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ABSTRACT

Heterocyclic compounds containing quinazolinone core substructure are
known to posess diverse bioactivities such as anti-inflammatory, anti-
microbial, anti-hypertension, anti-convulsions, anti-cancer, anti-malaria
and are considered to be important candidates for further developtment
of new medicines. In this research, two synthetic pathways have been
suggested for the synthesis of quinazolinone derivatives. The strong points
of the methods come from the simpliness, utilization of cheap,
environmentally frendly oxidant FeCls; and especially the use of as green
solvent as water. Based on these methods, two N-alkyl quinazolinone (2a-
b) and four N-acetamidyl quinazolinone (8a-d) derivatives were
successfully synthesized in good yields (62-81%). Anti-microbial activity
evaluation found two N-acetamidyl quinazolinone derivatives possessing
as good activity as Vancomycin hydrochloride against Bacillus cereus
(MIC <8 ug/m).

TOM TAT

Cdc hop chat dj vong chira nhdn quinazolinone dwoc biét ¢é nhiéu hoat
tinh sinh hoc nhu khang viém, khang khudn, ha huyét ap, khang co gidt,
khang ung thu va khang sot rét nén la mét khung swon quan trong cho
viéc phat trlen cdc logi thuéc méi hién nay. T rong nghién ciru nay, hai
quy trinh tong hop nhan quinazolinone da dwge dé xuat. Uu diém cia quy
trinh la don gidn, hiéu qua, sit dung tac nhdn oxy héa ré tién la FeClsva
ddc biét sir dung dung méi la mede than thién véi méi truong. Ap dung
quy trinh nay, hai dan xudt N-alkyl quinazolinone (2a-b) va bon dan xudt
N-acetamidyl quinazolinone (8a-d) dé dwoc tong hop thanh cong voi hiéu
sudt cao (62-81%). Két qua ddanh gid hoat tinh khdng khudn cho thdy hai
dan xudt N-acetamidyl quinazolinone cé hoat tinh khang ching vi khudn
Bacillus cereus 16t (MIC <8 ug/mL) tiong dicong chdt khang sinh thwong
mai la Vancomycin hydrochloride.

Trich din: Danh La Birc Thanh, Huynh Nguyét Huong Giang, V3 Trung Hiéu, P Qudc Cuong, Nguyc%n Phu
Quy, Mai Van Hiéu va Bui Thi Buiru Hué, 2019. Tong hop va danh gia hoat tinh khang khuan cua
mdt s0 dan xuat quinazolinone. Tap chi Khoa hoc Trudong Pai hoc Can Tho. 55(3A): 44-49.

1 GIOI THIEU

Nhén quinazolinone la mét khung suon quan
trong cho viéc phat trién cac loai thudc moi véi
nhiéu hoat tinh dwoc 1y hap dan. Cac cong trinh

nghién ctru vé dan xuat quinazolinone cho thiy cac
hop chit nay cé tac dung khang viém (Zayed and
Hassan., 2014), khang khuan (Wang et al., 2014), ha
huyét ap (Al-Salahi et al., 2014), khang co giat (Al-
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Salem et al., 2015), khang ung thu (Fleita ez al.,

2013), khang s6t rét (Birhan et al., 2015). Nhleu dan
Xuét quinazolinone ¢6 hoat tinh cao dugc téng hop
va phat trién thanh thudc. Chinh vi nhiing tac dung
dugc 1y quy nay ma cic dan xudt quinazolinone
duoc nhiéu nha héa tong hop quan tim nghién ciru.

C6 nhiéu phuong phéap khac nhau dé tong hop
nén ciu tric nhan quinazolinone nhu ngung ty o-
iodoanilines, imidoyl chlorides va carbon monoxide
st dung tac nhan Ph3P, Pd(OAc), (Zheng and Alper,
2008); dong vong benzanilide va aniline bang cach
st dung PCl; (Giri et al, 2009); tao vong
quinazolinone tir cac tac chit methyl anthranilate,
carboxylic acid va amine dung tac nhan oxy hoa
I,/PhsP (Phakhodee et al., 2017). Nhin chung, cac
phuong phap nay van con mot s6 han ché vé diéu
kién phan ung ciing nhu st dung cac tac nhan phan
ung cé tinh ddc hai. Do d6, nghién ctru hudng téi
phuong phap tong hop quinazolinone don gian va
hiéu qua hon dang rat dugc quan tdm. Tac nhan
FeCls 1a tac nhan than thién véi moi trudong, c6 vai
trd quan trong trong tong hop hiru co, htra hen sé
mang lai 1oi ich kinh té cao véi chi phi thap va it doc
hai.

Trong nghién ciru nay, phuong phap chinh duoc
dung 1a sir dung FeCl; lam tac nhan dong vong
quinazolinone tir cac dan xudt anthranilamide.
Nghién ctru han ché sir dung céc cac dung méi hitu
co, thay vao d6 l1a dung dung moi than thién véi méi
truong nhu nude. Cac dan xuét quinazolinone tong
hop dugc hira hen la nhimg tmg vién day tiém nang
trong viéc nghién ciru phat trién cac loai thudc
khang sinh méi.

2 THUC NGHIEM
2.1 Vit liéu va thiét bi

Céc phd '"H-NMR, BC-NMR va DEPT dugc do
bang méay cong hudng tir hat nhan Bruker Avance
500 NMR Spetrometer (d6 dich chuyén hoa hoc &
dugc tinh theo ppm, hang sb tuong tac J tinh bang
Hz) tai Vién Hoéa hoc - Vién Han 1am Khoa hoc Viét
Nam. Pho6 khéi lugng MS duoc do trén may 1100
series LC/MS/MS Trap Agilent. Cac héa chit, sic
ky ban mong (ban nhom silica gel 60 Fysq trang san
d6 day 0,2 mm) va dung moi sir dung c6 ngudn goc
tir Merck. Séc ky cot str dung silica gel c¢& 0,040-
0,063 mm (Merck).

2.2 Tong hop

2.2.1 Téng hop dan xudt N-alkyl
quinazolinone

Téng hop din Xuit 3-2-

hydroxyethyl)quinazolin-4-3(H)-one (2a): Thém
ethanolamine (69,4 mg, 1,1 mmol) vao binh cau
chira hon hop gom isatoic anhydride (1) (163,1 mg,
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1 mmol) va H,O (5 mL), khudy hdn hop trén & nhiét
d6 phong trong 30 phut. Tiép theo, thém
formaldehyde (120,1 mg, 4 mmol), FeCl;.6H,O
(540,6 mg, 2 mmol). Hon hop phan tng duge dun
hoan lwu & 100°C, toc d6 khudy 700 vong/phit trong
thoi gian 2 gid. Hon hop sau phan ung dugc trung
hoa béng dung dich NaOAc bao hoa. Sau do, chiét
voi EtOAc (5x20 mL). Lép hitu co duge rira véi
dung dich NaCl bao hoa, lam khan béng NaxSOy, loc
va ¢6 dudi dung moi. San pham tho dugce tinh ché
bang sic ky cot (silica gel, EtOAc:MeOH = 95:5)
thu duoc tinh thé mau tréng (153,9 mg, hi¢u suét
81%), R=0,26 (EtOAc:MeOH =95:5). FT-IR (KBr)
v (em™): 3254, 2940, 2924, 1672, 1615, 1477, 1386,
1362, 1350, 1044, 927, 775, 698. MS (ESI) m/z
190,8 [M+H]". 'H-NMR (500 MHz, DMSO-ds, &
ppm) 8,26 (s, 1H, >CH-); 8,16 (dd, J; = 1,0 Hz, J>
= 8,0 Hz, 1H, >CH-); 7,80-7,84 (m, 1H, >CH-);
7,67 (d, J = 8,0, 1H, >CH-); 7,52-7,56 (m, 1H,
>CH-); 4,94 (t,J = 5,5 Hz, 1H, -OH); 4,03-4,05 (m,
2H, -CH>-); 3,66-3,69 (m, 2H, -CH>-).

Téng hop din xuit 3-benzylquinazolin-
4(3H)-one (2b): Cho benzylamlne (1 17.9 mg, 1.1
mmol) vao binh ciu chira hdn hop gdm isatoic
anhydride (1) (163,1 mg, 1 mmol) va H,O (5 mL)
va hén hop duoc khudy ¢ nhiét d6 phong trong 30
phut. Sau d6, thém vao hdn hop trén formaldehyde
(120,1 mg, 4 mmol), FeCl;.6H,O (540,6 mg, 2
mmol). Hon hop phan tmg duge dun hoan hru &
100°C, téc d6 khudy 700 vong/phiit trong thoi gian
1.5 gio. Hon hop sau phan tmg dwoc trung hoa bang
dung dich NaOAc bio hoa. Sau do chiét véi EtOAc
(520 mL). Lép hitu co duoc rira véi dung dich
NaCl bdo hoa, lam khan bi’mg NaSOys, loc va co
dudi dung méi. San pham thé dugc tinh ché bang
sic ky cot (silica gel, Hex:EtOAc = 3:2) thu dugc
tinh thé mau trang (203 mg, hiéu suat 86%), R=
0,44, (Hex:EtOAc = 1:1). FT-IR (KBr) v (cm™):
3067, 3038, 2943, 1677, 1605, 1562, 1472, 1363,
1318, 1290, 1156, 937, 777, 698. MS (ESI) m/z
236,9 [M+H]". 'H-NMR (500 MHz, DMSO-ds, &
ppm) 8,56 (s, 1H, >CH-); 8,16 (dd, J; = 1,0 Hz, J>
= 8,0 Hz, 1H, >CH-); 7,82-7,85 (m, 1H, >CH-);
7,70 (d, J = 7,5, 1H, >CH-); 7,54-7,57 (m, 1H,
>CH-); 7,27-7,33 (m, 4H, >CH-); 7,27-7,31 (m,
1H, >CH-); 5,20 (s, 2H, -CH»-). *C-NMR (125
MHz, DMSO-ds, ¢ ppm): 160,1 (>C=0); 148,0
(>CH-); 148,0 (>C=); 136,8 (>C=); 134,4 (>CH-);
128,6 (2>CH-); 127,7(>CH-); 129,0 (>CH-); 127,6
(2>CH-); 127,2 (2 >CH-); 126,1 (>CH-); 121,6
>C=).

2.2.2 Téng hop dan xudt N-acetamidyl
quinazolinone

Téng hop ethyl 2-chloroacetate (4): Thém tir
tor SOCL; (2,5 mL) vao 2-chloroacetic acid (3) (945
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mg, 10 mmol) trong 20 mL ethanol & 0-5°C, hdn hop
duoc dun hoan luu & 78°C trong 6 gid. Két thiic phan
tmg thém nudc vao, trung hoa bing dung dich
NaHCO; bdo hoa. Sau do6 chiét véi EtOAc (5x20
mL), rira dich chiét bﬁng dung dich NaCl béo hoa,
lam khan bang Na,SO, loc va ¢6 dudi dung méi thu
dugc chét 16ng trong sudt khong mau, c6 mui thom
1a ethyl 2-chloroacetate (4) dung cho phan tng ké
tiép ma khong can tinh ché ( 976 mg, hiéu suat
80%). R=0,67 (Hex:EtOAc = 3:1)

Téng hop din xuit quinazolin-4(3H)-one (6):
Thém formaldehyde (600 mg, 20 mmol) vao binh
cau chira sin hdn hop anthranilamide (5) (680,8 mg,
5 mmol) véi su c6 mat cua FeCl;.6H,O (2.703 mg)
trong 30 mL nu6c, hon hop duge dun hoan luu &
100°C, thoi gian phan tmg 2 gio. Két thuc phan img
trung hoa bang dung dich NaOAc bio hoa. Sau d6
chiét v6i EtOAc (5x20 mL), rira nhiéu lan bing
dung dich NaCl bao hoa, lam khan v&i Na,SOs, loc
va ¢ dudi dung méi. San pham thé dwoc tinh ché
bang sic ky cot (silica gel, Hex:EtOAc = 1:1) thu
dugc chit rin mau tring (124,2 mg, hiéu suat 85%).
Ry= 0,38 (EtOAc). Mp=215-216°C. FT-IR (KBr) v
(cm): 3205, 3164, 4134, 3041, 2925, 2851, 1704,
1664, 1611, 1494, 1467, 1324, 1169, 917, 767, 543.

Tong hop ethyl 2-(4-oxoquinazolin-3(4H)-
yhacetate (7): Khudy hdn hop gom (6) (584,6 mg,
4 mmol), K»COs (1.380 mg, 10 mmol) trong dung
modi DMF ¢ nhiét d¢ phong 30 phut, sau d6 thém
tiép (4) (735,3 mg, 6 mmol) vao hon hop trén va
khuay v6i tbe d6 700 vong/phit & 75°C trong 2 gid.
Hon hop sau phan tng duoc o dudi dung moi, san
pham thé dugc tinh ché bang sic ky cot (silica gel,
Hex:EtOAc = 1:1) thu duoc chét rin mau tréng (454
mg, hiéu suit 93%). Rr= 0,28 (Hex:EtOAc = 1:1).
FT-IR (KBr) v (cm™): 3091, 3065, 3002, 2969,
2929, 1739, 1676, 1610, 1565, 1474, 1367, 1324,
1230, 1169, 1030, 765. MS (ESI) m/z 2329
[M+H]". 'H-NMR (500 MHz, DMSO-ds, § ppm):
8,37 (s, 1H, >CH-); 8,15 (dd, J; = 1,5 Hz, J> = 8,0
Hz, 1H, >CH-); 7,85-7,88 (m, 1H, >CH-); 7,72 (d,
J = 8,0 Hz, 1H, >CH-); 7,56-7,60 (m, 1H, >CH-);
4,83 (s, 2H, -CH»-); 4,18 (dd, J; = 7,0 Hz, J> = 14,0
Hz, 2H, >CH-); 1,22 (t,J = 7,0 Hz, 3H, -CH3). 3C-
NMR (125 MHz, DMSO-ds, Sppm): 167,9 (>C=0);
160,1 (>C=0); 147,9 (>CH-); 147,9 (>C=); 134,6
>C=); 127,3 (2>CH-); 126,0 (>CH-); 121,2
(>CH); 61,3 (>CH>-); 47,2 (>CH>-); 14,0 (-CHs).

Téng hop N-(2-chlorobenzyl)-2-(4-
oxoquinazolin-3(4H)-yl)acetamide (8a): Hon hop
gdém (7) (232 mg, 1 mmol) va 2-chlorobenzylamine
(a) (155,8 mg, 1.1 mmol) khong can thém dung mdi,
day nap binh phan tng, dun & 100°C trong 8 gid.
San pham tho duoc tinh ché bang sic ky cot (silica
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gel, Hex:EtOAc = 1:1) thu dugc tinh thé mau tring
(255,7 mg, hi¢u suit 78%). R;= 0,44 (EtOAc). FT-
IR (KBr) v (em): 3313, 3090, 2982, 1667, 1613,
1556, 1473, 1362, 1322, 1262, 785. MS (ESI) m/z
327,9 [M+H]"; MS (ESI) m/z 325,9 [M-H]. 'H-
NMR (500 MHz, DMSO-ds, dppm): 8,84 (t, J=6,0
Hz, 1H, >NH); 8,33 (s, 1H, >CH-); 8,16 (d, /= 8,0
Hz, 1H, >CH-); 7,83-7,86 (m, 1H, >CH-); 7,70 (d,
J=4,0Hz, 1H,>CH-); 7,56 (t,/=7,0 Hz, 1H, >CH-
), 7,42-7,54 (m, 2H, >CH-), 7,30-7,36 (m, 2H, >CH-
); 4,75 (s, 2H, -CH»-); 4,39 (d, J=5,5 Hz, 2H, -CH>-
). 3C-NMR (125 MHz, DMSO-ds;, & ppm): 166,9
(>C=0); 160,3 (>C=0); 148,5 (>CH-); 148,1
(>C=); 135,8 (>C=); 134,4 (>CH-); 132,0 (>C=);
129,1 (>CH-); 129,0 (>CH-); 128,7 (>CH-); 127,2
(2>CH-); 127,0 (>CH-); 126,0 (>CH-); 121,5
(>C=); 48,2 (>CH>-).

Téng hop 2-(4-oxoquinazolin-3(4H)-yl)-N-
(pyridin-3-ylmethyl)acetamide (8b): Hon hop
gdbm (7) (232 mg, 1 mmol) va pyridin-3-
ylmethanamine (b) (119 mg, 1,1 mmol) khong can
thém dung méi, ddy nap binh phan tmg, dun & 100°C
trong 7 gio. San phém thd thu dugc sau phan tng
dugc tinh ché bang sic ky cot (silica gel,
EtOAc:MeOH= 7:3) thu dugc tinh thé mau tring
(2354 mg, hiéu suit 80%). R, = 0,13
(EtOAc:MeOH= 4:1). FT- IR (KBr) v (cm™): 3279,
3070, 2991, 2956, 1685, 1658, 1608, 1559, 1470,
1367, 1259, 783, 755. MS (ESI) m/z 294,9 [M+H]";
MS (ESI) m/z 292,8 [M-H]. 'H-NMR (500 MHz,
DMSO-ds, 6 ppm): 8,90 (t, J = 6,0 Hz, 1H, >NH);
8,51 (d,/=2,0 Hz, 1H, >CH); 8,47 (dd, J; = 1,5 Hz,
J>=4,5 Hz, 1H, >CH-~); 8,33 (s, 1H, >CH-); 8,15
(dd, J; = 1,5 Hz, J> = 8,0 Hz, 1H, >CH-); 7,83-7,86
(m, 1H, >CH-); 7,68-7,71 (m, 2H, 2 >CH-); 7,54-
7,58 (m, 1H, >CH=); 7,35-7,38 (dd, J; = 5,0 Hz, J»
=8,0 Hz, 1H, >CH-~); 4,72 (s, 2H, -CH>-); 4,36 (d, J
= 6,0 Hz, 2H, CH,). *C-NMR (125 MHz, DMSO-
ds, 0 ppm): 166,9 (>C=0); 160,3 (>C=0); 148,7
(>CH-); 148,5 (>CH-); 148,1 (>CH>~); 148,1 (>C=);
135,0 (>CH-); 134,5 (>C=); 134,4 (>CH-); 127,2
(>CH-); 127,0 (>CH-); 126,0 (>CH-); 123,4 (>C=);
121,5 (>C=); 48,2 (-CH»-).

Téng hop N-(2-hydroxyethyl)-2-(4-
oxoquinazolin-3(4H)-yl)acetamide(8c): Hoén hop
gom (7) (232 mg, 1 mmol) va ethanolamine (c) (119
mg, 1,1 mmol) khong can thém dung moi, day nap
binh phan {mg, dun & 100°C trong 4 gid. San pham
tho dugc tinh ché bang sic ky cot (silica gel,
EtOAc:MeOH= 7:3) thu dugc tinh thé mau tring
(2472 mg, hiéu suit 84%). R, = 0,13
(EtOAc:MeOH= 4:1). FT-IR (KBr) v (cm™): 3278,
3104, 2932, 1683, 1660, 1610, 1570, 1373, 1059,
774. MS (ESI) m/z 247,9 [M+H]"; MS (ESI) m/z
2459 [M-H]. 'H-NMR (500 MHz, DMSO-ds, &
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ppm): 8,84 (t, J = 5,5 Hz, 1H, >NH); 8,27 (s, 1H,
>CH-); 8,13 (dd, /1= 1,0 Hz, J,=8,0 Hz, 1H,>CH);
7,82-7,86 (m, 1H, >CH-); 7,69 (d, J = 8,5 Hz, 1H,
>CH-); 7,55 (t,J=17,0 Hz, 1H, >CH-), 4,72 (s, 1H,
-OH), 4,65 (s, 2H, -CH»-), 7,30-7,36 (m, 2H, 2>CH-
); 4,75 (s, 2H, -CH»-); 4,39 (d, /= 5,5 Hz, 2H, -CH,-
); 3,42-3,44 (m, 2H, -CH>-); 3,17 (dd, J; = 5,5 Hz,
J> = 11,5 Hz, 2H, -CH>-). *C-NMR (125 MHz,
DMSO-ds, 6 ppm): 166,6 (>C=0); 160,2 (>C=0);
148,6 (>CH-); 148,1 (>C=); 1344 (>C=); 134,4
(>C=); 127,2 (>CH-); 127,0 (>CH-); 126,0 (>CH-
); 121,5 (>CH-); 59,7 (-CH-); 47,9 (-CHa-); 41,7 (-
CH»-).

Tong hop 2-(4-oxoquinazolin-3(4H)-
yl)acetohydrazide (8d): Thém 1,5 mL ethanol vao
binh cau hai ¢6 chira (7) (232 mg, 1 mmol) va
hydrazine hydrate 80% (300 mg, 6 mmol). Pun
hoan Iuu hdn hop trong 2 gid & 78°C. Sau 2 gid tiép
theo, thém 300 mg hydrazine hydrate 80%. Hon hop
phan tmg dugc dun hoan luu trong 4 gio, toc do
khuay 700 vong/phut. Hon hop sau phan tmg dugce
¢6 dudi dung moi va hydrazine hydrate du ¢ ap suét
thap, thu duoc chit rin mau trang, sach (207,3 mg,
hiéu suit 95%). R=0,19 (EtOAc:MeOH=9:1). FT-
IR (KBr) v (cm™): 3294, 3151, 3054, 2957, 1685,
1659, 1607, 1538, 1368, 1323, 1267, 1176, 779. MS
(ESI) m/z 2189 [M+H]*. 'H-NMR (500 MHz,
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DMSO-ds, 6 ppm): 9,43 (s, 1H, >NH); 8,29 (s, 1H,
>CH-); 8,13 (dd, Ji= 1,0 Hz, J~=8,0 Hz, 1H, >CH-
); 7,82-7,86 (m, 1H, >CH-); 7,69 (d, J= 8,0 Hz, 1H,
>CH-); 7,54-7,57 (m, 1H, >CH-), 4,61 (s, 2H, -CHa-
), 4,30 (s, 2H, -NH3). *C-NMR (125 MHz, DMSO-
ds, 6 ppm): 166,2 (>C=0); 160,2 (>C=0); 148,5
(>CH-); 148,0 (>C=); 134,4 (>C=); 127,2 (>CH-);
127,1 (>CH-); 126,0 (>CH-); 121,5 (>CH-); 46,8 (-
CHo).

3 KET QUA VA THAO LUAN

3.1 Téng hop din xuit N-alkyl
quinazolinone

Phwong phap tht nhat tong hop dan xuét ¢ chira
khung quinazolinone di tir cac tac nhan ban dau la
isatoic anhydride (So d6 1). Cac anthranilamide (1a-
b) dé dang duoc tong hop tir tac chit ban dau 1a
isatoic anhydride (1) va amine twong tng. Qua trinh
phan (g xay ra nhanh chéng, diéu kién phan tmg
ém diu, st dung dung moéi nuée va ¢ nhiét do phong,
tao ra san pham rat sach. Dé tong hop din xuét
quinazolinone (2a-b), anthranilamide (1a-b) tiép tuc
duoc cho phan tng véi formaldehyde stir dung FeCls
lam tac nhan oxy hoa trong dung mdi nudc tao ra
san pham N-alkyl quinazolinone tuong g voi hi¢u
sudt ciia ca qua trinh rt cao (2a: 81%, 2b: 86%)
(Bang 1).

O 0]
R | HCHO R
R- NH') ﬁ FCC13_6H20 N°
—_—
A H,0, 1.t NH, | H0.100°C N/)
1) (la-b) - (2a-b)

So'dd 1: Quy trinh tong hop din xuit N-alkyl quinazolinone

Bang 1: Tong hop N-alkyl quinazolinone tir isatoic anhydride (1)

S6 thir tu Amine Céu tric sin phim Hiéu suat’
o
HO/\/NH2 N/\/OH
1 J 81%
~
N~ (2a)
0]
o N
2 _ 86%
@
(2b)

a Higu sudt san pham sau khi tinh ché bdng sdc ky cét.
3.2 Téng hop din xuit N-acetamidyl
quinazolinone
Quy trinh thir hai tong hop cac dan xuit N-
acetamidyl quinazolinone dugc trinh bay trong So

47

dd 2. Theo quy trinh nay, trudc hét anthranilamide
(5) duoc ngung tu véi formaldehyde tao khung
(3H)quinazolin-4-one (6). Vi tri N cta (6) duogc
acetyl hoa bang ethyl 2-chloroacetate (4) tao san
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pham trung gian cethyl 2-(4-oxoquinazolin-3(4H)-
yl)acetate (7). Cuoi cung, nhom chirc ester cta (7)

(@)
(@)
Oy @ﬁ
NH,
Q)

Cl\)J\OEt

“@
_KCOy

DMF
70°C

HCHO
FCCI3, Hzo

OEt
/
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duogc amino giai boi cac amine thich hop tao ra cac
dan xuat N-acetamidyl quinazolinone tuong rng.

R-NH,

D —

JAWR

(8a-d)

So d6 2: Quy trinh tong hop din xuit N-acetamldyl quinazolinone

Bing 2: Tong hop N-alkyl quinazolinone tir anthranilamide (5)

S6 thir tw Amine Céu triic sin pham Hiéu suit
Q H
NH, N
! ©f\ )NAW 62%
Cl N/ (6] Cl
(8a)
it H ~ |
N NH, N N N
2 | N7 ) S 63%
N @
Q H
/\/NH2 N\/\
HO N OH
N sy
N
HzN_NHz N \NHz
4 /) o 75%®
N ()

@ Higu sudt toan bg qud trinh (3 budc theo So dé 2). San pham dwgc tinh ché bang sdc ky cét silica gel.

b San pham bude cudi ciing tdc dung voi hydrazine hydrate khong tinh ché.

Céc nghién cuu trude day thuong st dung cac
tdc nhan oxy hda va dung moi doc hai vdi moi
truong dé tao khung quinazolinone (Khan et al.,
2015). Trong nghién ctru nay, phuong phap t6t hon,
don gian, than thi¢n v4i moi truong hon da duoc xay
dung, theo d6 tac nhan oxy hoa ré tién 1a FeCl; duoc
st dung. Dac biét, nude da dugce st dung dé thay thé
cho cac dung moi hitu co doc hai. Bén canh do,
nhiéu nghién ciru ciing cho thay cac dan xuét thé tai
vi tri s 2 hay s 3 trén khung quinazolinone thudng
cho hoat tinh dugc 1y tot nhu khang ung thu, khang
khuén, khang viém, khang virus,... Chinh vi vay,
céc dan xuat N-alkyl va N-acetamidyl quinazolinone
tong hop dugc hira hen mang nhiéu hoat tinh sinh
hoc t6t. Ngoai ra, cac din xudt N-acetamidyl
quinazolinone (8¢) va (8d) (So dd 2) mang cac
nhém chue 6 thé tiép tuc dan xuét hoa tao ra nhiéu
dan xuat két hop khung quinazolinone va di vong
khéac nhu benzimidazole hay 1,3,4-oxadiazole. Day
1a nhitng dic diém ciu trac duoc biét c6 hoat tinh
khang vi rit tt, dic biét 1a khang vi rat Zika.
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3.3 Két qua thir nghiém hoat tinh khang
khuan

Sau dan Xudt quinazolin-4-one (2a-b) va (8a-d)
duoc tlen hanh nhim danh gia kha nang uc ché sy
phat trién cua dong vi khudn Bacillus cereus bang
phuong phap khuéch tan dia thach. Két qua dugc
trinh bay trong Bang 3. Tir ddy cho thdy, din xuét
(8a) cho duong kinh vong v khuén 14 cao nhat. Kha
nang trc ché vi khuan Bacillus cereus cta (8a) manh
hon khang sinh Vancomycin ¢ 2 néng do dau. O
ndéng do 32 pg/mL va 64 pg/mL, kha niang khang
khuén cta (8a) va khang sinh 14 nhu nhau. Khi ting
nong do 1én, kha ning khang khuin cua
Vancomycin trdi hon (8a). Kha niang wc ché vi
khuan Bacillus cereus cua (8b) twong duong véi
khang sinh & 3 ndng d6 dau. Khi tang ndng do 1én,
kha nang khéng khuén cua khang sinh trdi hon (8b).
Céc din xuét (2a-b), (8c-d) khong thé hién hoat tinh
khang vi khuan Bacillus cereus.



Tap chi Khoa hoc Truong Pai hoc Can Tho
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Bing 3: Kha ning khang khuén trén dong vi khuin Bacillus cereus

Puwong kinh vong vé khuin d + SE (mm) theo tirng nong do.

Tén chit

8 ng/mL 16 pg/mL 32 ng/mL 64 pg/mL 128 pg/mL MIC

2a - - - - - >]28 pg/mL

2b - - - - - >]28 pg/mL

8a 11.67 £0.58¢  14.00 + 0.00° 14.67 +58° 16.00+0.00° 17.67+0.58" <8 ug/mL

8b 10.00 £ 0.00°  11.68+0.58¢ 14.33+0.58° 15.68 +0.58" 17.00+0.00*° <8 pg/mL

8c - - - - - >]28 pg/mL

8d - - - - - >]28 pg/mL
Vancomycin 10.00 + 0.00°  12.00 +0.00¢  14.00 +0.00°  16.68 + 0.58" 20.00 + 0.00* <8 pg/mL

Ghi chii: cdc mdu tw theo sau cdc gid tri trong cing mét cot khdc nhau thi khac biét ¢é ¥ nghia thong ké & mitc 5%.

4 KET LUAN

Dé tai da xay dung thanh cong hai phuong phap
tong hop dan xuit N-alkyl quinazolinone (2a-b) va
N-acetamidyl quinazolinone (8a-d) v&i hiéu suit
cao. Quy trinh tong hop don gian, hiéu qu4, st dung
tac nhan oxy hoa ré tién va dic biét sir dung dung
mdi 12 nudc than thién véi méi truong. Két qua danh
gia hoat tinh khang khuén tim dugc hai dan xut c6
kha ning khang dong vi khuan Bacillus cereus tot
tuong dwong chit khang sinh thwong mai la
Vancomycin hydrochloride. Két qua nghién ctru nay
14 co s& cho cac nghién ctru tiép theo nham phat trién
céc hoat chat méi ¢ kha ning khang khuan ciing
nhu cac hoat tinh sinh hoc khac.
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