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Tém tit

Muc tiéu: Tong hop va danh gid hoat tinh khang khuan cta cac dan chat
6-iodophenyl-3H-benzo[e][1,3]oxazine-2,4-dione. Phwong phdp nghién ciru:
Céc dan chét 6-iodophenyl-3H-benzo[e][1,3]oxazine-2,4-dione duoc tong hop tir
nguyén lidu acid 5-iodosalicylic qua hai giai doan chinh 14 tao lién két amid va
tong hop 3 din chit 6-iodophenyl-3H-benzo[e][1,3]oxazine-2,4-dione. Cau tric
clia cac chat trung gian va san pham dugc xac dinh bang nhiét d6 nong chay, phd
UV, IR, MS, NMR. Phuong phap thir hoat tinh khang khuén st dung phwong phap
khuéch tan trong thach va phuong phdp pha lodng. Két qud: Tu acid
5-iodosalicylic di tong hop dugc 3 dan chat 6-iodophenyl-3H-benzo[e][1,3]
oxazine-2,4-dione gdm: 6-iodo-3-phenyl-3H-benzo[e][1,3]oxazine-2,4-dione,
3-(2-chlorophenyl)-6-iodo-3H-benzo[ e][ 1,3 Joxazine-2,4-dione va 3-(3-chlorophenyl)-6-
iodo-3H-benzo[e][1,3]oxazine-2,4-dione; cic chit ndy dugc nhan dang ciu trac
dua trén cac phé IR, MS, NMR. Hiéu suit céc phan g trung binh dat 73,91%.
Két qua danh gia hoat tinh khang khuan cho thay ca ba dan chat déu co tac dung
dbi véi cac ching vi khuan thir nghiém. Két ludn: Toéng hop dugc 3 dan chat
6-iodophenyl-3H-benzo[e][ 1,3]oxazine-2,4-dione co tac dung khang khuan twong
d6i manh, trong d6, hop chat 3b va 3¢ c6 kha ning khang Staphylococcus aureus
va khang Staphylococcus aureus khang methicillin, voi gid tri MIC <2 pg/mL.

Tir khéa: 1,3-benzoxazin; Dan chat oxazine, Khang khuan.
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SYNTHESIS AND EVALUATION OF THE ANTIBACTERIAL ACTIVITY
OF 6-IODOPHENYL-3H-BENZO|E][1,3]OXAZINE-2,4-DIONE DERIVATIVES

Abstract

Objectives: To synthesize and evaluate the antibacterial activity of 6-iodophenyl-
3H-benzo[e][1,3]oxazine-2,4-dione derivatives. Methods: 6-iodophenyl-3H-
benzo[e][1,3]oxazine-2,4-dione derivatives were synthesized from the starting
material 5-iodosalicylic acid through two main stages: Amide bond formation and
the synthesis of three 6-iodophenyl-3H-benzo[e][1,3]oxazine-2,4-dione derivatives.
The structures of the intermediates and products were determined using the
melting point, UV, IR, MS, and NMR spectra. The antibacterial activity was tested
using the agar diffusion method and dilution method. Results: From 5-
iodosalicylic acid, three 6-iodophenyl-3H-benzo[e][1,3]oxazine-2,4-dione
derivatives were synthesized, including 6-iodo-3-phenyl-3H-benzo[e][1,3]
oxazine-2,4-dione,  3-(2-chlorophenyl)-6-i0do-3H-benzo[e][1,3]oxazine-2,4-dione,
and 3-(3-chlorophenyl)-6-iodo-3H-benzo[e][ 1,3]oxazine-2,4-dione. These compounds
were structurally identified based on IR, MS, and NMR spectra. The average yield
of the reactions was 73.91%. The antibacterial activity evaluation revealed that all
three derivatives exhibit significant antimicrobial effects against the tested
bacterial strains. Conclusion: Three 6-iodophenyl-3H-benzo[e][1,3]oxazine-2,4-
dione derivatives were successfully synthesized. These compounds exhibit relatively
strong antibacterial activity, with compounds 3b and 3¢ showing effectiveness
against Staphylococcus aureus and methicillin-resistant Staphylococcus aureus,
with MIC values <2 pg/mL.

Keywords: 1,3-benzoxazine; Oxazine derivative; Antibacterial.

PAT VAN PE

1
. O\‘/
Nhom hop chat 1,3-benzoxazin cung
T £, o , ~ s N3
cac dan xuat cua chung da va dang dugc ~

nghién curu rong rai trong linh vuc hoa ) .
dugc nho vao kha nang sinh hoc da Khung cdu trijc 1,3-benzoxazin
dang va tiém nang tng dung trong diéu bac biét, cac hop chat nay da thé

tri cac bénh ly [1, 2]. hién hoat tinh khéng khuan va khéng
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ndm manh mé&, mo ra trién vong tmg
dung trong diéu tri cac bénh nhiém
khuén, nhat 1a d6i v6i nhitng ching vi
khuan khang thubc [3, 4]. Nghién
ctu trudc ddy vé cac din xuét
1,3-benzoxazindion cho thdy kha ning
khang khuan manh véi gia tri MIC dat
2 pg/mL va khang ndm véi gia tri MIC
1a 16 pg/mL, khang dinh tiém ning 16n
ciia ching trong viéc phat trién cac
dugc pham khang khuan méi, 1a thanh
phan hoa hoc cua cac dan xuat dé nang
cao hoat tinh sinh hoc va m¢ rdng phé
tac dung. Do d6, can phai tiép tuc
nghién ctru, cai tién va phét trién thém
cac dan xuat méi nham nang cao hiéu
qua diéu tri cac nhiém khuan. Trén co
s& d6, nghién ctru nay nham: Téng hop
cac ddn chdt 6-iodophenyl-3H-benzo
[e][1,3]oxazine-2,4-dione twr nguyén
lieu dau la acid S-iodosalicylic, do”‘ng
thoi, ddnh gid hoat tinh khang khudn

cua cdc hop chdt nay.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU
1. Poi twong nghién ciru
Gom 3 dan chat 6-iodophenyl-3H-
benzo[e][1,3]oxazine-2,4-dione va kha

nang khang khuan cua ching.
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* Nguyén liéu, thiét bi: Acid
anilin, 2-cloroanilin,
Bi),
(Trung Qudc), ethylcloroformat, PCls
(Merck, Ptrc) theo tiéu chuan tinh khiét,
chat Dimethyl
(DMSO) 10% dung trong nudi cay.

5-iodosalicylic,

3-cloroanilin  (Across, toluen

chuan sulfoxide

Cac moi trudng nudi cdy vi khuan:
Tryptic Soy Broth (TSB), Tryptic Soy
Agar (TSA), Thach Mueller-Hinton
(MHA); cac chung vi khuin tha
nghiém: Escherichia (E.) coli ATCC
25922, Pseudomonas (P) aeruginosa
ATCC 27853, (S.)
faecalis ATCC 29212, Staphylococcus
(S.) aureus ATCC 29213, S. aureus
khidng methicillin (MRSA) ATCC
43300.

Streptococcus

Thiét bi: Ban sic ky 16p mong
silicagel GF 254 (hang Merck - Duc),
may do nhiét d0 nong chdy Stuart
SMP10 (Cole Palmer, Anh);
phé UV-VIS Labomed UVD - 3500,
may do phd IR Anpha T Bruker (D),
may do pho MS micrOTOF-Q 10187,
may do phé 'H-NMR va “C-NMR
Brucker 500MHz (Thuy Si) va cac thiét
bi khac.

may do
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2. Phuwong phap nghién ciru
Ba dan chét 6-iodophenyl-3H-benzo[e][1,3]oxazine-2.4-dione dugc tong hop tir
nguyén liéu ban dau 13 acid 5-iodosalicylic thong qua hai budc:

Budc 1: Tong hop dan chit 5-iodosalicylanilid (2a-2c).

NH; OH s <2 OH
N O, e T s,
_ ! COOH 3 I~ ¢ |\_R.
O 7
Qa2c)

a: R=H; b: R=2-Cl; c: R=3-Cl

Budc 2: Tong hop 3 din chét 6-iodophenyl-3H-benzo[e][1,3]oxazine-2,4-dione
(3a-3c).

OH 8;, '
/Cr\gu * o-g-ocH; —— rm +  CgH;0H
IO
l\_ﬁ_/
5 0.2 {J
ooy

(3a—3c)
a-R=H:b:R=2CLcRE=3Cl

Khao sat hoat tinh khang khuan: Sir dung phuong phap khuéch tan trong thach
va phuong phap pha lodng dé x4c dinh hoat tinh khang khuan song song véi ching
am la dung m6i DMSO [5].

3. Pao dirc nghién ciru

Nghién ctru da dugc sy cho phép va thuc hién theo quy dinh cua Truong Dai
hoc Y Dugc Can Tho. Sb liéu nghién ctru dugc Truong Pai hoc Y Duogc Can Tho
cho phép str dung va cong bd. Nhom tac gia cam két khong c6 xung dot loi ich
trong nghién ctru.
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KET QUA NGHIEN CUU
1. Két qua tong hop héa hoc
* Tong hop dan chdt 5-iodosalicylanilid
(2a-2c):

Trong binh cau ddy tron 250mL,
cho vao 13,2g (0,05mol) acid
5-iodosalicylic va 5,56mL (0,05mol)
anilin, thém vao 40 - 45mL toluen, cim
tir khudy déu trén bép khudy tir. Binh
cau duoc ndi v6i hé thong sinh han
(trong d6 co binh lang gan) va nhiét ké.
Sau do, thém vao khoang 2,5mL PCls
(khoang 0,028mol) vao binh gan da
duge ndi vao hé théng sinh han, nho tu
t&r vao hdn hop phan Gmg trong binh cau,
khudy déu trén bép khudy tir. Sau khi
hét lugng PCls, tiép tuc khqu déu hon
hop va dun néng. Tién hanh dun hi luu
hén hop phan ung & nhiét do 120 -
125°C trong vong 2 - 4 gid cho dén khi
hét hoi khi HCI bay ra. Khi phan tng
két thuc, dé hon hop ngudi bét, sau do
thém dung dich NaHCO:s bio hoa dén
pH 9 - 10 (thém NaHCOs ngay sau khi
d6 hon hop phan tng vao, trong khoang
5 pht, tranh dé toluen bay hoi lam mat
san pham). Khudy k¥ hon hop, loc 1y
tha va ria tia bang nudc cat dén pH
trung tinh. Sau do, thém HCI 10% vao
dung dich dén pH 1 - 2, khudy déu ri
loc 14y tua, rtra tia lan nita bang nude
cat dén pH trung tinh. Cudi cing, say
tiia ¢ nhiét do 60°C dé thu duge san
pham thé. Tinh ché san phdm thd bang
cach hoa tan trong ethanol nodng,
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tdy mau bang than hoat tinh, sau d6 két
tinh lai trong ethanol dé thu dugc san
pham tinh khiét.

Tién hanh nhu quy trinh da néu véi
0,05mol
3-cloroanilin, chung to6i dd téng hop
duoc 3 chit (2a-2¢) nhu sau:

2-cloroanilin va 0,05mol

5-1odosalicylanilid (2a):

Hiéu suét: 73,74% (12,5g). Tinh thé
hinh kim mau tring khong tan trong
nudc, tan trong cloroform, aceton,
methanol, pyridin. Nhiét do néng chay
220,8°C. UVmax(nm): 327,5; 221. IR
(cm™):  3326(v-OH), 1607(v-C=0),
820(6=CH), 617(v-C-I). 'H-NMR
(500MHz, DMSO-ds, dppm): 11,89 (s;
1H; NH amid); 10,39 (s, 1H, OH
phenol); 8,22 (d; J=2; 1H, H6); 7,7 (m;
3H; Hs'; Ha; Hs); 7,34 (¢, J=7,75; 2H;
H>; He); 7,14 (t; J=7,5; 1H; Ha). 1*C-
NMR (125MHz, DMSO-ds, Sppm):
165 (C=0, amid); 157,9 (Cy); 141,6
(Cs); 138 (Cr); 137 (Ce); 128,7 (Cs;
Cs); 124 (Cs); 120,9 (Co; Ce); 120,5
(C1); 119,9 (C3); 80,9 (Cs). Ci13Hi9O2NI
[M+Na]* m/z = 362 (dy kién), m/z =
361,9 (thuec té).

2'-cloro-5-iodosalicylanilid (2b):

Hiéu suat: 85,67% (16g). Tinh thé
hinh kim mau tring khong tan trong
nudc, tan trong cloroform, aceton,
methanol, pyridin... Nhiét d0 ndng
chay 211,4°C. UVmax(nm) : 357; 277,5;
221. IR (ecm™): 3221(v-OH), 1630(v-
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C=0), 822(6=CH), 704(v-C-Cl), 617(v-
C-I). '"H-NMR (500MHz, DMSO-ds,
Oppm): 12,22 (s; 1H; NH amid); 10,83
(s, 1H, OH phenol); 8,37 (d; J=8; 1H;
Hs’); 8,28 (d; 1H; J=2; 1H; He); 7,72 (d-
d;J=2,)=8,5; 1H; Ha); 7,52 (d; J=8; 1H;
Hs); 7,37 (¢, J=7,75;1H; Hs);, 7,16
(m,1H; He); 6,87 (d; J=8,5; 1H; H3).
BC-NMR  (125MHz, = DMSO-ds,
dppm): 162,6 (C=0, amid); 156,4 (C>);
141,8 (Ca); 135 (Cy°); 138,6 (Cs); 129,3
(Cs); 1277 (Cs0); 125,5 (Cs); 123,6
(Cr), 1229 (Ce); 120,44 (Ci); 119,7
(C3); 81,7 (Cs). Ci3HoO,NICI [M+Na]"
m/z = 396,5 (du kién), m/z =396 (thyc té).

3'-cloro-5-iodosalicylanilid (2c¢):

Hiéu suét: 76,57% (14,3g). Tinh thé
hinh kim mau trang khong tan trong
nudc, tan trong chloroform, aceton,
methanol, pyridin... Nhi¢t d0 nong
chdy 225,5°C. UVmax(nm) : 350,5, 221.
IR (ecm™): 3322(v-OH), 1632(v-C=0),
848(6=CH), 698(v-C-Cl), 617(v-C-I).
"H-NMR (500MHz, DMSO-ds, Sppm):
11,63 (s; 1H; NH amid); 10,46 (s, 1H,
OH phenol); 8,14 (¢, J=2,75; 1H; Hp);
7,9 (s; 1H; Ha°); 7,71 (d; J=8.5; 1H; Ha);
7,6 (d; J=8; 1H; Hs); 7,39 (¢; J=8;1H;
Hs); 7,19 (d; J=8; 1H; H¢); 6,84 (d,
J=8,5; 1H; Hs). C-NMR (125MHz,
DMSO-ds, dppm): 165 (C=0, amid);
157,5 (Cz); 141,6 (Cas); 139,5 (Crv); 137
(Ce); 133 (C3); 130,4 (C2); 123,8 (Ce);
120,9 (Cy); 120,5 (Cs); 119,8 (Cs);
119,1 (C3); 80,9 (Cs). CizHoONICI

[M+Na]* m/z = 396,5 (du kién), m/z =
396 (thuc té).

Téng hop dan chét 6-iodophenyl-
3H-benzo[e][1,3]oxazine-2,4-dione
(3a-3¢):

Can khoang 16,95g (0,05mol)
5-iodosalicylanilid cho vao binh cau
250mL, thém tiép 20 - 25mL pyridin
khudy déu trén bép khudy tir cho dén tan
hét. N6i binh cau véi sinh han, nhigt ke,
lap binh ling gan c6 chira 15 - 20mL
ethylcloroformat vao hé thong sinh han.
Lam lanh hdn hop phan tng bang nudc
da, roi nho tir tir ethylcloroformat tir
binh lang gan vao binh cau da dugc lam
lanh sin, khuay ky. Khudy ¢ nhiét do
phong 15 phut, sau d6 dun cach thuy va
duy tri nhiét do phan ung khoang 80 -
90°C trong 2 - 3 giod. Khi phan tng két
thic, dé ngudi san pham. Cho khoang
120mL dung dich HCI 10%, khuay tron
k¥ thay két tia xut hién, loc va rira tia
bang nudc cat dén pH trung tinh. Liy
tua thu dugc va cho vao khoang 120mL
dung dich NaOH 5%. Sau khi cho
NaOH, khqu déu va loc tua. Rura tia
bang nudc cat cho dén khi pH cta dung
dich loc tr¢ lai trung tinh (pH = 7). Sau
khi da rira sach tuaa, séy tia ¢ nhiét do
60°C dé thu dugc san pham tho. Tinh
ché san pham tho bang cach hoa tan
trong con 96% nong, tay mau va loai tap
bang than hoat, lam lanh dung dich dé
san pham két tinh. Sau d¢, loc 14y tinh
thé va thu duoc san pham tinh khiét.
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Ap dung quy trinh dd mé ta, véi
0,05mol 2'-cloro-5-iodosalicylanilid va
0,05mol
chung t6i di tong hop thanh cong ba
chat (3a-3¢) nhu sau:

Hop chit  6-iodo-3-phenyl-3H-
benzo[e][1,3]oxazine-2,4-dione (3a):

Hiéu suét: 70,70% (12,9¢). Tinh thé
hinh kim mau trang khong tan trong
nudc, tan trong cloroform, aceton,

3'-cloro-5-10dosalicylanilid,

methanol, pyridin. Nhiét o nong chay
231,9°C. UVmax(nm): 308,5; 224. IR
(cm™): 1770(v-C=0), 1698(v-C=0),
875(v-C=C), 511(v-C-I). 'H-NMR
(500MHz, DMSO-ds, oppm): 8,21 (d;
1H; J=2; Hs); 8,15 (d-d; 1H; J=2, J=8,5;
H7); 7,52 (m; 2H; H2;He); 7,47 (m; 1H;
Hs); 7,41 (m; 2H; H3°; Hs*); 7,33 (d; 1H;
J=8,5; Hs). "C-NMR (125MHz,
DMSO-ds, oppm): 159,5 (Cz); 152,5
(Cs); 147 (Co); 144,4 (C7); 135,2 (Cs);
135 (Cr); 129,1 (Cs; Cs); 128,8 (Ca);
128,5 (Co; Ce); 118,9 (Cg); 117 (Cio)
88,7 (Cs). C14HsO3NI [M+Na]" m/z =
388 (du kién), m/z = 387,9 (thuc té).

Hop chat 3-(2-chlorophenyl)-6-iodo-
3H-benzo[e][ 1,3]oxazine-2,4-dione (3b):

Hiéu suét: 77,18% (15,42g). Tinh thé
hinh kim mau tring khéng tan trong
nudc, tan trong cloroform, aceton,
methanol, pyridin... Nhi¢t d0 ndng
chay 189,9 - 211,4°C. UVmax(nm):
313,5, 213,5. IR (cm™): 1770(v-C=0),
1699(v-C=0), 821(v-C=C), 720(v-C-
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Cl), 532(v-C-I). 'H-NMR (500MHz,
DMSO-ds, dppm): 8,27 (s; 1H; Hs);
8,21 (d; 1H; J=8,5; H7); 7,69 (t; 1H;
He'); 7,64 (m; 1H; Hg); 7,55 (m; 2H;
Hs; Hs); 7,4(d; 1H; J=8,5; Hs). 13C -
NMR (125MHz, DMSO-ds, dppm):
158,6 (Cz); 152,2 (Ca); 146,3 (Co);
145,1 (Cy); 135,3 (Cs); 132,1 (Cr);
131,5 (Cz); 131,1 (Cs); 130,1 (Cs);
129,8 (Cs); 119,7 (Ce’); 119,1 (Cs); 116
(C10); 89,4 (Cs). C14H7O3NICI [M+Na]"
m/z = 422,5 (du kién), m/z = 4219
(thuc té).

Hop chét 3-(3-chlorophenyl)-6-iodo-
3H-benzo[e][1,3]oxazine-2,4-dione (3c):

Hiéu suét: 74,46% (14,87¢). Tinh thé
hinh kim mau tring khéng tan trong
nudc, tan trong cloroform, aceton,
methanol, pyridin. Nhiét do néng chay
225,5 - 241,7°C. UVpax(nm): 307. IR
(cm™): 1769(v-C=0), 1706(v-C=0),
820(v-C=C), 706(v-C-Cl), 526(v-C-I).
"H-NMR (500MHz, DMSO-ds, Sppm):
8,22 (d; 1H; J=2; Hs); 8,17 (d-d; 1H;
J=2, J=8,5; H7); 7,56 (m; 3H; Hs; Hs;
He); 7,42 (m; 1H; Hy); 7,36 (d; 1H;
J=8,5; Hs). "BC-NMR (125MHz,
DMSO-ds, dppm): 159,4 (C»); 152,2
(Cq); 147 (Co); 144,8 (C7); 136,2
(Cr);135,1 (Cs); 133 (C30); 130,7 (Co);
128,6 (Ce¢); 128,6 (Ce); 127,5 (Cs);
118,8 (Cs); 116,8 (Cio); 88,8 (Ce).
Ci14H703NICI [M+Na] " m/z = 422,5 (du
kién), m/z = 4219 (thuc té).
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2. Két qua hoat tinh khang khuan
Két qua dinh tinh khang khuan voi ndong do cac chat thir nghiém 2 mg/mL duoc
trinh bay trong bang 1.
Bang 1. Két qua dinh tinh kha ning khang khuan cta san pham.

Kha ning khang khuin

Miu
E.coli Paeru S.faecalis S.aureus MRSA
3b + - + + +
3a - - + + +
3¢ - - + + +

Chtrng DMSO 10% - - - - -

(+: C6 xudt hién vong khdng khudn, -: Khong xudt hién vong khdng khudn)

Két qua dinh tinh so bo cho thidy ca ba dan chéat 6-iodophenyl-3H-
benzo[e][1,3]oxazine-2,4-dione déu cho thay tic dung khang khuan hiéu qua d6i
V6i S. aureus, S. faecalis va MRSA (tu ciu vang khang methicillin). Dic biét, 3b

con c6 kha nang khang duoc E. coli nén tién hanh xac dinh MIC.

Bang 2. Két qua thir MIC ctia cac san pham.

_ MIC (pg/mL)
Mau
E.coli  S.fecalis S.aureus (MSSA) S.aureus (MRSA)
3b > 1024 > 1024 <2 <2
3a > 1024 > 1024 256 256
3¢ > 1024 > 1024 <2 <2

Tir két qua trén cho thiy, hop chit 3b va 3c c6 kha ning khang S.aureus va
MRSA v6i MIC < 2 pg/mL. Nhitng hop chit ndy cho thiy kha ning khang
khuan kha manh (MIC < 2 pg/mL), trong khi 3a chi khang hai vi khuan nay &
MIC 256 pg/mL.
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BAN LUAN

Phan tng tao lién két amid duoc thuc
hién trong toluen & nhiét do 120 -
125°C, téng hop thanh cong 3 dan chat
salicylanilid (2a, 2b, 2c), thoi gian gia
nhiét tr 2 - 4 gid cho hi¢u suit toi wu.
PCls dugc chon lam tdc nhan acyl hoa
vi manh va nhanh. Tuy nhién, néu qua
nhiéu PCls s& 1am san phém keo lai, kho
thu hoi.

Phan mg cong hop véi ethylcloroformat
trong pyridin ¢ 80 - 90°C tao thanh
3 din chat 6-iodophenyl-3H-
benzo[e][1,3]oxazine-2,4-dione  (3a,
3b, 3¢). Pyridin duoc chon vi hoa tan t6t
salicylanilid va tro véi tdc nhan phan
tmg. Ethylcloroformat dé bay hoi,
can sinh han lanh va 1am lanh hdn hop
dé kiém soat nhiét do khi thém
ethylcloroformat vao.

Trén cac chung vi khuan thir nghiém,
ca ba din chiat 6-iodophenyl-3H-
benzo[e][1,3]oxazine-2,4-dione déu thé
hién tac dung khang khuén hiéu qua d6i
voi S.aureus, S.faecalis va MRSA. Dac
biét, hop chit 3a con c6 kha ning khang
E.coli. Trong d6, cac hop chat 3b va 3¢
thé hién kha niang khang S.aureus va
MRSA véi MIC <2 pg/mL, diéu d6 cho
thiy ching c6 tic dung khing khuan
manh. Nguoc lai, hop chit 3a chi co thé
khang hai vi khuan nay v6i MIC 1én dén
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256 pg/mL. Két qua khang khuan cua
cac hop chat nay cho thdy su tuong
ddng v6i mot sb nghién ciru trude day,
trong d0, cac dan chit c6 nhom iodo va
phenyl trong cau trac thudng co kha
ning khang khuan manh d6i véi cac vi
khuan Gram duong, dac bi¢t 1a S. aureus
va MRSA [4, 6, 7]. Cac nghién ctu
trudc day cling chi ra sy hién dién cua
nhom iodo va nhém phenyl c6 thé tao ra
hiéu ung dién tor va steric gidp tang
cuong kha nang wre ché vi khuan. Nhom
iodo ¢ vi tri 6 cia vong benzen cung voi
cic nhém chic phenyl hoac
chlorophenyl (hop chat 3b va 3c) dong
vai tro quan trong trong tdng cuong kha
nang xam nhap vao té bao vi khuan va
{rc ché su phat trién cta chung [1, 6, 7].
Nhiing thay d6i nho trong cau triic nhur
thay thé nhom phenyl bang chlorophenyl
c6 thé anh huong 16n dén hoat tinh
khang khuan (nhu di thdy ¢ hop chat 3b
va 3¢ c6 MIC thap hon nhiéu so véi 3a).

Trong nghién ctru nay, chung toi
khong str dung thudc d6i ching trong
cac thir nghiém khang khudn ban dau,
vi muc ti€u chinh la danh gia hoat tinh
khang khuin cta cac dan chat
6-iodophenyl-3Hbenzo[e][ 1,3 ]oxazine-
2,4-dione moi tong hop. Cac thu
nghiém véi thubc d6i chimg s& dugc
thuc hién trong cac giai doan nghién
ctru tiép theo.



TAP CHI Y DUQC HQC QUAN SU SO 3 - 2025

KET LUAN

Téng hop va nhan dang dugc 3 hop
chat cac din chit 6-iodophenyl-3H-
benzo[e][1,3]oxazine-2,4-dione la 3-(2-
chlorophenyl)-6-iodo-3H-benzo[e][1,3]
oxazine-2,4-dione (3a), 6-iodo-3phenyl-
3H-benzo[e][ 1,3]oxazine-2,4-dione (3b),
3-(3-chlorophenyl)-6-iodo-3H-benzo| e]
[1,3]oxazine-2,4-dione (3c). Két qua
danh gia tac dung khang khuan cho thay
cac chat déu co hoat tinh khang khuan
d6i v6i cac ching vi khuan thir nghiém.
Pic biét, hop chat 3b va 3¢ c6 tac dung
kha tot v6i ching S.aureus va MRSA &
MIC <2 pg/mL.

Loi cdm on: Nhom tac gid xin cam
on Truong Pai hoc Y Duogc Can Tho da
hd trg va tao diéu kién thuan loi d€ hoan
thanh nghién clru nay.
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