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Linh vire k§ thuét dwoc dé cip

Sang ché @& cap dén tién dugc chét rebamipid, phwong phap diéu ché va dugc phim
chira tién dugc chét nay. Cu thé hon, sang ché d& cap dén tién duoc chit rebamipid ma c6 hiéu
qua dugc dung giéng nhu rebamipid, nhung do sinh kha dung dugc céi thién, va phuong phéf)

don gian d& diéu ché tién duoc chit nay.
Tinh trang k§ thuit ciia sing ché

Rebamipid, dugc dit tén theo danh phap hé thdng 1a axit 2-(4-clobenzoylamino)-3-
[2(1H)-quinolon-4-yl] propionic, 14 chat tri liu rét t5t ding dé didu tri bénh loét dudng tiéu
héa, bao gdm loét da day, viém da day cép, va tdn thwong niém mac da day gay ra boi su
viém cép tinh bing phét ctia bénh Viém da day man tinh. Thudc nay thuc hién chirc ning bao
vé da day bang cach kich thich qua trinh sinh tong hop PGE2 trong niém mac da day va thic
déy su phat trién clia cac t& bao ndi md. Cu thé 13, thudc ndy duoc chi dinh cho cic bénh nhan
bi viém da day gy ra béi vi khudn Helicobacter Pyroli vi n6 ngén khong cho vi khuén nay

bam va x4m nhép vao cac t& bao niém mac da day.

Co ché bao vé da day ciia rebamipid 12 dya trén téc dong kép bao gdm ting cudng yéu
t6 bao vé va khang viém. Rebamipid kich thich sur sinh téng hop prostaglandin ¢ ning cao
yéu t6 bao V¢, va, trong sb céc chét nang cao yéu tb béo ve¢, hoat dong nhur 1a chét chéng 0Xy
héa dé bao vé chéng lai sy viém gay ra do Helicobacter. Do d6, rebamipid duorc str dung rat
hiéu qua cho cac bénh nhan bj loét hodc viém da day véi sy gidm déng ké thoi gian diéu triva
ty 16 tai phat. Thir nghi¢m truée ddy trén chudt bi loét da day gay ra do axit axetic da chimg
minh ring rebamipid lam giam kich thuéc va ty 16 téi phat ctia vét loét ddng thoi ning cao ty

1€ chita khéi.
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C6 nhiéu phuong phép da dugc bdc 16 dé tdng hop rebamipid hodc san xuét rebamipid
v6i d6 tinh khiét cao. Vi du, patent Han Qudc s6 10-0669823 boc 16 quy trinh didu ché axit 2-
(4-clobenzoylamino)-3-[2(1H)-quinolinon-4-yl]propionic va hop chit trung gian ciia no, va
patent Han Quéc s6 10-1032600 d& xuét quy trinh didu ché rebamipid c6 db tinh khiét cao
trong khi thyc hién c4c phan ting sao cho rebamipid c6 thé dugc tao ra véi san lrong cao va

chi phi san xuét thip v6i d tinh khiét 12 99,95 %.

Ngoai cic bénh loét da day, viém da day cép tinh va viém da day man tinh, rebamipid
con duoc biét dén 13 ¢6 céc tac dung phong va trj céc bénh kho mét, ung thu, thoai hoa khép
va viém khép dang thép. Ngoai ra, rebamipid con thu hit duoc sy quan tAm rat 16n diing lam
chét chdng béo phi khi c4c nghién ctru gin ddy da chimg minh hiéu qué tic ché ciia rebamipid
1én ching bénh béo phi. Tuong t, nhiéu dugc phim khac nhau dya trén rebamipid da duoc

phit trién.

Rebamipid ty do hoa tan trong dimetylformamit, it tan trong metanol va etanol, nhung
hau nhu khéng tan trong ete va nuéc. Kha ning hoa tan trong nuéc ciia rebamipid duogc bao
12 0,0001 % (trong lwong/thé tich) & o pH 1a 3 va khoang 0,013 % (trong lugng/thé tich) &
d6 pH 14 7. Theo Hé théng phén loai sinh duge hoc (Biopharmaceutics Classification System
- BCS), rebamipid dugc phéan loai & nhém IV do d) tan thé(lp va kha nang thAm vao rudt thép.
Vi su hap thu rét kém vao hé théng tuin hoan, rebamipid dwoc bao cdo ¢6 do kha dung sinh
hoc 1a khoéng 5%. Do sy hip thu va do sinh kha dung kém, cé4c duge phim, nhu duge mo ta
& trén, c6 céc hiéu qua khéc nhau cin chira mét lugng twong déi 16n rebamipid, do d6 giy ra
nhiéu bit tién cho bénh nhén khi dung thuéc, va 1im gidm hiéu qua twong ddi ciia lidu ding.
Céc nd luc da duge thuc hién dé 1am tang do sinh kha dyng qua duong miéng, dic biét 1a
nhitng nd luc huéng t6i viée st dung c4c chét ting cudng sw hip thu va céc chit bd trg, hodc
huéng t6i viée didu ché thanh cac dang mudi khac nhau. Cong bd don sang ché Han Quéc sb
10-2004-0104020 dé xuét rebamipid lysinat, rebamipid argininat va duge phim chura cac

hoat chét nay, nhung 9 hép thu cia ching trong co thé van con bi nghi ngd. Cac ky thuat
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khac dé 1am ting hiéu qua d6 sinh kha dung cia rebamipid van chura dugc phét hién.

Theo sng ché, rebamipid, hop chét c6 ty 1¢ hép thu rét kém, dit ¢6 hiéu qua didu tri
nhiéu triéu chimg khac nhau nhu dugc dé cap & trén, dugc dé xuit dusi dang tién duoc chit
rebamipid c6 ty 1& hdp thu ting 1én gép 25 14n so v6i ban than rebamipid, va phuong phap
diéu ché tién duoc chét ndy, va sang ché con mo ta cach sir dung tién duoc chét rebamipid

nay.
Bin chit k§ thuit ciia sang ché

Muc dich ctia sang ché 1a @ xuét tién duoc chit rebamipid ma dugc cai thién ty 18 hép

thu.

Muc dich khéc ctia sang ché 1a @ xut phuong phép didu ché tién dugc chét rebamipid
dugc cai thién ty 1€ hip thu nay, va ngodi ra sang ché con mod ta cach sir dung tién dugc chét

rebamipid nay.

Cu thé hon, theo mét khia canh, sang ché dé xuét hop chét c6 cong thirc hda hoc I sau

day, hoic mudi duge dung, chit ddng phan, hay hydrat hodc solvat ctia né:

O X<
0 Y
N
H
cl Z
0“ N
H
@

trong do, X va Y nhu dwoc x4c dinh trong phin mé ta sau day.

Theo khia canh khac, sing ché dé xut phuong phap diéu ché hop chit c6 cong thirc
héa hoc I, bao gdm buéc cho hop chét c6 cong thirc héa hoc IT sau déy phan tmg véi hop chit

¢6 cong thirc héa hoc I sau day:



(L)

trong do,

X va Y nhu duge x4c dinh trong phdn mo ta sau déy, va Z 1a nhém hydroxyl, nhém

amino, nh6m amin, nguyén tir halogen, hodc nhém rdi chuyén.

Theo khia canh khéc nita, sang ché d& xuit dugc phdm ding dé phong hoic diéu tri
bénh loét da day, viém da day c4p tinh, viém da day man tinh, bénh kho mét, ung thu, thodi
hoéa khép, viém khép dang thap, m& méau cao, trinh trang bénh ly véi luong triglyxerit trong
mau cao, bénh tiéu dudng, hoi chimg rudt kich thich, va bénh béo phi, chira tién dugc chét

rebamipid 1am hoat chét.
Hiéu qua c6 loi ciia séng ché

Nhu dugc md ta trén ddy, tién duge chit rebamipid theo sang ché cai thién t6t v& hiu
qua hip thu vao co thé. Dong tho, sang ché con d& xut phuong phap diéu ché tién dugc chét

rebamipid, va md ta cach st dung tién duoc chét rebamipid nay.

Cu thé hon, khi & dang mudi, tién duoc cht rebamipid theo séng ché c6 hidu qua hip
thu vao co thé ting dang ké so véi dang axit tyr do. Do d6, ngay ca véi mot luong nhé mubi
clia tién dugc chét rebamipid thi vAn c6 hiéu qué ngan ngira hodc didu tri cac loai bénh khac
nhau bao gf‘)m loét da day, viém da day cép tinh, viém da day man tinh, bénh kho mit, ung
thw, thodi h6a khép, viém khép dang thip, béo phi, m& mau cao, tinh trang bénh Iy v&i luong

triglyxerit trong mau cao, bénh tiéu dudng, va hdi chimg rudt kich thich.
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M0 ta vin tit hinh vé

Fig.1 14 @b thi thé hién mtrc chuyén hoa tidn dugc chét rebamipid theo vi du 47 thanh
rebamipid (thudc hoat dong) trong m4u toan phan & chudt thi nghiém dugrc theo doi theo thdi
gian.

M0 ta chi tiét sang ché
Sau day, sang ché s& duogc md ta mot cach chi tiét hon.
Theo mét khia canh, sang ché d& xuét tién dugc chét cua rebamipid, ma la thudc dung

dé diéu tri loét da day, viém da day cép tinh, viém da day man tinh, bénh kho6 mét, ung thu,

thoai héa khép, va viém khép dang thép.

Theo mdt phuong 4n, sang ché dé xuét hop chét co cong thirc héa hoc I duéi day, hoic

mubi duge dung, chit déng phén, hydrat hogc solvat ctia no:

o Y
N
H
cl =
07N
H
)

trong do,
X languyén tir oxy, nguyén tir nito, hogic nguyén tir luu huynh; va

Y la gbc dwoc chon tir nhém bao gdm Ci-Cs alkyl, Ci1-Cs haloalkyl, (C;-C;
alkyloxy)Ci-Cs alkyl, (C2-Cs alkenyloxy)C;-Cs alkyl, (Ci-Cs alkylcacbonyloxy)Ci-Cs alkyl,
(C1-Cs alkylsulfanyl)C1-Cs alkyl, (arylsulfanyl)C;-Cg alkyl, (arylsulfonyl)Ci-Cs alkyl, (C1-Cs
alkylamino)Ci-Cs  alkyl, [(Ci-Cs alkyl)(C1-Cs alkyl)amino]C;-Cs  alkyl, [(C1-C3
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alkyl)(aryl)amino]Ci-Cs alkyl, {[(Ci-Cs alkyl)(aryl)C1-Cs alkyl]lamino}Ci-Cs alkyl, [(C1-C3
alkyl)(heteroaryl)amino]Ci-Cs alkyl, (arylcacbonylamino)Ci-Cs alkyl,C>-Cs alkenyl, C»-Cs
alkynyl, C>-Cs oxoalkyl, C3-Cg xycloalkyl, (Cs;-Cs xycloalkyl)Ci-Cs alkyl, (C3-Cs
xycloalkenyl)Ci1-Cs alkyl, (Cs-Cs heteroxycloalkyl)Ci-Cs alkyl, [(Ci-C3 alkyl)Cs-Cs
heteroxycloalkyl]Ci-Cs alkyl, {[(aryl)C;1-Cs alkyl]Cs-Cs heteroxycloalkyl}Ci-Cs alkyl, [(Ci-
Cs alkyloxycacbonyl)Cs-Cs heteroxycloalkyl]Ci-Cs alkyl, [(Ci-Cs alkyloxycacbonyl)Cs-Cs
heteroxycloalkyl]Ci-Cs alkyl, (Cs-Cs heteroxycloalkyl)Ci-Cs alkenyl, [(Ci-Cs alkyl)Cs-Cs
heteroxycloalkenyl]Ci-Cs alkyl, (aryl)Ci-Cs alkyl, [(Ci-Cs alkyl)aryl]Ci-Cs alkyl, [(Ci-C3
alkyloxy)aryl]Ci-Cs alkyl, [(aryloxy)aryl]C1-Cs alkyl, [(C1-C3 alkylsulfanyl)aryl]Ci-Cs alkyl,
[(C1-Cs5 alkyloxycacbonyl)aryl]Ci-Cs alkyl, [(aryloxycacbonyl)aryl]Ci-Cs alkyl, (aryl)Cs-Cs
alkenyl, (heteroaryl)Ci-Cs alkyl, [(alkyloxycacbonyl)heteroaryl]Ci-Cs alkyl, [(C1-C3 alkyl)Cs-
Cs heteroaryl]Ci-Cs alkyl, [(Cs-Cs xycloalkyl)heteroaryl]C1-Cs alkyl, [(aryl)heteroaryl]C1-Cs
alkyl, [(Ci-Cs alkyDheteroaryl]C1-Cs alkyl, {[(aryl)C1-C; alkyl]heteroaryl}Ci-Cs alkyl, (C1-Cs
alkyloxycacbonyl)Ci-Cs alkyl, [(C3-Cs heteroxycloalkyl)Ci-Cs alkyloxycacbonyl]C1-Cs
alkyl,  (C3-Cs  heteroxycloalkylcacbonyl)Ci-Cs  alkyl, [(Ci-Cs  alkyl)C3-Cs
heteroxycloalkylcacbonyl]Ci-Cs alkyl, [(C1-Cs alkyl)Cs-Cs heteroxycloalkylcacbonyl]C-Cs
alkyl, [(C3-Cg xycloalkyl)oxycacbonyloxy]Ci-Cs alkyl, [(C5-Cs
heteroxycloalkyl)oxycacbonyloxy]Ci-Cs alkyl, (ureido)Ci-Cs alkyl, (arylureido)Ci-Cs alkyl,
[(aryl)(Ci-Cs alkylureido]Ci-Cs alkyl, (Ci-Cs alkylaminocacbonyl)C1-Cs alkyl, [(Cs-Cs
heteroxycloalkyl)aminocacbonyl]Ci-Cs alkyl, {[(C1-C3 alkyl)Cs-Cs
heteroxycloalkyl]laminocacbonyl} C1-Cs alkyl, [(Ci-Cs alkyl)(C1-C3
alkyloxy)aminocacbonyl]C;-Cs alkyl va (0x0Cs-Cs heteroxycloalkyl)Ci-C alkyl,

v6i diéu kién 1a gbc C1-Cs alkyl, gbc C»-Cs alkenyl, gbc Co-Cs alkynyl, gbc C-Cs
oxoalkyl, gbc C3-Cg xycloalkyl, gbc C3-Cg xycloalkenyl, gbc C3-Cg heteroxycloalkenyl, gbc
aryl hoic gbc heteroaryl c6 thé dugc thé bang it nhit mot phén tir thé duge chon tir nhém bao

gdm C1-Cs alkyl, flo, clo, brom, hydroxy, oxo, nitro, va xyano.
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Nhu dugc sit dung & ddy, thust ngit “heteroxycloalkyl” 14 chi phin nhém chirc mach
vong, khong thom c¢6 mét hodc nhiéu nguyén tir khac loai, nhu N, O va S, dudi dang cac
nguyén tir cAu thanh cia (c4c) vong & mot hai hogic ba vi tri lién tiép hoic khong lién tiép
trong (c4c) vong. Nhur duoc sir dung & ddy, thudt ngit “heteroxycloalkenyl” 13 chi phin nhém
chitc mach vong, khéng thom c6 mdt hoic nhiéu nguyén tr khac loai, nhu N, O va S, duéi
dang cac nguyén tir cAu thanh clia (c4c) vong & mot hai hogc ba vi tri lién tiép hodc khong lién
tiép trong (c4c) vong, va cé it nhit mot lién két doi trong (c4c) vong. Cac vi du vé cac gbc
heteroxycloalkyl hodc heteroxycloalkenyl bao gbm aziridin, oxiran, azetidin, oxetan,
pyrolidin, pyrolin, pyrazolidin, pyrazolin, imidazolidin, imidazolin, triazolidin, oxazolidin,
tetrahydrofuran, tetrahydrothiophen, thiazolidin, dioxolan, dioxol, oxathiolan, morpholin,
thiomorpholin, dithian, piperidin, piperazin, pyran, dioxan, va azepan, nhung khong bj gidi

han & cc hop chét nay.

Thudt ngfr “aryl”, nhe duogc st dung trong ban mé ta nay, dwoc dy dinh bao gdm

benzen, naphtalen, antraxen, hodc phenantren, nhung khong chi giéi han & cac chat nay.

Nhu dugc str dung & ddy, thuft ngit “heteroaryl” 14 chi phin nhém chitc c6 it nhét mot
vong thom trong d6 it nhat mot nguyén tir khéc loai, nhu N, O va S, duéi dang nguyén tir ciu
thanh, ¢6 mgit & mdt, hai hogc ba vi tri lién tiép hoic khong lién tiép. Céc vi dy v& céc phin
nhém chitc heteroaryl bao g@)m pyrol, imidazol, pyrazol, triazol, furan, thiophen, oxazol,
isoxazol, thiazol, isothiazol, oxadiazol, thiadiazol, pyridin, pyrimidin, pyrazin, pyridazin,
triazin, azepin, indol, benzimidazol, indazol, benzoxazol, benzoisoxazol, benzothiazol,
benzotriazol, benzofuran, benzothiophen, quinolin, isoquinolin, quinoxalin, quinazolin,
xinolin, naphtyridin, phtalazin, benzopyran, benzoxazin, benzotriazin, croman, cromen,
benzodioxan, atridin, phenothiazin, phenoxazin, va carbazol, nhung khong bi gi¢i han & cac

hop chét nay.

Theo séng ché, X-Y 1a axit amin hodc (Ci-Cs alkyl) este cua axit amin. Axit amin bao
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gdm glyxin, leuxin, methionin, valin, alanin, isoleuxin, prolin, tryptophan, phenylalanin, serin,

threonin, asparagin, axit glutamic, lysin, histidin, va tyrosin.

Céc vi du minh hoa cu thé vé hop chét c6 cong thirc hoa hoc I bao gém, nhung khong

chi giéi han & cac hop chit sau day:
1) metyl 2-(4-clobenzoylamino)-3-(2-oxo- 1,2-dihydroquinolin-4-yl)propionat;
2) etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat;
3) 3-metylbutyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat;
4) hexyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat;
5) 2-bromoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat;
6) 2-hydroxyetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat;
7) metoxymetyl 2-(4-clobenzoylamino)-3 ~(2-0x0-1,2-dihydroquinolin-4-yl)propionat;
8) 2-metoxyetyl 2-(4-clobenzoylamino)-3 -(2-0x0-1,2-dihydroquinolin-4-yl)propionat;
9) 2-vinyloxyetyl 2-(4-clobenzoylamino)-3 ~(2-0x0-1,2-dihydroquinolin-4-yl)propionat;
10) 2-axetoxyetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat;

11)  2-metylsulfanyletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDpropionat;

12)  2-phenylsulfanyletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yD)propionat;

13) 2-metylaminoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionat;
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14)  2-dimetylaminoetyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

15) 2-dimetylamino-1-metyl-etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat;

16) 2-dietylaminoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

17)  2-diisopropylaminoetyl ~ 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionat;

18)  3-dimetylaminopropyl ~ 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

19) 2-(metyl phenyl amino)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-
4-yl) propionat;

20) 2~(benzyl etyl amino)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl) propionat;

21)  2-(benzoxazol-2-ylmetyl  amino)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

22)  2-benzoylaminoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

23) alyl 2-(4-clobenzoylamino)-3 -(2-0x0-1,2-dihydroquinolin-4-yl)propionat;
24) but-2-enyl 2-(4-clobenzoy1amino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat;

25) 3-metylbut-2-enyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDpropionat;
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26) 3-prop-2-ynyl 2-(4-clobenzoylamino)-3-(2-o0xo-1,2-dihydroquinolin-4-

yl)propionat;
27) 2-oxopropyl 2-(4-clobenzoylamino)-3-(2-oxo- 1,2-dihydroquinolin-4-yl)propionat;
28) 2-oxobutyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat;
29) xyclopentyl 2-(4-clobenzoylamino)-3-(2-0xo-1,2-dihydroquinolin-4-yl)propionat;
30) xyclohexyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat;

31) xyclopropylmetyl 2~(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionat;

32) xyclobutylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

33) xyclohexylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yD)propionat;

34)  xyclopent-3-enylmetyl ~ 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yD)propionat;

35) oxiranylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yD)propionat;

36) 3-metyloxetan-3-ylmetyl 2-(4-clobenzoylamino)-3 ~(2-0x0-1,2-dihydroquinolin-4-

yl)propionat;

37) 2-(1-metylpyrolidin-2-yl)etyl 2-(4-clobenzoylamino)-3-(2-o0xo-1,2-
dihydroquinolin-4-y1) propionat;

38)  2-pyrolidin-1-yl-etyl ~ 2-(4-clobenzoylamino)-3 ~(2-0x0-1,2-dihydroquinolin-4-
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yl)propionat;

39) tetrahydrofuran-2-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl) propionat;

40) [1,3]dioxolan-2-ylmetyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

41)  2-[1,3]-dioxolan-2-yletyl ~2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

42) 1-metylpiperidin-2-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-

4-yl) propionat;

43) 1-metylpiperidin-3-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-

4-yl) propionat;

44)  2-piperidin-1-yletyl ~ 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yD)propionat;

45) tetrahydropyran-2-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl) propionat;

46) 2-[1,3]dioxan-2-yletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-y1)

propionat;

47)  2-morpholin-4-yletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

48) 3-morpholin-4-ylpropyl 2~(4-clobenzoylamino)-3-(2-0xo-1,2-dihydroquinolin-4-

yDpropionat;

49) 4-morpholin-4-ylbutyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-y1)
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propionat;

50) 6-morpholin-4-ylhexyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)

propionat;

51) (4-metylpiperazin-1-yl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl) propionat;

52) 2-(4-benzylpiperazin-1-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl) propionat;

53)  4-[4-(3-clophenyl)piperazin-1-yl]butyl ~ 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat;

54) (4-tert-butyloxycacbonylpiperazin-1-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

55) 2-azepan-1-yletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

56) 2-(2-oxopyrolidin-1-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1 ,2-dihydroquinolin-
4-yl)propionat;

57) (2-oxooxazolidin-5-yl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-
4-yl)propionat;

58) 4-morpholin-4-yl-cis-but-2-enyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl) propionat;

59) 4-morpholin-4-yl-trans-but-2-enyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

60) 5-metyl-2-oxo-[1,3]dioxol-4-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
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dihydroquinolin-4-yl)propionat;
61) benzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat;
62) phenetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat;

63) 2-metylbenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

64) 3-metylbenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionat;

65)  34-dimetylbenzyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

66) 3,5-dimetylbenzyl ~ 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yD)propionat;
67) 3-flobenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat;

68) 2,5-diflobenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

69) 3-xyanobenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionat;
70) 3-nitrobenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat;

71) 4-metoxybenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

72) 3-phenoxybenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionat;
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73) 4-metylsulfanylbenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

74) (4-metyloxycacbonyl)benzyl 4-[2-(4-clobenzoylamino)-3-(2-0xo-1,2-

dihydroquinolin-4-yl)propionat;

75) (3-phenyloxycacbonyl)benzyl 2-(4-clobenzoylamino)-3-(2-0xo0-1,2-
dihydroquinolin-4-yl)propionat;

76)  naphtalen-2-ylmetyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

77)  antraxen-9-ylmetyl ~ 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

78) 2-pyrol-1-yletyl 2-(4-clobenzoylamino)-3-(2-0xo-1,2-dihydroquinolin-4-
yl)propionat;

79) (2-et0xycacbony1)ﬁ1ran-4-yhnety1 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat;

80)  2-thiophen-2-yletyl ~ 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

81)  2-thiophen-3-yletyl ~ 2-(4-clobenzoylamino)-3 -(2-0x0-1,2-dihydroquinolin-4-
yDpropionat;

82)  2-imidazol-1-yletyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

83) 5-xyclopropyl-2-metyl-2H-pyrazol-3-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;
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&4) 3,5-dimetylisoxazol-4-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl) propionat;

85) 2-(5-metyl-4-phenyloxazol-2-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat;

86) 2-metylthiazol-4-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl) propionat;

87) 2-(4-metylthiazol-5-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl) propionat;

88)  pyrimidin-2-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDpropionat;

89)  pyrimidin-3-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDpropionat;

90)  pyrimidin-4-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDpropionat;

91) 2-(pyrimidin-2-yl)etyl 2~(4-clobenzoylamino)-3-(2-0xo-1,2-dihydroquinolin-4-

yl)propionat;

92)  quinolin-2-ylmetyl  2-(4-clobenzoylamino)-3 -(2-0x0-1,2-dihydroquinolin-4-
yD)propionat;

93)  quinolin-3-ylmetyl ~ 2-(4-clobenzoylamino)-3 ~(2-oxo0-1,2-dihydroquinolin-4-
yD)propionat;

94) 2-(1-metyl-1H-indol-3-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl) propionat;
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95)  benzothiazol-2-ylmetyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

96)  2,3-dihydrobenzo[1,4]dioxin-2-ylmetyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat;

97)  carbazol-9-ylmetyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

98) metylcarbamoylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yD)propionat;

99) 2-(4-metylpiperazin-1-yl)-2-oxoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

100)  1-(4-metylpiperazin-1-cacbonyl)propyl ~ 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

101) 2-morpholin-4-yl-2-oxoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-
4-yDpropionat;

102) (metoxymetylcarbamoyl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat;

103)  2-etoxycacbonyletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDpropionat;

104)  2-etoxycacbonyletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDpropionat;

105)  2-morpholin-4-yl-etoxycacbonylmetyl 2~(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;
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106) 2-morpholin-4-yletyl 2-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionyloxy]butyrat;

107) 2-(1,3-dioxo-1,3-dihydroisoindol-2-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat;

108) xyclohexyloxycacbonyloxymetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

109) 2-morpholin-4-yl-etoxycacbonyloxymetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat;
110) 2-ureidoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat;

111) 2-(3-phenyl-ureido)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yD)propionat;

112) 2-(3-benzyl-ureido)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

113) axit 2~(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)thiopropionic;
114) S-metyl 2-(4-clobenzoy1amino)—3-(2-oxo-1,2-dihydroquh101in-4-yl)thiopropionat;
115) S-etyl 2-(4-clobenzoylamino)-3-(2-oxo-1 ,2-dihydroquinolin-4-yl)thiopropionat;
116) S-propyl 2-(4-clobenzoylamino)-3 -(2-0x0-1,2-dihydroquinolin-4-yl)thiopropionat;
117) S-butyl 2-(4-clobenzoylamino)-3-(2-oxo-1 ,2-dihydroquinolin-4-yl)thiopropionat;

118) S-(3-metylbutyl)2-(4-clobenzoylamino)-3-(2-oxo-1 ,2-dihydroquinolin-4-
yDthiopropionat;

119) S-hexyl 2-(4-clobenzoylamino)-3 -(2-0x0-1,2-dihydroquinolin-4-yl)thiopropionat;
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120) S-(2-dimetylamino)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl) thiopropionat;

121) S-(2-dietylamino)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)

thiopropionat;

122) S-(2-diisopropylamino)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-
4-yl) thiopropionat;

123) §-(2-dimetylamino)propyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-
4-yl) thiopropionat;

124) S-(2-benzoylamino)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl) propionat oxalate;

125) S-metoxymetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yD)thiopropionat;

126) S-(2-benzoyloxy)etyl 2-(4-clobenzoylamino)-3 -(2-0x0-1,2-dihydroquinolin-4-y1)

thiopropionat;

127) S-(2-metylsulfanyl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl) thiopropionat;

128) S-(2-phenylsulfanyl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl) propionat;

129) S-(2-benzensulfonyl)etyl 2~(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl) propionat;

130) S-(2-oxobutyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDthiopropionat;
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131) S-(2-ureido)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDthiopropionat;

132) N,N-dimetyl S-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yD)]thiocarbamat;
133) S-alyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)thiopropionat;

134) S-but-2-enyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDthiopropionat;

135) S-prop-2-ynyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDthiopropionat;

136) S-xyclopentyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDthiopropionat;

137) S-xyclohexyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDthiopropionat;

138) S-xyclopropylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)

thiopropionat;

139)  S=xyclobutylmetyl = 2-(4-clobenzoylamino)-3-(2-0xo-1,2-dihydroquinolin-4-yI)

thiopropionat;

140) S-xyclohexylmetyl 2~(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)

thiopropionat;

141) S-(xyclopent-3-enyl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-
4-yl) thiopropionat;

142) S-oxiranylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
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yl)thiopropionat;

143) S-(tetrahydrofuran-2-yl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl) thiopropionat;

144) S-(2-pyrolidin-1-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl) thiopropionat;

145) S-[2-(1-metylpyrolidin-2-y1)]etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat;

146) S-([1,3]dioxolan-2-yl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-

4-yl) thiopropionat;

147) S-(2-[1,3]dioxolan-2-yl)etyl 2-(4-clobenzoylamino)-3-(2-0X0-1,2-dihydr0quinolin—

4-yl) thiopropionat;

148) S-(2-piperidin-1-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl) thiopropionat;

149) S-(1-metylpiperidin-2-yl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl) thiopropionat;

150) S-{4-[4-(4-clophenyl)piperazin-1-yl]-butyl} 2-(4-clobenzoylamino)-3-(2-0x0-1,2-
dihydroquinolin-4-yl)propionat;

151) S-(2-morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl) propionat;

152) S-(tetrahydropyran-2-yl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl) thiopropionat;

153) $-(2-[1,3]-dioxan-2-yl)etyl 2~(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-
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4-yl) thiopropionat;

154) S-(2-azepan-1-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)

thiopropionat;

155)  S-(5-metyl-2-oxo-[1,3]dioxol-4-yl)metyl ~2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat;
156) S-benzyl 2-(4-clobenzoylamino)-3-(2-0xo-1,2-dihydroquinolin-4-yl)thiopropionat;

157) S-phenetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yD)thiopropionat;

158)  S-(2-metylbenzyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)

thiopropionat;

159)  S~(3-metylbenzyl) ~2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yI)

thiopropionat;

160) S-(3,4-dimetylbenzyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)

thiopropionat;

161) S~(4-flobenzyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDthiopropionat;

162) S-(2,5-diflobenzyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDthiopropionat;

163) S-(3-clobenzyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDthiopropionat;

164) S-(3,5-dibromobenzyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-y1)

thiopropionat;
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165) S-(3-xyanobenzyl) 2-(4-clobenzoylamino)-3-(2-o0xo0-1,2-dihydroquinolin-4-yl)

thiopropionat;

166) S-(4-xyanobenzyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)

thiopropionat;

167) S-(3-metoxybenzyl) 2-~(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)

thiopropionat;

168) S-(4-metoxybenzyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)

thiopropionat;

169) S-(3-phenoxybenzyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)

thiopropionat;

170) S-(3-metoxycacbonyl)benzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl) thiopropionat;

171) S-(3-phenyloxycacbonyl)benzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

172) S-[2-(4-metylthiazol-Syl)etyl] 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl) thiopropionat;

173) S-(pyrimidin-2-yl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl) thiopropionat;

174) S-(pyrimidin-3-yl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl) thiopropionat;

175) S~(3-phenylalyl)2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDthiopropionat;
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176) S-etoxy-3-oxopropyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)

thiopropionat;

177) etyl [2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionylamino]axetat;

178) axit [2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionylamino]axetic;

179) etyl 4-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionylamino]butyrat;

180) etyl 2-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionylamino]-4-metyl pentanoat;

181) etyl 2-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionylamino]-3-pheny] propionat;

182) etyl 2-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionylamino]-3-(1H-indol-3-yl)propionat;

183) dietyl 2-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionylamino] pentan-1,5-dioat;

184) axit dietyl ~ 2-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionylamino]pentan-1,5-dioic;

185) 4-clo-N-[1-[2-(3H-imidazol—-4-y1)etylcarbamoy1]-2-(2-ox0-1,2-dihydroquinolin—
4-yl)etyl]benzamit;

186) 4-clo-N-[2-(2-oxo-1,2-dihydroquinolin-4-yl)-1-(2-pyrolidin-1-yl-

etylcarbamoyl)etyl] benzamit; va
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187)  4-clo-N-[1-(2-morpholin-4-yl-etylcarbamoyl)-2-(2-0x0-1,2-dihydroquinolin-4-

yl)etyl] benzamit.

Céc tién dugc chét rebamipid theo sang ché c6 thé & dang mudi, va t6t nhit 13 mudi
dugc dung. Mudi hitu dung nhét theo sang ché 14 mubi cong axit dugc tao ra vai axit tir do
duoc dung. Axit tir do c6 thé 1 axit v6 co hoic axit hitu co. Céc vi du vé c4c axit hitu co bao
gém, nhung khong gidi han, axit xitric, axit axetic, axit lactic, axit tartaric, axit maleic, axit
fumaric, axit formic, axit propionic, axit oxalic, axit trifloaxetic, axit benzoic, axit gluconic,
axit metansulfonic, axit glycolic, axit suxinic, axit 4-toluensulfonic, axit camphorsulfonic, axit
glutamic, axit asparatic, axit salixylic, axit malonic, axit malic, va axit benzosulfonic. Céc axit
vb co co thé 1a trong s céc axit clohydric, axit bromic, axit sulfuric va axit phosphoric, nhung

khong chi giéi han & cac axit nay.

Ngoai ra, céc chét ddng phén ctia cic hop chit c6 cong thirc hoa hoc T ciing thugc pham
vi clia sang ché. Vi dy, céc hop chit c6 cong thirc hoa hoc I ¢6 thé ¢o nguyén tir cacbon bt
bi xtmg (tim khong déi xtng), va do d6 c6 thé tdn tai cac chit ddng phan dbi quang ¢6 ciu
hinh R hoc S, c4c raxemat, cdc dong phan khong dbi quang, cic raxemat khong dbi quang,
hoc céc chit dong phan khong quang hoat. C4c chit ddng phén ndy va c4c chit dong phan

quang hoc khac, va cac hdn hgp ctia chiing, déu thudc pham vi cla sang ché.

Déng thoi, hop chét co cong thirc hoa hoc I ¢6 thé & dang solvat hogc hydrat, cac dang

nay ciing thu¢c pham vi ctia sang ché.

Theo khia canh khic, sang ché dé xuét phuong phap diéu ché hop chét ¢6 cong thire
héa hoc L, bao gom budc cho hgp chét ¢6 cdng thic héa hoc 1T dudi day phan tng véi hop

chét c6 cong thirc héa hoc ITI duéi day:
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Y-Z
1)
trong do,

X va'Y la nhu duoc xé4c dinh & trén, va Z 13 nhém hydroxyl, nhém amino, nhém amin,

nguyén ti halogen, hogic nhém rdi chuyén.

Theo mdt phuong 4n cia sang ché, Z 13 hydroxyl, -NH,, C, Br, alkylsulfonyl hodc
arylsulfonyl.

Cu thé, hop chét theo sang ché c6 thé dugc diéu ché nhw dugc minh hoa bdi so d3 phan
tmg 1 dudi ddy, nhung khéng chi gidi han & so dd nay.

So @b phan tmg 1
1) Y-OH hozc Y-NH 2
o Ox-XH / DCC, DMAP hoic HOBT, EDCL \ o O Xy
N 2) Y —Cl hoic Br NX
H > Ho 1o
cl NS Mubi vé co ¢ Y
= = =
N \3)Y_OMShoac OTs / o7 N
Mubi vo co
@ @

(trong d6, X 1 nguyén tir oxy, nguyén tir nito, hodc nguyén tir luu huynh)

Hop chét c6 cong thirc hoa hoc I1, st dung duéi dang nguyén liéu dau trong so' dd phan

tmg 1, c6 thé dugc tong hop sir dung nhu phuong phép da duogc boc 1§ trong patent Hoa Ky
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s6 US 4,578,381. Mubi vo co duge sit dung trong so db phan tmg 1 ¢6 thé 13 mudi kim loai
kiém v6 co nhu natri bicacbonat, natri cacbonat, kali bicacbonat, kali cacbonat, hodc xesi
cacbonat. Phén (g c6 thé dugc thuc hién & nhiét do tir 10 dén 100°C trong thoi gian tir 1 dén
24 gi¢ trong dung mdi, nhu axeton, dimetylformamit, dimetylsulfoxit, hodc axetonitril. Trong
so d phin Utmg 1, DCC c6 nghia 1a dixyclohexylcarbodiimit; DMAP 13 4-
dimetylaminopyridin, HOBT 1a 1-hydroxybenzotriazol; va EDCI 1a 1-etyl-3-(3-
dimetylaminopropyl)carbodiimit HCl. Y-OMs hodc Y-OTs 1& nhém sulfonyl nhe nhém
alkylsulfonyl, vi dy, metansulfonyl; hoéic nhdm arylsulfonyl, nhu paratoluen sulfonyl, benzen

sulfonyl ho#c 4-nitrobenzen sulfonyl.

Trong so d phan tmg 1, khi X 13 Ivu huynh, hop chét c6 cong thirc hoa hoc II c6 thé
dugc tdng hop theo so dd phan Gng 2 sau day:

So @6 phan tmg 2
0
o Ox,OH o Ox,SH
/©)\N 1) NaSH, NCS, R /©/U\n
H _—
o y 2) NayS, EDCI o P
07N 07 N

H H

Trong so dd phan tng 2, natri hydrosulfua dugc st dung véi lugng tir 1 d¢én 10 dwong
lugng, va t6t hon 12 véi lugng tir 4 dén 5 duong luong, trong khi natri sulfua dugc st dung
v6i luong tir 1 dén 5 dwong luong va tét hon 12 v6i lugng tir 2 dén 5 dwong lugng. Phan tmg
ndy ¢6 thé dugc thyc hién & nhiét do tir 10 dén 100°C trong thdi gian tir 1 dén 24 gid, véi
dimetylformamit, dimetylsulfoxit hoéc axetonitril lam dung méi. Trong so d phan tmg, NCS

c6 nghia 12 N-closuxinimit.

Cu thé hon, hop chét theo sang ché c6 thé duogc didu ché theo cac qua trinh thyc nghiém
tdng quét nhur dugc mé ta duéi day.
Quaé trinh thyc nghiém A
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X.
o O XH 0© Y
/©)LN Y-OH hoiic Y —NH, /©)‘\N
H > H
al Z DCC, DMAP, DMF cl =
(0] N (0] N

Hop chét c¢6 cong thic hoa hoc II dugc hoa tan & nhidt d0 cao trong DMF
(dimetylformamit, khoang 8 dén 10 thé tich hop chét c6 cong thirc héa hoc II), va dugc 1am
lanh dén 0°C. Hén hop ﬁéy duoc bd sung thém DCC (dixyclohexylcarbodiimit, khoang 1 dén
1,5 duong luong) va DMAP (dimetylaminopyridin, khoang 0,1 dén 0,3 duong lugng). Khi
nhiét d§ bén trong tré nén n dinh, ruou hodc amin (khoang 1 dén 1,2 duong lugng) duoc bd
sung tir tr. Hon hop thu duge duge khudy & nhiét do phong trong thoi gian tir 4 dén 24 gio.
Tiép theo, san phém dugc tao ra duge thu gom bﬁng cach loc, sau d6 loai bé DMF trong chan
khong. Sau d6, phan cin duoc phan tich sic ky c0t str dung metylen clorua: metanol (9:1, thé

tich/thé tich) dé thu dugc hop chét c6 cong thirc hoa hoc I duéi dang chét rin. Thyc hién két

tinh lai néu can.
Qua trinh thyc nghiém B
o OxXH 0 O Xy
/@)J\N Y-OH hoéc Y —NH; /@AN
H > H
ol _ HOBT,EDCI, DMF ol _
07N 0” N
H H

Hop chit c6 cong thirc héa hoc 1T dugc hoa tan ¢ nhiét do cao trong DMF
(dimetylformamit, khoang 8 dén 10 thé tich hgp chét c6 cong thirc héa hoc II), va duoc 1am
lanh dén 0°C. Hon hop nay duge bd sung thém EDCI (1-etyl-3-(3-dimetylaminopropyl)
carbodiimit HCI, khoang 1 dén 3 dwong luong) va HOBT (1-hydroxybenzotriazol, khoang 1
dén 3 duong lrong). Khi nhiét d6 bén trong tré nén 6n dinh, reou hodic amin (khoang 1 dén
1,5 duwong lugng) dugc bd sung tir tir. Khudy déu hdn hop thu duge & nhiét d6 phong trong

thoi gian tir 4 dén 24 gio. Tiép theo, san pham duroc tao ra dugc thu gom bang cach loc, sau
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d6 loai bd DMF trong chan khong. Sau d6, phin cin duoc phan tach sdc ky cot st dung
metylen clorua:metanol (9:1, thé tich/thé tich) dé thu dwoc hop chét c6 cong thirc héa hoc I

dudi dang chét rin. Thyc hién két tinh lai néu can.

Qua trinh thye nghiém C

o Ox XH o O Xy
D)LNJ\% Y —Clhodc Br | x> ux
a~? A ' Mubivd co, DMF o NF NS
oivw/@ o 7
H

B sung lan lugt DMF (dimetylformamit, khoang 8 dén 10 thé tich hop chit ¢6 cong

thirc héa hoc II), hop chét halogen (khoang 1 dén 1,5 duong lwong), va muéi vé co (khoang 1
dén 2 duong lugng) vao hop chit c¢6 cong thirc hda hoc II, hdn hop thu dugc dé phan tng &
nhiét do 20~80°C trong thoi gian khoang 1 dén 24 gid. Sau khi phén Gng hoan thanh, san
phém duoc thu gom bang cach loc, sau do loai bd DMF trong chén khéng. Phan cin duogc
phan tach shc ky cdt str dung metylen clorua: metanol (9:1, thé tich/thé tich) dé thu duoc hop

chét c6 cdng thitc héa hoc I dudi dang chét rén. Thyc hién két tinh lai néu cén.

Qua4 trinh thue nghiém D

o © XH o X “y
N~ Y — OMs hodc OTs N~
H - » H
cl m Muébi v6 co, DMF ¢l Z
O ™N N

H H

B6 sung 1an lugt DMF (dimetylformamit, khoang 8 dén 10 thé tich hop chét c6 cong
thire héa hoc IT), hop chét sulfonat (khoang 1 dén 1,5 dwong lwong), va mudi v co (khodng 1
dén 2 duong hrong) vao hop chét co cong thirc hoa hoc II, hdn hop thu dugc dé phan img &
nhiét 9 20~80°C trong thoi gian khoang 1 dén 24 gid. Sau khi phan Ung hoan thanh, san

phim duoc thu gom bang céch loc, sau d6 loai bd DMF trong chan khéng. Phan cin duogc
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phén tach séc ky cot str dung metylen clorua: metanol (9:1, thé tich/thé tich) dé thu dugc hop

chét c6 cong thirc héa hoc I dudi dang chét ran. Thuc hién két tinh lai néu cin.

Cu thé hon, hop chit theo vi du 113, axit 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)-thiopropionic, c6 thé dugc didu ché theo qué trinh thuc nghiém A hoic

B nhu sau:
Qua trinh thue nghiém A

Trong 400 mL DMF (dimetylformamit), hoa tan 50 g (134,8 mmol) rebamipid & nhiét
do cao, va dung dich dugc d& ngudi dén nhiét do phong. Dung dich dugc khudy, cing véi
28,1 g (1,0 duong lugng, 134,8 mmol) DCC (dixyclohexylcarbodiimit) trong thoi gian 30
phut, va sau do, cing véi 16,0 g (1,0 duong luong, 134,8 mmol) NaSH (natri hydrosulfua) &
nhiét d6 phong trong thoi gian 15 gid. Sau khi phan tmg hoan thanh, hdn hgp phan tng duoc
bd sung v6i 800 mL nude, va sau d6 duge chiét ba 1in véi 800 mL etyl axetat. Pha hitu co
dugc 1am kho bang magie sulfat khan, loc va c6 dic. B& sung vao phan cin ¢b dic 800 mL
etyl axetat, sau d6 khudy & nhiét do phong. Két tiia tao ra duge loc, va sy kho dé thu dugce

hop chat néu & tiéu dé du6i dang chét rin mau vang nhat (42,0 g).
Qua trinh thue nghi€ém B

Trong 80 mL DMF (dimetylformamit), hoa tan 10 g (26,97 mmol) rebamipid & nhiét
d0 cao, va dung dich dugc lam lanh dén 0°C. Dung dich dugce tron véi 5,69 g (1,1 duong
luwong, 29,67 mmol) EDCI (1-etyl-3-(3-dimetylaminopropyl)carbodiimit HCI) va 13,6 g (3,0
duong lugng, 80,9 mmol) NayS (natri sulfua), sau d6 loai bo bé d4 truée khi khudy & nhiét do
phong trong thoi gian 3 gio. Khi phan img hoan thanh, hdn hgp phan tmg duge bd sung véi
160 mL nu6c, va sau d6 duge chiét ba 1an véi 160 mL etyl axetat. Pha hitu co duoc lim kho
v6i magie sulfat khan, loc va cd dic. B6 sung vao phan ciin cd dic 200 mL etyl axetat, sau d6

khudy & nhiét do phong. Két tiia tao ra duge loc, va sy kho dé thu duoc hop chét néu & tidu

-30-



19881
d& dudi dang cht rin mau vang nhat (6,5 g).

Trong khi d6, mudi cta tién dugc chét rebamipid theo sang ché c6 thé dugc didu ché
theo qu4 trinh thuc nghiém E duoc thiét 13p tir truée nhw dudi ddy, nhung khong chi giéi han

& cac axit nay.
Qua trinh thyc nghiém E

0

O X,
o X vy Y '
/©)L " Mubi hitu co hogic vo co /@/U\ N mudi axit
H . o H
cl (\ @ DMSO hogc DMF cl f\@
07 NN o~ ﬂ/

H
O (T

Hoa tan hop chit cong thirc héa hoc I vao dimetylsulfoxit hodc dimetylformamit
(khoang 3 dén 10 thé tich ctia hop chét c6 cong thire héa hoc I). Axit hitu co hodc axit vo co
(1 dwong lugng) dugc bd sung vao dung dich, va dugc khudy déu dé thu dugc hop chét c6

cong thirc héa hoc I1I 13 chét rén.

Hop chét c6 cong thire hoa hoc I theo séng ché c6 t 18 hdp thu vao co thé cao hon so
Vi rebamipid & trang thai tir do, c¢6 thé duoc hitu dung trong thuc t& thay cho rebamipid, dé
phong hodc chita bénh loét da day, viém da day cép tinh, viém da day man tinh, kho mt, ung
thu, thodi héa khép, viém khép dang thép, hoic béo phi. Vi céc bénh ndy di dugc biét dén
hodic dugc coi 14 c6 thé diéu tri hojc chita dugc v6i rebamipid, nén céc tién duoc chit
rebamipid theo sang ché c6 nhiéu kha ning diéu trj hiéu qua c4c bénh nay. Do d6, theo khia
canh khéc, sang ché d& xuit duoc phdm ding d& phong holic chita bénh loét da diy, viém da
day cap tinh, viém da diy man tinh, khd mat, ung thu, thoi héa khép, viém khép dang thip,
hodc béo phi, chira hop chit co cong thirc héa hoc I hodic mubi duoc dung ctia n6 1am hoat

chét.
Liéu ding hang ngdy c6 tic dung duoc Iy 1a khoang tir 0,5 mg/kg thé trong dén 100

-31-



19881

mg/kg thé trong, va t6t hon 14 tir khoang 1 mg/kg thé trong dén 30 mg/kg thé trong rebamipid
hodic mudi dugc dung ciia né. Tuy nhién, lidu ding c6 tic dung dugc 1y ¢6 thé thay dbi phu
thudc vao cac yéu t6 khac nhau bao gém muc dd nghiém trong cia bénh, tudi ciia bénh nhén,

trong hwong, didu kién sirc khoe, va gidi tinh, dudng ding thube va thoi gian ding thudc.

Béng thoi, duogc phém theo séng ché c6 thé con chira chit phu gia dugc dung. Thuat
ngit “dugc dung”, nhur duge sir dung & ddy, dé cap dén tinh twong hop sinh 1y va khong gy
ra rdi loan tiéu hoa, phan tng di tmg nhu hoa mét, chong mét, hodc cac phan ing tuong tu
sau khi ding thubc & nguoi. Chit phu gia c6 thé 13 mot trong s6 chat mang, ta dugc, va chit
pha loang, ti€u bidu 14 lactoza, dextroza, sucroza, sorbitol, manitol, xylitol, erythritol, maltitol,
tinh bdt, gbm acacia, alginat, gelatin, canxi phosphat, canxi silicat, xenluloza, metyl
xenluloza, polyvinylpyrolidon, nuéc, metylhydroxybenzoat, propylhydroxybenzoat, d4 tan,
magie stearat, va dau khoang. Chét don, chit chéng dong tu, cht bbi tron, cht gitr Am, chét
tao hurong, chit nhii héa, va chit bao quan c6 thé duge sir dung trong dugc phim theo sang

ché.

Ngoai ra, dugc pham theo sang ché c6 thé duge bao ché thanh dugc phém thich hop dé
st dung d¢ giai phéng hoat chit theo cach tirc thor, kéo dai hoiic tri hodn. Dugc phdm c6 thé &
dang bot, hat, vién nén, nhil twong, sird, khi dung, vién nang mém hodc vién nang glatin

ctg, duge phim tiém vé tring, hodc bot vo trung.

Dugc phdm theo sang ché c6 thé dwoc chi dinh dung qua nhiéu dudng khic nhau, bao
gdm dudng miéng, hip thu qua da, dit dudi da, tiém tinh mach, va tiém bép. Liéu ding cia
hoat cht c¢6 thé duoc x4c dinh phu thudc vio céc yéu tb khac nhau nhu dudng ding thudc,
tudi cia bénh nhén, gi6i tinh va thé trong, mirc 4o nghiém trong cta bénh cin diéu tr, v.v..
Dugc phdm theo sang ché c6 thé duge chi dinh ding két hop véi hop chat da biét & phong

hodc diéu tri bénh lién quan.

Vi du thuc hién sing ché
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Séang ché s& duoc md tA mot cach chi tiét hon thong qua cac vi du sau ddy chi v6i muc

dich minh hoa ma khéng 1am gidi han sang ché.

Vi du 1: Didu ché metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)

propionat

o OO~
N
H
cl &
07N

Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,36 g (1,5 dwong
luong, 0,40 mmol) metyl iodua dugc thuc hién phan g dé thu dugc hop chét néu & tiéu @&

dudi dang chit rin mau tring (0,8 g).

'H NMR (400MHz, DMSO-de): 5 11,69(s, 1H), 9,06(d, 1H), 7,83(t, 3H), 7,55(d, 2H),
7,31(d, 1H), 7,24(dd, 1H), 6,44(s, 1H), 4,79(m, 1H), 3,69(s, 3H), 3,47(dd, 1H), 3,27(q, 1H).

Vi du 2: Diéu ché etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat

o OO

O0” °N
H

Iz

Theo qué trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,62 g (1,5 duong
luong, 4,03 mmol) iodoetan dugc thuc hién phan tmg dé thu duoc hop chit néu & tidu @&

dudi dang chat rin mau tring (1,0 2).

'"HNMR (400MHz, DMSO-dq): 8 11,70(s, 1H), 9,04(d, 1H), 7,82(m, 3H), 7,55(d, 2H),
7,52(t, 1H), 7,31(d, 1H), 7,24(t, 1H), 6,45(s, 1H), 4,76(m, 1H), 4,12(q, 2H), 3,44(dd, 1H),
3,28(q, 1H), 1,17(t, 3H).
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Vi du 3: Piéu ché 3-metylbutyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

N
H
cl =

O~ °N

yl)propionat

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,60 g (1,5 dwong
luong, 4,03 mmol) 1-bromo-3-metylbutan dugc thuc hién phén tng dé thu duge hop chét

néu & tidu dé dudi dang chét rin mau tring (0,7 g).

'H NMR (700MHz, DMSO-ds): § 11,70(s, 1H), 9,04(d, 1H), 7,84-7,80(m, 3H), 7,58-
7,50(m, 2H), 7,50(t, 1H), 7,32(dd, 1H), 7,24-7,21(m, 1H), 6,44(s, 1H), 4,77-4,74(m, 1H),
4,09(t, 2H), 3,43(dd, 1H), 3,29(q, 1H), 1,57-1,53(m, 1H), 1,43-1,40(m, 2H), 0,83(q, 6H).

Vi du 4: Diéu ché hexyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat

Theo qua trinh thue nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,66 g (1,5 duong
luong, 4,03 mmol) 1-bromohexan dugc thuc hién phén tmg dé thu dugc hop chit néu & tiéu

& dudi dang chit rin mau tring (1,1 g).

'H NMR (400MHz, DMSO-dg): 8 11,70(s, 1H), 9,07(d, 1H), 7,82(q, 3H), 7,56(d, 2H),
7,52(t, 1H), 7,31(d, 1H), 7,23(t, 1H), 6,44(s, 1H), 4,75(m, 1H), 4,06(t, 2H), 3,43(dd, 1H),
3,29(q, 1H), 1,51(t, 3H), 1,19(br-s, 6H), 0,81(t, 3H).

Vi du 5: Pidu ché 2-bromoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

-34-



19881

yD)propionat

Theo qua trinh thuc nghiém A, 1,0 g (2,69 mmol) rebamipid va 0,33 g (1,0 duong
lwgng, 2,69 mmol) 2-bromoetanol dugc thye hién phan Gng dé thu dugc hop chit néu & tiéu

d& dudi dang chit rin mau tring (0.4 g).

'H NMR (400MHz, DMSO-de): 8 11,67(s, 1H), 9,11(d, 1H), 8,03(d, 1H), 7,85(m, 3H),
7,74(d, 1H), 7,55(m, 4H), 7,44(m, 1H), 7,31(d, 1H), 7,24(t, 1H), 647(s, 1H), 4,83(m, 3H),
4,52(m, 2H), 3,43(dd, 1H), 3,33(m, 1H).

Vi du 6: Didu ché 2-hydroxyetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat

o (0] O\/\OH

N
H
Cl =

O~ °N
H

Theo qua trinh thye nghi¢m C, 1,0 g (2,69 mmol) rebamipid va 0,50 g (1,5 dwong
lugng, 4,03 mmol) 2-bromoetanol dugc thyc hién phan tmg d thu duoc hop chét néu & tidu

d& dusi dang chét rin mau tréng (0,7 g).

'HNMR (700MHz, DMSO-de): 8 11,68(s, 1H), 9,03(d, 1H), 7,85-7,82(m, 3H), 7,57(s,
1H), 7,56(s, 1H), 7,52(t, 1H), 7,31(d, 1H), 7,24(t, 1H), 6.45(s, 1H), 4,88(t, 1H), 4,16-4,11(m,
2H), 3,61-3,58(m, 2H), 3,51(dd, 1H), 3,26(q, 1H).

Vi du 7: Piéu ché metoxymetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
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yl)propionat

OO O\/

N
H
Cl =

o)

~

N
H

Theo qua trinh thue nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,32 g (1,5 duong
lugng, 4,03 mmol) clometyl metyl ete dugc thyc hién phan (g dé thu dwoc hop chét néu &

tiéu d& dudi dang chit rin mau tring (0,6 g).

'H NMR (400MHz, DMSO-dg): & 11,70(s, 1H), 9,11(d, 1H), 7,83(br-s, 3H), 7,59-
7,51(m, 3H), 7,32(d, 1H), 7,25(t, 1H), 6,47(s, 1H), 5,29(s, 2H), 4,80(m, 1H), 3,56-3,49(m,
SH).

Vi du 8: Pidu ché 2-metoxyetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yD)propionat

0 OO0

N
H
Cl =

O~ °N
H

Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,38g (1,5 duong
luong, 4,03 mmol) 2-cloetyl metyl ete dugc thyc hién phan tmg dé thu dugc hop chit néu &

tiéu @& dusi dang chét réin mau tring (1,0 g).

'H NMR (400MHz, DMSO-ds): § 11,70(s, 1H), 9,07(d, 1H), 7,82(t, 3H), 7,56(d, 2H),
7,52(t, 1H), 7,32(d, 1H), 7,24(t, 1H), 6,45(s, 1H), 4,76(m, 1H), 4,21(m, 2H), 3,56-3,49(m,
2H), 3,43(dd, 1H), 3,29(q, 1H), 3,24(s, 3H).

Vi du 9: Pidu ché 2-vinyloxyetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
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yl)propionat

Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,43 g (1,5 duong
luong, 4,03 mmol) 2-cloetyl vinyl ete dugc thuc hién phan vmg dé thu dugc hop chét néu &

tiéu d& duéi dang chét rin mau tréing (0,7 g).

'HNMR (400MHz, DMSO-ds): & 11,69(s, 1H), 9,07(d, 1H), 7,84-7,81(m, 3H), 7,57(t,
1H), 7,56(t, 1H), 7,52(m, 1H), 7,31(dd, 1H), 7,21(m, 1H), 6,49(q, 1H), 6,45(s, 1H), 4,78(m,
1H), 4,36-4,27(m, 2H), 4,19(dd, 1H), 3,97(dd, 1H), 3,94-3,84(m, 2H), 3,45(dd, 1H), 3,28(q,
1H).

Vi dy 10: Pidu ché 2-axetoxyetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat

0
o0 o\/\o)l\

N
H
Cl =

0~ °N
H

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,49 g (1,5 duong
lwong, 4,03 mmol) 2-cloetyl axetat duoc thuc hién phén tmg dé thu dugc hop chit néu & ticu

& dudi dang chét rin mau tring (0,8 g).

'"HNMR (400MHz, DMSO-ds): § 11,70(s, 1H), 9,07(d, 1H), 7,82(t, 3H), 7,56(d, 2H),
7.52(t, 1H), 7,32(d, 1H), 7,24(t, 1H), 6,46(s, 1H), 4,76(m, 1H), 4,36-4,29(m, 2H), 422-
4,18(m, 2H), 3,45(dd, 1H), 3,28(q, 1H), 1,99(s, 3H).
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Vi du 11: Diéu ché 2-metylsulfanyletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

o O O\/\S/

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 044 g (1,5 duong
lugng, 4,03 mmol) 2-cloetyl metyl sulfua dugc thuc hién phan g dé thu duoc hop chét néu

& tiéu @& dudi dang cht rén mau tring (0,7 g).

'H NMR (400MHz, DMSO-de): 8 11,70(s, 1H), 9,06(d, 1E), 7,84(t, 3H), 7,56(d, 2H),
7,52(t, 1H), 7,31(d, 1H), 7,24(t, 1H), 6,46(s, 1H), 4,78(m, 1H), 4,25(m, 2H), 3,48(dd, 1H),
3,29(q, 1H), 2,72(t, 2H), 2,07(s, 3H).

Vi du 12: Didu ché 2-phenylsulfanyletyl ~ 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

OO 0\/\3/( j
N
H
Cl =

O~ °N
H

Theo qua trinh thye nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,69 g (1,5 duong
luong, 4,03 mmol) 2-cloetyl phenyl sulfua duoc thuc hién phén Gmg dé thu dugc hop chét néu

& tiéu dé dudi dang chét rén mau tréng (0.9 g).

'H NMR (400MHz, DMSO-dg): § 11,71(s, 1H), 9,06(d, 1H), 7,82(t, 3H), 7,58(d, 2H),
7,52, 1H), 7,39-7,30m, SH), 7,25-7,18(m, 2H), 6,45(s, 1H), 4,75(m, 1H), 4,25(m, 2H),
3,43(dd, 1H), 3,29-3,22(m, 3H).
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Vi du 13: Didu ché 2-metylaminoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-

4-yl)propionat

Theo quéa trinh thyc nghiém B, 1,0 g (2,69 mmol) rebamipid va 0,24 g (1,2 duong
lugng, 3,23 mmol) (2-metylamino)etanol dugc thuc hién phan tmg dé thu dugc hop chét néu

& tiéu d& duéi dang cht rin mau tréng (0,4 g).

"H NMR (400MHz, DMSO-ds): & 11,61(s, 1H), 8,84(d, 1H), 8,17(q, 1H), 7,91(d, 1H),
7,86(d, 2H), 7,55(d, 2H), 7,48(t, 1H), 7,30(d, 1H), 7,23(m, 1H), 6,46(s, 1H), 4,79(m, 1H),
3,44(dd, 1H), 3,14(q, 1H), 2,90(d, 3H).

Vi du 14: Didu ché 2-dimetylaminoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

o (0} o\/\'l‘l/

N
H
Cl =

O~ °N

Theo qué trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,57 g (1,5 duong
lugng, 4,03 mmol) (2-dimetylamino)etylclorua HCI dugc thuc hién phan tmg dé thu dugc

hop chat néu & tiéu dé dui dang chit rin mau tréng (0,7 g).

'H NMR (400MHz, DMSO-de): & 11,61(s, 1H), 9,06(d, 1H), 7,83(m, 3H), 7,56(d, 2H),
7,52(t, 1H), 7,32(d, 1H), 7,23(t, 1H), 6,46(s, 1H), 4,76(m, 1H), 4,15(m, 2H), 3,45(dd, 1H),
3,28(q, 1H), 2,43(m, 2H), 2,13(s, 6H).
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Vi du 15: Piéu ché 2-dimetylamino-1-metyl-etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

N

H
Cl =
O~ 'N
H

Theo qua trinh thye nghiém B, 1,0 g (2,69 mmol) rebamipid va 0,33 g (1,2 duong

dihydroquinolin-4-yl)propionat

luong, 3,23 mmol) 1-dimetylamino-2-propanol dwgc thuc hién phan tmg dé thu duoc hop

chét néu & tiéu @& dudi dang chit rin mau trfing (0,7 2).

"H NMR (400MHz, DMSO-de): & 11,69(s, 1H), 9,05(d, 1H), 7,83(m, 3H), 7,56(m,
2H), 7,52(t, 1H), 7,32(d, 1H), 7,22(m, 1H), 6,46(t, 1H), 4,77(m, 1H), 4,18(m, 1H), 3,94(m,
1H), 3,46(dd, 1H), 3,30(m, 1H), 2,75(m, 1H), 2,15(dd, 6H), 1,16(m, 1H), 0,89(q, 2H).

Vi du 16: Diéu ché 2-dietylaminoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-

4-yl)propionat

Theo qué trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,69 g (1,5 duong
luong, 4,03 mmol) 2-(dietylamino)etyl clorua HCI dugc thuc hién phan ung dé thu dugc hop

chét néu & tidu @& dudi dang chét rin mau tring (0,6 ).

'HNMR (400MHz, DMSO-de): 8 11,68(s, 1H), 9,03(d, 1H), 7,83(t, 3H), 7,56(d, 2H),
7,50(t, 1H), 7,32(d, 1H), 7,23(t, 1H), 6,46(s, 1H), 4,78(m, 1H), 4,11(m, 2H), 3,49(dd, 1H),
3,28(m, 1H), 2,60(m, 2H), 2,48(q, 4H), 0,90(t, 6H).
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Vi du 17: Bidu ché 2-diisopropylaminoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

Theo qué trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,80 g (1,5 duong
luong, 4,03 mmol) 2-(diisopropylamino)etyl clorua HCl duge thuc hién phan tng dé thu

dugc hop chit néu & tiéu d& du6i dang chét rén mau tring (0,6 g).

'H NMR (400MHz, DMSO-de): 5 11,69(s, 1H), 9,02(d, 1H), 7,83(t, 3H), 7,56(d, 2H),
7,51(t, 1H), 7,32(d, 1H), 7,23(t, 1H), 6,45(s, 1H), 4,80(m, 1H), 3,98(m, 2H), 3,46(dd, 1H),
3,27(m, 1H), 2,93(m, 2H), 2,55(t, 2H), 0,93(s, 6H), 0,91(s, 6H).

Vi du 18: Didu ché 3-dimetylaminopropyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat

Theo qua trinh thuc nghiém B, 1,0 g (2,69 mmol) rebamipid va 0,33 g (1,2 duong
luong, 3,23 mmol) 3-dimetylamino-1-propanol dugc thyc hién phan tng d& thu duge hop

chét néu & tiéu d& dusi dang chit rén mau trng (0,5 g).

'H NMR (400MHz, DMSO-dg): 5 11,69(s, 1H), 9,03(d, 1H), 7,83(m, 3H), 7,54(m,
3H), 7,32(d, 1H), 7,23(m, 1H), 6,45(s, 1H), 4,76(m, 1H), 4,09(m, 1H), 3,46(dd, 1H), 3,30(m,
1H), 2,16(t, 2H), 2,06(s, 6H), 1,66(m, 2H).
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Vi du 19: Pidu ché 2-(metyl phenyl amino)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

o (o) O\/\'l\l/i j
N
H
(@] =
0~ °N
H

Theo qua trinh thyc nghiém B, 1,0 g (2,69 mmol) rebamipid va 0,49 g (1,2 duong

dihydroquinolin-4-yl)propionat

lugng, 3,23 mmol) 2-(metylphenylamino)etanol dugc thuc hién phan tmg dé thu dugc hop

chét néu & tidu dé dudi dang chét rin mau tring (0,5 g).

'H NMR (400MHz, DMSO-ds): & 11,70(s, 1H), 9,03(d, 1H), 7,80(d, 2H), 7,73(d, 1H),
7,55(d, 2H), 7,51(t, 1H), 7,30(d, 1H), 7,21(t, 1H), 7,13(t, 2H), 6,70(d, 2H), 6,59(t, 1H), 6,43,
1H), 4,76(m, 1H), 4,25(m, 2H), 3,66-3,54(m, 2H), 3,38(dd, 1H), 3,20(q, 1H), 2,87(s, 3H).

Vi du 20: Diéu ché 2-(benzyl etyl amino)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

23

dihydroquinolin-4-yl)propionat

=

(0)

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,61 g (1,5 dwong
lugng, 4,03 mmol) 2-(benzyl etylamino)etyl clorua HCI dugc thuc hién phan tmg dé thu

dugc hop chét néu & tidu dé dudi dang chét rin mau tring (0,5 g).

'HNMR (700MHz, DMSO-dq): & 11,71(s, 1H), 9,05(d, 1H), 7,83(d, 2H), 7,79(d, 1H),
7,55(d, 2H), 7,51(t, 1H), 7,33(d, 1H), 7,27-7,24(m, 4H), 7,20(q, 2H), 6,47(s, 1H), 4,83
4,79(m, 1H), 4,22-4,14(m, 2H), 3,56(s, 2H), 3,46(dd, 1H), 3,28(q, 1H), 2,69-2,64(m, 2H),
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2,51-2,43(m, 2H), 0,92(t, 3H).

Vi du 21: Pidu ché 2-(benzoxazol-2-ylmetyl amino)etyl 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)propionat

o ¥

0 OOy

|
N
H
cl Z

O~ °N
H

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,85 g (1,5 dwong
luong, 4,03 mmol) benzoxazol-2-yl-(2-cloetyl)metyl amin dugc thuc hién phan tng dé thu

dugc hop chit néu & tidu dé dudi dang chit rin mau tring (0,5 g).

'H NMR (400MHz, DMSO-dg): & 11,64(s, 1H), 8,99(d, 1H), 7,96(s, 1H), 7,75(d, 2H),
7,63(d, 1H), 7,50(d, 2H), 7.46(t, 1H), 7,33(d, 1H), 7,27(d, 1H), 7,22(d, 1H), 7,09(t, 1H),
6,95(t, 1H), 6,38(s, 1H), 4,75(m, 1H), 4,41(m, 2H), 3,83(m, 2H), 3,38(dd, 1H), 3,17(dd, 1H),
3,14(s, 3H).

Vi dy 22: Diéu ché 2-benzoylaminoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

(0]
o (0] O\/\N
H
N
H
Cl =
N
H

dihydroquinolin-4-yl)propionat

(o)

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,74 g (1,5 duong
lugng, 4,03 mmol) 2-cloetyl benzamit dugc thyc hién phan tmg dé thu dugc hop chét néu &

tiéu dé dudi dang chét rin mau tring (0,4 2).
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'H NMR (400MHz, DMSO-ds):  11,68(s, 1H), 8,67(d, 1H), 8,64(t, 1H), 7,84-7,77(m,
5H), 7,54-7,43(m, 6H), 7,29(d, 1H), 7,13(t, 1H), 6,43(s, 1H), 4,80(m, 1H), 4,38(m, 1H),
4,23(m, 1H), 3,61-3,50(m, 3H), 3,21(q, 1H).

Vi du 23: Diéu ché alyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat

o) o O\/\
N
H
Cl =
O~ 'N
H

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 048 g (1,5 duong
lrong, 4,03 mmol) alylbromua dugc thuc hién phan tmg dé thu dugc hop chét néu & tiéu dé

duéi dang chit rin mau tring (0,7 2).

"HNMR (400MHz, DMSO-dg): 5 11,68(s, 1H), 9,06(d, 1H), 7,84-7,81(m, 3H), 7,55(d,
2H), 7,51(t, 1H), 7,31(d, 1H), 7,23(t, 1H), 6,45(s, 1H), 5,94-5,84(m, 1H), 5,32-5,27(m, 1H),
5,22-5,19(dd, 1H), 4,85-4,80(m, 1H), 4,63-4,62(m, 2H), 3,47(dd, 1H), 3,30(q, 1H).

Vi du 24: Didu ché but-2-enyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat

Theo qua trinh thyc nghi¢m C, 1,0 g (2,69 mmol) rebamipid va 0,36 g (1,5 duong
luong, 4,03 mmol) 1-clo-2-buten duge thyc hién phén tng dé thu duoc hop chét néu & tiéu d&

duéi dang chat rin mau tring (0,6 2).
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'H NMR (400MHz, DMSO-de): § 11,66(s, 1H), 9,02(d, 1H), 7,84-7,80(m, 3H), 7,57(t,
1H), 7,55(t, 1H), 7,53-7,49(m, 1H), 7,31(dd, 1H), 7,25-7,21(m, 1H), 643(s, 1H), 5,78-
5,71(m, 1H), 5,55-5,48(m,1H), 4,83-4,66(m, 1H), 4,54(d, 2H), 3,43(dd, 1H), 3,29(q, 1H),
1,65(t, 3H).

Vi du 25: Piéu ché 3-metylbut-2-enyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-

4-yl)propionat

Theo qu4 trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 042 g (1,5 dwong
lugng, 4,03 mmol) 1-clo-3-metyl-2-buten dwgc thuc hién phan tmg dé thu dugce hop chit néu

& tiéu d& dudi dang chit rin mau tring (0,7 g).

'HNMR (700MHz, DMSO-ds): 8 11,66(s, 1H), 9,00(d, 1H), 7,84-7,82(m, 2H), 7,79(d,
1H), 7,52-7,50(m, 2H), 7,49-7,46(m, 1H), 7,31(dd, 1H), 7,22-7,20(m, 1H), 6,44(s, 1H), 5,26-
5,25(m, 1H), 4,80-4,77(m, 1H), 4,60-4,59(m, 2H), 3,42(dd, 1H), 3,27(q, 1H), 1,71(s, 3H),
1,65(s, 3H).

Vi du 26: Diéu ché 3-prop-2-ynyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat
Z
0 OO0 F
fon
H
cl Z
0“ N

H

Theo qué trinh thyc nghiém D, 1,0 g (2,69 mmol) rebamipid va 0,84 g (1,5 dwong

luong, 4,03 mmol) propargyl tosylat dugc thuc hién phan tmg dé thu dugc hop chét néu &
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tiéu d& dudi dang chit rin mau trang (0,7 g).

I'H NMR (700MHz, DMSO-dq): § 11,66(s, 1H), 9,07(d, 1H), 7,84-7,80(m, 3H), 7,57,
1H), 7,55(s, 1H), 7,51(t, 1H), 7,31(d, 1H), 7,23(t, 1H), 6,45(s, 1H), 4,81-4,76(m, 2H), 3,50-
43(m, 1H), 3,32-3,26(m, 3H).

Vi du 27: Didu ché 2-oxopropyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat

Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,37 g (1,5 duong
lugng, 4,03 mmol) cloaxeton dugce thuc hién phan Umg dé thu dugc hop chit néu & tiéu dé

du6i dang chét rén mau tring (1,0 g).

'H NMR (700MHz, DMSO-dq):  11,69(s, 1H), 9,11(d, 1H), 7,84(t, 1H), 7,83(t, 1H),
7,81(d, 1H), 7,57, 1H), 7,56(t, 1H), 7,53-7,51(m, 1H), 7,32(dd, 1H), 7,26-7,24(m, 1H),
6,50(s, 1H), 4,95-4,86(m, 3H), 3,58(dd, 1H), 3,31(q, 1H), 2,15(s, 3H).

Vi du 28: Piéu ché 2-oxobutyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat

Theo qué trinh thye nghiém C, 1,0 g (2,69 mmol) rebamipid va 043 g (1,5 duong
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luwong, 4,03 mmol) 1-clo-2-butanon dugce thuc hién phan g dé thu duoc hop chit néu & tiéu

d& duéi dang chét rin mau tring (1,0 g).

'H NMR (400MHz, DMSO-ds): 8 11,68(s, 1H), 9,08(d, 1H), 7,82(t, 3H), 7,57(s, 1H),
7,55(s, 1H), 7,52(t, 1H), 7,32(d, 1H), 7,25(t, 1H), 6,50(s, 1H), 4,97-4,85(m, 3H), 3,58(dd,
1H), 3,31(q, 1H), 2,47(q, 2H), 0,96(t, 3H).

Vi du 29: Pidu ché xyclopentyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionat

Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,42 g (1,5 duong
lugng, 4,03 mmol) cloxyclopentan dugc thyc hién phén tmg dé thu dugc hop chit néu & tidu

& dudi dang cht rin mau tring (0,3g).

'H NMR (700MHz, DMSO-dq): & 11,70(s, 1H), 9,02(d, 1H), 7,83(d, 2H), 7,81(d, 1H),
7,57(d, 2H), 7,52(t, 1H), 7,32(d, 1H), 7,24(t, 1H), 6,44(s, 1H), 5,11-5,10(m, 1H), 4,71-
4,68(m, 1H), 3,40(dd, 1H), 3,29(q, 1H), 1,81-1,74(m, 2H), 1,65-1,62(m, 1H), 1,58-1,55(m,
SH).

Vi du 30: Piéu ché xyclohexyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDpropionat

Q0
N
H
Cl =
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Theo qué trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,47 g (1,5 duong
lugng, 4,03 mmol) cloxyclohexan dugc thuc hi€n phan g dé thu duoc hop chit néu & tiéu

d& dudi dang chét rin mau tring (0,9 g).

'H NMR (400MHz, DMSO-ds): 5 11,68(s, 1H), 9,01(d, 1H), 7,85-7,81(m, 3H), 7,58(t,
1H), 7,55(t, 1H), 7,53-7,49(m, 1H), 7,31(dd, 1H), 7,25-7,21(m, 1H), 6,44(s, 1H), 4,75-
4,70(m, 1H), 3,45-3,37(m, 2H), 3,28(q, 1H), 1,75-1,56(m, 4H), 1,44-1,27(m, 6H).

Vi du 31: Piéu ché xyclopropylmetyl 2-(4-clobenzoylamino)-3-(2-oxo- 1,2-dihydroquinolin-

4-yl)propionat

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,36 g (1,5 duong
lugng, 4,03 mmol) (clometyl)xyclopropan dugc thuc hién phan tng @ thu duoc hop chét

néu & tiéu dé du6i dang chét rin mau tring (0,8g).

'H NMR (400MHz, DMSO-dg): & 11,70(s, 1H), 9,06(d, 1H), 7,86-7,80(m, 3H), 7,58,
1H), 7,56(s, 1H), 7,52(t, H), 7,32(d, TH), 7,24(t, 1H), 6,45(s, 1H), 4,78(m, 1H), 3,93(d, 2H),
3,44(dd, 1H), 3,28(g, 1H), 1,10-1,01(m, 1H), 0,51-0,45(m, 2H), 0,29-0,23(m, 2H).

Vi du 32: Piéu ché xyclobutylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat

oo AT

N
H
Cl =

O~ °N
H
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Theo qua trinh thyc nghiém A, 1,0 g (2,69 mmol) rebamipid va 0,28 g (1,2 duong
luong, 3,23 mmol) xyclobutanmetanol dugc thyc hién phan tmg dé thu dugc hop chit néu &

tiéu d& dudi dang chét rin mau tring (0,5 ).

'H NMR (700MHz, DMSO-dg): & 11,70(s, 1H), 9,06(d, 1H), 7,84(t, 1H), 7,82(t, 1H),
781(d, 1H), 7,57(t, 1H), 7,56(t, 1H), 7,53-7,50(m, 1H), 7,321(dd, 1H), 7,24-7.22(m, 1H),
6,45(s, 1H), 4,77-4,75(m, 1H), 4,05-4,02(m, 2H), 3,44(dd, 1H), 3,30(q, 1H), 2,55-2,51(m,
1H), 1,94-1,90(m, 2H), 1,83-1,79(m, 1H), 1,75-1,69(m, 3H).

Vi du 33: Diéu ché xyclohexylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionat

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,37 g (1,2 duong
lugng, 3,23 mmol) xyclohexanmetanol dugc thuc hién phan tng dé thu duoc hop chit néu &

tiéu d& duéi dang cht rin mau tréing (0,7 g).

'H NMR (700MHz, DMSO-ds): § 11,70(s, 1H), 9,05(d, 1H), 7,84(t, 1H), 7,83(t, 1H),
7,81(d, 1H), 7,58(t, 1H), 7,56(t, 1H), 7,53-7,50(m, 1H), 7,32(dd, 1H), 7,24-7,22(m, 1H),
6,44(s, 1H), 4,79-4,76(m, 1H), 3,87(d, 2H), 3,42(dd, 1H), 3,31(q, 1H), 1,63-1,55(m, 5H),
1,50-1,49(m, 1H), 1,18-1,12(m, 2H), 1,07-1,03(m, 1H), 0,89-0,85(m, 2H).

Vi du 34: DPidu ché xyclopent-3-enylmetyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat
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Theo qu4 trinh thuc nghiém D, 1,0 g (2,69 mmol) rebamipid va 1,02 g (1,5 duong
hrong, 4,03 mmol) (xyclopent-3-enyl)metyl tosylat duge thuc hién phan tmg dé thu dugc hop

chét néu & tiéu d& dudi dang chit rin mau tring (0,82).

'"H NMR (700MHz, DMSO-de): & 11,70(s, 1H), 9,05(d, 1H), 7,84(t, 1H), 7,82(t, 1H),
7,80(d, 1H), 7,58(t, 1H), 7,56(t, 1H), 7,53-7,50(m, 1H), 7,32(dd, 1H), 7,25-7,22(m, 1H),
6,44(s, 1H), 5,64(s, 2H), 4,77-4,73(m, 1H), 4,02-3,97(m, 2H), 3,44(dd, 1H), 3,29(q, 1H),
2,53-2,51(m, 1H), 2,39-2,35(m, 2H), 2,05-2,01(m, 2H).

Vi du 35: Didu ché oxiranylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat
0.0 0
0 \/<|
jon
H
cl =
07N
H

Theo qué trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,37 g (1,5 duong
lugng, 4,03 mmol) 2-(clometyl)oxiran dugc thyc hién phan tng dé thu dwoc hop chét néu &

tiéu d& dudi dang chit rin mau tring (0,5 g).

'H NMR (400MHz, DMSO-ds): 5 11,70(s, 1H), 9,09(d, 1F), 7,81(m, 3H), 7,57(s, 1H),
7,56(d, 1H), 7,52(t, 1H), 7,31(d, 1H), 7,22(t, 1H), 6,44(s, 1H), 5,09(m, 1H), 4,80(m, 1H),
4,60(t, LH), 4,47-4,31(m, 3H), 4,22-4,18(m, 2H), 3,47(dd, 1H), 3,28(q, 1H).

Vi du 36: Diéu ché 3-metyloxetan-3-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
-50-



19881

(0]
0.0
o)

N

H
Cl =
O~ °N
H

Theo qua trinh thuc nghiém D, 1,0 g (2,69 mmol) rebamipid va 0,72 g (1,5 duong

dihydroquinolin-4-yl)propionat

lugng, 4,03 mmol) 3-metyl-3-oxetanmetyl metansulfonat dugc thyc hién phan ing dé thu

dugc hop chit néu & tiéu dé dudi dang chit rin mau tréng (0,5 g).

'H NMR (400MHz, DMSO-ds): 8 11,70(s, 1H), 9,08(d, 1H), 7,82(d, 3H), 7,58-7,50(m,
3H), 7,32(d, 1H), 7,23(t, 1H), 6,45(s, 1H), 4,78(m, 1H), 4,36(t, 2ED), 4,21(t, 4H), 3,48(dd, 1H),
3,36-3,30(m, 1H).

Vi dy 37: Piéu ché 2-(1-metylpyrolidin-2-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

Theo qu4 trinh thyc nghiém D, 1,0 g (2,69 mmol) rebamipid va 0,83 g (1,5 dwong
lugng, 4,03 mmol) 1-metyl-2-pyrolidin etylmetansulfonat dugc thuc hién phan tng dé thu

durge hop chét néu & tiéu @& dui dang chat ran mau tring (0,7 2).

'H NMR (400MHz, DMSO-dg):  11,69(s, 1H), 9,04(d, 1H), 7,83(t, 3H), 7,58(s, 1H),
7,56(s, 1H), 7,52(t, 1H), 7,32(d, 1H), 7,24(m, 1H), 6,44(s, 1H), 4,95(m, 1H), 4,70(m, 1H),
3,41(dd, 1H), 3,30(m, 2H), 2,51-2,36(m, 3H), 2,20(s, 3H), 1,99-1,81(m, 2H), 1,70-1,51(m,

4H).
-51-



19881

Vi du 38 Didu ché 2-pyrolidin-1-yl-etyl 2-(4-clobenzoylamino)-3-(2-0x0-1,2-

N

H
Cl =
O~ °N
H

Theo qué trinh thuc nghiém D, 1,0 g (2,69 mmol) rebamipid va 0,78 g (1,5 duong

dihydroquinolin-4-yl)propionat

lugng, 4,03 mmol) 2-pyrolidin etylmetansulfonat duoc thurc hién phan tmg d thu dugc hop

chét néu & tiéu dé& dudi dang chit rin mau tring (0,7 g).

'H NMR (400MHz, DMSO-de): & 11,69(s, 1H), 9,04(d, 1H), 7,83(t, 3H), 7,57(s, 1H),
7,55(s, 1H), 7,50(t, 1H), 7,32(d, 1H), 7,23(m, 1H), 6,46(s, 1H), 4,78(m, 1H), 4,18(m, 2H),
3,46(dd, 1H), 3,30(m, 2H), 2,60(m, 1H), 2,41(d, 4H), 1,59(m, 4H).

Vi du 39: Piu ché tetrahydrofuran-2-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

Iz

Negp

Theo qué trinh thye nghi¢m C, 1,0 g (2,69 mmol) rebamipid va 0,48 g (1,5 dwong
lugng, 4,03 mmol) 2-(clometyl)tetrahydrofuran dugc thuc hién phan tmg @ thu dwgc hop

chit néu & tiéu d& dudi dang chét rin mau tring (0,8g).

'HNMR (400MHz, DMSO-de): § 11,70(s, 1H), 9,06(d, 1H), 7,85-7,81(m, 3H), 7,58(s,
1H), 7,56(s, 1H), 7,52(t, 1H), 7,32(d, 1H), 7,23(t, 1H), 6,46(s, 1H), 4,79(m, 1H), 4,12-3,98(m,

32H), 3,72-3,58(m, 2H), 3,45(dd, 1H), 3,32(q, 1H), 1,93-1,78(m, 1H), 1,77-1,72(m, 2H),
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1,61-1,49(m, 1H).

Vi du 40: Piéu ché [1,3]dioxolan-2-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

>
o O O g
N
H
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Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,49 g (1,5 duong
luong, 4,03 mmol) 2-clometyl-1,3-dioxolan duge thuc hién phan tmg dé thu dugc hop chét

néu & tiéu d& dudi dang chit rin mau tring (0,5 g).

'H NMR (700MHz, DMSO-de):  11,68(s, 1H), 9,06(d, 1H), 7,84-7,82(m, 2H), 7,79(d,
1H), 7,53-7,51(m, 2H), 7,50-7,47(m, 1H), 7,32(d, 1H), 7,23-7,21(m, 1H), 6,46(s, 1H), 5,07(t,
1H), 4,83-4,80(m, 1H), 4,17-4,10(m, 2H), 3,90-3,87(m, 2H), 3,84-3,80(m, 2H), 3,44(dd, 1H),
3,29(q, 1H).

Vi du 41: Piéu ché 2-[1,3]-dioxolan-2-yletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

OO (o) (o)
foa
H
Cl =
(0) N
H

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,73 g (1,5 duong
lugng, 4,03 mmol) 2-(2-bromoetyl)-1,3-dioxolan dugc thyc hién phan tmg dé thu duoc hop

chét néu & tiéu d& dudi dang chét rin mau tréng (0,6 g).

'HNMR (400MHz, DMSO-ds): 8 11,70(s, 1H), 9,04(d, 1H), 7,82(d, 3H), 7,56(d, 2H),
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7,52(t, 1H), 7,31(d, 1H), 7,24(t, 1H), 6,45(s, 1H), 4,83(t, 1H), 4,76(m, 1H), 4,19(m, 2H),
3,89-3,86(m, 2H), 3,76-3,72(m, 2H), 3,47(dd, 1H), 3,26(q, 1H), 1,88(q, 2H).

Vi du 42: Piéu ché 1-metylpiperidin-2-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

Theo qua trinh thyc nghiém D, 1,0 g (2,69 mmol) rebamipid va 0,83 g (1,5 duong
luong, 4,03 mmol) 1-metyl-2-piperidinmetyl metansulfonat duoc thuc hién phéan tng dé thu

durge hop chit néu & tidu @& dudi dang chat rin mau tring (0,4 2).

'HNMR (400MHz, DMSO-ds): & 11,68(s, 1H), 9,04(d, 1H), 7,85-7,81(m, 3H), 7,57(s,
1H), 7,55(s, 1H), 7,51(t, 1H), 7,32(d, 1H), 7,22(t, 1H), 6,44(s, 1H), 4,77-4,69(m, 1H), 4,09-
4,05(m, 1H), 3,45-3,40(m, 1H), 3,33-3,27(m, 4H), 2,73-2,67(m, 1H), 2,47-2,44(m, 2H), 1,99-
1,91(m, 1H), 1,62-1,47(m, 4H), 1,41-1,38(m, 1H), 1,20-1,15(m, 1H).

Vi du 43: DPidu ché 1-metylpiperidin-3-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,74 g (1,5 duong

lugng, 4,03 mmol) 3-clometyl-1-metylpiperidin HCI duge thuc hién phan tmg dé thu duge

-54-



19881
hop chét néu & tidu d& dudi dang chét rin mau tréng (0,3 g).

'H NMR (400MHz, DMSO-dg): & 11,71(s, 1H), 9,07(dd, 1H), 7,86-7,81(m, 3H),
7,59(s, 1H), 7,57(s, 1H), 7,52(t, 1H), 7,32(d, 1H), 7,23(m, 1H), 6,44(s, 1H), 4,75(m, 1H),
4,00-3,82(m, 2H), 3,47-3,40(m, 1H), 3,35-3,28(m, 1H), 2,58-2,50(m, 2H), 2,05(s, 3H), 1,77-
1,72(m, 2H), 1,63-1,39(m, 4H), 0,92-0,84(m, 1H).

Vi du 44: Diéu ché 2-piperidin-1-yletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

0© 0\/\,\()
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H
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Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,74 g (1,5 dwong

dihydroquinolin-4-yl)propionat

lugng, 4,03 mmol) 1-(2-cloetyl)piperidin HCI dwgc thuc hién phan tmg dé thu dwoc hop chit

néu & tiéu dé dudi dang chét rin mau tring (0,7 g).

'H NMR (400MHz, DMSO-dq): & 11,69(s, 1H), 9,04(d, 1H), 7,83(m, 3H), 7,58(t, 1H),
7,56(t, 1H), 7,50(m, 1H), 7,32(dd, 1H), 7,23(m, 1H), 6,47(s, 1H), 4,76(m, 1H), 4,24(m, 1H),
4,12(m, 1H), 3,47(dd, 1H), 3,31(m, 2H), 2,48(m, 1H), 2,33(br-s, 4H), 1,40(m, 4H), 1,32(m,
2H).

Vi du 45: Pidu ché tetrahydropyran 2 ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat
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Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,54 g (1,5 duong
luong, 4,03 mmol) 2-(clometyl)tetrahydro-2H-pyran dwgc thuc hién phan tmg dé thu dugc

hop chit néu & tiéu d& dudi dang chét rin mau tréng (0.9 g).

'H NMR (400MHz, DMSO-dg): & 11,70(s, 1H), 9,07(dd, 1H), 7,85-7,82(m, 3H),
7,58(t, 1H), 7,56(t, 1H), 7,52(m, 1H), 7,32(dd, 1H), 7,24(t, 1H), 6,45(s, 1H), 4,76(m, 1H),
4,09-3,98(m, 2H), 3,89-3,86(m, 2H), 3,82(d, 1H), 347-3,39(m, 2H), 3,34-327(m, 2H),
1,74(br-s, 1H), 1,50-1,36(m, 4H), 1,21-1,17(m, 1H).

Vi du 46: Diéu ché 2-[1,3]dioxan-2-yletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

OO O\/YOJ
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Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,78 g (1,5 duong
luong, 4,03 mmol) 2-(2-bromoetyl)-1,3-dioxan dugc thuc hién phén g dé thu dugc hop

chét néu & tiéu dé dudi dang chét rin méau tring (0,8 g).

'H NMR (400MHz, DMSO-ds): & 11,71(s, 1H), 9,05(d, 1H), 7,83(t, 3H), 7,57(d, 2H),
7,52(t, 1H), 7,32(d, 1H), 7,24(t, 1H), 6,45(s, 1H), 4,75(m, 1H), 4,54(t, 1H), 4,12(m, 2H),
3,95(dd, 2H), 3,62-3,56(m, 2H), 3,43(dd, 1H), 3,28(q, 1H), 1,89-1,74(m, 3H), 1,28(d, 1H).

Vi du 47: Didu ché 2-morpholin-4-yletyl ~ 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
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dihydroquinolin-4-yl)propionat

Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,75 g (1,5 dwong
lrong, 4,03 mmol) 4-(2-cloetyl)morpholin HCI dugc thuc hién phan tng dé thu duge hop

chét néu & tidu dé dudi dang chét rin mau tring (0,8 g).

'H NMR (DMSO-de): & 9,0(d, 1H), 7,82(t, 3H), 7,53(m, 4H), 7,31(d, 1H), 7,23(t, 1H),
6,44(s, 1H), 4,78-4,72(m, 1H), 4,26-4,14(m, 2H), 3,74(t, 1H), 3,66(t, 1H), 3.46(t, 6H), 3,30-
3,24(m, 2H), 3,01-2,95(m, 2H).

Vi du 48: Diéu ché 3-morpholin-4-ylpropyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl) propionat

Theo qué trinh thyc nghiém D, 1,0 g (2,69 mmol) rebamipid va 0,90 g (1,5 dwong
luong, 4,03 mmol) 3-(morpholin-4-yl)propyl HCI metansulfonat dugc thuc hién phan timg dé

thu dugc hop chit néu & tiéu d& dudi dang chét riin mau tréng (0,7 g).

'HNMR (400MHz, DMSO-de): 8 11,68(s, 1H), 9,04(d, 1H), 7,81(d, 3H), 7,57(s, 1H),
7,55(s, 1H), 7,52(t, 1H), 7,31(d, 1H), 7,23(t, 1H), 6,44(s, 1H), 4,77(m, 1H), 4,17(t, 2H),
4,05(t, 2H), 3,53(t, 4H), 3,46(dd, 1H), 3,38-3,26(m, 6H), 1,89(m, 2H).

Vi du 49: DPidu ché 4-morpholin-4-ylbutyl = 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
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dihydroquinolin-4-yl)propionat
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Theo qué trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,89 g (1,5 duong
lugng, 4,03 mmol) 4-(4-bromobutyl)morpholin dugc thuc hién phan Gng dé thu duoc hop

chét néu & tiéu dé dudi dang chét rin mau triing (0,7 g).

'H NMR (400MHz, DMSO-dg):  11,71(s, 1H), 9,06(d, 1H), 7,83(d, 3H), 7,57(s, 1H),
7,55(s, 1H), 7,52(t, 1H), 7,31(d, 1H), 7,23(t, LH), 6,44(s, 1H), 4,75(m, 1H), 4,13-4,08(m, 2H),
3,98(t, 2H), 3,52(m, SH), 3,36-3,26(m, SH), 1,61-1,54(m, 4H).

Vi du 50: Pidu ché 6-morpholin-4-ylhexyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 1,01 g (1,5 duong
luong, 4,03 mmol) 4-(6-bromohexyl)morpholin dugc thyc hién phan tng dé thu duoc hop

chét néu & tiéu dé dudi dang chét rin mau tring (0,6 g).

'H NMR (400MHz, DMSO-dg): & 11,71(s, 1H), 9,05(d, 1H), 7,82(m, 3H), 7,58(s, 1H),
7,56(s, 1H), 7,52(t, 1H), 7,31(d, 1H), 7,23(t, 1H), 6,44(s, 1H), 4,75(m, 1H), 4,06(m, 2H),
3,54(t, 4H), 3,43(dd, 1H), 3,35-3,27(m, 2H), 2,27(br-s, 4H), 2,16(t, 2F), 1,52(m, 2H), 1,31(m,
2H), 1,21(s, 4H).
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Vi du 51: DPidu ché (4-metylpiperazin-1-yl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat
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Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,60 g (1,5 duong
lrong, 4,03 mmol) 1-clometyl-4-metylpiperazin dugc thuc hién phan tmg dé thu duoc hop

chit néu & tiéu dé dudi dang chit rin mau tring (0,4 g).

'H NMR (700MHz, DMSO-ds): & 11,70(s, 1H), 9,03(d, 1H), 7,85-7,82(m, 3H), 7,58-
7,56(m, 2H), 7,52(t, 1H), 7,33(d, 1H), 7,24(t, 1H), 6,44(s, 1H), 4,75-4,72(m, 1H), 3,42(dd,
1H), 3,30(q, 1H), 1,76-1,57(m, 4H), 1,45-1,31(m, 6H).

Vi du 52: DPiéu ché 2-(4-benzylpiperazin-1-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat

SO

Theo qué trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,96 g (1,5 duong
lugng, 4,03 mmol) 1-benzyl-4-(2-cloetyl)piperazin dugc thuc hién phan tng dé thu dugc hop |

chét néu & tiéu d& dudi dang chét rin mau trng (0,6 g).

'H NMR (700MHz, DMSO-de): & 11,70(s, 1H), 9,06(d, 1H), 7,83-7,81(m, 3H), 7,55-
7,53(m, 2H), 7,51(t, 1H), 7,33-7,30(m, 3H), 7,26-7,24(m, 3H), 7,21(t, 1H), 6,46(s, 1H), 4,77-
4,74(m, 1H), 4,25-4,22(m, 1H), 4,17-4,13(m, 1H), 3,47(dd, 1H), 3,38(s, 2H), 3,28(q, 1H),
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2,57-2,48(m, 4H), 2,41-2,26(m, 6H).

Vi du 53: Piéu ché 4-[4-(3-clophenyl)piperazin-1-yl]butyl 2-(4-clobenzoylamino)-3-(2-0xo-

1,2-dihydroquinolin-4-yl)propionat
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Theo qua trinh thue nghiém D, 1,0 g (2,69 mmol) rebamipid va 1,70 g (1,5 dwong
lwong, 4,03 mmol) 4-[4-(3-clophenyl)piperazin-1-yl]butyl toluensulfonat dugc thuc hién

phén tmg @& thu dugc hop chit néu & tiéu d& dudi dang chit réin mau tréing (0,6 g).

'H NMR (400MHz, DMSO-dg): 8 11,71(s, 1H), 9,06(d, 1EH), 7,84(m, 3H), 7,56(d, 2H),
7,52(t, 1H), 7,32(d, 1H), 7,22(m, 2H), 6,91(br-s, 1H), 6,86(dd, 1H), 6,77(dd, 1H), 6,46(s, 1H),
4,77(m, 1H), 4,11(m, 2H), 3,45(dd, 1H), 3,56-3,28(m, 3H), 3,12(t, 4H), 2,40(t, 4H), 2,28,
2H), 1,72(m, 2H).

Vi du 54: Piéu ché (4-tert-butyloxycacbonylpiperazin-1-yl)etyl 2-(4-clobenzoylamino)-3-(2-
0x0-1,2-dihydroquinolin-4-yl)propionat

0° O\/\N/\

FoapURa i

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 1,18 g (1,5 duong

Iz

lugng, 4,03 mmol) zerz-butyl 4-(2-bromoetyl)piperazin-1-carboxylat dugc thuc hién phan g

dé thu dugc hop chét néu & tiéu dé duéi dang chit rin mau tréng (0,6 2).

'H NMR (700MHz, DMSO-de): 8 11,70(s, 1H), 9,05(d, 1H), 7,85-7,81(m, 3H), 7,58-
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7,56(m, 2H), 7,52(t, 1H), 7,32(d, 1H), 7.22(t, 1H), 6,46(s, 1H), 4,77-4,74(m, 1H), 4,25-
4,16(m, 2H), 3,47(dd, 1H), 3,29(q, 1H), 3,19(t, 4H), 2,74-2,50(m, 2H), 2,32(m, 4H), 1,38(,
9H).

Vi du 55: Piéu ché 2-azepan-1-yletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-

Cl/@/k )
o N
H

Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,80 g (1,5 duwong

4-yl)propionat

=z

luong, 4,03 mmol) 2-(hexametylenimino)etyl clorua HCI dugc thuc hién phan tmg dé thu

dugc hop chit néu & tiéu d& dudi dang chét rin mau tring (0,8 g).

'H NMR (400MHz, DMSO-ds): 8 11,69(s, 1H), 9,03(d, 1H), 7,84(t, 3H), 7,58(s, 1H),
7,55(s, 1H), 7,52(t, 1H), 7,32(d, 1H), 7,23(m, 1H), 6,47(s, 1H), 4,77(m, 1H), 4,19(m, 1H),
4,11(m, 1H), 3,47(dd, 1H), 3,32(m, 1H), 2,57(m, 4H), 1,47(s, 8H).

Vi du 56: Piu ché 2-(2-oxopyrolidin-1-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

0
o © o\/\,\i/>
N
H
cl =
0“ >N
H

Theo qué trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,77 g (1,5 duong

dihydroquinolin-4-yl)propionat

luong, 4,03 mmol) 1-(2-bromoetyl)pyrolidin-2-on duge thuc hién phan tmg dé thu dugc hop

chét néu & tiéu d& dudi dang chét rin mau tring (0,3 g).
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'H NMR (400MHz, DMSO-de): & 11,70(s, 1H), 9,04(d, 1H), 7,82(t, 3H), 7,56(d, 2H),
7,52, 1H), 7,31(d, 1H), 7.24(m, 1H), 6,45(s, 1H), 4,75(m, 1H), 4,30-4,17(m, 2H), 3,50-
3,45(m, 3H), 3,32(t, 2H), 3,24(q, 1H), 2,17-2,09(m, 2H), 1,86-1,78(m, 2H).

Vi du 57: Piéu ché (2-oxooxazolidin-5-yl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,54 g (1,5 duwong
luong, 4,03 mmol) 5-clometyl-2-oxazolidinon dwgc thuc hién phan ing dé thu duoc hop chét

néu & tidu d& dudi dang chét rin mau tring (0,4 g).

'H NMR (400MHz, DMSO-de): 8 11,66(s, 1H), 9,07(d, 1H), 7,82(d, 3H), 7,59-7,49(m,
4H), 7,31(d, 1H), 7,27-7,23(m, 1H), 6,46(s, 1H), 4,84-4,79(m, 2H), 4,31(d, 1H), 4,27(q, 1H),
3,62-3,53(m, 1H), 3,52(-3,47(m, 1H), 3,30-3,25(m, 2H).

Vi du 58: Pidu ché 4-morpholin-4-yl-cis-but-2-enyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,88 g (1,5 duong
lugng, 4,03 mmol) 4-(4-bromo-cis-but-2-enyl)morpholin dugc thuc hién phén tng dé thu

dugc hop chat néu & tiéu dé dudi dang chét rin mau tring (0,6 g).
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'H NMR (400MHz, DMSO-de): 8 11,70(s, 1H), 9,08(d, 1H), 7,82(t, 3H), 7,56(d, 2H),
7,52(t, 1H), 7,31(d, 1H), 7,23(t, 1H), 6,44(s, 1H), 5,76-5,62(m, 2H), 4,78(m, 1H), 4,60(m,
2H), 3,52(t, 4H), 3,44(dd, 1H), 3,30(m, 2H), 2,89(d, 2H), 2,28(s, 4H).

Vi du 59: Piéu ché 4-morpholin-4-yl-trans-but-2-enyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

o (0] O\/\/\N/\’

N 0]
H
Cl =

O~ °N

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,88 g (1,5 duong
luong, 4,03 mmol) 4-(4-bromo-trans-but-2-enyl)morpholin duge thyc hién phin tmg d thu

dugc hop chat néu & tiéu d& dudi dang chét rin mau tring (0,7 g).

'H NMR (400MHz, DMSO-de): 8 11,70(s, 1H), 9,07(d, 1H), 7,82(t, 3H), 7,56(d, 2H),
7,50(t, 1H), 7,31(d, 1H), 7,23(t, 1H), 6,44(s, 1H), 5,75-5,63(m, 2H), 4,60(m, 2H), 3,52(t, 3H),
3,44(dd, 1H), 3,39-3,27(m, 2H), 2,89(d, 2H), 2,28(s, 3H).

Vi du 60: Diéu ché S-metyl-2-oxo-[1,3]dioxol-4-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-

1,2-dihydroquinolin-4-yl)propionat

Theo qué trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,60 g (1,5 duong
lugng, 4,03 mmol) 4-clometyl-5-metyl-1,3-dioxol-2-on dugc thuc hién phan tng dé thu duogc
hop chét néu & tidu d& dudi dang chét rin mau tring (0,5 g).
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'H NMR (400MHz, DMSO-ds): 5 11,68(s, 1H), 9,10(d, 1H), 7,82(m, 3H), 7,56(m,
2H), 7,51(t, 1H), 7,33(d, 1H), 7,20(t, 1H), 6,51(s, 1H), 5,05(s, 2H), 4,80(m, 1H), 3,47(dd,
1H), 3,32(m, 1H), 2,16(s, 3H).

Vi du 61: Diéu ché benzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionat

o0 L)
0]

Theo qua trinh thye nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,69 g (1,5 dwong
lugng, 4,03 mmol) benzyl bromua duge thuc hién phan tmg dé thu dugc hop chit néu & tiéu

& duéi dang chit rin mau tring (1,0 g).

'H NMR (700MHz, DMSO-de): & 11,70(s, 1H), 9,10(d, 1H), 7,84-7,82(m, 3H), 7,58-
7,56(m, 2H), 7,51(t, 1H), 7,37-7,32(m, 6H), 7,21(t, 1H), 6,47(s, 1H), 5,16(q, 2H), 4,87-
4,84(m, 1H), 3,50(dd, 1H), 3,33(q, 1H).

Vi du 62: Piu ché phenetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionat

Iz

(0] 0o

0] \/\@
C|/©)J\ =z
0] N

Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,74 g (1,5 duong
lugng, 4,03 mmol) (1-bromoetyl)benzen dugce thyc hién phan ting dé thu duge hop chit néu
& tiéu dé duéi dang chit rin mau tréng (0,9 g).
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'H NMR (400MHz, DMSO-de): 8 11,69(s, 1H), 9,01(d, 1H), 7,83(t, 1H), 7,81(t, 1H),
7,72(d, 1H), 7,58(t, 1H), 7,56(t, 1H), 7,52(m, 1H), 7,31(dd, 1H), 7,25-7,19(m, 6H), 6,43(s,
1H), 4,72(m, 1H), 4,39-4,02(m, 2H), 3,44(dd, 1H), 3,20(q, 1H), 2,89(t, 2H).

Vi du 63: Didu ché 2-metylbenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,56 g (1,5 duong
luong, 4,03 mmol) 2-metylbenzy! clorua dugc thyc hién phan tmg dé thu dwoc hop chit néu

& tiéu d& dudi dang chit rin mau tring (0,9 g).

"H NMR (700MHz, DMSO-ds): & 11,69(s, 1H), 9,09(d, 1H), 7,81(d, 2H), 7,80(s, 1H),
7,57-7,55(m, 2H), 7,51(t, 1H), 7,31(d, 1H), 7,27(d, 1H), 7,25-7,19(m, 3H), 7,16(t, 1H),
6,45(s, 1H), 5,21-5,12(q, 2H), 4,84-4,82(m, 1H), 3,48(dd, 1H), 3,32(q, 1H), 2,24(s, 3H).

Vi du 64: Didu ché 3-metylbenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat

N
H
Cl Z

0] N
H

Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,56 g (1,5 duong
luong, 4,03 mmol) 3-metylbenzyl clorua dugc thyc hién phan tmg dé thu duoc hop chét néu

& tiéu dé dudi dang chit rin mau tring (0,9 g).
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IH NMR (700MHz, DMSO-de): & 11,69(s, 1H), 9,10(d, 1H), 7,84-7,81(m, 3H), 7,58-
7,56(m, 2H), 7,51(t, 1H), 7,32(d, 1H), 7,24-7,20(q, 2H), 7,13-7,09(m, 3H), 6,45(s, 1H), 5,15-
5,07(q, 2H), 4,85-4,81(m, 1H), 3,48(dd, 1H), 3,32(q, 1H), 2,25(s, 3H).

Vi du 65: Diéu ché 3,4-dimetylbenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-

4-yl)propionat

Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,62 g (1,5 duong
lwgng, 4,03 mmol) 3,4-dimetylbenzyl clorua dugc thuc hién phan tmg d& thu dugc hop chét

néu & tiéu dé dudi dang cht rin mau tring (0,9 g).

'H NMR (700MHz, DMSO-dg):  11,70(s, 1H), 9,09(d, 1H), 7,84-7,79(m, 3H), 7,58-
7,56(m, 2H), 7,52-7,51(m, 1H), 7,32(d, 1H), 7,23-7,20(m, 1H), 7,14¢t, 1H), 7,09(d, 1H), 7,06-
7,03(m, 2H), 6,44(d, 1H), 5,11-5,03(q, 2H), 4,82(br-s, 1H), 3,48(dd, 1H), 3,32(q, 1H), 2,19(s,
3H), 2,16(s, 3H).

Vi du 66: Biéu ché 3,5-dimetylbenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-

4-yl)propionat

o) o O\/é\
o
H
cl z
0” N
H
Theo qué trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,62 g (1,5 duong
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luong, 4,03 mmol) 3,5-dimetylbenzyl clorua dugc thuc hién phan tng dé thu dugc hop chit

néu & tidu d& dudi dang chit rén mau tring (0,9 g).

'H NMR (700MHz, DMSO-ds): & 11,70(s, 1H), 9,11(d, 1H), 7,84(d, 2H), 7,81(d, 1H),
7,57(d, 2H), 7,52(t, 1H), 7,32(d, 1H), 7,22(t, 1H), 6,93(s, 1H), 6,89(d, 1H), 6,46(s, 1H), 5,11-
5,01(q, 2H), 4,83-4,82(m, 1H), 3,48(dd, 1H), 3,33(q, 1H), 2,21(s, 6H).

Vi du 67: Piéu ché 3-flobenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-

4-yl)propionat

Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,58 g (1,5 duong
luong, 4,03 mmol) 3-flobenzyl clorua duge thuc hién phan tmg dé thu duogc hop chit néu &

tiéu d& dudi dang chit rin mau tréng (0,9 g).

"H NMR (700MHz, DMSO-de): & 11,69(s, 1H), 9,11(d, 1H), 7,83-7,81(m, 3H), 7,57-
7,55(m, 2H), 7,51, 1H), 7,39(q, 1H), 7,31(d, 1H), 7,21(t, 1H), 7,18-7,14(m, 3H), 6,45,
1H), 5,23-5,15(q, 2H), 4,88-4,84(m, 1H), 3,51(dd, 1H), 3,33(q, 1H).

Vi du 68: Diéu ché 2,5-diflobenzyl 2~(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat

2
OO ° F
N
H
Cl =

0~ °N
H
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Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,83 g (1,5 duong
luong, 4,03 mmol) 2,5-diflobenzyl bromua dugc thuc hién phan tmg dé thu dwoc hop chét

néu & tiéu dé dudi dang chit rin mau tring (0,8 g).

'H NMR (400MHz, DMSO-de): & 11,65(s, 1H), 9,08(d, 1H), 7,79(d, 3H), 7,57(s, 1H),
7,55(s, 1H), 7,50(t, 1H), 7,32-7,18(m, 5H), 6,44(s, 1H), 5,20(q, 2H), 4,86-4,83(m, 1H),
3,48(dd, 1H), 3,29(q, 1H).

Vi du 69: Piéu ché 3-xyanobenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat

OO Os : CN
N
H
Cl =

O~ °N
H

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,79 g (1,5 duong
luong, 4,03 mmol) 2-metylbenzyl clorua 3-(bromometyl)benzonitril duge thyc hién phan tng

dé thu dugc hop chit néu & tidu d& dudi dang chit réin mau tring (0,7 g).

'HNMR (400MHz, DMSO-ds): 5 11,68(s, 1H), 9,11(d, 1H), 7,84-7,80(m, 5H), 7,67(d,
1H), 7,60-7,55(m, 3H), 7,53-7,49(m, 1H), 7,31(dd, 1H), 7,24-7,20(m, 1H), 6,45(s, 1H),
5,18(q, 2H), 4,87(m, 1H), 3,52(dd, 1H), 3,33(q, 1H).

Vi du 70: Piéu ché 3-nitrobenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat
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Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,87 g (1,5 duong
lrong, 4,03 mmol) 3-nitrobenzyl bromua dugc thuc hién phan g dé thu dugc hop chit néu

& tiéu d& dudi dang chit rin mau tring (0,9 g).

'H NMR (700MHz, DMSO-dg): 5 11,67(s, 1H), 9,13(d, 1H), 8,23(d, 1H), 8,18((dd,
1H), 7,83-7,80(m, 3H), 7,79(d, 1H), 7,66(t, 1H), 7,57-7,55(m, 2H), 7,51-7,49(m, 1H),
7,30(dd, 1H), 7,21(t, 1H), 6,43(s, 1H), 5,35-5,28(q, 2H), 4,88-4,85(m, 1H), 3,51(dd, 1H),
3,33(q, 1H).

Vi dy 71: Diéu ché 4-metoxybenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

SO
o)
o o)
N
H
Cl =
O~ 'N
H

Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,63 g (1,5 duong

yDpropionat

lugng, 4,03 mmol) 4-metoxybenzyl clorua dugc thuc hién phan tGng dé thu duoc hop chét

néu & tiéu dé dudi dang chét rin mau tring (0.9 g).

'H NMR (700MHz, DMSO-ds): 5 11,68(s, 1H), 9,06(d, 1H), 7,82-7,79(m, 3H), 7,57-
7,55(m, 2H), 7,50(t, 1H), 7,31(d, 1H), 7,26(d, 2H), 7,21(t, 1H), 6,91-6,89(m, 2H), 6,44(s,
1H), 5,12-5,06(q, 2H), 4,81-4,79(m, 1H), 3,75(s, 3H), 3,46(dd, 1H), 3,28(q, 1H).
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Vi du 72: Diéu ché 3-phenoxybenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-

4-yl)propionat

D
o

Iz

Segp

Theo qué trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,88 g (1,5 duong
luong, 4,03 mmol) 3-phenoxybenzyl clorua duge thuc hién phan tng dé thu duoc hop chét

néu & tiéu d& dudi dang chét rin mau tring (1,1 g).

'H NMR (400MHz, DMSO-de): & 11,67(s, 1H), 9,07(d, 1H), 7,81-7,78(m, 3H), 7,52(d,
2H), 7,50(t, 1H), 7,38-7,30(m, 4H), 7,19(t, 1H), 7,121(t, 2H), 7,03(s, 1H), 6,95(d, 2H),
6,93(dd, 1H), 6,44(s, 1H), 5,22-5,13(q, 2H), 4,83(m, 1H), 3,46(dd, 1H), 3,29(q, 1H).

Vi du 73: Diéu ché 4-metylsulfanylbenzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

Theo qu4 trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,69 g (1,5 dwong
lrong, 4,03 mmol) 4-(metylthio)benzyl clorua dwgc thyc hién phén tmg dé thu dugc hop chét

néu & tidu dé duéi dang cht rin mau tréng (0,7 g).

'H NMR (400MHz, DMSO-de): & 11,68(s, 1H), 9,06(d, 1H), 7,82-7,80(m, 3H), 7,55(d,
2H), 7,51(t, 1H), 7,31(d, 1H), 7,28-7,19(m, 5H), 6,45(s, 1H), 5,11(q, 2L), 4,86-4,80(m, 1H),
3,47(dd, 1H), 3,30(q, 1H), 2,47(s, 3H).
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Vi du 74: Piéu ché (4-metyloxycacbonyl)benzyl 4-[2-(4-clobenzoylamino)-3-(2-0xo-1,2-
dihydroquinolin-4-yl)propionat

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,92 g (1,5 duong
luong, 4,03 mmol) metyl(4-bromometyl)benzoat dugc thuc hién phan tmg dé thu dwoc hop

chét néu & tiéu d& dudi dang cht rén mau tring (0,9 g).

'H NMR (400MHz, DMSO-ds): & 11,66(s, 1H), 9,09(d, 1H), 7,96(d, 1H), 7,93-7,90(m,
1H), 7,83-7,79(m, 3H), 7,60(d, 1H), 7,57-7,48(m, 4H), 7,32(dd, 1H), 7,23-7,19(m, 1H),
6,44(s, 1H), 5,30-5,21(q, 2H), 4,88-4,82(m, 1H), 3,84(s, 3H), 3,50(dd, 1H), 3,31(q, 1H).

Vi du 75: Piéu ché (3 -phenyloxycacbonyl)benzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat

Theo qua trinh thyc nghiém D, 1,0 g (2,69 mmol) rebamipid va 1,11 g (1,5 duong
lugng, 4,03 mmol) (3-phenyloxycacbonyl)benzyl mesylat dugc thuc hién phan g dé thu

dugc hop chét néu & tiéu d& dudi dang chit rén mau tring (0,9 g).

'H NMR (400MHz, DMSO-dg): § 11,66(s, 1H), 9,10(d, 1H), 8,15(s, 1H), 8,08(d, 1H),
7,83-7,79(m, 3H), 7,69(d, 1H), 7,58, 1H), 7,58-7,46(m, 5H), 7,35-7,26(m, 4H), 7,21-
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7,17(m, 1H), 6,45(s, 1H), 5,30(q, 2H), 4,90-4,84(m, 1H), 3,51(dd, 1H), 3,30(q, 1H).

Vi du 76: Didu ché naphtalen-2-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

N
H
Cl =

0~ °N
H

Theo qua trinh thue nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,71 g (1,5 duong
lugng, 4,03 mmol) (1-clometyl)naphtalen dugc thye hién phan (mg dé thu duoc hop chét néu

& tiéu d& dudi dang chét rin mau tring (0,8 g).

"H NMR (400MHz, DMSO-dg): & 11,71(s, 1H), 9,12(d, 1H), 7,93-7,82(m, 7H), 7,58-
745(m, 6H), 7,31(d, 1H), 7,21(t, 1H), 6,48(s, 1H), 5,29(q, 2H), 4,88(m, 1H), 3,53(dd, 1H),
3,32(q, 1H).

Vi du 77: Diéu ché antraxen-9-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-

4-yDpropionat

o
N
H

Cl z

O~ °N

Theo qué trinh thye nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,91 g (1,5 duong
lwong, 4,03 mmol) (9-clometyl)antraxen dugc thue hién phan ting dé thu duoc hop chit néu

& tiéu dé dudi dang chit rin mau tring (0,8 g).
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'H NMR (400MHz, DMSO-ds): & 11,67(s, 1H), 9,01(d, 1H), 8,71(s, 1H), 8,32(d, 2H),
8,12(d, 2H), 7,70(t, 3H), 7,68-7,45(m, 7H), 7,28(d, 1H), 7,08(t, 1H), 6,40(s, 1H), 6,15(dd,
2H), 4,69(m, 1H), 3,40(dd, 1H), 3,22(q, 1H).

Vi du 78: Diéu ché 2-pyrol-1-yletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat

Iz

Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,70 g (1,5 duong
lugng, 4,03 mmol) 1-(2-bromoetyl)pyrol duge thyc hién phan tmg ¢ thu duoc hop chit néu

& tiéu @& dudi dang chét rin mau tefng (0,5 g).

'H NMR (400MHz, DMSO-ds): & 11,69(s, 1H), 9,03(d, 1H), 7,83(t, 1H), 7,57(t, 1H),
7,73(d, 1H), 7,52(m, 1H), 7,31(dd, 1H), 7,24(m, 1H), 6,76(t, 2H), 6,44(s, 1H), 5,93(t, 2H),
4,74-4,73(m, 1H), 4,40-435(m, 1H), 4,33-4,27(m, 1H), 4,17-4,13(m, 2H), 3,37(dd, 1H),

3,20(q, 1H).

Vi du 79: Piu ché (2-etoxycacbonyl)furan-4-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,76 g (1,5 duong
luong, 4,03 mmol) etyl 5-(clometyl)-2-furancarboxylat dugc thuc hién phan tmg dé thu dwoc
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hop chét néu & tidu d& dudi dang chit rin mau tring (0,8 g).

'H NMR (700MHz, DMSO-ds): § 11,67(s, 1H), 9,10(d, 1H), 7,79(d, 3H), 7,56(t, 2H),
7,50(t, 1H), 7,31-7,26(m, 2H), 7,21(t, 1H), 6,71(d, 1H), 6,43(s, 1H), 5,26-5,21(m, 2H),
4,82(br-s, 1H), 4,27(q, 2H), 3,45(dd, 1H), 3,30(q, 1), 1,27(t, 3H).

Vi du 80: Didu ché 2-thiophen-2-yletyl 2-(4-clobenzoylamino)-3-(2-0xo-1,2-

dihydroquinolin-4-yl)propionat

Theo qué trinh thyc nghiém D, 1,0 g (2,69 mmol) rebamipid va 0,83 g (1,5 duong
lugng, 4,03 mmol) 2-thiophentyl metansulfonat dwgc thuc hién phan tmg dé thu dugc hop

chit néu & tiéu d& dudi dang chét rin mau tréng (0,6 g).

'H NMR (400MHz, DMSO-dg): 8 11,70(s, 1), 9,04(d, TH), 7,83, 1H), 7,83(s, 1H),
7,81(s, 1H), 7,76(d, 1H), 7,58(s, 1H), 7,56(s, 1H), 7,52(t, 1H), 7,34-7,32(m, 2H), 7,25(t, 1H),
6,92-6,90(m, 2H), 6,45(s, 1H), 4,77(m, 1H), 4,37-4,26(m, 2H), 3,41(dd, 1H), 3,21(q, 1H),
3,14(t, 2H).

Vi du 81: Didu ché 2-thiophen-3-yletyl ~ 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat
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Theo qua trinh thuc nghi¢ém D, 1,0 g (2,69 mmol) rebamipid va 0,83 g (1,5 dwong
lugng, 4,03 mmol) 3-thiophentyl metansulfonat dugc thyc hién phéan tmg dé thu duge hop

chit néu & tiéu d& dudi dang chit rin mau tréng (0,6 g).

'H NMR (400MHz, DMSO-de): & 11,70(s, 1H), 9,04(d, 1H), 7,83(t, 1H), 7,84(s, 1H),
7,82(s, 1H), 7,73(d, 1H), 7,58(s, 1H), 7,56(s, 1H), 7,52(t, 1H), 7,42(q, 1H), 7,32(d, 1H), 7,24
7,21(m, 2H), 7,03(dd, 2H), 6,45(s, 1H), 4,75(m, 1H), 4,38-4,26(m, 2EL), 3,37(dd, 1H), 3,23(q,
1H), 2,90(t, 2H).

Vi du 82: Didu ché 2-imidazol-1-yletyl ~ 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

Theo qué trinh thyc nghiém A, 1,0 g (2,69 mmol) rebamipid va 0,45 g (1,2 duong
lugng, 3,23 mmol) 1-(2-hydroxyetyl)imidazol dugc thyc hién phan tmg dé thu dugc hop chét

néu & tiéu dé dudi dang chit rin mau tring (0,3 g).

'HNMR (400MHz, DMSO-de): 8 11,69(s, 1H), 9,04(d, 1H), 7,80(d, 2H), 7,73(d, 1H),
7,66(s, 1H), 7,56(d, 2H), 7,52, 1H), 7,31(d, 1H), 7,25(t, 1H), 7,18(s, 1H), 6,85(s, 1H),
6,43(s, 1H), 4,76(m, 1H), 4,40(m, 2H), 4,28(m, 2H), 3,42(dd, 1H), 3,21(q, 1H).

Vi du 83: Didu ché 5-Xyclopropyl-2-metyl-2H-pyrazol-3-ylmetyl 2-(4-clobenzoylamino)-3-

(2-0xo0-1,2-dihydroquinolin-4-yl)propionat
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Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,68 g (1,5 duong

lwong, 4,03 mmol) 5-clometyl-3-xyclopropyl-1-metyl-1H-pyrazol dugc thyc hién phan tmg

& thu dugc hop chét néu & tiéu d& dudi dang chét rdn mau trfing (0,5 g).

'H NMR (400MHz, DMSO-ds): 8 11,69(s, 1H), 9,08(d, 1H), 7,79(d, 3H), 7,55(d, 2H),
7494, 1H), 7,31(d, 1H), 7,21(t, 1H), 6,44(s, 1H), 5,99(s, 1H), 5,12(q, 2H), 4,80(m, 1H),
3,63(s, 3H), 3,46(dd, 1H), 3,30(q, 1H), 1,80(m, 1H), 0,81(m, 2H), 0,57(m, 2H).

Vi du 84: DPiéu ché 3,5-dimetylisoxazol-4-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

Theo qué trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,58 g (1,5 duong
lwong, 4,03 mmol) 4-clometyl-3,5-dimetylisoxazol dwgc thyc hién phan (g dé thu dugc hop

chit néu & tiéu d& dudi dang chit rin mau tring (0,8 g).

'H NMR (400MHz, DMSO-ds): & 11,67(s, 1H), 9,05(d, 1H), 7,78(m, 3H), 7,57(t, 1H),
7,52(t, 1H), 7,50(m, 1H), 7,30(d, 1H), 7,21(t, 1H), 6,42(s, 1H), 4,99(q, 2H), 4,78(m, 1H),
3,43(dd, 1H), 3,27(q, 1H), 2,36(s, 3H), 2,13(s, 3H).
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Vi du 85: Piéu ché 2-(5-metyl-4-phenyloxazol-2-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-

1,2-dihydroquinolin-4-yl)propionat

0.0 o)
N
N
D)kH
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H

Theo qué trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 1,07 g (1,5 dwong
leong, 4,03 mmol) 2-(2-bromoetyl)-5-metyl-4-phenyloxazol dugc thuc hién phan tmg dé thu

dugc hop chit néu & tiéu dé dudi dang chit rén mau tring (0,6 g).

"H NMR (400MHz, DMSO-ds): 8 11,67(s, 1H), 8,98(d, 1H), 7,87(m, 2H), 7,79(s, 1H),
7,77(s, 1H), 7,73(d, 1H), 7,52-7,46(m, 6H), 7,30(d, 1H), 7,16(t, 1H), 6,43(s, 1H), 4,76(m,
1H), 4,38(m, 1H), 4,36(m, 1H), 3,43(dd, 1H), 3,22(dd, 1H), 2,80(t, 2H), 2,25(s, 3H).

Vi du 86: Didu ché 2-metylthiazol-4-ylmetyl ~2-(4-clobenzoylamino)-3-(2-oxo-1,2-

S
[y —
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N
H
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H

Theo qua trinh thuc nghiém A, 1,0 g (2,69 mmol) rebamipid va 0,42 g (1,2 duong

dihydroquinolin-4-yl)propionat

lugng, 3,23 mmol) 2-metyl-4-thiazolmetanol dugc thyc hién phan tmg dé thu dugc hop chét

néu & tiéu dé dudi dang chit rin mau tring (0,4 g).

'H NMR (400MHz, DMSO-dq): & 11,68(s, 1H), 9,09(d, 1H), 7,81(d, 3H), 7,55(d, 2H),
7,51¢t, 1H), 7,46(s, 1H), 7,36(d, 1H), 7,30(d, 1H), 7,22(t, 1H), 6,44(s, 1H), 5,19, 2H),
4,84(m, 1H), 3,48(dd, 1H), 3,30(q, 1H), 2,64(s, 3H).
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Vi du 87: Pidu ché 2-(4-Metylthiazol-5-yl)etyl 2-(4-clobenzoylamino)-3-(2-0xo-1,2-

dihydroquinolin-4-yl)propionat

Theo qué trinh thyc nghiém A, 1,0 g (2,69 mmol) rebamipid va 0,46 g (1,2 duwong
luong, 3,23 mmol) 4-metyl-5-thiazol etanol duge thyc hién phan {mg dé thu duoc hop chit

néu & tiéu d& dudi dang chét rin mau tréng (0,4 g).

'H NMR (700MHz, DMSO-dg): 8 11,70(s, 1H), 9,04(d, 1), 8,82(s, 1H), 7,81(d, 3H),
7,76(d, 1H), 7,56(d, 2H), 7,52(t, 1H), 7,32(d, 1H), 7,23(t, 1H), 6,45(s, 1H), 4,80-4,77(m, 1H),
4,30-4,24(m, 2H), 3,42(dd, 1H), 3,24(q, 1H), 3,13-3,08(m, 2H), 2,30(s, 3H).

Vi du 88 Ditu ché pyrimidin-2-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat

a
(@)
0 Oy
N
H
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H

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,66 g (1,5 duong
luong, 4,03 mmol) 2-(clometyl)pyridin HCI dugc thyc hién phan tng dé thu duoc hop chét

néu & tiéu dé dudi dang chét rin mau tring (0,9 g).

'H NMR (400MHz, DMSO-ds): 8 11,68(s, 1H), 9,13(d, 1H), 8,55(d, 1H), 7,86-7,78(m,
4H), 7,58(s, 1H), 7,56(s, 1H), 7,51(t, 1H), 7,36(d, 1H), 7,34(m, 1H), 7,22(t, 1H), 6,48(s, 1H),
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5,26(s, 2H), 4,92(m, 1H), 3,56(dd, 1H), 3,32-3,41(m, 1H).

Vi du 89: Diu ché pyrimidin-3-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

7
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Theo qué trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,66 g (1,5 duong
lugng, 4,03 mmol) 23-(clometyl)pyridin HCI duge thuc hién phan tmg d& thu dwoc hop chit

néu & tiéu d& dudi dang chit rin mau tring (0,9 g).

'H NMR (400MHz, DMSO-de): & 11,68(s, 1H), 9,09(d, 1H), 8,58(d, 1H), 8,54(dd, 1H),
7,83(t, 3H), 7,74(m, 1H), 7,57(m, 2H), 7,48(m, 1H), 7,39(m, 1H), 7,31(dd, 1H), 7,21(m, 1H),
6,45(s, 1H), 5,21(q, 2H), 4,86(m, 1H), 3,50(dd, 1H), 3,33(m, 1H).

Vi du 90: Diéu ché pyrimidin-4-ylmetyl = 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

~Z N
l
OO o) AN
N
H
Cl =
0o~ °N

Theo qué trinh thue nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,66 g (1,5 duong
lugng, 4,03 mmol) 4-(clometyl)pyridin HCI dugc thuc hién phan tmg dé thu dwoc hop chit

néu & tiéu dé dudi dang chit rin mau tring (0,7 ).
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'H NMR (400MHz, DMSO-dg): 8 11,70(s, 1H), 9,14(d, 1H), 8,55(d, 2H), 8,54(d, 1H),
7,85(t, 3H), 7,58(s, 1H), 7,56(s, 1H), 7,32(m, 3H), 7,21(t, 1H), 6,48(s, 1H), 5,23(q, 2H),
4,93(m, 1H), 3,54(dd, 1H), 3,38(m, 1H).

Vi du 91: DPidu ché 2-(pyrimidin-2-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat
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Theo qua trinh thyc nghiém D, 1,0 g (2,69 mmol) rebamipid va 0,81 g (1,5 dwong
luong, 4,03 mmol) 2-pyridinetyl metansulfonat duge thyc hién phén ung dé thu dugc hop

chit néu & tiéu d& dudi dang chit rin mau tring (0,7 g).

'H NMR (700MHz, DMSO-ds): 8 11,68(s, 1H), 8,99(d, 1H), 8,55(d, 2H), 8,48(s, 1H),
7,78(d, 2H), 7,66-7,51(m, SH), 7,32-7,20(m, 4H), 6,42(s, 1H), 4,69(br-s, 1H), 4,54-4,45(m,
2H), 3,34(d, 1H), 3,18(d, 1H), 3,06(d, 2H).

Vi dy 92: Piéu ché quinolin-2-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-

4-yl)propionat
]
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Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,86 g (1,5 duong
luong, 4,03 mmol) 2-(clometyl)quinolin HCI dwgc thuc hién phan tmg dé thu dugc hop chit

néu & tiéu dé duéi dang chét réin mau tréing (0,9 g),
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'H NMR (400MHz, DMSO-ds):  11,70(s, 1H), 9,16(d, 1H), 8,38(d, 2H), 7,99(t, 2H),
7,88(t, 1H), 7,86(s, 1H), 7,84(s, 1H), 7,78(m, 1H), 7,62(m, 1H), 7,58(s, 1H), 7,56(s, 1H),
7,52(t, 2H), 7,32(d, 1H), 7,21(t, 1H), 6,52(s, 1H), 5,47(s, 2H), 4,97(m, 1H), 3,67(dd, 1H),
3,39(m, 1H).

Vi du 93: Piéu ché quinolin-3-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-

4-yDpropionat

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,66 g (1,5 duong
lrong, 4,03 mmol) 3-(clometyl)pyridin HCI dugc thuc hién phan tmg d thu dugc hop chit

néu & tidu dé dudi dang chét rin mau tring (0,8 g).

'H NMR (400MHz, DMSO-de): 8 11,68(s, 1H), 9,31(s, 1H), 9,15(d, 1H), 8,13(d, 2H),
7,87-7,84(m, 4H), 7,81-7,78(m, 1H), 7,75(s, 1H), 7,72-7,68(m, 1H), 7,58-7,77(m, 2H), 7,52-
748(m, 1H), 7,23(q, 1H), 7,21-7,20(m, 1H), 6,50(s, 1H), 5,39(q, 2H), 4,97-4.91(m, 1H),
3,57(dd, 1H), 3,37(m, 1H).

Vi du 94: Piéu ché 2-(1-metyl-1H-indol-3-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

(0] o O\/\EQ
N
o \
Cl

dihydroquinolin-4-yl)propionat

N
H
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Theo qua trinh thuc nghiém B, 1,0 g (2,69 mmol) rebamipid va 0,56 g (1,2 duong
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luong, 3,23 mmol) 3-(2-hydroxyetyl)-1-metylindol dugc thuc hién phan img dé thu dugc hop

chét néu & tiéu d& dudi dang chit rin mau tring (0,3 g).

'H NMR (400MHz, DMSO-de): 5 11,69(s, 1H), 9,03(d, 1H), 7,84(s, 1H), 7,82(s, 1H),
7,73(d, 1H), 7,57(s, 1H), 7,55(s, 1H), 7,34(q, 2HD), 7,19(t, 1H), 7,13(t, 1H), 7,11(s, 1H), 6,99(t,
1H), 6,45(s, 1H), 4,78(m, 1H), 4,40-4,27(m, 2H), 3,65(s, 3H), 3,39(dd, 1H), 3,24(m, 1H),
2,98(t, 2H).

Vi du 95: Piéu ché benzothiazol-2-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
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dihydroquinolin-4-yl)propionat

Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,74 g (1,5 duong
lwong, 4,03 mmol) 2-(clometyl)benzothiazol dugc thuc hién phan tmg dé thu duoc hop chét

néu & tiéu dé dudi dang chit rin mau tring (0,8 g).

'H NMR (400MHz, DMSO-de): § 11,70(s, 1H), 9,17(d, 1H), 8,12(d, 2H), 8,01(d, 1H),
7,88-7,82(m, 3H), 7,56(d, 2H), 7,53-7,46(m, 3H), 7,31(d, 1H), 7,20t, 1H), 6,50(s, 1H),
5,59(s, 2H), 4,93(m, 1H), 3,59(dd, 1H), 3,35(q, 1H).

Vi du 96: Diéu ché 2,3-dihydrobenzol 1,4]dioxin-2-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-

1,2-dihydroquinolin-4-yl)propionat
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Theo qué trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,92 g (1,5 duong
lwong, 4,03 mmol) 2-(bromometyl)-1,4-benzodioxan dugc thyc hién phan tng dé thu duoc

hop chét néu & tiéu d& duéi dang chét rin mau tring (1,0 g).

'H NMR (400MHz, DMSO-dg): § 11,70(d, 1H), 9,09(dd, 1H), 7,81(t, 3H), 7,55-
7,50(m, 3H), 7,86(s, 1H), 7,84(s, 1H), 7,78(m, 1H), 7,62(m, 1H), 7,58(s, 1H), 7,56(s, 1H),
7,52(t, 2H), 7,32(q, 1H), 7,18(q, 1H), 6,88-6,81(m, 4H), 6,46(d, 1H), 4,81(m, 1H), 4,46-
4,29(m, 4H), 4,06-3,98(m, 1H), 3,51-3,47(m, 1H), 3,36-3,30(m, 1H).

Vi du 97: Diéu ché carbazol-9-ylmetyl 2~(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-

4-yl)propionat
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Theo qua trinh thuc nghiém B, 1,0 g (2,69 mmol) rebamipid va 0,64 g (1,2 dwong
luong, 3,23 mmol) 9H-carbazol 9-metanol duge thuc hién phan tmg dé thu duge hop chét

néu & tiéu d& dudi dang chét rin mau tréng (0,6 g).

'H NMR (400MHz, DMSO-ds): & 11,64(s, 1H), 8,85(d, 1H), 8,13(d, 2H), 7,71(d, 2H),
7,65(d, 1H), 7,53-7,46(m, 4H), 7,36(t, 2H), 7,29(d, 1H), 7,18-7,12(m, 3H), 6,33(s, 1H),
4,64(m, 2H), 3,09(dd, 1H), 2,95(dd, 1H).
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Vi du 98 Diu ché metylcarbamoylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat
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Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,43 g (1,5 duong
lugng, 4,03 mmol) 2-clo-N-metylaxetamit duoc thuc hién phan tmg dé thu duoc hop chét

néu & tiéu dé dudi dang chét rin mau tring (0.4 g).

'H NMR (400MHz, DMSO-ds): & 11,68(s, 1H), 9,09(d, 1H), 7,95(m, 1H), 7,84-
7,81(m, 3H), 7,55(d, 2H), 7,51(t, 1H), 7,31(d, 1H), 7,23(t, 1H), 6,47(s, 1H), 4,96-4,90(m,
1H), 4,59(s, 2H), 3,58(dd, 1H), 3,29(q, 1E), 2,64(d, 3H).

Vi du 99: Piéu ché 2-(4-metylpiperazin-1-yl)-2-oxoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat
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Theo qué trinh thyc nghiém C, 2,0 g (5,38 mmol) rebamipid va 1,40 g (1,2 dwong
luong, 6,48 mmol) 1-(2-bromoaxetyl)-4-metylpiperazin-1-ium bromua dugc thuc hién phan

ting dé thu dugc hop chét néu & tiéu dé dudi dang chit rin mau tréng (0,1 g).

'H NMR (400MHz, DMSO-dg): § 9,10(d, 1H), 7,81(t, 3H), 7,53(m, 4H), 7,31(d, 1H),
7,23(t, 1H), 6,48(s, 1H), 4,93-4,90(m, 2H), 4,23(t, 1H), 3,45-3,42(m, 4H), 2,71-2,50(m, 2H),
2,29-2,25(m, 4H), 2,12(s, 3H).
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Vi dy 100: Piéu ché 1-(4-metylpiperazin-1-cacbonyl)propyl 2-(4-clobenzoylamino)-3-(2-

o0x0-1,2-dihydroquinolin-4-yl)propionat

Theo qua trinh thyc nghiém C, 2,0 g (5,38 mmol) rebamipid va 1,60 g (1,2 duong
lugng, 6,48 mmol) 1-(2-bromobutanoyl)-4-metylpiperazin-1-ium bromua dugc thuc hién

phén g d& thu dugc hop chit néu & tiéu dé dudi dang chét rin mau tring (0,1 g).

'H NMR (400MHz, DMSO-ds): 5 9,09(d, 1H), 7,81(t, 3H), 7,53(m, 4H), 7,31(d, 1H),
723, 1H), 7,25-7,23(m, 1H), 6,48(d, 1H), 5,06-4,78(m, 1H), 4,52-4,50(m, 1H), 3,33-
3,30(m, 4H), 2,60-2,51(m, 6H), 2,16-2,10(m, SH), 1,10(t, 3H).

Vi du 101: Piéu ché 2-morpholin-4-yl-2-oxoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

0° O\)J\Nﬂ
joasUhe
N
H
Cl =
0N
H

Theo qué trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,66 g (1,5 duong
luwong, 4,03 mmol) 1-(2-cloaxetyl)morpholin dugc thuc hién phén g dé thu duoc hop chét

néu & tiéu d& dudi dang chét rin mau triing (0,5 g).

'H NMR (400MHz, DMSO-de): & 11,68(s, 1H), 9,08(d, 1F), 7,83(t, 3H), 7,58(s, 1H),
7,56(s, 1H), 7,53(t, 1H), 7,32(d, 1H), 7,26(t, 1H), 6,52(s, 1H), 4,93(dd, 2H), 4,87(m, 1H),
3,65(dd, 1H), 3,58(br-s, 4H), 3,44(m, 4H), 3,29(m, 1H).
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Vi du 102: Didu ché (metoxymetylcarbamoyl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

0O O\/U\'?'/
N BN
H
cl =
07 N
H

Theo qué trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,55 g (1,5 duong
leong, 4,03 mmol) 2-clo-N-metoxy-N-metylaxetamit duoc thuc hién phan ing dé thu dugc

hop chét néu & tidu d& duéi dang chét ran mau tring (0,7 g).

'H NMR (400MHz, DMSO-de): 8 11,70(s, 1H), 9,10(d, 1H), 7,86-7,81(m, 3H), 7,59-
7,51(m, 3H), 7,33(dd, 1H), 7,26(m, 1H), 6,52(s, 1H), 5,09-4,89(m, 3H), 3,74(s, 3H), 3,63(dd,

1H), 3,29(q, 1H), 3,14(s, 3H).

Vi du 103: Didu ché 2-etoxycacbonylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

o° O\/U\O/\CHs

N
H
Cl =

0~ 'N

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,49 g (1,5 duong
hrong, 4,03 mmol) etyl cloaxetat dugc thyc hién phan tmg dé thu dugc hop chit néu & tiéu dé

du6i dang chit rin mau tring (0,8 g).

'H NMR (400MHz, DMSO-ds): & 11,69(s, 1H), 9,10(d, 1), 7,85(t, 1H), 7,83-7,80(m,
2H), 7,77(d, 1H), 7,57(t, 1H), 7,55(t, 1H), 7,54-7,50(m, 1H), 7,32(dd, 1H), 7,27-7,23(m, 1H),

6,51(s, 1H), 4,95-4,89(m, 1H), 4,81(q, 2H), 4,16(q, 2H), 3,55(dd, 1H), 3,30(q, 1H), 1.21(t,
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3H).

Vi du 104: Piéu ché 2-etoxycacbonyletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

0.0 OEt
0 O
0]
N
H
Cl =
o} N
H

Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,55 g (1,5 duong
lugng, 4,03 mmol) etyl 3-clopropionat dugc thuc hién phan tmg dé thu dugc hop chét néu &

tiéu dé dudi dang chit rin mau tring (0,8 g).

'H NMR (700MHz, DMSO-de): & 11,69(s, 1H), 9,03(d, 1H), 7,82(t, 1H), 7,81(t, 1H),
7,77(d, 1H), 7,57(t, 1H), 7,56(t, 1H), 7,52-7,50(m, 1H), 7,32(dd, 1H), 7,23-7,21(m, 1H),
6,45(s, 1H), 4,77-4,73(m, 1H), 4,34-4,30(m, 2H), 4,01(q, 2H), 3.43(dd, 1H), 3,26(g, 1H),
2,69-2,66(m, 2H), 1,13(t, 3H).

Vi du 105: Pidu ché 2-morpholin-4-yl-etoxycacbonylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)propionat

o) (\o
o) 0 O\)J\O/\/N\)
jon
H
cl =
07N
H

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 1,07 g (1,2 duong
lwong, 3,23 mmol) 4-[2-(2-bromoaxetoxy)etyllmorpholin-4-ium bromua dugc thuc hién

phan tmg dé thu dugc hop chét néu & tiéu dé duéi dang chét rén mau tring (0,1 g).

'H NMR (DMSO-de): 5 9,09(d, 1H), 7,81(t, 3H), 7,53(m, 3H), 7,31(d, 1H), 7,23(t, 1H),
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6,48(s, 1H), 4,87-4,80(m, 2H), 4,23(t, 1H), 3,57-3,52(m, 4H), 3,31-3,25(m, 2H), 3,14(t, 4H),
2,62(t, 4H).

Vi du 106: Piéu ché 2-morpholin-4-yletyl 2-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionyloxy]butyrat

o} (\o
o © o\iko/\/N\)
jon:
H
cl Z
0 N
H

Theo qué trinh thuc nghiém C, 2,0 g (5,38 mmol) rebamipid va 1,8 g (1,2 duong lugng,
6,47 mmol) etyl cloaxetat dugc thuc hién phan tng dé thu duge hop chit néu & tiéu dé dusi

dang chét rin mau tring (1,0 g).

'H NMR (DMSO-dg): & 9,09(d, 1H), 7,81(t, 3H), 7,53(m, 3H), 7,31(d, 1H), 7,25-
7,23(m, 1H), 6,48(d, 1H), 5,06-4,78(m, 1H), 4,30-4,11(m, 1H), 3,61-3,24(m, 8H), 3,35-
3,25(m, 4H), 2,54-2,35(m, 2H), 1,90-1,75(m, 2H), 0,95(t, 3H).

Vi du 107: Diéu ché 2-(1,3-dioxo-1,3-dihydroisoindol-2-yl)etyl 2-(4-clobenzoylamino)-3-(2-

0x0-1,2-dihydroquinolin-4-yl)propionat
0
0 ON-Oy
Jog ¥
H
cl =
07 "N
H
Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,79 g (1,5 duong

luong, 4,03 mmol) N-(clometyl)phtalimit dugc thuc hién phan Gng dé thu duoc hop chit néu

& tiéu d& dudi dang chét rin mau tring (0,6 g).
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'H NMR (400MHz, DMSO-de): 8 11,65(s, 1H), 8,94(d, 1H), 7,82(s, 4H), 7,76-7,70(m,
3H), 7,52-7,48(m, 3H), 7,29(dd, 1H), 7,21(m, 1H), 6,41(s, 1H), 4,71(m, 1H), 4,48-4,42(m,
1H), 4,36-4,31(m, 1H), 3,92(t, 2H), 3,43(dd, 1H), 3,15(dd, 1H).

Vi du 108: Diéu ché xyclohexyloxycacbonyloxymetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

o © ovo\n/o\o
N o)
H

cl =

O0” °N
H

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,77 g (1,5 duong
lrong, 4,03 mmol) etyl clometyl xyclohexyl cacbonat duoc thuc hién phén tmg dé thu dugc

hop chét néu & tiéu dé& dudi dang chét rén mau tring (0,4 g).

'H NMR (400MHz, DMSO-ds): 5 11,66(s, 1H), 9,09(d, 1H), 7,81(m, 3H), 7,52(m,
3H), 7,33(d, 1H), 7,21(m, 1H), 6,45(s, 1H), 5,77(s, 2H), 4,81(m, 1H), 4,53(m, 1H), 3,28-
3,49(m, 2H), 1,80(m, 2H), 1,63(m, 2H), 1,14-1,51(m, 6H).

Vi du 109: Diéu ché 2-morpholin-4-yl-etoxycacbonyloxymetyl 2-(4-clobenzoylamino)-3-(2-
oxo0-1,2-dihydroquinolin-4-yl)propionat

0s_0_ _0__0
0 ~ ~N
T

Theo qué trinh thye nghiém C, 2,0 g (5,38 mmol) rebamipid va 1,68 g (1,2 duong
lugng, 6,47 mmol) clometyl(2-morpholin-4-yl)etyl cacbonat HCI dugc thuc hién phéan Gmg

dé thu dugc hop chit néu & tiéu d& dudi dang chét rin mau trfng (0,1 g).
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'H NMR (DMSO-de): & 9,09(d, 1H), 7,81(t, 3H), 7,53(m, 4H), 7,31(d, 1H), 7,23(t, 1H),
7,26-6,95(m, 3H), 6,48(s, 1H), 4,23(t, 1H), 3,57-3,52(m, 4H), 3,31-3,25(m, 2H), 3,14(t, 4H),
2,62(t, 4H).

Vi du 110: Pidu ché 2-ureidoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

o)
0° 0\/\NJ\NH2
H

o
H

cl Z

07N

H

Theo qua trinh thuc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,67 g (1,5 duong

yl)propionat

lugng, 4,03 mmol) (2-bromoetyl)ure duge thue hién phan mg dé thu duoc hop chét néu &

tiéu dé dudi dang chit rin mau tring (0,2 g).

'H NMR (400MHz, DMSO-de): & 11,68(s, 1H), 9,01(d, 1H), 8,64(t, 1H), 7,87-7,82(m,
3H), 7,57(t, 1H), 7,55(t, 1H), 7,52(m, 1H), 7,31(d, 1H), 7,26(m, 1H), 6,46(s, 1H), 6,12(t, 1H),
5,57(s, 2H), 4,81(m, 1H), 4,13(m, 1H), 4,06(m, 1H), 3,53(dd, 1H), 3,28-3,22(m, 3H).

Vi du 111: Pidu ché 2-(3-Phenyl-ureido)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

i
o© O\/\NJ\N
H H
ﬁ”
H
Cl =

0" °N
H

Theo qué trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 0,98 g (1,5 duong
hrong, 4,03 mmol) 1-(2-bromoetyl)-3-phenyl ure dugc thuc hién phan tng dé thu duoc hop
chit néu & tiéu dé dud6i dang chit rin mau tring (0,3 g).
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'H NMR (400MHz, DMSO-dq): 5 11,68(s, 1H), 9,02(d, 1H), 8,60(s, 1H), 7,83(t, 3H),
7,54(s, TH), 7,52(s, 1H), 7,49(t, 1H), 7,40(s, 1H), 7,38(s, 1H), 7,30(d, 1H), 7,21-7,15(m, 3H),
6,88(t, 1H), 6,45(s, 1H), 6,30(t, 1H), 4,83(m, 1H), 4,25(m, 1H), 4,13(m, 1H), 3,56(dd, 1H),
3,41(t, 2H), 3,27(m, 1H).

Vi du 112: Didu ché 2-(3-benzyl-ureido)etyl 2-(4-clobenzoylamino)-3-(2-0xo0-1,2-

dihydroquinolin-4-yl)propionat

Theo qua trinh thyc nghiém C, 1,0 g (2,69 mmol) rebamipid va 1,04 g (1,5 duong
Iuong, 4,03 mmol) 1-(2-bromoetyl)-3-benzyl ure dugc thuc hién phan tng dé thu dugc hop

chét néu & tiéu d& dudi dang chét rdn mau tréng (0,3 g).

'H NMR (400MHz, DMSO-ds): & 11,69(s, 1H), 9,03(d, 1H), 7,87-7,82(m, 3H), 7,55(d,
2H), 7,51(t, 1H), 7,33-7,17(m, 6H), 6,52(t, 1H), 6,46(s, 1H), 6,15(t, 1H), 4,82(m, 1H), 4,23-
4,17(m, 3H), 4,07(m, 1H), 3,52(dd, 1H), 3,33(m, 2H), 3,24(dd, 1H).

Vi du 113: Pidu ché axit 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDthiopropionic
o Os_-SH
jog
H
Cl e
O~ 'N

H

Theo qua trinh thye nghiém A hodc B, hgp chit néu & tidu d& duogc didu ché dudi dang
chét rin mau vang nhat (200 g).
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IH NMR (700MHz, DMSO-ds): § 11,52(s, 1H), 8,40(d, 1H), 8,22(d, 1H), 7,81(dd, 2H),
7,54(d, 1H), 7,52(d, 1H), 7,48(m, 1H), 7,28(d, 1H), 7,22(m, 1H), 6,37(s, 1H), 4,65-4,60(m,
1H), 4,11(q, 1H), 3,72(dd, 1H), 2,93(q, 1H).

Vi du 114: Pidu ché S-metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)thiopropionat
NN
jog
H
Cl =
O~ °N
H

Theo qua trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,10 g (1,5 dwong lugng, 7,76 mmol) iodometan
duoc thye hién phan tng dé thu dugc hop chit néu & tiéu d dudi dang chit rfin mau tring

(1,2 g).

'H NMR (400MHz, DMSO-dg): & 11,65(s, 1H), 9,24(d, 1H), 7,86(s, 1H), 7,84(s, 1H),
7,79(d, 1H), 7,60(s, 1H), 7,58(s, 2H), 7,51(t, 1H), 7,30(d, 1H), 7,23(t, 1H), 6,43(s, 1H), 4,97-
4,92(m, 1H), 3,54(dd, 1H), 3,21(q, 1H), 2,28(s, 3H).

Vi du 115: Diéu ché S-etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)thiopropionat
o Oy S
jou
H
Cl =
0~ "N
H

Theo qua trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,21 g (1,5 duong luong, 7,76 mmol) iodoetan
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duogc thue hién phan tmg dé thu dugc hop chét néu & tiéu d& du6i dang chét rin mau tring

(1,2 g).

'H NMR (700MHz, DMSO-ds): § 11,68(s, 1H), 9,28(d, 1H), 7,88(t, 1H), 7,85(t, 1H),
7,82(t, 1H), 7,60(t, 1H), 7,58(t, 1H), 7,53-7,49(m, 1H), 7,34-7,31(m, 1H), 7,26-7,22(m, 1H),
6,44(s, 1H), 4,95-4,90(m, 1H), 3,53(dd, 1H), 3,21(q, 1H), 2,86(q, 2H), 1,19(t, 3H).

Vi du 116: Pidu ché S-propyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)thiopropionat
0 O S
fon:
H
Cl =
o) N
H

Theo qua trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 0,95 g (1,5 duong luong, 7,76 mmol) 1-
bromopropan dugc thuc hién phan tmg dé thu dugc hop chit néu & tiéu dé dudéi dang chit rin

mau tring (1,0 g).

'H NMR (700MHz, DMSO-dg): § 11,65(s, 1H), 9,22(d, 1H), 7,86-7,79(m, 3H), 7,64(s,
1H), 7,62(s, 1H), 7,49(d, 1H), 7,26-7,22(m, 1H), 7,26-7,22(m, 1H), 6,43(s, 1H), 4,93-4,90(m,
1H), 3,52(dd, 1H), 3,20(q, 1H), 2,85(t, 2H), 1,51(q, 2H), 0,91(t, 3H).

Vi du 117: Pidu ché S-butyl 2~(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)thiopropionat
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Theo qua trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-0xo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,06 g (1,5 duwong Ilwong, 7,76 mmol) 1-
bromobutan duge thuc hién phén tmg dé thu duoc hop chét néu & tiéu dé dudi dang chét rén

mau tring (0,8 g).

'H NMR (400MHz, DMSO-ds): & 11,64(s, 1H), 9,21(d, 1H), 7,87-7,79(m, 3H), 7,58(t,
1H), 7,55(t, 1H), 7,52-7,49(m, 1H), 7,30(dd, 1H), 7,25-7,20(m, 1H), 6,43(s, 1H), 4,96-
4,90(m, 1H), 3,52(dd, 1H), 3,20(q, 1H), 2,87(t, 2H), 1,53-1,46(m, 2H), 1,35-1,24(m, 2H),
0,87(t, 3H).

Vi du 118: Didu ché S-(3-metylbutyl)2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-

N
H
cl z

O~ 'N

4-yl)thiopropionat

Theo qua trinh thuyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,17 g (1,5 duong lugng, 7,76 mmol) 1-bromo-3-
metylbutan dugc thyc hién phan tmg dé thu duoc hop chét néu & tiéu d& dudi dang chét rin

mau tring (0,7 g).

'HNMR (400MHz, DMSO-dg): 8 11,65(s, 1H), 9,22(d, 1H), 7,86-7,79(m, 3H), 7,60(t,
1H), 7,58(t, 1H), 7,53-7,49(m, 1H), 7,30(dd, 1H), 7,26-7,22(m, 1H), 6,43(s, 1H), 4,92(m,
1H), 3,52(dd, 1H), 3,20(q, 1H), 2,89-2,85(m, 2H), 1,60-1,55(m, 1H), 1,42-1,37(m, 2H),
0,87(dd, 6H).

Vi du 119: Pidu ché S-hexyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

ylthiopropionat
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Theo qua trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,28 g (1,5 duong lugng, 7,76 mmol) 1-
bromohexan dugc thuc hién phan tmg dé thu dugc hop chit néu & tisu d& du6i dang chét rin

mau tring (0,6 g).

'H NMR (400MHz, DMSO-ds): & 11,64(s, 1H), 9,21(d, 1H), 7,86-7,79(m, 3H), 7,58,
1H), 7,55(t, 1H), 7,53-7,49(m, 1H), 7,30(dd, 1H), 7,25-7,16(m, 1H), 6,43(s, 1H), 4,95-
4,90(m, 1H), 3,52(dd, 1H), 3,20(q, 1H), 2,86(t, 2H), 1,54-1,47(m, 2H), 1,34-1,8(m, 6L,
0,85(t, 3H).

Vi du 120: DPiéu ché S-(2-dimetylamino)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat

Theo qua trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,12 g (1,5 duong lwong, 7,76 mmol) 2-
(dimetylamino)etyl clorua HCI dugc thue hién phan ing dé thu duoc hop chit néu & tiéu dé

du6i dang chét rén mau tring (0,7 g).

'H NMR (400MHz, DMSO-de): 8 11,64(s, 1H), 9,23(d, 1H), 7,87-7,84(m, 2H), 7,79(d,
1H), 7,58(d, 2H), 7,51(t, 1H), 7,30(d, 1H), 7,24(t, 1H), 6,43(s, 1H), 4,95-4,92(m, 1H),
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3,53(dd, 1H), 3,20(q, 1H), 2,99(t, 2H), 2,40(t, 2H), 2,16(s, 6H).

Vi du 121: Pidu ché S-(2-dietylamino)etyl 2-(4-clobenzoylamino)-3-(2-0xo-1,2-

dihydroquinolin-4-yl)thiopropionat

N .
H
Cl =
o) N
H

Theo qua trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,33 g (1,5 duong lugng, 7,76 mmol) 2-
(dietylamino)etyl clorua HCI dugc thuc hién phan tmg @€ thu dugc hop chit néu & tiéu dé

du6i dang chét rin mau tréng (0,7 g).

'H NMR (400MHz, DMSO-ds): § 11,65(s, 1H), 9,25(d, 1H), 7,87(t, 1H), 7,84(t, 1H),
7,79(d, 1H), 7,60(t, 1H), 7,58(t, 1H), 7,53-7,49(m, 1H), 7,31(d, 1H), 7,25-7,21(m, 1H),
6,43(s, 1H), 4,93-4,90(m, 1H), 3,52(dd, 1H), 3,22(q, 1H), 2,97(t, 2H), 2,62-2,58(m, 6H),
0,98(t, 6H).

Vi du 122: Piéu ché S-(2-diisopropylamino)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)thiopropionat

0 0 S\/\NJ\

joaple

Theo qua trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-

=z

1,2-dihydroquinolin-4-yl)thiopropionic va 1,55 g (1,5 duong luong, 7,76 mmol) 2-

(diisopropylamino)etyl clorua HCI dugc thyc hién phan tmg dé thu dugc hop chit néu & tiéu
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@& du6i dang chét rdn mau tring (0,8 g).

'H NMR (400MHz, DMSO-ds): 8 11,65(s, 1H), 9,23(d, 1H), 7,86(s, 1H), 7,84(s, 1H),
7,80(d, 1H), 7,64(s, 1H), 7,62(s, 1H), 7,51(t, 1H), 7,31(d, 1H), 7,23(t, 1H), 6,44(s, 1H), 4,96-
4.91(m, 1H), 3,52(dd, 1H), 3,21(q, 1H), 3,00(br-s, 2H), 2,87(br-s, 2H), 2,51(br-s, 2H), 0,99(d,
12H).

Vi du 123: DPidu ché S-(2-dimetylamino)propyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)thiopropionat

Theo qué trinh thuc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,22 g (1,5 duong luwong, 7,76 mmol) 3-
dimetylamino-1-propyl clorua HCI dugc thyc hién phan tmg dé thu dugc hop chit néu & tiéu

d& du6i dang chét rin mau tréng (0,9 g).

'H NMR (400MHz, DMSO-de): & 11,65(s, 1H), 9,22(d, 1H), 7,86(t,1H), 7,84(t, 1H),
7,79(d, 1H), 7,60(t, 1H), 7,58(t, 1H), 7,53-7,49(m, 1H), 7,30(dd, 1H), 7,23-7,20(m, 1H),
6,43(s, 1H), 4,95-4,90(m, 1H), 3,52(dd, 1H), 3,20(q, 1H), 2,88(t, 2H), 2,25(t, 2H), 2,09,
6H), 1,68(m, 2H).

Vi du 124: Piéu ché S-(2-benzoylamino)etyl 2-(4-clobenzoylamino)-3-(2-0xo-1,2-

dihydroquinolin-4-yl)propionat oxalat
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Theo qua trinh thue nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thipropionic va 1,42 g (1,5 duwong luong, 7,76 mmol) N-(2-

cloetyl)benzamit dugc thwe hién phan tmg dé thu dugc hop chét néu & tiéu d& dudi dang chét

rin mau tring (0,5 g).

'H NMR (400MHz, DMSO-dg): 8 11,64(s, 1H), 9,24(d, 1H), 8,66(t, 1H), 7,85-7,83(m,
4H), 7,77(d, 1H), 7,58(s, 1H), 7,56(s, 1H), 7,51-7,44(m, 3H), 7,30(d, 1H), 7,22(t, 1H), 6,43(s,
1H), 4,97-4,91(m, 1H), 3,55-3,42(m, 3H), 3,20(q, 1H), 3,11(t, 2H).

Vi du 125: Didu ché S-metoxymetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)thiopropionat

Theo qua trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 0,62 g (1,5 duong luong, 7,76 mmol) clometyl
metyl ete dugc thuc hién phan Uimg dé thu dugc hop chit néu & tidu d& dudi dang chit rin

mau tring (1,2 g).

'H NMR (400MHz, DMSO-dg): § 11,67(s, 1H), 9,29(d, 1H), 7,86-7,80(m, 3H), 7,60-
7,58(dd, 2H), 7,53-7,49(m, 1H), 7,30(d, 1H), 7,25-7,21(m, 1H), 6,43(s, 1H), 5,08(s, 2H),
4,99-4,93(m, 1H), 3,54(dd, 1H), 3,24(q, 2H), 3,22(s, 3H).
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Vi du 126: Didu ché S-(2-benzoyloxy)etyl 2-(4-clobenzoylamino)-3-(2-0x0-1,2-

dihydroquinolin-4-yl)thiopropionat

O
0° S\/\OJ\©
fon
Cl =

O~ °N
H

Theo qué trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,43 g (1,5 duong lugng, 7,76 mmol) 2-cloetyl
benzoat dugc thyuc hién phan timg dé thu dwoc hop chit néu & tiéu d& dudsi dang cht rin mau

tring (0,9 g).

'H NMR (400MHz, DMSO-ds): 5 11,66(s, 1H), 9,27(d, 1H), 7,96(s, 1H), 7,94(d, 1H),
7,84(s, 1H), 7,82(s, 1H), 7,72(d, 1H), 7,66(t, 1H), 7,58(s, 1H), 7,56(s, 1H), 7,50(q, 3H),
7,30(d, 1H), 7,21(t, 1H), 6,42(s, 1H), 4,95(m, 1H), 4,41(t, 2H), 3,49(dd, 1H), 3,34-3,30(m,
2H), 3,19(q, 1HD).

Vi du 127: Diéu ché S-(2-metylsulfanyl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

Theo qua trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 0,86 g (1,5 duong luwong, 7,76 mmol) 2-cloetyl
metyl sulfua dugc thuc hién phan tng dé thu dugc hop chit néu & tiéu d& duéi dang chit rin

mau tring (0,8 g).
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'HNMR (400MHz, DMSO-do): 8 11,65, 1H), 9,25(d, 1H), 7,86(t, 1H), 7,84(t, 15),
7,79(d, 1H), 7,60(t, 1H), 7,58(t, 1H), 7,53-7.49(m, 1H), 7,31(dd, 1H), 7,25-7,21(m, 1H),
6,43(s, 1H), 4,97-4,92(m, 1H), 3,53(dd, 1H), 3,21(q, 1H), 3,12-3,08(m, 2H), 2,65-249(m,
2H), 2,11(s, 3H).

Vi du 128: Pidu ché S-(2-phenylsulfanyl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

Theo qua trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,68 g (1,5 dwong Iuong, 7,76 mmol) 2-bromoetyl
phenyl sulfua dugc thyc hién phan tmg d& thu dugc hop chit néu & ticu d& dudi dang chét rin

mau tring (0,6 g).

'HNMR (400MHz, DMSO-de): 8 11,66(s, 1H), 9,26(d, 1H), 7,86(s, 1H), 7,84(s, 1H),
7,79(d, 1H), 7,60(s, 1H), 7,58(s, 1H), 7,51(t, 1H), 7,39(dd, 2H), 7,33(q, 3H), 7,25-7.21(m,
2H), 6,43(s, 1H), 4,98-4,93(m, 1H), 3,52(dd, 1H), 3,22(q, 1H), 3,15-3,07(m, 4H),

Vi du 129: Pidu ché S-(2-benzensulfonyl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat

7

0 o
N
H
Cl =

0~ °N
H

Theo qua trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
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1,2-dihydroquinolin-4-yl)thiopropionic va 1,68 g (1,5 duwong lugng, 7,76 mmol) 2-cloetyl
phenyl sulfon dugc thyc hién phan tmg dé thu dwoc hop chét néu ¢ tiéu @@ dudi dang chét rin

mau tring (0,6 g).

'H NMR (400MHz, DMSO-de): 8 11,65(s, 1H), 9,22(d, 1H), 7,92(t, 2H), 7,83-7,79(m,
2H), 7,76(d, 2H), 7,70-7,64(m, 2H), 7,62-7,58(m, 2H), 7,53-7,47(m, 1H), 7,31(d, 1H), 7,21(t,
1H), 6,39(s, 1H), 4,92-4,86(m, 1H), 3,57-3 47(m, 3H), 3,17(q, 1H), 3,07-3,02(m, 2H).

Vi du 130: Diéu ché S-(2-oxobutyl)2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDthiopropionat

Theo qua trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 0,82 g (1,5 dwong luong, 7,76 mmol) 1-clo-2-
butanon dugc thyc hién phan tng dé thu duge hop chit néu & tiéu d& dusi dang chit rin mau

tring (1,1 g).

'H NMR (400MHz, DMSO-de): 8 11,65(s, 1H), 9,32(d, 1H), 7,87(s, 1H), 7,85(s, 1H),
7,77(d, 1H), 7,61(s, 1H), 7,59(s, 1H), 7,51(t, 1H), 7,30(d, 1H), 7,23(t, 1H), 6,44(s, 1H), 4.96-
4,93(m, 1H), 3,91(d, 2H), 3,52(dd, 1H), 3,20(q, 1H), 2,58(q, 2H), 0,96(t, 3H).

Vi dy 131: Diéu ché S-(2-ureido)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDthiopropionat
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Theo qua trinh thuc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 0,95 g (1,5 duong luong, 7,76 mmol) 2-cloetylure
duge thuc hién phan tmg & thu dugc hop chét néu & tiéu @ dudi dang chét rin mau tring

(L1 g).

'H NMR (400MHz, DMSO-ds): 8 11,66(s, 1H), 9,24(d, 1H), 7,86(s, 1H), 7,84(s, 1H),
7,81(t, 1H), 7,60(s, 1H), 7,58(s, 1H), 7,57(d, 1H), 7,51(t, 1H), 7,30(d, 1H), 7,24(t, 1H), 6,43(s,
1H), 6,14(t, 1H), 5,51(s, 2H), 4,96-4,92(m, 1H), 3,54(dd, 1H), 3,21(q, 1H), 3,17-3,11(m, 2H),
2,93(t, 2H).

Vi dy 132: Diéu ché N,N-dimetyl S-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)]thiocarbamat

Oy S _N

0 \[(\
o’
H
Cl =

O~ °N

Theo qua trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 0,83 g (1,5 duong lugng, 7,76 mmol) dimetyl
carbamyl clorua dugc thyc hién phan tmg dé thu duoc hop chét néu & tiéu d& dudsi dang chét

rédn méu tring (1,2 g).

"H NMR (400MHz, DMSO-de): 5 11,61(s, 1H), 8,95(d, 1H), 7,89(d, 1H), 7,86(s, 1H),
7,84(s, 1H), 7,53-7,47(m, 3H), 7,29(d, 1H), 7.21(t, 1H), 6,44(s, 1H), 5,28-5,22(m, 1H),

-102-



19881
3,28(dd, 1H), 3,19(q, 1H), 2,96(s, 3H), 2,84(s, 3H).

Vi du 133: Dibu ché S-alyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)thiopropionat

Theo qué trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 0,94 g (1,5 duwong luong, 7,76 mmol) alylbromua

dugc thuc hién phan tng dé thu dugc hop chit néu & tiéu dé dudi dang chét rin mau tring

(1,2 g).

'H NMR (700MHz, DMSO-de): § 11,67(s, 1H), 9,26(d, 1H), 7,86-7,82(m, 2H), 7,79(d,
1H), 7,64-7,58(m, 2H), 7,53-7,49(m, 1H), 7,32-7,30(dd, 1H), 7,26-7,22(m, 1H), 6,43(s, 1H),
5,84-5,74(m, 1H), 5,29-5,24(m, 1H), 5,12-5,09(tt, 1H), 4,97-4,92(m, 1H), 3,57-3,52(m, 3H),

3,21(q, 2H).

Vi du 134: Didu ché S-but-2-enyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)thiopropionat

Theo qua trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,05 g (1,5 duong luong, 7,76 mmol) 1-bromo-2-
buten durgc thuc hién phan tmg dé thu dugc hop cht néu & tiéu d& dudi dang chit rin mau
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tring (1,0 g).

'H NMR (400MHz, DMSO-de): 8 11,66(s, 1H), 9,23(d, 1F), 7,86-7,79(m, 3H), 7,60(,
1H), 7,58(t, 1H), 7,53-7,49(m, 1H), 7,31(dd, 1H), 7,26-7,22(m, 1H), 6,42(s, 1H), 5,71-
5,66(m, 1H), 5,46-5,38(m, 1H), 4,97-4,91(m, 1H), 3,58-3,50(m, 3H), 3,20(q, 2H), 1,65,

3H).

Vi du 135: Diéu ché S-prop-2-ynyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yD)thiopropionat
pz
o) O S \//
jog
H
Cl =
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H

Theo qué trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 0,92 g (1,5 duong lugng, 7,76 mmol) progargyl
bromua dugce thuc hién phan tmg dé thu duoc hop chit néu & tiéu dé dudi dang chét rin mau

tring (1,0 g).

'H NMR (400MHz, DMSO-ds): 5 11,63(s, 1H), 9,29(d, 1H), 7,86(t, 1H), 7,83(t, 1H),
7,79(d, 1H), 7,60, 1H), 7,58(t, 1H), 7,53-7,49%(m, 1H), 7,30(d, 1H), 7,25-7.21(m, 1H),
6,42(s, 1H), 4,99-4,96(m, 1H), 3,72(d, 1H), 3,53(dd, 3H), 3,32(s, 2H), 3,21(q, 2H).

Vi du 136: Diéu ché S-xyclopentyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yD)thiopropionat
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Theo qua trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 0,81 g (1,5 duwong lwong, 7,76 mmol)
cloxyclopentan dugc thuc hién phén g dé thu duoc hop chét néu & tidu @& dudi dang chét

rén mau tring (0,7 g).

TH NMR (400MHz, DMSO-ds): 8 11,64(s, 1H), 9,19(d, 1H), 7,85(d, 1H), 7,83(d, 1H),
7,79(d, 1H), 7,59(d, 1H), 7,58(d, 1H), 7,53-7,49(m, 1H), 7,30(d, 1H), 7,25-7,21(m, 1H),
6,42(s, 1H), 4,94-4,88(m, 1H), 3,65-3,62(m, 1H), 3,52(dd, 1H), 3,19(q, 2H), 2,09-2,02(m,
2H), 1,64-1,55(m, 4H), 1,49(m, 2H).

Vi dy 137: Pidu ché S-xyclohexyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)thiopropionat

Theo qué trinh thue nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,26 g (1,5 duong lugng, 7,76 mmol)
bromoxyclohexan dugc thuc hién phan tmg dé thu dugc hop chit néu & tiéu dé dudi dang

chét rin mau trfing (1,3 g).

'H NMR (400MHz, DMSO-ds): § 11,65(s, 1H), 9,20(d, 1H), 7,86(s, 1H), 7,84(s, 1H),
7,60(s, 1H), 7,58(s, 1H), 7,51(t, 1H), 7,30(d, 1H), 7,24(t, 1H), 6,42(s, 1H), 4,93-4,88(m, 1H),
3,51(m, 1H), 3,42(m,1H), 3,18(q, 2H), 1,86-1,82(m, 2H), 1,64-1,52(m, 3H), 1,45-1,32(m,
4H), 1,19(m, 1H).

Vi du 138: Didu ché S-xyclopropylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat
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Theo qua trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 0,70 g (1,5 duong Iluwong, 7,76 mmol)
(clometyl)xyclopropan dugc thuc hi¢n phén Ung d8 thu dwoc hop chét néu & tiéu dé dudi

dang chét rin mau tring (1,1 g).

'H NMR (400MHz, DMSO-ds): & 11,66(s, 1H), 9,24(d, 1H), 7,88-7,84(m, 2H), 7,80(d,
1H), 7,61-7,58(m, 2H), 7,53-7,49(m, 1H), 7,30(dd, 1H), 7,26-7,22(m, 1H), 6,43(s, 1H),
4,95(m, 1H), 3,54(dd, 1H), 3,20(q, 2H), 0,98-0,94(m, 1H), 0,53-0,48(m, 2H), 0,25-0,24(m,
2H).

Vi du 139: DPidu ché S-xyclobutylmetyl —2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat

Theo qua trinh thi_rc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,12 g (1,5 dwong lugng, 7,76 mmol)
(bromometyl)xyclobutan dugc thuc hién phan tmg dé thu dugc hop cht néu & tiéu @& dusi

dang chét rin mau trfing (1,4 g).

'H NMR (400MHz, DMSO-ds): 8 11,66(s, 1H), 9,23(d, 1F), 7,86-7,82(m, 2H), 7,79(d,
1H), 7,60-7,55(m, 2H), 7,53-7,49(m, 1H), 7,35-7,30(m, 1H), 7,26-7,20(m, 1H), 6,51(s, 1H),
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4,95-4,90(m, 1H), 3,51(dd, 1H), 3,20(q, 1H), 2,89(d, 2H), 2,46-2,38(m, 1H), 2,03-1,96(m,
2H), 1,83-1,71(m, 2H), 1,68-1,66(m, 2H).

Vi du 140: Didu ché S-xyclohexylmetyl —2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat

Theo qua trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,37 g (1,5 duong Iluwong, 7,76 mmol)
(bromometyl)xyclohexan dugc thuc hién phan tmg dé thu dugc hop chét néu & tiéu dé dudi

dang chit rin mau tring (1,3 g).

'H NMR (400MHz, DMSO-ds):  11,66(s, 1H), 9,22(d, 1H), 7,86-7,82(m, 2H), 7,79(d,
1H), 7,62-7,58(m, 2H), 7,51(t, 1H), 7,30(d, 1H), 7,24(t, 1H), 6,43(s, 1H), 4,97-4,91(m, 1H),
3,52(dd, 1H), 3,20(q, 1H), 2,78(d, 2H), 1,67(t, 4H), 1,41(d, 1H), 1,40-1,34(m, 3H), 1,22-
1,16(m, 2H).

Vi du 141: DPidu ché S-(xyclopent-3-enyl)metyl 2-(4-clobenzoylamino)-3-(2-0x0-1,2-
dihydroquinolin-4-yl)thiopropionat

N

H
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H

Theo qua trinh thyc nghiém D, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-

oxo-1,2-dihydroquinolin-4-yl)thiopropionic va 1,96 g (1,5 duong lugng, 7,76 mmol)
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(xyclopent-3-enyl)mety] toluensulfonat durgc thuc hién phan Gng d& thu dugc hop chit néu &

tieu @& dudi dang cht rin mau tréng (0,7 g).

IH NMR (400MHz, DMSO-de): & 11,38(s, 1H), 9,24(d, 1H), 7,86-7,84(m, 2H), 7,79(d,
1H), 7,64-7,62(m, 2H), 7,50(t, 1H), 7,32(d, 1H), 7,24(t, 1H), 6,50(s, 1H), 5,63(s, 2H), 4,95-
4,93(m, 1H), 3,52(dd, 1H), 3,21(q, 1H), 2,93(d, 2H), 2,46-2,43(m, 3H), 2,00(dd, 2H).

Vi du 142: Diéu ché S-oxiranylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-

4-yl)thiopropionat

Theo qua trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 0,72 g (1,5 dwong luwong, 7,76 mmol) 2-
(clometyl)oxiran dugc thyc hién phan tng dé thu dugc hop chit néu & tiéu dé dudi dang chit

rén mau tring (1,0 g).

'H NMR (400MHz, DMSO-de): 5 11,67(s, 1H), 9,06(d, 1F), 7,83-7,72(m, 3H), 7,57-
7,41(m, 3H), 7,31(dd, 1H), 7,24-7,20(m, 1H), 6,46(s, 1H), 5,24-5,20(m, 1H), 4,96(m, 1H),
4,81-4,76(m, 1H), 3,87-3,84(m, 2H), 3,45(dd, 1H), 2,86(q, 2F).

Vi du 143: Piéu ché S-(tetrahydrofuran-2-yl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat
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Theo qua trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 0,94 g (1,5 duong luong, 7,76 mmol)
tetrahydrofurfuryl clorua duogc thuc hién phan timg d& thu dugc hop chét néu & tiéu & dudi

dang chét rin mau tring (1,3 g).

'H NMR (400MHz, DMSO-dq): 8 11,65(s, 1H), 9,25(d, 1H), 7,86(s, 1H), 7,84(s, 1H),
7.79(d, 1H), 7,64(s, 1H), 7,61(s, 1H), 7,51(t, 1H), 7,30(d, 1H), 7,24(t, 1H), 6,43(s, 1H), 4,97-
4,92(m, 1H), 3,89(s, 1H), 3,77(t, 1H), 3,61(t, 1H), 3,52(dd, 1H), 3,18(q, 2H), 3,09-2,98(m,
2H), 1,97-1,89(m, 1H), 1,87-1,78(m, 2H), 1,54-1,48(m, 1H).

Vi du 144: Pidu ché S-(2-pyrolidin-1-yl)etyl 2-(4-clobenzoylamino)-3-(2-0x0-1,2-

dihydroquinolin-4-yl)thiopropionat

N
D)LH
Cl =
O~ 'N
H

Theo qué trinh thyc nghiém D, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-
oxo-1,2-dihydroquinolin-4-yl)thiopropionic va 1,50 g (1,5 duong luwong, 7,76 mmol) 2-
pyrolidin etylmetansulfonat dugc thyc hién phan tmg dé thu dugc hop chét néu & tiéu dé dusi

dang chét rin mau trfing (0,6 g).

TH NMR (400MHz, DMSO-ds): 8 11,65(s, 1H), 9,25(d, 1H), 7,87(s, 1H), 7,85(s, 1H),
7,81(t, 1H), 7,61(s, 1H), 7,60(s, 1H), 7,58-7,47(m, 1H), 7,30(d, 1H), 7,23(t, 1H), 6,43(s, 1H),
4,96-4,91(m, 1H), 3,53(dd, 1H), 3,21(q, 2H), 3,01(t, 2H), 2,62-2,50(m, 6H), 1,68(s, 4H).

Vi du 145: Diéu ché S-[2-(1-metylpyrolidin-2-yl)Jetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat
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Theo qué trinh thyc nghiém D, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-
oxo-1,2-dihydroquinolin-4-yl)thiopropionic va 1,61 g (1,5 dwong luong, 7,76 mmol) 1-metyl-
2-pyrolidin etylmetansulfonat dugc thyc hién phan img d& thu duoc hop chét néu & tidu dé

duéi dang chét rin mau tring (0,4 g).

'H NMR (400MHz, DMSO-de):  11,64(s, 1H), 9,22(d, 1H), 7,86(s, 1H), 7,84(d, 1H),
7.81(t, 1H), 7,59(d, 1H), 7,58(d, 1H), 7,52-7,48(m, 1H), 7,35-7,30(m, 1H), 7,25-7,18(t, 1H),
6,43(s, 1H), 4,93(m, 1H), 3,52(dd, 1H), 3,20(q, 2H), 2,94-2,80(m, 2H), 2,19(s, 3H), 2,09-
2,05(m, 2H), 1,90-1,85(m, 1H), 1,77-1,75(m, 1H), 1,64-1,58(m, 2H), 1,50-1,45(m, 2H).

Vi du 146: Didu ché S-([1,3]-dioxolan-2-yl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat
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Theo qua trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,30 g (1,5 duong lwong, 7,76 mmol) 2-
bromometyl-1,3-dioxolan dugc thyc hién phan g d& thu dugc hop chét néu & tiéu d& dudi

dang chit rin mau tring (0,8 g).

'H NMR (400MHz, DMSO-de):  11,65(s, 1H), 9,27(d, 1H), 7,86(s, 1H), 7,84(s, 1H),
7,68(d, 1H), 7,61(s, 1H), 7,59(s, 1H), 7,53-7,48(m, 1H), 7,32(d, 1H), 7,24(t, 1H), 6,43(s, 1H),
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4,97-4,95(m, 1H), 4,33(s, 1H), 3,92-3,89(m, 2H), 3,82-3,78(m, 2H), 3,53(dd, 1H), 3,21(q,

2H), 3,13(d, 2H).

Vi du 147: Pidu ché S-(2-[1,3]-dioxolan-2-yl)etyl 2-(4-clobenzoylamino)-3-(2-0x0-1,2-

dihydroquinolin-4-yl)thiopropionat
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Theo qua trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,40 g(1,5 dwong lugng, 7,76 mmol) 2-(2-
bromoetyl)-1,3-dioxolan dwoc thyc hién phan ing dé thu dwoc hop chit néu & tidu d& dudi

dang chét rin mau tring (0,8 g).

'H NMR (400MHz, DMSO-de): & 11,65(s, 1H), 9,23(d, 1H), 7,86-7,80(m, 3H), 7,61-
7,55(m, 2H), 7,53-7,49(m, 1H), 7,31(dd, 1H), 7,25-7,21(m, 1H), 6,43(s, 1H), 4,93-4,91(m,
1H), 4,84(t, 1H), 3,91-3,85(m, 2H), 3,79-3,74(m, 2H), 3,53(dd, 1H), 3,20(q, 2H), 2,91(t, 2H),
1,86-1,82(m, 2H).

Vi du 148: Dibu ché S-(2-piperidin-1-yletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat
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Theo qua trinh thuc nghiém D, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-

oxo-1,2-dihydroquinolin-4-yl)thiopropionic va 1,43 g (1,5 duong lugng, 7,76 mmol) 1-(2-
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cloetyl)piperidin HCI dugc thyrc hién phén img 8 thu duge hop chit néu & tiéu dé duéi dang

chit rfin mau tring (0,9 g).

TH NMR (400MHz, DMSO-ds): 8 11,64(s, 1H), 9,27(d, 1H), 7,87-7,79(m, 3H), 7,58-
7,48(m, 3H), 7,31(d, 1H), 7,21(t, 1H), 6,45(s, 1H), 4,93(m, 1H), 3,52(dd, 1H), 3,21(q, 2H),
3,05(t, 2H), 2,74-2,67(m, 2H), 2,54(br-s, 4H), 1,52-1,44(m, 4H), 1,39-1,34(m, 2H).

Vi du 149: Diéu ché S-(1-metylpiperidin-2-yl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat

Theo qua trinh thyc nghiém D, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-
oxo-1,2-dihydroquinolin-4-yl)thiopropionic va 1,61g (1,5 duong lugng, 7,76 mmol) 1-metyl-
2-piperidinemety] metansulfonat dugc thuc hién phan tmg dé thu dugc hop chit néu & tiéu dé

dudi dang chét rin mau tring (0,4 g).

'H NMR (400MHz, DMSO-ds): & 11,64(s, 1H), 9,24(d, 1H), 7,87(s, 1H), 7,85(s, 1H),
7,81(t, 1H), 7,62(s, 1H), 7,61(s, 1H), 7,51(t, 1H), 7,30(d, 1H), 7,24(t, 1H), 6,43(s, 1H), 4,95-
4,92(m, 1H), 3,52(dd, 1H), 3,32(br-s, 2H), 3,21(q, 2H), 3,13-3,06(m, 1H), 2,74-2,71(m, 1H),
2,15-2,02(m, 4H), 2,02-1,97(m, 1H), 1,65-1,47(m, 4H), 1,24-1,16(m, 2H).

Vi du 150: Didu ché S-{4-[4-(4-clophenyl)piperazin-1-yl]-butyl} 2-(4-clobenzoylamino)-3-

(2-ox0-1,2-dihydroquinolin-4-yl)propionat
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Theo qu4 trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 2,57 g (1,5 duong luong, 7,76 mmol) [4-(4-
clophenyl)piperazin-1-ylJbutyl bromua dugc thuc hién phéan (mg d8 thu dugc hop chét néu &

tiéu d& dwdi dang chit rin mau tring (0,7 g).

IH NMR (400MHz, DMSO-ds): 8 11,67(s, 1H), 9,24(d, 1H), 7,86(s, 1H), 7,84(s, 1H),
7,80(d, 1H), 7,59(s, 1H), 7,57(s, 1H), 7,51(t, 1H), 7,30(d, 1H), 7,25-7,18(m, 2H), 6,92(s, 1H),
6,86(d, 1H), 6,77(d, 1H), 6,43(s, 1H), 4,96-4,90(m, 1H), 3,53(dd, 3H), 3,21(q, 1H), 3,14(br-s,
4H), 2,91(t, 2H), 2,33(br-s, 2H), 1,73(br-s, 2H).

Vi du 151: Didu ché S-(2-morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-0xo0-1,2-

dihydroquinolin-4-yl)propionat

o 0] SV\N/\
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Theo qué trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,44 g (1,5 dwong lwong, 7,76 mmol) 4-(2-
cloetyl)morpholin HCI dugc thyc hién phan ing @8 thu duge hop chét néu & tiéu @& dudi

dang chét rin mau tring (0,9 g).

'H NMR (400MHz, DMSO-de): 8 11,65(s, 1H), 9,24(d, 1H), 7,87(t, 1H), 7,84(t, 1H),
7,79(d, 1H), 7,60(t, 1H), 7,58(t, 1H), 7,53-7,49(m, 1H), 7,30(dd, 1H), 7,26-7,22(m, 1H),
6,43(s, 1H), 4,96-4,90(m, 1H), 3,56-3,51(m, 3H), 3,32(s, 2H), 3,21(q, 1H), 2,12(t, 2H), 2,53,
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2H), 2,39(br-s, 4H).

Vi du 152: Diéu ché S-(Tetrahydropyran-2-yl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat

N
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Theo qua trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,04 g (1,5 duwong lwong, 7,76 mmol) 2-
(clometyl)tetrahydro-2H-pyran dugc thyc hién phan tmg d& thu duoc hop chit néu & tiéu dé

dudi dang chit rin mau tring (0,9g).

'HNMR (400MHz, DMSO-de): 8 11,65(s, 1H), 9,25(dd, 1H), 7,87(s, 1H), 7,85(s, 1H),
7.79(d, 1H), 7,61(t, 1H), 7,59(t, 1H), 7,54-7,49(m, 1H), 7,29(d, 1H), 7,24(t, 1H), 6,43(s, 1H),
4,97-4,92(m, 1H), 3,84-2,81(m, 1H), 3,53(dd, 1H), 3,33-3,28(m, 2H), 3,21(q, 2H), 3,06-
3,00(m, 1H), 2,94-2,86(m, 1H), 1,74(br-d, 1H), 1,60(d, 1H), 1,45-1,40(m, 3H), 1,23-1,16(m,
1H).

Vi du 153: Didu ché S-(2-1,3]dioxan-2-yl)etyl 2-(4-clobenzoylamino)-3-(2-0x0-1,2-

dihydroquinolin-4-yl)thiopropionat
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Theo qua trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-

1,2-dihydroquinolin-4-yl)thiopropionic va 1,51 g (1,5 duong lugng, 7,76 mmol) 2-(2-
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bromoetyl)-1,3-dioxan dugc thuc hién phan éng dé thu duoc hop chét néu & tiéu dé dudi

dang chét rdn mau tring (0,8 g).

IH NMR (400MHz, DMSO-de): 8 11,65(s, 1H), 9,23(d, 1H), 7,85(d, 1H), 7,83(d, 1H),
7.79(d, 1H), 7,59(s, 1H), 7,58(s, LH), 7,53-7,49(m, 1H), 7,30(d, 1H), 7,23(t, 1H), 6,42(s, 1H),
4,93-492(m, 1H), 4,56(t, 1H), 4,04-3,97(m, 2H), 3,72-3,66(m, 2H), 3,52(dd, 1H), 2,91-
2,87(m, 2H), 1,87-1,72(m, 4H).

Vi du 154: Diéu ché S-(2-azepan-l-yletyl 2-(4-clobenzoylamino)-3-(2-0xo-1,2-

dihydroquinolin-4-yl)thiopropionat
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Theo qua trinh thuc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,54 g (1,5 duong luwong, 7,76 mmol) 2-

(hexametyleneimino)etyl clorua HCI dugc thuc hién phan ung d& thu dugc hop chét néu &

tiéu d& dudi dang chét rin mau trng (0,7 g).

'H NMR (400MHz, DMSO-de): & 11,65(s, 1H), 9,24(d, 1H), 7,87(s, 1H), 7,84(s, 1H),
7,79(d, 1H), 7,60(s, 1H), 7,58(s, 1H), 7,51(t, 1H), 7,31(d, 1H), 7,23(t, 1H), 6,43(s, 1H), 4,95-
4,90(m, 1H), 3,52(dd, 1H), 3,21(q, 2H), 2,98(t, 2H), 2,67-2,62(m, 6H), 1,56-1,51(d, 8H).

Vi du 155: Diéu ché S-(5-metyl-2-oxo-[1,3]dioxol-4-yl)metyl 2-(4-clobenzoylamino)-3-(2-

oxo-1,2-dihydroquinolin-4-yl)thiopropionat
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Theo qua trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,15 g (1,5 duong lugng, 7,76 mmol) 4-clometyl-
5-metyl-1,3-dioxol-2-on dugc thyc hién phan tmg dé thu duoc hop chit néu & tiéu dé& dudi

dang chét rin mau tring (0,6 g).

'H NMR (400MHz, DMSO-ds): § 11,65(s, 1H), 9,29(d, 1H), 7,85(s, 1H), 7,83(s, 1H),
7,78(d, 1H), 7,60(s, 1H), 7,58(s, 1H), 7,50(t, 1H), 7,30(d, 1H), 7,22(t, 1H), 6,41(s, 1H), 5,03-
4,98(m, TH), 4,06(s, 2H), 3,55(dd, 1H), 3,22(q, 1H), 2,15(s, 3H).

Vi du 156: Piéu ché S-Benzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDthiopropionat
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Theo qua trinh thuc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,33 g (1,5 duong lugng, 7,76 mmol) benzyl
bromua dugc thuc hi€n phan g dé thu dugc hop chit néu & tiéu d& dudi dang chét rin mau

tring (1,3 g).

I'H NMR (400MHz, DMSO-dg): § 11,67(s, 1H), 9,26(d, 1H), 7,84-7,80(m, 3H), 7,59-
7,55(m, 2H), 7,51(t, 1H), 7,35-7,29(m, SH), 7,28-7,22(m, 2H), 6,42(s, 1H), 5,02-4,96(m, 1H),
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4,15(q, 2H), 3,56(dd, 1H), 3,20(q, 2H).

Vi du 157: Piéu ché S-phenetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)thiopropionat

Theo qué trinh thue nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,43 g (1,5 duwong lugng, 7,76 mmol) phenetyl
bromua dugc thuc hién phan tmg dé thu dugc hgp chét néu & tiéu dé dudi dang chit rin mau

tring (1,2 g).

'H NMR (400MHz, DMSO-de): 5 11,67(s, 1H), 9,24(d, 1H), 7,85-7,79(m, 3H), 7,62-
7,49(m, 4H), 7,33-7,16(m, 6H), 6,43(s, 1H), 4,96-4,87(m, 1H), 4,34(s, 1H), 3,50(dd, 1H),
3,21(q, 2H), 3,13(t, 1), 2,90-2,73(m, 2H).

Vi du 158: Piéu ché S-(2-metylbenzyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat

Theo qué trinh thuce nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,44 g (1,5 duong lugng, 7,76 mmol) 2-
metylbenzyl bromua dugc thyc hién phan tmg dé thu dugc hop chét néu & tiéu dé& dudi dang

chét rin mau tring (1,2 g).
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'H NMR (400MHz, DMSO-ds): 8 11,65(s, 1H), 9,23(d, 1H), 7,83-7,79(m, 3H), 7,58-
7,54(m, 2H), 7,51(t, 1H), 7,30(t, 2H), 7,26-7,19(m, 1H), 7,17-7,12(m, 3H), 6,42(s, 1H), 5,02-
4,96(m, 1H), 4,16(q, 2H), 3,56(dd, 1H), 3,21(q, 2H), 2,27(s, 3H).

Vi du 159: Didu ché S-(3-Metylbenzyl) 2-(4-clobenzoylamino)-3-(2-0xo-1,2-

dihydroquinolin-4-yl)thiopropionat
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Theo qué trinh thuc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 144 g (1,5 duong luwong, 7,76 mmol) 3-
metylbenzyl bromua dugc thuc hién phan g dé thu duoc hop chét néu & tiéu dé dudi dang

chét rin mau tring (1,2 g).

'H NMR (400MHz, DMSO-ds): 8 11,65(s, 1H), 9,24(d, 1H), 7,83-7,80(m, 3H), 7,58-
7,55(m, 2H), 7,51(t, 1H), 7,30(d, 1H), 7,25-7,18(m, 2H), 7,12-7,05(m, 3H), 6,43(s, 1H), 5,02-
4,96(m, 1H), 4,11(q, 2H), 3,56(dd, 1H), 3,20(g, 2H), 2,27(s, 3H).

Vi du 160: Didu ché S-(3,4-dimetylbenzyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat
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Theo qua trinh thue nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-

1,2-dihydroquinolin-4-yl)thiopropionic va 1,20 g (1,5 dwong luwong, 7,76 mmol) 3,4-
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dimetylbenzy! clorua dugc thyc hién phén émg d& thu dwoc hop chit néu & tiéu dé dudi dang

chét rin mau tring (0,9 g).

'H NMR (400MHz, DMSO-dg): & 11,65(s, 1H), 9,23(d, 1H), 7,87-7,79(m, 3H), 7,58-
7,55(m, 2H), 7,51(t, 1H), 7,30(d, 1H), 7,24(t, 1H), 7,13(d, 1H), 7,08-7,02(m, 2H), 6,42(s,
1H), 5,00-4,96(m, 1H), 4,17(d, 1H), 4,08(d, 1H), 3,56(d, 1H), 3,20(t, 1H), 2,22-2,09(m, 6H).

Vi du 161: Diéu ché S-(4-flobenzyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDthiopropionat

gy
OO S

(@)
Iz

Theo qua trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,47 g (1,5 duong luong, 7,76 mmol) 4-flobenzyl
bromua dugc thuc hién phan tng dé thu dugc hop chét néu & tidu dé duéi dang chét rin mau

tréng (1,1 g).

'H NMR (400MHz, DMSO-de): 8 11,64(s, 1H), 9,25(d, 1H), 7,84-7,72(m, 3H), 7,74-
7,72(m, 2H), 7,68-7,64(q, 1H), 7,59-7,48(m, 4H), 7,33-7,30(m, 1H), 7,24-7,19(m, 1H),
6,41(s, 1H), 5,03-4,97(m, 1H), 4,21(d, 2H), 3,55(dd, 1H), 3,21(q, 2H).

Vi du 162: Dibu ché S-(2,5-diflobenzyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat
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Theo qua trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,61 g (1,5 duwong lwong, 7,76 mmol) 2,5-
diflobenzyl bromua dugc thyc hién phan tmg dé thu dugc hop chét néu & tidu dé duéi dang

chét rin mau tring (0,9 g).

H NMR (400MHz, DMSO-ds): 5 11,64(s, 1H), 9,26(d, 1H), 7,84-7,79(m, 3H), 7,59-
7,55(m, 1H), 7,52-7,48(m, 1H), 7,35-7,15(m, 5H), 6,41(s, 1H), 5,03-4,97(m, 1H), 4,16(q,

2H), 3,56(dd, 1H), 3,20(q, 1H).

Vi du 163: Diéu ché S-(3-clobenzyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDthiopropionat

0 O S\/©\C|
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Theo qua trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-0xo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,59 g (1,5 duong lugng, 7,76 mmol) 3-clobenzyl
bromua dugc thue hién phan tmg dé thu dwoc hop chit néu & tiéu d& dudi dang chét rin mau

tréng (1,5 g).

'H NMR (400MHz, DMSO-de): & 11,65(s, 1H), 9,26(d, 1H), 7,84-7,79(m, 3H), 7,59(s,
1H), 7,56(s, 1H), 7,50(t, 1H), 7,40(s, 1H), 7,38-7,28(m, 4H), 7,23(t, 1H), 6,42(s, 1H), 5,00(m,
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1H), 4,16(d, 2H), 3,56(dd, 1H), 3,20(q, 1H).
Vi du 164: DPibu ché S-(3,5-dibromobenzyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)thiopropionat

Br
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N
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Theo qua trinh thuc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 2,55 g (1,5 duong lugng, 7,76 mmol) 3,5-
dibromobenzyl bromua dugc thuc hién phan g dé thu dugc hop chit néu & tiéu @& dudi

dang chit rin mau tring (1,5g).

'H NMR (400MHz, DMSO-dg): & 11,65(s, 1H), 9,26(d, 1H), 7,84-7,78(m, 4H), 7,59-
7,55(m, 4H), 7,50(t, 1H), 7,31(t, 1H), 7,22(t, 1H), 6,42(s, 1H), 5,02-4,97(m, 1H), 4,14(q, 2H),
3,56(dd, 1H), 3,20(q, 1H).

Vi du 165: Didu ché S-(3-xyanobenzyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat

N
H
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Theo qua trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-o0xo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,28 g (1,5 duong luong, 7,76 mmol) 3-

xyanobenzyl clorua dugc thyc hién phan ing dé thu dugc hop chit néu & tiéu d& duéi dang
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chit rin mau tréng (0,9 g).

'H NMR (400MHz, DMSO-ds): § 11,64(s, 1H), 9,24(d, 1H), 7,84-7,79(m, 3H), 7,59-
7,55(m, 2H), 7,53-7,49(m, 1H), 7,38-7,30(m, 3H), 7,25(t, 1H), 7,21-7,12(m, 2H), 6,42(s, 1H),
5,00-4,96(m, 1H), 4,15(d, 2H), 3,55(dd, 1H), 3,20(q, 2H).

Vi du 166: Didu ché  S-(4-xyanobenzyl)2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat
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Theo qué trinh thie nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 128 g (1,5 duong lwong, 7,76 mmol) 4-
xyanobenzyl clorua dugc thyc hién phan img d8 thu dugc hop chét néu & tiéu d& dudi dang -

chét riin mau tring (1,0 g).

'H NMR (400MHz, DMSO-de): & 11,65(s, 1H), 9,27(d, 1H), 7,84-7,78(m, 5H), 7,59-
7,55(m, 2H), 7,53-7,49(m, 3H), 7,30(d, 1H), 7,22(t, 1H), 6,40(s, 1H), 5,02-4,96(m, 1H),
4,23(s, 2H), 3,54(dd, 1H), 3,21(q, 2H).

Vi du 167: Didu ché S-(3-metoxybenzyl)2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)thiopropionat
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Theo qué trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 121 g (1,5 dwong luong, 7,76 mmol) 3-
metoxybenzyl clorua dugc thuc hién phan Umg & thu dwoc hop chét néu & tidu dé dudi dang

chét rin mau tréng (1,2 g).

'H NMR (400MHz, DMSO-ds): 8 11,66(s, 1H), 9,25(d, 1H), 7,83-7,80(m, 3H), 7,59(s,
1H), 7,58(s, 1H), 7,51(t, 1H), 7,30(d, 1H), 7,26-7,21(m, 2H), 6,88(d, 2H), 6,81(d, 1H), 6,43(s,
1H), 5,01-4,97(m, 1H), 4,13(q, 2H), 3,71(s, 3H), 3,50(dd, 1H), 3,21(q, 2H).

Vi du 168: Difu ché S-(4-metoxybenzyl)2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)thiopropionat

SO
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Theo qua trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2~(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,21 g (1,5 duong lugng, 7,76 mmol) 4-
metoxybenzyl clorua dugc thuc hién phan ting dé thu dugc hop chét néu & tiéu dé dudi dang

chét rin mau tréng (1,2 g).

'H NMR (400MHz, DMSO-ds): 8 11,66(s, 1H), 9,24(d, 1H), 7,84-7,79(m, 3H), 7,59-
7,55(m, 2H), 7,51(t, 1H), 7,53-7,48m, 1H), 7,35-7,30(m, 1H), 7,25-7,18(m, 3H), 6,87-
6,51(dd, 2H), 6,42(s, 1H), 5,00-4,94(m, 1H), 4,10(d, 2H), 3,73(s, 3H), 3,56(dd, 1H), 3,19(q,
2H).

Vi du 169: DPiéu ché S-(3-Phenoxybenzyl) 2-(4-clobenzoylamino)-3-(2-0xo-1,2-

dihydroquinolin-4-yl)thiopropionat
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Theo qué trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,70 g (1,5 dwong lwong, 7,76 mmol) 3-
phenoxybenzyl clorua dugc thyc hién phan img d& thu dwoc hop chét néu & tidu dé dudi dang

chét rin mau tréng (1,2 g).

'H NMR (400MHz, DMSO-de): 5 11,66(s, 1H), 9,28(d, 1H), 7,84(t, 1H), 7,82(t, 1H),
7,78(d, 1H), 7,59(t, 1H), 7,56(t, 1H), 7,53-7,48(m, 1H), 7,40-7,36(m, 2H), 7,32(t, 2H), 7,25-
721(m, 1H), 7,16-7,11(m, 1H), 7,10¢, 1H), 7,02(t, 1H), 6,99(t, 2H), 6,89-6,86(m, 1H),
6,43(s, 1H), 5,01-4,95(m, 1H), 4,14(q, 2H), 3,53(dd, 1H), 3,20(q, 1H).

Vi du 170: Piéu ché S-(3-metoxycacbonyl)benzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat

Theo qua trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,78 g (1,5 duong luong, 7,76 mmol) metyl(3-
bromometyl)benzoat dugc thyc hién phan tmg dé thu dugc hop chét néu & tiéu @& dudi dang

chét rin mau tring (0,8 g).

THNMR (400MHz, DMSO-dg): 8 11,64(s, 1H), 9,25(d, 1H), 7,94(t, 1H), 7,86-7,79(m,
4H), 7,64-7,56(m, 3H), 7,54-7,51(m, 2H), 7,32-7,29(m, 1H), 7,25-7,21(m, 1H), 6,41(s, 1H),
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5,02-4,96(m, 1H), 4,23(d, 2H), 3,85(s, 3H), 3,55(dd, 1H), 3,32(s, 2H), 3,20(q, 2H).

Vi du 171: Piéu ché S-(3-phenyloxycacbonyl)benzyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat

Theo qua trinh thyc nghiém A, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-
oxo-1,2-dihydroquinolin-4-yl)thiopropionic va 1,33 g (1,2 duong lugng, 6,20 mmol) phenyl
2-hydroxybenzoat dugc thuc hién phan tmg d8 thu dugc hop chét néu & tiéu dé dudi dang

chét rin mau tring (0,4 g).

'H NMR (400MHz, DMSO-de): & 11,65(s, 1H), 9,27(d, 1H), 8,11(s, 1H), 8,01(d, 1H),
7,94(t, 1H), 7,84-7,79(m, 3H), 7,69(d, 1H), 7,59-7,55(m, 3H), 7,52-7,46(m, 3H), 7,34-
7,28(m, 4H), 7,22(t, 1H), 6,41(s, 1H), 5,02-4,99(m, 1H), 4,29(s, 2H), 3,56(dd, 1H), 3,21(s,
1H).

Vi dy 172: Pidu ché S-[2-(4-metylthiazol-Syl)etyl] 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat
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Theo qua trinh thuc nghiém B, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 0,89 g (1,2 duong lugng, 6,20 mmol) 4-metyl-5-

thiazol etanol duge thyc hién phén tmg dé thu duoc hop chét néu & tidu d& dudi dang chit rén
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mau tring (0,5 g).

'H NMR (400MHz, DMSO-ds): 8 11,67(s, 1H), 9,25(d, 1H), 8,84(s, 1H), 7,83(d, 2H),
7,79(d, 1H), 7,64-7,55(m, 2H), 7,51(t, 1H), 7,30(d, 1H), 7,24(t, 1H), 6,43(s, 1H), 4,95-
4,90(m, 1H), 3,50(dd, 1H), 3,20(q, 2H), 3,11-2,99(m, 4H), 2,32(s, 3H).

Vi du 173: Piéu ché S-(pyrimidin-2-yl)metyl 2-(4-clobenzoylamino)-3-(2-0x0-1,2-

dihydroquinolin-4-yl)thiopropionat
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Theo qua trinh thyc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,27 g (1,5 duong luwong, 7,76 mmol) 2-
(clometyl)pyridin HCI duoc phan g dé thu dugc hgp chét néu & tiéu d& dudi dang chét rin

mau tréng (0,8 g).

'H NMR (400MHz, DMSO-de): 8 11,65(s, 1H), 9,28(d, 1H), 8,48(d, 1H), 7,82-7,79(dd,
2H), 7,78-7,74(m, 1H), 7,59, 1H), 7,57(s, 1H), 7,51(t, 1H), 7,40(d, 1H), 7,32-7,21(m, 3H),
6,42(s, 1H), 5,02-4,97(m, 1H), 4,26(q, 2H), 3,56(dd, 1H), 3,20(q, 1H).

Vi du 174: Pidu ché S-(pyrimidin-3-yl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat

7
oO S N
N
H
Cl =
(0) N

-126-



19881

Theo qua trinh thie nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 127 g (1,5 dwong lugng, 7,76 mmol) 3-
(clometyl)pyridin HCI dugc thyc hién phan émg d& thu duge hop chét néu & tiéu dé dudi dang

chét rin mau tring (0,9 g).

I NMR (400MHz, DMSO-de): 3 11,64(s, 1H), 9,25(d, 1H), 8,55(d, 1H), 8,45(dd, 1H),
7.83-7,79(m, 3H), 7,73-7,70(m, 1H), 7,59(s, 1H), 7,56(s, 1H), 7,50(t, 1H), 7,36-7,30(m, 3H),
7.25-721(m, 1H), 6,42(s, 1H), 5,02-4,97(m, 1H), 4,18(q, 2H), 3,55(dd, 1H), 3,20(q, 1H).

Vi du 175: Diéu ché S-(3-phenylalyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-

4-yl)thiopropionat

Theo qua trinh thuc nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,52 g (1,5 dwong lwong, 7,76 mmol) xinamyl
bromua duge thyc hién phan tmg dé thu dugc hop chit néu & tiéu dé& duéi dang chét rin mau

tring (1,3 g).

TH NMR (400MHz, DMSO-ds): 6 11,66(s, 1H), 9,26(d, 1H), 7,86-7,80(m, 3H), 7,59(d,
1H), 7,55(d, 1H), 7,51(m, 1H), 7,42-7,40(m, 2H), 7,34-7,31(m, 3H), 7,26-7,21(m, 2H),
6,62(d, 1H), 6,44(s, 1H), 6,28-6,23(m, 1H), 4,99-4,98(m, 1H), 3,74(d, 2H), 3,57(dd, 1H),

3,23(q, 1H).

Vi du 176: Didu ché S-etoxy-3-oxopropyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat
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Theo qué trinh thye nghiém C, 2,0 g (5,17 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)thiopropionic va 1,06 g (1,5 dwong lwong, 7,76 mmol) etyl 3-
clopropionat dugc thuc hién phan tmg d8 thu duge hop chét néu & tiéu dé dudi dang chét rdn
mau tring (0,7 g).

TH NMR (400MHz, DMSO-ds): 6 11,66(s, 1H), 9,24(d, 1H), 7,85-7,82(m, 2H), 7,79(d,
1H), 7,60-7,58(dd, 2H), 7,51(t, 1H), 7,30(d, 1H), 7,23(t, 1H), 6,42(s, 1H), 4,93(m, 1H),
4,06(q, 2H), 3,52(dd, 1H), 3,19(q, 1H), 3,06(t, 2H), 2,61(t, 2H), 1,17(t, 3H).

Vi du 177: Diéu ché etyl [2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionylamino]axetat
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Theo qué trinh thyc nghiém B, 2,0 g (5,4 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)propionic va 0,87 g (1,2 duwong luong, 6,20 mmol) glyxin etyl este
HCI dugc thue hién phan tmg dé thu duoc hop chit néu & tiéu dé duéi dang chét rin mau

tring (1,4 g).

'H NMR (400MHz, DMSO-de):  11,63(s, 1H), 8,88(d, 1H), 8,67(t, 1H), 7,91(d, 1H),
7,87, 1H), 7,85(t, 1H), 7,55(, 1H), 7,53(t, 1H), 7,49(m, 1H), 7,31(dd, 1H), 7,24(m, 1H),
6,50(s, 1H), 4,89(m, 1H), 4,10(q, 2H), 3,89(t, 2H), 3,44(dd, 1H), 3,16(q, 1H), 1,19(t, 3H).
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Vi du 178 Didu ché axit [2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionylamino] axetic

B6 sung 0,5 mL axit trifloaxetic vao dung dich chtra 1,0 g (2,19 mmol) etyl [2-(4-
clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionylaminoJaxetat trong 10 mL
dimetylformamit, sau d6 khudy dung dich & nhiét d6 phong trong thdi gian 30 phut. Hn hop
phén tmg thu duge duge bd sung 20 mL nudce, va duge chiét ba 14n v6i 20 mL etyl axetat.
Céc 16p hitu co dugc tao ra dugce két hop, 1am kho bing magie sulfat khan, va dugc ¢b dic
b%mg cach loc. Dich ¢b dic duoc két tinh trong etyl axetat dé thu duge hop chit néu & tiéu dé

du6i dang chét rdn mau vang nhat (0,4 g).

'H NMR (400MHz, DMSO-ds): 5 11,61(s, 1H), 8,86(d, 1H), 8,49¢t, 1H), 7,92(d, 1H),
7,87(s, 1H), 7,85(s, 1H), 7,55(s, 1H), 7,53(s, 1H), 7,50(t, 1H), 7,29(d, 1H), 7,23(t, 1H), 6,49,
1H), 4,89(m, 1H), 3,79(d, 2H), 3,46(dd, 1H), 3,14(q, 1H).

Vi du 179: Pidu ché etyl 4-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
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Theo qué trinh thuc nghi€ém B, 2,0 g (5,4 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-

yD)propionylamino]butyrat

1,2-dihydroquinolin-4-yl)propionic va 1,04 g (1,2 duong lugng, 6,20 mmol) etyl 4-
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aminobutyrat HCI dugc thyc hién phén tmg d& thu duge hop chét néu & tiéu d& dudi dang

chét rén mau tring (1,0 g).

'H NMR (400MHz, DMSO-ds): & 11,61(s, 1H), 8,77(d, 1H), 8,23(t, 1H), 7,92(d, 1H),
7,86(t, 1H), 7,85(t, 1H), 7,55, 1H), 7,53(t, 1H), 7,48(m, 1H), 7,31(dd, 1H), 7,23(m, 1H),
6,47(s, 1H), 4,78(m, 1H), 4,04(q, 2H), 3,42(dd, 1H), 3,13(m, 3H), 2,29(t, 2H), 1,67(m, 2H),
1,17(t, 3H).

Vi du 180: Piéu ché etyl 2-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yD)propionylamino]-4-metyl pentanoat
H O
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Theo qué trinh thuc nghiém B, 2,0 g (5,4 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)propionic va 1,18 g (1,2 duwong lugng, 6,20 mmol) L-leuxin etyl
este HCI dugc thuc hién phan img dé thu duoc hop chit néu & tiéu d& dudi dang cht rén mau

tréng (1,5 g).

'H NMR (400MHz, DMSO-ds): § 11,62(d, 1H), 8,77(t, 1H), 8,59(dd, 1H), 7,94(t, 1H),
7,85(t, 2H), 7,54-7,48(m, 3H), 7,29(dd, 1H), 7,22(q, 1H), 6,50(d, 1H), 4,95-4,92(m, 1H),
4,34-4.28(m, 1H), 4,12-4,05(m, 2H), 3,29(dd, 1H), 3,18(t, 1H), 1,68-1,48(m, 3H), 1,16(q,
3H), 0,92-0,87(m, 6H).

Vi du 181: Diéu ché etyl 2-[2-(4-Clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionylamino]-3-phenyl propionat
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Theo qua trinh thyc nghiém B, 2,0 g (5,4 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)propionic va 1,38 g (1,2 duong lwong, 6,20 mmol) phenylalanin
etyl este HCI dugc thyc hién phén img d& thu duoc hop chit néu & tiéu d& dudi dang chét rén

mau tring (1,4 g).

'H NMR (400MHz, DMSO-dq): & 11,61(d, 1H), 8,75(dd, 1H), 7,84(d, 2H), 7,55-
7,49(m, 3H), 7,31-7,14(m, 8H), 6,46(s, 1H), 4,91-4,87(m, 1H), 4,60-4,57(m, 1H), 4,06(q,
2H), 3,34(m, 1H), 3,09(q, 1E), 2,936-2,90(m, 2H), 1,13(t, 3H).

Vi du 182: Didu ché etyl 2-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionylamino]-3-(1H-indol-3-yl)propionat

H
o O N \
CO,Et
N 2Et~NH
H
cl Z

0~ 'N
H

Theo qua trinh thyc nghiém B, 2,0 g (5,4 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl) propionic va 1,67 g (1,2 dwong lugng, 6,20 mmol) L-tryptophan
etyl este HCI dugc thuc hién phan tmg dé thu dugc hop chét néu & tiéu d& dudi dang chét rin

mau tréng (1,1 g).

'H NMR (400MHz, DMSO-ds): § 11,60(d, 1H), 9,22(s, 1H), 8,77-8,67(m, 2H), 7,90-
7,81(m, 3H), 7,53-7,48(m, 3H), 7,31-7,23(m, 2H), 7,02(t, 2H), 6,62(t, 2H), 6,45(s, 1H), 4,89-
4,87(m, 1H), 4,51-4,48(m, 1H), 4,12-4,02(m, 2H), 3,16(dd, 1H), 2,99-2,89(m, 2H), 2,81(q,
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1H), 1,16(t, 3H).

Vi du 183: Didu ché dietyl 2-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionylamino]pentan-1,5-dioat

H
0+__N_ _CO,Et

O \(/
CcO
N oEt
H
Cl =

O0” 'N
H

Theo qu4 trinh thye nghiém B, 2,0 g (5,4 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl) propionic va 1,49 g (1,2 duong lugng, 6,20 mmol) dietyleste cia
axit L-glutamic HCI duoc thuc hién phén tmg d& thu dugc hop chit néu & tiéu d& dusi dang

chét rin mau tring (1,2 g).

'H NMR (400MHz, DMSO-ds): & 11,61(d, 1H), 8,79(t, 1H), 8,64(dd, 1H), 7,93(t, 1H),
7,84(m, 2H), 7,50(m, 3H), 7,31(dd, 1H), 7,23(m, 1H), 6,51(s, 1H), 4,92(m, 1H), 4,31(m, 1H),
4,08(m, 4H), 3,38(m, 1H), 3,18(m, 1H), 2,43(t, 1H), 2,35(t, 1H), 2,03(m, 1H), 1,88(m, 1H),

1,18(m, 6H).

Vi du 184: Didu ché dietyl axit 2-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionylamino]pentan-1,5-dioic

H
0<__N_ _CO,H
L
H
" Co,
H
Cl Z
07 >N
H

Tir 1,0 g (1,80 mmol) dietyl 2-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionylamino]pentan-1,5-dioat, hop chét néu & tiéu d& duoc tdng hop dudi dang chét ran

mau vang nhat theo cééh giéng nhu trong vi du 164 (0,4 g).
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I NMR (400MHz, DMSO-de): 8 11,62(s, 1H), 8,84(t, 1H), 8,44(dd, 1H), 7.92(q, 1H),
7.84(m, 2H), 7,52(m, 3H), 7,32(m, 1H), 7,25(m, 1H), 6,51(d, 1H), 4,92(m, 1H), 4,27(m, 1H),
4,08(m, 4H), 3,40(m, 1ED), 3,18(m, 1H), 2,29(m, 2H), 2,00(m, 1H), 1,86(m, 1H).

Vi du 185: Didu ché 4-clo-N-[1-[2-(3H-imidazol--4-yl)etylcarbamoyl]-2-(2-oxo-1,2-

dihydroquinolin-4-yl)etyl]benzamit

o] N §
N N
o]
\/\E/>
N
H
Cl =
O~ °N
H

Theo qua trinh thyc nghiém B, 2,0 g (5,4 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)propionic va 0,69 g (1,2 duong lwong, 6,20 mmol) histamin dugc

thue hién phan tmg dé thu dugce hop chét néu & tiéu d& dudi dang chét rin mau tring (0,9 g).

'HNMR (400MHz, DMSO-de): & 11,64(d, 1H), 8,83(d, 1H), 8,729(t, 1H), 7,93(d, 1H),
7,86(d, 2H), 7,71(s, 2H), 7,55-7,48(m, 3H), 7,30(d, 1H), 7,23(d, 1H), 7,20(s, 1H), 6,94(s, 1H),
6,62(t, 2H), 6,48(s, 1H), 4,81-4,75(m, 1H), 3,40(dd, 1H), 3,18(q, 1H), 3,11-3,00(m, 2H),
1,87-1,80(m, 2H).

Vi du 186: Didu ché 4-clo-N-[2-(2-0xo-1,2-dihydroquinolin-4-yl)-1-(2-pyrolidin-1-yl-

etylcarbamoyl)etyl[benzamit

Theo qua trinh thye nghiém B, 2,0 g (5,4 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-

1,2-dihydroquinolin-4-yl)propionic va 0,71 g (1,2 duong luong, 6,20 mmol) 1-(2-
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aminoetyl)pyrolidin dugc thyc hién phan tmg dé thu duge hop chét néu & tiéu d& dudi dang

chét rén mau tring (0,6 g).

I'H NMR (400MHz, DMSO-dq): 3 11,63(s, 1H), 8,80(d, 1H), 8,15(t, 1H), 7,91(d, 1H),
7.87(t, 1H), 7,85, 1H), 7,55t 1H), 7,54(t, 1H), 7,48(t, 1H), 7,29(dd, 1H), 7,24(m, 1H),
6,46(s, 1H), 4,79(m, 1H), 3,41(m, 1H), 3,21(m, 3H), 2,42(m, 6H), 1,64(m, 4H).

Vi du 187: DPidu ché 4-clo-N-[1-(2-morpholin-4-yl-etylcarbamoyl)-2-(2-oxo-1,2-

dihydroquinolin-4-yl)etyl]benzamit

o (o) N\/\N/\

0]
N
H
Cl =

O~ 'N

Theo qua trinh thye nghiém B, 2,0 g (5,4 mmol) axit 2-(4-clobenzoylamino)-3-(2-oxo-
1,2-dihydroquinolin-4-yl)propionic va 0,81 g (1,2 duong luong, 6,20 mmol) 4-(2-
aminoetyl)morpholin dugc thuc hién phan tmg dé thu dugc hop chét néu & tiéu dé dudi dang

chét rin mau tring (0,5 g).

'H NMR (400MHz, DMSO-dg): & 11,63(s, 1H), 8,81(d, 1H), 8,09(t, 1H), 7,91(d, 1H),
7,87(t, 1H), 7,86(t, 1H), 7,56(t, 1H), 7,54(t, 1H), 748(t, 1H), 7,29(dd, 1H), 7,23(m, 1H),
6,47(s, TH), 4,78(m, 1H), 3,52(t, 4H), 3,39(m, 1H), 3,19(m, 3H), 2,31(m, 6H).

Vi du 188: Pidu ché 2-(morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat glycolat

0 © O\/\N/\l

N o OH
H
cl z 0

HO
O~ °N

H
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Theo quéd trinh thuc nghiém E, 1 g (2,07 mmol) 2-morpholin-4-yletyl 2-(4-
clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat va 0,16 g (2,07 mmol) axit
glycolic dugc thuc hién phan tmg dé thu dugc hop chit néu & tidu @& dudi dang chét rin mau

tre’ing (0,8 2).

'H NMR (400MHz, DMSO-de): 5 11,71(s, 1H), 9,06(d, 1H), 7,83(t, 3H), 7,59(s, 1H),
7,57(s, 1H), 7,52(t, 1H), 7,32(d, 1H), 7,24(t, 1H), 6,47(s, 1H), 4,76(m, 1H), 4,26-4,15(m, 2H),
3,50-3,45(m, SH), 3,35(s, 2H), 3,29(q, 1H), 2,57-2,47(m, 4H), 2,35(br-s, 4H).

Vi du 189: Pidu ché 2-(morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat lactat

0° O\/\N/\

o
0
cl ~ :/>70H

O~ N
H

Theo qud trinh thuc nghiém E, 1 g (2,07 mmol) 2-morpholin-4-yletyl 2-(4-
clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat va 0,19 g (2,07 mmol) axit
lactic dugc thyc hién phan tmg dé thu dwoc hop chét néu & tiéu dé duéi dang chét rin mau

tring (0,9 g).

'H NMR (400MHz, DMSO-ds): & 11,71(s, 1H), 9,06(d, 1H), 7,83(t, 3H), 7,59, 1H),
7,57(s, 1H), 7,52(t, 1H), 7,32(d, 1H), 7,24(t, 1H), 6,46(s, 1F), 4,75(m, 1H), 4,27-4,14(m, 2H),
3,50-3,45(m, 2H), 3,35-3,26(m, 5H), 2,58-2,46(m, SH), 2,35(br-s, 4H).

Vi du 190: DPidu ché 2-(morpholin-4-yl)etyl ~2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat salixylat
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Theo qua trinh thyc nghiém E, 1 g (2,07 mmol) 2-morpholin-4-yletyl 2-(4-

b4

(@)
=z

clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat va 0,29 g (2,07 mmol) axit
salixylic duoc thuc hién phén tmg dé thu dugc hop chit néu ¢ tiéu d& dudi dang chit rin mau

tring (0,8 g).

'H NMR (400MHz, DMSO-ds): 8 11,71(s, 1H), 9,08(d, 1H), 7,83(t, 3H), 7,76(dd, 1H),
7,59(s, 1H), 7,56(s, 1H), 7,52(t, 1H), 7,42(m, 1H), 7,32(d, 1H), 7,23(t, 1H), 6,85(q, 1H),
6,46(s, 1H), 4,78(m, 1H), 4,32-4,21(m, 2H), 3,54-3,47(m, 5SH), 3,29(q, 2H), 2,78-2,67(m,
2H), 2,54(br-s, 4H).

Vi du 191: DPiéu ché 2-(morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat oxalat
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Theo qué trinh thyc nghiém E, 1 g (2,07 mmol) 2-morpholin-4-yletyl 2-(4-
clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat va 0,19 g (2,07 mmol) axit
oxalic duoc thyc hién phan tmg dé thu dugc hop chét néu & tiéu dé dudi dang chit rén mau

tring (1,0 g).

'H NMR (400MHz, DMSO-dg): & 11,71(s, 1H), 9,09(d, 1H), 7,83(t, 3H), 7,58(s, 1H),
7,56(s, 1H), 7,52(t, 1H), 7,32(d, 1H), 7,23(t, 1H), 6,46(s, 1H), 4,79(m, 1H), 4,34-4,25(m, 2H),
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3,56(t, 4H), 3,49(dd, 1H), 3,29(q, 1H), 2,87-2,78(m, 2H), 2,65(br-s, 4H).

Vi du 192: DPidu ché 2-(morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat malonat

o (0] O\/\N

I,

O~ °N °
H OH
Theo qua trinh thyc nghiém E, 1 g (2,07 mmol) 2-morpholin-4-yletyl 2-(4-
clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat va 0,22 g (2,07 mmol) axit
malonic dugc thuc hién phén tmg dé thu dugc hop chit néu & tiéu dé dudi dang chét rin mau

tring (1,1 g).

'H NMR (400MHz, DMSO-de): § 11,71(s, 1H), 9,06(d, 1H), 7,83(t, 3H), 7,59(s, 1H),
7,56(s, 1H), 7,52(t, 1H), 7,32(d, 1H), 7,24(t, 1H), 6,46(s, 1H), 4,77(m, 1H), 4,24(m, 2H),
3,51-3 46(m, SH), 3,29(q, 1), 3,19(s, 2H), 2,70-2,61(m, 2H), 2,51(t, 2H), 2,47(br-s, 4H).

Vi du 193: Diéu ché 2-(morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat malat

0 N O,

N K/O o
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Theo qua trinh thyc nghiém E, 1 g (2,07 mmol) 2-morpholin-4-yletyl 2-(4-
clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat va 0,28 g (2,07 mmol) axit
malic dugc thue hién phan tmg dé thu dugc hop chit néu & tiéu d& duéi dang chit rdn mau

tréng (0,6 g).
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IH NMR (700MHz, DMSO-dq): & 11,70(s, 1H), 9,06(d, 1H), 7,85-7,82(m, 3H), 7,59-
7,57(m, 2H), 7,52(t, 1H), 7,32(q, 1H), 7,23(t, 1H), 6,47(s, 1H), 4,78-4,75(m, 1H), 4,26-
4,16(m, 3H), 3,49-3,47(m, SH), 3,29(q, 2H), 2,63-2,51(m, 2H), 2,45-2,38(m, 5H).

Vi du 194: Pidu ché 2-(morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat tartarat
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0O OH
@AE o
ol - OH

HO
0 ™N 0
H HO

Theo qua trinh thyc nghiém E, 1 g (2,07 mmol) 2-morpholin-4-yletyl 2-(4-
clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat va 0,31 g (2,07 mmol) axit
tartaric dugc thyc hién phan tng dé thu duoc hop chit néu & tiéu dé dudi dang chét rin mau

tring (0,4 g).

'H NMR (400MHz, DMSO-dg): 5 11,71(s, 1H), 9,06(d, 1H), 7,83(t, 3H), 7,58(s, 1H),
7,56(s, 1H), 7,52(t, 1H), 7,32(d, 1H), 7,23(t, 1H), 6,47(s, 1H), 4,75(m, 1H), 4,29-4,15(m, 4H),
3,51-3,46(m, SH), 3,29(q, 1H), 2,60-2,48(m, 2H), 2,37(br-s, 4H).

Vi du 195: Didu ché 2-(morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat maleat

o © o\/\N/\ o
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H

Theo qud trinh thyc nghiém E, 1 g (2,07 mmol) 2-morpholin-4-yletyl 2-(4-
clobenzoylamino)-3-(2-o0xo-1,2-dihydroquinolin-4-yl)propionat va 0,24 g (2,07 mmol) axit

maleic dugc thuc hién phan ing dé thu duoc hop chit néu & tiéu dé dudi dang chit rin mau
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tring (0,8 g).

IH NMR (400MHz, DMSO-ds): & 11,71(s, 1H), 9,09(d, 1H), 7,83(m, 3H), 7,59(s, 1H),
7,57(s, 1H), 7,52(t, 1H), 7,32(d, 1H), 7,23(t, 1H), 6,45(s, 1H), 6,11(s, 2H), 4,82(m, 1H),
4,37(m, 2H), 3,65(br-s, 4H), 3,49(dd, 1H), 3,31(q, 1H), 3,14(br-s, 2H), 2,95(br-s, 4H), 2,51(t,
2H).

Vi du 196: Didu ché 2-(morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat fumarat
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Theo qua trinh thyc nghiém E, 1 g (2,07 mmol) 2-morpholin-4-yletyl 2-(4-
clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat va 0,16 g (2,07 mmol) axit
fumaric duge thuc hién phan img dé thu duoc hop chit néu & tidu d& dudi dang chét rin mau

tring (0,9 g).

'H NMR (400MHz, DMSO-de): & 11,71(s, 1FL), 9,08(d, 1H), 7,83(m, 3H), 7,59(s, 1H),
7,56(s, 1H), 7,52(t, 1H), 7,32(d, 1H), 7,24(t, 1H), 6,46(s, 1H), 6,12(s, 2H), 4,82(m, 1H),
4,37(m, 2H), 3,65(br-s, 4H), 3,48(dd, 1H), 3,32(q, 1H), 3,15(br-s, 2H), 2,96(br-s, 4H), 2,52(t,
2H).

Vi du 197: Didu ché 2-(morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-0xo-1,2-

dihydroquinolin-4-yl)propionat xitrat
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Theo qua trinh thuc nghiém E, 1 g (2,07 mmol) 2-morpholin-4-yletyl 2-(4-
clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat va 0,40 g (2,07 mmol) axit
xitric dugc thyuc hién phan g d& thu duoc hop chét néu & tiéu dé dudi dang chét rdn mau

tring (0,7 g).

'H NMR (400MHz, DMSO-dq): § 11,71(s, 1H), 9,06(d, 1H), 7,83(t, 3H), 7,59(s, 1H),
7,56(s, 1H), 7,52(t, 1H), 7,32(d, 1H), 7,24(t, 1H), 6,47(s, 1H), 4,77(m, 1H), 4,28-4,18(m, 2H),
3,50-3,46(m, 5H), 3,29(q, 1H), 2,65(dd, 2H), 2,64-2,57(m, 2H), 2,51(t, 2H), 2,43(br-s, 4H).

Vi du 198: DPiéu ché 2-(morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat benzen sulfonat

Theo qua trinh thyc nghiém E, 1 g (2,07 mmol) 2-morpholin-4-yletyl 2-(4-
clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat va 0,33 g (2,07 mmol) axit
benzensulfonic duge thuc hién phan tmg dé thu dugc hop chét néu & tiéu dé dudi dang chat

rén mau tring (1,0 g).

'H NMR (700MHz, DMSO-de): & 11,71(s, 1H), 9,80(br-s, 1H), 9,11(d, 1H), 7,84-
7,81(m, 3H), 7,62-7,61(m, 2H), 7,60-7,57(m, 2H), 7,52(t, 1H), 7,35-7,30(m, 4H), 7,23(t, 1H),
6,45(s, 1H), 6,11(s, 2H), 4,89-4,85(m, 1H), 4,52-4,42(m, 2H), 3,89(t, 2H), 3,62(t, 2H), 3,54-
3,52(m, 3H), 3,44(t, 2H), 3,33(q, 1H), 3,15(br-s, 2H).

Vi du 199: Pidu ché 2-(morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat tosylat
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Theo qua trinh thyc nghiém E, 1 g (2,07 mmol) 2-morpholin-4-yletyl 2-(4-
clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat va 0,39 g (2,07 mmol) axit
toluen sulfonic monohydrat dugc thyc hién phan tmg dé thu dugc hop chit néu & tiéu dé dudi

dang chét rin mau tring (0,9 g).

'H NMR (400MHz, DMSO-dq): 8 11,71(s, 1H), 9,78(br-s, 1H), 9,10(d, 1H), 7,84-
7,81(m, 3H), 7,59-7,47(m, SH), 7,32(d, 1H), 7,23(t, 1H), 7,11(d, 2H), 6,45(s, 1H), 6,11,
2H), 4,86(m, 1H), 4,52-4,40(m, 2H), 4,02(m, 2H), 3,62(t, 2H), 3,55-3,29(m, 6H), 3,14(m,
2H), 2,29(s, 3H).

Vi du 200: DPidu ché 2-(morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat hydroclorat

o° o\/\N/\
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Theo qua trinh thyc nghiém E, 1 g (2,07 mmol) 2-morpholin-4-yletyl 2-(4-
clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat va 0,19 mL (2,07 mmol)
HCI dugc thyc hién phan tmg dé thu duge hop chit néu & tiéu d& dudi dang chét rén mau

tring (0,4 g).

'H NMR (400MHz, DMSO-ds): § 11,69(s, 1H), 11,52(br-s, 1H), 9,24(d, 1H), 7,89-
7,86(m, 3H), 7,57(t, 1H), 7,55(t, 1H), 7,51(m, 1H), 7,32(dd, 1H), 7,22(m, 1H), 6,46(s, 1H),
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4,93(m, 1H), 4,60-4,47(m, 2H), 3,87-3,82(m, 4H), 3,57(dd, 1H), 3,60-3,33(m, 5H), 3,12(m,
2H).

Vi du 201: Pidu ché 2-(morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat sulfat

0© O\/\N/\

/@/“\N K/O
H H,SO
cl = 2 4

0~ °N
H

Theo qua trinh thuc nghiém E, 1 g (2,07 mmol) 2-morpholin-4-yletyl 2-(4-
clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat va 0,20 g (2,07 mmol) axit
sulfuric duge thwe hién phan tmg dé thu dugc hop chét néu & tiéu dé dudi dang chit rin mau

tring (0,4 g).

'H NMR (400MHz, DMSO-ds): & 11,71(s, 1H), 9,09(d, 1), 7,83(t, 3H), 7,59, 1H),
7,56(s, 1H), 7,52(t, 1H), 7,32(d, 1H), 7,23(t, 1H), 6,46(s, 1H), 4,82(m, 1H), 4,35(t, 2H),
3,63(s, 4H), 3,50(dd, 1H), 3,1(q, 1H), 3,05(br-s, 2H), 2,86(br-s, 4H), 2,55(s, 1H), 2,51(s, 1H).

Vi du 202: Didu ché 2-(morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat phosphorat
o (0) O\/\ N /\|

ing Uy

O~ 'N
H

HsPO,

Theo qud trinh thuc nghiém E, 1 g (2,07 mmol) 2-morpholin-4-yletyl 2-(4-
clobenzoylamino)-3-(2-o0xo-1,2-dihydroquinolin-4-yl)propionat va 0,17 g (2,07 mmol) axit

phosphoric dugc thuc hién phan tmg dé thu dugc hop chét néu & tiéu dé dudi dang chét rin
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mau tréng (0,6 g).

'H NMR (700MHz, DMSO-de): & 11,72(br-s, 1H), 9,08(d, 1H), 7,86-7,82(m, 3H),
7,58-7,57(m, 2H), 7,52(t, 1H), 7,33(dd, 1H), 7,24(m, 1H), 6,47(s, 1H), 4,77-4,75(m, 1H),
4,27-4,17(m, 2H), 3,50-3,47(m, SH), 3,30(dd, 1H), 2,60-2,57(m, 2H), 2,56-2,50(m, 1H),
2,39(br-s, 4H).

Céc nhém thé X va Y dugc thiét 1ap trong cac vi du tir 1 dén 202, da trén bd khung

ciia cong thire héa hoc I, durge tom tit trong bang 1 duéi day.

O Y
jon
H
Cl =
o] N
H
@
Bang 1
Vidu | X Y Vidu | X Y
1 O —CHj, 2 O ~_-CHs
CH,
3 O \/\CrHs 4 @) oS~ ~-CH3
5 O \/\Br 6 O \/\OH
7 O \/O\CHS 8 O \/\O/CHs
(0]
9 O \/\o/%CHz 10 O \/\O/U\CH
o No-CHs
11 | o s 2 | o S
13 o) i 14 0 T
15 0 YO 16 0 S
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Vi du thye nghiém 1: Thir nghiém vé ty 1& hép thu vao co thé cia tién dugc chét rebamipid
1. Diéu ché dung dich chuin cho dudng cong hiéu chinh
1) Biéu ché dung dich rebamipid trong MeOH

Can khoang 5mg rebamipid rdi hoa tan trong 250 mL metanol (MeOH) dé thu dugc

dung dich gbc (ndng d6 20000 ng/mL), tir dung dich gbc nay pha ché thanh c4c dung dich

rebamipid trong MeOH néng d6 1000 ng/mL, 500 ng/mL, 200 ng/mL, v 100 ng/mL.

2) Piéu ché cac dung dich chuin

Trong éng nghiém 1,5 mL, 100 pL mdi dung dich rebamipid trong MeOH duoc lc,
ciing v6i 100 pL huyét trong trfing, va 300 pL metanol (MeOH), trong thdi gian 5 phit, va ly

tAm trong thoi gian 5 phit & téc do 10.000 vong/phut. D tao ra cac dung dich chuin, 200 pL

duoc 14y ra tir mdi phan dich ndi bé mit.
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(Vé6i dung dich trdng, st dung MeOH thay cho dung dich rebamipid trong MeOH, va
lo thity tinh chira 250 L dung dich dugc stt dung).

2. Pidu ché cac dung dich miu

Trong 6ng nghiém dung tich 1,5 mL, 100 pL mdi miu mau, va 400 pL. MeOH dugc
lic ciing nhau trong thoi gian 5 phut, va dugc ly tm & tbc d6 10.000 vong/phiit trong thoi

gian 5 phut. LAy 200 pL phén dich ndi b mt dé st dung lam dung dich mau.
3. Théng tin trén miu

Céc ca thé chudt thi nghiém SD (Sprague Dawley) dugc sit dung 1am dong vét thi
nghiém. Lidu rebamipid 1am thudc dbi chung dugc ding cho cac ca thé chudt thi nghiém 1a
100 mg/kg trong khi cac tién duge chét duge didu ché theo cac vi du & trén duge diing véi céc

luong trong tmg véi 100 mg/kg rebamipid.

Cac miu méu duoc lay tir cac ca thé chudt thi nghiém 2 gio sau khi ding thudc, va

huyét thanh dugc tach ra tir 6 va dugc luu trit & nhiét do -24°C.
Céc mAu huyét thanh tach riéng dugc theo doi vé ndng do rebamipid theo thdi gian.

4. Két qua thir nghiém

Béang 2
Nong do dung dich
Vidy gdgc ’ g d
goc
Rebamipid 128,69ng/mL
1,2, 4,6, 8,24, 26, 30, 33, 34, 39, 61, 62, 67, 71, 74, 89, 117, 134, 137,
100~500ng/mL

177,178

11, 13, 21, 31, 36, 40, 50, 78, 83, 86, 90, 94, 95, 110, 115, 130, 153, 157,

500~1000 ng/mL
161,168, 175
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15, 19, 38, 48, 51, 55, 58, 82, 95, 103, 108, 120, 125, 154 1000~2000 ng/mL

14, 16, 44, 47,99, 100, 102, 105, 106, 109, 121, 144, 151, 155 > 2000 ng/mL

Huyét thanh dugc 14y tir cac dong vat dugc thir nghiém, ma dugc cho dung rebamipid
hodc cac tién dugc chit rebamipid dugc diéu ché trong cac vi du & trén, dugc do sy thay dbi
ndng o rebamipid theo thoi gian. Cac két qua duogc tom tit trong bang 2. Nhu ¢6 thé thiy
duge tir dit lidu trén bang 2, ndng do rebamipid trong huyét thanh sau 2 gid trong trudng hop
dung rebamipid thép hon déng ké so véi trong trudng hop ding céc tién dugc chit & cac vi
du, didu nay cho thy ring céc tién duogc chét theo sang ché duoc hip thu & mitc cao trong co
thé dong vat hon so v6i rebamipid, va dugc chuyén héa hoan toan thanh thude rebamipid

hoat dong.

Vi du thye nghiém 2: Thiy phén tién duge chit thanh thube hoat dong trong méau toan phén

cta chudt
1. Qua trinh thyc nghiém

Mau chudt dong lanh dugce rd dong trong thoi gian khoang 1 gid trong bé nude 37°C va

dugc ddng nhét hoa.

Dung dich gbc dugc diéu ché bang cach hoa tan 10 mg hop chét trong mbi vi du trong 1
mL axetonitril (ACN). Mot cach tiy chon, dung dich dém (dugc diéu ché ba°1ng cach trdn 750
mL dung dich chira 0,58 g Na;HPO4 va 2 g KHaPO4 trong 1 L H2O vé6i 250 mL ACN) duoc
bb sung. Trong 6ng nghiém 4 mL, 40 uL dung dich gbc duogce tron ddng nhét véi 2 mL méau

bang cach lic, sau d6 dugc bao quan & tdc d6 quay 30 vong/phiit trong bé nuéc.

Tai cac thoi diém 0, 2, 4, 6, 8, 10, 15, 30, 45, 60, 90, va 120 phiit sau khi bo quan, léy
200 pL mAu, pha lodng trong 400 pL ACN, khudy manh trong thoi gian 1 phit, va quay ly
tAm trong thoi gian 1 phut. Dich ndi bé mit dugc phén tich bang séc ky 16ng hiéu ning cao

(High-performance liquid chromatography- HPLC) (nhung, d6i v6i hop chét & vi du 47, viéc
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léy mau duge thuc hién tai cac thoi diém 0, 1, 3, 5, 7, va 10 phut sau khi bao quan). Déng
thoi, thue hién do thoi gian can d& cac tién dugc chit duge chuyén héa thanh dang thudc hoat

dong (rebamipid).
2.Két qua

Céc két qua thi nghiém dugc cho trong bang 3 va trén Fig.1. Thoi gian chuyén hoa (thoi
gian ban ) d& céc tién dugc cht duge chuyén héa thanh rebamipid dugc liét ké trong bang
3. Trén Fig.1, tc do chuyén hoéa ciia tién duoc chét rebamipid & vi du 47 thanh rebamipid

dugc dung dd thi du6i dang ty 16 thanh phan so véi thoi gian.

Nhu c6 thé hidu tir dit liéu trén Fig.1, tién duoc chit rebamipid dugc chuyén héa mot
nira thanh rebamipid sau 2,57 phut bdo quan, va chuyén hoa hoan toan sau khoang 10 phut

bao quén, véi tdc do chuyén héa tang nhanh tir sau 3 phut bdo quan trd 1én.
Bang 3

Thoi gian chuyén héa (chu ky ban 13) tir cc tién dugc chit rebamipid thanh rebamipid

Hop chét | Thoi gian chuyén héa trong méu toan phin cta chudt thi nghiém (tiz)
Vidu 14 <2 phut
Vidu 16 <2 phut
Vidu 44 <2 phut
Vidu47 2,57 phut
Vidu 99 <2 phut
Vidu 100 <2 phut
Vidu 102 <2 phut
Vidu 105 <2 phut
Vidu 106 <2 phut
Viduy 109 <2 phut
Vidu 121 <2 phut
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Vi du 144 <2 phit
Vidu 151 <2 phit
Vidu 155 <2 phut

Nhu c6 thé thdy duoc trong bang 3, mét 2,57 phut dé tién dugc chét rebamipid & vi du
47 duge chuyén héa mot nira thanh rebamipid trong khi cAc tién duoc chét rebamipid & céc vi
du khéc dugc chuyén héa mét nira thanh rebamipid trong thoi gian it hon 2 phut. Theo do,
céc tién dugc chét rebamipid theo sang ché d& chuyén hoéa thanh rabamipit trong co thé, do d6

dam bao hiéu qua dugc ly cao.
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YEU CAUBAO HQ

1. Hop chét, dugc chon tir trong s6 cac hop chét c6 cong thirc hoa hoc I dué6i dy, mubi dugc

dung, chit déng phan, hydrat, hogc solvat ciia né:

O X.
0] Y

N
H
Cl =

o

Iz

)

trong do,
X languyén tir oxy, nguyén tir nito, hodc nguyén tir luu huynh; va

Y 14 gbc dugc chon tir nhém bao gdm Ci-C alkyl, Ci-Cs haloalkyl, (C1-C; alkyloxy) Ci-
Cs alkyl, (C2-Cs alkenyloxy) Ci-Cs alkyl, (Ci-Cs alkylcacbonyloxy) Ci-Cs alkyl, (Ci-Cs
alkylsulfanyl) C;-Cs alkyl, (arylsulfanyl) Ci-Cs alkyl, (arylsulfonyl) Ci-Cs alkyl, (Ci-Cs
alkylamino) Ci-Cs alkyl, [(C1-Cs alkyl)( Ci-Cs alkyl)amino] Ci-Cs alkyl, [(Ci-Cs3
alkyl)(aryl)amino] Ci-Cs alkyl, {[( Ci-Cs alkyl)(aryl) C1-C; alkyl]Jamino} C;-Cs alkyl, [(C1-C3
alkyl)(heteroaryl)amino] C;-Cs alkyl, (arylcacbonylamino) Ci-Cs alkyl, C»-Cs alkenyl, C2-Cs
alkynyl, C;-Cs oxoalkyl, Cs-Cg xycloalkyl, (Cs-Cs xycloalkyl) Ci;-Cs alkyl, (C3-Cs
xycloalkenyl) Ci-Cs alkyl, (Cs-Cs heteroxycloalkyl) Ci-Cs alkyl, [(Ci-C3 alkyl) C3-Cs
heteroxycloalkyl]C;-Cs alkyl, {[(aryl) Ci-Cs alkyl] C3-Cs heteroxycloalkyl} Ci-Cs alkyl, [(Ci-Cs
alkyloxycacbonyl)C3-Cs heteroxycloalkyl] Ci-Cs alkyl, [(Ci-C3 alkyloxycacbonyl) Cs-Csg
heteroxycloalkyl]Ci-Cs alkyl, (C3-Cg heteroxycloalkyl)Ci-Cs alkenyl, [(Ci-Cs alkyl)C3-Cs
heteroxycloalkenyl]Ci-Cs alkyl, (aryl)Ci-Cs alkyl, [(Ci-Cs alkyl)aryl]Ci-Cs alkyl, [(Ci-Cs3
alkyloxy)aryl]Ci-Cs alkyl, [(aryloxy)aryl]Ci-Cs alkyl, [(Ci-Cs alkylsulfanyl)aryl]Ci-Cs alkyl,
[(Ci-Cs alkyloxycacbonyl)aryl]Ci-Cs alkyl, [(aryloxycacbonyl)aryl]Ci-Cs alkyl, (aryl)Cs-Cs
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alkenyl, (heteroaryl)Ci-Cs alkyl, [(alkyloxycacbonyl)heteroaryl]Ci-Cs alkyl, [(C1-Cs alkyl)Cs-
Cs heteroaryl]Ci-Cs alkyl, [(C3-Cs xycloalkylheteroaryl]Ci-Cs alkyl, [(aryl)heteroaryl]Ci-Ce
alkyl, [(Ci-Cs alkyl)heteroaryl]C1-Cs alkyl, {[(aryl)C1-Cs alkyl]heteroaryl} Ci-Cs alkyl, (Ci-Ce
alkyloxycacbonyl)C1-Cs alkyl, [(Cs3-Cs heteroxycloalkyl)Ci-Cs alkyloxycacbonyl]Ci-Ce
alkyl, (Cs-Cg  heteroxycloalkylcacbonyl)Ci-Cs  alkyl, [(C-Cs alkyl)Cs-Csg
heteroxycloalkylcacbonyl]Ci-Cs alkyl, [(Ci-Cs alkyl)Cs-Cs heteroxycloalkylcacbonyl]Ci-Cs
alkyl, [(C5-Cs xycloalkyl)oxycacbonyloxy]Ci-Cs alkyl, [(C5-Cs
heteroxycloalkyl)oxycacbonyloxy]Ci1-Cs alkyl, (ureido)Ci-Cs alkyl, (arylureido)Ci-Cs alkyl,
[(aryl)(Ci-Cs alkylureido]Ci-Cs alkyl, (Ci-Cs alkylaminocacbonyl)Ci-Cs alkyl, [(Cs3-Cs
heteroxycloalkyl)aminocacbonyl]Ci-Cs alkyl, {[(C:-C5 alkyl)C3-Cg
heteroxycloalkylJaminocacbonyl} C-Ce alkyl, [(Ci-C3 alkyl)(Ci-Cs
alkyloxy)aminocacbonyl]Ci-Cs alkyl va (oxoCs-Cs heteroxycloalkyl)Ci-Cs alkyl,

voi didu kién 1a gbc Ci-Cs alkyl, gbc C-Cs alkenyl, gbc C>-Cs alkynyl, gbc Co-Cs
oxoalkyl, gbc C3-Cs xycloalkyl, gbc C3-Cs xycloalkenyl, gdc Cs-Cs heteroxycloalkenyl, gbc
aryl hoic géc heteroaryl c6 thé dugc thé bang it nhat mét phan tir thé dugc chon tir nhém bao

gém C1-C3 alkyl, flo, clo, brom, hydroxy, oxo, nitro, va Xyano,

trong d6 hop chét niy dugc chon tir nhém bao gom:

11) 2-metylsulfanyletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

12)  2-phenylsulfanyletyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

13) 2-metylaminoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

14) 2-dimetylaminoetyl 2~(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;
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15) 2-dimetylamino-1-metyl-etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

16) 2-dietylaminoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

19) 2-(metyl phenyl amino)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

21)  2-(benzoxazol-2-ylmetyl =~ amino)etyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

31) xyclometyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat;

36) 3-metyloxetan-3-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yD)propionat;

38)  2-pyrolidin-1-yl-etyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

40) [1,3]dioxolan-2-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

44) 2-piperidin-1-yletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

47)  2-morpholin-4-yletyl ~ 2~(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yD)propionat;

48)  3-morpholin-4-ylpropyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

50)  6-morpholin-4-ylhexyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

51) (4-metylpiperazin-1-yl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

55) 2-azepan-1-yletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;
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58) 4-morpholin-4-yl-cis-but-2-enyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

78) 2-pyrol-1-yletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat;

82) 2-imidazol-1-yletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

83) 5-xyclopropyl-2-metyl-2H-pyrazol-3-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

86) 2-metylthiazol-4-ylmetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

90)  pyrimidin-4-ylmetyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

94) 2-(1-metyl-1H-indol-3-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-
4-yl)propionat;

95)  benzothiazol-2-ylmetyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

99) 2-(4-metylpiperazin-1-yl)-2-oxoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

100)  1-(4-metylpiperazin-1-cacbonyl)propyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

102) (metoxymetylcarbamoyl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

103)  2-etoxycacbonyletyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;

105)  2-morpholin-4-yl-etoxycacbonylmetyl ~ 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

106) 2-morpholin-4-yletyl ~2-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionyloxy]butyrat;
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108) xyclohexyloxycacbonyloxymetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

109) 2-morpholin-4-yl-etoxycacbonyloxymetyl —2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

110) 2-ureidoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)propionat;

115) S-etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)thiopropionat;

120) S-(2-dimetylamino)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
ylthiopropionat;

121)  S-(2-dietylamino)etyl ~ 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDthiopropionat;

125) S-metoxymetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDthiopropionat;

130) S-(2-oxobutyl) 2-(4-clobenzoylamino)-3-(2-oxo- 1,2-dihydroquinolin-4-
yDthiopropionat;

144)  S-(2-pyrolidin-1-yletyl ~2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDthiopropionat;

151) S-(2-morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat; |

153) S-(2-[1,3]-dioxan-2-yl)etyl 2-(4-clobenzoylamino)-3-(2-0xo-1,2-dihydroquinolin-4-
yDthiopropionat;

154)  S-(2-azepan-1-yl)etyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yD)thiopropionat;

155)  S-(5-metyl-2-oxo-[1,3]dioxol-4-yl)metyl ~ 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)thiopropionat;

157) S-phenetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-yl)thiopropionat;

161) S-(4-flobenzyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDthiopropionat;
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168) S-(4-metoxybenzyl) 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)thiopropionat; va
175) S-(3-phenylallyl)2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDthiopropionat.

2. Hop chét theo diém 1, trong d6 hop chit nay dugc chon tir nhém bao gdm:

14)  2-dimetylaminoetyl  2-(4-clobenzoylamino)-3-(2-o0xo-1,2-dihydroquinolin-4-

yl)propionat;

15) 2-dimetylamino-1-metyl-etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat;

16) 2-dietylaminoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionat;

19) 2-(metyl phenyl amino)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-
4-yl)propionat;

38) 2-pyrolidin-1-yl-etyl ~ 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

44)  2-piperidin-1-yletyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

47)  2-morpholin-4-yletyl = 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionat;

48) 3-morpholin-4-ylpropyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionat;

51) (4-metylpiperazin-1-yl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
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dihydroquinolin-4-yl)propionat;

55) 2-azepan-1-yletyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

58) 4-morpholin-4-yl-cis-but-2-enyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat;

82)  2-imidazol-1-yletyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

99) 2-(4-metylpiperazin-1-yl)-2-oxoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

100)  1-(4-metylpiperazin-1-cacbonyl)propyl  2~(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

102) (metoxymetylcarbamoyl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

103) 2-etoxycacbonyletyl —2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yDpropionat;

105)  2-morpholin-4-yl-etoxycacbonylmetyl = 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

106) 2-morpholin-4-yletyl 2-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionyloxy]butyrat;

108) xyclohexyloxycacbonyloxymetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

109) 2-morpholin-4-yl-etoxycacbonyloxymetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
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dihydroquinolin-4-yl)propionat;

120) S-(2-dimetylamino)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDthiopropionat;

121) S-(2-dietylamino)etyl ~2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDthiopropionat;

125) S-metoxymetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)thiopropionat;

144) S-(2-pyrolidin-1-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)thiopropionat;

151) S-(2-morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

154) S-(2-azepan-1-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)thiopropionat; va

155) S-(5-metyl-2-oxo-[1,3]dioxol-4-yl)metyl 2-(4-clobenzoylamino)-3-(2-o0xo-1,2-

dihydroquinolin-4-yl)thiopropionat.
3. Hop chét theo diém 1, trong d6 hop chit nay dwgc chon tir nhém bao gdm:

14)  2-dimetylaminoetyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yDpropionat;

16) 2-dietylaminoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

44)  2-piperidin-1-yletyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-
yl)propionat;
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47)  2-morpholin-4-yletyl ~ 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat;

99) 2-(4-metylpiperazin-1-yl)-2-oxoetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

100)  1-(4-metylpiperazine-1-cacbonyl)propyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat;

102) (metoxymetylcarbamoyl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-
dihydroquinolin-4-yl)propionat;

105)  2-morpholin-4-yl-etoxycacbonylmetyl  2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat;

106) 2-morpholin-4-yletyl 2-[2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionyloxy]butyrat;

109) 2-morpholin-4-yl-etoxycacbonyloxymetyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)propionat;

121) S-(2-dietylamino)etyl ~2-~(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)thiopropionat;

144) S-(2-pyrolidin-1-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yD)thiopropionat;

151) S-(2-morpholin-4-yl)etyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-dihydroquinolin-4-

yl)propionat; va

155) S-(5-metyl-2-oxo-[1,3]dioxol-4-yl)metyl 2-(4-clobenzoylamino)-3-(2-oxo-1,2-

dihydroquinolin-4-yl)thiopropionat.
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4. Hop chét theo didm bét ky trong s6 cac didm tir 1 dén 3, trong d6 mubi 1a mudi cong axit

dugc tao ra véi axit ty do duge dung.
5.Hop chét theo diém 4, trong d6 axit tir do 13 axit hitu co hodc axit v co.

6. Hop chét theo diém 5, trong d6 axit hitu co dugc chon tir nhém bao gbm axit xitric, axit
axetic, axit lactic, axit tartaric, axit maleic, axit fumaric, axit formic, axit propionic, axit oxalic,
axit trifloaxetic, axit benzoic, axit gluconic, axit metansulfonic, axit glycolic, axit suxinic, axit
4-toluensulfonic, axit camphorsulfonic, axit glutamic, axit asparatic, axit salixylic, axit
malonic, axit malic, va axit benzosulfonic, va axit vo co dugc chon tir nhém bao gém axit

clohydric, axit bromic, axit sulfuric, va axit phosphoric.

7. Phuong phap didu ché hop chét theo diém bét ky trong sb cac diém tir 1 dén 3, phuong
phép niy bao gdm budc thuc hién phan tng giita hop chit c6 cong thirc héa hoc I véi hop

chét c6 cong thirc hoa hoc ITI duéi day:

0. _.XH

0
o >
H
e L10
0" ™N
H
)
Y-Z
(1Y)
trong do,
X va'Y lanhu duogc xac dinh theo diém1,vaz1a hydroxy, amino, amin, halogen hodc

nhom rdi chuyén.
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8. Phuong phép theo diém 7, trong d6 Z 1a hydroxy, -NHa, Cl, Br, alkylsulfonyl, hodc

arylsulfonyl.

9. Dugc phim chira hop chit theo diém bét ky trong s cac diém tir 1 dén 3 1am duoc chét,
ding dé phong hodc diéu tri bénh duge chon trong sb cac bénh loét da day, viém da day cép
tinh, viém da day man tinh, kho mit, ung thu, thoéi héa khép, viém khép dang thép, md mau
cao, trinh trang bénh ly véi lugng triglyxerit trong méu cao, bénh tiéu dudng, hdi ching rudt

kich thich, va bénh béo phi.
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Fig. 1
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