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TOM TAT
Dit vin dé: Bénh Alzheimer (AD) c6 lién quan dén sy thiéu hut chat dan truyén than kinh
acetylcholin (ACh), do chat nay b; thuy phan va bat hoat boi enzym acetylcholinesterase (AChE),
mot enzym duoc tim thay trong cac khop déyqthdn kinh. Vi vay, AChE tro thanh muc tiéu quan trong
va tiem nang trong nghién citu va phat trien thuoc méi dinh huéng diéu tri bénh AD. Muc tiéu
nghién cieu: Tong hop diwoe nam dan chdt fluoro thom méi IVa-e mang khung 2-(5- (pyridin-2-yl)-
1H-tetrazol-1-yl)acetamid, danh gid tdc dung uc ché AChE va nghién citu ddc tinh glong thuée”
cua nam dan chdt. Poi ‘twong va phwong phdp nghién ciru: Tir nguyen ligu ban dau 2- -pyridin
carbonitril, cac ddn chat sau khi tong hop duroc khing dinh cau tric bang cdc phwong phdp pho
hong ngOal (IR), phé khai (MS), pho cong huong tir hat nhan (NMR), nghién ciru dac tinh giong
thuoc va thir tac dung irc ché AChE. Két qud: Cac chat déu c6 dang tinh * gzong thude”, ket qua
khang dinh cdu tric phu hop véi cong thirc du kién. Cac dan chat 1Va-e deu c6 kha ndng irc ché
AChE‘ nhdt d_mr; o cac nongad() 75 uM va 125 uM. Dac biét, chat 1V-b #c ché AC}hE cao nhat o cd
hai nong do. Ket lugn: Da tong hop duwoc 5 dan chat phi hop véi cong thie dur kien. Cac chat khong
vi pham cac quy tac Lipinski va quy tac Veber va déu cb kha nang ¢ ché AChE.
Tar khéa: Alzheimer, Acetylcholinesterase inhibitors, Tetrazole, Aromatic fluoro.

ABSTRACT

SYNTHESIS AND EVALUATION
OF THE ACETYLCHOLINESTERASE INHIBITORY EFFECT OF SOME
NEW FLUOROAROMATIC DERIVATIVES BEARING
2-(5-(PYRIDIN-2-YL)-1H-TETRAZOL-1-YL)ACETAMID SCAFFOLD
Nguyen Viet Hung>?", Tran Phuong Thao?, Hoang Van Hai?,
Le Thien Bao Long?, Ngo Son Tung*, Le Quoc Tien?,
Bui Thi Hong Nhung?, Tran Dinh Hoang?, Vu Ngoc Hai Linh?
1. Hanoi University of Pharmacy; 2. Hanoi University of Mining and Geology;
3. PHENIKAA University; 4. Ton Duc Thang University

Background: Alzheimer's disease (AD) is associated with a deficiency of the neurotransmitter
acetylcholine (ACh) due to its hydrolysis and inactivation by the enzyme acetylcholinesterase (AChE).
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Therefore, AChE is an important and potential target in the discovery and development of new drugs
for the treatment of AD. Objectives: Synthesizing five new fluoroaromatic derivatives 1Va-e bearing
the 2-(5-(pyridine-2-yl)-1H-tetrazol-1-yl)acetamid scaffold, evaluate the AChE inhibitory effect and
study the "drug-like" properties. Materials and methods: Synthesized from the starting material 2-
pyridine carbonitrile. Five derivatives were structurally confirmed by infrared spectroscopy (IR), mass
spectrometry (MS), nuclear magnetic resonance spectroscopy (NMR). Accordingly, drug-like
properties and AChE inhibitory activity studies were conducted. Results: All compounds have “drug-
like” properties. The spectral structure confirmation results showed good agreement with the expected
structures. The IVa-e derivatives all had certain AChE inhibitory abilities at concentrations of 75 uM
and 125 pM. In particular, 1V-b inhibited AChE the most at both concentrations. Conclusion: Five
derivatives were synthesized that fit the intended structures, they didn 't violate Lipinski's 5 rules and
Veber's rule, and they all capable of inhibiting AChE.
Keywords: Alzheimer, Acetylcholinesterase inhibitors, Tetrazole, Fluoroaromatic.

I. PAT VAN DPE

Bénh Alzheimer (AD) chiém khoang 60% dén 80% trong nhom bénh sa st tri tug
[1]. Theo gia thuyét cholinergic, AD c6 lién quan dén sy thiéu hut chat dan truyén than kinh
quan trong la acetylcholin hoic butyrylcholin do chiing bi thiy phan béi AChE. Cac thude
dugc lya chon dé diéu tri AD theo hudng tic ché AChE dugc FDA phé duyét nhu donepezil,
rivastigmin, galantamin, tacrin [2], tuy nhién chung déu cd céc tac dung phu dang ké [3].
Do vay, nghién ciru dé tim ra cac chat ic ché AChE méi van 1a mot chién luoc day hia hen.

Trung tdm hoat dong cua AChE gom ba thanh phan quan trong (Hinh 1a): ving
trung tdm hoat dong (CAS) ¢ “day” kénh enzym, vung long kénh va vung ngoai vi hay vung
trung tam di 1ap thé (PAS) & “miéng” kénh enzym [4].

Ti acyl CAS/PAS CAS/PAS
O
A
\ N.
N
—> N-N
linker

with IVa: R = 2-fluorophenyl;
IVb: R = 3-fluorophenyl;
IVc: R = 4-fluorophenyl;
IVd: R = 2-fluoro-4-iodophenyl;

Trung tdm hoat dong (CA IVe: R = 3-Chloro-4-fluorophenyl.
Muc tiéu phan tir
() d)

Hinh 1. (@) Minh hoa ciu tric caa AChE [5]; (b) Céu trdc cta cac dan chat muc tiéu

Nhiéu nghién cttu gan day da chi ra rang, cac dan chit chira vong tetrazol 6 tinh acid [6]
va c6 kha ning tuong tac véi mot sb dich phan tir tiém nang trong diéu tri Alzheimer theo hudng
tic ché AChE [7-9], dic biét 1a v6i ving CAS ciia vong tetrazol dang tuong téac sép chdng pi-pi,
pi-alkyl hoac lién két hydro [10]. Thém vao d6, dan chat pyridin ciing thé hién kha nang uc ché
AChE théng qua tuong tac cua vong pyridin vai vung PAS [11]. Tuy nhién, sy anh huéng cia
vong fluoro aryl gan véi khung ciu trdc tetrarol acetamid tdi AChE chwa dugc quan tam.

Dua trén phan tich méi lién hé gitra cdu tric va kha ning twong tac véi AChE, bai
bao duoc thuc hién véi muc tiéu: tong hop nam dan chit fluoro thom méi mang khung 2-
(5-(pyridin-2-yl)-1H-tetrazol-1-yl)acetamid 1Va-e (Hinh 1b) va thir tac dung tc ché AChE
nham tim ra chét &c ché AChE tiém nang trong viéc diéu tri AD.
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IL. POl TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Pdi twong nghién ciu: Khung dan chit thom 2-(5-(pyridin-2-yl)-1H-tetrazol-1-
yl)acetamid va enzym acetylcholinesterase, phuong phap sic ky 16p mong (TLC) va cac
phuong phap phd (IR, NMR, MS).

2.2. Phuong phép nghién cttu: Tong hop nam dan chat 1Va-e mang khung 2-(5-
(pyridin-2-yl)-1H-tetrazol-1-yl)acetamid dugc téng hop tir chat dau 2-pyridin carbonitril (1)
theo so d6 1:

Q Q{% - (jY A, Yy (j\(

N\N

5

I 11 IVa-e

’ IVa. R = 2-fluoro; IVb.R = 3-fluoro; IVec.R =4-fluoro; IVd.R =2-fluoro-4-iodo; IVe. R = 3-chloro-4-fluoro ’

So dd 1. Quy trinh tong quét tng hop cac dan chat 1Va-e. Thudc thir va diéu kién:
(i) 1. NaNs, ZnClz, DMF, 120°C, 2h; 2. etyl 2-chloroacetat, 60°C, 2h; (ii) 1. NaOH,
MeOH, nhiét d6 phong, 30 phut; 2. HC1 ¢am dic, pH=1-2; (iii) ddn xuat amin, HOB,
EDC.HCI, TEA, DCM, DMF, nhiét @6 phong, 4h.

Hoda chat, thube thir, dung mdi mua tir cac nha cung cap uy tin, st dung truc tiép. Su
tién trién caa cac phan ung duoc theo ddi bang TLC & budc song 254 nm. CAu trdc cac chat
tong hop dugc khang dinh théng qua cac loai pho: phd IR ghi trén may FTIR Affinity-1S-
Shimadzu (Nhat Ban); phé NMR dugc do trén may Bruker AC-500 MHz; phd khi dugc
ghi bang may Agilent 6530 Accurate-Mass QTOF LC/MS (United States).

I11. KET QUA NGHIEN CUU
3.1. Tong hop hda hoc

Hop chét trung gian IT duoc tong hop nhu sau: hoa tan I (1,0 duong luong (eq)) trong
N,N-dimethylformamid (DMF), thém tiép NaNs (1,5 eq) va ZnCl, (0,1 eq) vao binh phan
g, dun hdi luu & 120°C. Sau 3 gio, ha nhiét 6 caa phan tng xudng 60°C, thém ethyl 2-
cloroacetat (1,5 eq), duy tri phan ¢ng ¢ 60°C trong 3 gio. Lam ngudi hdn hop phan tng dén
nhiét d6 phong, diéu chinh hé dén pH = 8 bang Na,COs béo hoa, loc va chiét dich loc bang
ethylacetat (EA). Tinh ché bang sic ky ct voi pha dong EA:n-hexan (2:3) thu dugc hai
dong phan N1 va N2. Str dung dong phan N1 (1) 1am nguyén liéu cho phan tng tiép theo.

Hop chit trung gian III duoc téng hop bang cach: hoa tan chat 11 (1 eq) trong
methanol (MeOH), thém tiép NaOH (2,0 eq). Khuay hdn hop khoang 30 phdt & nhiét do
phong, sau do6 chinh vé pH = 1-2 bang acid HC1 dic. C6 quay dé thu dwoc cin, hoa tan can
trong hé methanol:dichlomethan (MeOH:DCM, 2:1) va loc loai NaCl, thu duoc chat I1I.

Hop chat N-(2-fluorophenyl)-2-(5- (pyridin-2-yl)-1H-tetrazol-1-yl)acetamid (IVa)
t6ng hop bang cach hoa tan 111 trong DCM, thém lan luot hydroxybenzotriazol (HOBL) (1,0
eq), N-(3-dimethylaminopropyl)-N -ethylcarbodiimid hydrochlorid (EDC.HCI) (1,0 eq), 2-
fluoroanilin (1,2 eq), triethylamin (TEA) (2,0 eq). Khudy tron trong 4 gio & nhiét ¢o phong.
Co6 quay loai dung moi, sau d6 thém NaHCO3 10% dén pH = 8 va chiét hé véi EA thu 16p
hitu co. Lam khan va tinh ché bang sic ky cot véi pha dong EA:n-hexan thu duoc chat IVa.

48



TAP CHi Y DU'O'C HOC CAN THO - SO 83/2025

Qua trinh tong hop céc chat IVb-e thuc hién twong tu nhu chat IVa nhung thay 2-
fluoroanilin bang nguyén liéu khac, cu thé nhu sau:

Téng hop N-(3-fluorophenyl)-2-(5-(pyridin-2-yl)-1H-tetrazol-1-yl)acetamid (1\Vb)
tir chét trung gian 111 véi nguyén liéu 3-fluoroanilin (1,2 eq).

Tong hop N-(4-fluorophenyl)-2-(5-(pyridin-2-yl)-1H-tetrazol-1-yl)acetamid (I\Vc)
tir chét trung gian 111 véi nguyén liéu 4- fluoroanilin (1,2 eq).

Téng hop N-(2-fluoro-4-iodophenyl)-2-(5-(pyridin-2-yl)-1H-tetrazol-1-yl)acetamid
(I\Vd) tir chat trung gian 111 v&i nguyén liéu 2-fluoro-4-iodoanilin (1,2 eq).

Tong hop N-(3-chloro-4-fluorophenyl)-2-(5-(pyridin-2-yl)-1H-tetrazol-1-yl)acetamid
(IVe) tir chat trung gian 111 vi nguyén liéu 3-chloro-4-fluoroanilin (1,2 eq).

Két qua chi tiéu hoa ly, do tinh khiét, cac loai phd cua cac dan chét IVa-e nhu sau:

DAan chat 1Va. Mau sdc: tring, hiéu suat tong hop (H%): 63%, nhiér g nong chay
(T°): 188,3-189,5°C. Rs = 0,65 (EA:n-Hexan = 2:1), IR (KBr, cm™): 3279 (NH amid); 3063
(CH aromatic); 1672 (C=0); 1598 (C=N); 1542, 1549 (C=C aromatic); 737 (C-F). 'H-NMR
(500 MHz, DMSO-ds, ppm): d: 10,50 (s, 1H, NH); 8,76 (d, J = 4,5 Hz, 1H, H6); 8,18 (d, J =
8,0 Hz, 1H, H3); 8,03 (td, J1 = 8,0 Hz, J» = 1,5 Hz, 1H, H4); 7,92-7,89 (m, 1H, H6’); 7,59-
7,56 (m, 1H, H5); 7,34-7,20 (m, 3H, H3’, H4’, H5"); 5,90 (s, 2H, CHy). *C-NMR (125 MHz,
DMSO-dg, ppm): d: 164,7 (C=0); 164,0 (N=C-N); 155,0 (C2’); 153,0 (C5); 150,7 (C2); 146,6
(C6); 138,2 (C4); 126,5-126,4 (*Jcr = 7,5 Hz, C4’); 125,8 (3Jc-¢ = 8,63 Hz, C5°); 125,1-125,0
({Jc-F = 3,34 Hz C6°); 124,3 (C3); 122,9 (C1°); 116,2-116,1 (3Jc-r= 19,13 Hz, C3’); 55,7
(CHaz). HR-MS (ESI) m/z C1aH11FNgO: [M+H]* dy kién = 299,1051, két qua do = 299,1053.

DAan chat 1Vb. Mau sdc: trang, H%: 63%, T°c: 188,5-189,2°C. Ry = 0,60 (EA:n-Hexan
=2:1), IR (KBr, cm™): 3338 (NH amid); 3066 (CH aromatic); 1686 (C=0); 1618 (C=N); 1557,
1446 (C=C aromatic); 744 (C-F). *H-NMR (500 MHz, DMSO-ds, ppm): 6: 10,88 (s, 1H, NH);
8,76 (d, J = 4,5 Hz, 1H, H6); 8,18 (d, J = 8,0 Hz, 1H, H3); 8,03 (td, J: = 8,0 Hz, J, = 1,5 Hz,
1H, H4); 7,59-7,54 (m, 2H, H5, H2’); 7,43-7,38 (m, 1H, H5"); 7,32 (d, J = 8,5 Hz, 1H, H6");
6,96 (td, J1 =8,0 Hz, J2 =2 Hz, 1H, H4"); 5,83 (s, 2H, CH.). ®*C-NMR (125 MHz, DMSO-ds,
ppm): d: 164,7 (C=0); 163,8 (N=C-N); 161,6 (C3°); 150,7 (C2); 146,6 (C6); 140,4-140,3 (*Jc-
F= 11,00 Hz, C5); 138,2 (C4); 131,2 (C6’); 125,8 (C3); 122,9 (C5); 115,6 (*Jc-¢ = 2,63 Hz,
C1’); 111,1-111,0 (3Jc-£= 21,00 Hz, C2’); 106,8-106,6 (3Jc-r= 26,13 Hz, C4’); 56,0 (CH>).
HR-MS (ESI) m/z C14H11FNgO: [M+H]* du kién = 299,1051, két qua do = 299,1056.

DAn chat 1Vc. Mau sdc: trang, H%: 65%, T°x: 188,2-189,8°C. R¢= 0,56 (EA:n-Hexan
=2:1), IR (KBr, cm™): 3338 (NH amid); 3064 (CH aromatic); 1709 (C=0); 1615 (C=N); 1553,
1437 (C=C aromatic); 745 (C-F). *H-NMR (500 MHz, DMSO-ds, ppm): 6: 10,72 (s, 1H, NH);
8,76 (d, J = 4,5 Hz, 1H, H6); 8,18 (d, J = 7,5 Hz, 1H, H3); 8,03 (td, J: = 8,0 Hz, J, = 1,5 Hz,
1H, H4), 7,63-7,56 (m, 3H, H5, H2’, H6); 7,20 (t, J = 8,0 Hz, 2H, H3’, H5"); 5,80 (s, 2H,
CH.). ¥C-NMR (125 MHz, DMSO-ds, ppm): 6: 164,7 (C=0); 163,3 (N=C-N); 159,8-157,9
(QJc-F= 251,75 Hz, C4°); 150,7 (C2); 146,6 (C6); 138,2 (C4); 135,0 (C17); 125,8 (C3); 122,9
(C5); 121,7-121,7 (Jc-r= 7,88 Hz, C2°, C6°); 116,2-116,0 (PJc-r= 22,25 Hz, C3’, C5°); 55,9
(CH>). HR-MS (ESI) m/z C14H11FNgO: [M+H]* du kién = 299,1051, két qua do = 299,1057.

Dan chat IVd. Mau sac: tring, H%: 60%, T: 206,8-208,2°C. Rr=0,61 (EA:n-Hexan
=2:1), IR (KBr, cm™): 3264 (NH amid); 3051 (CH aromatic); 1685 (C=0); 1592 (C=N); 1538,
1417 (C=C aromatic); 735, 734 (C-F). *H-NMR (500 MHz, DMSO-ds, ppm): 6: 10,58 (s, 1H,
NH); 8,76 (d, J = 4,5 Hz, 1H, H6); 8,17 (d, J = 8,0 Hz, 1H, H3); 8,03 (td, J1 = 7,5 Hz, J, = 1,5
Hz, 1H, H4); 7,76-7,72 (m, 2H, HS, H3"); 7,59-7,54 (m, 2H, H5’, H6); 5,89 (s, 2H, CH>).
3C-NMR (125 MHz, DMSO-ds, ppm): J: 164,7 (C=0); 164,1 (N=C-N); 154,6-152,6 (3Jc-F =
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250,13 Hz, C2°); 150,7 (C2); 146,5 (C6); 138,2 (C4); 134,1-134,0 (Jc-£=3,5 Hz, C6°); 125.9-
1258 Cc-r = 10,25 Hz, C3’); 125,6 (C3); 124,9 (C5°); 124,7 (C1°); 122,9 (C5); 88,8-88,7
(*Jc¢ = 7,38 Hz, C4’); 55,7 (CH2). HR-MS (ESI) m/z C14H10FINO: [M+H]* du kién =
425,0018, két qua do = 425,0021.

DAn chat 1Ve. Mau sdc: trang, H%: 62%, T°x: 225,4-227,2°C. Ri = 0,63 (EA:n-Hexan
= 2:1), *H-NMR (500 MHz, DMSO-ds, ppm): 5 10,88 (s, 1H, CO-NH): 8,76 (d, J = 4,5 Hz,
1H, H6); 8,18 (d, J = 7,5 Hz, 1H, H3); 8,03 (td, J1 = 8,0 Hz, J,= 1,5 Hz, 1H, H4); 7,89 (dd, J1
=7,0 Hz, J,=3,0 Hz, 1H, H6"); 7,58 (t, J = 6,5 Hz, 1H, H5); 7,51-7,48 (m, 1H, H2"); 7,43 (,
J =9,0 Hz, 1H, H5"); 5,82 (s, 2H, CHy). *C-NMR (125 MHz, DMSO-dgs, ppm): J: 164,8
(C=0); 163,7 (N=C-N); 155,0-153,1 (3Jc-r = 242 Hz, C4’); 150,7 (C2); 146,5 (C6); 138,2
(C4); 135,9-135,8 (*Jc-r = 3,13 Hz, C2°); 125,9 (C3); 122,9 (C5); 121,4 (C1°); 120,3-120,2
(*Jc-r=7 Hz, C6°); 119,9-119,8 ((Jc-¢= 18,25 Hz, C3’ ); 117,8-117,7 (CJc-,= 21,75 Hz,C5");
55,9 (CHz). HR-MS (ESI) m/z C14H10CIFNsO: [M+H]" du kién = 333,0662 (*3Cl); 335,0632
(7CI), két qua do = 333,0668 (*°CI); 335,0632 (*'Cl).

3.2. Nghién ciu cac tinh chat ly hoa hec

Mot sé dac tinh hoa ly va du doan tinh chét “giéng thuc” ctia nam hop chat dugc
du doan bang cach sir dung nén tang SwissADME [12]. Cac thong sé duoc dong hoc va
doc tinh caa cac hop chat duoc du doan bang cong cu pkCSM [13]. Mot sb thong sb 1y
hoéa, duge dong hoc cua cac hop chat di duoc tinh toan va trinh bay & bang 1.Bang 1. Cac
thong sb du doan duoc dong hoc dic trung cta cac hop chat 1Va-e
Hop | logP | TPSA*| MW" |HBA'[HBD" | NROT | Héapthu o | Do thanh thai toan phan
chét (A?) | (Dalton) rudt (%) (mL/phat/kg)

IVa | 156 | 85,59 | 298,28 6 1 5 95,966 1,096
IVb | 159 | 85559 | 298,28 6 1 5 96,552 1,282
IVe | 1,45 | 85,59 | 298,28 6 1 5 95,995 1,265
IVd | 2,24 | 8559 | 424,17 6 1 &) 95,747 0,345

IVe | 2,01 | 8559 | 332,72 6 1 5 94,334 0,682

“TPSA: Dién tich bé mat phan cuc Topo; MW: Khdi lugng phén tir; HBA: S6 nhém cho lién két
hydro; HBD: Sé nhém nhgn lién ket hydro; NROT: So luong lién ket xoay.

Két qua & bang 1 cho thay khong c6 hop chét nao trong nam hop chét da tong hop
vi pham quy tdc nam Lipinski [14] va quy tac Veber [15]. KEt qua nay 1a co s¢ de tiep tuc
thtr nghiém kha nang uc che AChE.
3.3. Kha niing wrc ché AChE
~ Phuong phap Ellman [16] duoc dung d¢ dénh gia kha nang (ic ché AChE cuia céc
chat véi chat tham chieu la Galantamin hydrobromid. Phan tram (%) trc che AChE cua cac
chat & nong d¢ thu nghiém duoc tinh theo cong thuc:
% tic ché AChE = —ugdm - Mt
Chung am - Mau trang
Trong d6: Mau trang: ATCI, DNTB trong dung dich dém pH 8,0
Chung am: ATCI, DTNB va enzym AChE trong dung dich dém pH 8,0

Mau thir: Chat thtr (hodc chitng galatamin hydrobromid), ATCI, DTNB
va enzym AChE trong dung dich dém pH 8,0.

Két qua thir tac dung rc ché AChE cua cac dan chét dugc tong két trong bang 2.
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Bang 2. Két qua thir kha nang e ché AChE cua cac dan chét IVa-e ¢ ndng do 75 uM va 125 uM

Din ché % trc ché AChE
75 uM 125 uM
IVa 9,46 2,70
IVb 19,86 28,4
IVc 16,94 15,6
Ivd 15,20 22,2
IVe 0,00 10,07
Chung am (dung méi) 0
Ching duong (Galantamin hydrobromid): ICso =2,5 £ 0,2 uM 89,35

C6 thé thiy, ca nam chat déu c6 kha ning &c ché AChE nhit dinh ¢ nong do thur
nghiém, tuy nhién kha niang tic ché cua chat 1Va va chat 1Vc giam so véi nong do 75 pM
trong khi kha ning trc ché cua ba chét cac chat con lai ting. Dic biét, chat IVb cd kha nang
tic ché cao nhat ¢ ca hai nong do.

IV. BAN LUAN
4.1. Khing dinh céu tric va dic tinh dwge dong hoc

Nim din chat fluoro thom méi mang khung 2-(5-(pyridin-2-yl)-1H-tetrazol-1-
yl)acetamid dugc tong hop tir nguyén liéu ban dau 1a 2-pyridin carbonitril thdng qua ba
buéc. Cac két qua thuc nghiém vé pho, TLC, d6 dich chuyén Ry, T cho thdy céc dan
chét déu tinh khiét, cau tric, khdi luong phu hop véi cong thie du kién. Khong co chat
nao vi pham quy tic nam Lipinski va quy tic Veber. Ngoai ra, sy gidng nhau caa cac chi
s6 HBA, HBD, NROT va TPSA ciia nim hop chét phan &nh sy twong dong vé ciu tric
héa hoc cua cac hop chat. Mac do hap thu ¢ rudt cia cac hop chat IVa-c cao hon so véi
cac hop chat 1Vd va Ve (mang nhitng nhém thé cong kénh hon). Hop chét 1Vb duoc du
doan co thé hap thu & rudt tt nhat I18n téi 96,5%. Bong thoi do thanh thai toan phan, thé
tich phan b va gia tri doc tinh trén chudt ¢ trang thai 6n dinh déu c6 su thay doi rd rét trén
két qua tinh toan sang loc vai cac hop chat chi chira mot nhém thé trén vong benzen.

4.2. Kha ning wc ché AChE

Két qua trc ché AChE ¢ bang 2 cho thy ca nam chat déu c¢d kha ning ¢ ché AChE
nhét dinh, tuy nhién kha ning @c ché van chua cao. Riéng chét Vb ¢ kha nang tc ché
cao nhét ¢ ca hai nong do ciing s& 1a mot diém sang dé khai thac khung cau tric nay trong
cdng cudc tim kiém chat tiém ning. C6 thé thay, khi fluoro & vi tri meta cia vong benzen
trong khung ciu tric nay, ngoai kha nang hat dién tir con c6 su phi hop vé vj tri khéng
gian trong viéc tuong tac vai vung PAS/CAS ctia enzym acetylcholinesterase.

V. KET LUAN

NhGm nghién ciru da tong hop thanh cong nam dan chat fluoro thom méi mang khung
2-(5-(pyridin-2-yl)-1H-tetrazol-1-yl)acetamid c6 dic tinh “giéng thude” va déu cd kha ning
tic ché AChE nhat dinh & cac nong d6 75 uM va 125 uM. Riéng chat IVb c6 kha ning tc ché
AChE cao nhat & ca hai nong do tuong (g 1a 19,86%, va 28,4%. Két qua nghlen cau cung
cap méi twong quan giita cau tric caa hop chat trén co s du doan dic tinh ¢ glong thude”,
duoc dong hoc dic trung v6i kha niang we ché enzym AChE. Qua do cho thay tiém ning trong
viéc dinh hudng phat trién nhitng nghién ctru cao hon cho nhirng khung cau trdc nay.
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