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Tom tat:

Cao léng Milnalung diroc bao ché tir bai thuoc Ciru vi Khwong hoat
thang gia gidm. Muc tiéu: Pdnh gid tic dung chéng viém cua cao long
Milnalung trén chuét céng trang viém phoi do lipopolysaccarid (LPS).
Phwong phdp nghién ciru: Gay viém phéi trén chugt cong trang bang céch
tiém phtc mac LPS liéu 7,5 mg/kg. Pdnh gid cdc chi sé: Protein phdn iing C
trong mau chugt; mét so chi s¢ trong dich riza phé quan (téng sé té bao,
protein, NO, LDH); ty 1¢ w6t/kh6 cia nhu md phai va mé bénh hoc phai. Két
qud: Cao léng Milnalung liéu 416 mg/kg/ngay va 832 mg/kg/ngay lam giam
protein phdn ing C trong mau chugt; 1am giam tong sé té bao, protein, LDH
va NO trong dich riza phé quan; giam ty 16 w6t/khd cia nhu md phai; cdi thién
hinh anh md bénh hoc phéi. Khac biét cé y nghia thong ké so véi 16 md hinh
Véi p < 0,01. Két lugn: Cao léng Milnalung liéu 416 mg/kg/ngay va 832
mg/kg/ngay c6 tac dung chéng viém phéi gay ra do Lipopolysaccharide ¢
chugt céng tréang.

Tir khod: Milnalung, chéng viém, viém phéi, Citu vi khirong hoat thang

ANTI-PNEUMONIC EFFECT OF MILNALUNG LIQUID EXTRACT
IN EXPERIMENTS

Abtract

Milnalung liquid extract is prepared from the modified Cuu vi Khuong
hoat thang Remedy. Objectives: To evaluate the anti-inflammatory effect of
Milnalung liquid extract on lipopolysaccharide (LPS)-induced pneumonia in
Wistar rats. Research method: Induce pneumonia in Wistar rats by
intraperitoneal injection of LPS at a dose of 7.5 mg/kg. Evaluate the following
indicators: C-reactive protein in the blood of rats; some indicators in
bronchial lavage fluid (total cells, protein, NO, LDH); wet/dry ratio of lung
parenchyma and lung histopathology. Results: Milnalung liquid extract at
doses of 416 mg/kg/day and 832 mg/kg/day reduced C-reactive protein in the
blood of rats; reduced total cells, protein, LDH and NO in bronchial lavage
fluid; reduced wet/dry ratio of lung parenchyma; improved lung
histopathology. The difference was statistically significant compared to the
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model group with p < 0.01. Conclusion: Milnalung liquid extract at doses of
416 mg/kg/day and 832 mg/kg/day had anti-pneumonia effect induced by

Lipopolysaccharide in white rats.

Keywords: Milnalung, anti-inflammatory, pneumonia, Cuu vi Khuong hoat

thang

I. PAT VAN PE

Cac bénh ly do nhiém virus
duong hd hap gan day thuong cd
dién bién ning gay viém phoi. Bai
thuéc Ctru vi Khuong hoat thang 12
bai thudc cd co xuat st tr “Thir su
nantri”’[1] dugc dung cho cac ching
cam mao 4 mua, cé tac dung khu
phong tan han, trir thap, thanh phé
nhiét, tiéu viém giam dau nhirc than
minh. Dé ting tic dung trén dudng
hd hap, dic biét tic dung chéng
viém, bai thudc dugc gia thém cac vi
Kim ngén hoa, Cat canh, Bach bo
thanh bai Ctru vi Khuong hoat thang
gia vi. Nham thuan tién cho qué trinh
sir dung, ché pham Milnalung dang
cao long da duoc bao ché tir bai thube
Cutru vi Khuong hoat thang gia vi, dat
tiéu chuan co so.

Dé 6 co sd cho viée phat trién
san phém cham soc stc khoe, viée
danh gia tinh an toan va tic dung
clia san pham trén thuc nghiém 13
mot budc quan trong. Trong nghién
clru ndy, ching toi tién hanh déanh
gia tac dung chéng viém phdi cua
che pham Mllnalung trén chudt
cong trang gdy viém phdi bang
lipopolysaccarid (LPS).

Il. CHAT LIEU, POI TUQNG,
PHUONG PHAP NGHIEN CUU
2.1. Chit li¢u nghién ciu
* Ché pham nghién ciru

Ché pham Milnalung dugc
bao che tur bai thuoc “ctru vi khuong

hoat thang gia vi”, dang cao long, do
Cong ty ¢d phan Dugc pham Pha Tin
san xuat, dat tiéu chuan co s¢. Tong
bai thudc (1 thang thudc) c6 60g duoc
liéu khd gdm Khuong hoat 6g, Phong
phong 6g, Xuyén khung 4g, Sinh dia
4g, Cam thao 4g, Thuong truat 6g, Té
tan 2g, Bach chi 4g, Hoang cam 4g,
Kim ngan hoa 8g, Bach bo 6g, Cat
canh 6g. Cac duoc liéu trong bai
thudc déu dat tiéu chuan duogc dién
Viét Nam V. Tur 60g dugc liéu kho
cua bai thudc bao ché ra tuong tng 1a
10ml cao long ché pham. Theo liéu du
kién dung trén nguoi 1 thang thuéc
/ngdy tuong (ing 10ml cao long ché
pham /ngay hay 0,2 mi/kg/ngay. Quy
ddi ra liéu dung trén chuot cong (hé sd
7) la 1,4 mi/kg/ngay [2].
“Héa cht va thiét bi nghién ciru
Lactate Dehydrogenase Activity
Assay Kit (Sigma, My); Nitrite
Assay Kit (Griess Reagent) (Sigma,
My¥); Rat CRP/C-Reactive Protein
ELISA  Kit  (Sigma, My);
Lipopolysaccharides tir Escherichia
coli O111:B4 (Sigma, M¥); hoa chét
lam tiéu ban mo bénh hoc va cac hoa
chat khac. May ELISA ctia hing Bio-
Rad (M§); can phan tich 10*
(Sartorius - Puc); thiét bi lam tiéu
ban mé bénh hoc va cac thiét bi khac.
2.2.bong vat dung trong nghién ciu
Chudt cdng trang chung
Wistar khoé manh, can nang 180 -
200 g, tudi tir 6-8 tuan, sé lugng 40
con, ca 2 giong. Bong vat do co s



chan nu6i dong vat thi nghiém Van
Anh, Pan Phuong, Ha Noi cung
cap. bong vat duoc nudi 6n dinh
trong diéu kién phong nudi dong vat
thi nghiém ctia B6 mon Duoc ly,
Hoc vién Quan y (nhiét ¢ 24-27°C,
d6 am 50 - 60%, chu ky sang/tdi
12h/12h chiéu sang tir 6h-18h) it
nhat 1 tuan truéc khi lam thi
nghiém va dugc theo doi, cham séc
can than trong sudt qué trinh thi
nghiém. Chudt duogc an thirc an theo
tiéu chuan thuc an cho dong vat
nghién ciru, nude (dun sdi dé nguoi)
uéng tu do. Hang ngay theo déi ghi
chép dién bién két qua thi nghiém.
2.4. Thoi gian va dia diém nghién ciru
Thyc hién tr 07/2023 -
05/2024 tai Bo mon Dugc 1y - Hoc
vién Quan y.
2.5. Phwong phap nghién ciru
Tién hanh nghién ctu theo
phuong phap dugc mo ta béi Fahmi
ANA va cong su (2018) [3]. Chuot
cong trang 40 con chia thanh 4 10,
moi 16 10 con. Lo 1 (chirng): khong
gy viém phdi + udng nuée cét. Lo
2 (md hinh): gy viém phoi + udng
nude cat. Lo 3 (tri 1): gdy viém phoi
+ udng Milnalung lidu 1,4
ml/kg/ngay. Lo 4 (tri 2): gay viém
ph6i + udng Milnalung liéu 2,8
ml/kg/ngay. Céac chudt dugc udng
Milnalung hoic nuée cit (theo phan
10) trong vong 7 ngay lién tuc. Ngay
thir 8, chudt ¢ cac 16 2, 3, 4 duoc
gy viém phdi bang cach tiém phic
mac LPS liéu 7,5 mg/kg. L6 chiing
khong gdy viém phoi, duoc tiém
phic mac nuwéc mudi sinh 1y. Céc
chi tiéu nghién ciru gom:
* Dinh luong Protein phan
ung C (CRP - C reactive protein)

trong mau chudt.

Sau 18 gio tiém LPS, 1dy méau
& dam rdi tinh mach dudi hoc méat
(0,3ml), ly tam 1000xg trong 20
phat tach iy huyét thanh dé xét
nghiém dinh luong Protein phan
ung C (CRP).

* Panh gia cic chi s trong
dich rira phé nang phé quén.

Chuét dugce gay mé bang hdn
hop Ketamin/Xylazin voi  liéu
Ketamin (100 mg/ml) 75 mg/kg,
lidu Xylazin (20 mg/ml) 1 5 mg/kg
tiém phiic mac (tiém 1ml hon hop
gébm 0,75ml Ketamin va 0,25ml
Xylazin cho 1kg chudt). Chudt
dugc dat noi khi quan. Mo léng
nguc. Phé quan chinh bén trai va
thuy trén phdi phai duoc budc lai.
Dich rira phé nang phé quan duoc
thu thap tir cac thuy dudi phoi phai
bang cach bom vao khi quan 1 ml
nude mudi vo trung lanh 0,9% sau
d6 nhe nhang hut ra, tién hanh sau
lan. Gop dich rira phé nang phé
quan thu dugc, ly tam (1000 x g, 10
phat, 4°C) bing may ly tim lanh.
Phan dich ndi thu duoc dung cho
danh gia cac chi sb: néng do
protein, hoat d0 LDH (lactate
dehydrogenase (LDH) activity),
dinh Ivgng NO, str dung cac kit xét
nghiém. Phan ling sau ly tim duoc
st dung dé xac dinh tng sd té bao
trong dich rira phé nang phé quan.

* Panh gia mirc d6 phi né nhu
mo phdi thong qua ty 1¢ wot/kho.

Mirc d6 phi né phoi dugc
danh gia bang cach xac dinh ty 1&
wdt/kho mo phoi. Phoi bén trai dugc
liy ra, rira sach bang nudc mudi
sinh 1y lanh, thdm kho va can dé c6
duogc trong luong uot. Phoi sau dé



dugc sy kho & 80°C trong 24 gid
va can dé c6 duge trong luong kho.
Tinh toan xac dinh ty 1€ udt/kho.

* Panh gia md bénh hoc phdi.

Thuy trén phdi phai dugc lay
ra, ¢6 dinh ngay vao 10 % neutral
buffered formalin. Sau d6 tién hanh
lam ti€éu ban nhuom HE, danh gia
cho sy thay ddi mo hoc, bao gém
xung huyét phé nang, xuit huyét,
tham nhiém bach cau trung tinh, do
day cta thanh phé nang va phu k&.
Két qua duogc tinh diém ban dinh
luong theo thang diém tir 0-3 cho
mdi muc, trong d6 0 = t6n thuong &
muc tdi thiéu, 1 = ton thuong nhe, 2
= t6n thuong vira phai va 3 = ton
thuong nghiém trong. Tong s6 diém

dugc dung dé danh gia t6n thuong
phoi, c6 gia tri tir 0 dén 15.

2.6. Phuong phap xir 1y s6 liéu

S6 liéu duogc trinh bay dudi
dang X + SD. Xt Iy s6 liéu bang
phan mém SPSS 20.0, sa dung
thuat toan One-way ANOVA hau
kiém bang LSD test dé so sanh gia
tri trung binh. Sy khéac biét c6 y
nghia thong ké khi p < 0,05.
2.7. Pao dirc trong nghién ciru

bong vat trong nghién clu
dugc cham soc tai phong nudi dong
vat thi nghiém dat tiéu chuén, céac
nghién ctru thuc hién dudi su huéng
dan ciia B6 mén Duoc ly - Hoc vién
Quan y. Ching tdi cam két khong
xung dot loi ich tir két qua nghién cau.
3. Két qua nghién ciru
3.1. Két qua danh gia cac chi sé
trong dich rira phé nang phé quan

Bang 1. Céc chi s6 nghién ciu trong dich rira phé quan chudt
(N =10 & mdi 16, X + SD).

L6 nghién cau Nﬁng(n(‘:g/PL;oteln HO?IS?LI)'DH NO (umol/L) ;—22?25

L6 ching (1) | 368,36 + 33,08 | 126,69 + 33,93| 3,28 +0,41 |0,48 £0,11
L6 md hinh (2) | 458,57 + 50,41 |373,60 + 76,43 | 7,47 £1,53 | 4,15+ 1,25
Lotril (3) | 400,43 + 33,20 [271,33 +55,66| 5,28 +1,17 [2,51+0,93
Lotri2(4) | 395,91+ 37,05 [257,54 +59,45| 5,09 +£1,18 | 2,37 £0,73

P2-1 <0,001 <0,001 <0,001 <0,001

P3.4-2 <0,01 <0,01 <0,01 <001

Pa-3 >0,05 >0,05 >0,05 >0,05

Nhan xét: O 16 mé hinh gay
viém phéi bang LPS, cac chi sb
trong dich rira phé quan nong do
protein, hoat @ LDH, NOXx va tong
s6 té bao déu ting co y nghia thong
ké so vai 106 chiing khong gay viém

véi p < 0,001. O céc 16 ding
Milnalung, céc chi sb trong dich raa
phé quan giam co ¥ nghia thong ké so
véi 16 md hinh khéng udng thube vai p
<0,01. Céc chi sé trong dich rira phé
quan ¢ 16 dung Milnalung liéu cao



thap hon nhung chua c6 ¥ nghia 3.2. Két qua dinh lrgng CRP trong
thong ké so vai ¢ 16 dung Milnalung mé&u chugt va ty 18 wet/ kho mo
lieu thap (p > 0,05). phéi.
Bang 2. Két qua dinh lwong CRP trong mau chudt va ty 18 uét/knd mé phéi
(n =10 & mdi 16, X * SD).

L6 nghién ciu CRP trong mau (mg/L) | Ty 1é wét/kho mo phdi (1an)

L6 chiing (1) 96,79 + 9,03 4,29 + 0,65
L6 md hinh (2) 326,54 + 41,63 5,72+ 0,67
Lotril(3) 159,25 + 59,92 4,62+ 0,65
Lotri 2 (4) 147,94 + 63,39 456 + 0,77

p2-1 <0,001 <0,001

P3,4-2 <0,01 <0,01

Ps-3 >0,05 > 0,05

Nhan xét: O 16 md hinh gay
viém phoi bang LPS, CRP trong
méau va ty 1¢ uét /khd phoi chuot
déu tang co y nghia thong ké so voi
16 chitng khong gay viém véi p <
0,001. O céc 16 dung Milnalung, CRP
trong mau va ty I& w6t /khd phoi
chudt giam co ¥ nghia théng ké so véi

16 md hinh khong uéng thudc véi p <
0,01. CRP trong mau va ty I¢ udt
/khd phoi chudt & 16 ding Milnalung
lidu cao thap hon nhung chwa c6 y
nghia thong ké so voi & 16 ding
Milnalung liéu thap (p > 0,05).

D!

Hinh 1. Hinh anh md bénh hoc phdi chudt dai dién & cac 16 nghién ciu.
A. Chuot 9 (16 chirng);B. Chuét 12 (16 md hinh); C. Chuét 25 (16 tri 1);
D. Chudt 38 (16 tri 2). Miii tén do chi thAm nhiém té bao viém.



Nhan xét: Hinh anh md bénh
hoc phoi chudt ¢ 16 ching binh
thuong (hinh 1A); ¢ 16 mé hinh cho
thiy hinh anh phéi phu né, xam

nhiém nhiéu té bao viém (hinh 1B).
Su hoi phuc nhin thay rd ¢ cac 16
dung Milnalung (hinh 1C, 1D).

Bang 3. Diém danh gia ton thuong phdi ¢ céc 16 chudt nghién ciru
(n =10 6 mdi 16, X + SD).

L6 nghién ciu Diem danhpg;%iton thwong Giatrip
L6 chéng (1) 0,20+ 0,42
Lo mo hinh (2) 7,20 % 2,25 P;;’fjfooboll
Lotril (3) 4,50 +1,58 P;;-é <0 E)l
Lo tri2 (4) 3,90 +£1,52 ’

Nhan xét: O 16 md hinh gay
viém phoi bang LPS, diém danh gia
ton thuong phoi ting c6 ¥ nghia
théng ké so vai 16 chitng khdng gay
viém (p < 0,001). O céc 16 dung
Milnalung, diém danh gia ton
thuong phdi giam rd so voi 16 md
hinh khéng uéng thudc (p < 0,01).
Diém danh gia ton thuong phoi ¢ 16
ding Milnalung liéu cao giam hon
nhung chua c6 y nghia thong ké so
vé6i &' 16 ding Milnalung liéu thap (p
> 0,05).

IV. BAN LUAN

Lipopolysaccharide (LPS) la
mot thanh phan caa thanh té bao vi
khuén gram am. Viéc giai phong no
la yeu t6 nguyén nhan chinh gay
nhlem doc to noi sinh, lién quan dén
rbi loan chtrc ning tuan tu cua nhiéu
co quan, bao gom phdi, tim, gan va
than [4]. Vi vay, LPS dugc su dung
dé gay ra tinh trang viém phol do
doc td. Cac co ché gop phan tiém an
bao gdm su pha v& tinh toan ven
ctia mang mao mach phé nang va
tham nhiém bach cau trung tinh qua
mirC vao cac khoang phé nang [5]-

Céc chi s6 danh gia bao gom
Protein phan tng C (CRP) trong

maéu chudt; mot sb chi sé trong dich
rua phe quan; ty 1é uot/khd ciaa nhu
md phoi va mé bénh hoc phoi.
Protein phan ung C la mét loai
protein chira 224 acid amin, Xxuat
hién khi co thé xay ra dot viém cap
hoic viém man tinh. Do tinh chat
nhay véi phan g viém, CRP dugc
s dung dé chan doan tinh trang
viém va theo ddi dap ung cua co thé
dbi vai lidu phap diéu trj viém. Két
qua nghién cau cho thdy ¢ cac 16
ding Milnalung néng d6 CRP trong
mau giam co y nghia théng ké (p <
0,01) so véi ¢ 16 mo hinh (bang 2),
chung to ché pham co6 tac dung
chéng viém rd.

Pé danh gia tinh trang viém
tai phdi, ngoai tong sb té bao va
nong do protein trong dich rua phé
nang phé quan (giup danh gia tac
dung chdng viém), nghién ciu con
danh gia NO va LDH. NO la mét
phan tir phd bién voi nhiéu chuc
ning sinh 1y da dang, bao gém gin
co tron trong mach mau, dan truyén
than kinh, tdc dong lén chirc néng
mién dich va chirc ning tiéu cau.
NO dong vai tro quan trong trong
bénh sinh caa bénh hd hap, va san



xuat NO ting lén trong cac bénh
nhu viém phoi, hen suyén,... NO
duoc hinh thanh boi enzyme nitric
oxide synthase tur L-arginine va co
thoi gian ban hay ngin < 1 giay
trong mau. Cac phan wrng oxy hoa
cia NO rat phuc tap va lién quan
dén nito & nhiéu trang thai oxy hoa
khac nhau. NO két hop cuc ky
nhanh véi cac goc superoxide dé tao
ra peroxynitrite. Phan rng nay xay
ra wu tién so v&i phan tng bat hoat
superoxide bai superoxide
dismutase. Peroxy nitrite khdng on
dinh & pH sinh ly va dé dang phan
hay thanh nitrite va nitrate. Nhu
vay, chi s6 NO trong dich rira phé
nang phé quan dugc s dung dé
danh gia qu4 trinh san xuat NO noi
sinh trong viém phéi, théng qua d6
danh gia duoc hiéu qua diéu tri cua
ché pham [6].

LDH hay Lactate Dehydrogenase
la mot enzym caa hau hét céc té bao
trong co thé tham gia vao phan tng
Pyruvat tao thanh lactat, giup
chuyén héa duong thanh ning
lugng cho cac té bao sir dung. Khi
co thé o trang thai binh thuong thi
enzym LDH chi tén tai trong céc té
bao. Tuy nhién khi bi viém phoi s&
khién té bao bi hu hong hoac phé
hay s& dan tgi LDH phong thich tur
té bao vao long phé nang phé quan
khién nong do LDH trong dich rua
tang cao. Nhu vay xét nghiém LDH
trong dich rira phé nang phé quan
gitip xac dinh mirc d6 ton thuong té
bao [7].

Két qua nghién ctru cho thay &
cac 16 dung Milnalung, céc chi sb
trong dich rira phé quan giam co'y
nghia théng ké (p < 0,05) so Vi 16

md hinh, chiing to ché pham thé
hién ré tac dung chéng viém, lam
giam san xuit NO, giam tdn
thuong té bdo. Két qua danh gia
mo bénh hoc phdi ciing phan anh
rd tac dung chéng viém phoi, thé
hién théng qua ty 1€ uét/khé cua
nhu mé phéi chirng to giam phu né
nhu mé phéi va thong qua danh gia
md bénh hoc phdi thay giam rd tén
thuong phdi.

Trong bai thuéc Cuu vi
khuong hoat thang, Khuong hoat
la chu dugc co tac dung phat tan
phong han, trir phong thap.
Khuong hoat vi cay 6n tadc dung
twong d6i manh, thién vé di 1én,
thién di ra biéu, cho nén dung rat
tét voi cac chang nira nguoi trén.
Phong phong, va Thuong truat lam
tang thém tac dung trir phong thap.
Té tan, Xuyén khung, Bach chi trir
phong, tdn han, hanh khi, hoat
huyét. Cac vi thudc trir phong han
thap ké trén da phan cay tan tan
nén tinh kho tao d& 1am hao ton tan
dich. Sinh dja, Hoang cam duoc
dung trong bai thubc gitp dé
phong su kho tao lam hao ton tan
dich, dong thoi lai vira thanh nhiét
dudng huyét sinh tan, tic 13 vira dé
du phong lai vira dé thanh b6. Cam
thao c6 tac dung diéu hoa thudc va
bao vé vi khi (lam manh khi bén
trong, dong thoi dep yén bén
ngoai). Bai thuéc Ctu vi khuong
hoat thang vi vdy dugc sir dung rat
tét cho cac chirng cam mao 4 mia
ma nguyén nhan do chinh khi kém,
phong xam pham vao phan da, phé
lam mAat coéng ning tuyén giang
cua phé, két hop vé khi bi tré ngai
phét sinh cac chirng ho, s¢ lanh, s¢



gi6, nhirc dau, ngat mii, mach phu
khan [1].

Milnalung dugc bao ché tir bai
thudc Ciru vi khuwong hoat thang gia
thém Kim ngan hoa, Cat canh, Bach
bo. Kim ngan hoa c6 nhiéu tac dung
quy nhu chéng viém, chdng di ang,
chéng oxy héa, ting mién dich. Cat
canh, Bach bo 1a nhirng duoc liéu
rat tot cho bénh hd hap nhu tac dung
chéng viém, giam ho, long dom,
chéng oxy héa [8]...Bai thudc Cuau
vi khuong hoat thang cé cac vi
thudc trir phong han thap 1a nhitng
vi thudc c6 tac dung chdng viém tét,
duoc gia thém Kim ngan hoa, Cat
canh, Bach b6 cang lam tang tac
dung chéng viém, dac biét chong
viém trén dudng hd hap. Vi vay, két
qua nghién ctu vé tac dung chdng
viém phoi cua cao long Milnalung
hoan toan phi hop voi thanh phan
Cau tao cua bai thuéc dung dé bao
ché.

V. KET LUAN

Cao long Milnalung liéu 416
mg/kg/ngay va 832 mg/kg/ngay cé
tac dung chéng viém phoi gay ra do
Lipopolysaccharide ¢ chudt cng
trang. Cu thé: lam giam phu né nhu
mo phoi thdng qua ty 18 uét/khd cua
nhu mo phoi; giam ton thuong phoi
thong qua danh gid mo bénh hoc
phdi; giam tinh trang viém phoi
thdng qua lam giam protein phan
tng C trong mau chudt déng thoi
lam giam protein, t& bao, LDH
(lactate dehydrogenase) va NOx
trong dich rira phé quan.
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