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ddc diém thudng gdp 6 bénh nhan VPLQTM. Vi
khudn Klebsiella pneumoniae, Acinetobacter
baumannii, Pseudomonas aeruginosa,
Staphylococcus aureus la nguyén nhan gap nhiéu
nhat & bénh nhan VPLQTM. Ty Ié khang khang
sinh clia cac vi khuan nay dang ¢ mdic cao. Bénh
nhan VPLQTM cé tién lugng diéu tri van con xau,
do dé viéc thuc hién cac bién phap du phong
VPLQTM la rat can thiét.
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NGHIEN CU’U TAC DUNG PIEU TRI THOAI HOA KHO'P GOI
CUA VIEN NANG C’NG “TD.NQ” TREN THU’C NGHIEM

Tran Thai Ha!, Tran Cong Luan2, Pham Thi Van Anh3

TOM TAT

Muc tiéu nghién cilru: Nghién cttu tac dung diéu
tri thoai hoa khdp gGi clia vien nang cing “TD.NQ”
trén dong vat thuc nghiém. Poi tugng va phucng
phap nghién ciru: Chudt c6ng trang ching Wistar
(Hoc vién Quan Y cung cap). Ca 2 gidng, khoe manh,
trong lugng 180 + 40 g. Phudng phap nghién clru:
nghién clru diéu tri thoai héa khdp g6i clia vién nang
cing TD.NQ trén chudt gay thodi hda khdp gbi bang
MIA, thong qua cac chi s6 cytokine gay viém, dudng
kinh viing khdp g6i va mo bénh hoc.. Két qua: O 10
uong TD.NQ_ liéu 12,798 g/kg, dd tang du’dng kinh
vung khdp gdi trén chuot glam so vd@i 16 mo hinh & tat
ca cac thai diém, dic biét & thdi diém sau 1, sau 3, 4
va sau 5 tuan (p < 0,05, p < 0,01). Tac dung nay tot
hon liéu 4,266 g/kg nerng kém hon so véi Diclofenac
3mg/kg. O 16 uéng TD.NQ liéu 12,798 g/kg, nong do
interleukin-1B giam rd rét so vdi 16 mo hinh (p <
0,01), khong khac biét so véi chirng sinh hoc va so véi
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diclofenac 3mg/kg (p > 0,05). O 16 u6ng TD.NQ Iiéu
12,798 g/kg, nong do TNF-a glam ro rét so vdi 16 mo
hinh (p < 0,05), khdng khac biét so Vdi chu’ng sinh
hoc va diclofenac 3mg/kg (p > 0,05). Dlem ton
thuang md bénh hoc khdp g6i gidm tir 50 xudng 36 va
35 trén lan lugt hai 10 tri. K&t luan: TD.NQ ca 2 liéu
4,266 g/kg va 12,798 g/kg cé tac dung giam cac chi
sO interleukin-18 va TNF-a, gidm dudng kinh ving
khdp goi trén khdp gdi bi viém, cai thién md bénh hoc
khdp gai chudt nghién cdu. TD.NQ liéu 12,798 g/kg c6
xu hudng cé tac dung tét hon so V@i liéu 4,266 a/kg,
tuy nhién su khac biét chua cd y nghia thong ké. Tor
khéa: thodi hda khdp, TD.NQ, y hoc cd truyén.

SUMMARY

STUDY ON THE EFFECTS OF THE CAPSULE
“TD.NQ"” IN THE TREATMENT OF KNEE
OSTEOARTHRITIS IN EXPERIMENT

Objective: Study the treatment effects of knee
osteoarthritis of capsules "TD.NQ" on experimental
animals. Subjects and methods: Wistar white rats
(provided by the Vietnam Military Medical Academy).
Both breeds, healthy, weight 180 £ 40 g. Method:
Research on the treatment of knee osteoarthritis with
TD.NQ capsules on mice with MIA-induced knee
osteoarthritis, through inflammatory cytokine indices,
knee joint area diameter and histopathology. Results:
At a dose of 12,798 g/kg, the increase in knee joint
diameter in mice decreased compared to the model
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group at all times, especially at the time of after 1, 3,
4 and 5 weeks (p < 0.05, p < 0.01). This effect is
better than the dose of 4,266 g/kg but didnt pass
Diclofenac 3mg/kg. At a dose of 12,798 g/kg,
interleukin-18 concentration decreased significantly
compared to the model batch (p < 0.01), with no
difference compared to the biological control and
compared to diclofenac 3mg/kg (p > 0.05). At a dose
of 12,798 g/kg, TNF-a concentration decreased
significantly compared to the model batch (p < 0.05),
not different from the biological control and diclofenac
3mg/kg (p > 0 .05). The knee joint histopathological
damage score decreased from 50 to 36 and 35 in the
two treatment batches respectively. Conclusion:
TD.NQ both doses 4,266 g/kg and 12,798 g/kg are
effective in reducing interleukin-1B and TNF-a indices,
reducing the diameter of the knee joint area on
inflamed knee joints, and improving joint
histopathology. research mouse pillow. TD.NQ dose
12,798 g/kg tends to have a better effect than dose
4,266 g/kg, but the difference is not statistically
significant. = Keywords: osteoarthritis, TD.NQ,
traditional medicine.

I. DAT VAN PE

Thoai hoa khdp hay cac bénh ly xuong khdép
thudng gdp déu cd biéu hién chl yéu 1a dau va
viém tai khép, anh hudng nhiéu dén chiic nang
van dong cua bénh nhan. Viéc diéu tri hién nay

chu yéu tap trung vao chéng viém, giam dau
trong dot cap va cai thién chirc ndang van dong
cho ngudi bénh [1].

Vién nang cing “TD.NQ"” gom cac vi thudc:
Hoang ba, Sinh dia, Dao nhan, Bach thugc, Quy
ban, Phuc linh, Do trong, Bucng quy, Bang sam,
Phong phong, Tam gui gao, Tan giao, Nguu tat,
Tran bi, Xuyén khung, Cam thao, Boc hoat, Qué
chi, T€ tan, Vo lieu, cao xudng, phbi hgp véi
nhau nham dat dugc tac dung chinh Ia bd thén,
khu phong, trtr thap, thanh nhiét, thong kinh
hoat lac. D€ khang dinh hiéu qua diéu tri cling
nhu cung cadp bang chirng khoa hoc cta san
pham, ching tdi tién hanh dé tai nghién cru véi
muc tiéu: “Nghién clu tac dung diéu tri thoai
hoa khdp gbi clia vién nang cling “TD.NQ" trén
dong vat thuc nghiém”.

Il. CHAT LIEU, POI TUONG VA PHUONG

PHAP NGHIEN cU'U

2.1. Chat liéu nghién ciru. Vién nang cliing
TD.NQ thanh phan goém céc dudc liéu dugc kiém
dinh chét lugng theo tiéu chudn DDVN V va san
xuédt theo tiéu chudn co sd tai cdng ty cd phan
Sao thai duagng

TT | Thanh phan | Tén khoa hoc | Ham lwgng va Ty 1é | Tiéu chuan dudgc liéu
Moi vién nang cirng hon hgp thao moc tuong ducng khoi lugng thao moc
1 Hoang ba Cortex Phellodendri 1,0g
2 Quy ban Plastrum Testudinis 0,459
3 Sinh dia Radix Rehmannia glutinosae 0,31g
4 | Bach thugc Radix Paeoniae lactiflorae 0,30g
5 Phuc linh Poria 0,21g
6 Do trong Cortex Eucommiae 0,21g Dugc dién Viét nam V
7 | Pucng quy Radix Angenicae sinensis 0,13g
8 | Dangsam Radix Codonopsis 0,12g
9 | Phong phong [Radix Saposhnikoviae divaricatae 0,10g
10 | Tam gt gao Herba Loranthi 0,10g
11 Tan giao Radix Gentianae 0,10g
12 Nguu tat Radix Archiranthis bidentatae 0,10g
13 Vo liéu Salix alba 0,17g TCCS
14 Tran bi Perlcarplu[r;el r(éltttrlll eretlculatae 0,089
15 | Pao nhan Semen Pruni 0,08g
16 | Xuyén khung Rhizoma Ligustici wallichii 0,069 o ia
17 | Cam thao Radix et Rhizoma Glycyrrhizae 0,059 Dutgc dien Viet nam V
18 Doc hoat Radix Angelicae pubescentis 0,049
19 QUE chi Ramulus Cinamomi 0,03g
20 TE tan Radix et Rhizoma Asari 0,02g
21 | Cao xuong 0,299 TCCS
Theo quy trinh san xudt tai phu luc 3 véi ty Lieu dung du kién trén ngusi: 9
Ié chiét 1/6. Vién nang cing TD.NQ chira 3,959 vién/ngay/nguGi (tudng duong 5400mg bot
dugc liéu/vién tuong duong 600mg bot thudc/  thudc/ngay/ngudi).

vién (theo tiéu chun cd sd: 600mg + 10%)

Tinh trung binh mét ngudi 50kg, quy déi ra

73



VIETNAM MEDICAL JOURNAL N°1 - MAY - 2024

liéu tugng duong trén chudt cong vdi hé s6 quy
doi 1a 06 thi liéu du kién co tac dung trén chudt
cong la : 5400mg +50%x6 = 648mg.

Nhu vay du kién Liéu 1 (liéu lam sang)
648mg bot thudc/kg/ngay (tuong duang 4,266g
dugc liéu/kg/ngay). Liéu cao (liéu 2) gap 3 lan la
1944mg boOt thudc/kg/ngay (tuong duadng
12,7989 dugc liéu /kg/ngay) [2]

2.2. Poi tugng nghién ciru. Chubt cong
trdng chung Wistar (Hoc vién Quan Y cung cap).
Ca 2 gibng, khoe manh, trong lugng 180 + 40 g.
Pong vat dugc nudi trong diéu kién day da thic
&n va nudc ubng theo tiéu chudn tai phong thi
nghiém 3 tuan trudc khi nghién clu va trong
sudt qua trinh nghién cu tai b6 mén Dugc Ly -
Dai Hoc Y Ha Noi.

2.3. Hoa chat, may maéc va thiét bi phuc
vu nghién ciru

- Monosodium-iodoacetate lo 25G do hang
Sigma Aldrich (Singapore) cung cap

- Natri clorid 0,9% do hang Braun, Viét Nam
san xuat

- Cobn 70 d6 cta hang HDPharma (Viét Nam)

- Dung dich sét khudn Betadin cua hang
Mundipharma Pharmaceuticals Ltd. (Sip)

- Kit TNF-alpha code SEA133RA danh cho
chudt cong cta hang Cloud Clone Corp.

- Kit IL-1beta code SEA563RA danh cho
chudt cong cta hang Cloud Clone Corp.

- Cac hoa chat xét nghiém va lam tiéu ban
mo bénh hoc.

- Hé thGng xét nghiém ELISA cla hang
Biotek (MY)

- May do phan ('ng dau Dynamic Plantar
Aesthesiometer 37450 cta hang Ugo Basile (Y)

- Thudc dién tr do d6 day (P6 chinh xac:
0,02mm): MC 555 cla hang Hangzhou tools and
measuring tools Co., Ltd (Trung Qudc)

- May do nguBng dau Analgesy meter 7200
ctia hdng Ugo Basile (Y)

- Camera Canon Ixus 120IS (Nhat Ban)

- Phan mém phan tich hinh anh VLC media player.

- Kim chuyén dung cho chuét nhat/chudt
cong udng thudc B

- Dung cu va vat liéu dung cho phau thuat:
kinh 1Gp, dao md, kéo, panh, kim chi, bdng,
bang, gac, bam tiém...

2.4. Phuang phap nghién ciru

Thiét ké nghién cuu: nghién cliu thuc
nghiém cé nhdm chirng. B

Chugt cdng trdng dugc chia ngau nhién
thanh cac 16, moi 16 10 con.

L6 1 (chiing sinh hoc): tiém vao khe khép nudc
mudi sinh ly, uéng nudc cat liéu 1ml/100g chudt.
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L6 2 (md hinh): gdy thodi héa khép bang
tiém vao khe khép MIA 3mg/khdp, uéng nudc
cat 1ml/100g chuct.

L6 3 (chdng dudng): gay thoai hda khdp
bang tiém vao khe khdp MIA 3mg/khdp, ubng
diclofenac 3mg/kg

LG 4 (16 tri 1): gdy thoai hda khdp bdng tiém
vao khe khdp MIA 3mg/khdp, uéng TD.NQ liéu
4,2669/kg/ngay

L6 5 (16 tri 1): gdy thodi hda khdp bdng tiém
vao khe khép MIA 3mg/khdp, uéng TD.NQ liéu
12,798g/kg/ngay

Tai thdi diém bat dau nghién cliu, chudt & 16
2 dén 16 5 dugc gay mo hinh thodi hda khép
thuc nghiém theo phudng phap ctia Kim va cong
su [5], [6] bang cach tiém dung dich MIA liéu
3mg/khdp vao khdp gbi bén phai cla tung
chudt. Riéng chudt 16 chirng sinh hoc dudc tiém
nudc mudi sinh ly la dung méi pha thudc vao
khdp gbi bén phai cua tirng chudt. Thé tich dung
dich tiém vao khdp 13 50pul/khdp.

Sau khi gdy md hinh bdng tiém MIA
3mg/khdp, cac 16 1 va 2 dugc ubng nudc, 10 3
uong diclofenac lieu 3mg/kg, 16 4 va 5 dugc
ubng TD.NQ liéu  4,266g/kg/ngay va
12,798g/kg/ngay tuagng Ung. Cac 16 chudt uéng
thudc va nudc 1 lan/ngay trong 6 tuan lién tuc.
Thu6c thir dugc nghién trong c6i s, pha thudc
vai nudc cat trudc khi cho chudt udng.

2.5. Thdi gian va dia diém nghién ciru

Dia diém nghién cdu: B6 mdn Dugc ly,
Trudng Dai hoc Y Ha Noi

Thoi gian nghién ciru: Thang 5- thang 10
nam 2023.

2.6. Chi s6 danh gia. budng kinh vung
khdép goi

Pudng kinh ving khdp g6i dudc do bang
thudc dién tir chuyén dung, tinh dudng kinh I6n
nhat do dugc tai khdp gbi phai, do vao cac thdi
diém: trudc nghién clu, sau tiém MIA va udng
thudc 1 tuan, 2 tuan, 3 tuan, 4 tuan, 5 tuadn va 6
tuan. Chi s6_danh gia la d6 tang dudng kinh
khép g6i & moi thdi diém nghién ciu so véi trudce
nghién ctu, dan vi la milimet (mm)

Céc chi s6 Interleukin

Cac Interleukin 1B va TNF a la cac chi s6 dac
hiéu, tang cao trong thoai hda khdp, khi giam
dudc cac chi s6 nay nghia la lam cham qua trinh
thoai hda, cai thién cau trdc cua sun khdp. Cac
chi s6 nay dugc dinh lugng trong huyét thanh
clia chudt & thdi diém sau 6 tuan tiém MIA.

DBanh gia m6 bénh hoc khdp goi

banh gia ngau nhién trén 30% s6 chudt &
cac 16 sau 6 tuan tiém MIA va udng thudc, chudt
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dugc gdy mé va phau thuat tach khdp gbi phai
ra khdi co thé, bdo quan trong dung dich
formaldehyd 10%, dudc danh gia mdc do thoai
hoéa dua theo bang diém cla Kim Joon Ki [5]
trén tiéu ban giai phau md bénh hoc.

Két qua giai phau bénh dugdc danh gia tai BO
mon Giai phau bénh — Trudng Dai hoc Y Ha Noi.

2.5. Xtr ly s0 liéu

I1. KET QUA NGHIEN CcU'U

S6 liéu dugc nhap bdng phan mém Excel
2019 va xUr ly bang phan mém SPSS 20, biéu
dién dudi dang X £ SD (v8i s6 liéu phan bo
chuén). Kiém dinh cac gid tri bang t-test Student
hodc test truGc-sau.

Quy udc: *: p < 0,05; **: p < 0,01; ***: p
< 0,001: p so vdi trudc nghién clru.

Bang 1. Anh hudng cua TD.NQ Ién dudng kinh vang khdp géi chudt céng

Do tang dudng kinh vung khdp goi theo thai gian (mm)
L6 chuot n Saul Sau 2 Sau 3 Sau 4 Sau5 Sau 6
tuan tuan tuan tuan tuan tuan
( chl,m;";iﬁh hocy | 10 | 0,37£0,1 |0,32£0,07|0,3620,12| 0,39£0,13 | 0,470,13 | 0,41£0,13
L6 2 M6 hinh 10 |1,03+0,35|0,90+0,25|1,03+0,25|1,09+0,34|1,14+0,35| 0,99+0,30
p so chiing <0,001 <0,001 <0,001 <0,001 <0,001 <0,001
Lo 3 Diclofenac
3ma/k 10 |0,74+0,20(0,67+0,20|0,79+0,22 | 0,60+0,20|0,51+0,16 | 0,66+0,22
p so ching <0,001 <0,001 <0,001 <0,05 >0,05 <0,01
p so mo hinh <0,01 <0,05 <0,05 <0,01 <0,001 <0,01
TD.NQ ';1°2‘:569 /kg | 10 |1,02£0,25|1,130,40 | 1,040,36 | 1,030,17 | 0,970,29| 0,90+0,29
. /A
p so chiing <0,001 <0,001 <0,001 <0,001 <0,001 <0,001
p so mo hinh >0,05 >0,05 >0,05 >0,05 >0,05 >0,05
p so diclofenac <0,05 <0,01 >0,05 <0,001 <0,001 <0,05
TD.NG S 28 Jkg | 10 |071£0,21 |0,690,23|0,700,17 | 0,77:0,26 | 0,71:0,19 | 0,75%0,24
. /A g/kg
p so chiing <0,001 <0,001 <0,001 <0,001 <0,01 <0,01
p so mo hinh <0,05 >0,05 <0,01 <0,05 <0,01 >0,05
p so diclofenac >0,05 >0,05 >0,05 >0,05 <0,05 >0,05
p so lieu thap <0,01 <0,01 <0,05 <0,05 <0,05 >0,05
Nhan xét: - D6 tang dudng kinh vung khdp < 0,01). Tac dung nay kém hdn so vdi

g6i clia chudt & cac 16 dugc tiém MIA gay thoai
hoa khdp, dac biét la 16 m6 hinh tdng ro rét so
V@i 16 chirng sinh hoc (chi tiém nudc mudi sinh
ly), su’ khac biét cé y nghia théng ké (p < 0,001,
p < 0,01 va p < 0,05).

- O 16 ubng Diclofenac 3mg/kg, d0 tang
dudng kinh ving khdép g6i trén chudt giam ro rét
so VGi 16 md hinh & tit ca cac thdi diém nghién
cttu (p, < 0,05, p < 0,01 va p < 0,001).

- 016 ubng TD.NQ liéu 4,266 g/kg, d6 tang
dudng kinh vung khdp g6i trén chudt khdng giam
so vGi 16 md hinh & thdi diém sau 1 tuan dén 3
tuan tiém MIA. Dén thdi diém sau 4 dén 6 tuan,
do tang dudng kinh ving khdp g6i trén chudt co
xu hudng gidm so vai 16 mo hinh nhung su khac
biét chua ¢ y nghia théng ké (p > 0,05).

- 016 uéng TD.NQ liéu 12,798 g/kg, d6 tang
dudng kinh ving khdp g6i trén chudt giam so véi
16 md hinh & tat ca cac thdi diém, dc biét & thdi
diém sau 1, sau 3, 4 va sau 5 tuan (p < 0,05, p

Diclofenac 3mg/kg.
Bang 2. Anh hudng cua TD.NQ Ién néng
do Interleukin-1B trong mau chuét céng

noars ‘n _ Interleukin-1B
Lo thi nghiém (n = 10) (pa/ml)
Lo 1: Chirng sinh hoc 4,80 + 1,49
L6 2: M6 hinh (MIA 3mg/khdp)| 6,55 + 1,85
p2-1 < 0,05
L6 3: Diclofenac 3mg/kg 4,29 £ 1,00
p3-1 > 0,05
p3-2 < 0,01
Lo 4: TD.NQ 4,266 g/kg 3,21 + 0,83
P4-1 < 0,01
P4-2 < 0,001
P43 < 0,05
L6 5: TD.NQ 12,798 g/kg 3,97 + 1,00
Ps-1 > 0,05
Ps-2 <0,01
ps-3 > 0,05

Nh3n xét: + O 16 mO6 hinh, néng do
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interleukin-1B tang cao rd rét so vdi chiing sinh
hoc (p < 0,05).

- O 16 udng diclofenac 3mg/kg, néng do
interleukin-1B gidm rd rét so vdi 16 mo hinh (p <
0,01), khong khac biét so vdi chirng sinh hoc (p
> 0,05).

- O 16 ubng TD.NQ liéu 4,266 g/kg, ndng do
interleukin-1B giam rd rét so vai 16 moé hinh (p <
0,001), giam rd so véi ching sinh hoc (p < 0,01)
va so vdi diclofenac 3mg/kg (p < 0,05).

- O'16 udng TD.NQ liéu 12,798 g/kg, nong do
interleukin-1B gidm rd rét so vdi 16 mo hinh (p <
0,01), khéng khac biét so véi chitng sinh hoc va
so vdi diclofenac 3mg/kg (p > 0,05).

Bang 3: Anh hudong cua TD.NQ Ién néng
dé TNF-a trong mau chudt céng

L6 thi nghiém (n = 10) |TNF-a (pg/ml)
L6 1: Chirng sinh hoc 23,29 + 5,80
L6 2: M6 hinh (MIA 3mg/khdp)| 38,27 * 12,33
P2-1 < 0,01
L6 3: Diclofenac 3mg/kg 20,06 + 5,74

P3-1 > 0,05
p3-2 < 0,001
L6 4: TD.NQ 4,266 g/kg 25,24 + 8,25
P4-1 > 0,05
ps-2 < 0,05
ps-3 > 0,05
L6 5: TD.NQ 12,798 g/kg | 26,62 + 8,46
Ps-1 > 0,05
ps-2 < 0,05
Ps-3 > 0,05
Nhan xét:

+ O 16 mo hinh, nong d6 TNF-a tang cao ro
rét so vai chiing sinh hoc (p < 0,01).

- O 16 udng diclofenac 3mg/kg, néng do
TNF-a gidam o so véi 16 mé hinh (p < 0,001),
khong khac biét so véi ching sinh hoc (p >
0,05).

- & 16 uBng TD.NQ lidu 4,266 g/kg va 12,798
g/kg, nong do TNF-a gidm rd rét so véi 16 mo
hinh (p < 0,05), khong khac biét so vdi chiing
sinh hoc va diclofenac 3mg/kg (p > 0,05).

Bang 4. Bang diém tén thuong mé bénh hoc khdp géi

S6 mau ton thu'cng trong tirng 16
Tiéu chi IVéIngc Chirng MO hinh Diclofenac IDZQ%II'E; IZD 7';3;'/?:;
Tong Tong Tong Tong Tong
~ + |03 0/3 2/3 1/3 2/3
) Ler?]” tg‘tr'g”sgun ++ (03] o [33] 6 | 13| 4 | 23| 5 | 13| 4
g N vt | 073 0/3 0/3 0/3 0/3
Mt 16p + | 0/3 0/3 0/3 2/3 2/3
roteodlean | FF |03 0 |3/3| 6 3/3 6 1/3 4 1/3 4
proteogly +++ | 0/3 0/3 0/3 0/3 0/3
+ |03 0/3 1/3 2/3 2/3
C6 gai xuong ++ | 0/3 0 3/3 6 2/3 5 1/3 4 1/3 4
+++ | 0/3 0/3 0/3 0/3 0/3
+ | 0/3 0/3 1/3 2/3 2/3
Tén thuong sun| ++ | 0/3 0 3/3 6 2/3 5 1/3 4 1/3 4
+++ | 0/3 0/3 0/3 0/3 0/3
o, 1+ [0/3 0/3 2/3 3/3 2/3
Thoat::rhsouar{ hoai | W 1o3] o [33]| 6 |13] 4 o3| 3 |13 ]| 4
- +++ | 0/3 0/3 0/3 0/3 0/3
Tham nhiémt& | + | 0/3 2/3 3/3 3/3 3/3
bao viém trong | ++ | 0/3 0 1/3 4 0/3 3 0/3 3 0/3 3
mo hoat dich | +++ | 0/3 0/3 0/3 0/3 0/3
. x| + |03 1/3 1/3 1/3 1/3
Ta”g 5'?*(‘jltceh bao, L lo3| o |23| 5 | 23| 5 | 23| 5 | 2/3 | 5
oat di +++ | 0/3 0/3 0/3 0/3 0/3
. + | 0/3 1/3 3/3 1/3 2/3
D%g:ty d”i"cing ++ | 0/3 0 2/3 5 0/3 3 2/3 5 1/3 4
At di +++ | 0/3 0/3 0/3 0/3 0/3
+ |03 0/3 1/3 2/3 3/3
Hep khekhdp | ++ | 0/3| 0 |3/3| 6 2/3 5 1/3 3 0/3 3
+++ | 0/3 0/3 0/3 0/3 0/3
Téng 0 50 40 36 35
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Nhan xét: Lo ching khong ¢ ton thuong
trén md bénh hoc khdp gbi. O 16 mé hinh ty 1&
ton thu‘dng thoai hoda khdp muc do trung binh
chiém da so, tong s mau tdn thuang 1a 50. L6
Diclofenac da s6 ton thuong thoai héa khdp mirc
dd nhe va trung binh. O 16 TD.NQ liéu 4,2664g/kg
va liu 12,798g/kg ty 1& ton thu’dng thoai khoa
khdp mdrc dd nhe chiém da s6, tong s6 mau tén
thuong lan lugt la 36 mau & 16 TD.NQ liéu
4,266g/kg va 35 mau & 16 TD.NQ liéu 12,798g/kg

Bang 5. Hinh anh moé bg_nl_r hoc kh__o’ff goi

Hinh 1. l.é‘ chti’ng sinh hoc
(chuét sé'1) (HE x 100)
Sun khép binh thudng

=

Hinh 2. L6 mé hinh (chuot 5611 ) (HE x 100)

Sun khdp thodi hda, hoai tir, c6 gai deng
ﬁ Ve e 5% f"-" :
O t',) '; ; \» -

Hinh 3. L6 mé hinh (chuot s6'12) (HE x 100)
Sun khép thoai héa hoai ti

Hinh 4. L6 uéng diclofenac 3mg/kg
(chudt s6'19) (HE x 100)
Sun khdp thodi hda, bé mat sun tdn thuong
mic do nhe

e 3

- —
Hinh 5. L6 uéng diclofenac 3mg/kg
(chuét s6'22) (HE x 100)

Sun khdp thoai hda, bé mat nham nhd

s6'85) (HE x 1qo)
Sun khép thodi hda, thay doi xuong dudi sun
rd, sun tang sinh mirc q@ vUa

Hinh 7. L6 uéng TD.NQ 4,266g/kg (chuédt
s6'89) (HE x 100)
Sun khdép thoai héa mdc do6 nhe, sun tang
sinh, bé mat sun nhan.

d If‘ %}‘ S
=: n _‘_’x* o
Hinh 8. L6 uong TD.NQ 12, 798g/kg (chuét
s6'72) (HE x 100)
Sun khdp thoai hda, khe khdp khong déu, cd
choi xuang

o b
V’..!":; — . ‘ . :\
A 3 LT = o - i\
| A -
JHCER < T T |
Hinh 9. L6 uong 7D. NQ 12 ,7989/kg
(chuét sé 76) (HE x 100)

_Sun khdp thoai héa, té€ bao sun giam, bé mat
nhan
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IV. BAN LUAN

M6 hinh gay THK gdi thuc nghiém bang cach
tiém MIA (monosodium — iodoacetate) vao khdp
g0i clia chudt. MIA co tac dung Uc ché hoat tinh
cua glyceraldehyde - 3 - phosphate-
dehydrogenase & sun khdp, dan dén su gian
doan qua trinh chuyén hda ndng lugng tu thay
phan dudng, cac qua trinh téng hop va tham chi
la su chét té€ bao, gay ra su tang sinh hoat dich
va xam nhap té bao viém lap di ldp lai nhiéu [an,
tlr d6 lam méat dan 16p sun khép va tén thuong
cau trdc dudi sun, tao ra tinh trang bénh tucng
tu’ thodi hda khdp trén lam sang.

Mirc d6 nang cua khdp viém phu thudc vao
nong do va thdi gian tiém MIA, nhiéu nghién ciu
da ching minh MIA liéu 3mg/khdp tiém 1 [an cé
hiéu qia nhat trong viéc gay mod hinh thodi hda
khdp dé tién hanh cac thlr nghiém. Trong nghién
clru nay da s dung chudt cdng trdng lam dai
tugng gay thoai hoa khdp goi, nghién cltu danh
gia chu yéu dua vao cac yéu tb sau:

- banh gia triéu ching viém, dau, han ché
van dong.

- Binh lugng cac cytokin dac hiéu trong thoai
hda khdp. B

- Panh gid tén thuang giai phau bénh khdp
la tiéu chudn vang trén md hinh thodi héa khdp
thuc nghiém, c6 gid tri chdn doan xac dinh va
danh gia mdrc dd, ma khéng thé thuc hién dugc
trén bénh nhan.

Cac nghién cliu trudc day khi danh gia tac
dung cla thudc vé diéu tri bénh ly xuang khdp la
chua gay dugc mo6 hinh thodi hdéa khdp thuc
nghiém, do vay khi danh gia mdi chi dirng lai &
tac dung chong viém, gidm dau trén dong vat
binh thudng.

Chi s6 viém trong mo6 hinh thodi hdéa khdp
goi dugc danh gia thong qua dudng kinh khdp
gdi cua chudt va cac cytokin gay viém. Mdc du la
qua trinh thoai hoéa, song trong THK van cd hién
tugng viém dién bién thanh ting dot, bi€u hién
bang dau va giam chirc ndng van dong cua khdp
ton thuong, tdng s8 lugng t€ bao trong dich
khdp kém theo viém mang hoat dich kin dao vé
td chiic hoc. Cac nghién cliu in vitro va in vivo da
chirng minh IL-1B va TNF-a la cac cytokine di
hda ndi trdi tham gia vao qua trinh pha huy sun
khdp trong bénh thodi hda khdp. Ngoai hi€u qua
cdm Ung cadc t€ bao sun téng téng hgp cac
enzym proteinase khac ra, IL-1B va TNF-a con
lam tdng qua trinh tdng hgp cac cytokin tién
viém khac nira, vi du nhu cytokin IL-1B va IL-18,
va dén lugt cac cytokin nay lai tham gia vao qua
trinh tang thodi hda khdp.
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4.1. Ban luan vé anh hudng cia TD.NQ
Ién dudng kinh viung khép goi

- DO tdng dudng kinh ving khdp g6i cua
chudt & cac 16 dugc tiém MIA gdy thoai hoa
khdp, dac biét la 16 mo hinh tdng ro rét so vdi 10
chirng sinh hoc, su khac biét cé y nghia thong ké
(p < 0,001, p < 0,01 va p < 0,05). biéu nay xay
ra do MIA pha hady sun khdp, gidi phong cac chat
trung gian hda hoc gay viém va lam tang dudng
kinh vung khdp géi chubt.

- O 16 udng Diclofenac 3mg/kg, dudng kinh
vung khép g6i trén chudt giam ro rét so vdi 16
md hinh & tat ca cac thdi diém nghién ciu (p <
0,05, p < 0,01 va p < 0,001), thé hién kha nang
chdng viém cla Diclofenac.

- O 16 udbng TD.NQ liéu 4,266 g/kg, dudng
kinh ving khdp gdi trén chudt khdng giam so véi
16 md hinh & th&i di€ém sau 1 tudn dén 3 tuan
tiém MIA. Dén thdi diém sau 4 dén 6 tuan, do
tang dudng kinh khdp go6i trén chudt cd xu
hudng gidm so vdi 16 m6é hinh nhung su khac
biét chua cd y nghia thdng ké (p > 0,05).

- O 16 u6ng TD.NQ liéu 12,798 g/kg, dudng
kinh vung khdp g6i trén chudt giam so vdi 16 mo
hinh & tat ca cac thdi diém, dic biét & thdi diém
sau 1, sau 3, 4 va sau 5 tuan (p < 0,05, p <
0,01). Tac dung nay kém han so vGi Diclofenac.

Nhu vay, TD.NQ liéu 12,798 g/kg cd téac
dung chdng viém, lam gidam dudng kinh vung
khdép goi bi tang lén do phan (*'ng viém gay ra.

4.2. Ban luan vé anh hudng cia TD.NQ
lIén cac cytokin gay viém

- L6 mO hinh: Nong d6 IL-1B va TNF-a déu
tang ré so va@i 16 chi’ng sinh hoc (p<0,05 va
p<0,01), gop phan khang dinh cg ché bénh sinh
THK c6 lién quan chat ché dén cac cytokin nay
trong co thé.

- L6 ubng Diclofenac 3mg/kg: Nong do
interleukin-1B va TNF-a gidm ro rét so vé&i I6 mo
hinh (p<0,01 va p<0,001), khong khac biét so
Vi chitng sinh hoc (p > 0,05), thé hién tac dung
ch6ng viém cua Diclofenac thong qua viéc Uc ché
cac cytokin nay.

- L6 uéng TD.NQ liéu 4,266 g/kg

+ NOng d6 Interleukin-1B giam ro rét so vdi I6
m6 hinh (p<0,001), giam so véi chiing sinh hoc (p
< 0,01) va so vdi diclofenac 3mg/kg (p<0,05)

+ Nong dé TNF-a giam ro rét so vai 16 mé hinh
(p < 0,05), kém han so vdi diclofenac 3mg/kg (p >
0,05), khong khac biét so vai chirng sinh hoc.

- L6 uBng TD.NQ liéu 12,798 g/kg

+ NoOng db Interleukin-1B giam ro rét so vdi
16 m6 hinh (p < 0,01), c6 xu hudng gidm han so
vai diclofenac 3mg/kg (p > 0,05), khong khac
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biét so vdi chirng sinh hoc.

+ Nb6ng do TNF-a giam rd rét so vdéi 16 mo
hinh (p < 0,05), kém hon diclofenac 3mg/kg (p
> 0,05), khéng khac biét so vdi chitng sinh hoc.

+ Ca nong do IL-1B va TNF-a déu co xu
hudng cao han so véi 16 uéng TD.NQ liéu 4,266
g/kg, tuy nhién khong cé su khac biét cd y nghia
thong ké. Nhu vay, TD.NQ liéu 4,266 g/kg va
12,798 g/kg cb tac dung chong viém, thong qua
rc ché cac cytokin gay viém.

4.3. Ban luan vé anh hudng cua TD.NQ
Ién mo6 bénh hoc khép goi. Két qua mod bénh
hoc cho thdy, & 16 mé hinh ¢é hinh anh sun khdp
thodi hoa, hoai tlr, cd gai xuang, nhu vay MIA da
c6 tac dung trong mé hinh gady thoai hoa khdp
gdi g chudt.

O 16 chirng duang, Diclofenac da cé tac dung
chong viém r6 rét thong qua viéc khdng con yéu
td hoai tr trén hinh anh md bénh hoc, bé mat
sun chi con tén thuong mic dd nhe. Téng diém
mo bénh hoc khdp gbi giam so vdéi 16 md hinh
(40 so vai 50).

O cac 16 tri, TD.NQ liéu 12,798g/kg cé tac
dung chdng viém t6t han liéu 4,266g/kg, vdi hinh
anh sun khdp chi c6 thoai héa nhe, t& bao sun
giam, bé mat nhan. Téng diém md bénh hoc
khdp gbi giam so véi 16 mé hinh va so vdi 16
Diclofenac (36 va 35 so vdi 40).

Vién nang ciing TD.NQ dudgc tao thanh dua
trén bai thuSc c6 phuong “Doc hoat tang ky sinh
thang” véi cac vi thudc goc la Boc hoat, phong
phong, tang ky sinh, tan giao, qué chi, xuyén
khung, duong quy, sinh dia, bach thugc, dang
sam, phuc linh, cam thao va gia thém cac vi:
Hoang ba, V& cay lieu, Quy ban, Tran bi, bao
nhan, cao xuang hon hap.

Thoai hoa khdp thudc pham tru chiing Ty
trong YHCT. “Chuiing ty” dudc ghi dau tién trong
sach “NG6i kinh” nhu sau: “Chiing ty la mét trong
nhirng chi’ng nan tri vi trdi c6 sau th khi ma
chirng ty lai do ba th(r khi hgp lai gay bénh, theo
cac thudc tinh ctia ba thir khi la phong thi di
nhanh, han thi vao sdu, thdp thi uét dam va «
dong, khi ph6i hgp lai cing gay bénh s€ tao nén
bénh canh phtc tap”. Ty dong am véi Bi, nghia
la bé tdc, ngan I&p, khong thong [3].

Theo YHCT, cac vi thudc trén cd tac dung
khu phong trir thap, duGng huyét hoa vinh, hoat
lac théng ty, b6 can than la chu gan cét, hanh
khi, hoat huyét chi thong.

Theo YHHD, Phong phong cé ac dung giam
dau do thanh phan c6 cimifugin lam giam biéu
hién COX-2 [7]. Boc hoat chGng viém, giam dau,
Uc ché pha hdy sun khdp, tdng bi€u hién

proteoglycan, collagen [8]. Hoang ba lam giam
cac IL-6, IL-1B, Uc ché téng hop nitric oxid [9]....
Va dac biét Nguu tat cé tac dung tang sinh sun
va téng bi€u hién collagen typ II & sun [10], gbp
lai thanh tac dung chGng thoai hda, chéng viém,
gidm dau cua san pham.

V. KET LUAN

TD.NQ ca 2 lidu 4,266 g/kg va 12,798 g/kg
cd tac dung gidm cac chi sb interleukin-1B va
TNF-a, giam dudng kinh khép goi trén khép goi
bi viém, cai thién mé bénh hoc khdp gbi chudt
nghién c(u. TD.NQ liéu 12,798 g/kg cé xu hudng
cd tac dung tot han so vdi liéu 4,266 g/kg, tuy
nhién su’ khac biét chua cd y nghia thong ké.
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