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HIEU QUA VA TINH AN TOAN

CUA DIACEREIN GOC TRONG
DIEU TRI THOAI HOA KHOP

Nguyén Thi Phuong Thuy
Trung tam Co xwong khép- Bénh vién Bach Mai, Dai hoc Y Ha Noi

Thoai hoa khép

v' Bénh ly khép man tinh thudong gap nhét trén 1am sang

v' Ty Ié mic ngay cang tang cling véi gia tang cua tudi tho

A 174

v" Khoang 10% dén s6 & nguoi > 60 tudi: C6 dau khop hodc han ché
van dong khép do thodi hoa khdp

v" Giap nhiéu hon ¢ phu nit
v" Mot trong céc nguyén nhan hang dau gay tan phé & ngudi 16n tudi

v' Ganh ning bénh tat 16n, tac dong 1én hé thong y t&, gia dinh- xa hoi

Leena S, N Engl ) Med, 2021/ Sunhee Jang, IntJ Mod Sci, 2021
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Thoai hoa khdp - Vi tri khép hay gap

.
Shoulder 7.~y Neck
o Elbow
Lower Back E
Hip - . ® Base of Thumb

® Tips of Fingers ~ Lam sang
* Dau khép, sung khép, cirng khép

Knee L ;
« Giam- mat chirc nang van dong ciia khép

Ankle .
o Base of Big Toe

Viém c6 1 vai tro then chot trong THK

Viém mang hoat dich khép
Huy- mat sun khép

Tén thuong xuong dudi sun
Tao gai xuong

Day chfmg canh khéop

Dariusz S, Int 1 Mol Sci, 2024
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Muc tiéu diéu trj THK

v' Giam cac triéu chimg va lam cham s tién trién cia bénh

v Giam sy tac dong cia THK dén chitc nang van dong va chat lugng cudce song ciia nguoi bénh

v Vai trd trung tdm trong co ché bénh sinh

v Téac dong lén nhiéu té bao ‘ \

Té bao sun khd’p m:uwm . neutrophils
x , 0 4 osteoblasts osteoclasts =

Tao cot bao- huy cot bao ¢ xuong dudi sun 6‘:- b f

Té bao hoat dich & mang hoat dich khép

Té bao génc, té bao md, té bao mién dich

Uc cheé IL-1: Muc tiéu quan trong trong
diéu tr1i THK

Zsuzsa J-L, Cell Signal, 2019
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THK khong phai 1a 1 bénh 1y don thuan

Kho dinh nghia chinh x4c vé THK

«  C6 nhiéu nguyén nhan va yéu t6 nguy co dan dén thoai hoa sun khop
«  Nhiéu qua trinh bénh ly gdy mat sun khép

Thi€u cac phuong phap diéu tri dac hi¢u

«  Chu yéu la diéu trj giam nhe, thube giam dau va thuée NSAIDs la diéu tri nén tang
«  Khéng co thube lam giam tién trién bénh vdi muyc tiéu tic dong vio co ché sinh bénh

hoc cot 161 cua bénh

Leena 5, N EnglJ Med, 2021/ Hana S, Curr Rheumatol Rey, 2018

Thudc NSAIDs va cac Bién cd

v Tat ca cac thuoe deu lam ting nguy co by cic bién co trén

Llu\m_'__- hieu ill'ﬁl_ im l[]Z_!CI! va "ha” Effectiveness and safety of non-steroidal anti-

inflammatory drugs and opioid treatment for knee

v 30. 50% BN Cé blén cé f}' du‘fjng tiéu h()a and hip osteoarthritis: network meta-analysis
v’ Bién ¢ trén duong tiéu hoa: Viém- loét, XHTH, thing

A e - . A - 4 £ ' " ,
v" Bién ¢0 tim mach: Tang HA. suy tim, nhoi mau co tim cap, Cuseeiimpesiingl sl coriilimsinmiios afivesse svaats
associated with NSAIDs

dot quy, tur vong
v/ Bién ¢6 trén than: Gilt nwée va mudi, gay phil, viém than ke,

hoa] o nht than’ suy than Safety of Oral Non-Selective Non-Steroidal Anti-

Inflammatory Drugs in Osteoarthritis: What Does the
Literature Say?

v" Cac triéu chung cua THK ¢6 the tai phat sau khi ngung thude
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[L-1 lién quan chit ché véi mirc dd tién
trién va dau khép trong THK

[ ] [ l - | [h UL‘ t! L‘l—\' F::\ufw , :.--'-.“"‘f'.' Tissue Res. 2023 May84(3):238-247 do
Role of pro-inflammatory interleukins in
- Tang tong hop cac chemokine va cytokine tién viém e
- Tang tham nhiém cua dai thye bao vao mé khép YRS Sy S Aol it

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

* SO lugng cac dai thuc bao trong mo khdp ¢o

lién quan v&i mire do

> J Rheumatol 1998 Sep 25(9) 16206

- Hinh thanh céc gai xuong ¢ bo ria sun khdp
- Hep khe khép va tién trién cia THK trén CDHA

The association of peripheral monocyte derived
interleukin 1beta (IL-1beta), IL-1 receptor
antagonist, and tumor necrosis factor-alpha with
osteoarthritis in the elderly

Diacerein - Co ché tac dong 1én IL-1

Mot dan xuat duoc chiét xuat tir cay dai hoang

Diacerein/hein L1 , s o
1. receptor A v Giam nong d cac receptor
complex 5 2 A1 ‘o
IL-1 '{‘ L A AL N e cua IL-1 & te bao sun — Giam
rgogpigr ) ”'__,.,_.‘u,_.mu.-—.. { . . : \ R . .
— s S sciomsbeen M G nong do TL-1 trong d]_ch kho’p

v Giam nong d6 cac cytokine

v

tién viém tai khép

1
; ICE e 2
E,::;I:'Nle, v' Giam tong hgp enzyme
; 'ﬁgom [T-ﬂi?l chuyen doi IL-1— Giam hoat
— Pe hoa TL-1
ADAMTS

converting enzyme/ NO- Nitric oxide

lohame Martel-Pelletier, Ther Adv Musculoskel Dis, 2010
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Meta-Analysis > J Orthop Surg Res. 2023 Apr 18:18(1):308. doi: 10.1186/513018-023-03786-6 Characteristics of included studies
Twelve randomized controlled trials (RCTs) with a total

Diacerein versus non-steroidal anti-inflammatory ;i llzﬁ;iswggmtsd;::;:f::di i:x;h::i;:‘m ‘:::f

drugs in the treatment of knee osteoarthritis: a st and §94 cnsas shenivall TEAIDS s dhe enntisl

meta-an alysis treatment. The treatment duration for both groups was at
least 12 weeks.

Diacerein va NSAIDs ¢6 hiéu qua turong dong trong cai thién thang diem WOMAC
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Diacerein ¢6 hi¢u qua cao hon va kéo dai
hon so vd1 NSAIDs

SAU NGUNG THUOC 4 TUAN

Diacerein

Louthrenco, W 2007 8634 41065 B2 5060 40438 79 330% -0.58 [-0 90, 0.27)
Tian 2G 2010 1 134 54 M 154 54 208% 4028 -068,0.10]
Zheng, W_J 2008 TS5 114 108 392 1758 07 43N +0.29 [-0.56, 0.02]

Totat (95% C1) 242 240 1000%  -0.39 [-0.58, 0.19)
Heterogeneity. Tau* = 0.00, Ch¥ = 2.28, df = 2 (P = 0.32); I* = 12% s 5
Test for overal effect Z = 3.91 (P < 0.0001)

Fig. 5 Forest plot of WOMAL score at 4-week follow-up after treatment

Diacerein
Tian Z2G 2010 12 133 54 55 103 54 36.8% -4.30 [-8.91, 1.31]
Zheng, W. J 2008 11 142 106 57 175 107 632%  -4.60[-8.88, -0.32]

Total (95% CI) 160 161 100.0%  -4.49(-7.89, -1.09]
Heterogeneity: Tau® = 0.00; Chi* = 0.01, df = 1 (P = 0.83); P = 0% h '1“5 0 z’ﬁ
Tost for overaf effect: Z = 2.50 [P = 0.010) Favours [Diacerein] Favours [NSAIDs]

Fig. 7 Forest plot of VAS score at 4-week follow-up after treatment

Diacerein c6 tinh an toan twong dong
vO1 NSAIDs

-H. Random. 35% C|

1.60 [0.23, 10.84]

54% 0.52 [0.11, 2.38]
1% 0.80 [0.22, 2.97]
64% 0.40 [D.10, 1.81]
82% 0.86 [0.26, 2.84)

Chen EH 2016
Chen GY 2013
Li SP 2010
Louthrenoo, W 2007
Ma HJ 2015
Peiletier, J P 2020
Tian ZG 2010
Wang YQ 2013
Ye FT 20156
Zhang JL 2008
Zheng, W. J 2008

Total (85% CI)
Total events 168 178

Heterogenaity: Tau® = 0.08; Chi* = 11.75, df = § (P = 0.23); ' = 23% 'i:.m ot { 1‘0
Tast for oversil effect: Z = 0.85 (P = 0.04) Favours [Diacerein] Favours [NSAIDs]

Fig. 10 Forest plot of adverse effects

25.7% 1.72[1.08,2.83)
120% 0.57 [0.22, 1.46)

42% 0.49 [0.08, 2.83)

180 Not estimable
21 7% 0.80 [0.22, 2.97)
107 204% 0.60 [0.32, 1.12)

gnBupdcesyzk

614 100.0% 0.83 [0.57, 1.21]

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




HOI NGHI KHOA HOC NAM 2025
LIEN CHI HOI BENH TU MIEN CO XUONG KHOP TP.HO CHi MINH

Randomized Controlled Trial > Osteocarthritis 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 8-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.

Results: 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 at Weeks 20 (- 47% + 47.8%) and 24 (- 26.8% + 60.6%) while
persisted in the diacerein group at Weeks 20 (-66.9% + 35.9%) and 24 (- 69.5% + 33.7%), with a significant difference in

improvements
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 to these events.

Diacerein so véi Piroxicam

v" C6 hiéu qua twong dong trong giam dau va

cai thién chirc nang van dong khép

v" Thoi gian tac dung kéo dai hon sau khi

—— diacerein —o—ml

ngimg thudc va it tac dung phy hon

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

Table Il
Efficacy parameters — mean absolute values and MW slatistics

Diacerein (n - 82) MW LB, 97.5%Cl

+ SD)

20+186 ! 0.48
10+£11 : 0.35
109+1.0 v 033
09410 T

08+10
1.0+£1.1
10£1.2

MW: Mann—-Whitney statistics; LB 97.5%-Cl: lower bound of the 87.5% CI. Significant values are in bold.
*Calculated on the median percent change.
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Diacerein trong THK

Téac dung cham, hiéu qua to1 da trén lam sang sau 4- 6 tuan dung thuoc

Tiep tuc ¢o hi¢u qua kéo dai trong 4- 8 tuan sau ngurng thuoce

Liéu luong: 50- 100mg/ngay, duong

Liéu khoi dau theo khuyén cdo: 50mg/ngay, dirng thuoc khi ¢é tac dung phu tiéu chay

* Than trong & bénh nhan > 65 tudi, dac biét véi bénh nhan co tién sir tiéu chay
* Giam lieu ¢ bénh nhan co suy giam chirc nang than

» Téc 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

R nencheyy 7120 S8 e J06E

RHEUMATOLOGY T ———

Original article Influence of age on the rate of responders to diacerein treatment in
At insarnational, mifiicentve, Souble-Slind, knee osteoarthritis: data from the DISSCO clinical trial

randomized study (DISSCO): effect of diacerein vs Jean-Piere Palistier’, Joan-Miars Ranaul’, Mar: Dovsis. Pairze P ement Bnd Johanns Maral-Pelstis

celecoxib on symptoms in knee osteoarthritis

Khong ¢é su khac biét vé€ hi¢u qua diéu tri trén lam sang cua Diacerein gilra
2 nhém bénh nhan THK gbi trén 65 tudi va dudi 65 tudi

Figure 2. OMERACT-OARS| responder rate (%) according to age Figure 4. PASS responder rate (%) according to age

Il <65 years old =65 years oid M <65 vears old =65 yeare cld

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 CG XUONG KHGP TP.HO CHi MINH

Tuoi khoéng anh hudng dén tinh an toan
cua Diacerein trong diéu tri THK

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

<65 vearsold | =65 years old

Clinical Trial > Arthritis Rheum. 2001 Nov;44(11):2533-47.

iz 10.1002/1529-0131(200111)44:11<253%9::aid-artd34>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

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 CG XUONG KHGP TP.HO CHi MINH

Diacerein lam giam ti€én trién cua Thoai hoa
khop hang trén chan doan hinh anh

3 47.3%
diaceremn

placebo
62.3%

i
E
;
3
:
£

| Log Rark test p=0.007

b RARLA) RILLLAS NLARAN MALAAR LALRRE LR bt hibdcd | Y
Year1
8 B ®» B 31 24 7 W 33 3 -
Months since baseline mmluntion Median annual joint space narmrowing (J3N) referred to bassine
= Flasbe ——— Discersin gy

Maxime D, Arthritis Rheum, 2021

Diacerein lam giam murc d0 dau khép va
cai thién chirc nang van dong khép hang

Table 3. Changes from baseline in symptomatic outcome measures during the 3 years of treatment in
patients with hip osteoarthritis receiving either placebo or diacerein (100 mg daily)

Intent-to-treat analysis Completer analysis

Placebo Diacerein Placebo Diacerein
Parameter (n = 247) (n = 246) (n = 138) (n = 131)

Pain (100-mm visual analog scale)
Mean = SD -30+299 -3.0=+=302 —-10.7 £ 29.1 —6.6 = 30.1
Median =20 -5.0
Function (Lequesne index)
Mean * SD -05 42 -05 = 4.0
Median -0.5 -1.0

Maxime D, Arthritis Rheum, 2021
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Diacerein lam giam viém tai mang hoat
dich khép va tén thuong xuwong dudi sun

RESEARCH ARTICLE

Comparison of various SYSADOA for the
osteoarthritis treatment: an experimental
study in rabbits

Permuy, BMC Musculoskeletal Disorders, 2015

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 n =484
diacerein, a drug with interleukin- 1 B-inhibitory activity £ 3““'::“:"“‘.“‘:“
in vitro, in patients with knee osteoarthritis (OA).

Methods. A total of 484 patients fulfilling the I
American College of Rheumatology criteria for knee OA
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 M“r;:‘l'""
mg/day (administered twice daily).
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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

Pain, VAS, mm

WOMAC, mm
Pain
Stiffness
Physical

Handicap, VAS, mm
Global efficacy assessment, mm

Investigator
Patient

Placebo
(n = 124)

50 mg/day
diacerein
(n = 126)

100 mg/day
diacerein
(n = 110)

150 mg/day
diacerein
(n = 120)

—109 193

—16.7 * 519

-15.6= 21.0
-27.4 * 52.7

—183 + 1937
—36.7 + 52.3%

-339 + 905

-10.3 = 424

-85.8 + 3044
-99 + 20.1

-50.3 + 948
17.7 = 434
-139.3 + 301.4
123+ 22.7

—~48.6 = 336
-49.2 + 1336

“S8.8 = 92.5¢
27.3 = 42.3t
~193.3 * 318.0
-18.5 + 22.1%

-48.8 + 29.7
~-514+203

-143 + 237
—29.1 > 46.7

505 = 881

214 = 370
1433 + 278.8
128 = 21.7

48.1 = 32,7
500 = 323

Table 2. Reasons for discontinuation of treatment®

Tinh an toan cua Diacerein trong THK

Treatment

No. of randomly
assigned patients

Reason for treatment discontinuation

Adverse
events

Lack of efficacy

Other

No. of patients
completing study

Placebo
Diacerein
50 mg/day
100 mg/day
150 mg/day
Total

125

126
111
122
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(6.2)

80 (64.0)

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

* Values are the number (%).

rthritis Rheum, 2000
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Tac dung khong mong mudn cua Diacerein

Table 5. Adverse events®

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

Diarrhea 13.6 17.5 20.7% 53.3% 28.3
Abdominal pain 12, 0 16.7 Y 2547 18.0
Soft stools i 8.7 9, 11.5 8.5
Headache X 5.6 : 9.8 8.1
Nausea 4. 7.1 A 11.5§ 7.9
Musculoskeletal pain . 6.4 1 33 5.0
Weariness y 5.6 F 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

» Tap chat Aloe- Emodin trong Diacerein gay ting nhu Alis-Suodis
dong rudt — Tac dung phy tiéu chay e
- A " o . | "l'ln' ] h
* Duogc dién Chéu Au: Lugng Aloe- Emodin <15ppm i B HWWHW " ‘“
* Diacerein goc: Lugng Aloe- Emodin < 4 ppm — nhé ' . — ]MW’Y'I"’:‘"
! 3 - . L. S ! [T
hon gin gép 4 lan so vdi quy djnh Al it detsnont_| | re o8
: : . Pianl x!%ﬂW—i |'I ) l\'*}’l" 'L- rIr
« Diacerein goc: S ey T
Limit not more than y . Lessthan
- Dat tiéu chudn trong quy trinh san xuét 15ppm _|[4*% 4 ppm

Gopal § et al. Medical research review, Val. 27, No. 5, 391608, 2007

- Co 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 tri THK

v' Hiéu qua cao trong kiém soat sy tién trién cua bénh

v Giam cdc triéu ching va cai thién chirc nang van dong khép

v' Co ché tac dong hoan toan khac NSAIDs, khong trc ché enzyme COX — An toan
trén duong tiéu hoa va cé thé ding kéo dai

v" Lua chon phu hop ¢ bénh nhan thoai hoa khép

- Co nhiéu bénh ly df‘mg mac: Bénh tim mach, bénh trén dudng tiéu hoa

- Tién st co bién ¢6 trén duong tiéu héa do ding NSAIDs

Thank you !

For your attention
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