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HIEU QUA KET HQP DIACEREIN VA TIEM HA
TRONG BIEU TRI THOAI HOA KHOP GO

Efficacy of combination of Diacerein and intra-articular
injection of hyaluronic acid in knee osteoarthritis

TS.Bs Hoang Van Diing
Bénh vién DPKQT Hai Phong

CTiép can diéu tri theo co ché bénh sinh )

(Bﬁng chtng vé hiéu qua )

(C4 thé hod didu tri dat muc tiéu t6i wu)

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP
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Glyn-Jones S et al (2015). Osteoarthritis. The Lancet, 386 (9991), 376-387
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Co ché thoai héa khop

Gidm
Tang ong h hat nén
2n xust va hoat dong tong hop ¢ ,at ©
san : sun khép

cua Cytokines (ILL...)

. Giam
san Xxuat va hoat déng
Téng Ccua TGF-B, IGF-1

thoai héa sun khép

TGF-B (Transforming Growth Factor Beta),
IGF-1 (Insulin-like Growth Factor -One)

TGF-B, IGF-1: Yéu té tang trwéng kich thich TB

sun, san xuat ECMs cla sun.
» Trong cac khép binh thwéng, tong hop chat nén sun khép va thoai héa sun khdp
duwoc duy tri théng qua can bang cac qua trinh déng hoa va dj hda.
¢ Trong khép viém khép, su sup d6 cta sun 1a do cac tang viém va di héa

Ton thwong toan dién ciu tric khép

Inflammation
e Leukocytes invasion
* Hyperplasia

Viém mang hoat dich .
e Vascularisation

Matrix degradation

¢ Fibrillation/fissuration
.|+ Cellsclustering

* Apoptosis

* Mineralization

* Angiogenesis

Abnormal Bone
remodeling

e Sclerosis

e Microcraks

* BML

e Vascularisation

TT xwong diroi sun
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CACYEUTO
NGUY CO THK

Bénh khép viém
BL

b

THOAI HOA
KHOP

Yéu td nguy co’

Age > 60 3.84
Obeisity 1.1
Knee injury 2.62
Running 0.53
Deformity 5.13
Cartilage calcification 2.01
Heberden nodule 5.87
Wide spread OA 3.28

(Shouten et al. Ann Rheumatic Dis. 1992;51:932)
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Khuyén cao dieu tri thoai héa khép

o RHEUMATOLOGY

RWISSOAI @R N 2019 American College of Rheumatology/Arthritis
Foundation Guideline for the Management of
Osteoarthritis of the Hand, Hip, and Knee

RHEUMATOLOGY

An updated algorithm recommendation for the management of knee
\Cfceo osteoarthritis from the European Society for Clinical and Economic Aspects of
Osteoporosis, Osteoarthritis and Musculoskeletal Diseases (ESCEO)

%I '?JS\IX!l\l‘l"")lj!"?T Osteoarthritis m Qmmmmu
wimanens and Cartilage

OARSI guidelines for the non-surgical management of knee, hip, and "
polyarticular osteoarthritis =

AAQCS  AAOS Updates Clinical Practice Guideline

AMERICAN ACADEMY OF

Ormoraioie surceons TOr Osteoarthritis of the Knee

Khuyén cao ESCEO 2019

Hinh thap diéu tri thoai hoa khop
Recommendation by ESCEO 2016

m Education/ Weight loss/ Exercise
Step1 Paracetamol’;
PR SYSADOA Topical NSAIDs
treatment) GS and /or €5

Oral NSAIDs IA-HA
(Use - based on
risk factors) 1A-Steroid

Step 3

Education, exercise and weight control

o pyrami. with from Jont Academ) . Weak opioids / Central analgesics
attempts)
Therese Jonsson (2020). hitps://www.researchgate.net/publication/3402! Step 4 Opioid
End Surgery
e analgesics
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Phac d6 diéu tri THK tai Viét Nam

Non- pharmacology

Education/ Weight loss/ Exercise......

Mild — moderate Moderate — severe pain
pain “¥e 2 Replacement or addition
Selective inhibition COX-2 (coxib)

Pain relief (Paracetamol) Ns-NSAID (= PPI)
SE g

Paracetamol +
codein/tramadol l

Topical

Background treatment
e Steroid IA

e Hyaluronic acid IA

* Glucosamine sulfate/Chondroitin
* Diacerein

* ASU

Surgery
Joint alignment
Joint replacement

VRA 2014

: Thuoc we cheé 1L-1
..... “
PHospholipid membra 3-(
’ Cell damage ‘
DIACEREIN 4&9 IL-1
Phospholipid
Corticosteroid ﬁ
Acid arachidonic —  Leukotrienes
NSAIDs / K‘
Prostaglandin Prostaglandin
stomach protection cause inflammation, pain,
fever
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: Thudc e ché IL-1

Diacerein/rhein IL-1 IL-1 Active
% receptor IL-1
complex
IL-1 ARSI ———— S— ———
receptor \ \ i
MEK/ERK

L1
Pro-IL-| ICE

(inactive) 4
» Cytokines Rhein

sep-NO
[ MMPs
* ADAMTS

« Diacerein: Thubc dau tién trc ché IL-1 trong THK

« e ché tac dong hay hoai clia cac cytokine gay viém: IL-1, IL-6, TNF

+ Uc ché san xuét cac men tiéu protein (MMP), NO

« Kich thich tébng hop <cac thanh phan ciu tao sun
(Proteoglycans, Collagen, Glucosaminoglycans)

Vai tro caa HA

CHONDROCYTE MATRIX

collagen 0 chondroitin sulfate domain

ﬁbr@?u’\\

G'domains keratan sulfate domain

link protein

proteoglycanaggrecan

collagen

hyaluronic acid
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Vai trdo HA trong khé&p: Tinh chat sinh hoc

Khang oxy héa

Khang viém @ Té bao sun
o® ‘0

Tang chirc 6 6 Duy tri téng

~ ~ by
nang té bao hop HA
X .
miéen dich
Dougados, Osteoarthr Cartil 1993 Moreland, Arthritis Reum, 2003; Presti Cell Bichem Funct 1994 Kujawa, Dev Biol 1986

HA: Co ché tac dung

Chéng shock

Tac dung o
0i tron

co’ hoc

Hién dién 3 ngay-1 thang

Hiéu qua kéo dai 3-6 thang

Uc ché viém
* Kich thich san xuat HA ndi sinh (" Taitao do nhot
* Phat trién sun khop * Bao vé té bao
e Giam chét TB theo CT _sun khép
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Acid Hyaluronic (HA)

Cochrane Review’s 2009 (meta-analysis)

i Co hoc
Sinh hoc “— —
+ €6 thé xam nhap vao trong L, * Boi tron
+ Gén két véi thu thé Tac dung + H4p thu séc
*  Hiéu qué kéo dai € e
* Chéam tién trinh thoai L * Giam nhanh triéu chirng
héa khép Loi ich
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Bang chirng ve hiéu qua

Diacerein- Thtr nghiém Iam sang

Rintelen et al. 2006

O

* 19 studies
* superior to placebo
* equal to NSAIDs

¢ Carry-over effect

AWILEY

e 7 studies
* Gold level evidence

for a small,
consistent benefit in
pain improvement

Fidelix et al. 2009 Bartels et al. 2010

¢ 6 studies

* Painrelief: ES=0.24
95% Cl = [0.08;0.39]

* Function
improvement: ES =
0.14
95% Cl = [0.08;0.25]

* Alternative to
paracetamol and
NSAIDs

Cucherat 2011

* 7 studies

e Pain relief: ES = 0.24
95% Cl = [0.12;0.35]

* Function
improvement: superior
to placebo
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ARTHRITIS & RHEUMATISM
Vol. 56, No. 12, December 2007, pp 4055-3064

The Efficacy and Safety of Diacerein in the Treatment of
Painful Osteoarthritis of the Knee

A Randomized, Multicenter, Double-Blind, Placebo-Controlled Study With
Primary End Points at Two Months After the End of a
Three-Month Treatment Period
= Ngau nhién, mu déi, da trung tdm, so sanh va&i gia dwoc
= Thoi gian nghién ctru: 3 thang diéu trj + 3 thang theo doi
= BN (n=168, THK géi): Tuéi 40-75, K&L grade Il or lll, WOMAC A = 40

mm
o } —
L] L] §
Diacerein 3 2
=
= K&t qua t6t trong kiém soat E w
triéu chirng dau & THK géi s
2 Ve N . = .60
= Tac dung giam dau kéo dai sau 2
i 5 = 80
khl ngu‘ng thuoc g P=02011 P =00010 P ~0.0006 002 P <0001 P =001
= An toan trong diéu tri THK goi & -100 | ) ! |
Month1 Month2 Month3 | Monthd Month5  Month6
carry over
effect

International Journal of Rheumatic Diseases 2012; 15: 69-77
Diacerein as adjuvant to diclofenac sodium in osteoarthritis knee
Kuljinder SINGH," Rakesh SHARMA® and Jaswant RAI'
' Department of Pharmacology, *Department of Orthopaedics, Government Medical College, Amritsar, India
90 4 Group A Group B MW P-value*
80 (n=30) (n=30)
70 Month 4
g 60 n 30 30 031 0.00399
8 50 Very good 14 6
o 40- Group B Good 9 6
< 30 Fair 4 13
=) — Poor 2 2
[ Very poor 1 3
10+ Group A e
0
Oweek 3week 6week 3mopth 4 month Commonly observed treatment-emergent adverse events
Duration .
Adverse event Group A, n Group B, n
- Urine discoloration 10 1
707 Diarthea 11 4
8 60 Dyspepsia 12 14
9 504 Group B Abdominal pain 6 5
o 404 / B.owel. mqtility disorder 4 3
Constipation 1 1
= 304 Nausea 1 2
= 204 G clof. . Hypertension 2 1
10- roup A: Diclofenac + diacerefin Myalgia 1 1
o Group B: Diclofenac + placeb' Group A Edema 2 2
Oweek 3week 6week 3month 4 month Dizziness 1 1
- Diacerein lam ting tac dung giam dau cia NSAID,
giam nhu cau thuoc giam dau, tic dung duy tri kéo dai
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Tac dong trén tién trinh thoai hoéa khép

Dougados M. et al. 2001 (ECHODIAH)

Phwong phap nghién ctru: Ngiu nhién, mu doi, da trung tdm, cé d6i chirng
Théi gian: diéu tri Diacerein 3 nam lién tuc
Bénh nhan: 50-75 tudi; thodi hda khdp héng

02

Prrmmmmnmn e -
015 .\'\_- @%
01 effect Diacerein
Placebo
005 —— Diacerein Nam 1 0.18
g = =8= = Placebo 0.19

0.19
Ti 1é hep khe khép hang nam (mm/nam) Nam 3 0.13*
0.19

*p =0.042
Diacerein: lam cham tién trinh thoé‘i hoa khé&p hang
32% sun dwoc bao ton

: Cai thién chat lvgng cudc song va tri
hoan thay khép toan phan

Research “Effect of intra-articular sodium hyaluronate (Ostenil) on improving the quality of life and delaying surgery in
patients indicated for total knee replacement. An open, pilot, phase Il study” - Mathies B et al. 2004

= Nghién ciru m&, N=24, K&L II-IV (nhiéu nhat IIl),

¢ Synovial fluid analysis;
dau dir doi, rng vién phau thuat thay khdp toan

Viscosity (Dynamic)

= N , improved the viscous and elastic moduli. il | -
phan trong vong 3 thang. § o
(from baseline until month 3 (visit 7) and H R l
W =] » .
= Tiém 5 mi HA (1-2 triéu Daltons) céch tuan maintained until the end of F/U period) l A

= Thoi gian: theo ddi 12 thang

= K&t qua : VAS dau, WOMAC, SF-36, dung NSAIDs, 19 A Bt et e poniid

danh gid tinh nhét dan hoi ca dich khép g Elasticity . .
, & = Viscosity (steady state
Mathies B et al. 2004 1: = ”H i ' l
: £l
sy ) o > iamantn S E | '

Improved Reduced
Symptoms @  GIUP TRI HOAN THAY KHOP (TKR) O 87.5% BENH NHAN CO THE PEN 12

THANG

Synovial
fluid

@  GIUP CAl THIEN DO NHO'T & DO PAN HOI DICH KHO'P KEO DAI SUOT
Delayed THO'I GIAN THEO DOI
Surgery @  GIUP CAI THIEN CHAT LUO'NG cUOC SONG BENH NHAN CO CHi BINH

THAY KHO'P TOAN PHAN

Patient : TKR candidate
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SOl Licu don HA 2% + Manitol :
— — Cai thién mwrc d6 dau va
ORIGINAL

tdm van déng khép > 6
Ry acid in knee over a 6-month théng

A Borrés-Verdera™, V. Calcedo-Bernal®, J. Ojeda-Leventeld” and C. Clavel-Sainz*

Efficacy and safety of a single intra-articular injection of 2%
y and
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Hiéu qua phéi hop HA + Diacecerin trong lanh sun

Create Full-thickness Chondral Defect

e A“ 5.9 page Tne/;lenm:cWodeOURNAL

Chandrat defect, full thickness
-

Research Article P Zoshood Whis bt
Combined Effect of Subchondral Drilling and Hyaluronic Acid
with/without Diacerein in Full-Thickness Articular Cartilage r
Lesion in Rabbits

Wanwisa Sawannaloct,' Wiroon Laupattarakasem,’ Pecrapol Sukon,”
Siriwan Ong-Chal,' and Pisamai Laupattarakasem'
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Hiéu qua phéi hop HA + Diacecerin trong lanh sun

“‘ ICRS: International Cartilage ch.ul Society;
* %

u
o

-

y
i 14
e 12
KK‘ 210
n 2z 8
~ - ::4-

2 * Kich thich tang sinh té bao s )
0 . :(J;; Itlhlch tang sinh collagen " CAI THIEN g 3
£ ~
CHAT E .
LUONG &
» Tang tac dung bao vé sun khép & D 1
Diacere ctia HA thong qua co ché san SU N KHOP _
oda xuat TGF-8 ; A

type Il collagen

PCNA-stained score

cell proliferation

N
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FOR BEST OUTCOME WE A"'P'-'ST'ﬁ

non-pharmacological —
[ rflammatory drugs

intra articular lubricants

RheumatolN

Orthopedics

Phwong phap t6i wu theo ca thé hoa

> Giai doan tén thwong THK
> Yéu td nguy co gay bénh
> Nhu cau/mong mudn/khd nang phu hop cla

ngwdi bénh (Scocial based)

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP
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KET LUAN

« THK la bénh thudng gip, nguyén nhan cha yéu cia

dau man tinh va tan phé

« Diacerin 1a mdt SYSADOA dugc khuyén cédo nho

bang chig hi¢u qua, an toan

« HA hiéu qua trong kiém soat triéu chimg va ti tao

cau trac khép

* HA + Diacerin giup dat muc ti€u diéu tri THK

Xin chan thanh cam on!

B B T ey 3 e e
il unlulfﬂrio“-hl et ~ak i’ "

1‘; AT A AT "”
! “‘
i} !

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP



