NGHIEN CUU POC TiNH CAP
VA ANH HUONG CUA BAI THUOC PHONG THAP THANG DOI
VOIMOT SO CHI SO HUYET HQC TREN CHUOT CONG TRANG
Vii Pinh Hoan, Ng}lyén Yinh Quoc
Vién Y hoc co truyén Quan doi
Tém tit
Muc tiéu: Panh gid doc tinh cdp trén chudt nhdt trang va dnh huong
ciia bai thuéc Phong thdp thang tGi cdan ndng, tinh trang hoat déng, mét sé
chi s6 huyét hoc trén chudt cong tring. Phwong phdp nghién ciru: danh gid
déc tinh cdp cia bai thuéc Phong thap thang theo phwong phdp Litchfield —
Wilcoxon; bai thuéc Phong thap thang dwoc ding ¢ liéu 21g/kg va 63g/kg
thé trong chudt cong trang/ngay(twong dwong liéu lam sang va gdp 3 liéu
lam sang) dé danh gid dnh hwéng cua thuéc tdi can ndng, thé trang va mot
s6 chi s6 huyét hoc. Két qud: bai thuéc Phong thdp thang khdng thé hién déc
tinh cdp, khéng xdac dinh dwoc liéu LDso; bai thuéc Phong thdp thang khéng
lam thay déi thé trang chung va cdc mdt s6 chi s6 huyét hoc trén chudt cong
tring thyc nghiém sau 30 ngay uéng thuoc. Két ludn: khéng xdc dinh dwoc
LDso ciia bai thuéc Phong thdp thang theo dwong uong, bai thubc khéng anh
hwéng téi co quan tao mdu trén chudt cong tréng.
Tir khéa: Phong thdp thang, ddc tinh cdp, chi s6 huyét hoc.
Abtracts
Objective: To evaluate the acute toxicity of "Phong thap thang" on
white mice and its effects on white rat of their body conditions, weight,
haematological parameter. Method: acute toxicity was condutced according
to Litchfield — Wilcoxon method,; Phong thap thang at doses of 21g/kg and
63g/kg body weight of white rat/day(equivalent to the clinical dose and 3
times of clinical dose) were used to study its effects on body conditions,
weight and haematological parameters. Results: Phong thap thang caused
no acute toxicity and the lethal dose 50% (LDsg) was undetermined; Phong
thap thang at doses 21g/kg/day and 63g/kg/day on white rats in 30 days
caused no effects on their health conditions and haematological parameter.
Conclusion: Phong thap thang has not been determined the LDso in white
mice by oral and it does not affect the hematopoietic organ on white rats.
Key words: Phong thap thang, acute toxicity, haematological
parameter.

* Ngay nhan bai: 26/4/2021
* Ngay phan bién:8/5/2021
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I. PAT VAN PE

Y hoc c¢b truyén véi lich s
hang ngan nam da va dang ching
td tinh uu viét trong diéu tri bénh
ly xuong khoép voi cac phuong
phap diéu tri da dang, mang tinh
doc dao, hiéu qua diéu tri tot [1].
Bai thuéc “Phong thip thang”
dugc xay dung tur cac vi thudc
thuong dugc st dung trong dan
gian, c6 tdc dung khu phong, tru
thép, hoat huyét, thong kinh hoat
lac, bo khi huyét, ich can than, chi
théng ty [1], [2]. Nghién ctu trén
md hinh chudt cong trang gy viém
khép thuc nghiém cho thay bai
thuéc c6 tic dung chdéng viém,
giam dau, cai thién churc nang van
dong khép [3]. Pécod co so khoa
hoc khfmg dinh tinh an toan trudc
khi dua vao nghién ctru lam sang
[4], nghién clu duogc thuc hién
nhim muc tiéu danh gia anh huong
ctia bai thudc Phong thap thang toi
thé trang chung ciing nhu mot sb
chi s6 huyét hoc trén chudt cong
trang thuc nghiém.
II. CHAT LIEU, POI TUQNG
VA PHUONG PHAP NGHIEN
CcUU
2.1. Chit liéu nghién ciru

- Bai thuéc Phong thap
thang (gém Bach thugc 10g,
DPuong quy 10g, Dan sam 10g, D
trong 10g, Tang ky sinh 12g, Tuc
doan 10g, Nguu tat 12g, Tho phuc
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linh 10g, Kim ngan hoa 12g, Hy
thiém thao 10g, Vuong ton 12g,
Day dau xuong 12g, Bach hoa xa
thi¢t thao 12g, Cam thao 08g).
Duoc li€u duoc cong ty duoc phém
TW Mediplantex cung cép, dat tiéu
chuan Dugc dién Viét Nam IV. Bai
thubc duoc sic va dong tai bang
may tu dong Electric Herb Extractor
Macchine — Korea tai khoa Y hoc
cd truyén Bénh vién Quan vy
103/Hoc vién Quan y.

- Trang thiét bi: May xét
nghiém huyét hoc tu dong Swelab
Alfa AutoSampler (Thuy Dién).
Can dién tr JWL Weighing Scale
(Trung Qudc).

2.2. P6i twong nghién ciru

Chudét nhat trang chung
Swiss, s6 luong 56 con, khoé
manh, khéng phan biét gibng,
trong luong 20 + 2g do Ban cung
cép dong vat thi nghiém/Hoc vién
Quan y cung cip dung nghién ctru
doc tinh cap.

Chuot cdng trang Wistar, s6
luong 24 con khoé manh, ca 2
gidng. Trong luong 160 - 180g
duoc cung cap boi Ban cung cép
dong vat thi nghi€ém/Hoc vién
Quan y dung nghién ctru anh
huong cua thubc toi thé trang
chung va mot s6 chi s6 huyét hoc.

Céc chudt thyc nghiém
duoc nudi trong diéu kién phong
thi nghiém tai B mon sinh 1y



bénh/Hoc vién quan y 3-5 ngay
trude khi nghién ctru bang thic an
chuan danh riéng, uéng nuéc tu do.
2.3. Phuong phap nghién ciru
2.3.1. Nghién ciru djc tinh cdp

Xac dinh LDso ctia bai thude
Phong thap thang trén chudt nhat
trang bang dudng udng theo phu-
ong phéap Litchfield — Wilcoxon va
huéng dan cia WHO[5]. Chudt
duoc chia thanh 7 16, mdi 16 8 con,
duoc udng dich chiét bai thudc
nghién ctru 1 1an/24 gid theo lidu
ting dan dén liéu t6i da chudt co
thé udng. Theo ddi lién tuc dién
bién cac chudt thuc nghiém trong
vong 72 gid, md chudt chét néu co
dé tim hiéu nguyén nhan va nhan
xét dai thé. Theo ddi tinh trang
chung cac chudt con sbng trong 7
ngay tiép theo, sau d6 mo chudt
con séng & cac 16 dé nhan xét dai
thé. Tinh LDso trong trudng hop cé
chudt chét theo ty 18 [5].
2.3.2. Nghién ciru anh hwong cua
bai thuéc Phong thdp thang tdi
thé trang chung va mét sé chi so
huyét hoc

Chuot cong trang duoc chia
lam 3 16, mdi 16 8 con, duoc danh
sO thir tu theo quy dinh tién hanh
thuc nghiém.

Lo ching sinh hoc: udng
nuéc mudi sinh 1y 2ml/100g thé
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trong/ngay.

L6 thir 1: udng dich chiét
bai thubc Phong thdp thang liéu
21g/kg/ngdy (twong duong liéu
lam sang, tinh theo hé s6 7 cho
chudt cbng) [6].

Lo thir 2: udng dich chiét
bai thudc Phong thip thang lidu
63g/kg/ngay (gap 3 lan 16 thir 1).

Chuot cong trang dugc udng
nude mudi sinh Iy hodc dung dich
thudc thtr bang kim dau tu c& 16
trong thot gian 30 ngay lién tuc,
mdi ngdy mot 1an vao 8 gid sang.

Cdc chi tiéu theo doi va
ddnh gia: Tinh trang chung, thé
trong chudt thuc nghiém; Panh gia
mot sd chi sb huyét hoc:sb luong
héng cau, ham luong hemoglobin,
hematocrit, s6 lugng bach cau, s6
luong tiéu cau tai cac thoi diém
trude udng thude (Do), sau 15 ngay
(D15) va sau 30 ngdy udng thude
(D30).

2.4. Xir Iy s6 liéu

Céc sb liéu nghién ctru dugc
xtr 1y thong ké theo phuong phép t-
test Student bang phan mém SPSS
16.0 for Windows. S& liéu duoc
biéu dién duéi dang X + SD. Khac
biét c6 ¥ nghia khi p<0,05.

III. KET QUA NGHIEN CUU
3.1. Pjc tinh cap



Bang 1. Ty 1¢ chudt séng/chét cua cac 16.

Lo chugt S6 lwong (e/kg fhlglir()ng) S6 chudt sdng/chét
Lo 1 8 90 8/0
Lo 2 8 135 8/0
Lo3 8 180 8/0
Lo 4 8 225 8/0
Lo5 8 270 8/0
Lo 6 8 315 8/0
Lo 7 8 360 8/0

Nhan xét: Sau khi cho chudt
ubng véi lidu tang dan tir 90g/kg
(gap 2,5 lidu tuwong duong lam
sang) toi 360g/kg thé trong chudt
nhit tring (gap 10 lidu tuwong
duong 1am sang) nhan thay céc
chudt hoat dong binh thuong, 16ng
muot, phan kho. Khong nhan thiy
c6 chudt chét trong thoi gian 72
gid theo ddi.M6 chudt sau 7 ngay
nging thudcnhan thdy tim, gan,
than, phéi cac chuot thuc nghiém
tuoi nhuan, da day, ruot hét thudc.

Khong xac dinh dugc liéu
giy chét 50% trén dong vat thi
nghiém (LDso) cua bai thudc

Phong thap thang véi liéu 360g/kg
chudt nhit trang (lidu dic nhat c6
kha ning cho chudt udng trong
diéu kién phong thi nghiém).
3.2. Anh huéng cia bai thudc
Phong thap thang téi tinh trang
chung va su thay ddi thé trong
chudt cong tring sau uéng thudc
Trong thoi gian thi nghiém,
cac chuot thuc nghiém & ca 3 16
hoat dong binh thuong, nhanh
nhen, 16ng muot, an uéng tdt, phan
kho. Khong thay biéu hién gi dic
biét & ca 3 16 chuodt thuc nghiém
trong sudt thoi gian nghién ctru.

Bang 2. Anh hudng cua bai thuéc Phong thap thang dén thé trong chudt cong
tring (gam; X + SD)

Thoi L0 chuft
didm Chiimg sinh hoc @ Thir 1® Thir 2© p
(n=8) 0=8) (n=8)
DoV | 197,83 £16,67 | 193,00 22,78 | 205,39 £20,39 |pab; Pac; Poc>0,05
Dis@ | 210,74 £ 18,77 | 205,99 £26,15 | 217,94 +21,88 |pab; Pac; Poc>0,05
D30® | 220,75+19,98 | 220,43 +27,74 | 230,10 21,83 | pab; Pa<; Poc>0,05
P | P12 pi3; p23<0,05 | pi; pi3; p23<0,05 | pi2; pi3; p23<0,05

Nhan xét: Sau 15 ngay va
30 ngay udng thudc thu, trong
luong chudt ¢ ca 3 16 (16 chung
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sinh hoc va 2 16 thir) déu ting so
v6i thoi diém trude khi nghién ciru
(p<0,05). Khong c6 su khéc biét vé




muc do tang trong luong gitta 16
ching sinh hoc va cac 16 dung
thudc thtr tai cung thoi diém theo
ddi (p>0,05).
Bang 3. Anh hudng cua bai thudc Phong thap thang t&i sb lwong hong cau,
ham lwgng huyét sic to va hematocrit trong mau chudt cong tring (X + SD)

3.3. Anh hwéng cia bai thudc
Phong théap thang téi mét s6 chi
50 huyét hoc

Thoi diém

Chi tiéu | Lo chugt Dy® D® Da® p

Chimgsinh |, o), 073 | 8564042 | 7912132 | PebiPes
2 hoc™M (n=8) pb->0,05
SO luong ——
héng cAu | Thir 19(n=8) | 7,43+0,98 | 8,16+0,86 | 7,79+0,52 | Pe® Pao
Pb-c>0,05
(T/1) ——
Thir 29(n=8) | 7,81+0,53 | 831035 | 7.99+0,67 | P*>Pee
pb-c>0,05

P12, P13, P12, P13, P12, P13,

P p23>0,05 p23>0,05 p23>0,05
Chtng sinh Pa-b; Pa-c;

+ + +

Ham | hooth (nug) || 4938£6.76 | 155,38£7.96 | 14900521 | [
ong |y 10m=8) | 145.13+8,58 | 156,13£10,11 | 151004526 | Pt Pw
huyét sac po->0,05
t/( /1 a-b, Pa-c,
0@ | i 20=s) |148.88+7.22 | 157.0060.89 | 145,13412,44 | Povs Pas
pb-c>0,05

P12, P13, P12, P13, P12, P13,

P p23>0,05 p23>0,05 p23>0,05
Churng sinh Pa-b; Pac;

+ + +

hoctl (neg) | 3412275 | 45.2022,00 | 43452477 | O
Hematocrit , Pa-b; Pa<c;
Q= 4+ + + PR
vy | T IP0R8) | 43.4553,75 | 46,033,453 | 43412171 | O
Thir 29=8) | 42,46+2,73 | 44,72+1,87 | 43,40+2,45 | PotPeo
Pb-c>0,05

P12, P13, P12, P13, P12, P13,

P p23>0,05 p23>0,05 p23>0,05

Nhan xét: Tai cac thoi diém
trudc nghién ctru, sau 15 ngay va
30 ngay udng dich chiét bai thudc
Phong thap thang, sé luong hong
cau, ham luong huyét sic t va
néng d6 hematocrit trong mau

chudt cong tring ¢ 16 thir 1 va 16
thur 2 khong khac bi€t khi so sanh
vol 16 chung sinh hocva khi so
sanh gitta cac 16 tai cung thoi diém
theo doi (p>0,05).
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Bang 4. Anh hudng cua bai thudc Phong thap thang dén sd luong bach cau
va tiéu cau trong mau chudt cong tring (X + SD)

Chi Lo chubt Thoi diém
titu : D@ D™ D3© p
Chung sinh Pa-b; Pa-c;
+ + +
hoc) (nog) | O3E028 | 795149 | 7832057 | W IRE
S6 lwong | . Pa-b; Pa-c;
N = + + +
bach ca | T 120F8)| 7.95£0.73 | 8132057 | 8325083 |
G/lit a-b, Pa-c,
GO o 20m=8)| 7.8120.63 | 7724093 | 8.18+0,65 | PP
Pb.c>0,05
P12, P13, P12, P13, P12, P13,
P p23>0,05 p23>0,05 p23>0,05
Chimg sinh | 503 eg153,14 | 584,25:2,49 | 627,13:28,14| Pt Pees
. hoc" (n=8) pb-c>0,05
SO lugng ——
tidu cAu | Thir 19(n=8) | 598,13+ 8,87 | 570,50+45,62 | 596,50+49,15 | P* Pae
. pb-c>0,05
(G/lit) o
Thit 20(n=8) | 606,88+66,55 | 565,38+77,53 | 591,38+69,64 | P> Pee
Pb.c>0,05
Nhin xét: Trudc nghién Litchfield — Wilcoxon. Theo

ctru, sau 15 ngay va 30 ngdy udng
bai thuéc Phong thip thang, sd
luong bach cau, s lugng tiéu cau
G 16 thir 1 va 16 thtr 2 khong khac
biét khi so sanh v6i1 16 chirng sinh
hocva khi so sanh gifta céac 16 tai
cung thoi diém theo ddi (p>0,05).
IV. BAN LUAN
4.1. Poc tinh cip cia bai thudc
Phong thi’ip thang

Chudt nhit trang d3 udng
dich chiét bai thuéc Phong thap
thang tdi da lidu 360g/kg thé trong,
day 1a luong thude t6i da co thé
cho chudt ubng trong diéu kién
phong thi nghiém, vi khong co
chuot chét nén chua xac dinh duoc
LDso cua bai thuéc Phong thap
thang trén chudt nhit tring bang
duong udng theo phuong phap
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huéng dan ctua To chic Y té thé
gidi va Bo Y té Viét Nam, tat cac
cac thube co ngudn goc tir dugce
liéu hay hoa chat déu phai danh gia
doc tinh trén suc vat trudc khi dua
vao thtr nghiém trén nguoi. Viéc
thir nghiém xéac dinh doc tinh cép
va lidu chét 50% dé danh gia muc
do doc va tao co s& dé chon lidu
thtr cho cac budc nghién ctru tiép
theo 13 can thiét va bat budc theo
yéu cdu d6i véi mot ché pham
thude [4], [5]. Chudt nhat d3 udng
bai thuéc Phong thdp thang & thé
tich t6i da, liéu cao nhit c6 kha
niang cho chudt udng trong thuc
nghiém trong 24 gio: 360g
thudc/kg thé trong. So véi lidu du
kién trén 1am sang, liéu t6i da trén
gip 10 lan nhung khong xac dinh




duoc lidu gay chét 50% dong vat
thi nghiém.Theo huéng dan cua
WHO va huéng dan nghién ciru
thudoc méi, c6 thé nhan dinh bai
thudc Phong thip thang 13 an toan
[7]. Két qua nay theo ching toi 1a
phtt hop vi cac vi thudc trong cong
thirc bai thude nghién ctu déu 1a
cac vi duoc liéu co nguén géc tai
Viét Nam, da duoc st dung tu
hang ngan nam nay trong nhiéu bai
thuéc khac nhau va chua co ghi
nhan nao vé tac dung phu bat loi
cua chung [2].
4.2. Anh huéng cia bai thudc
Phong théip thang téi tinh trang
chung, thé trong va co quan tao
mau chudt cong tring

Két qua theo ddi trong 30
ngay thuc nghiém cho thiy, céc
chudt & ca 3 10 hoat dong binh
thuong, nhanh nhen, 16ng muot, an
udng tét, phan kho. Khong thay
biéu hién gi dic biét trong sudt thoi
gian nghién cou. Trong lugng
chuot ¢ 16 ching sinh hoc va 2 16
thir déu ting co ¥ nghia so véi thoi
diém trudc nghién ciru. Khong co
su khac biét vé mic do ting trong
lugng gitra 16 chung sinh hoc va
cac 16 dung thudc thir tai cung thoi
diém theo d&i (p>0,05). Nhu vay,
ca hai liéu thuéc ther khong 1am
anh huong xdu dén tinh trang
chung va thé trong chudt cong
trang thyc nghiém.

Theo WHO, tinh trang
chung, trong luong co thé va cac
chi s6 huyét hoc 1a nhimg xét
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nghiém bat budc khi danh gia doc
tinh cta thudc thtr. Méau 1a mot td
chtrc rat quan trong vi mau lién
quan mat thiét v&i moi bod phan, co
quan trong co thé. Vé mit bénh 1y,
mau chiu anh hudng cua tit ca cac
t6 chirc d6 nhung ddng thoi ciing
phan anh riéng tinh trang cua co
quan tao mau [7]. Néu thudc c6 anh
huong dén co quan tao mau thi
trede hét cac thanh phan cua mau
s& bi thay doi, dic biét thuong 1am
giam s6 luong bach cau va tiéu cau
[7]. Vi vy, cac xét nghiém vé sd
luong héng cau, sb luong bach
cau, sb luong tiéu cau cua chudt
cong trang thi nghiém 1a nhitng chi
tiéu can thiét dugc dua ra danh gia.
Két qua bang 3, bang 4 cho thiy
cac chi sd trén cua chudt cong
traing & ca hai 16 udng bai thudc
nghién ctru Phong thap thang déu
thay doi khong co y nghia so véi
trede khi dung thude va so voi 16
chung sinh hoc ¢ cung thoi diém
(p>0,05).

Huyét sic t6 trong hong cau
c6 nhiém vu tiép nhan oxy khi qua
phdi va nhuong lai luong oxy d6
cho cac té bao khi qua cac mao
mach. Pinh lugng huyét sic to cho
biét & chirc ning ctia hong cau.
Hematocrit 13 ty 1& % giita khoi
hdéng ciu va mau toan phan. Néu
thudc 1am thay d6i lam sé luong
hdng cau hodc 1am mat nude hay @
nude trong t& bao mau thi chi sd
nay sé& thay doi[7]. Két qua nghién
ctru tai bang 3 cho thay ham luong



huyét sic té6 va hematocrit cia
chudt cong trang & ca 2 16 udng bai
thudc nghién ctru va 16 ching sinh
hoc déu trong gidéi han binh
thuong, thay d6i khong co y nghia
thdng ké khi so sanh véi thoi diém
trude nghién ctru cling nhu tai thoi
diém sau 15 ngay va 30 ngay ubng
bai thubenghién ciru.

Nhu vy, bai thubc Phong
thap thang khong giy anh huong
dén s luong, chat lugng cac té bao
mau ¢ mbc lidu 21g/kg va liéu
63g/kg thé trong chudt cong tring
tai cac thoi diém sau 15 ngay va 30
ngay uéng thude lién tuc.

V.KET LUAN

Qua céc két qua nghién ctru
thu duogc, chiing toi1 riat ra két luan:

Khong xac dinh duogc lidu
gy chét 50% dong vat thi nghiém
ctia bai thudc Phong thap thang khi
dung liéu gip 10 lan liéu du kién
trén lam sang.

Bai thudc Phong thip thang
lidu 21g/kg va liéu 63g/kg thé
trong chudt cdng tring sau 30 ngay
ubng thude lién tyc khong gy anh
huéng t6i tinh trang chung, thé
trong va cac chi sd huyét hoc cua
chudt thuc nghiém.
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