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(54) DAN XUAT PYRIMIDIN VA THUOC CHUA HOP CHAT NAY

(57) Sang ché dé cap dén hop chéit co cong thic (1), hoic mudi cia nd (X 1a nhém
cacbonyl, hoac nhom sulfonyl; R! 1a nguyén tir hydro, nguyén tr halogen, nhom alkyl,
nhém alkanoyl, nhém xyano, hodc nhom cacboxyl; R? la nhom alkyl, cacbon vong, hoac
nhom di vong; R3 12 nguyén tir hydro, hodc 1 dén 3 phan tir thé; R* va RS 1a nguyén tur
hydro, nguyén tir halogen, hoac nhom alkyl; va RS 1a nhom alkyl, hoac nhom alkoxy), hop
chat nay c6 hoat tinh rc ché mPGES-1 va hitu ich st dyng lam thanh phan hoat tinh cua
thudc phong va/hoic diéu tri ching viém, dau, bénh thap khép va tuong tu. Sang ché ciing
dé cap dén thudc chtra hop chat néu trén.
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Linh vye k§ thuit duge dé cap

Sang ché dé cap dén dan xuét pyrimidin méi. Cu thé hon, sang ché dé cap dén
dan xuét pyrimidin c¢6 hoat tinh e ché mPGES-1 va hitu ich sir dung lam thanh phan
hoat tinh ctia thubc phong va/hodc diéu tri cac bénh nhu bénh viém, dau va bénh thép
khép.

Tinh trang k§ thuit ciia sang ché

Prostaglandin E2 (PGE2) ¢6 lién quan dén bénh viém, dau, sét va bénh tuong
tu theo céach thirc cia thu thé PGE va c6 thé ngdn chin viéc san sinh PGE2 dé we ché
viém. Céc thube khang viém khong steroit (NSAIDs) trc ché xyclooxygenaza (COX)
trong su nguoc dong cia giai doan sinh tong hop prostaglandin va bing cach d6 boc 10
hoat tinh khang viém. Tuy nhién, chung hoan toan trc ché su xudi dong cia giai doan
sinh tdng hop prostaglandin tir viéc san sinh prostanoit trong d6 c6 lién quan dén COX
va vi thé chung gdy ra ton thuong niém mac da day Ia tac dung phu do su e ché bai
tiét dich da day hodc dong mau trong niém mac da day. a '

Cé hai loai isozym ciia COX, COX-1 va COX-2. Trong sb d6, COX-2 duogc
bidu hién va cam tng trong cic md viém bang céc tac nhan kich thich thuc day viém
(vi du, cac tidc nhan cia xytokin nhu interleukin-1p). Cac thudc ma e ché co chon loc
COX-2 nay triét tiéu su san sinh PGI2, ma c6 hoat tinh gidn mach va hoat tinh két tu
tidu cdu; tuy nhién, vi ching khong trc ché sy san sinh thromboxan A2 (TXA2) do
COX-1 xuc tac (TXA2 gdy ra su co mach va déng tu tiéu cdu), chiing dugc xem 1a 1am
tang rui ro ciia chimg huyét khéi cling nhu lam ting cac bién ¢b tim mach.

Trong su xudi dong cua giai doan sinh téng hop ctia PGE2, PGE2 dugc sinh
tdng hop tir PGH2 bing prostaglandin E synthaza (PGE synthaza, PGES). Vé PGES,
¢ ba loai enzym, mPGES-1 (microsomal prostaglandin E2 synthaza-1), mPGES-2
(microsomal prostaglandin E2 synthaza-2) va cPGES (cytosolic PGE synthaza). Trong
s6 ching, mPGES-1 13 trime enzym cdm tng, ma sy biéu hién cta chung ting 1én la
do su kich thich viém (Proc. Natl. Acad. Sci. USA, 96, pp.7220-7225, 1999) va dugc
biét 1a ¢6 lién quan dén bénh ung thu, ching viém, dau, sbt, tai tao mo va tuong tu.

Vi chit e ché mPGES-1 ¢6 thé tc ché c6 chon loc bude cubdi cung cua giai
doan sinh tdng hop PGE2 & nhiing thuong tén do viém (Pharmacol. Rev., 59, pp.207-
224, 2007; J. Biol. Chem., 279, pp.33684-33695, 2004), ching duoc mong d¢i su
dung 1am cac chét khang viém ma khong gdy ra nhitng thuong tén niém mac da day,

khong gidng cac chit khang viém khong steroit. Cling dugc mong doi 1 hiéu qua cua
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chit tc ché mPGES-1 trong viéc phong va/hodc diéu tri ching dau, bénh thap khop,
bénh viém xuwong khdp, sbt, bénh Alzheimer, bénh da xo cing, bénh xo cirng dong
mach, bénh ting nhén 4p nhu bénh thién diu théng, bénh than kinh thi gidc, bénh xo
ctig bi hé thdng, cac khéi u 4c tinh nhu ung thu rudt gia va cac bénh ma sy ngdn chin
su san sinh PGE2 c¢6 hiéu qua (tham khdo Cong bé don sang ché qubc té
WO02015/125842 dbi véi PGE2, PGES va mPGES-1, ciing nhu viéc st dung cht tc
ché mPGES-1 va tuong tw). Ngoai ra, chit tc ché mPGES-1 ciing dugc biét 1a 1am
ting su san sinh cac prostanoit khac lién quan dén su triét tiéu viéc san sinh PGE2 (J.
Biol. Chem., 280, pp.16579-16585, 2005).

V& chét ttc ché mPGES-1, da biét din xuét di vong dugc bdc 10 trong Patent
Nhat Bén s6 5601422, hop chét pyrimidin duoc thé boc 16 trong Cong bd don séng ché
quéc t& WO02015/59618, hop chét triazin boc 16 trong Cong bd don sang ché qubc té
W02015/125842 va twong tu. Cong bd don sang ché qubc t€ W02015/59618 boc 16
hop chét pyrimidin dugc thé bang nhém p-triflometylphenyl va nhém 2-clo-5-
isobutyramidobenzyl (vi du 2) va Cdong bb don sang ché qubc t&é WO02015/125842 boc
10 hop chét triazin dugc thé bang nhém p-triflometylphenyl va nhém 2-clo-5-
isobutyramidobenzyl (cac vi du tir 1 dén 28).

Tai liéu ky thuat da biét

Cac tai liéu patent

Tai liéu patent 1: Patent Nhit Ban sb 5601422

Tai lidu patent 2: Cong bd don sang ché quic té s6 WO2015/59618

Tai lidu patent 3: Cong bd don sang ché quic té s6 W02015/125842

Tai liéu phi patent

Tai liéu phi patent 1: Proc. Natl. Acad. Sci. USA, 96, pp.7220-7225, 1999

Tai liéu phi patent 2: Pharmacol. Rev., 59, pp.207-224, 2007

Tai liéu phi patent 3: J. Biol. Chem., 279, pp.33684-33695, 2004

Tai lidu phi patent 4: J. Biol. Chem., 280, pp.16579-16585, 2005
Ban chét k§ thuét ciia sing ché

Vén dé cin duoc sang ché giai quyét

Muc dich cua sang ché 1a nhdm d& xuét hop chit mé&i c¢6 hoat tinh tc ché
mPGES-1 va hiru ich st dung lam thanh phan hoat tinh ctia thudc phong va/hodc dieu

tri c4c bénh nhu bénh viém, dau va bénh thap khép.

Cach thuc giai quyét van dé



33984

Céc tac gia sang ché da tién hanh nghién ctru sau rong dé dat duoc muc dich
néu trén. Két qua 13, ho da phat hién thdy ring dan xuét pyrimidin c6 cong thirc chung
(1) duéi day c6 hoat tinh e ché mPGES-1 va hitu ich st dung lam thanh phﬁn hoat
tinh caa thube phong va/hodc diéu tri cac bénh nhu bénh viém, dau va bénh thép khép

va hoan thanh sang che.

Theo d6, sang ché d& xuit hop chit c6 cong thtrc chung (1) dudi day:

0
1
i NH R* Re
R~ ONT N Re
H
R3

(trong cdng thirc nay, X 1a nhom cacbonyl, hodc nhém sulfonyl; R! 14 nguyén
tt hydro, nguyén tir halogen, nhom alkyl, nhém alkanoyl, nhém Xyano, hodc nhém
cacboxyl; R? 1a nhom alkyl, nhém cacbon vong ma co6 thé c6 phéan tir thé, hoic nhém
di vong ma c6 thé c6 phén tir thé; R3 14 nguyén tt hydro, hogc 1 dén 3 phén tir thé thé
trén vong benzen (cac phan tir thé nay dugc chon tir nhom bao gbdm nguyén tir halogen,
nhom alkyl (nhém alkyl nay co thé duogc thé bang nguyén tir halogen) va nhém alkoxy
(nhém alkoxy nay cé thé duoc thé bang nguyén tir halogen)); R* va R’ doc 1ap la
nguyén tir hydro, nguyén tir halogen, hodc nhém alkyl; va RS 1a nhom alkyl (nhém
alkyl nay c6 thé duge thé bang nhém hydroxy, nguyén tir halogen, hodc nhém alkoxy),
hodc nhém alkoxy), hodc mudi cua ching.

Theo phuong an dugc uu ti€én, sang ché d& xuét hop chét c6 cong thirc chung
(1) néu trén, hodc mudi cia no, trong d6 X la nhém cacbonyl; hop chit c6 cong thirc
chung (1) néu trén, hodc mudi cia no, trong d6 R® 1a nhém Ci.e alkyl mach nhéanh
(nhém alkyl nay c6 thé dugc thé bing nhém Ci-¢ alkoxy); hop chit c6 cong thirc chung
(1) néu trén, hodc mudi cta nd, trong d6 ca R* va R? déu 1a nguyén tt hydro; hop chét
c6 cong thire chung (1) néu trén, hodc mudi cta no, trong d6 R3 bao gdbm mot nguyén
tt halogen; hop chit c¢6 cong thirc chung (1) néu trén, hodc mudi ciia no, trong d6 R! 1a
nguyén tir hydro, nhém alkyl, hodc nhém xyano; va hop chét c6 cong thirc chung (1)
néu trén, hoic mudi cta né, trong d6 R? 1a nhém hydrocacbon don vong no hodc no
mot phan c6 tlr 3 dén 7 canh ma c6 thé c6 phan tir thé, nhom phenyl ma c6 thé c6 phan
tr thé, nhom di vong don vong no hodc no mot phén c6 tir 3 dén 7 canh ma co thé c6
phan tir thé (nhom di vong nay chira tir 1 dén 3 nguyén tr tao vong khac loai), hodc

nhém di vong thom don vong ma cé thé ¢6 phan tir thé (nhom di vong nay chira tir 1
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dén 3 nguyén tir tao vong khac loai).
Theo khia canh khac, sang ché dé& xuit chét trc ché mPGES-1 chira hop chit c6
cong thirc chung (1) néu trén, hodc mudi ctia nd; va chét e ché sinh tong hop PGE2

chira hop chat c6 cong thitc chung (1) néu trén, hodc mudi ciia no.

Theo mot khia canh khac, sang ché @ xuét thudc chira hop chat c6 cong thire
chung (1) néu trén hodc mudi sinh ly duoc dung cta né lam thanh phén hoat tinh.
Thudc nay co thé dugc st dung trong viéc phong va/hodc diéu tri, vi du, ching viém,
dau, bénh thép khép, bénh viém xuong khop, sbt, bénh Alzheimer, bénh da xo cung,
bénh xo cting dong mach, bénh tdng nhan ap nhu bénh thién dAu théng, bénh than kinh
thi gidc, bénh xo ctiing bi hé¢ théng, cac khdi u 4c tinh nhu ung thu rudt gia va cic bénh
ma su (rc ché cuia viée san sinh PGE2 ¢6 hiéu qua.

Sang ché con dé xuét viéc st dung hop chit c6 cong thirc chung (1) néu trén
hoic mudi cua n6 dé san xut chét trc ché mPGES-1, chit tc ché sinh téng hgp PGE2
hodc thudc néu trén; phwong phap uc ché mPGES-1 trong co thé séng ctia dong vat c6
vl bao gébm ngudi, ma bao gdm bude st dung lwgng hiru hiéu cla hop chét c6 cong
thirc chung (1) néu trén hodc mudi sinh ly dugc dung ctia n6 cho dong vat c6 vi bao
gdbm ngudi; phuong phap e ché sinh tong hop PGE2 trong co thé sbng ctia dong vat
c6 vu bao gém nguoi, ma bao gém buéce st dung lwong hitu hiéu ctia hgp chit c6 cong
thire chung (1) néu trén hodc mudi sinh 1y dugc dung cia n6 cho dong vat ¢6 vi bao
gbdm ngudi; va phuong phép thic dAy su san sinh prostanoit ngoai PGE2 bang cach uc
ché sinh tdng hop PGE2 trong co thé séng cta dong vat ¢ v bao gdm ngudi, ma bao
gdm budc st dung lugng hitu hiéu ctia hop chit c6 cong thirc chung (1) néu trén hodc
mudi sinh 1y duge dung ctia né cho dong vét ¢ vl bao gdm ngudi.

Hiéu qua thuc hién sang ché

Hop chit c¢6 cong thirc chung (1) néu trén va mudi ctia né duge dé xudt theo
sang ché c6 thé c6 hoat tinh tc ché hiéu qua khang mPGES-1 dé ac ché sinh téng hop
PGE2. Vi thé, chung hitu ich dé sitr dung lam thanh phan hoat tinh cta thubc phong
va/hodc didu tri, vi du, chimg dau, bénh thép khép, bénh viém xuong khop, sbt, bénh
Alzheimer, bénh da xo cing, bénh xo cting dong mach, bénh tang nhan ap nhu bénh
thién dAu théng, bénh than kinh thi gidc, bénh xo cling bi hé théng, cac khéi u 4c tinh
nhu ung thu rudt gia va cac bénh ma sy e ché viéc san sinh PGE2 1a ¢6 hiéu qua.

M0 ta chi tiét sang ché
Trong cong thirc (1) néu trén, X 12 nhém cacbonyl, hodc nhom sulfonyl. Duoc

wu tién néu X 1a nhom cacbonyl.



33984

R! 1a nguyén t hydro, nguyén tir halogen, nhom alkyl, nhém alkanoyl, nhém
xyano, hodc nhém cacboxyl. Trong ban mo ta nay, thuét ngit nguyén tir halogen co6 thé
1a nguyén tir flo, nguyén tr clo, nguyén tr brom, hodc nguyén t iot. V& nguyén tir
halogen, nguyén tr flo hodc nguyén ttr clo dugc uu tién.

Trong ban m6 ta nay, thudt ngtt nhom alkyl c6 thé ¢6 nhom alkyl mach théing,
mach nhanh ho#c vong, hodc nhém alkyl bao gdm td hop cac nhom alkyl néu trén.
Mic du sb lugng nguyén tir cacbon cia nhém alkyl khong bi gidi han cu thé, tc 14, vi
du, 1 dén 12, téthonla 1 dén 6, dac biét tot hon 1a 1 dén 4. Sb lugng nguyén tr cacbon
s& ap dung cho céc gbe alkyl co phan tir thé khac c6 gbe alkyl (vi du, nhém alkoxy).
Déi voi R!, nguyén tir hydro, nhém alkyl hodc nhém xyano la dugc wu tién, nguyén tir
hydro, nhém metyl hodc nhém xyano 1a dugc wu tién hon va nguyén tir hydro 1a duge
dac biét vu tién.

R? 1a nhom alkyl, nhom cacbon vong ma c6 thé c6 phé“ln tr thé, hodic nhém di
vong ma c6 thé ¢6 phan tir thé. DP6i voi cacbon vong, vi du, nhém hydrocacbon thom,
hodc nhém hydrocacbon vong no hodc no mot phan c6 thé duge st dung. Péi véi
hydrocacbon thom, vi duy, nhém phenyl, nhém naphtyl va tuong tu cé thé duogc st
dung va dbi voi hydrocacbon vong, no hodc no mot ph?m, vi du, nhom hydrocacbon
vong don vong hodc hai vong c6 tir 3-12 canh, no hodc no mot phén ¢6 thé duoc st
dung. Dbi véi hydrocacbon thom, t5t hon 1a nhom phenyl ¢6 thé dugc st dung. Péi
v6i hydrocacbon vong, tot hon 1a nhém hydrocacbon vong don vong no c6 tir 3-7 ¢6
thé duoc st dung va nhém xyclopropyl, nhém xyclobutyl, nhém xyclopentyl, nhém
xyclohexyl, nhom xycloheptyl va twong tu 1a dugc wu tién hon.

DPbi véi di vong, nhom di vong no hodc no mot ph?m ¢6 1 hodc 2 hodc nhiéu
nguyén tir tao vong khac loai, hodc nhém di vong thom c6 1 hodc 2 hodc nhiéu nguyén
tr tao vong khéc loai co thé duoc st dung. Vé nguyén tir tao vong khéc loai, nguyén tir
nito, nguyén tir oxy, nguyén tr luu huynh va tuong tu c6 thé duoc st dung. Déi véi di
vong no hodc no mot ph?m ¢6 1 hodic 2 hodc nhiéu nguyén tir tao vong khéc loai, vi du,
di vong don vong no hodc no mot phr:in cO tlr 3-7 canh, hodc nhém di vong hai vong c6
tr 8-12 canh c6 thé duoc st dung. Céac vi du vé nhém di vong don vong no hodc no
mot phﬁn co tir 3-7 canh bao gém, vi du, nhom 1-aziridinyl, nhém 1-azetidinyl, nhém
1-pyrolidinyl, nhém 2-pyrolidinyl, nhém 3-pyrolidinyl, nhém 2-tetrahydrofuryl, nhém
3-tetrahydrofuryl, nhom thiolanyl, nhom 1-imidazolidinyl, nhém 2-imidazolidinyl,
nhém 4-imidazolidinyl, nhém I1-pyrazolidinyl, nhém 3-pyrazolidinyl, nhom 4-
pyrazolidinyl, nhém 1-(2-pyrolinyl), nhém 1-(2-imidazolinyl), nhém  2-(2-
imidazolinyl), nhém 1-(2-pyrazolinyl), nhom 3-(2-pyrazolinyl), nhém piperidino,
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nhém 2-piperidinyl, nhém 3-piperidinyl, nhom 4-piperidinyl, nhém 1-homopiperidinyl,
nhém 2-tetrahydropyranyl, nhom morpholino, nhém (thiomorpholin)-4-yl, nhém 1-
piperazinyl, nhém 1-homopiperazinyl va tuong tu va céac vi du vé nhom di vong hai
vong no hodc no mot phan co tir 8-12 canh bao gbdm, vi du, nhém 2-quinuclidinyl,
nhém 2-cromanyl, nhém 3-cromanyl, nhom 4-cromanyl, nhém 5-cromanyl, nhém 6-
cromanyl, nhém 7-cromanyl, nhom 8-cromanyl, nhém 1-isocromanyl, nhém 3-
isocromanyl, nhom 4-isocromanyl, nhém 5-isocromanyl, nhém 6-isocromanyl, nhom
7-isocromanyl, nhém 8-isocromanyl, nhom 2-thiocromanyl, nhém 3-thiocromanyl,
nhém 4-thiocromanyl, nhom 5-thiocromanyl, nhém 6-thiocromanyl, nhém 7-
thiocromanyl, nhém  8-thiocromanyl, nhém 1l-isothiocromanyl, nhém 3-
isothiocromanyl, nhém 4-isothiocromanyl, nhém 5-isothiocromanyl, nhém 6-
isothiocromanyl, nhém 7-isothiocromanyl, nhém 8-isothiocromanyl, nhém 1-indolinyl,
nhém 2-indolinyl, nhém 3-indolinyl, nhém 4-indolinyl, nhém 5-indolinyl, nhém 6-
indolinyl, nhém 7-indolinyl, nhém 1-isoindolinyl, nhém 2-isoindolinyl, nhém 4-
isoindolinyl, nhom 5-isoindolinyl, nhém 2-(4H-chromenyl), nhém 3-(4H-chromenyl),
nhém 4-(4H-chromenyl), nhém 5-(4H-chromenyl), nhém 6-(4H-chromenyl), nhém 7-
(4H-chromenyl), nhom 8-(4H-chromenyl), nhém l-isochromenyl, nhoém 3-
isochromenyl, nhém 4-isochromenyl, nhom 5-isochromenyl, nhém 6-isochromeny],
nhém 7-isochromenyl, nhom 8-isochromenyl, nhém 1-(1H-pyrolidinyl), nhém 2-(1H-
pyrolidinyl), nhom 3-(1H-pyrolidinyl), nhém 5-(1H-pyrolidinyl), nhém 6-(1H-
pyrolidinyl), nhém 7-(1H-pyrolidinyl) va twong tw, nhung cac vi du khong bi gidi han
¢ cdc nhom nay.

Déi véi di vong thom c6 1 hodc 2 hodc nhiéu nguyén tr tao vong khéc loai,
céc vi du vé nhém di vong thom don vong bao gém, vi du, nhém 2-furyl, nhém 3-furyl,
nhém 2-thienyl, nhém 3-thienyl, nhom 1-pyrolyl, nhém 2-pyrolyl, nhém 3-pyrolyl,
nhém 2-oxazolyl, nhém 4-oxazolyl, nhdm 5-oxazolyl, nhéom 3-isoxazolyl, nhom 4-
isoxazolyl, nhém 5-isoxazolyl, nhom 2-thiazolyl, nhém 4-thiazolyl, nhém 5-thiazolyl,
nhém 3-isothiazolyl, nhom 4-isothiazolyl, nhém 5-isothiazolyl, nhém 1-imidazolyl,
nhém 2-imidazolyl, nhém 4-imidazolyl, nhém 5-imidazolyl, nhém 1-pyrazolyl, nhom
3-pyrazolyl, nhém 4-pyrazolyl, nhém 5-pyrazolyl, nhém (1,2,3-oxadiazol)-4-yl, nhom
(1,2,3-oxadiazol)-5-yl, nhom (1,2,4-oxadiazol)-3-yl, nhém (1,2,4-oxadiazol)-5-yl,
nhém (1,2,5-oxadiazol)-3-yl, nhém (1,2,5-oxadiazol)-4-yl, nhém (1,3,4-oxadiazol)-2-
yl, nhém (1,3,4-oxadiazol)-5-yl, nhom furazanyl, nhém (1,2,3-thiadiazol)-4-yl, nhém
(1,2,3-thiadiazol)-5-yl, nhom (1,2,4-thiadiazol)-3-yl, nhém (1,2,4-thiadiazol)-5-yl,
nhém (1,2,5-thiadiazol)-3-yl, nhom (1,2,5-thiadiazol)-4-yl, nhém (1,3,4-thiadiazolyl)-
2-yl, nhém (1,3,4-thiadiazolyl)-5-yl, nhém (1H-1,2,3-triazol)-1-yl, nhém (1H-1,2,3-
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triazol)-4-yl, nhém (1H-1,2,3-triazol)-5-yl, nhém (2H-1,2,3-triazol)-2-yl, nhom (2H-
1,2,3-triazol)-4-yl, nhom (1H-1,2,4-triazol)-1-yl, nhém (1H-1,2,4-triazol)-3-yl, nhém
(1H-1,2,4-triazol)-5-yl, nhoém (4H-1,2,4-triazol)-3-yl, nhém (4H-1,2,4-triazol)-4-yl,
nhém (1H-tetrazol)-1-yl, nhém (1H-tetrazol)-5-yl, nhém (2H-tetrazol)-2-yl, nhém
(2H-tetrazol)-5-yl, nhém 2-pyridyl, nhém 3-pyridyl, nhém 4-pyridyl, nhém 3-
pyridazinyl, nhém 4-pyridazinyl, nhém 2-pyrimidinyl, nhém 4-pyrimidinyl, nhém 5-
pyrimidinyl, nhém 2-pyrazinyl, nhéom (1,2,3-triazin)-4-yl, nhém (1,2,3-triazin)-5-yl,
nhém (1,2,4-triazin)-3-yl, nhém (1,2,4-triazin)-5-yl, nhém (1,2,4-triazin)-6-yl, nhém
(1,3,5-triazin)-2-yl, nhom 1-azepinyl, nhom 2-azepinyl, nhom 3-azepinyl, nhém 4-
azepinyl, nhém (1,4-oxazepin)-2-yl, nhom (1,4-oxazepin)-3-yl, nhém (1,4-oxazepin)-
5-yl, nhém (1,4-oxazepin)-6-yl, nhom (1,4-oxazepin)-7-yl, nhom (1,4-thiazepin)-2-yl,
nhém (1,4-thiazepin)-3-yl, nhom (1,4-thiazepin)-5-yl, nhém (1,4-thiazepin)-6-yl,
nhém (1,4-thiazepin)-7-yl va twong ty, nhung cac vi du khong bi giéi han & cdc nhom
nay.

Céc vi du vé nhém di vong da vong ngung tu bao gém, vi du, nhém di vong
thom da vong ngung tu cO tr 8-14 canh nhu nhém 2-benzofuranyl, nhém 3-
benzofuranyl, nhém 4-benzofuranyl, nhém 5-benzofuranyl, nhém 6-benzofuranyl,
nhém 7-benzofuranyl, nhém 1-isobenzofuranyl, nhém 4-isobenzofuranyl, nhom 5-
isobenzofuranyl, nhém 2-benzo[b]thienyl, nhoém 3-benzo[b]thienyl, nhom 4-
benzo[bJthienyl, nhém 5-benzo[b]thienyl, nhém 6-benzo[b]thienyl, nhom 7-
benzo[b]thienyl, nhém 1-benzo[c]thienyl, nhém 4-benzo[c]thienyl, nhom 5-
benzo[c]thienyl, nhém 1-indolyl, nhom 2-indolyl, nhém 3-indolyl, nhém 4-indolyl,
nhém 5-indolyl, nhém 6-indolyl, nhém 7-indolyl, nhém (2H-isoindol)-1-yl, nhém
(2H-isoindol)-2-yl, nhém (2H-isoindol)-4-yl, nhém (2H-isoindol)-5-yl, nhém (1H-
indazol)-1-yl, nhém (1H-indazol)-3-yl, nhém (1H-indazol)-4-yl, nhém (1H-indazol)-5-
yl, nhém (1H-indazol)-6-yl, nhém (1H-indazol)-7-yl, nhém (2H-indazol)-1-yl, nhém
(2H-indazol)-2-yl, nhém (2H-indazol)-4-yl, nhém (2H-indazol)-5-yl, nhém 2-
benzoxazolyl, nhém 4-benzoxazolyl, nhém 5-benzoxazolyl, nhém 6-benzoxazolyl,
nhém 7-benzoxazolyl, nhém (1,2-benzisoxazol)-3-yl, nhém (1,2-benzisoxazol)-4-yl,
nhém  (1,2-benzisoxazol)-5-yl, nhém  (1,2-benzisoxazol)-6-yl, nhom  (1,2-
benzisoxazol)-7-yl, nhém (2,1-benzisoxazol)-3-yl, nhém (2,1-benzisoxazol)-4-yl,
nhém  (2,1-benzisoxazol)-5-yl, nhém  (2,1-benzisoxazol)-6-yl, nhom  (2,1-
benzisoxazol)-7-yl, nhom 2-benzothiazolyl, nhém 4-benzothiazolyl, nhom 5-
benzothiazolyl, nhém 6-benzothiazolyl, nhém 7-benzothiazolyl, nhoém (1,2-
benzisothiazol)-3-yl, nhém (1,2-benzisothiazol)-4-yl, nhém (1,2-benzisothiazol)-5-yl,
nhém  (1,2-benzisothiazol)-6-yl, nhém (1,2-benzisothiazol)-7-yl, nhém (2,1-
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benzisothiazol)-3-yl, nhém (2,1-benzisothiazol)-4-yl, nhom (2,1-benzisothiazol)-5-yl,
nhém (2,1-benzisothiazol)-6-yl, nhdém (2,1-benzisothiazol)-7-yl, nhém (1,2,3-
benzoxadiazol)-4-yl, nhém (1,2,3-benzoxadiazol)-5-yl, nhom (1,2,3-benzoxadiazol)-6-
yl, nhom (1,2,3-benzoxadiazol)-7-yl, nhom (2,1,3-benzoxadiazol)-4-yl, nhéom (2,1,3-
benzoxadiazol)-5-yl, nhém (1,2,3-benzothiadiazol)-4-yl, nhoém (1,2,3-
benzothiadiazol)-5-yl, nhom (1,2,3-benzothiadiazol)-6-yl, nhom (1,2,3-
benzothiadiazol)-7-yl, nhoém (2,1,3-benzothiadiazol)-4-yl, nhom (2,1,3-
benzothiadiazol)-5-yl, nhém (1H-benzotriazol)-1-yl, nhém (1H-benzotriazol)-4-yl,
nhém (1H-benzotriazol)-5-yl, nhém (1H-benzotriazol)-6-yl, nhom (1H-benzotriazol)-
7-yl, nhém (2H-benzotriazol)-2-yl, nhom (2H-benzotriazol)-4-yl, nhém (2H-
benzotriazol)-5-yl, nhém 2-quinolyl, nhém 3-quinolyl, nhém 4-quinolyl, nhém 5-
quinolyl, nhém 6-quinolyl, nhém 7-quinolyl, nhom 8-quinolyl, nhém 1-isoquinolyl,
nhém 3-isoquinolyl, nhém 4-isoquinolyl, nhém 5-isoquinolyl, nhom 6-isoquinolyl,
nhém 7-isoquinolyl, nhém 8-isoquinolyl, nhém 3-xinolinyl, nhém 4-xinolinyl, nhém
5-xinolinyl, nhoém 6-xinolinyl, nhém 7-xinolinyl, nhém 8-xinolinyl, nhém 2-
quinazolinyl, nhém 4-quinazolinyl, nhom 5-quinazolinyl, nhom 6-quinazolinyl, nhom
7-quinazolinyl, nhém 8-quinazolinyl, nhom 2-quinoxalinyl, nhom 5-quinoxalinyl,
nhém 6-quinoxalinyl, nhém 1-phthalazinyl, nhém 5-phthalazinyl, nhom 6-phthalazinyl,
nhém 2-naphthyridinyl, nhom 3-naphthyridinyl, nhém 4-naphthyridinyl, nhém 2-
purinyl, nhém 6-purinyl, nhém 7-purinyl, nhom 8-purinyl, nhom 2-pteridinyl, nhém 4-
pteridinyl, nhém 6-pteridinyl, nhém 7-pteridinyl, nhom 1-carbazolyl, nhom 2-
carbazolyl, nhém 3-carbazolyl, nhom 4-carbazolyl, nhom 9-carbazolyl, nhém 2-(o-
cacbolinyl), nhém 3-(a-cacbolinyl), nhém 4-(a-cacbolinyl), nhém 5-(a-cacbolinyl),
nhém 6-(a-cacbolinyl), nhém 7-(a-cacbolinyl), nhom 8-(a-cacbolinyl), nhém 9-(o-
cacbolinyl), nhém 1-(B-cacbonylyl), nhom 3-(B-cacbonylyl), nhém 4-(B-cacbonylyl),
nhém 5-(B-cacbonylyl), nhom 6-(B-cacbonylyl), nhom 7-(B-cacbonylyl), nhom 8-(jB-
cacbonylyl), nhém 9-(B-cacbonylyl), nhém 1-(y-cacbolinyl), nhom 2-(y-cacbolinyl),
nhém 4-(y-cacbolinyl), nhém 5-(y-cacbolinyl), nhom 6-(y-cacbolinyl), nhém 7-(y-
cacbolinyl), nhém 8-(y-cacbolinyl), nhém 9-(y-cacbolinyl), nhém 1-acridinyl, nhém 2-
acridinyl, nhém 3-acridinyl, nhém 4-acridinyl, nhom 9-acridinyl, nhom 1-
phenoxazinyl, nhém 2-phenoxazinyl, nhom 3-phenoxazinyl, nhém 4-phenoxazinyl,
nhom 10-phenoxazinyl, nhém I1-phenothiazinyl, nhom 2-phenothiazinyl, nhém 3-
phenothiazinyl, nhém 4-phenothiazinyl, nhoém 10-phenothiazinyl, nhém 1-phenazinyl,
nhém 2-phenazinyl, nhém 1-phenanthridinyl, nhom 2-phenanthridinyl, nhém 3-
phenanthridinyl, nhom 4-phenanthridinyl, nhom 6-phenanthridinyl, nhém 7-
phenanthridinyl, nhém 8-phenanthridinyl, nhém 9-phenanthridinyl, nhém 10-
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phenanthridinyl, nhém 2-phenanthrolinyl, nhém 3-phenanthrolinyl, nhom 4-
phenanthrolinyl, nhém 5-phenanthrolinyl, nhém 6-phenanthrolinyl, nhém 7-
phenanthrolinyl, nhém 8-phenanthrolinyl, nhoém 9-phenanthrolinyl, nhéom 10-
phenanthrolinyl, nhém 1-thianthrenyl, nhém 2-thianthrenyl, nhom 1-indolizinyl, nhém
2-indolizinyl, nhém 3-indolizinyl, nhém 5-indolizinyl, nhém 6-indolizinyl, nhém 7-
indolizinyl, nhém 8-indolizinyl, nhém 1-phenoxathiinyl, nhom 2-phenoxathiinyl,
nhém 3-phenoxathiinyl, nhém 4-phenoxathiinyl, nhom thieno[2,3-b]furyl, nhoém
pyrolo[1,2-b]pyridazinyl, nhém pyrazolo[1,5-a]pyridyl, nhom imidazo[11,2-a]pyridyl,
nhém imidazo[1,5-a]pyridyl, nhém imidazo[1,2-b]pyridazinyl, nhom imidazo[1,2-
a]pyrimidinyl, nhém 1,2,4-triazolo[4,3-a]pyridyl va nhém 1,2,4-triazolo[4,3-
a]pyridazinyl, nhung céc vi du khong bi gidi han & cac nhom nay.

Khi thuat ngit "ma c6 thé c6 phan tir thé" dugc sir dung cho nhém chire nhét
dinh trong ban mo ta nay, n6 ¢ nghia la nhoém chire khong dugc thé, hodc nhom chirc
¢6 moOt hoac hai hodc nhiéu phﬁn tir thé & cac vi tri co thé thé hoa hoc, trir khi dugc
biu thi khéc. Loai, sb va vi tri thé cua phe‘in tir thé ton tai trén nhom chire khong bi
gi¢i han cu th& va khi c6 hai hodc nhiu phan tir thé, ching c6 thé gidng nhau hodc
khéac nhau. Céc vi du vé phﬁn tir thé ton tai trén nhém chic bao gém, vi du, nhom
alkyl, nguyén tir halogen, nhém oxo, nhém thioxo, nhém nitro, nhém nitroso, nhém
xyano, nhém isoxyano, nhéom xyanato, nhom tioxyanato, nhém isoxyanato, nhom
isotioxyanato, nhém nhoém hydroxy, sulfanyl, nhom cacboxy, nhom sulfanylcacbonyl,
nhém oxalo, nhém mesoxalo, nhom thiocacboxy, nhom dithiocacboxy, nhém
carbamoyl, nhém thiocarbamoyl, nhém sulfo, nhom sulfamoyl, nhém sulfino, nhém
sulfinamoyl, nhoém sulfeno, nhom sulfenamoyl, nhom phosphono, nhoém
hydroxyphosphonyl, nhom hydrocacbon, nhém di vong, nhom hydrocacbon-oxy,
nhom (vong di vong)-oxy, nhém hydrocacbon-sulfanyl, nhom (vong di vong)-sulfanyl,
nhoém axyl, nhém amino, nhém hydrazino, nhom hydrazono, nhém diazenyl, nhom
ureido, nhom thioureido, nhém guanidino, nhom carbamoimidoyl (nhém amidino),
nhém azido, nhém imino, nhém hydroxyamino, nhém hydroxyimino, nh6m aminoxy,
nhém diazo, nhom semicarbazino, nhém semicarbazono, nhém allophanyl, nhom
hydantoyl, nhém phosphano, nhém phosphoroso, nhom phospho, nhém boryl, nhom
silyl, nhém stanyl, nhém selanyl, nhém oxido va twong tu, nhung céac vi du khong bi
giGi han & cac vi du nay.

Phan tr thé & cac dinh nghia néu trén c6 thé duoc thé bing mot phan tir thé
khac & vi tri ¢6 thé thé hoa hoc trén phén tr thé. Loai, sb va vi tri thé cta phﬁn ttr thé
khong bi gidi han cu thé va khi phin tir thé duoc thé bing hai hogc nhiéu phin tir thé,

ching c6 thé giéng nhau hogc khac nhau. Céac vi du v& phan tir thé nay bao gom, vi duy,
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nhém alkyl dugc halogen héa (vi du, nhém triflometyl va twong ty), nhom
hydroxyalkyl (vi du, nhém hydroxymetyl va tuong tw), nhém alkyl-cacbonyl duoc
halogen hoéa (vi du, trifloaxetyl va twong tu), nhom alkyl-sulfonyl dugc halogen hoa
(vi du, triflometansulfonyl va tuong tu), nhém axyl-oxy, nhém axyl-sulfanyl, nhém N-
hydrocacbon-amino, nhém N,N-di(hydrocacbon)-amino, nhém N-(vong di vong)-
amino, nhom N-hydrocacbon-N-(vong di vong)-amino, nhém axyl-amino, nhém

di(axyl)-amino va twong tw, nhung cac vi du khong bi giéi han & cac vi du nay.

Déi v6i R2, nhém hydrocacbon vong don vong no hodc no mot phén co tir 3-7
canh ma c6 thé c6 phin tir thé, nhém phenyl ma c6 thé ¢6 phan tir thé, nhém di vong
don vong no hozic no mot phan c6 tir 3-7 canh ma c6 thé c6 phan tir thé (nhém di vong
nay chira tir 1 dén 3 nguyén tir tao vong khac loai), hodc nhom di vong thom don vong
ma c6 thé ¢o phﬁn ttr thé (nhom di vong nay chura tir 1 dén 3 nguyén tir tao vong khéc
loai) duoc wu tién. Péi véi R%, nhém hydrocacbon vong no nhu nhém xyclopentyl va
nhém xyclohexyl, nhém phenyl, nhom thienyl, nhém pyridyl, nhém pyrimidyl, nhom
thiazolyl, nhém pyrazolyl, nhém oxodihydropyridyl, nhém benzothiophen va twong tu
duoc wu tién va cac vi du vé ph?m ttr thé thé trén vong clia nhom vong bao g@)m, vi du,
mdt hodc hai hodc nhidu phin tir thé dugc chon tir nhém metyl, nhém isobutyl, nguyén
ttr clo, nguyén tit flo, nhém xyano, nhém triflometyl, nhém diflometyl, nhém metoxy,
nhém diflometoxy, nhém triflometoxy, nhom etoxy, nhom metoxyetoxy, nhom
etoxyetoxy, nhom trifloetoxy, nhom isopropoxy, nhém metoxypropoxy, nhom
metylsulfanyl, nhém xyclopropyl, nhém xyclopropyletynyl, nhém propynyl, nhom
tetrahydropyran-4-ylmetoxy va twong tw, nhung cic vi du khong bi giéi han ¢ cac
nhdém nay.

R3 1a nguyén tr hydro, hodc 1 dén 3 phén tir thé thé trén vong benzen va céc
phén tir thé nay dugc chon tir nhém bao gdm nguyén tir halogen, nhém alkyl (nhém
alkyl nay c6 thé duoc thé bang nguyén tir halogen) va nhom alkoxy (nhom alkoxy nay
6 thé dugc thé bing nguyén tir halogen). Tét hon 12 R3 12 mot hodic hai phan tir thé thé
trén vong benzen va dugc uu tién 1a cac phén tir thé nay 13 nguyén ti clo, nguyén tir
flo, nhém triflometyl hodc nhom diflometoxy. Khi c¢6 hai phén tir thé, nguyén tr clo,
nguyén tr flo, hodc nhom triflometyl duge wu tién. Méc du vi tri thé cua R3 khong bi
gidi han cu thé, khi R bao g@)m mot phén ttr thé thé trén vong benzen, dugc uu tién la
n6 thé & vi tri ortho cia nhém pyrimidinyl thé trén vong benzen va dugc vu tién hon la
phén tir thé nay thé & vi tri ortho ctia nhém pyrimidinyl thé trén vong benzen va vi tri
para cua nhém aminometyl thé trén vong benzen. Mic du vi tri thé cua R? khong bi
gi6i han cu thé, khi R? bao gbm hai phan tir thé thé trén vong benzen, dugc uu tién l1a

chung thé & cac vi tri ortho cia nhém pyrimidinyl thé trén vong benzen va dugc uu
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tién hon 1a cac phan tir thé nay thé & cic vi tri ortho clia nhém pyrimidinyl thé trén
vong benzen va vi tri ortho va vi tri para cia nhdm aminometyl thé trén vong benzen.

R* va R’ doc 1ap 1a nguyén tir hydro, nguyén t halogen hodc nhém alkyl.
DPuoc vu tién ctia ca hai R* va R® 1a nguyén ti hydro.

R® 14 nhom alkyl (nhém alkyl nay c6 thé duoc thé bang nhom hydroxy, nguyén
ttr halogen, hozc nhém alkoxy), hoic nhom alkoxy. RS t5t hon 12 nhém Ci.6 alkyl vong,
mach thang, mach nhénh c6 thé dugc thé bang nhom Ci alkoxy. Péi vai RS, tbt hon
1a nhém etyl, nhom propyl, nhém isopropyl, nhém 1-metyl-1-metoxyetyl, nhom
xyclopropyl, nhém t-butyl va twong tu cé thé duogc str dung va dic biét t6t 1a nhom etyl,

nhém propyl va nhém isopropyl c6 thé dugc sir dung.

Theo sang ché, hop chét c6 cong thire (1) co thé duoc diéu ché theo, vi du, mot
trong s& cac phuong phép tir (a) dén (d) duéi day.

Phuong phéap (a):

Dan xuit pyrimidin ¢6 cong thiic (1) trong d6 R! 12 nhém xyano c6 thé duoc

didu ché bang cach phan tng din xuit amidin c6 cong thirc (2) dudi déy:

N R* RO
H—-CI
X

N N~ SRS
H

R3
(2)

(trong cong thire ndy, R3, R4, R3, R® va X ¢ nghia gidng nhu duge dinh nghia
O trén),

este c6 cong thie (3) dudi day

)

/\o/k/ R

Cong thuce (3)
(trong cong thirc nay, R! 1a nhoém xyano) va

andehyt c¢6 cong thire (4) dudi day
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O

R2 /U\H

Cong thtrc (4)

(trong cong thirc nay, R? c6 y nghia gibng nhu duge dinh nghia & trén).

Cac vi du vé bazo duge sit dung cho phan tmg nay bao gdm bazo hitu co (céc
amin, vi du, mono dén trialkylamin nhu metylamin, etylamin, dietylamin, trietylamin,
propylamin, isopropylamin va diisopropyletylamin; alkanolamin nhu etanolamin; cac
alkylenpolyamin nhu etylendiamin va dietylentriamin va twong tu), bazo v0 co
[hydroxit kim loai (kim loai kiém hodc kim loai kiém thd cac hydroxit va tuong ty)
nhu natri hydroxit, kali hydroxit, canxi hydroxit, hydroxit sdt va hydroxit nhom; céc
cacbonat kim loai ki®ém nhu natri cacbonat, natri hydrocacbonat, kali cacbonat, rubidi
cacbonat va xesi cacbonat; amonia va twong tu] va tuwong ty. Cac vi du dugc uu ti€n
bao gébm bazo kim loai kiém va bazo hitu co va cac vi du dugce uvu tién bao gém kali
cacbonat, natri etoxit va diisopropyletylamin. Mudi ¢6 thé duogc tao thanh bﬁng mot
hodc hai hodc nhiéu loai bazo nay.

Thoi gian phan ing, nhiét d§ phan ing va tuong tu co thé duoc chon tir nhitng
mtrc thong thudong duoc sit dung. Nhiét do phan tng t6t hon 1a tir 0 dén 140°C, ddc
biét tét hon 1a tir 20 dén 80°C. Thoi gian phan tng t6t hon 1a tir 0,25 dén 48 giv, dic
biét tbt hon 1a tir 0,5 dén 24 gio.

Dung mdi dugc st dung cho phan tng nay co thé duoc chon tir dung moi
thong thuong dugc st dung. Nude, N,N-dimetylaxetamit, metanol, etanol, 1-propanol,
2-propanol, 1-butanol, 1-pentanol va tuong ty la dugc wu tién.

Este cé cong thtrc (3) dugce st dung trong phan ng nay co thé 1a este c6 cong
thire (3)-1 hodc (3)-2 dudi day.

: Jig

(3)-1 (3)-2

Néu din xuét pyrimidin duge diéu ché bing cach st dung este ¢ cong thirc
(3)-1 hodc (3)-2, hop chit ¢6 cong thic (1) trong d6 R 12 nguyén tir hydro c6 thé duoc

diéu ché.
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Phuong phép (b):

Dan xuét pyrimidin c¢6 cong thic (1) c6 thé duoc diéu ché bang cach cho dan
xuit amidin c¢6 cong thirc (2) phan tng (trong cdng thire nay, R®, R, R, R® va X ¢6 y
nghia giéng nhur dugc dinh nghia & trén) va B-ketoeste c6 cong thie (5) duéi day:

R? /]'H/Lko/\

R1
Cong thuce (5)

(trong cong thirc nay, R! va R? ¢6 y nghia giéng nhu dugc dinh nghia & trén).

Dung mdi dugc st dung cho phan ng nay co thé duogc chon tir cdc dung mdi
thong thudng dugc st dung. Metanol, etanol, 1-propanol va 2-propanol 1a dugc vu tién.

Thoi gian phan ng, nhiét do phan tmg va tuong tw c6 thé dugc chon tir nhing
muc thdng thuong duge str dung. Nhiét d6 phan tng t6t hon 1a tir 25 dén 120°C, dic
biét t6t hon 14 tir 60 dén 80°C. Thoi gian phan tng tét hon 1 tir 2 dén 48 gid, dac biét
t6t hon 1a tir 10 dén 24 gio.

Este c6 cong thire (3) duoc st dung trong phan tng nay c6 thé 13 este c6 cong
thirc (3)-1 dudi day.

Phuong phép (c):

Dén xut pyrimidin c6 cdng thic (1) ¢6 thé duoc diu ché bing cach cho dan

xuét pyrimidin c¢6 cong thirc (1) dudi ddy phan ung:

0]
R1
l NH R4 R5
R2 N7 N/X\ R®
H
RS
Cong thuce (1)

(trong cong thirc nay, R!, R% R R, R, R® va X ¢6 y nghia gidng nhu duge
dinh nghia & trén) véi chét khtr bao vé va cho chét thu duogc phan tmg v6i hop chét ¢o

cong thire (7) dudi day:
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X<
R C

Cong thuce (7)

(trong cong thirc nay, R® va X c6 y nghia gidng nhu dugc dinh nghia ¢ trén).

Cac vi du vé chét khtr bao vé bao gém, vi du, cic axit vO co (axit clohydric,
axit sulfuric, axit nitric va tuong tur), cac axit hitu co [cc axit sulfonic (axit sulfonic
béo nhu axit metansulfonic, axit sulfonic béo dd halogen hoa nhu axit
triflometansulfonic, axit sulfonic thom nhu axit benzensulfonic va axit toluensulfonic
va tuong tu), cac axit cacboxylic (axit cacboxylic dwgc halogen héa nhu axit
trifloaxetic va axit mono-, di-, hodc tricloaxetic) va tuong tu]. Trong sb cac axit manh
ndy, axit vo co nhu axit clohydric, axit cacboxylic nhu axit trifloaxetic va axit sulfonic

nhu axit triflometansulfonic 1a dugc uu tién.

Dung moi dugc st dung cho phan tng khit bao vé co thé dugc chon tir dung
moi thong thudng duoc st dung. Diclometan va tuong tu duoc uu tién va tdt hon 1a
thuc hién phan tmg ma khong cé dung moi.

Thoi gian phan tng, nhiét do phan tmg va tuong tu cia phan tng khir bdo vé
¢6 thé duoc chon tir nhitng muc thong thudong dugc sir dung. Nhiét do phan tng t6t
hon 14 tir 0 dén 50°C, dic biét tdt hon 14 tir 10 dén 30°C. Thoi gian phan tmng tot hon 12
tir 1 dén 48 gid, ddc biét tdt hon 1 tir 3 dén 24 gio.

Dung mdi dugc st dung cho phan (mg amit hoa c6 thé dugc chon tir dung moi
thong thuong dugc st dung. N,N-dimetylformamit, diclometan va tuong tu la dugc uu
tién.

Thoi gian phan (g, nhiét 46 phan ing va tuong tu cla phéan Gng amit hoa co
thé duoc chon tir nhitng mrc thong thudng duoc st dung. Nhiét do phan ting t6t hon
13 tir -10 dén 60°C, dic biét tbt hon 1 tir 0 dén 30°C. Thoi gian phan {mg tot hon 1a 1
dén 48 gid, dic biét tot hon 1a tir 3 dén 24 gio.

Phuong phép (d):
Béng cach cho din xuét amidin c6 cong thirc (7) dudi day phan tng:
H-c1 N
Cl
N
RS
Cong thtre (7)
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(trong cong thitc ndy, R3 ¢ y nghia gidng nhu duge dinh nghia & trén),

hop chét c6 cong thirc (3)-1 dudi day:

? o, ,0
/\O)J\/S\©

va andehyt c¢6 cong thuc (4) dudi day:

0]

R2 )LH

Cong thuc (4)

(trong cdng thirc ndy, R? c6 y nghia giéng nhu duoc dinh nghia & trén), dan
xuét pyrimidin c6 cdng thirc (8) 6 thé duoc diéu ché.

o)

‘ NH

~ Cl
R? N

R3
Cong thure (8)

Céac vi du v& bazo dugc st dung cho phén mg nay bao gbm bazo hitu co
(amin, vi dy, mono dén trialkylamin nhu metylamin, etylamin, dietylamin, trietylamin,
propylamin, isopropylamin va diisopropyletylamin; alkanolamin nhu etanolamin;
alkylenpolyamin nhu etylendiamin va dietylentriamin va twong tu), bazo v6 co [cac
hydroxit kim loai (hydroxit kim loai kiém hodc kim loai kiém tho va tuwong tw) nhu
natri hydroxit, kali hydroxit, canxi hydroxit, hydroxit sit va hydroxit nhom; cacbonat
kim loai kiém nhu natri cacbonat, natri hydrocacbonat, kali cacbonat, rubidi cacbonat
va xesi cacbonat; amonia va tuong tu] va tuong ty. Cac vi du dugce uu tién bao gbm
bazo kim loai kiém va bazo hitu co va céc vi du cu thé duoc wu tién bao gébm kali

cacbonat, natri etoxit va diisopropyletylamin. Mubi c6 thé dugc tao thanh bing mot
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hogc hai hodc nhiéu loai bazo.

Thoi gian phan Gng, nhiét 46 phan tng va tuong tu cd thé duoc chon tir nhitng
muc thong thuong dugce st dung. Nhiét d0 phan tng t5t hon 1a tir 0 dén 140°C, dic
biét tt hon 1a tr 20 dén 80°C. Thoi gian phan tng tot hon 1a tir 0,25 dén 48 gio, dic
biét tot hon 1a tix 0,5 dén 24 gio.

Dung méi dugc st dung cho phan Ung nay cé thé duoc chon tir dung méi
thong thuong dugc sir dung. NudGe, N,N-dimetylaxetamit, metanol, etanol, 1-propanol,
2-propanol, 1-butanol, 1-pentanol va trong ty 1a duoc uvu tién.

Sau d6, din xuét pyrimidin c6 cong thic (1) trong d6 R!, R* va R® 1a céac
nguyén tr hydro, X 1a C=0 va R® 12 nhém isopropyl c6 thé duogc didu ché bing cach

cho din xuét pyrimidin c6 cong thirc (8) phan ing v6i hop chét c6 cong thirc dudi day:

@)
KF3B/\N)H/
H

Céc vi du vé bazo dugc st dung cho phan Gng nay bao gdm bazo vO co
[cacbonat kim loai kiém nhu natri cacbonat, natri hydrocacbonat, kali cacbonat, rubidi
cacbonat va xesi cacbonat, phosphat kim loai kiém nhu trikali phosphat], bazo hitu co
(amin, vi du, trialkylamin nhu trietylamin va diisopropyletylamin) va tuwong tu. Cac vi
du duoc uu tién bao g6m natri cacbonat, kali cacbonat va xesi cacbonat.

Céc vi du vé chit xtc tac kim loai duoc sir dung cho phan ing nay bao gbm,
Pd(OAc),, Pd(dba),, Pda(dba)s, Pd(PPh3)s, PACl(dppf)-CH2Clz va tuong tu. Céc vi du
dwoc uvu tién bao gdm Pd(OAc), va Pd(dba),.

Céc vi du vé phdi tr duge sir dung cho phéan ting nay bao gdm XPhos, SPhos,
RuPhos va tuong tu.

Thoi gian phan Ung, nhiét do phan Gmg va tuong tu ¢6 thé dugc chon tir nhitng
muc thong thuong duge st dung. Nhiét dd phan ung t6t hon 1a tir 30 dén 180°C, dic
biét t6t hon 1a tr 60 dén 140°C. Thoi gian phan tng tdt hon 1a tir 0,5 dén 48 giv, dic
biét t6t hon 14 1 dén 24 gio.

Dung méi duoc st dung cho phan ung nay co thé dugc chon tir dung moi
thong thuong duge st dung. 1,4-dioxan/nuée, CPME/muéc, toluen/nuéc, THE/nudce, i-
proH/nudce, EtOH/nuée, MeOH, THF, CPME, DME, 1,4-dioxan va tuong tu 1a dugc
uu tién.

Céc vi du v& hop chét theo sang ché nim trong pham vi clia cong thie chung
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(1) bao gbdm, vi du;
N-{4-clo-3-[4-(4-clo-2-flophenyl)-5-xyano-6-oxo-1,6-dihydropyrimidin-2-
yl]benzyl}-2,2-dimetylpropionamit;
N-[4-clo-3-(5-xyano-6-oxo0-4-thiophen-3-yl-1,6-dihydropyrimidin-2-
yl)benzyl]-2,2-dimetylpropionamit;
N-[4-clo-3-(5-Xyano-6-ox0-4-thiophen-3-yl-1,6-dihydropyrimidin-2-
yl)benzyl]isobutyramit;
N-[4-clo-3-(6-0x0-4-thiophen-3-yl-1,6-dihydropyrimidin-2-
yl)benzyl]isobutyramit;
N-{4-clo-3-[4-(4-clo-2-flophenyl)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[4-(4-clophenyl)-6-ox0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[4-(5-clopyridin-2-yl)-6-ox0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-[4-clo-3-(6-0x0-4-phenyl-1,6-dihydropyrimidin-2-yl)benzyl]isobutyramit;
N-{4-clo-3-[6-0x0-4-(6-triflometylpyridin-3-yl)-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[4-(4-clo-3-flophenyl)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-[4-clo-3-(6-0x0-4-thiophen-3-yl-1,6-dihydropyrimidin-2-yl)benzyl]-2-
metoxy-2-metylpropionamit;
N-{4-clo-3-[6-0x0-4-(5-triflometylpyridin-2-y1)-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[4-(5-clopyridin-2-y1)-6-0x0-1,6-dihydropyrimidin-2-yl]benzyl} -
2-metoxy-2-metylpropionamit;
N-{4-clo-3-[4-(3-clo-2-flophenyl)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[4-(2-clo-4-flophenyl)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[4-(4-diflometoxy-2-flophenyl)-6-oxo-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[4-(2-flo-4-triflometoxyphenyl)-6-ox0-1,6-dihydropyrimidin-2-
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yl]benzyl}isobutyramit;
N-{4-clo-3-[4-(2-flo-4-metoxyphenyl)-6-0xo-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[4-(4-metoxyphenyl)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[4-(4-diflometoxyphenyl)-6-oxo- 1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[6-0x0-4-(4-triflometylphenyl)-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[4-(3-flothiophen-2-y1)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-[4-clo-3-(4-xyclopentyl-6-0xo0-1,6-dihydropyrimidin-2-
yl)benzyl]isobutyramit;
N-{4-clo-3-[6-0x0-4-(4-triflometoxyphenyl)-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[4-(2,4-diflophenyl)-6-oxo0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[4-(2-clothiophen-3-yl)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-[4-clo-3-(4-xyclohexyl-6-oxo0-1,6-dihydropyrimidin-2-
yl)benzyl]isobutyramit;
N-{4-clo-3-[4-(2-flo-5-metoxyphenyl)-6-oxo-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[4-(5-clo-2-flophenyl)-6-0xo-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[6-0x0-4-(6-triflometylpyridin-2-y1)-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[4-(2-flophenyl)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{3-[4-(5-clopyridin-2-yl)-6-0xo-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-[4-clo-3-(6-0x0-4-thiophen-2-yl-1,6-dihydropyrimidin-2-
yl)benzyl]isobutyramit;
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N-[4-clo-3-(5-metyl-6-0x0-4-phenyl-1,6-dihydropyrimidin-2-
yl)benzyl]isobutyramit;

N-{4-clo-3-[4-(6-metoxypyridin-3-yl)-6-oxo-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;

N-{4-clo-3-[4-(6-etoxypyridin-3-yl)-6-oxo-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;

N-{4-clo-3-[4-(3-flo-4-metylphenyl)-6-oxo-1,6-dihy dropyrimidin-2-
yl]benzyl}isobutyramit;

N-(4-clo-3-{4-[4-(2-metoxyetoxy)phenyl]-6-oxo0-1 ,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;

N-{4-clo-3-[4-(5-metylpyridin-2-y1)-6-oxo0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;

N-(4-clo-3-{6-0x0-4-[6-(triflometyl)pyridin-3-y1]-1 ,6-dihydropyrimidin-2-
yl}benzyl)xyclopropancacboxamit;

N-(4-clo-3-{4-[4-(diflometyl)phenyl]-6-0xo-1,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;

N-(4-clo-3-{6-0x0-4-[5-(triflometyl)thiophen-2-yl]-1 ,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;

N-(4-clo-3-{6-0x0-4-[2-(triflometyl)thiazol-5-y1]-1 ,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;

N-{4-clo-3-[4-(2-flo-4-metylphenyl)-6-oxo0-1 ,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;

N-(4-clo-3-{4-[6-(diflometoxy)pyridin-3-yl]-6-0x0-1 ,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;

N-(4-clo-3-{4-[4-(2-etoxyetoxy)-3-flophenyl]-6-0x0-1 ,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;

N-(4-clo-3-{4-[4-(2-etoxyetoxy)-2-flophenyl]-6-0x0-1 ,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;

N-{4-clo-3-[4-(6-isopropoxypyridin-3-yl)-6-0xo-1 ,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;

N-(4-clo-3-{6-0x0-4-[6-(2,2,2-trifloetoxy)pyridin-3-yl1]-1 ,6-dihydropyrimidin-
2-yl}benzyl)isobutyramit;

N-{3-[4-(1-tert-butyl-1H-pyrazol-4-yl)-6-oxo-1 ,6-dihydropyrimidin-2-yl]-4-
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clobenzyl}isobutyramit;
N-{4-clo-3-[4-(1-isobutyl-1H-pyrazol-4-yl)-6-oxo-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[4-(2-metoxythiazol-5-y1)-6-0xo0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-(4-clo-3-{6-0x0-4-[6-(triflomety])pyridin-3-yl]-1,6-dihydropyrimidin-2-
yl}benzyl)-3,3,3-triflo-2,2-dimetylpropionamit;
N-{4-clo-3-[4-(6-metoxypyridin-3-yl)-6-oxo-1,6-dihydropyrimidin-2-
yl]benzyl}-3,3,3-triflo-2,2-dimetylpropionamit;
N-(4-clo-3-{4-[6-(diflometoxy )pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-
yl}benzyl)-3,3,3-triflo-2,2-dimetylpropionamit;
N-(4-flo-3-{6-o0x0-4-[6-(triflomety])pyridin-3-yl]-1,6-dihydropyrimidin-2-
yl}benzyl)-2,2-dimetylpropionamit;
N-(3-{4-[6-(diflometoxy)pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-y1}-4-
flobenzyl)-2,2-dimetylpropionamit;
N-(4-diflometoxy-3-{6-0x0-4-[6-(triflometyl)pyridin-3-yl1]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;
N-(4-clo-3-{4-[6-(2-etoxyetoxy)pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;
N-(4-clo-3-{4-[6-(3-metoxypropoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;
N-(4-clo-3-{4-[6-(2-metoxyetoxy)pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-
2-yl}benzyl)isobutyramit;
N-{4-clo-3-[4-(3-flophenyl)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-(4-clo-3-{6-0x0-4-[4-(pyridin-2-yletyny)phenyl]-1 ,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;
N-[4-clo-3-(5-flo-6-0x0-4-phenyl-1,6-dihydropyrimidin-2-
yl)benzyl]isobutyramit;
N-{4-clo-3-[5-flo-4-(4-metoxyphenyl)-6-oxo-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[5-flo-6-0x0-4-(thiophen-2-yl)-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;

-21-



33984

N-{4-clo-3-[5-flo-6-0x0-4-(thiophen-3-yl)-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{3-[4-(benzo[b]thiophen-7-yl)-6-ox0-1,6-dihydropyrimidin-2-y1]-4-clo-
benzyl}isobutyramit;
N-{4-clo-3-[4-(4-xyanophenyl)-6-oxo0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-(4-clo-3-{4-[4-(metylsulfanyl)phenyl]-6-0x0-1,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;
N-{4-clo-3-[6-0x0-4-(p-toluyl)-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-(4-clo-3-{4-[4-(dietylsulfamoyl)phenyl]-6-0x0-1,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;
N-(4-clo-3-{6-0x0-4-[4-(piperidin-1-sulfonyl)phenyl]-1,6-dihydropyrimidin-
2-yl}benzyl)isobutyramit;
N-{4-clo-3-[4-(4-xyclopropylphenyl)-6-0xo-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit
N-(3-{6-0x0-4-[6-(triflomety])pyridin-3-y1]-1,6-dihydropyrimidin-2-y1} -4-
(triflometyl)benzyl)isobutyramit;
N-{3-[4-(6-metoxypyridin-3-yl)-6-oxo0-1,6-dihydropyrimidin-2-yl]-4-
(triflometyl)benzyl}isobutyramit;
N-(3-{4-[6-(diflometoxy)pyridin-3-y1]-6-ox0-1,6-dihydropyrimidin-2-y1}-4-
(triflometyl)benzyl)isobutyramit;
N-{3-[4-(6-etoxypyridin-3-yl)-6-oxo0-1,6-dihydropyrimidin-2-yl1]-4-
(triflometyl)benzyl}isobutyramit;
N-(4-metyl-3-{6-0x0-4-[6-(triflometyl)pyridin-3-yl]-1,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;
N-(3-{4-[6-(diflometoxy)pyridin-3-yl]-6-0xo0-1,6-dihydropyrimidin-2-y1}-4-
metylbenzyl)isobutyramit;
N-{3-[4-(6-etoxypyridin-3-y1)-6-oxo-1,6-dihydropyrimidin-2-yl1]-4-
metylbenzyl}isobutyramit;
N-[4-(diflometyl)-3-{6-0x0-4-[6-(triflomety])pyridin-3-yl]-1,6-
dihydropyrimidin-2-yl}benzyl]isobutyramit;
N-(3-{4-[6-(diflometoxy)pyridin-3-yl]-6-0xo-1,6-dihydropyrimidin-2-y1}-4-
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(diflometyl)benzyl)isobutyramit;
N-(4-clo-3-{6-0x0-4-[2-(triflomety])pyridin-4-yl]-1,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;
N-(4-clo-3-{4-[2-(diflometoxy)pyridin-4-y1]-6-oxo-1,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;
N-{4-clo-3-[4-(3-flo-4-metoxyphenyl)-6-0xo0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
4-{2-[2-clo-5-(isobutyrylaminometyl)phenyl]-6-oxo-1,6-dihydropyrimidin-4-
y1}-N,N-dimetylbenzamit;
N-{4-clo-3-[4-(4-flophenyl)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[4-(6-metoxypyridin-2-yl)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-(4-flo-3-{6-0x0-4-[6-(triflometyl)pyridin-3-yl]-1,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;
N-{4-clo-3-[4-(6-xyclopropylpyridin-3-yl)-6-oxo-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{3-[4-(6-etoxypyridin-3-yl)-6-oxo-1,6-dihydropyrimidin-2-yl]-4-
flobenzyl}isobutyramit;
N-[4-clo-3-(2'-metoxy-6-0x0-1,6-dihydro[4,5']bipyrimidinyl-2-
yl)benzyl]isobutyramit;
N-(3-{4-[6-(diflometoxy)pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-yl}-4-
flobenzyl)isobutyramit;
N-(4-clo-2-flo-3-{6-ox0-4-[6-(triflometyl)pyridin-3-yl]-1,6-dihydropyrimidin-
2-yl}benzyl)isobutyramit;
N-(4-clo-3-{4-[6-(diflometoxy)pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-
yl}-2-flobenzyl)isobutyramit;
N-(4-flo-3-{6-0x0-4-[6-(triflomety])pyridin-3-y1]-1,6-dihy dropyrimidin-2-
yl}benzyl)-1-(triflometyl)xyclopropan-1-cacboxamit,
metyl 4-{2-[2-clo-5-(isobutyrylaminometyl)phenyl]-6-oxo0-1,6-
dihydropyrimidin-4-yl}benzoat;
N-(3-{4-[6-(diflometoxy)pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-y1}-4-
flobenzyl)-1-(triflometyl)xyclopropan-1-cacboxamit;
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N-(2,4-diflo-3-{6-0x0-4-[6-(triflometyl)pyridin-3-yl]-1 ,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;

N-(4-clo-3-{6-0x0-4-[6-(2-propoxyetoxy)pyridin-3-yl]-1 ,6-dihydropyrimidin-
2-yl}benzyl)isobutyramit;

N-(3-{4-[6-(2-butoxyetoxy)pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-2-yl}-4-
clobenzyl)isobutyramit;

N-{4-clo-3-[6-0x0-2'-(triflometyl)-1,6-dihydro [4,5"-bipyrimidin-2-
yl]benzyl}isobutyramit;

N-(4-clo-3-{4-[6-(3-etoxypropoxy)pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-
2-yl}benzyl)isobutyramit;

N-(4-clo-3-{4-[6-(xyclopropylmetoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;

N-[3-(4-{6-[2-(2-butoxyetoxy)etoxy]pyridin-3-yl}-6-oxo-1,6-
dihydropyrimidin-2-yl)-4-clobenzyl]isobutyramit;

N-(4-clo-3-{6-ox0-4-[6-(pyridin-2-ylmetoxy)pyridin-3-yl]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;

N-(3-{6-0x0-4-[6-(pyridin-2-ylmetoxy)pyridin-3-yl]-1 ,6-dihydropyrimidin-2-
y1}-4-(triflometyl)benzyl)isobutyramit;

N-(4-clo-3-{4-[6-(6-metylpyridin-3-ylmetoxy)pyridin-3-yl]-6-oxo- 1,6-
dihydropyrimidin-2-y1}benzyl)isobutyramit;

N-{4-clo-3-[6-0x0-4-(2-0x0-1-pentyl-1,2-dihydropyridin-4-yl)-1 ,0-
dihydropyrimidin-2-yl]benzyl}isobutyramit;

N-{3-[4-(1-butyl-2-0x0-1,2-dihydropyridin-4-yl)-6-oxo-1 ,6-dihydropyrimidin-
2-yl]-4-clobenzyl}isobutyramit;

N-(4-clo-3-{4-[6-(diflometoxy)pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-2-
yl}benzyl)propionamit;

N-(4-clo-3-{4-[6-(xyclopropylmetoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}benzyl)propionamit;

N-(4-clo-3-{4-[6-(diflometoxy)pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-2-
yl}benzyl)butyramit;

N-(4-clo-3-{6-0x0-4-[6-(2-propoxyetoxy)pyridin-3-yl]-1 ,6-dihydropyrimidin-
2-yl}benzyl)butyramit;

N-{4-clo-3-[4-(5-flopyridin-3-yl)-6-0xo-1,6-dihydropyrimidin-2-
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yl]benzyl}isobutyramit;

N-(4-clo-3-{6-0x0-4-[6-(2,2,2-trifloetoxy)pyridin-3-yl]-1 ,6-dihydropyrimidin-
2-yl}benzyl)propionamit;

N-(4-clo-3-{4-[5-(diflometoxy)pyridin-2-yl]-6-oxo-1 ,6-dihydropyrimidin-2-
yl}benzyl)butyramit;

N-{3-[4-(5-clopyridin-3-yl)-6-0xo-1 ,6-dihydropyrimidin-2-y1]-4-
(triflometyl)benzyl}isobutyramit;

N-{3-[4-(5-flopyridin-3-yl)-6-oxo-1 ,6-dihydropyrimidin-2-yl]-4-
(triflometyl)benzyl}isobutyramit;

N-(4-clo-3-{4-[5-(diflometoxy)pyridin-2-yl]-6-0xo-1 ,6-dihydropyrimidin-2-
yl}benzyl)propionamit;

N-{4-clo-3-[4-(5-metoxypyridin-3-yl)-6-oxo-1 ,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;

N-{3-[4-(5-metoxypyridin-3-yl)-6-oxo-1 ,6-dihydropyrimidin-2-yl1]-4-
(triflometyl)benzyl}isobutyramit;

N-(4-clo-3-{6-0x0-4-[6-propoxypyridin-3-yl]-1 ,6-dihydropyrimidin-2-
yl}benzyl)propionamit;

N-(4-clo-3-{4-[6-(2,2-difloetoxy)pyridin-3-y1]-6-oxo- 1,6-dihydropyrimidin-2-
yl}benzyl)propionamit;

N-{4-clo-3-[4-(5-metylpyridin-3-y1)-6-oxo-1 ,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;

N-{3-[4-(5-metylpyridin-3-yl)-6-oxo0-1 ,6-dihydropyrimidin-2-yl1]-4-
(triflometyl)benzyl}isobutyramit;

N-{4-clo-2-flo-3-[4-(5-metylpyridin-3-y])-6-oxo-1 ,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;

N-{4-clo-3-[4-(5-metoxypyridin-2-yl)-6-oxo-1 ,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;

N-{4-clo-3-[4-(1-isopropyl-1H-pyrazol-4-yl)-6-oxo-1 ,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;

N-{4-clo-3-[6-0x0-4-(1-propyl-1H-pyrazol-4-yl)-1 ,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;

N-(4-diflometoxy-3-{4-[6-(diflometoxy)pyridin-3-yl]-6-oxo- 1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;
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N-[4-clo-3-(4-{6-[2-(2-metoxyetoxy)etoxy ]pyridin-3-yl}-6-0xo-1,6-
dihydropyrimidin-2-yl)benzyl]isobutyramit;

N-{4-clo-3-[4-(6-{2-[2-(2-etoxyetoxy)etoxy]etoxy } pyridin-3-y1)-6-oxo-1,6-
dihydropyrimidin-2-yl]benzyl}isobutyramit;

N-(4-clo-3-{4-[6-(6-metylpyridin-2-ylmetoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;

N-(4-clo-3-{6-0x0-4-[6-(2-propoxyetoxy )pyridin-3-yl]-1 ,6-dihydropyrimidin-
2-yl}benzyl)propionamit;

N-(4-clo-3-{4-[6-(2-etoxyetoxy )pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-2-
yl}benzyl)butyramit;

N-(4-clo-3-{4-[6-(2-floetoxy)pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-2-
yl}benzyl)butyramit;

N-(4-clo-3-{4-[6-(3-flopropoxy)pyridin-3-yl]-6-oxo0-1 ,6-dihydropyrimidin-2-
yl}benzyl)propionamit;

N-(3-{4-[6-(2-etoxyetoxy)pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-2-yl}-4-
(triflometyl)benzyl)isobutyramit;

N-(3-{6-0x0-4-[6-(2-propoxyetoxy)pyridin-3-yl]-1 ,6-dihydropyrimidin-2-yl}-
4-(triflometyl)benzyl)isobutyramit;

N-{3-[4-(6-xyclopropylpyridin-3-yl)-6-oxo-1 ,6-dihydropyrimidin-2-yl]-4-
(triflometyl)benzyl}isobutyramit;

N-(3-{4-[6-(2-butoxyetoxy)pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-2-yl}-4-
(triflometyl)benzyl)isobutyramit;

N-(3-{4-[6-(3-metoxypropoxy)pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-2-
y1}-4-(triflometyl)benzyl)isobutyramit;

N-[4-clo-3-(6-0x0-4-pyridin-3-yl-1,6-dihydropyrimidin-2-
yl)benzyl]isobutyramit;

N-{3-[4-(6-metoxypyridin-3-yl)-6-oxo-1 ,6-dihydropyrimidin-2-yl]-4-
metylbenzyl}isobutyramit;

N-(4-clo-3-{6-ox0-4-[2-(triflometyl)pyridin-4-yl1]-1 ,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;

N-[4-(diflometyl)-3-{6-0x0-4-[6-(triflometyl)pyridin-3-y1]-1,6-
dihydropyrimidin-2-yl}benzyl]isobutyramit;

N-(3-{4-[2-(xyclopropylmetoxy)pyridin-4-yl]-6-oxo-1 ,6-dihydropyrimidin-2-
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y1}-4-(triflometyl)benzyl)isobutyramit;
N-(3-{4-[6-(xyclopropylmetoxy)pyridazin-3-yl]-6-oxo-1,6-dihydropyrimidin-
2-yl}-4-(triflometyl)benzyl)isobutyramit;
4-(2-{2-clo-5-[(3,3,3-triflo-2,2-dimetylpropionylamino)metyl]phenyl}-6-0xo-
1,6-dihydropyrimidin-4-y1)-N,N-dimetylbenzamit;
N-(3-{4-[6-(diflometoxy)pyridin-3-y1]-6-0x0-1,6-dihydropyrimidin-2-y1}-2,4-
diflobenzyl)isobutyramit;
N-[3-(2'-metoxy-6-0x0-1,6-dihydro-[4,5'-bipyrimidin]-2-yl)-4-
(triflometyl)benzyl]isobutyramit;
N-{4-clo-3-[4-(5-clopyridin-3-yl)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{4-clo-3-[4-(6-xyclopropylpyridin-3-yl)-6-0xo-1,6-dihydropyrimidin-2-yl]-
2-flobenzyl}isobutyramit;
N-[4-clo-3-(2'-xyclopropyl-6-0xo0-1,6-dihydro-[4,5'-bipyrimidin]-2-
yl)benzyl]isobutyramit;
N-(4-clo-3-{4-[6-(xyclopropylmetoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-2-flobenzyl)isobutyramit,
N-(4-clo-3-{4-[6-(2-etoxyetoxy)pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-
yl}-2-flobenzyl)isobutyramit;
N—(3 -{4-[6-(xyclopropylmetoxy)pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-
y1}-4-(triflometyl)benzyl)isobutyramit;
N-(4-clo-2-flo-3-{6-0x0-4-[6-(2-propoxyetoxy )pyridin-3-yl]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;
N-{4-clo-3-[4-(6-etoxypyridin-3-y1)-6-0x0-1,6-dihydropyrimidin-2-yl]-2-
flobenzyl}isobutyramit;
N-(4-clo-2-flo-3-{6-0x0-4-[ 5-(triflometyl)pyridin-2-yl]-1,6-dihydropyrimidin-
2-yl}benzyl)isobutyramit;
N-(3-{4-[6-(2-etoxyetoxy)pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-y1}-
2,4-diflobenzyl)isobutyramit;
N-(3-{4-[6-(xyclopropylmetoxy)pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-
yl}-2,4-diflobenzyl)isobutyramit;
N-(2-clo-3-{4-[6-(diflometoxy)pyridin-3-y1]-6-0x0-1,6-dihydropyrimidin-2-
yl}-4-flobenzyl)isobutyramit;
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N-(2-clo-3-{4-[6-(xyclopropylmetoxy)pyridin-3-yl]-6-0xo0-1,6-
dihydropyrimidin-2-y1}-4-flobenzyl)isobutyramit;
N-(4-clo-2-flo-3-{6-0x0-4-[6-(2,2,2-trifloetoxy )pyridin-3-yl1]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;
N-{4-clo-3-[4-(5-clopyridin-3-yl)-6-ox0-1,6-dihydropyrimidin-2-yl]-2-
flobenzyl}isobutyramit;
N-(2-flo-3-{6-0x0-4-[6-(triflomety])pyridin-3-yl1]-1,6-dihydropyrimidin-2-y1}-
4-(triflometyl)benzyl)isobutyramit;
N-(2-clo-4-flo-3-{6-0x0-4-[6-(2,2,2-trifloetoxy)pyridin-3-y1]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;
N-{4-clo-3-[4-(5-clopyridin-2-yl1)-6-0x0-1,6-dihydropyrimidin-2-yl]-2-
flobenzyl}isobutyramit;
N-(4-clo-2-flo-3-{6-0x0-4-[6-(3,3,3-triflopropoxy)pyridin-3-yl]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;
N-(2-clo-4-flo-3-{6-0x0-4-[ 5-(triflometyl)pyridin-2-yl]-1,6-dihydropyrimidin-
2-yl}benzyl)isobutyramit;
N-(3-{4-[6-(diflometoxy)pyridin-3-yl]-6-oxo0-1,6-dihydropyrimidin-2-yl}-2-
flo-4-(triflometyl)benzyl)isobutyramit;
N-(4-clo-2-flo-3-{6-0x0-4-[ 5-(2-propoxyetoxy )pyridin-2-yl]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;
N-(3-{4-[6-(2-etoxyetoxy)pyridin-3-yl]-6-0x0-1,6-dihydropyrimidin-2-y1}-2-
flo-4-(triflometyl)benzyl)isobutyramit;
N-(4-clo-3-{4-[6-(2,2-difloetoxy)pyridin-3-y1]-6-0x0-1,6-dihydropyrimidin-2-
yl}-2-flobenzyl)isobutyramit;
N-(2-clo-3-{4-[6-(2,2-difloetoxy)pyridin-3-y1]-6-oxo-1,6-dihydropyrimidin-2-
yl}-4-flobenzyl)isobutyramit;
N-(4-clo-3-{4-[5-(diflometoxy )pyridin-2-y1]-6-oxo-1,6-dihydropyrimidin-2-
yl}-2-flobenzyl)isobutyramit;
N-(4-clo-3-{4-[5-(2-etoxyetoxy)pyridin-2-yl]-6-oxo-1,6-dihydropyrimidin-2-
y1}-2-flobenzyl)isobutyramit;
N-{3-[4-(5-clopyridin-3-yl)-6-0x0-1,6-dihydropyrimidin-2-y1]-4-
flobenzyl}isobutyramit;
N-(2-flo-3-{6-0x0-4-[ 5-(triflomety])pyridin-2-yl1]-1,6-dihy dropyrimidin-2-yl}-
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4-(triflometyl)benzyl)isobutyramit;
N-(4-clo-3-{4-[5-(xyclopropylmetoxy)pyridin-2-yl]-6-0x0-1,6-
dihydropyrimidin-2-y1}-2-flobenzyl)isobutyramit;
N-{4-clo-2-flo-3-[4-(5-flopyridin-3-yl)-6-oxo0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-(2-clo-3-{4-[6-(2-etoxyetoxy)pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-
yl1}-4-flobenzyl)isobutyramit;
N-(2-clo-3-{4-[5-(xyclopropylmetoxy)pyridin-2-yl]-6-0xo-1,6-
dihydropyrimidin-2-y1}-4-flobenzyl)isobutyramit;
N-(2-clo-4-flo-3-{6-0x0-4-[6-(3,3,3-triflopropoxy)pyridin-3-yl]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;
N-(4-clo-3-{6-0x0-4-[6-(tetrahydropyran-4-ylmetoxy)pyridin-3-yl]-1,6-
dihydropyrimidin-2-y1}benzyl)isobutyramit;
N-(3-{6-0x0-4-[6-(tetrahydropyran-4-ylmetoxy)pyridin-3-yl]-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit;
N-(4-clo-3-{6-0x0-4-[6-(tetrahydropyran-4-ylmetoxy)pyridin-3 -yl]-1,6-
dihydropyrimidin-2-yl}benzyl)butyramit;
N-{4-clo-2-flo-3-[6-0x0-4-(4-triflometylthiazol-2-y1]-1 ,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;
N-{4-clo-3-[4-(5-etynylpyridin-3-yl)-6-oxo-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-(4-clo-3-{6-0x0-4-[5-(1-propynyl)pyridin-3-yl]-1 ,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;
N-(3-{4-[6-(3-metyloxetan-3-ylmetoxy)pyridin-3-yl]-6-0xo-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit;
N-{3-[4-(5-etynylpyridin-3-yl)-6-oxo-1,6-dihydropyrimidin-2-yl]-4-
(triflometyl)benzyl}isobutyramit;
N-(4-clo-3-{4-[6-(3-metyloxetan-3-ylmetoxy)pyridin-3-yl]-6-0xo-1,6-
dihydropyrimidin-2-ylbenzyl)isobutyramit;
N-(3-{6-0x0-4-[5-(1-propynyl)pyridin-3-y1]-1 ,6-dihydropyrimidin-2-yl}-4-
(triflometyl)benzyl)isobutyramit;
N-(4-clo-3-{6-ox0-4-[5-(triflometyl)pyridin-3-y1]-1 ,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;
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N-(3-{4-[6-(3-etoxypropoxy )pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-2-yl}-
4-(triflometyl)benzyl)isobutyramit;

N-(4-clo-3-{4-[6-(2,2-difloetoxy)pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;

N-(3-{4-[6-(2,2-difloetoxy)pyridin-3-yl]-6-0x0-1 ,6-dihydropyrimidin-2-yl1}-4-
(triflometyl)benzyl)isobutyramit;

N-(3-{6-0x0-4-[6-(2,2,2-trifloetoxy)pyridin-3-yl]-1 ,6-dihydropyrimidin-2-yl}-
4-(triflometyl)benzyl)isobutyramit;

N-(3-{6-0x0-4-[6-(3,3,3-triflopropoxy)pyridin-3-yl]-1 ,6-dihydropyrimidin-2-
yl}-4-(triflometyl)benzyl)isobutyramit;

N-(3-{4-[6-(2-floetoxy)pyridin-3-yl]-6-0xo0-1 ,6-dihydropyrimidin-2-yl}-4-
(triflometyl)benzyl)isobutyramit;

N-(3-{4-[6-(3-flopropoxy)pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-2-yl}-4-
(triflometyl)benzyl)isobutyramit;

N-(3-{4-[2-(diflometoxy)pyridin-4-y1]-6-oxo-1 ,6-dihydropyrimidin-2-y1}-4-
(triflometyl)benzyl)isobutyramit;

N-(3-{6-0x0-4-[5-(triflometyl)pyridin-2-y1]-1 ,6-dihydropyrimidin-2-yl}-4-
(triflometyl)benzyl)isobutyramit;

N-{3-[4-(5-clopyridin-2-y1)-6-0x0-1,6-dihydropyrimidin-2-yl]-4-
(triflometyl)benzyl}isobutyramit;

N-(3-{6-0x0-4-[5-(2-propoxyetoxy)pyridin-2-yl]-1 ,6-dihydropyrimidin-2-yl}-
4-(triflometyl)benzyl)isobutyramit;

N-(3-{4-[5-(diflometoxy)pyridin-2-y1]-6-oxo-1 ,6-dihydropyrimidin-2-y1}-4-
(triflometyl)benzyl)isobutyramit;

N-(4-clo-3-{4-[5-(xyclopropylmetoxy)pyridin-2-yl]-6-oxo-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;

N-(3-{4-[5-(xyclopropylmetoxy)pyridin-2-y1]-6-oxo-1 ,6-dihydropyrimidin-2-
yl1}-4-(triflometyl)benzyl)isobutyramit;

N-(4-clo-2-flo-3-{6-0x0-4-[6-(triflometyl)pyridin-3-y1]-1 ,6-dihydropyrimidin-
2-yl}benzyl)butyramit;

N-(4-clo-3-{4-[6-(diflometoxy)pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-2-
yl}-2-flobenzyl)butyramit;

N-[3-(2'-xyclopropylmetoxy-6-oxo-1,6-dihydro-[4,5'-bipyrimidin] -2-yl)-4-
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(triflometyl)benzyl]isobutyramit;
N-{3-[4-(6-butoxypyridazin-3-yl)-6-oxo-1,6-dihydropyrimidin-2-yl1]-4-
(triflometyl)benzyl}isobutyramit;
N-{4-clo-3-[6-0x0-2'-(triflometyl)-1,6-dihydro-[4,5'-bipyrimidin]-2-
yl]benzyl}isobutyramit;
N-(4-clo-3-{4-[(2-xyclopropylmetoxy)pyridin-4-yl]-6-oxo-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;
N-{4-clo-2-flo-3-[4-(5-flopyridin-2-y1)-6-0xo0-1,6-dihy dropyrimidin-2-
yl]benzyl}isobutyramit;
N-{2-flo-3-[4-(6-metoxypyridin-3-y1)-6-0xo0-1,6-dihydropyrimidin-2-yl]-4-
(triflometyl)benzyl}isobutyramit,
N-(4-clo-3-{4-[6-(xyclopropyletynyl)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-yl}-2-flobenzyl)isobutyramit;
N-{2-clo-3-[4-(5-clopyridin-2-y1)-6-0xo-1,6-dihydropyrimidin-2-y1]-4-
flobenzyl}isobutyramit;
N-{4-clo-3-[4-(4-xyanophenyl)-6-oxo-1,6-dihydropyrimidin-2-y1]-2-
flobenzyl}isobutyramit;
N-{4-clo-2-flo-3-[6-0x0-4-(6-phenylpyridin-3-yl)-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-(2,4-diflo-3-{6-0x0-4-[5-(triflometyl)pyridin-2-yl]-1,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit;
N-{3-[4-(5-clopyridin-3-yl)-6-0x0-1,6-dihydropyrimidin-2-y1]-2,4-
diflobenzyl)isobutyramit;
N-(4-clo-3-{4-[6-(diflometyl)pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-yl}-
2-flobenzyl)isobutyramit;
N-(2-clo-3-{4-[6-(xyclopropyletynyl)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-4-flobenzyl)isobutyramit;
N-(4-clo-3-{4-[5-(diflometyl)pyridin-2-yl]-6-oxo-1,6-dihydropyrimidin-2-yl}-
2-flobenzyl)isobutyramit;
N-{3-[4-(5-clopyridin-2-y1)-6-0x0-1,6-dihydropyrimidin-2-y1]-2,4-
diflobenzyl)isobutyramit;
N-(4-clo-2-flo-3-{6-0x0-4-[6-(triflometyl)pyridin-2-yl]-1,6-dihydropyrimidin-
2-yl}benzyl)isobutyramit,
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N-(2-clo-4-flo-3-{6-0x0-4-[4-(triflometyl)thiazol-2-y1]-1,6-dihydropyrimidin-
2-yl}benzyl)isobutyramit;
N-(4-clo-3-{4-[2-(xyclopropyletynyl)thiazol-5-y1]-6-0x0-1,6-
dihydropyrimidin-2-y1}-2-flobenzyl)isobutyramit;
N-(2-clo-3-{4-[5-(xyclopropyletynyl)pyridin-2-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-4-flobenzyl)isobutyramit;
N-(4-clo-3-{4-[6-(3-etyloxetan-3-ylmetoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;
N-(3-{4-[6-(3-etyloxetan-3-ylmetoxy )pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit;
N-{4-clo-2-flo-3-[4-(4-metylthiazol-2-y1)-6-oxo0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-(4-clo-2-flo-3-{6-0x0-4-[4-(1-propynyl)thiazol-2-yl]-1,6-dihydropyrimidin-
2-yl}benzyl)isobutyramit;
N-(4-clo-3-{4-[5-(xyclopropyletynyl)thiazol-2-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-2-flobenzyl)isobutyramit;
N-(4-clo-3-{4-[4-(xyclopropyletynyl)thiazol-2-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-2-flobenzyl)isobutyramit;
N-(3-{4-[5-(xyclopropyletynyl)thiazol-2-y1]-6-oxo-1,6-dihydropyrimidin-2-
yl}-4-(triflometyl)benzyl)isobutyramit;
N-(3-{4-[6-(xyclopropyletynyl)pyridin-2-yl]-6-oxo-1,6-dihydropyrimidin-2-
yl}-4-(triflometyl)benzyl)isobutyramit;
N-(4-clo-3-{4-[5-(xyclopropyletynyl)pyridin-3-yl]-6-oxo0-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;
N-(3-{4-[5-(xyclopropyletynyl)pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-
yl}-4-(triflometyl)benzyl)isobutyramit;
N-(3-{4-[6-(3-morpholin-4-ylpropoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit;
N-(3-{6-0x0-4-[5-(triflometyl)pyridin-3-y1]-1,6-dihydropyrimidin-2-yl}-4-
(triflometyl)benzyl)isobutyramit;
N-(4-clo-2-flo-3-{6-0x0-4-[ 5-(triflometyl)pyridin-3-yl1]-1,6-dihydropyrimidin-
2-yl}benzyl)isobutyramit;
N-[3-(2'-butyl-6-0x0-1,6-dihydro-[4,5'-bipyrimidin]-2-y1)-4-
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(triflometyl)benzyl]isobutyramit;
N-(3-{6-0x0-4-[5-(triflometyl)pyridin-2-y1]-1,6-dihydropyrimidin-2-yl}-4-
(triflometyl)benzyl)butyramit;
N-(4-clo-2-flo-3-{6-0x0-4-[ 5-(triflomety])pyridin-2-yl]-1,6-dihydropyrimidin-
2-yl}benzyl)butyramit;
N-{4-clo-2-flo-3-[6-0x0-4-(6-propylpyridin-3-yl)-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{3-[6-0x0-4-(6-propylpyridin-3-yl)-1,6-dihydropyrimidin-2-yl]-4-
(triflometyl)benzyl}isobutyramit;
N-{3-[2'-(3,3-dimetyl-1-butynyl)-6-oxo-1,6-dihydro-[4,5'-bipyrimidin]-2-y1]-
4-(triflometyl)benzyl}isobutyramit;
N-{4-clo-3-[2'-(3,3-dimetyl-1-butynyl)-6-oxo-1,6-dihydro-[4,5"-bipyrimidin]-
2-yl]-2-flobenzyl}isobutyramit;
N-(4-clo-3-{4-[5-(xyclopropyletynyl)pyridin-2-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-2-flobenzyl)isobutyramit;
N-(4-clo-2-flo-3-{6-0x0-4-[6-(1-propynyl)pyridin-3-yl]-1,6-dihydropyrimidin-
2-yl}benzyl)isobutyramit;
N-(2,4-diflo-3-{6-0x0-4-[6-(2-propoxyetoxy)pyridin-3-yl]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;
N-{4-clo-2-flo-3-[4-(6-metoxypyridin-2-y1)-6-0xo-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;
N-{2-flo-3-[4-(5-flopyridin-3-y1)-6-0x0-1,6-dihydropyrimidin-2-yl1]-4-
(triflometyl)benzyl}isobutyramit;
N-[4-clo-2-flo-3-(4-{6-[(1-hydroxyxyclohexyl)etynyl]pyridin-3-yl}-6-0x0-
1,6-dihydropyrimidin-2-yl)benzyl]isobutyramit;
N-(4-clo-2-flo-3-{6-0x0-4-[5-(1-propynyl)pyridin-2-yl]-1,6-dihydropyrimidin-
2-yl}benzyl)isobutyramit;
N-{3-[4-(6-etoxypyridin-3-yl)-6-0x0-1,6-dihydropyrimidin-2-yl]-2-flo-4-
(triflometyl)benzyl}isobutyramit;
N-{3-[4-(benzothiazol-2-yl)-6-oxo0-1,6-dihydropyrimidin-2-yl]-4-clo-2-
flobenzyl}isobutyramit;
N-(3-{4-[6-(2-isopropoxyetoxy)pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-
yl}-4-(triflometyl)benzyl)isobutyramit;
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N-(4-clo-2-flo-3-{4-[6-(2-isopropoxyetoxy)pyridin-3-yl]-6-oxo-1 ,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;

N-(2,4-diflo-3- {4-[6-(2-isopropoxyetoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;

N-(2-clo-4-flo-3-{4-[6-(2-isopropoxyetoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}benzyl)isobutyramit;

N-(3-{6-0x0-4-[6-(tetrahydropyran-4-ylmetoxy)pyridin-3-y1]-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)butyramit;

N-(3-{4-[6-(2-isopropoxyetoxy )pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-2-
yl}-4-(triflometyl)benzyl)butyramit;

N-(3-{4-[6-(2-etoxyetoxy)pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-2-yl}-4-
(triflometyl)benzyl)butyramit;

N-(3-{6-0x0-4-[6-(2-propoxyetoxy)pyridin-3-yl]-1 ,6-dihydropyrimidin-2-yl}-
4-(triflometyl)benzyl)butyramit;

N-{3-[4-(benzothiazol-2-yl)-6-0x0-1,6-dihydropyrimidin-2-yl]-2,4-
diflobenzyl}isobutyramit;

N-{3-[4-(benzothiazol-2-yl)-6-0xo0-1 ,6-dihydropyrimidin-2-yl]-4-
(triflometyl)benzyl}isobutyramit;

N-(2-clo-4-flo-3-{6-0x0-4-[6-(2-propoxyetoxy)pyridin-3-yl]-1 ,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit;

N-(3-{6-0x0-4-[4-(triflometyl)thiazol-2-y1]-1 ,6-dihydropyrimidin-2-yl}-4-
(triflometyl)benzyl)isobutyramit;

N-{4-clo-3-[4-(5-etynylpyridin-3-yl)-6-oxo-1 ,6-dihydropyrimidin-2-yl]-2-
flobenzyl}isobutyramit;

N-[3-(6-0x0-4-{6-[2-(2,2,2-trifloetoxy )etoxy [pyridin-3-y1}-1,6-
dihydropyrimidin-2-y1)-4-(triflometyl)benzyl]isobutyramit;

N-[4-clo-2-flo-3-(6-0x0-4-{6-[2-(2,2,2-trifloetoxy)etoxy|pyridin-3 -yl}-1,6-
dihydropyrimidin-2-yl)benzyl]isobutyramit;

N-[2,4-diflo-3-(6-0x0-4-{6-[2-(2,2,2-trifloetoxy)etoxy |pyridin-3 -yl}-1,6-
dihydropyrimidin-2-yl)benzyl]isobutyramit;

N-[2-clo-4-flo-3-(6-0x0-4-{ 6-[2-(2,2,2-trifloetoxy)etoxy]pyridin-3-yl}-1,6-
dihydropyrimidin-2-yl)benzyl]isobutyramit;

N-(3-{4-[5-(xyclopropyletynyl)pyridin-2-yl]-6-oxo-1 ,6-dihydropyrimidin-2-
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yl}-4-(triflometyl)benzyl)butyramit;

N-(4-clo-3-{4-[5-(xyclopropyletynyl)pyridin-2-yl]-6-oxo-1 ,6-
dihydropyrimidin-2-yl1}-2-flobenzyl)butyramit;

N-(3-{4-[5-(3,3-dimetyl-1-butynyl)pyrazin-2-yl]-6-oxo-1 ,6-dihydropyrimidin-
2-yl}-4-(triflometyl)benzyl)isobutyramit;

N-(3-{4-[5-(xyclopropyletynyl)pyrazin-2-yl]-6-oxo-1 ,6-dihydropyrimidin-2-
yl1}-4-(triflometyl)benzyl)isobutyramit;

N-{3-[2'-(4-metyl-1-pentynyl)-6-o0xo-1 ,6-dihydro-[4,5'-bipyrimidin]-2-y1]-4-
(triflometyl)benzyl}isobutyramit;

N-{3-[6-0x0-4-(5-propylpyridin-2-y1)-1 ,6-dihydropyrimidin-2-yl]-4-
(triflometyl)benzyl}isobutyramit;

N-{4-clo-2-flo-3-[6-0x0-4-(5-propylpyridin-2-yl)-1 ,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit;

N-{4-clo-3-[2'-(xyclopropylmetoxy)-6-oxo-1,6-dihydro-[4,5 '-bipyrimidin]-2-
yl]-2-flobenzyl}isobutyramit;

N-{3-[2"-(xyclopropylmetoxy)-6-0xo-1,6-dihydro- [4,5'-bipyrimidin]-2-yl]-4-
(triflometyl)benzyl}butyramit;

N-{4-clo-3-[2'-(xyclopropylmetoxy)-6-oxo-1,6-dihydro- [4,5'-bipyrimidin]-2-
yl]-2-flobenzyl}butyramit;

N-(3-{4-[5-(xyclopropylmetoxy)pyrazin-2-yl]-6-oxo-1 ,6-dihydropyrimidin-2-
y1}-4-(triflometyl)benzyl)isobutyramit;

N-(4-clo-2-flo-3-{6-0x0-4-[2-(1-propynyl)thiazol-5-yl]-1 ,6-dihydropyrimidin-
2-yl}benzyl)isobutyramit;

N-(2-clo-3-{4-[2-(xyclopropyletynyl)thiazol-5-yl]-6-0x0-1,6-
dihydropyrimidin-2-y1}-4-flobenzyl)isobutyramit;

N-(3-{4-[5-(xyclopropyletynyl)pyridin-2-yl]-6-oxo-1 ,6-dihydropyrimidin-2-
yl}-2,4-diflobenzyl)isobutyramit;

N-(3-{4-[6-(xyclopropyletynyl)pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-2-
yl}-2,4-diflobenzyl)isobutyramit;

N-(2-flo-3-{4-[5-(isobutyrylaminometyl)pyridin-2-y1]-6-oxo-1 ,6-
dihydropyrimidin-2-yl} -4-(triflometyl)benzyl)isobutyramit;

N-(2-flo-3-{6-0x0-4-[5-(1-propynyl)pyridin-2-y1]-1 ,6-dihydropyrimidin-2-yl}-
4-(triflometyl)benzyl}isobutyramit;
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N-(3-{4-[6-(xyclopropyletynyl)pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-
yl1}-2-flo-4-(triflometyl)benzyl)isobutyramit;

N-(3-{4-[6-(xyclopropyletynyl)pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-
yl}-4-(triflometyl)benzyl)isobutyramit;

N-(2-flo-3-{6-0x0-4-[6-(2-propoxyetoxy)pyridin-3-yl]-1 ,6-dihydropyrimidin-
2-yl}-4-(triflometyl)benzyl)isobutyramit;

N-(2-flo-3-{4-[6-(2-isopropoxyetoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit;

N-(3-{4-[2-(xyclopropyletynyl)thiazol-5-yl]-6-oxo-1,6-dihydropyrimidin-2-
yl1}-2-flo-4-(triflometyl)benzyl)isobutyramit;

N-[2—ﬂo-3—(6-0x0—4-{6-[2-(2,2,2-triﬂoet0xy)etoxy]pyridin—3-yl}-1,6-
dihydropyrimidin-2-y1)-4-(triflometyl)benzyl]isobutyramit;

N-(4-clo-2-flo-3-{6-0x0-4-[5-(2,2,2-trifloety])pyridin-2-y1]-1,6-
dihydropyrimidin-2-y1}benzyl)isobutyramit;

N-(3-{4-[5-(xyclopropyletynyl)pyridin-2-yl]-6-oxo-1 ,6-dihydropyrimidin-2-
y1}-2-flo-4-(triflometyl)benzyl)isobutyramit va twong tw, nhung cac vi du khong bi
giGi han & cdc nhom nay.

Hop chit c6 cong thie chung (1) ¢6 th8 & dang mubi. Mudi nay khong bi gidi
han cu thé va dugc chon mdt cach thich hgp tiy muc dich. Céc vi du bao gém, chéng
han, mubi kim loai kidm nhu natri va kali; mudi kim loai kidm thd nhu canxi va
magié; mudi amin hitu co nhu metylamin, etylamin va dietanolamin, mubi axit v co
nhu hydroclorua, sulfat va nitrat, mudi axit hitu co nhu p-toluensulfonat, maleat va
tartrat va tuong tu.

Hop chét c6 cong thie chung (1) va mudi ctia n6 ¢ thé ton tai dudi dang
hydrat hodc solvat. Loai dung méi ma tao thanh solvat khong bi gidi han cu thé va céc
vi du bao gdm, ching han, etanol, etyl axetat, axeton va tuong tw. Hop chét co6 cong
thirc chung (1) c6 thé ton tai dudi dang chét ddng phan quang, chét ddng phan phi dbi
anh hodc chét ddng phan hinh hoc phu thudc vao loai phan tir thé va ngoai chat dong
phan bét ky & dang tinh khiét, hdn hop céc chit ddng phan bét ky ciing niam trong
pham vi ctua sang ché.

Hop chit ¢ cong thuae chung (1) va mubi ctia né c6 thé dé dang dugc tdng
hop bang cach thuc hién bang cac phan tng hoa hoc thong thuong duge s dung rong
rdi v6i hop chét ban dau co thé dé dang thu dugc bdi ngudi co hiéu biét trung binh

trong linh vyc nay. Cac phuong phap didu ché cu thé hop chét theo sang ché duoc thé
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hién & céc vi du d& cép trong ban mo ta ndy. Bing céc phuong phap tong hop nay,
ngudi ¢6 hidu biét trung binh trong linh vic nay c6 thé d& dang diéu ché hop chat theo
sang ché trong pham vi cong thirc chung (1).

Hop chét theo sang ché c6 cong thirc chung (1) ¢6 hoat tinh irc ché mPGES-1
va ¢6 thé e ché sinh téng hop PGE2 trén co s& hoat tinh e ché. Vi thé, trén co so
hoat tinh trc ché mPGES-1, thudc theo sang ché chira hop chét c6 cong thirc chung (1)
hodc mudi sinh 1y duge dung ctia né theo sang ché 1am thanh phin hoat tinh c6 thé
duoc st dung phong va/hodc diéu tri, vi du, ching viém, dau, bénh thép khép, bénh
viém xuong khép, sbt, bénh Alzheimer, bénh da xo cliing, bénh x0 cing ddng mach,
bénh ting nhan ap nhu bénh thién dau thdng, bénh than kinh thi gidc, bénh xo cimng bi
hé théng, cac khdi u ac tinh nhu ung thu rudt gia va cac bénh ma sy tc ché san sinh
PGE2 c6 hiéu qua.

Cu thé hon, thudc theo sang ché c6 thé dugc st dung dudi dang thubc phong
va/hoic didu tri, vi du, viém két trang, hoi ching rudt kich thich, chimg dau nira dau,
dau dAu, dau lung dudi, bénh hep dng séng thit lung, bénh thoét vi dia dém, thoai hoa
khop thai duong ham, hoi chirng cb-vai-tay, thoai hoa cot séng cd, bénh lac ndi mac tir
cung, bénh co tuyén ndi mac tir cung, dé non, doa sinh non, chirng théng kinh, bénh
bang quang tdng hoat, bé tic dudng tdng nudc tidu lién quan dén u xo tién liét tuyén,
bénh tiéu dém, bénh sén tiéu, bénh bang quang than kinh, bénh viém bang quang k&,
hoi chimg dau bang quang, séi tiét nigu, u xo tidn liét tuyén, viém tuyén tién liét man
tinh, hoi chirng dau vung chau, rbi loan cuong duong, r6i loan nhén thirc, bénh thoai
hoa than kinh, bénh Alzheimer, bénh cao huyét ap dong mach phéi, bénh véy nén,
viém khép dang thip, sbt thip khop, r6i loan giy ra dau & co va khép, chimg dau day
than kinh, hoi ching dau ving phire tap, loan thé tang, bénh tim thiéu mau cuc bo, cao
huyét ap, bénh mach vanh, 161 loan do nhiém virut, nhi®ém ndm, r6i loan do nhiém nim,
béng, viém va dau sau phiu thut, rdi loan stress sau sang chén, hoic nh ring, ung
thu 4c tinh, bénh nhdi mau co tim, chitng xo vita dong mach, chirng huyét khdi, chirg
ngh&n mach, tiéu dudng typ I, tiéu duong typ II, chiing ngdp méu néo, bénh git, bénh
viém khép, bénh viém xuwong khép, bénh viém khép dang thip & thiéu nién, viém cot
séng dinh khép, viém bao gan, viém xuong diy ching, bénh lupus ban do hé théng,
viém mach, viém tuy, viém than, viém mang két, viém 1n6ng mét, viém mang cing,
viém mang mach nho, diéu tri chin thuong, chiing viém da, cham, chirg lodng xuong,
bénh hen, bénh phdi tic nghén man tinh, xo phdi, bénh di tng, bénh da polyp gia dinh,
chimg day da, viém thi thanh mac, u xo tir cung, hodc dau & b¢nh ung thu. Déi voi mbi
lién hé v6i hoat tinh trc ché mPGES-1 va st dung dudi dang thude, vi du, Cong bd don
sang ché quéc t& W02015/125842 c6 thé duge din chiéu. Toan b phan bdc 16 cia
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cong bd don sang ché qudc t& va tit ca céc tai liéu tham chiéu trich din & day duoc két
hop trong ban mo ta nay bang cach tham khéo.

Mic du hop chit ¢6 cong thirc chung (1) néu trén hodc mudi sinh 1y dugc dung
ctia n6 1am thanh phan hoat tinh ctia thudc theo sang ché co thé dugc st dung dudi
dang thubc theo sdng ché, duoc phidm duogc st dung bang dudng miéng hodc ngoai
dudng tiéu hoa tét hon 1a ¢6 thé dugc bao ché theo phuong phap da biét bdi nguoi co
hiéu biét trung binh trong linh vuc nay va dugc str dung. Céc vi du v& dugc pham thich
hop st dung qua dudong miéng bao gém, vi du, vién nén, bdt, vién nang, hat min, dung
dich, hat, sird va twong tu va dugc pham thich hgp st dung ngoai dudng tiéu hoéa bao
gbm, vi du, thubc tiém nhu tiém tinh mach va tiém trong co, truyén nhd giot, thude
xong, thubc nhé mét, thudc nhé miii, thubc dan, ché phém ap da, ché phém ap co va
tuong ty, nhung dugc phadm khong bi gi6i han & cdc dang nay.

Duoc pham néu trén cd thé duogc bao ché bing phuong phép da biét véi nguoi
¢6 hiéu biét trung binh trong linh vuc ndy sir dung chit phu gia duge phadm thong
thuong dugc st dung dé bao ché dugc phim trong nganh nay. Cc phu gia dugc pham
khong bi gi6i han cu thé va c6 thé duge lya chon mot cich thich hop phy thude vao
dang ché phém, muc dich cia ching nhu sy truyén cac dic tinh giai phong kéo dai va
tuong ty. Cac vi du vé chét phu gia dugc phém bao gé)m, vi du, ta duoc, chét lién két,
chét 1am ddy, chit giy ra, chét hoat dong bé mat, chit lam tron, chét phan tan, chét
dém, chét bao quan, chit 1am dju, diu thom, chét pht, chét pha loang va tuong tu,
nhung chit phu gia dugc phidm khong bi gi6i han & cac chét nay.

Lidu ding dugc phdm theo séng ché khong bi gi6i han cu thé va c6 thé duge
lua chon thich hop phu thudc vao loai bénh dugc phong hodc diéu tri, muc dich st
dung nhu phong bénh hodic diéu tri bénh, loai thanh phan hoat tinh, can ning, do tudi,
tinh trang bénh, dudng stt dung va tuong ty. Trong truong hop st dung qua dudng
miéng, vi du, no ¢o thé duoc st dung & lidu luong nam trong khoang tir 0,01 dén
500mg theo trong luong thanh phan hoat tinh duéi dang liéu dung hang ngay cho
nguoi 1on. Tuy nhién, liéu dung c6 thé dugc lua chon thich hgp bdi ngudi ¢6 trinh d6
trong linh vue va khong bi gidi han & pham vi liéu lvong nhu néu trén.

Vi du thwe hién sang ché

Sau day, sang ché s& dugc gidi thich chi tiét hon theo cac vi du tham chiéu.
Tuy vAy sang ché khong bi giéi han & cac vi du ndy. Cic cong thirc hoa hoc cua hop
chét theo cac vi du duoc thé hién & Bang tir 1-1 dén 1-18.

Vi du tham khao 1: N-(4-clo-3-xyanobenzyl)-2,2-dimetylpropionamit
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NS
SO
Cl
B4 sung N,N-diisopropyletylamin (11ml) vao dung dich chtra 5-aminometyl-
2-clobenzonitril (2,44g) trong metylen clorua (50ml). Trong khi ]Jam lanh bing nudc
d4, pivaloyl clorua dugc bd sung vao hén hop thu dugc. Hoén hop dugce dua trd lai
nhiét d6 trong phong va khudy trong 3 gio. Hon hop phén tmg dugc rét vao nudc,
cloform duoc bd sung vao hdn hop va 16p hitu co dugce tach ra. Lép hiru co dugc rira
bang nudc mudi bdo hoa. Lép hitu co duge lam khod béng natri sulfat va sau d6 dung
mdi duoc cho bay hoi. Sc ky cdt silica gel duoc thyc hién 8 thu dugc hop chit néu &
d& muc (3,28g).
'H-NMR (CDCls, 8): 1,24 (9H, s), 4,43 (2H, d, J=5,9Hz), 6,11 (1H, brs), 7,4-
7,6 (3H, m)

MS (m/z): 250 (M)

Vi du tham khdo 2: amit hydroclorua cua axit N-(3-carbamimidoyl-4-
clobenzyl)-2,2-dimetylpropanoic

H—-CI

ij@mlkg

Huyén phu chira amoni clorua (2,09g) trong toluen (49ml) dugc lam lanh bang
nudc da trong qué trinh thé nito va dung dich chta trimetyl nhom trong toluen (1,8M,
22ml) duge bd sung vao huyén phu nay. Hdn hop thu duoc dugc dua trd lai nhiét do
trong phong va khudy trong 1 gio. N—(4-clo-3-xyanobenzy1)-2,2-dimety1propionamit
(3,26g) duogc bd sung vao hdn hgp va chét cin duoc rira hét khoi hdn hop bang toluen
(5ml). & nhiét d bén ngoai 80°C, hon hop dugc khudy qua dém. Hon hop phéan tng
dwoc 1am lanh bing nudc da va metanol (105ml) dugc bd sung vao hdn hop. Hon hop
phan Gng dugc lam 4m dén 80°C va khudy trong 30 phut. Hon hgp phéan Gng dugc dua
tré lai nhiét do trong phong, khudy trong 18 phut va sau d6 khudy trong 27 phut trong
khi 1am lanh bing nudc da. Chit khong hoa tan duge loai bo bang céach loc va dung
moi cta chit loc duge cho bay hoi dé thu duogc hop chit néu & d& muc (3,91g). Hop

chit thu dugc duoc st dung cho phén g tiép theo ma khong can tinh ché.

Vi du tham khéo 3: N-(4-clo-3-xyanobenzyl)isobutyramit
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Peaas

Cl

Bing c4ch thyc hién cac cong doan tuong tu voi quy trinh ctia vi du tham khao
1 str dung isobutyryl clorua, thu duge hop chit néu & @ muc.

IH-NMR (CDClL, 8): 1,19 (6H, d, J=6,8Hz), 2,3-2,5 (1H, m), 4,43 (2H, d,
J=6,4Hz), 5,96 (1H, brs), 7,4-7,6 (3H, m)

MS (m/z): 236 (M)

Vi du tham khado 4: N—(3-carbamimidoy1-4-clobenzy1)isobutyramit
hydroclorua

H-ClI

N 0]
N)DAN/LH/
Cl
Bing cach thyuc hién cac cong doan twong tur v6i quy trinh cua vi du tham khao

2 st dung N-(4-clo-3- xyanobenzyl)lsobutyramlt thu dugc hop chét néu & d& muc.
Hop chét thu duge duge st dung cho phan tng tiép theo ma khong cAn tinh ché.

Vi du tham khéo 5: N-(4-c10-3-xyanobenzy1)-2-metoxy-2-metylprop10namit

O
N\\\/©/\NJ\§O\
Cl

Hon hop bao gbdm axit 5-aminometyl-2-clobenzonitril (1,53g), 2-metoxy-2-
metylpropionic (876mg), 1—ety1-3-(3-dimetylaminopropyl)cacbodiimit hydroclorua
(2,13g), 1-hydroxybenzotriazol monohydrat (1,50g), N,N-diisopropyletylamin (3,9ml)
va axetonitril (18ml) dugc khudy qua dém. Hbn hop phan g dugc rét vao nudce natri
hydrocacbonat bdo hoa va chiét bang etyl axetat. Lép hitu co duge rira bing nudc
mudi bdo hoa. Lép hitu co duge 1am khd bang natri sulfat va sau d6 dung moi dugce
cho bay hoi. Séc ky cot silica gel dugc thye hién dé thu duoc hop chét néu & d& muc
(1,20g).

IH-NMR (CDCls, 8): 1,41 (6H, s), 3,29 (3H, s), 4,43 (2H, d, J=6,4Hz), 7,18
(1H, brs), 7,4-7,7 (3H, m)

MS (m/z): 266 (M)
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Vi du tham khio 6: N-(3-carbamimidoyl-4-clobenzyl)-2-metoxy-2-

metylpropionamit hydroclorua

H-ClI

0O
Cl

Bing cach thuc hién cic cong doan twong ty v6i quy trinh cta vi du tham khao
2 stt dung N-(4-clo-3-xyanobenzyl)-2-metoxy-2-metylpropionamit, thu dugc hop chét
néu & dé& muc. Hop chit thu dugc dugc st dung cho phéan tng tiép theo ma khdng can
tinh ché.

Vi dy tham khao 7: tert-butyl {3-[4-(5-clopyridin-2-yl)-6-oxo-1,6-
dihydropyrimidin-2-yl]benzyl} carbamat

Bé“mg cach thuc hién cac cong doan twong tw v6i quy trinh ciia vi du 4 sir dung
5-clopyridin-2-carbandehyt va tert-butyl (3-carbamimidoylbenzyl)carbamat, thu duoc
hop chit néu & d& muc.

IH-NMR (DMSO-dg, 8): 1,41 (9H, m), 4,24 (2H, d, J=6,4Hz), 7,17 (1H, brs),
7,4-7,5 (4H, m), 8,0-8,1 (2H, m), 8,19 (1H, brs), 8,48 (1H, d, J=8,8Hz), 8,78 (1H, d,
J=2,0Hz)

MS (m/z): 412 (M")

Vi du tham khao 8: 2-(3-aminometylphenyl)-6-(5-clopyridin-2-y1)-3H-

pyrimidin-4-on

B sung axit trifloaxetic (0,5ml) vao tert-butyl {3-[4-(5-clopyridin-2-yl)-6-
oxo-1,6-dihydropyrimidin-2-yl]benzyl}carbamat (125mg) va hén hop thu duge duge
khudy & nhiét d6 trong phong trong 3 gio. Hon hop phan tng dugc trung hoa bing

natri hydrocacbonat bdo hoa va sau do6 chét rén thu dugc bang cach loc st dung binh
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loc va lam kho dudi ap sudt giam dé thu duoc hop chét néu & dé muc (92mg). Hop
chit thu duoc duge st dung cho phan tng tiép theo ma khong cAn tinh ché.

Vi du 1: N-{4-clo-3-[4-(4-clo-2-flophenyl)-5-xyano-6-0x0-1,6-
dihydropyrimidin-2-yl]benzyl}-2,2-dimetylpropionamit

B6 sung kali cacbonat (611mg) va nuéc (15ml) vao amit hydroclorua cia N-
(3-carbamimidoyl-4-clobenzyl)-2,2-dimetylpropanoic (807mg) va hén hop thu dugc
dugc khudy trong 10 phat. Etyl xyanoaxetat (0,47ml) va 4-clo-2-flobenzandehyt
(350mg) duge bd sung vao hdn hgp phan Gng va hén hop thu duge duge gia nhiét dén
100°C trong 40 phit bang 16 vi song. Sau phéan tng, hén hop phén tmg dugc chiét
bing etyl axetat va dung mdi dugc cho bay hoi. Sdc ky cot silica gel duge thuc hién dé
thu dugc hop chét néu & dé muc (48mg).

IH-NMR (DMSO-ds, 8): 1,12 (9H, s), 4,28 (2H, d, J=5,8Hz), 7,3-7,8 (6H, m),
8,0-8,2 (1H, m)

MS (m/z): 472 (M")

Vi du 2: N-[4-clo-3-(5-xyano-6-oxo-4-thiophen-3-yl-1,6-dihydropyrimidin-2-
yl)benzyl]-2,2-dimetylpropionamit

Bing cach thuc hién cdc cong doan twong tw v6i quy trinh cta vi du 1 st dung
thiophen-3-carbandehyt, thu dugc hop chét néu & dé muc.

IH-NMR (DMSO-ds, 3): 1,13 (9H, s), 4,30 (2H, d, J=5,8Hz), 7,3-7,9 (5H, m),
8,0-8,2 (1H, m), 8,5-8,6 (1H, m), 13,78 (1H, brs)

MS (m/z): 426 (M*)

Vi du 3: N-[4-clo-3-(5-xyano-6-0x0-4-thiophen-3-yl-1,6-dihydropyrimidin-2-
yl)benzyl]isobutyramit

Bing céach thue hién cic cong doan twong ty v6i quy trinh cua vi du 1 str dung
thiophen-3-carbandehyt va N-(3-carbamimidoyl-4-clobenzyl)isobutyramit hydroclorua,
thu dugce hop chit néu & dé& muc.

IH-NMR (DMSO-ds, 8): 1,03 (6H, d, J=6,8Hz), 2,3-2,5 (1H, m), 4,31 (2H, d,
J=5,9Hz), 7,3-7,9 (5H, m), 8,3-8,4 (1H, m), 8,5-8,6 (1H, m)

MS (m/z): 412 (M")

Vi du 4: N-[4-clo-3-(6-0x0-4-thiophen-3-yl-1,6-dihydropyrimidin-2-
yl)benzyl]isobutyramit

B sung kali cacbonat (990mg) va nuéc (15ml) vao N-(3-carbamimidoyl-4-
clobenzyl)isobutyramit hydroclorua (1,039g), va hén hop thu dugce duge khudy trong
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10 phut. Etyl phenylsulfonylaxetat (1,634g) va thiophen-3-carbandehyt (0,3 1ml) duoc
b sung vao hdn hop va hdn hop thu dugce duge gia nhiét dén 100°C trong 40 phut
bang 10 vi song. Sau phan tng, hdn hop phén tng dugc chiét bang etyl axetat va dung
moi dugc cho bay hoi. Viéc tinh ché duoc thuc hién bang sic ky cot silica gel dé thu
dugc hop chit néu & dé muc (89mg).

'H-NMR (DMSO-ds, 8): 1,03 (6H, d, J=6,8Hz), 2,3-2,5 (1H, m), 4,31 (2H, d,
J=5,9Hz), 6,84 (1H, s), 7,3-7,8 (5H, m), 8,2-8,4 (2H, m), 12,45 (1H, brs)

MS (m/z): 387 (M)

Vi du 5: N-{4-clo-3-[4-(4-clo-2-flophenyl)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

Bing cach thuc hién céc cong doan twong tu v6i quy trinh ctia vi du 4 st dung
4-clo-2-flobenzandehyt, thu dugc hop chét néu & dé muc.

'H-NMR (DMSO-ds, §): 1,03 (6H, d, J=6,8Hz), 2,3-2,5 (1H, m), 4,30 (2H, d,
J=5,9Hz), 6,78 (1H, s), 7,3-7,7 (5H, m), 7,9-8,1 (1H, m), 8,2-8,4 (1H, m), 12,95 (1H,
brs)

MS (m/z): 433 (M")

Vi du 6: N-{4-clo-3-[4-(4-clophenyl)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

Bing cach thuc hién cc cong doan twong tw voi quy trinh ctia vi dy 4 st dung
4-clobenzandehyt, thu dugc hop chat néu & d& muc.

'H-NMR (DMSO-ds, §): 1,03 (6H, d, J=6,8Hz), 2,3-2,5 (1H, m), 4,31 (2H, d,
J=5,8Hz), 6,98 (1H, s), 7,3-7,6 (5H, m), 8,0-8,4 (3H, m), 12,89 (1H, brs)

MS (m/z): 415 (M")

Vi du 7: N-{4-clo-3-[4-(5-clopyridin-2-yl)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

Bing cach thuc hién cdc cong doan twong ty v6i quy trinh cta vi du 4 st dung
5-clopyridin-2-carbandehyt, thu dugc hop chét néu ¢ dé muc.

'H-NMR (DMSO-ds, §): 1,04 (6H, d, J=6,8Hz), 2,3-2,5 (1H, m), 4,32 (2H, d,
J=5,9Hz), 7,21 (1H, s), 7,4-7,7 (3H, m), 8,0-8,4 (3H, m), 8,78 (1H, d, J=1,9Hz), 13,04
(1H, brs)

MS (m/z): 416 (M")

Vi du 8: N-[4-clo-3-(6-0x0-4-phenyl-1,6-dihydropyrimidin-2-
yl)benzyl]isobutyramit
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Bing cach thuc hién cc cong doan tuong tw v6i quy trinh cta vi du 4 st dung
benzandehyt, thu dugc hop chit néu & dé muc.

IH-NMR (DMSO-ds, 8): 1,03 (6H, d, J=6,8Hz), 2,3-2,5 (1H, m), 4,31 (2H, d,
J=5,9Hz), 6,94 (1H, s), 7,3-7,6 (6H, m), 8,0-8,2 (2H, m), 8,3-8,4 (1H, m), 12,85 (1H,
brs)

MS (m/z): 381 (M")

Vi du 9: N-{4-clo-3-[6-0x0-4-(6-triflometylpyridin-3-y1)-1,6-
dihydropyrimidin-2-yl]benzyl}isobutyramit

Bing cich thyuc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 st dung
6-triflometylpyridin-3-carbandehyt, thu dugc hop chét néu & d& muc.

IH-NMR (DMSO-ds, 8): 1,03 (6H, d, J=6,8Hz), 2,3-2,5 (1H, m), 4,32 (2H, d,
J=6,4Hz), 7,25 (1H, s), 7,4-7,7 (3H, m), 8,03 (1H, d, J=8,3Hz), 8,2-8,4 (1H, m), 8,69
(1H, dd, J=1,4Hz, 8,3Hz), 9,40 (1H, s), 13,13 (1H, brs)

MS (m/z): 450 (M")

Vidu 10: N-{4-010-3-[4-(4-010-3-ﬂophenyl)-6-oxo-1,6-dihydropyrimidin—2-
yl]benzyl}isobutyramit

Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 s dung
4-clo-3-flobenzandehyt, thu dugc hop chét néu & d& muc.

'H-NMR (DMSO-ds, 8): 1,04 (6H, d, J=6,8Hz), 2,3-2,5 (1H, m), 4,31 (2H, d,
J=6,3Hz), 7,08 (1H, s), 7,3-7,8 (4H, m), 7,97 (1H, dd, J=1,4Hz, 8,3Hz), 8,09 (1H, dd,
J=1,9Hz, 9,3Hz), 8,2-8,4 (1H, m), 12,90 (1H, brs)

MS (m/z): 433 (M")

Vi du 11: N-[4-clo-3-(6-0x0-4-thiophen-3-yl-1 ,6-dihydropyrimidin-2-
yl)benzyl]-2-metoxy-2-metylpropionamit

Bing cach thuc hién cac cong doan tuong ty voi quy trinh cia vi du 4 st dung
thiophen-3-carbandehyt va N-(3-carbamimidoyl-4-clobenzyl)-2-metoxy-2-
metylpropionamit hydroclorua, thu dugc hop chét néu & dé muc.

'H-.NMR (DMSO-ds, 8): 1,27 (6H, s), 3,16 (3H, s), 4,32 (2H, d, J=6,3Hz),
6,83 (1H, s), 7,3-7,8 (5H, m), 8,2-8,5 (2H, m), 12,75 (1H, brs)

MS (m/z): 417 (M)

Vidu 12: N-{4—010-3—[6-0x0-4-(5-triﬂometylpyridin-2—yl)-1,6-
dihydropyrimidin-2-yl]benzyl}isobutyramit

Bing cach thyc hién cac cong doan tuong tur v6i quy trinh cta vi du 4 st dung
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5-triflometylpyridin-2-carbandehyt, thu dugc hop chét néu & d& muc.

IH-NMR (DMSO-ds, 8): 1,04 (6H, d, I=7,3Hz), 2,3-2,5 (1H, m), 4,32 (2H, d,
J=5,8Hz), 7,31 (1H, s), 7,4-7,7 (3H, m), 8,2-8,5 (3H, m), 9,12 (1H, d, J=0,9Hz), 13,14
(1H, brs)

MS (m/z): 450 (M)

Vidu 13: N-{4-clo-3-[4—(5-clopyridin-2—yl)-6-oxo-1,6-dihydropyrimidin-2-
yl]benzyl}-2-metoxy-2-metylpropionamit

Bing céach thuc hién céc cong doan tuong tu vdi quy trinh cua vi du 4 st dung
5-clopyridin-2-carbandehyt va N-(3-carbamimidoyl-4-clobenzyl)-2-metoxy-2-
metylpropionamit hydroclor ua, thu dugc hop chét néu & d& muc.

IH-NMR (DMSO-ds, 38): 1,28 (6H, s), 3,17 (3H, s), 4,33 (2H, d, J=5,8Hz),
721 (1H, s), 7,4-7,7 (3H, m), 8,0-8,5 (3H, m), 8,78 (1H, d, J=1,9Hz), 13,06 (1H, brs)

MS (m/z): 446 (M")

Vi du 14: N-{4-010-3-[4-(3-clo-2-ﬂ0pheny1)-6-0xo-1,6-dihydropyrimidin—2-
yl]benzyl}isobutyramit

Bing cach thuc hién cc cong doan tuong ty v6i quy trinh cua vi du 4 su dung
3-clo-2-flobenzandehyt, thu dugc hop chét néu & dé muc.

'H-NMR (DMSO-ds, 8): 1,03 (6H, d, J=7,2Hz), 2,43 (1H, sept, J=6,8Hz), 4,30
(2H, d, I=6,4Hz), 6,78 (1H, brs), 7,35 (1H, t, J=7 2Hz), 7,42 (1H, dd, J=2,0Hz, 8,0Hz),
7,5-7,6 (2H, m), 7,7-7,8 (1H, m), 7,91 (1H, t, J=6,8Hz), 8,33 (1H, t, J=6,0Hz), 13,08
(1H, s)

MS (m/z): 433 (M)

Vi du 15: N-{4-clo-3-[4-(2-clo-4-flophenyl)-6-ox0-1 ,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cua vi du 4 sir dung
2-clo-4-flobenzandehyt, thu dugc hop chit néu & dé muc.

'H-NMR (DMSO-ds, 8): 1,02 (6H, d, J=6,8Hz), 2,3-2,5 (1H, m), 4,29 (2H, d,
J=5,6Hz), 6,62 (1H, brs), 7,3-7,5 (2H, m), 7,51 (1H, d, J=2,0Hz), 7,5-7,6 (2H, m), 7,72
(1H, dd, J=6,0Hz, 8,8Hz), 8,2-8,3 (1H, m), 13,03 (1H, brs)

MS (m/z): 433 (M)

Vi du 16: N-{4-clo-3-[4-(4-diﬂometoxy-2-ﬂophenyl)—6-oxo-l,6-
dihydropyrimidin-2-yl]benzyl}isobutyramit

Bing céch thyc hién cac cong doan tuong tu v6i quy trinh cua vi du 4 sir dung
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4-diflometoxy-2-flobenzandehyt, thu dugc hop chét néu & dé muc.

IH-NMR (DMSO-ds, 8): 1,03 (6H, d, J=6,8Hz), 2,3-2,6 (1H, m), 4,30 (2H, d,
J=5,6Hz), 6,74 (1H, brs), 7,16 (1H, dd, J=2,8Hz, 8,8Hz), 7,29 (1H, dd, J=2,4Hz,
12,8Hz), 7,40 (1H, t, ]=73,2Hz), 7,41 (1H, dd, J=2,4Hz, 8,4Hz), 7,5-7,6 (2H, m), 8,07
(1H, t, ]=8,8Hz), 8,33 (1H, t, J=6,0Hz), 13,01 (1H, brs)

MS (m/z): 465 (M")

Vi du 17: N-{4-¢lo-3-[4-(2-flo-4-triflometoxyphenyl)-6-oxo-1,6-
dihydropyrimidin-2-yl]benzyl}isobutyramit

B?:mg cach thuc hién céc cong doan twong ty v6i quy trinh cuia vi du 4 st dung
2-flo-4-triflometoxybenzandehyt, thu dugc hop chét néu & @& muc.

IH-NMR (DMSO-d, 8): 1,03 (6H, d, J=6,8Hz), 2,3-2,6 (1H, m), 4,30 (2H, d,
J=6,0Hz), 6,79 (1H, brs), 7,37 (1H, d, ]=8,8Hz), 7,41 (1H, dd, J=2,0Hz, 8,4Hz), 7.5-
7,6 (3H, m), 8,12 (1H, t, J=8,8Hz), 8,33 (1H, t, J=6,0Hz), 13,04 (1H, brs)

MS (m/z): 483 (M)

Vi du 18: N-{4-clo-3-[4-(2-flo-4-metoxyphenyl)-6-0xo-1 ,6-dihydropyrimidin-
2-yl]benzyl}isobutyramit

Bing cach thuc hién cdc cong doan twong tu véi quy trinh cua vi du 4 st dung
2-flo-4-metoxybenzandehyt, thu dugc hop chét néu & d& muc.

IH-NMR (DMSO-ds, 8): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 3,84
(3H, s), 4,31 (2H, d, J=6,0Hz), 6,68 (1H, brs), 6,90 (1H, dd, J=2,4Hz, 8,8Hz), 6,98 (1H,
dd, J=2,4Hz, 13,6Hz), 7,41 (1H, dd, J=2,0Hz, 8,4Hz), 7,5-7,6 (2H, m), 8,00 (1H, t,
J=8,8Hz), 8,33 (1H, t, J=6,4Hz), 12,89 (1H, brs)

MS (m/z): 429 (M")

Vi du 19: N-{4-clo-3-[4-(4-metoxyphenyl)-6-oxo-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

BéngcéchthuclﬁéncéccéngdOantucnthVGiquytﬁnhcﬁaviduélm&dung
4-metoxybenzandehyt, thu dugc hop chét néu & dé muc.

'H-NMR (DMSO-ds, 8): 1,03 (6H, d, J=6,8Hz), 2,4-2,6 (1H, m), 3,82 (3H, s),
4,31 (2H, d, J=6,0Hz), 6,84 (1H, brs), 7,0-7,1 (2H, m), 7,41 (1H, dd, J=2,0Hz, 8,4Hz),
7,5-7,6 (2H, m), 8,04 (2H, d, J=8,8Hz), 8,34 (1H, t, J=6,0Hz), 12,75 (1H, brs)

MS (m/z): 411 (M*)

Vi du 20: N-{4-clo-3-[4-(4-diflometoxyphenyl)-6-oxo-1,6-dihydropyrimidin-
2-yl]benzyl}isobutyramit
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Bing cach thuc hién cac cong doan twong tu voi quy trinh cta vi du 4 st dung
4-diflometoxybenzandehyt, thu dugc hop chét néu & d& muc.

TH-NMR (DMSO-ds, 8): 1,03 (6H, d, J=6,8Hz), 2,3-2,5 (1H, m), 4,31 (2H, d,
J=5,6Hz), 6,95 (1H, brs), 7,27 (2H, d, J=8,8Hz), 7,34 (1H, t, J=73,6Hz), 7,42 (1H, d,
J=8,4Hz), 7,5-7,6 (2H, m), 8,14 (2H, d, J=8,4Hz), 8,3-8,4 (1H, m), 12,90 (1H, brs)

MS (m/z): 447 (M")

Vi du 21: N-{4-clo-3-[6-0x0-4-(4-triflometylphenyl)-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

Béngcéchthuclﬁéncéccéngdbantuongﬂgvéiquytﬂnhcﬁaviduélm&dung
4-triflometylbenzandehyt, thu dugc hop chét néu & d& muc.

TH-NMR (DMSO-ds, 8): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,31
(2H, d, J=5,6Hz), 7,08 (1H, brs), 7,42 (1H, dd, J=2,0Hz, 8,4Hz), 7,5-7,6 (2H, m), 7,84
(2H, d, J=8,0Hz), 8,2-8,4 (3H, m), 13,04 (1H, brs)

MS (m/z): 449 (M")

Vi du 22: N-{4-clo-3-[4-(3-flothiophen-2-y1)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

Bing cach thuc hién céc cong doan twong tu véi quy trinh cta vi du 4 st dung
3-flothiophen-2-carbandehyt, thu duoc hop chét néu & d& muc.

IH-NMR (DMSO-ds, 8): 1,04 (6H, d, J=7,2Hz), 2,3-2,6 (1H, m), 4,31 (2H, d,
J=6,0Hz), 6,61 (1H, brs), 7,18 (1H, d, J=5,6Hz), 7,42 (1H, d, J=8,4Hz), 7,49 (1H, s),
7,57 (1H, d, J=8,0Hz), 7,81 (1H, t, J=5,6Hz), 8,34 (1H, t, J=6,0Hz), 12,91 (1H, brs)

MS (m/z): 405 (M")

Vi du 23: N-[4-clo-3-(4-xyclopentyl-6-0xo0-1,6-dihydropyrimidin-2-
yl)benzyl]isobutyramit

Trong moéi trudng nito, N-(3-carbamimidoyl-4-clobenzyl)isobutyramit
hydroclorua (580mg) dugc hoa tan trong etanol (8ml) va etyl 3-xyclopentyl-3-
oxopropanoat (405mg) duoc bd sung vao dung dich. Trong khi lam lanh bang nudc da,
dung dich natri etoxit 20% trong etanol (1,5ml) duoc bd sung tir tir nhé giot vao dung
dich va hdn hop thu dugc dugc hoi luu qua dém béng cach gia nhiét. Etanol dugc loai
b6 dudi 4p suét giam, chét cin duoc hoa tan trong etyl axetat va dung dich duoc rira
lﬁntéptﬁngaxﬁckmydﬂCZN;nuécvénuécnu@ibﬁohba[Dungrnéiduqckmibé
dudi ap suét giam va sau d6 chit cn thu duge duge tinh ché bang séc ky cot silica gel

va lam kho duéi ap suat giam dé thu dugc hop chit néu & d& myc (88mg).
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IH-NMR (DMSO-ds, 8): 1,03 (6H, d, J=6,8Hz), 1,5-2,0 (8H, m), 2,42 (1H,
sept, J=6,8Hz), 2,8-3,0 (1H, m), 4,29 (2H, d, J=5,6Hz), 6,19 (1H, brs), 7,38 (1H, dd,
J=2,0Hz, 8,4Hz), 7.41 (1H, d, J=1,6Hz), 7,53 (1H, d, J=8,4Hz), 8,3-8,4 (1H, m), 12,62
(1H, brs)

MS (m/z): 373 (M)

Vi du 24: N-{4-clo-3-[6-0x0-4-(4-triflometoxyphenyl)-1,6-dihydropyrimidin-
2-yl]benzyl}isobutyramit

Bing cach thyc hién cac cong doan twong ty véi quy trinh cua vi du 4 sir dung
4-triflometoxybenzandehyt, thu dugc hop chét néu & @& muc.

IH-NMR (DMSO-ds, 8): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,31
(2H, d, J=6,4Hz), 7,01 (1H, brs), 7,4-7,6 (5H, m), 8,21 (2H, d, J=8,8Hz), 8,34 (1H, t,
J=6,4Hz), 12,96 (1H, brs)

MS (m/z): 465 (M)

Vi dy 25: N-{4-clo-3-[4-(2,4-diflophenyl)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

Bing cach thuc hién cac cong doan twong tur véi quy trinh cua vi du 4 st dung
2.4-diflobenzandehyt, thu dugc hop chit néu & dé muc.

IH-NMR (DMSO-ds, 8): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,30
(2H, d, J=6,0Hz), 6,73 (1H, brs), 7,2-7,3 (1H, m), 7,4-7,6 (4H, m), 8,07 (1H, ddd,
J=2,4Hz, 6,8Hz, 8,8Hz), 8,32 (1H,t, J=6,4Hz), 12,96 (1H, brs)

MS (m/z): 417 (M")

Vi du 26: N-{4-clo-3-[4-(2-clothiophen-3-y1)-6-oxo-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

Bing cach thuc hién céc cong doan twong tu véi quy trinh cla vi du 4 str dung
2-clothiophen-3-carbandehyt, thu dugc hop chét néu & dé muc.

IH-NMR (DMSO-ds, 8): 1,03 (6H, d, J=6,8Hz), 2,42 (1H, sept, J=6,8Hz), 4,30
(2H, d, J=5,6Hz), 6,83 (1H, brs), 7,41 (1H, dd, J=2,0Hz, 8,0Hz), 7,45 (1H, d, J=6,0Hz),
7,5-7,6 (3H, m), 8,3-8,4 (1H, m), 12,96 (1H, brs)

MS (m/z): 422 (M")

Vi du 27: N-[4-clo-3-(4-xyclohexyl-6-0x0-1,6-dihydropyrimidin-2-
yl)benzyl]isobutyramit

Biang cach thuc hién cdc cong doan tuong ty v6i quy trinh cta vi du 23 su

dung etyl 3-xyclohexyl-3-oxopropanoat, thu dugc hop chét néu & dé muc.
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'H-NMR (DMSO-ds, 8): 1,03 (6H, d, J=6,8Hz), 1,2-1,4 (5H, m), 1,7-1,9 (5H,
m), 2,3-2,6 (2H, m), 4,29 (2H, d, J=5,6Hz), 6,13 (1H, brs), 7.4-7,5 (2H, m), 7,52 (1H,
d, J=8,0Hz), 8,3-8,4 (1H, m), 12,63 (1H, brs)

MS (m/z): 387 (M")

Vi du 28: N-{4-010-3-[4-(2-ﬂo-5-metoxyphenyl)-6-oxo-1,6-dihydr0pyrimidin-
2-yl]benzyl}isobutyramit

Bing cach thuc hién cac cong doan tuong tu vé6i quy trinh cta vi du 4 st dung
2-flo-5-metoxybenzandehyt, thu dugc hop chét néu & d& muc.

IH-NMR (DMSO-ds, 8): 1,03 (6H, d, ]=6,8Hz), 2,3-2,6 (1H, m), 3,77 (3H, s),
4,31 (2H, d, J=6,0Hz), 6,76 (1H, brs), 7,0-7,1 (1H, m), 7,2-7.3 (1H, m), 7,41 (1H, dd,
J=2,0Hz, 8,4Hz), 7,4-7,5 (1H, m), 7,5-7,6 (2H, m), 8,33 (1H, t, J=6,0Hz), 13,00 (1H,
brs)

MS (m/z): 429 (M")

Vi du 29: N-{4-010-3-[4—(5-clo-2-ﬂopheny1)-6-oxo-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

Bing cach thyc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 su dung
5-clo-2-flobenzandehyt, thu duoc hop chét néu & @& muc.

IH-NMR (DMSO-ds, 8): 1,04 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,31
(2H, d, J=6,0Hz), 6,79 (1H, brs), 7,4-7,6 (SH, m), 7,98 (1H, dd, J=2,8Hz, 6,8Hz), 8,34
(1H, t, J=6,4Hz), 13,06 (1H, brs)

MS (m/z): 433 (M")

Vi du 30: N-{4-010-3-[6-0x0-4-(6—triﬂometylpyridin-Z-yl)-1,6-
dihydropyrimidin-2-yl]benzyl}isobutyramit

Bing cach thuc hién cdc cong doan twong tu voi quy trinh cua vi du 4 st dung
6-triflometylpyridin-2-carbandehyt, thu dugc hop chét néu & dé muc.

IH-NMR (DMSO-ds, 8): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,31
(2H, d, J=6,4Hz), 7,18 (1H, brs), 7,41 (1H, dd, J=1,9Hz, 8,3Hz), 7,5-7,6 (2H, m), 8,03
(1H, dd, J=0,8Hz, 8,0Hz), 8,25 (1H, t, ]=8,0Hz), 8,34 (1H, t, I=6,4Hz), 8,49 (1H, d,
J=8,0Hz), 13,13 (1H, brs)

MS (m/z): 450 (M)

Vi du 31: N-{4-clo-3-[4-(2-flophenyl)-6-0x0-1 ,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

Bang cach thuc hién cdc cong doan twong tu voi quy trinh cta vi du 4 st dung
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2-flobenzandehyt, thu dugc hop chét néu & d& muc.

IH-NMR (DMSO-ds, 8): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,30
(2H, d, J=6,0Hz), 6,75 (1H, brs), 7,3-7,4 (3H, m), 7.5-7,6 (3H, m), 8,00 (1H, dt,
J=2,0Hz, 8,0Hz), 8,33 (1H, t, J=6,0Hz), 12,98 (1H, brs)

MS (m/z): 399 (M)

Vi du 32: N-{3-[4-(5-clopyridin-2-y1)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

Dung dich chtra 2-(3-aminometylphenyl)-6—(5-clopyridin-Z—yI)-3H-pyrimidin-
4-on (92mg) trong N,N-dimetylformamit (4ml), diisopropyletylamin (178ul) dugc bd
sung. Trong khi lam lanh bang nudc da, isobutyryl clorua (46ul) duoc bd sung nhé
giot vao hdn hop va hén hop thu duge duge khudy qua dém & nhiét do trong phong.
Etyl axetat dugc b sung vao hdn hop phan tmg, hon hop thu duge duge rira hai lan
bang nuée va 16p hiru co duge co dudi ap sudt giam. Chét cin thu dugc dugc tinh ché
bang sic ky cot silica gel dé thu duoc hop chét néu & dé& muc (10mg).

IH-NMR (DMSO-ds, 8): 1,07 (6H, d, J=6,8Hz), 2,4-2,6 (1H, m), 4,37 (2H, d,
J=5,6Hz), 7,19 (1H, brs), 7,4-7,6 (2H, m), 8,0-8,3 (4H, m), 8,47 (1H, d, J=8,4Hz), 8,7-
8,8 (1H, m), 12,94 (1H, brs)

MS (m/z): 382 (M")

Vi du 33: N-[4-clo-3-(6-0x0-4-thiophen-2-yl-1 ,6-dihydropyrimidin-2-
yl)benzyl]isobutyramit

Bang cach thuc hién cac cong doan tuong tu voi quy trinh cua vi dy 4 st dung
thiophen-2-carbandehyt, thu dugc hop chit néu & dé muc.

IH-NMR (DMSO-ds, 8): 1,04 (6H, d, J=7,2Hz), 2,43 (1H, sept, J=6,8Hz), 4,31
(2H, d, J=5,6Hz), 6,86 (1H, brs), 7,1-7,2 (1H, m), 7,42 (1H, dd, J=2,0Hz, 8,4Hz), 7,50
(1H, d, J=2,0Hz), 7,57 (1H, d, J=8,4Hz), 7,77 (1H, dd, J=0,8Hz, 4,8Hz), 7,92 (1H, d,
J=3,2Hz), 8,34 (1H, t, J=5,6Hz), 12,82 (1H, brs)

MS (m/z): 387 (M)

Vi du 34: N—[4-010-3-(5-metyl—6-oxo—4-pheny1—1,6-dihydropyrimidin—2-
yl)benzyl]isobutyramit

Béng cach thuc hién cic cong doan tuong tu véi quy trinh cta vi du 23 su
dung etyl 2-metyl-3-0x0-3-phenylpropanoat, thu dugc hop chét néu & dé muc.

'H-NMR (DMSO-ds, 8): 1,02 (6H, d, J=6,8Hz), 2,07 (3H, s), 2,3-2,6 (1H, m),
4,28 (2H, d, J=6,0Hz), 7,18 (1H, brs), 7,3-7,6(7H, m), 8,3-8,4 (1H, m), 12,38 (1H, brs)
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MS (m/z): 395 (M")
Vi du tham khéo 9: N-(4-clo-3-xyanobenzyl)xyclopropancacboxamit

v
Cl

Bing céach thuc hién céc cong doan twong ty v&i quy trinh ctia vi du tham khéao
1 str dung xyclopropancacbonyl clorua, thu dugc hop chét néu & dé muc.

'H-NMR (CDCls, 8): 0,7-1,1 (4H, m), 1,3-1,5 (1H, m), 4,44 (2H, d, J=5,8Hz),
6,16 (1H, brs), 7,4-7,5 (2H, m), 7,58 (1H, brs)

MS (m/z): 234 (M")

Vi du tham khao 10: N-(3-carbamimidoyl-4-
clobenzyl)xyclopropancacboxamit hydroclorua

N H-CI o
BERe
Cl

Bing cach thuc hién céc cong doan twong tu véi quy trinh clia vi du tham khao
2 stt dung N-(4-clo-3-xyanobenzyl)xyclopropancacboxamit, thu dugc hop chit néu &
d& muc. Hop chét thu duogc dugc st dung cho phéan tng tiép theo ma khong can tinh
ché.

Vi du tham khao 11: 4-(2-etoxyetoxy)-2-flobenzandehyt

O
o

2-flo-4-hydroxybenzandehyt (560mg), 1-bromo-2-etoxyetan (1,84g), kali
cacbonat (1,11g) va axetonitril (10ml) dugc trdn va hén hop dugc gia nhiét dén 85°C
trong méi trudng nito. Sau 16 gid, hon hop phan tng duge dé lanh. Hn hop phan ting
dwoc rét vao nude mudi, hdn hop thu duge duge chiét bang etyl axetat va sau d6 dung
mdi dugce cho bay hoi. Séc ky cot silica gel dugc thyc hién dé thu duogc hop chit néu &
d& muc (670mg).

'H-NMR (CDCls, 8): 1,25 (3H, t, J=7,1Hz), 3,60 (2H, q, J=7,0H2), 3,7-3,9
(2H, m), 4,1-4,3 (2H, m), 6,68 (1H, dd, J=2,4Hz, 12,7Hz), 6,81 (1H, dd, J=2,4Hz,
8,8Hz), 7,81 (1H, t, J=8,3Hz), 10,21 (1H, s)
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MS (m/z): 212 (M)
Vi du tham khao 12: N-(4-clo-3-xyanobenzyl)-3,3,3-triflo-2,2-

dimetylpropionamit

Bing cach thue hién cdc cong doan tuong tw véi quy trinh cua vi du tham khéo
5 st dung axit 3,3,3-triflo-2,2-dimetylpropionic, thu dugc hop chét néu & @& muc.

IH-NMR (CDCls, 8): 1,44 (6H, s), 4,48 (2H, d, J=6,4Hz), 6,33 (1H, brs), 7,43
(1H, dd, J=1,9Hz, 8,3Hz), 7,48 (1H, d, J=8,3Hz), 7,54 (1H, d, J=2,5Hz)

MS (m/z): 304 (M)

Vi du tham khao 13: N-(3-carbamimidoyl-4-clobenzyl)-3,3,3-triflo-2,2-

dimetylpropionamit hydroclorua

H-ClI
N O

N%DANJH%F
Cl F F

Béng cach thuc hién cdc cong doan twong tu véi quy trinh cua vi du tham khéo
2 str dung N—(4-clo-3-Xyanobenzyl)-3,3,3-triﬂ0-2,2-dimety1propionamit, thu duoc hop
chét néu & d& muc. Hop chit thu dugc dugc st dung cho phan ting tiép theo ma khong
cAn tinh ché.

Vi du tham khao 14: N-(3-xyano-4-flobenzyl)-2,2-dimetylpropionamit

O
NS
\/©/\N)j\‘<
F
Bang cach thyc hién cac cong doan twong ty voi quy trinh cla vi du tham khao

1 str dung 5-aminometyl-2-flobenzonitril, thu dugc hop chét néu ¢ dé& muc.

IH-NMR (CDCls, 8): 1,23 (9H, s), 4,42 (2H, d, J=6,4Hz), 6,10 (1H, brs), 7,18
(1H, t, J=8,6Hz), 8,4-8,6 (2H, m)

MS (m/z): 234 (M)

Vi du tham khdo 15: N-(3-carbamimidoyl-4-flobenzyl)-2,2-

dimetylpropionamit hydroclorua
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Bang cach thuc hién cac cong doan twong tw v6i quy trinh cta vi du tham khéo
2 stt dung N-(3-xyano-4-flobenzyl)-2,2-dimetylpropionamit, thu dugc hop chét néu &
d& muc. Hop chét thu duge duoc sit dung cho phan ting tiép theo ma khong can tinh
ché.

Vi du tham khao 16: tert-butyl este cla axit [3-xyano-4-
(diflometoxy)benzyl]carbamic

5-bromo-2-(diflometoxy)benzonitril (4,48g), kali N-BOC-
aminometyltrifloborat (4,50g), paladi axetat (205mg), 2-dixyclohexylphosphino-2',6'-
dimetoxybiphenyl (745mg), kali cacbonat (7,51g), toluen (60ml) va nuée (15ml) duge
tron va hdn hop dugc gia nhiét ¢én 85°C trong moi trudng nito. Sau 17 gio, hdn hop
phan ing duogc dé lanh. Hon hop phén tng dugce rét vao nudc, hdn hop thu duge dugc
chiét bang etyl axetat va sau d6 16p hitu co duge lam kho bang natri sulfat. Dung moi
duoc cho bay hoi va sau d6 séc ky cot silica gel duge thuc hién dé thu dugc hop chat
néu & dé muc (6,38g).

Vi du tham khao 17: 5-aminometyl-2-(diflometoxy)benzonitril

NS
Jo
PN

F7OF

Bb sung diclometan (25ml) va axit trifloaxetic (12,4ml) vao tert-butyl este cua
[3-xyano-4-(diflometoxy)benzyl]carbamic (6,38g), va hdn hop thu dugce duoc khudy &
nhiét do trong phong trong 1,2 gio. Hon hop phéan tmg dugc rét vao nudce va 16p nude
duoc rira hai 1an bang cloform. Bd sung natri hydroxit 2N nudc (100ml) vao 16p nude
va hdn hop thu duge duge chiét hai 1an bang cloform. Lép hitu co duogc lam kho bing
natri sulfat va sau d6 dung moéi dugc cho bay hoi dé thu dugc hop chit néu & dé muc
(2,73g).

IH-NMR (CDCls, 8): 1,41 (2H, brs), 3,92 (2H, s), 6,63 (1H, t, J=71,8Hz), 7,2-
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7,4 (1H, m), 7,58 (1H, dd, J=1,9Hz, 8,3Hz), 7,68 (1H, d, J=1,9Hz)
MS (m/z): 197 (M*-1)
Vi du tham khéo 18: N-[3-xyano-4-(diflometoxy)benzyl]isobutyramit

O
NS
j@AN/U\[/
(0]

F/I\F

Bing cach thuc hién cac cong doan twong tu voi quy trinh cua vi du tham khao
1 st dung 5-aminometyl-2-(diflometoxy)benzonitril va isobutyryl clorua, thu dugc
hop chét néu & dé muc.

'H-NMR (CDCls, 8): 1,19 (6H, d, J=6,8Hz), 2,42 (1H, sept, J=6,8Hz), 4,44
(2H, d, J=6,3Hz), 5,97 (1H, brs), 6,63 (1H, t, J=71,6Hz), 7,2-7,4 (14, m), 7,53 (1H, dd,
J=2.4Hz, 8,8Hz), 7,57 (1H, d, J=2,0Hz)

MS (m/z): 268 (M")

Vi du tham khéo 19: N- [3-carbamimidoy1-4-(diﬂometoxy)benzyl]isobutyramit

hydroclorua
H-CI
N O
0]
F/kF

Bing cach thyc hién cdc cong doan tuong tu v6i quy trinh cta vi du tham khao
2 st dung N-[3-xyano-4-(diflometoxy)benzyl]isobutyramit, thu duge hop chit néu &
d& muc. Hop chét thu dugc dugc sit dung cho phan ung tiép theo ma khong can tinh

14
A

cheé.

Vi du tham khao 20: 6-(3 -Metoxypropoxy )pyridin-3-carbandehyt

B sung ting phan 60% natri hydrua (1,12g) vao 3-metoxypropan-1-ol (25g)
trong khi lam lanh bang nudc da. Sau do, 6-clopyridin-3-carbandehyt (2,48g) duoc bd
sung timg phan vao hén hop. Hon hop thu duge duge dua trd lai nhiét do trong phong

va khudy trong 14 gid trong moi trudong nito. Hdn hop phan tng dugc rét vao amoni
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clorua nude bdo hoa va hdn hop thu dugc dugc chiét bing t-butyl metyl ete. L&p hitu
co duoc rira bang nudce mudi bao hoa va dung mdi dugc cho bay hoi. Sic ky cot silica
gel duoc thuc hién dé thu duoc hop chit néu & d& muc (866mg).

IH-NMR (CDCl;, 8): 2,0-2,2 (2H, m), 3,36 3H, s), 3,55 (2H, t, J=6,4Hz), 4,50
(2H, t, J=6,6Hz), 6,83 (1H, d, J=8,8Hz), 8,06 (1H, dd, J=2,5Hz, 8,8Hz), 8,62 (1H, d,
J=1,9Hz), 9,95 (1H, s)

MS (m/z): 196 (M"+1)

Vi du tham khao 21: 4-(pyridin-2-yletynyl)benzandehyt

o)
|

N 7
‘\

F

B4 sung bis(triphenylphosphin)paladi clorua (133mg) va ddng iodua (46mg)
vao dung dich chira 4-etynylbenzandehyt (1,24g) trong trietylamin (20ml), 2-
bromopyridin (975pl) trong mdi trudng nito va hdén hop thu dugc duogc hdi luu bang
cach gia nhiét trong 2 gio. Sau khi lam lanh, trietylamin dugc loai bo dudi ap sudt
giam, cloform dugc bd sung vao chét cin thu dugc va hdn hop thu dugc duge loc qua
16p Celite. Chét loc dugc rira 1an luot bang 15% kali cacbonat, nuc va nude mubi bo
hoa, lam kho bing magié sulfat va loc va dung mdi dugc cho bay hoi dudi ap suét
giam. Etanol dugc bd sung vao chét can thu dugc, va hdn hop thu duge dugc gia nhiét,
1am lanh, loc va lam kho dé thu dugc hop chét néu & dé& muc (953mg).

IH-NMR (d¢-DMSO, 8): 7,4-7,5 (1H, m), 7,7-7,8 (1H, m), 7,8-7,9 (3H, m),
7.9-8,0 (2H, m), 8,6-8,7 (1H, m), 10,06 (1H, s)

MS (m/z): 207 (M")
Vi du tham khéo 22: Etyl 2-flo-3-0x0-3-phenylpropanoat

o™
F

Dung dich chtra etyl 3-oxo- -3-phenylpropanoat (961mg) trong axetonitril
(20ml), Selectfluor (nhan hi¢u da diang ky, 1,95g) dugc bd sung trong moi trudng nito
va hdn hop thu duge dugc khudy & 80°C trong 6 gio. Sau khi lam lanh, axetonitril

dugc loai bdé dudi ap suét giam. B sung etyl axetat vao chét cdn thu dugc, va 16p hitu
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co duge rira 1an luot bang nude va nude mubdi bio hoa va lam kho bing magié sulfat.
Lép hitu co duge loc va dung mdi duge cho bay hoi dué6i ap suét giam. Chét can thu
dwoc duogc tinh ché bing sdc ky cot silica gel d8 thu dugc hop chit néu & dé& muc
(858mg).

IHL-NMR (dg-DMSO, 8): 1,26 (3H, t, J=7,2Hz), 4,2-4,3 (2H, m), 5,86 (1H, d,
1=48,8Hz), 7,4-7,5 (2H, m), 7,6-7,7 (1H, m), 8,0-8,1 (2H, m)

MS (m/z): 210 (M)
Vi du tham khao 23: Etyl 2-flo-3-(4-metoxyphenyl)-3-oxopropanoat

O
~o F

Béng cach thuc hién cc cong doan twong tu v6i quy trinh cua vi du tham khéo
22 sir dung etyl 4-metoxybenzoylaxetat, thu dugc hop chét néu & dé muc.

IH-NMR (CDCls, 8): 1,27 (3H, t, J=7,2Hz), 3,89 3H, s), 4,2-4,3 (2H, m), 5,81
(1H, d, ]=48,8Hz), 6,9-7,0 (2H, m), 8,0-8,1 (2H, m)

MS (m/z): 240 (M)

Vi du tham khao 24: Etyl 2-flo-3-ox0-3-(thiophen-2-yl)propanoat

o O
s o~
N

Bing cach thyuc hién cac cong doan tuong tu v6i quy trinh cta vi du tham khao
22 st dung etyl 3-oxo-3-(thiophen-2-yl)propanoat, thu dugc hop chit néu & dé muc.

'H-NMR (d¢-DMSO, §): 1,16 (3H, t, J=6,8Hz), 4,22 (2H, q, J=6,8Hz), 6,53
(1H, d, J=46,8Hz), 7,35 (1H, dd, J=4,8Hz), 8,1-8,2 (1H, m), 8,22 (1H, dd, J=0,8Hz,
4,8Hz)

MS (m/z): 216 (M)

Vi du tham khao 25: BEtyl 3-ox0-3-(thiophen-3-yl)propanoat

/j/u\/u\o/\
S

Trong mdi truong nito, dung dich chira dietyl cacbonat (2,3g) trong toluen
(10ml) duoc lam Am dén 65°C, t-butoxy kali (875mg) duogc bd sung vao dung dich va
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hdn hop thu duge duge khudy & 65°C trong 30 phut. Hon hop phéan tmg dugc lam 4m
dén 80°C va sau d6 dung dich chira 3-axetylthiophen (618mg) dugc hoa tan trong
toluen (5ml) dugc bd sung nhé giot va hén hop thu dugce dugc khudy & 80°C trong 1,5
gid. Hon hop phan tmg dugc dé lanh dén nhiét do trong phong, sau do6 etyl axetat dugc
bd sung vao hdn hgp phén tng va 16p hitu co dugc ria 1an luot bang nudc va nude
mubi bio hoa va lam kho bing magié sulfat. Chét cin thu duoc dugc tinh ché bang sic
ky cot silica gel dé thu duoc hop chit néu & d& muc (765mg).

'H-NMR (CDCls, 8): 1,26 (3H, t, J=7,2Hz), 3,89 (2H, s), 4,21 (2H, q,
J=72Hz), 7,3-7,4 (1H, m), 7,56 (1H, dd, J=1,6Hz, 5,6Hz), 8,11 (1H, dd, J=1,6Hz,
2,8Hz)

MS (m/z): 198 (M)
Vi du tham khao 26: Etyl 2-flo-3-ox0-3-(thiophen-3-yl)propanoat

@)ﬁ)ko&
S | F

Bing cach thuc hién céc cong doan tuong ty voi quy trinh cua vi du tham khéao
22 st dung etyl 3-oxo-3-(thiophen-3-yl)propanoat, thu dugc hop chét néu & dé muc.

IH-NMR (CDCls, 8): 1,28 (3H, t, J=6,8Hz), 4,2-4,4 (2H, m), 5,65 (1H, d,
J=49,2Hz), 7,36 (1H, dd, J=2,8Hz, 4,8Hz), 7,65 (1H, dd, ]=0,8Hz, 6,4Hz), 8,40 (1H,
quin, J=1,6Hz)

MS (m/z): 216 (M")

Vi du tham khao 27: N,N-Dietyl-4-formylbenzensulfonamit

.

\/N\
o‘S*o

Dung dich chita 4-formylbenzensulfonyl clorua (1,0g) trong cloform (10ml),
dietylamin (73 1mg) va sau d6 nuGc natri hydrocacbonat bdo hoa (11ml) duoc b6 sung
va hdn hop thu duge duge khudy manh liét & nhiét do trong phong trong 2 gio. Lop
cloform duoc tach, rira bing nuée mubi bio hoa, lam kho bing magié sulfat va loc va
dung mdi dugc cho bay hoi dudi ap suét giam. Hon hop bao gbdm hexan va etyl axetat
(3:1) duoc bd sung vao chét can thu dugc, va hdn hop thu duge duge gia nhiét, lam

lanh, loc va lam kho dé thu dugc hop chét néu & dé muc (946mg).
IH-NMR (d¢-DMSO, 8): 1,05 (6H, t, J=7,2Hz), 3,21 (4H, q, J=7,2Hz)), 7,9-8.,0
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(2H, m), 8,0-8,1 (2H, m), 10,11 (1H, s)
MS (m/z): 241 (M")
Vi du tham khao 28: 4-(piperidin-1-sulfonyl)benzandehyt

0
|
L
0”70

Dung dich chtra 4-formylbenzensulfonyl clorua (818mg) trong cloform (20ml),
diisopropyletylamin (1,4ml) va sau d6 piperidin (394pl) dugc bd sung va hdn hgp thu
duoc dugc khudy qua dém & nhiét do trong phong. Nude duoc bd sung vao hdn hop
phan tng va 16p cloform dugc rira hai 1in bang nuéc. Lép cloform dugc rira thém
bang nuée mudi bdo hoa, lam kho bing magié sulfat va loc va dung mdi dugc cho bay
hoi dué6i 4p sudt giam dé thu dugc hop chét néu & d& muc (988mg).

TH-NMR (d¢-DMSO, 9): 1,4-1,5 (2H, m), 1,65 (4H, quin, J=5,6Hz), 3,04 (4H,
t, J=5,6Hz), 7,93 (2H, dd, ]=2,0Hz, 6,8Hz), 8,04 (2H, dd, J=2,0Hz, 6,4Hz), 10,12 (1H,
s)

MS (m/z): 253 (M")

Vi du tham khéo 29: N-[3-xyano-4-(triflometyl)benzyl]isobutyramit

0O
Ns Jﬁ/
N
H
F;©/\
“F
Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du tham khao
1 sir dung 5-aminometyl-2-(triflometyl)benzonitril va isobutyryl clorua, thu duoc hop
chit néu & dé muc.

IH-NMR (de-DMSO, 8): 1,05 (6H, d, J=7,6Hz), 2,45 (1H, sept, ]=6,8Hz), 4,38
(2H, d, J=6,0Hz), 7,76 (1H, d, J=8,8Hz), 7,9-8,0 (2H, m), 8,40 (1H, t, ]=6,0Hz)

MS (m/z): 270 (M")
Vi du tham khao 30: N-[3-carbamimidoyl-4-(triflometyl)benzyl]isobutyramit

hydroclorua
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H-ClI

N @)
Seant
F
"
Bang cach thuc hién cac cong doan twong tu vdi quy trinh cua vi dy tham khao
2 st dung N-[3-xyano-4-(triflometyl)benzyl]isobutyramit, thu duoc hop chit néu & dé

muc. Hop chét thu dugc dugc sir dung cho phan Gng tiép theo ma khong can tinh ché.

Vi du tham khao 31: N-(3 -bromo-4-metylbenzyl)isobutyramit

Béng cach thuc hién cac cong doan tuong tw v6i quy trinh cta vi du tham khao
1 st dung 4-aminometyl-2-bromo-1-metylbenzen va isobutyryl clorua, thu dugce hop
chét néu & d& muc.

'H-NMR (ds-DMSO, 8): 1,02 (6H, d, J=6,8Hz), 2,2-2.5 (4H, m), 4,20 (2H, d,
J=6,0Hz), 7,14 (1H, dd, J=2,0Hz, 7,6Hz), 7,29 (1H, d, J=7,6Hz), 7,42 (1H, d,
J=1,2Hz), 8,23 (1H, t, J=5,2Hz)

MS (m/z): 269 (M*-1)
Vi du tham khao 32: N-(3 -xyano-4-metylbenzyl)isobutyramit

(@]
Nx /lH/
N
D/\H

Dung dich chtra N-(3-bromo-4-metylbenzyl)isobutyramit (2,1g) trong N-
metylpyrolidinon (15ml), kali feroxyanua trihydrat (1,7g), paladi axetat (37mg),
diphenylphosphinoferoxen (172mg) va kali cacbonat (1,6g) dugc bd sung trong mdi
trudng nito va hdn hop thu dugc duge khudy qua dém & 160°C. Hon hop phéan Gng
dwoc dé lanh dén nhiét do trong phong va sau d6 loc qua 16p Celite, etyl axetat va
nuée duge bd sung vao chét loc va 16p hitu co dugc rira bang natri hydrocacbonat bao
hoa va nuée mudi bdo hoa va lam kho bing magié sulfat. Lop hitu co dugce loc, dung
mdi dugce cho bay hoi dudi ap suét giam va chét can thu duoc dugc tinh ché bang sdc

ky cot silica gel dé thu duoc hop chit néu & dé muc (1,1g).
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'H-NMR (d¢-DMSO, 8): 1,03 (6H, d, ]=6,8Hz), 2,3-2,6 (4H, m), 4,24 (2H, d,
J=5,6Hz), 7,4-7,5 (2H, m), 7,58 (1H, s), 8,30 (1H, t, J=6,0Hz)

MS (m/z): 216 (M)

Vi du tham khao 33: N-(3-carbamimidoyl—4-metylbenzyl)isobutyramit
hydroclorua

H-CI

T

Bing cach thyc hién cic cong doan tuong tu voi quy trinh cta vi du tham khao
2 st dung N-(3-xyano-4-metylbenzyl)isobutyramit, thu dugc hop chét néu & d& muc.

Hop chét thu dugc duge sir dung cho phan ing tiép theo ma khong cAn tinh ché.

Vi du tham khao 34: N-[3 -xyan0-4-(diﬂometyl)benzyl]isobutyramit

O
N N )H/
Jo
H
F
F
Bing cach thyc hién cdc cong doan tuong tu v6i quy trinh cta vi du tham khao
1 st dung 5-aminometyl-2-(diflometyl)benzonitril va isobutyryl clorua, thu duoc hop
chét néu & d& muc.
'H-NMR (de-DMSO, 8): 1,04 (6H, d, ]=6,8Hz), 2,44 (1H, sept, J=6,8Hz), 4,34
(2H, d, J=5,6Hz), 7,23 (1H, t, J=54Hz), 7,69 (1H, d, J=8,0Hz), 7,78 (1H, d, J=8,0Hz),
7,85 (1H, s), 8,36 (1H, t, J=5,6Hz)
MS (m/z): 252 (M")
Vi du tham khao 35: N- [3-carbamimidoyl-4-(diﬂometyl)benzyl]isobutyramit

hydroclorua
H-CI
N 0
N N)J\‘/
F
F

Bing cach thyuc hién cdc cong doan tuong tu v6i quy trinh cta vi du tham khao
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2 st dung N-[3-xyano-4- (dlﬂometyl)benzyl]1sobutyram1t thu duoc hop chat néu & dé
muc. Hop chét thu duge duge sir dung cho phan ing tiép theo ma khong cAn tinh ché.

Vi du tham khao 36: N-(3 -xyano-4-flobenzyl)isobutyramit

N N 0
H
F

Bing cach thyc hién cdc cong doan tuong tu v6i quy trinh ctia vi du tham khao
1 st dung 5-aminometyl-2-flobenzonitril va isobutyryl clorua, thu dugc hop chéit néu &
dé muc.

IH-NMR (ds-DMSO, 8): 1,03 (6H, d, ]=7,2Hz), 2,42 (1H, sept, J=6,8Hz), 4,26
(2H, d, J=5,6Hz), 7,49 (1H, t, J=8,8Hz), 7,6-7,7 (1H, m), 7,7-7,8 (1H, m), 8,30 (1H, t,
J=5,6Hz)

MS (m/z): 220 (M")

Vi du tham khéo 37: N-(3-carbamimidoy1-4-ﬂobenzyl)isobutyramit
hydroclorua

H-CI

PoARS

Bing cach thyc hién céc cong doan twong tu v6i quy trinh cta vi du tham khao
2 stt dung N-(3-xyano-4-flobenzyl)isobutyramit, thu duoc hop chit néu & d& muc. Hop

chét thu dugce duoc st dung cho phéan Gmg tiép theo ma khong cAn tinh ché.

Vi du tham khéo 38: 3-bromometyl-6-clo-2-flobenzonitril
F
N\\ﬁij/\
Br
Cl

Trong moi truong nito, 6-clo-2-flo-3-metylbenzonitril (2,29g) duoc hoa tan
trong axetonitril (54ml), 1,3-dibromo-5,5- dimetylhydantoin (1,93g) va 2,2'-
azobis(isobutyronitril) (222mg) dugc bd sung vao dung dich va hén hop thu duge
dugc hoi lvu trong 3 gid bing cach gia nhiét. Axit clohydric IN dugc bd sung vao hdn

hop phéan Ung, hdn hop thu duge duogc chiét bing etyl axetat va dung moi dugc loai bo

dudi ap suét giam. Chét cin thu dugc duge tinh ché bang séc ky cot silica gel va lam
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kho dudi ap sudt giam @& thu duoc hop chét néu & dé muc (2,40g).

'H-NMR (d¢-DMSO, 8): 4,74 (2H, d, J=1,2Hz), 7,66 (1H, dd, J=1,2Hz, 8,8Hz),
7,95 (1H, t, J=8,8Hz)

MS (m/z): 249 (M*+1)

Vi dy tham khao 39: 3-aminometyl-6-clo-2-flobenzonitril

F
NS
Cl

3-bromometyl-6-clo-2-flobenzonitril (2,34g) dugc hoa tan ftrong N,N-
dimetylformamit (24ml), natri azit (613mg) dugc bd sung vao dung dich trong khi lam
lanh bang nudc da va hdn hop thu duge duge khudy trong 35 phit. Nudc mudi bio
hoa duoc bd sung vao hdn hop phan tng, hdn hop thu duge duoc chiét bing etyl
axetat va sau do 16p hitu co duogc rira bang nuée mudi bdo hoa. Dung mdi dugce loai bo
dudi ap sudt giam va Hop chét thu duoc duoc s dung cho phin Gng tiép theo ma
khong can tinh ché.

Hop chét thu duogc dugc hoa tan trong tetrahydrofuran (24ml) va nudce (1ml),
triphenylphosphin (2,97g) dugc bd sung vao dung dich trong khi lam lanh bing nudc
d4 va hén hop thu duge duge khudy qua dém & nhiét do trong phong. Axit clohydric
IN duoc bd sung vao hdn hgp phan Gng va hdn hop thu duge dugce rira bang dietyl ete.
Lép nuée dugc tao kidm béng c4ch b sung natri hydroxit IN. Lép nudce dugc chiét
bing diclometan, sau d6 16p hitu co dugc lam kho bang magié sulfat va 16p hitu co thu
duge dugce st dung nhu nguyén dang cho phan ng sau day.

Vi du tham khéo 40: N-(4-clo-3-xyano-2-flobenzyl)isobutyramit

F 0O
N\\\/Iij/\ /LH/
N
H
Ci
Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du tham khao
1 st dung 3-aminometyl-6-clo-2-flobenzonitril va isobutyryl clorua, thu dugc hop chét
néu & dé muc.

I{-NMR (de-DMSO, 8): 1,02 (6H, d, J=6,8Hz), 2,41 (1H, sept, 1=6,8Hz), 4,29
(2H, d, 1=5,6Hz), 7,5-7,7 (2H, m), 8,33 (1H, t, J=5,6Hz)

MS (m/z): 254 (M)
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Vi du tham khao 41: N-(3-carbamimidoyl-4—clo—2-ﬂobenzyl)isobutyramit
hydroclorua

H—Cl
NH, F 0

Bing cach thuc hién céc cong doan tuong tu v6i quy trinh cta vi du tham khao
2 st dung N-(4-clo-3-xyano-2-flobenzyl)isobutyramit, thu duoc hop chét néu & dé
muc. Hop chét thu dugc dugc st dung cho phan ing tiép theo ma khong cn tinh ché.

Vi du tham khéo 42: N-(3-xyano-4-flobenzyl)-1-(triflometyl)xyclopropan- 1-

cacboxamit

Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du tham khao
1 st dung S5-aminometyl-2-flobenzonitril va 1-(triflometyl)xyclopropan-1-
cacbonylclorua, thu dugc hop chét néu & dé muc.

'H-NMR (ds-DMSO, 8): 1,2-1,4 (4H, m), 4,29 (2H, d, J=6,0Hz), 7,49 (1H, t,
J=8,8Hz), 7,5-7,7 (1H, m), 7,7-7,8 (1H, m), 8,41 (1H, t, J=5,6Hz)

MS (m/z): 286 (M")

Vi du tham khao 43: N-(3-carbamimidoyl-4-flobenzyl)-1-
(triflometyl)xyclopropan-1-cacboxamit hy droclorua

H—Cl
NH, o F

F
HN)D/\N F
H
F

Béng cach thuc hién cic cong doan tuong tu voi quy trinh cta vi du tham khéo
2 s dung N-(3 -xyano-4-ﬂobenzyl)-1-(triﬂometyl)xyclopropan—l-cacboxamit, thu
dugc hop chit néu & d& muc. Hop chét thu dugc duoc sir dung cho phan tng tiép theo
ma khong can tinh ché.

Vi du tham khao 44: N-(3-xyano-2,4-diflobenzyl)isobutyramit
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F O
N
H
F
Bing cach thuc hién cac cong doan tuong tw v6i quy trinh cta vi du tham khao

1 sit dung 3-aminometyl-2,6-diflobenzonitril va isobutyryl clorua, thu dugc hop chét

néu & d& muc.

IH-NMR (ds-DMSO, 8): 1,02 (6H, d, J=6,8Hz), 2,41 (1H, sept, J=6,8Hz), 4,28
(2H, d, =6,0Hz), 7,3-7,5 (1H, m), 7,6-7,8 (1H, m), 8,32 (1H, t, J=5,6Hz)

MS (m/z): 238 (M")

Vi du tham khéo 45: N-(3-carbamimidoyl-2,4-diﬂobenzyl)isobutyramit
hydroclorua

H—Cl
NH, F 0

Bing cach thyc hién cdc cong doan tuong tu v6i quy trinh cta vi du tham khao
2 st dung N-(3-xyano-2,4- diflobenzyl)isobutyramit, thu duoc hop chét néu ¢ dé muc.
Hop chét thu dugc dugc sit dung cho phén ung tiép theo ma khong cAn tinh ché.

Vi du tham khao 46: 6-(2—propoxyetoxy)pyr1d1n—3—carbandehyt

0O
oy
/\/O\/\o N/

Béng cach thuc hién cac cong doan tuong tw v6i quy trinh cta vi du tham khao
20 st dung 2-propoxyetanol, thu dugc hop chat néu ¢ dé muc.

'H-.NMR (CDCls, 8): 0,93 (3H, t, J=7,3H2), 1,5-1,8 (2H, m), 3,49 (2H, t,
1=6,8Hz), 3,7-3,9 (2H, m), 4,5-4,7 (2H, m), 6,90 (1H, d, J=8,3Hz), 8,06 (1H, dd,
J=2,5Hz, 8,8Hz), 8,61 (1H, d, J=1,9Hz), 9,95 (1H, s)

MS (m/z): 210 (M™+1)

Vi du 35: N-{4-010-3-[4-(6-met0xypyridin—3-yl)-6-oxo- 1,6-dihydropyrimidin-
2-yl]benzyl}isobutyramit

Bing cach thyc hién cac cdng doan tuong tu v6i quy trinh cua vi du 4 st dung

6-metoxypyridin-3-carbandehyt, thu dugc hop chét néu & dé muc.
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IH-NMR (d6-DMSO, §): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 3,92
(3H, s), 4,31 (2H, d, J=5,8Hz), 6,91 (1H, d, ]=8,3Hz), 6,96 (1H, brs), 7,3-7,6 (3H, m),
8,2-8,4 (2H, m), 8,89 (1H, d, J=2,0Hz), 12,79 (1H, brs)

MS (m/z): 412 (M")

Vi du 36: N-{4-clo-3-[4-(6-etoxypyridin-3 -yl)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

B%mg cach thuc hién cac cong doan tuong tw v6i quy trinh cta vi du 4 st dung
6-etoxypyridin-3-carbandehyt, thu dugc hop chét néu & dé muc.

IH-NMR (d¢-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 1,34 3H, t, J=6,8Hz), 2,43
(1H, sept, J=6,8Hz), 4,31 (2H, d, J=5.8Hz), 437 (2H, q, J=7,0Hz), 6,88 (1H, d,
J=8,8Hz), 6,95 (1H, brs), 7,3-7,6 (3H, m), 8,2-8,4 (2H, m), 8,87 (1H, d, J=2,4Hz),
12,81 (1H, brs)

MS (m/z): 426 (M")

Vi du 37: N-{4-clo-3-[4-(3-flo-4-metylphenyl)-6-oxo- 1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

Béng cach thuc hién cic cong doan tuong tu v6i quy trinh cta vi du 4 su dung
3-flo-4-metylbenzandehyt, thu duge hop chét néu & dé muc.

IH-NMR (d¢-DMSO, 3): 1,04 (6H, d, J=6,8Hz), 2,29 (3H, d, J=1,0Hz), 2,44
(1H, sept, J=6,8Hz), 4,32 (2H, d, J=6,4Hz), 6,98 (1H, brs), 7,3-7,9 (6H, m), 8,2-8,4
(1H, m), 12,91 (1H, brs)

MS (m/z): 413 (M)

Vi du 38: N-(4-clo-3-{4-[4-(2-metoxyetoxy)pheny1]-6-oxo-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bang cach thuc hién cac cong doan tuong tu v6i quy trinh ctia vi du 4 st dung
4-(2-metoxyetoxy)benzandehyt, thu dugc hop chét néu & d& muc.

IH-NMR (d¢-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 3,32
(3H, s), 3,6-3,8 (2H, m), 4,1-4,2 (2H, m), 4,31 (2H, d, J=6,3Hz), 6,84 (1H, brs), 7,03
(2H, d, J=9,3Hz), 7,41 (1H, dd, J=1,9Hz, 8,3Hz), 7,53 (1H, d, J=2,0Hz), 7,56 (1H, d,
J=8,3Hz), 8,03 (2H, d, J=8,8Hz), 8,2-8,4 (1H, m), 12,77 (1H, brs)

MS (m/z): 455 (M")

Vi du 39: N—{4-010-3-[4-(5-metylpyridin-Z-yl)-6—0xo-1,6-dihydr0pyrimidin-2-
yl]benzyl}isobutyramit

Biang cach thyc hién cc cong doan tuong tu v6i quy trinh cua vi du 4 sir dung
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5-metylpyridin-2-carbandehyt, thu dugc hop chét néu & dé muc.

TH-NMR (ds-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,37 (3H, s), 2,3-2,5 (1H, m),
4,32 (2H, d, J=5,9Hz), 7,20 (1H, brs), 7,42 (1H, dd, J=1,9Hz, 8,3Hz), 7,5-7,6 (2H, m),
7,76 (1H, dd, J=2,4Hz, 8,3Hz), 8,14 (1H, d, J=8,3Hz), 8,3-8,4 (1H, m), 8,57 (1H, d,
J=2,4Hz)

MS (m/z): 396 (M)

Vi du 40: N-(4-clo-3-{6-oxo0-4-[6-(triflometyl)pyridin-3-yl]-1,6-
dihydropyrimidin-2-y1}benzyl)xyclopropancacboxamit

Béng céach thuce hién cdc cong doan tuong tu véi quy trinh cua vi du 4 st dung
6-(triflometyl)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-
clobenzyl)xyclopropancacboxamit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (d6-DMSO, 8): 0,6-0,8 (4H, m), 1,5-1,7 (1H, m), 4,35 (2H, d,
J=6,4Hz), 7,25 (1H, brs), 7,4-7,7 (3H, m), 8,03 (1H, d, J=8,3Hz), 8,5-8,8 (2H, m), 9,41
(1H, s), 13,13 (1H, brs)

MS (m/z): 448 (M)

Vi du 41: N-(4-clo-3- {4-[4-(diflometyl)phenyl]-6-0xo-1 ,6-dihydropyrimidin-
2-yl}benzyl)isobutyramit

Béng céach thuc hién cac cong doan tuong tu v4i quy trinh cua vi du 4 st dung
4-(diflometyl)benzandehyt, thu dugc hop chét néu & d& muc.

'H-NMR (ds-DMSO, 8): 1,04 (6H, d, ]=6,8Hz), 2,44 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=6,4Hz), 7,03 (1H, brs), 7,10 (1H, t, J=56,0Hz), 7,42 (1H, dd, J=2,4Hz,
8,3Hz), 7,56 (1H, d, J=2,0Hz), 7,58 (1H, d, J=8,3Hz), 7,68 (2H, d, J=8,3Hz), 8,21 (2H,
d, J=8,3Hz), 8,3-8,4 (1H, m), 12,96 (1H, brs)

MS (m/z): 431 (M)

Vi du 42: N—(4-clo-3-{6-oxo-4-[5-(triﬂometyl)thiophen—Z-yl]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu voi quy trinh cta vi du 4 st dung
5-(triflometyl)thiophen-2-carbandehyt, thu dugc hop chét néu & dé muc.

'H-NMR (ds-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,44 (1H, sept, J=6,8Hz), 4,31
(2H, d, J=6,3Hz), 7,12 (1H, brs), 7,43 (1H, dd, J=2,4Hz, 8,3Hz), 7,52 (1H, d, J=2,0Hz),
7,58 (1H, d, J=8,3Hz), 7,68 (1H, dd, J=1,2Hz, 4,2Hz), 8,04 (1H, dd, J=1,5Hz,3,9Hz),
8,3-8,4 (1H, m), 13,01 (1H, brs)

MS (m/z): 455 (M)

-66-



33984

Vi du 43: N-(4-clo-3-{6-ox0-4-[2-(triflometyl)thiazol-5-yl1]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién cdc cong doan twong tw véi quy trinh cia vi du 4 st dung
2-(triflometyl)thiazol-5-carbandehyt, thu dugc hop chét néu & dé muc.

TH-NMR (ds-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,31
(2H, d, J=5,9Hz), 7,24 (1H, brs), 7,44 (1H, dd, J=1,9Hz, 8,4Hz), 7,52 (1H, d, J=1,9Hz),
7,58 (1H, d, J=8,3Hz), 8,2-8,4 (1H, m), 8,91 (1Hs), 13,15 (1H, brs)

MS (m/z): 456 (M)

Vidu 44: N-{4-010-3-[4-(2-ﬂ0-4-metylpheny1)-6-oxo-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

Bang cach thuc hién cc cong doan twong tw vdi quy trinh cta vi du 4 sir dung
2-flo-4-metylbenzandehyt, thu dugc hop chét néu & d& muc.

'H-NMR (d¢-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 2,37 (3H, s), 2,3-2,5 (1H, m),
4,31 (2H, d, J=5,9Hz), 6,74 (1H, brs), 7,14 (1H, d, J=7,8Hz), 7,19 (1H, d, J=12,7Hz),
7,41 (1H, dd, J=2,4Hz, 8,3Hz), 7,54 (1H, d, J=1,9Hz), 7,57 (1H, d, J=8,3Hz), 7,92 (1H,
t, J=8,1Hz), 8,2-8,4 (1H, m), 12,93 (1H, brs)

MS (m/z): 413 (M")

Vi du 45: N-(4-clo—3-{4-[6-(diﬂ0metoxy)pyridin—3-yl]-6—oxo—1,6-
dihydropyrimidin-2-y1}benzyl)isobutyramit

Bang cach thuc hién cc cong doan tuong tu voi quy trinh cta vi du 4 st dung
6-(diflometoxy)pyridin-3-carbandehyt, thu dugc hop chét néu & d& muc.

IH-NMR (d6-DMSO, §): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,31
(2H, d, J=5,8Hz), 7,08 (1H, brs), 7,20 (1H, d, J=8,8Hz), 7,42 (1H, dd, J=1,9Hz, 8,3Hz),
7.5-7,6 (2H, m), 7,77 (1H, t, J=73,0Hz), 8,2-8,4 (1H, m), 8,53 (1H, dd, J=2,5Hz,
8,3Hz), 8,95 (1H, d, J=2,0Hz), 12,97 (1H, brs)

MS (m/z): 448 (M")

Vi du 46: N—(4-clo-3-{4-[4-(2—etoxyetoxy)-3-ﬂophenyl]-6—0xo-1,6-
dihydropyrimidin-2-y1}benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu voi quy trinh cta vi du 4 st dung
4-(2-etoxyetoxy)-3-flobenzandehyt, thu duge hop chét néu ¢ d& muc.

'H-NMR (d¢-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 1,13 3H, t, J=7,1Hz), 2,44
(1H, sept, J=6,8Hz), 3,52 (2H, g, J=7,0Hz), 3,7-3,8 (2H, m), 4,2-4,3 (2H, m), 4,32 (Z2H,
d, J=6,4Hz), 6,94 (1H, brs), 7,27 (1H, t, ]=8,8Hz), 7,42 (1H, dd, J=2,0Hz, 8,3Hz), 7,54
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(1H, d, J=2,0Hz), 7,57 (1H, d, J=8,3Hz), 7,8-8,0 (2H, m), 8,2-8,4 (1H, m), 12,80 (1H,
brs)

MS (m/z): 487 (M")

Vidu47: N-(4-clo-3-{4-[4-(2—etoxyetoxy)-Z-ﬂophenyl]-6-oxo-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bang cach thuc hién cac cong doan twong tu voi quy trinh cua vi du 4 st dung
4-(2-etoxyetoxy)-2-flobenzandehyt, thu dugc hop chét néu ¢ d& muc.

IH-NMR (d¢-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 1,13 (3H, t, J=7,1Hz), 2,43
(1H, sept, J=6,8Hz), 3,50 (2H, q, J=7,0Hz), 3,6-3,8 (2H, m), 4,1-4,3 (2H, m), 4,31 (2H,
d, I=5,9Hz), 6,70 (1H, brs), 6,91 (1H, dd, J=2,5Hz, 8,8Hz), 6,99 (1H, dd, J=2,4Hz,
14,2Hz), 7,41 (1H, dd, J=2,0Hz, 8,3Hz), 7,54 (1H, d, J=2,4Hz), 7,56 (1H, d, J=8,3Hz),
8,00 (1H, t, J=9,3Hz), 8,2-8,4 (1H, m), 12,84 (1H, brs)

MS (m/z): 487 (M*)

Vi du 48: N-{4-010-3-[4-(6-isopropoxypyridin—3-yl)-6-oxo-1,6-
dihydropyrimidin-2-yl]benzyl}isobutyramit

B%mg cach thuc hién cac cong doan tuong tu v6i quy trinh cua vi du 4 su dung
6-isopropoxypyridin-3-carbandehyt, thu duoc hop chét néu & dé muc.

'H-NMR (d¢-DMSO, 3): 1,03 (6H, d, J=6,8Hz), 1,31 (6H, d, J=5,9Hz), 2,43
(1H, sept, J=6,8Hz), 4,31 (2H, d, J=5,8Hz), 5,32 (1H, quin, J=6,4Hz), 6,83 (1H, d,
J=8,3Hz), 6,94 (1H, brs), 7,41 (1H, dd, J=1,9Hz, 8,3Hz), 7,55 (1H, d, J=1,9Hz), 7,57
(1H, d, J=8,3Hz), 8,30 (1H, dd, J=2,5Hz, 8,8Hz), 8,34 (1H, d, J=6,3Hz), 8,86 (1H, d,
J=2,5Hz), 12,84 (1H, brs)

MS (m/z): 440 (M)

Vi du 49: N—(4-clo-3-{6-oxo-4-[6-(2,2,2-triﬂoetoxy)pyridin—3-yl]-1,6-
dihydropyrimidin-2-y1}benzyl)isobutyramit

Béng cach thuc hién cac cong doan twong tw v6i quy trinh cua vi du 4 st dung
6-(2,2,2-trifloetoxy)pyridin-3-carbandehyt, thu duoc hop chit néu & dé muc.

'H-NMR (d6-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,31
(2H, d, J=6,3Hz), 5,07 (2H, q, J=9,1Hz), 7,02 (1H, brs), 7,09 (1H, d, J]=8,8Hz), 7,42
(1H, dd, J=2,5Hz, 8,3Hz), 7,5-7,6 (2H, m), 8,2-8,4 (1H, m), 8,44 (1H, dd, J=2,4Hz,
8,3Hz), 8,91 (1H, d, J=2,5Hz), 12,91 (1H, brs)

MS (m/z): 480 (M)

Vi du 50: N-{3-[4-(1-tert-butyl-1H-pyrazol-4-yl)-6-oxo- 1,6-dihydropyrimidin-
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2-yl]-4-clobenzyl}isobutyramit

Bing cach thyc hién céc cong doan tuong tu v6i quy trinh cia vi du 4 st dung
1-tert-butyl- 1H-pyrazol-4-carbandehyt, thu dugc hop chét néu & dé muc.

IH-NMR (d¢-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 1,54 (9H, s), 2,43 (1H, sept,
1=6,8H7), 4,30 (2H, d, J=5,8Hz), 6,66 (1H, brs), 7,39 (1H, dd, J=2,0Hz, 8,3Hz), 7,47
(1H, d, J=2,0Hz), 7,54 (1H, d, J=8,3Hz), 8,01 (1H, s), 8,3-8,4 (2H, m), 12,44 (1H, brs)

MS (m/z): 427 (M")

ViduSl: N-{4-010-3-[4-(1—isobutyl-1H-pyrazol-4-y1)-6-oxo-1,6-
dihydropyrimidin—Z-yl]benzyl}isobutyramit

Biang cach thuc hién cac cong doan twong tu v6i quy trinh cia vi du 4 sir dung
1-isobutyl-1H-pyrazol-4-carbandehyt, thu dugc hop chit néu & dé muc.

'H-NMR (ds-DMSO, 8): 0,84 (6H, d, J=6,8Hz), 1,03 (6H, d, J=6,8Hz), 2,12
(1H, sept, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 3,93 (2H, d, J=7,3Hz), 4,30 (2H, d,
J=5,9Hz), 6,62 (1H, brs), 7,39 (1H, dd, J=1,9Hz, 8,3Hz), 7,48 (1H, d, J=2,0Hz), 7,54
(1H, d, I=8,3Hz), 8,02 (1H, s), 8,28 (1H, s), 8,3-8,4 (1H, m), 12,61 (1H, brs)

MS (m/z): 427 (M")

Vi du 52: N-{4-010-3—[4—(2—metoxythiazol-5-yl)-6-ox0-1,6—dihydropyrimidin-
2-yl]benzyl}isobutyramit

Biang cach thuc hién cac cong doan tuong tu v6i quy trinh ctia vi du 4 st dung
2-metoxythiazol-5-carbandehyt, thu dugc hop chit néu & dé muc.

IH-NMR (de-DMSO, 8): 1,03 (6H, d, =6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,06
(3H, s), 4,30 (2H, d, J=5,9Hz), 6,83 (1H, brs), 7,41 (1H, dd, J=2,0Hz, 8,3Hz), 7,47 (1H,
d, I=1,9Hz), 7,57 (1H, d, J=8,3Hz), 8,05 (1H, s), 8,3-8,4 (1H, m), 12,85 (1H, brs)

MS (m/z): 418 (M")

Vi du 53: N-(4-c10-3-{6-0X0-4-[6-(triﬂometyl)pyridin-3 -yl]-1,6-
dihydropyrimidin-Z—yl}benzyl)-3,3,3-triﬂo—2,2-dimety1pr0pionamit

Bing céach thuc hién céc cong doan tuwong tu v6i quy trinh cta vi du 4 st dung
6-(triflometyl)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clobenzyl)-3,3,3 -triflo-
2,2-dimetylpropionamit hydroclorua, thu dwoc hop chit néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,38 (6H, s), 4,37 (2H, d, J=5,9Hz), 7,25 (1H, s),
7,41 (1H, dd, J=1,9Hz, 8,3Hz), 7,57 (1H, d, J=1,9Hz), 7,60 (1H, d, J=8,3Hz), 8,03 (1H,
d, 1=8,3Hz), 8,5-8,7 (1H, m), 8,69 (1H, dd, J=1,9Hz, 8,3Hz), 9,41 (1H, d, J=1,5H2),
13,11 (1H, brs)
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MS (m/z): 518 (M)

Vi du 54: N-{4-clo-3-[4-(6-metoxypyridin-3-yl)-6-oxo- 1,6-dihydropyrimidin-
2-yl]benzy1}-3,3,3-triﬂo-2,2-dimetylpropionamit

Bing cach thue hién cic cong doan tuong tu v6i quy trinh cua vi du 4 st dung
6-metoxypyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clobenzyl)—3,3,3-triﬂo-2,2-
dimetylpropionamit hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (d¢-DMSO, §): 1,38 (6H, s), 3,92 (3H, s), 4,37 (2H, d, J=5,9Hz),
6,91 (1H, d, J=8,8Hz), 6,96 (1H, brs), 7,40 (1H, dd, J=2,0Hz, 8,3Hz), 7,5-7,6 (1H, m),
7,58 (1H, d, J=8,3Hz), 8,34 (1H, dd, J=2,0Hz, 8,8Hz), 8,5-8,7 (1H, m), 8,89 (1H, d,
J=1,9Hz), 12,87 (1H, brs)

MS (m/z): 480 (M")

Vidu 55: N-(4-c10-3-{4-[6—(diﬂometoxy)pyridin-3-yl]-6-oxo- 1,6-
dihydropyrimidin—Z-yl}benzyl)-3,3,3-triﬂ0—2,2-dimety1propionamit

Bing cach thyc hién cac cong doan tuong tu v6i quy trinh cua vi du 4 str dung
6-(diflometoxy)pyridin-3-carbandehyt va N-(3-carbamimidoy1—4—clobenzy1)-3,3,3-
triflo-2,2-dimetylpropionamit hydroclorua, thu duoc hop chit néu & dé muc.

IH-NMR (d6-DMSO, §): 1,38 (6H, s), 4,37 (2H, d, J=6,4Hz), 7,08 (1H, brs),
7,20 (1H, d, J=8,8Hz), 7,40 (1H, dd, J=1,9Hz, 8,3Hz), 7,5-7,7 (2H, m), 7,77 (1H, t,
1=72,5Hz), 8,54 (1H, dd, J=2,5Hz, 8,8Hz), 8,5-8,7 (1H, m), 8,95 (1H, d, J=2,0Hz),
12,95 (1H, brs)

MS (m/z): 516 (M")

Vi du 56: N-(4-ﬂ0-3-{6-0x0-4-[6-(triﬂomety1)pyridin—3-yl]-1,6-
dihydropyrimidin-Z-yl}benzyl)—2,2-dimety1propionamit

Bﬁng cach thuc hién céac cong doan tuong tu v6i quy trinh cta vi du 4 st dung
6-(triflometyl)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-flobenzy1)-2,2-
dimetylpropionamit hydroclorua, thu dugc hop chit néu & dé muc.

IH-NMR (ds-DMSO, 3): 1,14 (9H, s), 4,32 (2H, d, J=6,3Hz), 7,23 (1H, s), 7,3-
7,5 (2H, m), 7,6-7,8 (1H, m), 8,04 (1H, d, 1=8,3Hz), 8,1-8,2 (1H, m), 8,71 (1H, dd,
J=1,4Hz, 7,8Hz), 9,43 (1H, d, J=1,5H2), 12,95 (1H, brs)

MS (m/z): 448 (M")

Vi du 57: N-(3-{4-[6-(diﬂ0metoxy)pyridin—3—yl]-6—0x0—1,6-dihydr0pyrimidin—
2-y1}—4—ﬂobenzyl)-2,2—dimetylpr0pionamit

Béng cach thuc hién céac cong doan tuong tu vGi quy trinh cta vi du 4 st dung
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6-(diflometoxy)pyridin-3-carbandehyt va N-(3 -carbamimidoyl-4-flobenzyl)-2,2-
dimetylpropionamit hydroclorua, thu dugc hop chat néu & d& muc.

'H-NMR (ds-DMSO, 3): 1,14 (9H, s), 4,32 (2H, d, J=5,9Hz), 7,08 (1H, brs),
7,22 (1H, d, ]=9,3Hz), 7,3-7,5 (2H, m), 7,72 (1H, d, J=5,3Hz), 7,79 (1H, t, J=72,6Hz),
8,1-8,3 (1H, m), 8,57 (1H, dd, J=2,4Hz, 8,8Hz), 8,99 (1H, d, J=2,5Hz), 12,85 (1H, brs)

Vi du 58: N-(4-diﬂometoxy-3-{6-ox0-4-[6-(triﬂo1netyl)pyridin—3—yl]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thye hién cdc cong doan tuong tu v6i quy trinh cta vi du 4 st dung
6-(triflometyl)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(diflometoxy )benzyl]isobutyramit hydroclorua, thu duge hop chit néu & dé muc.

'H-NMR (ds-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=6,3Hz), 7,20 (1H, t, J=73,5Hz), 7,21 (1H, brs), 7,30 (1H, d, J=8,3Hz), 7,49
(1H, dd, J=2,5Hz, 8,8Hz), 7,66 (1H, d, J=1,9Hz), 8,03 (1H, d, J=8,3Hz), 8,2-8,4 (1H,
m), 8,70 (1H, dd, J=1,9Hz, 8,3Hz), 9,40 (1H, d, J=1,4Hz), 12,92 (1H, brs)

MS (m/z): 482 (M")

Vidu 59: N—(4-clo-3-{4-[6-(2-etoxyetoxy)pyridin—3—yl]-6—ox0—1,6—
dihydropyrimidin—Z-yl}benzyl)isobutyramit

Biing cach thuc hién cac cong doan tuong tu v6i quy trinh cua vi du 4 st dung
6-(2-etoxyetoxy)pyridin-3-carbandehyt, thu duoc hop chit néu & dé muc.

IH-NMR (d6-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 1,12 (3H, t, J=7,1Hz), 2,43
(1H, sept, J=6,8Hz), 3,49 (2H, q, J=7,0H2), 3,6-3,8 (2H, m), 4,31 (2H, d, J=5,8Hz),
4,4-4,5 (2H, m), 6,93 (1H, d, ]=8,7Hz), 6,96 (1H, brs), 7,41 (1H, dd, J=1,9Hz, 8,3Hz),
7,55 (1H, d, J=1,9Hz), 7,57 (1H, d, J=8,3Hz), 8.2-8.4 (2H, m), 8,87 (1H, d, J=2,4Hz),
12,86 (1H, brs)

MS (m/z): 470 (M")

Vi du 60: N-(4-clo—3-{4-[6-(3-metoxypropoxy)pyridin—3-yl]-6-oxo-1,6-
dihydropyrimidin-2—yl}benzyl)isobutyramit

Bing cach thyc hién cac cong doan tuong tu v6i quy trinh cua vi du 4 st dung
6-(3-metoxypropoxy)pyridin-3-carbandehyt, thu dugc hop chét néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 1,97 (2H, quin, J=6,5Hz),
2,43 (1H, sept, J=6,8Hz), 3,24 (3H, s), 3.47 (2H, q, J=6,4Hz), 4,31 (2H, d, J=5,8Hz),
437 (2H, t, J=6,6Hz), 6,89 (1H, d, J=8,7Hz), 6,95 (1H, brs), 7,41 (1H, dd, J=2,4Hz,
8,3Hz), 7,55 (1H, d, J=2,4Hz), 7,57 (1H, 4, J=8,3Hz), 8,2-8,4 (2H, m), 8,87 (1H, d,
J=2,4Hz), 12,81 (1H, brs)
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MS (m/z): 470 (M")

Vi du 61: N-(4-clo-3-{4-[6-(2-metoxyetoxy)pyridin-3-yl]-6-0xo-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién céc cong doan twong tu v6i quy trinh clia vi du 4 st dung
6-(2-metoxyetoxy)pyridin-3-carbandehyt, thu duge hop chét néu ¢ d& muc.

IH-NMR (ds-DMSO, §): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 3,30
(3H, s), 3,6-3,8 (2H, m), 4,31 (2H, d, J=6,3Hz), 4,4-4,5 (2H, m), 6,92 (1H, d, J=8,3Hz),
6,96 (1H, brs), 7,41 (1H, dd, J=2,4Hz, 8,3Hz), 7,55 (1H, d, J=1,9Hz), 7,57 (1H, d,
J=8,3Hz), 8,2-8,4 (2H, m), 8,87 (1H, d, J=2,4Hz), 12,85 (1H, brs)

MS (m/z): 456 (M")

Vi du 62: N-{4-clo-3-[4-(3-flophenyl)-6-0x0-1,6-dihydropyrimidin-2-
yl]benzyl]isobutyramit

Bing cach thuc hién cdc cdng doan tuong ty voi quy trinh cua vi du 4 st dung
3-flobenzandehyt, thu dugc hop chét néu & d& muc.

IH-NMR (d¢-DMSO, 8): 1,04 (6H, d, J=7,2Hz), 2,43 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=6,0Hz), 7,03 (1H, s), 7,3-7,4 (1H, m), 7,4-7,5 (1H, m), 7,5-7,6 (3H, m), 7,88
(1H, d, J=10,0Hz), 7,94 (1H, d, J=8,0Hz), 8,3-8,4 (1H, m), 12,96 (1H, s)

MS (m/z): 399 (M")

Vidu 63: N-(4-clo-3-{6-oxo-4-[4-(pyridin-2-yletynyl)phenyl]-1,6-
dihydropyrimidin-2-y1}benzyl)isobutyramit

B%mg cach thuc hién cac cong doan twong tu v6i quy trinh cua vi du 4 st dung
4-(pyridin-2-yletynyl)benzandehyt, thu dugc hop chét néu ¢ d& muc.

IH-NMR (d¢-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,44 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=6,0Hz), 7,03 (1H, s), 7,4-7,5 (2H, m), 7,5-7,6 (2H, m), 7,6-7,8 (3H, m), 7,87
(1H, ddd, J=1,6Hz, 7,6Hz, 7,6Hz), 8,17 (2H, d, J=8,0H2), 8,35 (1H, t, J=6,0Hz), 8,6-
8,7 (1H, m), 12,96 (1H, s)

- MS (m/z): 482 (M")

Vi du 64: N—[4-clo-3-(5-ﬂ0-6-0xo-4-phenyl-1,6-dihydropyrimidin—2-
yl)benzyl]isobutyramit

Bing céach thyc hién cdc cong doan tuong tu v6i quy trinh cta vi du 23 su
dung etyl 2-flo-3-ox0-3-phenylpropanoat, thu dugc hop chét néu & dé muc.

IH-NMR (d6-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,30
(2H, d, J=6,0Hz), 7,42 (1H, dd, J=2,0Hz, 8,4Hz), 7,5-7,6 (5H, m), 7,9-8,0 (2H, m),
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8,34 (1H, t, J=6,0Hz), 13,47 (1H, s)

MS (m/z): 399 (M")

Vi du 65: N-{4-clo-3-[5-flo-4-(4-metoxyphenyl)-6-oxo-1 ,6-dihydropyrimidin-
2-yl]benzyl}isobutyramit

Bing cach thyc hién cdc cong doan tuong tu v6i quy trinh cta vi du 23 st
dung etyl 2-flo-3-(4-metoxyphenyl)-3-oxopropanoat, thu duoc hop chit néu & dé muc.

'H-NMR (ds-DMSO, 3): 1,03 (6H, d, J=6,8Hz), 2,3-2,6 (1H, m), 3,83 (3H, s),
4,30 (2H, d, J=5,6Hz), 7,0-7,1 (2H, m), 7,41 (1H, dd, J=2,4Hz, 8,4Hz), 7,5-7,6 (2H,
m), 7,95 (2H, d, J=8,8Hz), 8,33 (1H, t, J=6,0Hz), 13,35 (1H, s)

MS (m/z): 429 (M")

Vi du 66: N-{4-010-3-[5-ﬂo-6-oxo-4—(thiophen-2-y1)-1,6-dihydropyrimidin—2-
yl]benzyl}isobutyramit

Bing cach thyc hién cac cong doan tuong tu voi quy trinh cta vi du 23 st
dung etyl 2-flo-3-ox0-3-(thiophen-2-yl)propanoat, thu dugc hop chat néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,31
(2H, d, J=6,4Hz), 7,28 (1H, dd, J=4,0Hz, 4,8Hz), 7,43 (1H, dd, J=2,0Hz, 8,4Hz), 7,51
(1H, d, J=2,0Hz), 7,57 (1H, d, ]=8,4Hz), 7,83 (1H, d, J=4,0Hz), 7,91 (1H, dd, J=0,8Hz,
4,8Hz), 8,34 (1H, t, J=6,0Hz), 13,38 (1H, s)

MS (m/z): 405 (M)

Vidu67: N-{4-010-3—[5—ﬂo-6-0x0-4-(thiophen-3—yl)- 1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

Bing cach thuc hién cac cong doan tuong ty v6i quy trinh cua vi du 23 su
dung etyl 2-flo-3-0x0-3-(thiophen-3-yl)propanoat, thu dugc hop chit néu & dé muc.

TH-NMR (ds-DMSO, 3): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,30
(2H, d, J=5,6Hz), 7,41 (1H, dd, J=2,4Hz, 8,4Hz), 7,53 (1H, d, J=2,0Hz), 7,57 (1H, d,
J=8,4Hz), 7,65 (1H, d, J=4,8Hz), 7,72 (1H, dd, J=2,8Hz, 4,8Hz), 8,25 (1H, d,
J=2,0Hz), 8,34 (1H, t, J=6,0Hz), 13,36 (1H, s)

MS (m/z): 405 (M")

Vi du 68: N-{3-[4-(B enzo[b]thiophen-7-yl)-6-0ox0-1 ,6-dihydropyrimidin-2-yl]-
4-clo-benzyl}isobutyramit

Béng cach thuc hién cac cong doan tuong tu v6i quy trinh cua vi du 4 st dung
benzo[b]thiophen-7-carbandehyt, thu dugc hop chét néu & d& muc.

'H-NMR (ds-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 2,46 (1H, sept, J=6,8Hz), 4,35
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(2H, d, J=6,4Hz), 7,11 (1H, s), 7,45 (1H, dd, J=2,0Hz, 8,4Hz), 7,5-7,6 (2H, m), 7,60
(1H, d, J=8,4Hz), 7,65 (1H, d, J=2,0H2), 7,74 (1H, d, J=5,6Hz), 8,0-8,1 (2H, m), 8,36
(1H, t, J=6,0Hz), 13,03 (1H, s)

MS (m/z): 437 (M)

Vi du 69: N-{4-clo-3-[4-(4-xyanophenyl)-6-0xo- 1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

Bing cach thyc hién cac cong doan tuong tu v6i quy trinh cua vi du 4 sir dung
4-xyanobenzandehyt, thu dugc hop chit néu & d& muc.

'H-NMR (ds-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,31
(2H, d, J=6,0Hz), 7,11 (1H, s), 7.4-7.5 (1H, m), 7,5-7,6 (2H, m), 7,95 (2H, d, J=8,0Hz),
8,30 (2H, d, J=8,4Hz), 8,34 (1H, t, J=6,0Hz), 13,05 (1H, s)

MS (m/z): 406 (M")

Vi du 70: N-(4-clo-3-{4-[4-(metylsu1fanyl)phenyl]-6-oxo-1,6-
dihydropyrimidin-2—yl}benzyl)isobutyramit

Bing cach thyc hién cac cong doan tuong tu v6i quy trinh cua vi du 4 s dung
4-(metylsulfanyl)benzandehyt, thu duoc hop chéit néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,03 (6H, d, 1=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 2,52
(3H, s), 4,31 (2H, d, J=6,0Hz), 6,91 (1H, s), 7,34 (2H, d, J=8,8H2), 7,42 (1H, dd,
1=2,0Hz, 8,4Hz), 7,5-7,6 (2H, m), 8,02 (2H, d, 1=8,4Hz), 8,34 (1H, t, J=6,0Hz), 12,84
(1H, s)

MS (m/z): 427 (M")

Vi du 71: N-{4-clo-3-[6-0x0-4-(p-toluyl)-1 ,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

Béng cach thuc hién cac cong doan tuong tu v6i quy trinh cua vi du 4 s dung
4-metylbenzandehyt, thu dugc hop chét néu & d& myc.

IH-NMR (de-DMSO, 8): 1,03 (6H, d, 1=6,8H7), 2,36 (3H, s), 2,3-2,6 (1H, m),
431 (2H, d, J=6,0Hz), 6,88 (1H, s), 7,29 (2H, d, J=8,0Hz), 7,41 (1H, dd, J=2,0Hz,
8,4Hz), 7,5-7,6 (2H, m), 7,97 (2H, d, 1=8,4Hz), 8,34 (1H, t, J=6,0Hz), 12,83 (1H, s)

MS (m/z): 395 (M")

Vidu 72: N—(4-clo-3-{4-[4-(dietylsulfamoyl)phenyl]-6-0x0-1,6-
dihydropyrimidin-2-y1}benzyl)isobutyramit

Bing cach thyc hién cdc cong doan tuong tu v6i quy trinh cua vi du 4 st dung

N,N-dietyl-4-formylbenzensulfonamit, thu duoc hop chit néu & dé muc.
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IH-NMR (d¢-DMSO, §): 1,0-1,1 (12H, m), 2,3-2,6 (1H, m), 3,19 (4H, q,
1=7,2Hz), 4,31 (2H, d, J=6,4Hz), 7,07 (1H, s), 7.42 (1H, dd, J=2,4Hz, 8,4Hz), 7,5-7,6
(2H, m), 7,88 (2H, d, J=8,0Hz), 8,27 (2H, d, J=8,8Hz), 8,34 (1H, t, J=6,0Hz), 13,02
(1H, s)

MS (m/z): 516 (M")

Vidu 73: N-(4-clo-3-{6-0x0-4—[4-(piperidin—l-sulfonyl)phenyl]-1,6-
dihydropyrimidin—2—yl}benzyl)isobutyramit

Bing cach thyc hién cdc cong doan tuong tu véi quy trinh cta vi du 4 st dung
4-(piperidin-1-ylsulfonyl)benzandehyt, thu dugc hop chit néu & dé muc.

TH-NMR (d6-DMSO, &): 1,03 (6H, d, J=7,2Hz), 1,3-1,4 (2H, m), 1,5-1,6 (4H,
m), 2,3-2,6 (1H, m), 2,9-3,0 (4H, m), 4,31 (2H, d, J=5,6Hz), 7,09 (1H, s), 7,43 (1H, dd,
J=2.8Hz, 8,4Hz), 7,5-7,6 (2H, m), 7,81 (2H, d, 1=8,8Hz), 8,3-8,4 (3H, m), 13,05 (1H,
s)

MS (m/z): 529 (M™+1)

Vi du 74: N—{4-010-3-[4-(4—xyclopropylphenyl)-6—oxo-1,6—dihydropyrimidin-
2-yl]benzyl}isobutyramit

Bing cach thyc hién cdc cong doan tuong tu v6i quy trinh cta vi du 4 st dung
4-xyclopropylbenzandehyt, thu dwoc hop chit néu & dé muc.

IH-NMR (ds-DMSO, 3): 0,7-0,8 (2H, m), 1,0-1,1 (8H, m), 1,9-2,0 (1H, m),
2,43 (1H, sept, J=6,8Hz), 4,31 (2H, d, 1=5,6Hz), 6,87 (1H, s), 7,17 (2H, d, J=8,4Hz),
7.41 (1H, dd, J=2,0Hz, 8,4Hz), 7,5-7,6 (2H, m), 7,95 (2H, d, J=8,4Hz), 8,33 (1H, t,
J=6,0Hz), 12,80 (1H, s)

MS (m/z): 421 (M")

Vidu 75: N-(3-{6-oxo-4-[6—(triﬂomety1)pyridin—3-yl]— 1,6-dihydropyrimidin-2-
yl}-4-(triﬂometyl)benzyl)isobutyramit

Bing cach thyc hién cac cong doan tuong tur v6i quy trinh cta vi du 4 sir dung
6-(triﬂomety1)pyridin—3—carbandehyt va N-[3-carbamimidoyl-4-
(triﬂometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & d& muyc.

IH-NMR (d¢-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,4-2,6 (1H, m), 4,40 (2H, d,
7=6,0Hz), 7,26 (1H, s), 7,6-7,7 (2H, m), 7,90 (1H, d, J=8,4Hz), 8,03 (1H, d, J=8,0Hz),
8,40 (1H, t, J=6,0Hz), 8,66 (1H, d, 7=8,0Hz), 9,39 (1H, s), 13,23 (1H, s)

MS (m/z): 484 (M")

Vi du 76: N-{3-[4-(6-Metoxypyridin-3 -yl)-6-0x0-1 ,6-dihydropyrimidin-2-yl]-
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4-(triflometyl)benzyl}isobutyramit

Bing cach thye hién cic cong doan tuong tu v6i quy trinh cta vi du 4 sir dung
6-metoxypyridin-3-carbandehyt va N- [3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chit néu & dé muc.

'H-NMR (d¢-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,4-2.6 (1H, m), 3,91 (3H, s),
4,40 (2H, d, I=6,0Hz), 6,91 (1H, d, J=8,8Hz), 6,98 (1H, s), 7,5-7,6 (2H, m), 7,88 (1H,
d, J=8,4Hz), 8,31 (1H, dd, J=2,0Hz, 8,4Hz), 8,39 (1H, t, J=6,0Hz), 8,87 (1H, s), 12,97
(1H, s)

MS (m/z): 446 (M")

Vi du 77: N-(3-{4-[6-(diﬂ0metoxy)pyridin—3-yl]-6-oxo-1,6-dihydr0pyrimidin-
2—y1}-4-(triﬂometyl)benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 str dung
6-(diflometoxy)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu duge hop chét néu & dé myc.

IH-NMR (d¢-DMSO, §): 1,05 (6H, d, J=6,8Hz), 2,4-2,6 (1H, m), 4,40 (2H, d,
J=6,0Hz), 7,10 (1H, s), 7,20 (1H, d, 7=8,8Hz), 7,61 (2H, dd, J=4,4Hz, 12,8H2), 7,77
(1H, t, J=72,4Hz), 7,89 (1H, d, 1=8.4Hz), 8,39 (1H, t, J=6,0Hz), 8,51 (1H, d, J=8,4Hz),
8,93 (1H, s), 13,09 (1H, s)

MS (m/z): 482 (M")

Vi du 78: N-{3-[4-(6-etoxypyridin—3-yl)-6-ox0-1,6-dihydropyrimidin-2-yl]-4—
(triflometyl)benzyl}isobutyramit

Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 st dung
6-etoxypyridin-3-carbandehyt va N-[3- -carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (ds-DMSO, 3): 1,05 (6H, d, J=7,2Hz), 1,33 (3H, t, J=7,6Hz), 2,4-2,6
(1H, m), 4,3-4,4 (4H, m), 6,88 (1H, d, 1=8,8Hz), 6,97 (1H, s), 7.6-7,7 (2H, m), 7,88
(1H, d, J=7,6Hz), 8,30 (1H, dd, J=2,4Hz, 8,8Hz), 8,39 (1H, t, J=6,0Hz), 8,85 (1H, d,
J=2,4Hz), 12,93 (1H, s)

MS (m/z): 460 (M")

Vidu 79: N-(4-metyl-3-{6—0X0-4—[6-(triﬂomety1)pyridin—3-yl]-1,6-
dihydropyrimidin-2-y1}benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong ty v6i quy trinh cta vi du 4 st dung

6-(triflometyl)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-
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metylbenzyl)isobutyramit hydroclorua, thu dugc hop chét néu ¢ d& muc.

'H-NMR (ds-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 2,3-2,6 (4H, m), 4,29 (2H, d,
J=6,0Hz), 7,19 (1H, s), 7,32 (2H, s), 7,44 (1H, s), 8,03 (1H, d, J=8,4Hz), 8,24 (1H, t,
J=6,0Hz), 8,70 (1H, dd, J=1,2Hz, 8,4Hz), 9,41 (1H, s), 12,90 (1H, s)

MS (m/z): 430 (M")

Vi du 80: N—(3-{4-[6-(diﬂometoxy)pyridin-3-y1]-6-0xo-1,6-dihydropyrimidin—
2-y1}-4-metylbenzyl)isobutyramit

Bing cach thyuc hién cac cong doan tuong tur v6i quy trinh cta vi du 4 sir dung
6-(diflometoxy)pyridin-3-carbandehyt va N-(3 -carbamimidoyl-4-
metylbenzyl)isobutyramit hydroclorua, thu duge hop chit néu & d& muc.

IH-NMR (ds-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 2,3-2,6 (4H, m), 4,29 (2H, d,
J=5,6Hz), 7,02 (1H, s), 7,20 (1H, d, J=8,8Hz), 7,31 (2H, s), 7,43 (1H, s), 7,77 (1H, t,
J=72,8Hz), 8,24 (1H, t, J=5,6Hz), 8,55 (1H, dd, J=2.4Hz, 8,8Hz), 8,95 (1H, d,
J=2,0Hz), 12,77 (1H, s)

MS (m/z): 428 (M")

Vi du 81: N-{3-[4-(6-etoxypyridin-3-yl)-6-oxo-1 ,6-dihydropyrimidin-2-yl]-4-
metylbenzyl}isobutyramit

Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 sir dung
6-etoxypyridin-3-carbandehyt va N-(3-carbamimidoyl-4-metylbenzyl)isobutyramit
hydroclorua, thu dugc hop chét néu ¢ d& muc.

'H-NMR (de-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 1,34 3H. t, J=6,8Hz), 2,3-2,6
(4H, m), 4,28 (2H, d, J=6,0Hz), 4,37 (2H, q, J=6,8Hz), 6,87 (1H, s), 6,89 (1H, s), 7,30
(2H, s), 7,42 (1H, ), 8,24 (1H, t, ]=6,0Hz), 8,33 (1H, dd, J=2,4Hz, 8,8Hz), 8,87 (1H, d,
J=2,4Hz), 12,64 (1H, s)

MS (m/z): 406 (M")

Vi du 82: N—[4-(diﬂomety1)-3-{6-oxo-4-[6—(triﬂomety1)pyridin—3-yl]-1,6-
dihydropyrimidin-2-y1}benzyl]isobutyramit

Béng cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 st dung
6-(triflometyl)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(diflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (d¢-DMSO, §): 1,05 (6H, d, J=6,8Hz), 2,4-2.6 (1H, m), 4,39 (2H, d,
J=6,0Hz), 7,26 (1H, s), 7,4-7,7 (2H, m), 7,80 (1H, d, J=8,0Hz), 8,05 (1H, d, J=8,4Hz),
8,34 (1H, t, J=5,6Hz), 8,72 (1H, d, J=7,2Hz), 9,44 (1H, s), 13,17 (1H, s)
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MS (m/z): 466 (M")

Vi du 83: N—(3-{4-[6-(diﬂometoxy)pyridin-3-yl]-6-oxo-1,6-dihydr0pyrimidin—
2-yl}-4-(diflometyl)benzyl)isobutyramit

Bing céach thyc hién cc cong doan tuong tu v6i quy trinh cta vi du 4 st dung
6-(diflometoxy)pyridin-3-carbandehyt va N-[3 -carbamimidoyl-4-
(diflometyl)benzyl]isobutyramit hydroclorua, thu duge hop chéit néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,05 (6H, d, ]=6,8Hz), 2,45 (1H, sept, J=6,8Hz), 4,38
(2H, d, J=6,0Hz), 7,09 (1H, s), 7,22 (2H, d, J=8,0Hz), 7,4-8,0 (4H, m), 8,33 (1H, t,
1=6,0Hz), 8,58 (1H, d, J=8,4Hz), 8,99 (1H, s), 13,04 (1H, s)

MS (m/z): 464 (M)

Vi du 84: N—(4-c10-3-{6-0X0-4-[2-(triﬂometyl)pyridin—4-yl]-1,6-
dihydropyrimidin-Z-yl}benzyl)isobutyramit

Bing cach thuc hién cdc cong doan twong tu v6i quy trinh cua vi du 4 st dung
2-(triflometyl)pyridin-4-carbandehyt, thu duge hop chét néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=6,0Hz), 7,36 (1H, s), 7,44 (1H, dd, J=2,0Hz, 8,4Hz), 7,5-7,6 (2H, m), 8,3-8,4
(2H, m), 8,45 (1H, s), 8,91 (1H, d, J=5,6Hz), 13,19 (1H, s)

MS (m/z): 450 (M)

Vi du 85: N-(4-clo-3-{4- [2-(diflometoxy )pyridin-4-yl]-6-oxo-1,6-
dihydropyrimidin-Z-yl}benzyl)isobutyramit

Bing cach thyc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 st dung
2-(diflometoxy )pyridin-4-carbandehyt, thu duoc hop chit néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,04 (6H, d, J=7,6Hz), 2,44 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=6,0Hz), 7,22 (1H, s), 7,43 (1H, dd, J=1,2Hz, 8,4Hz), 7,58 (2H, d, ]=8,8Hz),
7,68 (1H, s), 7,75 (1H, t, J=72,8Hz), 7,90 (1H, d, J=5,6Hz), 8,34 (1H, t, J=6,0Hz), 8,39
(1H, d, J=5,2Hz), 13,14 (1H, s)

© MS (m/2): 448 (M")

Vi du 86: N—{4—010-3-[4—(3-ﬂo-4-metoxypheny1)—6-0xo-1,6-dihydropyrimidin—
2-yl]benzyl}isobutyramit

Béng cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 st dung
3-flo-4-metoxybenzandehyt, thu dugc hop chét néu & @& muc.

IH-NMR (ds-DMSO, 8): 1,04 (6H, d, J=7,2Hz), 2,43 (1H, sept, J=6,8Hz), 3,91
(3H, s), 4,31 (2H, d, J=6,0Hz), 6,93 (1H, s), 7,26 (1H, t, J=8,8Hz), 7,42 (1H, dd,
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=2,0Hz, 8,0Hz), 7,54 (1H, d, J=1,6Hz), 7,57 (1H, d, J=8,0Hz), 7,9-8,0 (2H, m), 8,34

(1H, t, J=6,0Hz), 12,84 (1H, s)

MS (m/z): 429 (M")

Vidu 87: 4-{2-[2-010-5-(isobutyrylaminometyl)phenyl]-6-oxo-1,6-
dihydropyrimidin—4-y1}-N,N-dimetylbenzamit

Bing cach thyc hién cdc cong doan twong tu v6i quy trinh cta vi du 4 st dung
4-formyl-N,N-dimetylbenzamit, thu duogc hop chéit néu & d& muc.

IH-NMR (d¢-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 2,92
(3H, s), 3,00 (3H, s), 4,32 (2H, d, J=5,6Hz), 6,99 (1H, s), 7,42 (1H, dd, J=1,6Hz,
8,0Hz), 7,49 (2H, d, J=8,4Hz), 7,55 (1H, d, J=1,6Hz), 7,57 (1H, d, J=8,4Hz), 8,13 (2H,
d, J=8,4Hz), 8,34 (1H, t, J=5,6Hz), 12,95 (1H, s)

MS (m/z): 452 (M")

Vi du 88: N-{4-010-3—[4-(4-ﬂ0pheny1)-6-oxo-1,6-dihydropyrimidin—2-
yl]benzyl}isobutyramit

Béng cach thuc hién cac cong doan tuong tu v6i quy trinh ctia vi du 4 str dung
4-flobenzandehyt, thu dugc hop chét néu & d& myc.

IH-NMR (de¢-DMSO, 8): 1,03 (6H, d, 1=6,8H7), 2,43 (1H, sept, J=6,8Hz), 4,31
(2H, d, J=6,0Hz), 6,95 (1H, s), 7,2-7,4 (2H, m), 7,42 (1H, dd, J=2,0Hz, 8,0Hz), 7,54
(1H, d, I=1,6Hz), 7,57 (1H, d, J=8 4Hz), 8,1-8,2 (2H, m), 8,34 (1H, t, J=6,0Hz), 12,91
(1H, s)

MS (m/z): 399 (M")

Vi du 89: N-{4-clo-3- [4-(6-metoxypyridin-2-yl)-6-oxo-1 ,6-dihydropyrimidin-
2-yl]benzyl}isobutyramit

Bing cach thyc hién cac cong doan tuong tu v6i quy trinh cua vi du 4 st dung
6-metoxypyridin-2-carbandehyt, thu dugc hop chét néu & dé muc.

'H-NMR (ds-DMSO, 8): 1,04 (6H, d, J=7,2Hz), 2,44 (1H, sept, ]=6,8Hz), 3,98
(3H, s), 4,32 (2H, d, J=6,4Hz), 6,9-7,0 (1H, m), 7,24 (1H, s), 7,42 (1H, dd, J=2,0Hz,
8,4Hz), 7,55 (1H, d, J=2,0Hz), 7,58 (1H, d, 1=8,0Hz), 7,8-7,9 (2H, m), 8,34 (1H, t,
J=6,4Hz), 12,96 (1H, s)

MS (m/z): 412 (M")

Vi du 90: N-(4—ﬂ0-3-{6-0X0-4—[6-(triﬂometyl)pyridin—3-yl]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thyuc hién cdc cong doan tuong tu v6i quy trinh cua vi du 4 st dung
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6-(triflometyl)pyridin-3-carbandehyt va N-(3-carbamirnidoyl-4-ﬂobenzyl)isobutyramit
hydroclorua, thu dugc hop chét néu & d& myc.

IH-NMR (d6-DMSO, 5): 1,04 (6H, d, ]=6,8Hz), 2,44 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=5,6Hz), 7,23 (1H, s), 7,3-7.4 (1H, m), 7,4-7,5 (1H, m), 7,74 (1H, d, J=5,6Hz),
8,04 (1H, d, J=8,0Hz), 8,34 (1H, t, J=6,0Hz), 8,72 (1H, dd, J=1,2Hz, 8,4Hz), 9,44 (1H,
d, J=1,6Hz), 12,97 (1H, s)

MS (m/z): 434 (M")

Vi du 91: N-{4-clo-3 -[4-(6-xyclopropylpyridin-3 -yl)-6-0x0-1,6-
dihydropyrimidin-2-yl]benzyl} isobutyramit

Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cua vi du 4 sir dung
6-xyclopropylpyridin-3-carbandehyt, thu dugc hop chat néu & dé muc.

IH-NMR (ds-DMSO, §): 0,9-1,1 (4H, m), 1,03 (6H, d, J=6,8Hz), 2,1-2,2 (1H,
m), 2,43 (1H, sept, J=6,8Hz), 4,31 (2H, d, J=6,0Hz), 6,99 (1H, s), 7,39 (1H, d,
1=8,4Hz), 7,43 (1H, d, J=2,0Hz), 7,55 (1H, d, J=1,2Hz), 7,57 (1H, d, J=8,4Hz), 8,25
(1H, dd, J=2,0Hz, 8,4Hz), 8,33 (1H, t, J=6,0Hz), 9,06 (1H, d, J=1,6Hz), 12,91 (1H, s)

MS (m/z): 422 (M")

Vi du 92: N-{3-[4-(6-etoxypyridin-3-yl)-6-0x0—1,6-dihydropyrimidin-Z—yl]-4-
flobenzyl}isobutyramit

Bing cach thuc hién céc cong doan tuong tu v6i quy trinh cta vi du 4 sir dung
6-etoxypyridin-3-carbandehyt va N-(3-carbamimidoyl—4—ﬂobenzyl)isobutyramit
hydroclorua, thu dugc hop chét néu & d& muyc.

IH-NMR (d¢-DMSO, 8): 1,04 (6H, d, J=7,6Hz), 1,34 (3H, t, J=7,2Hz), 2,44
(1H, sept, J=6,8Hz), 4,32 (2H, d, J=6,0Hz), 4,38 (2H, q, J=7,2Hz), 6,89 (1H, d,
J=8,8Hz), 6,94 (1H, s), 7,3-7,4 (1H, m), 7.4-7,5 (1H, m), 7,73 (1H, d, J=5,6H2), 8,3-
8,4 (2H, m), 8,92 (1H, d, J=2,0Hz), 12,72 (1H, s)

MS (m/z): 410 (M")

Vidu 93: N-[4—clo-3-(2'-metoxy-6-oxo-1,6-dihydro[4,5']bipyrimidinyl-2-
yl)benzyl]isobutyramit

Bang céach thuc hién cac cong doan tuwong ty voi quy trinh cia vi du 4 st dung
2-metoxypyrimidin-5-carbandehyt, thu duoc hop chit néu & dé muc.

IH-NMR (de-DMSO, 8): 1,03 (6H, d, 1=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 3,99
(3H, s), 4,31 (2H, d, J=6,0Hz), 7,07 (1H, s), 7,42 (1H, dd, J=1,6Hz, 8,0Hz), 7,5-7,6
(2H, m), 8,33 (1H, t, J=6,0Hz), 9,22 (2H, s), 12,98 (1H, s)
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MS (m/z): 413 (M)

Vi du 94: N-(3-{4-[6-(diﬂomet0xy)pyridin-3-yl]-6-0x0-1,6-dihydropyrimidin-
2-yl}-4-flobenzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 st dung
6-(diflometoxy)pyridin-3-carbandehyt va N-(3 -carbamimidoyl-4-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=6,0Hz), 7,07 (1H, s), 7,22 (1H, d, 1=9,6Hz), 7,3-7,4 (1H, m), 7,4-7,5 (1H, m),
7,74 (1H, d, J=5,6Hz), 7,78 (1H, t, J=72,0Hz), 8,34 (1H, t, J=6,0Hz), 8,57 (1H, dd,
J=2,4Hz, 8,8Hz), 8,99 (1H, d, ]=2,4Hz), 12,84 (1H, s)

MS (m/z): 433 (M*+1)

Vi du 95: N-(4-clo—2-ﬂo-3—{6-0x0-4-[6-(triﬂomety1)pyridin—3-yl]-1,6-
dihydropyrimidin—Z-yl}benzyl)isobutyramit

Bing cach thuc hién cic cong doan tuong tw v6i quy trinh cta vi du 4 sur dung
6-(triflometyl)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dwoc hop chit néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,04 (6H, d, ]=6,8Hz), 2,45 (1H, sept, J=6,8Hz), 4,33
(2H, d, J=6,0Hz), 7,30 (1H, s), 7.4-7,6 (2H, m), 8,02 (1H, d, J=8,4Hz), 8,36 (1H, t,
J=5,6Hz), 8,67 (1H, d, J=8,4Hz), 9,39 (1H, s), 13,37 (1H, s)

MS (m/z): 468 (M)

Vi du 96: N—(4-clo-3—{4-[6-(diﬂometoxy)pyridin—3-yl]—6—oxo-1,6-
dihydropyrimidin-z-yl}-2-ﬂobenzy1)isobutyramit

Béng cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 str dung
6-(diflometoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chit néu & dé muc.

IH-NMR (d6-DMSO, 8): 1,04 (6H, d, ]=6,8Hz), 2,45 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=6,0Hz), 7,13 (1H, s), 7,19 (1H, d, J=8,4Hz), 7,4-7,6 (2H, m), 7,77 (1H, t,
1=72,4Hz), 8,36 (1H, t, J=6,0Hz), 8,51 (1H, dd, J=2,0Hz, 8,8Hz), 8,93 (1H, s), 13,22
(1H, s)

MS (m/z): 466 (M)

Vidu 97: N-(4-ﬂ0-3—{6-0x0-4-[6-(triﬂomety1)pyridin-3—yl]-1,6—
dihydropyrimidin-2-yl}benzyl)-1 ~(triflometyl)xyclopropan-1-cacb oxamit

Bang cach thuc hién cdc cong doan tuong tu v6i quy trinh ctia vi du 4 st dung
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6-(triflometyl)pyridin-3-carbandehyt va N-(3- carbamimidoyl-4-flobenzyl)-1-
(triflometyl)xyclopropan-1-cacboxamit hydroclorua, thu dugc hop chit néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,2-1,4 (4H, m), 4,35 (2H, d, J=5,6Hz), 7,23 (1H, s),
7,3-7,4 (1H, m), 7,4-7,5 (1H, m), 7,75 (1H, d, J=5,6Hz), 8,04 (1H, d, J=8,0Hz), 8,46
(1H, t, J=6,0Hz), 8,72 (1H, d, J=8,4Hz), 9,44 (1H, s), 12,99 (1H, s)

MS (m/z): 500 (M)

Vi du 98: Metyl 4-{2-[2-010-5-(isobutyrylaminometyl)phenyl]-6-oxo-1,6-
dihydropyrimidin-4-yl}benzoat

Béng cach thuc hién cac cong doan tuong tu v6i quy trinh ctia vi du 4 st dung
metyl 4-formylbenzoat, thu dugc hop chét néu & dé muc.

IH-NMR (ds-DMSO, §): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 3,88
(3H, s), 4,31 (2H, d, J=6,4Hz), 7,06 (1H, s), 7,42 (1H, dd, J=2,0Hz, 8,4Hz), 7,55 (1H,
d, J=2,0Hz), 7,58 (1H, d, J=8,4Hz), 8,04 (2H, d, J=8,4Hz), 8,20 (2H, d, J=8,4Hz), 8,34
(1H, t, J=6,0Hz), 13,00 (1H, s)

MS (m/z): 439 (M)

Vi du 99: N-(3-{4-[6-(diﬂometoxy)pyridin—3-yl]—6-oxo-1,6—dihydropyrimidin—
2-yl}-4-flobenzyl)-1-(triflometyl)xyclopropan- 1-cacboxamit

Biéng cach thyc hién céc cong doan twong tu v6i quy trinh cta vi du 4 st dung
6-(diflometoxy)pyridin-3-carbandehyt va N- (3-carbamimidoyl-4-flobenzyl)-1-
(triflometyl)xyclopropan-1-cacboxamit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (d¢-DMSO, 8): 1,2-1,4 (4H, m), 4,35 (2H, d, J=6,0Hz), 7,08 (1H, s),
7,22 (1H, d, J=8,8Hz), 7,3-7,4 (1H, m), 7,4-7.5 (1H, m), 7,75 (1H, d, J=6,4Hz), 7,78
(1H, t, J=72,0Hz), 8,46 (1H, t, J=6,0H2), 8,58 (1H, dd, J=2,4Hz, 8,8Hz), 9,00 (1H, d,
=2 4Hz), 12,84 (1H, s)

MS (m/z): 498 (M)

Vi du 100: N-( 2,4-diﬂ0-3-{6-ox0-4-[6-(triﬂ0metyl)pyridin—3-yl]- 1,6-
dihydropyrimidin-Z-yl}benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cia vi du 4 st dung
6-(triflometyl)pyridin-3-carbandehyt va N-(3-carbamimidoyl-2,4-
diflobenzyl)isobutyramit hydroclorua, thu duoc hop chit néu & dé muc.

'H-NMR (d¢-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,45 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=6,0Hz), 7,2-7,4 (2H, m), 7.4-7,6 (1H, m), 8,03 (1H, d, J=8,4Hz), 8,33 (1H, t,
1=6,0Hz), 8,67 (1H, d, J=8,4Hz), 9,39 (1H, s), 13,37 (1H, s)
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MS (m/z): 452 (M")

Vidu 101: N—(4-clo-3-{6-ox0-4-[6-(2-pr0p0xyetoxy)pyridin—3-yl]-1,6-
dihydropyrimidin-2-y1}benzyl)isobutyramit

Bing cach thyc hién cdc cong doan tuong tu voi quy trinh ctia vi du 4 st dung
6-(2-propoxyetoxy )pyridin-3-carbandehyt, thu dugc hop chit néu & dé muc.

'H-NMR (d¢-DMSO, 8): 0,85 (3H, t, I=7,3Hz), 1,03 (6H, d, J=6,8Hz), 1,4-1,6
(2H, m), 2,43 (1H, sept, J=6,8Hz), 3,40 (2H, t, J=6,6Hz), 3,6-3,8 (2H, m), 4,31 (2H, d,
J=5,8Hz), 4,4-4,5 (2H, m), 6,92 (1H, d, J=8,8Hz), 6,96 (1H, brs), 7,41 (1H, dd,
J=1,9Hz, 8,3Hz), 7,5-7,7 (2H, m), 8,2-8,4 (2H, m), 8,87 (1H, d, J=2,4Hz), 12,84 (1H,
brs)

MS (m/z): 484 (M")

Vidu 102: N-(3-{4-[6-(2—but0xyetoxy)pyridin—3-yl]-6-oxo-1,6—
dihydropyrimidin—2-y1}-4-clobenzy1)isobutyramit

Bing cach thyc hién cdc cong doan tuong tu v6i quy trinh cua vi du 4 st dung
6-(2-butoxyetoxy)pyridin-3-carbandehyt, thu duge hop chéit néu & dé muc.

IH-NMR (ds-DMSO, 3): 0,85 (3H, t, J=7,3Hz), 1,03 (6H, d, J=6,8Hz), 1,2-1,4
(2H, m), 1,4-1,6 (2H, m), 2,43 (1H, sept, J=6,8Hz), 3,44 (2H, t, J=6,6Hz), 3,6-3,8 (2H,
m), 4,31 (2H, d, J=5,8Hz), 4,4-4,5 (2H, m), 6,92 (1H, d, J=8,8Hz), 6,96 (1H, brs), 7,41
(1H, dd, J=1,9Hz, 8,3Hz), 7,5-7,7 (2H, m), 8,2-8.4 (2H, m), 8,87 (1H, d, J=2,0Hz),
12,87 (1H, brs)

MS (m/z): 498 (M")

Vi du 103: N—{4—clo-3-[6-0X0-2’-(triﬂ0metyl)-1,6-dihydro[4,5']-bipyrimidin-Z—
yl]benzyl}isobutyramit

Bing cach thyc hién cac cong doan tuong tu v6i quy trinh cua vi du 4 st dung
2-(triflometyl)pyrimidin-5-cacboxandehyt, thu duoc hop chit néu & dé muc.

'H-NMR (ds-DMSO, 8): 1,03 (6H, d, ]=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=6,0Hz), 7,34 (1H, s), 7,44 (1H, dd, J=2,0Hz, 8,0Hz), 7,5-7.6 (2H, m), 8,34
(1H, t, J=6,0Hz), 9,26 (2H, s), 13,21 (1H, s)

MS (m/z): 451 (M")

Vi du tham khéo 47: 6-(3-etoxypropoxy)pyridin-3—carbandehyt

XY N0

l

/\O/\/\O N/
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Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du tham khao
20 st dung 3-etoxypropan-1-ol, thu dugc hop chét néu & dé muyc. v

'H-NMR (CDCl3, 8): 1,1-1,3 (3H, m), 2,0-2,2 (2H, m), 3,4-3,7 (4H, m), 4,5-
4,7 (2H, m), 6,83 (1H, d, J=8,3Hz), 8,06 (1H, dd, J=2,4Hz, 8,8Hz), 8,62 (1H, d,
J=1,4Hz), 9,95 (1H, s)

MS (m/z): 209 (M")

Vi du tham khdao 48: 6-(xyclopropylmetoxy)pyridin-3-carbandehyt

X N0

L
wo N

Bing cach thyc hién cdc cong doan tuong tu v6i quy trinh cua vi du tham khao
20 stt dung xyclopropylmetanol, thu dugc hop chét néu & d& muc.

'H-NMR (CDCls, 8): 0,3-0,7 (4H, m), 1,2-1,4 (1H, m), 4,24 (2H, d, J=7,3H2),
6,86 (1H, d, J=8,3Hz), 8,06 (1H, dd, J=2,5Hz, 8,8Hz), 8,60 (1H, d, J=2,5Hz), 9,95 (1H,
s)

Vi du tham khao 49: 6-[2—(2—butoxyetoxy)etoxy]pyridin-3-carbandehyt

X N0

P N | NG

Bang céach thyc hién cac cong doan tuong tu v6i quy trinh cta vi du tham khao
20 stt dung 2-(2-butoxyetoxy)etanol, thu duoc hop chit néu & dé muc.

IH-NMR (CDCls, 8): 0,91 (3H, t, J=7,3H2), 1,3-1,7 (4H, m), 3,4-4,0 (8H, m),
4,5-4,7 (2H, m), 6,88 (1H, d, J=8,8Hz), 8,06 (1H, dd, J=2,0Hz, 8,3Hz), 8,60 (1H, d,
J=2,4Hz), 9,95 (1H, s)

MS (m/z): 267 (M")

Vi du tham khao 50: 6-(pyridin—2—y1metoxy)pyridin-3-carbandehyt

Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du tham khao
20 st dung pyridin-2-ylmetanol, thu dugc hop chét néu & dé muc.

IH-NMR (CDCl;, 8): 5,61 (2H, s), 6,98 (1H, d, J=8,3Hz), 7,2-7,3 (1H, m),
745 (1H, d, J=7,8Hz), 7,71 (1H, dt, J=2,0Hz, 7.8Hz), 8,11 (1H, dd, J=2,4Hz, 8,8Hz),
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8.6-8,7 (2H, m), 9,97 (1H, s)
MS (m/z): 214 (M")
Vi du tham khao 51: 6-(6-mety1pyridin—3-ylmetoxy)pyridin—3-carbandehyt

XY N0

X YN0 N

/

N

Bing cach thyc hién cic cong doan twong tu v6i quy trinh cua vi du tham khao
20 sit dung (6-metylpyridin-3-yl)metanol, thu duoc hop chit néu & dé muc.

IH-NMR (CDCls, 8): 2,57 (3H, s), 5,47 (2H, s), 6,88 (1H, d, J=8,8Hz), 7,18
(1H, d, J=8,3Hz), 7,69 (1H, dd, J=2.5Hz, 7,9Hz), 8,09 (1H, dd, J=2,4Hz, 8,3Hz), 8.5-
8,7 (2H, m), 9,97 (1H, s)

MS (m/z): 228 (M")

Vi du tham khao 52: 2—0xo-1-pentyl-1,2-dihydropyridin—4—carbandehyt

2 N0
/\/\/N l
0]

Dung dich chta 2-oxo-1,2- dihydropyridin-4-carbandehyt (2, 46g) trong DMF
(50ml), 60% natri hydrua (960mg) dugc bd sung trong khi lam lanh bang nudc da.
Hon hop thu dugce duge khudy & nhiét do trong phong trong 30 phut. 1-bromopentan
(3,0ml) dugc bd sung vao hdn hop phan Gng va hdn hop thu duge dugc khudy & 50°C
trong 5 gio. Hdn hop phén tng dugc rét vao amoni clorua nudc bdo hoa va hoén hop
thu dugc duogc chiét bing t-butyl metyl ete. Lép hiru co duoc rira bang nude va lam
kho bang natri sulfat. Lop hitu co duoc loc va sau d6 dung moi dugc cho bay hoi. Séc
ky cot silica gel duge thue hién dé thu dugc hop chét néu & d& muc (606mg).

'H-NMR (CDCls, 8): 0,91 (3H, t, J=7,3Hz), 1,2-1,5 (4H, m), 1,6-1,9 (2H, m),
3,95 (2H, t, J=7,8Hz), 6,56 (1H, dd, J=1,5Hz, 6,8Hz), 6,99 (1H, d, J=2,0Hz), 7,37 (1H,
d, J=6,8Hz), 9,88 (1H, d, J=0,9Hz)

MS (m/z): 193 (M")

Vi du tham khéo 53: 1-buty1-2-oxo-1,2-dihydropyridin—4-carbandehyt
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Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du tham khao

52 str dung 1-bromobutan, thu dugc hop chit néu & dé& muc.

IH-NMR (CDCls, 8): 0,97 (3H, t, J=7,3Hz), 1,3-1.5 (2H, m), 1,6-1,9 (2H, m),
3,96 (2H, t, J=7,3Hz), 6,56 (1H, dd, J=2,0Hz, 7,3Hz), 7,00 (1H, 4, J=1,5Hz), 7,38 (1H,
d, J=7,3Hz), 9,87 (1H, s)

MS (m/z): 179 (M)

Vi du tham khéo 54: N-(4-clo-3-xyanobenzyl)propionamit

N %

N
Beg

Biéng cach thyc hién céc cong doan tuong tu v6i quy trinh cta vi du tham khao
1 st dung propionyl clorua, thu dugce hop chat néu ¢ dé muc.

IH-NMR (CDCl;, 8): 1,19 (3H, t, J=7,3Hz), 2,29 (2H, q, J=7,3Hz), 4,44 (2H, d,
J=5,8Hz), 5,95 (1H, brs), 7,4-7,6 (2H, m), 7,57 (1H, s)

MS (m/z): 222 (M)

Vi du tham khao 55: N-(3-carbamimidoy1—4-clobenzy1)propionamit

hydroclorua

Biéng cach thyc hién céc cong doan tuong tu v6i quy trinh cta vi du tham Khao
2 st dung N-(4-clo-3-xyanobenzyl)propionamit, thu duoc hop chit néu & d& muc. Hop
chét thu dugc duoc st dung cho phéan Umg tiép theo ma khong can tinh ché.

Vi du tham khéo 56: N-(4-clo-3-xyanobenzyl)butyramit

O
N
AN
Cl
Bing cach thyc hién cdc cong doan tuong tu v&i quy trinh ctia vi du tham khao

1 st dung butyryl clorua, thu dugc hop chét néu & dé& muc.

'H.NMR (CDCls, 8): 0,96 (3H, t, J=7,3Hz), 1,6-1,8 (2H, m), 2,23 (H, t,
1=7.8Hz7), 4,44 (2H, d, 1=5,8Hz), 5,95 (1H, brs), 7.4-7,6 2H, m), 7,57 (1H, )
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MS (m/z): 236 (M")
Vi du tham khéo 57: N-(3-carbamimidoyl-4-clobenzyl)butyramit hydroclorua

Bing cach thuc hién cac cong doan twong tw voi quy trinh cta vi du tham khao
2 st dung N-(4-clo-3-xyanobenzyl)butyramit, thu dugc hop chét néu & dé muc. Hop
chét thu dugc duoc sir dung cho phan ng tiép theo ma khong can tinh ché.

Vi du tham khao 58: 6-{2-[2-(2-etoxyetoxy )etoxy Jetoxy }pyridin-3-
carbandehyt

Xy 0
OO | N

Bing cach thuc hién cac cong doan twong tu v6i quy trinh cta vi dy tham khao
20 st dung 2-[2-(2-etoxyetoxy)etoxyJetanol, thu dugc hop chét néu & dé muc.

IH-NMR (CDCls, 8): 1,21 (3H, t, J=7,3Hz), 3,52 (2H, q, J=6,8Hz), 3,5-
4,0(10H, m), 4,5-4,7 (2H, m), 6,88 (1H, d, J=8,8Hz), 8,06 (1H, dd, J=2,5Hz, 8,8Hz),
8,60 (1H, d, J=1,9Hz), 9,95 (1H, s)

MS (m/z): 283 (M")

Vi du tham khao 59: 6-(6-mety1pyridin-2-ylmetoxy)pyridin-3-carbandehyt

D
N Pz

B%lng cach thuc hién cdc cong doan tuong tw v6i quy trinh cua vi du tham khéao

20 st dung (6-metylpyridin-2-yl)metanol, thu dugc hop chét néu & dé muc.

ITL-NMR (CDCL, 8): 2,59 (3H, s), 5,57 (2H, s), 6,97 (1H, d, J=8,8Hz), 7,10
(1H, d, J=7,8Hz), 7,23 (1H, d, J=7,3Hz), 7,59 (1H, t, J=7,9Hz), 8,10 (1H, dd, J=2,4Hz,
8.8Hz), 8,63 (1H, d, I=2,4Hz), 9,96 (1H, s)

MS (m/z): 228 (M")
Vi du tham khao 60: 6-(3-flopropoxy)pyridin-3-carbandehyt
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Bing cach thuc hién cac cong doan tuong tu voi quy trinh cua vi dy tham khao
20 str dung 3-flopropan-1-ol, thu dugc hop chét néu & dé muc.

IH-NMR (CDCls, 8): 1,1-1,3 (2H, m), 4,4-4,7 (3H, m), 4,70 (1H, t, J=5,4Hz),
6,84 (1H, d, J=8,8Hz), 8,08 (1H, dd, J=2,5Hz, 8,8Hz), 8,62 (1H, d, J=2,0Hz), 9,96 (1H,
s)

MS (m/z): 183 (M)

Vi du tham khao 61: 3-(bromometyl)-2-clo-6-flobenzonitril

Cl
N\\ﬁij/\
Br
F

Trong moi trudng nito, 2-clo-6-flo-3-metylbenzonitril (5,18g) duge hoa tan
trong axetonitril (150ml), 1,3-dibromo-5 ,5-dimetylhydantoin (4,37g) va 2,2-
azobis(isobutyronitril) (501mg) dugc bd sung vao dung dich va hén hop thu duoc
duoc hoi luu trong 3 gidy bang cach gia nhiét. Axit clohydric IN dugc bd sung vao hon
hop phan tmg, hdn hop thu duge duge chiét bang etyl axetat va sau d6 16p hitu co thu
duoc duoc rira b%mg Axit clohydric 1IN va nudc mudi bdo hoa. Dung moi dugce loai bo
dudi 4p sudt giam va hop chét thu dugc dugc st dung cho phan tng tiép theo ma
khong can tinh ché.

Vi du tham khéo 62: 3-(aminometyl)-2-clo-6-flobenzonitril

N
F
3-(bromometyl)-2-clo-6-flobenzonitril dugc hoa tan trong N,N-
dimetylformamit (75ml), natri azit (1,99g) dugc bd sung vao dung dich trong khi lam
lanh bang nude da va hén hop thu duge duoc khudy trong 30 phut. Nuéc mudi bio
hoa duge bd sung vao hdn hgp phan tmg, hén hop thu dugce duge chiét bang etyl
axetat va sau do 16p hitu co dugc rira bang nuéc mudi bao hoa. Dung mdi dugc loai bo
dudi ap suét giam va Hop chét thu duoc duge st dung cho phan ung tiép theo ma
khong can tinh ché.

Hop chat thu duge duoc hoa tan trong tetrahydrofuran (75ml) va nu6e (3ml),
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triphenylphosphin (9,62g) dugc bd sung vao dung dich trong khi lam lanh bang nudc
d4 va hén hop thu duge dugc khudy qua dém & nhiét do trong phong. Axit clohydric
IN duoc bd sung vao hdn hop phan tmg va hdn hop thu duge duge rira bang dietyl ete.
Nuéc natri hydroxit 1N dugc bd sung, hdn hop thu duge duge chiét bang diclometan,
sau d6 16p hiru co dugc lam kho bing magié sulfat va 16p hiru co thu dugc duge s

dung khi né duge cho phan ing dudi day.
Vi du tham khao 63: N-(2-clo-3-Xyano-4-ﬂ0benzyl)isobutyrarnit

Cl @]
N
F
Bing cach thyc hién cic cong doan tuong tu v6i quy trinh cta vi du tham khao

1 st dung isobutyryl clorua, thu dugc hop chét néu & d& muyc.

IH-NMR (CDCls, 8): 1,17 (6H, d, J=6,8Hz), 2,40 (1H, sept, J=6,8Hz), 4,50
(2H, d, J=6,4Hz), 5,98 (1H, s), 7,13 (1H. t, J=8,8Hz), 7,6-7,7 (1H, m)

MS (m/z): 254 (M")

Vi du tham khao 64: N-(3-carbamimidoyl—2-010-4-ﬂobenzyl)isobutyramit
hydroclorua

H—-ClI

Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du tham khao
2 stt dung N-(2-clo-3-xyano-4- flobenzyl)isobutyramit, thu dugc hop chit néu & dé

muc. Hop chét thu dugc dugce st dung cho phéan Ung tiép theo ma khong cAn tinh ché.

Vi du tham khéo 65: 3-clo-2-flo-6-(triflometyl)benzamidin hydroclorua

H—Cl

N F
N Cl
F
P

Bang cach thuc hién céc cong doan tuong tu v6i quy trinh cua vi du tham khao
2 st dung 3-clo-2-flo-6- (tr1ﬂomety1)benzon1tr11 thu duge hop chét néu & dé& muc. Hop

chét thu dugc duge st dung cho phan Gng tiép theo ma khong cAn tinh ché.
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Vi du tham khao 66: 2-[3-clo-2-flo-6-(triflometyl)phenyl]-6-[6-
(triflometyl)pyridin-3-yl]pyrimidin-4(3H)-on

@)
| N F
|\ N/ Cl
F Z F
N
F FF

Bang cach thuc hién cac cong doan tuong tu v6i quy trinh ctia vi du 4 st dung
6-(triflometyl)pyridin-3-carbandehyt va 3-clo-2-flo-6-(triflometyl)benzamidin
hydroclorua, thu dugc hop chét néu & d& muc.

IH-NMR (ds-DMSO, §): 7,38 (1H, s), 7,87 (1H, 4, J=8,4Hz), 8,04 (1H, d,
J=8,4Hz), 8,10 (1H, t, J=7,6Hz), 8,65 (1H, d, J=7,6Hz), 9,38 (1H, s), 13,44 (1H, brs)

MS (m/z): 437 (M")

Vi du tham khéo 67: 2-[3-c10-2-ﬂo-6-(triﬂomety1)phenyl]-6-[6—
(diﬂometoxy)pyridin-3-yl]pyrimidin-4(3H)-on

0
‘ N F
£ l N N/ Cl
BY J o F
F @] N =
F

Bing cach thuc hién cac cong doan twong ty v6i quy trinh ca vi du 4 st dung
6-(diflometoxy)pyridin-3-carbandehyt va 3-clo-2-flo-6-(triflometyl)benzamidin
hydroclorua, thu dugc hop chit néu ¢ dé muc.

IH-NMR (d6-DMSO, 8): 7,2-7,3 (2H, m), 7,77 (1H, t, J=72,8Hz), 7,86 (1H, d,
J=8,8Hz), 8,09 (1H, t, J=8,0Hz), 8,50 (1H, dd, J=2,4Hz, 8,8Hz), 8,92 (1H, d, J=2,0Hz),
13,30 (1H, brs)

MS (m/z): 435 (M")

Vi du tham khao 68: 2-[3-clo-2-ﬂo-6-(triﬂometyl)phenyl]—6-[6-(2-
etoxyetoxy)pyridin-3-yl]pyrimidin—4(3H)—on
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0O
l N F
| N N/ Cl
O~ T
-

Bang cach thuc hién cdc cong doan twong tw voi quy trinh cta vi dy 4 sir dung
6-(2-etoxyetoxy)pyridin-3-carbandehyt va 3-clo-2-flo-6-(triflometyl)benzamidin
hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,12 (3H, t, J=6,8Hz), 3,49 (2H, q, J=6,8Hz), 3,71
(2H, t, J=5,2Hz), 4,43 (2H, t, J=5,2Hz), 6,94 (1H, d, J=8,8Hz), 7,06 (1H, s), 7,85 (1H,
d, J=8,0Hz), 8,08 (1H, t, J=8,0Hz), 8,30 (1H, d, J=7,2Hz), 8,84 (1H, s), 13,20 (1H, brs)

MS (m/z): 457 (M")

Vi du tham khéo 69: 2-[3-clo-2-flo-6-(triflometyl)pheny1]-6-[5-
(triflometyl)pyridin-2-yl]pyrimidin-4(3H)-on

0O
| N F
l N N/ Cl
F ~.N F
F F F F

Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 str dung
5-(triflometyl)pyridin-2-carbandehyt va 3-clo-2-flo-6-(triflometyl)benzamidin
hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (d¢-DMSO, 3): 7,41 (1H, s), 7,88 (1H, d, J=8,8Hz), 8,11 (1H, t,
J=8,4Hz), 8,34-8,40 (2H, m), 9,13 (1H, s), 13,45 (1H, brs)

MS (m/z): 437 (M")

Vi du tham khao 70: 6-(tetrahydropyran—4-ylmetoxy)pyridin—3-carbandehyt

Dung dich chtra (tetrahydropyran-4-yl)metanol (8,36g) trong DMF (150ml),
kali tert-butoxide (5,84g) dugc bd sung va hén hop thu dugc duge khudy trong 30 phut
trong moi trudng nito. 6-clopyridin-3-carbandehyt (4,24g) duoc bd sung vao hdn hop
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phan tmg va hdn hop thu duge duge khudy trong 14 gid trong moi truong nito. Hoén
hop phéan tng dugc rét vao nudc va hdn hop thu duge duoc chiét bang t-butyl metyl
ete. Dung moi duge cho bay hoi va sau d6 chit cin dugc tinh ché bing sic ky cot
silica gel @ thu duoc hop chét néu & d& muc (0,80g).

'H-NMR (CDCls, 8): 1,3-1,8 (4H, m), 2,0-2,2 (1H, m), 3,3-3,6 (2H, m), 3,9-
4,1 (2H, m), 4,27 (2H, d, J=6,9Hz), 6,83 (1H, d, J=8,3Hz), 8,07 (1H, dd, J=2,4Hz,
8,8Hz), 8,61 (1H, d, J=2,5Hz), 9,96 (1H, s)

MS (m/z): 221 (M)

Vi du tham khao 71: 5-(1-propynyl)pyridin-3-carbandehyt

5-bromopyridin-3-carbandehyt (595mg), diclobis(triphenylphosphin)paladi(II)
(225mg), dong(I) iodua (120mg), N,N-diisopropyletylamin (2,2ml), tetrahydrofuran
(10ml), dung dich tetrabutylamoni florua 1M trong tetrahydrofuran (3,4ml) va 1-
(trimetylsilyl)-1-propyn (1,43ml) dugc tron theo trinh tu. Céc 10 vi song dugc chiéu xa
trén hdn hop & 50°C trong 30 phut trong mdi trudng nito. Hon hop phén tng dugc loc,
sau d6 etyl axetat dugc bd sung vao chét loc va hdn hop thu dugc duge rira bang nudc.
L6p hitu co dugc tach va dung mdi duge cho bay hoi. Chét cin duoc tinh ché bang sic
ky cot silica gel dé thu dugc hop chit néu ¢ dé muc (322mg).

'H-NMR (CDCls, 8): 2,11 (3H, s), 8,12 (1H, s), 8,83 (1H, s), 8,94 (1H, s),
10,08 (1H, s)

MS (m/z): 145 (M")

Vi du tham khao 72: 6-(3 -metyloxetan-3-ylmetoxy)pyridin-3-carbandehyt

mo
®
o
o)

Béng cach thuc hién cc cong doan twong tu v4i quy trinh cua vi du tham khao

70 st dung 3-metyl-3-oxetanmetanol, thu dugc hop chét néu & dé muc.

I-NMR (CDCls, 8): 1,44 (3H, s), 4,4-4,8 (6H, m), 6,87 (1H, d, J=8,8Hz),
8,10 (1H, dd, J=2,5Hz, 8,8Hz), 8,63 (1H, d, I=2,0Hz), 9,97 (1H, 5)

MS (m/z): 207 (M*)

-92-



33984

Vi du tham khao 73: 6-butoxypyridazin-3-carbandehyt

Dung dich chua (6-butoxypyridazin-3-yl)metanol (1,51g) trong cloform
(50ml), 1,1,1—triaxetoxy-1,l-dihydro-1,2-benziodoxol-3-(lH)-on (4,22g) dugce bd sung
tr tr trong khi 1am lanh bang nudc dé trong moi trudng nito. Hon hop thu duge duge
khudy & nhiét do trong phong trong 3 gi¢ va sau do nudce natri hydrocacbonat bdo hoa
va natri thiosulfat nudc duoc bd sung vao hdn hgp. Lép hitu co duge tach, lam kho
bing magié sulfat va loc. Dung m6i dugce cho bay hoi dudi 4p suét gidm va chét cin
thu dugc dugc tinh ché bang séc ky cot silica gel dé thu duoc hop chét néu & dé& muc
(790mg).

'H-NMR (CDCls, 8): 0,98 (3H, t, J=7,6Hz), 1,42 (2H, sext, J=1,6Hz), 1,85
(2H, quin, J=7,6Hz), 4,26 (2H, t, J=7,6Hz), 6,96 (1H, d, J=9,2Hz), 7,74 (1H, d,
J=9,6Hz), 9,74 (1H, d, J=1,2Hz)

MS (m/z): 180 (M")

Vi du tham khéo 74: N-(4-clo-3-xyano-2-flobenzyl)butyramit

F O
peaas
Cl

Bing cach thyc hién cac cong doan tuong tur voi quy trinh cta vi du tham khao
1 sit dung 3-aminometyl-6-clo-2-flobenzonitril va butyryl clorua, thu dugc hop chat
néu & dé& muc.

IH-NMR (CDCls, 8): 0,94 (3H, t, J=7,6Hz), 1,67 (2H, sext, J=7,6Hz), 2,19
(2H, t, J=7,6Hz), 4,46 (2H, t, J=6,4Hz), 7,29 (1H, dd, J=1,2Hz, 8,4Hz), 7,61 (1H, t,
J=8,4Hz)

MS (m/z): 254 (M")

Vi du tham khéo 75: N-(3—carbamimidoy1-4—clo-2-ﬂ0benzy1)butyramit

hydroclorua
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Bing cach thuc hién cac cong doan twong tu v6i quy trinh cta vi du tham khao
2 st dung N-(4-clo-3-xyano-2-flobenzyl)butyramit, thu dugc hop chit néu & dé& muc.
Hop chat thu dugc duge sir dung cho phan ting tiép theo ma khong cAn tinh ché.

Vi du tham khéo 76: 2-[3-c10-2-ﬂo-6-(triﬂomety1)phenyl]-6-(6-
metoxypyridin-3-yl)pyrimidin-4(3H)-on

0
TN F
I\ N/ Cl
S0 N :Z
F

Bing cach thuc hién cdc cong doan twong tu voi quy trinh ctia vi du 4 st dung
6-metoxypyridin-3-carbandehyt va 3-clo-2-flo-6-(triflometyl)benzamidin hydroclorua,
thu duogc hop chit néu & dé muc.

TH-NMR (d¢-DMSO, 3): 3,92 (3H, s), 6,92 (1H, d, J=8,8Hz), 7,07 (1H, s),
7,85 (1H, d, J=8,4Hz), 8,08 (1H, t, J=8,4Hz), 8,30 (1H, dd, J=2,4Hz, 8,8Hz), 8,86 (1H,
d, J=2,0Hz), 13,17 (1H, brs)

MS (m/z): 399 (M)

Vi du tham khao 77: 6-(xyclopropyletynyl)pyridin—3-carbandehyt

Dung dich chtra 6-bromopyridin-3- -carbandehyt (930mg) trong tetrahydrofuran
(25ml), xyclopropylaxetylen (0, 64ml), diclobis(triphenylphosphin)paladi(Il) (70mg),
ddng iodua (38mg) va trietylamin (2,1ml) duogc bd sung trong mdi trudong nito va hdn
hop thu dugce dugce khudy qua dém & 40°C. Sau phan Ung, hdn hop phéan Gng dugc loc
qua 16p Celite, dung mdi dugc cho bay hoi va sau d6 chit cin dugc tinh ché bang sic
ky cot silica gel 8 thu duogc hop chit néu & dé muc (595mg).

IH-NMR (CDCls, 8): 0,9-1,0 (4H, m), 1,5-1,6 (1H, m), 7,48 (1H, d, J=7,6Hz),
8,08 (1H, dd, J=2,0Hz, 8,0Hz), 8,97 (1H, d, J=2,0Hz), 10,07 (1H, s)
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MS (m/z): 171 (M")
Vi du tham khao 78: 2-(xyclopropyletynyl)thiazol-5-carbandehyt

>—=—CJ " °

Dung dich chtta 2-bromothiazol-5-carbandehyt (1,92¢) trong tetrahydrofuran
(40ml), xyclopropylaxetylen (1,27ml), diclobis(triphenylphosphin)paladi(Il) (140mg),
dbng iodua (76mg) va trietylamin (4,2ml) duoc bd sung trong moi truong nito va hdn
hop thu dugc dugce khudy & 40°C trong 3 gio. Sau phan Ung, hén hop phéan tmg duge
loc qua 16p Celite, dung mdi duge cho bay hoi va sau d6 chit cin duge tinh ché bang

sic ky cot silica gel dé thu duoc hop chit néu & d& muc (1,42g).
IH-NMR (CDCL, 8): 0,9-1,1 (4H, m), 1,5-1,6 (1H, m), 8,32 (1H, s), 9,98 (1H,
s)
MS (m/z): 177 (M")
Vi du tham khéo 79: 5-(xyclopropyletynyl)pyridin-2-carbandehyt
X o

I/N
=

Dung dich chtra 5-bromopyridin-2- carbandehyt (1,86g) trong tetrahydrofuran
(40ml), xyclopropylaxetylen (1,27ml), diclobis(triphenylphosphin)paladi(Il) (140mg),
ddng iodua (76mg) va trietylamin (4, 2ml) dugce bd sung trong moi truong nito va hén
hop thu duogc duoc khudy qua dém & 40°C. Sau phén Ung, hdn hop phan ung duoc loc
qua 16p Celite, dung moi dugc cho bay hoi va sau d6 chit can duge tinh ché bang sic
ky cot silica gel dé thu duogc hop chit néu & dé muc (1,29g).

'H-NMR (CDCls, 3): 0,8-1,0 (4H, m), 1,4-1,6 (1H, m), 7,79 (1H, dd, J=2,0Hz,
8,0Hz), 7,87 (1H, d, J=8,0Hz), 8,72 (1H, d, J=2,0Hz), 10,05 (1H, s)

MS (m/z): 171 (M)

Vi du tham khao 80: 6-(3-Etyloxetan-3-ylmetoxy)pyridin-3-carbandehyt

|
g/\o N
o

Vi song duogc chiéu xa trén hdn hop bao gbm 3-etyl-3-oxetanmetanol (4,65g),
6-clopyridin-3-carbandehyt (2,83g), kali cacbonat (5,53g) va dimety! sulfoxit (13ml) ¢
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110°C trong 2 git va & 130°C trong 2 gid nira. Hon hop phéan tng dugc rét vao nude
va hdn hop thu duge duge chiét bang t-butyl metyl ete. Chét khong hoa tan dugc loai
b6 bang cach loc. Dung mdi dugc cho bay hoi va sau d6 chit cin duge tinh ché bang
sdc ky cot silica gel dé thu dugc hop chit néu & d& muc (0,86g).

IH-NMR (CDCls, 8): 0,96 (3H, t, J=7,3Hz), 1,87 (2H, q, J=7,3Hz), 4,4-4,7
(6H, m), 6,89 (1H, d, J=8,3Hz), 8,09 (1H, dd, J=2,5Hz, 8,8Hz), 8,63 (1H, d, J=2,5Hz),
9,97 (1H, s)

MS (m/z): 221 (M")

Vi du tham khéo 81: 4-(1-propynyl)thiazol-2-carbandehyt

e
N
7

Bing c4ch thuc hién cac cong doan tuong tu v6i quy trinh ca vi du tham khao
71 st dung 4-bromothiazol-2-carbandehyt, thu dugc hop chat néu ¢ dé muc.

IH-NMR (CDCls, 8): 2,10 (3H, s), 7,69 (1H, d, J=1,0Hz), 9,96 (1H, d,
J=1,5Hz)

MS (m/z): 151 (M")

Vi du tham khao 82: 5 -(xyclopropyletynyl)thiazol-2-carbandehyt

Bing c4ch thyc hién cac cong doan tuong tur voi quy trinh cta vi du tham khao
77 st dung 5-bromothiazol-2-carbandehyt, thu dugc hop chit néu & d& muc.

'H-NMR (CDCls, 8): 0,8-1,1 (4H, m), 1,4-1,6 (1H, m), 7,99 (1H, s), 9,90 (1H,

MS (m/z): 177 (M)
Vi du tham khéo 83: 4-(xyclopropyletynyl)thiazol-2-carbandehyt

\s o
N
4
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Bing céach thuc hién cdc cong doan twong tw v6i quy trinh cia vi du tham khao
77 st dung 4-bromothiazol-2-carbandehyt, thu dugc hop chat néu & d& muc.

IH-NMR (CDCls, 8): 0,8-1,0 (4H, m), 1,4-1,6 (1H, m), 7,67 (1H, d, J=1,5Hz),
9,95 (1H, d, J=1,0Hz)

MS (m/z): 177 (M)

Vi du tham khéo 84: 6-(xyclopropyletynyl)pyridin-2-carbandehyt

AN ~0
_N

Bing cach thuc hién cac cong doan tuong ty voi quy trinh ctia vi du tham khao
77 st dung 6-bromopyridin-2-carbandehyt, thu dugce hop chét néu & dé& muc.

'H-NMR (CDCls, 9): 0,8-1,1 (4H, m), 1,4-1,7 (1H, m), 7,56 (1H, dd, J=1,4Hz,
7,8Hz), 7,7-7,9 (2H, m), 10,05 (1H, s)

MS (m/z): 171 (M")

Vi du tham khao 85: 5-(xyclopropyletynyl)pyridin-3-carbandehyt

Bing cach thuc hién cac cong doan tuong tw voi quy trinh cua vi du tham khao
77 st dung 5-bromopyridin-3-carbandehyt, thu dugc hop chat néu ¢ dé muc.

IH-NMR (CDCl;, 8): 0,8-1,0 (4H, m), 1,4-1,6 (1H, m), 8,10 (1H, ¢, J=1,7Hz),
8,79 (1H, d, J=2,4Hz), 8,92 (1H, d, J=1,9Hz), 10,08 (1H, s)

MS (m/z): 171 (M)

Vi du tham khéo 86: N- [3-xyano-4-(triflometyl)benzyl]butyramit

Biing cach thyc hién cdc cong doan twong tu v6i quy trinh cta vi du tham khao

1 st dung 5-aminometyl-2-(triflometyl)benzonitril va butyryl clorua, thu dugc hgp
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chat néu & d€ muc.

'H-NMR (CDCls, ) 0,98 (3H, t, J=7,2Hz), 1,72 (2H, quin, J=7,6Hz), 2,26
(2H, t, I=7,2Hz), 4,53 (2H, d, ]=5,6Hz), 6,06 (1H, 5), 7.4-7,8 (3H, m)

MS (m/z): 270 (M")
Vi du tham khao 87: N-[3-carbamimidoyl-4-(triflometyl)benzyl]butyramit

hydroclorua
H-CI
N (@)
N N/k/\
F
i

Béng cach thuc hién c4c cong doan twong tw voi quy trinh cta vi du tham khao
2 st dung N-[3-xyano-4-(triflometyl)benzyl]butyramit, thu dugc hop chéit néu & dé
muc. Hop chét thu duge dugce sir dung cho phéan Gng tiép theo ma khong can tinh ché.
Vi du tham khao &8: 6-(3-morpholin-4-ylprop0xy)pyridin—3-carbandehyt

)

|
oy

o

Bang cach thuc hién cac cong doan tuong tu voi quy trinh cua vi du tham khao
70 st dung 4-(3-hydroxypropyl)morpholin, thu dugc hop chét néu & dé muc.

IH-NMR (CDCls, 8): 2,0 (2H, sext, J=6,8Hz), 2,4-2,6 (6H, m), 3,73 (4H, t,
J=4,8Hz), 4,47 (2H, t, J=6,4Hz), 6,83 (1H, d, J=8,8Hz), 8,06 (1H, dd, J=2,4Hz, 8,8Hz),
8,62 (1H, d, J=2,4Hz), 9,95 (1H, s)

MS (m/z): 250 (M)

Vi du tham khéo 89: 6-(1-propynyl)pyridin-3-carbandehyt

D
z N

6-bromopyridin-3-carbandehyt (595mg), diclobis(triphenylphosphin)paladi(Il)
(225mg), ddng(I) iodua (122mg), N,N-diisopropyletylamin (2,2ml), tetrahydrofuran
(10ml), dung dich tetrabutylamoni florua 1M trong tetrahydrofuran (3,4ml) va 1-
(trimetylsilyl)-1-propyn (1,42ml) duoc tron theo trinh tu. Vi séong dugc chiéu xa trén
hdn hgp & 50°C trong 30 phit trong moi truong nito. Sau phan tmg, hdn hop phan tmg
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duoc loc qua 16p Celite, dung moi dugc cho bay hoi va sau do chét can duoc tinh ché

béng sic ky cot silica gel dé thu duoc hop chat néu & d& muc (370mg).

'H-NMR (CDCls, 8): 2,14 (3H, s), 7,51 (1H, d, J=8,4Hz), 8,10 (1H, dd,
1=2.0Hz, 8,4Hz), 8,99 (1H, d, I=1,6Hz), 10,09 (1H, s)

MS (m/z): 145 (M)

Vi du tham khéo 90: 2-[3-clo-2-ﬂ0-6—(triﬂometyl)phenyl]—6-(5-ﬂ0pyridin—3-
yD)pyrimidin-4(3H)-on

(0]
F N N/ Cl
® :
F

Bing cach thuc hién cic cong doan tuong tu v6i quy trinh ctia vi du 4 st dung
5-flopyridin-3-carbandehyt va 3-clo-2-flo-6-(triflometyl)benzamidin hydroclorua, thu
dugce hop chat néu & dé muc.

IH-NMR (d¢-DMSO, 8): 7,31 (1H, s), 7,87 (1H, d, J=8,8Hz), 8,10 (1H, t,
1=8,4Hz), 8,2-8,3 (1H, m), 8,72 (1H, d, J=2,4Hz), 9,11 (1H, s), 13,37 (1H, brs)

MS (m/z): 387 (M)

Vi du tham khéo 91: 6—[(1—Hydroxyxyclohexyl)etynyl]pyridin—3-carbandehyt

Dung dich chtra 6-bromopyridin-3-carbandehyt (1,86g) trong tetrahydrofuran
(40ml), 1-etynyl-1-xyclohexanol (1,86g), diclobis(triphenylphosphin)paladi(Il)
(140mg), ddng(I) iodua (76mg) va trietylamin (4,2ml) dugc bd sung trong moi truong
nito va hdn hop thu duge duge khudy & 50°C trong 3 gio. Sau phan Ung, hdn hop phan
tng dugc loc qua 16p Celite, dung m6i duoce cho bay hoi va sau do chit cin dugce tinh
ché bang sic ky cot silica gel dé thu dugc hop chét néu & d& muc (2,22g).

IH-NMR (CDCls, 8): 1,2-1,4 (1H, m), 1,5-1,8(7H, m), 2,0-2,1 (2H, m), 2,29
(1H, s), 7,58 (1H, d, J=8,0Hz), 8,13 (1H, dd, I=1,6Hz, 8,0Hz), 9,03 (1H, d, J=1,6Hz),
10,11 (1H, s)

MS (m/z): 229 (M")
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Vi du tham khao 92: 5-(1-propynyl)pyridin-2-carbandehyt

Xy S0
N

l
Z

5-bromopyridin-2-carbandehyt (930mg), diclobis(triphenylphosphin)paladi(IT)
(351mg), ddng(l) iodua (190mg), N,N-diisopropyletylamin (3,4ml), tetrahydrofuran
(15ml), dung dich tetrabutylamoni florua IM trong tetrahydrofuran (5,3ml) va 1-
(trimetylsilyl)-1-propyn (2,22ml) dugc tron theo trinh tu va hon hop thu dugc duoc
khudy & 50°C trong 1 gid trong moi truong nito. Sau phan ting, hdn hop phan tmg
duoc loc qua 16p Celite, dung moi dugc cho bay hoi va sau d6 chét can duoc tinh ché
bing sic ky cot silica gel 8 thu duge hop chit néu & d& muc (454mg).

IH-NMR (CDClL, 8): 2,13 (3H, s), 7,8-7,9 (2H, m), 8,75 (1H, d, J=1,2Hz),
10,06 (1H, s)

MS (m/z): 145 (M")

Vi du tham khao 93: 2-[3-010-2-ﬂo-6-(triﬂometyl)phenyl]-6-(6-etoxypyridin-
3-yl)pyrimidin-4(3H)-on

(0]
| N F
N N/ Ci
-0 | N" ';
E

Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 st dung
6-etoxypyridin-3-carbandehyt va 3-clo-2-flo-6-(triflometyl)benzamidin hydroclorua,
thu duogc hop chit néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,33 (3H, t, J=6,8Hz), 4,37 (2H, q, J=6,8Hz), 6,89
(1H, d, J=8,8Hz), 7,05 (1H, s), 7,85 (1H, d, J=8,8Hz), 8,08 (1H, ¢, J=7,6Hz), 8,29 (1H,
dd, J=1,6Hz, 8,8Hz), 8,83 (1H, s), 13,19 (1H, brs)

MS (m/z): 413 (M")

Vidu 104: N-(4-clo-3-{4-[6-(3-etoxypropoxy)pyridin—3-yl]—6-oxo-1,6—
dihydropyrimidin-2-y1}benzyl)isobutyramit

Bing cach thuc hién céc cong doan twong tu v6i quy trinh ctia vi du 4 st dung
6-(3-etoxypropoxy )pyridin-3-carbandehyt, thu duoc hop chit néu & dé muc.

'H-NMR (d¢-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 1,10 (3H, t, J=6,8Hz), 1,96
(2H, quint, J=6,3Hz), 2,43 (1H, sept, J=6,8Hz), 3,42 (2H, q, J=6,8Hz), 3,50 (2H, t,
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J=5,9Hz), 4,31 (2H, d, J=6,3Hz), 4,37 (2H, t, ]=6,4Hz), 6,89 (1H, d, J=8,8Hz), 6,95
(1H, brs), 7,41 (1H, dd, J=1,9Hz, 8,3Hz), 7,5-7,6 (2H, m), 8,2-8,4 (2H, m), 8,87 (1H, d,
J=2,4Hz), 12,80 (1H, brs)

MS (m/z): 484 (M)

Vi du 105: N-(4-clo-3-{4-[6-(xyclopropylmetoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bang céach thuc hién cdc cong doan twong tw véi quy trinh cta vi du 4 st dung
6-(xyclopropylmetoxy)pyridin-3-carbandehyt, thu duoc hop chét néu & dé& muc.

IH-NMR (ds-DMSO, 8): 0,3-0,4 (2H, m), 0,5-0,6 (2H, m), 1,03 (6H, d,
J=6,8Hz), 1,1-1,4 (1H, m), 2,43 (1H, sept, J=6,8Hz), 4,16 (2H, d, J=6,8Hz), 4,31 (2H,
d, 1=5,8Hz), 6,8-7,0 (2H, m), 7,41 (1H, dd, J=1,9Hz, 8,3Hz), 7,5-7,6 (2H, m), 8,2-8,4
(2H, m), 8,85 (1H, d, J=1,9Hz), 12,86 (1H, brs)

Vi du 106: N—[3-(4-{6-[2-(2—butoxyetoxy)etoxy]pyridin-3-yl}-6-oxo-1,6-
dihydropyrimidin-2-y1)-4-clobenzyl]isobutyramit

Bing cach thuc hién cdc cong doan tuong tu voi quy trinh cua vi du 4 sir dung
6-[2-(2-butoxyetoxy)etoxy]pyridin-3-carbandehyt, thu duogc hop chét néu & d& muc.

'H-NMR (ds-DMSO, §): 0,85 (3H, t, J=7,3Hz), 1,03 (6H, d, J=6,8Hz), 1,2-1,5
(4H, m), 2,43 (1H, sept, J=7,8Hz), 3,36 (2H, t, J=6,4Hz), 3,4-3,6 (4H, m), 3,7-3,8 (2H,
m), 4,31 (2H, d, J=5,8Hz), 4,4-4,5 (2H, m), 6,92 (1H, d, J=8,8Hz), 6,96 (1H, brs), 7,41
(1H, dd, J=1,9Hz, 8,3Hz), 7,5-7,6 (2H, m), 8,2-8,4 (2H, m), 8,87 (1H, d, J=2,4Hz),
12,77 (1H, brs)

MS (m/z): 542 (M)

Vi du 107: N-(4-clo-3-{6-0x0-4-[6-(pyridin-2-ylmetoxy)pyridin-3 -yl]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu voi quy trinh cta vi du 4 st dung
6-(pyridin-2-ylmetoxy)pyridin-3-carbandehyt, thu duoc hop chat néu & dé muc.

IH-NMR (de-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,31
(2H, d, J=5,8Hz), 5,49 (2H, d, J=6,8Hz), 6,97 (1H, brs), 7,05 (1H, d, J=8,8Hz), 7,3-7.,4
(1H, m), 7,41 (1H, dd, J=1,9Hz, 8,3Hz), 7,46 (1H, d, J=7,8Hz), 7,5-7,6 (2H, m), 7,81
(1H, dt, J=1,5Hz, 7,3Hz), 8,33 (1H, t, J=5,8Hz), 8,39 (1H, dd, J=2,4Hz, 8,8Hz), 8,5-
8,6 (1H, m), 8,87 (1H, d, J=2,4Hz), 12,87 (1H, brs)

MS (m/z): 489 (M)

Vidu 108: N-(3-{6-0x0-4-[6-(pyridin-2-ylmetoxy)pyridin-3-yl1]-1,6-
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dihydropyrimidin-2-yl}-4-(triﬂometyl)benzyl)isobutyramit

Bing cach thuc hién cdc cong doan tuong tu véi quy trinh cta vi du 4 st dung
6-(pyridin-2-ylmetoxy)pyridin-3-carbandehyt va N- [3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (d6-DMSO, §): 1,04 (6H, d, J=6,8Hz), 2,45 (1H, sept, J=6,8Hz), 4,40
(2H, d, I=5,8Hz), 5,49 (2H, s), 6,98 (1H, brs), 7,04 (1H, d, J=8,8Hz), 7,2-7.,4 (1H, m),
7,46 (1H, d, J=7,8Hz), 7,5-7,7 (2H, m), 7,80 (1H, dt, J=1,5Hz, 7,9Hz), 7,88 (1H, d,
J=7,9Hz), 8,3-8,6 (3H, m), 8,8-8,9 (1H, m), 12,95 (1H, brs)

MS (m/z): 523 (M)

Vi du 109: N—(4-clo-3-{4-[6—(6-mety1pyridin—3-ylmetoxy)pyridin-3—yl]—6-0x0-
1,6-dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién cac cdng doan tuong tu véi quy trinh cua vi du 4 st dung
6-(6—metylpyridin—3-ylmetoxy)pyridin-3-carbandehyt, thu duoc hop chat néu & dé muc.

IH-NMR (d¢-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 2,46
(3H, s), 4,31 (2H, d, J=5,8Hz), 5,42 (2H, s), 6,9-7,1 (2H, m), 7,26 (1H, d, J=1,3Hz2),
7,42 (1H, dd, J=2,0Hz, 8,3Hz), 7,5-7,6 (2H, m), 7,77 (1H, dd, J=2,4Hz, 7,8Hz), 8,2-
8,4 (2H, m), 8,55 (1H, d, J=2,0Hz), 8,90 (1H, d, J=2,5Hz)

MS (m/z): 503 (M")

Vidu 110: N-{4-010-3-[6-0X0-4—(2-0x0-l—pentyl—1,2-dihydr0pyridin-4-yl)-1,6-
dihydropyrimidin-2-yl]benzyl}isobutyramit

Bing cach thuc hién cic cong doan tuong tu véi quy trinh cua vi du 4 st dung
2-ox0-1-pentyl-1,2-dihydropyridin-4-carbandehyt, thu duge hop chit néu & dé muc.

IH-NMR (d¢-DMSO, 8): 0,86 (3H, t, J=7,3Hz), 1,03 (6H, d, J=6,8Hz), 1,1-1,4
(4H, m), 1,5-1,7 (2H, m), 2,43 (1H, sept, J=6,8Hz), 3,89 (2H, t, J=6,9Hz), 4,31 (2H, d,
J=5,8Hz), 6,80 (1H, dd, J=1,9Hz, 6,8Hz), 7,01 (1H, brs), 7,06 (1H, d, J=1,5Hz), 7,42
(1H, dd, J=2,0Hz, 8,3Hz), 7,53 (1H, d, J=2,0Hz), 7,57 (1H, d, J=8,3Hz), 7,77 (1H, d,
J=7,3Hz), 8,34 (1H, t, J=6,1Hz), 13,04 (1H, brs)

MS (m/z): 468 (M")

Vi du 111: N-{3-[4-(1-butyl-2-ox0-1 ,2-dihydropyridin-4-yl)-6-oxo-1,6-
dihydropyrimidin-2-yl]-4-clobenzyl} isobutyramit

Bing céch thuc hién cdc cong doan tuong tur v6i quy trinh cua vi du 4 st dung
1-butyl-2-0xo-1,2-dihydropyridin-4-carbandehyt, thu duoc hop chit néu & dé muc.

IH-NMR (d6-DMSO, §): 0,90 (3H, t, J=7,3Hz), 1,03 (6H, d, J=6,8Hz), 1,2-1,4
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(2H, m), 1,5-1,7 (2H, m), 2,43 (1H, sept, J=6,8Hz), 3,90 (2H, t, J=7,0Hz), 4,31 (2H, d,
J=5,8Hz), 6,80 (1H, dd, J=1,4Hz, 6,8Hz), 7,01 (1H, brs), 7,06 (1H, d, J=1,9Hz), 7,42
(1H, dd, J=2,5Hz, 8,3Hz), 7,53 (1H, d, J=2,0Hz), 7,57 (1H, d, J=8,3Hz), 7,77 (1H, d,
J=7,3Hz), 8,34 (1H, t, J=5,9Hz), 13,03 (1H, brs)

MS (m/z): 454 (M")

Vi du 112: N-(4-clo-3- {4-[6-(diflometoxy)pyridin-3-yl]-6-0xo-1,6-
dihydropyrimidin-2-y1}benzyl)propionamit

Bing cach thyc hién cdc cong doan tuong tu v6i quy trinh cta vi du 4 st dung
6-(diflometoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-
clobenzyl)propionamit hydroclorua, thu dugc hop chét néu & d& myc.

'H-NMR (d6-DMSO, 8): 1,02 (3H, t, J=7,8Hz), 2,16 (2H, q, J=7,8Hz), 4,31
(2H, d, I=6,4Hz), 7,08 (1H, brs), 7,20 (1H, d, J=8,8Hz), 7,43 (1H, dd, J=1,9Hz, 8,3Hz),
7.5-7,7 (2H, m), 7,77 (1H, t, J=72,7Hz), 8,3-8,4 (1H, m), 8,54 (1H, dd, J=2,5Hz,
8,8Hz), 8,95 (1H, d, J=2,0Hz), 12,95 (1H, brs)

MS (m/z): 434 (M")

Vi du 113: N-(4-clo-3- {4-[6-(xyclopropylmetoxy)pyridin-3 -yl]-6-0x0-1,6-
dihydropyrimidin-Z—yl}benzyl)propionamit

Béng cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 st dung
6-(Xyclopropylmetoxy)pyridin—3-carbandehyt va N-(3-carbamimidoyl-4-
clobenzyl)propionamit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (d-DMSO, §): 0,3-0,4 (2H, m), 0,5-0,6 (2H, m), 1,02 (GH, t,
J=7,3Hz), 1,2-1,4 (1H, m), 2,16 (2H, q, J=7.8H2), 4,16 (2H, d, J=7,3Hz), 4,32 (2H, d,
J=5,9Hz), 6,91 (1H, d, J=8,8Hz), 6,95 (1H, brs), 7,43 (1H, dd, J=2,0Hz, 8,8Hz), 7,5-
7,6 (2H, m), 8,2-8,4 (2H, m), 8,85 (1H, d, J=2,0Hz), 12,80 (1H, brs)

MS (m/z): 438 (M)

Vidu 114: N-(4-clo-3-{4-[6-(diﬂ0met0xy)pyridin—3-yl]-6-oxo-1,6-
dihydropyrimidin-2-yl}benzyl)butyramit

Bing cach thyc hién cdc cong doan tuong ty v6i quy trinh cta vi du 4 stt dung
6-(diflometoxy)pyridin-3-carbandehyt va N-3 -carbamimidoyl-4-clobenzyl)butyramit
hydroclorua, thu dugc hop chét néu & dé muyc.

'H-NMR (d¢-DMSO, §): 0,85 (3H, t, J=7,3Hz), 1,4-1,6 (2H, m), 2,13 (2H, t,
J=7,3Hz), 4,32 (2H, d, J=5,8Hz), 7,08 (1H, brs), 7,20 (1H, d, J=8,7Hz), 7,43 (1H, dd,
J=1,9Hz, 8,3Hz), 7,5-7,7 (2H, m), 7,77 (1H, t, J=72,2Hz), 8,3-8,5 (1H, m), 8,54 (1H,
dd, J=2,5Hz, 8,8Hz), 8,95 (1H, d, J=2,5Hz), 12,98 (1H, brs)
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MS (m/z): 448 (M)

Vidu 115: N—(4-clo—3-{6—oxo-4-[6-(2-propoxyetoxy)pyridin-3-yl]— 1,6-
dihydropyrimidin-2-y1}benzyl)butyramit

Bﬁng céach thuc hién cdc cong doan tuong tu v6i quy trinh cua vi du 4 str dung
6-(2-propoxyetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-
clobenzyl)butyramit hydroclorua, thu duge hop chét néu & d& muc.

IH-NMR (ds-DMSO, 8): 0,8-0,9 (6H, m), 1,4-1,6 (4H, m), 2,13 (2H, t,
J=7,3Hz), 3,40 (2H, t, J=6,8Hz), 3,6-3,8 (2H, m), 4,32 (2H, d, J=6,3Hz), 4,4-4,5 (2H,
m), 6,92 (1H, d, J=8,8Hz), 6,96 (1H, brs), 7,3-7.7 (3H, m), 8,2-8,5 (2H, m), 8,87 (1H,
d, J=2,0Hz), 12,87 (1H, brs)

MS (m/z): 484 (M)

Vi du 116: N-{4-clo-3-[4-(5-flopyridin-3-yl)-6-0xo0- 1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

Bang cach thuc hién cac cong doan tuong tu v6i quy trinh cua vi du 4 st dung
5-flopyridin-3-carbandehyt, thu dugce hop chét néu & d& muc.

'H-NMR (ds-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,44 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=6,4Hz), 7,19 (1H, brs), 7,43 (1H, dd, J=2,0Hz, 8,3Hz), 7,5-7,7 (2H, m), 8,2~
8,4 (2H, m), 8,70 (1H, d, J=2,9Hz), 9,14 (1H, s), 13,05 (1H, brs)

MS (m/z): 400 (M)

Vidull7: N-(4-clo-3-{6-oxo-4-[6-(2,2,2-triﬂoetoxy)pyridin—3-yl]-1,6-
dihydropyrimidin-2-yl}benzyl)propionamit

Bing cach thyc hién céc cong doan tuong tu v6i quy trinh cta vi du 4 st dung
6-(2,2,2-trifloetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-
clobenzyl)propionamit hydroclorua, thu dugc hop chét néu & d& muc.

IH-NMR (d¢-DMSO, 8): 1,02 (3H, t, J=7,3Hz), 2,16 (2H, q, J=7,8Hz), 4,32
(2H, d, J=5,9Hz), 5,07 (2H, q, J=8,8Hz), 7,02 (1H, brs), 7,10 (1H, d, J=8,8Hz), 7,43
(1H, dd, J=1,9Hz, 8,3Hz), 7,5-7,6 (2H, m), 8,3-8,4 (1H, m), 8,44 (1H, dd, J=2,4Hz,
8,8Hz), 8,91 (1H, d, J=2,5Hz), 12,83 (1H, brs)

MS (m/z): 466 (M")

Vidu 118: N-(4-clo-3- {4-[5-(diflometoxy)pyridin-2-yl]-6-0xo0- 1,6-
dihydropyrimidin-2-yl}benzyl)butyramit

Bang céach thyc hién cdc cong doan tuong tu v6i quy trinh cta vi du 4 st dung

5-(diflometoxy)pyridin-2-carbandehyt va N- (3 -carbamimidoyl-4-clobenzyl)butyramit
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hydroclorua, thu dugc hop chét néu & d& muc.

IH-NMR (d¢-DMSO, 8): 0,85 (3H, t, J=7,8Hz), 1,4-1,6 (2H, m), 2,13 (2H, t,
J=7,3Hz), 4,33 (2H, d, J=5,9Hz), 7,18 (1H, brs), 7,41 (1H, t, J=72,8Hz), 7,44 (1H, dd,
J=2,0Hz, 8,33Hz), 7,5-7,7 (2H, m), 7,80 (1H, dd, J=2,4Hz, 83Hz), 8,30 (1H, d,
J=8,8Hz), 8,38 (1H, t, J=5,9Hz), 8,63 (1H, d, J=2,9Hz), 13,04 (1H, brs)

MS (m/z): 448 (M")

Vi du 119: N-{3-[4-(5-clopyridin-3-yl)-6-oxo-1 ,6-dihydropyrimidin-2-y1]-4-
(triflometyl)benzyl}isobutyramit

Bing cach thuc hién cdc cong doan twong ty voi quy trinh cta vi du 4 st dung
5-clopyridin-3-carbandehyt va N- [3—carbamimidoyl-4-(triﬂometyl)benzyl]isobutyrarnit
hydroclorua, thu dugc hop chit néu & d& muc.

IH-NMR (ds-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,46 (1H, sept, J=6,9Hz), 4,40
(2H, d, J=5,8Hz), 7,23 (1H, brs), 7,5-7,7 (2H, m), 7,90 (1H, d, J=8,3Hz), 8,3-8,5 (1H,
m), 8,48 (1H, s), 8,74 (1H, d, J=1,9Hz), 9,19 (1H, s), 13,17 (1H, brs)

MS (m/z): 450 (M)

Vidu 120: N—{3-[4-(5—ﬂopyridin—3-yl)-6-0xo-1,6-dihydropyrimidin-2-yl]-4-
(triflometyl)benzyl}isobutyramit

Bing céach thuc hién cdc cong doan twong tw vdi quy trinh cua vi du 4 sir dung
5-flopyridin-3-carbandehyt va N-[3-carbamimidoyl—4-(triﬂometyl)benzyl]isobutyramit
hydroclorua, thu dugc hop chét néu ¢ d& muc.

IH-NMR (d¢-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,46 (1H, sept, J=6,8Hz), 4,41
(2H, d, J=5,8Hz), 7,21 (1H, brs), 7,5-7,7 (2H, m), 7,90 (1H, d, J=8,3Hz), 8,28 (1H, d,
J=9,8Hz), 8,3-8,5 (1H, m), 8,70 (1H, d, J=2,9Hz), 9,13 (1H, s), 13,16 (1H, brs)

MS (m/z): 434 (M)

Vidu 121: N-(4—clo-3-{4-[5-(diﬂometoxy)pyridin-2-yl]-6-0x0-1,6—
dihydropyrimidin-2-yl}benzyl)propionamit

Bing céach thuc hién cac cong doan twong tw voi quy trinh cta vi du 4 st dung
5-(diflometoxy)pyridin-2-carbandehyt va N-(3 -carbamimidoyl-4-
clobenzyl)propionamit hydroclorua, thu dugc hop chét néu & dé& muc.

IH-NMR (ds-DMSO, §): 1,03 (3H, t, J=7,8Hz), 2,16 (2H, q, J=7,3Hz), 4,32
(2H, d, J=5,8Hz), 7,19 (1H, brs), 7,42 (1H, t, J=73,3Hz), 7,44 (1H, dd, J=2,5Hz,
8,8Hz), 7,5-7,7 (2H, m), 7,80 (1H, dd, J=2,4Hz, 8,3Hz), 8,31 (1H, d, J=8,8Hz), 8,35
(1H, t, J=5,8Hz), 8,63 (1H, d, J=2,4Hz), 12,96 (1H, brs)
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MS (m/z): 434 (M)

Vi du 122: N-{4-clo-3-[4-(5-metoxypyridin-3-yl)-6-0xo-1,6-
dihydropyrimidin-2-yl]benzyl}isobutyramit

Bing cach thuc hién cac cong doan tuong tu véi quy trinh cua vi du 4 sir dung
5-metoxypyridin-3-carbandehyt, thu dugc hop chét néu & dé& muc.

TH-NMR (ds-DMSO, 8): 1,03 (6H, d, ]=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 3,90
(3H, s), 4,32 (2H, d, J=5,9Hz), 7,14 (1H, brs), 7,42 (1H, dd, J=2,4Hz, 8,3Hz), 7,5-7,7
(2H, m), 7,94 (1H, d, J=2,2Hz), 8,34 (1H, t, J=5,9Hz), 8,40 (1H, d, J=3,0Hz), 8,85 (1H,
d, J=1,9Hz), 12,98 (1H, brs)

MS (m/z): 412 (M)

Vi du 123: N-{3-[4-(5-Metoxypyridin-3-yl)-6-oxo-1 ,6-dihydropyrimidin-2-
y1]-4-(triflometyl)benzyl} isobutyramit

Bing cach thuc hién céc cong doan tuong tu v6i quy trinh cta vi du 4 st dung
5-metoxypyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chit néu & dé muc.

'H-NMR (d¢-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,46 (1H, sept, J=6,8Hz), 3,88
(3H, s), 4,40 (2H, d, J=5,8Hz), 7,17 (1H, brs), 7,5-7,7 (2H, m), 7,8-8,0 (2H, m), 8,3-
8,5 (2H, m), 8,83 (1H, s), 13,04 (1H, brs)

MS (m/z): 446 (M")

Vi du 124: N-(4-clo-3-{6-oxo-4—[6-propoxypyridin-3-y1]-1,6-
dihydropyrimidin-2-y1}benzyl)propionamit

Bing cach thyc hién cdc cong doan tuong tu v6i quy trinh cta vi du 4 st dung
6-propoxypyridin-3-carbandehyt va N—(3-carbamimidoy1—4—clobenzyl)propionamit
hydroclorua, thu dugc hop chét néu & dé& muc.

IH-NMR (d6-DMSO, &): 0,9-1,1 (6H, m), 1,6-1,8 (2H, m), 2,16 (2H, q,
1=7,8Hz), 4,2-4,4 (4H, m), 6,89 (1H, d, J=8,8Hz), 6,95 (1H, brs), 7,43 (1H, dd,
1=2,0Hz, 8,3Hz), 7,5-7,6 (2H, m), 8,2-8,4 (2H, m), 8,86 (1H, d, J=2,5Hz), 12,85 (1H,
brs)

MS (m/z): 426 (M)

Vidu 125: N-(4-clo-3-{4-[6-(2,2-diﬂoetoxy)pyridin-3-yl]-6-0X0-1,6-
dihydropyrimidin-2-y1}benzyl)propionamit

Biang cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 st dung

6-(2,2-difloetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-
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clobenzyl)propionamit hydroclorua, thu dugc hop chét néu & d& muc.

'H-NMR (d¢-DMSO, 8): 1,02 (3H, t, J=7,8Hz), 2,16 (2H, q, J=7,3Hz), 4,32
(2H, d, J=5,9Hz), 4,64 (2H, dt, J=3,4Hz, 15,1H2), 6,41 (1H, tt, J=3,6Hz, 54,7Hz), 7,00
(1H, brs), 7,03 (1H, d, J=8,8Hz), 7,43 (1H, dd, J=1,9Hz, 8,3Hz), 7,5-7,6 (2H, m), 8,35
(1H, t, J=5,9Hz), 8,40 (1H, dd, J=2,5Hz, 8,8Hz), 8,90 (1H, d, J=2,0Hz), 12,89 (1H,
brs)

MS (m/z): 448 (M")

Vi du 126: N—{4-010-3-[4-(5-mety1pyridin-3—yl)-6-0xo-1,6-dihydropyrimidin-
- 2-yl]benzyl}isobutyramit

Bing cach thyc hién cac cong doan tuong tu v6i quy trinh ctia vi du 4 sir dung
5-metylpyridin-3-carbandehyt, thu dugc hop chét néu & dé muc.

IH-NMR (ds-DMSO, 3): 1,03 (6H, d, J=6,8Hz), 2,36 (3H, s), 2,3-2,5 (1H, m),
4,32 (2H, d, I=5,9Hz), 7,05 (1H, brs), 7,42 (1H, dd, J=1,9Hz, 8,3Hz), 7,5-7,6 (2H, m),
8,23 (1H, s), 8,35 (1H, t, J=5,8Hz), 8,52 (1H, s), 9,03 (1H, d, J=1,4Hz), 12,95 (1H,
brs)

MS (m/z): 396 (M")

Vidu 127: N-{3-[4-(5-metylpyridin-3-yl)-6-0x0-1,6-dihydr0pyrimidin—2-y1]-
4-(triflometyl)benzyl}isobutyramit

Béng cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 st dung
5-metylpyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & d& muc.

IH-NMR (ds-DMSO, 3): 1,05 (6H, d, J=6,8Hz), 2,35 (3H, s), 2,4-2,6 (1H, m),
4,40 (2H, d, J=6,4Hz), 7,08 (1H, brs), 7,5-7,7 (2H, m), 7,89 (1H, d, J=7,8Hz), 8,21
(1H, s), 8,40 (1H, t, J=5,9Hz), 8,51 (1H, s), 9,02 (1H, s), 13,01 (1H, brs)

MS (m/z): 430 (M")

Vidu 128: N-{4-c10—2-ﬂo-3—[4-(5-metylpyridin-3-yl)-6-0xo-1,6-
dihydropyrimidin—Z-yl]benzyl}isobutyramit

BéngcéchthuclﬂéncéccéngdoantuongUgvdiquytﬂnhcﬁavidu4—ﬁidung
5-metylpyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo—2—ﬂ0benzyl)isobutyramit
hydroclorua, thu dugc hop chét néu & dé muyc.

'H-NMR (d6-DMSO, 3): 1,05 (6H, d, J=6,8Hz), 2,36 (3H, s), 2,3-2,6 (1H, m),
4,32 (2H, d, J=5,9Hz), 7,11 (1H, brs), 7.4-7,6 (2H, m), 8,21 (1H, s), 8,36 (1H, t,
J=5,4Hz), 8,52 (1H, s), 9,01 (1H, d, J=1,2Hz), 13,17 (1H, brs)
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MS (m/z): 414 (M)

Vi du 129: N—{4-clo-3-[4-(5-metoxypyridin—Z-yl)-6-oxo-1,6-
dihydropyrimidin-2-yl]benzyl}isobutyramit

Bing cach thuc hién cdc cong doan tuong tw v6i quy trinh ctia vi du 4 st dung
5-metoxypyridin-2-carbandehyt, thu dugc hop chét néu & d& muc.

IH-NMR (ds-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,44 (1H, sept, J=6,8Hz), 3,90
(3H, s), 4,32 (2H, d, J=5,9Hz), 7,12 (1H, brs), 7,42 (1H, dd, J=2,4Hz, 8,3Hz), 7,50 (1H,
dd, J=3,0Hz, 8,8Hz), 7,5-7.6 (2H, m), 8,21 (1H, d, J=8,8Hz), 8,34 (1H, t, J=5,9Hz),
8,43 (1H, d, J=3,0Hz), 12,84 (1H, brs)

MS (m/z): 412 (M")

Vi du 130: N—{4—010-3-[4-(1-is0propyl-lH-pyrazol—4-y1)-6—0xo-1,6-
dihydropyrimidin—2—y1]benzy1}isobutyramit

Bing cach thyc hién cac cong doan tuong tu v6i quy trinh cua vi du 4 s dung
1-isopropyl-1H-pyrazol-4-carbandehyt, thu dugc hop chét néu & dé muc.

IH-NMR (d6-DMSO, 8): 1,03 (6H, d, J=6 ,8Hz), 1,42 (6H, d, J=6,4Hz), 2,43
(1H, sept, J=6,8Hz), 4,30 (2H, d, J=5,8Hz), 4,52 (1H, sept, J=06 ,3Hz), 6,62 (1H, brs),
7,39 (1H, dd, J=1,9Hz, 8,3Hz), 7,47 (1H, d, I=1,9Hz), 7,54 (1H, d, J=8,3Hz), 8,00 (1H,
s), 8,2-8,4 (2H, m), 12,39 (1H, brs)

MS (m/z): 413 (M")

Vi dy 131: N-{4-clo-3-[6-0x0-4-(1-propyl- 1H-pyrazol-4-yl)-1,6-
dihydropyrimidin—2-yl]benzyl}isobutyramit

Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cua vi du 4 sir dung
1-propyl-1H-pyrazol-4-carbandehyt, thu dugc hop chét néu & dé muc.

IH-NMR (d¢-DMSO, §): 0,82 (3H, t, J=7,6Hz), 1 ,03 (6H, d, J=6,8Hz), 1,7-1,9
(2H, m), 2,43 (1H, sept, J=6,8Hz), 4,08 (2H, t, J=6,8Hz), 4,30 (2H, d, J=6 ,3Hz), 6,61
(1H, brs), 7,39 (1H, dd, J=1,9Hz, 8 3Hz), 7,48 (1H, d, J=2,5Hz), 7,54 (1H, d, J=7,8Hz),
8,01 (1H, s), 8,2-8,4 (2H, m), 12,13 (1H, brs)

MS (m/z): 413 (M")

Vidu 132: N-(4-diﬂometoxy-3-{4—[6-(diﬂometoxy)pyridin-3-yl]-6-oxo—1,6—
dihydropyri1nidin-2-y1}benzyl)isobutyrarnit

Bing cach thuc hién cic cong doan tuong tw v6i quy trinh cta vi du 4 sir dung
6-(diflometoxy)pyridin-3- -carbandehyt va N-[3-carbamimidoyl-4-
(diflometoxy )benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.
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'H-NMR (ds-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=6,4Hz), 6,9-8,0(7TH, m), 8,34 (1H, t, J=5,9Hz), 8,56 (1H, dd, J=2,4Hz,
8,8Hz), 8,97 (1H, d, J=2,0Hz), 12,77 (1H, brs)

MS (m/z): 480 (M")

Vi du 133: N—[4-clo-3-(4-{6-[2-(2-metoxyetoxy)etoxy]pyridin—3-yl}—6-0xo-
1,6-dihydropyrimidin-2-yl)benzyl]isobutyramit

Bing cach thuc hién cac cong doan twong tu voi quy trinh cua vi du 4 st dung
6-[2-(2-metoxyetoxy)etoxy]pyridin—3-carbandehyt, thu duoc hop chit néu & dé muc.

IH-NMR (d6-DMSO, 8): 1,03 (6H, d, ]=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 3,24
(3H, s), 3,4-3,6 (4H, m), 3,7-3,8 (2H, m), 4,31 (2H, d, J=5,8Hz), 4,4-4,5 (2H, m), 6,92
(1H, d, J=8,8Hz), 6,96 (1H, brs), 7,41 (1H, dd, J=1,9Hz, 8,3Hz), 7,5-7,6 (2H, m), 8,2-
8.4 (2H, m), 8,87 (1H, d, J=1,9Hz), 12,86 (1H, brs)

MS (m/z): 500 (M")

Vi du 134: N-{4—010-3—[4-(6-{2-[2—(2—et0xyetoxy)etoxy]etoxy}pyridin-3-yl)-6-
ox0-1,6- dihydropyrimidin—2-yl]benzyl}isobutyramit

Bing cach thyc hién cac cong doan tuong tu voi quy trinh cua vi du 4 st dung
6-{2-[2-(2-etoxyetoxy )etoxy |etoxy } pyridin-3- -carbandehyt, thu dugc hop chat néu & dé
muc.

IH-NMR (d¢-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 1,08 (3H, t, J=6,8Hz), 2,43
(1H, sept, J=6,8Hz), 3,3-3,8 (12H, m), 4,31 (2H, d, J=5,8Hz), 4,4-4,5 (2H, m), 6,92
(1H, d, J=8,8Hz), 6,96 (1H, brs), 7,42 (1H, dd, J=2,0Hz, 8,3Hz), 7,5-7,6 (2H, m), 8,2-
8,4 (2H, m), 8,87 (1H, d, J=2,4Hz), 12,84 (1H, brs)

MS (m/z): 558 (M")

Vidu 135: N—(4-clo-3-{4-[6-(6—metylpyridin-2-ylmet0xy)pyridin—3-yl]—6—oxo-
1,6-dihydropyrimidin-2 -yl}benzyl)isobutyramit

Biing cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 st dung
6-(6-metylpyridin-2-ylmetoxy)pyridin-3- -carbandehyt, thu dugc hop chét néu & dé muc.

'H-NMR (ds-DMSO, 8): 1,03 (6H, d, ]=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 2,47
(3H, s), 4,31 (2H, d, J=5,8Hz), 5,44 (2H, s), 6,97 (1H, brs), 7,04 (1H, d, J=8,8Hz),
7,18 (1H, d, J=7,8Hz), 7,24 (1H, d, J=7,3Hz), 7.41 (1H, dd, J=1,9Hz, 8,3Hz), 7,5-7.6
(2H, m), 7,68 (1H, t, J=7,8Hz), 8,33 (1H, t, J=5,8Hz), 8,38 (1H, dd, J=2,4Hz, 8,8Hz),
8,87 (1H, d, J=2,4Hz), 12,71 (1H, brs)

MS (m/z): 503 (M")
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Vi du 136: N-(4-clo-3-{6-0x0-4-[6-(2-propoxyetoxy)pyridin-3-yl]-1,6-
dihydropyrimidin-2-yl}benzyl)propionamit

Béng cach thuc hién céc cong doan twong tw voi quy trinh cia vi du 4 st dung
6-(2-propoxyetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-
clobenzyl)propionamit hydroclorua, thu duge hop chét néu & d& muc.

IH-NMR (ds-DMSO, 8): 0,86 (3H, t, J=7,3Hz), 1,02 (3H, t, J=7,6Hz), 1,4-1,6
(2H, m), 2,16 (2H, q, J=7,8Hz), 3,40 (2H, t, J=6,8Hz), 3,6-3,8 (2H, m), 4,32 (2H, d,
J=59Hz), 4,4-4,5 (2H, m), 6,93 (1H, d, J=8,8Hz), 6,96 (1H, brs), 7,43 (1H, dd,
—2.0Hz, 8,3Hz), 7,5-7,6 (2H, m), 8,3-8,4 (2H, m), 8,87 (1H, d, J=2,4Hz), 12,74 (1H,
brs)

MS (m/z): 470 (M)

Vi du 137: N-(4-clo-3-{4-[6-(2-etoxyetoxy)pyridin-3-y1]-6-0xo0-1,6-
dihydropyrimidin-2-y1}benzyl)butyramit

Bing cach thuc hién cdc cong doan twong ty voi quy trinh ctia vi du 4 st dung
6-(2-etoxyetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clobenzyl)butyramit
hydroclorua, thu dugc hop chét néu & d& muc.

IH-NMR (d¢-DMSO, 8): 0,85 (3H, t, J=8,1Hz), 1,12 (3H, t, J=7,8Hz), 1,4-1,6
(2H, m), 2,13 (2H, t, J=7,3Hz), 3,49 (2H, q, J=7,3Hz), 3,6-3,8 (2H, m), 4,32 (2H, d,
J=5,8Hz), 4,3-4,5 (2H, m), 6,93 (1H, d, J=8,8Hz), 6,96 (1H, brs), 7,43 (1H, dd,
J=2.0Hz, 8,3Hz), 7,5-7,7 (2H, m), 8,2-8,5 (2H, m), 8,87 (1H, d, J=2,4Hz), 12,87 (1H,
brs)

MS (m/z): 470 (M")

Vi du 138: N-(4-clo-3-{4-[6-(2-floetoxy)pyridin-3-yl]-6-0xo-1,6-
dihydropyrimidin-2-yl}benzyl)butyramit

Bing cach thuc hién cac cong doan twong tw v6i quy trinh cia vi du 4 str dung
6-(2-floetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clobenzyl)butyramit
hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (de-DMSO, 8): 0,85 (3H, t, J=7,3Hz), 1,4-1,6 (2H, m), 2,13 (2H, t,
J=7,1Hz), 4,32 (2H, d, J=5,8Hz), 4,5-4,9 (4H, m), 6,97 (1H, d, J=8,3Hz), 6,97 (1H,
brs), 7,43 (1H, dd, J=2,5Hz, 8,3Hz), 7,5-7,6 (2H, m), 83-8,5 (2H, m), 8,88 (1H, d,
J=2,5Hz), 12,87 (1H, brs)

MS (m/z): 444 (M)

Vidu 139: N—(4-clo-3-{4-[6-(3-ﬂopropoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}benzyl)propionamit
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Bang cach thyc hién céc cong doan twong tw v6i quy trinh clia vi du 4 sir dung
6-(3-flopropoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-
clobenzyl)propionamit hydroclorua, thu dugc hop chét néu & d& muc.

'H-NMR (d6-DMSO, 3): 1,02 (3H, t, J=7,8Hz), 2,0-2,3 (4H, m), 4,32 (2H, d,
J=6,4Hz), 4,43 (2H, t, J=6,3Hz), 4,55 (1H, t, J=6,4Hz), 4,66 (1H, t, J=5,9Hz), 6,92 (1H,
d, J=8,8Hz), 6,96 (1H, brs), 7,43 (1H, dd, J=2,0Hz, 8,3Hz), 7,5-7,6 (2H, m), 8,3-8,4
(2H, m), 8,88 (1H, d, J=2,5Hz), 12,87 (1H, brs)

MS (m/z): 444 (M")

Vi du 140: N-(3-{4-[6-(2-etoxyetoxy)pyridin-3-yl]-6-0xo-1,6-
dihydropyrimidin—2-yl}-4-(triﬂometyl)benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu voi quy trinh cta vi du 4 st dung
6-(2-etoxyetoxy)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chit néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,05 (6H, d, J=7,2Hz), 1,12 (3H, t, J=1,2Hz), 2,46
(1H, sept, J=7,2Hz), 3,49 (2H, q, J=7,2Hz), 3,7-3,8 (2H, m), 4,3-4,4 (4H, m), 6,92 (1H,
d, J=8,8Hz), 6,96 (1H, s), 7,5-7,6 (2H, m), 7,88 (1H, d, J=8,0Hz), 8,31 (1H, d,
J=8,8Hz), 8,39 (1H, t, J=6,0Hz), 8,84 (1H, s), 12,97 (1H, s)

MS (m/z): 504 (M)

Vi du 141: N-(3-{6-0x0-4-[6-(2-propoxyetoxy)pyridin-3-yl]-1 ,6-
dihydropyri1nidin—2-yl}-4-(triﬂometyl)benzyl)isobutyramit

Bing céach thuc hién cac cong doan tuong tw voi quy trinh cua vi du 4 str dung
6-(2-propoxyetoxy)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu duoc hop chit néu & dé muc.

IH-NMR (ds-DMSO, §): 0,85 (3H, t, J=7,2Hz), 1,05 (6H, d, J=7,2Hz), 1,5-1,6
(2H, m), 2,46 (1H, sept, J=6,8Hz), 3,40 (2H, t, J=6,8Hz), 3,6-3,7 (2H, m), 4,4-4,5 (4H,
m), 6,92 (1H, d, J=8,4Hz), 6,97 (1H, s), 7,5-7,6 (2H, m), 7,88 (1H, d, J=8,0Hz), 8,31
(1H, d, J=8,0Hz), 8,39 (1H, t, J=6,0Hz), 8,85 (1H, s), 12,97 (1H, s)

MS (m/z): 518 (M")

Vi du 142: N-{3-[4-(6-Xyclopropylpyridin—3-yl)-6-oxo-1,6-dihydropyrimidin-
2-yl]-4-(triflometyl)benzyl}isobutyramit

Bing céach thuc hién cac cong doan tuong tw voi quy trinh cua vi du 4 str dung
6-xyclopropylpyridin-3-carbandehyt va N-[3-carbamimidoyl-4-

(triflometyl)benzyl]isobutyramit hydroclorua, thu duoc hop chit néu & dé muc.
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IH-NMR (ds-DMSO, 8): 1,0-1,1(10H, m), 2,1-2,2 (1H, m), 2,4-2,6 (1H, m),
4,40 (2H, d, J=6,0Hz), 7,01 (1H, s), 7,39 (1H, d, J=8,0Hz), 7,5-7,6 (2H, m), 7,88 (1H,
d, J=8,0Hz), 8,23 (1H, d, J=6,8Hz), 8,39 (1H, t, J=6,0Hz), 9,04 (1H, s), 13,00 (1H, s)

MS (m/z): 456 (M")

Vi du 143: N-(3-{4-[6-(2-butoxyetoxy)pyridin-3-yl]-6-0xo-1,6-
dihydropyrimidin—Z-yl}-4-(triﬂ0metyl)benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu voi quy trinh cta vi du 4 sir dung
6-(2-butoxyetoxy)pyridin-3-carbandehyt va N- [3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chit néu & d& muc.

IH-NMR (ds-DMSO, 3): 0,86 (3H, t, I=7,2Hz), 1,05 (6H, d, J=6,8Hz), 1,2-1,3
(2H, m), 1,4-1,5 (2H, m), 2,4-2,6 (1H, m), 3,43 (2H, t, J=6,8Hz), 3,6-3,7 (2H, m), 4,4-
4,5 (4H, m), 6,91 (1H, d, J=8,8Hz), 6,96 (1H, s), 7,5-7,6 (2H, m), 7,88 (1H, d,
J=8,0Hz), 8,31 (1H, d, J=8,8Hz), 8,39 (1H, t, J=6,0Hz), 8,84 (1H, s), 12,96 (1H, s)

MS (m/z): 532 (M)

Vidu 144: N-(3—{4-[6-(3-Metoxypropoxy)pyridin—3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)b enzyl)isobutyramit

Bing cach thuc hién cac cong doan twong tu voi quy trinh cua vi du 4 st dung
6-(3-metoxypropoxy)pyridin-3-carbandehyt va N-[3 -carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu duoc hop chit néu & dé muc.

IH-NMR (d¢-DMSO, 8): 1,05 (6H, d, I=7,2Hz), 1,96 (2H, quin, J=6,8Hz), 2,4-
2,6 (1H, m), 3,24 (3H, s), 3,46 (2H, t, J=6,4Hz), 4,36 (2H, t, J=6,8Hz), 4,40 (2H, d,
J=5,6Hz), 6,89 (1H, d, J=8,8Hz), 6,96 (1H, s), 7,5-7,6 (2H, m), 7,88 (1H, d, J=8,4Hz),
8,30 (1H, d, ]=8,4Hz), 8,39 (1H, t, J=6,4Hz), 8,84 (1H, s), 12,97 (1H, s)

MS (m/z): 504 (M")

Vi du 145: N-[4-clo-3-(6-0X0-4-pyridin-3-yl-1,6-dihydropyrimidin—2-
yl)benzyl]isobutyramit

Bing céach thuc hién cac cong doan tuong ty v6i quy trinh cua vi du 4 st dung
pyridin-3-carbandehyt, thu dugc hop chét néu & dé muc.

IH-NMR (d¢-DMSO, §): 1,03 (6H, d, J=6,8Hz), 2,4-2,6 (1H, m), 4,32 (2H, d,
J=6,0Hz), 7,09 (1H, s), 7,42 (1H, dd, J=2,0Hz, 8,4Hz), 7,5-7,6 (3H, m), 8,34 (1H, t,
J=6,0Hz), 8,4-8,5 (1H, m), 8,68 (1H, dd, J=1,6Hz, 4,8Hz), 9,24 (1H, d, J=2,0Hz),
12,99 (1H, s)

MS (m/z): 382 (M)
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Vi du 146: N-{3-[4-(6-metoxypyridin-3-yl)-6-oxo-1 ,6-dihydropyrimidin-2-yl]-
4-metylbenzyl}isobutyramit

Bing céach thuc hién céc cong doan twong tu voi quy trinh cua vi du 4 st dung
6-metoxypyridin-3-carbandehyt va N-(3-carbamimidoyl-4-metylbenzyl)isobutyramit
hydroclorua, thu dugc hop chét néu & d& muc.

'H-NMR (d¢-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 2,3-2,6 (4H, m), 3,92 (3H, s),
4,28 (2H, d, =6,0Hz), 6,9-7.0 (2H, m), 7,2-7,3 (2H, m), 7,42 (1H, s), 8,24 (1H, t,
J=6,0Hz), 8,34 (1H, dd, J=2,4Hz, 8,8Hz), 8,89 (1H, d, J=2,0Hz), 12,65 (1H, s)

MS (m/z): 392 (M)

Vidu 147: N-(4-clo-3-{6—ox0-4-[2—(triﬂomety1)pyridin-4-yl]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién cc cong doan tuong tu v6i quy trinh cua vi du 4 st dung
2-(triflometyl)pyridin-4-carbandehyt, thu dugc hop chét néu & dé muc.

'H-NMR (ds-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=6,0Hz), 7,36 (1H, s), 7,44 (1H, dd, J=2,0Hz, 8,4Hz), 7,5-7,6 (2H, m), 8,3-8,4
(2H, m), 8,44 (1H, s), 8,91 (1H, d, J=5,6Hz), 13,19 (1H, s)

MS (m/z): 450 (M")

Vi du 148: N-[4-(diﬂometyl)-3-{6—oxo-4-[6-(triﬂ0mety1)pyridin-3-yl]-1,6-
dihydropyrimidin-2-y1} benzyl]isobutyramit

Biéng céch thuc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 st dung
6-(triflometyl)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(diflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (d¢-DMSO, 3): 1,05 (6H, d, J=6,8Hz), 2,4-2.6 (1H, m), 4,39 (2H, d,
J=6,0Hz), 7,26 (1H, s), 7,43 (1H, m), 7,58 (1H, d, J=8,0Hz), 7,68 (1H, t, J=98,4Hz),
7,80 (1H, d, J=8,0Hz), 8,05 (1H, d, J=8,4Hz), 8,34 (1H, t, J=5,6Hz), 8,72 (1H, d,

=7,2Hz), 9,44 (1H, s), 13,17 (1H, s)

MS (m/z): 466 (M")

Vi du 149: N-(3-{4-[2-(xyclopropylmetoxy)pyridin-4—yl]-6-0X0-1,6-
dihydropyrimidin—2-y1}-4-(triﬂometyl)benzyl)isobutyramit

Bing cach thye hién cdc cong doan tuong tu v6i quy trinh cta vi du 4 st dung
2-(xyclopropylmetoxy)pyridin—4-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (de-DMSO, 8): 0,3-0,4 (2H, m), 0,5-0,6 (2H, m), 1,05 (6H, d,
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J=6,8Hz), 1,2-1,3 (1H, m), 2,4-2,6 (1H, m), 4,13 (2H, d, J=6,8Hz), 4,40 (2H, d,
J=6,0Hz), 7,14 (1H, s), 7,40 (1H, s), 7,5-7,7 (3H, m), 7,89 (1H, d, J=8,0Hz), 8,23 (1H,
d, J=5,6Hz), 8,39 (1H, t, J=6,4Hz), 13,13 (1H, s)

MS (m/z): 486 (M")

Vi du 150: N-(3-{4-[6-(xyclopropylmetoxy)pyridazin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit

Bing céach thuc hién cac cong doan twong tw vo6i quy trinh cua vi du 4 str dung
6-(xyclopropylmetoxy)pyridazin-3-carbandehyt va N- [3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu duoc hop chét néu & dé muc.

'H-NMR (d6-DMSO, 8): 0,4-0,6 (4H, m), 1,05 (6H, d, J=7,2Hz), 1,3-1,4 (1H,
m), 2,45 (1H, sept, J=6,8Hz), 4,03 (2H, d, J=7,6Hz), 4,40 (2H, d, J=5,6Hz), 7,0-7,1
(2H, m), 7,6-7,7 (2H, m), 7,88 (1H, d, J=8,4Hz), 8,0-8,1 (1H, m), 8,40 (1H, t,
J=6,4Hz), 13,10 (1H, s)

MS (m/z): 487 (M")

Vi du 151: 4-(2-{2-clo-5-[(3,3,3triflo-2,2-
dimetylpropionylamino)metyl]phenyl}-6-oxo-1 ,6-dihydropyrimidin-4-y1)-N,N-
dimetylbenzamit

Béng céch thuc hién céc cong doan twong tu v6i quy trinh cia vi du 4 str dung
4-formyl-N,N-dimetylbenzamit va N-(3-carbamimidoyl-4-clobenzyl)-3,3,3-triflo-2,2-
dimetylpropionamit hydroclorua, thu dugc hop chét néu & d& muc.

'H-NMR (ds-DMSO, 8): 1,38 (6H, s), 2,92 (3H, s), 3,00 (3H, s), 4,37 (2H, d,
J=6,0Hz), 7,00 (1H, s), 7,40 (1H, dd, J=2,0Hz, 8,4Hz), 7,49 (2H, d, J=8,4Hz), 7,55
(1H, d, J=2,0Hz), 7,58 (1H, d, J=8,4Hz), 8,13 (2H, d, J=8,0Hz), 8,61 (1H, t, J=6,0Hz),
12,89 (1H, brs)

MS (m/z): 520 (M")

Vi du 152: N-(3-{4-[6-(diflometoxy)pyridin-3-yl]-6-0x0-1,6-
dihydropyrimidin-2-y1}-2,4-diflobenzyl)isobutyramit

Bing céach thuc hién cac cong doan twong tu v6i quy trinh cta vi du 4 st dung
6-(diflometoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-2,4-
diflobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,4-2,6 (1H, m), 4,32 (2H, d,
J=5,6Hz), 7,12 (1H, s), 7,20 (1H, d, J=8,8Hz), 7,29 (1H, t, J=8,8Hz), 7,4-7,6 (1H, m),
7,77 (1H, t, I=72,8Hz), 8,33 (1H, t, J=5,6Hz), 8,52 (1H, dd, J=2,0Hz, 8,8Hz), 8,93 (1H,
d, J=1,6Hz), 13,23 (1H, brs)
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MS (m/z): 450 (M)

Vi du 153: N-[3-(2'-Metoxy-6-0x0-1,6-dihydro-[4,5'-bipyrimidin]-2-y1)-4-
(triflometyl)benzyl]isobutyramit

Bing cach thuc hién cac cong doan twong tu voi quy trinh ctia vi dy 4 st dung
2-metoxypyrimidin-5-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hgp chét néu & dé muc.

'H-NMR (d6-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,46 (1H, sept, ]=6,8Hz), 3,99
(3H, s), 4,40 (2H, d, J=6,0Hz), 7,10 (1H, s), 7,6-7,7 (2H, m), 7,89 (1H, d, J=8,4Hz),
8,39 (1H, t, J=6,0Hz), 9,19 (2H, s), 13,05 (1H, brs)

MS (m/z): 447 (M")

Vi du 154: N-{4-clo-3-[4-(5-clopyridin-3-yl)-6-oxo-1,6-dihydropyrimidin-2-
yl]benzyl}isobutyramit

Bing cach thuc hién céc cong doan twong tu voi quy trinh ctia vi du 4 st dung
5-clopyridin-3-carbandehyt, thu dugc hop chét néu ¢ d& muc.

'TH-NMR (d6-DMSO, 8): 1,04 (6H, d, J=7,2Hz), 2,4-2,6 (1H, m), 4,32 (2H, d,
J=6,0Hz), 7,19 (1H, s), 7,43 (1H, dd, J=2,0Hz, 8,4Hz), 7,5-7,6 (2H, m), 8,34 (1H, t,
J=5,6Hz), 8,50 (1H, s), 8,75 (1H, d, J=2,0Hz), 9,21 (1H, s), 13,08 (1H, brs)

MS (m/z): 416 (M)

Vi du 155: N-{4-clo-3-[4-(6-xyclopropylpyridin-3-yl)-6-0x0-1,6-
dihydropyrimidin-2-yl1]-2-flobenzyl}isobutyramit

Bing cach thuc hién cac cong doan twong tu v6i quy trinh ctia vi du 4 st dung
6-xyclopropylpyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

"H-NMR (de-DMSO, 3): 0,9-1,1 (4H, m), 1,04 (6H, d, J=6,8Hz), 2,1-2,2 (1H,
m), 2,4-2,6 (1H, m), 4,32 (2H, d, J=5,6Hz), 7,04 (1H, s), 7,39 (1H, d, J=8,4Hz), 7,4-
7,5 (2H, m), 8,23 (1H, dd, J=2,0Hz, 8,4Hz), 8,35 (1H, t, J=5,6Hz), 9,03 (1H, s), 13,13
(1H, brs)

MS (m/z): 440 (M")

Vi du 156: N-[4-clo-3-(2'-xyclopropyl-6-oxo-1,6-dihydro-[4,5'-bipyrimidin]-2-
yl)benzyl]isobutyramit

Bing cach thuc hién céc cong doan twong tu v6i quy trinh ctia vi du 4 st dung
2-xyclopropylpyrimidin-5-carbandehyt, thu dugc hop chét néu & dé muc.

'H-NMR (d6-DMSO, §): 1,03 (6H, d, J=7,2Hz), 1,0-1,2 (4H, m), 2,2-2,3 (1H,
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m), 2,43 (1H, sept, J=6,8Hz), 4,31 (2H, d, J=6,4Hz), 7,10 (1H, s), 7,42 (1H, dd,
J=2,0Hz, 8,4Hz), 7,5-7,6 (2H, m), 8,33 (1H, t, J=6,0Hz), 9,21 (2H, s), 13,01 (1H, brs)

MS (m/z): 423 (M")

Vi du 157: N-(4-clo-3-{4-[6-(xyclopropylmetoxy )pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-yl1}-2-flobenzyl)isobutyramit

Bing cach thue hién cac cong doan twong tu voi quy trinh ctia vi dy 4 st dung
6-(xyclopropylmetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & d& muc.

TH-NMR (d6-DMSO, $§): 0,3-0,4 (2H, m), 0,5-0,6 (2H, m), 1,04 (6H, d,
J=6,8Hz), 1,2-1,3 (1H, m), 2,4-2,6 (1H, m), 4,16 (2H, d, J=7,2Hz), 4,32 (2H, d,
J=5,6Hz), 6,90 (1H, d, J=8,4Hz), 7,00 (1H, s), 7,4-7,5 (2H, m), 8,30 (1H, dd, J=2,4Hz,
8,8Hz), 8,35 (1H, t, J=5,6Hz), 8,82 (1H, d, J=2,0Hz), 13,06 (1H, brs)

MS (m/z): 470 (M")

Vi du 158: N-(4-clo-3-{4-[6-(2-etoxyetoxy )pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-yl}-2-flobenzyl)isobutyramit

Bing cach thuc hién cdc cong doan tuong tw v6i quy trinh cla vi du 4 st dung
6-(2-etoxyetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu ¢ dé muc.

'H-NMR (d¢-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 1,10 (3H, t, J=6,8Hz), 2,45
(1H, sept, J=6,8Hz), 3,49 (2H, q, J=6,8Hz), 3,71 (2H, t, J=4,8Hz), 4,32 (2H, d,
J=5,6Hz), 4,43 (2H, t, J=4,4Hz), 6,92 (1H, d, J=8,8Hz), 7,00 (1H, s), 7,4-7,5 (2H, m),
8,3-8,4 (2H, m), 8,84 (1H, d, J=1,6Hz), 13,10 (1H, brs)

MS (m/z): 488 (M")

Vi du 159: N-(3-{4-[6-(xyclopropylmetoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit

Bing cach thuc hién cac cdng doan twong tu v6i quy trinh cua vi du 4 str dung
6-(xyclopropylmetoxy)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

'H-.NMR (d¢-DMSO, 8): 0,3-0,4 (2H, m), 0,5-0,6 (2H, m), 1,05 (6H, d,
J=7,2Hz), 1,2-1,3 (1H, m), 2,45 (1H, sept, J=6,8Hz), 4,16 (2H, d, J=6,8Hz), 4,40 (2H,
d, J=5,6Hz), 6,90 (1H, d, J=8,8Hz), 6,95 (1H, s), 7,5-7,7 (2H, m), 7,88 (1H, d,
J=8,4Hz), 8,30 (1H, d, J=7,2Hz), 8,39 (1H, t, J=5,6Hz), 8,83 (1H, s), 12,95 (1H, brs)

MS (m/z): 486 (M)
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Vi du 160: N-(4-clo-2-flo-3-{6-0x0-4-[6-(2-propoxyetoxy)pyridin-3-y1]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién céc cong doan twong ty voi quy trinh ctia vi dy 4 str dung
6-(2-propoxyetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & d& muc.

'H-NMR (d¢-DMSO, $): 0,85 (3H, t, J=7,2Hz), 1,04 (6H, d, J=6,8Hz), 1,51
(2H, sext, J=7,2Hz), 2,45 (1H, sept, J=6,8Hz), 3,40 (2H, t, J=6,8Hz), 3,71 (2H, t,
J=4,8Hz), 4,32 (2H, d, J=6,0Hz), 4,44 (2H, t, J=4,8Hz), 6,92 (1H, d, J=8,8Hz), 7,02
(1H, s), 7,4-7,5 (2H, m), 8,31 (1H, dd, J=2,8Hz, 8,8Hz), 8,36 (1H, t, J=6,0Hz), 8,84
(1H, d, J=2,4Hz), 13,00 (1H, brs)

MS (m/z): 502 (M")

Vi du 161: N-{4-clo-3-[4-(6-etoxypyridin-3-yl)-6-0x0-1,6-dihydropyrimidin-
2-yl]-2-flobenzyl}isobutyramit

Bing cach thuc hién cac cong doan twong tu voi quy trinh ctia vi du 4 st dung
6-etoxypyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-flobenzyl)isobutyramit
hydroclorua, thu dugc hop chit néu & dé muc.

'H-NMR (ds-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 1,33 (3H, t, J=6,8Hz), 2,45
(1H, sept, J=6,8Hz), 4,32 (2H, d, J=5,2Hz), 4,37 (2H, q, J=6,8Hz), 6,88 (1H, d,
J=8,8Hz), 7,00 (1H, s), 7,4-7,5 (2H, m), 8,30 (1H, dd, J=2,4Hz, 8,8Hz), 8,36 (1H, t,
J=5,6Hz), 8,84 (1H, d, J=2,0Hz), 13,08 (1H, brs)

MS (m/z): 444 (M")

Vi du 162: N-(4-clo-2-flo-3-{6-0x0-4-[5-(triflometyl)pyridin-2-yl]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thue hién cac cong doan twong tu v6i quy trinh cua vi du 4 st dung
5-(triflometyl)pyridin-2-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

"H-NMR (d¢-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,4-2,6 (1H, m), 4,33 (2H, d,
J=5,6Hz), 7,34 (1H, s), 7,4-7,6 (2H, m), 8,3-8,5 (3H, m), 9,13 (1H, s), 13,42 (1H, brs)

MS (m/z): 468 (M")

Vi du 163: N-(3-{4-[6-(2-etoxyetoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-2,4-diflobenzyl)isobutyramit

Bing cach thuc hién cac cong doan twong tu v6i quy trinh ctia vi du 4 st dung

6-(2-etoxyetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-2,4-
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diflobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu ¢ d& muc.

ITH-NMR (ds-DMSO, §): 1,04 (6H, d, J=6,8Hz), 1,12 (3H, t, J=6,8Hz), 2,45
(1H, sept, J=6,8Hz), 3,49 (2H, q, J=6,8Hz), 3,71 (2H, t, J=4,8Hz), 4,32 (2H, d,
J=5,6Hz), 4,44 (2H, t, J=4,8Hz), 6,93 (1H, d, J=8,8Hz), 7,00 (1H, s), 7.28 (1H, t,
J=8,8Hz), 7,4-7,6 (1H, m), 8,3-8,4 (2H, m), 8,85 (1H, s), 13,11 (1H, brs)

MS (m/z): 472 (M")

Vi du 164: N-(3-{4-[6-(xyclopropylmetoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-2,4-diflobenzyl)isobutyramit

Bing cach thuc hién céc cong doan tuong tu véi quy trinh ctia vi du 4 sir dung
6-(xyclopropylmetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-2,4-
diflobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & @& muc.

IH-NMR (d¢-DMSO, §): 0,3-0,4 (2H, m), 0,5-0,6 (2H, m), 1,04 (6H, d,
J=6,8Hz), 1,2-1,3 (1H, m), 2,45 (1H, sept, J=6,8Hz), 4,16 (2H, d, J=7,6Hz), 4,32 (2H,
d, J=5,6Hz), 6,91 (1H, d, J=8,8Hz), 6,98 (1H, s), 7,28 (1H, t, J=8,8Hz), 7,4-7,6 (1H,
m), 8,3-8,4 (2H, m), 8,83 (1H, d, J=1,6Hz), 13,10 (1H, brs)

MS (m/z): 454 (M")

Vi du 165: N-(2-clo-3-{4-[6-(diflometoxy)pyridin-3-yl]-6-0x0-1,6-
dihydropyrimidin-2-y1}-4-flobenzyl)isobutyramit

Bing cach thuc hién c4c cong doan twong tu voi quy trinh cia vi du 4 st dung
6-(diflometoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-2-clo-4-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (d¢-DMSO, 8): 1,07 (6H, d, J=6,8Hz), 2,4-2,6 (1H, m), 4,34 (2H, d,
J=5,2Hz), 7,13 (1H, s), 7,18 (1H, d, J=8,8Hz), 7,4-7,6 (2H, m), 7,76 (1H, t, J=72,8Hz),
8,37 (1H, t, J=6,0Hz), 8,51 (1H, dd, J=2,4Hz, 8,4Hz), 8,92 (1H, d, J=2,4Hz), 13,22
(1H, brs)

MS (m/z): 466 (M")

Vi du 166: N-(2-clo-3-{4-[6-(xyclopropylmetoxy)pyridin-3-yl]-6-0xo0-1,6-
dihydropyrimidin-2-yl}-4-flobenzyl)isobutyramit

Bing cach thuc hién céc cong doan twong tu v6i quy trinh cia vi du 4 st dung
6-(xyclopropylmetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-2-clo-4-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

TH-NMR (de-DMSO, 8): 0,3-0,4 (2H, m), 0,5-0,6 (2H, m), 1,07 (6H, d,
J=72Hz), 1,2-1,3 (1H, m), 2,4-2,6 (1H, m), 4,16 (2H, d, J=6,8Hz), 4,34 (2H, d,
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J=5,6Hz), 6,90 (1H, d, J=8,8Hz), 7,00 (1H, s), 7,4-7,6 (2H, m), 8,30 (1H, dd, J=2,4Hz,
8,8Hz), 8,37 (1H, t, J=5,6Hz), 8,82 (1H, d, J=2,4Hz), 12,95 (1H, brs)

Vidu 167: N—(4-clo-2-ﬂ0-3-{6—0x0-4-[6—(2,2,2-triﬂoetoxy)pyridin-3-yl]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Béng cach thuc hién cac cdng doan tuong tu véi quy trinh cua vi du 4 st dung
6-(2,2,2-trifloetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (d6-DMSO, 3): 1,04 (6H, d, J=6,8Hz), 2,4-2,6 (1H, m), 4,32 (2H, d,
J=6,0Hz), 5,07 (2H, q, J=8,8Hz), 7,0-7,1 (2H, m), 7,4-7,6 (2H, m), 8,36 (1H, t,
J=6,0Hz), 8,41 (1H, d, J=8,0Hz), 8,88 (1H, s), 13,16 (1H, brs)

MS (m/z): 498 (M")

Vi du 168: N-{4-clo-3-[4-(5-clopyridin-3-y1)-6-oxo0-1,6-dihydropyrimidin-2-
yl]-2-flobenzyl}isobutyramit

Bing cach thuc hién céc cong doan twong tu véi quy trinh cua vi du 4 st dung
5-clopyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-flobenzyl)isobutyramit
hydroclorua, thu dugc hop chét néu & d& muc.

ITH-NMR (d¢-DMSO, §): 1,05 (6H, d, J=6,8Hz), 2,45 (1H, sept, J=6,8Hz), 4,33
(2H, d, J=6,0Hz), 7,25 (1H, s), 7,4-7,6 (2H, m), 8,36 (1H, t, J=6,0Hz), 8,4-8,5 (1H, m),
8,75 (1H, d, J=2,4Hz), 9,18 (1H, d, J=2,0Hz), 13,29 (1H, brs)

MS (m/z): 434 (M")

Vi dyu 169: N-(2-flo-3-{6-0ox0-4-[6-(triflometyl)pyridin-3-y1]-1,6-
dihydropyrimidin-2-yl1}-4-(triflometyl)benzyl)isobutyramit

2-[3-010-2-ﬂo—6-(triﬂometyl)phenyl]-6—[6-(triﬂomety1)pyridin—3-yl]pyrimidin—
4(3H)-on (109mg), kali N-[(trifloborat)metyl]isobutyramit (104mg),
bis(dibenzylideneaxeton)paladi(0) (7,2mg), 2-dixyclohexylphosphino-2',6'-
diisopropoxy-1,1'-biphenyl (12mg), natri cacbonat (53mg), 1,4-dioxan (4ml) va nudce
(0,4ml) dugc tron va cho phan tng ¢ 130°C trong 100 phut bang 16 vi song. Sau phan
tmg, hdn hop phan tmg duogc chiét bing etyl axetat va 16p hiru co dugc lam kho bing
magié sulfat. Dung méi dugc cho bay hoi va sau d6 chit cin duge tinh ché bang sdc
ky cot silica gel dé thu duoc hop chat néu & dé& muc (35mg).

TH-NMR (de-DMSO, 8): 1,06 (6H, d, J=6,8Hz), 2,48 (1H, sept, J=6,8Hz), 4,41
(2H, d, J=5,6Hz), 7,31 (1H, s), 7,67 (1H, t, J=8,0Hz), 7,79 (1H, d, J=8,4Hz), 8,01 (1H,
d, J=8,4Hz), 8,40 (1H, t, J=6,0Hz), 8,64 (1H, d, J=7,6Hz), 9,36 (1H, s), 13,38 (1H, brs)

MS (m/z): 502 (M)
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Vi du 170: N-(2-clo-4-flo-3-{6-0x0-4-[6-(2,2,2-trifloetoxy)pyridin-3-y1]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién c4c cong doan twong tur v6i quy trinh cua vi du 4 st dung
6-(2,2,2-trifloetoxy )pyridin-3-carbandehyt va N-(3-carbamimidoy1-2-clo-4-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & @& muc.

'H-NMR (ds-DMSO, 8): 1,07 (6H, d, J=7,2Hz), 2,4-2,6 (1H, m), 4,34 (2H, d,
J=6,0Hz), 5,06 (2H, q, J=9,2Hz), 7,0-7,1 (2H, m), 7.4-7,6 (2H, m), 838 (1H, t,
J=6,0Hz), 8,41 (1H, dd, J=2,0Hz, 8,8Hz), 8,88 (1H, d, J=2,0Hz), 13,15 (1H, brs)

MS (m/z): 498 (M")

Vi du 171: N-{4-clo-3-[4-(5-clopyridin-2-y1)-6-oxo0-1,6-dihydropyrimidin-2-
yl]-2-flobenzyl}isobutyramit

Béngcéchthuclﬂéncéccéngdoantuonghgvéiquytﬁnhcﬁavidu4-ykdung
5-clopyridin-2-carbandehyt va N-(3-carbamimidoyl-4-clo-2-flobenzyl)isobutyramit
hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (d¢-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,45 (1H, sept, J=6,8Hz), 4,33
(2H, d, J=5,6Hz), 7,24 (1H, s), 7,4-7,6 (2H, m), 8,06 (1H, dd, J=2,4Hz, 8,8Hz), 8,22
(1H, d, J=8,8Hz), 8,37 (1H, t, J=5,6Hz), 8,79 (1H, d, J=2,4Hz), 13,31 (1H, brs)

MS (m/z): 434 (M")

Vi du 172: N-(4-clo-2-flo-3-{6-ox0-4-[6-(3,3,3-triflopropoxy)pyridin-3-yl]-
1,6-dihydropyrimidin-2-y1}benzyl)isobutyramit

Béngcéchthuc}ﬂéncéccéngdoantuongtuvéiquytﬂnhcﬁaviduélm&dung
6-(3,3,3-triflopropoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & d& muc.

TH-NMR (d6-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,45 (1H, sept, J=6,8Hz), 2,7-
2,9 (2H, m), 4,32 (2H, d, J=6,0Hz), 4,56 (2H, t, ]=5,6Hz), 6,93 (1H, d, J=8,8Hz), 7,02
(1H, s), 7,4-7,5 (2H, m), 8,3-8,4 (2H, m), 8,87 (1H, d, J=2,0Hz), 13,12 (1H, brs)

MS (m/z): 512 (M")

Vi du 173: N-(2-clo-4-flo-3-{6-0x0-4-[ 5-(triflometyl)pyridin-2-y1]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién céc cong doan twong tu v6i quy trinh cua vi du 4 sir dung
5-(triflometyl)pyridin-2-carbandehyt va N-(3-carbamimidoyl-2-clo-4-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

I'H-NMR (ds-DMSO, 8): 1,07 (6H, d, J=6,8Hz), 2,4-2,6 (1H, m), 4,35 (2H, d,
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J=5,6Hz), 7,35 (1H, s), 7,4-7,6 (2H, m), 8,34 (1H, dd, J=2,0Hz, 8,8Hz), 8,3-8,5 (2H,
m), 9,13 (1H, s), 13,38 (1H, brs)

MS (m/z): 468 (M)

Vi du 174: N-(3-{4-[6-(diflometoxy)pyridin-3-yl]-6-oxo0-1,6-
dihydropyrimidin-2-y1}-2-flo-4-(triflometyl)benzyl)isobutyramit

Bing cach thuc hién cdc cong doan twong tw v6i quy trinh cta vi du 169 sir
dung 2-[3-clo-2-flo-6-(triflometyl)phenyl]-6-[6-(diflometoxy)pyridin-3-yl]pyrimidin-
4(3H)-on, thu dugc hgp chét néu & dé muc.

"H-NMR (d6-DMSO, 8): 1,06 (6H, d, J=6,8Hz), 2,48 (1H, sept, J=6,8Hz), 4,40
(2H, d, J=5,6Hz), 7,14 (1H, s), 7,20 (1H, d, J=8,8Hz), 7,66 (1H, t, J=7,6Hz), 7,77 (1H,
t, J=72,0Hz), 7,79 (1H, d, J=8,0Hz), 8,44 (1H, t, J=5,6Hz), 8,49 (1H, d, J=7,2Hz), 8,91
(1H, s), 13,29 (1H, brs)

MS (m/z): 500 (M")

Vi du 175: N-(4-clo-2-flo-3-{6-0x0-4-[5-(2-propoxyetoxy)pyridin-2-y1]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién cac cong doan twong ty voi quy trinh ctia vi du 4 sir dung
6-(2-propoxyetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

'TH-NMR (ds-DMSO, §): 0,86 (3H, t, J=7,6Hz), 1,05 (6H, d, J=7,2Hz), 1,4-1,6
(2H, m), 2,46 (1H, sept, J=6,8Hz), 3,42 (2H, t, J=6,8Hz), 3,74 (2H, t, J=4,4Hz), 4,26
(2H, t, J=4,4Hz), 4,33 (2H, d, J=6,0Hz), 7,13 (1H, s), 7,4-7,6 (3H, m), 8,15 (1H, d,
J=8,8Hz), 8,36 (1H, t, J=6,0Hz), 8,44 (1H, d, J=2,8Hz), 13,13 (1H, brs)

MS (m/z): 502 (M)

Vi du 176: N-(3-{4-[6-(2-etoxyetoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-2-flo-4-(triflometyl)benzyl)isobutyramit

Bing cach thuc hién cac cong doan twong tw v6i quy trinh cua vi du 169 st
dung 2-[3-clo-2-flo-6-(triflometyl)phenyl]-6-[6-(2-etoxyetoxy)pyridin-3-yl]pyrimidin-
4(3H)-on, thu duogc hop chét néu & dé muc.

'H-NMR (d6-DMSO, d): 1,06 (6H, d, J=6,8Hz), 1,12 (3H, t, J=7,2Hz), 2,48
(1H, sept, J=6,8Hz), 3,49 (2H, q, J=6,8Hz), 3,70 (2H, t, J=4,8Hz), 4,4-4,5 (4H, m),
6,92 (1H, d, J=8,8Hz), 7,01 (1H, s), 7,65 (1H, t, J=7,6Hz), 7,78 (1H, d, J=7,6Hz), 8,29
(1H, d, J=8,8Hz), 8,43 (1H, t, J=6,0Hz), 8,82 (1H, s), 13,17 (1H, brs)

MS (m/z): 522 (M)
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Vi du 177: N-(4-clo-3-{4-[6-(2,2-difloetoxy )pyridin-3-yl]-6-0xo0-1,6-
dihydropyrimidin-2-yl}-2-flobenzyl)isobutyramit

Bing cach thuc hién cic cong doan twong ty v6i quy trinh ctia vi du 4 sir dung
6-(2,2-difloetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

'TH-NMR (d6-DMSO, 3): 1,04 (6H, d, J=6,8Hz), 2,45 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=6,0Hz), 4,60-4,68 (2H, m), 6,2-6,6 (1H, m), 7,02 (1H, d, J=8,0Hz), 7,05 (1H,
s), 7,4-7,5 (2H, m), 8,3-8,4 (2H, m), 8,87 (1H, d, J=2,0Hz), 13,12 (1H, brs)

MS (m/z): 480 (M")

Vi du 178: N-(2-clo-3-{4-[6-(2,2-difloetoxy)pyridin-3-yl]-6-0x0-1,6-
dihydropyrimidin-2-y1}-4-flobenzyl)isobutyramit

Bing cach thuc hién cc cong doan twong ty v6i quy trinh ctia vi du 4 st dung
6-(2,2-difloetoxy )pyridin-3-carbandehyt va N-(3-carbamimidoyl-2-clo-4-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

"H-NMR (d¢-DMSO, 8): 1,07 (6H, d, J=7,2Hz), 2,4-2,6 (1H, m), 4,34 (2H, d,
J=6,0Hz), 4,6-4,7 (2H, m), 6,2-6,6 (1H, m), 7,02 (1H, d, J=8,8Hz), 7,04 (1H, s), 7,4~
7,6 (2H, m), 8,3-8,4 (2H, m), 8,86 (1H, d, J=2,0Hz), 13,14 (1H, brs)

MS (m/z): 480 (M")

Vi du 179: N-(4-clo-3-{4-[5-(diflometoxy)pyridin-2-yl]-6-0xo-1,6-
dihydropyrimidin-2-y1}-2-flobenzyl)isobutyramit

Bing cach thuc hién cac cdng doan twong tu v6i quy trinh cta vi du 4 sir dung
5-(diflometoxy)pyridin-2-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

TH-NMR (d6-DMSO, 6): 1,05 (6H, d, J=7,2Hz), 2,46 (1H, sept, J=6,8Hz), 4,33
(2H, d, J=6,0Hz), 7,21 (1H, s), 7,42 (1H, t, J=73,2Hz), 7,4-7,6 (2H, m), 7,78 (1H, dd,
J=2,8Hz, 8,4Hz), 8,27 (1H, d, J=8,4Hz), 8,37 (1H, t, J=6,0Hz), 8,63 (1H, d, J=2,8Hz),
13,27 (1H, brs)

MS (m/z): 466 (M*)

Vi du 180: N-(4-clo-3-{4-[5-(2-ctoxyetoxy)pyridin-2-yl]-6-oxo-1,6-
dihydropyrimidin-2-yl1}-2-flobenzyl)isobutyramit

Bing cach thuc hién cic cong doan twong tw v6i quy trinh cia vi du 4 st dung
5-(2-etoxyetoxy)pyridin-2-carbandehyt va N-(3-carbamimidoyl-4-clo-2-

flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.
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IH-NMR (d6-DMSO, 8): 1,05 (6H, d, J=7,2Hz), 1,13 (3H, t, J=7,2Hz), 2,46
(1H, sept, J=7,2Hz), 3,51 (2H, q, J=7,2Hz), 3,73 (2H, t, J=4,4Hz), 4,25 (2H, t,
J=4,4Hz), 4,33 (2H, d, J=5,6Hz), 7,14 (1H, s), 7,4-7,6 (3H, m), 8,15 (1H, d, J=8,8Hz),
8,36 (1H, t, J=6,0Hz), 8,44 (1H, d, J=2,8Hz), 13,12 (1H, brs)

MS (m/z): 488 (M")

Vi du 181: N-{3-[4-(5-clopyridin-3-yl)-6-ox0-1,6-dihydropyrimidin-2-yl]-4-
flobenzyl}isobutyramit

Bing cach thuc hién céc cong doan tuong tu v6i quy trinh ctia vi du 4 sir dung
5-clopyridin-3-carbandehyt va N-(3-carbamimidoyl-4-flobenzyl)isobutyramit
hydroclorua, thu dugc hop chit néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,05 (6H, d, J=7,2Hz), 2,44 (1H, sept, ]=6,8Hz), 4,33
(2H, d, J=5,6Hz), 7,19 (1H, s), 7,3-7,4 (1H, m), 7,4-7,6 (1H, m), 7,74 (1H, d, J=6,4Hz),
8,35 (1H, t, J=5,6Hz), 8,54 (1H, t, J=2,0Hz), 8,76 (1H, d, J=2,0Hz), 9,24 (1H, d,
J=1,6Hz), 12,93 (1H, brs)

MS (m/z): 400 (M")

Vi du 182: N-(2-flo-3-{6-0x0-4-[5-(triflometyl)pyridin-2-yl]-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit

Bing cach thuc hién cdc cong doan twong tw véi quy trinh ctia vi du 169 st
dung 2-[3-clo-2-flo-6-(triflometyl)phenyl]-6-[ 5-(triflomety)pyridin-2-yl]pyrimidin-
4(3H)-on, thu dugc hop chit néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,06 (6H, d, J=6,8Hz), 2,4-2,6 (1H, m), 4,41 (2H, d,
J=5,6Hz), 7,35 (1H, s), 7,67 (1H, t, J=7,2Hz), 7,80 (1H, d, J=8,4Hz), 8,36 (2H, s), 8,45
(1H, t, J=5,6Hz), 9,13 (1H, s), 13,49 (1H, brs)

MS (m/z): 502 (M")

Vi du 183: N-(4-clo-3-{4-[5-(xyclopropylmetoxy)pyridin-2-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-2-flobenzyl)isobutyramit

Bing cach thuc hién cdc cong doan twong tw véi quy trinh ctia vi du 4 str dung
5-(xyclopropylmetoxy)pyridin-2-carbandehyt va N-(3-carbamimidoy1-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (d¢-DMSO, §): 0,3-0,4 (2H, m), 0,5-0,7 (2H, m), 1,05 (6H, d,
J=7,6Hz), 1,1-1,4 (1H, m), 2,46 (1H, sept, J=7,2Hz), 3,97 (2H, d, J=6,8Hz), 4,32 (2H,
d, J=6,0Hz), 7,13 (1H, s), 7,45-7,50 (3H, m), 8,14 (1H, d, J=8,4Hz), 836 (I1H, t,
J=5,6Hz), 8,42 (1H, d, J=3,2Hz), 13,12 (1H, brs)
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MS (m/z): 470 (M)

Vi du 184: N-{4-clo-2-flo-3-[4-(5-flopyridin-3-yl)-6-0x0-1,6-
dihydropyrimidin-2-yl]benzyl}isobutyramit

Béng céach thuc hién cac cdng doan tuong ty véi quy trinh cua vi du 4 st dung
5-flopyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-flobenzyl)isobutyramit
hydroclorua, thu dugc hop chét néu ¢ @& muc.

IH-NMR (ds-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,45 (1H, sept, J=6,8Hz), 4,33
(2H, d, J=5,6Hz), 7,24 (1H, s), 7,4-7,6 (2H, m), 8,29 (1H, d, J=9,6Hz), 8,36 (1H, t,
J=5,6Hz), 8,71 (1H, d, J=2,8Hz), 9,11 (1H, s), 13,30 (1H, brs)

MS (m/z): 418 (M)

Vi du 185: N-(2-clo-3-{4-[6-(2-etoxyetoxy)pyridin-3-yl]-6-oxo0-1,6-
dihydropyrimidin-2-yl1}-4-flobenzyl)isobutyramit

Bing céach thuc hién céc cong doan tuong tw véi quy trinh cta vi du 4 sir dung
6-(2-etoxyetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-2-clo-4-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & d& muc.

IH-NMR (d¢-DMSO, 8): 1,07 (6H, d, J=7,2Hz), 1,12 (3H, t, J=6,8Hz), 2,4-2,6
(1H, m), 3,49 (2H, q, J=6,8Hz), 3,71 (2H, t, J=4,4Hz), 4,34 (2H, d, J=6,0H2), 4,43 (2H,
t, J=4,4Hz), 6,92 (1H, d, J=8,8Hz), 7,01 (1H, s), 7,4-7,6 (2H, m), 831 (1H, dd,
J=2,4Hz, 8,8Hz), 8,37 (1H, t, J=6,0Hz), 8,83 (1H, d, J=2,0Hz), 13,09 (1H, brs)

MS (m/z): 488 (M")

Vi du 186: N-(2-clo-3-{4-[5-(xyclopropylmetoxy)pyridin-2-yl]-6-ox0-1,6-
dihydropyrimidin-2-yl1}-4-flobenzyl)isobutyramit

Bing céach thuc hién cac cong doan tuong tw véi quy trinh cta vi du 4 sir dung
5-(xyclopropylmetoxy )pyridin-2-carbandehyt va N-(3-carbamimidoyl-2-clo-4-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu ¢ d& muc.

IH-NMR (d6-DMSO, 3): 0,3-0,4 (2H, m), 0,5-0,7 (2H, m), 1,07 (6H, d,
J=6,8Hz), 1,2-1,3 (1H, m), 2,4-2,6 (1H, m), 3,97 (2H, d, J=7,6Hz), 4,35 (2H, d,
J=6,0Hz), 7,14 (1H, s), 7,41-7,51 (3H, m), 8,14 (1H, d, J=8,8Hz), 8,38 (1H, t,
J=5,6Hz), 8,42 (1H, d, J=2,8Hz), 13,11 (1H, brs)

MS (m/z): 470 (M)

Vi du 187: N-(2-clo-4-flo-3-{6-0x0-4-[6-(3,3,3-triflopropoxy)pyridin-3-yl]-
1,6-dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing céach thuc hién céc cong doan tuong tu véi quy trinh cua vi du 4 st dung
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6-(3,3,3-triflopropoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-2-clo-4-
flobenzyl)isobutyramit hydroclorua, thu duoc hop chét néu & dé muc.

'H-NMR (d¢-DMSO, §): 1,07 (6H, d, J=6,8Hz), 2,4-2,6 (1H, m), 2,7-2,9 (2H,
m), 4,34 (2H, d, J=5,6Hz), 4,56 (2H, t, J=6,0Hz), 6,92 (1H, d, J=8,8Hz), 7,02 (1H, s),
7,4-7,6 (2H, m), 8,34 (1H, dd, J=2,8Hz, 8,8Hz), 8,37 (1H, t, J=6,0Hz), 8,86 (1H, d,
J=1,6Hz), 13,11 (1H, brs)

MS (m/z): 512 (M")

Vi du 188: N-(4-clo-3-{6-0x0-4-[6-(tetrahydropyran-4-ylmetoxy)pyridin-3-
yl]-1,6-dihydropyrimidin-2-yl} benzyl)isobutyramit

Bing cach thyc hién cdc cong doan twong tw v6i quy trinh cta vi du 4 st dung
6-(tetrahydropyran-4-ylmetoxy)pyridin-3-carbandehyt, thu dugc hop chét néu & dé
muc.

'H-NMR (d6-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 1,33 (2H, dq, J=4,4Hz,
12,2Hz), 1,66 (2H, dd, J=2,0Hz, 12,7Hz), 1,9-2,1 (1H, m), 2,43 (1H, sept, J=6,8Hz),
3,2-3,4 (2H, m), 3,87 (2H, dd, J=3,0Hz, 11,8Hz), 4,19 (2H, d, J=6,4Hz), 4,31 (2H, t,
J=5,8Hz), 6,90 (1H, d, J=8,8Hz), 6,95 (1H, brs), 7,41 (1H, dd, J=1,9Hz, 8,3Hz), 7,5-
7,6 (2H, m), 8,2-8,4 (2H, m), 8,86 (1H, d, J=2,5Hz), 12,83 (1H, brs)

MS (m/z): 496 (M*)

Vi du 189: N-(3-{6-0x0-4-[6-(tetrahydropyran-4-ylmetoxy)pyridin-3-yl]-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit

Biang cach thuc hién cac cdng doan twong tu v&i quy trinh cia vi du 4 st dung
6-(tetrahydropyran-4-ylmetoxy)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu duoc hop chét néu & dé muc.

TH-NMR (d6-DMSO, d): 1,05 (6H, d, J=6,8Hz), 1,32 (2H, dq, J=4,4Hz,
12,2Hz), 1,6-1,7 (2H, m), 1,9-2,1 (1H, m), 2,46 (1H, sept, J=6,8Hz), 3,2-3,4 (2H, m),
3,87 (2H, dd, J=3,4Hz, 11,2Hz), 4,18 (2H, d, J=6,3Hz), 4,40 (2H, d, J=6,3Hz), 6,90
(1H, d, J=8,8Hz), 6,97 (1H, brs), 7,5-7,7 (2H, m), 7,88 (1H, d, J=8,3Hz), 8,31 (1H, d,
J=8,8Hz), 8,39 (1H, t, J=5,9Hz), 8,84 (1H, d, J=2,5Hz), 12,94 (1H, brs)

MS (m/z): 530 (M")

Vi du 190: N-(4-clo-3-{6-0x0-4-[6-(tetrahydropyran-4-ylmetoxy)pyridin-3-
yl]-1,6-dihydropyrimidin-2-yl} benzyl)butyramit

Bing cach thuc hién cdc cong doan twong tw v6i quy trinh ctia vi du 4 st dung
6-(tetrahydropyran-4-ylmetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-

clobenzyl)butyramit hydroclorua, thu dugc hop chit néu & dé& muc.
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'H-.NMR (d6-DMSO, §): 0,85 (3H, t, J=7,3Hz), 1,33 (2H, dq, J=4,4Hz,
12,2Hz), 1,4-1,7 (4H, m), 1,9-2,1 (1H, m), 2,13 (2H, t, J=7,3Hz), 3,2-3,4 (2H, m), 3,87
(2H, dd, J=3,0Hz, 11,3Hz), 4,19 (2H, d, J=6,9Hz), 4,32 (2H, t, J=5,8Hz), 6,90 (1H, d,
J=8,8Hz), 6,95 (1H, brs), 7,43 (1H, dd, J=2,0Hz, 8,3Hz), 7,5-7,6 (2H, m), 8,33 (1H, dd,
J=2.4Hz, 8,8Hz), 8,38 (1H, t, ]=5,8Hz), 8,86 (1H, d, J=2,5Hz), 12,87 (1H, brs)

MS (m/z): 496 (M)

Vi du 191: N-{4-clo-2-flo-3-[6-0x0-4-(4-triflometylthiazol-2-yl]-1,6-
dihydropyrimidin-2-yl)benzyl)isobutyramit

Bing cach thuc hién cdc cong doan twong tu v6i quy trinh cta vi du 4 sir dung
4-triflometylthiazol-2-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & d& muc.

'H-NMR (d6-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,45 (1H, sept, ]=6,8Hz), 4,33
(2H, d, J=5,8Hz), 7,05 (1H, brs), 7,4-7,6 (2H, m), 8,37 (1H, t, J=5,4Hz), 8,76 (1H, s),
13,51 (1H, brs)

MS (m/z): 474 (M)

Vi du 192: N-{4-clo-3-[4-(5-etynylpyridin-3-yl)-6-oxo-1,6-dihydropyrimidin-
2-yl]benzyl}isobutyramit

Bing cach thuc hién céc cong doan twong tu v6i quy trinh cta vi du 4 st dung
5-etynylpyridin-3-carbandehyt, thu dugc hop chét néu & dé& muc.

TH-NMR (d6-DMSO, 6): 1,04 (6H, d, J=6,8Hz), 2,44 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=5,8Hz), 4,52 (1H, s), 7,17 (1H, brs), 7,43 (1H, dd, J=1,9Hz, 8,3Hz), 7,5-7,7
(2H, m), 8,34 (1H, t, J=5,8Hz), 8,49 (1H, s), 8,78 (1H, d, J=1,9Hz), 9,24 (1H, d,
J=2,0Hz), 13,05 (1H, brs)

MS (m/z): 406 (M")

Vi du 193: N-(4-clo-3-{6-0x0-4-[5-(1-propynyl)pyridin-3-yl]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién cac cong doan twong ty v6i quy trinh cta vi du 4 sir dung
5-(1-propynyl)pyridin-3-carbandehyt, thu dugc hop chét néu & dé muc.

'H-NMR (d¢-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,10 (3H, s), 2,44 (1H, sept,
J=6,8Hz), 4,32 (2H, d, J=5,8Hz), 7,14 (1H, brs), 7,43 (1H, dd, J=2,0Hz, 8,3Hz), 7,5-
7,7 (2H, m), 8,35 (1H, t, J=5,8Hz), 8,39 (1H, s), 8,68 (1H, d, J=2,0Hz), 9,17 (1H, d,
J=1,5Hz), 13,02 (1H, brs)

MS (m/z): 420 (M)
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Vi du 194: N-(3-{4-[6-(3-metyloxetan-3-ylmetoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu véi quy trinh cta vi du 4 st dung
6-(3-metyloxetan-3-ylmetoxy)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

TH-NMR (de-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 1,35 (3H, s), 2,46 (1H, sept,
J=6,9Hz), 4,30 (2H, d, J=5,8Hz), 4,3-4,5 (4H, m), 4,50 (2H, d, J=5,9Hz), 6,95 (1H, d,
J=9,0Hz), 6,99 (1H, brs), 7,5-7,7 (2H, m), 7,88 (1H, d, J=8,3Hz), 8,33 (1H, dd,
J=1,9Hz, 8,8Hz), 8,39 (1H, t, J=5,4Hz), 8,86 (1H, d, J=1,5Hz), 12,90 (1H, brs)

ESI(+)-MS: 517 (M™+1)

Vi du 195: N-{3-[4-(5-Etynylpyridin-3-yl)-6-oxo-1,6-dihydropyrimidin-2-yl]-
4-(triflometyl)benzyl}isobutyramit

Bang cach thuc hién cac cong doan tuong tu v6i quy trinh ctia vi du 4 st dung
5-etynylpyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflomety])benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & d& muc.

IH-NMR (ds-DMSO, §): 1,05 (6H, d, J=6,8Hz), 2,46 (1H, sept, J=6,9Hz), 4,41
(2H, d, J=5,8Hz), 4,51 (1H, s), 7,20 (1H, brs), 7,5-7,7 (2H, m), 7,89 (1H, d, J=8,3Hz),
8,40 (1H, t, J=6,3Hz), 8,47 (1H, s), 8,77 (1H, d, J=2,0Hz), 9,22 (1H, d, J=2,0Hz),
13,12 (1H, brs)

MS (m/z): 440 (M)

Vi du 196: N-(4-clo-3-{4-[6-(3-metyloxetan-3-ylmetoxy)pyridin-3-yl]-6-oxo-
1,6-dihydropyrimidin-2-ylbenzyl}isobutyramit

Bing cach thuc hién cdc cong doan twong tu véi quy trinh cla vi du 4 sir dung
6-(3-metyloxetan-3-ylmetoxy)pyridin-3-carbandehyt, thu duge hop chit néu & d& muc.

'H-NMR (ds-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 1,36 (3H, s), 2,43 (1H, sept,
J=6,8Hz), 4,2-4,4 (4H, m), 4,43 (2H, s), 4,50 (2H, d, J=5,8Hz), 6,9-7,1 (2H, m), 7,42
(1H, dd, J=2,5Hz, 8,3Hz), 7,5-7,6 (2H, m), 8,2-8,4 (2H, m), 8,88 (1H, d, J=2,4Hz),
12,86 (1H, brs)

ESI(+)-MS: 483 (M"™+1)

Vi du 197: N-(3-{6-0x0-4-[5-(1-propynyl)pyridin-3-yl]-1,6-dihydropyrimidin-
2-y1}-4-(triflometyl)benzyl)isobutyramit

Bing cach thuc hién céc cong doan twong tu v6i quy trinh cua vi du 4 st dung

5-(1-propynyl)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
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(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chit néu ¢ dé muc.

IH-NMR (d¢-DMSO, §): 1,05 (6H, d, J=6,8Hz), 2,10 (3H, s), 2,46 (1H, sept,
J=6,8Hz), 4,41 (2H, d, J=5,8Hz), 7,17 (1H, brs), 7,5-7,7 (2H, m), 7,89 (1H, d,
J=7,8Hz), 8,3-8,5 (2H, m), 8,67 (1H, d, J=1,9Hz), 9,15 (1H, d, J=2,0Hz), 13,10 (1H,
brs)

MS (m/z): 454 (M)

Vi du 198: N-(4-clo-3-{6-0x0-4-[5-(triflometyl)pyridin-3-yl]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién céc cong doan tuong tw v6i quy trinh cta vi du 4 st dung
5-(triflometyl)pyridin-3-carbandehyt, thu dugc hop chit néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 2,3-2,6 (1H, m), 4,32 (2H, d,
J=6,4Hz), 7,31 (1H, s), 7,44 (1H, dd, J=2,4Hz, 8,4Hz), 7,5-7,6 (2H, m), 8,34 (1H, t,
J=6,0Hz), 8,73 (1H, s), 9,10 (1H, d, J=1,2Hz), 9,54 (1H, d, J=1,2Hz), 13,11 (1H, s)

MS (m/z): 450 (M")

Vi du 199: N-(3-{4-[6-(3-etoxypropoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit

Bang cach thuc hién cac cdng doan twong tu véi quy trinh cta vi du 4 st dung
6-(3-etoxypropoxy)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu duge hop chit néu & d& muc.

IH-NMR (d¢-DMSO, §): 1,05 (6H, d, J=7,6Hz), 1,10 3H, t, J=6,8Hz), 1,95
(2H, quin, J=6,4Hz), 2,4-2,6 (1H, m), 3,42 (2H, q, J=6,8Hz), 3,50 (2H, t, J=6,4H2),
4,36 (2H, t, J=6,8Hz), 4,40 (2H, d, J=6,0Hz), 6,89 (1H, d, J=8,4Hz), 6,96 (1H, s), 7,6-
7,7 (2H, m), 7,88 (1H, d, J=8,0Hz), 8,30 (1H, d, J=8,8Hz), 8,39 (1H, t, J=6,0Hz), 8,85
(1H, s), 12,97 (1H, s)

MS (m/z): 518 (M)

Vi du 200: N-(4-clo-3-{4-[6-(2,2-difloetoxy )pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}benzyl)isobutyramit

Bing cach thuc hién cac cong doan twong tw véi quy trinh cua vi du 4 st dung
6-(2,2-difloetoxy)pyridin-3-carbandehyt, thu dugc hop chét néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 2,4-2,6 (1H, m), 4,31 (2H, d,
J=6,0Hz), 4,63 (2H, dt, ]=3,6Hz, 15,2Hz), 6,41 (1H, tt, J=3,6Hz, 54,4Hz), 6,96 (1H, s),
7,02 (1H, d, J=8,8Hz), 7,40 (1H, dd, J=2,0Hz, 8,0Hz), 7,5-7,6 (2H, m), 8,34 (1H, t,
J=6,0Hz), 8,39 (1H, dd, J=2,4Hz, 8,8Hz), 8,89 (1H, d, J=2,0Hz), 12,86 (1H, s)
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MS (m/z): 462 (M")

Vi du 201: N-(3-{4-[6-(2,2-difloetoxy)pyridin-3-yl]-6-oxo0-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu véi quy trinh ctia vi du 4 st dung
6-(2,2-difloetoxy)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (ds-DMSO, 8): 1,05 (6H, d, J=7,6Hz), 2,4-2,6 (1H, m), 4,40 (2H, d,
J=6,0Hz), 4,64 (2H, dt, ]=3,2Hz, 15,2Hz), 6,41 (1H, tt, J=3,2Hz, 54,8Hz), 7,02 (2H, d,
J=8,8Hz), 7,5-7,6 (2H, m), 7,88 (1H, d, J=8,4Hz), 8,3-8,4 (2H, m), 8,87 (1H, d,
J=2,0Hz), 12,96 (1H, s)

MS (m/z): 496 (M)

Vi du 202: N-(3-{6-0x0-4-[6-(2,2,2-trifloetoxy)pyridin-3-yl]-1,6-
dihydropyrimidin—2-y1}-4-(triﬂomety1)benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu voi quy trinh cta vi du 4 st dung
6-(2,2,2-trifloetoxy)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (ds-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,4-2,6 (1H, m), 4,40 (2H, d,
J=6,4Hz), 5,06 (2H, q, I=8,8Hz), 7,04 (1H, s), 7,09 (1H, d, J=8,8Hz), 7,5-7,6 (2H, m),
7,88 (1H, d, J=8,4Hz), 8,3-8,4 (2H, m), 8,89 (1H, d, J=1,2Hz), 13,01 (1H, s)

MS (m/z): 514 (M)

Vi du 203: N-(3-{6-0x0-4-[6-(3,3,3-triflopropoxy)pyridin-3-y1]-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit

Bing céach thuc hién cac cdng doan twong ty voi quy trinh cta vi du 4 st dung
6-(3,3,3-triflopropoxy)pyridin-3-carbandehyt va N- [3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

TH-NMR (ds-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,46 (1H, sept, J=6,8Hz), 2.8-
2,9 (2H, m), 4,40 (2H, d, J=6,0Hz), 4,56 (2H, t, J=6,0Hz), 6,93 (1H, d, J=8,8Hz), 6,98
(1H, s), 7,6-7,7 (2H, m), 7,88 (1H, d, J=8,4Hz), 8,34 (1H, d, J=7,6Hz), 8,39 (1H, t,
J=6,0Hz), 8,87 (1H, s), 12,99 (1H, s)

MS (m/z): 528 (M")

Vi du 204: N-(3-{4-[6—(2-ﬂoetoxy)pyridin—3-yl]-6-ox0-1,6-dihydropyrimidin—
2-y1}-4-(triflometyl)benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu voi quy trinh cua vi du 4 su dung
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6-(2-floetoxy)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & d& muc.

'H-NMR (d¢-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,4-2,6 (1H, m), 4,40 (2H, d,
J=6,0Hz), 4,5-4,9 (4H, m), 6,9-7,0 (2H, m), 7,5-7,6 (2H, m), 7,88 (1H, d, J=8,4Hz),
8,34 (1H, d, J=8,8Hz), 8,39 (1H, t, J=6,0Hz), 8,86 (1H, s), 12,98 (1H, s)

MS (m/z): 478 (M)

Vi du 205: N-(3-{4-[6-(3-flopropoxy)pyridin-3-yl]-6-0xo0-1,6-
dihydropyrimidin-2-yl}-4-(triflometyl)benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu v6i quy trinh clia vi du 4 st dung
6-(3-flopropoxy )pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (d¢-DMSO, 8): 1,05 (6H, d, J=7,2Hz), 2,0-2,2 (2H, m), 2,4-2,6 (1H,
m), 4,3-4,7 (6H, m), 6,91 (1H, d, J=8,8Hz), 6,98 (1H, s), 7,6-7,7 (2H, m), 7,88 (1H, d,
J=8,4Hz), 8,32 (1H, dd, J=2,0Hz, 8,8Hz), 8,39 (1H, t, J=6,0Hz), 8,86 (1H, d, J=2,0Hz),
12,96 (1H, s)

MS (m/z): 492 (M")

Vi du 206: N-(3-{4-[2-(diflometoxy)pyridin-4-yl]-6-oxo-1,6-
dihydropyrimidin-2-yl}-4-(triflometyl)benzyl)isobutyramit

Béng cach thuc hién cac cong doan tuong ty v6i quy trinh ctia vi du 4 st dung
2-(diflometoxy)pyridin-4-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (ds-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,46 (1H, sept, J=6,8Hz), 4,40
(2H, d, J=5,6Hz), 7,25 (1H, s), 7,6-7,7 (3H, m), 7,73 (1H, t, J=72,8Hz), 7,8-7,9 (2H,
m), 8,3-8,4 (2H, m), 13,23 (1H, s)

MS (m/z): 482 (M)

Vi du 207: N-(3-{6-0x0-4-[5-(triflometyl)pyridin-2-y1]-1,6-dihydropyrimidin-
2-y1}-4-(triflometyl)benzyl)isobutyramit

B%mg cach thuc hién cac cong doan tuong tu voi quy trinh cta vi du 4 st dung
5-(triflometyl)pyridin-2-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chit néu ¢ dé muc.

'H-NMR (d¢-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,4-2,6 (1H, m), 4,41 (2H, d,
J=5,6Hz), 7,33 (1H, s), 7,6-7,7 (2H, m), 7,90 (1H, d, J=8,4Hz), 8,3-8,4 (3H, m), 9,12
(1H, s), 13,23 (1H, s)
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MS (m/z): 484 (M")

Vi du 208: N—{3-[4-(5-clopyridin—2-yl)-6-oxo-1,6-dihydropyrimidin-2-y1]-4-
(triflometyl)benzyl}isobutyramit

Bing cach thuc hién cc cong doan tuong tu voi quy trinh cta vi du 4 st dung
5-clopyridin-2-carbandehyt va N-[3-carbamimidoyl-4-(triflometyl)benzyl]isobutyramit
hydroclorua, thu dugc hop chét néu & d& muc.

'H-NMR (d¢-DMSO, 8): 1,05 (6H, d, J=7,2Hz), 2,4-2,6 (1H, m), 4,40 (2H, d,
J=6,0Hz), 7,21 (1H, s), 7,6-7,7 (2H, m), 7,89 (1H, d, J=7,6Hz), 8,08 (1H, dd, J=2,8Hz,
8,8Hz), 8,19 (1H, d, J=8,0Hz), 8,40 (1H, t, J=6,0Hz), 8,78 (1H, d, J=2,4Hz), 13,17 (1H,
s)

MS (m/z): 450 (M")

Vi du 209: N-(3-{6-0x0-4-[5-(2-propoxyetoxy)pyridin-2-yl]-1,6-
dihydropyrimidin—2-y1}-4-(triﬂometyl)benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong ty voi quy trinh cta vi du 4 st dung
5-(propoxyetoxy)pyridin-2-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu duoc hop chét néu & d& muc.

IH-NMR (ds-DMSO, 8): 0,86 (3H, t, J=7,2Hz), 1,05 (6H, d, J=7,2Hz), 1,52
(2H, sext, J=7,2Hz), 2,4-2,6 (1H, m), 3,41 (2H, t, J=7.2H2), 3,7-3,8 (2H, m), 4,2-4,3
(2H, m), 4,40 (2H, d, J=6,4Hz), 7,11 (1H, s), 7,52 (1H, dd, J=3,2Hz, 8,8Hz), 7,6-7,7
(2H, m), 7,88 (1H, d, J=8,4Hz), 8,14 (1H, d, J=8,8Hz), 8,39 (1H, t, J=6,0Hz), 8,43 (1H,
d, J=3,2Hz), 12,98 (1H, s)

MS (m/z): 518 (M")

Vi du 210: N-(3-{4-[5-(diflometoxy)pyridin-2-yl]-6-0xo-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit

Bing cach thuc hién cdc cong doan tuong tu v6i quy trinh cla vi du 4 st dung
5-(diflometoxy)pyridin-2-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chit néu & d& muc.

'H-NMR (dg-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,4-2,6 (1H, m), 4,40 (2H, d,
J=6,0Hz), 7,18 (1H, s), 7,41 (1H, t, J=73,2Hz), 7,6-7,7 (2H, m), 7,80 (1H, dd, J=3,2Hz,
8,8Hz), 7,89 (1H, d, J=8,4Hz), 8,24 (1H, d, J=8,4Hz), 8,40 (1H, t, J=6,0Hz), 8,63 (1H,
d, J=2,4Hz), 13,14 (1H, s)

MS (m/z): 482 (M")

Vi du 211: N=(4-clo-3- {4-[5-(xyclopropylmetoxy)pyridin-2-yl]-6-oxo- 1,6-
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dihydropyrimidin-2-y1}benzyl)isobutyramit

Bing cach thuc hién cdc cong doan twong ty v6i quy trinh cia vi du 4 st dung
5-(xyclopropylmetoxy )pyridin-2-carbandehyt, thu dugc hop chét néu & dé muc.

'H-NMR (d¢-DMSO, 8): 0,3-0,4 (2H, m), 0,5-0,6 (2H, m), 1,04 (6H, d,
J=72Hz), 1,2-1,3 (1H, m), 2,4-2,6 (1H, m), 3,98 (2H, d, J=7,2Hz), 4,31 (2H, d,
J=5,6Hz), 7,10 (1H, s), 7,41 (1H, dd, J=2,0Hz, 8,4Hz), 7,48 (1H, dd, J=2,8Hz, 8,4Hz),
7,5-7,6 (2H, m), 8,18 (1H, d, J=8,8Hz), 8,34 (1H, t, J=5,6Hz), 8,42 (1H, d, J=2,8Hz),
12,86 (1H, s)

MS (m/z): 452 (M")

Vi du 212: N-(3-{4-[5-(xyclopropylmetoxy)pyridin-2-yl]-6-oxo-1 ,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit

B?lng céach thuc hién cac cdng doan tuong tur véi quy trinh cta vi du 4 st dung
5-(xyclopropylmetoxy)pyridin-2-carbandehyt va N- [3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (de-DMSO, 8): 0,3-0,4 (2H, m), 0,5-0,6 (2H, m), 1,05 (6H, d,
J=72Hz), 1,2-1,3 (1H, m), 2,4-2,6 (1H, m), 3,97 (2H, d, J=6,8Hz), 4,40 (2H, d,
J=6,0Hz), 7,11 (1H, s), 7,48 (1H, dd, J=2,8Hz, 8,4Hz), 7,6-7,7 (2H, m), 7,88 (1H, d,
J=8,4Hz), 8,13 (1H, d, J=8,4Hz), 8,3-8,4 (2H, m), 12,97 (1H, s)

MS (m/z): 486 (M")

Vi du 213: N-(4-clo-2-flo-3-{6-ox0-4-[6-(triflometyl)pyridin-3-y1]-1,6-
dihydropyrimidin-2-yl}benzyl)butyramit

Bing cach thure hién céc cong doan twong tw véi quy trinh cta vi du 4 st dung
6-(triflometyl)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)butyramit hydroclorua, thu dugc hgp chét néu ¢ d& muc.

IH-NMR (d6-DMSO, 8): 0,87 (3H, t, J=7,2Hz), 1,55 (2H, sext, ]=7,2Hz), 2,14
(2H, t, J=7,2Hz), 4,33 (2H, d, J=6,0Hz), 7,31 (1H, s), 7.4-7,5 (2H, m), 8,02 (1H, d,
J=8,4Hz), 8,40 (1H, t, J=6,0Hz), 8,67 (1H, d, J=8,0Hz), 9,39 (1H, s), 13,34 (1H, s)

MS (m/z): 468 (M")

Vi du 214: N-(4-clo-3-{4-[6-(diflometoxy)pyridin-3-y1]-6-0x0-1,6-
dihydropyrimidin-2-yl1}-2-flobenzyl)butyramit

Bing cach thuc hién cac cong doan tuong tw v6i quy trinh cua vi du 4 st dung
6-(diflometoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-

flobenzyl)butyramit hydroclorua, thu dugc hop chét néu & d& muc.
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IH-NMR (ds-DMSO, 8): 0,87 (3H, t, J=7,6Hz), 1,55 (2H, sext, J=7,6Hz), 2,14
(2H, t, J=7,6Hz), 4,33 (2H, d, J=5,2Hz), 7,13 (1H, s), 7,19 (1H, d, J=8,4Hz), 7,4-7.5
(2H, m), 7,77 (1H, t, ]=76,4Hz), 8,40 (1H, t, J=5,2Hz), 8,51 (1H, dd, J=0,8Hz, 8,8Hz),
8,92 (1H, s), 13,19 (1H, s)

MS (m/z): 466 (M)

Vi du 215: N-[3-(2'-Xyclopropylmetoxy-6-oxo-1 ,6-dihydro-[4,5'-bipyrimidin]-
2-yl)-4-(triflometyl)benzyl]isobutyramit

Bing cach thuc hién cac cong doan tuong ty voi quy trinh cta vi du 4 st dung
2-(xyclopropylmetoxy)pyrimidin-5-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (d-DMSO, 8): 0,3-04 (2H, m), 0,5-0,6 (2H, m), 1,05 (6H, d,
J=6,8Hz), 1,2-1,3 (1H, m), 2,4-2,6 (1H, m), 4,22 (2H, d, J=6,8Hz), 4,40 (2H, d,
J=6,0Hz), 7,09 (1H, s), 7,5-7,6 (2H, m), 7,89 (1H, d, J=8,4Hz), 8,39 (1H, t, J=6,0Hz),
9,1-9,2 (2H, m), 13,07 (1H, s)

MS (m/z): 487 (M)

Vi du 216: N-{3-[4—(6-but0xypyridazin-3-yl)-6-0xo—1,6-dihydropyrimidin—2-
yl]-4-(triflometyl)benzyl }isobutyramit

Béng cach thuc hién c4c cong doan tuong ty véi quy trinh cta vi du 4 st dung
6-butoxypyridazin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & d& muc.

'H-NMR (ds-DMSO, 8): 0,93 (3H, t, J=7,6Hz), 1,05 (6H, d, J=7,2Hz), 1,34
(2H, sext, J=7,6Hz), 1,77 (2H, quin, J=7,2Hz), 2,4-2,6 (1H, m), 4,17 (2H, t, J=7,6Hz),
4,39 (2H, d, J=6,0Hz), 6,96 (1H, s), 7,03 (1H, d, J=10,0Hz), 7,5-7,7 (2H, m), 7,88 (1H,
d, 1=8,4Hz), 7,99 (1H, d, J=9,6Hz), 8,39 (1H, t, J=6,0Hz), 13,17 (1H, s)

MS (m/z): 489 (M)

Vi du 217: N-{4-clo-3-[6-0x0-2'"-(triflometyl)- 1,6-dihydro-[4,5'-bipyrimidin]-
2-yl]benzyl}isobutyramit

Béng céach thuc hién céc cong doan tuong ty v6i quy trinh cta vi du 4 str dung
2-(triflometyl)pyrimidin-5-carbandehyt, thu dugc hop chit néu & d& muc.

IH-NMR (ds-DMSO, §): 1,03 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=6,0Hz), 7,34 (1H, s), 7,44 (1H, dd, J=2,0Hz, 8,0Hz), 7,5-7,6 (2H, m), 8,34
(1H, t, J=6,0Hz), 9,63 (2H, s), 13,21 (1H, s)

MS (m/z): 451 (M)
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Vi du 218: N-(4-clo-3- {4-[(2-xyclopropylmetoxy)pyridin-4-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu voi quy trinh cta vi du 4 st dung
2-(xyclopropylmetoxy )pyridin-4-carbandehyt, thu dugc hop chét néu & dé muc.

IH-NMR (ds-DMSO, 8): 0,3-0,4 (2H, m), 0,5-0,6 (2H, m), 1,04 (6H, d,
J=6,8Hz), 1,2-1,3 (1H, m), 2,4-2,6 (1H, m), 4,14 (2H, d, J=7,2Hz), 4,32 (2H, d,
J=6,4Hz), 7,11 (1H, s), 7,4-7,5 (2H, m), 7,5-7,6 (3H, m), 8,24 (1H, d, J=5,6Hz), 8,34
(1H, t, J=5,6Hz), 13,05 (1H, s)

MS (m/z): 452 (M")

Vi du 219: N-{4-clo-2-flo-3-[4-(5-flopyridin-2-yl)-6-0x0-1,6-
dihydropyrimidin-2-yl]benzyl}isobutyramit

Béng céch thuc hién cdc cong doan tuong tu véi quy trinh ctia vi du 4 st dung
5-flopyridin-2-carbandehyt va N-(3-carbamimidoyl-4-clo-2-ﬂobenzyl)isobutyramit
hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (d¢-DMSO, 8): 1,05 (6H, d, J=7,2Hz), 2,45 (1H, sept, J=6,8Hz), 4,33
(2H, d, J=6,0Hz), 7,21 (1H, s), 7,4-7,6 (2H, m), 7,84 (1H, dt, J=2,8Hz, 8,8Hz), 8,2-8,3
(1H, m), 8,37 (1H, t, J=6,0Hz), 8,74 (1H, d, J=3,2Hz), 13,28 (1H, brs)

MS (m/z): 418 (M)

Vi du 220: N-{2-flo-3-[4-(6-metoxypyridin-3 -yl)-6-0x0-1,6-dihydropyrimidin-
2-yl]-4-(triflometyl)benzyl}isobutyramit

Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cta vi du 169 st
dung 2-[3-010-2-ﬂo-6-(triﬂ0metyl)phenyl]-6-(6-metoxypyridin—3-yl)pyrimidin—4(3H)-
on, thu duoc hop chét néu & dé muc.

IH-NMR (d¢-DMSO, 8): 1,06 (6H, d, J=6,8Hz), 2,48 (1H, sept, J=6,8Hz), 3,91
(3H, s), 4,40 (2H, d, J=6,0Hz), 6,91 (1H, d, J=8,8Hz), 7,01 (1H, s), 7,65 (1H, t,
1=8,0Hz), 7,78 (1H, d, J=7,6Hz), 8,30 (1H, d, J=8,4Hz), 8,44 (1H, t, J=6,0Hz), 8,85
(1H, s), 13,17 (1H, brs)

MS (m/z): 464 (M)

Vi du 221: N-(4-clo-3-{4-[6-(xyclopropyletynyl)pyridin-3 -yl]-6-0x0-1,6-
dihydropyrimidin-2-yl1}-2-flobenzyl)isobutyramit

Béng cach thuc hién cdc cdng doan tuwong tur voi quy trinh ctia vi du 4 st dung
6-(xyclopropyletynyl)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-

flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.
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'H-NMR (ds-DMSO, 8): 0,8-1,0 (4H, m), 1,04 (6H, d, J=6,8Hz), 1,6-1,7 (1H,
m), 2,45 (1H, sept, J=6,8Hz), 4,32 (2H, d, J=5,6Hz), 7,14 (1H, s), 7,4-7,5 (3H, m), 8,3-
8,4 (2H, m), 9,13 (1H, d, J=1,6Hz), 13,22 (1H, brs)

MS (m/z): 464 (M)

Vi du 222: N—{2-010-3-[4-(5-clopyridin-Z-yl)—6-oxo-1,6-dihydropyrimidin-2—
yl]-4-flobenzyl}isobutyramit

Bing cach thuc hién cac cong doan twong tu voi quy trinh ctia vi du 4 st dung
5-clopyridin-2-carbandehyt va N—(3-carbamimidoy1-2-clo-4-ﬂobenzyl)isobutyramit
hydroclorua, thu dugc hop chét néu & dé& muc.

'H-NMR (d¢-DMSO, 3): 1,07 (6H, d, ]=6,8Hz), 2,4-2,6 (1H, m), 4,35 (2H, d,
J=6,0Hz), 7,25 (1H, s), 7,4-7,5 (2H, m), 8,05 (1H, dd, J=2,4Hz, 8,4Hz), 8,21 (1H, d,
1=8,4Hz), 8,38 (1H, t, J=6,0Hz), 8,79 (1H, d, J=2,4Hz), 13,29 (1H, brs)

MS (m/z): 434 (M")

Viduy 223: N-{4-010-3-[4—(4-xyanophenyl)-6-oxo—1,6—dihydropyrimidin-Z-yl]-
2-flobenzyl}isobutyramit

Bing cach thuc hién cac cong doan tuong tu voi quy trinh cta vi du 4 st dung
4-formylbenzonitril va N-(3-carbamimidoy1-4-clo-2—ﬂobenzyl)isobutyramit
hydroclorua, thu dugc hop chit néu & dé muc.

IH-NMR (ds-DMSO, §): 1,04 (6H, d, J=6,8Hz), 2,45 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=6,0Hz), 7,17 (1H, s), 7,4-7,5 (2H, m), 7,95 (2H, d, J=8,4Hz), 8,24 (2H, d,
J=8,4Hz), 8,36 (1H, t, J=6,0Hz), 13,27 (1H, brs)

MS (m/z): 424 (M")

Vi du 224: N-{4-clo-2-flo-3-[6-0x0-4-(6-phenylpyridin-3-yl)-1,6-
dihydropyrimidin-2-yl]benzyl}isobutyramit

Béng cach thuc hién cac cong doan tuwong tu véi quy trinh cua vi du 4 st dung
6-phenylpyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,46 (1H, sept, J=6,8Hz), 4,34
(2H, d, J=5,6Hz), 7,20 (1H, s), 7,4-7,5 (SH, m), 8,09 (1H, d, J=8,4Hz), 8,1-8,2 (2H, m),
8,37 (1H, t, J=5,6Hz), 8,48 (1H, dd, J=2,0Hz, 8,0Hz), 9,31 (1H, d, J=1,6Hz), 13,17
(1H, brs)

MS (m/z): 476 (M")

Vi du 225: N-(2,4—diﬂo-3-{6-0X0—4-[5-(triﬂometyl)pyridin-Z-yl]-1,6-
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dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu voi quy trinh ctia vi du 4 str dung
5-(triflometyl)pyridin-2-carbandehyt va N-(3-carbamimidoyl-2,4-
diflobenzyl)isobutyramit hydroclorua, thu dugc hop chit néu & dé muc.

IH-NMR (de-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,45 (1H, sept, J=6,8Hz), 4,33
(2H, d, J=6,0Hz), 7,30 (1H, t, J=8,8Hz), 7,35 (1H, s), 7,53 (1H, q, J=8,0Hz), 8,3-8.,4
(3H, m), 9,13 (1H, s), 13,40 (1H, brs)

MS (m/z): 452 (M")

Vi du 226: N-{3-[4-(5-clopyridin-3-yl)-6-oxo0-1 ,6-dihydropyrimidin-2-yl]-2,4-
diflobenzyl}isobutyramit

Bing cach thuc hién cac cong doan tuong tw voi quy trinh ctia vi du 4 str dung
5-clopyridin-3-carbandehyt va N-(3-carbamimidoyl-2,4-diflobenzyl)isobutyramit
hydroclorua, thu dugc hop chét néu & dé& muc.

IH-NMR (d6-DMSO, §): 1,04 (6H, d, J=6,8Hz), 2,45 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=6,0Hz), 7,24 (1H, s), 7,29 (1H, t, J=8,8Hz), 7,4-7,5 (1H, m), 8,33 (1H, t,
J=5,6Hz), 8,49 (1H, s), 8,75 (1H, d, J=2,4Hz), 9,18 (1H, d, J=1,6Hz), 13,31 (1H, brs)

MS (m/z): 418 (M)

Vidu227: N-(4-clo-3-{4-[6-(diﬂ0metyl)pyridin—3-yl]-6-0xo-1,6—
dihydropyrimidin-2-y1}-2-flobenzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu voi quy trinh ctia vi du 4 st dung
6-(diflometyl)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu duge hop chét néu ¢ d& muc.

IH-NMR (ds-DMSO, §): 1,04 (6H, d, J=6,8Hz), 2,45 (1H, sept, J=6,8Hz), 4,33
(2H, d, J=6,0Hz), 7,04 (1H, t, J=54,8Hz), 7,25 (1H, s), 7,4-7,5 (2H, m), 7,81 (1H, d,
J=8,4Hz), 8,39 (1H, t, J=6,0Hz), 8,60 (1H, d, J=8,0Hz), 9,31 (1H, s), 13,35 (1H, brs)

MS (m/z): 450 (M)

Vi du 228: N-(2-clo-3- {4-[6-(xyclopropyletynyl)pyridin-3-yl]-6-oxo-1 ,0-
dihydropyrimidin-2-y1}-4-flobenzyl)isobutyramit

Bing céach thuc hién céc cong doan tuong tu v4i quy trinh ctia vi du 4 st dung
6-(xyclopropyletynyl)pyridin-3-carbandehyt va N-(3-carbamimidoyl-2-clo-4-
flobenzyl)isobutyramit hydroclorua, thu duge hop chét néu ¢ d& muc.

IH-NMR (d¢-DMSO, 8): 0,8-1,0 (4H, m), 1,07 (6H, d, J=6,8Hz), 1,6-1,7 (1H,
m), 2,4-2,6 (1H, m), 4,34 (2H, d, J=6,0Hz), 7,14 (1H, s), 7,4-7,5 (3H, m), 8,3-8,4 (2H,
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m), 9,13 (1H, d, J=1,6Hz), 13,21 (1H, brs)

MS (m/z): 464 (M")

Vidu 229: N—(4-clo-3-{4-[5—(diﬂo1nety1)pyridin-2-yl]-6-0X0-1,6-
dihydropyrimidin-2-y1}-2-flobenzyl)isobutyramit

Bang cach thuc hién cac cong doan tuong tw v6i quy trinh clia vi du 4 st dung
5-(diflometyl)pyridin-2-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu duge hop chét néu & d& muc.

IH-NMR (ds-DMSO, 8): 1,05 (6H, d, J=7,2Hz), 2,46 (1H, sept, J=6,8Hz), 4,33
(2H, d, J=6,0Hz), 7,23 (1H, t, J=55,2Hz), 7,32 (1H, s), 7,4-7.6 (2H, m), 8,15 (1H, d,
J=7,6Hz), 8,3-8,4 (2H, m), 8,93 (1H, s), 13,33 (1H, brs)

MS (m/z): 450 (M)

Vi du 230: N-{3-[4-(5-clopyridin—2—yl)-6-oxo—1,6-dihydropyrimidin-2—yl]—2,4-
diflobenzyl}isobutyramit

Bing céach thuc hién céc cong doan twong tu voi quy trinh cua vi du 4 st dung
5-clopyridin-2-carbandehyt va N-(3-carbamimidoyl-2,4-diflobenzyl)isobutyramit
hydroclorua, thu dwoc hop chét néu & d& muc.

TH-NMR (d6-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,45 (1H, sept, J=6,8Hz), 4,32
(2H, d, J=6,0Hz), 7,23 (1H, s), 7,29 (1H, t, J=8,8H2), 7,4-7,6 (1H, m), 8,08 (1H, dd,
1=2,4Hz, 8,4Hz), 8,22 (1H, d, J=8,4Hz), 8,34 (1H, t, J=6,0Hz), 8,78 (1H, d, JI=2,4Hz),
13,32 (1H, brs)

MS (m/z): 418 (M)

Vidu231: N-(4-clo-2-flo-3-{6-0x0-4-[6-(triflometyl)pyridin-2-y1]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién cac cong doan twong ty vé6i quy trinh clia vi du 4 st dung
6-(triflometyl)pyridin-2-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu duge hop chét néu & dé muc.

IH-NMR (de-DMSO, 8): 1,05 (6H, d, J=7,2Hz), 2,46 (1H, sept, J=6,8Hz), 4,33
(2H, d, J=5,6Hz), 7,26 (1H, s), 7,4-7,5 (2H, m), 8,05 (1H, d, J=7,6Hz), 8,25 (1H, t,
J=8,0Hz), 8,37 (1H, t, J=5,6Hz), 8,47 (1H, d, J=8,0Hz), 13,40 (1H, brs)

MS (m/z): 468 (M")

Vidu 232: N—(2-clo-4-ﬂo-3-{6-oxo-4-[4-(triﬂometyl)thiazol-2-y1]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu vai quy trinh cua vi du 4 st dung
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4-(triflometyl)thiazol-2-carbandehyt va N-(3-carbamimidoyl-2-clo-4-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu ¢ d& muc.

IH-NMR (ds-DMSO, &): 1,07 (6H, d, J=7,2Hz), 2,4-2,6 (1H, m), 4,35 (2H, d,
J=6,0Hz), 7,05 (1H, s), 7,4-7,6 (2H, m), 8,39 (1H, t, J=6,0Hz), 8,76 (1H, s), 13,51 (1H,
brs)

MS (m/z): 474 (M)

Vi du 233: N-(4-clo-3-{4-[2-(xyclopropyletynyl)thiazol-5-y1]-6-oxo-1,6-
dihydropyrimidin-2-y1}-2-flobenzyl)isobutyramit

Bing céach thyc hién cac cong doan tuong tu v6i quy trinh cta vi du 4 st dung
2-(xyclopropyletynyl)thiazol-5-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (ds-DMSO, §): 0,8-1,0 (4H, m), 1,04 (6H, d, J=6,8Hz), 1,6-1,7 (1H,
m), 2,45 (1H, sept, J=6,8Hz), 4,31 (2H, d, J=6,0Hz), 7,07 (14, s), 7,4-7,5 (2H, m),
8,36 (1H, t, J=5,6Hz), 8,59 (1H, s), 13,22 (1H, brs)

MS (m/z): 470 (M)

Vi du 234: N—(2-010-3-{4-[5-(xyclopropyletynyl)pyridin—Z—yl]-6-ox0-1,6-
dihydropyrimidin—Z-yl}—4-ﬂobenzyl)isobutyramit

Béngcédlﬂnnﬂﬁéncécc6ngdoantuongngvéiquytﬁnhcﬁavidu4-midung
5-(xyclopropyletynyl)pyridin-2-carbandehyt va N-(3-carbamimidoyl-2-clo-4-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (ds-DMSO, §): 0,8-1,0 (4H, m), 1,07 (6H, d, J=7,2Hz), 1,6-1,7 (1H,
m), 2,4-2,6 (1H, m), 4,34 (2H, d, J=6,0Hz), 7,23 (1H, s), 7,4-7,5 (2H, m), 7,88 (1H, dd,
1=2,0Hz, 8,4Hz), 8,15 (1H, d, J=8,4Hz), 8,38 (1H, t, J=6,0Hz), 8,69 (1H, d, J=2,0Hz),
13,26 (1H, brs)

MS (m/z): 464 (M)

Vi du 235: N—(4-clo-3-{4—[6-(3-ety10xetan-3-yhnetoxy)pyridin-3-yl]-6-oxo-
1,6-dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu v6i quy trinh cua vi dy 4 st dung
6-(3-etyloxetan-3-ylmetoxy)pyridin-3-carbandehyt, thu duoc hop chit néu & dé muc.

'H-NMR (d¢-DMSO, 8): 0,90 (3H, t, J=7,8Hz), 1,04 (6H, d, J=6,8Hz), 1,77
(2H, q, J=7,3Hz), 2,43 (1H, sept, J=6,8Hz), 4,2-4,6 (8H, m), 6,9-7,0 2H, m), 7,42 (1H,
dd, J=2,0Hz, 8,3Hz), 7,5-7,6 (2H, m), 8,2-8,4 (2H, m), 8,89 (1H, d, J=2,2Hz), 12,85
(1H, brs)
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ESI(+)-MS: 497 (M"+1)

Vi du 236: N-(3-{4-[6-(3-Etyloxetan-3-ylmetoxy)pyridin-3-yl]-6-oxo- 1,6-
dihydropyrimidin-2—y1}-4-(triﬂometyl)benzyl)isobutyramit

B%lng cach thuc hién céc cong doan twong tw véi quy trinh cta vi du 4 str dung
6-(3-etyloxetan-3-ylmetoxy)pyridin-3-carbandehyt va N- [3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (ds-DMSO, §): 0,90 (3H, t, J=7,3Hz), 1,05 (6H, d, J=6,8Hz), 1,77
(2H, q, J=7,3Hz), 2,46 (1H, sept, J=6,8Hz), 4,33 (2H, d, J=5,9Hz), 4,40 (2H, d,
J=5,9Hz), 4,45 (2H, d, J=5,9Hz), 4,48 (2H, s), 6,9-7.0 (2H, m), 7,5-7,7 (2H, m), 7,87
(1H, d, I=7,8Hz), 8,32 (1H, dd, J=2,4Hz, 8,7Hz), 8,40 (1H, t, J=5,9Hz), 8,86 (1H, d,
J=2,0Hz), 12,92 (1H, brs)

ESI(+)-MS: 531 (M"™+1)

Vidu237: N—{4-c10-2-ﬂ0-3—[4—(4-metylthiazol-2-yl)-6-oxo-1,6-
dihydropyrimidin-2-yl]benzyl}isobutyramit

Béng cach thuc hién cac cong doan tuong tw v4i quy trinh cua vi du 4 st dung
4-metylthiazol-2-carbandehyt va N-(3-carbamimidoyl-4-clo-2—ﬂobenzyl)isobutyramit
hydroclorua, thu dugc hop chit néu & dé muc.

IH-NMR (ds-DMSO, §): 1,05 (6H, d, J=6,8Hz), 2,45 (1H, sept, J=6,8Hz), 2,47
(3H, s), 4,33 (2H, d, J=5,9Hz), 6,96 (1H, brs), 7,4-7,6 (2H, m), 7,59 (1H, s), 8,37 (1H,
t, J=6,1Hz), 13,31 (1H, brs)

MS (m/z): 420 (M")

Vi du 238: N-(4-clo-2-ﬂo-3-{6-0X0-4-[4-(1-propynyl)thiazol—Z-yl]-1,6-
dihydropyrimidin-2-y1}benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu voi quy trinh cta vi du 4 st dung
4-(1-propynyl)thiazol-2-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (ds-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,09 (3H, s), 2,45 (1H, sept,
J=6,8Hz), 4,33 (2H, d, J=5,9Hz), 6,99 (1H, brs), 7,4-7,6 (2H, m), 8,10 (1H, s), 8,36
(1H, t, J=5,8z), 13,39 (1H, brs)

MS (m/z): 444 (M")

Vi du 239: N-(4—clo-3-{4-[5-(Xyclopropyletyny1)thiazol-2-yl]-6-0x0-1,6-
dihydropyrimidin-2-y1}-2-flobenzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tur v6i quy trinh cua vi du 4 sir dung
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5-(xyclopropyletynyl)thiazol-2-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hgp chit néu & d& muc.

'H-NMR (d¢-DMSO, 8): 0,7-1,0 (4H, m), 1,05 (6H, d, J=6,8Hz), 1,6-1,7 (1H,
s), 2,45 (1H, sept, J=6,8Hz), 4,33 (2H, d, J=5,9Hz), 6,99 (1H, brs), 7,4-7,6 (2H, m),
8,13 (1H, s), 8,37 (1H, t, J=6,1Hz), 13,38 (1H, brs)

MS (m/z): 470 (M")

Vi du 240: N-(4-clo-3-{4—[4—(Xyclopropyletynyl)thiazol-2-y1]-6-0xo-1,6-
dihydropyrimidin-2-yl1}-2-flobenzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu voi quy trinh cua vi du 4 st dung
4-(xyclopropyletynyl)thiazol-2-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chit néu & @& muc.

IH-NMR (d¢-DMSO, 8): 0,7-1,0 (4H, m), 1,04 (6H, d, J=6,8Hz), 1,5-1,7 (1H,
m), 2,45 (1H, sept, J=6,8Hz), 4,32 (2H, d, J=5,9Hz), 6,98 (1H, brs), 7,4-7,6 (2H, m),
8,08 (1H, s), 8,36 (1H, t, J=5,4Hz), 13,39 (1H, brs)

MS (m/z): 470 (M)

Vi du 241: N-(3-{4-[5-(xyclopropyletynyl)thiazol-2-yl]-6-0xo-1,6-
dihydropyrimidin-2-y1}—4-(triﬂometyl)benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tw v6i quy trinh cta vi du 4 st dung
5-(xyclopropyletynyl)thiazol-2-carbandehyt va N-[3 -carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu duoc hop chit néu & dé muc.

'H-NMR (d¢-DMSO, 8): 0,7-1,0 (4H, m), 1,05 (6H, d, J=6,8Hz), 1,5-1,7 (1H,
m), 2,46 (1H, sept, J=6,8Hz), 4,40 (2H, d, J=5,9Hz), 6,94 (1H, brs), 7,5-7,7 (2H, m),
7,89 (1H, d, J=8,3Hz), 8,11 (1H, s), 8,40 (1H, t, J=5,8Hz), 13,23 (1H, brs)

MS (m/z): 486 (M")

Vi du 242: N-(3-{4-[6-(xyclopropyletynyl)pyridin-2-y1]-6-oxo-1,6-
dihydropyrimidin-Z—yl}—4-(triﬂometyl)benzyl)isobutyramit '

Bang cach thuc hién cac cong doan twong tw v6i quy trinh cua vi du 4 st dung
6-(xyclopropyletynyl)pyridin-2-carbandehyt va N- [3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & d& muc.

IH-NMR (ds-DMSO, 8): 0,8-1,0 (4H, m), 1,05 (6H, d, J=6,8Hz), 1,5-1,7 (1H,
m), 2,46 (1H, sept, J=6,8Hz), 4,40 (2H, d, J=6,4Hz), 7,18 (1H, brs), 7,54 (1H, dd,
J=0,9Hz, 7,8Hz), 7,5-7,7 (2H, m), 7,8-8,0 (2H, m), 8,10 (1H, d, J=7,4Hz), 8,40 (1H, t,
J=5,8Hz), 13,11 (1H, brs)
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MS (m/z): 480 (M)

Vi du 243: N-(4-clo-3-{4-[5-(xyclopropyletynyl)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}benzyl)isobutyramit

Bing cach thuc hién cdc cong doan twong tu véi quy trinh cta vi du 4 st dung
5-(xyclopropyletynyl)pyridin-3-carbandehyt, thu dugc hop chét néu & dé muc.

TH-NMR (ds-DMSO, §): 0,7-1,0 (4H, m), 1,04 (6H, d, J=6,8Hz), 1,5-1,7 (1H,
m), 2,44 (1H, sept, J=6,8Hz), 4,32 (2H, d, J=5,9Hz), 7,13 (1H, brs), 7,43 (1H, dd,
J=2,5Hz, 8,3Hz), 7,5-7,7 (2H, m), 8,3-8,4 (2H, m), 8,65 (1H, d, J=1,9Hz), 9,15 (1H, d,
J=2,0Hz), 13,02 (1H, brs)

MS (m/z): 446 (M")

Vi du 244: N-(3-{4-[5-(xyclopropyletynyl)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit

Bing cach thuc hién céc cong doan twong tu véi quy trinh cta vi du 4 st dung
5-(xyclopropyletynyl)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu duge hop chét néu & d& muc.

TH-NMR (d¢-DMSO, 8): 0,7-1,0 (4H, m), 1,05 (6H, d, J=6,8Hz), 1,5-1,7 (1H,
m), 2,46 (1H, sept, J=6,8Hz), 4,40 (2H, d, J=5,9Hz), 7,16 (1H, brs), 7,5-7,7 (2H, m),
7,89 (1H, d, J=8,3Hz), 8,34 (1H, s), 8,40 (1H, t, J=5,8Hz), 8,64 (1H, d, J=2,0Hz), 9,13
(1H, d, J=1,5Hz), 13,11 (1H, brs)

MS (m/z): 480 (M")

Vi du 245: N-(3-{4-[6-(3-Morpholin-4-ylpropoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-yl1}-4-(triflometyl)benzyl)isobutyramit

Bﬁng cach thuc hién cac cong doan twong tw voi quy trinh ctia vi du 4 str dung
6-(3-morpholin-4-ylpropoxy)pyridin-3-carbandehyt va N- [3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & d& muc.

IH-NMR (d6-DMSO, 8): 1,05 (6H, d, J=7,2Hz), 1,89 (2H, sext, J=6,8Hz), 2,3-
2,6(7H, m), 3,56 (4H, t, J=4,8Hz), 4,35 (2H, t, J=6,8Hz), 4,40 (2H, d, J=5,6Hz), 6,88
(1H, d, J=8,8Hz), 6,98 (1H, s), 7,5-7.6 (2H, m), 7,88 (1H, d, J=7,6Hz), 8,30 (1H, dd,
J=2,4Hz, 8,8Hz), 8,39 (1H, t, J=6,0Hz), 8,85 (1H, d, J=2,4Hz), 12,90 (1H, s)

MS (m/z): 559 (M")

Vi du 246: N-(3-{6-0x0-4-[5-(triflometyl)pyridin-3-yl]-1,6-dihydropyrimidin-
2-yl}-4-(triflometyl)benzyl)isobutyramit

Bing cach thuc hién cac cong doan twong tu v6i quy trinh cia vi du 4 st dung
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5-(triflometyl)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu ¢ dé muc.

'H-NMR (de-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,46 (1H, sept, J=6,8Hz), 4,41
(2H, d, J=5,6Hz), 7,35 (1H, s), 7,6-7,7 (2H, m), 7,91 (1H, d, J=8,0Hz), 8,42 (1H, t,
J=6,0Hz), 8,73 (1H, s), 9,10 (1H, s), 9,54 (1H, s), 13,23 (1H, s)

MS (m/z): 484 (M")

Vi du 247: N-(4-clo-2-flo-3-{6-0ox0-4-[5-(triflometyl)pyridin-3-y1]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién cac cong doan twong tu v6i quy trinh cta vi du 4 st dung
5-(triflometyl)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu ¢ dé muc.

'H-NMR (d¢-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,43 (1H, sept, J=6,8Hz), 4,33
(2H, d, J=6,0Hz), 7,36 (1H, s), 7,4-7,5 (2H, m), 8,36 (1H, t, J=6,0Hz), 8,70 (1H, s),
9,10 (1H, d, J=1,2Hz), 9,51 (1H, d, J=1,6Hz), 13,33 (1H, s)

MS (m/z): 468 (M)

Vi du 248: N-[3-(2'-butyl-6-0x0-1,6-dihydro-[4,5'-bipyrimidin]-2-yl)-4-
(triflometyl)benzyl]isobutyramit

Béng cach thuc hién cac cong doan tuong tw v6i quy trinh ctia vi du 4 str dung
2-butylpyrimidin-5-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (de-DMSO, 8): 0,90 (3H, t, J=7,2Hz), 1,05 (6H, d, J=6,8Hz), 1,34
(2H, sext, J=7,6Hz), 1,76 (2H, quin, J=7,6Hz), 2,46 (1H, sept, J=6,8Hz), 2,93 (2H, t,
J=7,2Hz), 4,40 (2H, d, ]=6,0Hz), 7,17 (1H, s), 7,6-7,7 (2H, m), 7,89 (1H, d, J=8,4Hz),
8,39 (1H, t, J=6,4Hz), 9,28 (2H, s), 13,15 (1H, )

MS (m/z): 473 (M")

Vi du 249: N-(3-{6-oxo-4-[5-(triﬂometyl)pyridin—2-yl]-1,6-dihydropyrimidin-
2-yl1}-4-(triflometyl)benzyl)butyramit

Bang cach thuc hién cac cong doan twong tu véi quy trinh cta vi du 4 str dung
5-(triflometyl)pyridin-2-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]butyramit hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (ds-DMSO, 8): 0,86 (3H, t, J=7,2Hz), 1,55 (2H, sext, J=7,2Hz), 2,15
(2H, t, J=7,2Hz), 4,42 (2H, d, J=6,0Hz), 7,31 (1H, s), 7,6-7,7 (2H, m), 7,90 (1H, d,
J=7,6Hz), 8,38 (2H, s), 8,44 (1H, t, J=6,0Hz), 9,12 (1H, s), 13,26 (1H, s)
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MS (m/z): 484 (M")

Vi du 250: N-(4-clo-2-flo-3-{6-0ox0-4-[5-(triflometyl)pyridin-2-y1]-1,6-
dihydropyrimidin-2-yl}benzyl)butyramit

Béng cach thuc hién cac cong doan tuong tu v6i quy trinh cia vi du 4 st dung
5-(triflometyl)pyridin-2-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)butyramit hydroclorua, thu dugc hop chét néu & d& muc.

'H-NMR (ds-DMSO, 8): 0,87 (3H, t, J=7,2Hz), 1,55 (2H, sext, J=7,2Hz), 2,14
(2H, t, J=7,2Hz), 4,34 (2H, d, J=6,0Hz), 7,36 (1H, s), 7,5-7,6 (2H, m), 8,3-8,5 (3H, m),
9,13 (1H, d, J=1,2Hz), 13,38 (1H, s)

MS (m/z): 468 (M")

Vi du 251: N-{4-clo-2-flo-3-[6-0x0-4-(6-propylpyridin-3-yl)-1,6-
dihydropyrimidin-2-yl]benzyl}isobutyramit

Bang cach thuc hién cac cong doan twong tw v&i quy trinh cia vi du 4 str dung
6-propylpyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-flobenzyl)isobutyramit
hydroclorua, thu dugc hop chit néu & dé& muc.

'H-NMR (ds-DMSO, 8): 0,91 (3H, t, J=7,2Hz), 1,04 (6H, d, J=6,8Hz), 1,07
(2H, sext, J=7,2Hz), 2,45 (1H, sept, J=6,8Hz), 2,76 (2H, t, J=7,6Hz), 4,32 (2H, d,
J=6,0Hz), 7,09 (1H, s), 7,36 (1H, d, J=7,6Hz), 7,4-7,5 (2H, m), 8,29 (1H, dd, J=2,4Hz,
8,0Hz), 8,36 (1H, t, J=6,0Hz), 9,11 (1H, d, J=2,0Hz), 13,10 (1H, s)

MS (m/z): 442 (M")

Vi du 252: N-{3-[6-0x0-4-(6-propylpyridin-3-y1)-1 ,6-dihydropyrimidin-2-yl]-
4-(triflometyl)benzyl}isobutyramit

Bing cach thurc hién céc cong doan twong tu voéi quy trinh cta vi du 4 st dung
6-propylpyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (de-DMSO, 8): 0,91 (3H, t, J=7,2Hz), 1,05 (6H, d, J=7.2Hz), 1,71
(2H, sext, J=7,2Hz), 2,4-2,6 (1H, m), 2,76 (2H, t, J=7,2Hz), 4,40 (2H, d, J=6,0Hz),
7,05 (1H, s), 7,35 (1H, d, J=8,4Hz), 7,6-7,7 (2H, m), 7,88 (1H, d, J=8,0Hz), 8,29 (1H,
dd, J=2,4Hz, 8,4Hz), 8,39 (1H, t, J=6,0Hz), 9,12 (1H, d, J=1,6Hz), 13,00 (1H, s)

MS (m/z): 458 (M)

Vi du 253: N-{3-[2'-(3,3-Dimetyl-1-butynyl)-6-oxo-1,6-dihydro-[4,5'"-
bipyrimidin]-2-y1]-4-(triflometyl)benzyl}isobutyramit

Bing cach thyc hién cdc cong doan twong tw v6i quy trinh cta vi du 4 st dung
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2-(3,3-dimetyl-1-butynyl)pyrimidin-5-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu duoc hop chét néu & dé muc.

IH-NMR (d6-DMSO, 8): 1,05 (6H, d, I=7,2Hz), 1,33 (9H, s), 2,4-2,6 (1H, m),
4,40 (2H, d, J=6,4Hz), 7,24 (1H, s), 7,6-7,7 (2H, m), 7,89 (1H, d, I=7,6Hz), 8,40 (1H, t,
J=6,0Hz), 9,32 (2H, s), 13,19 (1H, s)

MS (m/z): 497 (M")

Vi du 254: N-{4-clo-3-[2'-(3,3-dimetyl-1-butynyl)-6-oxo-1,6-dihydro-[4,5'"-
bipyrimidin]-2-y1]-2-flobenzyl}isobutyramit

Bing cach thuc hién cac cong doan tuong tw véi quy trinh cua vi du 4 st dung
2-(3,3-dimetyl-1-butynyl)pyrimidin-5-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hgp chit néu ¢ dé muc.

IH-NMR (d6-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 1,33 (9H, s), 2,45 (1H, sept,
J=6,8Hz), 4,32 (2H, d, J=5,6Hz), 7,28 (1H, s), 7,4-7,5 (2H, m), 8,36 (1H, t, J=6,0Hz),
9,31 (2H, s), 13,31 (1H, s)

MS (m/z): 481 (M")

Vi du 255: N-(4-clo-3-{4-[5-(xyclopropyletynyl)pyridin-2-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-2-flobenzyl)isobutyramit

Bing cach thuc hién cdc cong doan twong tw vdi quy trinh cua vi du 4 st dung
5-(xyclopropyletynyl)pyridin-2-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu duge hop chit néu ¢ dé muc.

'H-NMR (dg-DMSO, 8): 0,8-1,0 (4H, m), 1,04 (6H, d, J=6,8Hz), 1,6-1,7 (1H,
m), 2,45 (1H, sept, J=6,8Hz), 4,32 (2H, d, J=6,0Hz), 7,23 (1H, s), 7,4-7,5 (2H, m),
7,89 (1H, dd, J=2,0Hz, 8,4Hz), 8,15 (1H, d, J=8,0Hz), 8,36 (1H, t, J=5,6Hz), 8,69 (1H,
d, J=2,0Hz), 13,26 (1H, brs)

MS (m/z): 464 (M)

Vi du 256: N-(4-clo-2-flo-3-{6-0x0-4-[6-(1-propynyl)pyridin-3-y1]-1,6-
dihydropyrimidin-2-y1}benzyl)isobutyramit

Bang cach thuc hién cac cong doan tuong tw véi quy trinh cua vi du 4 str dung
6-(1-propynyl)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu duge hop chit néu ¢ dé muc.

'H-NMR (dg-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,11 (3H, s), 2,45 (1H, sept,
J=6,8Hz), 4,32 (2H, d, J=6,0Hz), 7,14 (1H, s), 7,4-7,6 (3H, m), 8,3-8,4 (2H, m), 9,15
(1H, s), 13,23 (1H, brs)
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MS (m/z): 438 (M)

Vi du 257: N-(2,4-diflo-3-{6-0x0-4-[6-(2-propoxyetoxy)pyridin-3-yl]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bang cach thuc hién cac cong doan tuong ty voi quy trinh cla vi du 4 str dung
6-(2-propoxyetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-2,4-
diflobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (ds-DMSO, §&): 0,85 (3H, t, J=7,2Hz), 1,04 (6H, d, J=6,8Hz), 1,51
(2H, sext, J=7,2Hz), 2,45 (1H, sept, J=6,8Hz), 3,40 (2H, t, J=6,8Hz), 3,71 (2H, t,
J=4,4Hz), 4,32 (2H, d, J=6,0Hz), 4,44 (2H, t, J=4,4Hz), 6,92 (1H, d, J=8,8Hz), 7,00
(14, s), 7.28 (1H, t, ]=8,8Hz), 7,4-7,6 (1H, m), 8,3-8,4 (2H, m), 8,85 (1H, s), 13,11
(1H, brs)

MS (m/z): 486 (M)

Vi du 258: N-{4-clo-2-flo-3-[4-(6-metoxypyridin-2-yl)-6-oxo-1,6-
dihydropyrimidin-2-yl]benzyl}isobutyramit

Béng cach thuc hién céc cong doan twong tw véi quy trinh ctia vi du 4 su dung
6-metoxypyridin-2-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (ds-DMSO, 8): 1,05 (6H, d, J=7,2Hz), 2,45 (1H, sept, ]=6,8Hz), 3,98
(3H, s), 4,33 (2H, d, J=6,0Hz), 6,9-7,0 (1H, m), 7,29 (1H, s), 7,4-7,5 (2H, m), 7,8-7,9
(2H, m), 8,37 (1H, t, J=6,0Hz), 13,15 (1H, brs)

MS (m/z): 430 (M*)

Vi du 259: N-{2-flo-3-[4-(5-flopyridin-3-yl)-6-0x0-1,6-dihydropyrimidin-2-
yl]-4-(triflometyl)benzyl }isobutyramit

Bang cach thuc hién cac cong doan tuong tw v6i quy trinh cua vi du 169 su
dung 2—[3-clo-2-ﬂo-6—(triﬂomety1)pheny1]-6-(5-ﬂopyridin—3-yl)pyrimidin-4(3H)—on,
thu dugc hop chit néu ¢ dé muc.

'H-NMR (d¢-DMSO, 8): 1,06 (6H, d, J=6,8Hz), 2,48 (1H, sept, J=6,8Hz), 4,41
(2H, d, J=5,6Hz), 7,25 (1H, s), 7,66 (1H, t, I=7,2Hz), 7,80 (1H, d, J=8,0Hz), 8,27 (1H,
d, I=10,4Hz), 8,44 (1H, t, J=5,6Hz), 8,71 (1H, d, J=2,4Hz), 9,10 (1H, s), 13,38 (1H,
brs)

MS (m/z): 452 (M")

Vi du 260: N-[4-clo-2-flo-3-(4-{6-[(1-hydroxyxyclohexyl)etynyl]pyridin-3-
y1}-6-0x0-1,6-dihydropyrimidin-2-yl)benzyl]isobutyramit
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Bing cach thuc hién cdc cong doan twong tw v6i quy trinh ctia vi du 4 str dung
6-[(1-hydroxyxyclohexyl)etynyl]pyridin-3-carbandehyt va N-(3-carbamimidoy1-4-clo-
2-flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé& muc.

TH-NMR (de-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 1,2-1,3 (1H, m), 1,4-1,7(7H,
m), 1,8-1,9 (2H, m), 2,45 (1H, sept, J=6,8Hz), 4,32 (2H, d, J=6,0Hz), 5,58 (1H, s),
7,16 (1H, ), 7,4-7,5 (2H, m), 7,57 (1H, d, J=8,0Hz), 8,3-8,4 (2H, m), 9,19 (1H, s),
13,25 (1H, brs)

MS (m/z): 522 (M)

Vi du 261: N-(4-clo-2-flo-3-{6-0x0-4-[5-(1-propynyl)pyridin-2-y1]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién cdc cong doan twong tw véi quy trinh cta vi du 4 str dung
5-(1-propynyl)pyridin-2-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

TH-NMR (d6-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,12 (3H, s), 2,45 (1H, sept,
J=6,8Hz), 4,32 (2H, d, J=6,0Hz), 7,24 (1H, s), 7,4-7,5 (2H, m), 7,92 (1H, dd, J=2,0Hz,
8,4Hz), 8,17 (1H, d, ]=8,4Hz), 8,36 (1H, t, J=5,6Hz), 8,72 (1H, d, J=2,0Hz), 13,27 (1H,
brs)

MS (m/z): 438 (M)

Vi du 262: N-{3-[4-(6-etoxypyridin-3-yl)-6-oxo-1,6-dihydropyrimidin-2-yl]-
2-flo-4-(triflometyl)benzyl}isobutyramit

Bing cach thuc hién céc cong doan tuwong tu véi quy trinh cua vi du 169 su
dung 2-[3-clo-2—ﬂo-6-(triﬂometyl)phenyl]—6-(6-etoxypyridin-3-yl)pyrimidin-4(3H)-0n,
thu dugc hop chét néu & dé muc.

'H-NMR (ds-DMSO, 8): 1,06 (6H, d, J=6,8Hz), 1,33 (3H, t, J=6,8Hz), 2,48
(1H, sept, J=6,8Hz), 4,3-4,5 (4H, m), 6,88 (1H, d, ]=8,8Hz), 7,00 (1H, s), 7,65 (1H, t,
J=8,0Hz), 7,78 (1H, d, J=8,4Hz), 8,28 (1H, d, J=8,4Hz), 8,43 (1H, t, J=5,6Hz), 8,83
(1H, s), 13,16 (1H, brs)

MS (m/z): 478 (M")

Vi du tham khao 94: 6-(2-Isopropoxyetoxy)pyridin-3-carbandehyt

@)

N H

\ro\/\o N

Hdn hop bao gdm 6-clopyridin-3-carbandehyt (2,83g), 2-isopropoxyetanol
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(10ml) va kali cacbonat (3,32g) duoc khudy & 150°C trong 3 gid. Hon hop phéan tng
duoc dé lanh va sau do rét vao amoni clorua nudc bdo hoa. Hon hop thu dugc dugc
chiét bang t-butyl metyl ete va 16p hitu co dugc ria bing nude mubi. Dung moi dugce
cho bay hoi va sau d6 chat cin dugc tinh ché bang sic ky cot silica gel dé thu duoc
hop chét néu & dé muc (2,27g).

'H-NMR (CDCl;, §): 1,20 (6H, d, J=5,8Hz), 3,49 (1H, sept, J=6,3Hz), 3,7-3,9
(2H, m), 4,5-4,7 (2H, m), 6,89 (1H, d, J=8,8Hz), 8,06 (1H, dd, J=2,5Hz, 8,8Hz), 8,61
(1H, d, J=1,9Hz), 9,95 (1H, s)

MS (m/z): 210 (M™+1)
Vi du tham khao 95: 6-[2-(2,2,2-Trifloetoxy)etoxypyridin-3-carbandehyt

Fﬂvo\/\o N

Bang cach thuc hién cac cong doan tuong tu v6i quy trinh cua vi du tham khao
94 sir dung 2-(2,2,2-trifloetoxy)etanol, thu dugc hop chét néu & dé muc.

IH-NMR (CDCls, 8): 3,94 (2H, q, J=8,3Hz), 4,01 (2H, t, J=4,4Hz), 4,5-4,7
(2H, m), 6,90 (1H, d, ]=8,3Hz), 8,09 (1H, dd, J=1,9Hz, 8,3Hz), 8,61 (1H, d, J=2,0Hz),
9,97 (1H, s)

MS (m/z): 249 (M")
Vi du tham khéao 96: Metyl 5-(3,3-dimetyl-1-butynyl)pyrazin-2-cacboxylat

O
N\j/u\o/
| 4
/EN

Dung dich chtra metyl S-clopyrazin-2-cacboxylat (1,5g) trong trietylamin
(25ml), 3,3-dimetyl-1-butyn (854mg), diclobis(triphenylphosphin)paladi(Il) (309mg)
va déng(I) iodua (42mg) dugc bd sung va hdn hop thu duge dugc khudy & 60°C trong
3 gid. Sau khi lam lanh, dung m6i dugc cho bay hoi dudi ap suat giam. Etyl axetat
dugce bd sung vao chét can thu dugc, hdn hop thu duge duge rira bang axit clohydric
2N, nudce natri hydrocacbonat bdo hoa va nude mudi bao hoa va 16p hitu co duge lam
kho bing magié sulfat. Lép hitu co dugce loc va dung méi duge cho bay hoi dudi ap
sudt giam. Sau do, chit cin thu duge dugc tinh ché bang sic ky cot silica gel va lam

kho dudi ap sudt gidm dé thu duoc hop chit néu & dé muc (1,54g).

TH-NMR (CDCls, 8): 1,38 (9H, s), 4,04 (3H, s), 8,67 (1H, d, J=1,2Hz), 9,21
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(1H, d, J=1,2Hz)
MS (m/z): 218 (M")
Vi du tham khao 97: [5-(3,3-Dimetyl-1-butynyl)pyrazin-2-ylJmetanol

Njﬂo
L
>/N

Dung dich chira liti nhém hydrua (268mg) trong tetrahydrofuran (25ml), dung
dich chira metyl 5-(3,3-dimetyl-1-butynyl)pyrazin-2-cacboxylat (1,54g) trong
tetrahydrofuran (10ml) dugc bd sung tir tir nho giot trong moi trudng nito bang nudc
d4 lanh. Hon hop thu duoc duge lam 4m dén nhiét do trong phong va khudy trong 2
gi0. Trong khi lam lanh bang nude d4, nudc natri hydrocacbonat bdo hoa dugc bd sung
ir tir to hdn hop phan tng va etyl axetat dugc bd sung vao hdn hop thu duge. Hon hop
phén tng dugc loc qua 16p Celite va sau d6 16p hitu co dugc rura bing nudc natri
hydrocacbonat bdo hoa va nuéce mudi bdo hoa va 1am khd bing magié sulfat. L&p hitu
co dugc loc, dung moi duge cho bay hoi dudi ap sudt giam va chat cin duoc lam kho
dudi p sudt giam dé thu duoc hop chit néu & dé muc (1,21g).

'H-NMR (CDCls, §): 1,17 (9H, s), 3,7-3,8 (1H, m), 4,82 (2H, d, J=8,4Hz), 8,4-
8,6 (2H, m)

MS (m/z): 190 (M)

Vi du tham khao 98: 5-(3,3-dimetyl-1-butynyl)pyrazin-2-carbandehyt

O
N
%:f
4N

Biang cach thuc hién cdc cong doan twong tu v6i quy trinh cla vi du tham khao
73 st dung [5-(3,3-dimetyl-1-butynyl)pyrazin-2-ylJmetanol, thu dugc hop chat néu &
dé muc.

'H-NMR (CDCls, 8): 1,19 (9H, s), 8,64 (1H, d, J=0,8Hz), 9,06 (1H, d,
J=1,2Hz), 10,11 (1H, s)

MS (m/z): 188 (M")
Vi du tham khao 99: Metyl 5-(xyclopropyletynyl)pyrazin-2-cacboxylat
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Biang cach thue hién cdc cong doan twong tu v6i quy trinh ca vi du tham khao

96 str dung etynylxyclopropan, thu dugc hop chét néu ¢ d& muc.

IH-NMR (CDCls, 8): 0,9-1,1 (4H, m), 1,5-1,6 (1H, m), 4,03 3H, s), 8,65 (1H,
d, J=1,6Hz), 9,19 (1H, d, J=1,6Hz)

MS (m/z): 202 (M)
Vi du tham khao 100: [5-(xyclopropyletynyl)pyrazin-2-ylJmetanol

L
V/[N

Bing cach thuc hién cdc cong doan twong tu v6i quy trinh cia vi du tham khao
97 st dung metyl 5-(xyclopropyletynyl)pyrazin-2-cacboxylat, thu dugc hop chét néu &
dé muc.

'H-NMR (CDCls, 8): 0,5-0,7 (2H, m), 0,9-1,0 (2H, m), 1,6-1,7 (1H, m), 3,7-
3,8 (1H, m), 4,7-4,8 (2H, m), 8,3-8,6 (2H, m)

MS (m/z): 174 (M")

Vi du tham khao 101: 5-(xyclopropyletynyl)pyrazin-2-carbandehyt

0
N])'
N
l 7
V/:N

Bing cach thue hién cdc cong doan twong tu véi quy trinh ctia vi du tham khao
73 st dung [5-(xyclopropyletynyl)pyrazin-2-ylJmetanol, thu duoc hgp chat néu & dé
muc.

'H-NMR (CDCls, 8): 0,7-0,8 (2H, m), 0,9-1,1 (2H, m), 1,7-1,8 (1H, m), 8,53
(1H, d, J=1,6Hz), 9,01 (1H, d, J=1,2Hz), 10,08 (1H, s)

MS (m/z): 172 (M)

Vi du tham khao 102: 2-(4-metyl-1-pentynyl)pyrimidin-5-carbandehyt
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Dung dich chita 2-mercaptopyrimidin-5-carbandehyt (259mg) trong axetonitril
(12ml), 4-metyl-1-pentyn (347ul), paladi axetat (4,5mg), triphenylphosphin (5,0mg)
va ddng(I) 2-thiophencacboxylat (706mg) dugc bd sung va vi séng dugc chiéu xa trén
hén hop thu duoc at 110°C trong 23 phut. Phan ing dugc lam lanh, sau do loc qua 16p
Celite va rira bang etyl axetat. L&p hitu co dugc rira bang nudc va nude mudi bdo hoa
va 1am kho bing magié sulfat. Lép hitu co duge loc va dung moi duge cho bay hoi
duéi ap suét giam. Sau do, chét cin thu duge duge tinh ché bang sic ky ¢t silica gel
va lam kho duéi ap sudt giam dé thu duge hop chét néu & dé muc (258mg).

IH-NMR (CDCls, 8): 1,09 (6H, d, J=6,0Hz), 2,03 (1H, sept, J=6,8Hz), 2,43
(2H, d, I=6,4Hz), 9,12 (2H, s), 10,13 (1H, s)

MS (m/z): 188 (M")

Vi du tham khao 103: 2-(1-propynyl)thiazol-5-carbandehyt

—:ﬂ\ﬁjf °

Bang céach thuc hién cac cdng doan twong tu v6i quy trinh cua vi du tham khéo

92 str dung 2-bromothiazol-5-carbandehyt, thu duoc hop chét néu & dé muc.

'H-NMR (CDCl;, 8): 2,18 (3H, s), 8,34 (1H, s), 10,00 (1H, s)

MS (m/z): 151 (M*)

Vi du tham khao 104: 2-[3-clo-2-flo-6-(triflometyl)phenyl]-6-(5-clopyridin-2-
yD)pyrimidin-4(3H)-on

(@]
l N F
N N/ Cl
|
N F
Cl =

Bing cach thuc hién cac cong doan twong tu véi quy trinh cia vi du 4 str dung
5-clopyridin-2-carbandehyt va 3-clo-2-flo-6-(triflometyl)benzamidin hydroclorua, thu

duoc hop chat néu & d€ muc.

'H-NMR (ds-DMSO, 8): 7,29 (1H, ), 7,87 (1H, d, J=8,8Hz), 8,0-8,2 (3H, m),
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8,79 (1H, d, J=2,4Hz), 13,40 (1H, brs)

MS (m/z): 403 (M")

Vi du tham khao 105: 2-[3-clo-2-flo-6-(triflometyl)phenyl]-6-[5-(1-
propynyl)pyridin-2-yl]pyrimidin-4(3H)-on

o)
| N F
I N N/ Cl
N F
Z FlL

Bing cach thyc hién cic cong doan twong ty v6i quy trinh clia vi du 4 sir dung
5-(1-propynyl)pyridin-2-carbandehyt va 3-clo-2-flo-6-(triflometyl)benzamidin
hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (dg-DMSO, 8): 2,12 (3H, s), 7,29 (1H, s), 7,86 (1H, d, J=8,4Hz),
7,94 (1H, dd, J=2,0Hz, 8,0Hz), 8,0-8,2 (2H, m), 8,73 (1H, d, J=2,0Hz), 13,37 (1H, brs)

MS (m/z): 407 (M")

Vi du tham khao 106: 2-[3-clo-2-flo-6-(triflometyl)phenyl]-6-[6-
(xyclopropyletynyl)pyridin-3-yl]pyrimidin-4(3H)-on

0O
| N F
N N/ Cl
| P
Z !

Bing cach thyuc hién céc cong doan twong tw véi quy trinh cua vi dy 4 st dung
6-(xyclopropyletynyl)pyridin-3-carbandehyt va 3-clo-2-flo-6-(triflometyl)benzamidin
hydroclorua, thu duoc hop chét néu & d& muc.

TH-NMR (ds-DMSO, 8): 0,7-1,0 (4H, m), 1,5-1,7 (1H, m), 7,19 (1H, s), 7,52
(1H, d, J=8,4Hz), 7,86 (1H, d, J=8,8Hz), 8,09 (1H, t, J=7,2Hz), 8,33 (1H, d, J=8,4Hz),
9,13 (1H, s), 13,32 (1H, brs)

MS (m/z): 433 (M")

Vi du tham khao 107: 2-[3-clo-2-flo-6-(triflometyl)phenyl]-6-[6-(2-
propoxyetoxy)pyridin-3-yl]pyrimidin-4(3H)-on
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Bing cach thuc hién c4c cong doan twong tu v6i quy trinh cta vi du 4 sur dung
6-(2-propoxyetoxy)pyridin-3-carbandehyt va 3-clo-2-flo-6-(triflometyl)benzamidin
hydroclorua, thu dugc hop chét néu & dé muc.

"H-NMR (de-DMSO, §): 0,85 (3H, t, J=7,2Hz), 1,51 (2H, sext, J=7,2Hz), 3,40
(2H, t, J=6,8Hz), 3,71 (2H, t, J=4,8Hz), 4,44 (2H, t, J=4,8Hz), 6,93 (1H, d, J=8,8Hz),
7,06 (1H, s), 7,85 (1H, d, J=8,8Hz), 8,08 (1H, t, J=8,4Hz), 8,30 (1H, dd, J=2,0Hz,
8,8Hz), 8,84 (1H, s), 13,19 (1H, brs)

MS (m/z): 471 (M")

Vi du tham khao 108: 2-[3-clo-2-flo-6-(triflometyl)phenyl]-6-[6-(2-
isopropoxyetoxy)pyridin-3-yl]pyrimidin-4(3H)-on

— Cl
|

Bing cach thuc hién cic cong doan twong tu véi quy trinh cta vi dy 4 sir dung
6-(2-isopropoxyetoxy)pyridin-3-carbandehyt va 3-clo-2-flo-6-(triflometyl)benzamidin
hydroclorua, thu dugc hop chét néu & dé muc.

"H-NMR (ds-DMSO, 8): 1,09 (6H, d, J=6,0Hz), 3,61 (1H, sept, J=6,0Hz), 3,70
(2H, t, J=4,8Hz), 4,41 (2H, t, J=4,8Hz), 6,93 (1H, d, J=8,8Hz), 7,07 (1H, s), 7,85 (1H,
d, J=8,4Hz), 8,08 (1H, t, J=8,4Hz), 8,30 (1H, dd, J=2,0Hz, 8,8Hz), 8,84 (1H, d,
J=1,6Hz), 13,18 (1H, brs)

MS (m/z): 471 (M)

Vi du tham khao 109: 2-[3-clo-2-flo-6-(triflometyl)phenyl]-6-[2-
(xyclopropyletynyl)thiazol-5-yl]pyrimidin-4(3H)-on
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Bang cach thuc hién cac cong doan twong tu véi quy trinh cta vi du 4 st dung
2-(xyclopropyletynyl)thiazol-5-carbandehyt va 3-clo-2-flo-6-(triflometyl)benzamidin
hydroclorua, thu dugc hop chét néu & dé muc.

TH-NMR (d¢-DMSO, 8): 0,8-1,1 (4H, m), 1,6-1,8 (1H, m), 7,13 (1H, s), 7,85
(1H, d, J=8,0Hz), 8,09 (1H, t, J=8,0Hz), 8,60 (1H, s), 13,31 (1H, brs)

MS (m/z): 439 (M")

Vi du tham khao 110: 2-[3-clo-2-flo-6-(triflometyl)phenyl]-6-{6-[2-(2,2,2-
trifloetoxy )etoxy|pyridin-3-yl}pyrimidin-4(3H)-on

F NOW ¢
Ejvo\/\o | N E
F

Béng cach thuc hién cac cdng doan twong tw v6i quy trinh ctia vi du 4 st dung
6-[2-(2,2,2-trifloetoxy)etoxy |pyridin-3-carbandehyt va 3-clo-2-flo-6-
(triflometyl)benzamidin hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (d6-DMSO, 8): 3,95 (2H, t, J=4,0Hz), 4,14 (2H, q, J=9,2Hz), 4,48
(2H, t, J=4,4Hz), 6,95 (1H, d, J=8,8Hz), 7,08 (1H, s), 7,85 (1H, d, J=8,8Hz), 8,08 (1H,
t, J=8,4Hz), 8,31 (1H, dd, J=2,4Hz, 8,8Hz), 8,84 (1H, d, ]=2,0Hz), 13,15 (1H, brs)

MS (m/z): 511 (M)

Vi du tham khao 111: 2,4,6-triclophenyl 5-(2,2,2-trifloetyl)pyridin-2-

cacboxylat

Dung dich chta 2-clo-5-(2,2,2-trifloetyl)pyridin (1,93g), 2,4,6-triclophenyl
formate (2,67g), paladi(Il) axetat (67mg) va 4,5-bis(diphenylphosphino)-9,9-

-153-



33984

dimetylxanthene (343mg) trong toluen (12ml), dung dich chira trietylamin (2,8ml)
trong toluen (20ml) dugc bd sung nhd giot & 100°C trong moi trudng nito va hén hop
thu duoc dugc khudy & 100°C trong 1,5 gid. Sau phan tng, hdn hop phéan ung dugc
loc qua 16p Celite, dung moi duoc cho bay hoi va sau do chét cin duoc tinh ché bang
séc ky cot silica gel dé thu dugc hop chét néu & d& muc (1,63g).

'H-NMR (CDCls, 8): 3,55 (2H, q, 10,8Hz), 7,44 (2H, s), 7,92 (1H, dd,
J=1,6Hz, 8,0Hz), 8,33 (1H, d, J=8,4Hz), 8,81 (1H, d, J=2,0Hz)

MS (m/z): 383 (M")
Vi du tham khao 112: N-Metoxy-N-metyl-5-(2,2,2-trifloety])pyridin-2-

cacboxamit

Dung dich chta 2,4,6-triclophenyl 5-(2,2,2-trifloetyl)pyridin-2-cacboxylat
(1,61g), N,0-dimetylhydroxylamin hydroclorua (1,02g) va trikali phosphate (4,45g)
trong axetonitril (40ml) duoc hdi lvu qua dém bing céch gia nhiét trong moi trudng
nito. Sau phan tmg, nuéc duge bd sung vao hdn hop phan tmg va hén hop thu duge
duoc chiét bang etyl axetat. Sau d6, 16p hitu co dugc lam khd bang natri sulfat va dung
mdi dugce cho bay hoi. Chét can duoc tinh ché béng sdc ky cdt silica gel dé thu duoc
hop chat néu & dé muc (471mg).

'H-NMR (CDCls, 8): 3,42 (3H, s), 3,45 (2H, q, 10,8Hz), 3,76 (3H, s), 7,6-7.8
(2H, m), 8,55 (1H, s)

MS (m/z): 217 (M"-31)

Vi du tham khao 113: 5-(2,2,2-Trifloetyl)pyridin-2-carbandehyt

F Ny” Yo

F |
F N

Dung dich chtra bis(xyclopentadienyl)zirconium(IV) clorua hydrua (585mg)
trong tetrahydrofuran (12ml), dung dich chta N-metoxy-N-metyl-5-(2,2,2-
trifloetyl)pyridin-2-cacboxamit (469mg) trong tetrahydrofuran (5ml) dugc bd sung va
hdn hop thu duge duge khudy trong 30 phut trong méi truong nito. Sau phan ung,
silica gel duogc bd sung vao hdn hgp phan ung, hén hop thu duge duge loc qua 16p
Celite va sau do viéc tinh ché duoc thuc hién by séc ky cot silica gel dé thu duoc hop

chét néu & dé muc (142mg).

-154-



33984

'H-NMR (CDClI3, 8): 3,51 (2H, g, 10,8Hz), 7,85 (1H, d, J=7,2Hz), 7,99 (1H, d,
J=8,0Hz), 8,73 (1H, d, J=1,2Hz), 10,10 (1H, s)

MS (m/z): 189 (M*)

Vi dy tham khéo 114: 2-[3-clo-2-flo-6-(triflometyl)phenyl]-6-[5-
(xyclopropyletynyl)pyridin-2-yl]pyrimidin-4(3H)-on

0O
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Bing cach thuc hién céc cong doan tuong tu voi quy trinh cua vi du 4 st dung
5-(xyclopropyletynyl)pyridin-2-carbandehyt va 3-clo-2-flo-6-(triflometyl)benzamidin
hydroclorua, thu dugc hop chét néu ¢ dé& muc.

'TH-NMR (ds-DMSO, 8): 0,7-1,0 (4H, m), 1,5-1,7 (1H, m), 7,28 (1H, s), 7,86
(1H, d, J=8,8Hz), 7,91 (1H, dd, J=2,0Hz, 8,4Hz), 8,0-8,2 (2H, m), 8,69 (1H, d,
J=1,2Hz), 13,35 (1H, brs)

MS (m/z): 433 (M)

Vi du 263: N-{3-[4-(benzothiazol-2-yl)-6-0x0-1,6-dihydropyrimidin-2-y1]-4-
clo-2-flobenzyl}isobutyramit

Béng céch thuc hién cac cong doan tuong ty voi quy trinh cta vi du 4 st dung
benzothiazol-2-carbandehyt va N-(3-carbamimidoyl-4-clo-2-flobenzyl)isobutyramit
hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (d¢-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,48 (1H, sept, J=6,8Hz), 4,35
(2H, d, J=5,9Hz), 7,23 (1H, brs), 7,4-7,7 (4H, m), 8,1-8,3 (2H, m), 8,38 (1H, t,
J=5,4Hz), 13,50 (1H, brs)

MS (m/z): 456 (M)

Vi du  264: N-(3-{4-[6-(2-Isopropoxyetoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit

Bang cach thuc hién cac cOng doan twong tu v&i quy trinh cua vi du 4 st dung
6-(2-isopropoxyetoxy)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu duoc hop chét néu & dé muc.

"H-NMR (ds-DMSO, §): 1,05 (6H, d, J=6,8Hz), 1,09 (6H, d, J=5,9Hz), 2,46
(1H, sept, J=6,8Hz), 3,61 (1H, sept, J=6,4Hz), 3,6-3,8 (2H, m), 4,3-4,5 (4H, m), 6,92
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(1H, d, J=8,8Hz), 6,98 (1H, brs), 7,5-7,7 (2H, m), 7,88 (1H, d, J=7,8Hz), 8,31 (1H, dd,
J=1,9Hz, 8,8Hz), 8,39 (1H, t, J=5,8Hz), 8,85 (1H, d, J=1,5Hz), 12,95 (1H, brs)

MS (m/z): 518 (M)

Vi du 265: N-(4-c10-2-ﬂ0-3-{4-[6-(2—isopropoxyetoxy)pyridin-3-yl]-6-ox0—
1,6-dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing cach thuc hién cdc cong doan tuong tw v6i quy trinh cta vi du 4 str dung
6-(2-isopropoxyetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu ¢ d& muc.

IH-NMR (ds-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 1,10 (6H, d, J=5,9Hz), 2,45
(1H, sept, J=6,8Hz), 3,61 (1H, sept, J=6,3Hz), 3,70 (2H, t, J=4,9Hz), 4,32 (2H, d,
J=5,8Hz), 4,41 (2H, t, J=4,9Hz), 6,92 (1H, d, J=8,8Hz), 7,01 (1H, brs), 7,4-7,6 (2H, m),
8,31 (1H, dd, J=2,4Hz, 8,7Hz), 8,36 (1H, t, J=5,8Hz), 8,84 (1H, d, J=2,0Hz), 13,08
(1H, brs)

MS (m/z): 502 (M")

Vi du 266: N-(2,4-diﬂ0—3-{4-[6-(Z—isopropoxyetoxy)pyridin-3-yl]—6-0X0-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Béng cach thuc hién cac cong doan twong tu v6i quy trinh cua vi du 4 sir dung
6-(2-isopropoxyetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-2,4-
diflobenzyl)isobutyramit hydroclorua, thu dugc hop chit néu & dé& muc.

'H-NMR (ds-DMSO, 8): 1,04 (6H, d, J=7,3Hz), 1,10 (6H, d, J=6,4Hz), 2,45
(1H, sept, J=6,8Hz), 3,62 (1H, sept, J=6,3Hz), 3,70 (2H, t, J=4,9Hz), 4,32 (2H, d,
J=5,9Hz), 4,41 (2H, t, J=5,4Hz), 6,92 (1H, d, J=8,8Hz), 7,01 (1H, brs), 7,28 (1H, t,
J=8,8Hz), 7,50 (1H, dd, J=7,9Hz), 8,2-8,4 (2H, m), 8,85 (1H, d, J=1,9Hz), 13,02 (1H,
brs)

MS (m/z): 486 (M)

Vi du 267: N-(2-clo-4-flo-3-{4-[6-(2-isopropoxyetoxy)pyridin-3-yl]-6-oxo-
1,6-dihydropyrimidin-2-yl}benzyl)isobutyramit

Bang cach thuc hién cac cong doan twong tu véi quy trinh cua vi du 4 stir dung
6-(2-isopropoxyetoxy)pyridin-3-carbandehyt va N-(3-carbamimidoyl-2-clo-4-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu ¢ d& muc.

'H-NMR (ds-DMSO, 8): 1,07 (6H, d, J=6,8Hz), 1,09 (6H, d, J=6,4Hz), 2,4-2,6
(1H, m), 3,61 (1H, sept, J=5,9Hz), 3,70 (2H, t, J=4,9Hz), 4,34 (2H, d, J=5,8Hz), 4,41
(2H, t, J=5,4Hz), 6,91 (1H, d, J=8,8Hz), 7,01 (1H, brs), 7,3-7,6 (2H, m), 8,31 (1H, dd,
J=2,4Hz, 8,8Hz), 8,37 (1H, t, ]=5,9Hz), 8,84 (1H, d, J=2,0Hz), 13,06 (1H, brs)
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MS (m/z): 502 (M)

Vi du 268: N-(3-{6-0x0-4-[6-(tetrahydropyran-4-ylmetoxy)pyridin-3-yl]-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)butyramit

Béng cach thuc hién céc cong doan tuong tu véi quy trinh ctia vi du 4 st dung
6-(tetrahydropyran-4-ylmetoxy)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]butyramit hydroclorua, thu dugc hop chét néu & dé muc.

TH-NMR (d¢-DMSO, 8): 0,86 (3H, t, J=7,3Hz), 1,2-1,4 (2H, m), 1,55 (2H, sext,
J=7,3Hz), 1,65 (2H, d, J=2,7Hz), 1,9-2,1 (1H, m), 2,15 (2H, t, J=7,3Hz), 3,2-3,5 (2H,
m), 3,87 (2H, dd, J=2,9Hz, 11,2Hz), 4,18 (2H, d, J=6,3Hz), 4,41 (2H, d, J=5,4Hz),
6,90 (1H, d, J=8,8Hz), 6,98 (1H, s), 7,5-7,7 (2H, m), 7,87 (1H, d, J=8,3Hz), 8,30 (1H,
dd, =2,0Hz, 8,3Hz), 8,43 (1H, t, ]=5,8Hz), 8,84 (1H, d, J=2,0Hz), 12,54 (1H, brs)

MS (m/z): 530 (M")

Vi du 269: N-(3-{4-[6-(2-Isopropoxyetoxy)pyridin-3-yl]-6-ox0—1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)butyramit

Béng cach thuc hién cic cong doan twong tu véi quy trinh cta vi du 4 st dung
6-(2-isopropoxyetoxy)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]butyramit hydroclorua, thu dugc hop chit néu ¢ d& muc.

'H-NMR (d¢-DMSO, 8): 0,86 (3H, t, J=7,3Hz), 1,09 (6H, d, J=5,9Hz), 1,55
(2H, sext, J=7,3Hz), 2,15 (2H, t, J=7,3Hz), 3,61 (1H, sept, J=5,9Hz), 3,6-3,8 (2H, m),
4,3-4,5 (4H, m), 6,92 (1H, d, J=8,8Hz), 6,98 (1H, brs), 7,5-7,7 (2H, m), 7,88 (1H, d,
J=8,8Hz), 8,31 (1H, dd, J=2,4Hz, 8,8Hz), 8,43 (1H, t, J=5,8Hz), 8,85 (1H, d, J=2,7Hz),
12,81 (1H, brs)

MS (m/z): 518 (M")

Vi du 270: N-(3-{4-[6-(2-etoxyetoxy)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)butyramit

Bang cach thuc hién céc cong doan twong tu v6i quy trinh cia vi du 4 str dung
6-(2-ctoxyetoxy)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]butyramit hydroclorua, thu dugc hop chét néu ¢ d& muc.

'H-NMR (d¢-DMSO, 8): 0,86 (3H, t, J=7,3Hz), 1,12 (3H, t, J=7,3Hz), 1,55
(2H, sext, J=7,3Hz), 2,15 (2H, t, J=7,6Hz), 3,49 (2H, q, J=6,9Hz), 3,6-3,8 (2H, m),
43-4,5 (4H, m), 6,92 (1H, d, J=8,8Hz), 6,98 (1H, brs), 7,5-7,7 (2H, m), 7,88 (1H, d,
J=8,3Hz), 8,2-8.4 (1H, m), 8,43 (1H, t, J=5,8Hz), 8,85 (1H, brs), 12,95 (1H, brs)

MS (m/z): 504 (M)
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Vi du 271: N-(3-{6-0x0-4-[6-(2-propoxyetoxy)pyridin-3-yl]-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)butyramit

Bang cach thyc hién cac cong doan tuong tu véi quy trinh cia vi du 4 sir dung
6-(2-propoxyetoxy)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]butyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (d¢-DMSO, 8): 0,8-0,9 (6H, m), 1,4-1,7 (4H, m), 2,15 (2H, t,
J=7,6Hz), 3,40 (2H, t, J=6,9Hz), 3,6-3,8 (2H, m), 4,3-4,5 (4H, m), 6,92 (1H, d,
J=8,3Hz), 6,98 (1H, brs), 7,5-7,7 (2H, m), 7,88 (1H, d, J=8,4Hz), 831 (1H, dd,
J=1,9Hz, 8,8Hz), 8,43 (1H, t, J=5,8Hz), 8,85 (1H, d, J=1,5Hz), 12,93 (1H, brs)

MS (m/z): 518 (M")

Vi du 272: N-{3-[4-(Benzothiazol-2-yl)-6-0xo0-1,6-dihy dropyrimidin-2-yl]-
2.,4-diflobenzyl}isobutyramit

Bing cach thuc hién céc cong doan tuong tu v6i quy trinh cua vi du 4 st dung
benzothiazol-2-carbandehyt va N-(3-carbamimidoyl-2,4-diflobenzyl)isobutyramit
hydroclorua, thu dugc hop chit néu & dé muc.

'H-NMR (d¢-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,46 (1H, sept, J=6,8Hz), 4,34
(2H, d, J=5,3Hz), 7,23 (1H, brs), 7,32 (1H, t, J=8,8Hz), 7,5-7,7 (3H, m), 8,1-8,3 (2H,
m), 8,35 (1H, t, J=5,6Hz), 13,48 (1H, brs)

MS (m/z): 440 (M)

Vi du 273: N-{3-[4-(Benzothiazol-2-yl)-6-0xo-1,6-dihydropyrimidin-2-yl]-4-
(triflometyl)benzyl}isobutyramit

Bing cach thuc hién céc cong doan twong tu véi quy trinh cua vi du 4 st dung
benzothiazol-2-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (d6-DMSO, 3): 1,06 (6H, d, J=6,8Hz), 2,47 (1H, sept, J=6,8Hz), 4,42
(2H, d, J=5,9Hz), 7,20 (1H, brs), 7,5-7,8 (4H, m), 7,92 (1H, d, J=8,3Hz), 8,1-8,3 (2H,
m), 8,41 (1H, t, J=5,9Hz), 13,35 (1H, brs)

MS (m/z): 472 (M")

Vidu 274: N-(2-clo-4-ﬂ0-3-{6-ox0-4-[6—(2-prop0xyetoxy)pyridin-3-yl]—1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bang cach thuc hién céc cong doan tuong ty v6i quy trinh cua vi du 4 st dung
6-(2-propoxyetoxy )pyridin-3-carbandehyt va N-(3-carbamimidoy!l-2-clo-4-

flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu ¢ dé muc.
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IH-NMR (d¢-DMSO, 8): 0,85 (3H, t, J=7,3Hz), 1,07 (6H, d, J=6,8Hz), 1,51
(2H, sext, J=7,3Hz), 2,4-2,6 (1H, m), 3,40 (2H, t, J=6,3Hz), 3,6-3,8 (2H, m), 4,35 (2H,
d, J=5,9Hz), 4,4-4,5 (2H, m), 6,91 (1H, d, J=8,8Hz), 7,01 (1H, brs), 7,3-7,6 (2H, m),
8,31 (1H, dd, J=2,4Hz, 8,8Hz), 8,37 (1H, t, J=5,9Hz), 8,84 (1H, d, J=2,4Hz), 13,10
(1H, brs)

MS (m/z): 502 (M)

Vi du 275: N-(3-{6-0x0-4-[4-(triflometyl)thiazol-2-yl]-1,6-dihydropyrimidin-
2-yl}-4-(triflometyl)benzyl)isobutyramit

Bang cach thuc hién cac cong doan tuong tu véi quy trinh cia vi du 4 st dung
4-(triflometyl)thiazol-2-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugce hop chét néu & dé muc.

'H-NMR (d¢-DMSO, 3): 1,05 (6H, d, J=6,8Hz), 2,46 (1H, sept, J=6,8Hz), 4,41
(2H, d, J=6,8Hz), 7,01 (1H, brs), 7,5-7,7 (2H, m), 7,91 (1H, d, J=8,3Hz), 8,41 (1H, t,
J=5,8Hz), 8,73 (1H, s), 13,36 (1H, brs)

MS (m/z): 490 (M)

Vi du 276: N-{4-010-3-[4-(5-etynylpyridin-3-yl)-6-oxo-1,6-dihydr0pyrimidin-
2-yl]-2-flobenzyl}isobutyramit

Béngcéchthuclﬂéncéocéngdoantudngﬁgvdiquytﬂnhcﬁavidu4—m&dung
5-etynylpyridin-3-carbandehyt va N-(3 -carbamimidoyl-4-clo-2-flobenzyl)isobutyramit
hydroclorua, thu duoc hop chét néu ¢ dé muc.

'H-NMR (ds-DMSO, 3): 1,05 (6H, d, J=6,8Hz), 2,46 (1H, sept, ]=6,8Hz), 4,33
(2H, d, J=5,9Hz), 4,52 (1H, s), 7,22 (1H, brs), 7,4-7,6 (2H, m), 8,36 (1H, t, J=5,8Hz),
8,4-8,5 (1H, m), 8,78 (1H, d, J=2,0Hz), 9,22 (1H, d, J=2,0Hz), 13,23 (1H, brs)

MS (m/z): 424 (M")

Vi du 277: N-[3-(6-0x0-4-{6-[2-(2,2,2-trifloetoxy)etoxy|pyridin-3-y1}-1,6-
dihydropyrimidin-2-yl)-4-(triflometyl)benzyl]isobutyramit

Bing cach thuc hién cac cong doan twong tw v6i quy trinh cua vi du 4 str dung
6-[2-(2,2,2-trifloetoxy)etoxy]pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu duoc hop chét néu & dé muc.

'H-NMR (ds-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 2,46 (1H, sept, ]=6,8Hz), 3,95
(2H, t, J=4,7Hz), 4,14 (2H, q, J=9,3Hz), 4,40 (2H, d, J=5,9Hz), 4,4-4,6 (2H, m), 6,94
(1H, d, J=8,8Hz), 6,99 (1H, brs), 7,5-7,7 (2H, m), 7,88 (1H, d, J=8,3Hz), 8,33 (1H, dd,
1=2,0Hz, 8,3Hz), 8,39 (1H, t, J=5,9Hz), 8,86 (1H, d, J=2,0Hz), 12,95 (1H, brs)
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MS (m/z): 558 (M)

Vi du 278: N-[4-clo-2-ﬂo-3—(6-ox0-4-{6-[2-(2,2,2-triﬂoetoxy)etoxy]pyridin—3-
y1}-1,6-dihydropyrimidin-2-yl)benzyl]isobutyramit

Bang cach thuc hién cac cong doan tuong tu voi quy trinh cta vi du 4 st dung
6-[2-(2,2,2-trifloetoxy )etoxy]pyridin-3-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu ¢ dé muc.

IH-NMR (d¢-DMSO, §): 1,05 (6H, d, J=7,3Hz), 2,45 (1H, sept, J=6,8Hz), 3.,9-
4,0 (2H, m), 4,14 (2H, q, J=9,7Hz), 4,32 (2H, d, J=5,8H2), 4,4-4,6 (2H, m), 6,94 (1H,
d, J1=8,8Hz), 7,02 (1H, brs), 7,4-7,6 (2H, m), 8,2-8,4 (2H, m), 8,85 (1H, d, J=1,9Hz),
13,05 (1H, brs)

MS (m/z): 542 (M)

Vi du 279: N—[2,4-diﬂo-3-(6—0X0-4-{6-[2-(2,2,2-triﬂoetoxy)etoxy]pyridin-3-
yl}-1 ,6-dihydropyrimidin-2-yl)benzyl]isobutyramit

Bing cach thuc hién cac cong doan tuong t v6i quy trinh ctia vi du 4 st dung
6—[2-(2,2,2—triﬂoetoxy)etoxy]pyridin—3-carbandehyt va N-(3-carbamimidoyl-2,4-
diflobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & d& muc.

'H-NMR (d6-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,45 (1H, sept, J=6,8Hz), 3.9-
4,0 (2H, m), 4,14 (2H, q, J=9,8Hz), 4,32 (2H, d, J=5,9Hz), 4,4-4,6 (2H, m), 6,95 (1H,
d, J=8,8Hz), 7,01 (1H, brs), 7,28 (1H, t, J=8,8Hz), 7,51 (1H, q, J=8,4Hz), 8,2-8,4 (2H,
m), 8,86 (1H, d, J=2,0Hz), 13,12 (1H, brs)

MS (m/z): 526 (M")

Vi du 280: N-[2-clo-4—ﬂo-3-(6-0x0-4-{6-[2-(2,2,2-triﬂoetoxy)et0xy]pyridin-3-
y1}-1,6-dihydropyrimidin-2-yl)benzyl] isobutyramit

Bing cach thyc hién cac cong doan tuong tur v6i quy trinh cua vi dy 4 sir dung
6-[2-(2,2,2-triﬂoetoxy)etoxy]pyridin-3-carbandehyt va N-(3-carbamimidoyl-2-clo-4-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (ds-DMSO, 8): 1,07 (6H, d, J=6,8Hz), 2,4-2,6 (1H, m), 3,9-4,0 (2H,
m), 4,14 (2H, q, J=9,7Hz), 4,34 (2H, d, J=5,8Hz), 4,4-4,6 (2H, m), 6,93 (1H, d,
J1=8,8Hz), 7,01 (1H, brs), 7,3-7,6 (2H, m), 8,32 (1H, dd, J=2.4Hz, 8,8Hz), 8,37 (1H, t,
J=5,9Hz), 8,84 (1H, d, J=1,9Hz), 13,10 (1H, brs)

MS (m/z): 542 (M)

Vi du 281: N-(3- {4-[5-(xyclopropyletynyl)pyridin-2-yl1]-6-oxo- 1,6-
dihydropyrimidin-2-yl} -4-(triflometyl)benzyl)butyramit
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Bing cach thyc hién cdc cong doan tuong tu v6i quy trinh ctia vi du 4 st dung
5-(xyclopropyletynyl)pyridin-2-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]butyramit hydroclorua, thu dugc hop chit néu & dé muc.

'H-NMR (d6-DMSO, 3): 0,7-0,9 (2H, m), 0,86 (3H, t, J=7,2Hz), 0,9-1,0 (2H,
m), 1,5-1,7 (3H, m), 2,15 (2H, t, J=7,2Hz), 4,41 (2H, d, J=5,6Hz), 7,21 (1H, s), 7,6-7,7
(2H, m), 7,8-8,0 (2H, m), 8,13 (1H, d, 1=8,4Hz), 8,43 (1H, t, J=5,6Hz), 8,68 (1H, d,
J=1,6Hz), 13,06 (1H, s)

MS (m/z): 480 (M)

Vi du 282: N-(4-clo-3-{4-[5-(xyclopropyletynyl)pyridin-2-y1]-6-0X0-1,6-
dihydropyrimidin-Z-yl}—2-ﬂobenzyl)butyramit

Biang cach thyc hién cac cong doan tuong tu v6i quy trinh ctia vi du 4 st dung
5-(xyclopropyletynyl)pyridin—Z-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzy!)butyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (d¢-DMSO, 8): 0,7-0,9 (2H, m), 0,87 (3H, t, J=7,2Hz), 0,9-1,0 (2H,
m), 1,4-1,7 3H, m), 2,14 (2H, t, J=6,8Hz), 4,33 (2H, d, J=5,6Hz), 7,24 (1H, s), 7,4-7,6
(2H, m), 7,89 (1H, dd, J=2,8Hz, 8,4Hz), 8,15 (1H, d, J=8,4Hz), 8,40 (1H, t, J=6,0Hz),
8,69 (1H, d, J=2,0Hz), 13,20 (1H, s)

MS (m/z): 464 (M)

Vi du 283: N—(3-{4-[5-(3,3-dimety1—1-butynyl)pyrazin-2-yl]-6-0X0-1,6-
dihydropyrimidin-z—yl}-4-(triﬂometyI)benzyl)isobutyramit

Bing cach thuc hién cdc cong doan twong tu v6i quy trinh cua vi du 4 st dung
5-(3,3-dimetyl-1-butynyl)pyrazin-2- carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (d6-DMSO, 8): 1,05 (6H, d, J=6,8Hz), 1,14 (9H, s), 2,4-2,6 (1H, m),
4,41 (2H, d, J=5,6Hz), 7,17 (1H, s), 7,6-7,7 (2H, m), 7,91 (1H, d, J=8,0Hz), 8,40 (1H, t,
1=5,6Hz), 8,81 (1H, s), 9,19 (1H, s), 13,18 (1H, s)

MS (m/z): 497 (M")

Vi du 284: N-(3-{4-[5-(Xyclopropyletynyl)pyrazin—2-yl]-6-oxo-1,6-
dihydropyrimidin-Z-yl}-4-(triﬂomety1)benzy1)isobutyrarnit

Biéng cach thuc hién cac cong doan tuong tu véi quy trinh cta vi du 4 st dung
5-(xyclopropyletynyl)pyrazin-2- carbandehyt va N-[3-carbamimidoyl-4-

(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

'H.NMR (de-DMSO, 8): 0,6-0,7 (2H, m), 0,8-1,0 (2H, m), 1,05 (6H, d,
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1=6,8Hz), 1,6-1,8 (1H, m), 2,4-2,6 (1H, m), 4,41 (2H, d, J=6,0Hz), 7,15 (1H, s), 7,6~
7,7 (2H, m), 7,90 (1H, d, 1=8,0Hz), 8,40 (1H, t, J=6,0Hz), 8,73 (1H, s), 9,14 (1H, s),
13,17 (1H, s)

MS (m/z): 481 (M")

Vi du 285: N-{3-[2‘—(4-mety1-1-pentynyl)-6-ox0-1,6-dihydro-[4,5'-
bipyrimidin]-2-y1]-4-(triﬂometyl)benzyl}isobutyramit

Bing cach thyc hi¢n cdc cong doan twong tu v6i quy trinh ctia vi du 4 st dung
2-(4-metyl-1 -pentynyl)pyrimidin-5 -carbandehyt va N-[3 -carbamimidoyl-4-
(triﬂometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (d¢-DMSO, 3): 1,02 (6H, d, 1=6,8Hz), 1,05 (6H, d, J=7,2Hz), 1,91
(1H, sept, J=6,8Hz), 2,4-2,6 (3H, m), 4,40 (2H, d, J=6,0Hz), 7,23 (1H, s), 7,6-7,7 (2H,
m), 7,89 (1H, d, J=8,0Hz), 8,40 (1H, t, J=6,0Hz), 9,32 (2H, s), 13,19 (1H, s)

MS (m/z): 497 (M")

Vi du 286: N-{3-[6-0x0-4-(5-propylpyridin—2-y1)-1,6-dihydropyri1nidin—2-yl]—
4-(triﬂometyl)benzy1}isobutyramit

Béng cach thuc hién céc cong doan twong ty v6i quy trinh cta vi du 4 st dung
5-propylpyridin—2-carbandehyt va N-[3-carbamimidoyl-4-
(triﬂometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (de-DMSO, 3): 0,91 3H, t, J=7,2Hz), 1,05 (6H, d, J=7,2Hz), 1,71
(2H, sext, J=7,2Hz), 2,46 (1H, sept, 1=6,8Hz), 2,76 (2H, t, J=7,2Hz), 4,40 (2H, d,
7=6,0Hz), 7,05 (1H, s), 7,35 (1H, d, 1=8.4Hz), 7,5-7,7 (2H, m), 7,88 (1H, d, J=8,0Hz),
8,29 (1H, dd, J=2,0Hz, 8,0Hz), 8,39 (1H, t, J=6,0Hz), 9,12 (1H, d, J=1,2Hz), 12,98
(1H, s)

MS (m/z): 458 (M)

Vi du 287: N-{4-c10-2-ﬂ0-3-[6-0X0—4-(5-propylpyridin—Z-yl)-1,6-
dihydropyrimidin-2—yl]benzy1}isobutyramit

Bing cach thuc hién cac cong doan twong tu v6i quy trinh cta vi du 4 st dung
5-propylpyridin-2-carbandehyt va N-(3 -carbamimidoy1-4-010-2-ﬂ0benzyl)isobutyramit
hydroclorua, thu dugc hop chit néu & dé muc.

IH-NMR (de-DMSO, 8): 0,91 (3H, t, J=7,2Hz), 1,05 (6H, d, J=6,8Hz), 1,71
(2H, m), 2,3-2,6 (1H, m), 2,76 (2H, t, J=7,6Hz), 4,32 (2H, d, J=4,8Hz), 7,09 (1H, s),
7,36 (1H, d, J=8,0Hz), 7,4-7.6 (2H, m), 8,2-8,5 (2H, m), 9,11 (1H, s), 12,99 (1H, s)

MS (m/z): 442 (M")
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Vi du 288: N-{4-c10-3-[2'-(xyclopropylmetoxy)—6-oxo-1,6-dihydr0-[4,5'-
bipyrimidin]-2-y1]-2-flobenzyl}isobutyramit

Bing cach thuc hién cac cong doan tuong ty voi quy trinh cta vi du 4 st dung
2-(xyclopropylmetoxy)pyrimidin-5-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu duge hop chét néu ¢ dé muc.

JH-NMR (d¢-DMSO, 8): 0,3-0,4 (2H, m), 0,5-0,7 (2H, m), 1,04 (6H, d,
J=6,4Hz), 1,2-1,4 (1H, m), 2,3-2,6 (1H, m), 4,22 (2H, d, J=7,2Hz), 4,32 (2H, d,
J=4,8Hz), 7,13 (1H, s), 7,4-7,6 (2H, m), 8,3-8,4 (1H, m), 9,1-9,2 (2H, m), 13,01 (1H,
5)

MS (m/z): 471 (M)

Vidu 289: N-{3-[2'-(xyclopropylmetoxy)-6-oxo-l,6-dihydro-[4,5'-
bipyrimidin]-2-yl]-4-(triﬂ0mety1)benzy1}butyramit

Bing cach thuc hién céc cong doan tuong tu voi quy trinh ctia vi du 4 st dung
2-(xyclopropylmetoxy)pyrimidin-5-carbandehyt va N- [3-carbamimidoyl-4-
(triflometyl)benzyl]butyramit hydroclorua, thu dugc hop chét néu & dé muc.

'H-NMR (d6-DMSO, 3): 0,3-0,4 (2H, m), 0,5-0,6 (2H, m), 0,86 (3H, t,
J=72Hz), 1,2-1,4 (1H, m), 1,55 (2H, sext, ]=7,2Hz), 2,15 (2H, t, J=7,2Hz), 4,22 (2H,
d, I=7,2Hz), 4,41 (2H, d, J=5,6Hz), 7,10 (1H, s), 7,6-7,7 (2H, m), 7,88 (1H, d,
J=7,6Hz), 8,43 (1H, t, J=5,6Hz), 9,1-9,2 (2H, m), 12,74 (1H, s)

MS (m/z): 487 (M)

Vidu 290: N-{4-010-3—[2'-(Xyclopropylmetoxy)-6-oxo-1,6-dihydr0-[4,5'—
bipyrimidin]-2-yl1]-2-flobenzyl}butyramit

Bing cach thuc hién cac cong doan twong tw vdi quy trinh cta vi du 4 st dung
2-(xyclopropylmetoxy)pyrimidin-5-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)butyramit hydroclorua, thu dugc hop chét néu ¢ d& muc.

'H-NMR (d¢-DMSO, 8): 0,3-0,4 (2H, m), 0,5-0,6 (2H, m), 0,87 (3H, t,
J=7,2Hz), 1,2-1,4 (1H, m), 1,55 (2H, sext, J=7,2Hz), 2,14 (2H, t, J=7,2Hz), 4,22 (2H,
d, J=72Hz), 4,33 (2H, d, J=5,6Hz), 7,12 (1H, s), 7,4-7,6 (2H, m), 8,39 (1H, t,
J=4,8Hz), 9,17 (2H, s), 12,43 (1H, s)

MS (m/z): 471 (M)

Vi du 291: N-(3-{4-[5-(xyclopropylmetoxy)pyrazin-2-yl]-6-oxo-1 ,6-
dihydropyrimidin—2-y1}-4-(triﬂ0metyl)benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tw vdi quy trinh cta vi du 4 st dung
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5-(xyclopropylmetoxy)pyrazin-2-carbandehyt va N- [3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chét néu & d& muc.

'H-NMR (d¢-DMSO, 8): 0,3-0,4 (2H, m), 0,5-0,6 (2H, m), 1,05 (6H, d,
J=6,8Hz), 1,2-1,3 (1H, m), 2,4-2,6 (1H, m), 4,21 (2H, d, J=7,6Hz), 4,40 (2H, d,
J=5,6Hz), 7,06 (1H, s), 7,5-7,7 (2H, m), 7,90 (1H, d, ]=8,0Hz), 8,3-8,5 (2H, m), 8,8-
8,9 (1H, m), 13,05 (1H, s)

MS (m/z): 487 (M")

Vi du 292: N-(4-clo-2-flo-3-{6-0x0-4-[2-(1-propynyl)thiazol-5-y1]-1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Bing céach thuc hién céc cong doan tuong tu véi quy trinh cua vi du 4 st dung
2-(1-propynyl)thiazol-5-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (d6-DMSO, 8): 1,04 (6H, d, J=6,8Hz), 2,17 (3H, s), 2,45 (1H, sept,
J=6,8Hz), 4,31 (2H, d, J=6,0Hz), 7,08 (1H, s), 7,4-7,5 (2H, m), 8,36 (1H, t, J=6,0Hz),
8,61 (1H, s), 13,23 (1H, brs)

MS (m/z): 444 (M")

Vi du 293: N-(2-clo-3-{4-[2-(xyclopropyletynyl)thiazol-5-y1]-6-ox0-1,6-
dihydropyrimidin-2-y1}-4-flobenzyl)isobutyramit

Bing cach thuc hién céc cong doan twong tu v6i quy trinh ctia vi du 4 st dung
2-(xyclopropyletynyl)thiazol-5-carbandehyt va N-(3 -carbamimidoyl-2-clo-4-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (ds-DMSO, 8): 0,8-1,1 (4H, m), 1,07 (6H, d, J=6,8Hz), 1,6-1,8 (1H,
m), 2,4-2,6 (1H, m), 4,33 (2H, d, J=6,0Hz), 7,07 (1H, s), 7,4-7,6 (2H, m), 8,37 (1H, t,
J=6,0Hz), 8,59 (1H, s), 13,22 (1H, brs)

MS (m/z): 470 (M")

Vi du 294: N-(3-{4-[5-(xyclopropyletynyl)pyridin-2-y1]-6-0xo-1,6-
dihydropyrimidin-2-y1}-2,4-diflobenzyl)isobutyramit

Bing cach thuc hién cac cong doan twong tu v6i quy trinh cta vi du 4 st dung
5-(xyclopropyletynyl)pyridin-2-carbandehyt va N-(3-carbamimidoyl-2,4-
diflobenzyl)isobutyramit hydroclorua, thu duge hop chét néu & d& muc.

'H-NMR (ds-DMSO, 3): 0,7-1,0 (4H, m), 1,04 (6H, d, J=6,8Hz), 1,5-1,7 (1H,
m), 2,45 (1H, sept, J=6,8Hz), 4,32 (2H, d, J=5,6Hz), 7,23 (1H, s), 7,28 (1H, t,
J=8,8Hz), 7,4-7,6 (1H, m), 7,91 (1H, dd, J=2,4Hz, 8,4Hz), 8,17 (1H, d, J=8,0Hz), 8,33
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(1H, t, J=5,6Hz), 8,69 (1H, d, J=1,2Hz), 13,26 (1H, brs)

MS (m/z): 448 (M)

Vi du 295: N-(3-{4-[6-(xyclopropyletynyl)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-2-y1}-2,4-diflobenzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu voi quy trinh cta vi du 4 st dung
6-(xyclopropyletynyl)pyridin-3-carbandehyt va N-(3-carbamimidoyl-2,4-
diflobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu ¢ d& muc.

'H-NMR (ds-DMSO, 8): 0,8-1,0 (4H, m), 1,04 (6H, d, J=6,8Hz), 1,5-1,7 (1H,
m), 2,44 (1H, sept, J=6,8Hz), 4,32 (2H, d, J=5,6Hz), 7,14 (1H, s), 7,28 (1H, t,
J=8,8Hz), 7,4-7,6 (2H, m), 8,3-8,4 (2H, m), 9,14 (1H, d, J=2,0H2), 13,22 (1H, brs)

MS (m/z): 448 (M")

Vi du 296: N-(2-ﬂo-3-{4-[5-(isobutyrylaminometyl)pyridin-2-yl]-6-0x0-1,6-
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit

Béngcéchthuctﬁéncéccéngdoantuongﬁ;véiquytﬂnhcﬁavidu1695&
dung 2-[3-010-2-ﬂ0-6-(triﬂometyl)phenyl]-6-(5-clopyridin-2-yl)pyrimidin-4(3 H)-on,
thu duoc hop chét néu & dé& muc.

'H-NMR (de-DMSO, 8): 1,03 (6H, d, J=6,8Hz), 1,06 (6H, d, J=6,8Hz), 2,3-2,6
(2H, m), 4,34 (2H, d, J=5,6Hz), 4,41 (2H, d, J=5,6Hz), 7,24 (1H, s), 7,66 (1H, t,
J=8,0Hz), 7,7-7,9 (2H, m), 8,11 (1H, d, J=7,6Hz), 8,35 (1H, t, J=5,6Hz), 8,45 (1H, t,
J=6,0Hz), 8,60 (1H, d, J=1,6Hz), 13,30 (1H, brs)

MS (m/z): 533 (M)

Vi du 297: N-(2-flo-3-{6-0x0-4-[5-(1-propynyl)pyridin-2-y1]-1,6-
dihydropyrimidin-Z—yl}-4-(triﬂometyl)benzyl)isobutyramit

Bing cach thuc hién cac cong doan twong tw v4i quy trinh ctia vi du 169 str
dung 2-[3-clo-2-ﬂ0-6—(triﬂomety1)phenyl]-6-[5—(1-propynyl)pyridin-2-yl]pyrimidin-
4(3H)-on, thu dugc hop chit néu & dé& muc.

'H-NMR (d¢-DMSO, 8): 1,06 (6H, d, J=6,8Hz), 2,12 (3H, s), 2,48 (1H, sept,
J=6,8Hz), 4,41 (2H, d, J=5,6Hz), 7,24 (1H, s), 7,66 (1H, t, J=7,6Hz), 7,79 (1H, d,
1=7,6Hz), 7,93 (1H, dd, J=2,0Hz, 8,0Hz), 8,12 (1H, d, J=8,0Hz), 8,44 (1H, t, J=5,6Hz),
8,72 (1H, d, J=2,0Hz), 13,34 (1H, brs)

MS (m/z): 472 (M*)

Vi du 298: N-(3-{4-[6-(xyclopropyletynyl)pyridin-3-yl]-6-oxo-1,6-
dihydropyrimidin-Z-yl}-2-ﬂo-4-(triﬂomety1)benzy1)isobutyrarnit
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Bing cach thuc hién cac cong doan twong tw v6i quy trinh cta vi du 169 st
dung 2-[3-010-2-ﬂo-6-(triﬂometyl)phenyl]-6-[6-(Xyclopropyletynyl)pyridin-3-
yl]pyrimidin-4(3H)-on, thu dugc hop chét néu & dé muc.

IH-NMR (d6-DMSO, 3): 0,7-1,0 (4H, m), 1,06 (6H, d, J=7,2Hz), 1,5-1,7 (1H,
m), 2,48 (1H, sept, J=6,8Hz), 4,40 (2H, d, J=6,0Hz), 7,15 (1H, s), 7,51 (1H, d,
J=8,4Hz), 7,65 (1H, t, J=8,0Hz), 7,78 (1H, d, J=8,4Hz), 8,33 (1H, d, J=8,4Hz), 8,43
(1H, t, J=6,0Hz), 9,12 (1H, s), 13,29 (1H, brs)

MS (m/z): 498 (M")

Vidu 299: N-(3-{4-[6-(xyclopropyletynyl)pyridin-3-y1]-6-oxo-1,6-
dihydropyrimidin—2-y1}-4-(triﬂometyl)benzyl)isobutyramit

Béng cach thue hién cac cong doan tuong ty voi quy trinh cta vi du 4 str dung
6-(xyclopropyletynyl)pyridin-3-carbandehyt va N-[3-carbamimidoyl-4-
(triflometyl)benzyl]isobutyramit hydroclorua, thu dugc hop chit néu & dé muc.

'H-NMR (ds-DMSO, 3): 0,7-1,0 (4H, m), 1,05 (6H, d, J=7,2Hz), 1,5-1,7 (1H,
m), 2,45 (1H, sept, J=6,8Hz), 4,40 (2H, d, J=6,0Hz), 7,11 (1H, s), 7,5-7,7 (3H, m),
7,88 (1H, d, J=8,4Hz), 8,34 (1H, dd, ]=2,0Hz, 8,4Hz), 8,39 (1H, t, J=6,0Hz), 9,14 (1H,
s), 13,06 (1H, brs)

MS (m/z): 480 (M)

Vi du 300: N-(2-flo-3-{6-0x0-4-[6-(2-propoxyetoxy)pyridin-3-yl]-1,6-
dihydropyrimidin-2-yl}-4-(triﬂomety1)benzy1)isobutyramit

Bing cach thuc hién cic cong doan twong tw v4i quy trinh cta vi du 169 st
dung 2-[3-010-2-ﬂo-6—(triﬂomety1)pheny1]-6-[6-(2-propoxyetoxy)pyridin-3-
yl]pyrimidin-4(3H)-on, thu dugc hop chét néu & d& muc.

'H-NMR (de-DMSO, 8): 0,85 (3H, t, J=7,6Hz), 1,06 (6H, d, J=6,8Hz), 1,51
(2H, sext, J=7,6Hz), 2,48 (1H, sept, J=6,8Hz), 3,39 (2H, t, J=6,8Hz), 3,71 (2H, t,
J=4,8Hz), 4,40 (2H, d, J=6,0Hz), 4,43 (2H, t, J=4,4Hz), 6,92 (1H, d, J=8,8Hz), 7,02
(1H, s), 7,65 (1H, t, J=7,6Hz), 7,79 (1H, d, J=8,0Hz), 8,30 (1H, d, J=8,4Hz), 8,46 (1H,
t, J=6,0Hz), 8,83 (1H, s), 13,20 (1H, brs)

MS (m/z): 536 (M")

Vidu301: N—(2-ﬂo—3-{4-[6—(2-isoprop0xyet0xy)pyridin—3—yl]-6-0xo-1,6—
dihydropyrimidin-2-y1}-4-(triflometyl)benzyl)isobutyramit

Bing cach thuc hién cac cong doan tuong tu voi quy trinh ctia vi du 169 st
dung 2-[3-clo-2-ﬂ0-6-(triﬂometyl)phenyl]-6-[6-(2-isopropoxyetoxy)pyridin-3-
yl]pyrimidin-4(3H)-on, thu dugc hop chét néu & d& muc.
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'H-NMR (ds-DMSO, 8): 1,0-1,2 (12H, m), 2,48 (1H, sept, J=6,8Hz), 3,01 (1H,
sept, J=6,0Hz), 3,70 (2H, t, J=4,8Hz), 4,3-4,5 (4H, m), 6,92 (1H, d, J=8,8Hz), 7,01
(1H, s), 7,65 (1H, t, J=8,0Hz), 7,78 (1H, d, J=8,0Hz), 8,29 (1H, d, J=8,4Hz), 8,43 (1H,
t, J=6,0Hz), 8,83 (1H, s), 13,17 (1H, brs)

MS (m/z): 536 (M)

Vi du 302: N-(3-{4-[2-(xyclopropyletynyl)thiazol-5-yl]-6-oxo-1,6-
dihydropyrimidin—Z-yl}-2-ﬂo-4-(trifl0metyl)benzyl)isobutyramit

Bing céach thuc hién céc cong doan tuong tu voi quy trinh cta vi du 169 st
dung 2-[3—c10-2-ﬂ0-6-(triﬂomety1)phenyl]-6-[2-(xyclopropyletynyl)thiazol-5-
yl]pyrimidin-4(3H)-on, thu dugc hop chit néu ¢ dé muc.

'H-NMR (d¢-DMSO, 8): 0,8-1,1 (4H, m), 1,06 (6H, d, J=6,8Hz), 1,6-1,8 (1H,
m), 2,47 (1H, sept, J=6,8Hz), 4,40 (2H, d, J=5,6Hz), 7,08 (1H, s), 7,65 (1H, t,
1=7,6Hz), 7,77 (1H, d, J=8,0Hz), 8,43 (1H, t, J=5,6Hz), 8,59 (1H, s), 13,29 (1H, brs)

MS (m/z): 504 (M)

Vi du 303: N—[2-ﬂ0-3-(6-0x0-4-{6-[2-(2,2,2-triﬂ0etoxy)etoxy]pyridin-3-yl}-
1 ,6-dihydropyrimidin-2-yl)-4-(triﬂometyl)benzyl]isobutyramit

Bing cach thuc hién cdc cong doan tuong tu v6i quy trinh cta vi du 169 st
dung 2-[3-c10-2-ﬂo-6-(triﬂomety1)phenyl]-6-{6-[2—(2,2,2-triﬂoetoxy)etoxy]pyridin-3-
yl}pyrimidin-4(3H)-on, thu dugc hop chét néu & dé muc.

IH-NMR (d6-DMSO, 8): 1,06 (6H, d, ]=6,8Hz), 2,48 (1H, sept, J=6,8Hz), 3,95
(2H, t, J=4,4Hz), 4,14 (2H, q, J=9,2Hz), 4,40 (2H, d, J=5,2Hz), 4,48 (2H, t, J=4,4Hz),
6,94 (1H, d, J=8,8Hz), 7,02 (1H, s), 7,65 (1H, t, J=7,6Hz), 7,78 (1H, d, J=8,0Hz), 8,31
(1H, d, J=7,6Hz), 8,43 (1H, t, ]=5,6Hz), 8,83 (1H, s), 13,18 (1H, brs)

MS (m/z): 576 (M")

Vi du 304: N-(4-clo-2-ﬂ0-3-{6-0xo-4-[5-(2,2,2-triﬂoety1)pyridin-2—yl]—1,6-
dihydropyrimidin-2-yl}benzyl)isobutyramit

Béng cach thuc hién cac cong doan tuong tu véi quy trinh cua vi du 4 st dung
5-(2,2,2-trifloetyl)pyridin-2-carbandehyt va N-(3-carbamimidoyl-4-clo-2-
flobenzyl)isobutyramit hydroclorua, thu dugc hop chét néu & dé muc.

IH-NMR (d6-DMSO, 8): 1,05 (6H, d, J=7,2Hz), 2,46 (1H, sept, J=6,8Hz), 3,84
(2H, q, J=11,2Hz), 4,33 (2H, d, J=6,0Hz), 7,28 (1H, s), 7,4-7,6 (2H, m), 7,95 (1H, dd,
1=2,0Hz, 8,0Hz), 8,23 (1H, d, J=7,6Hz), 8,37 (1H, t, ]=6,0Hz), 8,72 (1H, d, J=1,6Hz),
13,28 (1H, brs)
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MS (m/z): 482 (M)

Vi du 305: N-(3-{4-[5-(xyclopropyletynyl)pyridin-2-yl]-6-oxo-1,6-
dihydropyrimidin-Z-yl}-2-ﬂo-4-(triﬂometyl)benzyl)isobutyramit

Béng cach thyc hién céc cong doan tvong tu véi quy trinh cta vi du 169 st
dung 2-[3-010-2-ﬂ0-6-(triﬂ0metyl)pheny1]-6-[5-(xyclopropyletynyl)pyridin-2-
yl]pyrimidin-4(3H)-on, thu dugc hop chit néu ¢ dé muc.

'H-NMR (d¢-DMSO, 8): 0,7-1,0 (4H, m), 1,06 (6H, d, J=6,8Hz), 1,5-1,7 (1H,
m), 2,48 (1H, sept, J=6,8Hz), 4,40 (2H, d, J=6,0Hz), 7,23 (1H, s), 7,66 (1H, t,
J=8,0Hz), 7,79 (1H, d, J=8,4Hz), 7,89 (1H, dd, J=2,0Hz, 8,0Hz), 8,10 (1H, d,
J=8,0Hz), 8,44 (1H, t, J=6,0Hz), 8,69 (1H, d, J=1,2Hz), 13,33 (1H, brs)

MS (m/z): 498 (M)
Vi du thtr nghiém 1: Thir nghiém hoat tinh e ché mPGES-1

Vi lap thé duoc didu ché tir té bao COS-1 dugc chuyén nhiém nhanh plasmit
chita mPGES-1 ¢DNA ngudi va dugc st dung 1am enzym mPGES-1. Enzym mPGES-
1 dugc pha lodng bang dém natri phosphat (pH 7,2) chtra glutathion da duogc khur
(2,5mM) va EDTA (1mM), DMSO hodc dung dich DMSO chtra hop chét thtr nghiém
(ndng do cudi cia DMSO 1a 1%) duoc bd sung vao enzym va hdn hop nay dugce U so
bd & 4°C trong 15 phut. Sau d6, PGH2 dudi dang chét nén duogc bd sung vao véi ndng
do dich 1uM dé bat diu phan ung enzym va sau khi i ¢ 4°C trong 4 phit, dung dich
chira clorua st (25mM) va axit xitric (50mM) duoc bd sung vao dé dung phan tng
enzym. PGE2 dugc tao ra dugc do bang cach st dung kit Prostaglandin E2 Express
EIA (Cayman Chemical). Tri s& ICso duoc xac dinh bang cach st dung phuong phép
thong thudng. Két qua duoc thé hién & cac Bang tir 2-1 dén 2-5 dé cap dudi day.
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305 Y g;jrwir
2
7
Béang 2-1
i £ | mPGES] ngudi Vidusd | mPGESI ngudi
Vidysh ICs, (NM) ' IC5p (M)
1 0.02 17 086
2 0.01 18 37
3 048 19 8.5
4 12 21 0.88
5 28 22 AR
6 1.6 23 8.1
7 0.48 24 0.31
8 28 25 14
9 13 26 9
10 62 27 1.1
11 9 28 57
12 018 29 100
13 14 30 80
14 12 31 11
16 2,3 33 7.6

-186-




33984

Bang 2-2
fdn oh | mPGESI ngudi |4 41 mPGESI ngudi
Vidu s 1Cqy (M) Vidu s 1Cq, (n ﬁ)

20 .06 69 1.1
35 25 70 3.5
36 24 71 1.6
37 1 72 1.3
38 59 74 011
39 52 75 1.4
40 54 76 17
41 2,5 77 16
42 1,5 78 <10
43 013 79 19
44 19 80 39
45 0,76 81 41
46 88 82 7.3
47 1.4 83 25
48 23 84 18
49 27 85 13
50 13 86 3,3
51 54 87 28
52 71 88 10
53 2,7 89 2,3
54 3.2 90 41
55 13 g1 84
56 19 92 26
57 11 93 16
58 33 94 9.1
59 1.4 95 1.8
60 27 96 1.5
61 41 97 38
62 27 98 13
63 1,0 99 25
64 1.6 100 28
65 1.1 101 12
66 1,8 102 41
67 47 103 37
68 25
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Bang 2-3
Vidusé | mPGESI ngudi Vidusé | mPGESI ngudi
‘ 1G5 (nM) ) IC50 (nM)
104 9.4 141 41
105 <1 1142 110
106 37 143 87
107 76 144 73
108 2.8 145 39
108 62 147 18
110 34 148 13
111 1.4 149 7.3
112 95 150 12
113 23 151 130
114 13 152 27
115 23 183 30
116 45 154 6.4
117 15 155 52
118 10 156 75
119 6.4 157 0.78
120 15 158 4.7
122 1.5 159 21
123 52 160 25
124 15 161 23
125 100 162 <1
126 _45 163 69
127 A 164 24
128 21 165 18
129 31 166 6.4
130 47 167 3.1
131 7.0 168 11
132 18 169 1.1
133 87 170 1.7
134 89 i71 20
135 88 172 6,1
136 66 173 38
137 92 174 6,0
138 15 175 18
139 23 176 13
140 33 177 33
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Bang 2-4
Vi du 56 mPGESI ngudi | v dy 56 mPGES1 ngudi
ECSQ (nM) ' Iogg (NM)

178 <1 214 41
179 32 1 215 <1

180 67 216 22
181 69 217 37
182 1,2 218 6.3
183 6.2 218 71
184 20 220 11
185 52 221 <1

186 32 222 30
187 59 223 <1

188 1.9 224 80
189 43 225 1,5
190 32 226 19
191 <1 227 1.7
192 <1 228 3.1
183 <1 229 58
194 31 230 29
195 2,1 231 25
196 83 232 1.6
197 4,2 233 | <1

198 36 234 12
199 6.5 235 1.0
200 46 236 2,2
201 32 237 <1

202 <1 238 <1

203 <1 239 1.5
204 3.7 240 <1

205 9.9 241 15
206 89 242 45
207 1.9 243 2,9
208 48 244 3.7
209 1.5 245 68
210 1.4 246 1.4
211 31 247 2.0
212 37 248 2,3
213 47 249 52
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Béng 2-5
Vidusé | mPGESI ngudi Vidusé | mPGESI nguoi
' ICs (nM) ' ICsq (nM)
250 58 286 34
251 39 | 287 12
252 28 288 <1
253 3.6 289 25
254 39 290 <1
265 <1 291 48
256 1.0 292 <1
257 11 293 24
258 15 294 4
259 47 295 {1
260 45 296 62
261 34 297 28
262 2,2 298 26
263 < 299 37
264 12 300 <1
265 1.5 301 1,2
266 <i 302 14
267 6.2 303 <1
268 13 304 47
269 23 305 50
270 27
271 23
272 2.9
273 2.4
274 36
275 19
276 32
277 20
278 <1
279 16
280 87
281 <1
282 <1
283 19
284 31
285 <1
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YEU CAU BAO HQ
1. Hop chét ¢6 cong thitrc chung (1) dudi day:
@)

1
R NH R4 RS

R? N R6

Ir=z

R3
(cOng thire 1)
trong cong thuc nay,
X 1a nhém cacbonyl;

R! 1a nguyén tir hydro, nguyén t halogen, nhom alkyl, nhém alkanoyl, nhém xyano,
hodc nhom cacboxyl;

R? 12 nhém cacbon vong ma c6 thé dugc thé bang nhom alkyl, nguyén t halogen,
nhém oxo, nhém thioxo, nhdm nitro, nhém nitroso, nhém Xyano, nhém isoxyano,
nhém xyanato, nhém tioxyanato, nhom isoxyanato, nhém isotioxyanato, nhém
hydroxy, nhém sulfanyl, nhém cacboxy, nhém sulfanylcacbonyl, nhém oxalo, nhom
mesoxalo, nhom thiocacboxy, nhom dithiocacboxy, nhém carbamoyl, nhém
thiocarbamoyl, nhém sulfo, nhém sulfamoyl, nhém sulfino, nhom sulfinamoyl, nhém
sulfeno, nhom sulfenamoyl, nhém phosphono, nhém hydroxyphosphonyl, nhom
hydrocacbon, nhém di vong, nhom hydrocacbon-oxy, nhém (vong di vong)-oxy, nhom
hydrocacbon-sulfanyl, nhém (vong di vong)-sulfanyl, nhém axyl, nhém amino, nhom
hydrazino, nhom hydrazono, nhém diazenyl, nhom ureido, nhom thioureido, nhém
guanidino, nhém carbamoimidoyl (nhém amidino), nhém azido, nhom imino, nhom
hydroxyamino, nhém hydroxyimino, nhém aminoxy, nhém diazo, nhom
semicarbazino, nhom semicarbazono, nhém allophanyl, nhém hydantoyl, nhém
phosphano, nhém phosphoroso, nhom phospho, nhém boryl, nhém silyl, nhém stanyl,
nhom selanyl, nhom oxido, hodc nhém di vong, ma c6 thé dugc thé bang nhom alkyl,
nhém alkyl dugce halogen hoa, nguyén tir halogen, nhém oxo, nhom thioxo, nhém nitro,
nhém nitroso, nhém xyano, nhém isoxyano, nhom xyanato, nhém tioxyanato, nhém
isoxyanato, nhom isotioxyanato, nhom hydroxy, nhém sulfanyl, nh6m cacboxy, nhom
sulfanylcacbonyl, nhém oxalo, nhém mesoxalo, nhém thiocacboxy, nhom
dithiocacboxy, nhém carbamoyl, nhém thiocarbamoyl, nhom sulfo, nhom sulfamoyl,
nhoém sulfino, nhém sulfinamoyl, nhém sulfeno, nhém sulfenamoyl, nhém phosphono,

nhém hydroxyphosphonyl, nhom hydrocacbon, nhém di vong, nhém hydrocacbon-oxy,
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nhém (vong di vong)-oxy, nhém hydrocacbon-sulfanyl, nhom (vong di vong)-sulfanyl,
nhém axyl, nhém amino, nhém hydrazino, nhém hydrazono, nhém diazenyl, nhom
ureido, nhom thioureido, nhéom guanidino, nhém carbamoimidoyl (nhém amidino),
nhém azido, nhém imino, nhém hydroxyamino, nhém hydroxyimino, nhém aminoxy,
nhém diazo, nhém semicarbazino, nhém semicarbazono, nhém allophanyl, nhom
hydantoyl, nhém phosphano, nhém phosphoroso, nhém phospho, nhém boryl, nhém
silyl, nhom stanyl, nhém selanyl, nhém oxido;

R3 1a nguyén tir hydro, hodc 1 dén 3 phin tir thé thé trén vong benzen, (cac phén tir thé
nay dugc chon tir nhom bao gdm nguyén tt halogen, nhom alkyl (nhém alkyl nay c6
thé duoc thé bang nguyén ti halogen) va nhom alkoxy (nhém alkoxy nay co thé dugc
thé bang nguyén tir halogen));

R* va R3 doc 14p 1a nguyén t&r hydro; va

R® 14 nhom alkyl (nhém alkyl nay co thé dugc thé bang nhom hydroxy, nguyén tir
halogen, hodc nhom alkoxy), hodc nhom alkoxy;

hodc mubi ctia né.

2. Hop chat c6 cong thirc chung (1), hodc mudi cta né theo diém 1, trong do6 R 1a
nhém Ci.6 alkyl mach nhanh, nhém alkyl nay cé thé duoc thé bang nhom Ci.¢ alkoxy.
3. Hop chét c¢6 cong thtrc chung (1), hodc mudi ctia n6 theo diém bét ky trong sb céc
diém 1 hodc 2, trong d6 R bao gdm mot hodc hai nguyén tir halogen hodc céc nhom
alkyl ma c6 thé dugc thé bang nguyén tir halogen.

4. Hop chét c6 cong thirc chung (1), hodc mubi cta n6 theo diém bit ky trong sb cdc
didm tir 1 dén 3, trong d6 R! 12 nguyén t&r hydro, nhom alkyl hodc nhém xyano.

5. Hop chét c6 cong thirc chung (1), hodc mudi ctia n6 theo diém bat ky trong sb cac
didm tir 1 dén 4, trong d6 R? 1a nhém hydrocacbon vong don vong ¢6 3 dén 7 canh no
hoac no mot phﬁn ma c6 thé duoc thé nhu duge xé4c dinh & diém 1, hodc nhém di vong
don vong ¢6 3 dén 7 canh no hodc no mot phén ma c6 thé dugc thé nhu dugc xac dinh
& diém 1 va nhém di vong nay chua tir 1 dén 3 nguyén tir tao vong khéc loai.

6. Hop chét c6 cong thirc chung (1), hodc mubi ctia n6 theo diém bit ky trong sb cic
diém tir 1 dén 5, trong @6 R? 1a nhém phenyl ma c6 thé duoc thé nhu duoc xac dinh &
diém 1.

7. Hop chit ¢6 cong thirc chung (1), hodc mudi ctia n6 theo diém 1, ma 1a:
N—(4-c10—3-{4-[6-(diﬂometoxy)pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-y1}-2-
flobenzyl)isobutyramit,

N-(3-{4-[6-(2-etoxyetoxy)pyridin-3-yl]-6-0xo-1,6-dihydropyrimidin-2-yl}-4-

-192-



33984

(triflometyl)benzyl)isobutyramit,

N-(3-{6-0x0-4-[6-(2-propoxyetoxy )pyridin-3-yl]-1 ,6-dihydropyrimidin-2-y1}-4-
(triflometyl)benzyl)isobutyramit,
N-(4-clo-3-{4-[6-(xyclopropylmetoxy)pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-
yl}-2-flobenzyl)isobutyramit,
N-(4-clo-2-flo-3-{6-0x0-4-[5-(triflometyl)pyridin-2-yl]-1,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit,

N-(3-{4-[6-(xyclopropylmetoxy)pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-2-yl1}-2,4-
diflobenzyl)isobutyramit,
N-(4-clo-2-flo-3-{6-0x0-4-[6-(2,2,2-trifloetoxy)pyridin-3-yl]-1 ,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit,
N-{4-clo-3-[4-(5-clopyridin-2-y1)-6-0xo0-1,6-dihydropyrimidin-2-y1]-2-
flobenzyl}isobutyramit,
N-(4-clo-2-flo-3-{6-0x0-4-[6-(3,3,3-triflopropoxy)pyridin-3-yl]-1 ,6-dihydropyrimidin-
2-yl}benzyl)isobutyramit,

N-(2-clo-4-flo-3-{6-0x0-4-[5-(triflometyl)pyridin-2-yl1]-1 ,6-dihydropyrimidin-2-
yl}benzyl)isobutyramit,

N-(3-{4-[6-(diflometoxy)pyridin-3-yl]-6-0x0-1 ,6-dihydropyrimidin-2-yl}-2-flo-4-
(triflometyl)benzyl)isobutyramit,

N-(3-{4-[6-(2-etoxyetoxy)pyridin-3-yl]-6-oxo0-1 ,6-dihydropyrimidin-2-yl}-2-flo-4-
(triflometyl)benzyl)isobutyramit,

N-(2-flo-3-{6-0x0-4-[5-(triflometyl)pyridin-2-y1]-1 ,6-dihydropyrimidin-2-yl}-4-
(triflometyl)benzyl)isobutyramit,
N-(3-{6-0x0-4-[6-(tetrahydropyran-4-ylmetoxy)pyridin-3-y1]-1 ,6-dihydropyrimidin-2-
yl}-4-(triflometyl)benzyl)isobutyramit,

N-(3-{4-[6-(3-etoxypropoxy )pyridin-3-yl]-6-oxo-1,6-dihydropyrimidin-2-yl }-4-
(triflometyl)benzyl)isobutyramit,
N-{2-flo-3-[4-(6-metoxypyridin-3-yl)-6-oxo-1,6-dihydropyrimidin-2-yl1]-4-
(triflometyl)benzyl}isobutyramit, hodc
N-(4-clo-3-{4-[6-(xyclopropyletynyl)pyridin-3-yl]-6-oxo-1 ,6-dihydropyrimidin-2-yl}-
2-flobenzyl)isobutyramit.

8. Thuéc chira hop chit c6 cong thirc chung (1) néu trén, hodc mudi sinh Iy duge dung

cua nd theo diém bat ky trong so céc diém tir 1 dén 7.
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