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Tém tat

Chimg mét khiru gidc thuémg la dau higu sém nhét cia viée lay nhiém SARS-CoV-2 va c6 thé tén tai 1au sau khi virus bj
loai bo, dong thoi ¢6 lién quan dén chimg trdm cam va cac khiem khuyét ve nhin thirc than kinh khéc. Nghién ciru nay duge
thyc hi¢n dé dénh gid tic dung cai thién tinh trang mat chirc ning khiru giac cua cao chiét llex kudingcha C.J. Tseng (IKE)
trén m6 hinh chudt bi ton thuong biéu mé khiru gidc cap tinh va chimg mat khiru giac giy boi ZnSO,. Chuét nhit trang giong
dyc, ching Swiss albino 6 tuan tu6i duge nhé mii lieu duy nhat bang dung dich ZnSO, 170 mM (20 pl/ 16 mii x 2 16 mili)
hodc nho nude mudi sinh 1y 0,9% (chimg sinh 1y). 1 gio sau khi nho mili, chudt duoc uong IKE (lieu 270 va 540 mg/kg) lién
tuc trong 14 ngay va céc thir nghi¢m hanh vi dugc thyc hién vao ngay 7 va 14 dé danh gia tac dung cai thién chirc nang khiru
gidc va chong tram cam. Vao ngay thir 15, chudt duge gdy mé bing cloral hydrat (50 mg/kg) va mé miii duge cat dé danh gid
giai phau mé hoc bang Hematoxylin va Eosin. Két qua cho thay IKE c6 tac dung phuc hoi dang ké 16p biéu mo khiru giac va
giam ching mat khiru gidc (dugc xdc dinh boi thoi gian tim thdy mét to giay thom bo ddu phong) va giam traim cam (dwgc
xéc dinh boi thoi gian bat dong). Nhimng két qua nay cho thay 14 ché ding c6 thé 1a doi trong tiém niang dé diéu tri ton thuong
chirc nang khiru gidc gdy boi cdc tac nhan hoa hoc va nhiém khuan. -

Tiur khod: La ché dang, ZnSO, gdy mat chirc ndng khiru gide, Thir nghiém tim kiém mii bo lac, Thie nghiém treo dudi
chugt, biéu mé khiru gidc.

Summary
llex kudingcha C.J. Tseng Extract Mitigates ZnSO,-Induced Olfactory Dysfunction in Mice

Anosmia is often the earliest sign of infection by SARS-CoV-2 and may persist long after the virus is eliminated, and is
associated with depression and other neurocognitive deficits. This study was conducted to evaluate the ameliorating effect of
anosmia by llex kudingcha C.J. Tseng extract (IKE) in a mouse model of acute olfactory epithelium damage and anosmia caused by
ZnS0O, instillation. Male Swiss albino mice 5-6 weeks old were given a single dose of either 20 ul ZnSO, (170 mM) or normal saline
solution (control) in each nostril. One hour later, mice were provided with IKE at the doses of 270 and 540 mg/kg continuously for
15 days, and tests were performed on days 7 and 14 to evaluate olfactory function and depression, respectively. On the 15th day,
mice were anesthetized with chloral hydrate (50 mg/kg) and nasal tissues were sectioned and stained by Hematoxylin and Eosin to
measure damage to the olfactory epithelium. The results show that IKE significantly restores the olfactory epithelial layer and
reduces anosmia (determined by the time to find a peanut butter-scented paper) and reduces depression (determined by the
immobilization time). These results suggest that IKE is a promising treatment for the chemosensory effects of SARS-CoV2 infection.

Keywords: llex kudingcha extract, ZnSO-induced olfactory dysfunction, Peanut butter finding test, Tail suspension test,
Olfactory epithelial layer.

1. Pt vén dé

Ton thuong khiru giac 1a tinh trang khiru gidc
bi ton thuong boi nhiéu nguyén nhan khac nhau
gdy ra (hdu nhiém tring dwong hé hdp trén,
bénh mili/xoang, chan thuong dau, tiép xuc vai
hoa chat, thuc}c (d'(f)c tinh cua thuoc), bam sinh),
tir d6 din dén rdi loan, suy giam chic ning
khiru gidc va thim chi c6 thé gay mat khiru gidc
[1]. Ton thuong khiru gidc c6 thé gay ra nguy co
chan thuong (dic biét la nhirng chan thuong lién
quan dén hoa chat nguy hiém, thirc dn 6i thiu),
suy dinh dudng va lam suy giam chit luong
cudc song cua ngudi bénh [2]. Pic biét trong
nhitng nim ghn dy, dai dich SARS-CoV-2
bung phat manh m& gdy ra nhirng ton hai ning
né trén toan thé gidi, va tinh trang roi loan chire
ning khiru gidc moét trong nhirng biéu hién
thuong gip cua dich bénh nay vai ty 1€ gip phai
Ién dén 47,85% [3].

Che diing c6 tén khoa hoc 1a Ilex kudingcha
C.J. Tseng, thugc chi Jlex, ho Trim bui
(Aquifoliaceae), phdn bo cha yéu ving nui da voi
thuge tinh Cao Bang va mét so dia phuong khac
nhu Hoa Binh, Ninh Binh [4],[5]. Ché dang dugc
sir dung trong Y hoc ¢ truyén phuong dong tir
nghin ndm vai kha nang tiéu dom, dao thai doc to,
tang cuong tri nho, kich thich tiéu hoa,... [6].
Cac nghién ciru hién dai trong va ngoai nudéc da
chirng minh dugc nhiéu tac dung cua la ché dang,
dac biét trong mét nghién ciru trude ddy, ching
t6i da ching minh cao chiét ld che dang co tac
dung cai thién suy giam tri nhé ngan han va dai
han trén mé hinh chuét bi cit bo thuy khiru giac
hai bén (OBX) [7]. Bén canh d6, mé hinh OBX
cing 1a mt mo hinh gay tram cam [8]. Do vay,
dé tiép tuc nghién ctru thém nhirng tac dyng cua
14 che dang trén mo hinh ton thuong khiru giac,
chung t61 thuc hién dé tai nay voi muc tiéu 1a
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danh gia tac dung cai thién ton thuong khiru gidc
cta l4 cheé dang trén mo hinh chuét bi ton thuong
khiru glac gdy boi ZnSO, cap tinh.

2. Doi tugng, phuong phap nghién ciru

2.1. Péi tugng nghién ciru

La che dang (ky hiéu miu la IK) thu hai tai
Cao Bing (thdng 6/2022), dugc giam dinh va luu
mau tai Trung tim Tai nguyén dugc ligu, Vién
Duoc ligu. Dugce liéu thu hai dugce say kho &
50°C ddng goi bao quan noi khé rao dé phuc vu
nghién ciru.

Miu cao chiét sir dyng trong nghién ctru la
cao chuin héa dugc chiét theo quy trinh cua tiéu
dy an First: “Hop tac nghién clru sang loc dugc
liéu co tac dung ngin ngua/ho trg diéu tri bénh
suy giam tri nho va co ché tac dung”, do Ngan
hang thé gioi tai trg, dugc nhém ngh1en ciru
thugc khoa Hoa Thyc vat, Vién Dugc ligu diéu
ché. Quy trinh chlet Xudt dugc md ta tom tat nhur
sau: La che dang dugc say kho, xay tho, ngam
voi con 80% theo ty 1& duoc lidu/dung méi la
1/10 trong 48 gid. Loc rat lay dich trong. Ba
duoc ligu duge ngam tlep vai con thém 2 lan
mdi ldn 24 gid. Dich chiét cua 3 lan dugc co dén
cao long 1:2; sau d6 thém nudc theo ty 1€ 4/1, dé
qua dém, loc lay phan tia, sdy chan khong &
nhiét 4o 60°C cho den dat ham 4m < 5%. Cao
chuin héa la che ding (IKE) c6 ham lugng
kudinosid E va kudinosid D lin lugt 1a khoang
4,3% va 3,0%.

2.2. Déng vat thi nghiém

Pong ’vét ,duofc stir dung trong nghién cuu la
chudt nhat trang chung Swiss albino, giong duc,
trong lugng trung bmh 18-20 ¢ (khoang 5 tuan
tudi), duge cung cip boi Vién vé sinh dich té
Trung wong. Chudt duoc cham so¢ va nudi trong
phong thi nghiém vai nhiét dé duy tri 22 + 1°C,
an uong day du, chu kv sang téi 1a 12/12 h (chu
ky sang ‘tu' 7:00 - 19 pO) Chudt duoe nudi 6n
dinh 1 tuan trudce khi tién hanh thi nghiém.

2.3. Phuong phdp nghién ciru_

Chudt sau khi duoc nudi 6n dinh 1 tudn
dugc chia thanh 4 16 (n = 10 - 11 chudt/16 thi
nghiém):

L6 ching sinh ly: chudt dugec nho mii liéu
duy nhat bang nudc muodi sinh ly 0,9% (20 pl/ 16
mii x 2 16 miii) va uéng nudc trong subt qua
trinh thi nghi¢m.

Lo ching bénh 1y: chudt duge nho miii liéu
duy nhat bang dung dich ZnSO,4 170 mM (20 ul/
16 miii x 2 16 miii) va udng nudc trong sudt qui
trinh thi nghi¢m.

L6 diéu tri cao chiét 1a ché ding liéu 270
mg/kg va 540 mg/kg: chudt dugc nho mii lidu

duy nhét bang dung dich ZnSO, 170 mM (20 uV/
16 miii x 2 16 miii). 1 gi0 sau khi nho mii bang
ZnSQy, chudt dugc uong cao la ché ding véi 2
mirc liéu 270 mg/kg va 540 mg/kg lién tuc trong
2 tuan.

Danh gié tic dung cua la che dang trén chudt
bi ton thwong biéu mé khiru giac cip tinh bing
ZnSO4 duge mo ta ¢ Hinh 1.

Lé 1, 2: Udng nwée }»
o=10-11
Tach miti

Lé 3: Ubng cao chiét i Ché diing litu 270 mg/kg
Li 4: Ubng cao chidt i Chié ding lidu 540 mg/kg
Nhugm HE

Ngily 0 Ngay 7

{ i

Lé13 4
Nbé miii ZnSO4
(20 ul/1 15 miiy

Ngiy 14

Thir nghiém
tim kiém i

Thir nghigm
treo dudi chuge

Hinh 1. So db thiét ké nghién ciru

2.3.1. Dénh gid tac dung cai thi¢n chirc ning
khiru gidc cua la ché ding trén chuét bi ton
thuong khiru giac giy boi ZnSO, bing thi
nghiém tim kiém mui bo lac:

Thu nghu;m tim kiém mui duge sir dung aé
danh gla tic dung cai thién ton thuong biéu mo
khiru giac chudt gay boi ZnSO, liéu 170 mM.
Thur nghlem nay duoc tién hanh theo mé ta cua
Ahn va cs. (2018) [9]. Chudt dugc nhin do6i qua
dém, nudc uong tu do trudc khi tién hanh tha
nghiém. Thir nghiém dugc tién hanh trong mot
hdp nhya kich thude (20 x 40 x 15 cm) vai chat
don mai trong chuong c6 do sdu 5 cm. Mot tim
glay loc kich thudc (4 x 4 cm) dugc tim bo lac
(ndng do 1,2 g/mL) dugc dat ¢ dudi chat don
(cach 1 cm) & chuong chudt, vi tri dat ¢ trung tam
trong cac cung phan tu cua m01 bai kiém tra dé
ngan chin tat ca cac yéu to ngau nhién chudt co
thé tim thay thirc an. Thoi gian tiém an xac dinh
duge vi tri tAm glay dugc tinh trung binh cua 3
lan thir nghlem Moi thir nghiém tién hanh trong
180 gidy va phdn tich bang phan mém ANY-
MAZE, Stoellng Hoa Ky. Thur nghlem nay duoc
tién hanh mot lan duy nhét vao ngdy thir 7 sau
khi chudt dugc diéu tri bang miu nghién ciru.

2.3.2. Thir nghiém treo dudi chudt:

Thir nghiém treo dudi chudt dugc tién hanh
theo mo ta cua Ahn va cs. [9],[10]. Chuét duge
treo cao hon san 30 cm bang bang dinh dat trén
khoang 1 cm tir ddu cta dudi voi thoi gian treo 1a
10 phuat. Bai kiém tra dugc ghi boi mot may anh
ky thuat s6 va phan tich bang phan mém ANY-
MAZE, Stoeling, Hoa Ky. Téng thoi gian bat
dong dugc dinh nghla la khong c6 chuyén dong
cia ca boén chan va dau s& dugc ghi lai. Chuét
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tram cam s& c6 thoi gian bit dong nhiéu hon
dang ké so voi véi chudt sinh ly. Thir nghiém nay
s€ duoc tién hanh vao ngay thir 14 sau khi chudt
duoc udéng miu nghién ciru.

2.3.3. Giai phiu md hoc miii chudt bang
phuong phap nhuém Hematoxylin & Eosin:

Phuong phap nhu¢m Hematoxylin & Eosin
(H&E) dugc st dung dé quan sat dac diém hinh
thai va do do day 16p biéu mo khiru gide chudt.
Chudt dugc gy mé bing cloral hydrat liéu 50
mg/kg, duong tiém phic mac. Sau khi chudt gay
mé hoan toan, tién hanh rira giai ndo chudt, tach
dau chudt (bao gom ca ndo va miii). Mau sau khi
tach s& dugc huy xwong biang cich ngam trong
dung dich 0,5M EDTA pH 8,0 trong 1 tuanf 4°C.
Sau khi hiy xwong, mau tiép tuc dugc cb dinh
trong paraformaldehyd 4%/ it nhat trong 2 gio.
Tién hanh diac mau bang paraffin, cit va nhuom
tiéu ban bing phuong phiap nhuém H&E. Sau
qua trinh nhuém H&E, tiéu ban sé dugc quan sét
dudi kinh hién vi soi ngugc 1X73 (Olympus,
Diic) va chup anh tai vat kinh c6 do khuéch dai
x4 va x10 de phan tich két qua. Po do day lop
biéu md khiru glac (OE) bing phan mém di kém
ctia kinh hién vi soi ngugc 1X73. Do ldp lai cua
thi nghiém: danh gia 5 chugt/ 1 16 thi nghiém,
mdi chudt cit 3 tiéu ban dé nhuém H&E va do
trung binh 5 vi tri/ 1 tiéu ban mdi [9],[10].

24. throng phap phan tich so liéu

Céc so0 ligu nghién ciru duge xur ly thong ké
bang phin mém SPSS 23. Véi cic mau phin bd
chuén, dit liéu duogc biéu dién dudi dang Mean +
S.EM, sir dung kiém dinh ANOVA kém hiu
kiém LSD hodc Dunnett’s T3 dé so sanh su khac
biét gitra cac 16, su dung test so sanh cip (pair
samples T test) dé so sanh sy khac nhau trong
cing mot 16. Vi cic mau roi rac hoic khong
tudn theo phan bd chudn, dir liéu dugc biéu dién
du¢i dang trung vi (khoang tr phan vi) va sur
dung kiém dinh Kruskal- wallis dé so sanh sy
khéc biét gilra cac 16, s dung test Wilcoxon dé
so sanh sy khac biét trong cung mét 16. Su khac
biét giita cac 16 duoc coi 1a ¢ y nghia thong ké
khi p < 0,05.

3. Két qua nghién ciru

3.1. Tac dung cai thién chirc nang khieu giac
ctia cao chiét la ché dang (IKE)

Pé ddnh gia tic dung cai thién chic nang
khiru giac cua IKE trén md hinh chudt bi ton
thuong khiru gidc cap gy boi ZnSO,, ching toi
tién hanh thir nghiém tim kiém mui bo lac.

InSO4 170 mM
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Hinh 2. Tac dung cai thién chirc nang khiru glac cua IKE
dugc danh gia bang thir nghiém tim klem mui bo lac.

A) Hinh anh minh hoa thir nghiém; B) Biéu dd do thoi gian
tim kiém tdm gidy tim mui bo lac ctia chudt trong céc 16
chudt thye nghiém.
n=10-11/16; **p < 0,01 so voi l6 chitng sinh ly;

*p < 0,05 so véi 16 chimg bénh 1y,

Két qua cua Hinh 2 cho thiy:

Nhoém chudt ¢ 16 bénh 1y (chudt bi ton thuong
khiru glac cép tinh gay boi ZnSO4 170 mM) co
thoi gian tim thay vi tri tim gidy tam mui bo lac
nhiéu hon dang ké so v&i nhom chudt & 16 sinh 1y,
dat y nghia thong ké véi gia tri p <0,01.

L6 chudt dugce dleu trj bang cao chiét 14 che
ding (0 ca hai muc lidu 270 va 540 rng/kg) co
thoi gian tim thay vi tri tim gidy tim mui bo lac
it hon dang ke so vai nhém chudt ¢ 16 bénh ly,
dat y nghia thong ké véi p < 0,05. Mac du vay,
dleu tri bang cao chlet la ché ding & ci 2 mirc
lidu thir nghlem deu cho thay khong co sy khac
bi¢t dat y nghia thong ké so voi 16 chung sinh ly.

3.2. Tdc dung chong tram cam ciia cao chiét
ld ché déing

Thir nghig¢m treo dudi chudt de danh gia tac
dung chéng trdm cam cua 1a che dang trén chudt
bi ton thuorng khiru giac cip tinh gdy boi ZnSO,.
Két qua dugc thé hién & Hinh 3.

A) B)
IaS04 l“-‘OmM
10y 2 s
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)
g 100 4 ‘
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& 60 4 P
2 3
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340
IKE (mgrkg)
Hinh 3. Tac dung chéng trim cam cia IKE dugc danh gia
bang thir nghi¢m treo dudi chugt. A) Hinh anh minh hoa thir
nghiém; B) Biéu d do thoi gian bat ddng cta chudt trong
cac 16 chudt thuc nghiém; *p < 0,05 so vdi 16 chirng sinh ly;
'p < 0,05 va™p < 0,01 so véi l6 chimg bénh Iy.

Két qua ¢ Hinh 3 cho thiy:
Thoi gian bat dong cia chudt bi tén
thuong khiru giac cap tinh gy boi ZnSO,
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170 mM cao hon dang ké so v&i thoi gian
bat dong cua chudt ¢ 16 sinh ly, dat y nghia
théng ké voi p < 0,01.

Nhoém chuét bi ton thuong khiru giac cép tinh
sau khi dugc dleu tri bang cao chiét 1a che déng
(¢ ca 2 muirc liéu 270 va 540 mg/kg) déu cho thiy
thoi gian bat dong thap hon nhleu so v&i nhom
chudt bénh ly, dat y nghia thong ké voi gia tri p
lan lugt < 0,01 va < 0,05.

3.3. Tac dung cai thién tén thwong biéu mo
khiru gidc cua ld cheé dding

Sau khi két thac thi nghiém hanh vi, mii
chudt dugce tich va nhuém H&E. Quan sat dac
diém 16p biéu mé khiru gidc dudi kinh hién vi va
chup anh lai duédi véat kinh x4 va x10. Mot s6
hinh anh minh hoa biéu mé khiru giac dlen hinh
clia cc 16 chudt thuc nghiém duoc thé hién &
Hinh 4.

Sinh 1§

Hinh 4. Hinh anh minh hoa biéu mé khiru gidc chudt
o céc 16 thye nghiém

Quan sat hinh thai lop biéu mé khiru gidc
(OE) ¢ Hinh 4, c6 the thay

Lo sinh ly: 16p biéu mo khiru glac rat day, san
chiic, lién két chat chd v&i nhau va khéng thay co
hién tugng bi pha huy.

Lo bénh ly: lop bleu md rit mong, lién két
long 1éo, trong mdt sd truomg hop 16p biéu mod
nay con bi pha vd, rach.

L6 diéu tri bing cao chiét la che dang (lleu
270 va 540 mg/kg): 16p biéu md khiru giac mong
hon so véi 16 sinh ly, tuy nhién né lai day hon va
lién két chit ch& hon so véi 16 bénh ly

Sau khi chup anh mé6 khiru gidc, ching t6i
tién hanh do d¢ day 16p OE va két qua do do
day 16p biéu méd khiru giac duoc trinh bay &
Hinh 5.

Sinh Iy ZnS04 170 mM
- 60 1
]
‘g 50 1 =
=
= 40 1
E 2 o #
= 30 * %
£3
g 20 1
& 101
b - |

0 0 270 540

IKE (mg/kg)
Hinh 5. Biéu d6 do do day 16p biéu mé khiru gidc & cac 16
chudt thyc nghiém. n=35-6 chugt/l. **p < 0,01 so vdi lo
chimg sinh Iy, "p < 0,05; ¥p < 0,01 so vdi I6 chimg bénh Iy.

Két qua Hinh 5 cho thay

L6p OE cua chudt bi tén thuong khiru gidc
cip tinh bing ZnSO, (10 bénh 1y) nho hon
dang ké khi so sanh véi lorp OE cua nhirng
con chudt & 16 sinh ly, dat y nghia théng ké
véi gia tri p < 0,001.

L6 chudt dugce dleu tri bang cao chiét 1a cheé
dang & ca 2 mic lidu 270 mg/kg va 540 mg/kg
déu cho thay mirc d6 cai thién dang ké do day 16p
OE so voi 16 bénh ly, dat y nghia thong ké véi
gié tri p 1an luot < 0,01 va < 0,05.

4. Ban luian

Kém sulfat (ZnSO,) 12 mot hop chit vo co, n6
la mdt loai thudc khong ké don thuong dugc sir
dung dé diéu tri tinh trang thiéu kém. Bén canh
d6, ZnSO, ciing dugc su dung & nhiéu loai khac
nhau dé pha huy biéu mé khiru glac Vige sur
dung ZnSO, lam tic nhian gdy mod hinh ton
thuong khiru gidc cép tinh trén chudt nhat trang
cling da dugc bao céo. Nghlen ctru cua Ahn va cs.
(2018) da ching minh vé vige sir dung ZnSO,
170 mM lidu duy nhit, du'orng nho mii gay ra su
pha huy biéu mo khiru giac, 1am suy glam chirc
nang khiru giac, dong thoi gdy tram cam va lo au
trén chudt nhit tring. Tuy nhién, bleu mé khiru
gidc co thé ty ‘binh phyc sau khi tiép xuc véi
ZnS0O, va cac r6i loan hanh vi lién quan den khiru
gidc ciing c6 thé tu phuc hdi. Cu thé, 3 tuin sau
khi dugc nho miii boi ZnSO,, tinh trang suy glam
chirc nang khiru glac va tram cam da tu phuc hoi
thong qua danh gia cac hanh vi tim kiém mii va
hanh vi treo dudi chudt [9]. Do vay, trong nghién
ciru ndy ching t6i da sur dung ZnSO, gy ton
thucmg chirc ndng khiru giac chudt nhat trang va

danh gla tdc dung cua cao chket 14 che déng.

Liéu cao chiét 1a ché ding sir dung trong
nghién ciru nay la 270 va 540 mg/kg dua trén céac
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cong bo trude ddy cua ching t6i da chimg minh
cao chiét 14 che dang co tac dung cai thién mot 56
hanh vi than kinh trén mo hinh chudt tu ky thyc
nghlem gay béi muoi natri valproat va mé hinh
gdy suy giam tri nhd chudt nhit bang phuong
phép loai bo thuy khiru giac 2 bén [7],[11].

Tinh dén thoi d1em hién tai van chua co
thube diic hiéu dé dleu tri ton thuong khiru giac
ma chi ¢6 nhirng thude hé trg diéu tri tinh trang
nay. Do do, trong qua trinh thuc hién nghién

clru nay, chung t6i khong Iya chon chirng duong.

Thay vao dd, ching t6i danh gia hi¢u qua cua
cua cdc md hinh thu nghlam biang cach so sanh
ket qua gitra 16 sinh ly v6i 16 bénh ly (chudt bi
ton thuong khiru_ gidc cap tinh gady boi ZnSO,
170 mM). Va dé danh glac tac dung cua cao
chiét 1a che ding ddi véi tinh trang ton thuorng
khiru giac, chung to6i so sanh ket qua cua 10
chudt duoc diéu tri bang cao chiét 14 ché dang
v6i 16 chudt bénh ly.

Két 'qua cua thir nghi¢m hanh vi tim knem mui
cho thdy thoi gian tim thdy vi tri tim glay tAm
mui bo lac cua 16 bénh ly cao hon dang ké so voi
16 sinh ly Két qua nay hoan toan phu hgp vai
nghién ctru da cong bo cua Ahn va cs. [9]. Qua
doé cho thay nghién ciru cua ching t6i da giy
dugc mo ton thuong khiru giac bing ZnSO,, tir
d6 c6 thé dung dé danh gla duoc tac dung cua la
cheé ding trén mo hinh nay Qua két qua do thoi
gian tim klem mili ciia cac 16 chudt cho thiy cao
chiét 1a cheé déng c6 tac dung cai thién chic ning
khiru glac trén mo hinh chudt bi ton thuong khiru
gidc cap tinh gay bo1 ZnSO,4 170 mM.

ZnSO, giy ra rdi loan diéu hoa thu thé
glucocorticoid (GR) va hormon giai phong
corticotropin (CRH) & vung dudi doi va hach
hanh nhan tir d6 din dén cac hanh vi trdim cam
[10]. Thu ngh1em treo dudi chudt la thur nghiém
dugc su dung rong rai nhat dé danh gia hanh vi
trim cam cua loai gam nhdm. Thir nghiém nay
dya trén nguyén tic khi dong vét phai chiu nhirng
cing thing ngan han, khong thé tron thoat khi bi
treo dudi s& roi vao trang thai bat dong. Chung
toi thyc hién thir nghiém treo dudi chudt vao
ngay thir 14 sau khi chuét dugc uong mau nghién
ciru va két qua cho thdy thoi gian bt dong cua 16
chudt bénh ly cao hon ding ké so v6i 16 chudt
sinh ly. D;eu nay dong nghia voi viéc chudt ¢o6 xu
hudng bi tram cam sau khi bj gay ton thuong bai
ZnSO, [9]. Ket qua nghién clru cua 16 diéu tri
bing cao chiét 14 che dang cho thiy ca 2 mirc liéu
270 mg/kg va 540 mg/kg déu mang lai tac dung
chong tram cam théng qua kha nidng cai thi¢n
thoi gian bat dong cua chuét khi thir nghlem hanh
vi treo dudi. Mot sd nghién ctru trong nude va

trén the gi¢i da chimg minh dugc tac dung cua la
ché diing trén hé than kinh. Nghién ctru cua Vién
Duoc liéu da chi ra la ché dang c6 kha ning cai
thién cac hoi ching tu ky nhu chéng lo 4u, ting
tuong tac xa hoi va cai thién suy giam tri nho/
nhéan thirc trén mo6 hinh chudt tr ky thuc nghiém
[11]. Hay trong mét nghién ctru khac, Kim va cs.
da bao cdo che ding c6 kha nang bao vé té bao
thdn kinh khoi nhirng tn thuong do thiéu mau
cuc bd thoang qua gy ra & chudt nhit. Hon nira,
1a che ding con c6 tdc dung lam giam dang ké
nhql mau do ;ac dong mach'naq gitta (MCAO),
thieu mau than kinh va chét t€ bao ndo [12].
Trong nghién ciru nay, che ding duoc phat hién
co kha nang chéng tram cam, kha nang nay cho
thay tiém ning cua la che dang trong viéc ho tro/
diéu tri cdc bénh vé than kinh.

Két qua do do day 16p biéu md khiu gidc
bing phuong phiap nhuom H&E da cho thiy
nhém chudt bi ton thlrorng khiru giac co lop OE
mong, lién két long léo va doi khi con bi rach;
trong khi lorp OE cua nhém chuét sinh ly rat day,
san chac va lién két rat chit ché vdi nhau. Cac 16
dwoc diéu trj bing cao chlet la che dang cho thiy
tac dung cai thién rd rét ton thuong biéu mo6 khiru
gidc thong qua kha ning cai thi¢n do day cua lop
OE. Nhu vay, cé thé thay cao chiét la che dang
co tac dung cai thién tén thuong 16p biéu mo
khiru glac trén mé hinh chuét bi ton thuong khiru
giac gy boi ZnSO,. Trén thé giGi ciing da c6 mat
sO nghlen ctru sur dung phuong phap do OE dé
danh gla mirc d§ cai thién ton thu'ong biéu mo
khiru giac. Nghlen ctru cua Noda va cs. da danh
gia tac dung cua Toklshakuyakusan dbi voi kha
ning i tao té bao than kinh khiru gidc trén chut.
Nghlen ctru nay da sir dung methimazol dé gay
mo hinh ton thuong khiru gidc, mé hinh s dung
methimazol giong vi md hinh sir dung ZnSO4 vé
kha nidng giy ton thu'orng lop biéu mo khiru g;ac
Két qua ctia nghién ctru nay cho thay: sau 14 va
28 ngay sau khi tiém methimazol, 16p OE day
hon déng ké trén nhém chudt duge diéu tri bang
Tokishakuyakusan so véi nhém khong dugc diéu
tri [13].

Nghién ctru cua chung toi la nghlen cuu dau
tién tai Viét Nam da sir dung mo hinh gay ton
thuong khiru giac bing ZnSO, dé dénh gia tac
dung cua dugc li¢u. ZnSO, gay pha huy lép
biéu mé khiru glac lam suy giam chirc ndng
khiru gidc; ngoai ra, né con gay ra réi loan diéu
hoa thy thé glucocorticoid (GR) va hormon glal
phéng corticotropin (CRH) ¢ vung dudi doi va
hach hanh nhan tir &6 dan dén cac hanh vi trim
cam [9]. Ddy moi chi la nhitng nghién ciru
budc dédu ching minh tac dung phuc hoi chirc
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nang khiru gidc va cai thién hanh vi trAm cam
gy boi ZnSO4 cap tinh nén can thiet phai ¢
nhirng nghién ciru sdu hon dé chirng minh co

khiru gidc bing thir nghi¢m tim kiém mui,
chong tram cim bang thir nghiém treo dudi
chudt va cai thi¢n ton thuwong biéu md khiru

che lién quan.

5. Két lujn

Tur nhirng ket qua trong nghién ctru nay,
ching t6i dua ra két ludn nhu sau: cao chiét l4
che ding (lieu 270 va 540 mg/kg) co tac dung
cai thién ton thwong khiru gidc trén chudt bi
ton thuong khiru gidc gdy boi ZnSO, thong
qua cac tiéu chi bao gom cai thién chic ning

Tai liéu tham khio

gidc bang phuong phap do do day 16p biéu mo
khtru giac.

Loi cam on: Kér qua thu duwoc trong nghién ciru
nay la san pham cua dé tai cdp co sé Vién Duoc liéu:
“Xay dyng mé hinh ton thuwong thity khiru gidc bing
ZnS0; dinh hwong nghién ciru dwoc liéu c6 tac dung
hé tro diéu tri virus Corona”,
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Tom tat

Sir dung cdc phuong phép sic ky két hop, ba hgp chét flavonoid glycosid la quercetin 3-O-methyl ether-7-0-8-D-
glucopyranosid (1), kaempferol 3-O-methyl ether-7-O-f-D-glucopyranosid (2), quercetin 3-O-methyl ether-4'-0-f-D-
glucopyranosid (3), mét hop chat benzyl glycosid 1a benzyl O-f-D-apiofuranosyl-(1 —»2)-f-D-glucopyranosid (4) va mét hop
chat phenylpropanoid glycosid la dihydrosyringin (5) da dugc phén Iap tir cin chiét methanol cua cdy Chiec tréi to -
Barringtonia macrocarpa. Céu tric héa hoc cia cac hop chit dugce xéc dinh thong qua phén tich 56 ligu pho cong huéng tr
hat nhan mt chiéu ("H va "’C NMR) va hai chiéu (HSQC va HMBC) két hop so sanh v6i céc s6 ligu pho da duge cong bé.
Ngoai ra, cc hop chit 2 va 4 thé hién hoat tinh gy déoc té bao yéu trén ba dong té bao ung thr nguoi duoc thir nghiém la
HepG2, LNCaP va MCF7 véi gia tri ICs, trong khoang 82,89 + 1,85 dén 99,73 + 3,42 pM.

Tir khéa: Barringtonia macrocarpa, Lecythidaceae, Flavonoid glycosid, Benzyl glycosid, Phenylpropanoid glycosid.
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