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KET QUA TIEM NQI KHOP ACID HYALURONIC TRONG LUQNG
PHAN TU CAO TRONG PIEU TRI THOAI HOA KHOP GOI
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ABSTRACT

Objectives: To evaluate the results and
the safety of intra-articular injection of
high molecular weight hyaluronic acid in
the treatment of primary knee osteoarthritis
in patients with type 2 diabetes. Subjects
and methods: Prospective, interventional,
longitudinal study on 46 patients with type
2 diabetes (with 68 degenerative knee joints)
diagnosed with primary knee osteoarthiritis
criteria. ACR 2016, X-Ray stage II, III
according to Kellgren and Lawrence, type
2 diabetes criteria ADA 2021, 46 patients
(68 joints) failed with background treatment
(using slow-acting anti-degenerative drugs
SYSADOA for more than 3 months + anti-
inflammatory and pain-relieving oral NSAIDs
at therapeutic doses for 7-10 days). The
patient was injected one tube intra-articular
injection of high molecular weight hyaluronic
acid into the damaged knee joint, followed at
4,8, and 12 weeks after injection(T4,T8,T12).
Results: All monitoring parameters (VAS
score, WOMAUC, knee flexion range) of the
HA injected knee improved from week 4
and continued until week 12 with p <0.05).
The average VAS score decreased from 5.9
+ 1.5 (T0) down 2.1 + 1.1( T12). WOMAC
scores improved across all parameters (pain,
stiffness, mobility). The overall WOMAC
score decreased from 52+12 (T0) to 27.8+8.1
(T4) and maintained up to 12 weeks after
injection (p<0.05). 100% of patients improved
knee flexion range. Blood sugar decreased
during 3 months of follow-up (p>0.05).
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There was no case of infection or bleeding
in the joints, mainly post-injection pain
accounting for 11.8% lasting for 12-24 hours.
Conclusions: Intra-articular hyaluronic acid
injection therapy is effective in improving
symptoms, knee motor function and is safe in
patients primary knee osteoarthritis with type
2 diabetes.
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TOM TAT

Muc tiéu: Panh gia két qua va tac dung
khong mong mubn cua acid hyaluronic trong
lugng phan tir cao (HA TLPT cao) tiém noi
Kkhdp trong diéu tri thoai hoa khép gbi (THKG)
nguyén phat & bénh nhan (BN) dai thao
duong (DTD) tip 2. Poi twong va phwong
phap: Nghién ciru tién ciru, can thiép, theo
ddi doc 46 BN DTD tip 2 (68 khép gbi thoai
ho6a), chan doan THKG nguyén phat theo tiéu
chuan ACR 2016, phan loai XQ giai doan I,
I theo Kellgren va Lawrence, DTD tip2 theo
tiéu chuan ADA 2021, BN thit bai véi diéu
tri nén (str dung cac thudc chdng thoai hoa
khop tac dung chdm SYSADOA trén 3 thang
+ chdng viém giam dau NSAIDs duong udng
v6i liéu diéu tri trong thoi gian 7- 10 ngay).
BN dugc tiém 1 6ng HA TLPT cao vao khép
gbi ton thwong, theo ddi doc cac thoi diém
tuan T4, T8, T12 sau tiém. Két qua: Tat ca
céc thong sb theo ddi (diém VAS, WOMAC,
bién d6 van dong gap gbi) cua khdp gbi duoc
tiém HA di duoc cai thién ngay tir T4 va tiép
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tuc kéo dai cho dén TI12 ( p<0,05). Diém
VAS trung binh giam tir 5,9 £1,5 (T0) xubng
2,1+1,1 (T12). Piém WOMAC duoc cai thién
trén tat ca cac thong sb (dau, cimg khép, van
dong). Piém WOMAC chung giam tir 52+12
(TO) xudng 27,8+8,1 (T4) va duy tri t6i 12
tudn (p<0,05). 100% BN cai thién bién do
gap khdp gbi. Puong mau giam trong 3 thang
theo ddi song khong c6 y nghia thong ké
(p>0,05). Khong gap tac dung khong mong
mudn nghiém trong, chil yéu 1a dau sau tiém
chiém 11,8% kéo dai trong 12-24 gio. Két
luén: Tiém HA TLPT cao ndi khép gbi giup
cai thién triéu chung va chtic nang van dong
khép gbi & BN THKG mic DTD tip 2.

Tir khéa: Thodi héa khép goi nguyén
phat, dai thao duong tip 2, acid hyaluronic
trong luong phan tir cao
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I. PAT VAN PE

THKG 1a bénh 1y ton thuong cua toan bo
cac thanh phan ciia sun khop, trong do ton
thuong chinh 1 & sun khop [1]. Theo T6 chirc
Y Té thé giéi THKG chiém 10-15% dan sb
trén 40 tudi [2]. Gitra THKG va DTD tip 2
¢6 chung mot sd yéu t nguy co nhu tudi tac,
béo phi [3]. Ty 1é THKG ¢ BN DTD tip 2
gip 3 lan so voi nhém BN khéng c6 DTD
[4]. Puong mau ting cao dan dén thoai hoa
sun, ton thuong xwong dudi sun, lam cho cac
triéu chung THKG tré nén nang hon, giam
hoat dong thé chat dan dén viéc kiém soat
duong mau kho khin hon. DPiéu tri THKG
bao gém cac phuong phap khong ding thude,
thudc NSAIDs, tiém noi khép corticosteroid
va tiém HA. Céac thudc NSAIDs c6 nhiéu tac
dung khong mong mudn nhu viém loét da day,
ta trang, ton thuong gan, than va tim mach.

Trong khi d6 DTD tip 2 lam ting nguy co méc
bénh than man, bénh ly tim mach. Vi thé sir
dung NSAIDs trén BN DTD typ 2 can can
nhic dén loi ich va nguy co. Corticosteroid
tiém noi khop gy ting duong mau nén can
than trong ¢ BN BTD tip 2.

HA duogc tong hop boi té bao mang hoat
dich, gidi phong vao dich khop, cac phan tu
HA c6 kha nang lién két, di chuyén 1én nhau
tao nén tinh dan hdi cia dich khép. Trong
THKG c6 sy giam ndng do HA. Vi vay, bd
sung HA vao khép gdi sé kich thich HA ngi
sinh lam tang téng hop ctia té bao sun, tai tao
dich khop sinh 1y, giup gidm dau va cai thién
chirc nang van dong cho khop [5]. Hi€u qua
cua liéu phap phu thudc vao dac tinh, TLPT,
thoi gian ton luu trong khép. Cac nghién
ctru da cho thiy HA TLPT cao c¢6 nhiéu uu
diém hon so v6i loai HA TLPT thip do ton
tai lau trong dich khép, kich thich té bao sun
san xuat HA noi sinh gitp phuc hdi cau tric
sun khép. Thube it gay tac dung khong mong
mudn va khong lam ting duong mau. Tuy
nhién, BN DTD tip 2 ¢6 nguy co nhiém khuan
khi str dung céc bién phap xam lan. Vay tiém
HA n¢i khép co cai thién dugce triéu ching
THK ¢ BN DTD tip 2 va c6 an toan khong?
Do vay ching t6i thuc hién nghién ctru vdi 2
muc tiéu: Pdnh gid két qua va tac dung khong
mong muén cua acid hyaluronic trong lwong
phan tik cao tiém ngi khdp trong diéu tri thodi
héa khép goi nguyén phat ¢ bénh nhin ddi
thao dwong tip 2.

II. POI TUQNG VA PHUONG PHAP
NGHIEN CUU

2.1 Pbi twong nghién ciru: 46 BN (68
khop) diéu tri tai BV Noi tiét Trung uong va
khoa Kham Bénh tai BV Bach Mai tur thang
8/2021- T7/2022

Tiéu chuén lwa chon: BN duogc chan doan
DTD typ 2 theo tiéu chuan hoi Noi tiét My
ADA 2021 c¢6 THK gbi nguyén phat theo tiéu
chuan cta hoi thap khdp hoc My ACR 2016;
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giai doan II, III theo phan loai cua Kellgren-
Lawrence, diém VAS >4, siéu 4am khép géi
khong co dich hoac tran dich muc d¢ it (<
3mm), duong mau < 10 mmol/l, that bai vé6i
diu tri nén

Tiéu chuin loai trir: BN c6 chdng chi dinh
tiém noi khép gdi (nhiém khuan tai khop, nhiém
khuan da, mé mém quanh khép), ri loan dong
chay mau, da tiém corticosteroid trong 1 thang
hodc tiém néi khop bang HA, huyét trong tuoi
giau tiéu cau trong 6 thang trudc.

2.2 Phuong phap nghién ciru

Thiét ké nghién ciru: Tién clru, can thiép,

8

theo doi doc tai cac thoi diém 4,8,12 tudn sau
tiém

Chon miu: chon mau thuan tién

Tiém khép gbi: 1 khop gbi ton thuong
dugc tiém 1 mii HA TLPT cao (Synolis
80/160mg) thé tich 3ml

2.3 Xir Iy s6 liéu: phan mém thong ké
SPSS 20.0, str dung su khac bi¢t c6 y nghia
thdng ké khi p< 0,05

III. KET QUA NGHIEN CUU
3.1. Két qua diéu tri:
3.1.1. Két qud diéu tri theo thang diém VAS
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Biéu d6 1: Thay d6i diém VAS ciia nhém NC & cac thoi diém ( n=68 khép)
Nhin xét: Diém dau VAS trung binh ctia nhém NC giam tir T4 va duy tri T12. Su khac biét

c6 y nghia thong ké véi p < 0.05

Bang 1: Ty 1¢ cai thién mirc d6 dau theo thang diém VAS (n=68 khop)

Mirc do dau TO T4 T8 T12
Khong dau 0 4(58%) | 8(11,8%) | 7(10,3%)
Nhom NC Nhe 0 49 (71,2%) | 53 (77,9%) | 55 (80,9%)
n=68 khop Trung binh | 47 (69,1%) | 15(22,1%) | 7(10,3%) 6 (8,8%)
Ning 21 (30,9%) 0 0 0

Nhdn xét: Miec d6 dau cua nhom NC giam tir T4 va kéo dai dén T12, sau tiém HA khong
con khép nao dau & mirc do ning. Sy khac biét ¢6 y nghia thong ké véi p < 0,05
3.1.2. Két qua diéu tri theo thang diém WOMAC
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Biéu d6 2: Thay d6i chi s6 WOMAC dau, cimg khdp (n=68 khép)
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Biéu d6 3: Thay doi chi s6 WOMAC vén dong, chung (n=68 khép)
Nhdn xét: Diém WOMAC dau, cimg khép, van dong, chung ciia nhém NC giam tir tuan thir
4 va duy tri dén tudn 12. Su khéac biét c6 ¥ nghia véi p < 0,05
3.1.3. Két qua cdi thién bién d¢ gap géi
Bang 2: Két qua cai thién tam van dong goc gap khép gbi (n=68 khop)

Mtc d¢ cai thién T4 T8 T12
Khong cai thién 0 0 0

Cai thién <20 d6 15 (22%) 16 (23,6%) 14(20,5%)
Cai thién >20 do 53 (78%) 52(76,4%) 54 (79,5%)
)/ <0,05 <0,05 <0,05

Nhdn xét: 100% BN nhom NC c6 cai thién tam van dong goc gap khop goi & ngay tuan thi
4 va duy tri dén tuan 12, cai thién tam van dong trén 20 do chiém ty 18 tir 76,4% dén 79,5%. Su
khac biét c6 y nghia thong ké véi p < 0,05
3.1.4. Ty Ié ngirng thuéc chong viém giam dau NSAIDs
e 95%
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Biéu do 4: Ty 1é nging thudc chdng viém giam dau NSAIDs
Nhdn xét: sau 12 tuan c6 dén 95% BN da dugc ngimg thuéc NSAIDs

3.1.5. Thay déi dwong mdu liic déi
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Biéu d6 5: Thay doi chi s6 dudng mau luc doi tai cac thoi diém (n=46)
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Nhin xét: Chi sb duong mau lic d6i cia nhém NC c6 xu hudng giam tir nhe tuy nhién sy

khac biét chua c6 y nghia thong ké véi p>0,05

3.2. Tac dung khong mong mudn ciia tiém HA trong lwgng phén tir cao
Bang 3: Tac dung khong mong mudn khi tiém HA (n=68 khép)

Pic diém S6 lwong Ty 1é
Pau sau tiém (kéo dai 12-24h) 8 11,8%
Nhiém khuan khép 0 0%
Tran dich khop gbi tang 4 5.8%
Pau dau, chong mat 0 0%
Phan vé 0 0%

Nhdn xét: Tac dung khong mong mudn chii yéu khi tiém HA 1a phan tng dau chiém 11,8%
(8 khop) va thuong tu khoi. Khong gap cac tic dung khong mong mudn nghiém trong nhu phan

v€, nhiem khuan khop

IV. BAN LUAN

4.1 Két qua nghién ciru

Nghién ciru (NC) ctia chung t6i cho thiy sau
khi tiém HA ¢6 100% BN cai thién muic d6 dau
ciing nhu kha ning van dong khép. Diém dau
VAS trung binh giam tir 5,9+1,5 (T0) xudng
2,1 £1,1(T12) (p<0,05). Trudc khi tiém 100%
BN c6 mirc d6 dau tir trung binh dén ning thi
& cac thoi diém sau tiém da khong con BN dau
mirc d6 nang. C6 84% BN ci thién diém VAS
> 50%. Két qua nay ciing trong tw so voi NC
cua tac gid J. Heisel va Kipshoven trén 1147 BN
THK gbi dugc tiém HA cho thiy sau 6 thang
¢6 56,5% BN giam muc do dau tir (2,61+0,80)
xubng (1,07 £ 0,86) [7]

Trong NC nay, chiing t6i sir dung diém
WOMAC dé danh gia hiéu qua diéu tri, diém
cang cao ching té ton thuong khép gbi cang
ning. BN sau tiém diém WOMAC giam ¢
tat ca cac tiéu chi va duy tri hiéy qua diéu tri
dén T12. C6 100% BN cai thién WOMAC
chung, ty 1€ cai thi¢cn WOMAC chung > 50%
tai thoi diém T12 chiém 67,7%. Tac gia M.
Bausani NC trén 15 BN THK gdi giai doan
I, IV dugc tiém HA: Két qua sau 26 tuan
diém WOMAC dau giam tir 13,6 xudng 7,6.
WOMAC cimg khép giam tir 6,3 xudng 3,2
[6]. Piéu nay chung to tiém HA van c6 higu
qua tot trén nhom BN THK gbi mirc d6 ning
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I1I-1V, tuy nhién ¢& mau NC con it nén can
c6 nhitng NC 16n hon. Tac gia P Thi Thu
Huong NC so sanh hiéu qua gitra 2 nhom (30
BN duoc tiém 1 miii HA TLPT cao 1 lan/
dot va 30 BN tiém 5 miii HA TLPT thap 1
tudn/ 14n x 5 tudn). Két qua sau 4 tudn hiéu
qua giam dau 2 nhom la twong duong nhau,
nhung bat dau tir tuan thir 8 dén 12, hidu qua
giam dau ctia nhém dugc tiém HA TLPT cao
t6t hon so v6i nhém HA TLPT thap. Su khac
biét c6 ¥ nghia thong ké voi p < 0,05 [1]

Trong mot phan tich gop tac gia Hongmuo
Zhao da phan tich 20 thtr nghi€ém lam sang voi
3034 BN (3153 khép gbi) khi so sanh hiéu qua
cta tiém HA TLPT cao va HA TLPT thap. Két
qua sau 2 thang diéu tri HA TLPT cao di dat
hiéu qua giam dau, cai thién bién do van dong
khép t6t hon so véi HA TLPT thip (p< 0,05) [9]

Cai thién tdm van dong goc gap khop gbi
ciing 14 tiéu chi danh gia hiéu qué diéu tri. Trong
nh6ém NC BN cai thién tim van dong mirc do
nhiéu (>20 d6) 1én dén 79%. BN cai thién triéu
ching dau, cing khop, van dong thi nhu cau
str dung thudc giam dau s& giam. Ty 18 ngimg
thudc chong viém giam dau tang dan tir 85%
(T4) 1én 95% (T12). Ngimg thudc chng viém
giam dau s€ giup lam giam cac tac dung phu
khong mong mudn cia thude dic biét trén nhom
BN c6 nguy co cao nhu BTD tip 2.
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Danh gia su thay dbi chi sé dudong mau
chung t6i quan sat thay sau khi tiém duong
mau Iuc doi c6 xu hudng giam tir § mmol
Xuéng 7,6 mmol. Tuy nhién sy khac biét
khong c6 ¥ nghia théng ké (p>0,05). Giai
thich cho su thay ddi nay co thé do tiém HA
giup giam dau, cai thién chirc nang van dong,
tang cuong hoat dong thé chat t6t hon s& gop
phan 1am giam dudng mau.

4.2 Ddnh gid tac dung khong mong muon

Tac dung khong mong muén chu yéu la
tac dung dau sau tiém chiém 11,8% kéo dai tur
12h-24h. Khéng c6 truong hop nhidm khuan
khoép, phan vé hay di ing nao dugc ghi nhan.
Téac gia Banuruu phan tich tir 74 nghién ctu
v6i 13.032 BN THK gdi str dung 18 ché pham
HA két luan tac dung khong mong mudn chu
yéu la dau sau tiém muc do nhe chiém 8,3%
[8] . Su khac biét vé két qua trén 1a do ¢& miu
ctia nghién ctru trén 16n két hop voi viée sir
dung nhiéu loai HA khéc nhau.

V. KET LUAN

Két qua NC budc dau cho thay sau 3 thang
tiém HA TLPT cao c6 hiéu qua trén tit ca cac
thong s6 dénh gia: diém VAS, diém WOMAC,
cai thién tam van dong goc gap khép gbi,
khong gay ting duong mau. Li€u phap kha
an toan, chu yéu la dau sau tiém va ¢ murc do
nhe, tu hét. Khong gip truong hop nao nhidm
khuan hodc chay mau tai khép. Thude c6 uu
diém 1a tiém 1 l1an/ dot diéu tri, thoi gian tac
dung kéo dai gitip 1am giam nguy co nhiém
khuén khép gdi. Tuy nhién do ¢& miu nghién
ctru con it nén can nhiéu nghién ctru 16n hon.
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