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TOM TAT

Muc tiéu: Khdo sdt déc tinh cp va déc tinh bdn truedng dién duong uéng cia cao chiét ethanol 70% tir canh
16 cGy Man kinh trén chudt nhét tring (Swiss albino). Phurong phdp: Béc tinh cép dwong uéng clia cao chiét
dwoc ddnh gid & liéu cao nhdt cé thé qua kim chuyén dung cho chubt uéng. Péc tinh bdn trudong dién cla
cao chiét duoc ddnh gid & liéu 1 va 2 g/kg sau 30 va 60 ngdy cho chudt ubng. Két qud: Chudt khéng cé biéu
hién bét thuong sau khi dugc cho uéng cao chiét & liéu cao nhat qua kim chuyén dung la 30.84 g/kg (D,,,)
nén gid triLD,, cda cao chiét khéng dugc xdc dinh. Chudt uéng cao chiét & hai liéu khdo sdt lién tuc trong 60
ngay khéng cé su thay déi ddng ké cdc chi sé huyét hoc, chi s6 chirc ndng gan (AST, ALT), chire ndng thén
(ure, creatinin), triglycerid va protein trong huyét twvong ciing nhw cdu tric mé hoc gan, tim va than so vdi
16 chirng. Két luén: Cao chiét ethanol 70% tir canh Ié cdy Man kinh khéng gdy déc tinh cdp trén chubt nhdt

tréng vdiliéu D,
than ctia chudt nhét trdng sau 60 ngady thiz nghiém.

la 30.84 g/kg va khéng lam dnh huwdng dén chire ndng tao mdu, chire ndng gan, tim va

Tirkhod: Man kinh, canh va Id, déc tinh cdp duong uéng, déc tinh bdn triwdng dién, chudt nhdt trdng

1. DAT VAN DE

Cay Man kinh (Vitex rotundifolia L.f) thuéc ho Hoa
moi (Lamiaceae), phan bé chd yéu & cac vung ven
bién nhiét d&iva can nhiét d&i[1]. Tai Vit Nam, loai
cay nay phd bién & khu vuc ven bién mién Trung
bao gdbm tinh Ninh Thuan. Theo y hoc ¢ truyén,
qua va canh |a cia cdy Man kinh cé tac dung khang
viém, giam dau va dugc st dung dé diéu tribénh vé
xuong khép, dau dau va cdm sot. Cac nghién clru
dugec ly hién dai d3 ciling da chirng minh nhiéu tac
dung duoc ly clia canh 1a Man kinh chdng han nhu
tac déng chéng khdi u, giam dau, ha sét, khing
viém va khang khuén, cho thay tiém nang diéu tri
ddivéinhiéu bénh[2]. Cacthanh phan hdahoc nhw
terpenoid, flavonoid, phenylpropanoid va cac
thanh phan héa hoc khac c6 thé gép phan vao céc
tac dung duoc ly cha nd. K&t qua nghién ctru trudce
day cho thay cao chiét ethanol 70% tir canh |d Man
kinh & liéu 1.0 g/kg co tac dung khang viém théng
qua kha nang lam giam swng phu & ban chan chuét
tai cac thoi diém khao sat sau khi gdy viém cap bang
carrageenan (4, 24, 48 va 72 gio), twong tu nhu 16
uéng diclofenac. Mrc liéu 1.5 g/kg cling cho thay
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tdc dung tuwong tuw sau 4, 48 va 72 gid tiém
carrageenan[3]. Ngoaira, trong nghién clru nay cac
thanh phan chinh cta tinh dau tir canh 1a bao gom
a-pinen, sabinen, B-pinen, eucalyptol, B-terpinyl
acetat va dL-limonen c6 dung khéng khuan, tinh
dau e ché sy phat trién cda 5 loai vi khuan (S.
enterica, P. aeruginosa, S. enterica, P. aeruginosa va
S. aureus) [3]. Casticin va agnusid 1a hai hop chat
chinh dugc phét hién trong cao chiét tlr qua va
canh 14 Man kinh. Cac nghién clru d3 chi ra rang
casticin c6 tac dung chéng viém, chéng ung thu va
bao vé than kinh, trong khi d6 agnusid la moét tac
nhan chéng viém [4]. Casticin la mét flavonoid cé
tac dung chéng viém, chdng oxy hda va dic biét la
chéng ung thu théng qua co ché kich hoat
apoptosis va trc ché ting sinh té bao [5]. Casticin
cho thay tinh an toan & liéu diéu tri, tuy nhién cé
thé gay doc té bao & liéu cao trong thir nghiém in
vitro. Agnusid duwgc bdo cdo la cd nhiéu tac dung
sinh hoc nhu giam dau, giong estrogen, chéng viém
khép, chita lanh vét thwong va tac dung chéng
leishmania[6]. Doc tinh cha agnusid dwgc danh gia
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|3 rat thap, trong cac nghién ctru thir nghiém trén
chudt, agnusid khéng gay ra thay déi bat thuong vé
hanh vi, sinh ly hodc tén thuwong mé hoc trén céc co
quan chinh. Vitexicarpin, mét hgp chat tir qua Man
kinh, cé tadc dong chdng ung thu truc trang bang
cach lién két truc ti€p vdi inosin monophosphat
dehydrogenase 2 (IMPDH2), pha v& su tuong tac
gitta IMPDH2 va c-Myc, dan dén rc ché& qua trinh
chuyén dang biéu mé - trung md, tir dé rc ché sy
tang sinh va dican cta té bao ung thu truc trang[7].
18 hgp chat duoc xac dinh tir tinh dau |4 Man kinh
bang phuong phap sic ky khi khdi phd (GC-MS).
Tinh dau cé tac dung rc ché sy phat trién cla 6
chang vi khuan gay bénh (S. aureus, B. cereus, P.
aeruginosa, S. enteritidis, S. typhimurium, E. coli)
[8]. Cao chiét ethanol 70% tir canh |4 Man kinh cé
chira cadcthanh phan hda hoc véicactdc dung duoc
ly d8 duwoc chirng minh [3]. Do d6, dé cung cap
théng tin vé tinh an toan cGa cao chiét nay cho viéc
st dung trong y hoc c8 truyén va y hoc hién dai,
nghién cru nay tién hanh khao sat doc tinh cap
duwong udng va doc tinh ban truong dién cla cao
chiét ethanol 70% tir canh 1d Man kinh trén chudt
nhat trang chling Swiss albino.

2. 901 TUQNG VA PHUO'NG PHAP NGHIEN CU'U
2.1.D6itwong nghién ciru

Mau cdy duoc thu thap tai tinh Ninh Thuan vao
thang 3 nam 2024 va duoc xdc dinh la Vitex
rotundifolia L.f (VT01/2024/CGMM) tai Phong Tai
nguyén va Phat trién Dugc liéu, Trung tdm Sam va
Duwoc liéu Thanh phd H6 Chi Minh. Canh va la duoc
str dung trong nghién ctru nay. Canh |a dugc phoi
am can va xay thanh bét (qua ray 355) dé nghién
ctru. Cao chiét dugc str dung trong nghién clru nay
cb ngubn gdc tr nghién ctu trudc day cia nhém
[3]. Tém lai, b6t canh 14 thé (10 kg) c6 d6 4m 9.87%
duoc chiét ngdm kiét vdi ethanol 70% & nhiét do
phong sau 24 gid ngdm vdi dung méi, ty 1& chiét
xuat cda bot nguyén liéu/dung mai la 1/15 (w/v).
Dich chiét dwoc c6 dic bang may cd quay (Buchi,
Thuy ST) dwdi dp suat giam & 70°C dé loai bé dung
mdi va thu duoc cao chiét (3,837 g) c6 d6 am
29.67%. Hiéu suat chiét caola 29.94%.

2.2.bongvat nghién cliru

Chudt nhat trang (Swiss albino, 5 - 6 tuan tudi).
Chudt dwgc cung cap bai Vién vic xin va Sinh phdm
y t& Thanh phé H6 Chi Minh. Thirc 8n chudt dugc
cung cap bdi Vién vac xin va Sinh phdm y t& Nha
Trang. Nghién ctru nay th&r nghiém trén déng vat
duocthong qua bdi HOi dong tw van vé dao dirc vai
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dong vat trong nghién cliru Vién Duoc liéu
(01/2024/ThS-HDTVDDTDV).

2.3. Héa chat - thudc thir nghiém va thiét bi

Hda chat - thudc thir: Cac bd kit dinh lwong AST,
ALT, creatinin, ure, triglycerid, protein cia Human
Co. Ltd., Blrc. Cac hda chat khac dat tiéu chuan
nghién ctru.

Thiét bi: CAn phan tich Ohaus (My), may ly tdm
(Hermle - Blrc, may sinh hda ban ty déng Screen
master 3000 (Y), may SYSMEX-XN330 (Nhat).

2.4. Phurong phap nghién ctru

2.4.1. Thirnghiém déc tinh cép dwérng uéng

Chubt (5 chudt dwc va 5 chudt cai) dugc nhin doi

14 gi®y trwdec khi dwoc cho uéng cao chiét Man kinh

v3dinéng d6 dam dac co thé qua kim dau tu, vaithé

tich t&i da c6 thé cho uéng la 0.5 mL/10 g trong
lwgng chudt. Theo ddi ty & chudt t&r vong va hanh

vi cha chudt trong 4 gid, 72 gid sau khi udng cao

chiétva 14 ngay sau do.

C6é3trudng hop cd thé xay ra:

- Trwdng hop 1: Sau khi cho chudt uéng cao chiét,
s6 chudt van bao toan, xac dinh liéu cao nhat ¢
thé bom qua kim ma khéng lam chét chuét (D, )
va liéu twong déi an toan D, dung trong cac thuc
nghiém dugcly c6thé bang1/5D,_ . hodclén hon
1/5D,,.

- Trwdng hop 2: Sau khi cho chudt uéng cao chiét,
ty 18 tlr vong |2 100% thi can xac dinh liéu t&i thiéu
gay chét 100% chubt (LD,,,), ti€p tuc giam liéu dé
xac dinh duoc lidu khéng lam chét con vat nao
(LD,). Tkr &6, suy ra liéu LD,, dugc tinh theo cong
thircKarber - Behrens.

- Trudng hop 3: Sau khicho uéng cao chiét, ty 1é tir
vong thap hon 100%, khéng xac dinh duoc liéu
gy chét 100% chudt. P&i v&i tredong hop nay,
khéng thé suy ra liéu LD,,, nhung cé thé xac dinh
duoc lidu téi da khong gay chét chuét, goi la liéu
dudi liu chét (LD,). Liéu tuong d6i an toan D,
dung cho thyc nghiém duwoc ly cé gia tri bang 1/5
hodc1/10 LDy, ,,,.

2.4.2. Thirnghiém déc tinh bdn trwo'ng dién

Chudt duoc chia thanh cac 16 (n =10, 5 chudt duc,
5 chudt cdi): L6 chirng cho chudt udng nudc cat, 16
thd& cho chuét uéng cao chiét vdi 2 liéu thir nghiém
la 1va 2 g/kg, thé tich cho udng1a 0.1 mL/10 g thé
trong chudt. Chudt dugc udng lién tuc trong vong
2 thang. Mau dudi chudt dwoc thu dé danh gid cac
chi s6 sinh hoéa. Thoi diém xét nghiém: Trwdc, sau
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30 ngay va 60 ngay th& nghiém; riéng cic xét
nghiém dai thé l1ay gan, tim, than tié€n hanh sau 60
ngay thir nghiém.

Cdc chi tiéu dénh gia: Trong lwong co thé chudt,
théng s& huyét hoc (s6 lwvong héng cau, thé tich
kh6i hong cau, hemoglobin, huyét sic td trung binh
hong cau, ndng dd huyét sac td trung binh hong
cau, ty 1& phan b6 héng cau, bach ciu, tiéu cau),
aspartat transaminase (AST), alanin transaminase
(ALT), creatinin, ure, triglycerid, protein, trong
lvong twong ddi gan, tim, than. Cac théng sé huyét
hoc duwgc xac dinh bing mdy SYSMEX-XN330
(Nhat). Cac théng sé vé sinh hda gan - than,
triglycerid, protein duoc dinh lwgng theo protocol
huéng dan cla cac bo kit dinh lvgng (Human Co.,
Germany) va duoc do bang may sinh héa ban tu
déng Screen Master 3000 (Y). Cac mau co quan tim,
gan, than dugc tach vao ngay cudi cha thir nghiém
dé quan sat vithé (30% tdng s& chudt mdi o).

2.5.Danhgiakétqua

Céc s6 liéu dwoc xtr ly trén Microsoft Excel 2016,
duogec trinh bay dang mean + SEM. Cac phép kiém
théng ké Student's t-test, F'test va phuong phap
phan tich phwong sai mot yéu t6 ngiu nhién (One-
way ANOVA) bang phan mém GraphPad Prism
(Phién ban 8.0.1, Inc., La Jolla, M§) dé kiém tra su
khéc biét cé y nghia so vdi ddi chirng, véi p < 0.05
dugc coilakhacbiétcdy nghiathong ké.

3.KETQUA NGHIEN CU'U
3.1.Két qua ddctinh cap duwdng udng
Sau 4 gid, 72 gi® va 14 ngay udng cao chiét liéu
30.84 g cao/kg, chudt khdng cé bi€u hién bat
thuong vé hanh vi. Nhu vay, cao chiét ethanol
70% tir canh 1d Man kinh khéng cé doc tinh cép
duwong udng & chudt nhat trdng véi lidu D,
la 30.84 g cao/kg, tir d6 suy ra liéu an toan
D,=1/5D,, =6.17 g/kg. Ngoai ra, két qua nghién
clru trudc day ciia nhdm cho thay cao chiét nay co
tdcdungkhdngviém &liéu1va1.5g/kg[3]. Do dé,
nghién cru lya chon 2 liéu thir nghiém ddc tinh
ban truong dién cla cao chiét Man kinh trén
chudtnhattrang nhuwsau:

- Lidu th{r nghiém 1: 1 g cao/kg thé trong chudt
(~1/30D,,, twong dwong 3.34 g duoc liéu/kg thé
trong chudt).

- Liéu th(r nghiém 2: 2 g cao/kg thé trong chuét
(~1/15D,,, twong dwong 6.68 g duoc liéu/kg thé
trong chuot).

3.2. K&t qua doc tinh ban trwong dién

3.2.1. Trong lwgrng chuét thir nghiém

Két qua & bang 1 cho thay trong lwvong cothé clialé
chudt duc va cai uéng cao chiét Man kinh liéu
1g/kg -2 g/kg sau 30 ngay va 60 ngay khac biétcoy
nghta théng ké so véi thoi diém trudce thlr nghiém
(p < 0.05), nhung khong khac biét so vadi 16 chirng
sinhly & cing thoi diém khao sat twong &ng.

Bang 1. Su thay dé&i trong lwong chudt & cac 16 tai tirng thoi diém thir nghiém

L chirng sinh Iy L6 Man kinh L6‘ Man kinh
Trong lwgng liu1g/kg lieu 2 g/kg
chudt trung Truwdc Sau Sau Trudc Sau Sau Trudc Sau Sau
binh cac 16 (g) thor 30 60 tho 30 60 thar 30 60
nghiém | ngay ngay | nghiém | ngay ngay | nghiém | ngay ngay
Chudt duc 21.00+ | 27.00 | 33.20 |21.60+ | 28.60 | 34.20 | 22.20+ | 27.80 | 30.80
(n=5) 045 | +0.84"|+0.37°| 051 |+0.68 |+0.80°| 058 |+1.16" | +1.16
Chudt cai 21.60+ | 25.60 | 28.60 |21.20+ | 25.00 | 29.00 |21.80+ | 26.80 | 28.80
(n=5) 051 | +1.03"|+1.29"| 058 |+0.55 |+1.14"| 0.97° | +0.66 | +1.36

*p < 0.05 so vdi trwdc thir nghiém, cung 16 thir nghiém va cung gidi

3.2.2. Cdcthéng sé huyét hoc

Bang 2. Cac théng s6 huyét hoc & céc 16 chubt tai tirng thoi diém thir nghiém

Chirng sinh ly Man kinh liéu 1 g/kg Man kinh liéu 2 g/kg
Théng sd T;L;]'gc Sau Sau Tir;gc Sau Sau T;t:]‘cc;c Sau Sau
nghiém 30 ngay | 60 ngay nghiém 30 ngay | 60 ngay nghiém 30 ngay | 60 ngay
Chuét duc (n=5)
SO lwong héng 9.51 9.68 10.03 9.21 9.63 9.39 9.87 9.96 9.39
cau (triéu/uL) +0.24 | +059 | £+046 | £031 | £0.06 | £0.40 | £0.52 | £+0.21 | £0.35
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Chirng sinh ly Man kinh liéu 1 g/kg Man kinh liéu 2 g/kg
Théne & Trudc Sau Sau Trudc Sau Sau Trwdc Sau Sau
& thir 30 60 thir 30 60 thir 30 60
nghiém | ngay ngay | nghiém | ngay ngay | nghiém | ngay ngay
hTahne t::; 'Z::;) 49.86 | 4956 | 49.74 | 48.92 | 47.68 | 47.58 | 49.46 | 50.42 | 47.42
& ) +068 | +1.59 | +1.59 | +0.98 | +0.75 | +1.16 | +0.96 | +1.28 | +0.75
(1]
Hemoglobin | 14.78 | 13.66 | 1532 | 14.68 | 13.30 | 14.18 | 13.98 | 14.76 | 13.86
(g/dL) +0.14 | +1.05 | +0.62 | +052 | +0.36 | +0.45 | +0.40 | +0.45 | +0.48
l:'neh“h?;'n:‘:gﬁ 48.76 | 4932 | 49.22 | 4934 | 48.18 | 4898 | 49.06 | 50.30 | 48.12
+1. +1.48 | +1.12 | +0.82 | +1.24 | +1. +0. +0.77 | +047
(MCV] (L) 63 8 0.8 03 | +058 | +0 0
Huyét sic to
trung binh 1458 | 14.80 | 14.95 | 13.84 | 1358 | 14.40 | 14.04 | 14.72 | 13.98
héng ciu +0.24 | +091 | +0.27 | +028 | +0.39 | +0.32 | +0.41 | +0.18 | +0.27
(MCH) (pg)
Nong d6 huyét

sac to trung 29.30 28.52 | 29.62 28.78 28.70 | 29.74 29.70 29.14 | 29.72
binh héng cau +0.36 | +053 | £0.26 | £0.46 | £046 | £0.21 | £0.23 | £0.24 | £0.32
(MCHC) (g/dL)
Ty 1& phan b

héng cau

(RDW) (%)
S6 lwong bach 9.93 11.82 10.06 10.08 9.07 8.93 9.83 9.62 10.17
cau (nghin/pL) +0.81 | +0.72 | £+0.88 | £0.37 | 056 | £0.77 | £0.54 | £+1.02 | £1.01

S6 lwong tiéu 806.60 | 719.60 | 741.00 | 809.00 | 716.20 | 716.00 | 849.80 | 805.80 | 808.20
cau (K/uL) +32.11 | +£43.27|+£36.86| £23.94 | £62.94|+84.45| £28.95 | +74.82|+77.43
Chuét cadi (n = 5)
S6 lwgng héng 9.90 10.27 | 10.35 9.74 8.90 9.36 9.50 9.54 9.88
cau (triéu/uL) +0.15 | +0.30 | £0.20 | £0.29 | +0.48 | £+0.35 | £0.18 | £0.58 | £0.42

22.26 | 24.02 | 21.16 | 21.34 | 2294 | 21.72 | 21.76 | 21.00 | 22.56
+0.61 | +1.02 | £+0.68 | +0.51 | £+092 | +0.83 | £0.47 | £0.79 | £0.68

Thé tich khéi
hane cf;u (H:;) 49.82 | 50.60 | 50.94 | 4890 | 4838 | 48.84 | 49.76 | 47.42 | 49.12
g ) +083 | +084 | +1.00 | +051 | +070 | +1.29 | +0.74 | +1.53 | +0.68

0
Hemoglobin | 14.50 | 15.28 | 15.04 | 14.22 | 14.02 | 14.74 | 14.22 | 14.28 | 13.80
(g/dL) +035 | +024 | +033 | +019 | +0.44 | +0.65 | +0.49 | +0.86 | +0.81
Z:‘neh“h%‘n:‘;gﬁ 4952 | 49.44 | 49.00 | 49.58 | 5092 | 49.80 | 49.40 | 49.44 | 48.60
+0.75 | +1.19 | +0.39 | +0.26 | +053 | +0.48 | +1.20 | +1.37 | +0.75
(MCV) (fL)

Huyét sac to
trung binh 14.92 15.02 14.54 14.62 14.72 15.04 14.04 13.82 13.90
héng cau +035 | £+051 | £0.23 | £0.21 | £+0.37 | £0.30 | £0.37 | £0.55 | £0.51
(MCH) (pg)
Nong dé huyét
sac to trung 29.34 29.06 | 29.08 29.32 29.62 | 30.14 29.20 27.92 | 29.18
binh héng cau +0.25 | £+039 | £0.31 | £055 | +0.83 | £0.37 | £+048 | £0.37 | £0.48
(MCHC) (g/dL)
Ty |é phan bd
héng cau
(RDW) (%)

21.42 | 20.82 | 21.72 | 21.24 | 1994 | 20.36 | 20.96 | 22.82 | 21.78
+043 | +098 | +0.30 | +0.27 | £0.69 | £+0.38 | £0.47 | +0.63 | +0.68
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Chirng sinh ly Man kinh liéu 1 g/kg Man kinh liéu 2 g/kg
Théne s§ Trwdc Sau Sau Trwdc Sau Sau Trwdc Sau Sau
g thir 30 60 thir 30 60 thir 30 60

nghiém | ngay ngay | nghiém | ngay ngay | nghiém | ngay ngay
S& lwgng bach 9.42 9.94 | 10.51 9.83 9.01 8.52 9.69 10.18 | 9.04
cau (nghin/pL) | £+0.32 | £0.81 | +0.58 | +0.28 | £+0.73 | +0.41 | £+0.27 | £+0.57 | +0.41

S8 lwgng tiéu | 774.40 | 761.40 | 768.40 | 802.00 | 735.00 | 784.40 | 816.00 | 753.00 | 803.20
cau (K/pL) +21.13 |+£33.81|+44.32| £13.78 | £32.96 | £37.22 | £23.49 | +35.83 | + 64.92

Tir két qud & Badng 2, so sanh trong tirng 16 gittacac ~ hong cau, huyét sic t6 trung binh hdng cau, nong
thoi diém, gitta cac 16 & cung mot thoi diém va  d6 huyét sic td trung binh hdng cau, ty 1é phan bd
cung gidi, ¢ thé thay sé lvong héng cau, thé tich  hdngcau, s6 lvgng bach cau, ti€u cau déu khéng cé
khdi héng cau, hemoglobin, thé tich trung binh khéc biét gitra cac 16 th&r nghiém (p>0.05).

3.2.3. Cdc chi sé sinh hoa
Bang 3. Céc chi s6 sinh hod & céc 16 chubt tai tirng thoi diém thir nghiém

Chirng sinh ly Man kinh liéu 1 g/kg Man kinh liéu 2 g/kg

Théng s& Tru‘?‘c Sau Sau Tru‘f’rc Sau Sau Tru‘?’c Sau Sau

tho 30 60 thor 30 60 thu 30 .
on N . on . . n . 60 ngay

nghiém | ngay ngay | nghiém ngay ngay nghiém ngay
Chuét duc (n =5)

AST (U/L) 4140+ | 4460 | 46.40 | 4460+ | 47.60 | 44.20 | 45.00+ | 46.00 | 45.60 %

1.47 +1.21 | +2.64 0.98 +1.25 | £2.01 1.30 +1.82 2.20
ALT (U/L) 42,80+ | 44.80 | 47.00 | 44.00+ | 48.00 | 43.60 | 46.00+ | 48.60 | 45.00 £

1.46 +156 | £+1.34 1.05 +2.88 | +£2.60 1.70 +3.20 2.72
Creatinin 0.62+ | 0.66% | 0.68 0.64 0.70+ | 0.68 0.66 0.72 0.72
(mg/dL) 0.04 0.02 0.04 0.05 0.04 0.04 0.05 0.04 0.04
6.84+ | 702+ | 6,90 6.90 £ 6.78+ | 6.70 % 6.88 £ 6.90 £ 6.82
0.14 0.19 0.13 0.11 0.12 0.31 0.22 0.10 0.24
Triglycerid 105.40 | 110.00 | 108.00 | 111.80 | 107.60 | 110.20 | 103.60 | 113.20 | 102.40
(mg/dL) +3.74 | £436 | £3.08 | +4.47 | £3.96 | £527 | +4.27 | £+590 | +3.25

Protein 7.20+ | 7.12+ | 6.98+ 6.94 + 6.84+ | 7.08 % 7.04 + 6.86 7.02 £
(mg/dL) 0.24 0.10 0.15 0.15 0.18 0.24 0.07 0.14 0.22
Chuét cdi (n = 5)
46.00+ | 46.80 47.80 | 46.20%x | 46.60 46.40 | 47.40+ | 48.20 | 48.20 %
1.30 +1.07 | £1.62 2.71 +2.11 | £1.50 1.21 +2.54 1.39
46.20+ | 47.00 4540 | 44.00%+ | 49.20 46.60 | 46.40+ | 49.60 | 46.00
1.36 +0.84 | £+1.25 2.35 +1.16 | £3.44 1.86 +1.21 1.73
Creatinin 066+ | 0.70£ | 0.70 % 0.72 0.66+ | 0.72 ¢ 0.70 £ 0.70 £ 0.70
(mg/dL) 0.02 0.05 0.03 0.05 0.04 0.02 0.03 0.04 0.03
7.08+ | 698+ | 6.96¢ 6.68 £ 7.04+ | 6.84+ 6.80 6.92 6.90 £
0.26 0.25 0.14 0.12 0.39 0.16 0.12 0.16 0.10
Triglycerid 104.00 | 100.80 | 102.20 | 105.60 | 108.20 | 106.00 | 103.20 | 105.80 | 109.60
(mg/dL) +561 | £3.97 | £5.14 +3.47 +351 | £3.62 +3.53 +3.89 +3.39
Protein 6.88 6.92+ | 6.80% 6.90 + 694+ | 7.04 £ 6.82 + 6.88 + 7.28 +
(mg/dL) 0.14 0.10 0.12 0.19 0.11 0.08 0.16 0.11 0.11

Ure (mg/dL)

AST (U/L)

ALT (U/L)

Ure (mg/dL)

Tir két qua & Bang 3, so sanh trong tirng |6 gitra cdc thoi diém, gilra cdc 16 & cing mot thoi diém va cung
gidi, chothdy néng dd AST, ALT, ure, creatinin, protein va triglycerid khong cé su khac biét gitra cac16 thir
nghiém (p>0.05).
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3.2.4. Cdc mdu co'quan nditang (gan, tim, thén)
Két qua & Bang 4 cho thay trong luvgng twong doi
cdc co quan gan, tim va than cda cac 16 chudt udng
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M6 gan chudt duc -
L6 sinh ly

M6 gan chudt céi -
L6 sinh ly

M6 tim chudt dyc -
L6 sinh ly

M6 tim chudt cai -
L6 sinh ly

M6 than chudt duc -
L6 sinh ly

M0 than chubt cai -
L6 sinh ly

M6 gan chudt duc -
L6 Man kinh liéu 1 g/kg

M6 gan chu6t céi -
L6 Man kinh liéu 1 g/kg

M6 tim chudt dyc -
L6 Man kinh liéu 1 g/kg

M6 tim chudt cai -
L6 Man kinh ligu 1 g/kg

M6 than chudt duc -
L6 Man kinh liéu 1 g/kg

M0 than chubt cai -
L6 Man kinh ligu 1 g/kg

cao chiét Man kinh & cd 2 liéu 1 va 2 g/kg déu
khéng co su khac biét thong ké so vdi l6 chirng sinh
ly cung gidisau 2 thang th&r nghiém (p>0.05).

M6 gan chudt duc -
L6 Man kinh liéu 2 g/kg

M©& gan chu6t cai -
L6 Man kinh liéu 2 g/kg

M6 tim chudt duc -
L6 Man kinh liéu 2 g/kg

M6 tim chudt cai -
L6 Man kinh liéu 2 g/kg

M6 than chudt duc -
L6 Man kinh liéu 2 g/kg

M0 than chubt cai -
L6 Man kinh liéu 2 g/kg

Hinh 1. M6 hoc gan, tim va than chuét & cac 16 thlr nghiém (X40)
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Bang 4. Trong lvong tuong ddi cla cac co quan chudt & cac 16 thir nghiém

R R Trong lwong twong déi (g %)
L6 chugt Gan \ Tim \ Than
Chuét duc (n =5)

Chirng sinh ly 4.92 £ 0.06 0.42+0.01 1.03+0.03
Man kinh liéu 1 g/kg 4,76 £0.26 0.43+0.03 1.06 £ 0.07
Man kinh liéu 2 g/kg 4.75+0.18 0.41+0.03 1.05+0.05

Chuét cdi (n = 5)

Chirng sinh ly 5.15+0.33 0.44 +£0.04 1.05+0.06
Man kinh liéu 1 g/kg 4.65+0.23 0.45+£0.03 1.02 £ 0.08
Man kinh liéu 2 g/kg 4.51+0.32 0.46 £ 0.02 1.06 £ 0.06

Két qua & Hinh 1 cho thdy mé hoc gan, tim va than
cla céc 16 cho udng cao chiét Man kinh liéu 1 va 2
g/kg sau 60 ngay, khong co sy khac biét so vai 16
chitng sinh ly. M6 gan & 16 sinh ly va 16 thir mau
khéng cé hién tugng xo hda khoang clra, thoai hda
m®, thodi héa nudc, & mat té bao gan, voi hda dng
mat cling nhuv khdng cé dau hiéu hoai tlr quanh
khoang clra - quanh tinh mach trung tdm, ca 16
ching sinh ly va 16 udng cao chiét Man kinh & ca 2
litu thlr nghiém déu cé dau hiéu viém quanh
khodng clra rét it va chua rd nguyén nhan. Mé tim
trong gidi han binh thuwdng, khéng thay cé sy tén
thuong té€ bao ndéi mé mach méu, khéng thay xo
héa mé ké co tim cling nhu sung huyét. M6 than &
16 sinh ly cling nhu 16 thlr mau khéng thay bat
thuwdng tai cdu than va dng than, khdng thay cé dau
hiéu sdi than, t& bao éng than binh thuwdng, co it va
rat it viem mé k& than cling nhu hién twong thdm
nhap lympho bao ratt.

4. BAN LUAN

Nghién ciru déc tinh cdp déng vai trd nén tang
trong danh gid do an toan cla cac dugc liéu mai
trudc khi ti€n hanh cac thir nghiém 1am sang hodc
rng dung réng rai. Thong qua viéc xac dinh murc
liu t8i da cé thé dung nap va udc tinh gia tri LDso,
nghién ciru doc tinh cap gitip phat hién céc biéu
hién déc tinh sém, xac |ap khoadng liéu an toan va
danh gia cac nguy co tiém an. Cao chiét ethanol
70% tlr canh 1a cdy Man kinh khéng cho thay doc
tinh cdp duong uéng trén chudt thir nghiém vdai
lidu D, 13 30.84 g/kg. Doc tinh ban trudng dién 13
mot trong nhitng nghién ctru quan trong nham
danh gid mirc d6 an toan chia duoc liéu khi sir dung
trong thoi gian dai. Theo huéng dan clia T6 chire Y
té Thé gidi (WHO), viéc danh gid déc tinh ban
trwong dién gitp xac dinh liéu lwgng an toan, phat
hién cac tac dung khdng mong muén va cung cap
co' s&d khoa hoc cho viéc rng dung dugcliéu trongy
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hoc [12]. Vivay, nghién cru nay dugc thuc hién véi
muc tiéu danh gid anh hudng cda cao chiét ethanol
70% tlr canh a cay Man kinh trén dong vat thuc
nghiém, tir d6 gép phan cung cap co s& khoa hoc
cho viéc &rng dung duoc liéu nay trong diéu tri. Két
qua nghién ctru cho thay, chuét dugc cho udng cao
chiét Man kinh vdi liéu 1 va 2 g/kg trong 60 ngay
khdng cd su thay d6i dang ké vé trong luvgng co thé
so v&i nhédm chirng sinh ly. Didu nay cho thay rang
cao chiét Man kinh khéng dnh huwdng trén su phat
trién binh thudng vé can nang cba chudt duc va
chuét cdi. Nghién ctru cla Lee va cong su (2021)
cho thay rang cao chiét ethanol 30% tir qua Vitex
rotundifolia c6 thé giup cai thién tinh trang tang
can lién quan dén rdiloan ndi tiét[13]. Piéu nay goi
y rang mot s6 hop chat trong cao chiét cé thé anh
huwéng dén diéu hoa can nang trong mot s6 diéu
kién sinh ly nhat dinh. Ngoai ra, mét nghién ctru
khac vé doc tinh dudrng uéng vdi liéu 13p lai trong
90 ngay cua cao chiét tir Vitex megapotamica trén
chudt Wistar ghi nhan khéng cé su thay d6i dang
ké vé trong lwong co thé gitta cic nhém thir
nghiém [14]. Mac du nghién ctru nay khéng thuc
hién trén Vitex rotundifolia nhung két qua nay goiy
rang chiét xuat tir cac loai Vitex c6 thé cé mirc do
an toan cao dai vdi sy thay ddi trong lvong co thé
khistr dung trong thoi gian dai.

Két qua céac thdng s6 huyét hoc trong thir nghiém
bao gdbm sd lwgng héng cau, bach cau, tiéu cau,
ndng dd hemoglobin va cac chi s6 khac khong cé sy
khac biét dang ké gitta nhdm chudt udng cao chiét
Man kinh va nhém chirng sinh ly. Diéu nay cho thay
cao chiét Man kinh khdng gdy anh hudng dén hé tao
mau hay hé mién dich ctia chudt trong suét thoi gian
nghién ctru. Tuy nhién, mot s6 nghién clru vé doc
tinh cla cac loai dwoc liéu khac cho thay rang viéc st
dung liéu cao cé thé anh hwdng dén céc chi s6 huyét
hoc, chang han nhu nghién cttu cla Sergalieva va
cdng sy (2022) trén Astragalus vulpinus cho thay khi
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st dung lidu cao (4,000 mg/kg), s6 luvgng bach cau
giam ddang ké, dong thoi co sy thay d6i & niém mac
da day[15]. Ngoai ra, nghién clru clia Bae va cdng sy
(2013) cho thay cao chiét tir Vitex rotundifolia v&i
litu 100 mg/kg cb kha nang gidm sy gia tang cua
bach cau ai toan va bach cau lympho trong mé hinh
viém duong hé hap & chudt, goi y rang dugc liéu
nay co thé cé tac dong diéu hoa mién dich. Diéu nay
cling c6 thé gidi thich ly do cao chiét Man kinh khéng
gay thay d&i dédng ké dén cac chi s6 huyét hoc trong
nghién ctru hién tai [16]. Hussein (2007) da tién
hanh mét nghién cru trén chudt s&r dung cao chiét
ethanol cla Vitex agnuscastus va ghi nhan sy gidam
didng ké sd lwgng hdong cau, hematocrit va
hemoglobin khi st dung liéu 6 mg va 12 mg/chuét,
tiém phic mo trong 14 ngay[17]. Diéu nay goiy rang
mot s8 loai thudc chi Vitex cé thé anh hudng dén
qua trinh tao mau khi s&r dung vdi liéu cao hodc
trong thoi gian dai. Do d6, van can cé thém céc
nghién cru dai han vdi liéu cao hon dé danh gid tac
doéng cd thé cé cla cao chiét Man kinh trén co quan
tao mau.

NEu cac chi sé sinh héa bj réi loan cé thé 1a biéu
hién cla cdcbénh ly nghiém trong. Chisé men gan
(AST, ALT) tang cao cé thé lién quan dén cac bénh
nhuw gan nhiém m®, viém gan virus, xo gan hodc
tdn thuong gan do thudc. Tang ure va creatinin 1a
dau hiéu cha suy than man, tén thwong than cap
hodc bénh ly lién quan dén than nhu hdi chirng
than hu. Tang triglycerid cé thé gay ra réiloan lipid
madu, bénh tim mach va xo vita dong mach. Két
qua nghién ctru cho thay viéc str dung cao chiét tir
cdy Man kinh vai lidu 1 va 2 g/kg trong 60 ngay
khong gay anh huwdng dang ké dén cac chi s6 sinh
héa cha chudt thi nghiém. Sy 6n dinh cda céc chi
s6 nay cho thay cao chiét Man kinh khéng cd tac
doéng gay tén thuong gan va than trong thoi gian
strdungkéo dai.

Céac co quan nhu gan, than va tim dong vai tro thiét
yéu trong viéc duy tri cAn bang sinh Iy va chuyén héa
clia co thé. Khi mét mau thi (nhu thuéc mdi, hop
chat hda hoc hay chiét xuat sinh hoc) gdy déc tinh
lén cac co quan nay, hau qud cé thé rat nghiém
trong. Tén thuong gan thudng xay ra do sy tich tu
cla cdc chat trung gian phan &ng trong qua trinh

chuyén hoa, gay ra stress oxy héa, hoai tlr hoic
apoptosis t& bao gan. Theo nghién clru cla
Kaplowitz (2005), cac chat doc cé thé gdy “Drug-
induced liver injury (DILI)” (tén thuwong gan do
thudc) va day la nguyén nhan chinh khién nhiéu
thudc bi rat khéi thi truang[18]. Than 1a co quan loc
thai chinh, khi chiu tadc déng doc cé thé dan dén suy
than cap, ton thuong 8ng than hodc viém cau than.
Mot s6 chat cé thé gay réi loan dan truyén tim hodc
doc tinh tryc tiép 1&n t& bao co' tim, dan dén suy tim
hodc tl&r vong. Trong nghién ctru nay, hinh anh mé
hoc cta cac co quan quan trong nhu gan, than va
tim & chudt sau khi dugc st dung cao chiét Man
kinh trong 60 ngay cho thay khéng cé tén thuong
md hoc dang ké. Cau tric md duoc duy tri twong
dé&i 6n dinh, khdng ghi nhan hién tugng hoai ti,
viém, xo hda hay bién dang té bao rd rét. Mot
nghién ctru khéc vé doc tinh cla cao chiét ethanol
tlr 14 Vitex trifolia cling khong cho thay diu hiéu bat
thwong trén cdc co quan quan trong nay [19]. Cac
két qua nay cho thay cao chiét ethanol 70% tir canh
14 Man kinh cé tiém nang s&r dung an toan trong thoi
gian ban truong dién (60 ngay). Tuy nhién, can tiép
tuc nghién ctru dai han va danh gia trén 1am sang dé
khang dinh tinh an toan tuyét ddi clia cao chiét Man
kinh, hudng dén cac nghién ciru (rng dung.

5. KET LUAN

Cao chiét ethanol 70% tir canh 14 cdy Man kinh
khong cé ddc tinh cap dudng udng trén chudt nhat
trang chling Swiss albino véilieu D 13 30.84 g/kg.
Cao chiét ethanol 70% tir canh |4 cdy Man kinh &
lidu 1va 2 g/kgthétrong khong gdy dnh hudng dén
sy phat trién trong lvgng chudt, khong lam bién
d&i cac chisd huyét hoc, chi sd chirc nang gan (AST,
ALT), chirc ndng than (ure, creatinin), triglycerid va
protein cling nhu khéng gdy thay déi vé trong
lvgng twong ddi va té chirc mé hoc cha mé gan,
tim, than trong thuc nghiém khao sat déc tinh ban
truong dién trén chudt nhat trdng ching Swiss
albino trong 60 ngay uéng lién tuc.

LOICAMON

Nghién clru dugc tai tro kinh phitlr S& Khoa hoc va
Coéng nghé Ninh Thuan, hgp dong s6 14/2021/HD-
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Investigating the acute and subchronic oral toxicity of
Vitex rotundifolia L.f extract

Tran Vien Thong, Ly Hai Trieu, Nguyen Hoang Minh,
Hoang Thi Phuong Thao, Le Van Minh

ABSTRACT

Objective: Investigating the acute and subchronic oral toxicity of 70% ethanol extract from the twigs and
leaves of Vitex rotundifolia L.f in mice (Swiss albino). Methods: Acute oral toxicity was assessed using the
maximum administrable dose via specialized oral gavage in mice. Subchronic toxicity was evaluated at
doses of 1 and 2 g/kg administered daily for 30 and 60 days. Results: No abnormal clinical signs or mortality
were observed in mice following administration of the extract at the maximum dose of 30.84 g/kg (D,,,),
indicating that the LDso value could not be determined. During the 60 days subchronic toxicity study, mice
receiving the extract at both tested doses exhibited no significant changes in hematological parameters,
hepatic function (AST, ALT), renal function (urea, creatinine) markers, plasma triglyceride, and total protein
levels as well as liver, heart, and kidney tissue structure compared to the control group. Conclusion: The
70% ethanol extract from Vitex rotundifolia L.f twigs and leaves exhibited no acute oral toxicity ata D, of
30.84 g/kg and did not adversely affect hematopoietic, hepatic, cardiac or renal functions in Swiss albino
mice after 60 days of oral administration.

Keywords: Vitex rotundifolia L.f, twigs and leaves, acute oral toxicity, subchronic oral toxicity, Swiss albino
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