BAI NGHIEN CUU ¢

Nghién ctu déc tinh cap va anh hudng Ién
cac chi s huyét hoc cia Cao khé thanh nhiét
trén thuc nghiém

STUDY ON THE ACUTE AND THE EFFECTS ON THE HEMATOLOGICAL
INDEXES OF CAO KHO THANH NHIET POWDER ON EXPERIMENT
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Muc tiéu: Nghién ctru doc tinh cdp va dnh hudng Ién cdc chi s6 huyét hoc ctia Cao khé thanh nhiét
trén thuc nghiém.

Déi tuong va phuong phdp: Nghién ciru déc tinh cdp cua Cao khé thanh nhiét trén chudt nhat
trdng bdng dudng uéng theo phuong phdp thi nghiém gidi han dp dung cho mdu thir cé nguén goc
tr thuc vat it doc tinh, theo hudng dan tha nghiém tién Iam sang va lam sang thuéc déng y, thudc tir
duoc liéu cia B Y té, ddnh gid anh hudng Ién cdc chi s6 huyét hoc trén chudt céng trdng duoc tién
hanh theo huéng dan cia WHO theo dudng uéng.

Két qua: Doc tinh cdp: liéu cao nhdt 10g/kg (tuong duong gdp khodng 11 lan liéu téi da trén lam
sang) khéng gdy chét chudt, chua xdc dinh LD, theo dudng uéng. Anh huéng lén cdc chi s6 huyét
hoc: Cao khé thanh nhiét & ca 2 liéu 525 mg/kg/24h (tuong duong liéu trén lam sang) va 1575 mg/
kg/24h (gdp 3 liéu lam sang) déu khéng gdy dnh hudng dén cdc chi s6 huyét hoc cua chudt cbng
trdng sau 30 ngay va 60 ngdy uéng thudc.

Két lué@n: Cao kho thanh nhiét khéng gdy déc tinh cdp trén chudt nhdt trdng uéng dén liéu 10,09/
kg/24h, khéng gdy dnh hudng dén cdc chi s6 huyét hoc khi cho chudt céng trdng uéng liéu 525 mg/
kg/24h va liéu 1575 mg/kg/24h lién tuc trong 60 ngay.

Tirkhod: Cao khé thanh nhiét, déc tinh cdp, chi sé huyét hoc.

SUMMARY

Objective: To study the acute toxicity and the effects on the hematological indexes of Cao kho
thanh nhiet powder on experiment.

Subject and methods: The acute toxicity of Cao kho thanh nhiet powder was determined by
using Litchfield- Wilcoxon method, the effects on hematological indexes were determined by using
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WHO'’s guideline, both by taken orally.

Results: Acute toxicity: At the highest dose of 10,0g/kg (11 times the maximum expected clinical
dose) was not lethal to the mice, the oral LD, was not determined. Effects on hematological indexes:
Cao kho thanh nhiet powder at both doses of 525 mg/kg/24h (equivalent to expected clinical dose)
and 1575 mg/kg/24h (3 times the expected clinical dose) did not affect the hematopoietic indexes of
Wistar rats after 30 days and 60 days taken orally.

Conclusion: Cao kho thanh nhiet does not cause acute toxicity at a dose of 10g/kg/24h and does

not affect the hematological indexes.

Keywords: Cao kho thanh nhiet powder, acute toxicity, hematological indexes.

DAT VAN DE

Y hoc ¢6 truyén (YHCT) ti xua da dé cap dén
nhiing tén thuong ca thé do ndng - ndng gay
ra va xép vao chiing tring th{. C6 nhiéu bai
thudc diéu tri trang thi nhu: Bach hé gia nhan
sam thang, Truc diép thach cao thang, An cung
nguu hoang hoan, Chi bdo dan... [1], [2]. Can
cUf vao nguyén nhan va cd ché bénh sinh cla
chiing tring thir (say nang - say néng) theo y
hoc ¢6 truyén, ching téi nghién clu bao ché
Cao kho thanh nhiét phong chéng say nang -
say néng. Cao kho thanh nhiét dugc xay dung
trén cg s& bai Sinh mach tan, dugc gia thém cac
vi thuéc gitp sdn pham toan dién hon, phu hop
vGi nhiéu bénh canh khac nhau cla ching say
nang, say ndng. Cao khé thanh nhiét dugc bao

ché tai Trung tam nhiét dai Viét - Nga, dat tiéu
chuén ca s8. D€ danh gia tinh an toan cla cao
khé, nghién ctiu nay dugc ching téi thuc hién
véi hai muc tiéu:

1. Bdnh gid déc tinh cdp cua Cao khé thanh
nhiét trén thuc nghiém.

2.Ddnh gid dnh hudng lén cdc chi sé huyét hoc
cta Cao kho thanh nhiét trén thuc nghiém.
CHAT LIEU, POI TUGNG VA PHUONG PHAP
NGHIEN cUU
Chat liéu nghién citu

Chat liéu nghién ctu la Cao khé thanh
nhiét, dugc bao ché tir bai thudc thanh nhiét,
xay dung trén co s& bai thudc cd phuong “Sinh
mach tan”. Cac dugc liéu dat tiéu chuin Dugc
dién Viét Nam V [3].

STT  Tén vithudc Tén khoa hoc Liéu (gam) duoc liéu
1 Nhan sam Radix Ginseng 10
2 Mach mén Ophiopogon japonicus (Thunb.) Ker. Gawl 15
3 Ng vi ta Schisandra chinensis 5
4 Cét can Radix Puerariae 10
5 Cam thao Radix Glycyrrhizae 5
Téng 45 (9)

Cao khé thanh nhiét dugc bao ché theo quy
trinh c6ng nghé cta Trung tam nhiét déi Viét -
Nga, dat tiéu chuan co s&.Déng géi: dong tui PE
2 16p, 6 nhan dung quy dinh. D& nai khd mat,
trdnh anh sang.

Liéu du kién st dung trén ngudi la 3,759 cao

khé dugc liéu/ngudi/ngay, hay 75mg cao kho
dugc liéu/kg/24h. Qui déi ra liéu du kién cé tac
dung & chuét nhat trang (hé s6 12) la 75 x 12
= 900 mg/kg/24h; liéu du kién c6 tac dung &
chudt céng trang (hé s6 7) la 75 x 7 = 525 mg/
kg/24h [4].
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* Héa chat, may méc diing trong nghién cuu:

- May xét nghiém sinh héa tuy dong Chemix
180 hang Sysmex;

- May xét nghiém huyét hoc tu dong XE2100,
hang Sysmex;

- Bubng VKH 21;

- Hé thong Powerlab véi cac cdm bién: cam
bién nhiét d6 MLT 415/D, cdm bién huyét ap MLT
844, cdm bién ghi dién tim MLA 2540 (Nhat Ban);

- Can phan tich 10-4, model CP224S
(Sartorius - Duc);

- B6 dung cu phau thuat dong vat cd nho,
héa chat va cac dung cu thi nghiém khac.
Pong vat nghién citu
-Ddnh gid déc tinh cap:

Chubt nhat trdng chiing Swiss, gém 08 con,
can nang 20,0+2,0g, dugc nudi trong phong thi
nghiém bao dam theo yéu cau.

-Ddnh gid dnh hudng Ién cdc chi sé huyét hoc:

Chudt cong trang trudng thanh ca hai giong,
khoe manh, gébm 30 con, can nang 180+20g.
Chudt cong trang dugc chia thanh 3 16, mbi 16
10 con. Chuét dugc cho udng thudc thir hoac
nudc cat lién tuc trong 60 ngay, thé tich cho
uong la 5mi/kg/24h.

Phuong phap nghién ciu
-Ddnh gid déc tinh cdp:

Danh gia doc tinh cap va xac dinh LD50 cua
Cao kho thanh nhiét trén chuét nhat trang. Doc
tinh cdp cta Cao khé thanh nhiét trén chuét
nhat trang dugc xac dinh bang dudng uéng
theo phuong phap thd nghiém giéi han ap
dung cho mau thir c6 ngudn géc tir thuc vat it
déc tinh, theo hudng dan th nghiém tién lam
sang va lam sang thuéc déng y, thudc tir dugc
liéu ctlaBoY té [5].

-Ddnh gid anh hudng Ién cdc chi s6 huyét hoc:

* POng vat dung trong nghién ctu:

Chudt céng trang trudng thanh ca hai giéng,
khoe manh, gbm 30 con, can nang 180 + 20g.

Chubt céng trang dugc chia thanh 3 16, méi 16
10 con. Chuét dugc cho udng thudc thir hoac
nuéc cat lién tuc trong 60 ngay, thé tich cho
uéng la 5ml/kg/24 h.

- L6 chiing sinh ly: ubng nudc cat.

- L6 tri 1: udng Cao kho thanh nhiét, liéu 525
mg/kg/24h.

- L6 tri 2: udng Cao kho thanh nhiét , liéu
1575 mg/kg/24h.

¥ Phuong phap thuc hién:

Danh gia anh hudng Ién céc chi s6 huyét hoc
cla cao kho trén dong vat thuc nghiém dugc xac
dinh theo huéng dan ctia WHO, OECD [5],[6].
Cdc chi tiéu theo doi:

-Bdnh gid djc tinh cdp:

*Thi nghiém: Chuét nhat trdng khde manh,
dugc cho nhin an 15 gid trudc khi thi nghiém.
Cho chuét uéng Cao kho thanh nhiét véi liéu
tang dan (1,0g/kg; 2,0g/kg; 5,09/kg; 10,09/kg)
trong thr nghiém sa bo, méi muc liéu thir trén
01 chu6t. Thi nghiém gidi han véi liéu 10,09/
kg dugc tién hanh khi & tat ca cac muc liéu da
th chudt déu séng va khong cé biéu hién doc
tinh. Tiép tuc cho 04 chuét khac ubng mau thi
vdi liéu 10,0g/kg. Theo ddi trong 7 ngay, sau
dd tiép tuc theo doi cho dén hét 14 ngay. Néu
c6 3 con chét thi diing th nghiém gidi han,
tién hanh th nghiém chinh thiic theo nguyén
tac gidm liéu. Trong trudng hgp nay, LD50 nho
hon muc liéu gisi han. Néu c6 it nhat 3 con
song thi LD50 I6n hon mc liéu gidi han da
thur, ding thir nghiém va theo déi ti€p cho du
thai gian quy dinh hodc tién hanh th nghiém
chinh thiic & cac muc liéu cao hon dé tinh
dugc gia tri LD50 néu thay can thiét hoac giam
dé xac dinh muc liéu khong gay triéu ching
ngo doc gi.

- Chirc ndng tao mdu qua cdc chi s6 huyét hoc:

Dénh gia chiic nang tao mau théng qua sé
lugng héng cau, thé tich trung binh hdng cau,
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ham lugng hemoglobin, hematocrit, sé lugng
bach cau, céng thiic bach cau va sé lugng tiéu
cau. Cac théng s6 theo déi dugc kiém tra vao
trudc lic uéng thudc, sau 30 ngay udng thudc
va sau 60 ngay udng thuéc.
Théi gian, dia diém nghién ctu

- Thai gian nghién cdu: Thang 6 - thang
10/2022.

- Dia diém nghién ctiu: B& mén Dugc ly, Hoc
vién Quan.
Xt ly sé liéu

Cac s0 liéu nghién clru dugc thu thap va xu
ly bang phuong phap thong ké T-test Student.
S6 liéu duogc biéu dién dudi dang: X + SD. Su
khac biét c6 y nghia thong ké khi p< 0,05.
KET QUA NGHIEN CUU

g
—

K&t qua danh gia déc tinh cap cia Cao khé
thanh nhiét trén thuc nghiém

Chubt nhat trang dugc uéng Cao kho thanh
nhiét véi liéu tang dan (1,0g/kg; 2,09/kg; 5,09/
kg; 10,0g/kg) trong th{t nghiém sa bd, mbi mic
liéu thirtrén 01 chudt, tat ca cac chudt déu séng
va khoéng cé biéu hién déc tinh.

Thi nghiém gidi han véi liéu 10,0g/kg duoc
tién hanh, tiép tuc cho 04 chuét khac uéng mau
thir vai liéu 10,0g/kg.

Két qua theo doditrong 7 ngay cho thay tat ca
cac chudt uéng mau thir déu séng va khong céd
biu hién doc tinh.

Cac chudt dugc theo doi ti€p cho dén hét 14
ngay, quan sat thady chuét hoat déng, an uéng
binh thudng, khéng co biéu hién doc tinh.

Bdng 1. Két qua ddnh gid ddc tinh cdp ciia Cao khé thanh nhiét

Lochust n Licu Ty 1& chét (%) D&u hiéu bt thudng khac
(g/kg TLCT) ; ;
Lo1 01 1,0 0 Khéng
L6 2 01 2,0 0 Khéng
L63 01 5,0 0 Khéng
L6 4 01 10 0 Khong
L65 01 10 0 Khong
L6 6 01 10 0 Khéng
Lo 7 01 10 0 Khong
L6 8 01 10 0 Khéng

Nhu vay, chua xac dinh dugc LD50 ctia Cao
khoé thanh nhiét theo dudng udng trén chuét
nhat tradng. VGi muc liéu cao nhat cho chudt
uéng trong 24h la 10,0 g/kg thé trong khéng

xuat hién doc tinh cap.

Két qua danh gia anh hudng lén cac chi
s6 huyét hoc ciia Cao khé thanh nhiét trén
thuc nghiém

Bang 2. Anh huéng cta Cao khé thanh nhiét dén cdc chi s6 huyét hoc ctia chudt

L6 ching Lo tri1 Lo tri 2 P,
Chisé Thoi diém (n=10) (n=10) (n=10) P.,
X £SD X £SD X *SD P..
R X Trudc uéng 7,05+ 0,56 6,95+ 0,52 6,92+0,76
Hong cau
) Sau 30 ngay 6,98 £ 0,54 7,11 +£0,68 7,09 +0,59 > 0,05
Sau 60 ngay 7,02+0,58 7,06 + 0,49 7,01 +£0,52
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o Trudc udng 13,02+ 0,82 12,96 £ 0,75 12,93 £ 0,97
Huyét sac -
- Sau 30 ngay 12,86+ 1,03 13,02+ 0,98 12,98 + 1,12 > 0,05
to (g/dl)
Sau 60 ngay 12,85+ 1,16 13,06 + 0,82 13,04 £0,74
Trudc udng 32,81+2,30 32,79+245 32,69+2,25
Hematocrit -
(%) Sau 30 ngay 32,56+ 1,69 33,04+194 3294 +1,98 > 0,05
(]
Sau 60 ngay 32,65+2,21 3288+1,76 3269+2,19
Trudc udng 46,68+ 1,38 46,85+ 1,63 46,28 +2,11
MCVv
() Sau 30 ngay 46,35+2,19 46,57 £ 1,45 46,64+ 1,38 > 0,05
Sau 60 ngay 46,89 + 1,67 46,72+ 1,96 46,51 £2,21
. Trudc udng 6,92+0,96 7,02+1,71 6,95+095
Bach cau
(G/1) Sau 30 ngay 6,89+1,12 6,86+ 1,05 7,09+1,12 >0,05
Sau 60 ngay 6,79+ 1,68 694+1,12 7,15+1,71
o Trudc udng 546,92 +91,12 533,86 + 58,69 5284118396
Tiéu cau
(G/1) Sau 30 ngay 514,16 £ 97,57 542,42 +7694 53295+71,72 >0,05
Sau60ngay  52581+110,02 51933 +84,36 560,91+90,18

Cao kho thanh nhiét khong anh hudng dén cac chi sé huyét hoc ctia chuoét.

BAN LUAN
Pdc tinh cap cia Cao khé thanh nhiét

DBoc tinh cap la doc tinh xay ra sau khi diing
thuoc mot lan hodc vai ba lan trong ngay. Banh
gia doc tinh cap ctia Cao kho thanh nhiét dugc
tién hanh bang dudng udng theo phuong
phép thi nghiém gidi han 4p dung cho mau
thir c6 nguén géc ti thuc vat it déc tinh, theo
hudng dan thir nghiém tién lam sang va lam
sang thu6c dong y, thuéc tir dugc liéu ctia B
Y té [5].

Két qua & bang 1 cho thdy Cao kho thanh
nhiét khong c6 biéu hién déc tinh cap & liéu
10,0g/kg. Cao khé thanh nhiét & liéu gap
khoang 11 lan liéu dung dy kién trén ngudi
nhung khéng cé doc tinh cap trén chudt nhat,
theo dudng udéng (Tinh ngudi I6n trudng
thanh 50 kg, hé sé ngoai suy trén chuét nhat
12). Péng thdi, chua xac dinh dugc LD50 trén

chudt nhat trdng ctia Cao kho thanh nhiét theo
duong udng do khong co chudt chét trong
qua trinh nghién ctu. Nhu vay, Cao kho thanh
nhiét c6 tinh an toan cao, khoang an toan
diéu tri rong vai liéu dung trén 1am sang theo
hudng dan ctia WHO [7]. So séanh véi két qua
nghién ctu ctia Phan Van Minh (2018) s&dung
cao kho Gidi Thir Khang cho két qua tuong tu &
lidu dusi 48g/kg [8].
Anh huéng lén cac chi sé huyét hoc cua
chuot

Mau la mét t6 chic rat quan trong vi mau
lién quan mat thiét véi moi bo phan, ca quan
trong co thé. V& mat bénh ly, mau chiu anh
huéng cla tat ca cac t6 chic d6 nhung déng
thai cing bi anh hudng va phan anh tinh
trang riéng cla co quan tao mau [7]. Néu
thu6c cé anh huéng dén co quan tao mau thi
trudc hét cac thanh phan ctia mau sé bi thay
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déi, dac biét thudng lam gidm sé lugng cac té
bao mau.

Huyét sdc t6 trong hong cau cé nhiém
vu ti€p nhan oxy khi qua phdi va nhudng lai
lugng oxy d6 cho céc té bao khi qua cac mao
mach. Dinh lugng huyét sac t6 cho biét rd
chiic ndng clia héng cau. Thé tich trung binh
hoéng cau phan anh dac diém cla tinh trang
thiéu mau [7]. Hematocrit 1a ty 1& % gilta khoi
héng cau va mau toan phan. Néu thudc lam
thay déi s6 lugng héng cau hodc lam mat
nudc hay U nudc trong té bao mau thi chi s6
nay sé thay doi.

Vi vay, cac xét nghiém vé s6 lugng héng
cau, thé tich trung binh héng cau, ham lugng
hemoglobin, hematocrit, s6 lugng bach cau,
cobng thuc bach cau va s6 lugng tiéu cau cla
chu6t thi nghiém dugc xac dinh. Két qua tu
bang 2 déu cho thay cac chi s6 trén cla chudt
& ca hai 16 tri déu khong co thay déi co y nghia
thong ké (p > 0,05) so véi trudc khi st dung Cao
khoé thanh nhiét va so véi 16 chiing & cung thoi
diém. Nhu vay, Cao khé thanh nhiét khéng gay
anh huéng dén chiic nang tao mau clia chuot
nghién cuu.

KET LUAN

Chua xac dinh dugc LD50 clia Cao kho
thanh nhiét theo dudng uéng trén chudt nhat
trang. VSi muc liéu cao nhat cho chudt udng
trong 24h 1a 10,0g/kg thé trong khéng xuat
hién doc tinh cap.

Cao kho thanh nhiét & ca 2 liéu 525 mg/
kg/24h (tuong duong liéu trén lam sang) va
1575 mg/kg/24h (liéu gap 3) déu khong gay
anh hudng dén thé trang, cac chi s6 tao mau
cUa chuét cong trang sau 30 ngay va 60 ngay
uéng thuédc.
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