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HIEU QUA V

CUA DIACER

Nguyén Thi Phuong Thuy, Trung tdm Co xuong khép - Bénh vién Bach Mai
B0 moén No1 - Pai hoc Y Ha No1

Thoai hoa khép

v' Bénh ly khép man tinh thuong gap nhét trén 1am sang
v Ty Ié mic ngay cang ting cung vdi gia ting cua tudi tho

\174

v" Khoang 10% dan sé & ngudi > 60 tudi: Co dau khép hodc han ché
van dong khop do thoai hoa khdp

v" Giap nhiéu hon & phu nit
v" Mot trong cac nguyén nhan hang dau gay tan phé & ngudi lon tudi

v Ganh nang bénh tat 16n, tic dong Ién hé thong y té, gia dinh- xa hoi

Leena S, N Engl ) Med, 2021/ Sunhee Jang, Int ) Mod Sci, 2021
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Thoai héa khop - Vi tri khdp hay gap

3
Shoulder @7y ek
L4 El
Lower Back ‘9 .
Hip - - ® Base of Thumb
® Tipsof Fingers ~ Ldm sang
» Dau khdp, sung khép, cimg khép
Knee © _ :
» Giam- mat chirc nang van dong cua khép
Ankle B
o Base of Big Toe

Co ché bénh sinh cia THK

Giai doan 1: Hién twong co-sinh hoc: Sinh nhiéu
men tiéu dam lam thoai hoa chét nén cua sun

|

Giai doan 2: Tén thwong bé mit sun: Nut, loét,

bao mon sun khép. Sau do, giai phong cac san
pham collagen, PG, HA bj dut giy vao 6 khép

|

Giai doan 3: Viém man tinh lan réng: Té bao
MHD thye bao san pham thoai hoa va giai phong
chét trung gian di hoa nhuw TL-1p, TNFa, NO...

Dragan P, Genes, 2020/ Sunhee Jang, Int] Mod Sci, 2021
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Viém c6 1 vai tro then chot trong THK

Viém mang hoat dich khép

Hiy- mat sun khép

Ton thuong xuwong dudi sun
Tao gai xuong

Day ching canh khdp

Dariusz S, Int | Mol Sci, 2024

Muc tiéu diéu tr1 THK
v' Giam céc triéu chirng va lam cham sy tién trién cia bénh

v Giam su tac dong cua THK dén chuc nang van dong va chit luong cudc séng cia nguai bénh
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IL-1pB: Cytokine gay viém trong THK

v Vai tro trung tdm trong co ché bénh sinh

v Tac dong lén nhiéu té bao ‘ \

- Te bao sun khép 7' s e somrns . neutrophils
z . " z B - osteoblasts osteoclasts . :l
- Tao cot bao- huy cot bao ¢ xuong dudi sun 2

- Té bao hoat dich & mang hoat dich khép

Té bao géc, té bao md, té bao mién dich

Uc che IL-1: Muc tiéu guan trong trong

diéu tri THK

Zsuzsa J-L, Cell Signal, 2019

THK khong phai 1a 1 bénh 1y don thuan

Kho dinh nghia chinh xac vé THK

+  C6 nhiéu nguyén nhan va yéu t6 nguy co dan dén thodi hoa sun khép

«  Nhiéu qua trinh bénh ly gdy mat sun khép

Thiéu cac phuong phép di€u tri dac hiéu

+  Chu yéu la diéu trj giam nhe, thudc giam dau va thudc NSAIDs la diéu tri nén tang

«  Khong c6 thude lam giam tién trién bénh véi muc tiéu tac dong vao co ché sinh bénh

hoc cot 161 cua bénh

Leena S, N EnglJ) Med, 2021/ Hana S, Curr Rheumatol Rev, 2018
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Thudc NSAIDs va cic Bién ¢

v Tat ca cac thuoe déu lam ting nguy co bj cdc bien co trén

s Y y | o) a
dl]".."]l}__' ticu hoa, tim mach va 'h an Effectiveness and safety of non-steroidal anti-
inflammatory drugs and opioid treatment for knee
v 30- 50% BN cé bién cé 6 duéng tiéu h(')a_ and hip osteoarthritis: network meta-analysis

v Bién ¢6 trén duong tiéu héa: Viem- loét, XHTH, thing

: o . . i ) ) . e Opn Dyt 255 i e e
¥ Blén €O tim maCh' Tﬁng HA"' S‘Jy t]m’ nh'OI mau co tim ca-p g Gastrointestinal and cardiovascular adverse events
associated with NSAIDs

dot quy, tr vong

v’ Bién ¢d trén than: Gitt nudc va mudi, gay phi, viém than ke,

Safety of Oral Non-Selective Non-Steroidal Anti
Inflammatory Drugs in Osteoarthritis: What Does the

hoai tr nhu théan, suy than

Literature Say?

v Céc triéu chimg ciia THK c6 thé tai phat sau khi ngirng thude

[L-1 lién quan chit ché voi mure do tién
trién va dau khop trong THK

Review » Connect Tissue Res. 2023 MayBA(31238-247 dol 1 181 JO0E207T 202 5730

« [L-1 thic day

Role of pro-inflammatory interleukins in
osteoarthritis: a narrative review

- Tang tong hop cic chemokine va cytokine tién viém

- Tﬁng tham nhiém cua dal thu’C bao vao mo khO‘p IO Sl IORY AT s T S )

Increased interleukin-1p gene expression in
peripheral blood leukocytes is associated with
increased pain and predicts risk for progression of
symptomatic knee osteoarthritis

* SO luong cac dai thuc bao trong mo khop ¢co

li€n quan voi1 mire do

> J Rheumatol. 1998 Sep;25(5) 1820-8

- Hinh thanh cac gal xuong o bo ria syn kh(.'fp The association of peripheral monocyte derived

c Y .2 . A interleukin 1beta (IL-1beta), IL-1 receptor
- Hep khe khO’p va tien trién cua THK trén CDHA antagonist, and tumor necrosis factor-alpha with

osteoarthritis in the elderly
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Diacerein - Co ché tac dong 1én IL-1

Mot dan xuat duoc chiét xuat tir cdy dai hoang

IL-1

receptor iy v Giam nong do cac receptor
comple: ; LY :2
IL-1 '{., i daaauia S cua IL-1 ¢ té bao sun — Giam
receptor e peyerY) T v 3 . . .
‘x ,X VT A e RN W""’V'w no]’]g do IL-] trong d‘!oh kho‘p
MENERK v" Giam nong dd cac cytokine

tién viém tai khép
v' Giam téng hop enzyme
chuyén déi TL-1— Giam hoat
hoa IL-13

E- IL-1 converting enzyme,/ NO- Nitric oxide

Johame Martel-Pelletier, Ther Adv Musculoskel Dis, 2010

Meta-Analysis > | Orthop Surg Res. 2023 Apr 18:18(1):308. doi: 10.1186/s13018-023-03786-6 Characteristics of included studies
Twelve randomized controlled trials (RCTs) with a total
Diacerein versus non-steroidal anti-inflammatory of 1732 parsicipants were inchaded In this saaly, whan
i S 861 cases received diacerein as the experimental treat-
drugs in the treatment of knee osteoarthritis: a i i S o o kU SR
meta- analysis treatment. The treatment duration for both groups was at

least 12 weeks.

Diacerein va NSAIDs c6 hi¢u qua tuong dong trong cai thi¢n thang diem WOMAC
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Fig. 4 Forest plot of WOMAC

2
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Diacerein va NSAIDs c¢6 hi¢u qué twrong dong trong giam

muc do dau khép goi theo thang diem VAS
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Fig. 6 Forest plon of VAS Score

Diacerein ¢ hiéu qua cao hon va kéo dai
hon so vo1 NSAIDs

Diacerein NEAIDS Sid. Mean Difference

Louthrenoo, W 2007 -8834 41065 B2 5060 48438 79 330% 058 -090, 0.27]
Tian 2G 2010 71 13 54 34 154 54 238% -0.281-0.66, 0.10]
Zheng, W J 2006 75 1414 108 382 1750 107 432%  -0.29-056.-0.02)

Total (95% CI) 242 240 100.0% 0.9 [0.58, 0.19)
Heterogensity. Tau® = 0.00; Chi* = 2.28, df = 2 (P = 0.32), P'= 12%
Test for overall effect: Z = 391 (P < 0.0001)

Fig.§ Forest plot of WOMAL score at 4-week follow-up after treatment

-4 2 H
Favours [Diacorem|  Favours [NSAIDs|

Diacersin = NSAIDs

Tian ZG 2010 12 133 54 65 163 54 3¥a% -4.30 [-0.91,1.31)
Zheng. W. J 2006 11 42 106 &7 175 107 63.2%  -4.60[-8.88 -0.22)

Total (85% CI) 180 161 1000% -4.49[-7.89, -1.09)
Heterogeneity: Tau® =0.00; Ch# =001, af=1 (P =083), F=0% '
Tast for overall affect Z = 2.50 (P = 0.010)

Fig. 7 Forest plot of VAS score at 4-week follow-up after treatment
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Diacerein ¢ tinh an toan twong dong
vO1 NSAIDs

Odds Ratio

-
-

36% 1,60 [0.23, 10.84]
5.4% 0.52[0.11, 2.38)
7.1% 0.80 [0.22, 2.97]
6.4% 0.40[0.10, 1.61)
8.2% 0.86 [0.26, 2.84]
25.7% 1.72 [1.05, 2.83)
12.0% 0.57 [0.22, 1.46]
42% 0.48 [0.08, 2.83]
Yo FT 2015
Zhang JL 2008 14
Zheng, W. J 2006 74

BadaiBuvamon

g

vEgvrignes

Mot estimabie
7.1% 0.80 [0.22, 2.97] "1

20.4% 0.60[0.32, 1.12)

|
Total (95% C1) 814 100.0% 0.83 [0.57, 1.21] >

Total events 168 178 )

Heterogeneity: Tau® = 0.08; Ch* = 11.75, df = @ (P = 0.23); I = 23% 2 X : = =
Test for overall eflect: Z = 0.95 (F' = 0.34) T Fasee [Diacerein] Favours [NSAIDs]

Fig. 10 Forest plot of adverse effects

Tac dung phu trén duong tieu hoa cla Diacerein: Tiéu chay, budn nén, dau bung

Randomized Controlled Trial > Osteoarthritis Cartilage. 2007 Jun;15(6):605-14.
1. Epub 2007 Apr 19.

The efficacy, safety and carry-over effect of
diacerein in the treatment of painful knee
osteoarthritis: a randomised, double-blind, NSAID-
controlled study

Design. This was a double-blind, randomised, piroxicam-controlled, parallel-group study. A 7-day non-steroidal anti-inflammatory drug wash-
out period was followed by a 16-week treatment period with either diacerein 100 mg/day or piroxicam 20 mg/day, and an B-week treatment-
free observation period. The primary efficacy criterion was pain on Western Ontario and McMaster University Osteoarthritis (WOMAC) A. The
secondary criteria included WOMAC B, C and total WOMAC, paracetamol intake, Short Form-36 questionnaire and global judgements on
efficacy and tolerability by patients and investigators.

Resuits: Of 171 randomised patients, 150 completed the study and 161 were analysed in the intent-to-treat population (diacerein: 82, pirox-
icam: 79). Pain (WOMAC A) decreased to a similar extent in both groups at Week 16 (diacerein: —69.7% + 31.5%; piroxicam: - 74.1 + 26.2%;
P = n.s.). On treatment discontinuation, pain increased in the piroxicam group al Weeks 20 (- 47% + 47.8%) and 24 (- 26.8% + 60.6%) while
improvements persisted in the diacerein group at Weeks 20 (-66.9% + 35.9%) and 24 (- 69.5% + 33.7%), with a significant difference in
favour of diacerein at Weeks 20 and 24, demonstrating the carry-over effects of the drug. The incidence of adverse events was similar in
both groups but more patients from the piroxicam group dropped out of the study due fo these events.
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Diacerein so voi Piroxicam

v C6 hiéu qua tuong dong trong giam dau va
cai thién chire nang van dong khop

18

week v" Thaoi gian tac dung kéo dai hon sau khi

[-—l—— diaceran @ proscam |

ngimng thude va it tic dung phu hon

Fig. 2. WOMAC A — mean % change from baseline, SD (ITT population)

Table Il
Efficacy paramelers — mean absolute values and MW slatistics

Piroxicam (n - 79) Diacerein (n - 82) Mw LB, 97.5%-Cl UB, 97.5%-CI
+ SD)

20+16 : 0.48 0.63
10+1.1 1 0.35 o
09+10 033 -
0910 X 0.34 -
08+1.0 X 0.34 -
10+1.1 ! 0.5002

10+£1.2 ! 0.5021

: Mann—Whitney statistics; LB 97.5%-CI: lower bound of the 97.5% CI. Significant values are in bold.
*Calculated on the median percent change.

Diacerein trong THK

Tac dung cham, hiéu qua toi da trén lam sang sau 4- 6 tuan dung thuoc

Tiep tuc c6 hi¢u qua kéo dai trong 4- 8 tuan sau ngung thude

Liéu lwong: 50- 100mg/ngay, dudng uong

Licéu khoi dau theo khuyén cao: 50mg/ngay, dirng thudce khi cé tac dung phu ti€u chay

=

* Than trong ¢ bénh nhan > 65 tuodi, dac biét vai bénh nhan co tién su tiéu chay
* (Giam liéu ¢ bénh nhén ¢o suy giam chirc nang than

+ Téac dung phu: Tiéu chay, dau bung, viém dai trang, thay doi mau sac nudc tiéu

Elena P, Drug Saf, 2015/ Pavelka K, Drugs Aging, 2016

CAP NHAT NHUNG TIEN BO TRONG QUAN LY TOAN DIEN CAC BENH CO XUGNG KHOP




) _ HOINGHI KHOA HOC NAM 2025
LIEN CHI HOI BENH TU MIEN CO XUGNG KHOP TP.HO CHi MINH

RHEUMATOLOGY e

Original article Influence of age on the rate of responders to diacerein treatment in
An iitomstional, miticentre, double-bilnd, knee osteoarthritis: data from the DISSCO clinical trial

randomized study (DISSCO): effect of diacerein vs . Prarm Pt . Pusw Fangrauitf” Mars. Do, Putrias P anct Iohene W artel- Meliaier

celecoxib on symptoms in knee osteoarthritis

Khong ¢6 su khac biét vé hiéu qua diéu tn trén lam sang cua Diacerein gilra
 — ! =] —

2 nhom bénh nhan THK géi trén 65 tudi va dudi 65 tudi

Figure 2. OMERACT-OARS! responder rate (%) according 1o age Figure 4. PASS responder rate (%) according 1o age

70,51
7o
S0.0%  49.2% - - 57.1% .4
p=1.00 p=0.88 o
o
e 40 p=0.08
Fily
1M
Day L20 o
Uay 120
Il <65 years oid =65 years oid W <55 years olc =65 years old

Tuoi khong anh hudng dén tinh an toan
cua Diacerein trong di€u tr1 THK

Figure 5. Incidence of treatment-related diarrhoea accerding to age

. <65 years old 265 years old
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Clinical Trial > Arthritis Rheum. 2001 Nov;44(11):2539-47.
i: 10.1002/1529-0131(200111)44:11<2539::aid-art434>3.0.co;2-1.

Evaluation of the structure-modifying effects of
diacerein in hip osteoarthritis: ECHODIAH, a three-
year, placebo-controlled trial. Evaluation of the
Chondromodulating Effect of Diacerein in OA of the
Hip

Objective: To evaluate the ability of diacerein, an interleukin-1beta inhibitor, to slow the progressive
decrease in joint space width observed in patients with hip osteoarthritis (OA).

Methods: In this randomized, double-blind, placebo-controlled 3-year study, 507 patients with
primary OA of the hip (by the American College of Rheumatology criteria) received diacerein (50 mg
twice a day) or placebo. The minimal hip joint space width was measured by a central reader on yearly
pelvic radiographs, using a 0.1-mm-graduated magnifying glass.

Maxime D, Arthritis Rheum, 2001

Diacerein lam giam tién trién ctia Thoai hoa
khép hang trén chan doan hinh anh

g
:
i
g

I Log Rank test: p=0.007

LA SRR RN A AR RS Raan ot s

SRR Year 1 Year 2 Year3
U ® B 31 4 27 W 3 I\

Months since haseline mumlustion Median annual joint space narrowing (J3N| referred to baseine
Plasabe Discerain ey
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Diacerein lam giam mirc d dau khop va
cai thién chirc nang van dong khép hang

Changes from baseline in symptomatic outcome measures during the 3 years of treatment in

Table 3.
patients with hip osteoarthritis receiving either placebo or diacerein (100 mg daily)

Completer analysis

Intent-to-treat analysis

Placebo Diacerein

Placebo Diacerein
(n = 138) (n = 131)

Parameter (n = 247) (n = 246)

Pain (100-mm visual analog scale)
Mean + SD -3.0+299 -3.0 = 30.2 -10.7 = 29.1 —6.6 + 30.1
Median —20 -50 .
Function (Lequesne index)
Mean + SD -05*+42 -0.5 + 4.0
Median -05 -1.0

Maxime D, Arthritis Rheum, 2021

Diacerein lam giam viém tai mang hoat
dich khop va ton thuwong xuong dudi sun

RESEARCH ARTICLE

Comparison of various SYSADOA for the
osteoarthritis treatment: an experimental

study in rabbits

Permuy, BMC Musculoskeletal Disarders, 2015
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Tinh an toan cua Diacerein trong THK

Clinical Trial > Arthritis Rheum. 2000 Oct;43(10):2339-48.
doi: 10.1002/1529-0131(200010)43:10<2339:AID-ANR23>3.0.CO:.2-P.

Efficacy and safety of diacerein in osteoarthritis of
the knee: a double-blind, placebo-controlled trial.
The Diacerein Study Group

Objective. To evaluate the efficacy and safety of
diacerein, a drug with interleukin-1g-inhibitory activity
in vitro, in patients with knee osteoarthritis (OA).

Methods. A total of 484 patients fulfilling the
American College of Rheumatology criteria for knee 04
were enrolled in this 16-week, randomized, double-
blind, placebo-controlled, parallel study group with 3
diacerein dosages of 50 mg/day, 100 mg/day, and 150 e PR e
mg/day (administered twice daily).

n=484
Patients randomized
and receiving treatment
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Hiéu qua cua Diacerein ¢ cac lieu lugng
uong khac nhau

Table 3.

intent-to-treat population®

Differences in clinical assessment criteria from baseline to week 24 in each of the groups in the

Placebo
(n = 124)

50 mg/day
diacerein
(n = 126)

100 mg/day
diacerein
(n = 110)

150 mg/day
diacerein
(n = 120)

Pain, VAS, mm
WOMAC, mm

Pain

Stiffness

Physical
Handicap, VAS, mm

Global efficacy assessment, mm

Investigator
Patient

-109 %193
—167 * 519

-156x 210
—27A > 52.7

—339 = 905

-103 + 424

-RSR + UM 4
99 + 20.1

414 * 324
424 = 33.1

—-50.3 =948
17.7 + 434
~1303 + 301 4
-12.3+ 227

—48.6 + 33.6
492 *+ 33.6

183 + 1937
* 5231
92.5%

+ 318.0¢
22.1t

+29.7
+203

—143 + 237
—29.1 + 46.7
50.5 = 88.1
214 + 370
1433 + 278.8
128 + 21.7

48.1 = 32,7
500 + 323

Tinh an toan cua Diacerein trong THK

Table 2.

Reasons for discontinuation of treatment®

No. of randomly
assigned patients

Treatment

Reason for treatment discontinuation

Adverse
events

Lack of efficacy

Other

No. of patients
completing study

Placebo 125
Diacerein
50 mg/day 126
100 mg/day 111
150 mg/day 122
Total 484

14(11.2)

16 (12.7)
11 (9.9)
23(18.9)
64 (13.2)

23 (18.4)

21(16.7)
12(10.8)
16 (13.1)
72(14.9)

8(6.4)

6 (4.8)
8(7.2)
8(6.6)
30(62)

80 (64.0)

83 (65.9)
80 (72.1)
75 (61.5)
318 (65.7)

* Values are the number (%).
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Tac dung khong mong mudn cua Diacerein

Table 5. Adverse evenls®

50 mg/day 100 mg/day 150 mg/day
Placebo diacerein diacerein diacerein Tortal
(n = 125) (n = 126) (n = 111) (nh= 122 (n = 484)

Diarrhea 13.6 17.5 20.7% 533t 28.3
Abdominal pain 12 D 16.7 18.0 254+ 18.0
Soft stools ; 8.7 ! 11.5 8.5
Headache J 5.6 L 98 8.1
Nausea 4. 7.1 i 11.5§ 79
Musculoskeletal pain . 6.4 i 33 5.0

Weariness y 5.6 i 6.6 4.1
Dyspepsia 3. 24 %, 49 4.1

Conclusion. Diacerein, a drug for the treatment of
OA, was shown to be an effective treatment for symp-
toms in patients with knee OA. Taking into account both
efficacy and safety, the optimal daily dosage of diacerein
for patients with knee OA is 100 mg/day (50 mg twice
daily).

Pelletier 1.P. Arthritis Rheum, 2000

Diacerein goc

« Ham luong tap chét Aloe- Emodin trong Diacerein AloeEmodin
gay tang nhu dong rudt — Tac dung phu ti€u chay [ Enhance the cxcabty of smooth msce ofhe e |
»  Duge dién Chau Au: Lugng Aloe- Emodin <15ppm ’ "o o | W\'MW";J"W
* Diacerein goc: Lugng Aloe- Emodin < 4 ppm — nhé AN M‘W T;}:J&
hon gin gép 4 lan so véi quy dinh _%«f_____ | i - N{uf- :.
« Diacerein goc: beipaicintiiet SENPEY {" A _fiul_}";:jr'l-—

- Limit not more than [ il l.lﬂlhﬁl
- Dat tiéu chuan trong quy trinh san xuat 15 ppm M_ 4 ppm

Gopal § et al. Medical research review, Val. 27, No. 5, 591-608, 2007

- C6 d6 tinh khiét va an toan cao

- Ham luong tap chat thap

Elena P, Drug Saf, 2015/ Pavelka K, Drugs Aging, 2016
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Két luan — Diacerein goc trong diéu trj THK

v" Hiéu qua cao trong kiém soat sy tién trién cta bénh

v Giam cac triéu ching va cai thién chirc nang van dong khdp

v' Co ché tac dong hoan toan khac NSAIDs, khong trc ché enzyme COX — An toan

trén duong tiéu hoa va co thé dung kéo dai
v" Lua chon phu hop ¢ bénh nhan thoéi hoa khdp
- C6 nhiéu bénh 1y dong méc: Bénh tim mach, bénh trén dudng tiéu hoa

- Tién sir ¢6 bién ¢b trén dudng tiéu hoa do ding NSAIDs

Thank yc;u !

For your attention
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