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NGHIEN CUU PQC TINH CAP VA BAN TRUONG DIEN
CUA VIEN NANG MEM HUP A TREN PONG VAT THU'C NGHIEM
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Tém tit
Muc tiéu: Panh gia doc tinh cip trén chudt nhét trang va doc tinh ban truong
din trén tho cia vién nang mém Hup A. Phwong phdp nghién ciru: Dénh gid
doc tinh cap st dung phuong phdp Litchfield - Wilcoxon trén chudt nhit tring,
danh gia doc tinh ban truong dién theo hudng din cia OECD va Bo Y té Viét
Nam trén tho. Vién nang mém Hup A c6 chtra hoat chat Huperzine A dat tiéu
chuén co s¢ dugc xdc dinh doc tinh cép va ddc tinh ban truong dién theo duong
ubng trén dong vat thuc nghiém. Két qud: Sau khi cho chudt ubng vién nang
mém Hup A (lidu tir 40,00g - 160,00 g/kg) xdc dinh duoc LD50 = 92,88 g/kg
(79,59 - 108,39 g/kg). Nghién ctru doc tinh ban truong dién khi cho tho uéng ché
pham lién tuc trong 42 ngay véi hai muc lidu 0,12 g/kg/24 gid va 0,36 g/kg/24
gio khong phét hién thiy anh huong dén mot sb chi tiéu vé huyét hoc nhu sb
lvgng hong cau, bach cau, ham lwong hemoglobin; chi tiéu vé chirc ning gan
than gém hoat d§ enzym AST, ALT, ham lugng cholesterol, albumin, bilirubin
toan phan va creatinine. Két qua mo bénh hoc cua té bao gan, than binh thudng
trén cic 16 tho nghién ciru. Két lugn: Vién nang mém Hup A ¢6 LD50 = 92,88
g/kg (79,59 - 108,39 g/kg) trén chudt nhit tring, nhitng 16 liéu cao chudt c6 biéu
hién run, tang tiét mo hoi, sau d6 chét. Vién nang mém Hup A khong anh huong
dén chirc ning tao mau, chirc ning gan, than cta tho thi nghiém sau 42 ngay

nghién ctlru.
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STUDY ON THE ACUTE AND SEMI-CHRONIC TOXICITY OF HUP A
CAPSULE IN EXPERIMENTAL ANIMALS

Abstract

Objectives: To evaluate the acute toxicity on Hup A soft capsules in mice and
sub-chronic toxicity in rabbits. Methods: The acute toxicity was assessed in mice
using the Litchfield - Wilcoxon method; the semi-chronic toxicity was assessed
in rabbits according to the guidelines of the OECD and the Ministry of Health of
Vietnam. The products used in this study were Hup A soft capsules, Enterprise
standard. Results: After giving Hup A capsules (40.00 - 160.00 g/kg) to mice, we
determined LD50 = 92.88 g/kg (79.59 - 108.39 g/kg). High dose batches of mice
showed tremors, increased sweating, and then they died. With two dosage of 0.12
g/kg/24h and 0.36 g/kg/24h, rabbits were administered continuously during 42
days. The results showed that no impact was detected on some hematological
parameters: Red blood cell count, white blood cell count, and hemoglobin
content; indicators of liver and kidney function: AST, ALT enzyme activities,
Cholesterol, Albumin, Total Bilirubin and Creatinine content, histopathology of
liver and kidney cells were normal in experimental rabbits. Conclusion: Hup A
capsules had LD50 = 92,88 g/kg (79,59 - 108,39 g/kg) in white mice and did not
affect hematopoietic, liver, or kidney function of experimental rabbits after 42
days of study.

Keywords: Acute Semi-chronic

Experimental animal.
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theo do tudi [1, 2]. Huperzine A (Hup
A) 1a hop chat dugc phan lap tir ciy

PAT VAN PE

Theo béo céo cua T6 chirc Quéc té
Bénh Alzheimer (ADI) nam 2015, trén
thé gidi c6 hon 46,8 triéu nguoi bi sa
sut tri tué, con $b nay udc tinh s€ tang
lén 131,5 tri€u ngudi vao nam 2025.

thach tung rang cua, c6 cong thirc hda
hoc 1a C;sH;sN,O, khdi lwong phén tir
la 243,32 g/mol. Hup A c6 kha nang
{tc ché acetylcholinesterase manh, nén

Ty 1& mic Alzheimer ting dan theo do
tué)i, nguoi trén 75 tudi co ty 1€ méc
bénh 1a 5% va tang 1én dén 40 - 50% &
ngudi trén 85 tudi. Viét Nam c6 ty 18

mac cac bénh veé sa sut tri tu¢ la 5% o
nhiing nguoi trén 60 tudi va tdng dan

sy ¢c6 mdt cua Hup A lam giam lugng
acetylcholinesterase va lam ting nong
do acetylcholine trong nio, tir d6 gidp
tdng cuong kha nang hoc tap va tri
nhd, tang sy tinh tdo, chéng trAm cam,
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bao vé chéng lai sy suy giam nhan
thirc lién quan dén tudi tac [3]. Tai Hoc
vién Quan y, nhém nghién ctru da bao
ché thanh cong ché pham chira
Huperzine A tir sinh khdi Thach tiing
rang cua. bpé tao co s& khoa hoc cho
cic budc nghién ctru tiép theo, dénh
gid doc tinh ban trudng dién cta ché
phém trén dong vat thyc nghiém la can
thiét. Vi vy, nghién ctru da duoc tién
hanh nham: Ddnh gid djc tinh cap va
doc tinh bdn truong dién ciia vién nang
mém Hup A trén dong vat thuc nghiém.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciru

* Poi twong nghién ciru: Vién nang
mém Hup A dat tiéu chuan co s&, duoc
san xuét tai Trung tdm nghién cuu,
Ung dung va San xuét thudc Hoc vién
Quan y. Thanh phdn vién nang gdém
Huperzine A chiét xuat tir Thach Ting
rang cua 200ug.

* Pong vat sw dung trong nghién
cteu: Chudt nhat tring dong Swiss va
thé dugc nudi dudng trong dicu kién
chuan. Chudt nhat tring dong Swiss
can nang 20 - 22g. Tho can nang
2,20 + 0,20kg dugc cung cap va nudi
dudng tai nhiét do 25 - 30°C, d6 am
60 - 70%, an thirc an chuan tai Trung
tam Nghién ctu dong vat thyc nghiém,
Hoc vién Quan y.
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* Thiét bi va dung cu chinh su dung
trong nghién cuu: Mday xét nghiém
huyét hoc ty dong (Swelab Alpha,
Thuy Dién), mdy xét nghiém sinh hoa
tu dong (Biosystem BTS350, Tay Ban
Nha), bd dung cu phau thuat cho dong
vat co nho (Everbest, Pakistan)...

* Pia diém va thoi gian nghién ciru:
Nghién ctru dugc thyc hié¢n tai BO mon
Duogc ly, Vién DPao tao Dugc, Vién
Nghién ctu Y Dugc hoc Quéan su,
Bénh vi¢n Quan y 103 va cac bo mon,
khoa cua Hoc vién Quan y. Thoi gian
tur thang 9/2020 - 01/2021.

2. Phwong phap nghién ciru

* Xdc dinh ddc tinh cdp theo dwong
uong trén chugt:

Chuan bi mau: Pha 30 vién di bo vo
nang trong 18mL dau in duoc hdn
dich véi thé tich 22,5mL dé sir dung
cho thir nghiém.

Bdc tinh cép duoc xac dinh theo
dudng udng trén chudt nhit tring, thuc
hién theo huéng dan cia Té chiic Hop
tdc va Phét trién Kinh t& (OECD) va
BO Y té Viét Nam. Chudt nhit tring
(n = 100 con) duoc chia ngau nhién
vao cdc 16, mdi 16 10 con, sau d6,
chuot duogc cho uéng ché phém voi
lidu tang dan tir 40,00 - 160,00 g/kg/24
gid, theo doi ty 16 séng chét trong
72 gid va theo ddi cdc chi tiéu toan
than trong 01 tuan. Cdc chi tiéu theo
doi toan than gém can nang, hoat dong,
an udng, than kinh, 16ng, tiéu hod...
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Tinh todn Hup can xdc dinh liéu cao
nhit khong gdy chét va lidu thdp nhat
gy chét 100% sb chudt theo phuong
phép cai tién cua Lichtfiel - Wilcoxon
[4, 5].

* Pdnh gid djc tinh bdn triong dién
ciia vién nang mém Hup A trén tho:

- Chuan bi mau: Liéu 1 pha 10 vién
d3a bo vo nang trong 23,5mL dau in
dugc hén dich 25mL, lidu 2 pha 30
vién vé6i dau an duge hdn dich 25mL.

- B6 tri thi nghiém: 30 thé dugc sir
dung cho nghién ctru, chia thanh 3 10,
mdi 16 10 con [4, 6, 7].

L6 ching (n = 10): Udng dau in lién
tuc 42 ngay vai thé tich 0,3 mL/kg/24 gio.

Lo tri 1 (n = 10): Ubng vién nang mém
Hup A lién tyc trong 42 ngay véi lidu
0,12 g/kg/24 gio (V = 0,3 mL/kg/24 gio),
tuong duong 24 pug/kg/24  gio
Huperzine A (twong tng voéi lidu ding
trén nguoi, hé $6 3).

Lo tri 2 (n = 10): Uéng vién nang
mém Hup A lién tuc trong 42 ngay
v6i lidu 036 g/kg/24 gid (V =
0,3 mL/kg/24 gid), tuong duong
72 ug/kg/24 gid Huperzine A (gip
3 1an liéu ding trén nguoi, hé s6 3).

* Chi tiéu ddnh gia:

Chi ti€éu theo doi toan than: Tho
dugc can va theo doi hoat dong, an
udng, 16ng, tiéu héa, than kinh... tai 3
thoi diém 1a: Trude, sau 03 tudn va sau
06 tuan thi nghiém.

Huyét hoc: Héng cau, hemoglobin,
bach cau, tiéu cau.

Sinh héa: AST, ALT, creatinine,
cholesterol, albumin, bilirubin toan phén.

M6 bénh hoc: Sau 42 ngay, phiu
tich tho 1dy gan, than. Quan sit hinh
anh dai thé cdc co quan gan, than va
lam tiéu ban mod bénh hoc 30% sd tho.

Thé dwoc 1dy miu nghién clu céc
chi s6 sinh héa, huyét hoc tai 03 thoi
diém: Xuit phat diém, sau 03 tuan va
sau 06 tuan nghién ctu .

Cic xét nghiém sinh hod va huyét
hoc duge tién hanh tai Vién Nghién
cuu Y Duoc hoc Quan sy, mé bénh
hoc duoc tién hanh tai Khoa Giai phau,
Bénh vién Quan y 103.

* Xur Iy va phan tich sé liéu:

Str dung phan mém SPSS 20.0 dé
xtr Iy théng ké. Céc chi s dua ra trong
qui trinh phan tich gom gid tri trung
binh, do léch chuén, p.

3. Pao dirc nghién ciru

Day la nghién ctru phuc vy cho muc
dich cung cip cic ché pham hd trg bao
vé strc khoé cho cong dong. Cdc dong
vat thi nghiém luén dugc cham séc
trong diéu kién vé sinh sach sg, cung
cp thirc an va nudc ubng theo tiéu
chuan. Céc quy trinh va thao tic thuc
hién theo quy dinh chung cia dong vat
thi nghiém.
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KET QUA NGHIEN CUU
1. Két qua nghién ciru ddc tinh cap cia vién nang mém Hup A theo duong
udng trén chudt nhit tring
Bang 1. Két qua nghién ciru doc tinh cdp cua vién nang mém Hup A
trén chudt nhit tring theo duong udng.

Liéu sir dung

(e/kg trong wong N S6 lwong dong vat Ty 1¢ chét (%)

) chét (sau 72 gio) (sau 72 gio)
co thé/24 gio)
40,00 10 0 0
53,33 10 01 10
66,67 10 02 20
80,00 10 03 30
93,33 10 04 40
106,67 10 05 50
120,00 10 07 70
133,33 10 08 80
146,67 10 09 90
160,00 10 10 100
L6 ching udng dau an 10 0 0

V = 1,2 mL/10g/24 gid

Sau khi diing vién nang mém Hup A tir mtc liéu 40,00 - 160,00 g/kg/24 gid,
ty 1& chudt chét ting dan & cic muc liéu ting dan. Nhiing 16 lidu cao, chudt c6
biéu hién run, ting tiét md hoi, khong tiéu chay, sau d6 chét. Tir két qua bang
trén, ddnh gid mdi twong quan giita lidu dung va ty 1& chudt chét, két qua duoc
thé hién & hinh 1.
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Hinh 1. Tuong quan giira liéu ding theo ty 1¢ chudt chét.
Tu céc két qua trén xdc dinh dugc LDS50 theo dudng uéng trén chudt nhit
trang 12: LD50 = 92,88 g/kg (79,59 - 108,39 g/kg).
2. Két qua nghién ciru ddc tinh ban trwong dién cia vién nang mém Hup
A theo duwdng udng trén thé nghién ciru
Bang 2. Anh huong ciia vién nang mém Hup A
dén can nang cua tho nghién ctu.

Chi tiéu Thoi diém Nhém nghién ciru (X £ SD), n =10

A . n P1,2,3
nghién cru  xét nghiém Chimg (1) Lotril1(2) Lotri23)

Trude
Can ning thi nghiém (a)
(2) Sau 03 tudn (b) 2,02+022 1,91£020 193+021 >0,05
Sau 06 tudn (¢) 2,00+0,21 1,97+022 1,89+0,31 >0,05
Pan<0,05  Pap<005  p.p<0,05
Pabec Pac<0,05  puc>0,05  p.c<0,05
Poe>0,05  poe>005  ppe>0,05

223+£0,13 2,08+£0,12 2,12+0,20 >0,05

Cén nang tho & ca ba 16 nghién ciru sau 03 tudn va 06 tuan déu giam (p,p, < 0,05,
Pac < 0,05, ppc > 0,05). So sdnh ba 16 tai cing mot thoi diém xudt phat diém, sau
03 tuan va 06 tudn udng vién nang mém Hup A khong c6 su khéc biét gitta 16 tri
1,16 tri 2 va 16 chimg (p > 0,05). Nhu vay, tho udng 42 ngay lién tuc Hup A véi
lidu 1 va lidu 2 khong anh hudng dén cin ning cta tho nghién ciru.
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Béang 3. Anh hudng cta vién nang mém Hup A dén mot so chi tiéu

ve huyét hoc cua tho nghién ctru.

Ch" , oA , <~ —
" 1 Thei Nhom nghién ciru (X £SD),n=10
tieu X .
.. diém xét ] . . P1,2,3
ngl}lell nghiém Chiing (1) Lotril(2) Lo tri2 (3)
ctru
Trudc thi
nghiém 5,57 £ 0,67 5,57 £0,45 5,61 +£0,49 > 0,05
Héng @)
céu Sau 03
. 5,58 £0,32 5,46 +£0,48 5,47 £ 0,61 > 0,05
(T/L) tuan (b)
Sau 06
\ 4,57 +0,43 4,71 £0,33 5,02 £ 0,68 > 0,05
tuan (c)
Pab> 0,05 Pa-b> 0,05 Pab> 0,05
Pabe Pac < 0,05 Pac < 0,05 Pac> 0,05
Pbc < 0,05 Poc < 0,05 Pb-c> 0,05
Trudc thi
nghiém 11,85 +£0,90 11,99 + 0,86 11,86 + 0,89 > 0,05
(a)
HST Sau 03
(G/dL) \ 11,51 £ 0,68 11,39 + 0,65 11,47 £0,99 > 0,05
tuan (b)
Sau00 0384085 10,46 40,63 995+1,76  >0,05
tuan (c)
Pab < 0,05 Pab < 0,05 Pa-b < 0,05
Pab.c Pae< 0,05 Pace< 0,05 Pac < 0,05
Pbc> 0,05 Pbc> 0,05 Pb-c> 0,05
Trudce thi
nghiém 12,09 +2,22 11,26 +2,80 12,00 +2,28 > 0,05
(a)
Bach g0 03
cau tun (b) 9,34 +1,79 8,48 £2,99 7,76 £ 1,70 > 0,05
(G/L) uan (
Sau 06
N 5,93 £2.21 5,49 £1,71 6,20 £2,10 > 0,05
tuan (c)

336



TAP CHI Y DUQC HQC QUAN SU - SO CHUYEN PE DUQC HQC NAM 2023

Chi

Nhém nghién ctru (X + SD), n = 10

o Thoi
tieu .2 ,
.. diém xét i . . P1,23
ngl’uen nghi¢m Chirng (1) Lotril(2) Lotri2 (3)
ctru
Pa-b < 0,05 Pab < 0,05 Pa-b < 0,05
pa,b,c pa—c < 0505 pa-c < 0,05 pa—c < 0,05
Pbc < 0,05 Pb-c < 0,05 Pbc > 0,05
Truge thi 371,30
nghiém 340,50 + 34,66 413,70 + 69,49 > 0,05
@ 100,57
Tiew o003
cau N 240,70 £50,12  263,8 £ 87,23 254,20 £ 95,35 > 0,05
tuan (b)
(G/L) S 06
?u 286,00 £52,75 334,50+83,21 341,20+102,39 >0,05
tuan (c)
Pab < 0,05 Pab < 0,05 Pa-b < 0,05
Pab.c Pac < 0,05 Pac> 0,05 Pac> 0,05
Poc> 0,05 Po-c> 0,05 P> 0,05

S6 lugng hong cau va huyét sic to &
ba nhém nghién ctru sau 03 va 06 tudn
déu giam. Dbi voi 16 chimg va 16 tri 1,
s6 luong hong cau sau 03 tuan va sau
06 tuan cé su khdc biét voi xudt phat
diém (p < 0,05). Gia tri hong cau ¢ 16
tri 2 tai cdc thoi diém 1a twong dwong
(p > 0,05). Ham lugng huyét sic t6 sau
06 tuan giam khéc biét ¢ ca ba 16 so
voi thoi diém xuét phat diém (p < 0,05).
Tuy nhién, cdc gid tri s6 lugng hong
ciu va huyét sic t6 déu nam trong
gid tri binh thuong cua tho (hdng cau:
44 - 5,6 T/L; huyét sic to: 8,9 -
12,8 G/dL) [5]. So sanh ba nhom tai
cing mot thoi diém, cdc gid tri sd
lugng hong cau va huyét sic t6 Ia
tuong duong (p > 0,05).

) lugng bach ciu & ba nhém sau
03 va 06 tuan nghién ctru ¢6 xu thé déu
giam so v6i thoi diém xudt phat diém
(Pab < 0,03, pac < 0,05). SO luong bach
ciu & tho binh thuong thap hon &
ngudi va ¢ sy thay doi khic nhau tai
tung dot thi nghi¢m [S]. Pac biét, khi
so sdnh ba nhom tai cung mot thoi
diém, sb luong bach cau khong c6 su
khéc bi¢t gitra 16 chirng va 16 tri 1 va 16
tri 2 (p > 0,05).

S6 lwong tiéu cau cua cdc 16 déu
trong gid tri binh thuong cua tho. So
sanh 3 nhém tai cing mot thoi diém,
s6 luong tiéu cau khong khéc biét giira
16 chirng va 16 tri 1 va 16 tri 2 (p > 0,05).

Nhu vay, tho udng Hup A lién tuc
sau 42 ngay khong c6 sy anh huong
dén céc chi s6 huyét hoc.
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Biang 4. Anh huong ciia vién nang mém Hup A
dbi voi chirc nang gan, than cia tho.

Chitieu  Thoi diém Nhém nghién ctru (X + SD), n = 10
A , n P123
nghién ciru  xét nghi¢m Chimg (1) Lotri1(2) Lotri2(3)
Trude thi 49,49 + 50,67 £ 50,53 + 5 0.05
nghiém (a) 39,01 35,26 31,82 ’
AST (U/L) Sau 03 53,73 + 47,71 +
. 56,0 +35,00 0,05
tudn (b) 39,33 37,93 >
Sau 06 49,53 + 40,33 +
. 50,8 £26,73 ’ ’ 0,05
tuin (o) 32,05 19,02 >
Pab> 0,05 Pab> 0,05 Pab> 0,05
Pab.c Pac> 0,05 Pac> 0,05 Pac> 0,05
Pobc> 0,05 Pobc> 0,05 Poc> 0,05
Trudce thi
HT?C ! 81,68 32,57 81,40 +42,03 95,02 + 31,52 > 0,05
nghiém (a)
ALT (U/L) Sau 03
. 92,21 + 62,83 80,60 +37.47 74,1 +33,03 > 0,05
tuan (b)
Sau 06 77,16 80,59 +
\ ’ 78,4 +£23,58 ’ 0,05
tuan (c) 30,17 4224 >
Pab> 0,05 Pab> 0,05 Pab> 0,05
Pab.c Pac> 0,05 Pac> 0,05 Pac> 0,05
Pbc> 0,05 Pbc> 0,05 Pbc> 0,05
Trudce thi
PHOCTl ) 512081 267+1,12 2294070  >0,05
nghiém (a)
Cholesterol Sau 03
. 2,11+0,74 1,73+0,81 1,81 +0,82 > 0,05
(mmol/L) tuan (b)
Sau 06
\ 1,23+034 1,10+0,28 1,07+0,33 > 0,05
tuan (c)
Pab> 0,05 Pab < 0,05 Pab> 0,05
Pab.c Pac< 0,05 Pac< 0,05 Pac< 0,05
Pobc < 0,05 Pobc < 0,05 Pobc < 0,05
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Chitieu  Thoi diém Nhém nghién ciru (X = SD), n = 10
cn ; n P12;3
nghién ciu  xét nghiém  Chgng (1) Lotril(2) Lo tri2 (3)
Trudc thi
THOCH 2 042194 37194174 3679+1.07  >0.05
nghiém (a)
Albumin Sau 03
. 37,19+342 3563+2,19 3827+423 > 0,05
(mmol/L) tuan (b)
Sau 06
. 37,69 £3,72 3627 +1,39 36,52 +0,73 > 0,05
tuan (c)
Pab>0,05  pap>0,05  pap>0,05
Pabec Pac>0,05  pac>005  pac>0,05
Pbe>0,05  ppe>005  ppe>0,05
Trude thi 124,65 + 143,12 + 128,71 + 0,05
nghiém (a) 17,87 23,53 24,39 ’
Creatinine Sau 03 129,94 + 112,5 + 115,68 +1 0.05
MmOlL)  udn (b) 26,19 19,67 9,10 e
Sau 06 89,71 + 68,65 + 76,60 +
; > 0,05
tuan (©) 27,60 10,80 15,12
Pab>0,05  pus<0,05  pan>0,05
Pab.c Pac < 0,05 Pac < 0,05 Pac < 0,05
Pbc<0,05  Ppe<0,05  ppe<0,05
Trude thi
MWOCT 137,032 1564053 1.60£054 005
nghiém (a)
Bilirubin Sau 03
TP b 1,08+026 141+0,67 125+0,64 > 0,05
(mmoyry  Uan®
Sau 06
. 232+021 2,16+040 2,17+0,16 > 0,05
tuan (c)
Pab> 0,05  pup>0,05  pap>0,05
Pab.c Pa-c< 0’05 Pa-c< 0’05 Pa-c< 0’05
Pbc<0,05  Ppe<005  ppec<0,05
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Anh hudng ciia Hup A dén chirc ning
gan dugc danh gia thong qua céc chi sb
AST, ALT, cholesterol, albumin va
bilirubin toan phan. Két qua bang trén
cho thay, nong d6 enzym AST va ALT
cua tho nghién ctru khi so sanh tai
cling mot thoi diém giita ba 16 nghién
ctru la twong duong, khdng c6 su khac
biét gitta hai 16 tri 1, 16 tri 2 va 16
chtng (p > 0,05). Sau 06 tudn nghién
cuu, néng d0 cholesterol cua ba 10
nghién ctru déu giam, so sanh tai ciing
mot thoi diém, gid tri cia ba 16 nghién
ctu la twong duong (p > 0,05). Cac gia

tri nong d6 albumin va bilirubin toan
phan cia tho déu trong gidi han binh
thuong, khong c6 su khac biét gitra cac
16 tri 1, 16 tri 2 va 16 chung (p > 0,05).
Dénh gia churc nang than thong qua chi
sO creatinine cho thdy, ndng do
creatinine ¢6 xu thé giam sau 03 tuin
va 06 tuan nghién ctru, so sdnh tai cling
mot thoi diém, céc 16 khong c6 sy khac
biét (p > 0,05). Nhu vay, Hup A khong
anh huong dén cdc chi sd sinh hod

danh gia chuc nang gan, than cia tho
sau 06 tudn udng lién tyc v6i hai mirc
lidu 0,12g va 0,36g.

Hinh 2. M6 bénh hoc tang ctia tho ¢ cdc nhém nghién ctru.
a: Mo bénh hoc gan thé (A: Lo chiing ; B: Lo tri 1; C: Lo tri 2);
b: M6 bénh hoc than thé (A: Lo chiing ; B: Lo tri 1; C: Lo tri 2).

Sau khi phiu tich va quan st hinh anh dai thé cdc co quan gan va than cho
thdy, khong c6 su khéc biét v& hinh thai va mau sic giira 16 tri 1 va 16 tri 2 so v6i

16 chung.

Trén tiéu ban mo6 bénh hoc gan, than thd cho thfiy, 16 tri 1 va 16 tri 2 véi liéu
0,12 g/kg/24 gio va liéu 0,36 g/kg/24h thé udng lién tuc trong 42 ngay, khong
gdy ton thuong trén gan, than ctia thé nghién ctu.
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BAN LUAN

Xéc dinh dugc LD50 = 92,88 g/kg
(79,5 - 108,39 g/kg) twong duong voi
lidu cua Hupezine A c6 trong ché pham
la 18,58 (15,92 - 21,68 mg/kg/24 gio).
Theo nghién ctou Debasis Bagchi va
CS, LD50 cua Huperzine A trén chuot
nhit tring 1a 4,6 mg/kg/24 gio [7].
Huperzine A dugc chiét xuat tir sinh
khéi Thach ting ring cua Viét Nam va
dugc thu trén dong chudt nhét tréng
Swiss dd cho két qua doc tinh cap &
lidu cao hon mét sé nghién ciru khic.
Diéu nay do ché phdm nghién ctu
khéc nhau, ngudn gdc ctia Huperzine A
trong cac nghién ctu la khac nhau va
giéng chudt nhat tréng st dung cling
khic nhau. Ché phdm & dang nghién
ctru 12 vién nang mém, con cdc nghién
cuu khéc thi Huperzine A & dang tinh
chét. Trong nghién ctru nay, Huperzine
A duoc chiét xuét tir sinh khdi Thach
tung rang cua tai Viét Nam.

Trong diéu tri  Alzheimer, lidu
khuyén céo str dung cua Huperzine A
la khoang tur 0,2 - 0,5 mg/ngay [8]
(theo quyét dinh s6 141/QD-K2DT cua
Bo Y té). Trong nghién ctru ban truong
dién s dung hai muc lidu 1a 0,12
g/kg/24 gid twong ung voi muc lidu
Huperzine A 0,4 mg/24 gio trén nguoi,
mot lidu gip 3 lan 1a 0,36 g/kg/24 gio
twong tng murc lidu sir dung trén ngudi
1a 1,2 mg/24 gio (hé s6 1a 3) [4]. Cac

chi s6 vé s6 lwong hong cau, huyét sic
td, bach cau, tiéu ciu truéc khi tién
hanh thi nghiém va tai thoi diém cho
tho ubéng vién nang mém Huperzine A
03 tuan va 06 tuan, so sanh giira cic 16
tai cling mot thoi diém tuong dbi dong
nhit va vin nam trong khoang gid tri
binh thuong cua tho. So sanh két qua
v61 nghién ctu cua tdc gia Xu va CS,
50 bénh nhan dugc su dung Huperzine
A vo61 ham luong 0.4 mg/ngay trong
vong 8 tudn, két qua cdc chi s6 huyét
hoc cho thiy céc chi sb vé ham luong
huyét sic td, s luong bach cau twong
dbi on dinh, gan nhu khong thay doi
sau 8 tuan, Huperzine A khong gdy anh
hudng dén cac chi sé huyét hoc [9].

Trong nghién cuou cua Lei Sheng
(2016), 35 bénh nhan mic Alzheimer
thé nhe dén trung binh dugc st dung
Huperzine A véi lidu 0,2 mg/ngay
trong 4 tuan sau d6 ting 1én 0,4
mg/ngdy trong 4 tuan tiép theo, lidu
diing s& duoc diéu chinh dya theo ddp
g va kha ning dung nap & tuan tha
8, thoi gian diéu tri kéo dai 24 tuan.
Két qua vé nong do creatinine ghi nhan
nam trong khoang gia trj binh thuong &
ngudi, Huperzine A gan nhu khong
gy anh huong dén ndng d6 creatinine
[10]. Trong nghién curu cua chung toi,
nong do creatinine mau cta tho khong
c6 sy khac bi¢t gitta cic 16 tai cling
thoi diém nghién ciru.
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KET LUAN

Két qua doc tinh cip cua vién nang
mém Hup A trén chudt nhit tring xac
dinh dugc LD50 = 92,88 g/kg (79,59 -
108,39 g/kg). Nhiing 16 liéu cao chudt
¢6 biéu hién run, tang tiét mo hoi, sau
dé tr vong.

Két qua doc tinh ban truong dién
ctia vién nang mém Hup A trén tho sau
khi duogc cho uéng thudc lién tuc vién
nang mém Hup A trong 42 ngay véi
lidu 1 1a 0,12 g/kg/24 gio (twong
duong v6i du kién dung trén ngudi) va
lidu 2 1a 0,36 g/kg/24 gid. Vién nang
mém Hup A khéng anh huéng dén can
ning cta tho, khéng anh huong dén co
quan tao mau, khong anh huong chuc
ndng gan, chuc nang than cua tho
nghién ctru.
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