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ABSTRACT

Objective: Evaluating the memory enhancing effect of Hup A soft capsules using the Trimethyltin
chloride (TMT) model on mice.

Method: The product used in the study is Hup A soft capsule that met Enterprise standard, mice
were given Hup A at doses of 192mg/kg/24h and 384mg/kg/24h, then injected peritoneal with
Trimethyltin chloride (TMT) at 2,4mg/kg/24h. Mice were tested on the Bold Hold and the Automatic
Conditioned Reflex machine. Mice were monitored for the following indicators: the total number of
times the mouse stuck its head into the hole within 5 minutes and the total number of times the mouse
responded to avoid electric shock, and observed mouse brain histopathology.

Results: Compared to the TMT group, these Hup A groups increased the number of times these
animals stuck their heads into the hole, but there was no difference (p >0.05). However, these Hup A
groups increased the number of times these animals avoided electric shock and showed less damage
in brain histology than the TMT group.

Conclusion: Our study showed that Hup A soft capsules enhance memory by increasing natural
exploration activities, reducing anxiety, increasing the ability to avoid electric shock, and reducing
brain tissue damage in mice caused by TMT.
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TOM TAT

Muc tiéu: Panh gia tac dung ting cuong tri nhé cua vién nang mém Hup A bang mé hinh Trimethyltin
chlorid (TMT) trén chudt nhit tring.

Phwong phap nghién ciru: Vién nang mém Hup A dat tidu chuan co s¢ dugc sir dung nghién ciru,
chudt duoc cho uéng Hup A véi liéu 1 1a 192mg/kg/24h va lidu 2 1a 384mg/kg/24h, sau d6 dugc tiém
phtc mac (i.p) TMT 2,4mg/kg/24h. Chudt duoc tién hanh thir nghiém may Puc 15 va may Phan xa tu
dong co diéu kién. Chudt duoc theo ddi cac chi tidu: tong s6 1an chudt tho dau vao 15 trong thoi gian
5 phut va tong s 1an chudt dap tng tranh sbc dién, quan sat mo bénh ndo chudt.

Két qua: S6 1an chudt dap tng tho dau vao 16 ¢ 16 udng Hup A liéu 1 va 2 ting so véi 16 TMT, tuy
nhién khong co sy khac biét (p>0,05). Lo chudt st dung Hup A 1am tang s 1an né tranh sc dién & ca
2 liéu 1 va 2. M6 bénh hoc ndo 16 TMT ¢6 su ton thuong, 16 dung Hup A it thiy sy ton thuong hon.
Két luan: Chudt duoc uéng Hup A lam ting cudng tri nhé thong qua c6 xu hudng ting hoat dong
kham pha ty nhién, giam su lo 4u, lam ting kha ning né tranh séc dién va lam giam ton thuong mo
ndo cua chudt do TMT gay ra.

Twr khoa: Hup A, tang cudng tri nho, Trimethyltin chlorid.
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1. PAT VAN PE

Hién nay, trén thé gidi c6 khoang 44 tridu nguoi méc
bénh sa sut tri tué, theo du bao dén nam 2050 s luong
s& tang 1én gap 3 lan (131 tridu ngudi) [1]. Trong do,
Alzheimer 12 mot trong nhitng nguyén nhan chinh dan
dén sa sit tri tug, chiém khoang 75% [2]. Trong nhiing
nim gan ddy, c6 nhiéu nghién ctru da tiép can va su
dung cac loai thudc, cac hop chat co6 ngudn gbc tir tu
nhién dé diéu tri bénh Alzeimer. HupA dugc biét dén la
mot alkaloid duoc phan 1ap tir cdy Thach ting rang cua
(Huperzia serrata), cé tac dung trc ché manh va dic hiéu
1&n acetylcholinesterase (AChE). AChE 1a mdt enzyme
c¢6 chirc nang lam ngung lai hoat dong cta chit din
truyén than kinh acetylcholine, lam cho acetylcholine
giam mot lugng dang ké. Vi vay viéc duy tri ndng do
acetylcholine dong vai tro quan trong trong vi¢c ngan
chan su tién trién bénh Alzheimer [3]. O Trung Quéc
d3 str dung huperzine A (HupA) trén 1am sang dé diéu
tri cac bénh vé sa sut tri tué nham cai thién nhén thirc
va tri nhé [4].Vién nang mém Hup A cé chira 200mcg
Huperzine A dugc chiét suat tir sinh kh6i Thach ting
ring cua. Vi muc dich gop phan tao thém cac ché
phélm c6 tac dung hd tro diéu tri bénh Alzheimer. Dé
tai da tién hanh nghién ctru tic dung ting cuong tri nhd
ctia vién nang mém Hup A trén thyc nghiém bing mo
hinh st dung TMT.

2.POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Nguyén vt liéu nghién ciru: Vién nang mém Hup
A dat Tiéu chuén Co s6.

2.2. Dong vat nghién ctru:

50 chudt nhit tring dong Swiss, ca 2 gidng duc va cai,
khoe manh, do Trung tam Nghién ctru Pong vat Thuc
nghiém - Hoc vién Quan Y cung cép. Chuot duoc nuodi
6n dinh trong diéu kién chuan cta phong thi nghiém,
it nhit 7 ngay trudc khi tién hanh thi nghiém, thirc dn
chuén, uéng nudce sach tu do.

2.3. Phwong phap nghién ciru

- Thiét ké nghién ctru:

Chuot nhit tring 50 con duoc chia 5 16 nhu sau:

+ L6 chitng (1): Udng dau dau nanh véi thé tich V=6ml/
kg/24h trong 07 ngdy, ngay thir 07 tiém nudc mudi sinh
Iy r6i udng dau dau nanh tiép trong 07 ngay

+ L6 mé hinh TMT (2): Ubng dau dau nanh v6i V= 6ml/
kg/24h trong 07 ngdy, ngay thir 07 tiém TMT i.p licu
2,4 mg/kg, udng dau dau nanh tiép trong 07 ngay.

+ L6 Galantamine (3): Ubng Galantamine liéu 2,4mg/
kg/24h (V= 6ml/kg/24h) trong 07 ngay. Ngay thi 07
thi tiém TMT ip lidu 2,4 mg/kg, sau d6 udng tiép
Galantamine trong 07 ngay (Liéu tuong duong véi lidu
sir dung trén nguoi, hé s ngoai suy 12).

+ L6 tri 1 (4) : Udng Hup A liéu 192mg /kg/24h (96mcg
Huperzine A, V=6ml/kg) trong 07 ngay. Ngay tha 07
thi tiém TMT i.p lidu 2,4mg/kg, sau d6 udng tiép Hup
A trong 07 ngay. (Liéu tuong duong véi lidu sir dung
trén nguoi, hé sé ngoai suy 12)

+ Lé tri 2 (5) : Ubng Hup A liéu 384mg /kg/24h
(192mcg Huperzine A, V=6ml/kg). Ngay thtr 07 thi
tiém TMT i.p lidu 2,4mg/kg, sau d6 udng tiép Hup A
trong 07 ngay. (Liéu gap 2 1an lidu st dung trén nguoi,
hé sb ngoai suy 12).

Sau khi chudt dugc phan chia ngiu nhién thanh céc 16,
dugc tién hanh thir nghiém méy duc 16 va méay phan xa
c6 diéu kién lan 1 goi la thoi diém trudc nghién ciru.
Sau d6 d6 chudt udng thude 7 ngay, tiém TMT, tiép
tuc udng thudc 7 ngay tiép theo. Sau d6 duoc danh
gia kiém tra cac thir nghiém 1dn 2 goi 1a thoi diém sau
nghién ctru.

* Thir nghiém mdy duc 16: Lan lugt dit ting chudt vao
giita bang duc 15, quan sat hanh vi kham pha moi truong
trong vong 5 phut.

- Chi tiéu ddanh gid: Tong sb 1an chudt tho dau vao 16
trong thoi gian 5 phut.

*Thwr nghiém may phan xa ty dong co diéu kién: Thiét
bi gdm mot hop c6 2 ngin thong nhau. Dat chudt vao
mot ngan dugc chiéu sang boi ngon dén (10W), day 1a
mot kich thich c6 diéu kién. Sau 5s ké tur lic bat dén,
mot kich thich khong diéu kién 1a sdc dién (0,2 mA)
lién tuc qua céac thanh sat & san cua hop. Sau 15s, ca
kich thich c¢6 diéu kién va kich thich khong diéu kién
déu ty dong tit néu chudt dimg im khong phan tng gi.
Néu chudt chay sang ngan bén, san bi nghiéng s& tao ra
tin hiéu dé ngét sdc dién. Mdi 1an kich thich anh sang va
sb¢ dién nhu vay la mdt thu nghiém. Mbi thir nghiém
cach nhau 10 gidy. Chuot duoc lam 30 thir nghiém moi
ngay trong 5 ngay lién tuc.

- Chi tiéu danh gia: S6 thir nghiém chudt dap ung
sbc dién

269




L.TH. Hanh et al. / Vietnam Journal of Community Medicine, Vol. 65, No. 3, 267-273

* Sau thi nghiém chuodt duge phau tich lam mo bénh
hoc nao chuot.

2.4. Pia diém nghién ciru

B6 mon Dugc 1y, Vién Dao tao Dugc - Hoc vién Quan
Y, Bénh vién Quéan y 103

2.5. Pao dirc nghién ciru

Day 14 nghién ctru phuc vu cho muc dich cung cip cac
ché pham hd tro bao vé sirc khoé cho cong dong. Céc
dong vat thi nghiém luén dugc cham soéc trong diéu
kién vé sinh sach s&, cung cap thirc an va nudc udng
theo tiéu chuan. Cac quy trinh va thao tac thuc hién
theo quy dinh chung cua dong vat thi nghiém.

2.6. Phuong phap xir 1y s6 liéu

S6 liéu duoc tinh toan gia tri trung binh, d§ léch
chuén, so sanh théng ké bang phan mém SPSS 20.0
cua IBM MJ.

Dbi voi cac bién s dinh lugng phan phdi chuin, so
sanh trung binh 2 nhém doc lap bang T-test, so sanh
trung binh >3 nhom bang ANOVA.

Phan phdi khong chuan: so sanh trung vi 2 nhém doc
1ap bang kiém dinh Mann-Whitney, so sanh trudc sau
bang kiém dinh Wilcoxon Signed Ranks, Su khac biét
¢6 ¥ nghia thdng ké khi p <0,05.

3. KET QUA NGHIEN CUU

3.1. Két qua thir nghiém bing may Puc 16

Bdng 3.1. Tac dung ciia Hup A lén hanh vi kham pha moi truwong

S6 1an dap ing thir nghiém (Ian)
Lo NC (n=10) P truée-sau
Trudc Sau
L6 Chang (1) 39,90 + 7,58 39,20 + 8,06 p> 0,05
L6 TMT (2) 41,30+ 4,54 25,60+ 12,13 p <0,05
L6 Galantamine (3) 40,70 £ 6,51 35,80 + 8,30 p > 0,05
Lotril (4) 39,40 £4,72 31,90+ 6,14 p <0,05
Lo tri 2 (5) 41,70 + 7,64 34,10 £ 6,56 p<0,05
p]-234 5>0’05 p]-24<0’05; P]—35>0’05
p Py, s > 0,05 P, >0,05; p,,<0,05; P, > 0,05
T p,s> 005 P4s> 0,05; P, >0,05

Nhdn xét:

So sdnh trong cung 1 16 tai thoi diém trwdc-sau
nghién ciru: Thoi diém sau nghién ctru s6 lan dap ung
thir nghiém ctia céc 16 déu giam, giam nhiéu nhat 13 16
TMT tir 41,30 lan con 25,60 lan, sau d6 1a 16 tri 1. Lo
Chung va 16 Galantamine s6 1an dap ung khong c6 sy
khac biét so voi trude thi nghiém (p>0,05), 3 16 con lai
s6 1an dap tng giam nhiéu (p<0,05).

270

So sdanh giiva cdc 16 truwéc khi dwge ding thuéc: S6 1an
chudt tho dau xudng 16 cia may o cac 16 chudt twong
duong nhau (p>0,05).

So sdnh giiva cdc 16 sau khi chudt dwoc uéng thuéc:
S6 lan dap ung thir nghiém cua 16 TMT thap nhét 1a
25,60 1an va 16 Ching cao nhét 1a 39,20 1an. Khi so
sanh cac 16 v6i 16 TMT cho thiy 16 tri 1 va 16 tri 2 s6
lan dap ung thir nghiém cao hon nhung khong cé su
khac biét (p>0,05).
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3.2. Két qua thir nghi¢m biang may phan xa ty dong cé diéu kién

Bing 3.2. Két qud sé thir nghiém chudt dap teng tranh soc dién (n=10)

So6 thir nghiém chudt dap tng trinh soc dién (1in)

Ngay NC L chirng Lo TMT |Lé Galantamin | Lo Hup A lidu 1|Lé Hup A liéu 2 P
Ngay thw 1 18,50 = 4,96 18,60 + 4,57 18,40 £ 4,61 18,10 4,74 18,10 = 6,07 > 0,05
Ngay thur 2 22,20 + 3,28 20,30 = 4,20 19,10 2,43 19,10 + 2,88 19,40 + 5,43 > 0,05
Ngay thu 3 22,30+ 3,16 21,30 2,79 20,50 + 2,66 22,40+ 1,62 21,80+ 3,63 > 0,05
Ngay third | 23,60+2,80 | 22,60+3,07 | 22,50+3,80 22,80 + 3,46 23,70+ 1,35 > 0,05
Ngay thit 5 | 24,70 £3,58 | 23,00+2,32 | 23,60+ 3,69 24,10 £ 2,26 23,70 3,38 > 0,05

P, ,,<0.05
dﬁs:; tll(llllli(§c 22,40 + 2,80 14,10 = 3,99 19,90 + 3,05 18,9 +£2,81 20,20 + 2,79 PI;iij:O(,)(,)QSS
P,_.>0,05
Khi P, >005P,,, ,>005P ,>005P > moitlocho thay: s6 thir nghiém ting dan theo cac ngay

0,05 duoc viét tit 1a >0,05)

va cao nhét tai ngay thu 5.

So sanh cac 16 v6i 16 TMT, s6 1an thtr nghiém 16 Chimg
va cac 16 dugc dung thudc cao hon khac biét so voi 16
TMT (P,,,,< 0,05). L6 dung Galantamine, 16 tri 1 va
16 tri 2 c6 so thir nghiém thap hon 16 Ching, tuy nghién
su khac biét khong co y nghia thong ké (p>0,05).

Nhdn xét:

So sanh s6 thir nghiém chudt dap tmg tranh sdc dién tai
ciing mot ngay khi chua dung thudc cho thy: ngay thi
1 cho dén ngay thir 5 s6 thir nghiém & céc 16 1a tuong
duong (p>0,05).

So sanh giita cac ngay khi chua dung thudc trong cting

Hinh 3.1. Hinh dnh mé bénh hoc nio chuét 6 cdc nhém nghién cieu (dé phéng dai 100 lin)

3.3. Két qua mé bénh hoc nio chudt
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A: Lo Chimg; B: L6 TMT (miii tén chi 6 viém trong
nhu m6 ndo); C: Lo Galantamine; D: L6 Hup A liéu 1;
E: L6 Hup A liéu 2

Nhdn xét:

* Péi véi nhém TMT: Trong ving vo nio ¢ 6 nho cac
té bao than kinh chinh thtrc bi thoai hod véi kich thude
nho, mat soi truc. S6 luong té bao than kinh dém giam
va kich thudc nhé. M6 dém phu nhe. Canh d6 ¢ 6 viém
nho véi cac té bao viém 1a lympho bao. Thoai hoa nhu
md ndo 6 nho va 6 viém nhu mé nio.

* Poi véi bon nhém con lai: Nhu md nio cac té bao than
kinh chinh thirc va té bao than kinh dém binh thuong,
sap xép thanh cac 16p 6 ving vo ndo. Cac phan cac cia
ndo nhu hdi hai ma, tiéu ndo cau trac binh thuong. Cac
xoang no that binh thudng. Nhu mé ndo binh thuong.

4. BAN LUAN

4.1. M6 hinh giy suy giam tri nhé bang TMT

TMT 1a mot hop chét c¢é tac dung gay doc than kinh
manh, chon lgc trén h¢ limbic va dac biét 1a vung doi
thi. TMT duoc st dung rong rai trong cac mod hinh
gy thoai hoa than kinh trén dong vét thuc nghiém.
Nhirng ngudi do bénh nghé nghiép ma phai tiép xtc
v6i TMT lau ngay c6 thé gip tinh trang mét phuong
huéng, mat tri nhg, mat thinh lyc, hanh vi hung hing,
co gidt cuc bd va co giat phuc tap, rung giat nhan
cau, mat diéu hoa va mot s6 bénh 1y than kinh. O
dong vat thi nghiém, st dung TMT gay ra co giat,
thay d6i hanh vi (ting dong, kéu, ting kich thich va
hung hing) va suy giam nhan thirc (mat tri nhé va
suy giam kha niang hoc tap) din dén ton thuong ving
d6i thi nghiém trong [5].

Té6n thuong than kinh: TMT gay thoai hoa té bao than
kinh khu trt ¢6 chon loc trong hé vién va dic biét 1a
vung ddi thi. Céc réi loan thoai hoa thin kinh do TMT
gdy ra c6 thé gy chét té bao than kinh c6 chon loc va
viém day than kinh.

Nhitng thay doi trong hé thong than kinh ving dbi thi:
Ton thuong ndo do TMT giy ra c6 lién quan dén su
thay di trong hé thong dan truyén than kinh. Nong do
glutamate, noradrenaline va acetylcholine giam déang
ké sau khi diéu tri bing TMT va hé¢ thong GABAergic
cling bi anh hudng [5].

N
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4.2. Tac dung ciia Hup A trén thir nghiém may
duc 16

Thir nghiém may duc 16 cho phép danh gia hoat dong
kham ph4 bam sinh tw nhién cia loai gdm nhim khi gip
moi truong mdi. Thur nghiém nay dugc phat minh boi
Boissier, 1 mot bai kiém tra da duoc ing dung rong rai
dé nghién ctru vé sy lo au lién quan dén hanh vi & chudt
nhit va chudt cong. May bao gdm phan bang 15. LS
héng 1a mot vat thé ma con vat khong biét, theo xung
dot tiép can va né tranh, con vat s& danh hoi thay mép
ctia 15, sau d6 chui dau vao 16 hong. Hanh dong nay co
mdi lién hé chit ché voi cam xtic so hii va lo ling. Khi
dong vat c6 su so hai, lo au & muc do cao s€ it kham
phé dugc nhing 16 héng. Nguoc lai, nhitng dong vat co
su so hai, lo au & murc do thép s€ tang cuong kha nang
kham phé trong méi truong méi. Do d6 két qua vé tan
sudt va thoi luong kham pha céac 16 hong s& danh gia
murc do lo au cta chudt [6].

Két qua thir nghiém may duc 16 cho thay sb lan dap
g thir nghiém ctia 16 TMT thap nhit 1a 25,60 lan va
16 Chung cao nhat 1a 39,20 1an. Sb 1an dép ung thu
nghiém ¢ cac 16 dugc su dung thuc Galantamine, 16
tri 2 khong co6 sy khac biét voi 16 Chung (p>0,05). Do
TMT géy suy giam nhén thic biéu hién 1a mét tri nhé
va suy giam kha nang hoc tap nén 16 chudt dugc dung
TMT c¢6 s6 lan dap tung voi thir nghiém thép nhat. Lo
Chtrng chu¢t khong dugc ti€ém TMT, chudt hoan toan
khoé manh nén c6 sb 1an dap Gng thir nghiém cao nhét.
Céac 16 Galantamine, 16 tri 1 va 16 tri 2 déu duoc dung
TMT do d6 chuét ciing s& bi anh huéng mot phan dan
dén két qua s 1an chudt kham phé chui dau vao 16 sau
tiém TMT c6 giam hon 16 Chtng, nhung van cao hon
16 chugt chi dugc dung TMT.

Theo nghién ctru cia Hongyu Zhang va cong sy nam
2022, Huperzine A HupA lam giam su lo ling va
cai thién tinh trang suy gidm tri nh¢ khong gian &
chuét. Chudt gy mat myelin bang CPZ duoc sir dung
Huperzine A 01 tuan, céc triéu ching lo ling da duoc
cai thién dang ké [7].

4.3. Tac dung ciia Hup A trén thir nghiém né tranh
bing may phan xa tw dong c6 diéu kién

Két qua ¢ bang 3.2 cho thiy, s 1an chudt dép tng tranh
soc dién ¢ 16 chi duoc dung TMT ma khong duge ding
thudc 1a thap nhat 14,10 1an, cao nhét 14 16 Chtg 22,40
lan, tiép do 1a cac 16 dugc dung Galantamine va Hup A
lidu 1 va lidu 2. Hup A c6 tac dung giam s6 1an né tranh
soc dién cua chudt nhit tring véi liéu 192mg/kg/24h va
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384mg/kg/24h twong duong véi lidu 96meg va 192meg
Huperzine A/kg/24h.

L6 chudt duge ding TMT gay ton thuong ndo va suy
giam vé nhén thic do d6 s6 lan né tranh ctia chudt giam
s0 voi trude khi sir dung thude. Trude khi ding TMT
sau 5 ngay sb 1an né tranh soc dién 1a 23,00 lan, sau
khi str dung thudc di giam con 14,10 lan. L6 Chung
khong st dung TMT do doé chudt khoé¢ manh binh
thuong khong bi ton thuong ndo nén sb 1an né tranh sde
dién ctia chudt khong bi anh huong. Cac 16 chudt dugce
dung thubc Galantamine va Hup A do ¢6 sitr dung TMT
chudt ciing bi anh huéng mot phan, do d6 so lan thir
nghiém van thip hon 16 Ching nhung cao khac biét ¢6
¥ nghia thong ké véi 16 TMT (p<0,05). Nhu vy, chudt
khi dugc st dung Hup A lién tuc trong 15 ngay da lam
tang kha ning né tranh sdc dién ciia chuot.

Theo nghién ctru cua Takuya Ohba va cdng su ndm
2015 cho thiy: chudt dugc udng cao chiét xuat H.
serrata 1 1an 1 ngdy, vao ngay thtr 5-7 chudt dugc thuc
hién bai kiém tra né tranh thy dong dé danh gia tri nhé
dai han va tri nhé hoc tap. Huperzine A da lam tang s6
luong va giam do tré dap tung voi thir nghiém sbc dién.
Huperzine A da cai thién dugc tinh trang suy giam tri
nhé do scopolamine gay ra qua thir nghi¢m né tranh thu
dong [8].

5. KET LUAN

Chuot sau khi udng ché pham 15 ngay lién tuc véi lidu
1 12 192mg/kg/24h va lidu 2 1a 384mg/kg/24h cho thdy
tac dung ting cuong tri nhé ctia vién nang mém Hup A:
- Tong sb 1an chudt tho dau vao 16 trong thoi gian 5
phut ¢ 16 dung Hup A ¢6 xu hudng taing nhung khong
¢6 ¥ nghia thdng ké (p>0,05)

- S thur nghiém né tranh soc dién cua chudt tang khac
biét so voi 16 dung Trymethyltin (p<0,05)

- M6 bénh hoc ndo chudt c¢6 hinh anh tén thuong ¢ 16
dung Trymethyltin, cic 16 khac khong thay hinh anh
ton thuong.
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