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Tac dung cia bai thuoc Xuong khdp nam thang lén kha
nang chiu dung trong luong ciia khdp goi trén mo hinh
gay viem xuong khop bang Monosodium iodoacetate

EFFECT OF THE REMEDY XUONG KHOP NAM THANG ON STRENGTH, KNEE JOINT
MORPHOLOGY ON OSTEOARTHRITIS MODEL WITH MONOSODIUM IODOACETATE

H6 Thi Lan, Tran Thi Hong Ngai
Tran L& Thi Thanh, N6ng Thu Hang
Hoc vién Y-Dugc hoc ¢6 truyén Viét Nam
TOM TAT

Muc tiéu: Bdnh gid tdc dung cda bai thubc Xuong khdp nam thang Ién khd ndng chiu dung trong luong
ctia khdp goi trén mé hinh gdy viém xuong khdp bdng monosodium iodoacetate (MIA).

Doi turgng va phurong phdp nghién ciru: 50 chudt cong trang Wistar, chia thanh 05 16, 10 chudt/Ié: Lo
chimg sinh ly; 04 16 (mé hinh/L6 tri 1/L6 tri 2/ L6 tham chiéu) gy viém xuong khdp bdng MIA, sau 1 tuén
tiém MIA, chudt ubng nudc cét/ bai thuéc Xuong khép nam thang liéu 12,6 g/kg/ngay va 25,2 g/kg/ngay.

Két qua: Bai thuéc Xuong khép nam thang liéu 12,6 g/kg/ngay va 25,2 g/kg/ngay 6 tdc dung lam
tdng ty Ié phdn phdi chiu dung trong lugng ctia chn sau chudt (p < 0,001 va p < 0,07 so véi I6 mb hinh;
p < 0,001 so vdi trudc dung thudc); Lom gidm ton thuong viém va thodi héa khdp goi trén hinh énh mé
bénh hoc khdp g6i nhudém HE, lam giém sé diém ddnh gid tén thuong mé bénh hoc sun xuong khdp go6i
(p < 0,05 so vdi 16 mé hinh). Cdc tdc dung nay ctia bai thuéc Xuong khdp nam thang tuong duong vdi
indomethacin liéu 2mg/kg/ngay.

Két ludn: Bai thubc Xuong khdp nam thang cé tdc dung cdi thién ty 1€ phdn phdi chiu dung trong
lugng ctia chdn sau va chéng thodi héa khdp gdi trén mé hinh thuc nghiém.

Tir khéa: Xuong khép nam thang, thodi héa khdp g6i, chudt cong trang.

SUMMARY

Objectives: To evaluate the effect of the remedy Xuong khop Nam Thang on weight bearing capacity
of the knee joint in a model of osteoarthritis induced by monosodium iodoacetate (MIA).

Subjects and methods: 50 Wistar white rats, divided into 05 lots, 10 mice/lot: Physiological control
group; 04 lots (Model/Treatment 1/Treatment 2/Reference lot) caused osteoarthritis by MIA, after 1 week
of MIA injection to mice drinking distilled water/ the remedy Nam thang bones and joints dose 12,6 g/kg/
day and 25,2 g/kg/day/indomethacin.

Results: The remedy Xuong khop Nam thang dose 12,6 g/kg/day and 25,2 g/kg/day had the effect of
increasing the distribution of weight tolerance of the hind legs (p < 0.007 and p < 0.01) compared with the
model lot; p < 0.007 compared to before drug use); Reduces inflammatory and degenerative knee joint
damage on HE-stained knee histopathology, reduces the score of knee osteoarthritis histopathological
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damage (p < 0.05 compared to the model lot). These effects of the remedy Xuong khop Nam thang were
comparable to those of indomethacin at a dose of 2mg/kg/day.
Conclusions: The remedy Xuong khop Nam thang have analgesic, anti-inflammatory and anti-dege-

nerative effects on osteoarthritis models.

Keywords: Xuong khop Nam thang, knee osteoarthritis, rot.

PAT VAN DE

Thodi héa khdp goi la hdu qua cda qua trinh
co hoc va sinh hoc lam mat can bang gilra su
téng hgp va hdy hoai cla sun va xuong dudi
sun. Thodi héa khép la mét bénh khép rat
thuong gap & moi quéc gia trén thé gidi. bay la
mot bénh khdp phé bién va gay nhiéu hau qua
nghiém trong cho ngudi cao tudi. Trén toan cau
c6 khoang 18% nir va 9,5% nam gidi mac bénh
thodi héa khép noéi chung, trong dé thoai héa
khdép g6i chiém t&i 15% dan s6 [1]. B6i véi Y hoc
hién dai da c6 nhiéu phuong phap diéu tri khac
nhau nhu st dung cac thuéc gidm dau, thudc
chdng viém khong steroid, steroid ndi khdp tuy
6 tac dung gidm dau hiéu qua nhung nhém
thudc nay thuong gay ra cac tac dung phu khi
str dung trong thdi gian kéo dai nhu viém loét
da day hanh ta trang, xuat huyét tiéu héa, tang
huyét ap, tén thuong gan than...[2]. Viéc nghién
clru tim ra thudc mdi diéu tri thodi héa khdp goi,
dac biét la thudc cé ngudn goc tir thién nhién,
han ché tdc dung khéng mong muon khi st
dung kéo dai la mét diéu raty nghia va can thiét.

Y hoc c6 truyén da cé nhiéu bai thuéc véi cac
vi dugc liéu quy véi tac dung hd trg diéu tri thodi
hoa khdp géi, lam chdm qua trinh tién trién cta
bénh va dac biét la han ché cac tac dung phu
khdng mong mudn. Bai thudc Xuong khép nam
thang la su két hgp cda 8 vi thudc véi tac dung:
Khu phong, trirthap, hanh khi hoat huyét, b6 can
than. Tuy nhién, chua cé nghién ciru nao vé co
ché tac dung chdng viém, chdng thoai héa khdp
g6i cha bai thudc nay. Dé cé bang chimng khoa
hoc va lam tién dé cho nhirng nghién ctru tiép
theo, chiing toi tién hanh nghién clru nay nham
muc tiéu: Danh gid tadc dung ctia bai thuéc Xuong
kh&p nam thang Ién kha nang chiu dung trong
lugng ctia khdp géi chudt céng trang.

POl TUONG VA PHUONG PHAP NGHIEN CUU
Chat liéu nghién ciru

Bai thuéc Xuong khdp nam thang gom 8 vi
thudc: Thién nién kién- Rhizoma Homalomenae
occultae (12g), Day dau xuaong- Tinospora
sinensis Merr (12g), La 16t- Piper lolot L (12g),
Dinh lang- Radix Polysciacis (12g), Ha thu 6 dd-
Polygonum Multiflorum Thunb (12g), Nguu tat
nam- Achyranthes Bidentata Blume (10g), Cay xau
ho- Herba Mimosae pudicae (10g), Mach mon-
Ophiopogon japonicus (10g).

Tat ca cac vi thubc dat tiéu chuan Duoc dién
Viét Nam V [3].

Dich chiét nudc bai thudc Xuong khép nam
thang dugc bao ché theo phuong phap chiét
xudt dugc liéu véi nudc cat, chiét néng (100°C,
2 lan), dich chiét dugc loai tap, c6 dac sau d6 co
quay dén cao 3:1.

Liéu dung clia thu6c dugc tinh theo gam dugc
liéu. Téng bai thudc 1a 90 g, dugc sirdung trén ngudi
moi ngay 1 thang (90g). Nhu vay liéu dung trén
ngudi 13 90/50kg/24h = 1.8g/kg/24h. Quy ddi ra lidu
trén chudt cdng trang (hé s6 7) la 12,6g/kg/24h [4].

Thudc d6i chirng: Indomethacin 25mg.

Gdy md hinh bang tiém Monosodium
iodoacetate (MIA) (Sigma-Aldrich (St. Louis, MO,
USA); nudc mudi sinh ly (Braun, Viét Nam).

Poi twong nghién cliru

Chuét cong trang trudng thanh, chiing Wistar,
50 con, khoéng phéan biét giéng, 9 tuan tudi, can
nang 180 + 20 g. Pugc cung cap bédi Trung tdm
DPdng vét thi nghiém Hoc vién Quan y. Tat ca chudt
duoc nudi trong diéu kién chuan tai phong chan
nudi thuc nghiém clia BG mon Dugc ly - Hoc vién
Quan y vGi cling diéu kién vé nhiét do, dd am, ti 1é
thdi gian sdng téila 12/12, nudc ubng sach, thirc an
do Trung tam Bong vat thi nghiém Hoc vién Quan
y cung cap.
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Pia diém va th&i gian nghién ciru

Nghién ciu dugc thyc hién tai B6 mon
Dugc ly - Hoc vién Quan y tir thang 03/2023 dén
thang 12/2023.

Phuong phap nghién ciru

Thiét ké nghién ciru: Tién hanh nghién cliru
trén chubt cdng trang gdy thodi hdéa khdp goi
bang Monosodiumiodoacetate (MIA) theo
phuong phap nghién clru ctia Ikufumi Takahashi
va cOng su (2018) [5].

C& mau va phuong phdp chon méu: Nam
mudai chudt c6ng trang trudng thanh sau khi
nudi 7 ngay tai phdng nudi ddng vat thi nghiém
clia Hoc vién Quan y da loai trir nhirng chuot
khéng dat tiéu chuan, dugc thuc hién mé hinh
thdr nghiém. Chuét dugc chia ngau nhién thanh
516, m6il6 10 con.

Quy trinh nghién ciru: Chudt céng trang dugc
gay thodi héa khdp gbi bang tiém Monosodium
iodoacetate (MIA) vao khe khép géi theo phuong

Ty |&é phan phoi

phap nghién ctru ctia Ikufumi Takahashi va cdéng
su (2018) [6]. Sau 1 tudn cac chudt bat dau dugc
cho udng nudc cat, thudc tham chiéu va dich
chiét Xuong khdp nam thang cho dén hét 8 tuan.

50 chudt dugc chia ngau nhién thanh 5 16,
méi 16 10 con. L6 ching: Khéng gdy thodi hoa
khdép gbi, udng nudc cat. L6 md hinh: Gay thoai
héa khdp goi, udng nudc cat. Lo tri 1: Gay thodi
héa khép goi, uéng dich chiét Xuong khép nam
thang liéu 12,6 g/kg/24h. L6 tri 2: Gay thodi hda
khdp g6i, uéng dich chiét Xuong khép nam thang
liéu 25,2 g/kg/24h. L6 tham chiéu: Gay thodi hda
kh&p g6i, udng indomethacin liéu 2mg/kg/ngay.

Phuong phdp ddnh gia:

Panh gid ty Ié phan phdi chiu dung trong
lugng clia chan sau bang thiét bi do chuyén dung
(Incapacitance tester), theo phuong phap dugc
mO ta bdi S. E. Bove M.S. va cong sur (2003) [7].

Tinh ty 1é phan phéi chiu dung trong lugng
theo cong thurc:

Trong lugng trén chan sau bén phai

chiudungtrongluong =

x 100

Trong lugng trén chan sau bén phai + tréi

Xét nghiém mé bénh hoc khép géi:

Sau 7 tuan dung thudc, chudt dugc giét va
khdép gbi chan sau bén phai dugc cat ra, ¢6 dinh
trong Formalin 10%, lam tiéu ban mé bénh hoc
khdp goi.

Tién hanh danh gia su thay déi mé bénh hoc
str dung bang chdm diém danh gia mé bénh hoc
sun xuong khdp, véi diém thay doi tir 1-24 nhu
trinh bay & bang sau (theo phuong phap mé ta
bai Pritzker va cong su) [8].

Bdng chdm diém ddnh gid mé bénh hoc sun xuong khép

Giai doan (stage)

Lo (grade) S1 S2 S3 S4
G1 1 2 3 4
G2 2 4 6 8
G3 3 6 9 12
G4 4 8 12 16
G5 5 10 15 20
G6 6 12 18 24

X ly va phan tich s6 liéu

S dung phan mém SPSS 20.0. Cac s6 liéu
dugc trinh bay dudi dang Mean * SD. So sanh
thong ké bang test T-student. Sy khac biét cé y
nghia thdng ké khi p < 0,05.
Pao dirc trong nghién ciru

Nghién cliu dugc théng qua H6i dong
bdo vé dé& cuong Hoc vién Y - Dugc hoc cé
truyén Viét Nam.

Nghién ctru dugc thuc hién trén chudt cong
trang, s6 lugng ddng vat str dung trong cac mo
hinh thi nghiém dugc han ché & murc téi thiéu, dd
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dé thu dugc két qua dam bao dé tin cay va du xir
ly théng ké.

Viéc lya chon déng vat thi nghiém, diéu kién
nudi, cham séc va str dung dong vat déu tuan tha
chat ché theo “Hudng dan ndi dung co ban tham
dinh két qua nghién clru tién lam sang thudc tan

dugc, thudc ¢6 truyén, vac xin va sinh pham y té”
clia BO Y té. Trung thurc trong xtr ly so ligu.

KET QUA
Su thay déi trén kha nang chju dwng
trong lurong

Bdng 1. Ty I phdn phdi chju dung trong luong cda chén sau chudt
& thoi diém trude tiém MIA va 1 tudn sau tiém MIA

Ty I phan phéi chiu dwng trong Iuwong (%)

(X£SD)

L6 nghién ciru n Ps-a
Truéc tiém MIA (a) Sau 1 tuan tiém MIA (b)
Lé6ching (1) 10 50,76 + 2,54 50,68 + 3,75 > 0,05
L6 mb hinh (2) 10 50,12 + 2,61 29,57 + 2,96 < 0,001
Lo tri1 (3) 10 50,25+3,18 29,23+4,16 < 0,001
Lo tri2 (4) 10 50,12 +3,03 29,18 £4,24 < 0,001
Tham chiéu (5) 10 50,68 + 2,91 29,32 +4,35 < 0,001
P234,51 > 0,05 <0,001

Tai thoi diém 1 tuan sau tiém MIA, ty 1& phan
phéi chiu dung trong lugng do dugc & 16 mo hinh
(16 2) cling nhu & cac 16 c6 tiém MIA vao khdp goi

phai clia chut (16 3, 4, 5) gidm cd y nghia thong ké
so vdi 16 ching (khéng tiém MIA) cling nhu so véi
thdi diém trude khi tiém MIA (XPD) véi p < 0,001.

Bédng 2. Su’thay d6i khd ndng chju dung trong lugng cda chdn sau chudt
sau 2 tudn va 4 tudén

Ty Ié phan phai chiu dwng trong Iwgng (%)

(X+SD)
L6 nghién ciru n Pcb Pa-b
Truéc uéng Sau 2 tuan Sau 4 tuan
thudc (b) udng thudc (c) udng thudc (d)
L6 md hinh (2) 10 29,57 £ 2,96 30,98 £ 3,15 31,82+3,24 >0,05 >0,05
Lo tri1 (3) 10 29,23+4,16 36,81 + 3,62 40,37 £ 3,95 <0,01 <0,01
Lo tri 2 (4) 10 29,18 +4,24 38,26 + 3,64 43,09+ 4,42 <0,01 <0,01
Tham chiéu (5) 10 29,32 +4,35 37,42 +3,75 42,03 £ 4,31 <0,01 <0,01
P3-2; P42 Ps-2 >0,05 <0,01 - -

Tai thai diém sau dung thuéc 2 tuan va 4 tuan,
ty 1& phan phdi chiu dung trong lugng & cac 16
dung dich chiét Xuong kh&p nam thang (16 3, 4)

va 16 dung indomethacin (16 5) tang cd y nghia
thong ké so véi 16 mé hinh cling nhu so véi trudc
dung thudc, véip <0,01.
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Bdng 3. Suthay déi kha ndng chiu dung trong lurong ctia chdn sau chudt sau 6 tudn va 7 tudn

Ty & phan phéi chiu duwng trong luwong (%)

A A (X+SD)
L6 nghién ciru n - Pea pra
Truéc uéng Sau 6 tuan Sau 7 tuan
thudc (b) udng thudc (e)  udng thudc (f)
L6 md hinh (2) 10 29,57 + 2,96 35,86 + 3,45 37,16 + 3,81 <0,01 <0,01
LS tri 1 (3) 10 29,23+4,16 41,83 £ 4,09 43,12 £4,24 <0,001 <0,001
L6 tri 2 (4) 10 29,18 + 4,24 44,92 + 5,01 45,33 + 4,86 < 0,001 < 0,001
Tham chiéu (5) 10 29,32 +4,35 42,64 + 4,73 43,98 + 4,62 < 0,001 < 0,001
P3.2; Paor Ps.» > 0,05 <0,01 o -

Tai thoi di€ém sau dung thuéc 6 tudn va 7 tuan,
ty 1& phan phoi chiu dung trong lugng & cac 16
dung dich chiét Xuong khé&p nam thang (16 3, 4)
va 16 dung indomethacin (16 5) tang c6 y nghia

thong ké so véi 16 md hinh (p < 0,01) cling nhu' so
V@i trudc dung thudc (p < 0,001).

Su thay d6i trén hinh dnh mé bénh hoc
khép goi

L6 chirng: Khdp goi véi mang hoat dich méng dugc 16t bai
biéu mé det. Sun khdp khdng bi ton thuong thoi hda. Hinh
anh mé bénh hoc khdp géi binh thudng (HE x 100).

L6 md hinh: Khdp g6i véi mang hoat dich day, bi xam nhiém
nhiéu té€ bao viém la lympho va dai thuc bao. Cé noi mang
hoat dich bi hoai tir to huyét. Cdic mao mach mau sung
huyét. M6 sun bi xo hda va thoai hda hyalin. Hinh anh viém
thodi héa khdép g6i (HE x 100).

L6 tri 1: Khdp g6i véi mang hoat dich day véi cac té bao soi
tang sinh, xam nhiém t€ bao viém la lympho va dai thuc bao.
Cac mao mach mau sung huyét. Hinh anh viém tang sinh
mang hoat dich kh&p g6i (HE x 100).

L6 tri 2: Khdp goi v&i mang hoat dich day véi cac té bao soi
tang sinh, xdm nhiém nhiéu t€ bao viém la lympho va dai
thuc bao. Cac mao mach mau sung huyét. Hinh anh viém
tang sinh mang hoat dich khép géi (HE x 100).

L6 tham chiéu: Kh&p gbi véi mang hoat dich day véi cac té
bao sgi tang sinh, xam nhiém nhiéu t€ bao viém la lympho
va dai thuc bao. Cac mao mach mau sung huyét. M6 sun xo
hoa, thodi hda hyalin nhe. Hinh anh viém thoai hda khdp
g6i (HE x 100).

Hinh 1. Suthay d6i trén hinh dnh mé bénh hoc khdép goi
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Bdng 4. Biém ddnh gid ton thuong moé bénh hoc sun xuong khép
" . Piém danh gia S -
L6 nghién ciru n (X £ SD) % giam so V@i (2) p

L6 chirng (1) 10 0,00 + 0,00
L6 mo hinh 2 10 18,10 £ 2,88

@ Pags2 <005
Lo tri 1 B 10 13,20 + 2,49 27,07 Pss > 0,05
Lo tri 2 @ 10 12,90 + 2,42 2873 Psas> 0,05
L6 tham chiéu (5) 10 13,90 + 2,69 23,20

So véi 16 md hinh, diém trung binh danh gia
ton thuong mé bénh hoc sun xuang khdp & cac
16 uéng dich chiét Xuong khdp nam thang cling
nhu & 16 uéng indomethacin gidam c6 y nghia
thong ké véi p < 0,05, ty Ié gidm so véi 16 m6 hinh
[an luot la 27,07%; 28,73% va 23,20%.

BAN LUAN

Viéc diéu tri thodi hda khdp hién nay chu yéu
tap trung vao diéu tri chdng viém, giam dau trong
cac dat tién trién, phuc hdi chirc nang van dong
cla khdp, han ché va ngan ngura tinh trang bién
dang khdp... Nhiéu nghién ctru da cho thdy cac
thudc y hoc ¢é truyén cé tac dung chéng viém
tét, la mot tiéu chi quan trong trong diéu tri thoai
héa khép.

Trong nghién cru cla ching t6i da str dung
md hinh gay thoai hda khdp do MIA gay ra theo
Ikufumi Takahashi va cdng sy, mé hinh nay da
dugc gay thanh cong trén nhiéu loai dong vat
khac nhau va dugc nhiéu tac gia trén thé gidi sir
dung. M6 hinh MIA diing chét (rc ché chuyén hoa
MIA tiém vao khdp gbi clia chudt, c6 tac dung Urc
ché hoat tinh ctia glyceraldehyde-3-phosphate
dehydrogenase & sun khdp, dan dén sy gian
doan qua trinh chuyén hda nang lugng tlr thay
phan dudng, cac qua trinh téng hop va tham chi
la su chét té bao, gdy ra su tang san hoat dich
va xam nhap té bao viém Idp di 13p lai nhiéu lan,
tlr d6 lam mat dan I6p sun khdp va tén thuong
cau truc xuong dudi sun, tao ra tinh trang bénh
tuong tu thodi hda khdp trén 1am sang [8].

Két qua nghién ctru cho thay cé su khac biét
rd rét vé ti 1& su phan bo trong lugng chan sau
chudt & tat ca cac 16 chubt tiém MIA so vdi 16

chimng (p<0,001) (Bang 1). Chirng té md hinh da
dugc gay thanh cong. Két qua nay cling tuong ty
nhu két qua gay md hinh cta Ikufumi Takahashi
va cdng sy [9].

Két qua danh gia hinh anh mé bénh hoc khdp
g6i cho thay: & 16 mé hinh ¢ hinh dnh viéem
thoai hda khdp g6i r&; O cac 16 tri dung dich chiét
Xuong khdp nam thang bi€u hién viém giam rd,
cac biéu hién hoai tl, xo hda, thodi héa khdp
g6i hau nhu khong cé; O 16 tham chiéu diing
indomethacin bi€u hién viém gidm rd so vdi 16
mé hinh, tuy nhién van thdy c6 hinh dnh xo hoa
mo sun, thodi hdéa hyalin nhe. Két qua nay cho
thay dich chiét Xuong khdp nam thang c6 tac
dung bao vé sun khép.

Cac vi dugc liéu trong bai thudc Xuong khdp
nam thang da dugc chirng minh cé tac dung diéu
tri thodi hda khép véi nhiéu co ché khac nhau:
Chong oxy hda, gidm dau, chéng viém, chéng
lodng xuong. Cau trdc cla cac hgp chat méi
Homalomenin A-E (1-5) ctia Thién nién kién tac
dung Urc ché d6i vai su biéu hién COX-2 mRNA,
protein COX-2 va quéa trinh san xuat prostaglandin
E2 (PGE2), tir d6 c6 tac dung chéng viem manh
mé& [10]. Day dau xuong da dugc chirng minh la
€6 tac dung Urc ché san xuat NO va cac cytokine
gady viém (TNF-q, IL-1B va IL-6), tir d6 lam giam
dang ké tinh trang sung tay, tang cam gidc dau
va muc dé nghiém trong clia bénh viém khdp,
dong thai lam gidm sy tang sinh md hoat dich va
tham nhiém t& bao viém & chudt CIA[11] ...

KET LUAN
Bai thudc Xuong khép nam thang liéu 12,6
g/kg/ngay va 25,2g/kg/ngay dung duong udng
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trong 7 tuan cé tac dung lam tang ty |é phan phoi
chiu dung trong lugng clia chan sau chudt (p <
0,001 va p<0,01 sovdildo mé hinh; p<0,001 so vdi
trudc dung thudc); Lam gidm ton thuong viém
va thodi héa khdp gbi thong qua tac dung lam
cai thién hinh anh mo bénh hoc khép géi nhuém
HE, lam gidam s6 diém danh gia tén thuong mo
bénh hoc sun xuong khé&p goi (p < 0,05 so véi 16
mo hinh). Cac tadc dung nay ctia bai thudc Xuong
khd&p nam thang tuong duong véi indomethacin
liéu 2 mg/kg/ngay.
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