alkyl Ci¢ alkoxy group, a phenyl




(2-9) oxo groups, and (2-10) Ci1-6 al koxy Cl_6 al koxy groups; and -263- W
is a divalent group represented by Forrmula (i) or (ii): Formula (i)

-Y1-Al- Formula (ii) -Y2-C(=0)- wherein Al is a 02-6 al kenyl ene group, or a
Cl-6 al kyl ene group 5 which may have one or nore substituents selected from
the group consisting of hydroxy groups & 01-6 al koxycarbonyl groups, Vi

is a direct bond, -C(=0)-, -C(=0)-N - -N(R4)-C(=Q)-, -S(0)m NH, or
-S(0)-  \HTEHE ﬁuﬁ%t%ﬂb‘z% Oélrcghga@ﬁ&?%é:d@ﬁdéﬂ:%yocée &{f’(}f}(gﬁé‘ﬁ atomor a 10
01-6 al kylsugseiputadd:,m algoRyvageoqicihd keependent tanyavxynteaes, farom 0 to
2, and Y2 is a_piperazinediyl group, or a divalent group represented by
Formul a (iRBSRYdr IFPYY :S‘ift?rtf%luée@i P ) EhecPhgny Ao T NpReyL tH SWeo pALPSERT v)

- A3- N(R6) -supaeh elifedc,and 1439 §ro&@sd: | ndependently a 01..6 al kyl ene group,
and R5_and ,R6 are each |ndegendently a hydrogen atomor a Cl-6 al kyl group;
e

or a salt R héfedfCi-@@lkoxyRberph e, aécer-dingenyloryiPhenyl WreusinaRl is a
phenyl gr hebhas; u i S ed, f l; awh Ng
(1-2), ( 1?%?‘ ° \ﬁ(gfi ) andt]u(ttf%?’ ?"%(%%‘%}E%ﬁl%h%%t ?%ﬁ‘t%e'dqior Chel %lh@nlfp?lﬁégyiit ut ed
Cl- 6 al ko¥yrogpeups, a 28(enyd) geeup sulkatriyiugey gnotips phenyd) rorg ewatikyang oxy

groups, a ( Y. 0 Y pc;lc[ Xy oups; R2 is a phenyl group
or a pyri g)d}TG é:rﬁg%}ge%cﬂ%po%ﬂ?m%ﬁ n%y eglvglt§8' ar%to 3 substituents sel ected
fromthe @ dspacdisibiningroupt hepB&aitecovbrgF¢2m@)a (i2-:3), (2-4) and (2-5):
(2-2),Mynsubstituted or,ihabogen-substituted 01-6 al koxy groups, (2-3)
unsub%@l' tﬁi%éﬂmg? ﬁ%ﬁ ogYen-gsubsti tuted 01-6 al kyl groups, (2-4) C2-6
al kenyl oxwhegtetpsa’ drd a( 215) abr{Dgen q@aloops; ad® Wis a dival ent group
E:i?.rgsglnisfldeg% g‘{(')%@!-ag%)-g_(=6)2§N4(_R35:9rm“ a (i) -Y1-Al- wherein Al is a
wherein R® is a hydrogen atom.

15 5. The compound according to claim 4,
wherein R’ is a phenyl group substituted on the phenyl ring with
two Cij_¢ alkoxy groups, a phenyl group substituted on the phenyl
ring with one Ci.s alkoxy group and one cyclo Csg alkyl Cig
alkoxy group, a phenyl group substituted on the phenyl ring with
20 one Ci-g alkoxy group and onhe halogen-substituted Ci-¢ alkoxy
group, a phenyl group substituted on the phenyl group with one
Ci—¢ alkoxy group and one Cp¢ alkenyloxy group, a phenyl group
substituted on the phenyl ring with one halogen-substituted Ci-¢
alkoxy group and cne cyclo Cig alkyl C;¢ alkoxy group, a phenyl
25 group substituted on the phenyl ring with one halogen-
substituted Ci¢ alkoxy group and one C,¢ alkenyloxy group, or a
phenyl group substituted on the phenyl ring with two halogen-
substituted Cis alkoxy groups;
R® is a Ci-¢ alkoxyphenyl group, a C;-¢ alkenyloxy phenyl group, a
30 halogen-substituted Ci alkoxyphenyl group, a Ci—¢ alkylpyridyl
group, or a phenyl group substituted on the phenyl ring with one
Ci-s alkoxy group and one halogen atom; and
W is a divalent group represented by Formula (i):
Formula (i) ~yt-pl-

35 wherein A’ is a Ci-4 alkylene group, and




Yis -C(=0)- or wherein Ris a hydrogen atom 5 3. The conpound accordi ng
to claim2, wherein RI is a phenyl group having two substituents sel ected
fromthe following (1-2),(1-3), (1-4) and (1-5): (1-2) unsubstituted
or hal ogen-substituted Cl1_6 al koxy grougs, 10(1-3) C2-6 al kenyl oxy groups,
(1-4) C2-6 al kynyl oxy groups, and (1-5¥2€§clo C3_8 al kyl C2-6 al koxy
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plhinyl | rimg weth opg an&bﬁgpnleﬁybsjﬁdupt g@ gl Cf.@dagﬂ@bﬁzrﬁlﬁﬁypg%ll & ;oraeldQZh 6

al kenyl ox roup, . or.a phen roup substituted on the phenyl ring with two
hal ogen-sé“ogﬁ ButLlRens %%Bxgeargw&edz.bwsﬁ‘ﬂrml% €1-%6 al koxyphenyl

group, a Q@2réuakkenylopyphenyl group, a hal ogen-substituted 01..6
al koxyphenyl group, a 01_6 alkigfyridyl group, or a phenyl group
subst it ut &egRinhe pifedyFini A§XVLENE CH®URL- BREIl koxy group and one hal ogen

atonllgndymlgg.Q%Fkxamggﬁ)group represented by Fornmula (i): 10 Fornula (i)
-Y1-Al- wherein Al_is Yi 1s -C(=0 - wherein R3 is 155. The conpound

accor di ng wherekLai M 45 ahbyerege atoma phenyl group substituted on the
phenyl ring with two 01-6 al koxy groups, a phenyl group substituted on the
phenyl ring with one 01-6 al koxy group and one cyclo 03-8 al kyl 01-6 al koxy
group, a phenyl grolUp 8ubBtrnatetioalt hempbenyionr icogpwising the

compound or salt according to any one of claims 1 to 6 and 14 as

20 an active ingredient and a pharmaceutically acceptable carrier.

8. A pharmaceutical composition for treating or
preventing phosphodiesterase 4-mediated and/or tumor necrosis

factor-d®-mediated diseases, the composition comprising the

25 compound or salt according to any cne of claims 1 to 6 and 14.

9. A pharmaceutical composition for treating or
preventing atopic dermatitis, the composition comprising the
compound or salt according to any one of claims 1 to 6 and 14.

30

10. A process for producing a pharmaceutical
composition, the process comprising mixing the compound or salt
according to any one of claims 1 to 6 and 14 with a
pharmaceutically acceptable carrier.

35




20 one Cl1-6 al koxy group and one hal ogen-substituted Cl1-8 al koxy group, a
phenyl group substituted on the phenyl group with one 01-6 al koxy group and
one 02-6 al kenyl oxy group, a phenyl group substituted on the phenyl ring

wi th one hal ogen-substituted Cl-6 alkox% ?roup and one cyclo 03_8 al kyl
Cl_6 al koxy group, a phenyl 25 group sub8f{rtuted on the phenyl ring with
one hal ogen-substituted ClL 6 al kox rqQqup and ope 02-6 al kenyl oxy group, or
a phenyl group SubSt]FU€E8EBROFWE(%%gﬁ§F PFﬁﬁr§&?q1§QM§nﬁaP8§eﬂfs % ut ed
0]...6 al koxyo @ aupsi42toRdse asCi_&rag koxyphenyl group, a 02-6 al kenyl oxy
phenyl group, a 30 hal ogen-substituted C..6 al koxyphenyl group, a 01-6

al kyl pyridyl group, or a phenyl group substituted on the phenyl ring with
one Cl-6 al koxy grouum.amdcgﬁgomh Qﬁe%aqttoﬁbcéﬂﬁjiﬁ%i& and YAk st QArauR
represented by Fornula (i): Formula (i) -Y1-Al- 35 wheréin Al is a 01 4

al kyl eRe drd6p 6 and 14 2%5[ Uge §s. g(Ripysphodiesterase 4 imhibigercengbemd
accordi ng i -gi?g in_Rl_i phenyl substituted on the
phenyl ri&%ﬂﬁﬁ{%bgkéﬁé J:é?%% Eé?%éag%up aﬁghg%ggﬁgfogen-substituted C1-8
al koxy group, a phenyl group substituted on the phenyl ring with one

roup, or o phenyl aroun BIBCETT adEsatRche Bl Splals clniind T A 1Y
hal ogen- sutsptriesentdd Gy Fadriadry (§F oup and one C2-6 10 al kenyl oxy group; R2
is a Cl..6 al koxyphenyl group or a Cl1-8 al kyl pyridyl group; and Wis a

di val ent group represent y Formula (i): Formula (i) -Y1-Al- wherein A
is a Cl_4 al kylene l@'ouﬂa R5YI 11y (=0 -N(R3)- wherein R3 is a
hydroggn atom —W N 7. A pharmaceutical conposition conprising the
conmpound or salt according to any one of clains 1 to 6 and 14 as 20 an
active ingredi ent akreiphat mefeghdonldne ateephabl &s G AR in claim 8.
A pharnmaceutical copposition for treating or preventing phosphodi esterase
4- medi at edraRd/ Br SR UNTNSTECE 05 TR {REIGSSa CRBRF AS HE ft d&asedont pk a

conposi ti @y gﬁﬁaig%ggbgém%eaSbgopggﬁﬁm$_qQ)saIt according to any one of
clains 1 to 6 and 14. 9. A pharmaceutical conposition for
treating or preventing atopic dermatitis, the conposition conprising the
conpound or salt accordigng to any one of clains 1 to 6 and 14. 30

10. A process for qﬁg%gg%ggJ@ ph@bnaceutical conposition, the process
conprisging mxing theywo und or*salt according to any one of clains 1 to

6 and 14 r,maceut | ept.abl e. rier. - -
11. A co\r%%gﬁgngﬂriaga tﬁa%%%?lj' |é/ngsgfn% §%’1y8%ﬁle§% aa%alehsa%d'% ® &nhd 14 for
use as a tdggen atom, or a salR.themmfpouwnthoa sahgowcek eegragetivedy one of
clains 5 %b X 14 for use as a phosphodi esterase 4 inhibitor and/or
tumor necr6st s factlor-a production inhibitor. 13. A process for

produci ng an oxazol e conpound represented by Formula (1): 10 --0

HzN\n/R (3)

0

20 wherein R! is the same as defined above, or a salt thereof,

14. The compound or a salt thereof according to claim 6,
which is selected from the group consisting of the following
compounds:

25
N-[2-{4-difluoromethoxy-3-isobutoxyphenyl)oxazol-4-ylmethyl]-3-

methylpicolinamide,

N-[2-(3-cyclobutylmethoxy-4-difluoromethoxyphenyl)oxazol-4-
30  yimethyl]-3methylpicolinamide,




W (1) RN wherein R, R2 and Ware the sane as defined in claim1l1, or a
salt thereof, the process conprising a reaction of a conpound represented
by Formula (2): 0 15--L-X(2) wherein R2 and Ware the same as defined
above, and X is a halogen atom or a salt thereof, with a conpound

repr esent ed by Fornula (3): 0 20 wretn RI is the sane as defined
above, or _a h 14. The co d or salt thereof
Rocor di ng o422 ELCGHTB LY ST B Y DNERHD AR LoHAPSE R - ¢ he
fol | oW ng £POROVBASIMZR,

N-[ 2- (4-di fl uoronet hoxy- 3-i sobut oxyphenyl ) oxazol - 4-yl net hy1] - 3-

nmet hyl pi col i nam de,

N-[ 2-(3- CY@'[leﬁl¥&£@£M&Yne‘&h9b&izﬂ91%%¥99fﬁd&a%@%lﬂxetﬁ?l] -2-
ylnethgl] 3net hyl pi col | nam de,

N- [ 2- (3- disthgsyohen zrivddes - |sobutoxyphenyl)oxazol 4-yl met hyl ] - 2-

et hoxybenzam de,

N-[ 2- (4-di fl uoronet hyoxy- 3- et hoxyphenyl ) oxazol -4-yl nethyl]-2- 5

et hoxy- beﬁtﬁﬁfdéTallyloxy—4—difluoromethoxyphenyl)oxazol—4—ylmethyl}—2—
N-[2-(3-all -4-di f| uor onet hoxyphenyl ) oxazol - 4-yl net hy1] - 2-
ethoxybenz§%9§é¥EQEéﬁlde’

N[ 2-(4- d|f|uoronethoxy-S-isopropoxyphenyl)oxazol-4-y|nethyl]-2-

et hoxyben . ,
N 1218 OB e B SRRy ROt T T U D ROPREYD B, T ol ylmethy1 ] -2-
yl met hyl | eZhekhioxyhenizmy de, and 15
N[ 2- ( 3- but - 3- enyl oxy- 4-di fl uor onet hoxyphenyl ) oxazol -
yl met hyl] - 2- et hoxybenzam de.
N-[2- (3-cyclopropylmethoxy-4-difluorcmethoxyphenyl)oxazol-4-

ylmethyl]-2-ethoxybenzamide, and

15
N-[2-{3-but-3-enyloxy-4-difluoromethoxyphenyl)oxazol-4-
ylmethyl]-2-ethoxybenzamide.




