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Panh gia déc tinh cap va tac dung chéng viém
cta bai thudéc viem hong man tinh HV trén
dong vat thuc nghiém
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TOM TAT

Muc tiéu: Ddnh gid dic tinh cdp trén chudt nhdt tring ching Swiss va tdc dyung chéng viém man trén chugt
cong tring chimg Wistar ciia bai thudc “Viém hong man tinh HV”.

Phuong phdp: Dic tinh cdp trén chudt nhdt tring dugc ddnh gid theo phuong phdp Litchfield-Wilcoxon
[2] va huéng dan cia WHO [9]. Tic dung chéng viém man cia bai thuéc dugc ddnh gid trén mo hinh gdy u hat
& chugt cong trdng bang hat amian.

Két qud: Chuit nhdt tring udng “Viém hong man tinh HV” véi § muic liéu tix 83 g/kg dén 249 g/kg thé
trong, 0,2mL/10g/ldn x 3 ldn/ngay nhung khong cé chudt nao chét hay cé bdt thuong trong 7 ngdy sau uéng
thudc. Trén chut cong tring udng “Viém hong man tinh HV” liéu 11,62 g/kg/ngay va 23,24 g/kg/ngay trong
6 ngay lam giagm khéi luong u hat (p < 0,05) so vdi 16 chiing gdy bénh khong dimg thudc, va tuong duong so vdi
Prednisolon liéu Smg/kg/ngay.

Két lugn: Djc tinh cdp chiia xdc dinh dugc LDSO ciia bai thudc “Viém hong man tinh HV” trén chudt nhdit
triang, mdc dit chudt da udng dén liéu t6i da 249 g/kg/24h. “Viém hong man tinh HV” liéu 11,62 g/kg/ngay va
23,24 g/kg/ngay co tic dung chong viém trén mo hinh gdy u hat man tinh bdng amian & chudt cong tring, tuong
duong vdi Prednisolon liéu Smg/kg/ngay.

Tii khéa: Viém hong man tinh HV, déc tinh cdp, chong viém.

ABSTRACT

Objective: To evaluate the acute toxicity in Swiss mice and chronic anti-inflammatory effects on Wistar rats
of the "Viem hong man tinh HV" remedy.

Methods: Acute toxicity in Swiss mice was assessed according to Litchfield — Wilcoxon method [2] and
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WHO guidelines [9]. Chronic anti-inflammatory effects of the remedy were evaluated on the amian pellet-

induced granuloma models of inflammation in rats.

Results: Swiss mice were drank "Viem hong man tinh HV" with S doses from 83 g/kg to 249 g/kg body
weight, 0.2mL/10g/time x 3 times/day, but no mice died or had any usually within 7 days after taking the drug.
On Wistar rats drinking "Viem hong man tinh HV" with doses 11.62 g/kg/day and 23.24 g/kg/day during 6
days reduced the mass of granulomas (p <0.0S) compared to the group of diseases without using drugs.

Conclusions: The acute toxicity of "Viem hong man tinh HV" had not been identified the LDS0 on mice
although they were taken the highest dose of 249¢ herbal medicines/kg body weight. "Viem hong man tinh HV"
with doses of 11.62 g/kg/day and 23.24 g/kg/day had anti-inflammatory effect on the amian pellet-induced
granuloma models of inflammation in rats, equivalent to Prednisolon dose Smg/kg/day.

Keywords: Viem hong man tinh HV] acute toxicity, anti-inflammatory.

DAT VAN DE

Bénh ly viém hong man tinh dang ngay cang
phd bién tai nhiéu nudc trén thé gidi trong d6 co
Viét Nam, nam nhiéu hon n& do mét s6 nguyén
nhan thuén lgi: hut thudc, udng rugu, hit ths
khong khi bui hitu o, v6 co, néng kho, hoihoéa chit
hay do bién chiing ctia viém mii, viém xoang [6].
Viém hong man tinh khong chi gay anh huéng dén
stic khoe va sinh hoat, cong viéc cia bénh nhan ma
con dé lai bién chiing nguy hiém néu khong diéu
tri dung cach.

Y hoc hién dai diéu tri viém hong man tinh chu
yéu diéu tri triéu ching hodc diéu tri tai cho, két
hop diéu tri cic nguyén nhan bénh Iy toan than [6].
Mic du dung cdc nhém thudc nay ¢6 tac dung lam
gidm viém, giam phu né nhung cing c¢6 nhiéu tic
dung phu, dic biét khi dung kéo dai [6].

Y hoc c6 truyén quy viém hong man tinh thudc
ching hau ty [S]. Nhiéu vi thudc, bai thudc diéu
tri ho, viém hong néi chung cting nhu viém hong
man tinh néi riéng dat két qua tét. Bai thudc “Viém
hong man tinh HV” dya trén kinh nghiém diéu tri
ctia PGS.TS. Poan Quang Huy, gom 8 vi dugc liéu:
Tao gidc thich, Bac ha, Lién kiéu, Ha kho thao, Trau
khong, Ban ha ché, T6 ngach, Xa can. Theo Iy ludn
y hoc ¢6 truyén, bai thudc c6 tic dung tu dudng
phé 4m, gidng hoa lgi hau, hanh khi, hoat huyét,

thanh nhiét, hoa dam, khai 4m. Theo kinh nghiém
diéu tri, bai thudc c6 tic dung sat khudn c6 hong,
gidm ho hen, lam gidm con dau rét 6 hong, thong
mat c6 hong, tiéu viém, giai ddc, tiéu mu, cai thién
ving niém mac hau hong, lam xep cac hat ty'nhién.
Dé c6 co s¢ khoa hoc vé tinh an toan va tic dung
ctia bai thudc, nghién ctiu dugc tién hanh dé danh
gid doc tinh cdp va tdc dung chéng viém man tinh
ctia bai thudc “Viém hong man tinh HV” trén dong
vét thuc nghiém.

CHAT LIEU, BOI TUONG VA PHUONG PHAP
NGHIEN CUU
Chit liéu, d6i tugng va thiét bi nghién ciiu
Thudc nghién citu

Dich chiét nudc bai thuéc “Viém hong man
tinh HV”

- Cong thtic bai thudc: Tao gidc thich (Spina
Gleditschae) 06g, Bac ha (Herba Mentha) 10g,
Lién kiéu (Fructus Forsythia) 15g, Ha kho thao
(Spica Prunellae) 15g, Trau khong (Piper betle L)
06g, Ban ha ché (Rhizoma Pinelliae) 15g, T6 ngach
(Caulis Perillae Fructescentis) 10g, Xa can (Rhizoma
Belamacndae) 06g. Tét ca céc vi thudc trong bai
thudc déu dat tiéu chudn trong Dugc dién Viét
Nam V [1]. Thudc dugc chiét véi dung mai la
nudc, bang méy sic thudc tw dong Han Quéc. Dich
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chiét thu dugc sau khi sic c6 ty 1¢ 1:1 (100ml dich
chiét tuong duong 100g dugc liéu). Cao léng nay
sau d6 dugc c6 dic bang mdy c6 quay chan khong
thanh cao dic 4:1. Cao dic dugc pha véi nubc cit
Vi céc ty 1é thich hop d€ cho chuét udng véi liéu
lugng va thé tich thich hop. Liéu dung cta thuéc
dugc tinh theo gam dugc liéu. Téng bai thudc la
83g, dugc st dung trén ngudi méi ngay 1 thang
(83g), hay 83g/50kg/24h = 1,66g/kg/24h. Quy
déiraliéu trén chudt cong (hés67) [2]1a 11,62 g/
kg/24h, trén chudt nhit tring (hé s6 12) 1a 19,92
g/kg/ngay.
Déi tugng nghién citu

Chuét nhit tring chiing Swiss trudng thanh,
cd hai giéng, cin niang 18-22g. Chudt cOng tring
chting Wistar truéng thanh, khoe manh, ca hai
gioéng, can niang 180g-220g. Pong vat do Ban dong
vat Hoc vién Quan y cip, nudi dudng theo tiéu
chuin dong vat nghién ciu.
Thiét bi, héa chdt

Can phén tich Sartorius d chinh xac 10-4 g
(bric); kim cong ddu t dung cho chudt uéng thusc
(Nhat Ban); Ta sdy (Trung Qudc); prednisolon
vién nén Smg (Ha Noi Pharma JSC).
Phuong phap nghién ciiu
Nghién citu doc tinh cdp trén chut nhit tring:

Xéc dinh LDS50 cta bai thuée “Viém hong man
tinh HV” trén chuét nhit tring bang dudng uéng
theo phuong phép Litchfield — Wilcoxon [2] va
huéng dan cia WHO [9]. Chudt nhét dugc chia
thanh cac 16, méi 16 10 con, dugc uéng mau thuée
nghién ctu 3 1an/24h theo liéu ting dan tir 90g/
kg/24h dén 240g/kg/24h (liéu t6i da chudt co thé
dung nap dugc). Theo doi tinh trang chung va s6
lugng chuét chét & méi 16 trong 72 gid. Tiép tuc
theo doi tinh trang ctia chudt dén hét ngay thi
7 sau khi uéng thudc thu lan dau. Xac dinh % s6
chuot chét theo liéu dung trong 72 gid sau uéng

Y,

thudc thir1an dau tién, tir d6 xdc dinh liéu chét 50%
(néu co).

Nghién ciiu tdc dung chong viém man ciia bai thuéc
“Viém hong man tinh HV” trén chudt cong tring

Theo phuong phdp nghién cttu ctia Ducrot,
Julon va cs (1963) [8] va phuong phap nghién ctiu
ctia Meier va cs (1950) [7]. Chudt Wistar dugc
chia ngau nhién lam 416, m6i 16 10 con:

-L6 1 (16 ching): gay u hat + uéng nuéc cit.

+ L6 2 (16 tham chiéu): gay u hat + udng
Prednisolon Smg/kg/ngay.

+ L6 3 (16 tri 1): gay u hat + uéng “Viém hong
man tinh HV” 11,62 g/kg/ngay.

+ L0 4 (16 tri 2): gay u hat + uéng “Viém hong
man tinh HV” 23,24 g/kg/ngay.

Géy viém man bang cich cdy hat amian vo
khudn (30 + 0,1mg) da tiét trung (sdy 120°C trong
1 gi®) vao dudi da lung hai bén ctia chuét.

Sau khi cdy u hat, cac chuét dugc udng nudc cit
hoic thuéc thit (theo phan16) lién tuc trong 6 ngay.
Ngay thi 7 tién hanh giét chuét bang cloroform,
phau thuét boc tich 14y u hat bao boc quanh hat
amian, cdn bang cin phén tich chinh xdc dén 10-4 g
va xac khoi lugng thuc ctia u hat sau khi trit di khoi
lugng ctia hat amian (tinh theo mg/100g can ning
chuot). Sau d6 sdy kho dén trong lugng khong d6i
(sdy kho & nhiét do S6°C trong 18 gid) réi can lan
2. So sénh khéi lugng trung binh ctia u hat (ca tuoi
va kho) gitta cic 16 chuot dé dénh gid téc dung dc
chéviém man.

Xuly s6 liéu

S6 liéu dugc trinh bay dudi dang MEAN = SD.
X Iy s6 liéu bang phan mém SPSS 16.0, stt dung
thudt toan ONE - WAY ANOVA héu kiém béng
LSD test dé so sanh gid tri trung binh. Sy khac biét
c6 y nghia théng ké khi p < 0,0S.

KET QUA NGHIEN CUU
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Poc tinh cip

Sau khi cho cdc16 chuét uéng thudc thit theo
liéu ting dan tir 83g/kg/24h dén 249g/kg/24h
chuét, khong phat hién ngd doc nao trén chudt
thi nghiém trong thoi gian theo d6i, chuét hoat
dong binh thuodng, cic biéu hién sinh ly binh
thudng. Sau 72 gi¢ cang nhu theo doi tiép 7 ngay

sau udng thudc, cac 16 thi nghiém déu khong c6

chuét chét. Vi véy chua xdc dinh dugc liéu chét

50% (LD30).

Tac dung chéng viém man cia bai thudc “Viém

hong man tinh HV”

Két qua ddnh gid trongligng u hat truéc khi sdy kho
Két qua dugc trinh bay ¢ bang 1

Bang 1. Tdc dung gidm trong luong u hat tuoi (mg/100g) ciia bai thudc “Viém hong man tinh HV” (n = 10,

Mean + SD).
o Trong lugng trung binh u Phan trim giam cin nangu b
hat tuoi (truéc khisdykhé) | hat tuoi so véilo chiing (%)
Lo chiing (1) 106,38 + 12,45 0%
L6 tham chicu Q) 8342 +946 21,58 %
Lotril (3) 85,26+ 8,66 19,85 % p,<0,05
Lotri2 (4) 82,92+832 22,05%

Nhan xét: Ca prednisolon va bai thudc “Viém
hong man tinh HV” ¢ 2 muc liéu déu lam giam
khéi lugng u hat tuoi (trude khi sdy kho) so véi 16
chung sinh ly (p < 0,05). Trong lugng trung binh
u hat tuoi ¢ 16 dung bai thudc “Viém hong man
tinh HV” liéu cao duong nhu giam hon so vé6i &
16 duing liéu thép, tuy nhién sy khac biét nay chua

c6 y nghia théng ké (p > 0,05). So sanh gitta cac

16 dung bai thuéc “Viém hong man tinh HV” va

prednisolon, tic dung lam giam khai lugng u hat

tuoi & cac 16 nay khac biét khong c6 y nghia thong

ké (p > 0,05).

Két qud ddnh gid trong ligng u hat sau khi sdy kho
Két qua dugc trinh bay ¢ bang 2

Bang 2. Téc dung giam trong lugng u hat khé (mg/100g) cia bai thudc “Viém hong man tinh HV” (n = 10,

Mean + SD).
L Trong lugng trungbinhu | Phan trim gidam cin nang u hat b
hatkhé (sau khi sdy kho) s0 v6il6 chiing (%)
L6 chiing (1) 34,53+3,62 0%
L6 tham chiéu ) 2726+3,59 21,05%
Lotri 1 (3) 28,09+2,54 18,65 % p,<0,05
Lotri2 (4) 2721+320 21,20%

Nhdn xét: Ca prednisolon va bai thudc “Viém
hong man tinh HV” & 2 miic liéu déu lam giam
khéi lugng u hat kho khi so véi 16 chiing (p <
0,05). Trong lugng trung binh u hat kho & 16
duing bai thudc “Viém hong man tinh HV” liéu

cao duong nhu giam hon so vé6i ¢ 16 dung liéu
thap, tuy nhién sy khac biét nay chua c6 y nghia
théng ké (p > 0,05). So sénh gitta cac 16 dung bai
thudc “Viém hong man tinh HV” va prednisolon,

tac dung lam giam khdi lugng u hat kho & céc 16
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nay khic biét khong cé y nghia théng ké (p > 0,05).

BAN LUAN
Vé ddc tinh cip cuaa bai thuéc “Viém hong man
tinh HV”

Chuét nhit tring da udng dén liéu t6i da la
249g/kg/24h thé trong chudt (so véi liéu du kién
c6 tac dung, liéu t6i da trén gdp 249/19,92 = 12,5
lan), ma khong thdy xuét hién ddu hiéu caa doc
tinh. Vi khong c6 chudt chét nén chua xdc dinh
dugc LDSO0 cuaa bai thudc “Viém hong man tinh
HV?” trén chudt nhat tring bang dudng uong theo
phuong phép Litchfield - Wilcoxon. Két qua nay
cho thdy dich chiét bai thudc “Viém hong man tinh
HV” ¢ tinh an toan cao trong thir nghiém doc tinh
cép, hay khoang an toan diéu tri rong [2], [9].

Vé tic dung chong viém man caa bai thudéc
“Viém hong man tinh HV”

M6 hinh gdy u hat thuic nghiém biang amiant dugc
Meier va cong sy mo6 ta [7], 4p dung tii ndim 1950 va
dugc Ducrot, Julou phat trién hoan thién [8].

Cac tac nhan gy viém tro nhu bong, amiant...
khong c6 kha ning tiéu di béi qud trinh viém, co
thé phan ting bang cach tip trung nhiéu loai té bao
xung quanh di vat va tao thanh u hat. Khi nhiing
triéu chiing xudt hién sém cua phan tng viém da
giam di, 6 kich ting bi xdm nhiém béi nhiing té bao
di dong tir mdu va mo6 lién két & ké bén t6i, nhu
nhiing t€ bao ctia m6 ludi. Ching tao thanh mot
khéi t€ bao non rit hoat dong va lam 2 nhiém vu:
Nhiém vu thuyc bao va tdp hop xung quanh nhiing
vung hoai ti va nhiing vét la, r6i ching gay nén su
tang sinh nguyén bao soi va sy tao thanh mo hat.

Tac dung chong viém man dugc danh gi trén
mo hinh giy u hat & chudt cong tring. Toan bé cac
chudét dugc cdy hat amiant v6 khuén vao duéi da
déu c6 hinh thanh t6 chiic u hat (granuloma tissue)
bao quanh hat aminant.

Y,

M6 hinh gay u hat thuc nghiém dugc xem la
mot moé hinh tin cdy dé€ danh gia tic dung trén sy
suy giam chtic nang dai thuc bao va sy hinh thanh
u hat, dung cho dénh gid tic dung cta thudc tc
ché chéng lai su hoat héa (activation), thim nhiém
(infiltration) va két tap (aggregation) ctia dai thuc
bao, chong lai qué trinh hinh thanh cic t6 chic u
hat trong viém man. Day la nhiing van dé c6 vai tro
trung tdm trong viéc hinh thanh, duy tri va phat
trién u hat trong nhiéu tinh trang bénh. M6 hinh
dénh gid trén ca u hat tuci va u hat kho. U hat kho
dugc xac dinh sau khi sdy u hat tuci dén khai lugng
khong déi, khi d6 da loai bo hoan toan cac yéu to
dich viém trong t6 chtic hat, xic dinh chinh xdc
khéi lugng viém xo trong tS chic hat. U hat tuoi,
ngoai khéi lugng viém xo con cé cic yéu t6 dich
viém trong t6 chiic hat, phan anh phan nao sy hoat
héa (activation), thaim nhiém (infiltration) va két
tap (aggregation) ctia dai thuc bao.

Nhom nghién ctiu chon prednisolon la thuéce
tham chiéu. Pay la mét glucorticoid cé tic dung
chéng viém thong qua cic co ché: lam giam s6
lugng cac t€ bao lympho, bach cdu &i toan, bach
cdu don nhén trong méu ngoai bién vfa giam sy di
chuyén vao viing bi viém, tic ché chiic nang cua cic
t€ bao lympho, dai thuc bao va cic moé. Ngoai ra,
prednisolon con gidam dap ting viém do giam tong
hop prostaglandin vi tc ché phospholipase A2,
tang nong do lipocortin, giam tinh tim mao mach.

Két qua thuyic nghiém cho théy cao chiét nudc
bai thudc “Viém hong man tinh HV” liéu 11,62 g/
kg/ngay (lieu dy kién c6 tac dung) valiéu23,24 g/
kg/ngay (gdp déiliéu 1) déu lam giam khéi lugng
u hat khi so v6i 16 ching (p<0,05), tuong duong so
v6i 16 dung prenisolon liéu S mg/kg/ngay. Trong
lugng trung binh u hat 616 dung bai thudc “Viém
hong man tinh HV” liéu 2 gidm hon so v6i 16 dung
bai thudc “Viém hong man tinh HV” liéu 1 chiing
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to thudc c6 xu hudng tic dung ting theo miic liéu,
tuy nhién sy khac biét nay chua c6 y nghia théng ké
(p > 0,05) va can dugc nghién ciu ddnh gid thém.
Két qué nay cho thdy cao chiét nudc bai thudc
“Viém hong man tinh HV” liéu 11,62 g/kg/ngay
valiéu 23,24 g/kg/ngay c6 tic dung trong tic ché sy
phat trién u hat tuong duong véi prednisolon liéu
Smg/kg/ngiy (p > 0,05). Két qua nay phi hop véi
dic tinh chong viém ctia céc vi thudc thanh phan,
va dugc xem la két qua cua sy phdi két hop hop
ly cua céc vi thudce thanh phan dé tao ra dugc tic
dung tac dung chong viém véi hiéu qua ro rét.
Mot s6 nghién ctiu cta cic téc gid da cong bo
cang da khiang dinh tdc dung chéng viém cua cic
dugc liéu thanh phan. Tectorigenin tach chiét ti
than ré Xa can c6 tic dung giam dau ro rét nhit ¢
liéu 100 mg/kg cin ning chudt nhat. Véi liéu 60
mg/kg can ning chudt cong, tectorigenin cd tic
dung chéng viém cép va man [4]. Trau khong la
vi thudc dugc dan gian dung dé€ sét triung, chéng
1610ét, chéng viém nhiém...[3]. Trong nghién ctu

nay, tac dung chong viém tip trung vao danh gia

tac dung chéng viém man, thé hién thong qua tic
dung lam tang kha ning tic ché tao u hat & chudt,
v6i muc tiéu danh gia téc dung lién quan trén lam
sang la diéu trj viém hong man tinh. Cac biéu hién
chong viém khac cua bai thudc cing cin dugc

nghién cttu sdu hon.

KET LUAN

- Chua xic dinh dugc LDSO ctia bai thudc
“Viém hong man tinh HV” trén chu¢t nhit tring,
mac du chuét da uéng dén liéu t6i da 249g dugc
liéu/kg trong 1 ngay, gdp 12,5 lan liéu dy kién c6
tac dung,

- Dich chiét nuéc cua bai thudc “Viém hong
man tinh HV” liéu 11,62g dugc liéu/kg/ngay, va
liu 23,24¢ dugc liéu/kg/ngay thé hién tic dung
chong viém man trén mo6 hinh giy viém man &
chuét céng tring bang amian, gidm khéi lugng
u hat khi can tuoi cing nhu sau khi sdy kho, c6 y
nghia thong ké (p < 0,05) so véi 16 ching gay
bénh khéong dung thudc, va tuong duong so véi
Prednisolon liéu Smg/kg/ngay.
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