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Cap nhat diéu tri viem khop dang thap
theo khuyén cao EULAR 2023

ThS. BS Tran Hong Thuy
Khoa NOi CG Xu'@ng KhGp
BV DHYD

Viém khdp dang thap

- B&nh Iy viém khdp man tinh, tu’ mién.

« Pac trung: viim mang hoat dich nhiu khdp va hién dién nhiu ton
thudng ngoai khdp.

* Hau qua: phéa huy sun kh8p va xudng = bién dang khdp = tan phé.

- Tan suéit mac chung 1a 5 — 7.5/100.000 ngudi

» Tan sudt mac bénh cao nhét trong céc nhém b&nh Iy tw’ mién.

“5afif, 5., Kalzhi, A, &, Hoy, D, et 2l [2045). Annais of the AReumatic Diseasas, annrhaumdis-2013-215920.
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Viém khGp dang thap
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» Bénh thudng khdi phat & bat ky do tudi nao, thuw'dng gdp nhat & tudi trung nién.
» NI > Nam (ti 1€ 2-3/1)
» O nam gidi, dinh khGi phét cé xu h'Gng mudn hdn

CO ché viém khGp dang thap
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Smaolen, J. 5. (2020). Rheumatoid arthritis primer—behind the scenes. Nature Reviews Disease Primers, 6(1), 1-2.
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and CRP in the circulation
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Smolen, J. 5. (2020). Rheumatoid arthritis pimer—behind the scenes. Nafure Reviews Disease Primers, 6(1), 1-2.
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r

Nhan bi€t sGm nghi ngG viém khdp dang thap

Panel 1: Early identification of suspected rheumatoid arthritis

+  Symptoms persisting more than 2 weeks

+ Features that suggest rheumatoid arthritis in recent-onset inflammatory arthritis

+  Swollen joints especially in hands (wrists, metacarpalphalangeal joints, proximal
interphalangeals)

+ Tenderness across the metatarsophalangeal joints

+ Positive rheumatoid factor

+ Positive anti-citrullinated protein antibodies

+ Elevated inflammatory markers (erythrocyte sedimentation rate, C-reactive protein)

+  Number of swollen joints

+ Symmetrical pattern (can start asymmetrically)

+ Absence of an alternative diagnosis such as erosive osteoarthritis, crystal arthritis

Burmester, G. R, & Pape, 1. E. [2017). The Lancet, 385{10086), 2338-2348

Tiéu chuln chan doan VKDT
theo ACR/EULAR 2010

piém piém

A. KhGp anh hu'dng (dau/ viém) C. Phan Ung viém
1 khdp 18n A ¥ 0 CRP va VS binh thu@ng _ 0
2-10 khdp I6n 1 CRP va VS ting cao 1
1-3 kh@p nhé (+/- khdp I16n) 2 D. Th@i gian bénh
4-10 kh@p nho (+/- khdp IGn 3 <6 tudn _ 0
> 10 kh@p (it nhat mdt khdp nho) 5 > 6 tudn
B. Huy€t thanh > 6/10
RF va anti-CCP & 0 . n z X

vaamresr am Viém khép dang thap
RF/anti-CCP dugdng nhe
RF/anti-CCP dUdng cao 3
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Muc tiéu di€u tri VKDT

Giam viém va giam dau khdp = giam hoat tinh bénh
TOi Uu hda chlfc ndng clia khdp
Ngan chdn pha huy khdp ti€n tri€n va bién dang khdp

Cai thi€n chat Iugng culc sOng

Bullock, 1., Rizvi, 5., Saleh, A. M., et al (2018). Health Science Centre, 27|6), 501-507.

Tinh huOng Iam sang

+ BN niI, 58 tudi
* Bénh 3 nam

CLS: VS, CRP tang

RF, anti CCP (+)

* Kham vi sung dau cac khGp cO Dx: Viém khGp dang thap
tay, ban tay, gbi, cO chan huyét thanh dwdng tinh hoat

tinh bénh cao

s TX?

[ Pi€u tri ban dau va theo déi? J
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Eular 2023 =y

Cambire with shon-term
- glucoconicous

‘pduce and viag an
rapedy s poaniie)

csDMARD

« Nén la mét phan cla diéu tri ban dau
Methotrexate - Tang liéu dan 25mg/tuan
- Dung phéi hop acid folic

Sulfasalazin va Leflunomide

» Str dung néu giai doan som, nhe
Hydroxychloroquine - Khéng co yéu t6 tién lurong nang
« Chéng chi dinh/khéng dung nap MTX/SSZ/LEF

Smolen, 1. 5., et al. [2023). Annals of the rheumatic diseases, 82(1), 3-18.
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Glucocorticoids

« Tac dung khang viém, | diéu tri bac cau
« SU’ dung ngan han (< 3 thang) khi khdi ddng/d6i csDMARDs
Nén GIAM i8u va NGUNG sdm néu cé thé

DOt clp: 1a IUa chon diéu tri, c6 thé tiém ndi khp

* Can can nhac IGi ich — nguy cd va tac dung phu

Smelen, . 3., et al. [2023). Annals of the rheumatic diseases, 82(1), 3-18.

Panh gia hoat tinh bénh

Lui bé&nh Hoat tinh Hoat tinh trung  Hoat tinh
thdp binh cao

DAS28-ESR 50 kh@p dau, sO khdp sung, VS, danh < 2.6 2.6-3.2 >3.2-<5.1 »5.1
gia slic khoe

DAS28-CRP 58 khdp dau, s0 khdp sUng, CRP, <2.6 2.6-3.2 >3.2-<5.1 >5.1
danh gia sUc khoe

SDAI 50 khdp dau, s0 khdp sUng, danh gia <3.3 >3.3-11 >11 - <26 >26
clla BN, clla BS, CRP

CDAI 50 khdp dau, s0 khdp sung, danh gia <2.8 >2.8-10 >10 — <22 »22
clla BN va BS

ACR-EULAR Chi &8 SDAI, CDAI SDAI<3.3

lui b€nh Boolean: sO khdp sung, sO khdp dau, CDAI<2.8
déanh gia clia BN, CRP Boolean tdtca<1

Smolen J5, Aletzha D, Mdnnes |B. Rheumnatoid arthritis. The Lancet. 2016; 388: 2023-2038.
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Piéu tri theo muc tiéu

Identify target for
individual patient
(e.g. DAS28 <2.6)
and start treatment

|

Appropriate time
[ interval [e.g. 3 months)

Change treatment plan: l
* Increase dosage of current medication Assessment to
* Change route of administration determine if target

* Add glucocorticoids achieved (e.g. current
* Add conventional DMARDs DAS28 value)

= Add biological or targeted synthetic agents l

[ No Is target achieved? —— Yes

|

Continue treatment plan

wan Wollenhoven, R. (2019). Treat-to-target in rheumatoid arthritis—are we there yet?. Nature Rewiews Rheumatology, 15(3), 180-185.

Tinh huOng Iam sang

» BN nif, 58 tudi

* Bénh 3 ndm

¢ Kham vi sUng dau cac
khGp cO tay, ban tay,
g0i, cO chan

= CLS: VS, CRP tang

* RF, anti CCP (+)

+ Dx: Viém kh@p dang
thap huyét thanh
du'dng tinh hoat tinh
bé&nh cao

* Tx: GC+ MTX

Sau di€u tri 5 thang

NB sung dau cac khdp,
giam it

VS, CRP tang

* Hoat tinh bénh cao

Thdi di€m bd sung bDMARD?
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Khuy@n cdo di€u tri

mnw

Phase Il

oor prognostic factors present

Poor prognostic factors absent

Add a bDMARD®;
Consider use of a
JAK-inhibitor

nly after risk asses:

!

Change to or add a second
conventional synthetic DMARD

Leflunomide, sulfasalazine,
alone or csDMARD combination”

(plus glucocorticoids)

Improved
at 3 months
and achieved target at
6 months?*

Yes—q’

Dase reduction /
interval increase® in
sustained remission?

Continue

Smelen, . 3., et al. [2023). Annals of the rheumatic diseases, 82(1), 3-18.

Y&u tO tién IUdng nang

* Hoat tinh bénh trung binh — cao dai dang (sau diéu tri csDMARD)
theo cac thang diém

= Mfc do viém cao

* 50 khGp sung nhiéu

= RF va/hodc anti CCP, dac biét vdi nong do cao

= €6 huy khdp sGm

= That bai vGi hdn 2 csDMARDs

Smolen, J. 5., et al. [2023). Annals of the rheumatic diseases, 82(1), 3-18.
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Cac nhém thuOc trong di€u tri

« DMARD:s cO dién

* Methotrexate
* Sulfasalazine
* Leflunomide

* Hydroxychlorogine

* DMARDs sinh hoc
» Ucch& TNF: Adalimumab, Certolizumab, Golimumab, Infliximab, Etanercept
+ Ut ché&'té& bao B: Rituximab

« Uc ché IL-6: Tocilizumab

« DMARDs t8ng hGp nhdm tring dich: Tofacitinib

Di€u tri thuoc sinh hoc

Eptakines pramats
differentiation o
astnockists

Ll
interimain-15, intesbeukin.17, Interleukinn],
Interleukin-18.THF T

WF THF
——MH TNF Interieaking ﬁwﬂm
chass || Enhibitors imhibiters precursar
TCR
mANKE |
§ RANKL
broblast

Osteclast
differn=tiation

and fasion

Osteaclest

Bane ercsicn and
cartilage loss

Gravallese, E. M., & Firestein, G. 5. (2023). Rheumatoid Arthritis—Common Origins, Divergent Mechanisms. New England Journal of Medicine, 388(5), 529-542.
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ThuOc khang TNF-a trong di€u tri VKDT

O Combination [ Biological DMARD ortargeted DMARD alone 3 Methotrexate alone

ACRz20 |
ACR50 [
ACRTO —
ACR20 f
ACRSD |

ACR70 |
ACR20 |

ACRS0 |

ACR70 ——

Inflicimabe” ASPIRE G4 weeks

Adalimumab™  PREMIER 1year

Etanercept™  COMET 7 years

ACR20 [
ACRS0 |
ACRTO |
ACR20 |
ACR50 |
hr-E-I‘I“I 1 I T I T 1 I 1 1 1

0 10 0 30 40 50 60 70 80 90 100

Patients (1)

Li€u phap k&t hd@p thudc khang TNF- a v8i MTX cho thdy mifc d0 hoat dOng bénh cai
thién dang ké& so vdi MTX don tri liéu.

Certolizumzb®  C-EARLY 1year

Tumour necrosis factor-inhibition

Golimumab®  GO-BEFORE 24 weeks

Burmester, G. R., & Pope, ). E. [2017). The Loncet, 383(10086), 233582348,

U'c ch@ JAK — ORAL Surveillane trial

SUT' dung JAK-inhibitors nén cin nhac
cac yéu t0:

*  Tubi trén 65

*  Huit thubc la

= Cécyéu t0 nguy cd tim mach (Pai
thao dUdng, béo phi, ting huyét
ap)

»  Yéu t0 nguy cd ung thu'

*  Nguy cO thuyén tac huyét khdi

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Cardiovascular and Cancer Risk
with Tofacitinib in Rheumatoid Arthritis

CONCLUSIONS

In this trial comparing the combined tofacitinib doses with a TNF inhibitor in a
cardiovascular risk—enriched population, risks of MACE and cancers were higher
with tofacitinib and did not meet noninferiority criteria. Several adverse events were
more common with tofacitinib. (Funded by Pfizer; ORAL Surveillance ClinicalTrials
.gov number, NCT02092467.)

¥tterberg, S. R, et al (2022). Cardiovascular and cancer risk with tofacitinib in rheumatoid arthritis. Mew England Joumnal of Medicine, 286(4), 316-326.
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Tinh huOng 1am sang

BN nif, 58 tudi

Bénh 3 nam

Kham vi sUng dau cac
khGp c tay, ban tay,
g0i, cO chéan

* CLS: VS, CRP tang

Sau diéu tri 4 thang

*» RF, anti CCP (+) NB giam sU'ng dau cac
* Dx: Viém khdp dang khGp, cai thi€n van dOng
thap huyét thanh VS, CRP binh thu'@ng
du'dng tinh Hoat tinh bénh thap/lui
* Tx: GC+ MTX + anti bénh
TNF alpha
[ Giam liéu/NgWng di€u tri? J

Di€u tri viem khG@p dang thap

Induction of

remission

* Before joint
damage

* [ntensive
treatment

N

Disease activity

Maintenance of
remission

* Adherence

* Safety

* Efficacy

De-escalation

= Stop
glucocorticoids?

* Continue
DMARDs?

* Dose reduction?

* Withdrawal?

0.5

Treatment duration (years)

Tanaka, Y. (2017). DMARD de-escalation—let the patient guide you. Nature Reviews Rheumatology, 13(11), 6837-638.
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Khuy€n cio giam liéu

* EULAR 2023

11, After glucocorticoids have been discontinued and a patient is in sustained remission, dose reduction of DMARDs 1b A

(bDMARDs/tsDMARDs* and/or csDMARDs) may be considered.

* ACR 2021

Table 5. Tapering disease-modifying antirheumatic drugs (DMARDs)*

9.3+1.1 &9

Recommendations

Certainty of
evidence

Based on the evidence
report(s) of the
following PICO(s)

Evidence
table(s), in Supp.
App. 2

Continuation of all DMARDs at their current dose is conditionally
recommended over a dose reduction of a DMARD.

Dose reduction is conditionally recommended over gradual
discontinuation of a DMARD.

Gradual discontinuation is conditionally recommended aver abrupt
discontinuation of a DMARD.

Gradual discontinuation of sulfasalazine is conditionally
recommended over gradual discontinuation of hydroxychloroguine
for patients taking triple therapy who wish to discontinue 2 DMARD.

Gradual discontinuation of methotrexate is conditionally
recommended over gradual discontinuation of the bDMARD or
tsDMARD for patients taking methotrexate plus a bDMARD or
1sDMARD who wish to discontinue a DMARD.

Low
Low
Low

Very low

Very low

PICO 54.a
PICO52.C2 and PICO 53.C2
PICO 52.C1 and PICO 53.C1

PICO 58

PICO 55.C7

p. 381
p.351-5,372-6
p. 351,372

p. 400

p. 401

@ CLINICAL SCIENCE

OPENACCES  rheumatoid arthritis: 2-year results of the TARA trial

. Angelique E Weel "*? | M Hazes,' .
' Pascal Hendrik Pieter de Jong

Elise wan Mulligen

Annette van der Helm-van Mil A

- ThiI tU gidm li8u csDMARD hay

Tapering towards DMARD-free remission in established

Flare-free survival B

Mean DAS

o 3 & @

12 15

Eime (months)
Moofpatients 95 87 76 65 5 61

19 21 24 ) 3 ]

54 a5 38

9 12 15 18 21 24

Firm {iaiha)
109 1.21 1.24 133 1.31 135 1.26 135 1.39

stk S8 83 79 8% 5T 51 47 &4 L] 498 110 115 139 135 141 138 130 1.30
bDMARD khéng khac biét v 4 1&
- - - [ DAS & Booloan remission D Moan HAQ
bung phat bénh, diém DAS va chat 100
IUGng cubc sOng. g * ' )
ED- .
. A omer. . g 1t
- Can nhéc yéu t8 kinh t&? 3 a 'ﬁ 1. _
20 --%..'T"‘*”%”é“_é“*
S S S R A S R S R R

wan Mulligen, E., et al. [2020). Annols of the Rheumatic Diseases, 79{2), 1174-1181.

time (mornths)
085 TAE 734 67.0 617 585 543 586 553 511
FUTISSN 294 789 Y26 57.9 611 547 &2.1 57.9 600
Boslews 330 BT 319 7.7 202 213 I23 I0E 181
MR R R 316 25.3 168 17.9 200 180 211 221

Tapering caDMARD first in year 1,
follawed by tapering TNF-inhibitar in year 2

tims | manihs]
052 061 D56 051 D60 059 0UST DLE3 D62
047 044 D50 0.47 0.54 056 055 D.S2 D52

[ Tapering THF-nhibitar first in year 1,
fallawed by tapering csDMARD in year 2
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Khuy€n cio giam liéu thuOc

* Nhifng bénh nhan dat lui bénh bén viing (6 thang)
* Cin nhic

* NgUng glucocorticoids trudc
* Giam liéu/D3n liéu csDMARD/bDMARD
S ¢ Can nhdc tuy trudng hdp (tinh kinh t€?)

Béng cach

* Nguy cG blng phat bénh cao sau ngUng
* Quay trd lai li€u cli n€u bénh hoat dong
VLU e Khdng nén ngung di€u tri

Smelen, . 3., et al. [2023). Annals of the rheumatic diseases, 82(1), 3-18.

m No contraindication for methotrexate | . ) . . | Contraindication for methotrexate
| Clinical diagnosis of rheumatoid arthritis' |

Combine with short=term glucocorticoids

Ireduce and stop as rapidly as possible) + Start leflunomide or sulfasalazine =

\\" ‘ Start methotrexate +

Dose reduction in
sustained remission or sulfasalazine

Poor prognastic factors present J Poar prognostic factors absent

[RFJACPA, esp. at high levels; high disease activity;
early joint damage; failure of =3 csDMARDS)
Add a bDMARDS; consider using a JAK-inhibitor Change to or add a second csOMARD
only after risk assessment® " leflunamide, sulfasalazine, alone or esDMARD combination I
(pdus glucecorticeids)

Yes
and achieved target —+
at & manths?
- Dose reduction/
m : interval increases in sustained remizsion®
i Neo
N Yes
Change the bDMARD** or JAK-inhibitor® and achieved target —*
at & months?*
- Dose reduction/
x m interval increase® in sustained remission*
|

bDMARDS, binlogical DMARDs; csDMARDS, canventional synthetic DMARDs, DMARDs, diszase-modifying anti-rheumatic drugs; JAK, Janus kinase.

Smolen, J. 5., et al. [2023). Annals of the rheumatic diseases, 82(1), 3-18.
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Cap nhat mot sd di€m so vGi EULAR 2019

Cén nhéc dung glucocorticoids ngﬁn han khi khGi ddu hodc ddi csDMARDs chuyé?n d0i lidu va duting diing, nhung né&n giam
liEu va ngtfng sdm néu |dm sang cho phép

NEu muc tiéu diéu tri khéng dat dudc vGi csDMARD ddu tién, khi cé cic yEu td lién IUTng xdu, nén thém bDMARDSs; li'c ché
JAK c6 th@ can nhdc sif dung nhi'ng cdn ¢in nhde mdt sO y&u td nguy o0

bDMARDSs va tsDMARDs nén ding két hdp vdi mdt csDMARDs; & nhiing b&nh nhin khéng thé diing kém csDMARDs, Uc ché
IL-6 v& tsDMARDs c6 m{t s6 Uu di€ém hon so vdi cac bDMARDs khac

NEu mOt bDMARD hodic tsDMARDs théat bai, di€u tri v8i mOt bMARDs khac hodc tsDMARDs nén dugc can nhéc; néu mot Uc
ch& TNF hodc If'ec ch® IL-6 thit bai, bénh nhan cé thé ditu tri v8i mdt thuBc cé cd ché tac ddng khac hodc mdt (e ch& TNF/IL-
6 thil hai

Sau khi ngWing glucocorticoids vi b&nh nhan dat lui bénh bén viing, cin nhéc giam liu DMARDs (bDMARDs, tsDMARDs

va/hodc csDMARDs)

Smelen, . 3., et al. [2023). Annals of the rheumatic diseases, 82(1), 3-18.

Diéu tri toan di€n viém khGp dang thap

Early active treatment with DMARDs and

biological agents
Immune resporlse develops Pathelogical inflammatory response
Secondary prevention
Stop smaoking Complications
Weight lass Comorbidities

Exercise
Osteoporosis prevention

\ Time

Genetic and Sﬂﬂmlﬂﬂms Jaint destruction
environmental
factors Subclinical Criteria for diagnosis of

inflammation rheumatoid arthritis

fulfilled

Primary prevention
Stopsmoking

Treatment of undifferentiated
arthritis in high-risk individuals

Klareskog L, Catrina Al, Paget 5. Rheumnatoid arthritis. The Lancet. 2005; 373: 6559-672.

T6I UU HOA TRONG CHAN BOAN VA QUAN LY CAC BENH NOI CO XUONG KHOP




HOI NGHI THUONG NIEN NAM 2024
LIEN CHI HOI BENH TU MIEN CO XUGNG KHOP TP.HO CHIi MINH

Tom tat

» Viém khGp dang thap la bénh ly thuGng gap

* Can chan doan s8m dé& tranh dé lai cac bién chifng, tan phé
* Diéu tri theo muc tiéu, dat hoat tinh bénh thap/lui bénh

» Can IUu y cac yéu to tién IUGng xau

* Ca thé hoa diéu tri, diéu tri toan dién I3 can thiét

Chan thanh cam on sw lang nghe
cua quy dong nghiép
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