(12) BANMO TA SANG CHE THUOC BANG POC QUYEN SANG CHE

7 (19) Cong hoa xa hoi chii nghia Viet Nam (VN) (1) [[IJIAUINANIN
CUC SG HOU TRI TUE 1-0021107

(51)7 CO7D 263/34, A61K 31/422, A61P (13) B
17/00, CO7D 263/32, 413/12

1-2008-01446 (22) 14.11.2006

PCT/IP2006/323066 14.11.2006 (87) WO02007/058338  24.05.2007
2005-330590 15.11.2005 JP

25.06.2019 375 (43) 26.01.2009 250

OTSUKA PHARMACEUTICAL CO., LTD. (JP)

9, Kanda-Tsukasamachi 2-chome, Chiyoda-ku, Tokyo 101-8535, J apan

OKADA, Minoru (JP), KATO, Masaya (JP), SATO, Norifumi (JP), UNO,
Tetsuyuki (JP), KITAGAKI, Hideki (JP), HARUTA, Junpei (JP), HIYAMA,
Hidetaka (JP), SHIBATA, Tomonori (JP)

Cong ty TNHH mot thanh vién S& hitu tri tué¢ VCCI (VCCI-IP CO.,LTD)

HOP CHAT OXAZOL VA QUY TRINH PIEU CHE, DUGC PHAM CHUA HOP
CHAT OXAZOL VA QUY TRINH BAO CHE

(57) Sdng ch€ de cap dén hop chét oxazol c6 cong thic (1), hoac mudi cua

ching:

o!
R2-W-[N/>- RT )

trong d6 R' 12 nhém aryl c6 thé c6 mot hoac nhiéu phan tir thé; R? 13 nhém aryl

hodc nhém di vong chia nguyén tir nito, méi nhém cé thé c6 mot hodc nhiéu

phan tir thé; va W nh6m hod trj hai dugc thé hién bing -Y!-AlL hoic -Y?-C=0)-

trong d6 Y' 12 nhém nhu -C=0)-, A! 13 nhém nhu nhém alkylen thap, va Y? 1a

nhém nhu nhém piperazindiyl. Hop chat oxazol ndy c6 tic dung tc ché dac biét

chong lai phosphodiesteraza 4.
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Linh vuc k§ thuat duoc dé cap

Séng ché dé cap dén hop chét oxazol va duge phim méi.

Tinh trang k¥ thuat ciia sing ché

Nhiéu hop chét oxazol khc nhau da duoc phat trién va dutoe mo tA trong cAc ti liéu nhu
WO 03072102, WO 98/15274, v.v.. Tuy nhién, hop chét oxazol theo sang ché chua duoc boc
16 trong bat ky tai liéu no.

Mot s6 hgp chat o6 tic dung tc ché dac biét doi véi phosphodiesteraza 4 (PDE4-
phosphodiesterase 4) da duge ghi nhan. Tuy nhién, chat dc ché PDE4 gap c4c van dé do tic
dung phu nhur gay non, gy budn non, v.v. viyhoac 06 tic dung tic ché PDE4 khong di. Do do,

céc chét tic ch€ PDF4 da biét khong duoc str dung vé mét 1am sang 1am chét chiia bénh.

Ban chit k§ thuat ciia sing ché

Muc dich ctia sing ché a d€ xuét hop chét o6 téc dung e ché PDE4 va khong gép phai
céc van dénéu trén & gidi phap k¥ thuat da biét.

Céc tAc gid séng ché da tién hanh nghién ctiu shu rong dé gidi quyét cic vin dé néu trén,
va da thanh odng trong viéc tdng hop hop chat oxazol ¢6 ci triic méi, hop chét ndty ¢ tic dung
tic ch€ PDEA4 dac biét cao va manh. Ngodi ta, cic tic gid sing ché da fim ra ring hop chét
oxazol o6 kha ning mang lai tic dung phong bénh vahodc chiia bénh déi véi cac bénh do
trung gian PDA, va déc biét 1 viém da di ing, dua vao tac dung tic ché€ PDE4 clia né. Ngoai ra
c4c tic gia sing ché cling da im ra rang hop chét niy o6 midc do xam nhap vao méu thap khi
duge st dung qua chan bi, va do d6 ¢6 tac dung phu toan than thap.

Céc tic gia sang ché con fim ra réing hop chat oxazol o6 thé o6 tic dung tic ché sursan

-2-



21107

sinh nhén t6 ch€ hoai khéi u-o (TNF-ot (Tumor Necrosis factor -ot)).

G céc benh viem mén tinh nhu bénh tir mién dich va bénh di ting, xytokin duge tao ra
boi céc € bao o6 trich nhiém mién dich duge biét [a cac chét trung gian gy viém quan trong,
va trong s6 cic xytokin nay, TNF-o. duge cho 1a déng mét vai trd diic biét quan trong. Do db,
hop chét oxazol theo sang ché€1a rat hitu hiéu trong viéc diéu tri cc bénh do trung gian TNF-o.

Séng ché dugc thue hién nhonghién citu thém dua trén phét kién néu trén.

Séng ché€ dé xuét hop chét oxazol, duge pham chida hop chat nay va quy trinh dé diéu
ch€hop chat néu trén, nhur duge mo ta trong cac muc it 1 d&&n 9 dudi day.

Muc 1. Hop chét oxazol ¢6 cong thirc (1)

0
RZ—W—[N/>— R' (1)

trong d6 R’ 13 nhém pheny1 ¢6 hai phén tir thé duoc chon trong sb cac nhém (1-2), (1-3), (1-4)
va(1-5) sau day:

(1-2) cac nhém Cygalkoxy khong duroc thé hoic dugc thé halogen,
'(1-3) cac nhdm G, 6 alkenyloxy,

(14) cac nhom C,¢ alkynyloxy, va

(1-5) cac nhomxyclo C; galkyl C; galkoxy,

R*12 nhém phenyl hodc nhém pyridyl, timg nhom ndy c6 thé ¢6 tir 1 dén 2 phin tir thé duoc
chon trong sd cac nhém (2-2), (2-3), (24) va (2-5) sau day:

(2-2) cée nhém C;salkoxy khong duge thé hogc duoe thé halogen,

(2-3) cac nhém C,galkyl khong duroc thé hoic duroc thé halogen,

(24) cac nhom C,4 alkenyloxy, va

(2-5) cac nguyén tir halogen, va

W 1a.nhém héa trj hai ¢6 cong thire (i):
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cdng thire (1) -Y'-A-

trong d6 A' 1a nhém Cgalkylen, va
Y' 13 -C=0)- hoic -CEO)NRY)-
trong d6 R’ 1a nguyén tir hydro;

hogc mudi ctia chiing,

Muc 2. Hop chittheomuc 1,

trong d6 R' 14 nhém phenyl duoge thé & vong phenyl v6i hai nhém Cg alkoxy, nhom phenyl
duoc thé & vong phenyl véi mét nhém Ci.¢ alkoxy va mét nhém xyclo Csg alkyl C,alkoxy,
nhém phenyl duroc thé & vong phenyl véi mét nhém Ci alkoxy va mt nhom Cyg alkoxy
duroc thé halogen, nhém phenyl duge thé & nhém phenyl vé1 mét nhém C, ¢ alkoxy va mot
nhém C,¢ alkenyloxy, nhém phenyl duroc thé & vong phenyl véi mét nhém C . alkoxy duoe
thé halogen va mét nhém xyclo Cs alkyl Cy alkoxy, nhom phenyl duge thé & vong phenyl
v6i mét nhém Cy alkoxy dirge thé halogen va mét nhém C, alkenyloxy, hodic nhém phenyl
duoc thé & vong phenyl véi hai nhém C6 alkoxy duroc thé halogen;

R? 1 nhém Cy6 alkoxyphenyl, nhém C,¢ alkenyloxyphenyl, nhom C,4 alkoxyphenyl duoc
thé halogen, nhém Cy4 alkylpyridyl, hodc nhém phenyl duge thé & vong phenyl véi mot
nhom C, ¢ alkoxy va mot nguyén tir halogen; va

W lanhém héa tri hai c6 cong thic (i):

obng thite (i) -Y'-A-

trong 46 A' 1A nhém C4 alkylen, va

Y'1a-O(=0)- hofc-C=ONR)

trong d6 R’ 1a nguyén tir hydro.

Muc 3.Hop chét theo muc 2,
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trong d6 R’ 13 nhém phenyl duge thé & vong phenyl véi hai nhém Cy6 alkoxy, nhém phenyl
duroc thé & vong phenyl véi mét nhém C,6 alkoxy va mét nhém xyclo Cs g alkyl C alkoxy;
nhém phenyl duoc thé & vong phenyl véi mét nhém C, alkoxy va mot nhém C, alkoxy
duroc thé halogen, nhém phenyl durgc thé & nhém phenyl véi mét nhém Cy.g alkoxy va mét
nhém C,, alkenyloxy, nhém phenyl duoc thé & vong phenyl véi mot nhém Cy. alkoxy durge
thé halogen va mét nhém xyclo Cs g alkyl Cygalkoxy, nhém phenyl dugc thé & vong phenyl
v&i mot nhém Cygalkoxy duoe thé halogen va mét nhém C, ¢ alkenyloxy, hodc nhém phenyl
duroc thé & vong phenyl véi hai nhém Cyg alkoxy dirge thé halogen;

R? 13 nhém Cy alkoxyphenyl, nhém Cyg alkenyloxyphenyl, nhém C, alkoxyphenyl durge
thé halogen, nhém C,¢ alkylpyridyl, hoic nhém phenyl dugc thé & vong phenyl véi mét
nhom C, 4 alkoxy va mét nguyén tir halogen; va

W lanhém héa tri hai c6 cong thire (i):

cdng thirc (i) -Y'-A-

trong 6 A' lanhém C alkylen, va

Y'a-CEO)-

Muc4. Hop chét theo muc 2,

trong d6 R 12 nhém phenyl durgc thé & vong phenyl véi mot nhém Cy alkoxy va mot nhém
C,.¢ alkoxy durgc thé halogen, nhém phenyl duoge thé & vong phenyl véi mét nhém C, alkoxy
duroc thé halogen va mét nhém xyclo Csg alkyl Cy alkoxy, hoic nhém phenyl durgc thé &
vong phenyl v6i mét nhém C,.¢ alkoxy diroc thé halogen va mét nhém Cy alkenyloxy;

R% 13 nhém phenyl C,¢ alkoxy hosic nthém C,.¢ alkylpyridyl; va

W lanhém héa tri hai c6 cong thire (i):

cong thire (i) -Y-A-

trong d6 A’ 13 nhém Cy4 alkylen, va
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Y a-C=O)NRY-
trong d6 R® 13 nguyén tirhydro.

Muc 5. Hop chét hoic mudi cia chiing theo muc 4 duge chon tirnhém bao gém cac hop chét
sa:

N-[2«(4-diflometoxy-3-isobutoxyphenylJoxazol-4-ylmetyl]-3-metylpicolinamit,
N-[23-xyclobutylmetoxy-4-diflometoxyphenylJoxazol-4-ylmetyl]-3-metylpicolinamit,
N-2+4-diflometoxy-3-isobutoxyphenyl oxazol-4-ylmetyl]-2-etoxybenzamit,
“N-2+4-diflometoxy-3-etoxyphenyloxazol-4-ylmetyl]-2-etoxy-benzamit,
N-{2+3-allyloxy<4-diflometoxyphenyl Joxazol-4-ylmetyl}-2-etoxybenzamit,
N-{2+4-diflometoxy-3-isopropoxyphenylJoxazol-4-ylmetyl]-2-etoxybenzamit,
NH{2+3-xyclopropylmetoxy-4-diflometoxyphenyl Joxazol-4-ylmetyl]-2-etoxybenzamit, va
N-[23-but-3-enyloxy<4-diflometoxyphenylJoxazol-4-ylmetyl]-2-etoxybenzamit.

Muc 6.Dugcph§mchirahop chéthoécmuéiﬂleomucbétk}‘/uongsécécmuctl‘x 1dns
d6ng vai ro thanh phan hoat tinh va chét mang duoc dung,

Muc7lDugcph§demgdédiéuuihoécngénng&acécbénhdommggian
phosphodiesteraza 4 vihosic do trung gian nhan t6 ché hoai khdi u o, dugc phém niy bao gbm

hop chét hoic muéi theo muc bit ky trong sd cac muc tir 1 dén 5.

Muc 8. Quy trinh bao ché dugc phdm, quy trinh ndy bao gém budc trén hop chit hosic mudi
theo muc bét ky trong s6 cac muc tir 1 dén 5 véi chit mang duoc dung,

Muc 9. Quy trinh diéu ché hop chit oxazol ¢6 cong thirc (1):

0
Rz_w_[N)—RI (1)
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hongdéRl,R2VéW1énhuduchécdinhtrongmucl,hoécmuéicﬁachtmg, quy trinh nay

bao gdm budc cho hop chét ¢6 cong thire (2):

RA W)(J)\/x (2)
trong d6 R? va W 14 nhur duge xé4c dinh & trén, va X 13 nguyén it halogen, hoic mudi ciia
ching, phén tmg véi hop chét c6 cong thire (3):
HoN<__R' ]
\g/ (3)
trong d6 R 1a nhur duge x4c dinh & trén, hoic mudi cia ching,

Trong cong thic (1), t6t hon néu R' 1a nhém phenyl. Tét hon, néa nhém phenyl duge
bida dién bing R! ¢6 tir 1 dén 3, va 16t hon niia 12 2, phén tir the duoe chon tirnhém bao gém
(1-2) nhém alkoxy thap khong duoc thé hoac duge the halogen, (1-3) nhém alkenyloxy thap,
(14) nhém alkynyloxy thép, va (1-5) nhém alkoxy thip xyclo G, alkyl.

Trong cong thiic (1), R? duoe uu tién 13 nthém phenyl hodc nhém pyridyl. Nhém phenyl
hoéc nhém pyridyl dutoc biéu dién bing R? duge wu tién o6 tir 1 dén 3, va t6t hon nita Ia 1, phan
tir thé duge chon tit nthém bao gbm (2-2) nhém alkoxy thép khong duoge thé hoac duge thé
halogen, (2-3) nhém alkyl thép khong duge thé hoac duge th€ halogen, (2-4) nhém alkenyloxy
thap, va (2-5) nguyén tirhalogen.

Trong cong thiic (1), W duge uu tién 1a nhém hoé tri hai 06 cong thic () -Y-A- A’
duoc uu tién 1 nhém alkylen thép; Y* duge uu tién [a -O=0)- hodc -O=0)-NR’)-; va R? duoc
wu tién 1a nguyén tirhydro.

Trong s6 cac hop chat oxazol theo sang ché, hgp chét o6 cong thiic (1A) va mudi clia

chiing I duoe wu tién, va hop chat o6 odng thifc (1B) va mudi cia chiing 3 dutge wu tién hon,
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Cong thic (1A):

0
Rz_WJ[ N/>—'F<1 (1A)

trong d6 R' 1 nhém phenyl 06 hai phén tir thé dugc chon trong s6 c4c phén tix the (1-2), (1-3),
(14)va(1-5).

(1-2) nhém alkoxy thép khéng duge thé hodc duge thé halogen,

(1-3) nhém alkenyloxy thip,

(14) nhém alkynyloxy thap, va

(1-5) nhém alkoxy thap xyclo G, alkyl;

R? 14 nhém phenyl hoic nhém pyridyl, méi nhém o6 thé c6 mét hodc nhiéu phén tit the duoc
- chon tircic phan tirthe (2-2), (2-3), (24) va (2-5):

(2-2) nhém alkoxy thap khong duge thé hoac duoc thé halogen,

(2-3) nhém alkyl thap khong duge thé hoac duge the halogen,

(24) nhém alkenyloxy thap, va

(2-5) nguyén tirhalogen; va

W 12 nh6m hod tri hai o6 cong thiic (i):

Congthic @  -Y-A!-

trong d6 A [anhém alkylen thép, va

Y'Ia-O=0)- hoic -O=0)-NR’)-

trong d6 R 1A nguyén tir hydro.

Cong thic (1B):

o!
Rz_WJ[ N/>—R1 (1B)

trong d6 R' 12 nhém phenyl duge thé & vong phenyl bang hai nhém alkoxy thap, nhém phenyl
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duoe thé & vong phenyl bang mét nhém alkoxy thap va motnhém alkoxy thép xyclo Cy g alkyl,
nhém phenyl duge the & vong phenyl bang mot nhém alkoxy thap va mét nhém alkoxy th4p
duoc the halogen, nhém phenyl duge the & nhém phenyl bang mét nhém alkoxy thap va mét
nhém alkenyloxy thap, nhém phenyl duoc thé & vong phenyl bang mét nhém alkoxy th4p
duoe thé halogen va mot nhém alkoxy thép xyclo C,¢ alkyl, nhém phenyl duge thé & vong
phenyl bing mét nhém alkoxy thap duoc thé halogen va mot nhém alkenyloxy thap, hoac
nhém phenyl duge thé & vong phenyl bing hai nhém alkoxy thap duge thé halogen;

R? 13 nhém alkoxyphenyl th4p, nhém alkenyloxyphenyl thap, nhém alkoxyphenyl thép duoc
thé halogen, nhém alkylpyridyl thép, hoic nhém phenyl duoc thé & vong phenyl bang mot
nhém alkoxy thap va mot nguyén tir halogen; va

W Ianhém hod tri hai 06 cong thic (1):

Cong thic (1) -Y'-A'-

trong d6 A' 1a nhém C_, alkylen, va

Y' 12 -((=0)- hoac -O=0)NR’)-

trong d6 R Ianguyén tirhydro.

Mo ta chi tiét sang ché
Séng ché s& duoc mo ta chi tiét hon dudi day.

Hop chét 06 cong thiic (1)

Trong cong thic (1), R 1a nhém aryl. Nhém aryl nay o6 thé 6 ti 1 dén 3, va 6t hon Ia
2, phén tir th€ duoe chon tir nhém bao goém (1-1) nhém hydroxy, (1-2) nhém alkoxy thap
khong duge thé hoac duge thé halogen, (1-3) nhém alkenyloxy thép, (1-4) nhém alkynyloxy
thap, (1-5) nhém alkoxy thép xyclo C;; alkyl, (1-6) nhém xyclo Cyg alkyloxy, (1-7) nhém
xyclo C, alkenyloxy, (1-8) nhém dihydroindenyloxy, (1-9) nhém alkoxy thip hydroxy, (1-10)
nhém alkoxy thép oxiranyl, va (1-11) nhém hydroxy duge bao vé.

9-
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Trong oong thijc (1), R? 12 nhém aryl hodic nhém di vong chia nguyén ti nito. Nhém
aryl va nhém di vong c6 thé o6 tir 1 dén 3, va tot hon Ia 1, phén tit thé dugc chon tit nhém bao
g6m (2-1) nhém hydroxy, (2-2) nhém alkoxy thap khong duoc thé hoac duoc the halogen, (2-
3) nhém alkyl théip khong diroe thé hodic duoe thé halogen, (2-4) nhém alkenyloxy thip, (2-5)
nguyén tir halogen, (2-6) nhém alkanoyl thip, (2-7) nhém alkylthio thip, (2-8) nhém
alkylsulfonyl thp, (2-9) nhém oxo, va (2-10) shém alkoxy théip alkoxy thap.

Trong cong thiic (1), W 1a nhém hod tri hai o6 cong thiic (1) hodc (11):

Congthic () -Y“-A-

Congthic i)  -Y>O=0)-

trong d6 A! Ia nhém alkenylen thép, hoic nhém alkylen thap o6 thé o6 tir 1 dén 3, va tothon 1a
1, phén tlr th& duge chon tirnhém bao gém nhém hydroxy va nhém alkoxycacbonyl thap;
Y'1a motlién két e ti€p, -C=0)-, -CEOXNRY)-, -NR)-CO=0)-,

-S(0),-NH-, hodc -SO),-

trong dé R> va R* doc I4p 1a nguyén tit hydro hoic nhém alkyl thap, va m va n doc 1ap 1a s6
nguyén nam trong khoang tirQ dén 2; va

Y? 12 nhém piperazindiyl, hodc nhém hoé tri hai o6 cong thic (iii) hodc (iv):

Cong thic (i) -O=0)-AXNR)-

Congthic iv)  -A>N R%-

frong d6 A2va A? doc 1ap 12 nhém alkylen thap, va

R®va R doc 14p B nguyén tithydro hoic nhém alkyl thap.

Cic vi du vé nhém aryl bao gobm phenyl, naphtyl, vv..

CAc vi du vé nguyeén tir halogen bao goém flo, clo, brom, iot, v.v..

Nhém alkyl th4p 1a nhém alkyl mach théng hosc mach nhénh o6 tir 1 dén 6 nguyén tit

cacbon, va c4c vi du vé chiing bao gdm metyl, etyl, n-propyl, isopropyl, n-butyl, isobutyl, tert-

-10-
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butyl, sec-butyl, 1-etylpropyl, n-pentyl, neopentyl, n-hexyl, isohexyl, 3-metylpentyl, v.v..

nhém alkyl thép khong duoc the hoic duge the halogen 12 nhém alkyl mach thang hoic
mach nhanh o6 tix 1 d&n 6 nguyén it cacbon nhu duge x4c dinh & trén, hoac nhém alkyl nay
duge thébang tir 1 dén 7 nguyén tlr halogen. Céc vi du vé chiing bao gébm metyl, etyl, n-propyl,
isopropyl, n-butyl, isobutyl, tert-butyl, sec-butyl, 1-etylpropyl, n-pentyl, neopentyl, n-hexyl,
ischexyl, 3-metyl pentyl, flometyl, diflometyl, triflometyl, clometyl, diclometyl, triclometyl,
bromometyl, dibromometyl, dicloflometyl, 2-floetyl, 2,2-difloetyl, 2,2 2-trifloetyl, pentafloetyl,
2-cloetyl, 3,3,3-triflopropyl, heptaflopropyl, heptafloisopropyl, 3-clopropyl, 2-clopropyl, 3-
bromopropyl, 44 4-iflobutyl, 4.4.4,3,3-pentaflobutyl, 4-clobutyl, 4-bromobutyl, 2-clobutyl,
5,5 5triflopentyl, S-clopentyl, 6,6,6-triflohexyl, 6-clohexyl, v.v..

Pﬂxﬁxlaﬂ«xndoxylhﬁplélﬂuﬁrlbaagfinrq;nwalﬁic»qrwanh6n1aﬂ«igd(}wln@ch
théng hodc mach nhanh o6 tix 1 dén 3 lién két doi. Nhém alkenyloxy thép o6 cac dang cis va
trans. C4c vi du cu thé hon vé& chiing bao gém vinyloxy, 1-propenyloxy, 2-propenyloxy, 1-
metyl-1-propenyloxy, 2-metyl-1-propenyloxy, 2-metyl-2-propenyloxy, 2-propenyloxy, 2-
butenyloxy, 1-butenyloxy, 3-butenyloxy, 2-pentenyloxy, 1-pentenyloxy, 3-pentenyloxy, 4-
pentenyloxy, 1,3-butadienyloxy, 1,3-pentadienyloxy, 2-penten-4-yloxy, 3-metyl-2-butenyloxy,
2-hexenyloxy, 1-hexenyloxy, S-hexenyloxy, 3-hexenyloxy, 4-hexenyloxy, 3,3-dimetyl-1-
propenyloxy, — 2-etyl-1-propenyloxy,  1,35-hexatrienyloxy, 1,3-hexadienyloxy, 14
hexadienyloxy, v.v..

Céc vi du vé nhém alkynyloxy th4p bao gobm cdc nhdm o6 nguyén tir oxy va nhém
alkynyl G, 4 mach théng hoéic mach nh4nh ¢4 tir 1 dén 3 lién két ba. C4c vi du cu thé hon vé
ching bao gém etynyloxy, 2-propynyloxy, 2-butynyloxy, 3-butynyloxy, 1-metyl-2-
propynyloxy, 2-pentynyloxy, 2-hexynyloxy, v.v..

Cic vi du vé nhém xyclo C, alkyl bao gém xyclopropyl, xyclobutyl, xyclopentyl,

-11-
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xyclohexyl, xycloheptyl, xyclooctyl, v.v..

Céc vi du duoc uu tién v& nhém alkoxy th4p bao gém nhém alkoxy C, mach thang
hoic mach nhanh. Cu thé, nhém néty bao gém metoxy, efoxy, n-propoxy, iSOpropoxy, n-butoxy,
isobutoxy, tert-butoxy, sec-butoxy, l-etylpropoxy, n-pentoxy, neopentoxy, n-hexyloxy,
ischexyloxy, 3-metylpentoxy, v.v..

Cic vi du vé nhém alkoxy thép xyclo C, alkyl bao gom nhém alkoxy thap dugc dé cap
& trén, nhém nay o6 tir 1 dén 3, va t6t hon 1a 1, nhém xyclo C; ¢ alkyl nhur duoe liét ké & trén.
Cic vi du cu thé hon vé ching bao gdm xyclopropylmetoxy, xyclobutylmetoxy,
xyclohexylmetoxy, 2-xyclopropyletoxy, 1-xyclobutyletoxy, xyclopentylmetoxy, 3-
xyclopentylpropoxy, 4-xyclohexylbutoxy, 5-xycloheptylpentoxy, 6-xyclooctylhexyloxy, 1,1-
dimetyl-2-xyclohexyletoxy, 2-metyl-3-xyclopropylpropoxy, v.v..

Cic vi du vé nhém xyclo G4 alkyloxy bao gém xyclopropyloxy, xyclobutyloxy,
xyclopentyloxy, xyclohexyloxy, xycloheptyloxy, xyclooctyloxy, v.v..

Cic vi du vé nhém xyclo G, alkenyloxy bao gobm xyclopropenyloxy, xyclobutenyloxy,
xyclopentenyloxy, xyclohexenyloxy, xycloheptenyloxy, xyclooctenyloxy, v.v..

Cic Vi du vé nhém dihydroindenyloxy bao gébm 2,3-dihydroinden-1-yloxy, 2,3-
dihydroinden-2-yloxy, v.v..

Cic vi du vé nhém alkoxy thap hydroxy bao gom nhém alkoxy thap (t6t hon 1a nhém
alkoxy C,4 mach thang hodic mach nhénh) c6 ti 1 dén 5, va 6t hon Ia tir 1 dén 3, nhém
hydroxy. Céc vi du cu thé hon vé ching bao gém hydroxymetyloxy, 2-hydroxyetyloxy, 1-
hydroxyetyloxy, 3-hydroxypropyloxy, 23-dihydroxypropyloxy, 4-hydroxybutyloxy, 3.4-
dihydroxybutyloxy, 1,1-dimetyl-2-hydroxyetyloxy, S-hydroxypentyloxy, 6-hydroxyhexyloxy,
3 3-dimetyl-3-hydroxypropyloxy, ~2-metyl-3-hydroxypropyloxy, 2,3 4-trihydroxybutyloxy,
pethydroxyhexyloxy, v.v..
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Cic vi du vé& nhém alkoxy thép oxiranyl bao gém nhém alkoxy C,  mach thang hoic
mach nhdnh ¢6 1 hoac 2 nhém oxyranyl, vi du oxiranylmetoxy, 2-oxiranyletoxy, 1-
oxiranyletoxy, 3-oxiranylpropoxy, 4-oxiranylbutoxy, S-oxiranylpentyloxy, 6-oxiranylhexyloxy,
1,1-dimetyl-2-oxiranyletoxy, 2-metyl-3-oxiranylpropoxy, V.v..

Cic vi du vé€ nhém béo vé cho nhém hydroxy duge bdo vé bao gom nhém alkanoyl
thép va c4c nhém axyl khac; nhém phenyl(thap)alkyl o6 thé o6 mét hodc nhiéu thich hop phan
tir thé (vi du benzyl, phenetyl, 3-phenylpropyl, 4-metoxybenzyl, trityl, v.v.); nhém silyl dugc thé
ba 1an (vi du nhém tri(thap)alkylsilyl (vi du trimetylsilyl, t-butyldimetylsilyl, v.v.) va nhém
tuong tu); tetrahydropyranyl; v.v..

Céc vi du v& nhém di vong chiia nguyén tir nito bao gém pyrolidinyl, imidazolidinyl,
piperidyl, hexahydropyrimidinyl, piperazinyl, octahydroisoindolyl, azepanyl, azocanyl, pyrolyl,
dihydropymolyl, imidazolyl, dihydroimidazolyl, triazolyl, dihydrotriazolyl, pyrazolyl, pyridyl va
N-oxit ctia ching, dihydropyridyl, pyrmidinyl, —dihydropyrimidinyl, —pyrazinyl,
dihydropyrazinyl, pyrdazinyl, tetrazolyl, indolyl, isoindolyl, indolinyl, isoindolinyl,
hexahydroisoindolinyl, benzoimidazolyl, quinolyl, isoquinolyl, indazolyl, quinazolinyl,
dihydroquinazolinyl, benzotriazolyl, carbazolyl, oxazolyl, isooxazolyl, oxadiazolyl,
oxazolidinyl, isooxazolidinyl, morpholinylbenzoxazolyl, dihydrobenzoxazolyl, benzoxazinyl,
dihydrobenzoxazinyl, benzoxazolyl, benzooxadiazolyl, thiazolyl, dihydrothiazolyl, isothiazolyl,
thiadiazolyl, dihydrothiazinyl, thiazolyzinyl, benzothiazolyl, benzothiadiazolyl, v.v..

Nhém alkoxy th4p khong dutoe thé hoic duoe thé halogen 1 nhém alkoxy mach thing
hoic mach nhanh o6 tit 1 dén 6 nguyén tr cacbon, hodc nhém alkoxy nay duoc the bang tir 1
dén 7 nguyén tit halogen. Céc vi du vé chiing bao gém metoxy, etoxy, n-propoxy, iSopropoxy,
n-butoxy, isobutoxy, tert-butoxy, sec-butoxy, 1-etylpropoxy, n-pentoxy, neopentoxy, n-hexyloxy,

ischexyloxy, 3-metylpentoxy, flometoxy, diflometoxy, triflometoxy, clometoxy, diclometoxy,
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triclometoxy, bromometoxy, dibromometoxy, dicloflometoxy, 2-floetoxy, 2,2-difloetoxy, 2,2,2-
trifloetoxy, pentafloetoxy, 2-cloetoxy, 3,3,3-triflopropoxy, heptaflopropoxy, heptafloisopropoxy,
3-clopropoxy, 2-clopropoxy, 3-bromopropoxy, 4.4 4-triflobutoxy, 4.4.4,3 3-pentaflobutoxy, 4-
clobutoxy, 4-bromobutoxy, 2-clobutoxy, 5,5,5-triflopentoxy, S-clopentoxy, 6,6,6-triflohexyloxy,
6-clohexyloxy, V.v..

- Céc vi du vé nhém alkanoyl thap bao gom formyl, axetyl, propionyl, butyryl, isobutyryl,
pentanoyl, tert-butylcacbonyl, hexanoyl, va cdc nhém alkanoyl C,¢ mach thing hodc mach
nhanh khéc.

Cic vi du vé nhém alkylthio thdp bao gébm metylthio, etylthio, n-propylthio,
isopropylthio, n-butylthio, tert-butylthio, n-pentylthio, n-hexylthio, va cic nhém alkylthio C,4
mach thing hoiic mach nhanh khéc.

Céc vi du duge wu tién vé nhém alkylsulfonyl thap bao gém nhém alkylsulfonyl C,¢
mach thdng hoic mach nhanh. Cic vi du cu thé hon vé ching bao gém metylsulfonyl,
etylsulfonyl, n-propylsulfonyl, isopropylsulfonyl, n-butylsulfonyl, isobutylsulfonyl, tert-
butylsulfonyl, sec-butylsulfonyl, n-pentylsulfonyl, isopentylsulfonyl, neopentylsulfonyl, n-
hexylsulfonyl, isohexylsulfonyl, 3-metylpentylsulfonyl, v.v..

Nhém alkenylen thap bao gom, vi du, vinyliden, propylen, butenylen, va cic nhém
alkenylen C, mach thing hoéic mach nhanh khéc o6 tir 1 dén 3 lién két doi.

Céc vi du duoe uu tién vé nhém alkoxycacbonyl thap bao gom cac nhém 6 nhém C¢
mach thing hoic mach nh4nh alkoxy va nhém cacbonyl. C4c vi du cu thé vé chiing bao gém
nmﬂ»qmadximieﬁ»gmainnyLnqxopaqszxxwLhxqqu»gcmixmyLn&xm»qmadmxnm
isobutoxycacbonyl,  tert-butoxycacbonyl, = sec-butoxycacbonyl,  n-pentoxycacbonyl,
neopentoxycacbonyl, n-hexyloxycacbonyl, isohexyloxycacbonyl, 3-metylpentoxycacbonyl,

V.V.
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Nhém alkylen thdp bao gém, vi du, etylen, trimetylen, 2-metyltimetylen, 2.2-
dimetyltrimetylen, 1-metyltrimetylen, metylmetylen, etylmetylen, tetrametylen, pentametylen,
hexametylen, va cic nhém alkylen C, s mach théng hoéic mach nhénh khéc.

Cic vi du vé nhém alkoxy thap alkoxy thap bao gom cic nhém alkoxyalkoxy trong d6
hai nhém alkoxy doc 14p 13 nhém alkoxy C, ; mach théng hoéc mach nh4nh. Céc vi du cu thé
vé chiilng bao gém metoxymetoxy, 2-metoxyetoxy, 3-metoxypropoxy, 4-metoxybutoxy, 5-
metoxypentoxy, 6-metoxyhexyloxy, efoxymetoxy, 2-cfoXyetoxy, n-propoXymetoxy,
isopropoxymetoxy, n-butoxymefoxy, V.v..

Cic vi du vé nhém C,, alkylen bao gém etylen, trimetylen, 2-metyltrimetylen, 2,2-
dimetyltrimetylen, 1-metyltrimetylen, metylmetylen, etylmetylen, tetrametylen, va cdc nhém
alkylen C,, mach thang hoic mach nhénh khac.

Quy triinh diéu ch€ hop chét o6 cong thiic (1)
Hop chét oxazol o6 cong thic (1) o6 thé diéu diéu ché bang cic quy trinh khéc nhau,

motvi du vé quy trinh ndty duoc thé hién trén Sodd Phan ting 1.

So'd6 phéan ting 1
O 1 O
H,N.__R [ N
RZ‘W’U\/X + 0 —  Rew |N/ a

o]
(2) 3) (1)

trong d6 R, R?va W durge x4c dinh theo cong thiic (1), va X 1a nguyén tithalogen.
Hop chat (1) duge diéu ché bing cich cho Hop chét (2) phan ting véi Hop chit (3).
Phén ting giita Hop chét (2) véi Hop chét (3) thudng duge thuc hién trong dung méi
thich hop. Nhiéu loai dung méi di biét 06 thé duge sir dung mién 1 ching khéng Kim him

phan tng. Cic vi du vé dung méi ndy bao gém dimetylformamit, dimetylsulfoxit, axetonitri,
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va cdc dung méi phan cuc khong proton khéc; axeton, metyl etyl keton, va cc dung moéi keton
khéc; benzen, toluen, Xylen, tetralin, parafin long, va cac dung méi hydrocacbon khéc; metanol,
etanol, isopropanol, n-butanol, tert-butanol, va cic dung moéi ruou khéc; tetrahydrofuran, dioxan,
dipropyl ete, dietyl ete, dimetoxyetan, diglyme, va cic dung moéi ete khéc; etyl axetat, metyl
axetat, va cAc dung moi este khic; hén hop ciia chiing; viv.. Cic dung méi ndy o6 thé chiia nutc.

Ty 1& Hop chét (3) trén Hop chét (2) thudng nam trong khodng tix 0,5 dén Smol, va tot
hon 1atir0,5 d&n 3mol, trén mot mol Hop chét (2).

Phén ting gitia Hop chét (2) v6i Hop chét (3) thudng duge thue hién bang cach khudy
lién tuc & nhiét do ndm trong khodng tir -20 dén 200°C, va t6t hon 1a & nhiét d nam trong
khodng tir0 d&n 150°C, trong thoi gian tir 30 phiit dén 60 gid, vatdt honla tir 1 dén 30 gio.

Hop chét (3) duge st dung Jam nguyén liéu ban d4u 1a hop chét da biét d& mua. Hop
chat (2) bao gém céc hop chat mdi, va quy trinh diéu ché hop chat duge mo t sau day (So'dd
Phan ting 9).

Trong s6 cac hop chét oxazol o6 cong thiic (1), hgp chét trong d6 W 1a nhém hod tri hai
duoc thé hién béing -Y-A'- trong d6 Y* 1a -O=0)-NR?- (sau day duoc goi [a “Hop chat
(1a)”) 06 thé duoe diéu ché, vi du, bang quy trinh duoc thé hién trén So d Phéan ting 2.

Sodé Phan ting 2

o) o
T \[: 1 _[: 1
R?-C-OH + HN-A' IR R2-C- N-A )R

3 3
4) R e R (1a)

trong 46 R', R% R? va A duge x4c dinh theo cong thide (1).

Hop chét (1a) duoe diéu ché bang cach cho Hop chat (4) hoac dan xuét d& o6 phéan tng
clia n6 & nhém carboxy, phan ting v6i Hop chét (5) hoac dan xuét d& o6 phan ting ctia né &
nhém amino hodc imino.
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Cic vi du duge wu tién vé dan xuét dé ¢6 phan dng ca Hop chat (4) bao gém axit
halogenua, axit anhydrit, cic amit hoat hod, este duoc hoat hod, viv.. Cic vi du duge uu tién vé
din xuit d& o6 phan ng bao gbm cloanhydrt; axit azt; axit dialkylphosphoric, axit
phenylphosphoric, axit diphenylphosphoric, axit dibenzylphosphoric, halogenua cba axit
phosphoric, va c4c axit phosphoric duge thé khac, axit dialkylphosphoric, axit sulfuro, axit
thiosulfuric, axit sulfuric, axit metansulfonic, va cac axit sulfonic khic, axit axetic, axit
propionic, axit butyric, axit isobutyric, axit pivalic, axit pentanoic, axit isopentanoic, axit 2-
etylbutyric, axit tricloaxetic, va c4c axit carboxylic béo khac, va axit anhydrit hén hgp véi cic
axit nhu axit benzoic hoac cdc axit thom khic; axit anhydrit doi xting; cic amit hoat hod véi
imidazol, imidazol dugc th€ & vi ti 4, dimetylpyrazol, triazol hodc tetrazol; este xyanometyl,
este metoxymetyl, este dimetyliminometyl, este vinyl, este propargyl, este p-nitrophenyl, este
2 4-dinitrophenyl, este tridophenyl, este pentaclophenyl, este mesylphenyl, va este duo hoat
hod khic, este v N,N-dimetylhydroxylamin, 1-hydroxy-2<(1H)-pyridon, N-
hydroxysucxinimit, N-hydroxyphtalimit, 1-hydroxy-1H-benzotriazol, va cac hop chit N-
hydroxy khac v.v.. Din xust d& c6 phan ting ndy o6 thé duoc Iua chon theo ¥ mudn, theo loai
Hop chéi () duge sirdung,

Khi stt dung Hop chét (4) dudi dang axit tr do hoac mudi clia chiing trong phan ting
néu trén, t6t hon 1 thuc hién phan ting véi s 06 mat chia (c4c) chat oo dac. Rat nhiéu chét 00
dic da bié¢t trong finh wue ky thuat nay o6 thé duge st dung bao gém, vi du, NN’-
dixyclohexylcarbodiimit; N-xyclohexyl-N’-morpholinoetylcarbodiimit; N-xyclohexyl-N’-(4-
dietylaminoxyclohexyl)carbodiimit; N,N’-dietylcarbodiimit; N,N’-diisopropylcarbodiimit; N-
etyl-N’<(3-dimetylaminopropyl)carbodiimit va hydroclorua ctia chiing; NN’-cacbonylbis(2-
metylimidazole); pentametylenketen-N-xyclohexylimin; - diphenylketen-N-xyclohexylimin;
etoxyaxetylen, 1-alkoxy-1-cloetylen; trialkyl phosphit; etyl polyphosphat; isopropyl
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polyphosphat; phospho oxyclorua (phosphoryl clorua); phospho triclorua; phosphoryl diphenyl
azit; thionyl clorua; oxalyl clorua; etyl cloformat, isopropyl cloformat, va cic alkyl haloformat
thap khic; triphenylphosphin; mu6i 2-etyl-7-hydroxybenzisooxazoli; cic mudi trong 2-etyl-5-
(m-sulfophenyl)isooxazoli hydroxit; benzotriazol-1-yl-oxy-tris(dimetylamino)phosphoni ciia
axit hexaflophosphoric; 1<(p-clobenzensulfonyloxy)-6-clo-1H-benzotriazol; cic chét phan ting
Vilsmeier duge diéu ché bang cach cho N,N-dimetylformamit phan tng véi thionyl clorua,
phosgen, triclometyl cloformat, phospho oxyclorua, viv; va chét tuong t. Tot hon niia, néu thuc
hién phén ‘ing véi s 6 mét clia (cac) chét oo dac va (cac) chat este hod hoat hod nhur N-
hydroxysucxinimit, N-hydroxyphtalimit, 1-hydroxy-1H-benzotriazol, hoac titong tu.

Céc vi du duge wu tién vé dan xuit d& o6 phan dng clia Hop chét (5) bao gbm cic
tautome kiéu imino hodic enamin nén Schiff dugc diéu ché bang céch cho Hop chét (5) phan
ting v6i hop chét cacbonyl nhur aldehyt, keton, viv.; cic din xuét silyl duge diéu ché bang cach
cho Hop chit (5) phin tng v6i hop chat silyl nhu bis(timetylsilyl)axetamit,
mono(trimetylsilyl)axetamit, bis(trimetylsilyl)ure, v.v; cic dan xuét duge diéu ché bang céch
cho Hop chét (5) phan tng véi phospho triclorua, phosgen, v.v; va tuong tu.

Phén ting nay thudngduoc thue hién trong dung moéi da biét khong anh hudng x4u dén
phan ing. Vi du, cdc dung moi niy bao gébm nuiée; metanol, etanol, isopropanol, n-butanol,
trifloetanol, etylen glycol, va cac dung moéi ruou khic; axeton, metyl etyl keton, va cic dung
moi keton khéc; tetrahydrofuran, dioxan, dietyl ete, diisopropyl ete, diglyme, va cac dung méi
ete khac; metyl axetat, etyl axetat, va cic dung moéi este khic; axetonitril, N,N-dimetylformamit,
dimetyl sulfoxit, va cac dung moi phan cuc khéng proton khéc; n-pentan, n-hexan, n-heptan,
xyclohexan, va cac dung moi hydrocacbon khac; metylen clorua, etylen clorua, va cic dung
m6i hydrocacbon duoc halogen hod khéc; cdc dung méi hitu co khéc; va cic dung moi hon

hop clia chiing.
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Phén ting c6 thé duoe thuc hién dui sy 6 mit clia (cic) bazo. R4t nhiéu bazo vo co va
hitu co da biét 06 thé duge sir dung. Vi du, cic bazo vo co' bao gbm kim loai kiém (vi du natri,
kali, v.v.), kim loai kiém hydrocacbonat (vi du lithi hydrocacbonat, natri hydrocacbonat, kali
hydrocacbonat v.v.), kim loai kiém hydroxit (vi du lithi hydroxit, natri hydroxit, kali hydroxit,
xesi hydroxit, v.v,), kim loai kiém cacbonat (vi du lithi cacbonat, natri cacbonat, kali cacbonat,
xesi cacbonat, v.v.), kim loai kiém alkoxit thap (vi du natri metoxit, natri etoxit, v.v.), va kim loai
kiém hydrua (Vi du natri hydra, kali hydrua, vv)). Vi du, cic bazo hitu oo bao gbm
trialkylamin (Vi du trimetylamin, trietylamin, N-etyldiisopropylamin, v.v.), pyridin, quinolin,
piperidin, imidazol, picolin, dimetylaminopyndin, dimetylanilin, N-metylmorpholin, 1,5-
diazabixyclo[4,30lnon-5-en  (DBN), 14-diazabixyclo[222]Joctan (DABQO), 18-
diazabixyclo[5 4 0Jundec-7-en (DBU), v.v.. Néu céc bazo nay [a chat 16ng, ching ciing o6 thé
durge str dung dudi dang dung moi.

Cic bazonay o6 thé duoce strdung don 1€ hodc két hop.

Luong (c4c) bazo nay thudng nam trong khoang tir0,1 d&&n 10mol, va téthon 12 0,1 dén
3mol, trén mét mol Hop chét (4).

TY 16 giiia Hop chat (4) va Hop ché (5) trén So:d6 Phan ting 1 thudng it nhét 1a 1, va tot
hon I ndm trong khoéng tir 1 dén 5 mol Hop chét (4) trén mot mol Hop chét (5).

Nhiét d6 phan ting 12 khong gi6i han, va phén ting o6 thé thudng duoc thuc hién o6 Iam
mét, & nhiét do trong phong hodc ¢6 gia nhiét. T6t hon, néu phén ting dién ra & nhiét do ndm
trong khodng tit nhiét 46 trong phong dén 100°C, trong thoi gian tir 30 phiit dén 30 gio, va tot
hon1a tir 30 phiit dén 5 gio.

Trong phén ting néu trén, Hop chét (4) dé sir dung Iam nguyén liéu ban dau 1a hop chat
da biet d& mua. Hop chét (5) bao gém céc hgp chat méi. Quy trinh diéu ché Hop chét (5) duge
mo ta sau day (So' d6 Phan ting 10).
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Trong s6 céc hop chat oxazol ¢6 cong thidc (1), hop chét trong d6 W 1a nhém hod tri hai
duoc thé hién bang -Y*-Al- trong d6 Y* Ia -((=0)- va A’ 1a nhém alkylen thép c6 mot nhém
alkoxycacbonyl thap (sau day duge goi 1a “Hop chat (1b)”) 06 thé duge diéu ché, vi du, bang
quy trinh dugc thé hién trén So'd6 Phan ting 3.

So' d6 Phan ing 3

2.0 R7
T P ST L
(7) (1b)
trong d6 R! va R? duoe x4c dinh theo cong thiic (1), R’ vaR® doc 14p 1 nhém alkyl thap, va A™
1anhém C, 5 alkylen.

Nhém -COOR? trong cong thiic (1b) [a giéng nhém alkoxycacbonyl thap duge xac
dinh dudi dang phén tir thé ciia A' trong cdng thidc (1). Nhém alkyl thép duoe biéu dién bang
R’ c6 thé giéng nhunhém alkyl thép duge x4c dinh & trén.

Cic vi du vé nhém C, 5 alkylen duoc thé hién bang A™ bao gom etylen, trimetylen, 2-
metyltimetylen, 22-dimetyltrimetylen, 1-metylimetylen, metylmetylen, etylmetylen,
tetrametylen, pentametylen, va nhém alkylen C, s mach théng hoic mach nhénh khéc.

Hop chat (1b) duoe diéu ché bang cach cho Hop chat (6) phéan ting v6i Hop chét (7).

Phén ting nay thudng duge thuc hién trong dung moi da biét ma khong anh hudng
xé dén phén tng. Vi du, cic dung méi nay bao gém nudc; metanol, etanol, isopropanol, n-
butanol, trifloetanol, etylen glyool, va cac dung méi ruou khéc; axeton, metyl etyl keton, va cic
dung méi keton khéc; tetrahydrofuran, dioxan, dietyl ete, dimetoxyetan, diglyme, va cc dung
moi ete khdc; metyl axetat, etyl axetat, va cidc dung moéi este khic; axetonitril, N)N-
dimetylformamit, dimetyl sulfoxit, N-metylpyrolidon, va cic dung méi phén cuc khong proton
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khéc; metylen clorua, etylen clorua, va cic dung mé1 hydrocacbon duge halogen hod khéc; cac
dung mo6i hitu cokhéc; va céc dung moi hén hop ciia ching,

Phén ting nay thudng duoc thuc hién véi sur 6 mat cia (cic) bazo thich hop. Rat
nhiéu bazo v6 co va hilu co di biét o6 thé duge sir dung. Vi du, cic bazo v6 co bao gém kim
loai kiém (vi du lithi, natri, Kali, v.v.), kim loai kiém hydrocacbonat (vi du lithi hydrocacbonat,
natri hydrocacbonat, kali hydrocacbonat, v.v.), kim loai kiém hydroxit (vi du lithi hydroxit, natri
hydroxit, kali hydroxit, xesi hydroxit, v.v.), kim loai kiém cacbonat (vi du lithi cacbonat, natri
cacbonat, kali cacbonat, xesi cacbonat, v.v,), kim loai kiém alkoxit thAp (vi du natri metoxit, natri
etoxit, kali tert-butylat, natri tert-butylat, natri tert-pentoxit, v.v.), kim loai kiém hydrua (vi du
natri hydrua, kali hydra, vv.), va hop chét tuong . Vi du, cdc bazo hitu oo bao gém
trialkylamin (vi du trimetylamin, trietylamin, N-etyldiisopropylamin, viv.), pyridin, quinolin,
piperidin, imidazol, picolin, dimetylaminopyridin, dimetylanilin, N-metylmorpholin, 1,5-
diazabixyclo[4,30lnon-5-en  (DBN), 14-diazabixyclo[222]octan (DABCO), 18-
diazabixyclo[5 4 0Jundec-7-en (DBU), v.v.. Néu céc bazo nay 1a chat 1ong, ching ciing o6 thé
duoc sir dung dudi dang dung moi. Céc bazo ity ¢6 thé due st dung riéng 1é hodc két hop.

Luong (c4c) bazo thudng ndm trong khodng tir 0,5 dén 10mol, va t6t hon [a nam
trong khodng tir 0,5 dén 6mol, trén mét mol Hop chét (6).

Ty I¢ gitta Hop chét (6) va Hop chét (7) thudng it nht 14 1mol, va t6t hon [a ndm
trong khoang tir 1 dén 5 mol Hop chét (6), trén mot mol Hop chét (7).

Nhiét do phan ting 1a khéng bi gi6i han, va phén ting 06 thé duoc thuc hién 06 lam
mit, &nhiét do trong phong hodc o6 gia nhiét. T6t hon, néu thuc hién phén ting & nhiét 4o ndm
trong khoéng tir nhiét do trong phong dén 150°C, trong thdi gian ndm trong khoang tir 30 phiit
dén 60 gid, va t6t hon 12 nam trong khodng tix 1 dn 30 phuit.

Hop chét (6) duge sir dung 1am nguyén liéu ban dau trong phan ting néu trén 1 hop
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chat da biét d& mua. Hop chit (7) bao gém céc hop chat méi. Quy trinh diéu ché Hop chét (7)
dutge mo ta sau day (So'dd Phan ting 11).

Trong s6 c4c hgp chit oxazol o6 cong thiic (1), hop chat trong d6 W 1a nhém hod tri
hai duoc thé hién bing -Y-Al- trong d6 A’ 1a nhém alkylen thap (sau day duoc goi 13 “Hop
chat (1d)”) duoc diéu ché tir hop cht tuong ting trong d6 A' 1a nhém alkylen thap o6 (c4c)
nhém alkoxycacbonyl thap (sau déy duoge goi 1a “Hop chat (1c)”), bdi quy trinh duge thé hién
trén So'd6 Phan ting 4.

So'd6 Phan ting 4

R2 . Y1_A1b[(rj/>—R1 — R2_ Yl—A1°[Z/>_R1
(1c) (1d)

trong d6 RY, R? va Y! due x4c dinh theo cong thidc (1), A™ Ia nhém alkylen thap o6 (c4c) -
nhém alkoxycacbonyl thap, va A [a nhém alkylen th4p.

Hop chit (1d) duoe diéu ché bang cach thuy phan-khir carboxyl cho Hop chét (1c¢).

Phén ting nay thudng duge thuc hién trong dung méi da biét khong anh hudng xau
dén phan ting. Vi du, cie dung moéi nay bao gom nudic; metanol, etanol, isopropanol, n-butanol,
trifloetanol, etylen glycol, va cic dung m6i nugu khic; axeton, metyl etyl keton, va cic dung
moi keton khéc; tetrahydrofuran, dioxan, dietyl ete, dimetoxyetan, diglyme, va cic dung moi
ete khic; metyl axetat, etyl axetat, va cic dung moi este khéc; axetonitril, NN-dimetylformamit,
dimetyl sulfoxit, N-metylpyrolidon, va cidc dung méi phin cuc khéng proton khéc; metylen
clorua, etylen clorua, va cac dung moi hydrocacbon duge halogen hod khéc; cic dung méi hitu
co'khic; va cic dung méi hén hop cia ching,

Phén ting thuy phan-khtr carboxyl cho Hop chét (1¢) thudng duge thuc hién dudi cic
diéu kién axit. Vi du, axit duoc bd sung vao huyén phtt hoic dung dich chia Hop chét (1c)
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trong dung méi thich hop, va hén hgp thu duge duge khudy &nhiét 4o ndm trong khoang tir0
dén 120°C dé thye hién thuy phan-khir carboxyl.

Cic vi du vé axit 06 thé sir dung duige bao gom axit trifloaxetic, axit axetic, va c4c axit
hitu co khéc, axit clohydric, axit bromic, axit bromhydric, axit sulfuric, va cic axit vd co khac,
viv. Trong s6 c4c axit hitu co nay, axit hitu co cling 06 thé duge sit dung [am dung méi phan
ing.

Luong (c4c) axit thudng ndm trong khodng tir 0,5 d&n 30mol, va t6t hon 12 nim trong
khodng tir0,5 d&n 10mol, trén mot mol Hop chét (1c).

Nhiét d6 phan ting thudng ndm trong khoéng tir0 dén 120°C, va t6t hon 12 ndm trong
khodng tirnhiét do trong phong dén 110°C. Thdi gian phan ing thudng nim trong khoang tix 30
phiit déh 24 gid, 16t hon B nfim trong khoding tir 30 phit déh 12 gid, va t6thon nia 12 nim trong
Khodng i 1 dén 8 gy

Trong s6 c4c hop chat oxazol o6 cong thic (1), hop chét trong d6 R' 1a nhém phenyl
duoc the & vong phenyl bang (c4c) nhém hydroxy (sau day duoc goi 1 “Hop chét (1f)”) duoce
diéu ché tirhop chét tuong ting trong d6 R' 1a nhém phenyl duge the & vong phenyl bang (c4c)

nhém hydroxy duoc béo vé (sau day duoe goi 1 “Hop chét (1e)”), bang quy tinh duoc thé

hién trén So 46 Phin ting 5.
So'd6 Phan ting 5

o) Y (RO ) D
R2- W_[N)—C/—Q((R“)’;; — © R2- W—EN@EEE;:
(1e) (1f)
trong d6 R? v W duoe x4c dinh theo cong thiic (1); R® Ia nhém hydroxy duoc bao v&; R Ia
nhém tuong turnhur phan tir thé (1-2), (1-3), (14), (1-5), 1-6), (1-7), (1-8), (1-9) hoac (1-10) ctia
nhém aryl duoc biéu dién bang R! trong cong thiic (1); m nam trong khodng 1 dén 5; q nam
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trong khodng tir 0 dén 4; cic m R® 06 thé giong nhan hodic khac nhau; va cic q R 06 thé giong
nhau hodc khac nhau; véi diéu kiénla m+q <5.

Hop chat (1f) 06 thé durge diéu ché béng cch thuc hién phan ting loai bd (cAc) nhém
bao vé hydroxy cho Hop chét (1e).

Phén {ing nity o6 thé duoc thuc hién béng cach thuy phan, hydro phan, hodc cic
phuong phép thong thuong khéc.

Phan ting nay thudng duge thuce hién trong dung méi da biét khong anh hudng xau
dén phan ting. Vi dy, c4c dung moi nay bao gdm nudc; metanol, etanol, isopropanol, n-butanol,
trifloetanol, etylen glycol, va cic dung moéi rugu khéic; axeton, metyl etyl keton, va cic dung
moi keton khéc; tetrahydrofuran, dioxan, dietyl ete, dimetoxyetan, diglyme, va cac dung moéi
ete khéc; metyl axetat, etyl axetat, va cic dung moi este khéc; axetonitril, N,N-dimetylformamit,
dimetyl sulfoxit, N-metylpyrolidon, va cic dung méi phén cuc khéng proton khac; metylen
clorua, etylen clorua, va cic dung méi hydrocacbon durge halogen hod khéc; va cac dung moi
hitu cokhéc.

() Thuy phan:

T6t hon, néu phan tng thuy phan duoc thue hién véi sut 06 mét cia (c4c) bazo hoac
(c4c) axit (bao gobm axit Lewis).

Rét nhiéu bazo v6 co va hitu co d biét 06 thé duoe sir dung. Cac vi du duge uu tién vé
v0 co céc bazo bao gbém kim loai kiém (vi du natri, kali, v.v.), kim loai kiém thé (vi du magie,
canxi, v.v.), hydroxit, cacbonat va hydrocacbonat ctia ching, viv. Cic vi du duoc wu tién vé bazo
hitu co ndy bao goém trialkylamin (i du timetylamin, trietylamin, v.v,), picolin, 1,5-
diazabixyclo[4,3,0lnon-5-en, v.v..

Rat nhiéu axit hitu co va vo co da biét khéc o6 thé duoc sir dung. Vi du, cic axit hitu

oo duoc uu tién bao gom axit formic, axit axetic, axit propionic, va c4c axit béo khic; axit
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tricloaxetic, axit trifloaxetic, va cic axit trihaloaxetic khac; va axit tuong tir. Vi du, cic axit vo co
duoc uu tién bao gém axit clohydric, axit bromhydric, axit sulfiric, hydro clorua, hydro
bromua, v.v. Cic vi du vé axit Lewis bao gébm phiic ch4t bo triflorua ete, bo tribromua, nhom
clorua, st clorua, viv.

Khi sit dung axit trhaloaxetic hoc axit Lews, t6t hon 12 thu hiéen phan tng thuy
phén véi sur o6 mét clia cht tdy tap cation (vi du anisol, phenol, vivy).

Luong (céc) bazo hodc (c4c) axit 13 khong gidi han chi cén day 1a luong cAn thiét dé
thuy phan.

Nhiét do phan ting thudng ndm trong khoang tir 0 d¢n 120°C, t6t hon [a nam trong
khoéng tirnhiét d6 trong phong dén 100°C, va 6t hon niia 1a tirnhiét d6 trong phong dén 80°C.
Thoi gian phén ting thudng ndim trong khodng tix 30 phiit dén 24 gid, 16t hon 1 nim trong
Khodng tir 30 phiit dén 12 gid, va 16t hon nifa i nim trong khodng tix 1 dén 8 gidx.

(ii) Hydro phan:

Phén ting hydro phén o6 thé duoe thuc hién bing rét nhiéu phuong phap da biét bao
g6m, vi du, khirbang hod cht, khirbang xiic tic, viv.

Céc vi du vé chéit Khir thich hop dé khit bing hod chét bao gém hydrua (vi du hydro
jodua, hydro sulfua, Jithi nhém hydrua, natri borohydrua, natri xyanoborohydrua, v.v.); va céc t8
hop kim loai (vi du thié, k&m, sit, viv.) hodc céc hop chét kim loai (vi du crom clorua, crom
axetat, v.v.), VGl cac axit hitu co hodc vo oo (Vi du axit formic, axit axetic, axit propionic, axit
trifloaxetic, axit p-toluensulfonic, axit clohydric, axit bromhydric, v.v.).

Céc vi du vé chit xuic tic thich hop dé khir bang xvic téc bao gbm chét xiic tc platin
(v du tam platin, platin bot x6p, platin den, platin keo, platin oxit, day platin, v.v.), chét xuc tic
paladi (i du paladi bot x6p, paladi den, paladi oxit, paladi cacbon, paladi/bari sulfat, paladi/beri
cacbonat, v.v,), chat xiic tic niken (vi du niken duoc khi, niken oxit, niken Raney, v.v.), chat xdc
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tac coban (Vi du coban dugc khtr, coban Raney, v.v.), chét xtic tic sat (vi du sat duoc khir va chat
tuong tr), V.v..

Néu c4c axit duoe strdung d€ khirbéng hod chat 1a chét 1ong, ching ciing o6 thé dugc
st dung dui dang dung moi.

Luong chét khir dé khirbéng hod chat va chat xtic tic d€ khir bing xtic tac Ia khong bi
gi6i han va o6 thé Ia lugng thong thudng.

Nhiét d6 phén ting thudng nim trong khodng tix 0 dén 120°C, 6t hon 12 nam trong
khoang tirnhiét d6 trong phong dén 100°C, va t6t hon niia Ia tir nhiét do trong phong dén 80°C.
Thoi gian phén tng thudng ndm trong khodng tir 30 phit dén 24 gid, t6t hon 1a nam trong
khoang ti 30 phiit d&n 10 gid, va t6t hon nita 12 nim trong khoang tir 30 phit dén 4 gio.

Trong s6 cac hop chét oxazol o6 cong thiic (1), hop cht trong d6 R 1a nhém phenyl
duoc thé & vong phenyl bing R"O- (c4c) nhém (sau day duoc goi 1a “Hop chit (1g)”) duge
diéu ché tir Hop chat (1f), bing quy trinh duoc thé hién trén So d6 Phan ting 6.

Sodé Phan tng 6
Q Y (OH), R'X* (8) O X (ORM)
R2-WJiN —\(R1°)q hoac RZ-WJIN/ —\(R“’)q

(19 R OH(8")

(19)

trong d6 R2 v W due xéic dinh theo cong thifc (1); R, m va q B nh duoe x4c dinh & trén; X'

12 nguyén tir halogen hodc nhém dién ra phén ting thé tuong tir nhur ca nguyén tir halogen;

R"O Ia nhém tuwong tur nhu phén tir the (1-2), (1-3), (14), (1-5), (1-6), 1-7), (1-8), (1-9) hoac

(1-10) cha nhém aryl duoe biéu dién bing R! trong cong thic (1); va céc m R"O o6 thé giong
Trong hop chét (8), nguyén tir halogen dugc thé hién bang X' 14 nguyén tir flo,

nguyén it clo, nguyén tit brom, hoc nguyén tiriot.
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Cic vi du vé nhém dién ra phan ting thé trong tur nhur clia nguyén tt halogen, nhém
duoc thé hién bang X', bao gém nhém alkansulfonyloxy th4p, nhém arylsulfonyloxy, nhém
aralkylsulfonyloxy, v.v..

Cic vi du cu thé vé nhém alkansulfonyloxy thip bao gém metansulfonyloxy,
etansulfonyloxy, isopropansulfonyloxy, n-propansulfonyloxy, n-butansulfonyloxy, tert-
butansulfonyloxy, n-pentansulfonyloxy, n-hexansulfonyloxy, va cic nhém alkansulfonyloxy
mach thang hodic mach nh4nh C, c khéc, va nhém va tuong t.

Vi du, nhém arylsulfonyloxy bao gém phenylsulfonyloxy, naphtylsulfonyloxy, v.v..
Vi du, nhan phenyl clia nhém arylsulfonyloxy nay c6 thé o6 tir 1 dén 3 phan tir thé duge chon
tir nhém bao gom nhém alkyl mach thing hoic mach nh4nh C,, nhém alkoxy mach théng
hodc mach nhanh C,, nhém nitro, va nguyén tir halogen. Cic vi du cu thé vé nhém
arylsulfonyloxy bao  gém  phenylsulfonyloxy, — 4-metylphenylsulfonyloxy, — 2-
metylphenylsulfonyloxy,  4-nitrophenylsulfonyloxy, = 4-metoxyphenylsulfonyloxy, 2-
nitrophenylsulfonyloxy, 3-clophenylsulfonyloxy, vv.. Cic vi du cu thé vé& nhém
naphtylsulfonyloxy bao gom o-naphtylsulfonyloxy, B-naphtylsulfonyloxy, v.v..

Vi du, nhém aralkylsulfonyloxy bao gém nhém alkylsulfonyloxy mach thang hoic
mach nh4nh C, ¢ duoc thé phenyl 06 thé 06, trén nhan phenyl, tit 1 dén 3 phén tir the duge chon
tir nhém bao gém nhém alkyl mach thing hodc mach nh4nh C,, nphém alkoxy mach théng
hoic mach nh4nh C, ,, nhém nitro, vi nguyén tit halogen; nhém alkylsulfonyloxy mach thing
hoic mach nhénh C, 4 dugc thé naphtyl; v.v.. Céc vi du cu thé vé nhém alkylsulfonyloxy duoc
th& phenyl duoc d€ cip & trén bao gém benzylsulfonyloxy, 2-phenyletylsulfonyloxy, 4-
phenylbutylsulfonyloxy,  2-metylbenzylsulfonyloxy, —4-mefoxybenzylsulfonyloxy, 4
nitrobenzylsulfonyloxy, 3-clobenzylsulfonyloxy, vv. Cic vi du cu thé vé nhém

alkylsulfonyloxy dugc naphtyl nhu duoce dé cap & trén bao gom o-naphtylmetylsutfonyloxy, 3-
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naphtylmetylsulfonyloxy, v.v..

Hop chét (1g) duge diéu ché bang cach Hop chat (1£) cho phéan ing v6i Hop chét (8),
hodc cho Hop chét (1f) phan ting véi Hop chét (8°).

Phén ting gitia Hop chét (1f) va Hop chét (8) duge mo ta dudi day.

Phéan ting gitia Hop chét (1f) va Hop chét (8) thudng duge thue hién trong dung moi
da bi¢t ma khong anh hudng xau dén phan ting. Vi dy, cic dung méi nay bao gom nudc;
metanol, etanol, isopropanol, n-butanol, trifloetanol, etylen glycol, va cic dung moi ruou khac;
axeton, metyl etyl keton, va cic dung moi keton khéc; tetrahydrofuran, dioxan, dietyl ete,
diglyme, va cac dung moéi ete khic; metyl axetat, etyl axetat, va cic dung moi este khic;
axetonitril, N,;N-dimetylformamit, dimetyl sulfoxit, va cdc dung méi phan cuc khong proton
Khic; metylen clorua, etylen clorua, va cic dung moi hydrocachon duoe halogen hod khdc; cic
dung moi hitu co'khac; cic dung moéi hén hgp clia ching; vv..

Phén tng gitta Hop cht (1f) va Hop chét (8) thudng duoc thuc hién véi sur o6 mét ciia
(c4c) bazo. Cic bazo o6 thé sir dung duge bao gom cic bazo vo co va hitu oo da biét. Vi du, céc
bazo vo oo bao gdm kim loai kiém (vi du natri, kali, v.v.), kim loai kiém hydrocacbonat (vi du
lithi hydrocacbonat, natri hydrocacbonat, kali hydrocacbonat, v.v.), kim loai kiém hydroxit (vi
du lithi hydroxit, natri hydroxit, kali hydroxit, xesi hydroxit, v.v.), kim loai kiém cacbonat (vi du
lithi cacbonat, natri cacbonat, kali cacbonat, xesi cacbonat, v.v.), kim loai kiém alkoxit thép (Vi
du natri metoxit, natri efoxit, v.v.), kim loai kiém hydrua (vi du natri hydrua, kali hydrua, v.v.), va
tuong t. Vi du, céc bazo hitu co bao gom trialkylamin (vi du trimetylamin, trietylamin, N-
etyldiisopropylamin, v.v.), pyridin, quinolin, piperidin, imidazol, picolin, dimetylaminopyxidin,
dimetylanilin,  N-metylmorpholin,  1,5-diazabixyclo[4,30lnon-5-en  (DBN), 14
diazabixyclo[2,22Joctan (DABCO), 1,8-diazabixyclo[5.4,0jundec-7-en (DBU), viv.. Néu cic

bazo nay 1a chét 16ng, chiing ciing 6 thé duge sit dung dudi dang dung moi. Cic bazo ndy o6
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thé duroe strdung riéng 1& hodic két hop.

Luong (c4c) bazo thudng nim trong khoang tir 0,5 dén 10mol, va t6t hon 1a ndm
trong khoang tir0,5 dén 6mol, trén mot mol Hop chét (1f).

Khi thuc hién phan ting néu trén, kim loai kiém nhu kali iodua, natri iodua, viv. c6 thé
dutoc b sung duGi dang chét tang toc phan ting cho hé phan ting, néu can.

Ty 1é gitta Hop cht (1f) va Hop chét (8) thudng it nhat 13 1mol, va t6t hon 12 ndm
trong khoang tix 1 &n 5 mol Hop chét (8), trén mot mol Hop chét (1f).

Nhiét do phan ting 14 khéng bi gi6i han, va phén ting o6 thé duoc thuc hién o6 1am
mat, dnhiét do trong phong hoac 06 gia nhiét. Tot hon, néu thuc hién phan ting & nhiét d6 trong
phong trong thoi gian tir 1 dén 30 gio.

Tiép theo, phan ting gitta Hop chét (1f) va Hop chét (87) s& duge mo ta.

Phén ting gitia Hop chat (1f) va Hop chét (8”) thudng duoe thue hién trong dung méi
da biét ma khong anh hudng x4u dén phan ting. Vi du, cic dung moi nay bao gbm nuidk;
metanol, etanol, isopropanol, n-butanol, trifloetanol, etylen glycol, va cic dung méi rugu khéc;
axeton, metyl etyl keton, va cidc dung moi keton khéic; tetrahydrofuran, dioxan, dietyl ete,
diglyme, va cac dung moéi ete khic; metyl axetat, etyl axetat, va cdc dung moi este khéc;
axetonitril, N,N-dimetylformamit, dimetyl sulfoxit, va cic dung méi phén cuc khong proton
khéc; benzen, toluen, Xylen, va cac dung méi hydrocacbon thom khéc; metylen clorua, etylen
clorua, va cac dung méi hydrocacbon duge halogen hod khéc; cic dung mdi hitu co khéc; cac
dung méi hén hop cta chiing; viv..

Phén dng nay thudng duoc thuc hién véi s 06 mét cia (cic) dialkyl azodicarboxylat
nhu diisopropyl azodicarboxylat, dietyl azodicarboxylat, v.v., va (cac) phdi tir phosphin nhur
triphenyl phosphin, tri(n-butyl)phosphin, v.v.. Lugng (c4c) dialkyl azodicarboxylat thudng nam
trong khodng tir 0,5 dén 10mol, va t6t hon 12 ndm trong khoéng tix 0,5 d&n 6mol, trén mot mol
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Hop chét (1f). Luong (céc) phosphin phéi it thudng nim trong khodng 0,5 dén 10mol, va t6t
hon 2 niim trong khodng tir0,5 dén 6mol, trén mét mol Hop cht (1f).

Phén ting gitta Hop chat (1) va Hop chéit (87) o6 thé duoe thue hién véi str o6 mit cia
(céc) bazo thich hop. RA nhidu bazo v6 corva hiiu oo d biét o6 thé duoe sit dung, Vi du, céc
bazo v6 co bao gém kim loai kiém (Vi du natri, kali, v.v.), kim loai kiém hydrocacbonat (vi du
Tithi hydrocacbonat, natri hydrocachonat, kali hydrocachonat, viv), kim loai kiém hydroxit (vi
du Tithi hydroxit, natri hydroxit, kali hydroxit, xesi hydroxit, viv.), kim loai kiém cacbonat (v du
lithi cacbonat, natri cacbonat, kali cacbonat, xesi cacbonat, v.v.), kim loai kiém alkoxit thap (vi
du nafri metoxit, natri etoxit, viv), kim loai kiém hydrua (vi du natri hydrua, kali hydrua, vv), va
fuong . Vi du, cc bazo hiiu oo bao gém trialkylamin (v du trimetylamin, trietylamin, N-
etyldiisopropylamin, vv), pyridin, quinolin, piperidin, imidazol, picolin, dimetylaminopyridin,
dimetylanilin, N-metylmorpholin, ~ 1,5-diazabixyclo[430lnon-5en ~ (DBN), 14
diazabixyclo[2,2,2]octan (DABCO), 1,8-diazabixyclo[54,0Jundec-7-en (DBU), v.v.. Néu cic
bazo nay Ia ch4t 16ng, chiing ciing 06 thé duoe sir dung dui dang dung moi. Cic bazo ndy ¢6
hé duoe sir dung riéng 1€ hoéic ket hop.

Luong (céc) bazo thudng niim trong khodng tir 05 dén 10mol, va 6t hon B ném
trong khodng tir 0,5 dén 6mol, trén mdt mol Hop chat (1£).

T§ 16 gitia Hop chat (1f) va Hop chat (8) thudng i nhét 1d Imol, va 6t hon I ném
trong khoéng tir 1 d&&n 5 mol Hop chét (8°), trén mot mol Hop chit (1).

Nhiét do phéin ting 12 khong bi gidi han, va phén ting o6 thé duce thuc hién o6 am
mét, &nhiét do trong phdng hoic o6 gia nhiét. Tot hon, néa thue hién phan tng & nhiét d6 trong
phong trong thdi gian tir 1 dén 30 gidx.

Céc hop chét (8) va (8”) duge str dung 1am nguyén liéu ban dan trong phan ting néu

trén 12 céc hop ché da biét d& mua.
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Trong s6 cic hop chat oxazol ¢6 cong thiic (1), hop chét trong d6 W 1a nhém hod tri
hai duoc thé hién bang -Y*-A- trong d6 Y* -O=0) va A’ 1a nhém alkenylen th4p (sau day
duge goi 14 “Hop chét (1h)”) o6 thé duoge diéu ché, vi du, bang quy trinh duge thé hién trén So
d6 Phan ting 7.

So'd6 Phan ting 7

0 0 0 0 0
I I £ g1 0 1
R*—C—CH; + H-C—A" | T RZ—C—CH=CH—AM—[| N/>—R

9) (10) (1h)

trong d6 R va R* duoe x4c dinh theo cong thiic (1), va A 1a nhém C,,, alkenylen, nhém,C,,
alkylen hodc lién két truc tiép.

MB&i nhém trong s6 nhém C,, alkenyl va nhém C,, alkylen 06 thé 13 mach théng hoic
mach nhanh. -CH=CH-A"- tuong ting v6i nhém alkenylen thap dugc thé hién béng A’ trong
oong thuc (1).

Hop chét (1h) duge diéu ché bang c4ch cho Hop chét (9) phén ting véi Hop chat (10).

Phéan ting nay thudng dugc thuc hién trong dung moi da biét khong anh hudng xau dén
phan dng. Vi du, cic dung moi nay bao gébm nudc; metanol, etanol, isopropanol, n-butanol,
trifloetanol, etylen glycol, va cic dung mdi ruou khic; axeton, metyl etyl keton, va cic dung
moi keton khéc; tetrahydrofuran, dioxan, dietyl ete, dimetoxyetan, diglyme, va cic dung moéi
ete khac; metyl axetat, etyl axetat, va cic dung mdi este khac; axetonitril, N,N-dimetylformamit,
dimetyl sulfoxit, N-metylpyrolidon, va cic dung mdi phén cuc khong proton khic; metylen
clorua, etylen clorua, va cic dung méi hydrocacbon duge halogen hod khéc; cic dung méi hitu
oo khic; cdc dung méi hén hop cia ching; viv.

Phén ting ndy o6 thé duoe thuc hién véi sur o6 miit clia (c4c) bazo. Rat nhiéu bazo vo co
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va hitu co da biét 06 thé duge sir dung. Vi du, céc bazo vo oo bao gém kim loai kiém (vi du lithi,
natri, Kali, v.v,), kim loai kiém hydrocacbonat (vi du lithi hydrocacbonat, natri hydrocacbonat,
kali hydrocacbonat, v.v.), kim loai kiém hydroxit (vi du lithi hydroxit, natri hydroxit, kali
hydroxit, xesi hydroxit, v.v,), kim loai ki€m cacbonat (vi du lithi cacbonat, natri cacbonat, kali
cacbonat, xesi cacbonat, v.v.), kim loai kiém alkoxit thap (vi du natri metoxit, natri etoxit, kali
tert-butylat, natr tert-butylat, v.v.), kim loai kiém hydrua (vi du natri hydrua, kali hydrua, v.v.), va
tuong t. Vi du, cic bazo hitu 0o bao gom trialkylamin (vi du trimetylamin, trietylamin, N-
etyldiisopropylamin, v.v.), pyridin, quinolin, piperidin, imidazol, picolin, dimetylaminopyridin,
dimetylanilin,  N-metylmorpholin,  1,5-diazabixyclo[4,30lnon-5en  (DBN), 14
diazabixyclo[2,2,2]octan (DABCO), 1,8-diazabixyclo[5.4,0Jundec-7-en (DBU), vv.. Néu cic
bazo nay Ia ch4t 16ng, chiing ciing 06 thé duge sir dung dudi dang dung moi. Céc bazo nay c6
thé durge st dung riéng 1€ hodc két hop.

Luong (c4c) bazo thudng ndm trong khodng i 0,5 dén 10mol, va 6t hon 12 nim trong
khodng tir 0,5 dén 6mol, trén mot mol Hop chét (9).

Ty 1é gitia Hop chét (9) va Hop chét (10) thudng it nhat 1a 1mol, va t6t hon 1a ndm trong
khodng tix 1 dén 5 mol Hop chét (10), trén mét mol Hop chét (9).

Nhiét d6 phén ting 1 khong bi giéi han, va phén ting o6 thé duoc thuc hién o6 Iam mét,
&nhiét do trong phong hodc o6 gia nhiét. Tt hon, néu thuc hién phéan ing & nhiét o nim trong
khoéng tirnhiét do trong phdng dén 150°C, trong thdi gian nam trong khoang tix 30 phit dén 60
gi0, va t6t hon Ia trong thdi gian tir 1 dén 30 gio.

Hop cht (9) duge sir dung 1am nguyén liéu ban dan trong phan ting néu trén 1 hop chat
da biét d& mua. Hop chét (10) duge str dung 1am nguyén liéu ban d4u trong phéan ting néu trén
06 thé duge diéu ché bang quy trinh duoc thé hién trén So d6 Phan ting 12.

Trong s6 céc hop chat oxazol o6 cdng thitc (1), hop chat trong d6 W 1a nhém hoé tr hai
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duoc thé hién bang -Y*-Al- trong d6 A' Ia nhém alkylen thap (sau day duge goi 14 “Hop chat
(13)") o6 thé duge diéu ché i céc hop chéf trong d6 A Ta nhém alkenylen thap (sau day duioe
0i 12 “Hlop chat (1), béi quy trinh dutge thé hién trén So.dé Phén ting 8.

So d6 Phan ting 8

R2.yL A1e[(:l/>_R1 tydrophen R2 vt A1f,[z/>_R1
(11) (1)

trong d6 R va R? 1a nhur due xé4c dinh trong Cong thide (1), Y nhu duge x4c dinh & trén, A* 12
nhém alkenylen thap, va A 1a nhém alkylen thAp.

Hop chat (1j) duge diéu ché bang cich hydro phan Hop chét (1i).

Phén ting nay dugc thuc hién dudi ciing cdc diéu kién phén ting nhu cia phan ting
duoc thé hién trén So'd6 Phan ting 5 d€ hydro phan Hop chat (1€) dé thu duge Hop chét (11).
Do d6, (c4c) chat phéan ting va diéu kién phan ting giéng nhau (vi du dung méi, nhiét do phan
{ing, vv)) nhu duoe st dung trong phan ting hydro phan duge thé hién trén Sod Phén ting 5 o6

thé duroe sir dung trong phan ting néu trén.

So'd6 Phan ting 9
X |
2 _ 2
S0 e ~ K ‘w)l\/X
(11) (2)

trong d6 R?va W duge xéc dinh theo cong thiic (1), va X nhu duge x4c dinh & trén.
Phan ting halogen hod Hop chét (11) duge thuc hién trong dung méi thich hop véi su

06 mit chia chéit halogen hod. Vi du, céc chét halogen hod st dung duce bao gém Br,, (L, va
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c4c phén tir halogen khc; iot clorua, sulfuryl clorua, dong bromua, va céc hop chat dong khic;
N-bromosucxinimit, N-closucxinimit, va cic N-halosucxinimit khic, v.v.. Vi du, cic dung moi
o6 thé st dung bao gém diclometan, dicloetan, cloroform, cacbon tetraclorua, va céc
hydrocacbon duoc halogen hod khic; axit axetic, axit propioric, va cic axit béo khac; cacbon
disulfua; v.v.. Luong chét halogen hod thudng nam trong khoéng tir 1 d&n 10mol, va t6t hon Ia
nam trong khodng tir 1 dén Smol, trén mot mol Hop chét (11). Phan ting thudng hoan thanh &
nhiét do 0°C dén nhiét d6 diém s6i clia dung moéi, va t6t hon 1a ndm trong khodng tir O dén
100°C, trong thoi gian ndm trong khoéng tix 5 phuit dén 20 gio.

Trong s6 cac hop chat (5) &€ sir dung Iam nguyén liéu ban dAu, hop chat trong d6 R* 1a
nguyén tit hydro (sau diy duge goi 1a “Hop chét (5a)”)
duoc diéu ché bing quy trinh duoc thé hién trén So'dd Phéan tng 10.

Sodé Phan ting 10

o)
I I _[ 7 R!
X2LA=C—CH,-Xx3 + H,N-C-R' —> X*-Al N>_

(12) (13) (14)

N-M
(15) O
o)
0 0
1 HoNNH, (17) _[ 1
HZN-A1£N/>_ R e N- A lN’>_ R
(5a) O (16)

trong d6 R! va A! duoe xéc dinh theo cong thiic (1), X* va X° doc I4p 1a nguyén tr halogen
hodc nhém dién ra phén ting thé tuong tur nhu clia nguyén tir halogen nhu duge dé cép & tén,
va M I kim Ioai kiém.
(Eb\ddgvékhnkxﬁkk%nduqc&ékmaﬂﬁmghdbaag&njankﬂLvm
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Hop chat (14) duge diéu ché bang cach cho Hop chét (12) phan ting véi Hop chat
13).

Phan ting gitta Hop chét (12) va Hop chét (13) thudng duge thuc hién trong dung moi
da biét ma khong 4nh hudng x4u dén phén ting. Vi du, cic dung moi nay bao gdbm nuéc;
metanol, etanol, isopropanol, n-butanol, trifloetanol, etylen glycol, va cic dung méi rugu khéc;
axeton, metyl etyl keton, va cac dung moi keton khac; tetrahydrofuran, dioxan, dietyl ete,
dimetoxyetan, diglyme, va cic dung mo6i ete khéc; metyl axetat, etyl axetat, va cic dung moéi
este khc; axetonitril, N,N-dimetylformamit, dimetyl sulfoxit, N-metylpyrolidon, va cic dung
moi phan cuc khong proton khac; metylen clorua, etylen clorua, va cic dung méi hydrocacbon
dugc halogen hod khac; va cic dung moi hitu cokhéc; viv..

Ty 1é gitta Hop chat (12) va Hop chét (13) thudng it nhat [a 1mol, va t6t hon 12 ndm
trong khoang tix 1 d&n 5 mol Hop chét (13), tén mdt mol Hop chét (12). Phan ting gitta Hop
cht (12) va Hop chat (13) duge thue hién bang cich khudy lién tuc thudng & nhiét do nam
trong khodng tix nhiét do trong phong dén 200°C, va 6t hon 1a tir nhiét do trong phong dén
150°C, thudng trong thoi gian nim trong khoéng tir 30 phit dén 60 gid, va t6t hon 14 nam trong
khoang tir 1 d&n 30 gio.

Hop chét (16) duge diéu ché bang cich cho Hop chét (15) phan tng v6i Hop chét
14).

Phén ting giita Hop chét (15) va Hop chét (14) thudng duoc thue hién trong dung méi
da biét ma khong anh hudng x4 dén phan dng. Vi du, cic dung moi nay bao gbm nudc;
metanol, etanol, isopropanol, n-butanol, trifloetanol, etylen glycol, va cic dung méi rugu khéc;
axeton, metyl etyl keton, va cic dung moi keton khac; tetrahydrofuran, dioxan, dietyl ete,
diglyme, va cic dung méi ete khéc; metyl axetat, eyl axetat, va cic dung moéi este khac;

axetonitril, N,N-dimetylformamit, dimetyl sulfoxit, va cic dung moi phén cuc khong proton

-35-



21107

khéc; metylen clorua, etylen clorua, va cic dung moéi hydrocacbon duge halogen hod khéc; céc
dung méi hitu cokhéc; hén hop clia chiing; viv..

Khi thuc hién phan ting giita Hop chét (15) va Hop chét (14), kim loai kiém iodua
nhu kali iodua, natri jodua, viv. ¢6 thé duge bd sung dui dang céc chét tang toc phan tng cho
hé phan ting, theo yéu ciu.

T 16 giia Hop chét (15) va Hop chét (14) thudng it nhét 13 Imol, va 6t hon 1 nim
trong khodng tir 1 d&n 5 mol Hop chét (14), trén mét mol Hop chét (15).

Nhiét do ctia phan ting gitta Hop cht (15) va Hop chét (14) 1a khong han ché, va
phén ting 06 thé dugc thuc hién o6 Tam mét, & nhiét 46 trong phodng hoac o6 gia nhiét. Tét hon,
néu thuc hién phan ting & nhiét 4o nédm trong khodng tir nhiét 4o trong phong dén 100°C, trong
thoi gian ném trong khoang tit 1 dén 60 gid, va t6t hon 1a tir 1 d&n 30 gio.

Trong phan ting giita Hop chat (15) véi Hop chét (14), phtalimit o6 thé dugc sir dung
thay cho Hop chét (15) va phan ting 06 thé duge thuc hién v6i sir o6 mit clia (cic) bazo. Rét
nhiéu bazo v6 co va hitu co da biét o6 thé duoe str dung. Cic vi du vé vo 0o cic bazo bao gém
kim loai kiém (v du lithi, natri, kali, vv;), kim loai kiém hydrocacbonat (vi du lithi
hydrocacbonat, natri hydrocacbonat, kali hydrocacbonat, v.v.), kim loai kiém hydroxit (vi du
lithi hydroxit, nafri hydroxit, kali hydroxit, xesi hydroxit, v.v.), kim loai kiém cacbonat (vi du
lithi cacbonat, natri cacbonat, kali cacbonat, xesi cacbonat, V.v.), kim loai kiém alkoxit thap (vi
du natri metoxit, natri efoxit, kali tert-butylat, natri tert-butylat, v.v.), kim loai kiém hydrua (vi du
natri hydrua, kali hydrua, v.v.), va tuong tu. Vi du, cic bazo hiiu co'bao gém tralkylamin (v du
trimetylamin, trietylamin, N-etyldiisopropylamin, v.v.), pyridin, quinolin, piperidin, imidazol,
picolin, dimetylaminopyridin, dimetylanilin, N-metylmorpholin, 1,5-diazabixyclo[4,30lnon-5-
en (DBN), 1,4-diazabixyclo[2,2,2]octan (DABCO), 1,8-diazabixyclo[54,0jundec-7-en (DBU),

V.V.
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Luong (c4c) bazo thudng nim trong khoang tit 0,5 dén 10mol, va 6t hon [a ndm
trong khoang tir0,5 d&&n 6mol, tén mét mol Hop chat (14).

Hop chét (5a) duge diéu ché bang cdch cho Hop chét (16) phan tng véi Hop chét
7.

Phan ting gitia Hop chét (16) va Hop chat (17) thudng duge thue hién trong dung méi
da biét ma khong 4nh hudng xau dén phan dng. Vi du, cic dung moi nay bao gbm nudc;
metanol, etanol, isopropanol, n-butanol, trifloetanol, etylen glycol, va cic dung moi ruou khac;
axeton, metyl etyl keton, va cac dung mdi keton khac; tetrahydrofuran, dioxan, dietyl ete,
diglyme, va cic dung moi ete khic; metyl axetat, etyl axetat, va cic dung moi este khéc;
axetonitril, N,N-dimetylformamit, dimetyl sulfoxit, va cic dung méi phan cuc khong proton
khéc; metylen clorua, etylen clorua, va cic dung méi hydrocacbon duge halogen hod khic; cac
dung moi hitu co'khac; hén hop cia ching; viv.

Ty lé gitia Hop chét (16) va Hop chét (17) thudng it nhét 14 1mol, va 6t hon [a nam
trong khodng it 1 dén 5 mol Hop chét (17), trén mét mol Hop chét (16).

Nhiét do ctia phan ting gitia Hop chét (16) va Hop chét (17) 1a khong bi gidi han, va
phén ting c6 thé duoc thuc hién o6 Jam mét, dnhiét do trong phdng hoac 06 gia nhiét.

T6t hon, néx thue hién phén ting & nhiét d6 trong phong trong thoi gian it 1 dén 30 gidx.

So'dd phén ting 11
I
1 C-OR8® cl? COOR12 J: -
x4-A1aJ: PR + HZCC _opti " RE0-C- CH- At/
1
(18) 0 (20)

(19)

0 @)
] —R1
RE.0-C~CH, -A1a—[| A
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trong d6 R nhur duge x4c dinh trong cong thide (1); R® va A™ [a nhu duge x4c dinh & trén; X* 1a
nguyén tir halogen hodc nhém dién ra phan ting thé tuong tur nhur clia nguyén tir halogen nhu
duoc dé cap &trén; va R 13 nhém alkyl thap.

Hop chét (20) duge diéu ché bang cach cho Hop chat (18) phéan ting véi Hop chét (19).

Phan ting gitta Hop chét (18) va Hop chét (19) thudng duoe thue hién trong dung moi
da biét ma khong anh hudng x4u dén phan dng. Vi du, cic dung moi nay bao gbm nudc;
metanol, etanol, isopropanol, n-butanol, trifloetanol, etylen glycol, va cac dung méi rugu khéc;
axeton, metyl etyl keton, va cac dung méi keton khac; tetrahydrofuran, dioxan, dietyl ete,
dimetoxyetan, diglyme, va cic dung moi ete khéc; metyl axetat, etyl axetat, va cic dung méi
este khac; axetonitril, NN-dimetylformamit, dimetyl sulfoxit, N-metylpyrolidon, va cac dung
mdi phan cuc khéng proton khic; metylen clorua, etylen clorua, va cic dung méi hydrocacbon
duoc halogen hod khéc; cic dung méi hitu cokhéc; hén hop clia ching; vv..

Phan ving gitta Hop chét (18) va Hop chit (19) thudng duoc thuc hién véi sur 06 mat
clia (c4c) bazo thich hop. Rét nhiéu bazo v6 co va hifu co da biét o6 thé duoc st dung. Vi du,
c4c bazo vo co'bao gom kim loai kiém (vi du lithi, natr, kali, v.v.), kim loai kiém hydrocacbonat
(Vi du lithi hydrocacbonat, natri hydrocacbonat, kali hydrocacbonat, v.v;), kim loai kiém
hydroxit (vi du lithi hydroxit, natri hydroxit, kali hydroxit, xesi hydroxit, v.v.), kim loai kiém
cacbonat (vi du lithi cacbonat, natri cacbonat, kali cacbonat, xesi cacbonat, v.v,), kim loai kiém
alkoxit thap (vi du natri metoxit, natri etoxit, kali tert-butylat, natri tert-butylat, viv,), kim loai
kiém hydrua (vi du natri hydrua, kali hydrua, v.v;), va tuong tut. Vi du, céc bazo hifu co'bao gém
trialkylamin (Vi dy trimetylamin, trietylamin, N-etyldiisopropylamin, v.v.), pyridin, quinolin,
piperidin, imidazol, picolin, dimetylaminopyridin, dimetylanilin, N-metylmorpholin, 1,5
diazabixyclo[4,30lnon-5en  (DBN), 14-diazabixyclo[222Joctan (DABCO), 18-
diazabixyclo[5 4,0Jundec-7-en (DBU), viv.. Néu c4c bazo nay 1a ch4t 1ong, ching ciing o6 thé
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duge sirdung dusi dang dung moi.

Cic bazomy o6 theé duoe sirdung riéng 1& hoic két hop.

Luiong (c4c) bazo thudng nim trong khodng 0,5 dén 10mol, va t6t hon 12 niim trong
khodng tir 0,5 d&&n 6mol, trén mot mol Hop chat (18).

T§ 1¢ gitia Hop ché (18) va Hop ché (19) trong So d6 Phén ting 11 thudng it nhat 1a
1mol, va t5t hon [a nim trong khodng tir 1 dén 5 mol Hop chét (19), tén mot mol Hop chat
(18).

Nhiét do phén ting 1 khong bi gi6i han, va phin ting o6 thé duoc thue hién o6 Jam mét,
&nhiét d6 trong phong hodc 06 gia nhiét. T6t hon, néu thyc hién phan ting & nhiét 46 nam trong
Khodng tirnhiét 46 trong phong déh 100°C, trong thii gian nfim trong khoang tir 30 phiit dén 60
i, vA (6t hon 12 n3im trong khodng tir 1 déh 30 g

Hop ché (7) duoe didu ché bing céch thuy phan-khi carboxyl cho Hop chat (20).
Phén ting thu phan-khit carboxyl cho Hop chit (20) 6 thé duoe thue hién theo quy trinh duioe
thé hién trén Vi du tham khao 48 dui day, theo quy trinh tuong tu, quy trinh duge thé hién trén

So d6 Phan ting 4 néu trén, hoac theo quy trinh tuong tur.

So'dé phan ting 12

0 0 0
- I J: >Rl
X2-H2C—A1d~[N/ R ——— v | N/ R

(21) (10)

trong d6 R nhur duioe x4c dinh trong cong thiic (1), va X2 va Al I nhur e xéc dinh &trén.
Hop chéit (10) dugc diéu ché bing cich thu hién phin ing oxy hod cho Hop chat (21).

Phén ting néty c6 thé duoe thuc hién béng quy trinh duge thé hién trén Vi du tham khéo 64 dudi

day, hodic theo quy trinh tuong t;, va duoc thue hién v6i sir o6 mit chia dung moi da biét ma
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khong anh hudng x4 dén phan tng. Vi du, cc dung moi nay bao gom nude; metanol, etanol,
isopropanol, n-butanol, trifloetanol, etylen glycol, va cic dung méi ruou khéc; axeton, metyl
etyl keton, va cic dung moi keton khic; tetrahydrofuran, dioxan, dietyl ete, diglyme, va cac
dung moi ete khic; metyl axetat, efyl axetat, va céc dung moéi este khac; axetonitril, N,N-
dimetylformamit, dimetyl sulfoxit, va cAc dung moéi phan cuc khong proton khéc; metylen
clorua, etylen clorua, va cic dung moi hydrocacbon dugc halogen hod khéc; cic dung méi hitu
co'khac; hén hop cia chiing; viv..

Phén ting ndy thudng duoc thuc hién st dung (c4c) chat oxy hod nhu dimetyl sulfoxit,
hexametylentetramin, trietylamin-N-oxit, V.v..

Néu c4n, phan ting nay 06 thé duge thuc hién véi sir o6 mit clia (c4c) bazo thich hop.
Rat nhiéa bazo vo co va hitu co da biét o6 thé duge sir dung. Vi du, céc bazo vo co bao gom
kim loai kiém (vi du natri, kali, v.v.), kim loai kiém hydrocacbonat (vi du lithi hydrocacbonat,
natri hydrocacbonat, kali hydrocacbonat, v.v.), kim loai kiém hydroxit (vi du lithi hydroxit, natri
hydroxit, kali hydroxit, xesi hydroxit, v.v.), kim loai kiém cacbonat (vi du lithi cacbonat, natri
cacbonat, kali cacbonat, xesi cacbonat, v.v.), kim loai kiém alkoxit th4p (vi du natri metoxit, natri
etoxit, v.v,), kim loai kiém hydrua (vi du natri hydrua, kali hydrua, v.v.), va tuong tu. Vi du, cic
bazo hitu co'bao gébm trialkylamin (Vi du trimetylamin, trietylamin, N-etyldiisopropylamin, v.v.),
pyridin, quinolin, piperidin, imidazol, picolin, dimetylaminopyridin, dimetylarlin, N-
metylmorpholin, 1,5-diazabixyclo[4,30lnon-5en (DBN), 14-diazabixyclo[2,2,2]octan
(DABCQO), 1,8-diazabixyclo[54,0Jundec-7-en (DBU), viv.. Néu cic bazo ndy [a chat long,
chiing ciing o6 thé duroe st dung dudi dang dung moéi. Cic bazo ndy 06 thé duge sir dung riéng
18 hoac két hop.

Luong chét oxy hod thudng ném trong khodng tir 0,5 dén 10mol, va 6t hon [a ndm

trong khoang tir0,5 d&&n 6mol, trén mot mol Hop chét (21).
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Luong (cAc) bazo thudng nim trong khodng tir0,5 dén 10mol, va t6t hon 12 nim trong
Khodng tir0,5 déh 6mol, trén mot mol Hop chét (21).

Khi tién hanh phan ting néu trén, kim loai kiém nhu kali iodua, natri jodua, v.v. c6 thé
duoc bé sung dudi dang céc chét tang t6c phan ting cho hé phan ting, néu can.

Nhiét do phén ting 12 khong bi gi6i han, va phén ting 06 thé duoe thc hién o6 1am mt,
&nhiét do trong phong hoic 06 gia nhiét. Tot hon, néu thue hién phan ting & nhiét do nim trong
Khodng tirnhiét d6 trong phong déh 120°C trong thii gian néim trong khodng tix 30 phiit dén 30
50

Nguyeén liéu ban dAu céc hgp chét duge st dung trong cic So'do Phan ting néu trén ¢6
thé 12 céc mudi thich hop, va céc hop chiét dich thu duoe nhiy cc phin tng néu trén o6 thé dudi
dang muo6i thich hop.

MBi hop chit dich thu due theo cac So'd6 Phan ting néu trén déu o6 thé dugie tich va
finh ché tir hén hop phin ding, vi du, bing c4ch Im ngudi hn hop phén ting, tach sén phdm
phan ting th6 ra khéi hén hop phén ting bang quy trinh tich nhu loc, 00 dic, chiét vahoac cic
phuong phép tach khac, va sau d6 tinh ché san phdm phén ting tho bang phép sic ki oot, quy
trinh ke tinh viyhodic cc phuong phép tinh ché thong thudng khéc.

Céc muséi thich hop clia Hop chét (1) 1a cée mudi duge dung bao gom, vi du, cic mudi
kim loai nhu mudi kim loai kiém (Vi du muéi natri, mudi kali, v.v.), cic mudi kim loai kiém thé
Gdcklnnmﬁcmvd,nnﬁinm@k;Vwo,vv,nnﬁﬁanxxﬁ,khn]oﬁldénlaqumﬂ(Vidulﬂj
cacbonat, kali cacbonat, natri cacbonat, xesi cacbonat, v.v.), kim loai kiém hydrocacbonat (vi du
lithi hydrocacbonat, natri hydrocacbonat, kali hydrocacbonat, vv.), kim loai kiém hydroxit (vi
;igﬁﬁﬁhwdn»dgrmmihydn»dgkaﬁhydn»dgxeﬁlnwix»dnVmo,vﬁcécnmﬁﬁkhéctHZUvﬁcxx
trialkylamin(thdp) (M du timetylamin, trietylamin, N-etyldiisopropylamin, vv), pyridin,
quinolin, piperidin, imidazol, picolin, dimetylaminopyridin, dimetylanilin, cic N-
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alkylmorpholin (thp) (vi da N-metylmorpholin v2 tuong ), DBN, DBU, DABCO, v cic
mudi khic cia bazo hitu co; hydroclorua, hydrobromua, hydroiodua, sulfat, nitrat, phosphat, va
cac mudi khic cha axit vo ooy format, axetat, propionat, oxalat, malonat, sucxinat, fumarat,
maleat, lactat, malat, xitrat, tartrat, Xitrat, cacbonat, picrat, metansulfonat, etansulfonat, p-
toluensulfonat, glutamat, va cic mudi khac clia axit vo co; Vv..

Céc hop chét 1am nguyén liéu ban dau va cdc hop chét dich o6 cong thiic trong cdc So
d6 Phan ting néu trén bao gbm solvat (vi du hydrat, etanolat, v.v..) Tot hon, néu solvat nay bao
g6m hydrat,

T4t nhién, hop chét o6 cong thic (1) theo sdng ché bao gdbm céc chat dong phan nhu
c4c chat déng phan hinh hoc, chat dong phan lap thé, chat dong phan quang hoc, viv.

Hiéu qua clia thue va sirdung

Hop chét 06 oong thiic (1), chat dong phan hoat hod quang cia ching, va mudi clia
chiing (sau day duoc goi 1 “céc hop ché theo sing ché”) o6 tac dung tic ché diic biét chong lai
PDEA4, va do d6 ¢6 tac dung 1am cc thanh phén hoat tinh cho chét tic ché¢ PDEA.

Ngodi 12, do téc dung tic ché PDEA dac biét, nén hop chat theo séng ché o6 thé ding
duoe am thinh phén hoat tih ca duoe phAm duoc sit dung Iam chét phong bénh va chiia
bénh cho nhiéu bénh khac nhau, Cu thé hon, cAc bénh ¢6 thé ngin ngita va didu i duoc mot
céich hiiu hiéu nhéy thc dung tic ché PED4 diic biét bao g6m céc bénh duding ho hip (cu thé Ia
do viém va di (ing) cp tinh va man tinh do nhiéu nguén goc khéc nhau (vi du bénh hen cudng
phéi, bénh tic nghén phdi mén tinh, vv); bénh da (cu thé 13, bénh tang sén, viém, va bénh di
ing) (vi du bénh vAy néh (vulgaris), cham boi nhiém do tiép xtic doc t6 va di ting, viem da di
ing, héi 16m d6m, va cc bénh ting sin khac, bénh da do viem va di ting); céc bénh o6 bit
thudng vé chifc niing thin kinh nhur cc 16 loan hoc tap, trf nhé, viyhodc nhén thiic o6 lién quan

dén céc benh Altzheimer va Perkinson; cac bénh ¢6 lién quan d&n bat thudng vé chifc nang trii
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tué (vi du bénh 16i loan tAm th4n, bénh tam than phan liét, bénh wu tur, viv); cc 16i loan co thé
va viem khép cuc bo (vi du viem xuong-khdp dau goi, bénh thap khép, viv.); bénh viém lay lan
da day-ruét non (Vi du bénh Crohn va gay loét viém rudt két); bénh viém do di ing vahoac
trung gian mién dich mén tinh & dudng ho hap trén (vom hong, miii) va ving lan cin (xoang,
mét) (v du bénh viém miii/viém xoang do di ting, bénh viém miii/viém xoang mén tinh, viém
mang két do di ting), va tuong tur. Trong s6 chiing, cic hop chat nay dac biét o6 tic dung trong
viéc ngan nglia va diéu tr viém da di ing, khién cho cic bénh nay 1a bénh thich hgp cho viéc
ngan ngira va diéu tr.

Khi duoe str dung Bim cht tie ché PDE4 hodic am chét phdng bénh hodc chita bénh
cho céc bénh duge dé cap & trén, hap chét theo séng ché o6 the duge st dung dud dang chét si
dung qua dudng miéng, dung dich tiém, cic ché phadm bén ngodi, va dang tuong tir.

Vi du, d sir dung 1am chét sir dung qua dudng miéng, hop chat niy o6 thé duoc bao
ché duti dang bt ky nhu bot, vién nén, hat nhd, vién nang, xi 6, ming, vién ngam, chat 1bng,
viv.. Cht sir dung qua dudng miéng nay o6 thé chiia chét liéu nén duoe dung va céc chit mang,
va tuy ¥ chita dudi dang chét lién két cén thiét, chét nghién, chat boi tron, chét gitt 4m, chat dém,
chét bao quan, huong liéu va chat tuong ti.

P& Iam dung dich tiém duo, hop chit ndy o6 thé duioe bio ché dui dang dung dich
duoc hoa tan trong nude mudi sinh 1y, dung dich dudng nho va chét tuong tix, hodc dung dich
huyén phi nudc.

X6 Vi céc ché phém ngodi, hop chét ndy ¢6 thé duroc didu ché theo nhiéu dang khéc
nhau, vi du thuée nuée, thude dang du, thudc thoa da, diu xoa bdp, nhi tuong, huyén phi,
kém, thudc md, viv.. Cic ché pham ngodi o6 thé tuy ¥ chifa céc chat mang, chét liéu nén, va phu
gia khic nhau thudng duoc sir dung trong cic ché phim ngodi, va céc vi du vé chiing bao gém

nue, dAu, chat hoat dong bé mit, thanh phan gy hoa tan, chét nhii hod, chat tao mau (phim va
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céc chét tao mau), huong liéu, chat bao quén, cht tdy, chat 1am dac, chat ch6ng oxy hod, chét
tao chelat, chat diéu chinh do pH, chat khirmi, viv..

Khi duge str dung Iam chét tc ché PDEA, hoac lam chét phong bénh hoéc chia bénh
d61 véi cac bénh néu trén, liéu lugng c6 tic dung va s6 liéu lugng trong mét ngay clia hop chat
ndy thay déi tity thuoc vao muc dich stt dung, loai hop chét dugk st dung, tudi, thé trong, triéu
chiing, viv. clia ngudi bénh, va khong thé ké don true mot cach déng déu. Vi du, ché e ché
hodic chéit ¢6 thé duoe sit dung v liéu Iuong nim trong khodng tir 0,1 déh 1000mg (céc) hop
cht theo sang ché trén mot ngy cho mét ngudi, va o6 thé duge sit dung thanh tirmot dén mot
vai phén trong mot ngay.

Ngodi ra, dudi cic quan diém khéc, sdng ché dé xust phuong phap diéu tri hodc ngan
ngiia cic bénh néu trén bao gbém budc sir dung liéu luong hitiu hiéu chiia (c4c) hop chét theo
sdng ché cho dong vét c6 v, nhurngudi ching han.

Hon nita, vi hop chét theo séng ché o6 tic dung e ché chéng lai sur san sinh TNF-a,
nén chiing o6 tic dung lam céc thanh phan hoat tinh cho cic chat ngan can su san sinh TNF-o..
Cac bénh c6 loi tir viée tac dung tic ché sur san sinh TNF-o. bao gom céc bénh o6 thé ngin ngia
v diéu tri hifu hiéu b tic dung tc ché PDEA dic biét néu trén. Cc dang duoe phéim, dudng
stt dung va liéu luong chia chat ngan can sur san sinh TNF-ou chifa hop chét theo séng ché Ia
giéng nhuhop chét chida chét e ch€ PDEA néu trén va cic chat phong bénh va chiia bénh.

Hiéu qua clia sang ché

Hop chét theo séng ché c6 tic dung tic ché PDEA, va do d6 o6 thé ding lam thanh
phéan hoat tinh cho chat tc ché PDE 4.

Do tac dung tic ché PDEA dic biét, hop ché theo sing ché odn o6 tac dung lm chat

phong bénh va chifa bénh 6 véi nhiéu bénh khéc nhau ké ¢4 bénh viem da di ting,
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Vi du thye hién sing ché

Sfing ché duige, md t trong chi iét hon dis6i day o6 dya vao cdc vi du; tay hién, sing
chékhong gidi han i dmg ndy, |
Viduthamkhdo 1

25g axit isovanillic duge tao huyén phi trong 250ml metanol, va 1,5g monohydrat
cha axit p-toluensulfonic duge b8 sung vao. Hn hop niy duge dun va duge héi hnu qua dem.
San khi hoin thinh phén iing, metanol duge chung céit & 4p sust gidm. Phén can duge trung hoa
bing dung dich miGc natri bicachonat béo hoa va sau d6 duge chiét bang ety] axetat. San khi
rita hai JAin bing nuié i béo hod, 16p hi oo e tich va dutge o8 dic dui 4p susk gidm.
Phin ciin duok tinh ché bing phép séc ky oft silicagel (n-hexan : etyl axetat theo ty 18 1 : 1) tao
ra24,5g metyl 3-hydroxy-4-metoxybenzoat két tinh man tréng.

IHNMR (CDQY) &: 7,63-7,58 (2H, m), 6,67 (1H, d,J = 8,1 Hz), 5,63 (1H, s), 398 (3H, s),
390GH,s)
Vidathamkhdo?

20 metyl 3-hydroxy4-metoxybenzoat thu duioe trong Vi dg tham kbio 1 duge hod
tan trong 200ml metanol, v 24,6ml 1,8-diazabixyclo[5 4 0Jundec-7-en va 21g benzyl bromua
duge bd sung vio. Hn hop ndy duge dun va duge héi Tou qua dém. San khi hén hop phén ing
e ot dic, nue duige b sung vio phén cin va viée chiét bing etyl axetat duge thye hién. Sin
phéim chiét dutoe rita biing nutde mudi béo hod hai 14n, va 16p hiiu co duoe tich va duge Jam kho
biing magie sulfat. San khi cc phiin khong hod tan due tich ra béng céch loc, phéin muée Joe
1a duoe b dic dudi dp sust gidm tao ra 25,5g metyl 3-benzyloxy-4-metoxybenzoat két tinh
mén tring,

'HNMR (CDQL) §: 7,68 (1H, dd,J=84, 1,8 Hz), 7,61 (1H,d, J = 1,8 Hz), 748-7,28 (SH, m),
691 (1H,d,J=84Hz),5,17 (2H, s), 3,93 (3H, s), 3,87 (3H, 5)
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Vidu tham khdo 3

25g metyl 3-benzyloxy-4-metoxybenzoat thu duoc trong Vi du tham kho 2 duoc
hoa tan trong 100ml axetonitril, va dung dich chia 11g natri hydroxit trong 100ml nude duoc
b3 sung vao. H6n hop ndy duoc khudy o6 dun néng & nhiét d6 40°C trong thoi gian 5 gid. Hon
hop phan ting ndy duoc 1am lanh bing nutc d4, va axit clohydric dam dic duge bd sung vao
tao ra do pH khoéng béng 3. C4c tinh thé két tinh duoc gom lai béng céch loc va siy dudi 4p
suat giam tao ra 22,1g axit 3-benzyloxy-4-metoxybenzoic két tinh mau tréng.
'HNMR (CDQ,) &: 7,77 (1H, dd, J =84, 1,8 Hz), 7,65 (1H, d, = 1,8 Hz), 748-7,29 (5H, m),
694 (1H,d,J=84Hz),5,19 (2H, s),3.95 3H,s)
Vi du tham khio 4

20g axit 3-benzyloxy4-metoxybenzoic thu duge trong Vi du tham khio 3 duoe tao
huyén phit trong 200ml diclometan, va mét giot dimetylformamit dugc bd sung vao. 8,1ml
oxalyl clorua dugc bd sung nhé giot o6 1am lanh bang nude d4 va khudy. Sau 2 gidy, hén hop
phén ting duge 06 dic dudi 4p sudt gidm. Phan can duge hoa tan trong S0m tetrahydrofuran va
dung dich thu duge duge bd sung nhd giot vao dung dich nude amoniac 28% o6 1am lanh bang
nue dé va khusiy, Hon hop thu duoe duge khusly trong thdi gian 1 gids va céc tinh thé két tinh
dugc gom lai bang cach loc va sdy dudi 4p sust gidm tao ra 199g 3-benzyloxy4-
metoxybenzamit dang bot mau trang.
'HINMR (CDQ,) 8: 7,85-7,28 (TH, m), 6,90 (1H, d, T = 8,1 Hz), 567 (2H, br s), 5,18 (2H, s),
393(3H,s)
Vidu thamkhdo 5

15g 3-benzyloxy-4-metoxybenzamit thu dugc trong Vi du tham khao 4 duge tao
huyén phit trong 450ml isopropanol, va 13.9g 1,3-diclo-2-propanon dugc bd sung vao. Hén
hop ndy diroc dun va duoc héi Tau qua dém. San khi hén hop phén ting duroc ¢6 dic cdn mot

-46-



21107

ntza thé tich ban du clia n6 dudi 4p suat gidm, 200ml n-hexan dugc b sung vao phan o6 dic
va hén hop nity duge khudy. Céc tinh thé két tinh duge gom lai bing céch loc va siy dudi 4p
suft giam tao ra 12,2g 2-3-benzyloxy-4-metoxyphenyl)-4-clometyl oxazol & dang bot mau
tring.
'HINMR (CDQ,) 6: 7,73-7,71 (3H, m), 7,50-7,29 (SH, m), 6,95 (1H, d, J = 5,7Hz), 5,20 (2H,
s),4,56 (2H,5),393 3H,s)
Vidu thamkhao 6

11g 2-(3-benzyloxy-4-metoxyphenyl)-4-clometyl oxazol thu duge trong Vi du tham
khéo 5 duoe tao huyén phit trong 220ml etanol, va 7,5g natri iodua va 9,3g kali phtalimit duoc
bd sung vao. Hén hop ndy duge dun va duge héi lnu qua dém. Hén hgp phan ting nay duge
1am lanh béng nuée d4, va cic tinh thé két tinh duge gom lai bang cdch loc. Cc tinh thé tho thu
duge duoe tao huyén phit va duge rita béng 100ml nude. Ce tinh thé thu duge duge siy dudi
4p suit gidm tao ra 94g bot miu tring 2-{2-(3-benzyloxy-4-metoxyphenyloxazol-4-
ylmetylisoindolin-1,3-dion.
'HNMR (CD(,) 8: 791-7,85 (2H, m) 7,76-769 (2H, m), 7,61-7,58 (3H, m) 746 2H, d,J =
6,6 Hz),7,39-7,26 (3H,m), 691 (1H,d,J =9Hz), 5,18 (2H, 5),4.85 (2H, 5), 3,90 (3H, 5)
Viduthamkhao 7

9g  2]2-3-benzyloxy-4-metoxyphenyl)oxazol-4-ylmetyljisomdolin-1,3-dion  thu
duoe trong Vi du tham khao 6 duge tao huyén phit trong 200ml etanol, va 3,1ml hydrazin
monohydrat duoc bd sung vao. Hén hop nay duge dun va duge héi Iuu trong thodi gian 3 gid.
San khi Iam mét hén hop phén ting, 200ml diclometan dugc bé sung vao va hén hop nay duge
khusy. C4c phin khong hoa tan duoc tach ra bang c4ch loc, va phan nude loc ra duge 06 dac
dusi 4p sust gidm. Phén cin duge tinh ché bang phép sic ky oft silicagel (NH silic oxit, sin
pham of Fuji Sylisia Hoéd chét 11d., diclometan : metanol theo ty 1€ 20 : 1) tao ra 4,5g bot mau
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vang nhat [2-3-benzyloxy-4-metoxyphenyl)oxazol-4-yl jmetylamin.
'HINMR (CD(,) 8: 7,63-7,59 (2H, m) 7,53-7,46 (3H, m), 741-727 (3H, m) 694 (1H,d,J =
9Hz), 5,20 (2H, s),3,89 (3H, 5), 3,87 (2H, 5), 2,14 (2H, br5)
Viduthamkhao 8

15g metyl 3-hydroxy-4-metoxybenzoat thu duoc trong Vi du tham khao 1 duge hoa
tan trong 150ml dimetylformamit, va 34g kali cacbonat va 22.2g (bromometyl)xyclopropan
duioc bd sung vao. Hn hop nay duge dun & nhiét do 90°C qua dém. Nude d4 duge bd sung vao
hén hop phén ting, va céc tinh thé két tinh duge gom lai bing cach loc va duge rita véi nude du.
CAc tinh thé thu duge duge siy dudi 4p sust gidm & nhiét do trong phodng tao ra 18, 3g chét két
tinh mau tring metyl 3-xyclopropylmetoxy-4-metoxybenzoat.
'HINMR (CDQY,) 6: 7,67 (1H, dd, J =84, 1,8 Hz), 7,52 (1H, d, J=2,1 Hz), 6,89 (1H,d,J =
84 Hz),3,94-3,86 (8H, m), 1,43-1,29 (1H, m), 0,70-0,58 (2H, m), 045-0,30 (2H, m)
Viduthamkhao 9

Sir dung 18¢g metyl 3-xyclopropylmetoxy-4-metoxybenzoat thu dugc trong Vi du
tham khdo 8 va theo quy tinh trong Vi du tham khao 3, thu dugc 16,6g axit 3-
xyclopropylmetoxy-4-metoxybenzoic két tinh mau tring.
'HINMR (CDQ,) 6: 7,76 (1H, dd, J =84, 1,8 Hz), 7,58 (1H, d,J=2,1 Hz), 692 (1H,d,J =
8.4 Hz),398-392 (8H,m), 1,43-1,29 (1H, m), 0,70-0,58 (2H, m), 046-0,35 (2H, m)
Vi du thamkhao 10

Sir dung 16,5g axit 3-xyclopropylmetoxy-4-metoxybenzoic thu duge trong Vi du
tham khéo 9 va theo quy trinh trong Vi du tham khéo 4, thu duge 16,2g bot man vang nhat 3-
xyclopropylmetoxy-4-metoxybenzamit.
'HINMR (CDQY,) 6: 743 (1H, d, J=2,1 Hz), 7,31 (1H,dd, J =84, 2,1 Hz), 6,88 (1H,d,J =
8,1 Hz), 5,75 (2H, br s), 397-3,89 (SH, m), 1,40-1,28 (1H, m), 0,69-062 (2H, m), 039033
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(2H,m)
Vi du tham khao 11

Sir dung 13g 3-xyclopropylmetoxy-4-metoxybenzamit thu duoc trong Vi du tham
khao 10 va theo quy trinh trong Vi du tham khao 5, thu dugc 10,5g bot mau vang nhat 4-
clometyl-2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol.
'HNMR (CDQ,) 6: 7,65 (1H, d, J=09 Hz), 720 (1H, dd,J =8,7,2,1 Hz), 753 1H,d,J =
‘2,1 Hz),693 (1H,d,J=84Hz),4,57 (2H, s), 3.97-3.90 (SH, m), 1,43-1,32 (1H, m), 0,71-0,63
(2H,m),041-0,35 (2H, m)
Vi du tham khao 12

S dung 8g 4-clometyl-2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol thu duoc
trong Vi du tham khéo 11 va theo quy trinh trong Vi du tham khao 6, thu duoc 10g 2-{2-3-
xyclopropylmetoxy-4-metoxyphenyloxazol-4-ylmetylisoindolin-1,3-dion két tinh mau tréng,
'HINMR (CD(L) 8: 7.90-7,84 (2H, m), 7,76-7,69 (2H, m), 7,62 (1H, s), 757 (1H, dd, J = 84,
2,1 Hz),748 (1H,d,J=2,1 Hz), 6,89 (1H, d,J =84 Hz),4.85 (2H, s), 3,.95-390 SH, m), 1.41-
1,31 (1H, m), 069-0,62 (2H, m), 0,41-0,35 (2H, m)
Viduthamkhao 13

St dmmg 95z  2{2-3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-
ylmetylJisondolin-1,3-dion thu dugc trong Vi du tham khdo 12 va theo quy trinh trong Vi du
tham khéo thu duoc 7, 5,1g bot mau tréing [2+3-xyclopropylmetoxy-4-metoxyphenyloxazol-
4-yllmetylamin.
'HINMR (CDQL) 8: 7,61-7,55 (1H, m), 7,53-7,50 (2H, m), 6,92 (1H, d, ] = 8 4 Hz), 396387
(5H,m), 3,83 (2H, s), 1,41-1,33 (1H, m), 0,70-0,63 (2H, m),041-0,35 (2H,m)
Vi du tham khao 14

5g metyl 3-hydroxy-4-metoxybenzoat thu duge trong Vi du tham khéao 1 duoc hoa
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tan trong 100ml dimetylformamit, va 11,3g kali cacbonat va 5,64g isobutyl bromua duge bd
sung vao, Hon hop ndy duoc dun & nhiét do 80°C trong thii gian 6 gids. Nute d4 duoc bé sung
vao hén hop phan ting, va cic tinh thé két tinh duge gom lai bang cch loc va duge rita véi nude
du. C4c tinh thé thu duoc duoc say dudi 4p suét giam & nhiét do trong phdng tao ra 5,85g bot
mau tring metyl 3-isobutoxy-4-metoxybenzoat.
'HINMR (CDQ,) 6: 7,65 (1H, dd, J =84,2,1 Hz), 7,53 (1H,d,J= 18 Hz), 688 (1H,d,J =
8,1 Hz),396 (3H,s),391 (3H, s),3.82 (2H,d, J =69 Hz),220-2,11 (1IH,m), 1,05 (6H,d,J =
6,6 Hz)
Vi du tham khdo 15

Sir dung 5,85g metyl 3-isobutoxy-4-metoxybenzoat thu duge trong Vi du tham khao
14-va theo quy trinh trong Vi du tham khéo 3, thu duoe 5,6g bot man tring axit 3-isobutoxy4-
metoxybenzoic.
'HINMR (CDQ,) 6: 7,75 (1H, dd, J = 84, 1.8 Hz), 7,58 (1H, d, J=2,1 Hz),691 (1H,d,J =
8,7Hz),394 (3H,s),3,83 2H,d,J =6,6 Hz),2,26-2,12 (1H,m), 1,05 (6H, d, J=6,6 Hz)
Vi du tham khdo 16

Sir dung 5,5g axit 3-isobutoxy-4-metoxybenzoic thu duoc trong Vi du tham khao 15
va theo quy trinh trong Vi du tham khéo 4, thu duoe 5,1g bot mau vang nhat 3-isobutoxy-4-
metoxybenzamit.
'HNMR (CD(Q,) 8: 743 (1H,d, J=2,1 Hz), 731 (1H, dd, J =84, 2,1 Hz),687 (1H,d,J =
8,7Hz),5,78 2H, brs),391 (3H, s),3,83 2H, d,J = 6,6 Hz),2,25-2,11 (1H,m), 1,04 (6H,d,J
=6,6Hz)
Vi du tham khdo 17

Sir dung 5g 3-isobutoxy-4-metoxybenzamit thu dugc trong Vi du tham khao 16 va

theo quy trinh trong Vi du tham khdo 5, thu duroe 3 4g bot mau vang nhat 4-clometyl-2-(3-
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isobutoxy-4-metoxyphenyl)oxazol.
'H-NMR (CD,) 8: 7,65 (1H, ), 7,60 (1H, dd, J =84, 2,1 Hz), 7,53 (1H, d, J =2,1 Hz), 692
(1H,d,J=84Hz),4,57 (2H, s),391 (3H,5),3,85 (2H, d,J=69 Hz), 2,27-2,13 (1H, m), 1,05
(6H,d,J=6,6Hz)
Vi du tham khao 18

St dung 3,3g 4-clometyl-2-(3-isobutoxy-4-metoxyphenyl)oxazol thu dugc trong Vi
du tham khéo 17 va theo quy trinh trong Vi du tham khao 6, thu duge 4,4g bot mau tréng 2-[2-
(3-isobutoxy-4-metoxyphenyl)oxazol-4-ylmetylJisoindolin-1,3-dion.
'HNMR (CDQ,) &: 791-7,84 (2H, m), 7,76-7,71 2H, m), 7,62 (1H, ), 7,55 (1H, dd, T =84,
2,1 Hz),749 (1H,d,J=2,1 Hz),6,88 (1H,d,J =84 Hz),4.35 (2H, s), 3,839 3H, 5), 3,83 (2H,d,
J=6,6Hz),2,23-2,13(1H,m), 1,05 (6H,d, J=66Hz)
Vi du tham khao 19

St dung 4,4g 2-[2-(3-isobutoxy-4-metoxyphenyl)oxazol
4-yImetyllisoindolin-1,3-dion thu duge trong Vi du tham khao 18 va theo quy tinh trong Vi
du tham khdo 7, thu dugc 2g chat rin mau tring [2+3-isobutoxy-4-metoxyphenyl)oxazol-4-
ylmetylamin.
'H.NMR (CDQ,) &: 7.60-7,51 3H, m), 692 (1H, d,J = 84 Hz), 391 (3H, ), 3,87-3,34 (4H,
m),2,27-2,13 (1H, m), 1,71 (2H, brs), 1,06 (6H,d,J=6,6 Hz)
Vi du tham khao 20

St dung 10g metyl 3-hydroxy-4-metoxybenzoat thu duoc trong Vi du tham khao 1
va theo quy trinh trong Vi du tham khao 14, thu duge 12,5g bot mau tring metyl 4-metoxy-3-
(2,2,2-trifloetoxy)benzoat.
'HNMR (CD(,) 8: 7,79 (1H, dd, T = 8,7, 1,8 Hz), 7,63 (1H, 5), 694 (1H, d, J = 8,7 Hz),442
(2H,q,J=81Hz),334 (3H,s),391 GH,s)
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Vidu tham khao 21

Sirdung 12g metyl 4-metoxy-32,2,2-trifloetoxy)benzoat thu duoc trong Vi du tham
khdo 20 va theo quy trinh trong Vi du tham khéo 3, thu duge 11,5g bot mau tring axit 4-
metoxy-3-(2,2 2-trifloetoxy)benzoic.
'HINMR (CD(,) 6: 7,86 (1H, dd, J =84, 1,8 Hz), 7,67 (1H, d,J = 1,8 Hz), 697 (1H, d,J =
84 Hz),443 (2H,q,J =84 Hz),396 (3H, s)
Vi du tham khao 22

St dung 11,5g axit 4-metoxy-3-(2,2,2-trifloetoxy)benzoic thu duge trong Vi du tham
khéo 21 va theo quy trinh trong Vi du tham khéo 4, thu dugc 10,8g bot mau tring 4-metoxy-3-
(2,2, 2-trifloetoxy)benzamit.
'HNMR (CDQ,) 8: 7,50 (1H, brs), 749 (1H, dd, J = 84,24 Hz), 694 (1H, d, ] = 8.4 Hy),
443 (2H,q,J=84Hz),393 3H,s)
Vi du tham khao 23

St dung 10,5g 4-metoxy-3+2,2 2-trifloetoxy)benzamit thu dugc trong Vi du tham
khéo 22 va theo quy trinh trong Vi du tham khao 5, thu duge 7,1g bdt mau vang nhat 4-
clometyl-2-[4-metoxy-3+2,2,2-trifloetoxy)phenyljoxazol.
'HNMR (CDQ,) 8: 7,75 (1H, dd, T =84, 2,1 Hz), 7,66 (1H, br s), 7,64 (1H, d, ] = 2,1 Hz),
698 (1H,d,J=84Hz),4,56 (2H, s),445 (2H,q,J =84 Hz),394 (3H, )
Vidu tham khao 24

St dung 3g 4-clometyl-2-{4-metoxy-3+2,2,2-trifloetoxy)phenyljoxazol thu dugc
trong Vi du tham khéo 23 va theo quy trinh trong Vi du tham khao 6, thu duge 3,6g bot mau
tring 2-{2-[4-metoxy-3-(2,2,2-trifloetoxy)phenyl] oxazol-4-ylmetyl }isoindolin-1,3-dion.
'H-NMR (CDQ,) 8: 791-7,85 (2H, m), 7,76-7,64 (3H, m), 7,60 (1H, s), 7,59 (1H, d,J = 2,1
Hz),694 (1H,d,J=8,7 Hz),4.85 (2H, s),443 (2H,q,J =84 Hz),391 3H, s)
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Vi du tham khdo 25

St dung 36g 2-{2[4metoxy-3-222tiflo  etoxy)phenyljoxazol-4-
yimetyl }isoindolin-1.3-dion thu duge trong Vi du tham khio 24va theo quy tiinh trong Vi du
tham kho 7, thu duoc 1,93g bot mau tréng {2-[4-metoxy-3+(2,2,2-trifloetoxy)phenyljoxazol-
4-yl }metylamin.
'HNMR (CDQL) &: 7,73 (1H,dd, J =84, 2,1 Hz), 7,63 (1H,d,J=2,1 Hz), 7,52 (1H, 5), 698
(1H,d,J=84Hz),4,46 2H, q,J =84 Hz),393 (3H,s),3,83 (2H, s), 1,55 (2H, br s)
Vi du tham khéo 26

St dung 9,5g ety vanilat va theo quy trinh trong Vi du tham khao 14, thu duge 11g
bot mau tréing etyl 3-metoxy-4-2,2.2-trifloetoxy benzoat.
'HNMR (CD(,) 6: 7,65 (1H, dd, J =84, 2,1 Hz), 760 (1H, d,J = 2,1 Hz), 696 (1H,d,J =
8.4 Hz),449433 (4H,m),393 (3H,s), 1,39 3H,t,J=69Hz)
Vi du tham khdo 27

12 etyl 3-metoxy-4-(222-trifloetoxy)benzoat thu duoe trong Vi du tham khdo 26
duvcny)huyﬁlthUBng120nﬂaxklanﬁgdhc479&\élngénphﬁduucdmlvéduqchéi
T qua dém. Hén hop phén ting nay duoc rét vao trong nude d4, va céc tinh thé két tinh duge
gom lai bang cach loc, rlta véi nude du, va sau d6 sy dudi 4p sudt gidm tao ra 8,4g bot mau 4o
nhat axit 3-hydroxy-4-(2,2 2-trifloetoxy)benzoic.
'HNMR (CDQL) 8: 7,71-7,66 (2H, m), 691 (1H, d, J=5,1 Hz),5,55 (1H, brs),4,50 2H, g,J
=78 Hz)
Vi du tham kho 28

8 4 axit 3-hydroxy-4-(2,2.2-trifloctoxy benzoic thu duo trong Vi dy tham khdo 27
dutoe tao huyén phi trong 150ml etanol, va 0,5l axit sulfuric dam dic duoc b sung vio. Hon
hop ny duoe dun va duioe héi luu qua dém. Sau khi hoan thinh phan ting, etanol duroe chung

-53-



21107

o4t & dp s gidm. Phn cin duoc trung hoa bing dung dich nuée natri bicacbonat bio hoa va
sau d6 duoe chiét bing etyl axetat. Sau khi ri bing nude mudi bio hoa hai Iin, 16p hifu co
duroe téch va dugc o6 dic dudi 4p sust giam. Phan can duoc tinh ché bing phép sic k§ oot
silicagel (n-hexan : etyl axetat theo ty I& 1 : 1) tao ra 7,2g chét két tinh mau trang etyl 3-
hydroxy-4-(2,2,2-trifloetoxy)benzoat.
'HINMR (CDQL) &: 7,66-7,60 2H, m), 6,87 (1H, d, J =8,1 Hz),5,54 (1H, 5),448 2H,q,J =
78 Hz),4,35(2H,q,J=72Hz),138 3H,t,J=7.2Hz)
Vi du tham khdo 29

Sir dung 7g etyl 3-hydroxy-4-(2.22-tiflo etoxy)benzoat thu duce trong Vi du tham
khao 28 va theo quy trinh trong Vi du tham khao 14, thu dugc 8,5g bot mau tring etyl 3-
xyclopropylmetoxy-4-2,2,2-trifloetoxy)benzoat.
'HNMR (CD(L) 6: 7,63 (1H, dd, J=87,2,1 Hz), 758 (1H,d,J =2,1 Hz), 700 (1H,d,J =
8,7 Hz),448 (2H, q,J=8,1 Hz),4,35 2H,q,J =69 Hz),392 2H,d,J =72 Hz), 141-125
(4H, m),0,69-0.60 (2H, m), 040-0,32 (2H, m)
Vi du tham khéo 30

Sir dung 8,5g etyl 3-xyclopropylmetoxy-4-(2,2,2-trifloetoxy)benzoat thu duge trong
Vi du tham khéo 29 v theo quy trinh trong Vi du tham khao 3, thu duoc 7,5g bot méu tréng
axit 3-xyclopropylmetoxy-4-(2,2 2-trifloetoxy)benzoic.
'HNMR (CD(,) 8: 7,71 (1H, dd, J =84, 1,8 Hz), 7,63 (1H,d, J=2,1 Hz), 702 (1H,d,J =
8,1 Hz), 4,51 2H, q,J=8,1 Hz),393 (2H, d,J =72 Hz), 1,37-1,25 (1H, m), 0,690,060 (2H,
m),041-0.35 2H, m)
Vi du tham khao 31

Sir dung 7g axit 3-xyclopropylmetoxy-4+2,2 2-triflo etoxy)benzoic thu duoc trong Vi
du tham kh4o 30 va theo quy trinh trong Vi du tham khéo 4, thu duge 7,35g chét rin mau tring
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3-xyclopropylmetoxy-4-2,2 2-trifloetoxy)benzamit.
'HNMR (CDQL) 8: 748 (1H,d,J=2,1 Hz), 728-7,25 (1H, m), 701 (1H, d, ] =84 Hz), 4438
(2H, q,J=84 Hz),393 (2H, d,J =69 Hz), 1,37-1,25 (1H, m), 0,69-0,60 (2H, m), 041-035
(2H, m)
Vi du tham khao 32

Sir dung 5g 3-xyclopropylmetoxy-4-(2,2,2-triflo etoxy)benzamit thu dugc trong Vi
du tham kh2o 31 va theo quy trinh trong Vi du tham khéo 5, thu duge 3,1g bot mau tring 4-
clometyl-2-{3-xyclopropylmetoxy-4-2,2,2-trifloctoxy) phenylJoxazol.
'HNMR (CDQ,) &: 7,67 (1H, s), 7,59-7,56 (2H, m), 705 (1H, d, J =90 Hz), 4,56 (2H, s),
448 (2H, q,J =84 Hz), 1,35-1,26 (1H, m), 0,70-0,63 (2H, m), 041-0,35 (2H, m)
Vi du tham khao 33

S dung 085g 4-clometyl-2-[3-xyclopropylmetoxy-4-(2,2,2-
trifloetoxy )phenyljoxazol thu dugc trong Vi du tham khao 32 va theo quy trinh trong Vi du
tham khao 6, thu duoc 06g bot mau téng 2-{2-{3-xyclopropylmetoxy-4-(2.2,2-
trifloetoxy)phenyljoxazol-4-ylmetyl }isoindolin-1,3-dion.
'HNMR (CDQ,) &: 791-7,84 (2H, m), 7,76-7.69 (2H, m), 764 (1H, s), 7,60-7,51 (2H, m),
701 (1H,d,J=8,7 Hz),4.85 (2H, 5),4,46 2H, q,J =84 Hz),393 (2H,d, ] =69 Hz), 1 35-
1,24 (1H, m), 068061 (2H, m),0,40-0,34 (2H, m)
Vidu tham khao 34

St dung 055g 2-{2{3-xyclopropylmetoxy-4+2,2,2-trifloetoxy)phenyljoxazol-4-
ylmetyl }isomdolin-1,3-dion thu duge trong Vi du tham khao 33 va theo quy trinh trong Vidu
tham khdo 7, thu dugc 032g bOt mau tring  {2-{3-xyclopropyl metoxy-4~2,2,2-
trifloetoxy)phenylJoxazol-4-yl jmetylamin.

'HINMR (CDQL) 8: 7,61-7,52 (3H, m), 7,05 (1H, d, J =8,7 Hz),4:48 (2H, q,] =8 4 Hz), 395
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(2H, d,J=72 Hz), 3,84 (2H, s), 1,56 (2H, br s), 1,35-1,24 (1H, m), 0,70-0,61 (2H, m), 041-
035 (2H,m)
Vi du tham khao 35

Sir dung 20g 3 4-dietoxybenzamit va theo quy trinh trong Vi du tham khao 5, thu
duoc 24,5 bot mau tring 4-clometyl-2+3 4-dietoxyphenyl)oxazol.
'HINMR (CDQL,) 8: 7,65 (1H, 5), 7,58 (1H, dd,J =84, 1,8 Hz), 7,54 (1H, d,J = 1,8 Hz), 692
(1H,d,J=84Hz),4,56 2H,s),4,18 2H,q,J =69 Hz),4,15 2H,q,J =69 Hz), 1 48 (6H, t,J
=69H7)
Vi du tham khao 36

Sir dung 8¢ 4-clometyl-2-3 4-dietoxyphenyl)oxazol thu duoc trong Vi du tham khao
35 va theo quy tinh trong Vi du tham khéo 6, thu dugc 10g bot mau trang 2-2-(34
dietoxyphenyl)oxazol-4-ylmetylJisoindolin-1,3-dion.
'HNMR (CD() 8: 7,88 (2H, m), 7,72 (2H, m), 7,62 (1H, s), 7,54 (1H, d, J =84, 2,1 Hz),
750 (1H,d, J=2,1 Hz), 6,88 (1H, d, J =84 Hz),4.85 (2H, 5),4,16 (2H, q, ] =69 Hz), 4,11
(2H,q,J=69Hz), 147 (6H,t,J=69 Hz)
Vi du tham khao 37

S dung 10g 2-[2-(3 A-dietoxyphenyl)oxazol-4-ylmetylJisoindolin-1,3-dion thu dugc
trong Vi du tham khéo 36 va theo quy trinh trong Vi du tham khao 7, thu dugc 5,7g bot mau
trang [2-(3 4-dietoxyphenyl)oxazol-4-yljmetylamin.
'HNMR (CDQL) 8: 7,56 (1H, d, J =84, 1,8 Hz), 7,54 (1H, d, ] = 1.8 Hz), 751 (1H, 5),691
(1H,d,J=84Hz),4,18 2H, q,J =69 Hz),4,14 (2H, q,] =69 Hz), 1,80 (1H, brs), 3,34 (2H,
s), 148 3H,t,J=69Hz), 148 BH,t,J=69Hz)
Vi du tham khéao 38

Sir dung 2,0g 3,4-dimetoxybenzamit va theo quy trinh trong Vi du tham khdo 5, thu
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duoc 2. 4g bot mau triing 4-clometyl-2-(3,4-dimetoxyphenyl)oxazol.
'HINMR (CDQL) 8: 7,66 (1H, 5), 762 (1H, dd,J =84, 1.8 Hz), 7,55 (1H,d, J = 1,8 Hz), 693
(1H,d,J=84Hz),4,52 2H,s),395 (3H,s),391 3H,s)
Vi du tham khdo 39

St dung 2 4g 4-clometyl-2-(3 A4-dimetoxyphenyl) oxazol thu dugc trong Vi du tham
khao 38 va theo quy tinh trong Vi du tham khéo 6, thu duge 2,3g bot mau tréng 2-2-(34-
dimetoxyphenyl)oxazol-4-ylmetylJisoindolin-1,3-dion.
Vi du tham khao 40

Sir dung 23g 2-[2-34-dimetoxyphenyl)oxazol-4-ylmetyllisoindolin-1,3-dion thu
duoc trong Vi du tham khao 39 va theo quy trinh trong Vi du tham khao 7, thu dugc 1,3g bot
mau tréng [2-(3 4-dimetoxyphenyl)oxazol4-ylJmetylamin. "'HINMR (CDCly)
8:760(1H,d,J=8,1,2,1 Hz), 7,54 (1H,d,J=2,1 Hz),692 (1H,d,J =8,1 Hz), 396 (3H, s),
393 (3H,s),3,85(2H, s), 1,81 (2H, brs)
Vidu tham khao 41

9¢ 4-diflometoxy-3-hydroxy benzaldehyt duge hoa tan trong 180ml axetonitril, va
13,1g kali cacbonat va 8,6ml benzyl bromua dugc b sung vao. Hén hop nay duogc khudy &
nhiét d6 trong phong trong thoi gian 4 gid. Sau khi cdc phan khong hoa tan dugc tich ra bang
céch loc, phan nudc loc ra duge o6 déc va phén can duge tinh ché bang phép sac ky oft silicagel
(n-hexan : etyl axetat theo ty 1& 1 : 1) tao ra 119g chét dau khong mau 3-benzyloxy-4-
diflometoxybenzaldehyt.
'HINMR (CD(L) 8: 1021 (1H, s), 7,56 (1H, t,J = 74,1 Hz), 7,53-7,28 (TH, m), 6,68 (1H,d,J
=84Hz),520CH,9)
Vi du tham khao 42

6g 3-benzyloxy-4-diflometoxybenzaldehyt thu duoc trong Vi du tham khao 41 duoc
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hoa tan trong 500ml axeton, va 17g kali permanganat dugc b sung vao. Hon hop ndy duge
dun va duoe héi uu qua dém. Sau khi chung cét axeton tirhén hop phan ting nay, 100ml natri
hydroxit SN duoc bd sung vao phan can, va cic phan khong hoa tan duge tach ra bang cch loc.
Axit clohydric dam déc duge bd sung vao phan nude loc ra, tao ra 4o pH khodng bang 3, va
chc tinh thé kék tinh duge gom lai bing cich loc. Cic tinh thé thu duoe duoe sy duti 4p sut
gidam tao ra 2,1g bot mau nau axit 3-benzyloxy-4-diflometoxybenzoic.
'HINMR (CDQL) 6: 7,78-7,72 (2H, m), 7,73-7,32 (5H, m), 7,33-724 (1H, m), 6,67 (1H, t,J =
74,1 Hz),5,20 (2H, s)
Vi duthamkhio43

2g axit 3-benzyloxy-4-diflometoxybenzoic thu duge trong Vi du tham khao 42 duoc
tao huyén phil trong 40ml diclometan, va mdt giot dimetylformamit dugc b sung vao. 0,7ml
oxalyl clorua dugc bd sung nhd giot 06 lam lanh bang nudc d4 va khudy. Sau 2 gid, hon hop -
phén ding duoc 6 diic dudi 4p suékt gim. Phéin cin duoe hod tan trong 5l axeton va dung dich
thu duge duge b6 sung nhd giot vao dung dich nuée amoniac 28% c6 m lanh bing nute d4
va khuay. Hn hop thu duge duoe khusly trong thoi gian 1 gidy va cée tinh thé két tinh duge gom
lai bang cich loc va sdy dudi 4p sudt gidm tao ra 19g bot mau trdng 3-benzyloxy-4-
diflometoxybenzamit.
'HINMR (CDQ,) &: 7,62 (1H,d,J = 1,8 Hz), 7,45-720 (TH, m), 6,63 (1H, t, =744 Hz), 5,19
(2H,s),4,73 2H, brs)
Viduthamkhdod4

1,82 3-benzyloxy-4-diffometoxybenzamit thu duoe trong Vi dy tham khdo 43 duge
tao huyén phi trong 50ml isopropanol, va 1,17g 1,3-diclo-2-propanon dugc bd sung vao. Hén
hop nay duoc dun va duoc héi luu qua dém. Hon hop phén ting niy duoe o6 dac, va phén cin
thu duoe duoe tinh ché bang phép sic ky oot silicagel (diclometan). Cic tinh thé tho thu duoc
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duoc két tnh lai tr isopropanol, tao ra 0,7g bt miu tring 2-3-benzyloxy4-
diflometoxyphenyl)-4-clometyloxazol.
'HINMR (CDCL) 8: 744 (1H, d, T = 1,8 Hz), 7,70 (1H, s), 748-7,32 (5SH, m), 7,28-724 (1H,
m), 6,63 (1H,t,J=74,1Hz),5,21 (2H, s),4,57 2H,5s)
Vi du tham khao 45

0,37g 2-3-benzyloxy-4-diflometoxyphenyl)}-4-clometyloxazol thu duoc trong Vi du
tham khéo 44 duoc hoa tan trong 20ml etanol, va 0,23g natri iodua va 0,27g kali phtalimit dugc
b6 sung vao. Hén hop nay duge dun va duge héi luu trong thdi gian 4 gidv. Sau khi hon hop
phén ting duge 06 déic, nude duge bd sung vao phén cin va viée chiét bang etyl axetat duge
thuc hién. Lép hifu co duoe ria hai 1an bang nude va duge 06 dac bang cich loai bd dung moi
va phan ciin duge tinh ché bang phép sic ky oot silicagel (diclometan : metanol theo ty 16 20: 1),
tao ra 03g bdt miu ting 22-3-benzyloxy-4-diflometoxyphenyl)oxazol-4-
ylmetylJisoindolin-1,3-dion.
'HNMR (CDQL) 6: 790-7,84 (2H, m), 7,76-7,71 (4H, m), 7,59 (1H, dd, J = 84, 2,1 Hz),
747-730 (5H,m), 7,22 (1H, d,J =24 Hz), 660 (1H, t,J=74,7 Hz),5,20 (2H, 5), 4,87 (2H, s)
Vi du tham khao 46

03g 2-{2+3-benzyloxy-4-diflometoxyphenyl)oxazol-4-ylmetylisondolin-1,3-dion
thu duge trong Vi du tham khao 45 duoe tao huyén phti trong 10ml etanol, va 0,1ml hydrazin
monohydrat dugc bd sung vao. Hén hop nay duge dun va duge héi Tuu trong thdi gian 2 gid.
Sau khi Iam ngudi hén hop phén ting, c4c phan khong hoa tan két thia duge tich ra bang céch
loc. Phan nude loc ra duge 6 dic dudi dp sudt gidm tao ra 0,13g chat dau khong mau [2-(3-
benzyloxy-4-diflometoxyphenyl)oxazol-4-ylJmetylamin.
'HINMR (CD(,) 6: 7,74 (1H, d,J =18 Hz), 761 (1H,dd, J =78, 1.8 Hz), 747 (1H,d,J =
1,8 Hz), 745-7,31 (5H,m), 7,26-7,20 (1H, m), 6,62 (1H, t,J =74,7 Hz), 5,21 (2H, s), 3,85 (2H,
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brs).
Vidu tham kho 47

5,25g natri hydrua duge tao huyén phit trong 150ml tetrahydrofuran, va dung dich
chifa 144g dimetyl malonat trong 75ml tetrahydrofuran droe b8 sung nhd giot o6 1am lanh
béing nude d4 trong thdi gian 15 phiit. Sau khi khuy trong théi gian 30 phiit, dung dich chita
25g 2+3-benzyloxy-4-metoxyphenyl)}-4-clometyloxazol thu duoc trong Vi du tham khdo 5
trong 150ml dimetylformamit duge bd sung nhd giot trong thoi gian 15 phit. Sau khi bd sung
nhd giot, hén hop dutoc khusly & nhiét do ndm trong khodng tir 50 dén 60°C trong thoi gian 4
gioy, va dung dich nuéc amoni clorua bdo hoa duge b sung o6 1am lanh bang nudc d4. Sau khi
khusy hén hop trong thdi gian 30 phidt, nudc duge b sung vao va viée chiét bang etyl axetat
 duoe thuic hién. Phén sén phém chié duoe Iam kho bing magie sulfat khan, va dung moi dige
chung cét. Phan can duge két tinh lai tirhdn hop chia etyl axetat va diisopropyl ete, tao ra 26,5g
bot man trang dimetyl 2-[2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-ylmetyljmalonat.
'HNMR (DMSO-dy) &: 7,89 (1H, s), 7,59-7,31 (7H, m), 7,15 (1H,d, ] =78 Hz), 5,16 2H, 5),
3.90-3,84 (4H,m), 3,71 (6H, s), 3,04 2H,d,J=78 Hz)
Vidu tham kho 48

26,52g dimetyl 2-[2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-ylmetyljmalonat thu
due trong Vi du tham khio 47 duioc tao huyén phi trong 53m dimety] sulfoxit, va 2,62g lithi
cloruava 1,12ml nuge tinh khiét duge b sung vao, Hon hop ndy duoe khusy & nhiét do 130°C
trong thoi gian 4 gio\. San khi hén hop phan ting duge dé ngudi, nude duge bd sung vao va viée
' chiét bing etyl axetat duoc thuc hién. Sin pham chiét duge 1am kho bang magie sulfat khan, va
dung méi duge chung cét. Phan cin duge tinh ché bang phép sac ky oft silicagel (n-hexan : etyl
axctat theo 1§ 16 3 : 1) tao ra 16g bot min ting metyl 3-2-(3-benzyloxy4-

metoxyphenyl)oxazol-4-yl}propionat.
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'HINMR (CDQ,) 6: 7,62-7,59 (2H, m), 747 (2H, d,J =69 Hz), 740-731 (4H, m), 693 (1H,
d,J=84Hz),520 2H,s),392 (3H, s), 3,69 3H, 5), 291 2H, t,J =72 Hz),2,72 CH, t,J =
72 Hz)
Vi du tham kho 49
OASgrEmihydnkiduocnx)huyénphﬁtnxg;15nﬂtamﬂnﬂhoﬁnan,vﬁ<ing;dkh
chita 1,31g dimetyl malonat trong 7,5ml tetrahydrofuran duige bd sung nhé giot trong thdi gian
15 phiit. San khi hén hop duoe Khugy trong 30 phit, dung dich chifa 30g 4-clometyl-2-[3-
xyclopropylmetoxy-4-(2,2 2-trifloetoxy)phenyljoxazol thu dugc trong Vi du tham khéo 32
dutoe hod tan trong 15ml dimetytormamit duoe b8 sung trong thdi gian 15 phiit. Sau khi b
sung nhd giot, hén hop duge dun & nhiét 46 niim trong khodng tir 50 déh 60°C o6 khudy trong
thoi gian 4 gio. Dung dich nuéc amoni clorua bdo hoa duge bd sung vao hén hop phén ting o6
13m lanh béng nu6c d4 va khusly lién tuc trong thoi gian 30 phuit. Nude duge bd sung vao va
viéc chiét bang etyl axetat duoc thuc hién. Sin pham chiét duoc 1am kho bang magie sulfat
khan, va dung méi dugc chung cét. 8,0ml dimetylsulfoxit, 0,35 lithi clorua, va 0,15ml nuée
finh Khiét duoc b6 sung vao phan cin, va hén hop ndy duge dun o6 khusy & nhiet do 130°C
trong thoi gian 4 gid. Sau khi hén hop phéan ting duoe dé ngudi, nude duge bd sung vao va viéc
chiét bing etyl axetalt duge thuc hién. Sin phém chiét duoe 1am khé bing magie sulfat khan va
dung méi dutge chung cét. Phan can duge tinh ché€ bang phép sac ky cot silicagel (n-hexan : etyl
axetat theo ty 18 4 : 1) tao ra 1,63g chat dan khong mau metyl 3-{2-[3-xyclopropylmetoxy-4-
(2,2 2-trifloetoxy)phenyljoxazol-4-yl }propionat.
'HNMR (CDQL) 8: 7,56-7,53 (2H, m), 743 (1H, s), 704 (1H, d, J =84 Hz),447 2H, q,] =
84 Hz),394 (2H,d,J=6,6 Hz), 3,69 (3H, s),291 2H,t,J=72Hz),2,72 2H, t,J =72 Hz),
0,88 (1H, t,J=6,6 Hz),0,69-0,65 (2H, m), 040-0,35 (2H, m)
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Vi du tham khao 50

0,5g 2-xyclopropyletanol va 3,1ml trietylamin dugc hoa tan trong 10ml etyl axetat, va
0,75ml metansulfony] clorua dugc bé sung 06 Iam lanh bang nudc d4 va khuay. Sau khi khudy
trong thdi gian 30 phuit, nudc duge b sung vao hén hgp phéan ting va tién hanh chiét. Lp hitu
oo duge 1iia hai 14n bang nude va duge o6 dac bang cach loai bd dung moi dudi 4p sudt giam
tao ra 1g 2-xyclopropyletyl metansulfonat dang dau mau vang,
'HNMR (CDQY,) &: 4,29 (2H, t,J = 6,6 Hz), 3,03 (3H, s), 1,66 (2H, q,J = 6,6 Hz), 0,84-0,70
(1H,m), 0,54-047 (2H, m), 0,20-0,10 (2H, m)
Vi du tham khéo 51

Sir dung 2g 2-xyclopentyletanol va theo quy trinh trong Vi du tham khao 50, thu duge
3,4g dau mau vang nhat 2-xyclopentyletyl metansulfonat.
'THINMR (CDQ,) 6: 424 (2H, t,J = 6,6 Hz), 3,03 (3H, s), 1,95-1,73 (5H, m), 1,70-1,48 (4H,
m), 1,29-1,06 2H, m)
Vidu tham khao 52

St dung 0,5g xyclopentylmetanol va theo quy trinh trong Vi du tham khao 50, thu
duge 0,7g dan man vang nhat xyclopentylmetyl metansulfonat.
'HINMR (CDQ,) 6: 4,11 2H, d, J =69 Hz), 3,04 (3H, s), 2,38-2.23 (1H, m), 1,86-1,76 (2H,
m), 1,74-1,53 (4H, m), 1,36-1,24 (2H, m)
Vidu tham khao 53

25g 142-hydroxyphenyl)etanon va 76g kali cacbonat dugc tao huyén phtt trong
500ml axetonitril, va 31ml alyl bromua dugc b sung vao. Hén hop nay dugc khusy & nhiét 4o
trong phong trong thoi gian 48 gioy. Hon hop phén ting nay duoc loc dé loai bd cac phin khong
hoa tan, va phan nude loc ra duge 06 dac dudi 4p sudt giam. Phan can thu duge duge tinh ché

béng phép sic ky oot silicagel (n-hexan : etyl axetat theo ty 1€ 4 : 1) tao ra 34g ddu mau vang
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nhat 1+2-alyloxyphenyl)etanon.
'HNMR (CDQ,) &: 7,73 (1H, dd, J = 7.8, 1,8 Hz), 746-740 (1H, m), 7,02-693 (2H, m),
6,15-602 (1H, m), 547-530 (2H, m),4,664.61 (2H, m),2,64 (3H, s)
Vi du tham khao 54 |

40g 3 A-dietoxybenzamit va 80g metyl 5-bromo-4-oxopentanoate (chita khoang 35%
metyl 3-bromo-4-oxopentanoate) dugc bd sung vao 400ml dimetylformamit, va hén hop nay
duoc khudly & nhiét do 130°C trong thdi gian 16 gio. Hon hop phan ing nay duoc o6 dac dudi
4p suAt gidm va dugc pha lodng bing etyl axetat. Etyl axetat (500mL) va dung dich natri
bicacbonat bao hoa (500mL) dugc b sung tix tir 6 khudy, va tiép tuc khusy. Lép hitu co duce
1am kho bang magje sulfat khan va sau d6 duge c6 diic dudi 4p suét gidm. Phan can duge tinh
ché& bing phép sac ky oot silicagel (etyl axetat: n-hexan theo ty e tir 1 : 8 dén 1: 4) taora 18g bot
mau trang metyl 3-[2-(3 4-dietoxyphenyl)oxazol-4-yljpropionat.
'HINMR (CDQ,) 8: 7,65-7,55 (2H, m), 7,51 (1H, s), 693 (1Hd,J =8,1 Hz),4,19 2H, q,] =
69 Hz),4,15 (2Hg,J =69 Hz), 3,80 (3H,s), 3,00-2,90 (2H, m), 2,70-2,60 (2H, m), 1,50 3H,t,
J=69Hz),149 3H,,J=69Hz)
Vi du tham khao 55

379g 3 A-dibenzyloxybenzamit va 28 8¢ 1,3-diclo-2-propanon dugc tao huyén phit
trong 500ml propanol, va dung dich huyén phit dugc dun va duge héi luu trong thdi gian 3
ngdy. Sau khi dé ngu6i, hén hop phén ting dugc 06 dic con mot nita thé tich ban ddu clia né
dusi 4p sust gidm va 300ml diisopropyl ete duge bd sung vao. Cic tinh thé két tinh duge gom
lai béng c4ch loc va duoc két tinh lai tit axeton-metanol-diisopropyl ete. Cc tinh thé thu dugc
duge sy dudi dp suat giam tao ra 20,1g bot khong man 2-(34-bis(benzyloxy)phenyl)}4-
clometyloxazol.

'HINMR (CDQ,) &: 7,66 (1H, d,J=2,1 Hz), 764 (1H, 5), 7,59 (1H, dd, ] =84, 2,1 Hz), 7,50
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7,28 (10H, m),699 (1H,d,J =84 Hz), 5,22 (2H ), 5,21 (2H, 5),4,55 (2H, s)
Vi du tham khao 56

S dung 10g 2+3.4-bis(benzyloxy)phenyl)4-clometyloxazol thu duge trong Vi du
tham khao 55 va theo quy trinh trong Vi du tham khao 47, thu duge 12,3g chat dau khong mau
dimetyl 2-{2-(3 A-bis(benzyloxy)phenyl)oxazol-4-ylmetylJmalonat.
'HNMR (CD) &: 761 (1H, d,J = 2,1 Hz), 7,58-7,27 (12H, m), 697 (14, d, ] = 84 Hz),
5.23-520 (4H, m), 3,89 (1H,t,J=7,5Hz),3,75 (3H, ), 3,73 (3H,s), 3,18 2H,d,J=75Hz)
Vi du tham kho 57

Sir dung 12,3g dimetyl 2-{2-(3,4-bis(benzyloxy) phenyl)oxazol-4-ylmetylJmalonat
thu duge trong Vi du tham khao 56 va theo quy trinh trong Vi du tham khao 48, thu dugc 4g
bot mau do nhat metyl 3-[2-(3,4-bis(benzyloxy)phenyl)oxazol-4-yl jpropionat.
'HNMR (CDQL) &: 7,63 (1H, d, J = 2,1 Hz), 7,57-7.27 (12H, m), 697 (1H, d,J = 8.4 Hz),
521 (2H,d,J=72Hz),3,69 (3H,s),290 2H, t,J =72 Hz),2,72 (2H,d,]J=7,2 Hz)
Vi du tham khao 58

Sir dung 29.4g 3-etoxy-4-metoxybenzamit va 57g 1,3-diclo-2-propanon va theo quy
tinh trong Vi du tham khéo 55, thu duge 199¢g bot mau tring 4-clometyl-2-(3-etoxy-4-
metoxyphenyl)oxazol.
'HNMR (CDQ,) 8: 7,65 (1H, 5), 7,61 (1H, dd, T =8,1,2,1 Hz), 7,55 (1H, d,J=2,1 Hz), 692
(1H,d,J=8,1 Hz),4,56 (2H, s),4,18 (2H,q,J=69 Hz), 393 (3H,5), 1,50 3H, t,J=69 Hz)
Vi du tham khao 59

25g etyl 3 A-dihydroxybenzoat duge hoa tan trong 250ml dimetylformamit, va 5,5g
natri hydrua duoc bd sung o6 1am lanh béng nutc d4 va khudy. Hon hop nay duoc khusy, va
dung dich chia 16,3ml benzylbromua trong 10ml dimetylformamit dugc bd sung nhd giot.

Sau khi b3 sung nhé giot, hén hop duge khuay &nhiét do trong phong qua dém. Nute duge bd
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sung vao hén hop phan ting ndy va viéc chiét bang etyl axetat duge thuc hién. Lp hitu co duge
1ita hai }4n bing nudc va duge c6 diic bing cdch loai bd dung méi dudi dp suat gidm. Phan can
thu duoe duoe tinh ché bang phép sic ky cot silicagel (n-hexan : etyl axetat theo ty 182 : 1) tao
ra 15g tinh thé tho. Céc tinh thé tho niy duge két tinh lai ti hén hop chiia 30ml n-hexan va
15m etyl axetat tao ra 8,6g etyl 4-benzyloxy-3-hydroxybenzonat két tinh dang tAm khong man.
'HINMR (CDCL) 8: 7,67-747 (2H, m), 741-730 (SH, m), 694 (1H, d, J = 8,7 Hz), 5,67 (1H,
s),5,16 2H, s),4,34 (2H,q,J =72 Hz),137 3H,t,J=7,2 Hz)
Vi du tham khéo 60

Sir dung etyl 4-benzyloxy-3-hydroxybenzonat thu dugc trong Vi du tham khao 59 va
theo quy trinh trong Vi du tham khéo 2, thu duge etyl 4-benzyloxy-3-etoxybenzoat.
'HINMR (CDQL) 8: 7,61-7,55 (2H, m), 7.45-7,27 (SH, m), 690 (1H, d,J = 8,1 Hz), 521 (2H,
s),4,34 (2H,q,J=69Hz),4,17 2H, q,J =69 Hz), 148 3H,t,J =69 Hz),137 3H,t,J =69
Hz)
Vi du tham khao 61

St dung etyl 4-benzyloxy-3-etoxybenzoat thu duoc trong Vi du tham khao 60 va theo
quy trinh trong Vi du tham khéo 3, thu duge axit 4-benzyloxy-3-etoxybenzoic.
'HINMR (CDQL) 6: 7,68 (1H, dd, =84, 12 Hz),7,61 (1H, d, J= 1,2 Hz), 745-7,28 (SH, m),
692 (1H,d,J=84Hz),5.23 (2H, s),4,17 2H,q,J =69 Hz), 148 3H, t,J =69 Hz)
Vi du tham khao 62

Sir dung axit 4-benzyloxy-3-etoxybenzoic thu duge trong Vi du tham khao 61 va theo
quy trinh trong Vi du tham khéo 4, thu duge 4-benzyloxy-3-etoxybenzamit & dang két tinh
hinh kim khong mau.
'HINMR (CDCL) 8: 747-7,21 (TH, m), 6,88 (1H, d,J =8,1 Hz),5.21 (2H, 5),4,18 2H,q,J =
7.2Hz),148 3H,t,J=72Hz)

-65-



21107

Vi du tham khao 63

Sir dung 4-benzyloxy-3-etoxybenzamit thu duoc trong Vi du tham khao 62 va theo
quy tinh trong Vi du tham khao 5, thu dugc bot khong mau 4-clometyl-2-(4-benzyloxy-3-
etoxyphenyl)oxazol.
'HINMR (CDQ,) &: 7,64 (1H, s), 7,57-7,30 (7TH, m), 694 (1H, d, J = 84 Hz), 520 (2H, s),
456 (2H,s),420(2H,q,J=72Hz),149 3H,t,J =72 Hz)
Vi du tham khao 64

6,31g natri iodua va 509g natri bicacbonat duoc bd sung vao huyén phti chida 10g 2-
(3-benzyloxy-4-metoxyphenyl)-4-clometyloxazol thu duge trong Vi du tham khao 5 trong
60ml dimetylsulfoxit. Hén hop ndy dugc dun &nhiét do 20°C o6 khuAy trong thoi gian 30 phit.
Sau khi hén hop phén ting duge d€ ngudi, nudc mudi bao hoa duge bd sung vao va viéc chiét
béng etyl axetat dugc thuc hién. Lép hitu oo duge rita bang nude mudi bdo hoa va duge 1am
kho bang magie sulfat khan, va sau d6 dung moi dugc pha lodng ra & 4p suét giam. Phan can
thu duoc duoe tinh ché bing phép séc ky odt silicagel (n-hexan : etyl axetat theo ty 18 3 : 1) tao
ra 298¢ dau mau vang 2-3-benzyloxy-4-metoxyphenyl)oxazol-4-carbaldehyt. |
'HINMR (CD(,) 8: 998 (1H, 5), 8,26 (1H, 5), 7,71 (1H, dd, T =8,1, 2,1 Hz), 7,69 (1H, br s),
748 2H, brd,J =84 Hz), 742-731 (3H,m), 698 (1H,d,J=8,1 Hz),5.21 (2H, s),3.95 3H,
)
Vi du tham kho 65

S’ dung 4-clometyl-2-{4-metoxy-3-(2,2 2-trifloctoxy)phenyljoxazol thu duge trong
Vi du tham khao 23 va theo quy trinh trong Vi du tham khao 64, thu duge bot khong mau 2-{4-
metoxy-3-(2,2,2-trifloetoxy)phenyljoxazol-4-carbaldehyt.
'HINMR (CD(YL,) 8: 999 (1H, s), 8,28 (1H, 5), 7,82 (1H, dd, J=84,2,1 Hz), 7,71 (1H,d,J =
2,1Hz),701 (1H,d,J =84 Hz),4,46 (2H,q,J =84 Hz), 395 (3H, s)
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Vi du tham khao 66

Sir dung 4-clometyl-2-3 4-dietoxyphenyl)oxazol thu duge trong Vi du tham khao 35
va theo quy trinh tong Vi du tham khdo 64, thu dugc bdt mau vang nhat 2-(34-
dietoxyphenyl)oxazol-4-carbaldehyt.
'HANMR (CD(,) 6: 999 (1H, s), 826 (1H, 5), 7,65 (1H, dd, J =84,2,1 Hz), 762 (1H, d,J =
2,1 Hz),694 (1H,d,J =84 Hz),4,19 2H,q,J=72Hz),4,17 2H,q,J=72Hz),1,50 (6H,t,J
=72Hz)
Vi du tham khao 67

Sir dung 12,7g 3-isopropoxy-4-metoxybenzoic axit va theo quy trinh trong Vi du
tham khao 4, thu duoc bot méu tring 3-isopropoxy-4-metoxybenzamit.
'HNMR (CDQ,) &: 746 (1H, d, J=2,1 Hz),7,34 (1H, dd, =84, 2,1 Hz), 687 (1H,d,J =
84 Hz),593 (1H, brs),4,62 (1H, m), 390 (3H, s), 1,38 (6H, d, ] =6,0 Hz).
Vi du tham khao 68

Sir dung 11,4g 3-isopropoxy-4-metoxybenzamit thu dugc trong Vi du tham khao 67
va 25¢g 1,3-diclo-2-propanon va theo quy trinh trong Vi du tham khao 5, thu duge 12,2g bot
mau tring 4-clometyl-2+3-isopropoxy-4-metoxyphenyl)oxazol.
'HANMR (CD(Y,) 8: 7,65 (1H, 5), 7,61 (1H, dd, J =84, 2,1 Hz), 7,57 (1H, d,J =2,1 Hz), 693
(1H,d,J=84Hz),4,64 (1H,m),4,53 (2H, s),3.90 (3H, s), 140 (6H, d,J =60 Hz)
Vi du tham kho 69

St dung 4-clometyl-2-(3-isopropoxy-4-metoxyphenyl) oxazol thu dugc trong Vi du
tham khéo 68 va theo quy trinh trong Vi du tham khao 64, thu duge bot mau vang nhat 2-(3-
isopropoxy-4-metoxyphenyl)oxazol-4-carbaldehyt.
'HANMR (CDQ,) 8: 999 (1H, 5), 8,27 (1H, 5), 768 (1H, dd, T =8,1,2,1 Hz), 764 (1H, d, =
2,1 Hz),695 (1H,d,J = 8,1 Hz), 467 (1H, sept., ] =6,3 Hz), 392 (3H, 5), 1,41 (6H,d,J=63
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Hz)
Vi du tham khio 70

10g 1<2-hydroxyphenyletanon duoc hod tan trong 100ml dimetytformanit, v
11,2ml clometyl metyl ete va 25,4g kali cachonat dugc bd sung vao. Hén hop nay duoc khudy
- &nhiét do 50°C trong thoi gian 6 gids va sau d6 & nhiét do trong phong trong thoi gian 4 ngay.
Sau Khi céic phéin khong hod tan duoe loai bd khéi hn hop phin ting bing céch loc, nuée d
dioe b sung vao phin nube loc ra va viée chiét bing etyl axetat duoe thuc hién. Lép hilu co
e it bing e va duoe Jam ko bing magie sulfat khan. Lép hitu co dutoe o6 dic duip
suat giam, va phan cn duge tinh ché bang phép sic ky oot silicagel (-hexan : etyl axetat theo
ty 16 5 : 1) tao ra 6,26g chat dau khong mau 1<2-metoxymetoxyphenyl)etanon.
'HNMR (CDQL) 8: 7,71 (1H,dd, J =78, 1.8 Hz), 743 (1H, td,J =78, 1,8 Hz), 7,18 (1H,d,J
=78Hz),705 (1H,t,J=78 Hz),5,28 (2H,s),3,52 (3H, s), 2,64 3H,s)
Vidu thamkhéo 71

3g metyl 323 A-dictoxyphenyloxazol4-yllpropionat thu duoc trong Vi du tham
Khio 54 due tao huyén phi trong 5ml metanol, va 5ml dung dich nutc natri hydroxit 20%
duoc b8 sung vao. Hén hop ndy duoc dun va duoc héi uu trong thdi gian 4 gios. Sau khi d8
ngudi hén hop phan ting xu6ng nhiét do trong phodng, viéc chiét bang diclometan dugc thuc
hién. Lép diclometan dugc rita bang nudc va duge Iam kho bang magie sulfat khan. Dung moéi
duge chung ¢4t va cc tinh thé thu duge duoe s, tao ra 2,8 bt mau tréng axit 3-2-G4-
dimetoxyphenyl)oxazol-4-yl] propionic.
'HNMR (CDQY) &: 7,65-7,55 3H, m), 7,51(1H, d,J=2,1 Hz), 691 (1H, d, ] =84 Hz),4,17
(2H,q,J=69 Hz),4,15 (2H, q,J =69 Hz), 3,00-2.90 (2H, m), 290-2,80 (2H, m), 1,48 GH, t,
J=69Hz),148 3H,t,J=69 Hz)
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Vidu thamkhao 72

Sir dung 10g 4-benzyloxy-3-metoxybenzamit va theo quy tinh trong Vi du tham
khio 54, thu dugc 2g bot mau tring metyl 3-[2-(4-benzyloxy-3-metoxyphenyl)oxazol-4-
yljpropionat.
'HINMR (CDQY,) 8: 7,54-7,28 (8H, m) 6,93 (1H, d, J=8,1Hz), 5,20 (2H, 5),3.97 (3H, 5), 3,68
(3H,s),291 2H,t,J=75Hz),264 2H,t,]J=7,5Hz)
Vi du thamkhao 73

St dung 2g metyl 3-[2<(4-benzyloxy-3-metoxyphenyl)oxazol-4-yljpropionat thu
duge trong Vi du tham khéo 72 va theo quy trinh trong Vi du tham khao 71, thu duoe 1,03g bot
mau tring axit 3-[2-4-benzyloxy-3-metoxyphenyl)oxazol-4-yI] propionic.
'HINMR (CDQL) &: 12,20 (1H, s), 7,86 (1H, s), 7,51-7,31 (7TH, m) 7,17 (1H, d, J = 8 4Hz),
5,15(2H,s),3.85(3H,s),2,75 2H,t,J=75Hz),259 2H,t,]J=7,5 Hz)
Vi du tham khao 74

04g 4-clometyl-2-3 4-dietoxyphenyl)oxazol thu dugc trong Vi du tham khao 35
duoc hoa tan trong 15ml metylamin (dung dich metanol 40%), va duge dun va duge héi luu
trong thdi gian 1 gid. Hon hop phan tng nay duoc c6 dac va phén can thu duge duge siy dudi
4p sudt giam tao ra 0,23g dau man vang [2+3 4-dimetoxyphenyl)oxazol-4-ylmetyljmetylamin.
'H-NMR (CDQ,) &: 8,00 (1H, s), 7,58-7,50 (2H, m), 690 (1H, d, J = 84 Hz), 4,214,10 (6H,
m),2,76 (3H, s), 1,51-1,45 (6H,m)
Vidu tham khao 75

Sir dung etyl 2-cloaxetoaxetat va 16g 3 4-dietoxybenzamit va theo quy trinh trong Vi
du tham khao 5, thu duge 3,8g etyl [2-(3,4-dimetoxyphenyl)oxazol-4-yl]axetat.
'HINMR (CDQ,) 6: 764 (1H, s), 7,60-7,50 (2H, m), 691 (1H, d, J = 8,1 Hz), 4254,10 (6H,
m), 3,58 (2H, s), 1,50-1,40 (6H, m), 1,29 3H,t,J =69 Hz)
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Vi du tham khdo 76

035¢ lithi nhom hydrua duoc b8 sung vao 30ml tetrahydrofuran o6 1am lanh bing
nuSe d4 va khusy, va hén hop etyl [2-3,4-dimetoxyphenyl)oxazol-4-yl]axetat thu duoc trong
Vi du tham kh2o 75 duige bd sung cham o6 khuy. Sau khi khudy & nhiét do trong phong trong
thoi gian 3 gid, hén hop dutoe ki o6 1am lanh bing nude d trong thi gian 3 gid, va 0.35ml
nue, 0,35l dung dich nue natri hydroxit 15%, va 1,05mi nude duoe b sung theo thit iy,
Hén hop phén ting nay duge 1am kho bing magie sulfat khan, va sau d6 cdc phan khong hoa
tan dutoc loai b6 béing cch loc. Phin nuée loc ra duge o6 dic dudi 4p sust gidm tao ra 2,5g chal
K tinh khong méu 2-[2-(3 A-dimetoxyphenyljoxazol-4-ylletanol.
'HNMR (CDCL) &: 7,56 (1H,d, J=84, 2,1 Hz), 7,52 (1H, d, ] =2,1 Hz), 746 (1H, 5), 691
(1H,d,J=84Hz),4,17 2H,q,J=72Hz),4,15(2H, q,J =72 Hz),394 2H, q,J =54 Hz),
294 (1H,t,J=54Hz),281 2H,t,J=54Hz), 148 3H,t,J=7,2Hz), 148 3H,t,J=7.2Hz)
Vi du tham kho 77

2,05 2243 A-dimetoxyphenyloxazol-4-ylletanol thu dioe trong Vi du tham kho
76 va 2,3g triphenylphosphin dugc bd sung vao 20ml diclometan, va 2.9g cacbon tetrabromua
duoc b sung chém c6 1am lanh béng nudc d4 va khudy. Sau khi nhiét do clia hén hop lén t6i
nhiét do trong phong, khudy tiép trong thoi gian 1,5 gid. Hon hop phan ting nay duoc co déc, va
phén cin duoc tinh ché bing phép sac ky oot silicagel (n-hexan : etyl axetat theo ty 16 8 : 1) tao
ra 19g cha kék tinh khong mau 4-(2-bromoetyl)-2-(3 4-dietoxyphenyloxazol.
'HINMR (CDQL) 6: 7,60-7,50 3H, m), 691 (1H, d, J=84 Hz),4,18 2H, q,] =7,2 Hz), 4,14
(2H, q,J=72Hz),3,67 2H,t,J=69 Hz), 3,14 2H,t,J =69 Hz), 148 3H, t, ] =72 Hz),
148 (3H,t,J=72Hz)
Vi du tham khio 78

S dung 1,5g 4-(2-bromoetyl)-23 4-dietoxyphenyloxazol thu duoc trong Vi du
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tham khéo 77 va theo quy trinh trong céc vi du tham khéo 6 va thu duge 7, 0,8g diu man vang
223 4-dietoxyphenyl)oxazol-4-ylJetylamin.
'HINMR (CDQL) 8: 7,60-7,50 (3H, m), 691 (1H,d, J=84 Hz),4,17 2H, q,J =72 Hz),4,15
(2H, q,J =72 Hz), 3,.90-3,80 (2H, m), 3,00-2.90 (2H, m), 1,85 (2H, brs), 148 GH, ,J=72
Hz), 148 3H,t,J=7,2Hz)
Vi du tham khao 79

S’ dung 104g 3 A-dietoxybenzamit va 19,5g etyl 3-bromo-2-oxopropionat va theo
quy tinh tong Vi du tham khdo 5, thu dugc 129g bot mau téng etyl 2-(34-
dietoxyphenyl)oxazol-4-carboxylat.
'HINMR (CD(,) &: 8,21 (1H, d,J =09 Hz), 764 (1H, dd, T = 8,1,09 Hz), 7,63 (1H, 5), 6,92
(1H,d,J=8,1Hz),442 (2H,q,J =72 Hz),4,17 (2H, q,J =69 Hz),4,15 2H, q,] =69 Hz),
148 3H,t,J=69Hz),141 3H,t,J=72Hz)
Vi du tham khao 80

Sir dung 10g etyl 2-(3 A-dietoxyphenyl)oxazol-4-carboxylat thu duroc trong Vi du
tham khao 79 va theo quy trinh trong Vi du tham khéo 71, thu duoc 8,6g bot mau tring axit 2-
(3 4-dietoxyphenyl)oxazol-4-carboxylic.
'HNMR (CD(,) 6: 824 (1H, ), 7,60-7,50 (3H, m), 6,02 (1H, brs), 4,13 (4H, q,J =69 Hz),
146 3H,t,J=69Hz),139 3H,t,J=69 Hz)
Vidu tham khao 81

S dung 04g etyl [2-(3 4-dietoxyphenyl)oxazol-4-ylJaxetat thu duogc trong Vi du
tham khdo 75 va theo quy trinh trong Vi du tham khao 71, thu duoc 0,35g bot mau tring axit
[2+3 4-dietoxyphenyl)oxazol-4-yl] axetic.
'HINMR (CDCY,) &: 7,65-7,55 (3H, m), 7,51(1H, d,J=2,1 Hz), 691 (1H, d,J =84 Hz), 4,17
(2H,q,J=69Hz),4,15 (2H,q,J =69 Hz), 3,73(2H, 5), 1,49 (6H,t,J =69 Hz)
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Vi du tham khao 82

St dung 3g 4-clometyl-2-{4-metoxy-32,2,2-trifloetoxy)phenyljoxazol thu dugc
trong Vi du tham khao 23 Véuhéo quy trinh trong Vi du tham kho 47, thu duoc 1.91g chét dau
khong mau dimetyl 2-{2-{4-metoxy-3+2,2,2-trifloetoxy)phenyl Joxazol-4-ylmetyl }malonat.
'HINMR (CDCY) &: 7,70(1H, dd, J = 84,2,1 Hz), 7,60 (1H, d, J=2,1 Hz), 742 (1H, s), 696
(1H,d,J=84Hz),444 (2H,q,J =69 Hz),393 (3H, s), 3,89 (1H,t,J=75Hz),3,18 2H,d,J
=75Hz)
Vi du tham khao 83

" St dung 19g dimetyl 2-{2{4-metoxy-3+2,22-trifloctoxy)phenyljoxazol-4-

ylmetyl jmalonat thu duge trong Vi du tham khao 82 va theo quy trinh trong Vi du tham khéo
48, thu dugc 144g chat dan khong mau metyl 3-{2-[4-metoxy-342.22-
trifloetoxy)phenylJoxazol-4-yl }propionat.
'H-NMR (CD(L,) &: 7,70 (1H, dd, =84, 2,1 Hz), 7,60 (1H,d, J=2,1 Hz), 7,42 (1H, 5), 696
(1H,d,J=84Hz),445 (2H, q,J=69 Hz),392 (3H, s), 3,75 (3H,5),291 2H, t,J =75 Hz),
2,72(2H,t,J=75Hz)
Vidul

3,5g [2+(3-benzyloxy-4-metoxyphenyl)oxazol-4-ylJmetylamin thu duge trong Vi du
tham khéo 7 duoc tao huyén phi trong 70ml axeton. Huyén phu thu duoc duoc bd sung 23g
1-hydroxybenzotriazol, 3,3g 1-etyl-3-(3-dimetylaminopropyl)carbodiimit hydroclorua va 3 8g
axit 2-etoxybenzoic, va hén hop nay duge dun va duoc héi luu trong thdi gian mét gio. Hon
hop phén ting nay duoc Iam ngudi, va axeton duoe chung cit & 4p sust gidm. Nude duoc bd
sung vao phan cin, va sau d6 tién hanh chiét bang etyl axetat. LGp hitu oo duoc riia hai 14n bing
nude, va duge 06 dac dudi 4p sudt giam. Phan can thu duge duge tinh ché bang phép sic ky oot

silicagel (diclometan : metanol = 20 : 1) tao ra 4,6g bot mau tring N-{2-3-benzyloxy-4-
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metoxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit.
'HNMR (CDQL) &: 8,55 (1H, brs) 823 (1H, dd, J =78, 1,8 Hz), 765-7,61 (3H, m), 7.49-
729 (6H, m), 709 (1H,t,J=7,5 Hz), 704692 (2H, m), 5,20 (2H, 5), 461 (2H,d,J =54 Hz),
4,16 2H,q,J=69Hz),393 (3H,s), 1,26 3H,t,J=69 Hz)
Vidu2

4.65g N-[2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit  thu
duoc trong vi du 1 duge hoa tan trong 90ml etanol, va 045g bot paladi cacbon 10% duge bd
sung vao. Hon hop nay dugc khuAy trong moi trudng hydro & nhiét do trong phong trong thoi
gian mot gid. Chét xiic téc duge loai bd bang céch loc, va sau d6 phan nudc loc ra duge o6 dic
dusi 4p sust gidm tao ra 37g chat ké& tnh mau tdng N-{2-(3-hydroxy-4-
metoxyphenyl)oxazol-4-ylmetyl]-2-efoxybenzamit.
'H.NMR (CD(,) 6: 8,58 (1H, brs) 8,23 (1H, dd, J=7.8, 1,8 Hz), 7,62-7,55 (3H, m), 741 (1H,
td,J=7,5Hz, 1,8 Hz), 706 (1H,t,J =72 Hz), 695-6,88 (2H, m), 5,74 (1H, 5),462 2H,d,] =
5,1 Hz),4,17 (2H, q; J=69Hz),395 (3H,s), 147 3H,t,J=69 Hz)
Vidu3

0,2g N-{2~(3-hydroxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit thu dugc
trong i du 2 va 0,3ml 1,8-diazabixyclo[5,4,0Jundec-7-en dugc hoa tan trong 4ml etanol, va
0,14g (bromometyl)xyclopropan duoc bd sung vao. Hén hop nay duge dun va duge héi uu
qua dém. H6n hop phén ting naty duge dé ngudi, sau d6 nuse duge b sung vao, va tién hanh
chiét bing etyl axetat. Sau khi rita bang nu6c hai 14n, 16p hitu oo dugc 06 dac dudi 4p sudt giam.
Phén ciin thu duoe duoe tinh ché bang phép sic ky odt silicagel (n-hexan : etyl axetat theo ty 1&
3:1) tao ra 0,18z bot mau tring N-2-3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-
ylmetyl]-2-etoxybenzamit.
'HINMR (CD(,) 8: 8,55 (1H, brs) 824 (1H,dd, J=7.8,2,1 Hz), 7,62-7,59 (2H, m), 7,53 (1H,
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d,J=2,1Hz),745-739 (1H, m), 707 (1H,td,J=8,1 Hz, 1,2 Hz), 695691 (2H, m),4,62 (2H,
d,J=54Hz),4,18 2H, q,J =69 Hz), 3.94-392 (SH, m), 149 3H, t, ] =69 Hz), 142-1,34
(1H, m),0,71-0,64 (2H, m), 041-0,35 2H, m)

Vidu4

0,3g N-[2-(3-hydroxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit thu duoc

trong vi du 2 va 0,22g kali cacbonat dugc hoa tan trong 10ml dimetylformamit, va 034g 1,1,1-
triflo-2-iodoetan dutoc bd sung vao. Hon hop nay duge khuéy 06 dun néng &nhiét do 50°C qua
dém. Hén hop phan ting ny duge d& ngudi, sau d6 nude duge bd sung vao, va tiéh hanh chiét
béng etyl axetat. Sau khi ria bing nude hai 14n, 16p hitu co duge 06 dac dudi dp sut giam. Phan
cin thu duge duge tinh ché bang phép sic ky oot silicagel (n-hexan : etyl axetat theo ty 1é 3:1)
tao ra 0,14g bot man tring N-{2-[4-metoxy-3+2,2,2-trifloetoxy)phenyljoxazol-4-ylmetyl }-2-
etoxybenzamit.
'HINMR (CD(,) 6: 8,56 (1H, brs) 824 (1H,dd, J=78,2,1 Hz), 7,73 (1H, dd, T =84,2,1
Hz), 7,65-7,63 (2H, m), 745-7,39 (1H, m), 709-701 (1H, m), 6,99-6,90 (2H, m), 4,62 (2H, d,
J=54Hz),455(2H, q,J=84Hz),432 (2H,q,J=69 Hz),393 (3H,s), 149 3H,t,J =69
Hz)

S dung 0,2g N-{2+3-hydroxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit
thu duoe trong vi du 2, thu duge hop chét trong céc vi du tir 5 dén 14 theo cich tuong tr nhu
trong vidu 3.

Vidu5
N-[2-(3-butoxy-4-metoxyphenylJoxazol-4-ylmetyl]-2-etoxybenzamit
Thuduge 0.2 g

Bot mau trng

'H-NMR (CD(,) 8: 8,56 (1H, brs) 8,24 (1H, dd, J =738, 2,1 Hz), 762-7,54 (3H, m), 745-
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7,39 (1H, m), 707 (1H, t, J=8,1 Hz), 696-6,90 (2H, m),4,62 (2H,d,J =54 Hz), 4,18 (2H, q,
J=69 Hz),4,10 2H, t,J =69 Hz), 392 (3H, s), 1,92-1,82 (2H, m), 1,59-147 (SH, m) 1,00
(GH,t,J=75Hz)

Vidu6

N-[2-(3-xyclopentyloxy-4-metoxyphenylJoxazol-4-ylmetyl}-2-etoxybenzamit

Thuduoc 022 g

(hét dAu khong mau

'HINMR (CDQ,) &: 8,57 (1H, brs) 824 (1H, dd, J =78, 2,1 Hz), 762-7,54 (3H, m), 745-
739 (1H, m), 707 (1H, t, J = 8,1 Hz), 696-6,90 (2H, m), 491-4,86 (1H, m), 462 (2H,d,J =
54Hz),4,17 2H, q,J=69 Hz),390 (3H, 5),2,02-1,60 (§H, m), 1,49 3H, t,] =69 Hz)
Vidu7

N-{2-[33-hydroxypropoxy)-4-metoxyphenyljoxazol-4-ylmetyl }-2-etoxybenzamit
Thudugc0,12 g

Bot mau tring

"HINMR (CDCL) 8: 8,56 (1H, brs) 8,24 (1H, d,J =78 Hz), 7,62-7,54 (3H, m), 7.45-7,39 (1H,
m), 709-706 (1H, m), 696-690 (2H, m), 4,62 (2H, d, J =54 Hz), 4,29-4,16 (4H, m), 3,92
3,79 (5H,m), 2,57 (1H, brs), 2,12 2H,t,J=54Hz), 149 3H, t,J=69 Hz)

Vidu8

N-[2(4-metoxy-3-2-propynyloxy)phenyljoxazol-4-ylmetyl | 2-etoxybenzamit

Thuduoc 0,19 g

Bot mau tring

'HINMR (CDQ,) &: 8,58 (1H, brs) 824 (1H, dd, J =78, 1,8 Hz), 7,70-7,63 (3H, m), 7.45-
739 (1H, m), 707 (1H, td, J = 84, 09 Hz), 698-693 (2H, m), 4,84 (2H, d, J =24 Hz),4,63
(2H,dd,J=54,09 Hz),4,19 2H, q,J =7,2 Hz), 3,94 (3H, s), 254 (1H, t,] =24 Hz), 1,50
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(BH,t,J=72Hz)

Vidu9

N-[2-(3-etoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit

Thudugc 0,22 g

Bot méu tring

'HNMR (CDQL) &: 8,55 (1H, brs) 8,24 (1H, dd, J =78, 1.8 Hz), 7,62-754 (3H, m), 744
739 (1H, m), 707 (1H, t, J = 8,1 Hz), 696-691 (2H, m), 4,62 (2H, d,J =54 Hz), 4,234,14
(4H,m),3.93 (3H,),1,53-146 (6H, m)

Vidu 10

N-2<(4-metoxy-3-2-oxiranylmetoxy)phenyl)oxazol-4-ylmetyl]-2-etoxybenzamit

Thu dugc 27mg

Bot mau tring

'HANMR (CDL) 6: 8,54 (1H, brs) 824 (1H, dd, J =78, 1,8 Hz), 7,67-7,58 (3H, m), 745-
738 (1H, m), 707 (1H,t,J=7.8 Hz), 695 (2H, d, ] =84 Hz),4,62 (2H, d, ] = 5,1 Hz),4,36-
407 (4H,m), 393 (3H, s),346-341 (1H,m),292 (1H, t,J=4,5 Hz), 2,80-2,76 (1H, m), 1,48
GH,tJ=72Hz)

Vidu 11

N-[2<(4-metoxy-3-propoxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit

Thuduoc0,19g

Bot mau tring

'HNMR (CDQY,) 6: 8,56 (1H, br s) 824 (1H, dd, J =738, 1,8 Hz), 7,63-7,54 (3H, m), 745-
739 (1H, m), 707 (1H, td, J = 84, 1,2 Hz), 6,96-691 (2H, m), 463 (2H,dd, J =5,1,09 Hz),
4,18 2H, q,J =69 Hz),406 2H,t,J =69 Hz), 392 3H, s), 1.97-1,85 2H, m), 1,49 GH, t,J
=69Hz),107 3H,t,J=7,2Hz)
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Vida12

NH[2-(3-isopropoxy-4-metoxyphenyloxazol-4-ylmetyT]-2-etoxybenzamit

Thuduoc 0,17 g

Bot mau tring

'HINMR (CDQ,) &: 8,57 (1H, brs) 8,24 (1H, dd, J =78, 1,8 Hz), 762-7,55 (3H, m), 745-
738 (1H, m), 707 (1H, t,J =7,8 Hz), 696-691 (2H, m), 4,72-4,59 (3H, m), 4,18 2H, q,J =
69 Hz),391 (3H,s),149 3H,t,J=69 Hz), 141 (6H,d,J=6,3 Hz)

Vidu13

N-[2-(3-3-butenyloxy)4-metoxyphenyl)oxazol4-ylmetyl}-2-etoxybenzamit

Thu duoc 021 g

Bot mau tring

'HINMR (CD(,) &: 8,56 (1H, brs) 8,23 (1H, dd, J =78, 1,8 Hz), 7,63-7,55 (3H, m), 7.45-
738 (1H,m), 707 (1H,t,J =78 Hz),696-691 (2H, m), 5,97-5,88 (1H, m), 5,23-5,10 (2H, m),
4,62 (2H,dd,J=5,1,09 Hz),4,214,12 (4H,m), 3.92 (3H, s), 2,68-2,60 (2H, m), 1,49 3H, t,J
=69 Hz)

Vidu 14

N-[2-(3-isobutoxy4-metoxyphenyljoxazol-4-ylmetyl}-2-etoxybenzamit

Thu duogc 84mg

Bot mau trang

'HINMR (CDQ,) &: 8,54 (1H, br s), 8,23 ( 1H, dd, J = 7.8, 1.8 Hz) 7,62-7,53 (2H, m), 744
(1H,d,J=18Hz),741 2H,td,J =78, 1,8 Hz), 706 (1H, t, J =78 Hz), 695-6,90 (2H, m),
462 (2H,d,J=54 Hz),4,18 2H, q,J =69 Hz),391 (3H, s), 3,85 (2H,d, J =69 Hz), 2,20
(1H,qt,J=69,6,6 Hz), 149 (3H,t,J =69 Hz),1,06 (6H,d,J=6,6 Hz)

Vida15
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Sir dung 0.2g N-[2-(3-hydroxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit
thu duge trong vi du 2, thu duge N-{2-{4-metoxy-3-3,3,3-triflopropoxy)phenyljoxazol-4-
ylmetyl }-2-etoxybenzamit theo cich tuong tunhu trong vi du 4.

Thu duge 60mg

Bot mau trang

'HNMR (CDQ,) 8: 8,55 (1H, brs) 8,23 (1H, dd, J = 7,8, 1.8 Hz), 7,68-7,63 (2H, m), 7,56 (1H,
d,J=2,1Hz),745-739 (1H, m), 707 (1H, t,J =7,2 Hz),697-693 (2H, m), 4,62 2H,d,J =
54Hz),432 2H,t,J=69Hz),4,18 2H, q,J =69 Hz),392 (3H, s), 2,78-2,67 (2H, m), 1,49
(GH,t,J=69 Hy)

Vidu16

1,5g [2+3-benzyloxy-4-metoxyphenyl)oxazol-4-ylJmetylamin thu duge trong Vi du
tham khéo 7 duoc tao huyén phii trong 30ml axeton. Huyén phit thu duge duoe bd sung 1,0g
|-hydroxybenzotriazol, 14g 1-etyl-3-3-dimetylaminopropyl)carbodiimit hydroclorua va 08g
axit 3-metylpicolinic, va hén hop nay dugc dun va duge héi Tou trong thoi gian 30 phiit. Hon
hop phan ting ndy dugc dé ngudi, va axeton dugc chung cét & 4p sudt gidm. Nudc duge bd
sung vao phén cin, va sau d6 tién hanh chiét bang etyl axetat. LGp hitu oo duge ria hai 1an bang
nuée, va dung moi duoe 06 dic dudi 4p suét gidm. Phin can thu duge duge tinh ché bang phép
sic ky oot silicagel (diclometan : metanol = 20 : 1) tao ra 1,5g bot mau tring N-[2-(3-
benzyloxy-4-metoxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit.

'HNMR (CDQL) 8: 8,57 (1H, brs), 8,39 (1H, d,J =7,5 Hz), 7,65-7,28 (10H, m), 6,94 (1H, d,
J=90Hz),5.21 (2H,s),4,58 (2H,dd,J=5,7,09 Hz),393 (3H, s),2,76 (3H, s)
Vidu17

1,58 N-[2-(3-benzyloxy-4-metoxyphenyl)oxazol4-ylmetyl}-3-metylpicolinamit thu

due trong vi du 16 duioe hd tan trong 50ml etanol, va 0,1g bt paladi cacbon 10% duoe b
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sung vao. Hén hop nay duoc khuAy trong moi trudng hydro & nhiét 4o S0°C trong thoi gian hai
gior. Chit xic the duge loai bd bang céch loc, va sau d6 phan nude loc ra duge o6 dac taora 1,3g
chit k& tnh man tdng N-[2-(3-hydroxy-4-metoxyphenyl)oxazol-4-ylmetyl]-3-
metylpicolinamit.
'THNMR (CDQL) 8: 8,58 (1H, brs), 8,38 (1H, dd, J=4.5,09 Hz), 7,63 (1H, s), 7,62-7,54 (3H,
m), 7,32-7.27 (1H, m), 6,90 (1H, d,J = 84 Hz), 5,75 (1H, br s),4,58 (2H, dd, J = 60,09 Hz),
394 (3H,s),2,75(3H,s)
Vidu18

0,15g N-[2-3-hydroxy<4-metoxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit thu
duoe trong vi du 17 va 0,5ml 1,8-diazabixyclo[5 4,0Jundec-7-en dugc hoa tan trong 4ml etanol,
va 0,13g bromoxyclopentan dugc b sung vao. Hon hgp nay dugc dun va duge héi uu trong
thoi gian 3 gid. H6n hop phan ting nay duge dé nguoi, sau d6 nude duge bd sung vao, va tién
hanh chiét bang etyl axetat. Sin pham chiét duge ria hai 14n bang nude, va 16p hitu co duge co
dac dudi 4p sudt gidm. Phan cin thu duge duge tinh ché bang phép sic ky oot silicagel (n-
hexan : etyl axetat theo ty I& 3:1) tao ra 0,11g bot mau tring N-{2-(3-xyclopentyloxy-4-
metoxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit.
'HNMR (CDQ,) &: 8,57 (1H, brs), 8,39 (1H, dd, J =48, 09 Hz), 7,62-7,53 (4H, m), 7,32-
727 (1H,m), 691 (1H, d, J =84 Hz), 4,88 (1H, t, ] =33 Hz),4,59 (2H, dd, J =5,7,09 Hz),
3,89 (3H,s),2,76 (3H,s),2,07-1,79 (6H, m), 1,70-1,60 (2H, m)
Vidu19

0,15g N-[2-(3-hydroxy-4-metoxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit thu
duoe trong vi du 17 va 0,18g kali cacbonat duge hoa tan trong 4ml dimetylformamit, va 0,19g
1,1,1-triflo-2-iodoetan duoc bd sung vao. H6n hop nay duoc khuiy o6 dun néng & nhiét do

80°C qua dém. H6n hop phén ting ndy duge dé ngudi, sau d6 nudc duge bo sung vao, va tién
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hanh chiét bing etyl axetat. Sn pham chiét dugc i hai 14n bang nudc, va 16p hitu co duoe cd
d@:duéi@pﬂﬁﬁgﬁnLFhﬁnc@nﬂnlduasdhpcﬁnhchétﬁngph@ps&:kycfﬁsmcqgﬂQ}
hexan : etyl axetat theo ty I& 3:1) tao ra 0,11g bdt mau tring N-{2-[4-metoxy-342,2,2-
trifloetoxy )phenylJoxazol-4-ylmetyl }-3-metylpicolinamit.
'HNMR (CDQ,) 6: 8,58 (1H, brs), 839 (1H, dd, J =45, 12 Hz), 7,73 (1H,dd, J =87, 2,1
Hz), 7,63-7,57 3H, m), 7,32-7,27 (1H, m), 697 (1H, d, J =84 Hz), 4,59 (2H, dd, J=5,7,09
Hz),4,46 (2H, q,J=84Hz),3.93 (3H,s),2,76 (3H, s)
Vidu20

St dmg 02  N{2(3-hydroxy-4-metoxyphenyloxazol-4-ylmetyl]-3-
metylpicolinamit thu dugc twong vi du 17, tu duoc 01lg N-[2{3-etoxy4-
mefoxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit theo cich tong turnhur trong vi du 3.
Tinh thé khéng mau
'HNMR (CDQ,) &: 8,57 (1H, br s), 8,39 (1H, dd, J =48, 1,5 Hz), 7,65-7,50 (4H, m), 7,30
(1H,dd,J=7_8,48 Hz),692 (1H,d,J=8,1 Hz),4,59 (1H,dd,J=60,06 Hz),4,19 2H,q,] =
69Hz),4,17 2H, q,J=69 Hz),392 (3H,5),2,76 3H, ), 1,50 BH, t, J=69 Hz)
Vidu2l

St dmg 015z  N{2{3-hydroxy-4-metoxyphenyl)oxazol-4-ylmetyl]-3-
metylpicolinamit thu dugc tong Vi du 17, thu dugc 45mg N-{2-3-alyloxy4-
metoxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit theo c4ch tuong turnhur trong vi du 3.
Tinh thé khéng mau
'HNMR (CDQ,) &: 8,58 (1H, br s), 8,39 (1H, dd, J =45, 1,5 Hz), 7,65-7,50 (4H, m), 7,30
(1H,dd,J=73,4,5Hz),693 (1H,d,J =84 Hz),6,12 (1H,m), 545 (1H,m), 5,32 (1H,dd,J =
96,15Hz),4,70 2H,d,J=54Hz),4,59 (1H,d,J=60Hz),392 (3H,s),2,76 (3H, 5).
Vidu22
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170mg N-[2+3-hydroxy-4-metoxyphenyl)oxazol-4-ylmetyl}-3-metylpicolinamit thu
duoc trong vi du 17 duoe hoa tan trong 10ml tetrahydrofuran. Dung dich thu duge duge bd
sung 134mg 2-hydroxyindan, 0,5ml diisopropyl azodicarboxylat (dung dich toluen 40%) va
202myg tri(n-butyl)phosphin, va hén hop nay dugc khusy &nhiét do trong phong qua dém, va &
nhiét 46 S0°C trong thoi gian 2,5 gid. Hon hop phan tng ndy duge b8 sung 100mg 2-
hydroxyindan, 0,5ml diisopropyl azodicarboxylat (dung dich toluen 40%) va 200mg trin-
butyl)phosphin, va hén hgp ndy duge khudy & nhiét do SO°C trong thoi gian 5 gid, va &nhiét do
trong phong qua dém. Hén hop phén ting nay dutc 06 déc dudi 4p suét gidm. Phén can duge
tinh ché bang phép sic ky cot silicagel (n-hexan : etyl axetat : metylen clorua = 1:1:1) tao ra
92mg N-{2-{3~(indan-2-yloxy)-4-metoxyphenyljoxazol-4-ylmetyl }-3-metylpicolinamit.
Chét dAu man vang nhat
'HINMR (CDQ,) 8: 8,59 (1H, brs), 8,39 (1H, d,J =33 Hz),7,65-7,16 (OH, m), 693 (1H,d,J
=8,1 Hz),5,30 (1H, tt, ] =6,6,39 Hz),4,60 (2H, d,J = 5,7 Hz), 3,86 (3H, 5), 346 (2H,dd, J =
168,66 Hz),3,27 (2H,dd,J=168,39 Hz),2,76 (3H, s)
Vidu23

S dung 0.88g [2+3-benzyloxy-4-metoxyphenyl)oxazol-4-yljmetylamin thu dugc
tong Vi du tham khdo 7, thu dugc 103g bot mau trng N-2-(3-benzyloxy4-
metoxyphenyl)oxazol-4-ylmetyl]-2-triflometylbenzamit theo cch tuong turnhu trong vidu 1.
'HINMR (CDQL) 8: 7,72-746 (OH, m), 740-7,27 (3H, m), 695 (1H, d, ] =84 Hz) 6,34 (1H,
brs), 520 (2H, s),4,59 (2H,d,J=54Hz),393 (3H, )
Vidu24

Sr dung 10g  N-{2(3-benzyloxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-
triflometylbenzamit thu dugc trong vi du 23, thu duge 0,66g bot mau tring N-[2-3-hydroxy-4-

metoxyphenyl)oxazol-4-ylmetyl]-2-triflometylbenzamit theo cAch tong turnhur trong vi du 2.
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'HINMR (CDQ,) &: 7,71-7,50 (7H, m), 6,90 (1H, d, J = 8.4 Hz), 6,39 (1H, br s), 5,76 (1H, s),
459 (2H,d,J=54Hz),394 (3H,s)
Vidu25

St dung 02g  N{2-(3-hydroxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-
triflometylbenzamit thu dugc trong vi du 24, thu duge 0,18g bot mau trdng N-2-(3-
‘xydkgxopyhncK»qh4qneK»q@h@nyDoxaaﬂ%$yhnch}24ﬁﬂonkﬂyﬁfnznnﬁ theo cach
tuong turnhur trong vidu 3.
'HINMR (CDQ) 8: 7,72-7,50 (7TH, m), 693 (1H, d, J =84 Hz), 6,34 (1H, 5), 4,60 2H,d,J =
54Hz),393 (3H,s), 1,42-1,32 (1H, m), 0,70-0,63 (2H, m), 0,41-0.35 (2H, m)
Vidu26

St dung 02  N{2«(3-hydroxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-
triflometylbenzamit thu dugc trong vi du 24, thu duge 40mg bot mau trang N-{2-[3-(3-
hydroxypropoxy)-4-metoxyphenyljoxazol-4-ylmetyl } -2-triflometylbenzamit theo cich tuong
turnhur trong vidu 3.
'H-NMR (CD(,) 8: 7,71-7,50 (7TH, m), 6,92 (1H, d, T = 8,4 Hz), 6,34 (1H, br ), 4,60 (2H, d, J
- =54Hz),428 (2H, q,J =5,7 Hz),398-3,86 (SH, m), 247 (1H,t,J =5,7 Hz),2,15-207 3H,
m)
Vidu27

S dung 0,5g 2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-yllmetylamin thu duge
tong Vi du tham khdo 7, thu dugc 062g bot mau tring N-[23-benzyloxy4-
metoxyphenyl)oxazol-4-ylmetyl]-3-etoxypicolinamit theo cich tuong turnhur trong vi du 1.
'HNMR (CD(,) &: 8,24-8,22 (2H, m), 7,64-7,60 (3H, m), 7,50-746 (2H, m), 741-7,28 (5H,
m), 694 (1H,d,J=90Hz),5,20 2H, 5),4,61 (2H,d,J=5,7Hz),4,17 2H,q,]=69Hz),393
(3H,s), 1,50 (3H,t,J=69 Hz)
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Vidu28

St dung 06g  N{2+3-benzyloxy-4-metoxyphenyl)oxazol-4-ylmetyl]-3-
etoxypicolinamit thu duge trong vi du 27, thu duge 0,5g mau tring vo dinh hinh N-{2-3-
hydroxy-4-metoxyphenyl)oxazol-4-ylmetyl]-3-etoxypicolinamit theo c4ch tuong tur nhu trong
vidu2.
'HINMR (CD(L,) 8: 8,25-8,22 (2H, m), 7,64 (1H, d, = 1,8 Hz),7,60-7,54 (2H, m), 7,39-7,28
(2H,m), 691 (1H,d,J =8,1 Hz), 5,71 (1H, brs),4,61 (2H,dd,J=54,09 Hz),4,17 2H,q,J =
69Hz),394 (3H,s), 1,52 (3H,t,J=69 Hz)
Vidu29

St dung 05z  N{2+3-hydroxy-4-metoxyphenyl)oxazol-4-ylmetyl]-3-
etoxypicolinamit thu duoc trong vi du 28, thu duge 0,18g mau tréing vo dinh hinh N-[2-(3-
xyclopentyloxy-4-metoxyphenyloxazol-4-ylmetyl]-3-etoxypicolinamit theo céch tuong tu
nhutrong vi du 3.
'HINMR (CDQ,) 8: 8,25-8,22 (2H, m), 7,64 (1H, 5), 7,58 (1H, dd, T =8:4,2,1 Hz), 7,53 (1H,d,
J=18Hz),7,39-732 (2H, m), 691 (1H, d,J = 84 Hz), 491486 (1H, m), 4,62 (2H,dd,J =
54,09 Hz),4,17 (2H, q,J =69 Hz), 3,89 (3H, s), 2,05-1,79 (6H, m), 1,66-1,60 (2H, m), 1,51
(3H,t,J=69Hz)
Vidu30

St dung 031g 2+3-benzyloxy-4-metoxyphenyl)oxazol-4-yljmetylamin thu duoc
tong Vi du tham khdo 7, thu dugc 0,16g bot mau tring N-[2-3-benzyloxy4-
metoxyphenyl)oxazol-4-ylmetyl]-2-(2,2,2-trifloetoxy)benzamit theo cich tuong tu nhur trong vi
dul
'HNMR (CDQ,) 8: 822 (1H, dd, J =73, 1,8 Hz), 7,82 (1H, br s), 7,63-7,60 (3H, m), 7A49-
7.27 (6H,m), 7,19 (1H,t,J =72 Hz), 696-6,88 (2H, m), 5,19 (2H, 5), 4,62 (2H, d, ] =54 Hz),
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447(2H,q,J=78Hz),392 (3H,s)
Vidu31

St dung 0,16g N-{2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-(2,2,2-
trifloetoxy)benzamit thu duge trong vi du 30, thu duge 0,11g bot mau tréing N-H{2+3-hydroxy-4-
metoxyphenyl)oxazol-4-ylmetyl]-2-(2,2,2-trifloetoxy)benzamit theo cich tuong tu nhur trong vi
du?2.
'HINMR (CD(L) &: 821 (1H, dd, J =78, 1,8 Hz), 7,84 (1H, br s), 7,62-7,54 (3H, m), 749-
743 (1H, m), 7,19 (1H, td, J =78, 09 Hz), 5,71 (1H, 5),4,62 (2H, dd, ] = 54,09 Hz), 448
(2H,q,J=738Hz),394(3H,s)
Vidu32

St dung 0,1lg N-[2-(3-hydroxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2+(2,2,2-
trifloetoxy)benzamit thu dugc trong vi du 31, thu duge 78mg chét vo dinh hinh mau trdng N-
[2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-(2,2,2-trifloetoxy)benzamit
theo cach tuong tu nhu trong vidu 3.
'HNMR (CDQL) 6: 8,22 (1H, dd, J =78, 2,1 Hz), 7.83 (1H, br s), 7,61-7,57 (3H, m), 7,53
(1H,d,J=2,1 Hz), 750-743 (1H, m), 7,19 (1H, td, J = 7,3, 09 Hz), 6,94-6,88 (2H, m), 4,63
(2H,dd,J=54,09 Hz),448 (2H, q,J =78 Hz), 142-1,32 (1H, m), 0,70-0,63 (2H, m), 041-
0,35 (2H,m)
Vidu33

St dung 0,5g 2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-yljmetylamin thu duoc
trong Vi du tham khao 7, thu dugc 0,68g bot mau vang nhat N-[2-(3-benzyloxy4-
nkquqiwnybomnxi4ﬁmncqﬂé}nﬁm»qﬁxnznnkﬁmocﬁdlummgngnhUUnng\idu1.
'HINMR (CD(L) &: 839 (1H, brs), 823 (1H, dd, J =48, 1,8 Hz), 7,65-7,60 (3H, m), 7,50-
728 (6H, m), 708 (1H,t,J =72 Hz),698-6.93 (2H, m), 5,21 (2H, s),4,61 (2H,dd,J=54,09
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Hz),395(3H,),393 3H,s)
Vidu34

St dung 067g N-{2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-
metoxybenzamit thu duoe trong vi du 33, thu duge 0,52g man tring vo dinh hinh N{2-(3-
hydroxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-metoxybenzamit theo céch tuong fur nhur trong
vidu?2.
'HINMR (CD(L) 6: 843 (1H, brs), 8,23 (1H, dd, J =78,2,1 Hz),7,63 (1H, s), 7.60-7,54 2H,
m), 747-741 (1H, m), 7,10-705 (1H, m), 697 (1H, d, J =84 Hz), 691 (1H, d, J = 8,1 Hz),
5,74 (1H,brs),4,62 (2H,dd,J=5:4,09 Hz), 397 3H, s),3,95 (3H, s)
Vidu35

St dung 05z  N{2-(3-hydroxy-<4-metoxyphenyloxazol-4-ylmetyl]-2-
metoxybenzamit thu dugc tong vi du 34, thu dugc 039g bot mau tring N-[2-3-
xyclopentyloxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-metoxybenzamit theo cich tuong tu
nhu trong vi du 3.
'HINMR (CDQL) 6: 841 (1H, brs), 8,23 (1H,dd,J=7.8,1,8 Hz), 7,63 (1H, s),7,59 (1H,dd,J
=84,18Hz),754 (1H,d,J=18 Hz), 748-742 (1H,m), 708 (1H, t,J =78 Hz), 698 (1H, d,
J=8,1Hz),692 (1H,d,J =84 Hz),4914.87 (1H,m),4,62 (2H,dd,J =54,09 Hz), 397 3H,
5),390 (3H, s),2/05-1,80 (6H, m), 1,66-1,59 (2H, m)
Vidu36

02g [2+3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-yljmetylamin thu duoc
trong Vi du tham khao 13 duge tao huyén phi trong 4ml axeton. Huyén phit thu duge duge bd
sing 02g l-hydroxybenzotdazol, 029g 1-etyl-3{3-dimetylaminopropyl)carbodiimit
hydroclorua va 0,14g axit 3-metylpicolinic, va hén hop nay dugc dun va duoc hoéi luu trong thoi

gian 30 phuit. Hn hop phén tng nay duge dé ngudi, sau d6 nude duge bd sung vao, va tién
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hanh chiét béng ety axetat. Lép hifu co duge nira hai 1an bang nudc, va dung moéi duoc co dac
dui 4p sust gim. Phin cin thu duge duge tinh ché bang phép sic ky oft silicagel (n-hexan :
etyl axetat theo ty 1& 1:1) tao ra 0,16g bot mau tring N-[2-(3-xyclopropylmetoxy-4-
metoxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit.

'H-.NMR (CD(L) 6: 8,58 (1H, brs) 8,39 (1H, dd, J=4.5, 1,2 Hz), 7,63-7,57 (3H, m), 7,52 (1H,
d,J=2,1Hz),733-728 (1H,m), 692 (1H,d,J =84 Hz),4,59 (2H, dd, J =6,0,09 Hz), 397-
3,90 (5H,m),2,76 (3H, s), 1,41-1,31 (1H, m), 0,70-0,63 (2H, m), 0,41-0,35 (2H, m)

Sir dung 0,.2g [2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-yljmetylamin thu
duoc trong Vi du tham khéo 13, thu duge hgp chét trong céc vi du tir 37 dén 43 theo cich tuong
tynhutrong vidu 1.

Vidu37
N-[2-3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-isopropoxybenzamit
Thuduoc 0,17 g

Bot mau tring

'H-NMR (CDQ,) 8: 8,62 (1H, brs) 823 (1H, dd, J=7.8, 1,8 Hz), 7,62-7,58 (2H, m), 7,54 (1H,
d,J=2,1Hz),743-738 (1H, m), 705 (1H, td,J = 8,1, 09 Hz), 697-691 (2H, m), 4,76-4.67
(1H, m), 4,61 2H, dd, J = 54,09 Hz), 3.94-390 (SH, m), 141-1,38 (7H, m), 0,69-0,64 (2H,
m), 041-0,35 (2H, m)

Vidu38

N-[2+3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-metylbenzamit
Thuduge 0,16 g

Bot mau tring

'HNMR (CDQY) &: 764 (1H, ) 7,59 (1H,dd, J =84,2,1 Hz),7,50 (1H, d, J =2,1 Hz), 741-
7,16 (3H, m), 693 (1H, d,J=84 Hz), 6,31 (1H, brs),4,58 (2H, dd, J=54,09 Hz),3,95-392
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(5H,m),246 (3H, s), 142-1,32 (1H, m), 0,70-0,63 (2H, m), 0,41-0,35 (2H, m)

Vidu 39

N-[2-(3-xyclopropylmetoxy-4-metoxyphenylJoxazol-4-ylmetyl]-2-etylbenzamit
Thudugc 0,15 g

Bot mau tring

'HNMR (CDQY) &: 7,64 (1H, ) 7,59 (1H, dd, J =84,2,1 Hz), 7,50 (1H, d,J = 1,8 Hz), 741-
7,16 3H,m), 693 (1H,d,J=8,1 Hz), 6,31 (1H, brs), 4,57 (2H, d,J =54 Hz),395-392 (SH,
m), 2,81 2H, q,J =75 Hz), 142-132 (1H, m), 1,23 3H, t, J =75 Hz), 0,70-063 (2H, m),
041-035 (2H, m)

Vidu40

N-[2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-clobenzamit
Thuduge 0,17 g

Bot mau tréing

'HNMR (CDQL) 8: 7,71-7,66 (2H, m), 7,59 (1H,dd, J =84, 1,8 Hz), 750 (1H,d,J=2,1 Hz),
742729 3H, m), 693 (1H,d,J =84 Hz),6,75 (1H, brs),4,62 (2H,dd,J =54,09 Hz), 3.95-
392 (5H, m), 1,41-1,32 (1H, m), 0,70-0,63 (2H, m),041-0,35 (2H, m)

Vidu4l
N-[2~3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-5-flo-2-metoxybenzamit
Thuduoc 0,19 g

Bot mau tring

'HNMR (CD(,) &: 845 (1H, brs), 794 (1H, dd, J=96,3,3 Hz), 7,63 (1H,s), 7,61 (1H, dd,
J=8,1,18Hz),751 (1H,d,J=18 Hz),7,17-7,10 (1H, m), 695690 (2H, m), 4,61 (2H,d,J =
54 Hz),396-3.92 (8H,m), 140-1,30 (1H, m), 0,70-0,64 (2H, m), 0,41-0,35 (2H, m)

Vidu42
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N-{2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-4-flo-2-mefoxybenzamit
Thuduoc 0,19 g
Bot méu trang
'HINMR (CDQ) 8: 8,27-8,21 (2H, m), 7,63-7,58 (2H, m), 7,52 (1H,d,J=2,1 Hz), 693 (1H,
d,J=84Hz),681-6,74 (1H,m), 6,69 (1H,dd,J=10,2,2,1 Hz),4,60 (2H, dd,J=54,09 Hz),
3.97-390 (8H, m), 140-1,30 (1H, m), 0,70-0,64 (2H, m), 0,41-0,35 (2H, m)
Vidu43
N-[2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-flo-6-mefoxybenzamit
Thu duoc0,17 g
Bot mau tring
'HNMR (CDQY) 8: 7,65 (1H, 5), 7,59 (1H, dd, J =84, 2,1 Hz), 750 (1H,d,J=2,1 Hz),7,34-
727 (1H, m), 692 (1H, d, J = 84 Hz), 6,76-6,70 (2H, m), 6,51 (1H, brs), 4,61 (2H,d,J=5,7
Hz),3.94-391 (5H, m), 3,85 (3H, s), 1,42-1,31 (1H, m), 0,70-0,63 (2H, m), 041-0,35 (2H, m)
Vidu44

S dung 04g [2-3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylJmetylamin thu
dugc tong Vi du tham khdo 13, thu dugc N{2{3-xyclopropylmetoxy4-
metoxyphenyl)oxazol-4-ylmetyl]-2-metylsulfanylbenzamit theo c4ch twong tur nhur trong vi du
1.
Thudugc04 g
Bot mau tring
'HINMR (CDQL,) &: 7,68 (1H, ), 7,61-7,56 (2H, m), 7,50 (1H, d, J = 1,8 Hz), 7,34-7,17 (3H,
m), 6,95-690(2H, m), 4,61 (2H, dd,J=54,09 Hz), 395392 (5H, m), 246 (3H, s), 1.42-1 31
(1H,m),0,700,63 (2H, m), 041-035 (2H, m)
Vidu45
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St dung 0,7g [2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-yl jmetylamin thu
dugc tong Vi du tham khao 13, thu dugc N-{2-(3-xyclopropylmetoxy4-
metoxyphenyl)oxazol-4-ylmetyl]-3-hydroxypicolinamit theo cich tuong turnhur trong vidu 1.
Thuduogc06 g
Bot mau tring
'HNMR (CDCL) &: 1202 (1H, s), 845 (1H, br s), 8,06 (1H, dd, J =42, 1,8 Hz), 763-7,59
(2H, m), 7,52 (1H, s), 7,37-7,29 (3H, m), 693 (1H, d,J = 84 Hz), 460 2H, d, ] = 60 Hz),
396-393 (5H, m), 1,56-1,33 (1H, m), 0,70-0,64 (2H, m), 0,42-0,36 (2H, m)

S dung 0,1g [2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylJmetylamin thu
duoe trong Vi du tham khao 13, thu duge hop chét trong cac vi du tir46 dén 56 theo cich tuong
tunhutrong vidu 1.

Vidu46

N-[2-3-xyclopropylmetoxy-4-metoxyphenyl Joxazol-4-ylmetyl]-2-metoxybenzamit
Thudugc 0,1 g

Bot mau tring

'HNMR (CD(CY,) &: 8,40 (1H, brs), 8,23 (1H, dd, J=7.8,2,1 Hz) 7,64-7,58 2H, m), 7,52 (1H,
d,J=2,1Hz),748-742 (1H,m),7,08 (1H, td,J=7.8,09 Hz), 699-6 91 (2H, m),4,62 (2H, dd,
J=54,09 Hz),397-391 (8H,m), 1,40-1,32 (1H, m), 0,70-0,63 (2H, m), 0,41-0,35 (2H, m)
Vidu47
N-[2-3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-triflometoxybenzamit

Thu duge 43mg

Bot mau tring

'HINMR (CDQ) 6: 802 (1H, dd, J =78, 1,8 Hz), 7.64-7,27 (6H, m), 7,10 (1H, br s), 6,93
(1H,d,J=84Hz),4,62 (2H,dd,J =54,09 Hz), 395392 (5H, m), 143-1,28 (1H, m), 0,69-
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0,63 (2H, m),0,41-036 (2H, m)

Vidu4g
N-[2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-propoxybenzamit
Thuduoc0,1 g

Bot mau tring

'HINMR (CD(L) 6: 8,50 (1H, brs), 8,24 (1H, dd, J =78, 1,8 Hz) 761-7,58 (2H, m), 7,53
(1H,d,J=1_8 Hz),7,44-7,38 (1H, m), 706 (1H, t, ] = 7,8 Hz), 695691 (2H, m), 4,62 (2H, d,
J=5,1Hz),4,06 2H,t,J=6,6Hz),395-3,68 (SH,m), 1,86 (2H,td,J=75,6,6 Hz), 1,41-131
(1H,m),096 (3H,t,J =75 Hz),0,70-0,61 (2H,m),041-035 (2H, m)

Vidu49

N-2-3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl jpyrazine-2-carboxammit

Thu duoc 0mg

Bot mau trang

'HNMR (CD(Q,) 6:942 (1H, 5), 8,75 (1H, d,J =24 Hz), 8,52 (1H,dd,J =2,7,1,5 Hz), 8,25
(1H, brs), 764 (1H, s), 7,60 (1H, dd, J =84, 1,8 Hz), 7,52 (1H,d,J =18 Hz), 692 (1H,d,J =
84 Hz), 463 2H, dd, J = 54, 09 Hz), 4,11-392 (SH, m), 1,40-1,32 (1H, m), 0,70-0,63 (2H,
m),041-0,35 2H, m)

Vidu50

N-[2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-3-etoxypicolinamit

Thu duge 85mg

Bot mau tring

'HNMR (CDCL,) &: 8,24-8.22 (2H, m) 7,64 (1H,s), 7,00 (1H,dd,J =84, 18 Hz),7,51 (1H,d,
J=21Hz),739-732(2H, m),692 (1H,d,J=84 Hz),4,62 (2H,dd,J =54,09 Hz),4,17 (2H,
q,J=69 Hz), 398392 (SH, m), 1,52 3H, t,J = 69 Hz), 143-1,32 (1H, m), 0,71-0,63 (2H,
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m),041-035 (2H,m)

Vidu51

N-[2-3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-butoxybenzamit

Thu dugc 70mg

Bot mau tring

'HINMR (CDQ,) 6: 848 (1H, brs) 8,23 (1H,dd, J =78, 1.8 Hz),7,63-7,59 (2H, m), 7,53 (1H,
d,J=2,1 Hz),745-7,38 (1H,m), 706 (1H, td,J =84, 09 Hz), 6,96-691 (2H, m), 4,61 (2H, d,
J=5,1Hz),409 2H,t,J=6,6 Hz),394-391 (5SH, m), 1,84-1,75 (2H, m), 146-1,33 (3H, m),
0284 (3H,t,J=72Hz),0,700,63 (2H, m), 0,41-0,35 (2H, m)

Vidu52
N-[2+3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-isobutoxybenzamit
Thuduge 0,12 g

Bot méu tring

'HINMR (CD(L,) 8: 846 (1H, brs) 8,24 (1H,dd, T =738, 1,8 Hz), 7,62-7,58 (2H, m), 752 (1H,
d,J=18Hz), 741 (1H,t,J=72Hz), 706 (1H,t,J=7.2 Hz),6,95-6 91 (2H,m),4,62 (2H,d,J
=5,1 Hz),3,95-392 (5H, m), 3,86 (2H, d, J = 6,3 Hz), 2,20-2,10 (1H, m), 1,40-1,31 (1H, m),
095 (6H, d,J=6,6 Hz),0,70-0,63 (2H, m), 041-0,37 (2H, m)

Vidu53
N-[2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-3-isopropoxypicolinamit
Thudie 01 |
Bot mau tring

'HINMR (CD(QL) 8: 8,28-8,25 (2H, m) 7,63 (1H,s), 7,00 (1H, dd, J =84,2,1 Hz), 7,52 (1H, d,
J=2,1Hz),7,38-731 2H, m), 6,93 (1H, d,J =84 Hz),4,704.,61 (3H, m), 3,98-3,90 (5H, m),
1,42-131 (7H, m), 0,70-061 (2H, m),041-0,35 (2H, m)
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Vidu54
N-{2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-etylsulfanylbenzamit

Thu duge 85mg

Bot méu tring

'HINMR (CDQL) 8: 7,70-7,66 (2H,m), 7,59 (1H, dd,J =84, 1,8 Hz), 751 (1H,d,J=2,1 Hz),
743732 (2H, m), 7,27-722 (2H, m), 692 (1H,d,J =8,7 Hz), 461 (2H, dd, ] =54, 0,6 Hz),
395392 (5H, m),290 (2H, q,J =75 Hz), 140-1,34 (1H, m), 1,26 3H, t, ] =7,2 Hz),0,70-
063 (2H, m),041-0,35 (2H, m)

Vidu55

N-[2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-1-oxidepicolinamit

Thu duge 53mg

Bo6t mau vang nhat

'HNMR (CD(Q,) &: 11,64 (1H, brs), 844 (1H, dd, J =78, 2,1 Hz), 825 (1H, d,J = 6,3 Hz),
763-735 (5H, m), 691 (1H, d,J=8,7 Hz), 4,65 (2H, d,J =5,7 Hz), 3.97-3,88 (SH, m), 1,43-
1,32 (1H, m), 0,70-0,63 (2H, m), 0,41-0,36 (2H, m)

Vidu 56
N-[2-(3-xyclopropylmetoxy-4-metoxyphenylJoxazol-4-ylmetyl]-2,6-dimetoxybenzamit

Thu dugc 46mg

Bot mau trdng

'HINMR (CDQL) 6: 7,67 (1H, 5),7,59 (1H, dd, ) =84, 1,8 Hz), 7,50 (1H, d, ] =2,1 Hz), 7,30
724 (1H,m), 692 (1H, d,J =84 Hz), 6,56 (2H, d, ] =84 Hz), 6,24 (1H, brs), 4,62 (2H,dd,J
=5,7,09 Hz), 395-392 (5SH, m), 3,81 (6H, s), 1,41-1,32 (1H, m), 0,70-0,63 (2H, m), 041-
035 (2H,m)

St dung 0,13g [2+3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-yljmetylamin,
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thu duoc hop chét trong cic vi du tir 57 dén 59 theo cach tuong tu nhu trong vidu 1.

Vidu57
N-[2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-3-metoxypicolinamit

Thu duge 24mg

Bot mau tring

'HINMR (CD(,) 8: 8,23-8,19 (2H, m) 7,65 (1H, 5), 7,59 (1H, dd, =84, 2,1 Hz),7,51 (1H,d,
J=18Hz),743-7,34 (2H,m),692 (1H,d,J=8,7 Hz),4,60 (2H, d,J =54 Hz),396-3.93 (8H,
m), 143-1,30 (1H, m), 0,70-0,63 (2H, m), 041-0,35 (2H, m)

Vidu58
N-[2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-3-isobutoxypicolinamit
Thudugc 0,11 g

Bot mau tring

'HINMR (CD(L) &: 8,24 (1H,dd,J=39, 1,8 Hz),8,17 (1H, brs), 763 (1H, s), 7,59 (1H,dd, J
=84, 1,8 Hz),738-731 2H, m),692 (1H,d,J=84 Hz),4,62 (2H,dd, J =54,09 Hz), 3.95-
392 (5SH,m), 3,84 2H,d,J=6,3 Hz),2,20 (1H, qt,J = 6,6 Hz), 1,40-1,34 (1H, m), 1,03 (6H, d,
J=6,6Hz),0,70-0,63 (2H, m),0,41-035 (2H, m)

Vidu59
N-[2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-metylnicotinamit

Thu duge 71mg

Bot mau tring

'HINMR (CD(L,) &: 8,55 (1H,dd, =78, 18 Hz), 7,71 (1H,dd,J =75, 1,8 Hz), 7,65 (1H,s),
7,59 (1H,dd,J=84,2,1 Hz), 7,17-7,13 (1H, m), 693 (2H, d, ] =84 Hz), 6,35 (1H, br s),4,58
(2H,dd,J=54,09 Hz),396-391 (5H, m), 2,69 (3H, s), 141-1,31 (1H, m), 0,70-0,63 (2H, m),
041035 (2H, m)
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Vidu60
0Ag N-{2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-

metylsulfanylbenzamit thu duge trong vi du 44 duoe hoa tan trong 20ml diclometan, va 0,67g
axit metacloperbenzoic dugc bd sung vao trong khi dung dich duge 1am lanh bang nuée d4
trong khi khudy. Sau d6, hén hop nay duge khusy trong thdi gian moét gid. Hon hgp phan ting
naty duge 06 dac dusi 4p suat gidm, phin can duge tinh ché bang phép sic ky oot silicagel (NH
silic oxit, n-hexanetyl axetat theo ty 1& 1:1), va thu dugc 50mg bot mau tring N-2-(3-
xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-metansulfonylbenzamit.
'HINMR (CD(L) 8: 8,11 (1H, dd, J=7.8,09 Hz),7,76 (1H, s), 769-7,55 (4H,m), 7,50 (1H, d,
J=2,1Hz),693 (1H,d,J =84 Hz),6,50 (1H, brs), 4,62 (2H, d,J =54 Hz), 3,.95-3.90 (SH, m),
393-3,67 (1H, m), 3,37 (3H, s), 1,40-1,32 (1H, m), 1,27-1,18 (3H, m), 0,70-0,63 (2H, m),
041035 (2H, m)
Vidu61

0,lg N-[2-(3-xyclopropylmetoxy-4-metoxyphenyljoxazol-4-ylmetyl}-3-
hydroxypicolinamit thu duoe trong vi du 45 va 0,16g xesi cachonat duoc hod tan trong 4ml
axetonitoril, vi 0,2g 1-bromopropan dugc bd sung vao va khudy qua dém & nhiét do trong
phong. Nude duge bd sung vao hén hgp phén tng nay va tién hanh chiét bang etyl axetat. Sin
phém chiét duoc ria bang nude mét 14n, va duge ria thém mot 1an khic bang dung dich nude
axit xitric bio hod. Lop hiiu co duge o6 dic dudi 4p sudt gim, va phan cin thu duge duoe tinh
ché biang phép sic ky oot silicagel, thu duoe 72mg bot mau tring N-2-3-xyclopropylmetoxy-
4-metoxyphenyljoxazol-4-ylmetyl]-3-propoxypicolinamit.
'HNMR (CD(L) 6: 8,25-8,20 (2H,m) 7,64 (1H, s), 7,60 (1H,dd, J =84, 1,8 Hz), 7,52 (1H, d,
J=18Hz),7,39-732(2H,m),692 (1H,d,J =84 Hz),4,62 (2H,dd,J=5,7,09 Hz),4,05 (2H,
t,J=6,6Hz),394-392 (SH, m), 190 2H, ,J=75, 6,6 Hz), 140-133 (1H, m), 1,04 GH,t,J
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=175 Hz),0,70-063 (2H, m), 041-0,35 (ZH, m)
Vidu62

S dung 0,18g [2-(3-isobutoxy-4-metoxyphenyl)oxazol-4-yllmetylamin thu duoc
tong Vi du tham khdo 19, thu dugc 0,16g bot man trng N-[2-(3-isobutoxy-4-
metoxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit theo c4ch tuong tunhu trong vidu 1.
'HNMR (CD() 8: 8,58 (1H, brs) 8,39 (1H, dd, =45, 1,8 Hz), 7,63 (1H, s), 7,62-7,59 (2H,
m), 7,57 (1H,d,J =09 Hz), 732727 (1H, m), 692 (1H, d,] =84 Hz),4,59 (2H,dd, ] = 60,
09 Hz),391 (3H, 5),3,86 2H, d,J =69 Hz),2,76 (3H, 5),2.20 (1H, qt,] =69, 6,6 Hz), 1,06
(6H,d,J=66Hy) |

S dung 0,15g [2-(3-isobutoxy-4-metoxyphenyl)oxazol-4-yljmetylamin thu duoc
trong Vi du tham khéo 19, thu dugc hgp chét trong cac vi du tix 63 dén 75 theo cich tuong
nhutrong vidu 1.
Vidu63
N-[2~3-isobutoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-metoxybenzamit
Thuduge 0,12 g
Bot mau trang
'HNMR (CD(L) 8: 841 (1H, brs) 8,23 (1H,dd, =78, 1,8 Hz), 7,64 (1H, ), 7,59 (1H, dd,J
=84,2,1Hz),753 (1H,d,J=2,1 Hz), 748-7:42 (1H, m), 7,11-690 3H, m), 4,63 (2H,dd, J =
54,09 Hz),397 (3H, s), 391 3H, 5),3,36 (2H, d, J=69 Hz), 221 (1H, qt, ] = 6,6 Hz), 1,06
(6H,d,J=66Hz)
Vidu64
N-[2-(3-isobutoxy-4-metoxyphenyl Joxazol-4-ylmetyl]-2-metylsulfanylbenzamit
Thuduoc 0,15 g

Bot miu tréng
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'HINMR (CDQL) &: 769 (1H, s), 7,61-7,56 (2H, m), 7,51 (1H, d, J = 1,8 Hz), 745-7,15 (3H,
m) 6,94-690 (2H, m),4,61 (2H,d,J=5,7Hz), 391 (3H, s), 3,85 (2H, d,J=69 Hz),246 3H,
s),2,20 (1H, qt,J=69Hz), 1,06 (6H,d,J =69 Hz)

Vidu65

N-[2~(3-isobutoxy-4-metoxyphenyl)oxazol-4-ylmetyl}-3-etoxypicolinamit

Thu duge 80mg

Bot mau tring

'HNMR (CD(,) 8: 8,25-8,22 (2H, m) 7,65 (1H, s), 7,58 (1H,dd,J =84, 1,8 Hz),7,52 (1H, d,
J=18Hz),7.40-7,32 (2H,m),692 (1H,d,J=84 Hz),4,62 (2H,dd,J=54,09 Hz),4,18 (2H,
q,J =69 Hz),391 (3H, s), 3,86 (2H,d,J =69 Hz), 220 (1H, qt, ] =69 Hz), 1,52 GH, t, ] =
69 Hz), 1,06 (6H,d,J=6,6Hz)

Vidu66

N-[2-(3-isobutoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-metoxy-4-flobenzamnit

Thu duoc0,11 g

Bot mau tring

'HINMR (CDQ,) &: 8,27-8,21 (2H, m), 7,63 (1H, 5), 7,59 (1H,dd,J =84,2,1 Hz),7,52 (1H, d,
J=2,1Hz),693 (1H,d, J =84 Hz), 6,81-6,74 (1H, m), 6,69 (1H, dd, J = 105, 24 Hz), 4,61
(2H,dd,J=54,09 Hz), 396 (3H, s), 391 (3H, 5), 385 2H,d,J = 6,6 Hz),220 (1H,qt, J =
69,6,6Hz), 1,06 (6H,d,J=6,6 Hz)

Vidu 67

N-[2-(3-isobutoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-isopropoxybenzamit

Thuduge 0,15 ¢

Chéit du khong man |

'HINMR (CDQ,) 6: 8,64 (1H, brs) 8,24 (1H,dd, J=7.8, 1,8 Hz), 7,62-7,57 (2H, m), 7,54 (1H,
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d,J =18 Hz), 744737 (1H, m), 708-702 (1H, m), 698-691 (2H, m), 4,72 (1H, q, J =60
Hz),4,62 (2H,dd,J=5,1,09 Hz),392 (3H, s),3.85 2H, d,J=6,6 Hz),220 (1H, qt, ] = 6,6
Hz),1,40 (6H,d,J=60Hz), 1,06 (6H,d,J=6,6 Hz)

Vidu68

N-[2~(3-isobutoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-flo-6-metoxybenzamit

Thuduoc 0,13 g

Bot mau tring

'HINMR (CDQY) 6: 7,65 (1H, d,J =09 Hz), 7,58 (1H, dd, J =84, 2,1 Hz), 751 (1H,d,J =
2,1 Hz), 734724 (1H,m), 692 (1H, d, J = 84 Hz), 6,77-6,70 (2H, m), 6,52 (1H, br s), 4,62
(2H,dd,J=5,7,09 Hz),391 (3H, s), 3,90-3,82 (SH, m), 2,20 (1H, qt, ] =69 Hz), 1,06 (6H, d,
J=69 Hz)

Vidu69

N-[2-(3-isobutoxy-4-metoxyphenyloxazol-4-ylmetyl]-3-metoxypicolinamit

Thuduoc0,14 g

Bot mau tring

'HINMR (CDQ,) &: 8,19-8,22 (2H,m), 7,65 (1H, 5), 7,58 (1H,dd, J=8 4,18 Hz),7,52 (1H,d,
J=2,1Hz),743-7,34 (1H,m),692 (1H,d,J =84 Hz),4,61 (2H,dd,J=5,7,09 Hz), 3,96 (3H,
s),391 (3H, s), 3,86 2H, d,J=6,6 Hz),2.20 (1H, qt,J =69, 6,6 Hz), 1,06 (6H,d,J =69 Hz)
Vidu70

N-[2-(3-isobutoxy-4-metoxyphenylJoxazol-4-ylmetyl]-3-isobutoxypicolinamnit

Thu duge 68mg

Bot mau tring

'HINMR (CDQ,) 8: 8,24 (1H,dd, J=39,2,1 Hz),8,17 (1H, brs), 7,64 (1H, s), 7,58 (1H,dd, J
=84,21Hz),7,52 (1H,d,J = 18Hz), 7,38-7,28 (2H, m), 6,92 (2H, d, ] = 84 Hz), 463 (2H,
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dd,J=54,09 Hz),391 (3H, s), 3,87-3,82 (4H, m), 2,27-2,13 (2H, m), 1,07-1,02 (2H, m)
Vidu71

N-[2-(3-isobutoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-propoxybenzamit

Thu dugc 75mg

Bot mau tring

'HINMR (CDQ,) &: 8,52 (1H, brs), 8,23 (1H, dd, J = 7.8, 1,8 Hz), 762-7,58 (2H, m), 7,53
(1H,s),742 (1H,td,J =72, 18 Hz),706 (1H, t, J =78 Hz), 695691 (2H, m),4,62 2H,d,J
=5,1 Hz), 406 2H, t,J=6,6 Hz), 394 (3H, 5), 3,85 2H, d, J = 6,6 Hz), 2,24-2,16 (1H, m),
1,93-1,81 (2H,m), 1,06 (6H,d,J=6,6Hz),097 3H, t,J=7,2 Hz)

Vidu72

N-[2~(3-isobutoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-butoxybenzamit

Thu dugc 47mg

Bot mau tring

'HANMR (CDQL) &: 848 (1H, brs), 823 (1H, dd, J =78, 1.8 Hz), 7,62-7,58 (2H, m), 7,53
(1H,s),742 (1H,td,J =7.2,18 Hz), 706 (1H,t,J =78 Hz),695-691 (2H,m), 4,61 2H,d,J
=5,1 Hz), 4,10 2H, t, ] = 6,6 Hz), 391 (3H, s), 3,85 (2H, d, J = 6,6 Hz), 224-2,16 (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,] =72 Hz)
Vidu73

N-[2-3-isobutoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-isobutoxybenzamit

Thu duge 90mg

Bot mau tring

'HINMR (CDQL) &: 8,52 (1H, brs), 823 (1H, dd, J =78, 1,8 Hz), 7,62-7,58 (2H, m), 7,53
(1H,s),742 (1H,td,J=72,18 Hz), 706 (1H, t,J =7.8 Hz),6,93-690 (2H, m), 4,62 (2H,d,J
= 5,1 Hz), 391 (3H, s), 3,87-3.83 (4H, m), 2,24-2,16 (2H, m), 1,06 (6H, d, J = 6,6 Hz), 095
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(6H,d,J=66Hz)
Vidu74
N-[2+3-isobutoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-3-isopropoxypicolinamit
Thudugc 0,11 g
Bot mau tring
'HINMR (CD(,) 8: 8,52 (1H, brs), 8,27 (1H, brs), 7,63 (1H, 5), 7,58 (1H,dd, J =78, 1,8 Hz),
7,53 (1H, s), 7,35-7,34 (2H, m), 6,92 (1H, d, ] =84 Hz), 467-4,61 (3H,m), 391 (3H, s),3.85
(2H,d,J=6,6Hz),2,22-2,17 (1H,m), 142 (6H,d,J=6,6 Hz), 1,06 (6H,d,J=6,6 Hz)
Vidu75
N-[2-(3-isobutoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-metylnicotinamit
Thuduogc 0,13 g
Bot mau trang
'HINMR (CD(,) 6: 8,52 (1H, brs), 7,86 (1H, d,J=7,5Hz), 7,76 (1H,d,J =75 Hz), 769 (1H,
s), 7,59 (1H,d,J=4,2Hz),756 (1H,s),692 (1H,d,J =8,7 Hz),4,58 (2H,d,J = 5,1 Hz),391
(3H,s),3,84 (2H,d,J =69 Hz), 2,69 (3H, s),2,23-2,15 (1H,m), 1,05 (6H,d,J=5,1 Hz)
Vidu76

S dung 0.2g {2-{4-metoxy-3+2,2,2-trifloetoxy)phenyljoxazol-4-yl jmetylamin thu
duge trong Vi du tham khdo 25, thu duge 0,24g bot mau tring N-{2-[4-metoxy-3-2,2,2-
trifloetoxy)phenyljoxazol-4-ylmetyl }-3-metoxypicolinamit theo cich tuong tur nhu trong vi du
1.
'HNMR (CDQ,) &: 8,24-8,19 (2H, m), 7,72 (1H, dd,J=84,18Hz),765 (1H,d,J=09 Hz),
762 (1H,d,J =18 Hz),743-7.35 (2H, m), 698 (1H, d, ] =84 Hz), 4,60 (2H, dd,J =5,7,09
Hz),4.46 (2H, q,J =54 Hz),3,95 (3H, s), 3,93 3H, s)

S dung 02g {2-{4-metoxy-3+2,2,2-trifloetoxy)phenyljoxazol-4-yl jmetylamin thu
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duroc trong Vi du tham khao 25, thu duge cdc hop chét trong cac vi du tir 77 dén 79 theo cich
tuong turnhutrong vidu 1.

Vidu77

N-{2-[4-metoxy-3+2,2 2-trifloetoxy)phenyljoxazol-4-ylmetyl }-3-etoxypicolinamit

Thu dugc 0,24 g

Bot mau tring

'HINMR (CD(,) 6: 8,26-8,22 (2H, m), 7,72 (1H,dd, J =84, 2,1 Hz), 7,65 (1H, 5), 763 (1H,d,
J=18Hz),7.40-7,32 (2H,m),698 (1H,d,J=8,1 Hz),4,62 (2H,dd,J=5,7,09 Hz), 4,46 (2H,
q,J=84Hz),4,18 2H,q,J=69Hz),1,52 3H,t,J=69 Hz)

Vidu78

N-{2-{4-metoxy-3+2,2,2-trifloetoxy)phenylJoxazol-4-ylmetyl }-2-metoxybenzamit

Thuduge 0,18 g

Bot méu tring

'HINMR (CDCY,) 6: 842 (1H, brs), 8,23 (1H,dd, J =75, 1,8 Hz), 7,73 (1H,dd,J =84, 2,1
Hz), 765-7,60 (2H, m), 748-742 (1H, m), 708 (1H, td, J =84,09 Hz), 698 (1H,d,J =84
Hz),4,62 (2H,dd,J=54,09 Hz),4,46 (2H, q,J =84 Hz),398 (3H, 5),393 3H, 5)

Vidu79

N-{2-{4-metoxy-3+2,2 2-trifloetoxy)phenylJoxazol-4-ylmetyl }-2-metylbenzamit

Thuduoc 0,15 g

Bot mau tring

'H-NMR (CD(L) 8: 7,72 (1H, dd, T =84, 2,1 Hz),7,66 (1H, s), 761 (1H,d,J=2,1 Hz),741-
7,14 (4H,m),698 (1H,d,J =84 Hz),6,31 (1H, brs), 4,58 (2H, dd,J =54,09 Hz), 445 (2H,
q,J=84Hz),393 (3H,5),246 3H,s)

St dung 0,15g {2-[4-metoxy-3+2,2,2-trifloetoxy)phenyljoxazol-4-yl jmetylamin thu
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duge trong Vi du tham khao 25, thu duge hop chét trong cac vi du tir 80 dén 82 theo cich tuong
trnhutrong vidu 1.
Vidu 80

N-{2-{4-metoxy-32,2 2-trifloetoxy)phenyl Joxazol-4-ylmetyl }-2-propoxybenzamit
Thuduoc 0,15 g
Bot méu tring
'HINMR (CDCL) 8: 8,53 (1H, brs), 824 (1H, dd, J =78, 1,8 Hz), 7,73 (1H, dd, J =84, 2,1
Hz), 765-7,60 (2H, m), 7.45-738 (1H, m), 709693 (3H, m), 462 (2H, d, J = 5,1 Hz), 445
(2H,q,J=8,1 Hz),407 2H,t,J=6,6 Hz), 394 3H, s), 1,88 (2H, qt, ] =7.5,6,6 Hz),098 (3H,
t,J=75Hz)
Vidu 81
N-{2-{4-metoxy-3+2,2 2-trifloetoxy)phenyl Joxazol-4-ylmetyl }-2-isopropoxybenzamit
Thu duoc 0,18 g
Bot mau tring
'HNMR (CDQ) &: 8,64 (1H, brs), 8,23 (1H, dd, J =78, 1.8 Hz), 7,74 (1H, dd, ] = 84,2,1
Hz),7.65 (1H,d,J=2,1Hz),7,63 (1H, s), 744-737 (1H,m), 708-694 (3H, m), 473 (1H,1,J
=60Hz),462 (2H,dd,J=5,1,09 Hz),446 2H,q,J=84 Hz),394 3H, s), 141 (6H,d,J =
60 Hz)
Vidu82
N-{2-{4-metoxy-3+2,2,2-trifloetoxy)phenyljoxazol-4-ylmetyl } 4-clo-2-metoxybenzamit
Thuduoc 0,21 g
Bot mau tring
'HNMR (CDQL) 8: 8,29 (1H, brs), 8,17 (1H, d, J = 84 Hz), 7,73 (1H, dd, J = 84, 1.8 Hz),
764 (1H,d,J=1,5Hz), 707 (1H,dd,J=84, 1,8 Hz), 700-6,96 (2H, m),4,60 (2H,dd,J =54,
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09 Hz),446 (2H,q,J =84 Hz),398 (3H,s),3,93 (3H, s)
Vidu83

St dung 01lg {2-{3-xyclopropylmetoxy-4~(2,2,2-trifloetoxy)phenyljoxazol-4-
yl}metylamin thu duoc trong Vi du tham khao 34, thu duge 0,11g bot mau tring N-{2-3-
xyclopropylmetoxy-4-(2,2,2-trifloetoxy)phenyljoxazol-4-ylmetyl }-2-etoxybenzamit theo cich
tuong tunhutrong vidu 1.
'HNMR (CDQL) 8: 8,54 (1H, brs), 8,23 (1H,dd, =73, 1,8 Hz) 7,64 (1H, 5), 7,60-7,55 (2H,
m), 745-7,38 (1H, m), 7,10-704 (2H, m), 6,94 (1H, d, J = 8,1 Hz), 4,62 (2H, dd, J =54, 09
Hz),448 2H, q,J =84 Hz),4,18 2H, q,J=69Hz),395 2H,d,J=72Hz), 148 BH, t,J =
7.2 Hz),1,35-1,29 (1H, m), 0,70-0,63 (2H, m), 041-0,35 (2H, m)
Vidu$4

St dung 0,18 {23-xyclopropylmetoxy-4-222-trifloctoxy)phenyljoxazol4-
yl}metylamin thu dugc trong Vi du tham khéo 34, thu duge 0,2g bot mau tring N-{23-
xyclopropylmetoxy-4-(2,2,2-trifloetoxy)phenyl]oxazol-4-ylmetyl }-3-metylpicolinamit  theo
cach tuong tynhutrong vidu 1.
'HINMR (CDCYL) 8: 8,57 (1H, brs), 8,39 (1H, dd, J =45, 1,2 Hz) 7,64 (1H, s), 7.60-7,55 (3H,
m), 7,32-726 (1H, m), 706-703 (1H, m), 4,59 (2H, dd, J = 5,7,09 Hz), 448 (2H, q,] =84
Hz), 395 (2H, d,J = 69 Hz), 2,76 (3H, s), 1,38-1,28 (1H, m), 0,69-0,62 (2H, m), 0,40-0,35
(2H,m)
Vidu85

S dung 0,3g [2-3 A-dietoxyphenyl)oxazol-4-yljmetylamin thu dugc trong Vi du
tham khdo 37, thu duge 0,11g bot mau trdng N-[2-3,4-dietoxyphenyl)oxazol-4-ylmetyl]-2-
propoxybenzamit theo cich tuong tunhu trong vidu 1.
'HINMR (CDQ,) &: 8,51 (1H, brs), 824 (1H, dd, J = 7.8, 1,8 Hz), 7.60-7,50 (3H, m), 741
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(1H, m), 706 (1H, m), 700690 (2H, m), 461 (2H, d, J = 5,1 Hz), 406 2H, t, ] = 66 Hz),
187 (2H,1q,J=72,6,6 Hz), 149 (6H,1,J =69 Hz),096 3H, 1,] =7,2 Hz)

Sir dung 03g [2-3 4-dietoxyphenyl)oxazol-4-ylJmetylamin thu dugc trong Vi du
tham khao 37, thu dugc hop chét trong cic vi du tir 86 dén 91 theo céch tuong tu nhur trong vi
dul.
Vidu86
N-[2-(3 A-dietoxyphenyl)oxazol-4-ylmetyl]-2-triflometylbenzamit
Thuduge 0,11 g
Bot man tring
'H-NMR (CD() 8: 7,75-7,50 (TH, m), 691 (1H, d, J =84 Hz), 6,32 (1H, br s),4,59 (2H, d,J
=54Hz),4,17 2H,q,J=69 Hz),4,14 2H,q,J =69 Hz), 1,48 (6H,t,J =69 Hz)
Vidu87
N-[2-(3 4-dietoxyphenyl)oxazol-4-ylmetylJpicolinamit
Thu dirge 0,34 g
Bot mau tring
"H-NMR (CDQ,) &: 8,55 (1H, m), 847 (1H, brs), 8,21 (1H, d,J=7,8 Hz), 7,85 (1H, m), 7,57
(1H,dd,J=84,18 Hz),7,55 (1H,d,J =18 Hz), 742 (1H,m), 691 (1H, d, ] =84 Hz), 6,32
(1H,brs),4,63 (2H,d,J=60Hz),4,18 2H,q,J=69Hz),4,15 (2H, q,J =69 Hz), 148 (3H,t,
J=69Hz), 148 3H,t,J=69 Hz)
Vidu88
N-[2-(3 A-dietoxyphenyl)oxazol4-ylmetyl]-2-etoxybenzamit
Thu duge 0,23 g
Bot man tring

'HNMR (CDQ,) &: 8,55 (1H, m), 847 (1H, brs), 8,21 (1H,d, J=7,8 Hz), 7,85 (1H, m), 7,57
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(1H,dd,J=84, 18 Hz),7,55 (1H,d,J =18 Hz), 742 (1H, m), 691 (1H, d,J =84 Hz), 6,32
(1H,brs), 4,63 (2H,d,J=60Hz),4,18 2H,q,J =69 Hz),4,15 (2H,q,J=69Hz), 148 3H.t,
J=69Hz), 148 3H,t,J=69 Hz)

Vidu9

N-[2-3 A-dietoxyphenyl)oxazol-4-ylmetyl]-4-etoxybenzamit

Thudugc032 g

Bot mau trang

'HINMR (CDQ,) 8: 7,80-7,70 (2H, m), 763 (1H, s), 7.60-7,50 (2H, m), 695-6,85 (3H, m),
6,06 (1H, brs), 4,57 2H, q,J=60Hz),4,17 2H, q,J =69 Hz),4,15 (2H, q,] =69 Hz), 4,06
(2H,q,J=69Hz),148 3H,t,J=69Hz),148 3H,t,J=69 Hz), 142 3H, t,J=69 Hz).
Vidu90

N-{2-3 4-dietoxyphenyl)oxazol-4-ylmetyl]-5-metoxy-2-triflo metoxybenzamit

Thuduge 034 g

Bot mau trang

'H-NMR (CD() 8: 795 (1H, brs), 7,73 (1H, d,J =30 Hz), 7,70-7,50 (3H, m), 6,99 (1H, dd,
J=90,3,0Hz),690-6,80 2H, m), 4,61 (2H,d,J=60Hz),4,18 2H,q,] =69 Hz),4,15 2H,
q,J=69Hz),3.82 (3H,s), 148 3H,t,J=69Hz), 146 3H,,J=69 Hz)

Vidu91

N-[2-(3 A-dietoxyphenyl)oxazol-4-ylmetyl]-3-etoxybenzamit

Thuduge 0,12 g

Bot mau trang

'HINMR (CD(L) 6: 7,57 (1H,dd, J=8,1,2,1 Hz),7,53 (1H,d,J=2,1 Hz),7,35-725 (3H, m),
701 (1H,m),692 (1H,d,J=8,1 Hz), 6,68 (1H, brs),4,58 2H,d,J =54 Hz),4,18 2H,q,J =
69Hz),4,15 (2H,q,J=69Hz),407 (2H,q,J=69 Hz), 149 3H, t,] =69 Hz), 148 GH, t,J
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=69Hz),142 3H,t,J=69 Hz)
Vidu92

Sir dung 0,3g [2+3 A-dimetoxyphenyl)oxazol-4-yljmetylamin thu dugc trong Vi du
tham khao 40, thu duoc 0,27g bot man tring N-[2-(3 4-dimetoxyphenyl)oxazol-4-ylmetyl]-2-
etoxybenzamit theo cich tuong turnhurtrong vidu 1.
'HNMR (CDQ,) &: 8,56 (1H, br s), 8,24 (1H, dd, J = 8,1, 1,8 Hz), 7,65-7,60 (2H, m), 7,55
(1H,d,J=15Hz), 742 (1H,m), 707 (1H, m), 695-6,90 2H, m),4,63(2H, d,J =5,1 Hz),4,18
(2H,q,J=69Hz),398 (3H,s),3.97 3H,s), 1,26 GH, t, J=69 Hz)
Vidu93

Sir dung 0,25g [2-3 A-dimetoxyphenyl)oxazol-4-yljmetylamin thu dugc trong Vidu
tham khéo 40, thu duoc 0,23g bot mau tring N-[2-3 4-dimetoxyphenyl)oxazol-4-ylmetyl]-2-
etylbenzamit theo cdch tuong twnhutrong vidu 1.
'HANMR (CDQ,) 8: 7,66 (1H, s), 7,60 (1H, dd, J =84, 1.8 Hz), 7,52 (1H, d, J = 1,8 Hz), 7 40-
7.20 (4H, m), 693 (1H, d,J =84 Hz),6,34 (1H, br s), 4,58 (2H, d,J =54 Hz),3.96 (3H, s),
394 (3H,s),2,82(2H,q,J=75Hz), 120 3H,t,J=7,5Hz)
Vidu%4

Sir dung 0.2g [2+3 A-dimetoxyphenyl)oxazol-4-yljmetylamin thu duoc trong Vi du
tham khdo 40, thu duge 0,16g bot mau tring N-[2-3 4-dimetoxyphenyl)oxazol-4-ylmetyl]-3-
metylpicolinamit theo cich tuong tunhu trong vidu 1.
'HNMR (CDQL) &: 8,58 (1H, brs), 8,39 (1H, m), 7,65-7,55 (4H, m), 7,30 (1H, m), 692 (1H,
d,J=84Hz),4,59 2H,d,J=60Hz),397 (3H,s),3.93 (3H,),2,76 (3H, s), 1,58 (3H, 5)
Vidu95

Sir dung 0.2g [2+3 A-dimetoxyphenyl)oxazol-4-yljmetylamin thu duoc trong Vi du
tham khao 40, thu duge 0,12g bot mau trang N-2+3 4-dimetoxyphenyl)oxazol-4-ylmetyl]-3-
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metoxypicolinamit theo cich tuong t nhurtrong vidu 1.
'HINMR (CD(,) 8: 8,21 (1H, brs), 8,20 (1H, dd, J =39, 1,8 Hz), 7,65 (1H, s), 761 (1H,dd,J
=84,18Hz),7,54 (1H,d,J =18 Hz),745-730 (2H,m),692 (1H,d,J =84 Hz),4,61 (2H,d,
J=60Hz),397 (3H,s),3,96 (3H,s),3.93 (3H, s)
Vidu9%6

0,13g [2-(3-benzyloxy-4-diflometoxyphenyl)oxazol-4-ylJmetylamin thu dugc trong
Vi du tham khdo 46 dugc tao huyén phd trong 10ml axeton. San d6, 0,l4g 1-
hydroxybenzotriazol va 0,19g 1-etyl-3-(3-dimetylaminopropyl)carbodiimit hydroclorua va
0,14g 3-metyl picolinat dugc bé sung vao huyén phit thu duge va hén hop nay duge hdi luu
trong thoi gian 30 phiit. Hon hgp phén ding nay duoc cd dac dudi 4p suit giam, va nude duge
b3 sung vao phan cin. Viéc chiét etyl axetat duge thuc hién. Ldp hitu co duge nira hai 1an bing
nude, va duoc co dic. Phin cin duoc tinh ché bang phép sic ky odt silicagel(n-hexan:etyl
axetat theo ty l¢ 1:1), thu dugc 0,16g bt mau trng N-[2-(3-benzyloxy-4-
diflometoxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit.
'HINMR (CD(,) 8: 8,56 (1H, brs), 840 (1H, d,J =39 Hz), 7,74-7,58 (4H, m), 747-723 (TH,
m), 6,62 (1H,t,J=74,7Hz),5.21 (2H,s),4,60 (2H,d,J =5,7 Hz),2,76 3H, s)
Vidu97

0,16g N{2-(3-benzyloxy-4-diflometoxyphenyl) oxazol-4-ylmetyl]-3-
metylpicolinamit thu dugc trong vi du 96 duoge hoa tan trong Sml etanol, 20mg bdt paladi
cacbon 10 % duoc bd sung vao, va hén hop niy duoc khudy & nhiét do trong phong trong thoi
gian 30 phuit trong modi trudng hydro. Chét xiic tic duge loc ra, va phan nude loc ra duge 06 dic
dé thu duoc 0,12g bot mau tring N-[2-(4-diflometoxy-3-hydroxyphenyl)oxazol-4-ylmetyl]-3-
metylpicolinamit.
'HINMR (CD(,) &: 8,60-8,54 (1H, m), 8,39 (1H, d, =33 Hz), 7,69-7,55 (4H, m), 7,37-7,28
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(1H,m), 7,18 (1H, d,J=84 Hz),6,59 (1H,t,J=732 Hz),5,79 (1H, brs),4,59 (2H, dd, J =60,
09 Hz),2,76 (3H, s)
Vidu98

0,12g N-{2{(4-diflometoxy-3-hydroxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit
thu duoc trong vi du 97 va 0,15ml 1,8-diazabixyclo[5,4,0jundec-7-en dugc hoa tan trong 4ml
etanol. 0. 15ml (bromometyl)xyclopropan dugc bd sung vao va duge héi luu 06 dun néng
trong thdi gian 3 gid. Dung méi duge chung i, va nude duge b sung vao phan can. Viée
chiét etyl axetat duoc thue hién. Lp hiiu co duge ria hai 1an béng nude, va duge o6 dac. Phan
can duoc tinh ché bing phép sic ky oot silicagel (n-hexanzetyl axetat theo ty 1& 1:1). Cic tinh
thé tho thu duoc duoc két tinh lai stir dung hon hop etanol-N-hexan, va thu duge 60mg bot mau
tring N-{2-3-xyclopropylmetoxy-4-diflometoxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit.
'HNMR (CD(Y,) 6: 8,59-8,54 (1H, m), 8,39 (1H,dd, J =45, 1,2 Hz), 7,67 (1H, s), 763-7,56
(3H,m), 7,37-728 (1H,m), 7,22 (1H,d,J=8,1 Hz), 6,69 (1H,t,J =750Hz),4,59 2H,dd,J =
5,7,09 Hz),398 (2H, d,J=69 Hz),2,76 (3H, s), 1,35-1,20 (1H, m), 0,70-063 (2H, m), 041-
035@2H, m)
Vidu99

St dung 0,2g [2-3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-yljmetylamin thu
duoc trong Vi du tham kho 13, thu duge 0,11g bot mau tréing N-[2-3-xyclopropylmetoxy-4-
metoxyphenyl)oxazol-4-ylmetylJisoquinoline-1-carboxamit theo céch tuong tur nhur trong vi du
1.
'HNMR (CD(,) 8: 960 (1H, m), 8,67 (1H, brs), 847 (1H, d, ] =24 Hz),7.90-7.80 2H, m),
7,75-165 3H, m), 7,61 (1H,dd, J =84, 1.8 Hz), 753 (1H,d,J =18 Hz), 692 (1H,d, ) =84
Hz), 468 2H, d,J =60 Hz), 394 (2H, d,J = 7,5 Hz), 392 (3H, s), 1,39 (1H, m), 0,70-0,60
(2H,m),040-035 (2H,m)
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Vidu100

4.42¢ natri hydroxit duoc tao huyén phit trong 160ml dimetoxyetan. Huyén phit nay
dwc khudy o6 lam lanh bang nudc d4 tong khi 16g  3-[2-(3-benzyloxy4-
metoxyphenyl)oxazol-4-yljmetyl propionat thu duoc trong Vi du tham khao 48 va 39,23g axit
2-etoxyperbenzoic duoc bd sung vao mét cich riéng 1€, va sau d6 tién hanh dun va héi luu
trong thoi gian 7 gid. Sau khi 13m lanh béng nuéc d4, dung dich amoni clorua bdo hoa dugc bd
sung vio hén hop va duge khudy trong 30 phit. Sau d6 nude duge bd sung vao, va tién hanh
chiét bang etyl axetat, sau d6 sdy bang magie sulfat khan, va sau d6 dung méi dugc chung cit.
Phén can duoc dem tinh ché trén oot silicagel (n-hexan : etyl axetat theo ty 16 3 : 1), va 134g
chat dan mau vang, thu duge metyl 2-[2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-ylmetyl]-3-
(2-etoxyphenyl)-3-oxopropionat.
'HINMR (CDQ) 8: 7,71 (1H, d,J =78 Hz), 7,57-7,54 (3H, m), 748-7,28 (6H, m), 6,99-6.90
(3H,m), 5,16 2H, 5),498 (1H,t,J =69 Hz),4,14 (2H, q,J =69 Hz), 391 (3H, s), 3,70 3H,
s),3,27-3,19 2H,m), 145 3H,t,J=69 Hz)
Vidu 101

134¢g metyl 2-[2+(3-benzyloxy-4-metoxyphenyl)oxazol-4-ylmetyl]-3-(2-
etoxyphenyl)-3-oxopropionat thu dugc trong vi du 100 duge tao huyén phit trong 67ml etanol,
67ml axit bromhydric 47 % duoc bb sung vao, va thé huyén pht duge dun va duoc héi luu qua
dém. Sau khi dé ngudi, céc tinh thé tao ra duge gom lai bang cch loc, duge nira bang nude va
diisopropyl ete, va sdy, nhd d6 tao ra 8,1g bot mau trang 1-(2-etoxyphenyl)-3{2-(3-hydroxy-4-
metoxyphenyl)oxazol-4-yljpropan-1-on.
'HINMR (CDQL,) 6: 8,30 (1H, d,J =87 Hz), 7,84 (1H,d,J = 1,8 Hz), 7.83-7,71 (2H, m), 745
(1H,t,J=84 Hz), 706 (1H, d,J = 8,7 Hz), 6,99-693 (2H, m), 4,17 (2H, q, J = 69 Hz), 400
(3H,s),3,67 2H,t,J=66Hz),3,35 (2H,t,J=6,6Hz), 1,55 3H,t,J =69 Hz)
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Vidu102

8,1g 142-etoxyphenyl)-3-[2-3-hydroxy-4-metoxyphenyl)oxazol-4-yl}propan-1-on
tu duwec trong vi du 101 duge tao huyén pha tong 220ml etanol, 10g 18-
diazabixyclo[5,4,0Jundec-7-en va 596g (bromometyl)xyclopropan dugc bd sung vao, va tién
hanh khudy trong thoi gian 5 gio trong khi dun va héi Tuu. Sau khi chung c4t etanol duéi 4p suft
giam, nuéc duge bd sung vao, viée chiét etyl axetat duge thuc hién, sau d6 sdy bang magie
sulfat khan va chung ct dung moi. Phan can duge dem tinh ché trén oft silicagel (n-hexanzetyl
axetat theo ty 1& 4:1), va c4c tinh thé tho thu duoc duoe két tinh 1ai nhd sir dung etanol, nhd d6
tao ra 4,4g bot mau tring 3-[2-3-cycropropylmetoxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-etoxy
phenyl)propan-1-on.
'HINMR (CDQY,) &: 7,70 (1H,dd, =75, 1,8 Hz), 7,56 (1H, dd, T =84, 2,1 Hz), 750 (1H;, s),
7.45-7,39 2H, m), 700-6,89 (3H, m), 4,13 (2H, q,J =72 Hz), 393-391 (SH, m), 341 CH, ¢,
J=66Hz),299 2H,t,J=66Hz),151 3H, t,J =72 Hz), 1,47 (1H, m), 067064 (2H, m),
040036 (2H, m)
Vidu 103

03g 1-2-<etoxyphenyl)-3-[2-3-hydroxy-4-metoxyphenyl)oxazol-4-yl}propan-1-on
thu duoc trong vi du 101 duge tao huyén phit tong 10ml etanol, 037g 18-
diazabixyclo[5,4,0Jundec-7-en va 0,26g etyl iodua dugc b sung vao, va huyén phit ndy duge
khudy trong 4 gid trong khi dun va héi hou. Sau khi chung cét etanol duéi dp sudt giam, nude
duoc b3 sung vio, viéc chiét etyl axetat duoc thuc hién, sau d6 sdy bang magie sulfat khan va
chung cit dung méi. Phan cin duge dem tinh ché trén o0t silicagel (n-hexan:etyl axetat theo ty
1é 3:1), nhd d6 tao ra 0,15g bot mau tring 3-[2-(3-etoxy4-metoxyphenyl) oxazol-4-yl}-142-
etoxyphenyl)propan-1-on.
'HINMR (CDQ,) &: 7,70 (1H, dd, J =75, 1.8 Hz), 7,56 (1H, dd, J = 84, 1,8 Hz), 752740
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(2H, m), 6,99-6,89 (3H, m), 421409 (4H, m), 391 (3H, s), 342 (2H,t,J=69 Hz),299 (2H,
t,J=69Hz),1,51-145 (6H,m)
Vidu 104

03g 142-etoxyphenyl)-3-{2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yl]propan-1-on

thu duogc trong vi du 101 duge tao huyén phit trong 10ml etanol, 037g 18-
dkadjxwiXSAimnKbo7fnV50J4nﬂabdbnxmwadwxih§&mgvﬁxvéﬁéhhﬁﬂrﬂnﬁy
trong thoi gian 3 gidy trong khi dun va héi luu. Sau khi chung c4t etanol dudi 4p suét giam, nude
duoc b3 sung vio, viéc chiét etyl axetat duoc thuc hién, sau d6 siy bang magie sulfat khan va
chung cit dung méi. Phan cin duge dem tinh ché trén odt silicagel (n-hexanzetyl axetat theo ty
1 3:1), nhd d6 tao ra 0.2g bot mau tréng 3-[2+3-alyloxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-
etoxyphenyl)propan-1-on.
'HINMR (CD() 8: 7,70 (1H,dd,J=7.8, 1,8 Hz), 7,58 (1H, dd,J =84, 1,8 Hz),7,52 (1H,d,J
= 1,8 Hz), 745-740 (2H, m), 700690 (3H, m), 6,18-605 (1H, m), 547-5,29 (2H, m)4.67
(2H,d,J=5,1Hz),4,13 2H,q,J=69 Hz),392 3H, s),342 (2H, t,] =72 Hz),2.99 2H,t,J
=72Hz),147 3H,t,J=69 Hz).

St dung 1-(2-etoxyphenyl)-3-[2-3-hydroxy-4-metoxyphenyl)oxazol-4-yl jpropan-1-
on thu duoe trong vi du 101, thu duge hop chét trong cac vi du tir 105 dén 110 theo cich tuong
turnhur trong vi du 102.

Vidu 105
3-2~(3-xyclopentyloxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-etoxyphenyl)propan-1-on
'HNMR (CDQL) &: 7,70 (1H, dd, J =75, 1.8 Hz), 7,57-751 (2H, m), 745-739 (2H, m),
6,99-6,88 (3H,m), 4,88 (1H, brs), 4,12 (2H,q,J =69 Hz), 3,88 (3H, s), 342 (2H, t,] =69 Hz),
299 2H,t,J =69 Hz),2,04-1,87 (6H, m), 1,65-1,60 2H, m), 1.47 3H, t,J=69 Hz)
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Vidu 106

3-[2-(3-isobutoxy-4-metoxyphenyl)oxazol-4-y1}-1-(2-etoxyphenylpropen-1-on

'H-NMR (CDCL,) 8: 7,70 (1H, dd, J = 7,5, 1,8 Hz), 7,55 (1H, dd, ] =84, 18 Hz), 7,50 (1H, d,J
=2,1 Hz), 745-740 (2H, m), 4,13 (2H, g, ] = 69 Hz), 390 (3H, s), 3,84 (2H, d, ] = 69 Hz),
342 (2H, t, 1 =72 Hz), 300 @H, t, ] = 72 Hz), 223-2,14 (1H, m), 148 BH, t, = 69 Ha),
1,05 (6H,d,J=69 Hz)

Vidu 107

1-(2-etoxyphenyl)-3-[2-(4-metoxy-3-propoxyphenyl)oxazol-4-ylJpropan-1-on

'H-NMR (CDQY) &: 7,70 (1H, dd, = 7,5, 1,8 Hz), 7,56 (1H,dd, T = 8,1, 1,8 Hz), 7,52 (1H, 5),
745740 2H, m), 700-689 3H, m), 4,13 (2H, q,J = 69 Hz), 405 (H, t, J = 69 Hz), 390
(H, s),342 (H, t,J=75Hz), 300 (2H,t,J =7,5 Hz), 195-1,84 2H, m), 147 GH, , =69
Hz), 105 3H, t,J=69 Hz)

Vidu108
3-[2-(3<3-butenyloxy)-4-metoxyphenyljoxazol-4-yl}-1-(2-etoxyphenylpropan-1-on
'HNMR (CDQY) 8: 7,70 (1H,dd, J = 7,5, 1,8 Hz), 7,57 (1H,dd, = 84, 1,8 Hz), 7,52 (1H, 5),
745740 (2H, m), 697-6,89 (3H, m), 600-590 (1H, m), 5,22-5,10 (2H, m), 4,17-4,11 (@4H,
m), 390 3H, 5), 342 (2H, t,J =75 Hz), 300 2H, ] =7,5 Hz), 2,67-262 (2H,m), 147 GH. ,
J=69Hz)

Vidu 109

3-[2-(3-butoxy-4-metoxyphenyloxazol-4-yl]-1-2-etoxyphenyl)propan-1-on

'HNMR (CDQ,) §: 7,70 (1H,dd, J=7,5,1,8 Hz), 7,57 (1H, dd, =84, 1,8 Hz),7,53 (1H,d,J
=2,1 Hz), 745739 (2H, m), 700-6,89 (3H, m), 4,16-4.07 (4H,m), 398 (3H, 5), 342 2H, 1, J
=72 Hz),300 2H, t, ] =72 Hz), 190-1,86 (2H, m), 1,57-142 (5H, m), 099 3H, t, T =72
Hz)
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Vidu 110
1-(2-etoxyphenyl)-3-[244-mefoxy-3+(2-propenyloxy)phenyl)oxazol-4-yl Jpropan-1-on
'HINMR (CD(,) &: 7,70 (1H, dd, J = 78, 1,8 Hz), 7,66-7,63 (2H, m), 746-7,39 (2H, m),
700692 (3H,m), 4,83 2H,d,J=2,1 Hz),4,13 (2H,q,J =69 Hz),392 3H, s), 342 2H, t,J
=72Hz),299 2H,t,J=72Hz),252 (1H,t,J=2,1 Hz), 147 3H,t,J=69Hz)

Vidu 111

50g 1{2-etoxyphenyl)-3-[23-hydroxy-4-metoxyphenyl)oxazol-4-ylJpropan-1-on
thu duge trong vi du 101 duge hoa tan trong 50ml dimetylformamit, 3,35g 2-bromopropan va
5,63g kali cacbonat dugc bd sung vao, va khudy duge tién hanh qua dém & nhiét 4o trong
phong. Nude duoe bd sung vao hén hop thu duge, viée chiét etyl axetat duge thuc hién, sau d6
sdy bang magie sulfat khan va chung cat dung méi. Phan can duge dem tinh ché trén o6t
silicagel (n-hexan:etyl axetat theo ty 1& 4:1), va céc tinh thé tho thu duoc duge két tinh lai sit
dung etanol, nhd d6 tao ra 299g bot mau tring 1-(2-etoxyphenyl)-3-[2+3-isopropoxy-4-
metoxyphenyl)oxazol-4-yl}propan-1-on.

'HINMR (CDCYL) &: 7,70 (1H, dd, T = 7,5, 1,8 Hz), 7,59-7,54 (2H, m), 745-739 (2H, m),
7,00-6,89 (3H, m), 4,68-4,60 (1H, m),4,13 (2H, q,J =69 Hz),3.89 3H,s),342 2H, t,J =75
Hz),299 2H,t,J=75Hz), 147 3H,t,J=69Hz),1,39 (6H,d,J =63 Hz)

St dung 1-(2-etoxyphenyl)-3-2+3-hydroxy-4-metoxy phenyl)oxazol-4-yl}propan-1-
on thu duge trong vi du 101, thu duoc hgp chét trong cac vi du tir 112 dén 122 theo cich tuong
tenhutrong vidu 111.

Vidu112
1-(2-etoxyphenyl)-3-{2-{4-metoxy-3-2,2,2-trifloetoxy) phenylJoxazol-4-yl } propan-1-on
'H.NMR (CD(,) &: 7,72-7,68 (2H, m), 7,60 (1H, d,J = 1.8 Hz), 745-7,39 (2H, m), 7.00-692
(3H,m),444 (2H, q,J=84Hz),4,13 (2H,q,J =6,6 Hz), 390 3H, 5), 342 (2H, t,J =69 Hz),
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299 (2H, ,1=69Hz), 148 3H, ,] =66 Hz)

Vidu 113
3-[2-(3-xyclohexylmetoxy-4-metoxyphenyl)oxazol-4-yI}-1-(2-etoxyphenyl)propan-1-on
'HNMR (CDQL) &: 7,70 (1H, dd, =75, 18 Hz), 7,55 (1H, dd, =84, 1,8 Hz), 7,50 (1H, d, J
= 1,8 Hz), 745740 (2H, m), 7,00-6.88 (3H, m), 4,14 (2H, q, ] = 69 Hz), 390 (3H, 5), 3,86
(CH,d, J=60Hz), 342 (2H, t,J =72 Hz), 299 (2H, t, ] = 72 Hz), 200-1,86 (3H, m), 1,79-
163 3H, m), 1,45 BH, t,] =69 Hz), 140-1,22 (2H, m), 1,10-1,02 (2H, m)

Vidu 114

3-[2-(3-xyclopentylmetoxy-4-metoxyphenyljoxazol-4-yl} 1(2-ctoxyphenylpropan-1-on
'H-NMR (CDQL,) &: 7,70 (1H, dd, =75, 18 Hz), 7,55 (1H, dd, J=84, 1,8 Hz), 7,50 (1H, d, J
= 1,8 Hz), 745740 (OH, m), 700-6,88 (3H, m), 4,14 (2H, q, ] =69 Hz), 395 2H,d, T =72
Hz),390 BH, 5), 342 (2H, t, =72 Hz), 300 (2H, t, ] = 7,2 Hz), 248-244 (1H, m), 2,04-1,86
(2H, m), 1,63-1,50 (4H,m), 145 (3H, 5), 1,39-135 (2H, m)

Vidu 115

1-2-etoxyphenyl)-3-[2-(4-metoxy-3-(4-pentenyloxy phenyl)oxazol-4-yljpropan-1-on
'H-NMR (CDQL,) &: 7,70 (1H, dd, J=75,2,1 Hz), 7,56 (1H, dd, J=8,1,2,1 Hz), 7,51 (1H,d, J
=2,1 Hz), 745-739 (2H, m), 700-6,89 (3H, m), 5,87-5,81 (1H, m), 5,10499 2H, m), 4,17-
408 (AH, m), 391 BH, 5), 342 2H, t, T=72 Hz), 299 H, t, =72 Hz),2.27-2.22 (2H, m),
2,04-195 (2H,m), 147 3H, ,]=72 Hz)

Vidu 116
3-[2-(3-xyclobutylmetoxy-4-metoxyphenylJoxazol-4-yl]-142-etoxyphenyljpropan-1-on
'H-NMR (CDQY,) 5: 770 (1H, dd, =75, 2,1 Hz), 7,56 (1H,dd, J=8,1,2,1 Hz), 7,51 (1H,d, ]
—2.1 Hz), 745739 (2H, m), 700-680 GH, m), 4,13 QH, g, =72 Hz), 407 QH, d, ]=72
Hz),390 3H, s),342 (2H,t,J=72 Hz), 300 QH, t,] =72 Hz), 2.96-2.85 (1H, m), 2,202, 14
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(2H,m), 191-1,80 2H, m), 145 (3H,t,]=72 Hz)

Vidu 117

1-2-etoxyphenyl)-3-{2-/4-metoxy-33-metyl-2-butenyloxy)phenylJoxazol-4-yl }propan- 1-on
'H-NMR (CDL) 5: 7,70 (1H, dd, 1 =7,5, 1,8 Hz), 7,57 (1H, dd, ] =8,1,1,8 Hz), 7,51 (1H,d, J
= 1,8 Hz), 700689 3H, m), 5,55 (1H, t, ] = 6,6 Hz), 464 (2H,d, ] = 66 Hz), 4,13 2H, q, ] =
69 Hz), 391 (3H, 5),342 (2H, t, J=72 Hz), 300 @H, t, =72 Hz), 1,77 (6H,d, T = 66 Hz),
145 3H, 1, J=69 Hz)

Vidu118
3-{2[3+2-xyclohexenyloxy)4-metoxyphenyljoxazol-4-yl}-1-2-etoxyphenylpropan-1-on
IH.NMR (CDQ,) &: 770 (1H, dd, T = 75, 18 Hz), 760-7,57 (2H, m), 742739 (2H, m),
700-6,89 (3H, m), 6,00-592 (2H, m), 488 (1H, brs), 4,15 2H, q, T =72 Hz), 3,89 GH, s),
342 H,t,J =72 Hz),2.99 (H, t, T =72 Hz), 204-180 @H, m), 1,72-1,53 2H, m), 145
(3H,t,J=72Hz)

Vidu 119

1-(2-etoxyphenyl)-3-[2-(4-metoxy-3-phenetyloxyphenyl)oxazol-4-yl Jpropan-1-on

'HNMR (CDQL) &: 7,69 (1H, dd, J=7.8, 18 Hz), 7,59 (1H, dd, J =84, 18 Hz), 7,56 (1H,d, J
= 1,8 Hz), 7,51-698 (7H, m), 695-690 3H, m), 427 2H, t, ] =72 Hz), 4,11 (2H, ¢, ] = 69
Hz),391 3H, 5),341 QH, ,]=72 Hz),320 (2H, t,] =72 Hz),298 H, , ] =72 Hz), 1,54
(3H,t,J=69Hz)

Vidy 120
142-etoxyphenyl)-3-{2-{4-metoxy-3-(3-phenylpropoxy)phenyljoxazol-4-y1 } propan-1-on
'HNMR (CDQL) &: 7,70 (1H, dd, 1 =75, 18 Hz), 7,58 (1H, dd, ] =84, 1,8 Hz), 7,56 (1H,d, J
= 1,8 Hz), 749739 (2H, m), 7.30-7,15 (5H, m), 699-690 (3H, m), 4,164,08 (4H, m), 392
(3H,s),342 (2H, 1, =72 Hz),298 QH, ,] =72 Hz), 2,84 2H,1,] = 8,1 Hz),224-2,15 (2H,
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m), 146 3H,t,J=69 Hz)
Vidu 121
3-{23-2-xyclopropyletoxy -4-metoxyphenylJoxazol-4-yl } -1-(2-efoxyphenyl)propan-1-on
'HNMR (CDQL) &: 7,70 (1H, dd, J = 7.8, 1,8 Hz), 7,57-7,55 (2H, m), 7:43-7,39 (2H, m),
700639 (3H, m), 4,194,10 (4H, m), 391 (3H, s), 342 2H, t, J=69 Hz), 301 2H,t,J=69
Hz), 1,81-1,74 (2H, m), 148 (3H, t,J = 69 Hz), 0,88-0,83 (1H, m), 0,52-0,47 (2H, m), 0,16-
0,12(2H,m)
Vidu122
3-{2{3«2-xyclopentyletoxy)4-metoxyphenyljoxazol-4-yl }-1(2-etoxyphenyl)propan-1-on
'HNMR (CDQ,) 8: 7,70 (1H,dd,J =78, 1,8 Hz),7,56 (1H, dd,J =84, 1,8 Hz), 7,51 (1H,d,J
=2,1Hz),745-7,39 (2H, m), 700-6,89 (3H, m),4,174,07 (4H, m), 390 3H, s), 342 2H, t,J
=69 Hz), 3,00 2H,t,J =69 Hz), 200-1,81 (SH, m), 1,66-1,62 (4H,m), 1,45 3H,t,J=69
Hz),1.28-1,15(2H, m)
Vidu 123

10g metyl  3-{2-]3-xyclopropylmetoxy-4-(2,2,2-trifloetoxy)phenyljoxazol-4-
y1}propionat thu duoc trong Vi du tham khao 49 va 0,54g metyl 3-metoxypicolinat duge bd
sung vao 5ml dimetylformamit, va hon hop ndy duge khusly o6 1am lanh béng nuéc d4 trong
thdi gian 10 phit. 0,83g natri t-pentoxit duge bd sung vao hén hop thu duge, sau d6 hén hop
nay duge khudy 06 1am lanh bang nudc d4 trong thoi gian mét gio, sau d6 khudy thém & nhiét
do trong phong trong thdi gian 1 gio. Hén hop phan ting nay duge khudy c6 1am lanh bing
nuéc d4, dung dich amoni clorua bao hoa duge b sung vao, va khudy thém trong thdi gian 30
phit. Nude duge b sung vao hdn hop, viéc chiét etyl axetat duge thuc hién, sau d6 siy bang
magie sulfat khan va chung cit dung maéi nay. Luong 5,0ml dimetylsulfoxit, 84myg lithi clorua

va 41l nuSe tinh khiét duge bd sung vao phan can, va hén hop nay duge khudy o6 dunnéng &
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nhiét d6 110°C qua dém. Sau khi d€ nguoi, nude duoge bd sung vao hén hop thu duge, viéc chiét
etyl axetat dugc thuc hién, sau d6 sy bang magie sulfat khan va chung c4t dung moi. Phan can
thu duoc duoe dem tinh ché trén oot silicagel (n-hexanzetyl axetat theo ty 16 4:1), va céc tinh thé
tho thu duge dutoc két tinh 1ai tir hon hop chida etyl axetat va diisopropyl ete, nhd d6 taora 0,11g
bot mau tring I}{2{3oquqxopyhndnxyuL(L2QAﬁﬂodnﬁyhimnyﬂoxazjﬁ¢§d}143—
metoxy pyridin-2-yl)propan-1-on.
'HNMR (CDQ,) &: 824 (1H, d, J =42 Hz), 7,55-747 (2H, m), 743 (1H, s), 740-735 (2H,
m), 703 (1H,d,J=84Hz),4,46 2H,q,J=72Hz),394 2H,d,]=6,6 Hz),3,90 3H, s), 3,51
(2H,d,J=72Hz),301 2H, d,J =72 Hz), 1,31-1,26 (1H, m), 0,68-0,62 (2H, m), 0,39-0,34
(2H, m)
Vidu 124

2g metyl 3-[2+3-benzyloxy-4-metoxyphenyl)oxazol-4-yl}propionat thu duoc trong
Vi du tham khdo 48 va 1,1g metyl 3-metoxypicolinat dugc hoa tan trong 10ml
dimetylformamit, va trong khi khudly dung dich 06 Iam lanh béng nuéc d4, 1,81g natd t-
pentoxit dugc bd sung vao va duge khudy trong thoi gian 30 phit. Hén hop nay duge khusy
thém trong thoi gian 5 gids & nhiét d6 trong phong, nudc d4 duge bd sung vao hén hop phén ting,
sau d6 bd sung dung dich nudc amoni clorua béo hod, va hén hgp nay duge khudy thém. Sau
khi khuay hén hop phan ting trong thoi gian 30 phit, nudc duge bd sung vao va tién hanh chiét
béing etyl axetat. L6p hifu co duoe ria hai lAn bing nud, va duoe o6 dic dudi dp sust gidm.
Phin cin thu duoc duoe tinh ché bang phép sic ky ott silicagel (n-hexan: etyl axetat theo ty 1&
1:1), ohd d6 tao ra 1,55 miu téng vo dish hinh metyl 2-2-3-benzyloxy4-
metoxyphenyl)oxazol-4-ylmetyl]-3-(3-metoxypyridin-2-yl)-3-oxopropionat.
'HINMR (CDQ,) &: 824 (1H, dd, J =4.5, 1,8 Hz), 7,57-7,28 (10H, m), 691 (1H, d,J =90
Hz),5,18-5,13 (3H, m), 3,91-3 90 (6H, m), 3,64 (3H, s), 3,36-3,18 (2H, m)
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Vidu 125

15¢ metyl 2-2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-ylmetyl]-3-3-
metoxypyridin-2-yl)-3-oxopropionat thu dugc trong vi du 124 dugc hoa tan trong 22,5ml
etanol, 7,5ml axit bromhydric 47 % dugc bd sung vao, va hén hop nay duge khusly o6 dun
néng & nhiét do 80°C trong thdi gian 7,5 gid. Trong khi khudy c6 1am lanh béng nudc d4, hon
hop phén ting duoe trung hoa béng dung dich natri hydroxit 5N, va tiéh hanh chiét bang etyl
axetat. Lp hitu oo duge riia hai 14n bang nudc, va duge c6 dac dudi 4p sust gidm, va phén can
thu duoe duige tinh ché bang phép séc ky oot silicagel (diclometan:metanol = 20:1), nho d6 tao
ra 065g chit diu man vang nhat 3-[2-3-hydroxy-4-metoxyphenyl)oxazol-4-yl}-33-
metoxypyridin-2-yl)propan-1-on.
'HNMR (CD(L) 6: 824 (1H, dd,J=72,1,5 Hz), 7,55-7,27 (5H, m), 6,88 (1H, d, ] = 8,7 Hz),
5,72 (1H,s),3,92-3,89 (6H,m), 3,51 (2H,t,J=7,5Hz),303 (2H,t,]=7,5 Hz)
Vidu126

Sir dung 0,24g 3-[2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-3-(3-metoxypyndin-2-
ylpropan-1-on thu dugc tong vi du 125, thu duge 0,11g bot man téng 3-{2-(3-
xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-yl]-3-(3-metoxypyridin-2-yl)propan-1-on  theo
céch tuong turnhur trong vi du 102.
'HNMR (CDQL) 6: 824 (1H, dd, J =42, 1,2 Hz), 7,59-7,32 (5H, m), 691 (1H, d, ] =84 Ha),
394390 (8H, m), 3,51 2H, t, J =72 Hz), 301 2H, t,J = 7,2 Hz),1,40-1,30 (1H, m), 0,69-
0,62 (2H, m),041-0,35 (2H,m)

St dung 3-2+3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-3-(3-mefoxypyndin-2-
ylpropan-1-on thu dugc trong vi du 125, thu duge hop chét trong cic vi du tix 127 va 128 theo

cach tuong turnhur trong vi du 102.
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Vidu 127
3-[2-(3-isobutoxy-4-metoxyphenyl)oxazol-4-yl]-3-(3-metoxypyridin-2-yl)propan-1-on
'HINMR (CD(L) 8: 8,24 (1H,dd, J=4.2,1,5 Hz), 7,58-7,30 (5H, m), 691 (1H, d,J =84 Hz),
392-390 (6H, m), 3,84 (2H,d, J =69 Hz), 3,52 (2H, 1, ] =12 Hz), 301 (2H, t,] =72 H),
220(1H,q,J=69Hz),106 (6H,d,J=69 Hz)
Vidu 128
3-[2+(3-xyclopentyloxy-4-metoxyphenyl)oxazol-4-yl]-1-(3-metoxypyridin-2-yl)propan-1-on
'HNMR (CDCL) 8: 8,24 (1H, dd, J=4.5, 1,5 Hz), 7,60-7,30 (SH, m), 6,90 (1H, d, ] = 8,7 Hz),
490485 (1H, m), 390-3,88 (6H, m), 3,51 (2H, d,J =69 Hz), 301 2H, t, J = 69 Hz), 2,00
1,81 (6H,m), 1,64-1,60 (2H, m)
Vidu129

St dung 0,15g 3-[2+3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-3«3-metoxypyridin-2-
yl)propan-1-on thu duge trong vi du 125, thu duge 44mg bot mau trang 1-(3-metoxypyridin-2-
y1)-3-{2-[4-metoxy-3+2,2,2-trifloetoxy)phenyljoxazol-4-yl }propan-1-on theo cich tuong tu
nhurtrong vidu 111.
'HNMR (CD(L) 8: 824 (1H, dd, J=4.2,12 Hz),7,70 (1H, dd,J =84, 1,8 Hz),7,60 (1H,d,J
=18 Hz),7,51 (1H,d,J=18 Hz),747-7,32 (2H, m), 696 (1H,d, ] =84 Hz),445 (2H,q,] =
84 Hz),3,95-3,88 (6H,m),3,52 2H,t,J=72Hz),301 CH,t,J =72 Hz)
Vidu130

2g metyl 3{2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-ylJpropionat thu dugc

trong Vi du tham khdo 48 va 1g metyl 3-etoxypicolinat duoc hoa tan trong 10ml
dimetylformamit, va trong khi khusly dung dich ¢6 1am lanh bang nuée d4, 1,81g natr t-
pentoxit duoc bd sung vao va khusly trong thoi gian 30 phiit. Hon hop nay duge khudy thém

trong thoi gian 4 gi¢ & nhiét do trong phong, va nudc d4 duge b sung vao hén hop phan ting
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ndty, sau d6 b3 sung dung dich nuéc amoni clorua bdo hoa dé khusly thém. Sau khi khudy hén
hop phan ting trong thdi gian 30 phiit, nudc duge b sung vao VA tién hanh chiét bing etyl
axetat. Lép hitu co duge nita hai 14n bang nude, va duge c6 dzic dudi 4p sudt giam. Phan can thu
duoc duoe tinh ché bing phép sic ky cot silicagel (n-hexan: etyl axetat theo ty 1& 1:1), nho d6
tao ra 1,5g chat dau khong man metyl 2-[2+3-benzyloxy-4-metoxyphenyl)oxazol-4-ylmetyl}-
3-(3-etoxypyridin-2-yl)-3-oxopropionat.
'HNMR (CDCL) &: 822 (1H, dd, J =42, 12 Hz), 7,57-7.27 (10H, m), 691 (1H, d,J =90
Hz), 5,18-5,12 (3H, m), 4,12 (2H, q,J =69 Hz), 3,92 (3H, s), 3,65 (3H, 5), 3,30-3,23 (2H, m),
146 3H,t,J=69Hz)
Vidu 131

St dung 1,5g metyl 2-{2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-ylmetyl]-3-3-
etoxypyridin-2-yl)-3-oxopropionat thu duge trong vi du 130, thu duoc 0,7g chat ddu mau vang
nhat 1-(3-etoxypyridin-2-yl)-3-[2-(3-hydroxy-4-metoxyphenyl)oxazol-4-ylJpropan-1-on theo
céch tuong trnhur trong vi du 125.
'HNMR (CD(Q,) 6: 823 (1H, dd, J=42, 1,2 Hz), 755749 (2H, m), 745 (1H, 5), 742-7,28
(2H,m), 6,88 (1H,d,J=8,7 Hz),5,70 (1H, s),4,11 2H, q,J =69 Hz),349 2H,t,J =72 Hz),
301 (2H,t,J=69Hz),146 3H,t,J=69 Hz)
Vidu 132

Sr dung 02g 1-(3-etoxypyrdin-2-yl)-3-[2-3-hydroxy-4-metoxyphenyl)oxazol-4-
yljpropan-1-on thu duge trong vi du 131, thu duge 02g chét dan man vang nhat 3-2-3-
xyclopentyloxy-4-metoxyphenyl)oxazol-4-yl]-1<3-efoxypyridin-2-yl)propan-1-on theo céch
tuong tr nhurtrong vi du 102.
'HNMR (CD(,) 8: 8,23 (1H,dd, =45, 1,5 Hz), 7,57-745 (2H, m), 744 (1H,d,J =09 Hz),
7,38-7,28 (2H, m), 6,89 (1H, d,J = 8,7 Hz), 489487 (1H, m), 4,12 (2H, q, ] =69 Hz), 3.94-

-119-



21107

391 (5H, m), 3,88 (3H, ), 349 (2H, t, J=72 Hz), 301 (2H,t,J=7,2Hz), 201-181 (6H, m),
1,65-1,58 2H, m), 147 (3H,t,J =69Hz)

St dmng 1-3-etoxypyridin-2-yl)-3-[2-3-hydroxy-4-metoxyphenyloxazol-4-yl]
propan-1-on thu duge trong vi du 131, thu duge hop chét trong céc vi du tir 133 va 134 theo
céch tuong tornhu trong vi du 102,

Vidu 133
3-[2-(3=xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-yl]-13-etoxypyridin-2-yl)propan-1-on
'HNMR (CDQ,) 8: 8,23 (1H,dd,J=42,1,5Hz),7,57 (1H,dd, ] =84, 18 Hz), 750 (1H,d,J
=18Hz), 745 (1H,d,J=18 Hz),7,38-7,28 (2H,m),691 (1H,d,J =84 Hz),4,12 2H,q,J=
69 Hz), 394-391 (5H, m), 349 2H, t,J =72Hz), 302 2H, t, ] =72Hz), 1,46 GH, t,J =
6,9Hz), 1,42-1,32 (1H, m), 0,69-062 (2H, m), 0,40-0,35 (2H, m)
Vidu 134
1-(3-etoxypynidin-2-y1)-3-{2-(3-isobutoxy-4-metoxyphenyloxazol-4-yl jpropan-1-on
'HINMR (CDQ,) 8: 8,23 (1H,dd,J =45, 1,5 Hz),7,56 (1H,dd, J=84,2,1 Hz),7,50 (1H,d,J
=21Hz), 745 (1H, s), 738-728 2H, m), 6,90 (1H, d, J =84 Hz), 4,12 (2H, q, ] = 69 Hz),
390(3H, s),3,35 (2H,d,J=6,6 Hz), 3,50 2H, t,J =69 Hz),3,02 2H,t,] =69 Hz),2,19 (2H,
qt,J=6,6Hz), 147 3H,t,J=69Hz), 1,05 (6H,d,J =6,0Hz)
Vidu135

5g metyl 3-[243-benzyloxy-4-metoxyphenyl)oxazol-4-yllpropionat thu dugc trong
Vi du tham khéo 48 va 3,2g metyl 3-metylpicolinat duoc hoa tan trong 150ml dimetoxyetan.
'Enngkhikhuéydungcﬁd106ﬁknk$ﬂ1béngrmﬁcdﬁ,IQgrmmjhyiuaduccbésungvﬁovﬁ
duoc khuay thém. Hbn hop phén ting nay duge dun va duge héi luu trong thoi gian 4 gio. Khi
hoan thanh phén ting, dung dich nuéc amoni clorua bao hoa duge b sung vao hén hop trong

khi khusy 06 13m lanh béng nutc d4, v hén hgp nay duge khusy thém. Sau khi khuy hén hop
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phén ting trong thoi gian 30 phit, nudc duge b sung vao va tién hanh chiét bang etyl axetat.
L6p hitu co duge rira hai 14n bang nude, va duge c6 dac dudi dp sust giam. Phan can thu duoc
duoe tinh ché bang phép sic ky oft silicagel (n-hexan: etyl axetat theo ty 1€ 2:1), nhod6 taora
5,5g chat dan khong mau metyl 2-[2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-ylmetyl]-3-(3-
metylpyridin-2-yl)-3-oxopropionat.
'HINMR (CDQ,) &: 849 (1H, dd, J =4.8, 1,2 Hz), 7,59-7,28 (10H, m), 691 (1H, d, J =90
Hz),523-5,16 (3H,m), 3,91 (3H, s), 3,65 (3H, 5), 3,37-3,18 (2H;m,) 2,59 (3H, s)
Vidu136

5,5g metyl 2-[2~(3-benzyloxy-4-metoxyphenyl)oxazol-4-ylmetyl]-3-(3-metylpyridin-
2-yl)-3-oxopropionat thu dugc trong vi du 135 duge hoa tan trong 20ml etanol, 80ml dung dich
nudce axit clohydric SN duge bd sung vao, va hén hop nay duoc khudy o6 dun néng & nhiét do
80°C trong thoi gian 1,5 gid. Trong khi khudy 06 1am lanh bang nude d4, hén hop phéan ting
duoc trung hoa biang dung dich nude natri hydroxit SN, va tién hanh chiét bang etyl axetat. LGp
hitu co dutoe e hai 14n bang nuée, duge 06 diic dudi 4p sut gidm, va céc tinh thé tho thu duge
dm;i&ﬁﬁnhhﬁvéﬂﬁ%ﬂxxujMaQOnﬂammjvﬁ40nﬂn4mxmLnhbdéuxna1$Qgtﬁmnﬁu
vang nhat 3-2~3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-(3-metylpyridin-2-yl)propan-1-on.
'HNMR (CDQL) 6: 849 (1H,dd, J=4.5, 1,2 Hz), 7,60-7,51 (3H, m), 744 (1H, d,J =09 Hz),
741-729 (1H,m), 6,89 (1H, dd,J =78, 12 Hz), 5,68 (1H, 5),3.93 (3H,5),3,58 (2H,t,J=75
Hz),3,00 (2H,t,J=7,5Hz),2,57 3H,s)
Vidu 137

0,3g 3-2-(3-hydroxy-4-metoxyphenyl) oxazol—4—yl]-1-(3-metylpy1idin—2—yl)pmpan;
1-on thu duoc trong vi du 136 va 04ml 1,8-diazabixyclo[54,0Jundec-7-en dutge hoa tan trong
5ml etanol, 0,24g (bromometyl)xyclopropan dugc bd sung vao, va hén hop nay dugc dun va

duoc héi lnu trong thdi gian 4,5 gid. Sau khi dé ngu6i, nude duge bd sung vao hén hop phan
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ting, va tién hanh chiét bing etyl axetat. Sin pham chiét dugc ria hai 14n bang nudc, sau d6 16p
hitu co duoe o6 dic dudi 4p sudt gidm, va phan can thu duge duge tinh ché bang phép sac ky
oot silicagel (n-hexancetyl axetat theo ty I¢ 2:1), nhdy d6 tao ra 02 bot mau trang 3-2-(3-
xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-yl]-1-(3-metylpyridin-2-yl)propan-1-on.
'HINMR (CD(y) 6: 8,50 (1H, dd, J=4,5,1,2 Hz), 7,60-7,54 (2H, m), 749 (1H, d,J = 1 8 Hz),
745 (1H,s),734-7,29 (1H,m), 691 (1H,d,J=8,7 Hz), 394391 (5H, m), 3,60 2H, t,J =75
Hz),3,00 2H,t,J=7,5Hz),2,57 (3H,s), 1,40-1,32 (1H, m), 0,69-0,62 (2H, m), 041-035 (2H,
m)
Vidu 138

0,23g 3-2-3-hydroxy-4-metoxyphenyl)oxazol-4-yl}-13-metylpyridin-2-yl)propan-
1-on thu duge trong vi du 136 va 0,3ml 1,8-diazabixyclo[54,0Jundec-7-en dugc hoa tan trong
5ml etanol, 0,21g etyl iodua dugc bd sung vao, va hdn hop niy duge dun va duge hdi Tuu trong
thoi gian 4 gio. Sau khi d€ nguoi, nude duoge bd sung vao hén hgp phén ting, va tién hanh chiét
béng etyl axetat. Sin phdm chiét duoc riia hai 14n bing nudc, sau d6 16p hitu co' duge 6 dic
dudi 4p sust gidm, va phan can thu duge duge tinh ché bang phép sic ky oft silicagel (n-
hexan:etyl axetat theo ty 1& 2:1), nhd d6 tao ra 0,17g bot mau tring 3-{2-(3-etoxy4-
metoxyphenyl)oxazol-4-yl]-13-metylpyndin-2-yl)propan-1-on.
'HINMR (CD(L) 6: 824 (1H, d,J =42 Hz),7,58-7,55 (2H, m), 7,51 (1H,d,J=2,1 Hz), 745
(1H,s),690 (1H,d,J =84 Hz),4,19 (2H, q,J=7,2Hz),391 (3H, 5),3,59 (2H, t,J =72 Hz),
300(2H,t,J=72Hz),257 (3H,s),149 BH,t,J=72 Hz)
Vidu 139

0.3g 3{2-(3-hydroxy4-metoxyphenyl) oxazol-4-yl]-1-(3-metylpyridin-2-yl)propan-
1-on thu duge trong vi du 136 va 04ml 1,8-diazabixyclo[5 4,0jundec-7-en duge hoa tan trong
5ml etanol, 0,23g 2-bromopropan dugc bd sung vao, va hén hop nay duoge dun va duge héi Tuu
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trong thoi gian 4,5 gio. Sau khi dé ngudi, nude duge bd sung vao hén hop phén ting, va tién
hanh chiét bang etyl axetat. San pham chiét duc rita hai 14n bang nude, sau d6 16p hittu co duge
c6 diic dui 4p sust gidm, va phan cin thu duge duge tinh ché bang phép sic ky oot silicagel (n-
hexanzetyl axetat theo ty I¢ 2:1), nhd d6 tao ra 0,16g bot mau trdng 3-[23-isopropoxy-4-
metoxyphenyl)oxazol-4-yl]-1<(3-metylpyridin-2-yl)propan-1-on.
'HNMR (CD(L) &: 8,50 (1H, dd, J =45, 1,2 Hz), 7,59-7,53 (3H, m), 745 (1H, 5), 734731
(1H,m), 691 (1H, d, J=8,7 Hz),4,65 (1H, sept., ] =60 Hz), 3,89 3H, ), 3,59 2H, t,J =75
Hz),3,00 2H, t,J=75 Hz),2,62 (3H,s), 1,39 (6H,d,J=60Hz)
Vidu 140

03z 3-2-3-hydroxy4-metoxyphenyloxazol-4-1}-1-3-metylpyridin-2-yDpropan-
1-on thu duge trong vi du 136 va 0,3ml 1,8-diazabixyclo[5 4,0Jundec-7-en dugc hoa tan trong
6ml etanol, 022g alyl bromua dugc bd sung vao, va hén hop nay duoce dun va duge héi luu
trong thoi gian 4 gio. Sau khi d€ ngudi, nudc duge bd sung vao hén hop phan ting, va tién hanh
chiét béng etyl axetat. Sin phdm chiét dugc riia hai 14n bang nuée, sau d6 16p hitu co duge co
dic dusi 4p sudt gidm, va phin cin thu duge duge tinh ché bing phép sic ky oot silicagel (n-
hexan:etyl axetat theo ty 1& 2:1), nh d6 tao ra 0,18g bot mau trang 3-[2-(3-alyloxy-4-
metoxyphenyl)oxazol-4-yl]-1-(3-metylpyridin-2-yl)propan-1-on.
'HINMR (CD(L) 8: 8,51-848 (1H, m), 7,60-7,56 (2H, m), 7,52 (1H, d, T =2,1 Hz), 745 (1H,
s),7,34-729 (1H,m), 692 (1H, d,J =8,7 Hz), 6,16-6,05 (1H, m), 548-5,28 (2H, m), 4,69-4,66
(2H,m),392 (3H,s), 3,60 (2H,t,J=7,2Hz),300 (2H, t,J=7,2Hz),2,57 3H, s)
Vidu141

0,15g 3-2-(-hydroxy4-metoxyphenyloxazol-4-yTJ-1-G-metylpyridin-2-ypropan-
1-on thu duoe trong vi du 136 v 0,15mi 1,8-diazabixyclofS 4 0jundec- 7-en duoe hod tan trong

5ml etanol, 0,13g (bromometyl)xyclobutan dutgc bd sung vao, va hén hop nay duge dun va
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duoc héi Tuu qua dém. Sau khi dé ngudi, nuée duge bd sung vao hén hop phan ting, va tién
hanh chiét béing etyl axetat. Sin pham chiét duoc riia hai 14n bing nudée, sau d6 16p hitu co duge
00 diic duti 4p sust gidm, va phén cin thu duge duge tinh ché bang phép sic ky oot silicagel (n-
hexanzetyl axetat theo ty I¢ 2:1), nhd d6 tao ra 90mg bot mau tring 3-[2-3-xyclobutylmetoxy-
4-metoxyphenyl)oxazol-4-yl]-1-(3-metylpyridin-2-yl)propan-1-on.

'HINMR (CD(,) 8: 8,50 (1H, dd, J=4.5,1,2 Hz), 760751 3H, m), 745 (1H,d,J=2,1 Hz),
7.34-7,29 (1H, m), 6,89 (1H, d,J =8,7 Hz),4,07 (2H, d,J =69 Hz), 3,89 (3H, 5), 3,00 2H, t,J
=75 Hz),301 2H,t,J=75 Hz),2,89-283 (1H, m), 2,57 (3H, 5), 2,22-2,13 (2H, m), 2,00
1,84 (4H, m)

St  dung  32+3-hydroxy<4-metoxyphenyl)oxazol-4-yl]-1-(3-metylpyridin-2-
yhpropan-1-on thu duge trong vi du 136, hgp chét trong cac vi du tir 142 dén 154 thu duge theo
cach tuong turnhurtrong vidu 137.

Vidu 142
3-[2-3-isobutoxy-4-metoxyphenyl)oxazol-4-yl]-1<3-metylpyridin-2-yl)propan-1-on

'HINMR (CD(,) 8: 8,50 (1H,dd, J=45,1,2 Hz), 7.60-7,53 (2H, m), 7,50 (1H,d,J= 18 Hz),

745 (1H, s),7,34-728 (1H, m), 690 (1H, d,J =84 Hz), 390 (3H, s), 3,34 (2H, d, ] =69 Hz),

3,600 2H,t,J=78 Hz),3,01 2H,t,J =78 Hz),2,57 (3H,s),2,20 (1H, qt, ] =69 Hz), 1,05 (6H,

d,J=69Hz)

Vidu 143

3-[2-(4-metoxy-3-propoxyphenyl)oxazol-4-yl]-1<(3-metylpyridin-2-yl)propan-1-on

'HINMR (CDQ,) &: 8,50 (1H,dd,J=4.5,12 Hz),7,59-7,54 (2H, m), 7,51 (1H,d,J =18 Hz),

7,50 (1H, ), 7,34-7.29 (1H, m), 690 (1H, d, ] = 84 Hz), 405 (2H, 1, T = 69 Hz), 391 (3H, ),

3,60 2H,t,J=7,5Hz),301 2H,t,J=7,5Hz),2,57 (3H,s), 190 H, qt,J=69 Hz), 1,24 (3H,

LI=69 ) |
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Vidu 144
3-[2-(3-xyclopentyloxy-4-metoxyphenylJoxazol-4-y1}-1-(3-metylpyridin-2-ylpropan-1-on
'HNMR (CDQL) &: 8,50 (1H, dd, T=4,5, 12 Hz), 7,59-7,50 3H, m), 744 (1H,d, ] = 12 Hz),
734731 (1H, m), 689 (1H, d, ] = 84 Hz), 4904,84 (1H,m), 388 (3H, 8), 3,59 (2H, 1,] =72
Hz), 300 QH, t, =72 Hz),2.57 3H, 5),2,03-1,80 (6H, m), 1,64-1,58 (2H, m)

Vidy 145
3-[2(d-metoxy-3-2-propenyloxy)phenyl)oxazol-4-y1}-1-(3-metylpyridin-2-yl)propan-1-on
'HNMR (CDQL) &: 8,50 (1H, d, T=4,5 Hz), 7,67-7,63 (2H, m), 7,58 (1H, d, ] = 8,1 Hz), 746
(1H, ), 734730 (1H, m), 693 (1H, dd, ] = 6,6, 24 Hz), 482 (2H, d, ] = 24 Hz), 392 3H, s),
360 2H,t,J=72Hz),301 QH, t,J=72Hz),258 3H,s), 2,53 (1H,,] =24 Hz)

Vidu 146
3-[2(3-(3-butenyloxy)4-metoxyphenyl)oxazol-4-yl]-13-metylpyridin-2-ylpropan-1-on
'HNMR (CDQL) 8: 8,50 (1H, dd, T=4.2, 1,5 Hz), 7,59-7,55 (2H,m), 7,52 (1H, d, ] = 2,1 Hz),
745 (1H,d,J=2,1 Hz), 734729 (IH, m), 597-585 (1H, m), 5,23-509 (2H, m), 4,14 (2H, t,
J=69Hz), 391 (3, s), 360 2H, t,]=7,5Hz), 3,00 2H, 1, ]=7,5 Hz), 2.68-2,57 (5H, m)
Vidu 147

3-[2(3-butoxy-4-metoxyphenylJoxazol-4-yl}-1-3-metylpyridin-2-ylpropan-1-on

THNMR (CDCL,) 8: 8,50 (1H, d, T =4,8 Hz), 7,59-751 (3H, m), 745 (1H, 5), 7,34-7,30 (1H,
m), 690 (1H, d, 7= 8,7 Hz), 409 (2H, t, = 6,6 Hz), 390 (3H, ), 3,60 QH, t, ] =72 Hz), 301
(QH,t,T=72Hz), 257 3H, ), 1,86 2H, td, =72, 66 Hz), 1,56-145 (2H, m), 099 BH, t,J
=72Hz)

Vidy 148
3-[2-(3-xyclohexylmetoxy-4-metoxyphenyl)oxazol-4-yl}-1-(3-metylpyridin-2-ylpropan-1-on

'THANMR (CDQL) 8: 8,50 (1H, d,J =4,5 Hz), 7,61-7,53 (2H,m), 749 (1H,d,J =18 Hz), 745
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(1H, ), 734728 (1H, m), 6,39 (1H, d, =8.7 Hz), 3.90-3,86 (SH,m), 360 (2H, 1, = 7,5 Hz),
301 QH,t,J=7,5Hz),2,57 GH, 5), 1.94-185 (3H, m), 1,79-1,57 (3H, m), 1,38-0,88 (5H, m)
Vidu 149
3[2{4-metoxy-3-(4-pentenyloxy)phenylJoxazol-4-yI}-1-(3-metylpyridin-2-yl)propan-1-on
THNMR (CD(L) 5: 8,50 (1H, dd, =4,5, 12 Hz), 7,59-7,54 @H, m), 751 (1H, d, ] = 2,1 Hz),
745 (1H, ), 734729 (1H, m), 691 (1H, d, T =84 Hz), 591-5,80 (1H, m), 5,11-4.97 (2H, m),
410(2H,d,J=66Hz),391 3H,s), 3,60 2H, ,]=7,5Hz),301 2H,,]=7,5Hz),2,57 GH,
$),2,30-2,22 (2H, m), 2,05-1,92 (2H, m)
Vidu150
3-[2-(4-metoxy-3-phenetyloxyphenyl)oxazol-4-yl}-1-(3-metyl pyridin-2-yl)propan-1-on
'HNMR (CDCL,) 5: 848 (1H, dd, T =4,5,09 Hz), 7,60-749 (3H, m), 743 (1H, s), 7.35-7.20
(6H,m), 691 (1H, d, J=8.7 Hz),427 2H, 1,T=75Hz),391 3H, ), 3,58 2H, ,] = 72 Ha),
3,19 QH, t,J=7,5Hz), 300 (2H, 1, ]=72Hz),2.55 GH, )
Vidu151
3-{2-f4-metoxy-3-(3-phenylpropoxy)phenyloxazol-4-y1}-1-3-metylpyridin-2-ylpropan-1-on
'HNMR (CDQ,) &: 8,50 (1H, dd, T =45, 12 Hz), 7,58 (1H, d, = 2,1 Hz), 7,55 (1H,d, ] =
2,1 Hz), 749 (1H,d, T =2,1 Hz), 744 (1H, 5),7.34-7,15 (6H, m), 691 (1H, d, ] =8 4 Hz), 4,11
(QH,t,J=66Hz),392 3H, 5), 360 CH, ,]=7,5Hz), 300 @H, t, ]=7,5 Hz), 284 H, 1, ] =
75Hz),2,57 BH, 5),220 CH, tt, ]=7,5,6 6 Hz)
Vidu152

Sit dung 0,5¢ xyclopentylmety] metansulfonat thu duoc trong Vi du tham khao 52 va
02¢ 3-2-(3-hydroxy-4-metoxyphenyljoxazol-4-yl}-1-(3-metylpyridin-2-yl)propan-1-on thu
duoe tong Vi du 136, thu dugc 90mg bot mam tring 3-[2-(3-xyclopentylmetoxy-4-

metoxyphenyl)oxazol-4-yl]-1-3-metylpyridin-2-yl)propan-1-on theo c4ch tuong tur nhu trong

-126-



21107

vidu 137.
'HNMR (CD(L) &: 849 (1H, d, =39 Hz), 7,59-7,50 (3H, m), 745 (1H, s), 7,34-729 (1H,
m), 690 (1H,d,J=8.4Hz),395 (2H,d,J =72 Hz),390 3H, s), 3,60 (2H, t, J=7,5 Hz), 301
(QH,t,J=75Hz),2,57 (3H, s),2,54-241 (1H,m), 1,91-1,82 (2H, m), 1,68-1,56 (4H, m), 1 42-
1,24 (2H,m)
Vidu 153

Sir dung 0,16g 2-xyclopropyletyl metansulfonat thu dugc trong Vi du tham khao 50
va 0,15g 3-{2-(3-hydroxy<4-metoxyphenyl)oxazol-4-yl]-1-(3-metylpyridin-2-yl)propan-1-on
thu duoc trong vi du 136, thu duoe 0,1g bot mau trang 3-{2-[3-2-xyclopropyletoxy)4-
metoxyphenyljoxazol-4-yl }-13-metylpyridin-2-yl)propan-1-on theo cich tuong tr nhu trong
vidu 137.
'HINMR (CD(L) &: 8,50 (1H, dd, J=4.5, 1,5 Hz), 7,60-7,54 (3H, m), 746 (1H, 5), 7,35-727
(1H,m), 691 (1H,d,J=8,1 Hz),4,18 (2H, t,J=69 Hz),391 (3H, s), 3,61 2H,,J=75 Hz),
3,02 2H,t,J=7,5Hz),2,58 (3H, s), 1,78 (2H, q,J =69 Hz),091-0,80 (1H, m), 0,53-0,46 (2H,
m),0,16-0,11 2H, m)
Vidu 154

Sir dung 0,19g 2-xyclopentyletyl metansulfonat thu dugc trong Vi du tham khao 51
va 0,15g 3-{2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-(3-metylpyridin-2-yl)propan-1-on
thu duoc trong vi du 136, thu duge 0,13g bot maun tring 3-{2-[3-(2xyclopentyletoxy)-4-
metoxyphenyljoxazol-4-yl }-1(3-metylpyridin-2-yl)propan-1-on theo c4ch tuong tu nhu trong
vidu137.
'HINMR (CDQL) &: 8,50 (1H, dd, J=4.5, 1,2 Hz), 7,60-7,50 (3H, m), 745 (1H, 5), 7,34-7,30
(1H,m),690 (1H,d,J =84 Hz),4,10 2H, t,J=69 Hz),392 (3H, s), 3,60 2H,t,J =75 Hz),
301 (2H,t,J=75Hz),2,57 (3H, s),2,01-1,79 (SH, m), 1,67-1,50 SH, m), 1,24-1,12 (2H, m)
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Vidu 155

0,23g 3-[23-hydroxy4-metoxyphenyl)oxazol-4-yl]-1-(3-metylpyridin-2-yl)propan-
1-on thu duge trong vi du 136 va 0,28g kali cacbonat duge hoa tan trong Sml dimetylformamit.
029g1L1J4ﬂﬂ0240doaan(imtlx§ﬂﬂg;%kgVﬁhénlmprﬁw(imnldmﬁycécinlnéng(5
nhiét 46 80°C qua dém. Hén hop phén ting nay duoc dé ngudi, sau d6 nudc duge b sung vao,
va tién hanh chiét bang etyl axetat. Sau khi rita bang nudc hai 14n, 16p hitu co dugc 06 dic dudi
4p suft giam. Phan czin thu duge duge tinh ché bang phép sic ky odt silicagel (diclometan : etyl
axetat theo ty I¢ 1:1) tao ra Ol4g bot man tdng 3-{2{4-metoxy-3-2272-
trifloetoxy)phenyljoxazol-4-y1 }-1-3-metylpyridin-2-yl)propan-1-on.
'HINMR (CDQ,) &: 8,50 (1H, dd, J =4,5,09 Hz), 7,70 (1H, dd, J = 84, 2,1 Hz), 7,60-7,56
(2H, m), 746 (1H,d,J=2,1 Hz), 7,35-7,30 (1H, m), 6,96 (1H, d, ] =84 Hz),4:45 2H,q,J =
84Hz),392 (3H,s),3,60 2H,t,J=75Hz),3,00 2H, t,J=7,5 Hz),2,57 (3H, s)
Vidu 156

St dung 0,1g 3-[23-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-(3-metylpyridin-2-
ylpropan-1-on thu duge trong vi du 136, thu duge 45mg bot man vang nhat 3-{2-[4-metoxy-
3-(3-metyl-2-butenyloxy)phenyljoxazol-4-yl }-13-metylpyridin-2-yl)propan-1-on theo céch
tuong turnhurtrong vidu 155.
'HNMR (CDQ,) &: 8,50 (1H, dd, J =45, 1,2 Hz), 7,59-7,52 (3H, m), 745 (1H, 5), 7,34-7,29
(1H,m), 690 (1H,d,J =84 Hz),5,58-5,52 (1H, m), 4,64 (2H,d,] =69 Hz),391 (3H, s), 3,60
(H,t,J=75Hz2),301 2H,t,J=75Hz),257 3H,s),1,78 3H,d,J=09 Hz), 1,77 (3H, )
Vidu 157

St dung 06g 3-[2+3-hydroxy4-metoxyphenyl)oxazol-4-yl]-1-(3-metylpyridin-2-
yhpropan-1-on thu duge trong vi du 136, thu duge 031g bot mau trang 3-{2-[3-2-

xyclohexenyloxy)4-metoxyphenyljoxazol-4-yl }-1-(3-metylpyndin-2-yl)propan-1-on ~ theo
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cach tuong turnhu trong vidu 155.
'HINMR (CD(Y) &: 8,50 (1H, dd, J =45, 1,2 Hz), 760-7,56 (3H, m), 745 (1H, 5), 734729
(1H,m), 691 (1H, d,J=9,0 Hz), 5,99-5,88 (2H, m), 4,88 (1H, br s), 3,89 (3H, 5), 3,60 (2H, t, J
=72Hz),301 2H,t,J=72Hz),2,57 (3H,),2,17-1,34 (SH, m), 1,71-1,61 (1H,m)
Vidu 158

03g 3-{2-3-(2-xyclohexenyloxy)4-metoxyphenyljoxazol-4-yl }-1-(3-metylpyridin-
2-yl)propan-1-on thu duge trong vi du 157 duge hoa tan trong 20ml etanol. 50mg 10% bot
paladi-cacbon duoc b sung vao, va hén hop nay duge khudy & nhiét do trong phong trong thoi
gian 2 gid. (hét xic tic duoc loai bd bang cach loc, va sau d6 phan nude loc ra duge o dac.
Phén cin thu duoe duoe tinh ché bing phép sic ky odt silicagel (n-hexan : etyl axetat theo ty 1
3: 1) tao ra 0,2g dau mau vang nhat 3-[2-3-xyclohexyloxy-4-metoxyphenyl)oxazol-4-yl]-1-
(3-metylpyridin-2-yl)propan-1-on.
'HINMR (CD(Y,) &: 8,50 (1H, d, J =4,5 Hz), 7,59-7,54 (3H, m), 745 (1H, s), 7,34-7,30 (1H,
m), 691 (1H,d,J=8,1 Hz),4,354.,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), 207-202 (2H, m), 1,84-1,80 (2H, m), 1,60-1,51 (4H, m), 1,43-1,23
(2H,m)
Vidu 159

0,26g 3-2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yl}-1-(3-metylpyridin-2-yl)propan-
1-on thu duoe trong vi du 136 duoe hoa tan trong 10ml tetrahydrofuran. Dung dich thu duge
duoc bd sung 0,2g 2-hydroxyindan, 0,75ml diisopropyl azodicarboxylat (dung dich toluen
40%) va 031g tri(n-butyl)phosphin, va hén hop nay dugc khudy & nhiét 4o S0°C. Sau thoi gian
3 gio, 0.2g 2-hydroxyindan, 0,75ml diisopropyl azodicarboxylat (dung dich toluen 40%) va
0,31g tri(n-butyl)phosphin dugc bd sung thém vao, va hén hop nay duge khusy ¢ nhiét do S0°C
qua dém. Hn hop phén ting ny duoc 06 diic dudi 4p suét gidm. Phan cin duge tinh ché bang
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phép sic ky oot silicagel (n-hexan : etyl axetat : diclometan theo ty1e 1: 1: 1), va dugc ket tinh
lai tir axeton/diisopropyl ete tao ra 0,13g bot khong man 3-{2-[3(indan-2-yloxy)4-
metoxyphenylJoxazol-4-yl }-1-(3-metylpyridin-2-yl)propan-1-on.
'H-NMR (CDQ,) &: 8,51 (1H, br d, J =48 Hz), 762-7,16 (OH, m), 691 (1H, d, ] = 8,7 Hz),
529 (1H, tt, ] = 6,6,39 Hz), 385 (3H, 5), 3,63 (2H, t, ] = 7,2 Hz), 345 (2H,dd, ] = 168,66
Hz),326 (2H,dd,J=168,39Hz),301 2H,t,J=72Hz),2,58 3H, s)
Vidu 160

2g metyl 3-[2-3-benzyloxy-4-metoxyphenyl)oxazol-4-yl]propionat thu dugc trong
Vi du tham kh4o 48 va 1,5g metyl picolinat duogc hoa tan trong 40ml dimetoxyetan. 0,33g natri
hydrua duoc b8 sung vao c6 1am lanh bang nudc d4 va khudy, v tiép tuc khudy. Hon hop phan
{ing ndy duoc dun va duge héi Iuu trong thoi gian 2 gid. Sau phan ing nay, dung dich nudc
amoni clorua bdo hoa duoc b8 sung vao ¢6 1am lanh bing nude d4 va khudy, va hén hop nay
duoc khuay. Hén hop phén ting iy duoc khusy trong thoi gian 30 phiit, san d6 nude duge bd
sung vAo, v tién hanh chiét bing etyl axetat. Lp hilu co duge rita hai 14n bang nude va duge
o6 diic bing cach loai bd dung moi dusi 4p suat gidm. Phan can thu dugc duoc tinh ché bang
phép sic ky oot silicagel (n-hexan : etyl axetat theo ty 1& 3 : 1) tao ra 2g chét dau khong mau
metyl 2-[2-3-benzyloxy-4-metoxyphenyljoxazol-4-ylmetyl]-3-oxo-3-pyridin-2-ylpropionat.
'H-NMR (CDQY,) &: 8,67 (1H,dd, J=4.2,09 Hz), 807 (1H,dd, ] =78,2,1 Hz), 7,83 (1H, d,
1=78,18 Hz),7,55730 (OH, m), 690 (1H, d,J =90 Hz), 5,29 (1H,1,J =7,8 Hz), 5,16 (2H,
s),391 (3H, s), 3,66 (3H, 5), 3,36-3,28 (2H, m)
Vidu 16l

Sit dung 2g metyl 2-{2-3-benzyloxy-4-metoxyphenyl) oxazol-4-ylmetyl]-3-0xo-3-
(pyridin-2-ylypropionat thu duge trong vi du 160, 048g bot méu trang 3-{2~(3-hydroxy-4-

metoxyphenyloxazol-4-yl]-1-pyridin-2-yl)propan-1-on thu duge theo cach tong turnhur trong
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Vidu 136.
'HNMR (CDQY,) &: 8,67 (1H, dd,J=4,2,09 Hz), 8,05 (1H,dd,J=78,2,1 Hz), 7,83 (1H, d,
J=728,18 Hz), 755743 (4H, m), 688 (1H,dd, J =78, 2,1 Hz), 5,72 (1H, s), 393 3H, s),
364 (2H,t,J=75Hz),303 2H,t,J=75Hz)
Vidu 162

015¢  3-2-(3-hydroxy4-metoxyphenyloxazol4-yII-1-pyridin-2-ylypropan-1-on
thu duoe trong vi du 161 va 0.2ml 18-diazabixyclo[5 4 0lundec-7-en duoe hod tan trong Sl
etanol. 0,14g (bromometyl)xyclobutan dugc bd sung vao, va hén hgp nay duge dun va duge
héi I qua dém. Hén hop phén ting nay duge dé ngudi, sau d6 nude duge bd sung vao, va tién
hanh chiét béng etyl axetat. Sau khi rita bang nudc hai 14n, 16p hitu oo duge 06 dic dudi dp suft
giam. Phin cin thu duge duge tinh ché bing phép sic ky oot silicagel (diclometan : etyl axetat
theoty 1¢ 5 : 1) tao ra 50mg bot mau tréng 3-[2-(3-xyclobutylmetoxy-4-metoxyphenyloxazol-
4-y1]-1<pyridin-2-yDpropan-1-on.
'HANMR (CD(Y,) &: 8,68 (1H,d,J=4,5Hz),805 (1H,d,J=78Hz),783 (1H,td,J =78,18
Hz), 758744 (4H, m), 690 (1H, d, J = 84 Hz), 407 (2H, d, J = 69 Hz), 3,89 (3H, s), 3,65
H,t,J=75Hz), 3,05 2H,t,J =75 Hz), 294-281 (1H, m), 224-204 (2H, m), 2,00-1,81
(4H,m)
Vidu 163

Sit dung 03g 3-2-3-hydroxy4-metoxyphenyloxazol4-yI]-1-(pyridin-2-yDpropan-
1-on thu duoe trong vi du 161, 0,28g bot maw tring 3-[2-(4-metoxy-3-(4-pentenyloxy)phenyl)
oxazol-4-yT-1-pyridin-2-yDpropan-1-on thu duoe theo céch tuong turnhur trong vi du 102.
'HANMR (CD(,) &: 8,69 (1H,dd,J=4.2,1,5Hz),805 (1H,d,J=78 Hz), 785 1H,t,]J =78
Hz), 760-746 (4H, m), 691 (1H, d, J = 84 Hz), 592-583 (1H, m), 5,11-4,99 (2H, m), 4,11
(2H,d,J=69Hz),391 (3H,s),3,65 2H,t,J=7,5Hz),305 2H,t,J =75 Hz),2,28-2.23 2H,
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m), 198 2H,t,J=7,5Hz)
Vidu 164

10g 2-3-benzyloxy-4-metoxyphenyl)-4-clometyloxazol thu duoc trong Vi du tham
khao 5 va 10,7g 1-(2-alyloxyphenyl)etanon thu dugc trong Vi du tham khao 53 duoc hoa tan
trong 200ml tetrahydrofuran. 1,82g natri hydrua duge b8 sung vao o6 1am lanh béng nudc d4
va khudy, va tiép tuc khuay. Hén hop phén ting nay dugc dun va duge héi luu trong thoi gian 4
gi0. Sau phan ting néty, dung dich nuc amoni clorua bdo hoa duge bé sung vao o6 1am lanh
béng nude d4 va khuAy, va hén hgp ndy duge khudy. Sau khi khudy trong thoi gian 30 phit,
nuée duoe bd sung vao, va tién hanh chiét bang etyl axetat. Lop hiiu co dugc ria hai 14n bang
nuée va duoc 0d dic bang cach loai bd dung moi dudi 4p sudt giam. Phan can thu duge duge
tinh ché bang phép sic ky oot silicagel (n-hexan : etyl axetat theoty 16 3 : 1) taora 1,4g bot mau
trang 1-(2-alyloxyphenyl)-3-[2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-yl Jpropan-1-on.
'HNMR (CDQL) &: 7,70 (1H, dd, J = 7.8, 1.8 Hz), 7,62-7,58 (2H, m), 749-7.30 (7H, m),
702-691 (3H, m), 6,12-602 (1H, m), 542 (1H, dd, J = 174, 1,5 Hz), 530 (1H, dd, J = 105,
1,5Hz),5,19 (2H, s), 465462 (2H, m), 392 (3H, s), 342 2H, t,J =72 Hz),299 2H, t,J =
72 Hz)
Vidu 165

St dung 14g 1-2-alyloxyphenyl)-3-2+3-benzyloxy-4-metoxyphenyl)oxazol-4-
yljpropan-1-on thu duge trong vi du 164, thu duge 0,55g du mau vang nhat 3-[2-3-hydroxy-
4-metoxyphenyl) oxazol-4-yl]-1<2-hydroxyphenyl)propan-1-on theo cich tuong tur nhu trong
vidu 101.
'HNMR (CD(Ly) &: 12,5 (1H,5),7,81 (1H, dd,J =738, 1,5 Hz), 7,57-7,30 (4H,m), 698 (1H, d,
J=8,1Hz),692-6,86 (2H, m), 5,73 (1H, brs), 394 (3H,),344 2H,t,J=7,5Hz), 302 (2H, ,
J=75Hz)

-132-



21107

Vidu 166

S dung 05g 3-2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-
hydroxyphenyl)propan-1-on thu duge trong vi du 165, thu duge 0,61g bot mau tréng 3-2-3-
alyloxy-4-metoxyphenyl)oxazol-4-yl]-1+(2-alyloxyphenyl)propan-1-on theo cch tuong turnhu
trong vidu 111.
'HNMR (CDQ,) 8: 7,70 (1H, dd,J=7,5,2,1 Hz),7,58 (1H,dd,J=8,1,2,1 Hz),7,52 (1H,d,J
=2,1 Hz), 745-7,40 (2H, m), 702-690 (3H, m), 6,16-603 (2H, m), 547-5,27 (4H, m), 4,68-
462 (4H,m),3.92 (3H,s),342 (2H,t,J=69 Hz),299 (2H,1,] =69 Hz)
Vidu 167

S dung 1,1g metyl 3-2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-yllpropionat thu
duoe trong Vi du tham khdo 48, thu duge 1g din mau vang metyl 2-[2-3-benzyloxy4-
metoxyphenyl)oxazol-4-ylmetyl]-3-(2-metoxyphenyl)-3-oxopropionat theo cich tuong tuf nhu
trong vi du 100.
'HNMR (CDQL) &: 7,71 (1H, dd,J =78, 1,8 Hz), 7,57-7,53 (3H, m), 7:48-7,30 (6H, m), 6,97
(1H,t,J=72Hz),691 2H,d,J =78 Hz), 5,17 (2H, 5),499 (1H,t,J =69 Hz), 392 (3H, s),
390(3H,s),3,69 (3H,5),3,27-3,19 (2H,m)
Vidu 168

St dung 1g metyl 2-{2-(3-benzyloxy4-metoxyphenyl) oxazol-4-ylmetyl]-3-2-
metoxyphenyl)-3-oxopropionat thu dugc trong vi du 167, thu duge 0,63g bot mau tring 3-[2-
(3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-2-metoxyphenyl)propan-1-on theo céch tuong tur
nhurtrong vidu 101.
'HNMR (CDCL) &: 7,70 (1H, dd, J = 84, 2,1 Hz), 756752 (2H, m), 744741 (2H, m),
699687 (3H,m), 3,95 (3H, 5), 389 3H,5),3,38 2H, t,J= 7,2 Hz),298 2H,t,J =72 Hz)
Vidu169
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S dung 022¢g 3-[2(3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-
metoxyphenyl)propan-1-on thu duge trong vi du 168, thu dugc 90mg chat dau khong mau 3-
[2-(3-isopropoxy-4-metoxyphenyl)oxazol-4-yl]-12-metoxyphenyl)propan-1-on  theo c4ch
tuong turnhu trong vi du 102.

'HINMR (CDQ,) &: 7,70 (1H, d,J =7,5 Hz), 7,57 (1H,d,J = 8,1 Hz),7,54 (1H, s), 747-7:40
(2H, m), 701-6,89 (3H, m), 4,674,62 (1H, m), 391 (6H, s), 3,38 (2H, t,J =7,2 Hz), 3,00 (2H,
t,J=7.2Hz),139(6H,d,J=63 Hz)

St dung 3-[2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yl}-12-metoxyphenyl)propan-
1-on thu duige trong vi du 168, hop chét trong cdc vi du tir 170 dén 173 thu duoge theo cich
tuong tur nhur trong vi du 102.

Vidu 170
3-[2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-metoxyphenyl)propan-1-on
'HINMR (CDQ) 8: 7,69-740 (4H, m), 6,99-6,89 (4H, m), 3,94-3,89 (8H, m), 3,37 2H, t,J =
72Hz),3,01 2H,t,J=72 Hz),1,40-1,35 (1H, m), 0,67-0,65 (2H, m), 0,38-0,36 (2H, m)
Vidul171
3-2+3-xyclopentyloxy-4-metoxyphenyl)oxazol-4-yl]-1(2-metoxyphenyl)propan-1-on
'HNMR (CD(,) 8: 7,70 (1H, dd, T =75, 1,8 Hz), 7,56 (1H,dd,J =84,2,1 Hz), 7,51 (1H, s),
743 (1H,td, =84, 1,8 Hz),699-6,88 (3H, m), 4,48 (1H, brs), 3,89 3H, s), 3,88 (3H, 5), 3,38
(2H,t,J=6,6Hz),298 (2H,t,J=6,6 Hz),204-1,85 (4H, m), 1,63-1,55 (4H, m)

Vidu172

3-[2(3-etoxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-metoxyphenyl) propan-1-on

'HNMR (CDQY,) 8: 7,70 (1H,dd,J =75, 1,8 Hz), 7,57 (1H,dd,J=8,1,2,1 Hz), 7,51 (1H,d,J
=18 Hz), 747-741 2H, m), 701-6,89 (3H, m), 4,18 (2H, q, J = 7,8 Hz), 3,94 (3H, ), 390
(3H,s),3,38 2H,t,J=6,6Hz),299 2H,t,J=6,6 Hz), 149 BH,,J=78 Hz)
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Vidu173

3-[2+3-isobutoxy-4-metoxyphenyloxazol-4-yl]-1-(2-metoxy phenyl)propan-1-on

'H-NMR (CD(L) 6: 7,70 (1H, dd, T =75, 1,8 Hz), 7,58-7,36 (4H, m), 7,01-6,89 (3H, m), 3.90
(6H,s),3,34 (2H,d,J=6,6Hz),3,38 (2H,t,J=69Hz),299 (2H,t,J =69 Hz),2,22-2,10 (1H,
m), 1,05 (6H,d,J=66Hz)

Sir dung 3-[2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yl}-1-(2-metoxyphenyl)propan-
1-on thu duoc trong vi du 168, thu duoc hgp chét trong cic vi du tir 174 dén 175 theo cach
tuong turnhur trong vidu 111.

Vidu 174

3-[2-(3-alyloxy-4-metoxyphenyl)oxazol-4-yl]- 12-metoxyphenyl) propan-1-on

'HNMR (CDQ,) 6: 7,70 (1H,dd,J=7.5,1,8 Hz),7,59 (1H,dd,J=84, 1,8 Hz), 7,52 (1H,d,J
=18 Hz), 748-741 (2H, m), 702-690 (3H, m), 6,12-607 (1H, m), 543 (1H,dd, J=17,15
Hz),531 (1H,d,J=10Hz),4,68 2H,d,J=54 Hz),392 (3H, s), 3,90 3H, 5),338 2H, t,J=
72Hz),299 2H,t,]=72Hz)

Vidul175

1-(2-metoxyphenyl)-3-{2-[4-metoxy-3-2,2 2-trifloetoxy)phenyljoxazol-4-yl }propan-1-on
'HNMR (CD(L) 6: 7,69 (1H,dd,J =75, 1,8 Hz), 7,60 (1H,d, J =18 Hz), 748-742 (2H, m),
702695 (3H,m), 443 2H, q,J=8,1 Hz),392 (3H, 5), 3.90 (3H, 5), 3,38 (2H, , ] =69 Hz),
299(2H,tJ=69Hz)

Vidu176

0/4g natri hydrua dugc tao huyén ph trong 20ml tetrahydrofuran, va 1,13g 12-
benzyloxy)etanon va 1,46g 4-clometyl-2-3-xyclopropylmetoxy-4-metoxyphenyl)oxazol thu
duoc trong Vi du tham khéo 11 duge bd sung lién tiép vao o6 1am lanh bang nude d4. Hon hop

nay dugc khudly trong thoi gian 4 it o6 dun va héi luu. Dung dich nuéc amoni clorua béo hoa
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duoc bd sung vao hdn hop phén ting 06 Iam lanh bang nude d4. Sau khi khusy trong thoi gian
15 phiit, nuSe duge b sung vao, va tién hanh chiét bang etyl axetat. Viéc sdy duoc thuc hién
bing magie sulfat khan, v dung moi duxoc loai bd. Tinh ché duce thuc hien sit dung oot
silicagel (n-hexan : etyl axetat theo ty 1€ 4 : 1), va hop chét thu duoc duoe hoa tan trong 12ml
etanol. 35mg bot paladi-cachon 10% duge bd sung vao, va thuc hién khudy trong moi trudng
hydro qua dém. Chét xtic téc duge loai bd bing cich loc va phan nuéc loc ra thu duge duoe co
dic. Phan can duoc tinh ché sir dung odt silicagel (n-hexan : etyl axetat theo ty 164 : 1) taora
043g bot mau trang 3-[2-(3-xyclopropylmetoxy-4-metoxyphenyloxazol-4-yl]-142-hydroxy
phenyl)propan-1-on.
'HNMR (CD(,) 6: 12,2 (1H, 5), 7,33 (1H, d,J = 1,5 Hz), 7,80-7,44 (4H, m), 700-6,87 (3H,
m), 3,94-392 (5H, m), 3,44 (QH,t,J=72Hz),303 2H, t,J =72 Hz), 1,37-1,26 (1H, m),
0,70-0,65 (2H, m),041-0,37 2H, m)
Vidu177

2g 4-clometyl-2{3-xyclopropyl metoxy-4-metoxyphenyljoxazol thu dugc trong Vi
du tham kho 11 v2 3,6g 1-2-alyloxyphenyletanon thu duoe trong Vi du tham khao 53 dutge
hoa tan trong 40ml tetrahydrofuran. 0,55g natri hydrua duge bd sung vao o6 lam lanh bang
nuéc d4 va khudy, va hén hop nay duoc khusy. Hn hop phan ting nay duge dun va duge hdi
Ju trong thoi gian 6 gid. Sau khi hodn thanh phén ting, dung dich nude amoni clorua bao hoa
duoc b sung vio o6 1am lanh bing nudc d4, va hén hop nay duoc khudy. Hon hop phan dng
ndy duoc khudy trong 30 pht, sau d6 nude duge b sung vao, va tién hanh chiét bang etyl
axetat. L6p hiiu co duoe rfa hai 14n biing nutie va duoc 06 dic bing céch loai b dung moi dui
4p sust giam. Phin cin thu duge duge tinh ché bang phép séic ky cot silicagel (n-hexan : etyl
axetat theo ty 16 3 : 1) tao ra 05g bdt man trng 1-(2-alyloxyphenyl)-3{2-(3-

xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-yl jpropan-1-on.
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'HNMR (CD(L) 8: 7,70 (1H,dd,J =78, 1,8 Hz), 7,57 (1H,dd,J=84,2,1 Hz), 749 (1H,d,J
=2,1 Hz), 745-7,39 .(2H, m), 7,02-6,89 (3H, m), 6,09-6,02 (1H, m), 545-5,26 (2H, m), 4,65
462 (2H, m), 394391 (5H, m), 342 2H, t,J =72 Hz),299 2H, t,J =72 Hz), 1.45-135
(1H,m), 0,68-0,62 (2H, m), 040-0,36 (2H, m)
Vidu178

S dung 14g 4-clometyl-2-3 4-dietoxyphenyl) oxazol thu dugc trong Vi du tham
khao 35 va 0,88g 1<(2-alyloxyphenyl)etanon thu dugc trong Vi du tham khao 53, thu duoc
042g bot mau trang 1-(2-alyloxyphenyl)-3-[2+3,4-dietoxyphenyl) oxazol-4-yl}propan-1-on
theo c4ch trong tirnhur trong vi du 177.
'HNMR (CDQY) &: 7,69 (1H, dd, J = 7.5, 2,1 Hz), 7,56-7,51 (2H, m), 7.45-739 (2H, m),
702-6,89 (3H, m), 6,14-601 (1H,m), 542 (1H,dd,J =17, 1,5 Hz), 5,29 (1H,dd,J=105, 1,5
Hz), 465462 (2H, m), 420-4.10 4H, m), 342 2H, t, ] =72 Hz), 299 2H, t,J =72 Hz),
1,50 (6H,t,J=7.2Hz)
Vidu179

St dung 0,31g 1-(2-clophenyl)etanon va 0,59g 4-clometyl-2-(3-xyclopropylmetoxy-
4-metoxyphenyl)oxazol thu dugc trong Vi du tham khao 11, thu duge 0,11g chét dau khong
mau  1{2-clophenyl)-3-{2-(3-xyclopropylmetoxy-4-metoxyphenyloxazol-4-yljpropan-1-on
theo c4ch tuong tu nhur trong vi du 177.
'HNMR (CDQ,) &: 7,60-7,55 (2H, m), 749-743 (2H, m), 740 (1H, s), 7,39-730 (2H, m),
691 (1H,d, J = 8,7 Hz), 3.94-391 (5SH, m), 3,36 2H, t,J =69 Hz), 301 (2H, t,J =69 Hz),
1,37-1,29 (1H, m), 0,69-0,63 (2H, m), 0,40-0,37 (2H, m)
Vidu 180

St dung 2g metyl 3-[2-3,4-dietoxyphenyl)oxazol-4-ylJpropionat thu dugc trong Vi
du tham khéo 54 va 1,3g etyl 3-metylpicolinat, thu dugc 0,8g dau man vang metyl 2-[2-(34-
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dietoxyphenyl)oxazol-4-ylmetyl]-3-(3-metylpyridin-2-yl)-3-oxopropionat theo cich tuong tur
nhurtrong vi du 124,
'HNMR (CD(,) &: 8,50 (1H, m), 7,60-7,40 (4H, m), 7,30 (1H, m), 6,88 (1H, d, J = 84 Hz),
520 (1H, t,J =72 Hz), 420405 (4H, m), 299 (3Hy), 335-3,20 (2H, m), 2,59 3Hys), 147
(BH,t,J=69Hz),147 3H,t,J=69 Hz)
Vidu181

08¢ metyl 2234 dictoxyphenylyoxazold-ylmetyl}-3-G3-metylpyridin 2-y1) 3-
oxopropionat thu dugc trong vi du 180 duge bd sung vao hén hop chia Sml axit axetic va
1,5ml axit dlohydic d2m dic, v hén hop thu duoe duoe Khuy & nhiét do 110°C trong thos
gian 4 gid:, Sau khi dé ngudi dung dich 2y xutg nhiét d6 trong phong, 30ml etyl axetat va
30ml dung dich natri hydro cacbonat bo hoa duge bd sung dén dan vao o6 khudy, va tiép tuc
Khusiy. L6p hitu cor duge Tam kho biing magie sulfat khan, va duroc o6 dic dudi 4p sut gim.
Phén cin duoc tinh ché bing phép sic ky oot silicagel (etyl axetat : n-hexan theo ty 1€ 3 : 1), va
duoc két tinh lai thém tir etyl axetatn-hexan tao ra 028¢ bot mau tring 3234
dietoxyphenylyoxazol4-y1}-1-G-metylpyridin-2-ylypropan-1-on.
'HINMR (CDQ,) &: 8,49 (1H, m), 7,60-7,50 (3H, m), 7,44 (1H, s), 7,32 (1H, m), 6,90 (1H, d,
J=8,1Hz),4,17 2H,q,J =69 Hz),4,13 (2H, q,J=69Hz),3,51 2H, t,J=72Hz),300 2H,
t,J=72Hz),2,57 3H,s), 148 3H, t,J=69 Hz), 147 3H,1,J =69 Hz)
Vida182

2g metyl 3-2-(3 A-dietoxyphenyloxazol-4-yljpropionat thu due trong Vi du tham
Khdo 54 va 1,5 etyl 2-ctoxybenzoat duoe hod tan trong 10ml dimetytformamit. 1,81 nati t-
pentoxit dugc bd sung vao 06 1am lanh bing nudc d4 va khudy, va hén hop niy duge khudy
trong 30 phuit. Hon hop phan ting nay dugce khudy thém & nhiét do trong phong trong thoi gian

5 gid, va nuc d4 duoe bd sung vao. Dung dich nutée amoni clorua bao hoa duge bd sung vao,
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va hén hop nay duoc khuay. Hon hop phan tng nay dugc khusy trong 30 phiit, sau dé nuée
duoc b sung vao, va tién hanh chiét bang etyl axetat. Lp hiiu co duoc rita hai 14n bang nue
va duoc o6 dic bang céch loai bd dung méi dudi 4p sudt gidm. Phan cén thu duge duoe tinh
ch&béng phép sic ky cot silicagel (n-hexan : etyl axetat theo ty 1¢ 1 : 1). Chét dau mau vang thu
duoc duoc b sung vio hén hop chiia 5ml axit axetic va 1,5ml axit clohydric dam dac, vahén
hop thu duoe duge khusly & nhiét do 110°C trong thdi gian 4 gidv. Sau khi d€ nguéi hon hop
xuéng nhiét do trong phong, 30ml etyl axetat va 30ml dung dich natri hydro cacbonat bao hoa
duoc b8 sung dén dén vio 6 khudy, va tiép tuc khudy. Lop hitu co duoe 1am kho bang magie
sulfat khan, va duoc 06 dic dudi 4p sudt gidm. Phén cin duge tinh ché bing phép sac ky oft
silicagel (etyl axetat : n-hexan theo ty 1& 3 : 1), va c4c tinh thé tho thu duge duge két tinh lai tix
etyl axetat/n-hexan tao ra 046g bot mau trang 3-[2-(3 A-dietoxyphenyloxazol-4-yl]-1-2-
etoxyphenyl)propan-1-on.
'HNMR (CDL) &: 7,70 (1H, dd, J = 7.5, 2,1 Hz), 7,60-7,50 (2H, m), 745-7,35 (2H, m),
700630 2H, m), 4,17 2H, q,J =72 Hz),4,13 2H, q,J =72 Hz),342 2H, t, ] ="7,2 Hz),
299 2H,t,J=72Hz),148 BH,t,J=7.2Hz), 148 BH,t,J=7.2Hz), 148 3H,t,J=72 Hz)
Sir dung metyl 3-[2+3 A4-dietoxyphenyl)oxazol-4-yl] propionat thu duoc trong Vi du
tham khéo 54, thu dugc cac hop chét trong c4c vi du tix 183 dén 185 theo cich tuong tr nhu
trong vidu 182.
Vidu 183
3-[2+3 A-dietoxyphenyl)oxazol-4-y1]-1-(3-etoxypyridin-2-yl)propan-1-on
'HNMR (CD(L) 6: 823 (1H, dd, =45, 1,2 Hz), 7,55-7,50 (2H, m), 740-7,25 (2H, m), 745
(1H, s),690 (1H, d,J=8,1 Hz),4,204,05 (6H,m), 349 2H,t,J=72Hz), 302 CH, t,] =72
Hz), 147 3H,t,J=72Hz), 147 3H,t,J=7.2Hz), 146 GH,t, J=72 Hz)
Vidu 184
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3-[2-3 A-dietoxyphenyl)oxazol-4-yl]-13-etoxyphenyl)propan-1-on
'HANMR (CDQ,) &: 8,00-795 (2H, m), 7,60-7,50 (2H, m), 743 (1H, s), 6,95-6,85 (3H, m),
4,17 H, q,J=72Hz),4,17 2H,q,J =72 Hz),409 2H,q,J =72 Hz),334 CH,t,] =72
Hz),3,01 CH,t,J=72Hz), 148 BH,t,J=72Hz), 148 BH,t,J=7,2Hz), 144 GH,t,J=72
Hz).
Vidu 185
3-[2-3 A-dietoxyphenyl)oxazol-4-yl]-1-4-etoxyphenyl)propan-1-on
'HNMR (CDQL) 8: 7,60-7,50 (4H, m), 744 (1H, s), 735 (1H, t,J=78 Hz), 709 (1H,dd,J =
90,24 Hz), 6,10 (1H,d,J =54 Hz), 4,16 2H, q,J =72 Hz), 4,15 2H, q, ] = 7,2 Hz), 408
(H, q,J =72 Hz),338 2H,t,J=72Hz),302 (2H,t,J=72Hz), 148 3H, t, J=7,2 Hz),
148 BH,t,J=72Hz),140 3H,t,J=7.2 Hz).
Vidu 186

Sir dung 2g dimetyl 2-{2+3 4-bis(benzyloxy)phenyl) oxazol-4-ylmetyljmalonat thu
duoc trong Vi du tham khdo 56, thu dugc 2,2g diu mau vang nhat metyl 2{2-34-
bisbenzyloxyphenyl)oxazol-4-ylmetyl]-3-(3-metylpyridin-2-yl)-3-oxopropionat  theo ~ cich
tuong tunhu trong vi du 100.
'HNMR (CDQ,) &: 849 (1H, dd, J =4.5, 1,2 Hz), 7,59-7.28 (15H, m), 6,94 (1H, d, J =84
Hz),523-5,17 (SH,m), 3,69 (3H, s), 3,32-3,23 (2H,m),2,59 (3H, )
Vidu 187

St dung 22g metyl 2-[2+3Abisbenzyloxyphenyloxazol-4-ylmetyl]-3-3-
metylpyridin-2-yl)-3-oxopropionat thu dugc trong vi du 186, 0.24g bot mau tréang 3-2-34-
dihydroxyphenyl)oxazol-4-ylmetyl]-1-(3-metylpyridin-2-yl)propan-1-on thu duogc theo cich
tuong tu nhur trong vidu 136.

'H-.NMR (CDQ,) 8: 946 (1H, br s), 9,32 (1H, br s), 8,54 (1H, d, ] =30 Hz), 7,80-7,76 (2H,
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m), 754749 (1H,m), 7,32 (1H,d,J=2,1 Hz), 7,23 1H,dd, J =84, 2,1 Hz),6,82 (1H,d,J =
84Hz),347 2H,t,J=7,5Hz),283 2H,t,J=7,5Hz),251 3H,s)
Vidu 188

St dung 0,12g 3-[2+3 A-dihydroxyphenyl)oxazol-4-ylmetyl]-143-metylpyridin-2-
ylpropan-1-on thu duoe trong vi du 187, thu dugc 35mg bot mau trdng 3-{2-[34-bis{(2,2.2-
trifloetoxy)phenyljoxazol-4-yl }-1<3-metylpyridin-2-yl)propan-1-on theo céch tuong tur nhu
trong vidu 111.
'HNMR (CDQL) 6: 8,50 (1H, d, J =4,5 Hz), 7,68 (1H, dd, J =84, 18 Hz), 7,63 (1H,d,J =
1,8Hz),7,58 (1H,d,J=84 Hz), 749 (1H, s),7,35-7,28 (1H,m), 704 (1H,d, J =8,4 Hz),4,50-
439 (4H,m), 3,60 2H,t,J=7.2Hz),301 2H,t,J=72Hz),2,59 (3H, )
Vidu 189

Sir dung 0,76g 4-clometyl-2-(3-etoxy-4-metoxyphenyl)oxazol thu duoc trong Vi du
tham khéo 58 va 0,5g 1-2-alyloxyphenyl)etanon thu dugc trong Vi du tham khéo 53, thu duoc
0,13g bot mau tring 1-(2-alyloxyphenyl)-3-{2-3-etoxy-4-metoxyphenyl)oxazol-4-yl Jpropan-
1-on theo cach tuong tunhu trong vidu 177.
'HNMR (CDQ,) 6: 7,70 (1H,dd,J=7.5,2,1 Hz),7,56 (1H,dd, ] =84,2,1 Hz), 7,51 (1H,d,J
=21 Hz), 745-740 2H, m), 702-6,89 (3H, m), 6,12-601 (1H, m), 542 (1H,dd, J=17,15
Hz), 528 (1H,dd, J = 17, 1,5 Hz), 465462 (2H, m), 4,18 (2H, q, J =69 Hz), 392 3H, s),
342 (2H,t,J=72Hz),299 2H,t,J=72Hz),149 3H,,J=69 Hz)
Vidu 190

2g 4-clometyl-2-(4-benzyloxy-3-etoxyphenyl)oxazol thu dugc trong Vi du tham
khao 63 va 0.96g 1-(2-etoxyphenyl)etanon duoce hoa tan trong 20m tetrahydrofuran, va 047g
natri hydrua duoc bd sung vao. Sau khi tao bot, hén hop phén ting duge dun va duoc héi Iuu
trong thoi gian 3 gid. Sau khi am ngudi, hon hop phén ing duoc bd sung vao nuse d4, va tién
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hanh chiét bing etyl axetat. L6p hitu co duoc rita bing nuc, duge Iam kho bing magie sulfat,
va duoc o6 dic dudi 4p suat gidm. Phan cin duge tinh ché bang phép sic ky oft silicagel (n-
hexan : etyl axetat theo ty 1& 3 : 1) tao ra O4g bot khong maun 3-[2-(4-benzyloxy-3-
etoxyphenyl)oxazol-4-yl]-1-2-etoxyphenyl)propan-1-on.
'HINMR (CD(,) 8: 7,70 (1H, dd, J =75, 1,8 Hz),7,55-7,30 (8H,m), 697 2H, t, T =75 Hz),
693 (1H,d,J=75 Hz), 5,19 2H, s), 4,18 2H, q,J =69 Hz), 4,13 (2H, q, ] =69 Hz), 341
(2H,t,J=69Hz),299 (2H,t,J=69 Hz), 148 GH,t,J=69 Hz), 147 3H,t, J=69 Hz)
Vidu191

S dung 3-[2{4-benzyloxy-3-etoxyphenyl)oxazol-4-yl]-1-(2-etoxyphenyl)propan-1-
on thu duwec tong vi du 190, thu dugc chat dau khong mau 3-[2-3-etoxy4-
hydroxyphenyl)oxazol-4-yl]-142-etoxy phenyl)propan-1-on theo cich tuong turnhur trong vi du
2.
'HNMR (CDQ,) 8: 7,70 (1H,dd, J=75,18 Hz),7,52 (1H,dd,J=8,1,2,1 Hz),749 (1H,d,J
=2,1Hz),7.45-738 2H,m),697 (1H,t,J=75Hz),695 (1H,d,J=7,5Hz),693 (1H,d,J =
8,1 Hz),5,89 (1H,5),4,20 H, q,J=7,2Hz),4,13 2H,q,J =72 Hz),341 2H,t,J=72 Hz),
298 2H,t,J=72Hz),147 BH,t,J=72Hz),147 BH,t,J=7,2Hz)
Vidu192

St dung 3-[2-3-etoxy-4-hydroxyphenyl)oxazol-4-yl]-1-(2-etoxyphenyl)propan-1-on
thu duge trong vi du 191, thu duge 3-[2-3-etoxy-4-sopropoxyphenyl)oxazol-4-yl]-1-(2-
etoxyphenyl)propan-1-on & dang két tinh hinh kim khong mau theo c4ch trong turnhur trong vi
du 111.
'HINMR (CDQL) 6: 7,70 (1H, dd, =75, 1,8 Hz), 754751 (2H, m), 745-7,39 (2H, m), 697
(QH,brt,J=75Hz),693 (1H,d,J =75 Hz),4,55 (1H, sept, =60 Hz), 4,14 2H,q,] =69
Hz),4,13 2H, q,J=69 Hz),342 2H,t,J=75Hz),299 2H,t,J=75Hz), 147 GH,t,J =
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69Hz),145 3H,t,J=69 Hz), 1,37 (6H,d,J=60Hz)
Vidu 193

298¢ 2-3-benzyloxy-4-metoxyphenyljoxazol-4-carbaldehyt thu dugc trong Vi du
tham khdo 64 va 1,72g 1<2-propoxyphenyl)etanon duge hoa tan trong S0ml pyridin. 2,66g kali
cacbonat duoc b3 sung vao, va hén hop nay duge dun va duge khusly & nhiét o 120°C trong
thdi gian 22 gid. Sau khi 1am ngudi, hén hop phén ting dugc b6 sung vao nuée mudi béo hoa,
va tién hinh chiét bing etyl axetat. Ldp hitu 0o duge niia bang nudc va sau dé duge 1am kho
bang magie sulfat khan, va dung m6i dugc loai bd dudi ap sust giam. Phan can dugc tinh che
bang phép sic ky oot silicagel (n-hexan : etyl axetat theo ty 16 3 : 1) tao ra 1,82g chéat dau khong
man  (E)3-{2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-yl]-1<2-propoxyphenyl)-2-propen-1-
on.
'H-NMR (CD() 8: 7,80 (1H, s), 7,79 (1H, d,J = 15,3 Hz), 7,69-7,66 (3H, m), 7,51-7,32 (7TH,
m), 704695 3H,m), 521 (2H, s),405 2H, t,J =63 Hz), 394 (3H, s), 1,88 (2H, sext., J =
6,3 Hz),1,08 3H,t,J=63Hz)
Vidu 194

1,82g (E)-3-[243-benzyloxy-4-metoxyphenyloxazol-4-yl]-1-(2-propoxyphenyl)-2-
propen-1-on thu duge trong vi du 193 duoe hoa tan trong 50ml metanol. 200mg bot paladi-
cacbon 5% duoc b sung vao, va hén hgp nay duoc khudy trong méi trudng hydro & nhiét do
trong phong trong thoi gian 2 gid. Sau do, chét xdc téc duoc loai bd bang cach loc. Phn nuse
Joc ra duge pha lodng bing 100ml metanol, va 500mg bot paladi-cacbon 10% duoc b6 sung
vao. Hén hop ndy duoc khudy trong moi trudng hydro & nhiét do trong phong trong thdi gian 3
gidy. Chét xtic téc duge loai bd bang cich loc, va dung moi duoc loai bod duti 4p sudt giam.
Diisopropyl ete duoc bd sung vao phén cin dé két tinh tao ra 0,78g bot khong man 3-[23-

hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-propoxyphenyl)propan-1-on.
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'HNMR (CD(L) 8: 7,70 (1H,dd, =75, 18 Hz), 7,55 (1H,d,J =2,1 Hz), 7,53 (1H,dd, J =
8,1,2,1 Hz), 742 (1H,ddd,J=8,1,7,5,18 Hz),7.40 (1H,5),697 (1H,td,J=75,09 Hz), 6,93
(1H,brd,J=8,1 Hz),6,89 (1H, d,J=8,1 Hz),402 (2H,t,]=6,6Hz),394 (3H, s), 343 (2H., ,
J=72Hz),299 2H,t,J=72Hz), 1,88 (2H, sext.,J =66 Hz), 1,06 GH, , ] = 6,6 Hz)
Vidu 195

S dung 0,15g 3-2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-
propoxyphenyl)propan-1-on thu dugc trong vi du 194, 67mg bot khong mau 3-[2-(3-etoxy-4-
metoxyphenyl)oxazol-4-y1]-1-(2-propoxyphenyl)propan-1-on thu dugc theo cich tuong tur nhur
trong vidu 102.
'HINMR (CD(,) 6: 7,71 (1H, dd, J=7.8, 1,8 Hz), 7,59-740 (4H, m), 697 (1H,,J =73 Hz),
694 (1H,d,J=78 Hz), 691 (1H,d,J =78 Hz),4,18 2H, q,J = 6,6 Hz), 402 2H, 1,] =6,6
Hz),392 (3H, s),343 2H,t,J =72 Hz),3,00 2H, t,J =7,2 Hz), 1,87 (2H, sext., ] = 6,6 Hz),
149 3H,t,J=6,6Hz), 1,06 3H, t,]=6,6 Hz)
Vidu 196

Sir dung 0,15g 3-2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-2-
propoxyphenyl)propan-1-on thu dugc trong vi du 194, thu dugc 67mg chat dau khong mau 3-
[2-3-xyclopentyloxy-4-metoxyphenyl)oxazol-4-yl}-1-(2-propoxyphenyl)propan-1-on  theo
céch tuong trnhu trong vi du 102,
'HNMR (CDQ,) 6: 7,71 (1H,dd,J=7.5,18 Hz), 7,55 (1H,dd,J = 84,18 Hz),7,51 (1H,d,J
=18Hz), 742 (1H, brt,J=7,5Hz),7,39 (1H,s),697 (1H,t,J=7,5 Hz),693 (1H,d, =75
Hz),6,89 (1H, d,J =84 Hz),4,904.84 (1H, m), 4,02 2H,t,J =6,6 Hz),3,88 (3H, s), 343 (H,
t,J=72Hz),299 2H,t,J=72 Hz),2,03-1,60 10H,m), 1,05 GH,t, J=72 Hz)
Vidu197

Sir dung 3-2-3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-propoxyphenyl)propan-
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l-on thu duoc trong vi du 194, thu duge chét ddu khong miau 3-[2-3-isopropoxy-4-
metoxyphenyl)oxazol-4-yl]-1-(2-propoxy phenyl)propan-1-on theo c4ch tuong tr nhur trong vi
du 102.
'H-NMR (CDQ,) §: 7,71 (1H, dd, J=7.8, 1,8 Hz), 7,57 (1H,dd,J=84,2,1 Hz), 754 (1H,d,J
=21Hz),742 (1H,ddd,J=84,72,18 Hz),739 (1H,s),697 (1H,brt,] =72 Hz),696 (1H,
brd,J =84 Hz),691 (1H, d,J =84 Hz),4,65 (1H, sept., ] =60 Hz), 402 (2H, t, ] =7,2 Hz),
390 (3H, s),343 2H, t,J=72Hz),299 2H,t,J=72 Hz), 1,87 (2H, sext., ] = 7,2 Hz), 1,40
(6H,d,J=60Hz),106 3H,t,J=72Hz)
Vidu 198

Sit dung 3-[2-3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1<(2-propoxyphenyl)propan-
1-on thu duoc trong vi du 194, thu duge bot khong man 3-2-3-xyclopropylmetoxy-4-
metoxyphenyl)oxazol-4-yl]-1<2-propoxyphenyl)propan-1-on theo céch tuong tur nhu trong vi
du 102.
'H-NMR (CDQL,) 8: 7,70 (1H,dd, J =75, 1,8 Hz),7,57 (1H,dd, ] =84,18 Hz), 7,50 (1H, d,J
=18 Hz), 745-739 2H, m), 697 (1H, brt,J=7,5Hz),693 (1H,br d,J = 7,5 Hz), 691 (1H,
brd,J=84Hz),402 @H,t,J=66Hz),392 (2H,d,J=7.2Hz),392 (3H, 5), 343 2H, t,J =
72 Hz),2.99 QH, t,J=72 Hz), 1,87 (2H, sext,, =66 Hz), 141-132 (1H, m), 106 GH, t, ] =
6,6 Hz),0,69-063 (2H, m), 040-0,35 (2H, m)
Vidu 199

St dung 3-[2-3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1<2-propoxyphenyl)propan-
1-on thu duoc trong vi du 194, thu duge 3-[2-(3-(3-butenyloxy)-4-metoxyphenyl)oxazol-4-yl]-
1-(2-propoxyphenyl)propan-1-on & dang két tinh hinh kim khong mau theo céch tuong turnhur
trong vidu 102.
'H-NMR (CDQ,) §: 7,71 (1H,dd, J=7,7,1,5Hz), 7,58 (1H,dd, ] =8 5,20 Hz), 752 (1H,d,J
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=20Hz),742 (1H,ddd,J=7,7,75,18 Hz), 740 (1H,s),697 (1H,ddd,J=7,7,7,5,09 Hz),
693 (1H,brd,J=7,7 Hz), 691 (1H,d,J=8,5 Hz),592 (1H, ddt, ] =17 3,103,6,8 Hz), 5,19
(1H,ddd,J=173,33, 1,5 Hz), 5,11 (1H,ddd, J = 103.33,06 Hz), 4,14 (2H, t, J = 7,2 Hz),
402 (2H,t,J=72Hz),391 (3H,s),343 2H,t,J=7,2Hz),299 2H,t,]J=7,2Hz),263 (2H,
brq,J=69 Hz), 187 (2H, sext.,J=7,2Hz), 106 3H,t,J=72 Hz)
Vidu200

St dung 3-[2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-propoxyphenyl)propan-
1-on thu duoe trong vi du 194, thu duge 3-{2+3-alyloxy-4-metoxyphenyl)oxazol-4-y1]-1<2-
propoxyphenyl)propan-1-on & dang két tinh hinh kim khéng mau theo cdch tuong turnhur trong
vidu 102.
'HNMR (CD(L) 6: 7,71 (1H,dd, J=7,7,18 Hz), 7,59 (1H,dd,J=8 5,18 Hz),7,52 (1H, d,J
=18 Hz),742 (1H,ddd, J=83,7,7,18 Hz), 740 (1H, s), 697 (1H,td,J=7,7,1,1 Hz),693
(1H,brd,J=83Hz),691 (1H,d,J=85Hz),6,12 (1H,ddt,J=173,105, 5,5 Hz), 544 (1H,
ddd, J=173,30,1,5Hz), 531 (1H,ddd,J = 105.30, 1,5 Hz),467 (2H,dt,J =55, 1,5 Hz),
402 2H,t,J=63Hz),392 (3H,s),343 2H,t,J=7,2Hz),299 2H,t,J =72 Hz),187 2H,
sext.,J=6,3 Hz), 1,06 3H, t,J=63 Hz)
Vidu201

S dung 0,1g 3{2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-
propoxyphenyl)propan-1-on thu duge trong vi du 194, thu duge 67mg bot khong mau 3-[2-3-
xyclobutylmetoxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-propoxyphenyl)propan-1-on theo céch
tuong tur nhur trong vi du 111.
'HINMR (CDQ,) 6: 7,71 (1H,dd, J=78,18 Hz), 7,56 (1H,dd,J=7.8,18 Hz),7,52 (1H,d,J
=18 Hz),7:45-740 (2H,m), 698 (1H,t,J=7,8 Hz),694 (1H,d,J =78 Hz),690 (1H,d,J =
78 Hz), 407 2H,d,J =69 Hz),402 2H,t,J =6,6 Hz), 390 3H, s), 344 (2H,t,] =72 Hz),
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3,00 @H, t,J =72 Hz), 2,86 (1H, quint, J = 7.2 Hz), 2,21-2,16 (2H, m), 1,96-1,84 (6H, m),
1,06 3H,t,J=75Hz)
Vidu202

St dung 2-{4-metoxy-3-(2,2,2-trifloetoxy)phenyljoxazol-4-carbaldehyt thu duge
trong Vi du tham khdo 65, thu dugc dau mau vang nhat (E)-3-{2-[4-metoxy-3-(2,2,2-
trifloetoxy)phenyljoxazol-4-y1 }-1<2-propoxyphenyl)-2-propen-1-on theo cich tuong tir nhu
trong vidu 193.
'HINMR (CDQ,) 8: 7,83 (1H, d,J = 150 Hz), 7,81 (1H, 5), 7,76 (1H, dd, ] =8 4, 2,1 Hz), 7,69
(1H,dd,J=728,18 Hz),769 (1H,d,J=2,1 Hz), 750 (1H,d,J =150 Hz), 745 (1H,ddd, ] =
84,78,18Hz),701 (1H,brt,J=84Hz),699 (1H,d,J=84 Hz),698 (1H,brd,] =78 Hz),
446 2H,q,J =84 Hz),406 2H,t,J=6,3 Hz), 394 (3H, s), 1,90 (2H, sext.,J = 6,3 Hz), 1,09
(BH,t,J=63Hz)
Vidu203

St dung (B)-3-{2-[4-metoxy-3+2,2 2-trifloetoxy)phenylJoxazol-4-yl }-1-2-
propoxyphenyl)-2-propen-1-on thu dugc trong vi du 202, thu duge bot khong mau 3-{2-{4-
metoxy-3-(2,2 2-trifloetoxy)phenyljoxazol-4-yl }-1-(2-propoxyphenyl)propan-1-on theo cach
tuong turnhu trong vi du 194.
'HNMR (DMSO-dy) &: 7,83 (1H, s), 7,62 (1H,dd, J =78, 18 Hz), 7,57 (1H,dd,J =78, 1,5
Hz),755(1H,d,J=15Hz),751 1H,brt,J=78 Hz),7,17 (1H,d,J=78 Hz), 7,15 (1H,d,J
=7.8Hz), 701 (1H,t,J=7.38 Hz),480 (2H, q,J =90 Hz),406 2H, , ] = 6,6 Hz),3,36 (3H, 5),
333 (2H,t,J=72Hz),2,84 2H,t,J=72Hz), 1,79 (2H, sext,, ] =66 Hz),099 3H,1,]=6,6
Hz)
Vidu204

Sit dung 2-(3 A-dietoxyphenyl)oxazol-4-carbaldehyt thu duoc trong Vi du tham khao
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66, tu dugc bt mam vang nhat (E)3-{2+34-dietoxyphenyloxazol-4-yl]-1-(2-
propoxyphenyl)-2-propen-1-on theo cach tuong turnhur trong vi du 193.
'H.NMR (CDQ,) 6: 7,81 (1H,d,J=150Hz), 7,79 (1H,brd,J=7,5Hz), 7,68 (1H,dd, ] =78,
18 Hz), 7,62 (1H,d,J =18 Hz), 7,59 (1H, brs), 749 (1H,d,J =150 Hz), 744 (1H, br t, J =
75Hz),701 (1H,brt,J=7,5Hz), 697 (1H,br d,J =75 Hz), 693 (1H,d,J =73 Hz), 4,18
(H, q,J=69 Hz),4,16 (2H, q,J =69 Hz),405 (2H,t,J =63 Hz), 1,89 (1H, brsext.,J =69
Hz),1,50 3H,t,J=69 Hz), 149 3H,t,J=69Hz), 1,09 3H,t,J=7,2Hz)
Vidu205

Sir dung (E)-3-[2-(3 A-dietoxyphenyl)oxazol-4-yl}-1-(2-propoxyphenyl)-2-propen-1-
on thu duoe trong vi du 204, thu duge bot khong man 3-[2-(3 4-dietoxyphenyl)oxazol-4-yl}-1-
(2-propoxyphenyl) propan-1-on theo cich tuong turnhur trong vi du 194.
'HNMR (CDQ,) 6: 760 (1H,dd,J =78, 1,8 Hz), 754 (1H,dd, ] =84,2,1 Hz),7,52(1H,d,J
=21Hz),742(1H,ddd,J=738,7.2, 18 Hz), 7,39 (1H, s), 697 (1H,td,J =78, 1,2 Hz), 693
(1H,brd,J=72Hz),690 (1H,d,J=84 Hz),4,17 2H,q,J =69 Hz),4,14 (2H,q,] =69 Hz),
402 2H,t,J=6,6Hz),343 2H,t,J=72Hz),299 2H,t,J =72 Hz), 1,87 (2H, sept., ] =66
Hz), 148 (6H,t,J=69 Hz), 105 3H,t,J=6,6Hz)
Vidu206

Sir dung 2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-carbaldehyt thu duoc trong Vidu
tham khéo 64, thu duoc bot mau vang nhat (E)-3-[2+3-benzyloxy-4-metoxyphenyl)oxazol-4-
yI]-1-2-isopropoxyphenyl)-2-propen-1-on theo cich tong turnhur trong vi du 193.
'HNMR (CDQL) 8: 7,79 (1H, 5), 7,79 (1H, d,J = 153 Hz), 7,69-7,65 (3H, m), 7,50-7,32 (7TH,
m), 703-695 3H, m), 521 (2H, s), 4,66 (1H, sept, ] =60 Hz), 394 3H, s), 141 (6H,d, J =
60Hz)
Vidu207
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Sir dung (B)-3-[2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-

isopropoxyphenyl)-2-propen-1-on thu duoc trong vi du 206, thu duge bot khong man 3-[2-3-
hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-isopropoxyphenyl)propan-1-on theo cich tuong tur
nhutrong vidu 194.
'H-NMR (CDQ,) 8: 7,67 (1H,dd, J =75, 1,8 Hz), 7,55 (1H, brs), 754 (1H,dd, J =75, 18
Hz), 740 (1H, td, T =75, 1,8 Hz), 740 (1H, 5), 6,95 (1H, brt, J=7,5Hz), 6,93 (1H, br d, J =
75 Hz), 689 (1H, d,J =75 Hz), 564 (1H, s), 4,68 (1H, sept., ] =60 Hz), 394 (3H, ), 340
(H,t,J=72Hz),298 (2H,t,J=72Hz),140 (6H,d,J=60 Hz)

Hop chat néu trén ciing 06 thé thu dugc bang phuong phép sau day. 10g 2-3-
benzyloxy-4-metoxyphenyl-4-clometyloxazol thu dugc trong Vi du tham khdo 5 va 54g 142
isopropoxyphenyl)etanon dugc hoa tan trong 100ml tetrahydrofuran, va 242g natri hydrua
duoc bd sung vao. San khi tao bot, hdn hop phén ting duge dun va duoe héi luu trong thoi gian
3 iy, Sau khi 1am ngudi, hén hop phan ting duge b sung vao nute d4, va tién hanh chiét bing
etyl axetat. LGp hitu co duge ria bing nudc, duoc 1am kho bang magie sulfat, va sau d6 duge
06 diic dudi 4p susit gizm. Phan can duge tinh ch€ bang phép sac ky oot silicagel (n-hexan : etyl
axetat theo ty 1€ 3 : 1) tao ra 430g dau mau vang nhat 3-{2-(3-benzyloxy-4-
metoxyphenyl)oxazol-4-yl]-1-(2-isopropoxyphenyDpropan-1-on.  Sau  d6, 184g 3{2-(3-
benzyloxy-4-metoxyphenyl)oxazol-4-yl]-1-2-isopropoxyphenyl)propan-1-on thu duge dugc
hoa tan trong 100ml metanol. 800mg bot paladi-cacbon 10% duge bd sung vao. Hon hop nay
duoc khudy trong moéi trudng hydro & nihiét do trong phong trong thoi gian 1 gio. Chét xuc tic
duoc loai bd bang cich loc, va dung méi duge loai bo. San d6, phan can duge ket tinh lai t
axeton/diisopropyl ete tao ra 1,15g 3-[243-hydroxy-4-metoxyphenyloxazol-4-yI]-1-(2-
isopropoxyphenylpropan-1-on.

Vidu208
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Six dung 0,15¢ 3-[2-(3-hydroxy-4-metoxyphenyloxazol-4-yl]-1-(2-
isopropoxyphenyl)propan-1-on thu duoc trong vi du 207, thu duge 0,12g dan man vang nhat 3-
[2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-isopropoxyphenylpropan-1-on
theo c4ch tuong tir nhur trong vi du 102.

'HNMR (CDQY,) §: 7,67 (1H,dd, =78, 1,8 Hz), 7,57 (1H,dd,J=84,2,1 Hz),750 (1H,d,J
=21Hz),741 (1H,td,J=738,18 Hz),7,39 (1H, 5),695 (1H, brt,] =78 Hz),6,93 (1H, br d,
J=78Hz),691 (1H,d,J =84 Hz),4,68 (1H, sept., ] =60 Hz),392 (2H,d, J = 69 Hz), 392
(3H,s),341 @H,t,J=72Hz),298 2H,t,J=72 Hz),140 (6H,d,] =60 Hz), 146-1 32 (1H,
m), 0,69-062 (2H, m), 040-0,35 (2H, m)

Vidu209

S dung 0,15¢g 3-2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yl}-12-
isopropoxyphenyl)propan-1-on thu duoc trong vi du 207, thu duge 42mg bot khong man 3-2-
(3-etoxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-isopropoxyphenyl)propan-1-on theo cach tuong tur
nhurtrong vi du 102.

'H-NMR (CDQ,) §: 7,68 (1H,dd,J=7,7,1,8 Hz), 7,57 (1H,dd,]=8,5,20Hz), 752 (1H,d,J
=20Hz),741 (1H,td,J=7,7,18 Hz), 740 (1H, 5), 695 (1H, brt, ] =7,7 Hz), 634 (1H, br d,
1=7.1Hz),691 (1H,d,J=8,5 Hz), 4,69 (1H, sept., I =60 Hz), 4,18 (2H,q,] =69 Hz),392
(3H,s), 3,41 (H,t,J=69Hz),2.99 (2H,t,J=69 Hz), 149 3H,t,]=69 Hz), 1,40 (6H,d,J =
60Hz)

Vidu210

Sir dung 3-[2-3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-
isopropoxyphenyl)propan-1-on thu duge trong vi du 207, thu duge dan mau vang nhat 3-{2-3-
isopropoxy-4-metoxyphenyl)oxazol-4-y1]-1-(2-isopropoxyphenyl)propan-1-on  theo  cach

tuong tr nhur trong vidu 102,

-150-



21107

'HNMR (CDQ,) 6: 7,68 (1H,dd,J=7.5,1,8 Hz),7,57 (1H,dd,J=75,18 Hz), 754 (1H,d,]J
=18 Hz), 744-738 (2H,m), 695 (1H, br t, J =7,5Hz), 694 (1H,d,J=7,5Hz),691 (1H,d,J
=75Hz),4,67 2H, sept., J=60Hz), 3,90 3H, s), 340 2H,t,J =72 Hz),298 2H,,] =72
Hz),140(12H,d,J=60Hz)
Vidu2il

Six dung 3-[2+3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-
isopropoxyphenyl)propan-1-on thu duge trong vi du 207, thu duge chat dau khong maun 3-[2-
(3-alyloxy-4-metoxyphenyl)oxazol-4-yl]-1<2-isopropoxyphenyl)propan-1-on theo cich tuong
tunhu trong vi du 102.
'HANMR (CDQ,) 6: 768 (1H,dd,J=7,7,18 Hz), 7,58 (1H,dd,J =83,1,8 Hz),7,53 (1H,d,J
=18Hz),741 (1H,ddd,J=79,7,7,18 Hz), 740 (1H,s), 698 (1H, td, ] =79, 1,8 Hz), 694
(1H,brd,J=7,7Hz),692 (1H,d,J =83 Hz),6,12 (1H,ddt,J =173, 105,53 Hz), 544 (1H,
ddd,J=173,30,1,7 Hz),531 (1H,ddd,J=105.30, 1,5 Hz),4,754,60 3H,m), 392 (3H, s),
341 (2H,t,J=72Hz),299 2H,t,J=7,2Hz),1,40 (6H,d,] =60 Hz).
Vidu212

S dung 3-2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yl}-1-(2-
isopropoxyphenyl)propan-1-on thu duge trong vi du 207, thu duoe 3-[2-(3(3-butenyloxy)-4-
metoxyphenyl)oxazol-4-yl]-1<2-isopropoxyphenyl)propan-1-on & dang két tinh hinh kim
khong mau theo cich tuong tu nhu trong vi du 102.
'HNMR (CDQL) 6: 7,67 (1H,dd,J=79,1,8 Hz), 7,57 (1H,dd,J =8 5,20 Hz), 753 (1H,d,J
=20Hz),740(1H,ddd,J=79,75, 1,8 Hz), 740 (1H,s),695 (1H,brt,J=7,5Hz),693 (1H,
brd,J=75Hz),691 (1H,d,J=8,5Hz),592 (1H,ddt,J=17,1,103,6,8 Hz),5,19 (1H,ddd,J
=173,33,1,5Hz),5,10 (1H,ddd,J = 103. 3,3, 1,3 Hz), 4,68 (1H, sept., ] =60 Hz), 4,14 (2H,
t,J=72Hz),391 3H,s),341 2H,t,J=72Hz),301 2H,t,J=72Hz),2,63 2H,brq,] =
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72Hz),140(6H,d,J=60Hz)
Vidu213

S dung 0,15g 3-2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1(2-
isopropoxyphenyl)propan-1-on thu dugc trong vi du 207, thu duge 40mg bot khong mau 1-(2-
isopropoxyphenyl)-3-{2-{4-metoxy-3-(2,2 2-trifloetoxy)phenyljoxazol-4-yl }propan-1-on  theo
c4ch tuong trnhurtrong vi du 111.
'HINMR (CD(,) 8: 7,70-7,60 (2H, m), 744-7,38 (2H, m), 6,98-691 (4H, m), 4,69 (1H, sept.,
J=60Hz),448441 (2H, m),393 (3H, s),342 2H,t,J =72 Hz),300 2H, t,J =72 Hz),
141(6H,d,J=60Hz)
Vidu214

S dung 3-{2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-
isopropoxyphenyl)propan-1-on thu duoc trong vi du 207, thu duoc bot khong mau 3-[2-(3-
xyclobutylmetoxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-isopropoxyphenyl)propan-1-on  theo
céch tuong tunhu trong vi du 111.
'HINMR (CD(,) 8: 7,68 (1H, dd, J =84, 1,8 Hz), 7,56 (1H,dd,J =84, 1.8 Hz),7,52 (1H,d,J
=18 Hz),744-738 (2H,m),695 (1H, brt,J=84 Hz),694 (1H, brd,J =84 Hz),6,90 (1H, d,
J=84Hz),4,69 (1H, sept., J = 60 Hz), 407 (2H, d, ] =69 Hz), 390 3H, 5), 341 2H, t,J =
72Hz),299 2H,t,J=72Hz),286 (1H, quint, ] =7,2 Hz), 2,22-2,14 (2H, m), 1,99-1,84 (4H,
m), 140 (6H,d,J=6,0Hz)
Vidu215

Sir dung 2+3 A-dietoxyphenyl)oxazol-4-carbaldehyt thu duge trong Vi du tham khao
66, thu duge dau mau vang (E)-3-2+3 4-dietoxyphenyl)oxazol-4-yl]-12-isopropoxyphenyl)-
2-propen-1-on theo cach tuong trnhu trong vi du 193.

'HINMR (CD() 8: 7,81 (1H, d,J =153 Hz), 7,79 (1Hbr s), 7,69-7,53 (3H, m), 746 (1H,d,J
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=153 Hz), 743 (1H,td,J=738,12 Hz),700 (1H, brt,J =78 Hz),693 (1H, brd,J =78 Hz),
691 (1H,brd, J =78 Hz),4,67 (1H, sept, J = 60 Hz), 4224,11 (4H, m), 1,52-145 (6H, m),
141(6H,d,J=60Hz)
Vidu216

Sit dung (E)-3-{2+(3 A-dietoxyphenyl)oxazol-4-y1]-1-(2-isopropoxyphenyl)-2-propen-
1-on thu duge trong vi du 215, thu duge dau mau vang nhat 3-[2-(3 4-dietoxyphenyl)oxazol-4-
yI]-1-(2-isopropoxyphenyl) propan-1-on theo cich titong tur nhur trong vidu 194.

TH-NMR (CDQL) 6: 7,67 (1H,dd, J =75, 1,5 Hz), 7,60-7,38 (4H, m), 6.97-6,89 (3H, m), 4,68
(1H, sept, J =60 Hz),4,214,10 (4H, m), 341 2H,t,J =72 Hz),298 2H, t, ] =72 Hz), 1,43
(6H,brt,J=72Hz),140 (6H,d,J=60Hz)

Vidu217

St dung 2-(3 4-dietoxyphenyl)oxazol-4-carbaldehyt thu duoc trong Vi du tham khao
66, thu duge bot khong mau (E)-3-[2+3 4-dietoxyphenyl)oxazol-4-yl]-1-o-tolyl-2-propen-1-on
theo céch tuong turnhur trong vi du 193.
'HNMR (CDQ,) 8: 7,81 (1H, 5), 7.64-7,28 (8H,m), 6,93 (1H, d, ] =8,1 Hz),420 (2H, q,J=
69Hz),4,16 2H,q,J=69Hz),247 (3H,s), 1,50 3H, t,J=69Hz), 1,49 3H,t,J=69 Hz)
Vidu218

Sir dung (E)-3-[2-3.4-dietoxyphenyl)oxazol-4-yl}-1-o-tolyl-2-propen-1-on thu duge

trong Vi du 217, thu duge 3-2-(3 4-dietoxyphenyl)oxazol-4-yl]-1-o-tolylpropan-1-on & dang
két tinh hinh kim khong mau theo cdch tuong tur nhur trong vi du 194.
'HNMR (CDQ,) 8: 7,68 (1H,dd,J=7.5,1,8 Hz),7,55 (1H,dd,J=8,1,18 Hz),7,51 (1H,d,J
=18 Hz), 743 (1H, brs), 736 (1H, td, ] =7,5, 1,5 Hz), 7,27-722 (2H,m), 690 (1H,d,J = 8,1
Hz),4,17 2H, q,J=69 Hz),4,14 2H, q, ] =69 Hz),332 2H,,] =72 Hz),300 CH, t,] =
72Hz),2:49 (3H,s), 1,48 (6H,t,]=69 Hz)
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Vidu219

Sir dung 2-3-benzyloxy-4-metoxyphenyl)oxazol-4-carbaldehyt thu duoc trong Vidu
tham khéo 64, thu dugc bot mau vang nhat (E)-3-{2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-
yl]-1-o0-tolyl-2-propen-1-on theo cich tuong turnhur trong vi du 193.
'HNMR (CDQ,) &: 7,81 (1H, s), 769-7,26 (13H, m), 6,96 (1H, d, ] =90 Hz), 5,23 (2H, s),
394 (3H,s),247 (3H,s)
Vidu220

Sir dung (E)-3-2~(3-benzyloxy-4-metoxyphenyloxazol-4-yl]-1-o-tolyl-2-propen-1-
on tu dugc tong vi du 219, thu dugc bot khong mam 3-[2-(3-hydroxy-4-
metoxyphenyl)oxazol-4-yl]-1-o-tolyl propan-1-on theo cich titong turnhur trong vi du 194.
1H—NMR (CDQ,) 6: 7,67 (1H,dd,J=72,18 Hz),756 (1H,d,J =18 Hz), 753 (1H,dd,J =
8,1,18 Hz), 743 (1H,s),7,35 (1H,td, J =72, 1.8 Hz), 726722 (2H,m),6,89 (1H,d,J=8,1
Hz),5.69 (1H, s),3.94 (3H, s),3,31 2H, t,J=7,2Hz),3,00 2H, t,J=72 Hz),249 3H, s)
Vidu221

0,15g 3-[2+3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-o-tolylpropan-1-on thu dugc
trong vi du 220 duge hoa tan trong 10ml isopropyl ruou. 86 pl (bromometyl)xyclopropan va
200 pil of 1,8-diazabixyclo[5.4,0undec-7-en duge bd sung vao, va hén hop ndy dugc dun va
duoc héi Tuu trong thoi gian 24 gids. Nudc duge bd sung vao hén hop phan ting nay, va thuc
hién chiét bing etyl axetat. 16p hitu oo dugc ria bang nude mudi bao hod, duge Iam kho bang
magie sulfat khan, va dugc c6 dic dudi 4p sust gidm. Phan can duoe tinh ch€ bang phép sac ky
oot silicagel (n-hexan : etyl axetat theo ty 1& 3 : 1), va duoc két tinh lai tir axeton/diisopropyl
ete/nhexan tao ra 7lmg 3{2+3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-yl]-1-o-
tolylpropan-1-on & dang két tinh hinh kim khong mau.
'HNMR (CDQ,) 6: 7,68 (1H,dd,J=7.5,15Hz),7,57 (1H,dd,J=8,1,2,1 Hz),749 (1H,d,J
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=2,1Hz),743 (1H,t,J=09 Hz), 7,36 (1H,td,J =75, 1,5 Hz), 7,25-722 (2H,m), 691 (1H,d,
J=8,1Hz),393 2H,d,J=69 Hz),392 (3H, s),332 2H,t,J =72 Hz), 300 2H, ,J =72
Hz),249 3H, s), 141-1,32 (1H, m), 0,69-0,63 (2H, m), 040-0,35 (2H, m)
Vidu222

Sir dung 2+3-isopropoxy-4-metoxyphenyl)oxazol-4-carbaldehyt thu dugc trong Vi
du tham khéo 69, thu dugce bot mau vang (E)-3-{2-(3-isopropoxy-4-metoxyphenyl)oxazol-4-
yl]-142-benzyloxyphenyl)-2-propen-1-on theo cich tuong furnhu trong vi du 193.
'HANMR (CDQ,) 6: 7,76 (1H, 5), 7,69-692 (14H, m), 5,20 (2H, 5), 4,63 (1H, sept., J =60 Hz),
1,38 (6H,d,J=60Hz)
Vidu?223

Sir dung (BE)-3-[2+3-isopropoxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-
benzyloxyphenyl)-2-propen-1-on thu duoc trong vi du 222, két tinh dang tAm khong mau 1-(2-
hydroxyphenyl)-3-[2-3-isopropoxy-4-metoxyphenyl)oxazol-4-ylpropan-1-on thu dugc theo
céch tuong tu nhu trong vi du 194.
'HNMR (CDQ,) 6: 12,25 (1H, 8), 7,82 (1H, dd, =84, 1,5Hz), 7,58 (1H, dd, ] =84, 1.8 Hz),
754 (1H,d,J=18 Hz), 746 (1H,ddd,J=84,72,15Hz),745 (1H, s), 698 (1H,dd, ] =84,
1,2 Hz), 692 (1H, d,J =84 Hz), 6,89 (1H, ddd, ] =84, 7.2, 1,2 Hz), 4,65 (1H, sept., ] = 60
Hz),390 3H, s),344 2H,t,J=7,5Hz),303 2H,t,J=75Hz), 1,40 (6H,d,J=60Hz)
Vidu224

67/mg 1-(2-hydroxyphenyl)-3-[2+3-isopropoxy-4-metoxyphenyloxazol-4-
yl]propan-1-on thu duxge trong vi du 223 duge hoa tan trong Sml dimetylformamit. Mot uong
31 pl alyl bromua va 73mg kali cacbonat duge bd sung vao, va hén hop nay duoe khudy &
nhiét d6 trong phong qua dém. Mot luong 50 pl alyl bromua khac duge bd sung vao, va hén

hop ndy duge khusy & nhiét 46 S0°C trong thoi gian 8 gio, va & nhiét do trong phong qua dém.
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Hén hop phan ting néty dugc bd sung vao nude, va thuc hién chiét bang etyl axetat. LGp hitu co
duoc rita bang nude mudi bao hod, duoe Iam kho bang magie sulfat khan, va dung moi duge
Joai bd duti 4p sust gidm. Phén ciin duge tinh ché bang phép sic ky oot silicagel (n-hexan : etyl
axetat theo ty 1& 3 : 1), va ducc tao tinh thé tir n-hexan tao ra 33mg bot khong man 1-2-
alyloxyphenyl)-3-[2-(3-isopropoxy-4-metoxyphenyl)oxazol-4-yl Jpropan-1-on.
'HNMR (CD(L) 8: 7,70 (1H, dd, =78, 1,8 Hz),7,57 (1H,dd, J=84,2,1 Hz), 7,54 (1H,d,J
=2,1Hz), 744 (1H,ddd,J =78, 75, 1,8 Hz), 740 (1H, br s), 699 (1H,d, J =78, 1,2 Hz),
694 (1H,brd, J=7,5Hz),691 (1H, d,J =84 Hz), 608 (1H, ddt, J=17.1, 10,5, 5,4 Hz), 542
(1H,ddd,J=17,1,3)0, 1,5 Hz), 529 (1H,ddd, J = 105, 2,7, 1,5 Hz), 4694.,61 (3H, m), 3,89
(3H,s),342 2H,t,J=72Hz),299 2H,t,J=7,2Hz),139 (6H,d,J=63 Hz)
Vidu225

St dung 03g 3-[2(3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-o-tolylpropan-1-on
thu duoc trong vi du 220, thu duoe 0,15g bot mau trdng 3-[2-(3-etoxy-4-metoxyphenyljoxazol-
4-y1]-1-o-tolylpropan-1-on theo cich tuong tur nhu trong vi du 3.
'HINMR (CD(L) 8: 7,68 (1H,m), 7,57 (1H,dd, J=8,1,2,1 Hz), 751 (1H,d,J=2,1 Hz), 744
(1H,d,T=09 Hz), 7,36 (1H, m), 7,30-7,20 (3H, m), 691 (1H, d,J =84 Hz),4,18 2H,q,J =
69 Hz), 392 (3H, s), 3,35-3,25 (2H, m), 3,05-2.95 (2H, m), 2,50 3H, s), 1,50 GH, t, ] =69
Hz)
Vidu226

St dung 03g 3-[2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-o-tolylpropan-1-on
thu dwc tong vi du 220, 01lg thu dugc bot mau tdng 3-2-(3-alyloxy4-
metoxyphenyl)oxazol-4-yl]-1-o-tolylpropan-1-on theo cich tuong turnhu trong vi du 3.
'HINMR (CD(L) 8: 7,68 (1H,m), 7,59 (1H, dd, J =84,2,1 Hz),7,52 (1H,d,J=2,1 Hz), 743
(1H,s),7,38 (1H,m), 7,35-7,25 (2H,m), 692 (1H,d,J =84 Hz),6,13 (1H,ddd,J = 17,1, 105,
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54Hz),544 (1H,ddd,J=17,1,2,7,15Hz),531 (1H,ddd,J =105,2,7, 1,5 Hz),4,68 (1H, dt,
J=54,15Hz),392 (3H,s),3,32 2H,t,J=7,2Hz),3,00 2H, t,J=72Hz),250 3H, s)
Vidu227

St dung 02g 3-[2-3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-o-tolylpropan-1-on
thu dugc trong vi du 220, thu duge 0,1g diu mau vang nhat 3-[2-3-isopropoxy-4-
metoxyphenyl)oxazol-4-yl]-1-o-tolylpropan-1-on theo c4ch tuong tunhu trong vi du 3.
'HINMR (CDQ,) 6: 7,69 (1H, m), 7,60-7,50 (2H, m), 7,50-7,30 (3H, m), 7,24 (1H, m), 6,91
(1H, dd, J=5,1, 30 Hz), 4,65 (1H, m), 390 (3H, s), 335-3,25 (2H, m), 3,05-295 (2H, m),
249 (3H,s), 140(6H, d,J=60Hz)
Vidu228

65mg natri hydrua duogc tao huyén phit trong 5Sml tetrahydrofuran. 027g 1-2-
etoxyphenyl)etanon va 0,3g 2-3-benzyloxy-4-diflo metoxyphenyl)}4-clometyloxazol thu duoc
trong Vi du tham khéo 44 duge b8 sung lién tuc o6 1am lanh bang nude d4 va khudy, va hon
hop nay duoc khudy trong thdi gian 3 gidy 06 dun va héi luu. Dung dich nude amoni clorua bdo
hoa duoe bd sung vao hén hop phén ting 06 1am lanh bang nude d4 va khudy. Sau khi khudy
trong thoi gian 15 phiit, nude duoe bd sung vao, va tién hanh chiét bang ety axetat. Hén hop
nay duge 1am kho bang magie sulfat khan, va dung moi duge loai bd. Phan czn thu duge duge
tinh ché béng phép sic ky cot silicagel (n-hexan : etyl axetat theo ty 18 4 : 1) tao ra 75mg chéat
dau khong mau 3{2-(3-benzyloxy-4-diflometoxyphenyl)oxazol-4-yl]-1<2-
etoxyphenyl)propan-1-on.
'HNMR (CDQL) &: 7,72-769 (2H, m), 7,59 (1H, dd, J = 8,1, 1.8 Hz), 747-7,32 (TH, m),
700692 (3H, m), 6,61 (1H,t,J=74,7 Hz),5,20 (2H, 5),4,15 2H, q,J=7,2 Hz),343 (ZH, t,J
=72Hz),300(2H,,J=72Hz), 148 3H,t,J=72Hz)
Vidu229
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75mg 3-2+(3-benzyloxy-4-diflometoxyphenyl)oxazol-4-yl]-12-
etoxyphenyl)propan-1-on thu dugc trong vi du 228 duoc hoa tan trong 1ml etanol. 7mg bot
paladi-cacbon 10% dugc bd sung vao, va hén hop ndy duge khudy trong méi trudng hydro &
nhiét do trong phong trong thdi gian 45 phut. Chét xiic tic duge loai bd bang céch loc, phan
nuée loc ra duoe 06 dic, va phin cin thu duge duoe tinh ché bang phép sic ky oot silicagel
(diclometan : etanol = 100:1) tao ra 32mg bot mau tring 3-2{(4-diflometoxy-3-
hydroxyphenyl)oxazol-4-yl]-1<2-etoxyphenyl)propan-1-on.
'HINMR (CDQL) 8: 7,70 (1H,dd, =75, 1,8 Hz), 7,65 (1H, d,J = 1,8 Hz), 7,56-743 (3H, m),
7,16 (1H, d, J=60 Hz),698-692 (2H, m), 6,57 (1H, t,J=74,7 Hz), 5,57 (1H, 5),4,13 (2H, q,
J=T72Hz),342 (2H,t,J=72Hz),300 2H,t,J=72Hz), 148 BH,t,J=72Hz)
Vidu230

30mg 3-{2-(4-diflometoxy-3-hydroxyphenyl)oxazol-4-yl}-1(2-efoxyphenyl)propan-
l-on thu duogc trong vi du 229 duge hoa tan trong 0,5ml dimetylformamit. 18mg 2-
bromopropan va 30mg kali cacbonat duge b sung vao, va hén hop nay duge khuay & nhiét do
trong phong qua dém. Nutc duge b sung vao hén hgp phan ting, va tién hanh chiét bing etyl
axetat. Tién hanh s4y bang magie sulfat khan, va dung méi duoc loai bd. Phan can thu duogce
duoc tinh ché bing phép sic ky oot silicagel (n-hexan : etyl axetat theo ty 1€ 4 : 1) tao ra 23mg
bot mau tring 3-{2-(4-diflometoxy-3-isopropoxyphenyl)oxazol-4-yl}-1-(2-
etoxyphenyl)propan-1-on.
'HNMR (CDCL) &: 7,70 (1H, dd, J=7.8, 1.8 Hz), 761 (1H, d,J = 1.8 Hz),7,55 (1H,dd, J =
84, 1,8 Hz), 7,50-7,38 (2H, m), 7,19 (1H, d, J = 8,1 Hz), 700-6,70 (2H, m), 6,60 (1H, t, J =
74,7 Hz), 4,12-4,64 (1H, m), 4,13 2H, q,J =72 Hz), 342 2H,t,J =72 Hz), 300 H, t, ] =
72Hz),148 3H,t,J=7.2Hz),139 (6H,d,J=60Hz)
Vidu231
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St dung 2-(3-benzyloxy-4-metoxyphenyl)-4-clometyl oxazol thu dugce trong Vi du
tham khao 5 va 1-2-metoxymetoxy phenyl)etanon thu duge trong Vi du tham khao 70, thu
duoc dAu man vang 3-[2+3-benzyloxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-metoxymetoxy
phenyl)propan-1-on theo cdch tuong tunhur trong vi du 190.

'HNMR (CD(,) &: 7,66 (1H, dd, J=7.8, 1,8 Hz), 7,59 (1H, dd,J =78, 1,8 Hz),7,51 (1H, br
s),7:49-727 (TH,m), 7,17 (1H,brd,J=78 Hz), 704 1H,td,J =7,5,12 Hz), 693 (1H, brd,J
=78 Hz),525 (2H, s), 5,19 (2H, s), 392 (3H, s), 348 (3H, 5), 3,39 (2H, t, J =72 Hz), 300
@HtJ=72Hz)

Vidu232

S dung 3{2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-yl}-1-(2-
metoxymetoxyphenyl)propan-1-on thu duge trong vi du 231, thu duoe 3-[2-(3-hydroxy4-
metoxyphenyl)oxazol-4-yl]-1-(2-metoxymetoxy phenyl)propan-1-on theo cich tuong tr nhu
trong vidu 194.

'HNMR (CDQ,) 6: 7,66 (1H,dd, T =78, 1.8 Hz), 755 (1H, d,J=2,1 Hz),7,53 (1H,dd,J =
81,21 Hz), 741 (1H, s), 741 (1H,ddd, J=738,75,18 Hz), 7,17 (1H,brd, ] =78 Hz), 704
(1H,d,J=75,08 Hz), 689 (1H, d, J =8,1 Hz), 5,64 (1H, 5), 5,26 (2H, 5), 3,94 (3H, 5), 349
(3H,),340(2H,t,J=72Hz),299 2H,t,J=7,2 Hz)

Vidu233

Six dung 3{2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-
metoxymetoxyphenyl)propan-1-on thu duoc trong vi du 232, thu duoc chat dau khong mau 3-
[2-(3-isopropoxy-4-metoxyphenylJoxazol-4-y1]-142-metoxymetoxyphenyl)propan-1-on  theo
cach tuong turnhur trong vi du 102.

'HNMR (CD(L) 6: 7,66 (1H,dd, J=7,5,18 Hz), 7,57 (1H, dd,J =84, 1.8 Hz),7,53 (1H,d,J
=18Hz),742 (1H,ddd,J=84,75, 18 Hz), 741 (1H,s),7,17 (1H,dd,J =84, 1,2 Hz), 704
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(1H,td,J=75,12Hz),691 (1H,d,J=84 Hz), 5,26 (2H, s), 4,64 (1H, sept, ] =60 Hz), 390
(3H, s),349 (3H, 5), 3,40 2H, t,J =72 Hz), 300 2H,t,J =72 Hz), 1,39 (6H,d,] =60 Hz)
Vidu234

St dung 0,76g 4-clometyl-2-3-etoxy-4-metoxyphenyl)oxazol thu duge trong Vi du
tham khéo 58, thu duoc 60mg bot mau tring 3-[2-3-etoxy-4-metoxyphenyloxazol-4-yl]-1-[2-
(2.2 2-trifloetoxy)phenylJpropan-1-on theo cich trong turnhur trong vi du 228.
'HNMR (CDQL) 8: 7,76 (1H,dd, J=7.8,2,1 Hz), 7,58-7:48 (3H,m), 739 (1H, 5), 7,12 (1H, ,
J=175Hz),692-638 (2H, m), 4,46 2H, q,J =78 Hz),4,18 2H, q,J =72 Hz), 392 (3H, s),
340 (2H,t,J=7,5Hz),300 2H,t,J=7,5Hz), 149 BH,t,J =72 Hz)
Vidu235

Sit dung 0.76g 4clometyl-2-3-etoxy4-metoxyphenyljoxazol thu dioe trong Vi du
tham khao 58 va 0,58g 1-2-triflometoxyphenyl)etanon, thu duoc 0,18g du mau vang nhat 3-
[2-(3-etoxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-triflometoxyphenyl)propan-1-on  theo  cach
tuong turnhur trong vi du 228.
'H.NMR (CDQ,) &: 7,71 (1H,dd, =75, 1,8 Hz), 7,58-7,50 (3H, m), 742 (1H, s), 7,38-7,30
(2H,m), 691 (1H, d,J=84Hz),4,17 (2H, q,J=6,6 Hz), 391 3H, 5), 345 (2H,t,J=7,2 Hz),
301 2H,t,J=72Hz),149 3H,t,J=6,6 Hz)
Vidu236

Sirdung 0,5g 3-[2+3,4-dimetoxyphenyl)oxazol-4-yl] axit propionic thu duoc trong Vi
du tham khdo 71, thu dugc 032g bot mau tréng 32-(3 4-dietoxyphenyl)oxazol-4-yl}-1-
pyrolidin-1-yl-propan-1-on theo cAch tuong turnhur trong vidu 1.
'HINMR (CDQ,) &: 7,55 (1H, dd, = 6,75, 1.8 Hz), 7,52(1H, d, J = 1,8 Hz), 744 (1H, 5), 691
(1H, d,J = 8,1 Hz), 4,204,10 (4H, m), 3,50-340 (4H, m), 3,00-290 (2H, m), 2,70-2,60 (2H,
m), 1,95-1,75 4H, m), 1,48 BH, t,J=72Hz),148 BH,t,J=7,2Hz)
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Vidu237

Sir dung 0,3g 3243 4-dimetoxyphenyl)oxazol-4-yl] axit propionic thu dugc trong Vi
du tham khdo 71, thu duge 0,28 bot mau tring 323 4-dietoxyphenyloxazol-4-yl}-1-(3-
hydroxypyrolidin-1-yl)propan-1-on theo cich tuong turnhur trong vidu 1.
'H-NMR (CDQL) 8: 7,55 (1H, dd, T =6,75, 1,8 Hz), 7,52(1H,d, J =18 Hz), 744 (1H, 5), 691
(1H, d, J = 8,1 Hz), 4204,10 (4H, m), 3,50-3,40 (4H, m), 300-290 (2H, m), 2,70-2,60 (2H,
m),2,10-190 3H,m), 1,48 3H,t,J=69 Hz), 148 BH,t,J]=69 Hz)
Vidu238

Sir dung 1g 3-[2-(4-benzyloxy-3-metoxyphenyl)oxazol-4-ylJaxit propionic thu duoc
trong Vi du tham khdo 73, thu dugc 1,03g bot mau vang nhat 3-{2-(4-benzyloxy-3-
metoxyphenyl)oxazol-4-yl]-1-pyrolidin-1-ylpropan-1-on theo cich titong trnhur trong vidu 1.
'HNMR (CDQ,) &: 7,61-727 (8H, m), 693 (1H, d, ] =84 Hz), 520 (2H, s), 397 3H, s),
349339 (4H, m),2%4 (2H,t,J=7,5Hz),2,65 2H,t,J =75 Hz),195-1,78 (4H, m)
Vidu239

St dung 1g 3-2-(4-benzyloxy-3-metoxyphenyl)oxazol-4-yl]-1-pyrolidin-1-yl-
propan-1-on thu duge trong vi du 238, thu duge 0,59g bot man trang 3{2-(4-hydroxy-3-
metoxyphenyl)oxazol-4-yl]-1-pyrolidin-1-ylpropan-1-on theo c4ch fuong turnhur trong vi du 2.
HNMR ((DQ,) & 7,56-7,51 2H, m), 744 (1H, s), 690 (1H, d,J = 84 Hz), 597 (1H, s),
397 3H,s),349-339 (4H,m),2.94 2H,t,J=7,5Hz),2,66 2H,t,J =75 Hz), 197-1,79 (4H,
m)
Vidu240

St dung 0,15g 3-[2-4-hydroxy-3-metoxyphenyl)oxazol-4-yl]-1-pyrolidin-1-yl-
propan-1-on thu duoc trong vi du 239, thu duge 0,13g bot man tring 3-[2-(4-etoxy-3-

metoxyphenyl)oxazol-4-yl]-1-pyrolidin-1-ylpropan-1-on theo c4ch tuong trnhur trong vidu 3.
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'H-NMR (CD(L) &: 7,57 (1H,dd, J=8,1,2,1 Hz),7,52 (1H, d,J = 1,8 Hz), 745 (1H, s),691
(1H,d,J=8,1 Hz),4,15 (2H, q,J =69 Hz), 3,96 (3H,s), 349-340 (4H, m),2.94 2H, t,J=72
Hz),2,66 2H,t,J=7.2Hz),197-1,79 (4H,m), 1,49 GH, t,]=69 Hz)
Vidu241

N-[2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2
triflometylbenzamit thu dugc trong vi du 25 duoc hoa tan trong 1ml dimetylformamit. 30mg
natri hydrua duge bd sung vao o6 1am lanh bang nude d4 va khuéy, va hon hop nay duge khusy
trong 30 phrit. 30mg metyl iodua dugc b sung vao, va hén hop phan ting duge khudy & nhiét
do trong phong trong thoi gian 2 gid. Sau d6, nudc va etyl axetat dugc b sung vao, va tién hanh
chiét. Lép hitu oo duge riia hai 14n bing nude va duge 06 dic bang céch loai bd dung moéi dudi
4p sust gidm. Phan cin duge tinh ché béang silicagel phép sac ky (n-hexan : etyl axetat theo ty 1&
3 : 1) tao ra 35mg chat dau khong mau N-2+3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-
4-yImetyl]-N-metyl-2-triflometylbenzamit.
'HANMR (CDQL) 8: 7,72-7 34 (TH, m), 6,94 (1H, dd, J = 8 4, 1,8 Hz),4,88-4,11 (1H, m), 3,98-
3,89 (5H, m), 3,17-2,88 (3H, m), 143-1,34 (1H, m), 0,71-0,64 (2H, m), 0,42-0,36 (2H, m)
Vidu242

St dung 0,14g [2+3 4-dietoxyphenyl)oxazol-4-ylmetyljmetylamin thu duoc trong Vi
du tham khao 74, thu duoc 70mg chét dau khong mau N-{2-(34-dimetoxyphenyl)oxazol-4-
ylmetyl]-2-etoxy-N-metylbenzamit theo cich tuong turnhurtrong vidu 1.
'HINMR (CD(,) &: 7,60-7,26 (5H, m), 700-6,87 (3H, m), 4,23-402 (8H, m), 3,19-2.96 (3H,
m), 1,52-1,40 (6H, m), 1,36 (3H, t,J =69 Hz) |
Vidu243

Sir dung 0.2g 2-[2-3 A-dietoxyphenyl)oxazol-4-yljetylamin thu duoc trong Vi du

tham khdo 78 va 0,18g 2-etoxy benzoic axit, thu duce 0,14g bot maw téng N-{2-2-34
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dimetoxyphenyl)oxazol-4-ylJetyl }-2-etoxybenzamit theo céch tuong tunhur trong vidu 1.
'HNMR (CD(,) &: 8,22 (1H, dd, J =7,5,4,8 Hz), 7.60-7,50 (2H, m), 747 (1H, 5), 7,39 (1H,
m), 7,06 (1H, m), 6,95-6,85 (2H, m), 4,30-4,05 (6H, m), 409 (2H, q,J =69 Hz),3.85 (2H, q,J
=6,6Hz),291 2H,t,J=6,6Hz),148 (6H,t,J =69 Hz), 1,28 (6H,t,J=69Hz)
Vidu244

Sir dung 0.3g 2+3 4-dietoxyphenyl)oxazol-4-axit carboxylic thu duge trong Vi du
tham khdo 80 va 028g 1<2-aminoetanon, thu duoc 0,32g bot mau tring N<2-oxo0-2-
phenyletyl)-2-(3 A-dietoxyphenyl)oxazol-4-carboxamit theo cich tuong turnhur trong vidu 1.
'HANMR (DMSO-dy) &: 8,67 (1H, d, J =09 Hz), 849 (1H, t,J = 5,7 Hz), 8,10-8,00 (2H, m),
7,70-7,50 (5H, m), 7,16 (1H, m), 4,81 (2H, d,J=5,7 Hz),4,13 (4H, q,] =69 Hz), 1,38 (6H, t,
J=69Hz),1,37(3H,t,J=69 Hz)
Vidu245

S dung 243 4-dietoxyphenyl)oxazol-4-axit carboxylic thu dugc trong Vi du tham
khio 80, thu dugc 032g bot mau tdng 1-(4-{4{234-dietoxyphenyl)oxazol-4-
cacbonyl]piperazin-1-yl } phenyl)etanon theo cach tuong turnhur trong vidu 1.
'H-NMR (CDQL) 8: 8,20 (1H, s),7.95-7,85 (2H, m), 7,62 (1H, dd, J =84, 2,1 Hz),7,54 (1H, d,
J=2,1 Hz), 700685 (3H, m),4404.,20 (2H, m), 4,19 2H, q,J =69 Hz),4,16 2H, q,J =69
Hz),4,00-3,80 (2H, m), 3,50-345 (4H,m), 2,53 (3H,s), 1,50 3H, t,J=69Hz), 1,50 GH, t, =
69Hz)
Vidu246

Sir dung 0,28¢ 2-(3 4-dietoxyphenyl)oxazol4-axit carboxylic thu dugc trong Vi du
tham khao 80 va 0.2g 1<(4-metoxyphenyl)piperazin, thu dugc 0,36g bot mau trang 4-2-(34-
dietoxyphenyl)oxazol-4-yl)-1-(4-metoxyphenyl)piperazin theo cich tuong tunhur trong vidu 1.

'HNMR (CDQ,) &: 8,16 (1H, s), 761 (1H, dd, J = 8.7, 2,1 Hz), 754 (1H, s), 695-6,84 (SH,
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m), 440430 (2H, m), 4,21-4,12 (4H, m), 400-3.93 (2H, m), 3,78 3H, s), 3,14 (4H,t, ] =48
Hz),147 (6H,t,J=7.2Hz)
Vidu247

Sir dung 0,28¢ 2+3 A-dietoxyphenyl)oxazol-4-axit carboxylic thu dugc trong Vi du
tham khdo 80 va 1-(4hydroxyphenyl)piperazin, thu dugc bot mau tdng 4-(2-34-
dietoxyphenyl)oxazol-4-yl)-1-(4-hydroxyphenyl)piperazin theo cach tuong turnhur trong vidy 1.
'HNMR (CDQ,) 8: 8,16 (1H, s), 761 (1H, dd, J =8,7,2,1 Hz), 754 (1H, 5), 695-6,78 (SH,
m),4404,30 2H, m),4,21-4,12 (4H,m),4,00-3.93 (2H, m), 3,14 (4H, t,J =4,83 Hz), 1,49 (6H,
t,J=72Hz)
Vidu248

Sir dung 0,28g 23 A-dietoxyphenyl)oxazol-4-axit carboxylic thu duogc trong Vi du
tham khao 80 va 0,14g 2-phenyletylamin, thu dugc 0,21g bot mau tring N-phenetyl-2-34-
dimetoxyphenyl)oxazol-4-carboxamit theo cich tuong turnhur trong vi du 1.
'HNMR (CDQL) &: 8,17 (1H, ), 7,56 (1H, dd, =84, 2,1 Hz), 7,50 (1H, d,J =2,1 Hz), 7,36
721 (5H, m), 7,12 (1H, brs), 693 (1H, d, J = 8.4 Hz), 422-4,12 (4H, m), 3,74-3,66 (2H, m),
295 (2H,t,J=72Hz),1,57-1,46 (6H,m)
Vidu249

Sir dung 0,28g 23 A-dietoxyphenyl)oxazol-4-axit carboxylic thu duoc trong Vi du
tham khao 80 va 0,13g 1-(2-aminoetyl)pyrolidin, thu dugc 0,15g bot mau vang nhat N-2-
(pyrolidin-1-yl)etyl)-2~3 4-dimetoxyphenyl)oxazol-4-carboxamit theo cich tuong trnhur trong
vidul.
'HNMR (CD(,) &: 8,17 (1H, 5), 7,60 (1H, dd, J =84, 18 Hz), 7,55 (1H,d,J = 1,8 Hz), 744
(1H, brs), 692 (1H, d, J = 8.4 Hz), 4,23-4,12 (4H, m), 3,65-3,58 (2H, m), 2,79 2H, 1, =6,6
Hz),2,70-2,58 (4H,m), 1,87-1,75 (4H,m), 1,53-1,46 (6H,m)

-164-



21107

Vidu250

St dung 0,15g [2-(3 4-dietoxyphenyl)oxazol-4-ylJaxit axetic thu duoc trong Vi du
tham khio 81 vi O,llg ophenetidine, thu duoc 0,12g bot min téng 2234
dietoxyphenyl)oxazol-4-y1]-N<2-etoxyphenyl)axetamit theo cich tutong turnhu trong vidu 1.
'HNMR (CDQ,) 6: 8,74 (1Hbrs), 8,37 (1H, dd,J =72, 1,8 Hz), 7,70-7,65 (2H, m), 761(1H,
d,J=138 Hz), 700690 (3H, m), 6,80 (1H, dd, J=7.8, 1,2 Hz),4,18 2H, q,J =69 Hz),4,16
(H,q,J=69Hz),397 2H,q,J =72 Hz),3,74(2H, s), 149 3H,t,J=69 Hz), 149 GH,t,J
=69Hz),1,18 BH,t,J=72Hz)
Vidu251

St dung 0,15g [2-(3 4-dietoxyphenyl)oxazol-4-ylJaxit axetic thu dugc trong Vi du
tham khéo 81 va 85mg 2-amino-3-hydroxypyridin, thu duge 0,11g bot mau tréng 2234
dietoxyphenyl)oxazol-4-y1]-N-3-hydroxypyridin-2-yl)axetamit theo céch tuong tr nhur trong
vidul.
'HINMR (CD(,) 8: 10,37 (1H, brs), 9,88 (1H, brs), 7,.84(1H, dd, J =48, 1,2 Hz), 7.65-7,60
(3H,m), 731 (1H,dd, J=42,12 Hz), 694 (1H, d,J =90 Hz), 4,22 2H, q,] =69 Hz), 4,16
(2H,q,J=69Hz),1,51 3H,t,J=69Hz),149 BH,t,J=69Hz)
Vidu?252

0,5g 4-clometyl-2-3 4-dietoxyphenyl)oxazol thu dugc trong Vi du tham khéo 35,
0,36g piperazin-2-on va 0,28g kali cacbonat duge b sung vao 10ml axetonitril, va hén hopnay
duoc dun va duoe héi uu trong thoi gian 7 id. Phan can duge pha lodng bang etyl axetat, va
duoc ria bang nuée va sau d6 nia biang nudc mudi bao hoa. Ldp hitu co duge Iam kho bang
magie sulfat khan va duge 06 dac bang céch loai bd dung m6i dudi 4p sut giam. Phan can
duoe tinh ché bang phép sac kY oot silicagel (diclometan : metanol theoty 16 1:0dén50:: 1), va

céc tinh thé th thu duoe duoc két tinh lai i etyl axetat tao ra 0.25g chéf két tinh khong mau 4-
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[2-3 A-dietoxyphenyl)oxazol-4-ylmetylJpiperazin-2-on.
'HNMR (CD(,) 8: 7,59 (1H, d,J =8,1,2,1 Hz), 7,56 (1H,d,J=2,1 Hz),691 (1H,d,J=8,1
Hz), 603 (1H, brs), 4,17 2H, q, ] =69 Hz), 4,15 2H, q,J =69 Hz), 361 (2H, s), 345-335
(2H,m), 3,27 2H, s), 2,80-2,75 (2H, m), 148 (6H, t,J =69 Hz)
Vidu253

Sit dung 0,5 4-clometyl-2{34dietoxyphenyloxazol thu duoc trong Vi du tham
khéo 35 va 0,5g morpholin, thu duge 0,31g bot mau tring 4-[2-(3 4-dietoxyphenyl)oxazol-4-
ylmetylJmorpholin theo cich tuong turnhur trong vi du 252.
'HINMR (CDQ,) 8: 7,70-7,50 (2H, m), 7,54 (1H, s), 691 (1H, d, ] = 84 Hz), 4,254,10 (4H,
m), 3,80-3,70 (4H, m), 3,51 (2H, s), 2,60-2,50 (4H, m), 148 (6H, t,] =69 Hz)
Vidu254

05g 4-dlometyl-2{3 4-dictoxyphenyloxazol thu duge trong Vi du tham khio 35,
028g 2-mercaptopyridin va 0,28g kali cacbonat dugc bd sung vao 10ml dimetylformamit, va
hén hop ny duge khusy & nhiét do trong phdng trong thdi gian 24 gidy. Hon hop phin ting nay
duoc pha lodng béng etyl axetat, va dugc rlia bang nude va sau d6 bang nude mudi bdo hod.
ép hiiu co duoc B kho bing magie sulfat khan va duge o6 diic bing céch loai b dung moi
dusi 4p suat gidm. Phan cin duge tinh ché bang phép séc ky oot silicagel (etyl axetat : n-hexan
theoty1e 1:4 dén 1 : 2), va cic tinh thé tho thu duge duge két tinh lai tir hén hop chida etyl
axetat va n-hexan tao ra 063g chét két tinh khong mau 2-[2-(3 A-dietoxyphenyl)oxazol-4-
ylmetylsulfanyl]
pyndin.
1H—NIVIR (CDA,) &: 845 (3H, m), 7,60-7,50 3H, m), 747 (1H, m), 7,18 (1H, d, J = 8,1 Hz),
6,99 (1H, m), 6,89 (1H, d,J = 8,1 Hz),438 (2H, s),4,17 2H,q,J =69 Hz), 4,14 2H, q,J =
69 Hz),147 (6H,t,J=69Hz)
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Vidu255

0,58 2-[2-(3 4-dietoxyphenylyoxazol4-ylmetylsulfanyTlpyridin thu diroc trong vi du
254 duoe bd sung vao 20ml diclometan. 0,55g axit m-cloperbenzoic dugc bd sung dén o6 lam
lanh bing nutGe d4, va sau d6 hén hop duoe khusy. Hon hop phan ting nay duge pha loang
béng 30ml diclometan, va dugc rita bang trong nude dung dich natri hydroxit 10% va sau d6
béng nuéc mudi bdo hoa. Lop hitu co' duge 1am kho bang magie sulfat khan va duge c6 dac
béing céch loai b6 dung méi dudi 4p sust gim. Phin ciin due tinh ché bing phép sc ky cot
silicagel (etyl axetat : n-hexan theo ty 16 2 : 1 dén 3 : 1), va cic tinh thé tho thu duge duge két
tinh lai ttr hén hop chifa etyl axetat va n-hexan tao ra 0,49g chét két tinh khong man 2-[2-34-
dietoxyphenyl)oxazol 4-ylmetansulfonTlpyridin.
'HNMR (CDQ,) 6: 8,81 (1H, m), 8,00 (1H, m), 791 (1H, m), 7,61 (1H, s), 7,55 (1H, m),
7,50-740 2H, m), 6,87 (1H, d, J =84 Hz),4,71(2H, s),4,13 (4H,q,J =69 Hz), 1,47 (6H,t,J
=69 Hz)
Vidu256

027g [2-3 4-dietoxyphenyloxazol-4-ylJmetylamin thu due trong Vi du tham khdo
37 va 0,3ml trietylamin duoge hoa tan trong 10ml axetonitril. 0,19g o-toluensulfonylclorua duge
b3 sung vao, va hén hop néy duoc khuay & nhiét do trong phong trong thoi gian 1 gio. Nude
duoc b3 sung vao hdn hop phan ting, va tién hanh chiét bang etyl axetat. L6p hitu oo duge riia
hai 14n béng nude, va dung moéi duoe loai bo. Phan can thu duge duge tinh ché str dung oot
silicagel (n-hexan : etyl axetat theo ty 1¢ 1 : 1). Céc tinh thé tho thu duge duge ké tinh lai tirhén
hop chifa n-hexan va etyl axetat tao ra 0,3g bot mau tring N-[2-(3 4-dietoxyphenyl)oxazol-4-
ylmetyl]-2-metylbenzensulfonamit.
'HINMR (CDQL) 8: 796 (1H,dd, J=7.5,1,5 Hz),7,48-7,16 (6H, m), 690 (1H,d,J =84 Hz),
5,11 (1H, brs),4,214,11 (6H,m), 2,64 (3H, s), 1,52-146 (6H, m)
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Vidu257

05g 3-2-3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-
etoxyphenyl)propan-1-on thu duoc trong vi du 102 va 0,18ml hydrazin monohydrat dugc bd
sung vao dietylen glycol. 0,14g kali hydroxit dugc bd sung vao, va hén hop nay duge khudy &
nhiét d6 150°C trong thoi gian 1 gids. Hén hop phén ting niy duge dé ngudi, sau d6 nude duge
b6 sung vao, va tién hanh chiét bang etyl axetat. Tién hanh sy bang magie sulfat khan, va dung
mo6i duoc loai bo. Phin cin duge tinh ché bing phép sic ky ott silicagel (n-hexan : etyl axetat
theo ty 16 4 : 1) tao ra 0,1g chét dau khong man 2-3-xyclopropylmetoxy-4-metoxyphenyl)}-4-
[342-etoxyphenyl)propylJoxazol.
'HNMR (CD(L) 8: 7,58 (1H,dd, J =84, 1,8 Hz), 7,51 (1H,d,J =18 Hz),7,39 (1H, 5), 7,17-
7,12 (2H, m), 693-6 81 (3H, m),4,03 2H, q, J =69 Hz),394-392 (5H, m), 2,72 2H, t,J =
75 Hz), 262 2H, t, J = 7,5 Hz), 2,03-196 (2H, m), 143-1,25 (4H, m), 0,69-063 (2H, m),
0,40-035 (2H, m)
Vidu258

1,6g natri hydrua duoc tao huyén pha trong 100ml tetrahydrofuran. 2,68g 1-(2-
metylphenyl)etanon va 6,58g 2-(3-benzyloxy-4-metoxyphenyl)4-clometyloxazol thu duoc
trong Vi du tham khao 5 duge b3 sung lién ti€p 06 1am lanh bang nude d4 va khuéy, vahon hop
nay dugc dun va duge héi luu trong thdi gian 4 gid. Dung dich nuée amoni clorua béo hoa
duoc bb sung vao o6 lam lanh bang nude d4. Sau khi khusy trong thoi gian 15 phit, nude duge
bd sung vao, va tién hanh chiét bang etyl axetat. Sau d6, tiéh hanh sy bang magie sulfat khan,
va dung méi duge loai bd. Phan cn duge tinh ché bang phép sic ky oot silicagel (n-hexan : etyl
axetat theo ty 16 4 : 1), va 1,6g san phim tho thu duoc duge hod tan trong 20ml etanol. 0,16g bot
paladi-cacbon 10% dugc bd sung vao, va hén hgp ndy duge khudy trong moéi trudng hydro

trong thoi gian 18 gid. Hon hop phén ting nay duge loc, va phan nude loc ra thu duge duoce oo
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diic. Phin ciin duoe tinh ché bang phép sic ky odt silicagel (diclometan : etanol = 100: 1) taora
047g dan man vang 2-(3-hydroxy-4-metoxyphenyl)-4-3-o-tolylpropyl)oxazol.
'HNMR (CDQY) 8: 7,60-7,54 (2H, m), 7,38 (1H, s), 7,15-7,08 (4H, m), 6,90 (1H, d, ] =84
Hz),5,65 (1H,s),3,94 (3H, 5), 2,72-2,62 (4H, m), 2,37 (3H, s)
Vidu259

Sk dung 047g 2-(3-hydroxy-4-metoxyphenyl)-4-(3-o-tolylpropyl)oxazol thu duoc
trong vi du 258, 0,37g chat dau khong mau 2-(3-xyclopropylmetoxy-4-metoxyphenyl)-4-(3-o-
tolylpropyl) oxazol thu duge theo cich tuong turnhur trong vidu 111.
'HNMR ((D(L) 8: 7,58 (1H, dd,J =8,1,2,1 Hz), 7,51 (1H, d,J=2,1 Hz), 7,38 (1H, s), 7,15-
708 (4H, m), 692 (1H, d, J = 8,1 Hz), 3.94-392 (5H, m), 2,72-2,62 (4H, m), 231 3H, s),
204-192 (2H, m), 1,40-1,35 (1H, m), 0,69-0,63 (2H, m), 0,40-0,35 (2H, m)
Vidu260

021g 3-2-3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-
etoxyphenyl)propan-1-on thu duge trong vi du 102 duige b3 sung vao 5ml etanol, va hén hop
nay duoc khuy c6 1am lanh bing nutc d4. 37mg natri borohydrua duge bd sung tir . Sau khi
nhiét do chia hén hgp phan ting dat t6i nhiét do trong phong, tién hanh khudy trong thoi gian 2
gid. Dung dich nuéc axit clohydric SN duoc bd sung vao hén hgp phén ting, va sau d6 dung
moi duoe loai bd. Tién hanh chiét bing diclometan, va sin phim chiét duge rita bang nude
mudi bao hoa. San pham chiét sau d6 duge 1am kho béng magie sulfat khan, dung moi duge
loai bo, va phéan cin duoe tinh ché bang phép sic ky oot silicagel (n-hexan : etyl axetat theo ty 16
3: 1) tao ra 0,18g chét dau khong man 3-[2-(3-xyclopropylmetoxy-4-metoxyphenyl)oxazol-4-
yl]-1-(2-etoxyphenyl)propan-1-ol.
'THNMR (CDQL) 8: 7,58 (1H,dd, J=84, 2,1 Hz),7,50 (1H, d,J = 1,8 Hz),7,39-7,35 2H, m),
7,23-7,18 (1H, m), 697-6,84 (3H, m), 5,00 (1H, br s), 407 (2H, q, J = 6,6 Hz), 3,.94-3 92 (5H,
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m), 344 (1H, br s), 2,80-2,60 2H, m), 2,20-2,15 (2H, m), 1,43-1,37 (4H, m), 069063 (2H,
m), 0,40-037 (2H, m)
Vidu261 |
80mg  3-{2+3-isopropoxy-4-metoxy  phenyl)oxazol-4-yl]-1-(3-metylpyndin-2-
ylpropan-1-on thu duoc trong Vi du 139 duoe hod tan trong 3m dimetylformamit. 0,2g natri
hydrua duge b sung vao 06 1am lanh bang nudc d4 va khuay, va hén hop nay duoc khudy
trong 30 phrit. 75mg metyl iodua duge bd sung vao, va hén hop phan ting duoc khusy & nhiét
do trong phong trong thdi gian 8 gid. Nudc duge bd sung vao hén hop phan ting, va tién hanh
chiét bing etyl axetat. Lop hitu co duge rira hai 14n bang nuéc, va dung moéi duoc loai bo. Phan
can thu duge duge tinh ché sir dung oot silicagel (n-hexan : etyl axetat theo ty 1€ 3 : 1) taora
35mg chat diu khong mau 3-[2-(3-isopropoxy-4-metoxyphenyl) oxazol-4-yl]-2,2-dimetyl-1-
(3-metylpyridin-2-ylpropan-1-on.
'HNMR (CD() &: 841 (1H, dd, T =45, 1,2 Hz), 7,38-7,60 3H, m), 734 (1H, s), 7,21-7 .24
(1H, m), 690 (1H, d,J = 8,7 Hz), 4,63 (1H, sept.,J = 60 Hz), 3.94 (3H, ), 3,15 (2H, 5), 2,28
(3H,s),1,38-149(12H,m)
Vidu262
St dung 09g metyl 3-{2-[4-metoxy-3-(2,22-trifloetoxy)phenylloxazol-4-
yl}propionat thu dugc trong Vi du tham khao 83, thu duoc 1,05g diu mau vang metyl 3-(3-
metoxypyridin-2-y1)-2-{2-{4-metoxy-3-22,2-trfloetoxy)phenyljoxazol-4-ylmetyl}-3
oxopropinat theo cdch tuong tur nhur trong vi du 100.
'H-NMR (CDQ) 6: 8,25 (1H, dd, J=4.5,1,5Hz),7,65 (1H,dd, ] =84,2,1 Hz),7,55 (1H,d,J
=2.1Hz), 747733 BH,m), 64 (1H,d,J =84 Hz), 5,17 (1H,t,J =69 Hz),443 2H,q,J =
84 Hz),393 (3H,s),392 3H, s), 3,65 (3H, 5),3,32-3,23 (2H, m)
Vidu263
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St dung 07g metyl 3-(3-metoxypyridin-2-yl)}-2-{2-{4-metoxy-32.22-
trifloetoxy)phenyljoxazol-4-ylmetyl }-3-oxopropionat thu duoc trong vi du 262, thu duoc 042g
chat dan khong mau metyl 2-{2-{4-metoxy-3+2,2,2-trifloetoxy)phenyljoxazol-4-ylmetyl }-2-
metyl-3-(3-metylpyridin-2-yl)-3-oxopropinat theo cich tong tur nhu trong vi du 261.

'HNMR (CDQ,) 6: 8,18 (1H,dd,J=69, 1,8 Hz), 7,64 (1H,dd,J =84,2,1 Hz), 754 (1H,d,J
=2,1 Hz),742-734 (3H,m), 693 (1H, d,J =8,7 Hz), 443 (2H, q,J =84 Hz),393 (3H, 5),
391 (3H,s),3,64 3H,s),340(1H,d,J=15Hz),3,26 (1H,d,J=15Hz)

Vidu264

S dung 0.42g metyl 2-{2-[4-metoxy-3-(2,2,2-trifloetoxy)phenyljoxazol-4-ylmetyl }-
2-metyl-3-3-metyl pyridin-2-yl)-3-oxopropinat thu dugc trong vi du 263, thu duoc 0,25g chéit
daun khong mau 1-(3-metoxypyridin-2-yl)-3-{2-{4-metoxy-3-2,2,2-trifloctoxy)phenyl]oxazol-
4-y1}-2-metylpropan-1-on theo cich tuong tu nhu trong vi du 136.

'HNMR (CD(L) 8: 8,24 (1H,dd, J=45,1,5Hz),7,67 (1H,dd, J=84,2,1 Hz),7,57 (1H,d,J
=2,1Hz),743-728 3H,m), 64 (1H,d,J=8,7 Hz),445 (1H,q,] =84 Hz),421 (1H,q,J =
69 Hz),391 (3H, s), 3,88 (3H, s), 3,15-3,06 (1H, m), 2,73-264 (1H, m), 123 BH,d,J =72
Hz)

Vidu 265

S dung 0.2¢g 1-(3-metoxypyridin-2-yl)-3-{2-[4-metoxy-3-(2,2,2-
trifloetoxy)phenyljoxazol-4-yl }-2-metylpropan-1-on thu duoc trong vi du 264, thu duoc 80mg
chat  dau khong mau 1-(3-metoxypyridin-2-yl)-3-{2-[4-metoxy-3-(2,2,2-
trifloetoxy)phenylJoxazol-4-yl }-2,2-dimetylpropan-1-on theo cich tuong tr nhu trong vi du
261.

'HNMR (CD(Y,) 8: 8,17 (1H, dd, J=4,5,1,5Hz), 7,70 (1H, dd, J =84, 1,8 Hz), 7,60 (1H,d,J
=18 Hz),731-721 2H, m), 696 (1H, d, J =84 Hz), 445 2H, q, J =84 Hz), 392 (3H, s),
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3,78 (3H,s),3,05 (2H,s), 1,34 (6H,s)
Vidu 266

60ml axit trifloaxetic duoc khudy o6 Iam lanh bang nuéc d4, 12,3g hop chit thu duge
trong vi du 231 duoe b8 sung vao, va tiéh hanh khudy trong thdi gian mot gidx Khi hoan thanh
phan ting, hén hop phén ting dugc trung hoa bang cdch bd sung dung dich nudc natr
bicacbonat biio hod, va etyl axetat duoe b sung vio hén hop thu due, Ldp hiiu o duoe i
hai 14n bang nuée, duoe tach, duge 06 dic dudi 4p sust gidm, va cée tinh thé tho thu duge duoe
két fioh lai tr ctanol, nhd d6 tao ra 59 bot miu ting 3-{2{3-benzyloxy4-
metoxyphenyl)oxazol-4-yl]-1-(2-hydroxyphenyl)propan-1-on.
'HNMR (CDQ,) 6: 12,2 (1H, s), 7,81 (1H, d,J = 8,1 Hz), 7,62-7,26 (OH, m), 6,99-6,85 (3H,
m), 5,19 (2H,s),392 (3H, s),3.43 (2H,t,J=75Hz),302 2H,t,J =75 Hz)
Vidu267

Sit dung hop chat thu duoe trong vi du 266 va clodiflometan, thu duge bot mau tring
3-[243-benzyloxy-4-metoxyphenyl)oxazol-4-yl]-1-(2-diflometoxyphenyl)propan-1-on  theo
quy trinh trong Vidu 19.
'THNMR (CD(L) 8: 7,71 (1H,dd,J =78, 1,8 Hz), 790-6,60 (7TH, m), 6,34 (1H, t,J =738 Hz),
520(2H,s),392 (3H,s),3,36 2H,t,J=7,2Hz),2,29 (2H,t,J =72 Hz)
Vi du tham ko 84

Sir dung 2-floetanol, thu duge chat dau khong man 2-floetyl metansutfonat theo quy
trinh trong Vi du tham khéo 50.
'HNMR (CDQ,) &: 4,764,73 (1H, m), 4,604,58 (1H, m), 4,53-4,50 (1H, m), 443441 (1H,
m), 3,08 BH,s)
Vi du tham ko 85

St dung 2,2-difloetanol, thu dugc chat dan khong mau 2,2-diflo etylmetansulfonat
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theo quy trinh trong Vi du tham khao 50.
'HINMR (CDCL) 8: 601 (1H, t, J=54.3,3.9 Hz), 4,38 (2H, td, J= 129,39 Hz), 3,12 (3H, 5)
Vidu263

Sir dung hop chét thu duge trong vi du 266 va hop chét thu duoc trong Vi du tham
khao 84, thu dugc bt mau tring 3-[2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-y1]-1-[2-(2-
floetoxy)phenyljpropan-1-on theo quy trinh trong Vi du 3.
'HINMR (CDCYL) 8: 7,74 (1H, dd, J=7.8, 1.8 Hz), 7,61-7,59 (2H, m), 7,49-7,31 (TH, m), 7,07
(1H,t,J=78 Hz), 692 (2H,d,J=8,7 Hz), 5,20 (2H, 5), 4904.,87 (1H,m), 4,74-4,71 (1H, m),
437435 (1H,m),4,28-426 (1H, m), 392 (3H, s),344 2H,t,J=75Hz),299 CH,t, =75
Hz)
Vidu269

Sir dung hop chét thu duge trong vi du 266 va hop chét thu duoc trong Vi du tham
khao 85, thu duoc bot man tring 3-[2+3-benzyloxy-4-metoxyphenyl)oxazol-4-yl}-1-[2-(2,2-
difloetoxy)phenylJpropan-1-on theo quy trinh trong Vidu 3.
'HINMR (CDQL) 8: 7,74 (1H, dd, T =78, 1,8 Hz), 761-7,28 (OH, m), 708 (1H, t, J=78 Hz),
695-689 (2H, m), 6,22 (1H, tt, J =549, 39 Hz), 5,19 (2H, s), 4,29 (1H, td, J = 129,39 Hz),
392(3H,s),338 (2H,t,J=7,5Hz),298 (2H,t,J=7,5 Hz)
Vidu270

Sir dung hop chat thu duge trong vi du 267, thu duge bot mau trdng 1-2-
diflometoxyphenyl)-3-[2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yl }propan-1-on theo quy trinh
trong Vidu 2.
'HINMR (CD() &: 7,71 (1H, t,J =75 Hz), 7,54-741 (4H,m), 7,38-7,16 (2H, m), 6,89 (1H,
d,J=8,1Hz),6,59 (1H,t,J=74,7Hz),5,69 (1H, 5), 393 3H, s), 3,36 2H, t, ] =7,2 Hz), 299
(2H,t,J=72Hz)
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Vidu271

Sit dung hop chat thu dugc trong vi du 268, thu duge bt mau trang 1{2-(2-
floetoxy)phenyl]-3-{2-(3-hydroxy-4-metoxyphenyl)oxazol-4-yljpropan-1-on theo quy trinh
trong Vidu 2.
'H-NMR (CDQL) &: 7,73 (1H, dd, J=7.8, 1,8 Hz), 7,55-742 (4H, m), 705 1H,t,J =78 Hz),
691 2H, d,J = 8,7 Hz), 491488 (1H, m), 4,754,72 (1H, m), 4384,35 (1H, m), 4,294.,26
(1H,m),3%4 (3H,s),343 2H,t,J=7,5Hz),299 2H,t,J=7,5 Hz)
Vidu272

Sit dung hop chét thu duge trong vi du 269, thu duge bot mau téng 1-2-2,2-
difloetoxy)phenyl]-3-[2-3-hydroxy-4-metoxyphenyl)oxazol-4-yl jpropan-1-on theo quy trinh
trong Vidu2.
'HINMR (CDQL) &: 7,73 (1H,dd, J =78, 1,8 Hz), 7,56-741 (4H, m), 708 (1H,t, =78 Hz),
692637 (2H, m), 6,21 (1H, tt, ] =54.9,39 Hz), 5,67 (1H, 5), 429 (1H, td, J = 129, 39 Hz),
394 (3H,s),3,38 2H,t,J=7,2Hz),298 (2H,t,J =72 Hz)
Vidu27i3

Sir dung hop chét thu dugc trong vi du 270 va 2-bromopropan, thu dugc bot mau
tring  1-2-diflometoxyphenyl)-3-{2-3-isopropoxy-4-metoxyphenyl)oxazol-4-yl}propan-1-on
theo quy trinh trong Vidu 3.
'H-NMR (CDQ,) 8: 7,70-7,25 (5H, m), 7,20-6,80 (2H, m), 6,59 (1H, ., J =73,5Hz), 4,64 (1H,
m),3.93 (3H,s),1,39(3H,d,J=60Hz)
Vidu274

Sit dung hop chét thu duoe trong vi du 270 va etyl iodua, thu duge bt mau trang 12-
diflometoxyphenyl)-3-2-(3-etoxy-4-metoxyphenyl)oxazol-4-yl}propan-1-on theo quy trinh
trong Vidu 3.
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"HNMR (CDCLy) &: 7,71 (1H, dd, J = 7,8, 1,8 Hz), 7.60-746 3H, m), 742 (1H, 5), 731-7,16
(2H,m), 691 (1H,d,J=8,1 Hz),6,59 (1H,t,J=73,5Hz),4,18 2H, q,J =7,2 Hz),392 (3H,
s),337 2H,t,J=7,2Hz),300 2H,t,J=72Hz), 149 3H,t,]J=7,2Hz)
Vidu275

Sir dung hop chét thu duge trong vi du 271 va 2-bromopropan, thu dugc bot man
tring 1-2-floetoxyphenyl)-3-[2-3-isopropoxy-4-metoxyphenyl)oxazol-4-yljpropan-1-on theo
quy trinh trong Vidu 3.
'HNMR (CDCL) &: 7,73 (1H, d,J =72 Hz), 7,58-7,54 (2H, m), 7:45-7:41 (2H, m), 704 (1H,
t,J=72Hz),692 2H,t,J=8,1 Hz),481 (2H, dt, ] =474, 4.2 Hz),4,64-4,60 (1H, m), 432
(H, dt,J=23,1,4,2 Hz), 3,89 (3H, 5), 343 2H, t,J =72 Hz), 300 2H, t, ] = 7,2 Hz), 1,39
(6H,d,J=5,7Hz)
Vidu276

Sir dung hogp chat thu duge trong vi du 271 va 4-bromo-1-buten, thu duge bot mau
trang 3-[2-(3-but-3-enyloxy-4-metoxyphenyl) oxazol-4-yl}-1-{242-floetoxy)phenyl}propan-1-
on theo quy trinh trong Vidu 3.
'HNMR (CDQL) &: 7,73 (1H, d,J =75 Hz), 7,58-7,53 (2H, m), 7,45-742 (2H, m), 703 (1H,
t,J=7.38 Hz), 692 2H, t,J = 84 Hz), 600-5,84 (1H, m), 521-509 (2H, m) 4,81 (2H, dt, J =
474,42 Hz),432 (2H, dt,J=23,1,42 Hz), 4,14 2H,t,J =72 Hz),390 3H, s), 343 (2H, t,J
=7,5Hz),300(2H, t,J=7,5Hz),2,64-2,61 2H, m)
Vidu277

Sir dung hop chét thu duge trong vi du 271 va isobutyl bromua, thu duoc bot mau
ting  1-2-(2-floctoxy)phenyl]-3-{2-(3-isobutoxy-4-metoxyphenyljoxazol-4-yljpropan-1-on
theo quy trinh trong Vidu 3.

'HNMR (CDQL) &: 7,73 (1H,dd,J =78, 1.8 Hz), 7,57-7,51 (2H, m), 748-742 (2H, m), 740
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(1H,t,J=75Hz),692 2H,t,J=8,7 Hz),481 2H,dt,J =474,4,2Hz),4 32 (2H,dt,]=23,1,
42 Hz),390 3H, s), 3,84 2H, d,J =69 Hz), 343 2H,t,J=7,5Hz),300 2H, ,J=75 Hz),
223214 (1H,m), 1,04 (6H,d,J=5,7Hz)
Vidu278

Sir dung hop chét thu duge trong vi du 272 va 2-bromopropan, thu dugc bot mau
tring 1-[2-(2,2-difloetoxy)phenyl]-3-[2+(3-isopropoxy-4-metoxyphenyl)oxazol-4-yl propan-1-
on theo quy trinh trong Vidu 3.
'H-NMR (CDQL) 8: 7,74 (1H, dd,J =75, 1.8 Hz), 7,59-744 3H, m), 741 (1H, ), 708 (1H, ¢,
J=75Hz),691 (1H,d,J =84 Hz), 6,22 (1H, tt,J = 54,6,3,9 Hz) 4,65 (1H, sept., ] = 6,0 Hz),
429 (2H,td,J=129,39Hz),390 (3H, ) 338 (2H,t,J=7,5Hz) 299 2H,t,J=7,5Hz) 140
(6H,d,J=60Hz)
Vidu279

Sir dung hop chit thu duge trong vi du 272 va 1-bromopropan, thu dugc bot mau
trang  1-[2-2,2-difloetoxy)phenyl]-3-[2+(3-propoxy-4-metoxyphenyl)oxazol-4-yl jpropan-1-on
theo quy trinh trong Vidu 3.
'HNMR (CDQL) 8: 7,74 (1H,dd, J =78, 1,8 Hz),7,61-7:43 3H,m), 741 (1H, ), 708 (1H, ¢,
J=175Hz), 692639 2H, m), 6,23 (1H, tt, J = 546,39 Hz), 429 (2H, td, J = 129, 39 Hz),
406 (2H,t,J=69Hz),391 (3H,s),3,38 2H,t,J=7,5Hz),299 2H,t,J=75Hz), 190 H,
qt,J=72Hz),106 GH,t,J=7,2Hz)
Vidu280

Sir dung hop chat thu duoc trong vil du 272 va etyl iodua, thu duge bot mau tring 1-2-
(2,2-difloetoxy)phenyl]-3-[2-3-etoxy-4-metoxyphenyl)oxazol-4-yl]propan-1-on theo quy trinh
trong Vidu 3.

'H-NMR (CDQL) 8: 7,74 (1H,dd,J=7.8, 1.8 Hz), 7,61-744 (3H,m), 741 (1H, s), 708 (1H, ,
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J=78 Hz),693-690 (2H, m), 6,23 (1H, tt, J = 54,6, 39 Hz) 429 (2H, d, J =129, 39 Hz),
4,18 (2H,q,J=69Hz),392 (3H,s),3,38 H, t,J=7,5Hz),299 2H,t,J =75 Hz),1,50 3H,
t,J=69Hz)
Vidu281

St dung hop chit thu duoe trong vil du 272 va ally bromua, thu duge bot mau tréng 3-
[2-(3-alyloxy-4-metoxyphenyl)oxazol-4-yl]-1-[2+2,2-difloetoxy)phenyl Jpropan-1-on theo quy
trinh trong Vidu 3.
'HANMR (CDQ,) 6: 7,74 (1H,dd,J =738, 1,8 Hz),7,60-744 (3H, m), 741 (1H,s), 708 (1H, ,
J=75Hz),694-689 (2H, m), 641-604 2H, m), 544 (1H,dd,J=174,1,5Hz), 531 (1H,dd,
J=102,15Hz),429 2H,td,J=129,39Hz),392 3H,),3,38 2H, t,J =72 Hz),299 (2H,
tJ=72Hz)
Vidu282

Sir dung hop chét thu duge trong vi du 272 va 4-bromo-1-buten, thu duoc bt mau
trang 3-{2-(3-but-3-enyloxy-4-metoxyphenyl)oxazol-4-yl]- 1-{242,2-
difloetoxy)phenyljpropan-1-on theo quy trinh trong Vidu 3.
'HANMR (CDQ,) 6: 7,75 (1H,dd,J =78, 1,8 Hz), 7.60-744 (3H, m), 742 (1H, ), 709 (1H,
J=7,5Hz),693-6,89 2H, m), 6,23 (1H, tt,J=54,6,3.9 Hz), 5,99-5,85 (1H, m), 5,23-5,10 (ZH,
m), 4,29 2H,td,J=129,39 Hz),4,14 2H,t,J=72Hz),391 3H,s),3,39 2H,t,J=7,2 Hz),
299 (2H,t,J=72Hz),2,63-2,60 (2H, m)
Vidu 283

Sir dung hop chét thu duge trong vi du 272 va (bromometyl)xyclopropan, thu dugc
bot méu trang 3-[2-(3-xyclopropyl metoxy-4-metoxyphenyl)oxazol-4-yl]-1{2-2,2-difloctoxy)
phenylJpropan-1-on theo quy trinh trong Vidu 3.

'HNMR (CDQ,) 6: 7,75 (1H,dd, J =738, 1,8 Hz), 7,58-744 (3H, m), 7:41 (1H, s), 7,09 (1H, ,
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J=75 Hz),693-690 2H, m), 624 (1H, tt, ] = 54,6, 39 Hz), 429 2H, td, J = 129, 39 Hz),
3%-391 (5H, m), 339 2H, t,J =72 Hz),299 (2H, t,J =72 Hz), 143-133 (1H, m), 0,70-
0,63 (2H, m),041-0,35 (2H, m)
Vidu284

Sir dung hop chét thu duge trong vi du 272 va hop chét thu duoc trong Vi du tham
kho 85, thu duoc bot mau tring 3-{2-[3-2,2-difloetoxy)4-metoxyphenyljoxazol-4-yl }-1-[2-
(2,2-difloetoxy)phenylJpropan-1-on theo quy trinh trong Vidu 3.
'HINMR (CDQ,) 6: 7,74 (1H,dd, J=78,18 Hz), 7,65 (1H,dd,J=7.8, 1,8 Hz),7,50 1H,d,J
=2,1 Hz), 750-742 (1H, m), 742 (1H, s), 708 (1H, t, J = 7,5 Hz), 696-6,89 (2H, m), 642-
595 (2H,m),4,354,23 (4H,m),392 (3H, s),3,39 2H, ,]J=7,5Hz),300 2H, t,J=7,5Hz)
Vidu285

St dung hop chét thu duge trong vi du 272 va isobutyl bromua, thu dugc bot man
tring  1-[242,2-difloetoxy)phenyl]-3-[2+3-isobutoxy-4-metoxyphenyl)oxazol-4-yl-propan-1-
on theo quy trinh trong Vidu 3.
'HNMR (CDQL) &: 7,74 (1H, d, T =7,5 Hz),7,57-744 (3H, m), 741 (1H, s), 708 (1H, t, J=
7.5 Hz),692-6,89 (2H, m), 6,23 (1H, tt,J = 54,6, 39 Hz), 4,29 2H, td, ] =129, 39 Hz), 390
(3H,s),3,85(2H,d,J=6,6Hz),338 2H,t,J=75Hz),299 2H,t,J=75Hz),2,19(1H,qt,J
=66Hz),1,05 (6H,d,J=6,6Hz)
Vidu286

Sir dung hop chét thu duoc trong Vi du tham khao 35 va hop chét thu duge trong Vi
du tham khéo 70, thu duoc dau mau vang nhat 3-2-3 4-dietoxyphenyl)oxazol-4-yl]-1<2-
metoxymetoxyphenyl) propan-1-on theo quy trinh trong Vi du 190.
'HINMR (CDQ,) 8: 7,66 (1H,dd, =738, 1,8 Hz),7,56-738 (3H,m), 7,17 (1H, d, J=84 Hz),
704 (1H,t,J =75 Hz), 692-6,88 (2H, m), 5,26 (2H, s), 421408 (4H, m), 349 (3H, s), 340
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(2H,t,J=7.2Hz),3,00 2H,t,J=72Hz),1,51-145 (6H,m)
Vidu287

Sir dung hop chét thu duoc trong vi du 286, thu duge bot man tring 3-2-(34-
dietoxyphenyl)oxazol-4-y1]-1-2-hydroxyphenyl) propan-1-on theo quy trinh trong Vi du 266.
'HINMR (CD(,) &: 12,25 (1H, 5),7.82 (1H, dd, J=8,1, 1,5 Hz), 7,60-7:43 (4H, m), 698 (1H,
d,J =84 Hz), 692-6,86 (2H, m), 4214,10 4H, m), 344 2H,t,J =72 Hz),303 2H,t,J =
7.2Hz),151-143 (6H, m)
Vidu 288 |

Sir dung hop chat thu duoe trong vi du 287 va dlodiflometan, thu duge bot mau tréing
3-[2-(3 A-dietoxyphenyloxazol-4-yl)-142-diflometoxyphenyl)propan-1-on theo quy trinh trong
Vidu 19.
'HINMR (CDQ,) 8: 7,51 (1H, d, T = 8,7 Hz), 7,.00-7:45 (3H, m), 7,30 (1H, ), 7,28-7,19 (2H,
m), 690 (1H, d,J=8,7 Hz),6,58 (1H, t,J=75Hz),4,15 4H,q,J =7,2Hz) 336 2H, t,]=72
Hz),3,00(2H,t,J=72Hz), 147 (6H,t,J=72Hz)
Vidu289

Sir dung hop chét thu duge trong vi du 287 va hop chét thu duoe trong Vi du tham
khdo 84, thu duoc bot mam tring 3-{2-34-dietoxyphenyl)oxazol-4-yl]-1-[2-2-
floetoxy)phenylJpropan-1-on theo quy trinh trong Vidu 3.
'HNMR (CD(,) 8: 7,74 (1H,dd, =738, 1,8 Hz),7,56-7:41 (4H,m), 704 (1H,td,J =75,09
Hz), 695-6,88 2H, m), 4,81 2H, dt, J =47,1,4,2 Hz), 432 (2H, dt, ] =27 3, 42 Hz), 4 21-
4,10 (4H,m), 343 2H,t,J=72Hz) 300 (2H,,J=7,2 Hz) 1,50-1,45 (6H, m)
Vidu290

Sir dung hop chét thu dugc trong vi du 287 va hop chét thu duoe trong Vi du tham
khdo 85, thu duoc bot man ting 3-[2-34-dietoxyphenyl)oxazol-4-yll-1{2+22-
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difloetoxy)phenylJpropan-1-on theo quy trinh trong Vidu 3.
'HINMR (CDQL) 8: 7,74 (1H,dd, =75, 1,8 Hz), 7,56-7:43 (3H, m), 741 (1H, 5), 7,08 (1H, ,
J=75Hz),690 (1H,d,J=78 Hz), 6,23 (1H, tt, ] = 549,39 Hz), 429 (2H,td,J = 132,39
Hz),4,.214,10 (4H,m), 3,38 2H,t,J=7,5Hz) 298 (2H,t,J=7,5 Hz),1,50-1,45 (6H, m)
Vidu291

0,2g hop chét thu duge trong vi du 223 va 0,1ml trietylamin dugc hoa tan trong Sml
diclometan, 0,1ml axetyl clorua dugc bd sung vao dung dich thu duoc, va hén hop nay duoc
Khusy trong thi gian 6 gidr & nhiét d6 trong phong. Khi hoan thanh phan ting, nudc duge bd
sung vao hén hop phan ting naty, va hén hop thu duge duoe chiét bang etyl axetat. Lp hitu co
duoc rira hai 14n bang nuée, va dung moéi duge chung cit. Phén can duoe tinh ché sir dung cot
silicagel (n-hexan:etyl axetat theo ty 1¢ 2:1), va céc tinh thé tho thu duoe duoc két tinh lai bang
etanol, nhd d6 tao ra 15mg bot man trdng 2-{3-[2-(3-isopropoxy-4-metoxyphenyljoxazol-4-
ylJpropionyl }phenyl axetat.
'H-NMR (CD(L) &: 7,83 (1H, dd, J =78, 1,5 Hz), 7.60-7,50 (3H, m), 742 (1H, 5), 7,34-728
(1H,m), 7,12 (1H,dd,J=8,1,09 Hz),692 (1H, d,J =84 Hz),4,694.61 (1H,m),390 3H, s),
332 (2H,t,J=72Hz),297 2H,t,J=72Hz),235 (3H,s),1,40 (6H,d,J =60 Hz)
Vidu292

St dung hop chat thu dugc tong Vi du tham khdo 35 va 12
triflometoxyphenyl)etanon, thu dutge bot mau trang 3-[2+3 4-dietoxyphenyl)oxazol-4-yl]-12-
triflometoxyphenyl)propan-1-on theo quy trinh trong Vidu 190.
'HINMR ((DQy) &: 7,70 (1H, dd, T =78, 1,8 Hz), 7,58-741 (3H, m), 7,38 (1H, s), 7,35-7,29
(2H, m), 690 (1H, d, J =84 Hz), 4,204,10 (4H, m), 3,34 2H, t,] =69 Hz), 300 2H,t,J =
69 Hz), 148 (6H,t,J =69 Hz)
Vidu293
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St dung hop chat thu dugc tong Vi du tham khdo 11 va 12-
triflometoxyphenyl)etanon, thu duwgc bot man tdng  3-[2-(3-xyclopropylmetoxy-4-
metoxyphenyl)oxazol-4-yl]-1-(2-triflo metoxyphenyl)propan-1-on theo quy trinh trong Vi du
190.

'HNMR (CD(Y,) 6: 7,70 (1H, d,J = 8,7 Hz), 7,57-7,53 (3H, m), 749 (1H, 5), 7:42-7,30 (2H,
m), 690 (1H, d,J=8,7Hz),394-391 (5H,m), 334 2H,t,J =72 Hz) 300 2H, t, J =72 Hz),
1,42-1,30 (1H, m), 0.67-064 (2H, m), 0,40-0,36 (2H, m)

Sir dung hop chét thu duge trong Vi du tham khéo 35 va cac din xuét axetophenon
tuong ting, thu dugc hop chét trong cdc vi du 294 dén 299 theo quy trinh trong Vi du 190.
Vidu2%4
3-[2(3 A-dietoxyphenyl)oxazol-4-yl]-1+(2,5-dimetoxyphenyl)propan-1-on
Bot mau trdng
THNMR (CDA3) 8: 7,57-7,52 (2H, m), 740 (1H, s), 701 (1H,dd, J =90, 3,3 Hz), 690 (2H,
t,J=84 Hz),4,204,10 (4H, m), 3,85 (3H, s), 3,78 3H, 5), 3,39 (2H, t, ] =7,2 Hz),2.98 (2H, t,
J=72Hz),147 (6H,t,J=69 Hz)

Vidu295

3-[2-(3 A-dietoxyphenyl)oxazol-4-yl]-1-2-etoxy-5-metylphenyl)propan-1-on

Bot mau tring

'HNMR (CDQ,) &: 7.61-749 (3H, m), 740 (1H, s), 7,25-7,20 (2H, m), 690 (1H,d, J = 8,1
Hz), 6,83 (1H, d, J = 84 Hz),4,214,06 (6H, m), 341 2H, t,J=75Hz),299 2H,t,J=75
Hz),2,28 (3H,s),1,53-1,40 OH, m)

Vidu 296

3-[2-3 A-dietoxyphenyl)oxazol-4-yl]-142 A4-dimetylphenyl)propan-1-on

Bot khong man
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'HINMR (CDQ,) 8: 7,63 (1H,d,J =84 Hz), 7,54 (1H,dd, J =84, 18 Hz), 751 (1H,d,J =
18 Hz), 742 (1H, s), 706-702 (2H, m), 690 (1H,d,J =84 Hz),4,17 2H, q,] =69 Hz),4,14
(2H, q,J=69 Hz), 330 2H, t,J =72 Hz),299 (2H,t,J =72 Hz), 249 (3H,5), 234 3H, 5),
148 (6H,t,J=69 Hz)

Vidu297

3-[2+(3 A-dietoxyphenyljoxazol-4-yl}-142,5-dimetylphenyl)propan-1-on

Tinh thé khong mau hinh kim

'HNMR (CDQ,) &: 7,55 (1H, br s, J = 8,7 Hz), 7,52 (1H, br s), 744 (1H, br d, ] = 8,7 Hz),
7,17-709 2H, m), 690 (1H, d,J =8,7 Hz),4,17 2H, q,J =69 Hz), 4,14 2H, q,] =69 Hz),
329 2H,t,J=72Hz),299 CH,t,J=72 Hz),244 (3H, s),233 (3H, s), 147 (6H,t,J =69
Hz)

Vidu298

3-[23 A-dietoxyphenyljoxazol-4-yl}-1-2-etoxy-4-metylphenyl) propan-1-on

Bot mau tring

'HINMR (CD() &: 7,66 (1H, d, J = 7,8 Hz), 7,60-7,51 (2H, m), 7,39 (1H, 5), 690 (1H,d,J =
84 Hz),6,79 (1H,d,J=84 Hz), 6,73 (1H, s),4,21-4,08 (6H, m), 3,40 (2H, t, ] =72 Hz),2.98
(2H,t,J=7.2Hz),236 (3H,s), 1,53-145 (OH, m)

Vidu299

3-[2-(3 A-dietoxyphenyljoxazol-4-yl}-1-2-ctoxy-4-flophenyl) propan-1-on

Tinh thé khong mau hinh kim

'HINMR ((DQL) 8: 7,78 (1H,dd, J=8,7,72 Hz), 7,54 (1H,dd,J=84,2,1 Hz),7,51 (1H,d,J
=2,1Hz),7,39 (1H, brs), 690 (1H,d,J =84 Hz),6,71-6,61 (2H, m),4,16 (2H, q,J =69 Hz),
4,14 2H,q,J =69 Hz),4,11 2H,q,J=69 Hz), 339 CH; t,J =72 Hz),298 2H,t,J =72
Hz), 149 3H,t,J=69Hz), 147 (6H,t,J=69 Hz)
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Vidu300

Hop chét thu duge trong Vi du tham khao 54 va metyl (2-metoxymetyl)benzoat duoc
str dung va duge xir Iy theo quy trinh trong Vi du 100, sau d6 xtr 1y theo Vi du tham khao 48,
tao ra bot mém tring 323 4-dietoxyphenyl)oxazol-4-yl}-1-(2-metoxymetylphenyl)propan-1-
on.
'HINMR (CD(QL) 8: 7,74 (1H,dd, =738, 1,2 Hz), 764-727 (6H,m), 691 (1H, d, =84 Hz),
4,73 (2H, s),4,21-4,10 (4H, m), 343 (3H, s), 3,34 2H, t,J =7,2 Hz),300 2H, t, ] =72 Hz),
1,51-143 (6H,m)

Sir dung hop chét thu duge trong Vi du tham khao 54 va cic dan xudt metyl benzoat
tuong tng, thu duge hop chét trong cac vi du 301 dén 303 theo quy trinh trong Vi du 300.
Vidu301
3-[2-(3 A-dietoxyphenyl)oxazol-4-y1]-1<2-etylphenyl)propan-1-on
'HINMR (CDQ,) 6: 7,62-7,51 (4H, m), 743 (1H, s), 7,38-7,30 (2H, m), 6,90 (1H, d, =87
Hz),4,184,13 (4H, m), 3,31 2H,t,J =72 Hz), 3,00 2H, t,J=72 Hz),281 2H,q,J=75
Hz), 148 (6H,t,J=69Hz),1,20 3H,t,J=7,5Hz)
Vidu302
323 4-dietoxyphenyl)oxazol-4-yl}-1+2,3-dimetoxyphenyl) propan-1-on
'HINMR (CD(,) 6: 7,56-7,51 (2H, m), 741 (1H, s), 7,18-701 (3H, m), 6,90 (1H, d,J =84
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), 148 (6H,
t,J=69Hz)
Vidu303
3243 A-dietoxyphenyl)oxazol-4-yl]-1-2-etoxy-3-metylphenyl)propan-1-on
'THINMR (CDQL) &: 7,55-7,51 (2H, m), 740 (1H;s), 7,36-7,29 (2H, m), 704 (1H, t, T =72
Hz), 690 (1H, d,J =8,1 Hz),4,204,11 4H, m), 383 2H,q,J=7,5Hz),339 2H,t,J=72
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Hz),298 2H,t,J=7.2Hz),230(3H,s), 148 (6H,t,J=69 Hz),126 3H,t,J=69 Hz)
Vidu304

Sir dung hop chat thu duge trong Vi du tham khdo 58 va 1-(2-etoxy4-
flophenyl)etanon, thu dugc bdt mau vang nhat 1-(2-etoxy-4-flophenyl)-3-[2-(3-etoxy-4-
metoxyphenyl)oxazol-4-yljpropan-1-on theo quy trinh trong Vi du 190.
'HNMR (CDQ,) 8: 7,77 (1H,t,J=78 Hz), 7,56 (1H,dd,J=84,18 Hz), 751 1H,d,J =138
Hz), 740 (1H, s), 691 (1H, d,J =84 Hz), 6,71-6,61 (2H, m), 421-4,07 4H,m ), 3,92 3H, s),
339 2H,t,J=72Hz),298 2H,t,J=72 Hz),1,52-147 (6H,m)
Vidu 305

St dung hop chat thu dugc tong Vi du tham khio 58 va 1-(4flo-2-
isopropoxyphenyletanon, thu dugc chdt dau khong man  3-{2-(3-etoxy4-
metoxyphenyl)oxazol-4-yl]-1<4-flo-2-isopropoxy phenyl)propan-1-on theo quy trinh trong Vi
du 190.
'HNMR (CDQL) 8: 7,77 (1H,t,J =78 Hz),7,57 (1H,dd,J=84,18 Hz),751 1H,d,J =13
Hz), 740 (1H, s),691 (1H, d, J= 84 Hz), 6,71-6,61 (2H, m), 4,63 (1H, sept, ] =6,0 Hz), 4,18
(2H,q,J=69Hz),392 (3H,s),338 2H,t,J=7,2Hz),298 2H,t,J=7,2Hz), 1,50 GH, t,J =
69Hz),142 (6H,d,J=60Hz)
Vidu306

Sir dung hop chat thu duge trong Vi du tham khdo 68 va 1-(2-etoxy-5-
metylphenyl)etanon, thu duige bot méw tréing 1-(2-ctoxy-5-metylpheny)-3-{2-3-isopropoxy4-
metoxyphenyl)oxazol-4-yl]propan-1-on theo quy trinh trong Vi du 190.
'HNMR (CDQ,) &: 7,60-740 3H, m), 7,39 (1H, s), 7,24-7,19 (1H, m), 691 (1H,d,J=8,1
Hz), 633 (1H, d, J = 84 Hz), 4,694,58 (1H, m), 4,10 (2H, q, J = 69 Hz), 3,39 (3H, s), 341
(2H,t,J=72Hz),298 2H,t,J=72Hz),229 (3H,5), 1,48-1,38 (OH, m)
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Vidu307

St dung hop chit thu dugc trong Vi du tham khdo 68 va 1{2-etoxy4-
metylphenyl)etanon, thu duge bot mau trang 1-(2-etoxy-4-metylphenyl)-3-[2-(3-isopropoxy-4-
metoxyphenyl)oxazol-4-ylJpropan-1-on theo quy trinh trong Vi du 190.
'H-.NMR (CDQ,) &: 7,66 (1H, d, J=8,1 Hz), 7,59-7,53 (2H, m), 7,39 (1H, 5),691 (1H,d,J =
84 Hz),6,79 (1H,d,J=8,1 Hz),6,73 (1H, s5),4,584,71 (1H,m),4,12 (2H,q,J=69 Hz), 390
(1H, s) 340 2H,t,J=7,5Hz),298 2H,t,J =75 Hz),236 (3H, s), 1,48 3H, t,J =69 Hz),
1,40 (6H,d,J=60Hz)
Vidu308

Sir dung hop chét thu duoc trong vil du 136 va clodiflometan, thu duge bot mau tréing
3-[2-(3-diflometoxy-4-metoxyphenyl)oxazol-4-yl}-1-(3-metylpyridin-2-y)propan-1-on  theo
quy trinh trong Vidu4.
'HINMR (CD(,) 8: 8,50 (1H, m), 7,83 (1H,dd, J=84,2,1 Hz), 7,78 (1H,d,J=2,1 Hz),7,58
(1H,d,J =78 Hz), 747 (1H, s), 7,32 (1H, m), 700 (1H, d, ] =84 Hz), 6,58 (1H, t, ] = 74,7
Hz),3.93 (3H, s),3,59 (2H,t,J=7,2Hz),3,00 H,t,J =72 Hz),2,57 3H, s)
Vidu309

Sir dung hop chét thu duge trong vi du 136 va hop chét thu duge trong Vi du tham
khao 85, thu duoc bot mau tréing 3-{2-[3-(2,2-difloetoxy)-4-metoxyphenyljoxazol-4-yl }-1-(3-
metylpyridin-2-yl)propan-1-on theo quy trinh trong Vi du 3.
'HNMR (CDQL,) &: 8,50 (1H, dd, J =4,5,09 Hz), 766 (1H, dd, J = 84, 2,1 Hz), 7,60-7,54
(2H,m), 746 (1H, s),7,35-7,31 (1H,m),694 (1H,d,J =8,7 Hz),6,16 (1H, 1, ] = 549,12 Hz)
429 2H,td,J =129, 12 Hz), 392 (3H, s), 3,61 2H,t,J=69 Hz), 301 2H, ,J =69 Hz),
258 3H,s)
Vidu310
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St dung hop chét thu duge trong vi du 136 va hop chét thu duoe trong Vi du tham

khdo 84, thu duoc bot man tring 3-{2-{3-(2-floctoxy)4-metoxyphenyljoxazol-4-yl}-13-
metylpyridin-2-yl)propan-1-on theo quy trinh trong Vidu 3.
'HNMR (CDQ) &: 8,50-8,49 (1H, m), 7,63-7,54 (3H, m), 745 (1H, s), 7,34-727 (1H, m),
693 (1H,d,J =87 Hz),4,.88 (1H,t,J=42Hz),4,72 (1H,t,J=4,2Hz) 439 (1H,t,J =4,2 Hz),
430(1H,t,J=4.2Hz),392 (3H,s),3,600 2H,t,J=7.2Hz),3,00 2H,t,J=7,2Hz),2,57 3H,
s)

Vidu3ll

Sir dung hop chét thu duoe trong vi du 136 va 2-bromobutan, thu duge dau man vang
3-[2-(3-sec-butoxy-4-metoxyphenyl)oxazol-4-yl]-1-(3-metylpyridin-2-yl)propan-1-on  theo
quy trinh trong Vidu 3.

'HINMR (CDQ,) &: 8,50 (1H, dd, J=4.5, 1,2 Hz), 7,59-7,55 (3H, m), 7,54 (1H, 5), 745-7,30
(1H, m), 691 (1H, d, J = 84 Hz ), 443437 (1H, m), 3,89 3H, ), 3,60 2H, ,J =75 Hz),
301 QH,t,J=75Hz),2,57 (3H,s), 1,86-1,62 2H,m), 1,34 3H,d,J =6,6 Hz), 1,00 GH, t,J
=6,60Hz)
Vidu312

Sir dung hop chét thu duge trong vi du 136 va 3-bromopentan, thu dugc bot mau
tring 3-{2-[3«(1-etylpropoxy)-4-metoxyphenyljoxazol-4-yl}-1-3-metylpyridin-2-yl)propan-1-
on theo quy trinh trong Vidu 3.
'HINMR (CDQ,) &: 8,50 (1H, dd, J=4.5, 1,2 Hz), 7,61-7,53 (3H, m), 745 (1H, s), 7,34-7,30
(1H, m), 691 (1H,d,J = 8,1 Hz),4.28-4.20 (1H, m), 3,89 3H, 5), 3,60 2H, t, ] =75 Hz),
301 2H,t,J=75Hz),2,57 3H,s), 1,78-1,68 (4H,m),098 (6H,t,] =6,6 Hz)
Vidu313

Sir dung hop chét thu duoe trong vi da 101 va clodiflometan, thu duge bot mau tréng

3-[2-(3-diflometoxy-4-metoxyphenyloxazol-4-yl}-142-etoxyphenylpropan-1-on  theo quy
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tinh trong Vidu 4.
'HINMR (CD(L) 8: 7,85-7,80 (2H, m), 7,70 (1H, m), 7,50-740 (2H, m), 70-69 (3H, m),
6,58 (1H, t,J =744 Hz), 4,14 2H, q,J =69 Hz),393 (3H, 5), 342 2H, 1, =7,2 Hz),299
(QH,t,J=72Hz),148 BH,t,J=69 Hz)
Vidu3i4

Sir dung hop chat thu duge trong vi du 101 va hop chét thu duge trong Vi du tham
khéo 85, thu duoe bot man tring 3-{2-[3+(2,2-difloetoxy)4-metoxyphenyljoxazol-4-yl}-1-(2-
etoxyphenyl)propan-1-on theo quy trinh trong Vidu 3.
'H-INMR (CD(L) 8: 7,73-7,63 (2H, m), 7,55 (1H, d, J =2,1 Hz), 7,46-7,39 (2H, m), 701-691
(3H, m), 6,16 (1H, tt,J=549, 12 Hz),429 (2H, d,] = 129, 1,2 Hz),4,14 (2H,q,] =69 Hz),
391 (3H,s),3,43 2H,t,J=72Hz),3,00 2H,t,J=7,2Hz),148 3H, ,] =72 Hz)
Vidu315

Sir dung hop chét thu duge trong vi du 101 va hop chét thu duoc trong Vi du tham
khio 84, thu duwc bdt mim tdng  1-(2-etoxyphenyl)-3-{2-{3-(2-floctoxy)4-
metoxyphenylJoxazol-4-yl }propan-1-on theo quy trinh trong Vi du 3.
'HNMR (CDQL) 8: 7,69 (1H, dd, J =78, 1,8 Hz), 761 (1H,dd,J =8 4,18 Hz),7,55 (1H, s),
744-739 (2H, m), 700691 (3H, m),4,81 2H, dt, ] =474,42 Hz), 432 (2H,dt, J=23,1,4.2
Hz),4,174.,10 2H,m), 390 3H, s), 341 2H,t,J=7.2Hz),299 2H,t,] =72 Hz), 146 (3H,
tJ=57Hz)
Vi du tham khao 86

Sir dung hop chét thu duge trong Vi du tham khéo 59 va hop chét thu duge trong Vi
du tham kho 85, thu duge bot mau tréng etyl 4-benzyloxy-3-(2,2-difloetoxy)benzoat theo quy
trinh trong Vidu 4.

'HINMR (CDQL) 6: 7,71 (1H,dd, =84, 2,1 Hz),7,61 (1H,d, J=2,1 Hz),7,44-7,29 (5H, m),
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695 (1H, d,J =84 Hz), 6,11 (1H, tt, ] =549, 42 Hz), 5,19 (2H, 5), 4,38-4,21 (4H, m), 1,39
(3H,t,J=7.2Hz)
Vi du tham kho 87

St dung hop chat thu duge trong Vi du tham khao 86, thu duge bot mau trang 4-
benzyloxy-3<2.2-difloctoxy)benzoic axit theo quy tinh trong Vi du tham khéo 3.
'HNMR (DMSO d)) &: 7,61 (1H, dd,J =84, 1,8 Hz), 7,54 (1H, d,J = 1,8 Hz), 7,50-7,30 (SH,
m), 7,18 (1H,d,J =84 Hz), 6,38 (1H, tt, ] =54 3,3,6 Hz), 5,22 (2H, 5), 437 2H, td, ] = 14,7,
36Hz)
Vi du tham khio 88

St dung hop chat thu duoe trong Vi du tham khao 87, thu duge bot mau tréng 4-
benzyloxy-3+2,2-difloetoxy)benzamit theo quy trinh trong Vi du tham khéo 4.
'H-INMR (DMSO dy) 5: 7,86 (1H, brs), 7,56-7,29 (TH, m), 7,25 (1H, brs), 7,14 (1H,d,J =84
Hz),6,40 (1H, tt,J=543,3,6 Hz),5,20 (2H, s),4,34 2H,td,J=14,7,3,6 Hz)
Vi du tham khio 89

Sit dung hop chat thu duroe trong Vi du tham khio 88, thu duoe bt maw tréng 2-[4-
benzyloxy-3<2.2-difloctoxy)phenyl]4-clometyloxazol theo quy trinh trong Vi du tham khdo 5.
'HINMR (CDQ,) 8: 7,68-7,60 (3H, m), 745-7,30 (SH, m), 701 (1H, d,J =84 Hz),6,12 (1H,
tt,J=549,4,2 Hz) 5,18 2H, s),4,56 (2H, 5),4,30 2H, td,J = 13,2,42 Hz)
Vi du tham kho 90

Stt dung hop chét thu duoe trong Vi du tham khdo 89, thu duge bot mau tréing
dimetyl 2-{2-{4-benzyloxy-3-2,2-difloetoxy) phenylloxazol-4-ylmetyljmalonat theo quy trinh
trong Vi du tham khao 47.
'H-NMR (CDQL) 8: 7,63-7,57 (2H, m), 745-7,30 (6H, m), 6,99 (1H, d,J=8,1 Hz), 6,12 (1H,
tt,J=549,42 Hz), 5,18 (2H,5),4,29 (2H, td, ] = 132,42 Hz), 3,89 (2H, t, =75 Hz), 3,75
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(6H,s),3,18(2H,t,J=75Hz)
Vi du tham khao 91

St dung hop chét thu duoc trong Vi du tham khéo 90, thu duge chat dan mau nau
metyl 3-{2-{4-benzyloxy-3+(2,2-difloetoxy)phenyljoxazol-4-yl } -propionat theo quy trinh trong
Vi du tham khao 48.
'HNMR (CD) 8: 7,647,599 (2H, m), 742-7,33 (6H, m), 6,99 (1H,d, J=8,1 Hz),6,12 (1H,
tt,J=549,42 Hz),5,18 2H, 5),4,29 2H, td,J=132,42 Hz), 368 3H,s),291 2H, t,J=75
Hz),2,72 (2H,t,J=75Hz)
Vidu316

Sit dung hop chét thu duge trong Vi du tham khao 91, thu duoe dau mau vang nhat
metyl  2-{2-{4-benzyloxy-3-(2,2-difloetoxy)-phenyljoxazol-4-ylmetyl }-33-metylpyridin-2-
yl)-3-oxo-propionat theo quy trinh trong Vi du 100.
'H-NMR (CD(,) &: 8,50 (1H, d,J=4,5 Hz), 7,60-7,52 (3H, m), 746-730 (7TH, m), 697 (1H,
d,J=8,1 Hz), 6,11 (1H, t, J=549,4,2 Hz), 5,24-5,16 3H, m), 427 (2H,1d,J = 13,2,4,2 Hz),
3,66 (3H, s),3,34-3,22 (2H, m), 2,60 (3H, s)
Vidu317

St dung hop cht thu dugc trong vi du 316, thu duge bot mau tréng 3-{2-342.2-
difloetoxy)4-hydroxyphenyljoxazol-4-yl}-1-(3-metylpyridin-2-ylpropan-1-on theo quy tiinh
trong Vidu 136.
'HNMR (CDCL) &: 8,50 (1H, d, J = 4,5 Hz), 7,61-7,57 (2H, m), 7,52 (1H, s), 745 (1H, s),
734730 (1H, m), 700 (1H, d, J = 8,1 Hz), 6,11 (1H, tt, J =549, 4,2 Hz), 607 (1H, 5), 4,32
(2H,td,J=132,4,2Hz),3,59 2H,t,J=7,5Hz),3,00 2H,t,J=7,5Hz),2,57 (3H, s)
Vidu318

Sir dung hop chét thu duoc trong vi du 317 va metyl iodua, thu duge bot mau tring 3-
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{232 2-difloetoxy)4-etoxyphenyl]oxazol-4-y1 }-1-(3-metylpyridin-2-yl)-propan-1-on  theo
quy trinh trong Vidu 3.
'HNMR (CDQY,) &: 8,51 (1H, d,J=4.5 Hz), 7,66-7,57 (3H, m), 7:46 (1H, 5), 7,34-7,30 (1H,
m), 694 (1H,d,J =84 Hz), 6,14 (1H, tt, ] = 54,6,39 Hz),4,28 (2H, td,J = 129,39 Hz), 4,13
(2H,q,J=69Hz),3,60 2H,t,J=7,5Hz),302 (2H,1,J=75Hz2),2,57 3H,s), 147 GH, t, =
69Hz)
Vidu319

Sir dung hop chat thu duge trong vi du 317 va 2-bromopropan, thu dugc bot mau
tring 3-{2-[32,2-difloetoxy)-4-isopropoxyphenylJoxazol-4-yl }-13-metylpynidin-2-
yl)propan-1-on theo quy trinh trong Vidu 3.
'HINMR (CDQY,) &: 8,51 (1H, d,J =4,5 Hz), 7,65-7,57 (3H, m), 7,46 (1H, s), 7,34-7,30 (1H,
m), 695 (1H,d,J=84 Hz), 6,12 (1H, tt, ] = 54,6, 39 Hz),4624,54 (1H,m), 4,26 2H, td, J =
129,39 Hz), 360 2H,t,J=7,5 Hz), 301 2H,t,J=75Hz),2,57 3H,s), 1,37 (6H,d, ] =60
Hz)
Vidu320

St dung hop chét thu duge trong Vi du tham khao 7 va 2-diflometoxy benzoic axit,
thu duwc bot min ting N-2-(3-benzyloxy-4-metoxyphenyl)oxazol-4-ylmetyl]-2-
diflometoxybenzamit theo quy trinh trong Vidu 1.
'HNMR (CDQL) &: 8,10 (1H, dd, J = 78, 1,8 Hz), 7,64-7,57 (3H, m), 7,51-7,45 (4H, m),
740726 (4H,m), 7,15 (1H,d, =84 Hz),695 (1H,d,J=90Hz),6,59 (1H,t, J=729 Hz),
520(2H,s),4,61 2H,d,J=54Hz),393 3H,s)
Vidu321

Sir dung hop chat thu duge trong vi du 320, thu duge bot mén tréing 2-diflometoxy-N-

[2-(3-hydroxy-4-metoxyphenyl)oxazol-4-ylmetyl}benzamit theo quy trinh trong Vidu 2.
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'HANMR (CDQ) &: 809 (1H, d,J =78 Hz), 764745 GH,m), 732 1H,t,J =78 Hz),7,15
(1H,d,J=78Hz),691 (1H,d,J=84Hz),6,60 (1H,t,J=729Hz),5,77 (1H, s),461 (2H,d,
J=5,1Hz),394(3H,s)
Vidu322

Stt dung hop chit thu dutge trong vi du 321 va alyl bromua, thu duge bot man tring N-
[2-(3-alyloxy-4-metoxyphenyl)-oxazol-4-ylmetyl]-2-diflomefoxybenzamit theo quy tinh
trong Vidu 3.
'HNMR (CDQL) 8: 8,10 (1H, d,J =78 Hz), 764730 (6H, m), 7,15 (1H,d,J =8 4 Hz), 64
(1H,d,J=8,1Hz),6,61 (1H,t,J=75Hz),6,17-608 (1H,m), 545 (1H,dd,J=17,1,1,5 Hz),
532(1H,dd,J=105,1,5Hz),4,70 2H,t,J =54 Hz),462 (2H,t,J=54 Hz),393 (3H, 5)
Vidu323

Sir dung hop chét thu duge trong vi du 321 va 2-bromopropan, thu dugc bt mau
ting  2-diflometoxy-N-[2-(3-isopropoxy-4-metoxyphenyloxazol-4-ylmetylbenzamit ~ theo
quy trinh trong Vidu 3.
'HNMR (CD(L) 8: 8,10 (1H, d,J=7,8 Hz), 7,64-7,30 (6H, m), 7,15 (1H, d,] =84 Hz), 694
(1H,d,J=8,1Hz),661 (1H,t,J=75Hz),4,704,61 (SH, m), 391 3H, s), 1,39 (6H, d, ] =
60Hz)
Vidu324

Sit dung hop chét thu duoe trong vil du 17 va 3-bromopentan, thu dugc bot mau tréng
N-{2-[3+(1-etylpropoxy)4-metoxyphenylJoxazol-4-ylmetyl }-3-metylpicolinamit theo quy
trinh trong Vidu 3.
'HNMR (CDQ,) 6: 8,58 (1H, brs), 8,39 (1H, d,J=4,5 Hz), 7,63-7,55 (4H, m), 732-728 (1H,
m), 692 (1H,d,J=84Hz),4,59 (2H,d,J =60 Hz),4,284.20 (1H,m), 3,90 (3H, s),2,76 (3H,
s), 1,82-1,68 (4H, m), 099 (6H, t,J=7,5 Hz)
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Vidu325

Sir dung hop chét thu duroe trong vi du 2 va 3-bromopentan, bot mau tring 2-etoxy-N-
{2-3+(1-etylpropoxy)-4-metoxyphenylJoxazol-4-ylmetyl }benzamit thu duoc theo quy trinh
trong Vidu 3.
'HNMR (CDQ,) &: 8,57 (1H, brs), 824 (1H, dd, J = 8,1, 1,8 Hz), 7,62-7,56 (3H, m), 745-
7.39 (1H,m), 707 (1H, t, T = 8,1 Hz), 696-691 (2H, m), 463 (2H, dd, ] =54, 09 Hz), 4,26-
4,14 (3H,m), 3,90 3H, s), 1,79-1,69 (4H, m), 149 3H, t,J=72Hz), 1,00 (6H, t,J =7,2 Hz)
Viduthamkhdo 92

Sir dung hop chét thu duge trong Vi du tham khao 44, thu duge chét dau khong mau
dimetyl 2-{2-3-benzyloxy-4-diflometoxyphenyljoxazol-4-ylmetyljmalonat theo quy tinh
trong Vi du tham khao 47.
'HNMR (CDQ,) &: 7,70 (1H, s), 7,59 (1H, d, J =78 Hz), 748-722 (6H, m), 6,62 (1H, t, ] =
74,1 Hz),521 (2H,s),3.90 (1H,t,J =75 Hz),3,73 (6H, 5), 3,20 2H, t,J=7,5 Hz)
Vi du tham khao 93

St dung hop chét thu duge trong Vi du tham khao 92, thu duoc dau mau vang nhat
metyl 3-[2-3-benzyloxy-4-diflometoxyphenyl)oxazol-4-yljpropionat theo quy trinh trong Vi
du tham khao 48.
1H-N.MR (CDQ,) 6: 7,71 (1H,d,J = 1,8 Hz), 748-7,31 (6H, m), 7,24 (1H, d,J =84 Hz), 6,62
(1H,t,J=74,71Hz),521 2H,s),3,70 3H, s),293 2H,t,J=72Hz),2,71 2H,t,J =72 Hz)
Vidu326

Sir dung hop chét thu duge trong Vi du tham khéo 93, thu duge chat daun khong mau
metyl  2-{2-(3-benzyloxy-4-diflometoxyphenyl)oxazol-4-ylmetyl]-3-(3-metylpyridin-2-yl)-3-
oxopropionat theo quy trinh trong Vidu 100.

'HINMR (CDQ,) &: 8,50 (1H, dd, J =4.8, 1,2 Hz), 7,67-7,30 (10H, m), 721 (1H,d, ] =84
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Hz), 660 (1H,t,J=74,7 Hz),5,18 (2H, s),4,11 (1H, t,J=7,2 Hz), 3,65 (3H, 5), 345-3,20 (2H,
m), 2,60 3H, s)
Vidu327

Hop chit thu duge trong vi du 326 duge sir dung va duge xir 1y theo quy trinh trong
Vidu 125, sau d6 xir 1y theo quy trinh clia Vi du 2, tao ra bot méu tring 3-[2-(4-diflometoxy-3-
hydroxyphenyl)oxazol-4-yl]-1-(3-metylpyrdin-2-yl)propan-1-on.
'H-NMR (CDQ,) 8: 8,50 (1H, dd, J =45, 12 Hz), 7,67-745 (4H,m), 7,33-7,30 (1H, m), 7,16
(1H,d,J=8,1Hz),6,58 (1H,t,J=75Hz),5,76 (1H,),3,60 2H,t,J =75 Hz),301 2H,t,J=
75H2),2.57 GH,9) |
Vidu328

0,15¢ hop chéf thu duge trong vi du 327 va 0,18ml 1,8-diazabixyclo[5 4 0fundec-7-
en duoe hod tan trong 3ml etanol, sau d6 0,15g (bromometyl)xyclopropan dutge bd sung vao
ding dich thu duoc, va hén hop thu duoe duoe dun va duoe héi T qua dém. Sau khi Bm
ngudi, nudc duge b sung vao phan ting hén hop thu durge, va tién hanh chiét bang etyl axetat.
I6p hit corduoe rita hai 1in biing nutc va duoe o6 dic dui 4p sudt gidm, va phéin can thu duoe
duoe tinh ché bing phép sic ky cot silicagel (n-hexan: etyl axetat theo ty 1¢ 3:1). Cic tinh thé
thu duoe g ke tinh lai i dung dich nute etanol 80%, nhdy d6 tao ta 42mg bot man tréing 3-
[2-(3-xyclopropylmetoxy-4-diflometoxyphenyljoxazol-4-yl}-13-metylpyridin-2-yl)propan-1-
on.
'HNMR (CDQL) 8: 8,51 (1H, dd, =48, 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 =753 Hz), 395 2H, d,J =69 Hz), 3,60 (2H, ,
J=75Hz),302 2H,t,J=75Hz),2,58 (3H, s), 1,37-1,25 (1H, m), 0,69-0,63 (2H, m), 040-
0,34 (2H,m)
Vidu329
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80mg hop chét thu duoc trong vi du 327 va 0,09ml 1,8-diazabixyclo[5 4,0jundec-7-
en duoc hod tan trong 2ml etanol, sau d6 80mg 1-bromopropan duge bd sung vao dung dich
thu duge, 161 dun néng va héi lnu qua dém. Sau khi Iam ngudi, nudc duge bd sung vao hén hop
phén ting thu duoe, va tiéh hanh chiét bing etyl axetat. Lp hiu co duge riza hai 1an bang nud,
duge o6 dic dudi 4p suéit gim, va phin cin thu duoe duoe tinh ché bing phép sie kY oot
silicage] (n-hexan: etyl axetat theo ty 1é 3:1). Cic tinh thé thu dugc duoc két tinh lai tit dung dich
nuée etanol 80%, nhd d6 tao @ 25mg bot mau tdng 3{2-{(4-diflometoxy-3-
propoxyphenyl)oxazol-4-yl]-1-(3-metylpyridin-2-yl)propan-1-on.
'HNMR (CDQL) &: 8,51 (1H, dd,J =48, 1,2 Hz), 7,61-7,53 3H, m), 7,50 (1H, 5), 7,35-7 31
(1H,m), 720 (1H,d,J=8,1 Hz), 6,61 (1H,t,J=75Hz),407 2H,t,J =66 Hz),3,60 2H,t,J
=75Hz),302 2H, t,J=7,5Hz),2,58 (3H,s), 1,87 2H, td,J =75, 6,6 Hz), 1,07 GH,t,J =
75Hz)
Vidu 330

0,15g hop chét thu duioe trong vi du 327 va 0,18ml 1,8-diazabixyclo[5 4 0Jundec-7-
en duoc hod tan trong 3ml etanol, sau dé 0,15g alyl bromua dugc bé sung vao dung dich thu
dutge, vA tiéh hanh dun va héi luu trong thoi gian 2 gid. Sau khi im nguoi, nude duge bo sung
vao hén hop phan ting thu dugc, va etyl axetat duge thyc hién. Lép hifu co duoe rita hai lan
bing nudc, duoe cb dic, va phin can thu duge duge tinh ché bang phép sac ky oot silicagel @-
hexan:etyl axetat theo ty 1& 3:1). Céc tinh thé thu dugc dugc két tinh lai tir dung dich nudc etanol
80%, nhd d6 tao ra 70mg bot mau trdng 3-[2-(3-alyloxy-4-diflometoxyphenyl)oxazol-4-yl]-1-
(3-metylpyridin-2-y)propan-1-on.
'HNMR (CDQY) &: 8,51 (1H, dd, T =45, 1,2 Hz), 7,62-7,56 (3H, m), 7,50 (1H, s), 7,50-7,31
(1H, m), 722 (1H,d,J=84Hz), 6,62 (1H,t,J =75 Hz), 6,12-602 (1H, m), 546 (1H,dd, J =
174,15 Hz),533 (1H,dd, J=108, 1,5 Hz), 468 2H,d,J =8,1 Hz),3,61 2H,t,J=7,2 Hz),
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302(H,t,J=72Hz),258 GH,s)
Vidu331

80mg hop chét thu duge trong vi du 327 va 0,09ml 1,8-diazabixyclo[5 4,0jundec-7-
en duoc hod tan trong 2ml etanol, va sau d6 80mg 4-bromo-1-buten duge b sung vao dung
dich thu duroe, va tiéh hanh dun va héi Iuu qua dém. Sau khi Jam ngudi, nudc duge b sung vao
hén hop phan ting thu duge, va tién hanh chiét bng etyl axetat. Lp hifu co duoe rita hai lan
béng nudc, duoc b dac dusi 4p sust giam, va phén can thu duoe duoc tinh ché bang phép sac
ky cot silicagel (n-hexancetyl axetat theo ty 1¢ 3:1). Céc tinh thé thu duoc duoc két tinh lai tix
dung dich mu6e etanol 80%, nhd d6 tao ra 22mg bot mau trang 3-[2-(3-but-3-enyloxy-4-
diflometoxyphenyl)-oxazol-4-yl]-1-(3-metylpyridin-2-yl)propan-1-on
'H-NMR (CDCL) &: 8,51 (1H, dd, J =48, 1,2 Hz), 7,61-7,54 (3H, m), 7,50 (1H, s), 7,35-731
(1H,m), 7,20 (1H,d,J=8,4 Hz),6,62 (1H,t,J =75 Hz),598-5,83 (1H, m), 5,24-5,12 (2H, m),
4,16 2H,t,J=6,6Hz),3,61 (2H,t,J=72Hz),3,03 2H,t,J=7,2Hz),2,64-2,58 (5H,m)
Vidu332

0,15g hop chét thu duge trong vi du 327 va 0,18ml DBU dugc hoa tan trong 3ml
etanol, sau d6 0,15g 2-bromopropan dugc bd sung vao dung dich thu duge, va tién hanh dun va
héi luu qua dém. Sau khi 1am ngudi, nude duge bd sung vao hén hop phan ting, va tién hanh
chiét bing etyl axetat. L6p hifu co duge rifa hai 1an bing nudc, duge o6 dac dudi 4p sust gidm,
va phin cin thu duge duge tinh ché bang phép sic ky cot silicagel (-hexanzetyl axetat theo ty
16 3:1). Cic tinh thé thu duge duge két tinh lai tir dung dich nudc etanol 80%, nhd d6 tao ra
70mg bot méu tring 3-[2{4-diflometoxy-3-isopropoxyphenyl)oxazol-4-yl}-1-(3-metylpyridin-
2-yl)propan-1-on
'H-NMR (CDQ,) &: 8,51 (1H, dd, J=4.3,09 Hz), 7,63-7,53 (3H, m), 750 (1H, 5), 7,35-731
(1H, m), 720 (1H, d,J=8,1 Hz), 661 (1H, t, J =75 Hz),4,734,65 (1H, m), 3,61 (2H, t, =
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72Hz),302 (2H,t,J=72Hz),2,58 (3H,s), 1,39 (6H,d,J =60 Hz)
Vidu333

Sit dung hop chét thu duoe trong vil du 327 va etyl iodua, thu duge bot mau trang 3-2-
(4-diflometoxy-3-etoxyphenyl)oxazol-4-yl]-1-(3-metylpyridin-2-yl)propan-1-on theo quy trinh
trong Vidu 330.
'H-NMR (CD(L) 8: 8,50 (1H, dd, J =45, 1,2 Hz),7,61-749 (4H,m), 7,35-7,30 (1H, m), 7,20
(1H,d,J =84 Hz), 6,62 (1H, t,J =75 Hz), 4,18 2H, q,J =69 Hz), 3,61 2H, t,J =72 Hz),
3,02 (2H,t,J=72Hz),2,58 (3H,s), 147 3H,t,]=69 Hz)
Vidu334

60mg hop chét thu duge trong vi du 229 va 0,2ml DBU duoe hoa tan trong 4ml
etanol, sau d6 0,2ml etyl iodua duge b sung vao dung dich thu duge, va tién hanh dun va héi
Tuu trong thoi gian 2 gid. Sau khi 1am ngudi, nudc duge bd sung vao hén hop phén ting, va tiéh
hanh chiét bang etyl axetat. L.6p hitu co duge riia hai 1an béng nude, duge o6 dac dudi 4p suat
gidm, va phén cin thu duge duge tinh ché bing phép sac ky odt silicagel (n-hexanzetyl axetat
theo ty 1& 3:1). C4c tinh thé thu dugc dugc két tinh lai tir etanol, nhd d6 tao ra 36mg bot mau
tring 3-[2<(4-diflometoxy-3-etoxyphenyl)oxazol-4-yl]-1<2-etoxyphenyl)propan-1-on.
'HNMR (CDQY) &: 7,71(1H, dd, J =75, 1,8 Hz), 7,60-7,34 (4H, m), 7,01-691 (2H, m), 7,20
(1H,d,J=8,1 Hz), 662 (1H, t,J =75 Hz),4,22407 (4H,m), 343 (2H,t,J=7,2Hz),3,00 2H,
t,J=7.2Hz),1,50-140 (6H, m)
Vidu335

0,15g hop chét thu duge trong vi du 229 va 0,17ml DBU duoc hoa tan trong 4ml
etanol, sau d6 0,14g ally bromua duge bd sung vao dung dich thu duge, va tién hanh dun va hoi
Tuu trong thoi gian 2 gid. Sau khi 1im ngudi, nude duge b sung vao hén hop phén ting thu
duoe, va tién hanh chiét bing etyl axetat. Lop hiiu co duge riza hai 14n bang nude, duoc oo dac
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dusi 4p sust gidm, va phan cin thu duge duge tinh ché bang phép sic ky oot silicagel (n-
hexan:etyl axetat theo ty 1¢ 3:1). CAc tinh thé thu dugc duoc két tinh lai tir dung dich nude etanol
80%, nhd 36 ta0 ra 0mg bt mau tréing 3-{2-(3-alyloxy-4-diflometoxyphenyljoxazol-4-y1}-1-
(2-etoxyphenyl)propan-1-on.

'HNMR (CDQL) &: 7,71 (1H,dd, =75, 1,8 Hz), 7,62-7,56 (2H, m), 746-7,40 (2H, m), 7,22
(1H,d,J=8,1 Hz),701-692 (2H, m), 6,62 (1H, t, ] =75 Hz), 6,15-6,00 (1H, m), 545 (1H, dd,
J=17,1,15H2),532 (1H,dd,J =105, 1,5 Hz),4,67 2H, d,J =8,1 Hz),4,14 2H,q,] =69
Hz),342 (2H,t,J=7,5Hz),3,00 2H,t,J=75Hz), 1A8 3H,t,J=69Hz)

Vidu 336

0,12g hop chét thu duge trong vi du 229 va 0,14ml DBU duoe hoa tan trong 3ml

etanol, sau d 0,12g (bromometyl)xyclopropan dugc bé sung vao dung dich thu duge, va tién
hanh dun va héi luu qua dém. Sau khi 1im ngudi, nudc duge bd sung vao hén hgp phén ting
thu dutoc, v tiéh hanh chiét bing etyl axetat. Lop hifu co duge rfa hai I4n bing nuée, duge co
| dac dudi 4p sust gidm, va phan cin thu duge duge tinh ché bang phép sic ky oot silicagel (n-
hexan:etyl axetat theo t§ 1¢ 3:1). Cic tinh thé thu duoc dutoc kék tinh lai tietanol, nhi d6 tao ra
80mg bot mau tring 3-[2-3-xyclopropylmetoxy-4-diflometoxyphenyl)oxazol-4-y1}-1-(2-
etoxyphenyl)propan-1-on.

'HNMR (CD(,) &: 7,71 (1H, dd, J =78, 1,8 Hz), 7,59-7,54 (2H, m), 7,46-740 (2H, m), 7,21
(1H, d,J=8,1 Hz), 701695 2H, m), 6,68 (1H, t,J =75 Hz),4,14 2H, q, ] =69 Hz), 395
(QH,d,J=69 Hz),342 2H,t,J=72Hz),300 2H,t,J =72 Hz), 147 3H, t,J = 69 Hz),
1,34-1,28 (1H, m), 0,69-0,63 (2H, m), 040-0,34 (2H, m).

Vidu337

0,12g hop chéit thu duoc trong vi d 229 va 0,14ml DBU due hod tan trong 3ml

etanol, 0,12g 4-bromo-1-buten sau dé duge bd sung vao dung dich thu duge, va tién hanh dun
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vahéi lvu qua dém. Sau khi Jam ngudi, nude duge b3 sung vao hén hop phan ting thu duoc, va
fién hanh chiét bing etyl axetat. Lp hitu oo duoe ria hai n bing nude, dutoe o6 dc dudi 4p
sut giam, va phin cin thu duge duge tinh ché bang phép sac ky oft silicagel (n-hexanzetyl
axetat theo t§ 16 3:1). Céc tinh thé thu duoe duoe két tinh lai ti etanol, nh d6 tao ra 80mg bot
mau tring 3-[2-3-but-3-enyloxy-4-diflometoxyphenyl)oxazol-4-yl]-12-etoxyphenyl)propan-
l-on.
'HINMR (CDQ,) 6: 7,70 (1H,dd, J =78, 1.8 Hz), 7,61-7,54 (ZH, m), 745-740 2H, m), 7,20
(1H, d, J = 8,1 Hz), 700692 2H, m), 662 (1H, t, J =75 Hz), 597-583 (1H, m), 523-5,12
(2H, m),4,184,10 (4H, m), 342 (2H,t,J=72 Hz),3,00 2H, t,] =7,2Hz),2,63-2,56 (4H, m),
147 BH,t,J=69Hz)
Vidu338

Sit dung hop ché thu dutoe trong vi du 97 v etyl iodua, thu duioe bot méu tréng N-[2-
(4-diflometoxy-3-etoxyphenyl)-oxazol-4-ylmetyl]-3-metylpicolinamit theo quy trinh trong Vi
du3.
'HINMR (CDQ,) 6: 8,60 (1H, brs), 8,39 (1H, d,J=3,6 Hz), 7,67-7,57 (4H,m), 7,33-7,20 H,
m), 6,63 (1H,t,J=75Hz),4,60 2H,d,J=5,7 Hz),4,20 2H, q,] =69 Hz),2,76 3H, 5), 143
(BH,t,J=69Hz)
Vidu339

Sir dung hop chét thu duge trong vi du 97 va alyl bromua, thu duge chat rén man
tring  N-[2-(3-alyloxy-4-diflometoxyphenyl)oxazol-4-ylimetyl]-3-metylpicolinamit theo quy
tginh trong Vida 3.
'HINMR (CDQ) &: 860 (1H, br s), 8,40-8,39 (1H, m), 7,67 (1H, s), 7,65-7,58 (3H, m), 7,33-
722 (3H, m), 6,63 (1H, t,J =75 Hz), 6,13-603 (1H, m), 5,50-5,32 (2H, m), 4,70-4,68 (2H, m),
460 (2H,d,J=8,7Hz),2,76 (3H, s)
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Vidu340

Sir dung hop chit thu duoc trong vi du 97 va 1-bromopropan, thu duoe bot méu tring
N-2-(4-diflometoxy-3-propoxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit theo quy tinh
trong Vidu 3.
'H-NMR (CDQL) &: 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, d, J =60 Hz), 408 (2H, t, ] = 6,6 Hz),2,76 (3H, s),
191,82 (2H, m), 1,07 3H,t,J=7,5Hz)
© Vidu341

Sir dung hop chét thu diroe trong vi du 97 va 2-bromopropan, thu duoc chét rén man
tring  N-[2-(4-diflometoxy-3-isopropoxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit - theo
quy trinh trong Vidu 3.
'H-NMR (CDQL) &: 8,58 (1H, brs), 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), 4,744,667 (1H,m), 4,59 (2H, d,J=60 Hz),2,76 (3H, s), 1,39 (6H, d,J
=60Hz)
Vidu342

Sir dung hop chat thu dugc trong vi du 97 va 3-bromopentan, thu duoc chat dan
khong mau N-{2-[4-diflometoxy-3-(1-etylpropoxy)phenyljoxazol-4-ylmetyl } -3-
metylpicolinamit theo quy trinh trong Vi du 3.
'H-NMR (CDCL) &: 8,58 (1H, br ), 8.40-8,38 (1H, m), 7,67 (1H, s), 7,63-7,55 (3H, m), 7,33-
720 (3H, m), 661 (1H,t,J =75 Hz), 4,59 2H, d,J =60 Hz), 4,33 (1H, qt, ] = 60 Hz), 2,76
(3H, s),1,79-1,70 (4H, m),098 (6H,t,J=7,2 Hz)
Vidu343

St dung hop chét thu duge trong vi du 97 va 4-bromo-1-buten, thu duoc chét dau

khong mau N-2-(3-but-3-enyloxy-4-diflometoxyphenyl)oxazol-4-ylmetyl]-3-
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‘nmgﬁmxﬁnmnﬁ&moquyﬁmhuﬂng\ﬁdu3
'H-NMR (CDQY,) &: 8,58 (1H, brs), 840-8,38 (1H, m), 7,67 (1H, s), 7.64-7,58 (3H, m), 7,33
720 (2H, m), 6,63 (1H,t,J =75 Hz),5,95-5,834 (1H, m), 5,23-5,13 (2H, m), 4,61-4,59 (2H, m),
4,18 2H,t,J=6,6 Hz),2,76 (3H, 5), 2,64-2,58 (2H, m)
Vidu344

Sir dung hop chat thu duoe trong vi du 97 va isobutyl bromua, thu duoe chat dau
khong mim N-[2-(4-diflometoxy-3-isobutoxyphenyljoxazol-4-ylmetyl]-3-metylpicolinamit
theo quy trinh trong Vidu 3.
'H-NMR (CDQL) &: 860 (1H, brs), 8,39 (1H, brs), 7,68 (1H, 5), 7,62-7,57 (3H, m), 7,33-7,20
(2H, m), 661 (1H, t,J=75 Hz), 4,60 (2H, d, ] =60 Hz),3,88 (2H,d,J =63 Hz),2,76 3H, s),
2,19-204 (1H,m), 1,06 (6H,d,J=6,3 Hz)
Vidu345

Sir dung hop chét thu duge trong vi du 97 va (bromometyl)xyclobutan, thu duge chét
dau khong mau N-[2-3-xyclobutylmetoxy-4-diflometoxyphenyljoxazol-4-ylmetyl}-3-metyl
picolinamit theo quy trinh trong Vidu 3.
'HNMR (CD(L) &: 860 (1H, brs), 840 (1H, brs), 7,68 (1H, 5), 7,64-7,59 (3H, m), 7.33-7,20
(2H, m), 661 (1H, t, ] =75 Hz), 4,60 (2H, d, J = 60 Hz), 408 (2H, d, J = 6,6 Hz), 2,89-2,76
(4H,m),2,25-2,12 (2H, m),204-192 (4H,m)
Vidu 346

St dung hop chét thu duge trong Vi du tham khéo 46 va axit 2-etoxybenzoic, thu
dwgc bot mam ting  N{2-(3-benzyloxy-4-diflometoxyphenyljoxazol-4-ylmetyl]-2-
etoxybenzamit theo quy trinh trong Vi du 96.
'HNMR (CDQY,) &: 8,56 (1H, brs), 824 (1H,dd, =78, 1,8 Hz), 7,73 (1H, d, ] = 1.3 Hz),
768761 (2H, m), 748724 (TH, m), 707 (1H, t, T = 8,1 Hz), 695 (1H, d, J = 84 Hz), 6,63
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(1H,t,J=75Hz),521 (2H,s),4,63 2H,d,] =54 Hz),4,18 2H,q,J =69 Hz), 148 3H, t,J
=69 Hz)
Vidu347

St dung hop chét thu duoc trong vi du 346, thu duge bot mau trang N-{2-4-
diflometoxy-3-hydroxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit theo quy trinh trong Vi du
97.
'HNMR (CD(,) &: 8,60 (1H, brs), 823 (1H, dd, J =738, 1,8 Hz), 7,71-7,60 (2H, m), 7,57
(1H,dd,J =84, 18 Hz), 746-7,39 (1H, m), 7,19 (1H, d, J =84 Hz), 707 (1H, t,J = 8,1 Hz),
695 (1H,d,J=84Hz), 6,61 (1H,t,J=732Hz),602 (1H, brs),4,64 (2H,dd,J=54,09 Hz),
4,19(2H,q,J=69Hz),149 3H,t,J=69Hz)
Vidu348

80mg hop chit thu due trong vi du 347 va 0,1ml DBU duoc ho tan trong 2ml
etanol, sau d6 80mg isobutyl bromua duge b sung vao dung dich thu duoc, va tiéh hanh dun
v héi Iuu qua dém. Sau khi Iam ngudi, nude dioe b sung vao hén hop phan ting thu duoe, va
fiéh hah chiét bing etyl axetat. Lop hifu co duioc rita hai 14n bing nute, duoe 06 dic dudi 4p
sudt giam, va phén cin thu duge duge tinh ché bang phép sac ky oft silicagel (n-hexanzetyl
axetat theo ty 1& 3:1). C4c tinh thé thu dugc duge két tinh lai tir dung dich nuiée etanol 80%, nho
d6 tao ra 30mg bot mau tring N2-(@-diflometoxy-3-isobutoxyphenyl) oxazol4-ylmetyl}-2-
etoxybenzamit.
'HNMR (CDQ,) 8: 8,54 (1H, brs), 824 (1H,dd, =738, 1,8 Hz), 7,67 (1H, 5), 766-7,57 2H,
m), 745-739 (1H, m), 7,23 (1H,d, J=8,1 Hz), 707 (1H,t,J=8,1 Hz),695 (1H,d,J=75
Hz), 662 (1H,t,J=75Hz),464 2H,d,J =5,1 Hz),4,19 (2H, q,] =69 Hz), 387 (2H,d,J=
6,6Hz),2,17 (1H,qt,J=6,6Hz), 1,49 3H,t,J=69Hz), 107 (6H,d,J =69 Hz)
Vidu 349
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Sit dung hop chat thu duge trong vi du 347 va etyl iodua, thu duge bot mau tring N-
[2<(@-diflometoxy-3-etoxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit theo quy trinh trong Vi
du 348.

'HNMR (CDQ,) 8: 8,56 (1H, br s), 8,24 (1H, dd, J =7.8, 1,8 Hz), 767-7,58 (3H, m), 7.46-
740 (1H, m), 7,24-721 (1IH,m), 708 (1H, t,J =78 Hz),695 (1H,d,J =78 Hz), 6,64 (1H,t,J
=75Hz)4,63 (1H,d,J=5,1 Hz),4,234,15 (4H, m), 1,52-1,46 (6H, m)

Vidu350

Sir dung hop chét thu duge trong vi du 347 va 1-bromopropan, thu dugc bot man
tring  N-2-(4-diflometoxy-3-propoxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit theo quy
tiinh trong Vi du 348.

'HINMR (CDQ,) 8: 8,56 (1H, brs), 8,24 (1H,dd, J =75, 1,8 Hz), 767 (1H, 5), 764757 (2H,
m), 746740 (1H, m), 723 (1H,d, J =78 Hz), 707 (1H, 1, ] =75 Hz), 695 (1H, d, J =84
Hz), 663 (1H,t,J=75Hz),4,64 H,d,J =54 Hz),4,19 2H, q,J =72 Hz),407 CH,t,J =
6,6Hz),190 2H,qt,J=72,66Hz), 149 3H,t,J=69 Hz), 1,08 GH,t,J =72 Hz)
Vidu351

St dung hop chét thu duoe trong vi du 347 va alyl bromua, thu duge bot maw tréing N-
[2-(3-alyloxy-4-diflometoxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit theo quy trinh trong
Vidu348.

'HINMR (CDQ,) 6: 8,55 (1H, brs), 8,24 (1H, dd, J =78, 1,8 Hz), 768 (1H, ), 7,65-7,60 (2H,
m), 746740 (1H, m), 7,25-7,23 (1H, m), 7,08 (1H, t, J =78 Hz), 696 (1H, d, J = 84 Hz),
6,64 (1H, t, T =74,7 Hz), 6,10-603 (1H, m), 547 (1H,dd,J = 174,15 Hz),534 (1H,dd, J =
105,15 Hz),469 2H, dt,J=5,1, 1,5 Hz), 463 2H,dd, =54, 12 Hz),4,19 2H,q,J =69
Hz),149 3H,t,J=69 Hz)

Vidu352
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St dung hop chét thu duoge trong vi du 347 va 2-bromopropan, thu duge bt mau
tring N-{2-(4-diflometoxy-3-isopropoxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit theo quy
trinh trong Vidu 348.

'H-NMR (CDCL) 8: 8,57 (1H, brs), 824 (1H,dd, J=7.5, 1.8 Hz), 7,67 (1H, 5), 765-7,57 (2H,
m), 746-740 (1H, m), 7,26-7,21 (1H, m), 708 (1H, t,J =75 Hz), 695 (1H, d, J = 84 Hz),
6,63 (1H, t,J =75 Hz), 4,74-4,62 (3H, m), 4,19 (2H, q,J = 69 Hz), 149 3H, t, ] =69 Hz),
140(6H,d,J=63 Hz)

Vidu353

Sir dung hop chét thu duoc trong vi du 347 va (bromometyl)xyclopropan, thu duoc
bot méu tring N-[2+3-xyclopropylmetoxy-4-diflometoxyphenyl)oxazol-4-ylmetyl]-2-etoxy
benzamit theo quy trinh trong Vi du 348.

'HNMR (CDCL,) &: 8,55 (1H, brs), 824 (1H, dd, J=8,1, 1,8 Hz), 7,67 (1H, 5),7,61-7,58 (2H,
m), 746-7,39 (1H, m), 726-7.21 (1H, m), 707 (1H, t, J =75 Hz), 695 (1H, d, J = 84 Hz),
6,70 (1H,t,J=75 Hz) 463 2H,dd,J =54,09 Hz),4,19 2H,q,J =69 Hz), 149 GH,t,J =
6.9 Hz), 1,35-1,30 (1H, m), 0,71-0,64 (2H, m), 041-0,35 (2H, m)

Vidu354

Sir dung hop chét thu duge trong vi du 347 va 4-bromo-1-buten, thu duge bdt mau
tring  N-[2-(3-but-3-enyloxy-4-diflometoxyphenyloxazol-4-ylmetyl]-2-etoxybenzamit - theo
quy trinh trong Vi du 348.

'HINMR (CD(L) 8: 8,56 (1H, brs), 8,24 (1H,dd, =75, 1,8 Hz), 767 (1H, s), 7,64-7,58 (2H,
m), 746-740 (1H, m), 726-7.21 (1H, m), 708 (1H, t, J =75 Hz), 695 (1H, d, J = 84 Hz),
6,64 (1H, t,J =75 Hz), 592-5,86 (1H, m), 5,24-5,13 (2H, m), 464 (2H, d,J = 5,1 Hz), 4,22-
4,14 (4H,m), 2,65-2,58 (2H,m), 1,49 3H, t,] =69 Hz)

Vidu355
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Sir dung hop chét thu duge trong vi du 347 va 3-bromopentan, thu duoe bot mau
tring N-{2-[4-diflometoxy-3-(1-etylpropoxy)phenyljoxazol-4-ylmetyl }-2-etoxybenzamit theo
quy trinh trong Vi du 348.

'H-INMR (CD(L,) 6: 8,57 (1H, brs), 8,24 (1H, dd, J =78, 18 Hz), 767 (1H, s), 7,63-7,58 (2H,
m), 746740 (1H, m), 7,23 (1H, d, J =84 Hz), 707 (1H, 1, =8,1 Hz), 695 (1H,d,J =8,1
Hz), 6,63 (1H,,J=75Hz),464 2H,d,J=5,1 Hz),4,33 (1H,qt,J=60,5,1 Hz),4,19 (2H, q,
J=69Hz),1,79-1,70 (4H, m), 149 3H,t,J =69 Hz),099 (6H,t,] =75 Hz)

Vi du tham khao %4

Sir dung hop chét thu duge trong Vi du tham khao 59 va clodiflometan, thu duoce bot
mau tring etyl 4-benzyloxy-3-diflometoxybenzoat theo quy trinh trong Vidu 4.

'HINMR (CD() &: 7,90-7,80 (2H, m), 745-7,30 (SH, m), 703 (1H, d, =84 Hz), 6,59 (1H,
t,J=744Hz),5.23 2H,s),4,35 2H,q,J=7,2Hz),138 GH,,]=72Hz)
Vi du tham khao 95

Sir dung hop chét thu dugc trong Vi du tham khao 94, thu duge bot man trang 2-(4-
benzyloxy-3-diflometoxyphenyl)-4-clometyloxazol theo quy trinh trong c4c vi du tham khéo 3
dén 5.

'HINMR (CDQ,) &: 7.90-7,80 (2H, m), 7,65 (1H, s); 745-730 (SH, m), 706 (1H,d, J =72
Hz), 6,60 (1H,t,J=74,7 Hz),5,20 (2H, 5),4,56 (2H, 5)
Vidu356

Sir dung hop chét thu duoc trong Vi d tham khéo 95, thu duge bot mau tring 3-{2-
(3-diflometoxy-4-hydroxyphenyl)oxazol-4-yl }-1<3-metylpyridin-2-yl)propan-1-on theo quy
trinh trong c4c vi du tham khao 92 va 93 va Cic vi du 326 va 327.

'HNMR (CDQL,) 8: 849 (1H,d,J=4,5Hz),7,76-7,72 2H,m), 7,59 (1H,d, } =84 Hz), 7,57
(1H, s), 737-730 (1H, m), 702 (1H, d, J=8.4 Hz),6,59 (1H,t,J=75Hz), 3,59 2H, t,J =75
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Hz),3,01 2H,t,J=75Hz),2,57 (3H,s)
Vidu 357

Sir dung hop chét thu duge trong vi du 356 va 2-bromopropan, thu duge bot mau
ting 3-[2-(3-diflometoxy-4-isopropoxyphenyl)oxazol-4-yl}-1-(3-metylpyridin-2-yDpropan-1-
on theo quy trinh trong Vidu 3.
'HNMR (CD(Y,) &: 8,50 (1H, d,J =4,5 Hz), 7,83-7,78 (2H,m), 7,58 (1H,d,J =84 Hz), 747
(1H, s), 734730 (1H,m), 701 (1H, d, =84 Hz), 6,58 (1H, t,J =75 Hz), 4,67-4,57 (1H, m),
3,59 (2H,t,J=7,5Hz),3,01 2H,t,J=75Hz),2,57 (3H,s),139 (6H,d,J =60 Hz)
Vidu 358

Sir dung hop chat thu dugc trong vi du 356 va alyl bromua, thu duoe bot mau tring 3-
[2-(4-alyloxy-3-diflometoxyphenyl)oxazol-4-y1}-13-metylpyridin-2-yl)propan-1-on theo quy
trinh trong Vidu 3.
'HINMR (CDQL) &: 8,50 (1H, dd, J =48, 1,2 Hz), 7,847,380 (2H, m), 7,60-7,56 (1H, m), 747
(1H, d,J=12Hz), 734730 (1H,m), 701 (1H,d,J=84 Hz ), 6,60 (1H,t,]=74,7 Hz), 6,10-
6,00 (1H, m), 544 (1H,dd,J=174,1,5Hz),533 (1H,dd,J =105, 1,5 Hz), 4,65 (2H, dt, =
5,1,15Hz),3,60 2H,t,J=7,5Hz),301 2H,t,J=75Hz),2,58 (3H, )
Vidu359

Sir dung hop chét thu duge trong vi du 356 va 4-bromo-1-buten, thu dugc bt mau
trang 3-[2<(4-but-3-enyloxy-3-diflometoxyphenyl)oxazol-4-yl]-1<3-metylpyndin-2-yl)propan-
1-on theo quy trinh trong Vidu 3.
'HINMR (CD(L) 8: 8,50 (1H, dd, =48, 1,2 Hz), 7,84-7,78 (2H,m), 7,58 (1H,d,J=7,5 Ha),
746 (1H, s),7,34-7.30 (1H, m), 700 (1H,d,J =84 Hz), 6,59 (1H, t, =75 Hz), 5.94-585 (1H,
m), 5.23-5,12 (2H, m),4,12 2H, t,J=6,6 Hz), 3,60 2H,t,J =72 Hz),3,00 2H, t,J =72 Hz),
2,63-2,56 (SH, m)

-205-



21107

Vidu360

St dung hop chét thu duge trong vi du 356 va (bromometyl)xyclopropan, thu duge
bot miu ting  3-[2{4-xyclopropylmetoxy-3-diflometoxyphenyloxazol-4-yl]-1-(3-
metylpyridin-2-yl)propan-1-on theo quy trinh trong Vidu 3.
'HNMR (CDQ,) &: 8,50 (1H, dd, J=4.8, 1,2 Hz),7,83-7,79 (2H, m), 7,57 (1H,d,J=7,5 Hz),
746 (1H, s), 734730 (1H,m), 698 (1H,d,J =8,1 Hz),665 (1H,t,J=75Hz), 392 (2H,d,J
=72Hz),3,59 2H, t,J =72 Hz),3,00 2H, t,J =72 Hz), 257 (3H, s), 1,33-1,27 (1H, m),
0,69-0,63 (2H, m), 0,40-034 (2H, m)
Vidu361

Sit dung hop chét thu duge trong vi du 356 va 1-bromopropan, thu duogc bot mau
tring  3-2+3-diflometoxy-4-propoxyphenyl)oxazol-4-ylJ-1-3-metylpynidin-2-yl)propan-1-on
theo quy trinh trong Vidu 3.
'HNMR (CDQ,) &: 8,50 (1H, dd, J=4.8, 1,2 Hz), 7,84-7,78 (2H, m), 7,58 (1H, d,J=8,1 Hz),
747 (14, s), 7:43-730 (1H,m), 700 (1H,d, J=84 Hz ), 6,59 (1H, , J=75 Hz),403 (2H, ,J
=66 Hz),3,59 2H,t,J=75Hz),301 2H,t,J=7,5Hz2),2,58 3H, s), 1,87 (2H, qt, T =72
Hz), 1,06 GH,t,J=72Hz)
Vidu362

Sir dung hop chét thu dugc trong vi du 356 va etyl jodua, bot mau trang 3-2-(3-
diflometoxy-4-etoxyphenyl)oxazol-4-yl]-1-(3-metylpyridin-2-ylpropan-1-on thu dugc theo
quy trinh trong Vidu 3.
'HINMR (CDQL) 6: 8,50 (1H, d,J =45 Hz), 7,84-7,78 (2H, m), 7,59 (1H,d, ] = 8,4 Hz), 747
(1H, s),7,34-730 (1H,m), 6,99 (1H,d,J =84 Hz),6,00 (1H,t,J =75 Hz),4,15 (2H,q,J=69
Hz),3,59 2H,t,J=72Hz),301 QH,t,J=72Hz),2,57 3H,s), 147 3H,t,J=69 Hz)
Vidu 363
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Hop chit thu duge trong Vi du tham khao 95 duoe st dung va duge xir 1y theo quy
trinh trong Vi du 228, sau d6 xit 1y theo quy trinh clia Vi du 229, tao ra bot man tréng 3-[2-(3-
diflometoxy-4-hydroxyphenyl)oxazol-4-yl}-1-(2-etoxyphenyl)propan-1-on.
'HNMR (CDQL) &: 7,80-7,75 (2H, m), 7,71 (1H, dd, J = 7.8, 1,8 Hz), 746-740 (2H, m),
722669 3H,m), 6,59 (1H, t,J =75 Hz), 591 (1H, brs), 4,14 (2H, q, =72 Hz), 342 (2H, ,
J=75Hz),299 2H,t,J=75Hz),148 GH,t,J=7,2Hz)
Vidu364

Sir dung hop chat thu duge trong vi du 363 va 4-bromo-1-buten, thu dugc bot mau
tring 3-[2+(4-but-3-enyloxy-3-diflometoxyphenyloxazol-4-yl]-1-(2-etoxyphenyl)propan-1-on
theo quy trinh trong Vidu 3. |
'HNMR (CDQL) &: 784-7,79 (2H, m), 7,71 (1H, dd, J =78, 1,8 Hz), 746-739 (2H, m),
701-692 (3H, m), 6,59 (1H, t, J = 75 Hz), 591-585 (1H, m), 5,23-5,12 (2H, m), 4,18-4,09
(4H,m), 342 2H,t,J=69 Hz),2.99 2H,t,J=69Hz),2,60 (2H,m), 1,48 3H,t,J=69 Hz)
Vidu 365

Sit dung hop chét thu duge trong vi du 363 va alyl bromua, thu duge bot man tréing 3-
[2<(4-alyloxy-3-diflometoxyphenyl)oxazol-4-yl]-1-(2-etoxyphenyl)propan-1-on theo quy trinh
trong Vidu3.
'HNMR (CDQL) &: 7,83-7,79 (2H, m), 7,70 (1H, dd, J = 78, 1,8 Hz), 746-739 (2H, m),
702692 (3H, m), 6,60 (1H, t, J = 74,7 Hz), 606-6,00 (1H, m), 547-5,30 (2H, m), 4,66-4.63
(2H,m),4,14 2H, q,J=69Hz),342 2H,t,J=69 Hz),299 2H,t,J=69 Hz), 148 3H, t,J
=69 Hz)
Vidu 366

Sit dung hop chét thu duoe trong vi du 363 va etyl iodua, thu duge bot man tréng 32-

(3-diflometoxy-4-etoxyphenyl)oxazol-4-yl]-1-(2-etoxyphenyl)propan-1-on  theo quy trinh
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trong Vidu 3.

'HNMR (CDQ,) 6: 7,847,830 (2H, m), 7,71(1H,dd, ] =7.8, 1,8 Hz), 745-7,39 (2H, m), 700-
691 (3H, m), 660 (1H,t,J=75Hz) 4,18-4.,10 (4H, m), 342 2H,t,J=7,5Hz),2.99 2H,t,] =
7.5 Hz),1,50-1,44 (6H, m)

Vi du tham khao 96

Hop chét thu duge trong Vi du tham khéo 95 duoe sir dung va duge xir 1y theo quy
trinh trong Vi du tham khéo 45, sau d6 xir 1y theo quy trinh ctia Vi du tham khéo 46, thu duoc
dAu mau vang nhat [2{4-benzyloxy-3-diflometoxyphenyl)oxazol-4-yl jmetylamin.

'HNMR (CDCY) 8: 7,89-7,82 (2H, m), 7,61 (1H, s), 7,56-7,31 (SH, m), 707 (1H,d,J=8,1
Hz),6,62 (1H,t,J=75Hz),5,19 (2H, s), 3,833 (2H, s)
Vidu367

Hop chét thu duge trong Vi du tham khéo 96 duge st dung va duge xit 1y theo quy
triinh trong V1 du 96, sau d6 xtt Iy theo quy trinh clia Vi du 97, tao ra bot man tring N-[2-(3-
diflometoxy-4-hydroxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit.

'HNMR (CDQ,) 8: 8,59 (1H, brs), 8,39 (1H, d,J=4,5 Hz), 7,79-7,76 (2H, m), 7,63-7,58 (2H,
m), 737-728 (1H, m), 707 (1H, d,J=8,1 Hz), 6,61 (1H,t,J =75 Hz), 6,16 (1H, 5),4,58 (2H,
d,J=54Hz),2,76 3H,s)

Vidu368 .

St dung hop chét thu duoc trong vi du 367 va alyl bromua, thu duge bot mau tring N-
[244-alyloxy-3-diflometoxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit theo quy trinh trong
Vidu9s.

'HNMR (CDQ,) &: 8,60 (1H, brs), 8,39 (1H, d, J =45 Hz), 7.87-7.83 (2H, m), 7,65 (1H, s),
7,60-757 (1H, m), 7,33-7,29 (1H, m), 7,10 (1H, d,J =84 Hz ), 6,61 (1H, t, J =75 Hz), 6,10-
599 (1H,m), 5,55 (1H,dd,J=17,1,1,5Hz), 534 (1H,dd, J = 105, 1,5 Hz),4,65 2H,d,] =
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54Hz),4,58 2H,d,]=54Hz),2,76 (3H, s)
Vidu369

St dung hop chat thu duge trong vi du 367 va (bromometyl)xyclobutan, thu dugc bot
miun  ting  N-{2{(4-xyclobutylmetoxy-3-diflometoxyphenyl)oxazol-4-ylmetyl]-3-metyl
picolinamit theo quy trinh trong Vi du 98,
'HNMR (CDCY,) &: 8,58 (1H, brs), 8,39 (1H, d,J =45 Hz), 7,87-7,82 (2H, m), 7,64 (1H, s),
759 (1H, d,J =84 Hz),7,33-729 (2H, m), 701 (1H,d,J=84Hz ), 659 (1H,t,J =75 Hz),
459 (1H, d, J = 54 Hz), 403 (2H, d, J = 69 Hz), 290282 (1H, m), 2,76 (3H, 5), 2,22-2,13
(2H, m),2,00-1,84 (4H, m)
Vidu370

Sir dung hop chit thu duge trong vi du 367 va isobutyl bromua, thu dugc bot mau
tring N-{2-(3-diflometoxy-4-isobutoxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit theo quy
trinh trong Vidu 98.
'H-NMR (CDCL,) &: 8,58 (1H, br s), 8,39 (1H, d,J =45 Hz), 7,87-7,83 (2H, m), 7,64 (1H, s),
7.60-7,57 (1H, m), 7,33-728 (1H, m), 700 (1H, d,J =84 Hz ), 6,59 (1H, t, ] =75 Hz), 4,59
(1H,d,J=54Hz),3.81 2H, d,J =69 Hz),2,76 (3H, s), 2,22-209 (1H, m), 1,06 (6H, d, ] =
6,6 Hz)
Vidu371

Stt dung hop chét thu duge trong vi du 367 va 4-bromo-1-buten, thu duge bot mau
tring N-[24(4-but-3-enyloxy-3-diflometoxyphenyloxazol-4-ylmetyl]-3-metylpicolinamit theo
quy trinh trong Vidu 98.
'HNMR (CDQ,) 8: 8,59 (1H, brs), 8,39 (1H, 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), 701 (1H,d,J =84 Hz), 6,61 (1H, t, ] =75 Hz), 594
583 (1H, m), 524-5,12 (2H,m), 4,59 (1H, d,J =54 Hz),4,13 (2H,t,] =6,6 Hz), 2,76 3H, s),
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263257 (2H,m)
Vidu372

St dung hop chét thu duge trong vi du 367 va (bromometyl)xyclopropan, thu dugc
bot mau ting N-[2-(4-xyclopropylmetoxy-3-diflometoxyphenyl)oxazol-4-ylmetyl}-3-metyl
picolinamit theo quy trinh trong Vi du 93.
"H-NMR (CDCL,) &: 8,58 (1H, brs), 839 (1H, d, J=4,5 Hz), 7,86-7,33 (2H, m), 7,65 (1H, s),
759 (1H, d,J = 84 Hz), 733-7,28 (1H, m), 700 (1H, d,J =84 Hz), 6,66 (1H, t, J =75 Hz),
459 2H, d,J=54Hz), 393 2H, d,J = 69 Hz), 2,76 (3H, s), 1,33-1,24 (1H, m), 0,70-0,64
(2H, m),041-0,35 (2H, ﬁl)
Vidu373

Hop chét thu duoc trong Vi du tham khéo 96 duoc sir dung va duge xtr Iy theo quy
trinh trong Vi du 96, sau d6 xit 1y theo quy trinh clia Vi du 97, tao ra bot mau tréng N-[2-3-
diflometoxy-4-hydroxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit.
'H-NMR (CDQ,) &: 8,59 (1H, br s), 8,24 (1H, dd, J =738, 12 Hz), 781-7,78 (2H, m), 7,63
(1H, s), 746-740 (1H, m), 7,11-7,05 2H, m), 6,96 (1H, d,J =84 Hz), 6,62 (1H, ,J =75 Hz),
5.87 (1H, brs), 4,62 (2H,d,J =54 Hz),4,19 (2H,q,J=69Hz), 1,50 3H,t,J=69 Hz)
Vidu374

Sir dung hop chét thu duge trong vi du 373 va 2-bromopropan, thu duge bot mau
tréing N-[2-(3-diflometoxy-4-isopropoxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit theo quy
trinh trong Vidu 98.
'HNMR (CDCL) &: 8,60 (1H, brs), 8,24 (1H, dd, J =78, 2,1 Hz), 785782 (2H, m), 7,64
(1H, s), 745-7,39 (1H, m), 709701 (2H, m), 695 (1H,d, J=8,1 Hz),6,59 (1H,t,J=75 Hz),
471461 (5H,m),4,19 2H, q,J=69 Hz), 1,51 3H,,J=69 Hz), 140 (6H,d,J =69 Hz)
Vidu375
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Sir dung hop chét thu duge trong vi du 373 va (bromometyl)xyclopropan, thu dugc
bot man tring N-[24(4-xyclopropylmetoxy-3-diflometoxyphenyl)oxazol-4-ylmetyl]-2-efoxy
benzamit theo quy trinh trong Vidu 98.

'THNMR (CDQ,) &: 8,59 (1H, brs), 824 (1H, dd, J =78, 2,1 Hz), 7,85-7,82 (2H, m), 7,64
(1H, s), 745-7,39 (1H, m), 709-6.94 (3H, m), 6,66 (1H, t, ] =75 Hz),462 2H, d, ] =54 Hz),
4,19 2H, q,J =69 Hz),393 (2H, d,J =84 Hz), 1,50 3H, t, J =69 Hz), 1,34-1,24 (1H, m),
0,71-064 2H,m),041-0.35 (2H, m)

Vidu376

Sir dung hop chét thu duge trong vi du 373 va 1-bromopropan, thu dugc bot mau
ting  N-{2-(3-diflometoxy-4-propoxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit theo quy
trinh trong Vidu 98.

'HNMR (CDQ,) &: 8,60 (1H, brs), 823 (1H, dd, J =78, 1,8 Hz), 7.87-7.83 (2H, m), 7,64
(1H, s), 742 (1H,t,J=7,5 Hz),709-6,85 (3H, m), 6,35 (1H, t, ] =75 Hz),4,62 (2H,d,] =60
Hz),4,19 (2H, q, J = 6,6 Hz), 404 2H, t,J = 60 Hz), 191-1,84 2H, m), 1,50 GH, ,J =69
Hz),1,07 3H,t,J=69 Hz)

Vidu377

Sir dung hop chét thu duge trong vi du 373 va alyl bromua, thu duge bot mau tring N-
[244-alyloxy-3-diflometoxyphenyl)oxazol-4-ylmetyl]-2-efoxybenzamit theo quy trinh trong
Vidu98.

'HINMR (CDQ,) &: 8,60 (1H, brs), 823 (1H, dd, J =7.8, 1,8 Hz), 7.836-7.83 (2H, m), 7,64
(1H, s), 742 (1H,t,J =75 Hz), 7,10:697 (3H, m), 6,61 (1H, t, J =75 Hz), 607-601 (1H, m),
549-532 (2H, m), 4,684.61 (4H,m),4,19 2H, q,J=69Hz), 1,50 GH, t,J=69 Hz)

Vi du tham khéo 97

St dung etyl 34-dihydroxybenzoat va clodiflo metan, thu dugc bot mau tréng etyl
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3 4-bis-diflometoxybenzoat theo quy trinh trong Vidu4.
'HINMR (CDQ,) 6: 8,00-7.90 (2H,m), 7,31 (1H,d,J=8,1 Hz),6,60 (1H,t,J =729 Hz),6,57
(1H,t,J=729Hz),4,39 2H,q,J=72Hz),140 BH,t,J=7,2Hz)
Vi du tham khao 98

Sir dung hop chat thu duge trong Vi du tham khao 97, thu duge bot man tréng 2-(34-
bis-diflometoxyphenyl)-4-clometyloxazol theo quy trinh trong céc vi du tham khao 3 dén 5.
'HINMR (CDQYL) &: 795-7.90 (2H, m), 7,73 (1H, 5), 735 (1H,d,J =84 Hz), 6,60 (1H, t,J =
729 Hz),6,59 (1H,t,J =729 Hz),4,57 (2H, )
Vidu378

Sit dung hop chét thu duge trong Vi du tham khéo 98, thu duge bot mau tréng 3-[2-
(3 Abis-diflometoxyphenyl)oxazol-4-yl]-1<2-etoxyphenyl)propan-1-on theo quy trinh trong
Vidu 190.
'HNMR (CD(Q,) 8: 7,89-7,84 (2H, m), 7,71 (1H,dd,J=7.5, 1,8 Hz), 7:48-741 (2H, m), 732
(1H,d,J =84 Hz),701-693 2H,m), 6,58 (1H,t,J=75Hz), 6,57 (1H,t,J=75Hz),4,14 (2H,
q,J=69Hz),343 2H,t,J=69 Hz),300 2H,t,J=69 Hz),148 3H,,J=69 Hz)
Vi du tham khao 99

Hop chat thu duoe trong Vi du tham khao 98 duoc st dung va duoe xtr 1y theo quy
tinh trong Vi du tham khao 45, sau d6 xtr 1y theo quy trinh ctia Vi du tham khao 46, thu duoc
dAu man vang nhat [2-3 4-bis-diflometoxyphenyl)oxazol-4-yl]-metylamin.
'HNMR (CDQ) &: 792-7,38 (2H, m), 7,58 (1H, 5), 7,34 (1H,d, ] =84 Hz), 6,60 (1H, t,J =
75Hz),6,59 (1H,t,J=75Hz),3.85 2H,s)
Vidu379

St dung hop chét thu duoe trong Vi du tham khéo 99, thu duge bot mau tring N-2-

(3 A-bis-diflometoxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit theo quy trinh trong Vi du
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9.
'HNMR (CDQ,) &: 861 (1H, br é), 840 (1H,dd, J =75, 1,5 Hz), 793-7.88 (2H, m), 7,70
(1H, s), 7,60 (1H, d,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=60,12Hz),2,77 (3H,s)
Vidu380

Sit dung hop chit thu duoc trong Vi du tham khéo 99, thu duge bot mau trang N-[2-
(3 A bis-diflometoxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit theo quy trinh trong trong vi
dul.
'HNMR (CD(,) &: 8,59 (1H, brs), 823 (1H, dd, J =75, 1.8 Hz), 794-7,88 (2H, m), 7,70
(1H, s), 746-7.33 2H,m), 707 (1H, t,J=7,5Hz), 695 (1H,d, ] =84 Hz), 6,60 (1H,t, J=75
Hz), 6,59 (1H,t,J=75Hz), 4,63 2H, d,J=60Hz),4,19 2H, q,J =69 Hz), 1,50 3H, t,J =
69Hz)
Vidu381

St dung hop chét thu duoe trong Vi du tham khéo 98, thu duge bot mau trang 3-2-
(3 Abis-diflometoxyphenyl)oxazol-4-yl]-1<(3-metylpyridin-2-yl)propan-1-on theo quy trinh
trong Vidu 356.
'HNMR (CDQ) &: 8,51 (1H, brs), 7,88-7,85 (2H, m), 7,59 (1H, d, J =84 Hz), 7,53 (1H, s),
7357130 (2H, m), 6,58 (1H, t,J =75 Hz),6,57 (1H, t,J=75Hz), 3,60 2H, t, ] = 6,3 Hz),302
(2H,t,J=6,3Hz),2,58 (3H, s)
- Vidu382

St dung hop chét thu duge trong vi du 347 va hop chét thu duoc trong Vi du tham
khdo 85, thu dugc bot mau tring N-{2-{4-diflometoxy-3-(2,2-difloetoxy)phenyl}-oxazol-4-
ylmetyl }-2-etoxybenzamit theo quy trinh trong Vi du 343.

'HINMR (CDQ,) &: 8,55 (1H, br s), 824 (1H, dd, J =78, 1,8 Hz), 7,71-7,65 (3H, m), 7,46
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741 (1H, m), 7,29 (1H, s), 708 (1H, t, J = 8,1 Hz), 696 (1H,d,J =8,1 Hz),6,59 (1H, t,J =
74,1 Hz),6,15 (1H, tt, J=54.9,42 Hz) 464 2H,d,J =54 Hz),432 (2H,1d, ] = 129,42 Hz),
4,20(2H,q,J=69Hz) 1,50 3H,,]=6,9 Hz)
Vidu383

Sir dung hop chét thu duge trong vi du 347 va 1,1,1-triflo-2-iodoetan, thu dugc bot
min  tng  N-{2-{4-diflometoxy-3-(2,2,2-trifloetoxy)phenyl]-oxazol-4-ylmetyl }-2-etoxy
benzamit theo quy trinh trong Vi du 348.
'HNMR (CDQ,) &: 8,56 (1H, br s), 824 (1H, dd, J =78, 1.8 Hz), 7,75-7,68 (3H, m), 7,46-
740 (1H, m), 7,30 (1H, d, J =84 Hz), 708 (1H, t, J = 8,1 Hz), 6,96 (1H, d, J = 8,1 Hz), 6,60
(1H,t,J=74,1 Hz),4,63 2H,d, =54 Hz),449 (2H,q,J =8,1 H2),4,20 2H, q,J =69 Hz)
1,50(3H,t,J=69 Hz)
Vidu384

St dung hop chét thu duge trong vi du 17 va 2-bromopropan, thu duoc chét dau
khoéng mau N-[2-4-metoxy-3-isopropoxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit theo
quy trinh trong Vidu 19.
THANMR (CDQ,) &: 8,58 (1H, brs), 8,39 (1H, dd, J =4.8, 12 Hz), 7,63-7,57 (4H, m), 7,33
728 (1H, m), 693 (1H, d, J = 84 Hz), 468 (1H, sept., J = 6,3 Hz),4,59 (2H, d, ] = 5,7 Hz),
3.89(3H,s),2,76 3H,s), 141 (6H,d,J =63 Hz)
Vidu385

Sir dung hop chét thu duge trong vi du 347 va (bromometyl)xyclobutan, thu dugc bot
mau tring N-2-(3-xyclobutylmetoxy-4-diflometoxyphenyl)oxazol-4-ylmetyl]-2-
etoxybenzamit theo quy trinh trong Vi du 348.
'HNMR (CDQ,) 8: 8,56 (1H, br s), 8,24 (1H, dd, J = 7.8, 1,8 Hz), 7,67-7,58 (3H, m), 7,50-
740 (1H, m), 723 (1H,d, J =84 Hz), 708 (1H, t,J=8,1 Hz), 696 (1H, d, ] =8,1 Hz), 6,63
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(1H,t,J =75 Hz), 464 QH, d, T = 5,1 Hz), 4,19 (2H, q,] = 69 Hz), 408 (2H, d, T = 6,6 Hz)
286282 (1H,m),2,19-2,12 (2H, m), 204-1,87 (4H,m), 1,50 3H, t, = 69 Hz)
Ci triic hod hoc cfia hop chat thu duce & trén trong cc vi du va céc vi du tham khao

duoc thé hién dudi day trong céc bang tir 1 dén 40.
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Bang 1
0] R2
C|\/[N’>‘*Q~o/
0
/
Rb
Vi du tham khdo s R R
5 Metyl Benzyl
11 Metyl v,
17 Metyl o
23 Metyl -CHCF,;
) CHCF, v,
35 Etyl Etyl
38 Metyl Metyl
44 -CHE, Benzyl
55 Benzyl Benzyl
58 Metyl Eryl
63 Benzyl Eiyl
63 Metyl iso-Propyl
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Bang2

e ey

OEt O 0
/
RC
Viduso R*
Benzyl
2 H
3 v,
4 -CH,CE,
5 n-Butyl
6 Xyclopentyl
7 A "0oH
8 \/
9 Etyl
10 /\/O
11 n-propyl
12 iso-propyl
13 A
14 iso-Butyl
15 -CH,CH,CF,;
92 Metyl
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Bang 3
Ar THJ,?*‘Q-J
o N
Viduso Ar*
25 2-Triflometylphenyl
32 2-(2,2,2- Thifloetoxy)phenyl
37 2-iso-Propoxyphenyl
38 2-Metylphenyl
39 2-Ftylphenyl
40 2-Clophenyl
41 5-Flo-2-metoxyphenyl
42 4-Flo-2-metoxyphenyl
43 6-Flo-2-metoxyphenyl
44 2-Metylthiophenyl
46 2-Metoxyphenyl
47 2-Thiflometoxyphenyl
43 2-N-Propoxyphenyl
51 2-N-Butoxyphenyl
52 2-iso-Butoxyphenyl
54 2-FEtylthiophenyl
56 2,6-Dimetoxyphenyl
60 2-Metansulfonylphenyl
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Viduso AP
63 2-Metoxyphenyl
64 2-Metylthiophenyl
66 4-Flo-2-metoxyphenyl
67 2-iso-Propoxyphenyl
68 6-Flo-2-metoxyphenyl
! 2-N-Propoxyphenyl
72 2-N-Butoxyphenyl
73 2-iso-Butoxyphenyl
Bang 5
AﬁTrH\/ﬂ:?-ﬂ<:2F{{
O o)
CF—/
Viduso A
78 2-Metoxyphenyl
79 2-Metylphenyl
80 2-N-Propoxyphenyl
81 2-iso-Propoxyphenyl
82 4-Clo-2-metoxyphenyl
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Bang 6
0]
Ar TI/H\/[ N»‘Q—oa
O OEt
OEt: Etoxy
Viduso A

85 2-N-Propoxyphenyl

86 2-Thiflometylphenyl

88 2-Ftoxyphenyl

89 4-Ftoxyphenyl

%0 5-Metoxy-2-triflometoxyphenyl

91 3-Etoxyphenyl

Bang 7
o Rd
H
AJeTrN\V/E;¢>‘*<:;>—c{
O 0
/
Re
Viduso Ar R R°

23 2-Triflometylphenyl Metyl Benzyl
24 2-Thiflometylphenyl Metyl H
26 2-Triflometylphenyl Metyl ~"OH
30 2-(2,2 2-Thifloetoxy)phenyl Metyl Benzyl
31 2-(2,2,2-Trifloetoxy)phenyl Metyl H
33 2-Metoxyphenyl Metyl Benzyl
34 2-Metoxyphenyl Metyl H
35 2-Metoxyphenyl Metyl xyclo-Pentyl
83 2-Ftoxyphenyl CH,CF, v/
93 2-Ftoxyphenyl Metyl Metyl
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Bang 8

Viduss R' R®
16 Metyl Berzy
17 Metyl H
18 Metyl Xyclopentyl
19 Metyl "CH,CF,
20 Metyl Etyl
21 Metyl Alyl
p2) Meyl | —CI)
36 Metyl v
62 Metyl iso-Butyl
84 CH(F, v,
M Metyl Metyl
96 "CI-Ez BCI'IZY]
97 "CI_]F2 H
o8 CHF, v/
384 Metyl iso-Propyl
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RI

Viduso R R
27 Etyl Bengyl
2 Euyl H
29 Etyl Xyclopentyl
45 H v
50 Eiyl /\v
33 iso-Propyl ’/\\\;7
57 Metyl v
58 iso-Butyl v,
61 n-Propyl //N\Y;7
6 Eryl 5o Buyl
& Megyl so Bl
70 isoButyl isoButyl
74 iso-Propyl soBatyl
76 Metyl CHGT,
77 Etyl CHCF,
% Metyl Meol
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Bang 11
o) R!
» /
Nﬂo
OEt O
Viduso R R™
101 Metyl H
102 Metyl v,
103 Metyl Eoyl
104 Metyl Alyl
105 Metyl Xyclopentyl
106 Metyl iso-Butyl
107 Metyl n-Propyl
109 Metyl n-Butyl
110 Metyl Z
111 Metyl iso-Propyl
12 Metyl CHCT,
13 Metyl /\O
114 Mt |7 ()
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Bang 11 (ti€p tuc)

Vidys6 R R™
115 Metyl | NP
116 Metyl Y
117 Myl |
118 Metyl —
120 Metyl N\©
121 Metl | A
122 Metyl /\/O
182 Etyl Biyl
190 Benzyl Eiyl
191 H Byl
192 iso-Propyl Etyl
28 CHF, Benzyl
29 ¥, H
230 CHF, iso-Propyl
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Bang 12
¥ o
OMeO /o
R"
-OMe: Metoxy
Viduso R"
169 iso-Propyl
170 /w
171 Xyclopentyl
172 Etyl
173 iso-Butyl
174 Alyl
175 -CHCF,
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RO
Viduso R°
1% H
195 Etyl
196 Xyclopentyl
197 iso-Propyl
198 /w
200 Alyl
201 Y
203 -CH,CF,




RP
Viduso R

207 H
I RV
209 Eiyl
210 isoPropy]
21l Alyl
212 A~
213 CH T,
214 0

Bang 15
Viduso R?
164 Benzyl
166 Alyl
177 /\v
189 Etyl
224 iso-Propyl
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Bang 16
E;:Lm/~\/ﬂ:3>‘<:2>— /
N 0]
O 0
/
RI‘
Viduso R
220 H
01 /W
25 Etyl
226 Alyl
227 iso-Propyl
Bang 17
0]
Arg\jr/\\/l[§>—~<::?-435t
O OEt
Viduso A
178 2-Alyloxyphenyl
184 3-Etoxyphenyl
185 4-Froxyphenyl
205 2-N-Propoxyphenyl
216 2-iso-Propoxyphenyl
218 2-Metylphenyl
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Bang 18
Viduso Cau triichod hoc
0 /
| »—Qo
165 Q\”/\/EN 4
OH O
0 /
Q- h L
168
OH
/O o
0O /
[ »—Qo
176 Q\“/\/[N o
OH O >—
0 /
I »—Q-o
179 Q\'(\/EN 5
c ©O >—
g <:2 /
223 Q\‘(\/[N/ ©
OH ©O O_<
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Bang 18 (tiép tuc)
Viduso Ciu trdc hod hoc
0 /
QYJJ@O
231 o
/OVO © Q_/
0
QMJ@O\
232 Lo OH
/o\/
: 5 y
233 ! o
/OV
0 /
QL
234 N
CF3\/O © O_\
0 /
QL
235
o O °\
CFy

-231-




Bang 19
g ’ O’FQ—O/
N
o /o
RS
Viduss R
136 H
137 v
138 Esl
139 iso-Propyl
140 Ayl
141 Y
142 iso-Butyl
143 n-Propyl
144 Xyclopentyl
145 \/
147 n-Buyl
148 /\O
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Bang 19 (tiép tuc)
Viduso R
149 NNNF
150 CH,OH,Ph
151 “CH,CH,CH,Ph
152 /\O
153 A
14 /\/O
155 CHCE,
156 //\\fJ\\
157 —Q
158 Xyclohexyl
159 —C@
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Bang 20
i I ’ >~Q-o/
N
0 O O]
Rt
Viduso R R"

125 Metyl H
126 Metyl v,
127 Metyl iso-Butyl
128 Metyl Xyclopentyl
129 Metyl -CH,CF,
131 Etyl H
132 Etyl Xyclopentyl
133 Etyl /w
134 Etyl iso-Butyl
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Bang 21
Viduso Cau trdc hod hoc
0 /—CF,
7N | (0]
) N
123 N o
0 © >—
O /
7N I »——Q-o
N
161 ~ o
o}
0 /
7N I )—Qfo
9) < N
16 0 o
0 /
AN I»—Q—o
) N
163 b o
~
0 r—
7 ~N | ) 0
181 N N
° ¢
—
/{‘l | ) (0]
183 B! o
0]
187 ~ o
(0]
/_CF3
/{‘I | (0]
188 N
0 O-\CFS
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Bang 22
AH\\W/Qb/E:?»ﬂ<:;>_d/RV
O /o
RW
Viduso A R" RY
193 2-N-Propoxyphenyl Metyl Benzyl
202 2-N-Propoxyphenyl Metyl -CH(E,
204 2-N-Propoxyphenyl Etyl Etyl
2-iso-Propoxyphenyl Metyl Benzyl
215 2-iso-Propoxyphenyl Etyl Etyl
217 2-Metylphenyl Etyl Etyl
219 2-Metylphenyl Metyl Benzyl
222 2-Benzyloxyphenyl Metyl 1so-Propyl
Bang 23
bjo o
Aﬁ‘\fji«J[ﬁ>_<::>—c{
O 0
RY
Viduso Ar R R
100 2-Etoxyphenyl Metyl Benzyl
124 3-Metoxypyridyl Metyl Benzyl
130 3-Etoxypyridyl Metyl Benzyl
135 3-Metylpyridyl Metyl Benzyl
160 2-Pyridyl Metyl Benzyl
167 2-MetoxyPhenyl Metyl Benzyl
180 3-MetylPynidyl Etyl Etyl
186 3-MetylPyridyl Benzyl Benzyl
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Bang 24
Viduso CAu triichod hoc
| y J
/
236 C\N\“/\/[N
O
0 7
| > J
237 HO’CNY\/[N/
o)
O —/
I o)—Q—o
238 C\N\(\/[N 5 \——Q
O /
I O>—< \>—OH
) N /
239 C\N\(\/EN
0] /O
(@) O/_
240 @ N
_ o
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Bang 25
Viduso Ci triic hod hoc
o)
|l »—Qfo
%1 Q\WN\):N S
CF, O >—
| | 0
242 Q\(N\/[N g
\/O 0 —/
~0 0 |z, g
243 @/‘LH o
o)
0 o
244 ©):\N\”/[N’ ©
o) o\
)
4 /l\[:)\ o
ows
0 P
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Bang 26
Viduso Ciu tric hoa hoc
|
@\
0 —
246 G‘l\'([ ) (0]
o} P
HO
( ]\ 0 /—
247 Uﬂ@‘@o
o) 0\
0 —
H\“)I ) O
248 @/\/ 0 N o
—/
0 —
H\'([N/ 0]
249 <::T/\\/ 0 __}3
(@)
Q\ /Ou\/[ q O\—
250 N N
H 0
(] —/
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Bang 27
Viduso Cau triic hod hoc
0]
Za 0
251 QLNJ\/[N/: Q -
H O
OH -/
0] /I
HNTY \/[ > o
252 o N N
o\
O /I
O/\\ \/[ p) O
253 ‘\/N N
o\
o Y
DI
254 ‘\/N N
o\
o /I
P
255 N\ i
(Jo 90
0 a
H | 0]
256
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Bang 28
Viduso CAun triic hod hoc
0 /
| (0]
257 Q\/\):N 5
° —\>
Q /
| O
258 N
OH
O /
| N)—Qfo
= Q\/\/[ N
O /
260 N
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Bang 30
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Bang 31

Vi du tham khao s6 Cau tric hod hoc
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R
OEt O O~Rs
-OEt: Etoxy
Viduso R, Ry
325 Metyl 1-Etylpropyl
346 Diflometyl Benzyl
347 Diflometyl H
348 Diflometyl iso-Butyl
349 Diflometyl Etyl
350 Diflometyl n-Propyl
351 Diflometyl Alyl
352 Diflometyl iso-Propyl
353 Diflometyl Xyclopropylmetyl
354 Diflometyl 3-Butenyl
355 Diflometyl 1-Etylpropyl
373 H Diflometyl
374 iso-Propyl Diflometyl
375 Xyclopropylmetyl Diflometyl
376 n-Propyl Diflometyl
377 Alyl Diflometyl
380 Diflometyl Diflometyl
382 Diflometyl 22-Difloetyl
383 Diflometyl 2.2 2-Tiifloetyl
385 Diflometyl Xyclobutylmetyl
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Bang 33

R
X o) / °
QUL
Z N N
X O—R,

Viduso Rc Rp
324 Metyl 1-Etylpropyl
338 Diflometyl Etyl
339 Diflometyl Alyl
340 Diflometyl n-Propyl
341 Diflometyl iso-Propyl
342 Diflometyl 1-Etylpropyl
343 Diflometyl 3-Butenyl
344 Diflometyl iso-Butyl
345 Diflometyl Xyclobutylmetyl
367 H Diflometyl
368 Alyl Diflometyl
369 Xyclobutylmetyl Diflometyl
370 iso-Butyl Diflometyl
371 3-Butenyl Diflometyl
379 Diflometyl Diflometyl

-246-




Bang 34
R
OEt O O~ R
-OEt: Etoxy
Viduso Rg R
313 Metyl Diflometyl
314 Metyl 22-Difloetyl
315 Metyl 2-Floetyl
334 Diflometyl Etyl
335 Diflometyl Alyl
336 Diflometyl Xyclopropylmetyl
337 Diflometyl 3-Butenyl
363 H Diflometyl
364 3-Butenyl Diflometyl
365 Alyl Diflometyl
366 Etyl Diflometyl
378 Diflometyl Diflometyl
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Viduso Rg Ry
308 Metyl Diflometyl
309 Metyl 22-Difloetyl
310 Metyl 2-Floetyl
311 Metyl sec-Butyl
312 Metyl 1-Etylpropyl
317 H 2,2-Difloetyl
318 Etyl 2.2-Difloetyl
319 iso-Propyl 2.2-Difloetyl
327 Diflometyl H
328 Diflometyl Xyclopropylmetyl
329 Diflometyl n-Propyl
330 Diflometyl Alyl
331 Diflometyl 3-Butenyl
332 Diflometyl iso-Propyl
333 Diflometyl Etyl
356 H Diflometyl
357 iso-Propyl Diflometyl
358 Alyl Diflometyl
359 3-Butenyl Diflometyl
360 Xyclopropylmetyl Diflometyl
361 n-Propyl Diflometyl
362 Etyl Diflometyl
381 Diflometyl Diflometyl
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267 Metyl Benzyl Diflometyl
268 Metyl Benzyl 2-Floetyl
269 Metyl Benzyl 22-Difloetyl
270 Metyl H Diflometyl
271 Metyl H 2-Hoetyl
272 Metyl H 2.2-Difloetyl
273 Metyl iso-Propyl Diflometyl
274 Metyl Etyl Diflometyl
275 Metyl iso-Propyl 2-Floetyl
276 Metyl 3-Butenyl 2-Floetyl
2717 Metyl iso-Butyl 2-Floetyl
278 Metyl iso-Propyl 2.2-Difloetyl
279 Metyl n-Propyl 2.2-Difloetyl
280 Metyl Etyl 2.2-Difloetyl
281 Metyl Alyl 2.2-Difloetyl
282 Metyl 3-Butenyl 2.2-Difloetyl
283 Metyl Xyclopropylmetyl 2.2-Difloetyl
284 Metyl 2,2-Difloetyl 2.2-Difloetyl
285 Metyl iso-Butyl 22-Difloetyl
288 Etyl Etyl Diflometyl
289 Etyl Etyl 2-Floetyl
290 Etyl Etyl 2.2-Difloetyl
292 Etyl Etyl Triflometyl
293 Metyl Xyclopropylmetyl Triflometyl
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Bang 38
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Vi du thirnghiém 1
Thirngthiém dénh gi hoat tinh tc ché€ Phosphodiesteraza(PDE¢
(1) Sén xuét plasmit véi s6 luong Ién
Plasmit chia cic gen (HPDEAD) ma héa cADN PDEAD3 nguidi (duge Tuu gitt

& Otsuka America Pharmaceutical, Inc., Maryland Research Laboratories) duoc bién nap trong
E. coli, duoc nuéi cAy hang loat, va duoe tinh sach sir dung bo Kit EndoFree™ Plasmid Maxi
(Qiagen).
(2) Biéu hién nhiéu va tinh sach PDEAD

Cic t&' bao COS-7 06 ngubn goc tix than khi xanh Chan Phi duoc nudi cAy thu dong
trong moi chat D-MEM chita 100 don vi/ml penixilin, 100 pg/ml sheptbmyxm, va 10% FBS.
Cic € bao duoe tuyén plasmit duoc diéu ché trong muc (1) néu ten o6 sir dung
Lipofectamin™ 2000 (sau day dugc goi 1a “TLIF2000”, Invitrogen), theo quy trinh clia nha san
xut. Cic t€bao COS-7 duoe 1 trong dia nuoi cdy 10cm vao ngay hom trude sao cho con 90%
vao ngly truyén. Mbi dia nuoi cdy chifa dung dich plasmit (dung dich A) trong d6 24ug
plasmit dugc pha lodng trong 1,5ml dung dich Opti-MEM I Reduced Serum Medium
(Invitrogen) va dung dich LF2000 (dung dich B) trong d6 chita 60 pl L2000 dugc pha lodng
trong 1,5ml dung dich Opti-MEM I Reduced Serum Medium duge cho phép d€ téch riéng
nhau trong thoi gian 5 phit & nhiét 6 trong phong. Sau d6, cic dung dich va B duoe tron voi
nhau va hén hop due giit trong thdi gian 20 phiit & nhiét do trong phong. Hon hop nay duge
b3 sung vao céc & bao nuoi cdy, va duge i &nhiét do 37°C (5 % CO,) qua dém. Vaongay hom
sau,méichéftdugctéchra,véhénhquuwﬁﬂlémquadémdéﬁlucéctébe‘\oﬁleocéchduéi
day. Céc t& bao nay duge ria mot 14n bang PBS (Sigma), va 10ml dung dich Trypsin-EDT
(Sigma) duoe b3 sung vao ting dia nuoi cy. Sau khi dung dich duge phén bo t6i tiing dia nuoi
cAy, c4c t& bao ndy dugc tach ra, va cic dia duoc gilt nguyén trong thoi gian 5 phuit & nhiét do
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37°C. C4c t& bao téch ra tir cic dia duroe tao huyén phit trong moi chat, duge gom vao cic ong
ly tam, va dugc quay ly tam & vén t6c 1200 v/ph trong thoi gian 5 phit & nhiét do 4°C, va cic
phéin ni trén bé mt duoc loai bb. Cic t€'bao duioe ria thém béing PBS, va duge uu giit S nhit
do -80°C. Chéit dém KHEM (100mM Hepes, 50mM K1, 10mM EGTA, 192mM MgQ,
pH 74) chita 1mM DTT, 1 pg/ml antipein, 1 pg/ml aprotinin, 1 pg/ml leupeptin, 1 pg/nl
pepstatin A, 157 pg/ml benzamidin, va 120 pg/ml Pefabloc SC durge b8 sung vio cc & bo
duoc Iuu gift, v hén hop ducge chuyén t6i dung cu Tam dong nhét bang thiy tinh d€ Jam dong
nht trén nude da. Huyén ph chida t€ bao duge quay ly tim & vén t6c 1000 v/ph trong thdi gian
5 phiit &mhiét do 4°C, va dich néi & bén trén duioe quay ly tam i€ & van t6c 14000 v/ph trong
thdf gian mot gic. Sau khi quay ly tam, dich n6i &'bén trén duge phéan tan vao céc 6ng méi dudi
dang cAc dung dich enzym PDEAD, va duoe I giit trong miy Jam lanh s
(3) X4c dinh ty 1& pha lodng clia cac dung dich enzym PDEAD

Céc dung dich enzym PDEAD duge diéu ché trong muc (2) néu trén duoc hoa tan
trong 20mM dung dich Tris-HCI (do pH=7 4) tao ra céc phén pha lodng dung dich enzym 10
1an, 25 14n, 50 14n, 100 14n, 200 14n, 400 I4n, va 800 lan. Hoat tinh PDEAD duoc do theo muc
(4) dudi day. Ty 1é phén trim clia cAMP xtic tic trén tong cAMP duge tinh todn, va pha lodng,
trong d6 t§ 1é phin tram ndy nim trong khodng tir 10% déh 30%, due it dung trong nghién
i tic ché dudi day.
(@) Do hoat tinh tc ch€ PDEAD

Céc Iuong hop chit thix nghiem cén thiét duoe can, va dimetylsulfoxit (DMSO)

100% duoc b3 sung vao dé diéu chinh néng do t6i 10mM. Cac dung dich duge uu gitt trong ti
Janh dusi dang cic dung dich nguyén liéu cia ting hop chét thir nghiém. Sau khi duge 1 dong
theo yéu cAu, cic dung dich ndy duce pha loang 20 ln bing DMSO 100% tao ra luong

SOOuhlPﬁgﬁdngnﬁikxﬁphﬁnphakﬁng]£Hﬁnduqcﬂmm:hﬁntﬁngIOOQGIXVEK)déuxna
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c4c hop chat thirnghiém o6 néng d6 khac nhau. Cac dung dich 2l chita mét hop chat trong s6
céc hop chét thit nghiém duoc bd sung riéng biét vao cac dng 1,2ml trong d6 23 pl Tris-HA
20mM (do pH =74) da duoe cho vao tirtruée. 25 il dung dich enzym PDEAD duce pha lodng
&ty 16 t6i uu duoe x4c dinh & muc (3) néu trén duge bd sung trén nude d4 vao timg 6ng, va 50
pl chét nén dung dich chiia 2 uMPH]cAMP duge diéu ché bang céch pha loang bang 20mM
This-HQ (pH 74) chita 10mM Mg, duge bd sung vao. Néng 4o DMSO cubi cling trong
chat 16ng phan ting 16ng 1a 2%. Sau khi ton, hon hop nay duoc G trong thoi gian 10 phit &
nhiét do 30°C. Khi hoan thanh &, céc 6ng duo dit trong bon chiia nue soi trong thidi gian 3
phiit, va phén ting duge dimg lai. Sau khi 1am ngudi cic ong trong nuide da, 25pl dung dich
chita 0,2mg/ml noc rén duge bd sung vao, va sau khi trdn, hon hop nay duoc G trong thoi gian
10 phiit & nhiét do 30°C. Khihoénﬂ'lénhﬁ,OAnﬂdlmgdichnhgaDowex 1 x 8 duge diéu ché
trong dung dich BtOH:H,O (theo ty 1& 1:1) dugc bd sung vao. Sau khi tron, cic 6ng duoc gitt
nguyén & nhiét do trong phong trong thdi gian it nhat 12 mot gid. 50 dich néi &' bén trén trong
mot Gng trong s6 cic 6ng nity duge chuyén dén mot giéng trong s6 cic giéng cia dia topCount,
va dia ndty duoc siy qua dém. D6 phéng xa *H (cpm) duge do nhdy st dung TopCount™,

Céc gid trj IC, (néng do tao ra 50% tc ché thuy phan chét nén) ddi véi cAc hop chat
thirnghiém duoc x4c dinh bang géi thong ké Excel (Microsoft Excel 2000 SR-1) sir dung ham
phan tich héi quy.

Cic két qué duge thé hién trén béng 41. Bang ndy ching minh ring hop chét 06 oong
thifc (T) ¢6 thc dung e ché PDEA déng k&

Trong cong thidc két can trong bang dudi day, -Me 1a nhém metyl, -Et 1a nhém etyl, -

OMe 1a nhém metoxy, -OEt 12 nhém etoxy, va -SMe 1a nhém metylthio.
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Bang 41 (ti€p tuc)
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Bang 41 (ti€p tuc)
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Bang 41 (tiép tuc)
PDE4
Viduso Céi tréic hod hoc
(ICynM)
7N I§>—<::}—d’
309 Y E b <50
>_/
F
SN Io d
311 ~ rJ)_Q <50
! o _
SN Io d
312 2 ﬁ@ <50
! o
o) /
|N,>—Qo
314 0 F o <30
e g>_/
0 /
L0
315 Q\(\i 0 <50
0 © F,_J
X /
SPUraVa
318 N o <50
(0]
>_/
F
0 /
Z N 0
324 < P Q <50

-263-




21107

Bang 41 (tiép tuc)
PDE4
Vidusé Csntréichod hoc
(ICynM)
s
o) F
Z "N | o]
328 9 N <50
. o) [>_/O
F)_F
7 {" | (0]
329 ~ <50
(0] /_/O
F
Z "N | 5 O>_F
330 . <30
L o)
//_/
7N | O/ o>_|=
331 ) N <50
(0] _/_/O
-
o) F
7N | 0
332 g 4 <30
o o)
-
F
Z "N | o}
333 g <50
o) 0\

-264-




21107

Bang41 (t€p tuc)
PDE4
Viduso Céiu tréic hod hoc
(ICynM)
F
IO o>—F
334 Q\‘/\/[N/: Q <50
0o © o\
F
l?>—< ?—gh$
335 [;]\W/\«J:N 5 <50
0 © er
F
IO 8}_F
336 Q\(\irf - Q <50
0
0 © >—
F
Io o>—F
337 Q\(\IN’ Qo <0
0o © _d/_J
F
N | 0 O)—F
338 %HJEN»_Q‘ <50
o 5\
339 <50

F
o} F
0
(0] //_/

-265-




21107

Bang 41 (tiép tuc)
PDE4
Viduso Cau triic hod hoc (Cor M)
o) F
/{‘l H\)I/ O>—
340 ~ N N <50
(o] /_/O
-
o) F
7 "N o]
341 AN <50
o (0]
0 —F
342 @ H\/[N’ © <50
y 0~
F)_F
o)
Q‘l\‘(H | ) o
343 <~ N N <50
(o] _/_/O
o) F
7 {‘l H\)E/ o>—
344 ~ N N <50
(o] >_/O
0 —F
Z N o
345 g P <50

-266-




21107

Bang 41 (tiép tuc)
PDE4
Vidus6 Ciia triic hod hoc
(ICynM)
0 —F
0 © >_/O
0 —F
349 Q\‘(H\)IN/ © <0
0 © o\
0 >
w | Qb 0
0 © /4
F)_F
(@)
351 Q\(Hﬂ,{ ? <0
0
0 © //_/
=
(0] F
O
352 Q\‘(Hﬂ,\{ <0
’ (0]
\/O o
0 —F
353 Q\‘(HJI { © <0
0 © [>_/O

-267-




21107

Bang 41 (tiéptuc)
PDE4
Viduss C triic hod hoc
(ICy:nM)
e
(0] F
H\)I/ O
354 NN S <50
\/O 0 _/_/
>
(@) F
355 Q\‘(H\)IN/ © <0
o~
\/O 0
S#F
(o)
i H J[ d
332 N >N B <50
0 © —
F
-
(0] F
H\/[/ (0]
383 NN e % <50
\/O o) F—)—/
F
) /
7 {‘1 H\/[ )—Q—O
384 ~ N <50

-268-




21107

Vi du thitnghiém 2
Do hot tinh tic ché d6i v6i sursin sinh TNF-ot
Hoat tinh tic ché sur sén sinh TNE-0x dugie u tioh theo céc thirnghiém sau.

(1) Téich chc t€ bio don nhan ra khdi mdu ngoa bién clia chudt nhit

Cic t€ bio don nhan duoe tich ra tir méu o6 heparin thu duroe it chut nhit BALB
duc (Charles River Laboratories, Nhat ban) nhd quay ly tm gradient mét do st dung
Lympholyte-M (Cedarlane Laboratories). S6 Iuong & bao song trong c4c € bao don nhan méu
ngoai bién duoc d&m nhd sir dung chét nhudm méu xanh lam trypan, va dugc chudn bi trong
moi chat nuoi cAy t& bao (moi chat RPMI 1640 chiia FCS 10%) dén 1,25 x 10° t€ bao/ml.
(2) Kich thich su san sinh TNF-ot

Céc hop chat thit nghiém ditoc ho tan trong DMSO, va céc dung dich hop ché thir
nghiém dutoc pha lodng dé sir dung trong moi chét nu6i cdy & bao. Cic dung dich hop chat thit
nghiém 20yl o6 néng do khc nhau va 160y huyén phi € bao don nhan trong méu ngoi bién
‘ duocchovﬁoUDngunhch196gﬁ&g;vﬁduocnwﬁcéyhnngﬂﬁﬁgmn30phﬁtQOuHhéngdb
cudi cing 1a 1 pg/ml) lipopolisaccarit (LPS) o6 nguén géc tYE. coli (kiéu huyét thanh 055:B5)
duoc b3 sung vao dé kich thich sy san sinh TNF-o.. Sau d6, céc hén hop duoe nuoi ciy & nhiét
d6 37°C trong thd gian 5 gid, va dich néi bén trén duoe duoe loai bd ki ting giéng.
(3) Ponong do TNF-ou

Néng do TNF-o, trong dich néi bén trén duoe duoe do bing ELIS (OpEIA™

Set Mouse TNF-a1, BD Pharmingen). Céc gid tri IC;, (nng do tao ra 50% tc ché su san sinh
TNF-0t) d6i v6i céc hop ché thi nghiém duoe xéc dinh bing g6i théng ke Excel (Microsoft
Fxcel 2000 SR-1) st dung ham phén tich héi quy.

Cickét qua thu duoe duge thé hién trén bang 42.
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Bang 42

Céc hop chét thirnghiém TNF—a (IG;: nM)

Hop chét trong vidu 18

Hop chat trong vi du43

Hop chét trong vi du 126

Hop chét trong vi du 157

& &) & 4 &

Hop chét trong vidu 177
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YEU CAUBAOHOQ
1. Hop chét oxazol c6 cong thitc (1)

0
RZ—W—[N)_RI (1)

trong d6 R 1a nhém phenyl ¢6 hai phén tir thé duge chon trong s6 cic nhém (1-2), (1-3), (1-4)
va(1-5)sau day:

(1-2) céenhém Cgalkoxy khéng durge thé hosic duge thé halogen,

(1-3) cac nhém C, alkenyloxy,

(14) cac nhoém Gy alkynyloxy, va

(1-5) cacnhémxyclo Csgalkyl Cygalkoxy,

R*1a nhém phenyl hodc nhém pyridyl, timg nhém ndy 6 thé c6 tir 1 d&n 2 phén tr thé duge
chon trong s cac nhém (2-2), (2-3), (2-4) va (2-5) sau day:

(2-2) céenhém C,galkoxy khéng durge thé hogic duge thé halogen,

(2-3) cdenhém C,galkyl khdng dirge thé hosic duge thé halogen,

(24) cac nhdm G, alkenyloxy, va

(2-5) cac nguyén tir halogen, va

W lanh6m héa tri hai c6 cong thite (i):

cong thire (i) -Y'-A'-

trong d6 A’ 13 nhém Cygalkylen, va

Y'1a-0(=O) hodc-CONR')

trong d6 R’ 13 nguyén tir hydro;

hoiic mudi ciia ching,
2. Hop chét theo diém 1,
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trong d6 R’ 13 nhém phenyl duge thé & vong phenyl véi hai nhém Cys alkoxy, nhom phenyl
duoe thé & vong phenyl véi mot nhém C alkoxy va mét nhém xyclo Csgalkyl Cysalkoxy,
nhéanhenyldUQcthé(3vbng1ikﬂ5d\tﬁrn6tnhén1(36zﬂka&yvéln@tnhénlChédkoxy
dmxﬂhéhdogaynhﬁnphanddbocﬁﬁ(&ﬁhﬁn;iwmﬂ\tﬁnﬁﬁnhﬁn(}6zﬂ«myvﬁnﬁi
nhﬁan6akemﬂam%nhﬁnphanddwmnhé6V©ngphand\tﬁnﬁ%nhﬁn(16akoxyGUQC
1héhdoga;vénﬁknhﬁnxydo(53aﬂqd(h6dko$%nhﬁnpbmndduocﬂxéévbngphand
v6i mdt nhém Cy alkoxy durge thé halogen va mét nhém C, 6 alkenyloxy, hogic nhém phenyl
durgre thé & vong phenyl véi hai nhém Cy6 alkoxy durge thé halogen;
Iflénmﬁn(h6dkmqphﬂwLnmﬁnC56dhamkmydxmythﬁn(héamnmﬁhanddum:
thé halogen, nhém C, alkylpyridyl, hoic nhém phenyl dugc thé & vong phenyl véi mot
nhém C,.¢ alkoxy va mét nguyén tir halogen; va

W Ia nhém héa tri hai c6 cong thire (i):

cdng thire () -Y'-A-

trong d5 A 1anhém Cy4 alkylen, va

¥'1a-O(=O) hodc-C=OFNR':

trong d6 R’ 13 nguyén tir hydro.

3. Hop chét theo diém 2,

uongdblﬁlénhﬁnphamddwmﬂhééwéngphabdvéﬂudnhﬁn(Léakagﬁﬁhﬁnphﬂnd
duoe thé & vong phenyl véi mét nhém C alkoxy va mét nhém xyclo Csg alkyl Cy4 alkoxy,”
nhém phenyl dugc thé & vong phenyl v6i mdt nhém Cy alkoxy va mét nhém Ci alkoxy
duroe thé halogen, nhém phenyl duoc thé & nhém phenyl véi mét nhém C6 alkoxy va mot
nhﬁn(béaﬂmnﬁbgﬁhhﬁnphmndduoc&ééndmgphaxd\%ﬁnﬁnnhﬁn(Qéakoxydhoc
ﬂélwkgpnvﬁnﬁﬁnmﬁnxydo(}wzmgdChédko&gnhﬁn;iwmﬁrimmthééwbngphand

véi mdt nhom Cgalkoxy duoc thé halogen va mét nhém Cy alkenyloxy, hodc nhém phenyl
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duge thé & vong phenyl vi hai nhém Cy alkoxy duge thé halogen;

R? 12 nhém Cig alkoxyphenyl, nhém C, alkenyloxyphenyl, nhém C, alkoxyphenyl duoc
thé halogen, nhém Ci alkylpyridyl, hoic nhém phenyl duge thé & vong phenyl véi mét
nhém C,¢ alkoxy va mét nguyén tir halogen; va

W lanhém héa tri hai ¢6 cong thirc (i):

cong thire (1) -Y'-A-

trong d6 A’ 1a nhém Cy4 alkylen, va

Y 3-C=O)-

4. Hop chét theo diém 2,

trong d6 R' 14 nhom phenyl duoc thé & vong phenyl véi mét nhém Cy alkoxy va mét nhom
Cy¢ alkoxy duroc thé halogen; nhém phenyl duge thé & vong phenyl véi mdt nhém Cyg alkoxy
duroc thé halogen va mdt nhém xyclo Csg alkyl Cys alkoxy, hoic nhém phenyl duge thé &
vong phenyl véi m§t nhom C,.¢ alkoxy duroc thé halogen va mét nhém C, alkenyloxy;

R? 13 nhém phenyl Cy.¢ alkoxy hogic nhom Cy. alkylpyridyl; va

W lanhém héa tri hai ¢6 cong thire (1):

cong thire () -Y-A'-

trong A 1anhém Cy4 alkylen, va

Y' 1a-CEOXNR)-

trong d6 R’ 1a nguyén tit hydro.

5.Hop chét hodc mubi ctia chiing theo diém 4 duge chon tir nhém bao gém cachop chét sau:
N-[2{4-diflometoxy-3-isobutoxyphenyl)oxazol-4-ylmetyl]-3-metylpicolinamit,
N-[2+3-xyclobutylmetoxy-4-diflometoxyphenyl)oxazol-4-ylmetyl}-3-metylpicolinamit,
N-2{4-diflometoxy-3-isobutoxyphenylJoxazol-4-ylmetyl]-2-etoxybenzamit,
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N—[2-(4—diﬂometoxy—3-etoxyphenyl)oxazol—4—yhnetyl]—2—etoxy—benzamit,
N-[2-(3-allyloxy-4-diflometoxyphenyl)oxazol-4-ylmetyI]-2-etoxybenzamit,
N-[2«(4-diflometoxy-3-isopropoxyphenylJoxazol-4-ylmetyl]-2-etoxybenzamit,
N-[2-(3-xyclopropylmetoxy-4-diflometoxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit, va
N-[2-(3-but-3-enyloxy-4-diflometoxyphenyl)oxazol-4-ylmetyl]-2-etoxybenzamit.

6. Duge pham chiia hop chit hosic mudi theo diém bét ky trong s céc diém tir 1 d&n 5 déng
vai trd thénh phén hoat tinh va chét mang dugc dung.

7. Duoc phdm ding dé diéu tri hoic ngin ngira cic bénh do trung gian phosphodiesteraza 4
va/hoac do trung giannhénté ché hoai khéi u o, duoe phim ndy 'chira hop chét hodc mubi
theo diém bét ky trong sb céc diém tir 1 dén 5.

8. Quy trinh bao ché duge pham, trong d6 quy trinh nay bao gdm budc tron hop chét hoic

mudi theo diém bét ky trong sb cac diém tir | dén 5 v6i chat mang duoc dung.
9. Quy trinh diéu ché hop chét oxazol 6 cong thire (1):

0
RZ_W_[ N/>—R1 (1)

lmngdéRl,RZVéWIthuduocxécdinhu’ongdiémLhoécmuéicﬁachl.’mg, quy trinh ndy

bao gbm budc chohop chét c6 cong thirc (2):

0
RZ\W/U\/X (2)
trong d6 R? va W 13 nhu duoc xéc dinh & trén, va X 13 nguyén tir halogen, hoic mudi clia

chiing, phan tmg véi hop chét c6 cong thirc (3):
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HzN\n/Rl (3)

0

trong d6 R 13 nhur durge x4 dinh & trén, hodc mudi ciia ching,
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