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Viém khop dang thap
Khi nao chi dinh diéu tr1 thudc sinh hoc
va cac khuyén cao gian lieu

Nguyén Thi Phuong Thiy
Trung tam Co Xuong Khop, Bénh vién Bach Mai
B6 mon Noi, Pai hoc Y Ha No1

VIEM KHOP DANG THAP

v' Anh huéng 0,5- 1% déan s6 nhitng nguoi
truong thanh

v/ La 1 bénh tién trién man tinh, [am méat
chtrc nang van dong cua khop

v/ Can phai diéu trj 1au dai

v’ Bénh khong thé chita khoi & phan 16n cac
bénh nhan

v/ Nhiéu bénh nhan khong thé ngimg diéu tri

va co thé phai diéu tri sudt doi

Aletaha D, Ann Rheum Dis, 2003;62
Smolen JS, Nat Rev Rheumatology, 2015;11
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VIEM KHOP DANG THAP - Diéu tri

v’ 50% BN bat dau diéu tri v6i 1 thubc DMARDSs kinh dién phai ngimg thudc

trong vong 12- 18 thang do khong ¢6 hiéu qua hoic do tac dung phu ctia thudc
v’ 20- 30% BN khang tri véi tat ca cac thudc diéu trj hién nay

1 phéac d6 diéu tri phu hop

. Tiép can diéu tri trung dich: Murc d hoat dong bénh thuyén giam it nhét 13
50% trong vong 3 thang

« Giup BN dat duoc lui bénh bén viing hoic hoat dong bénh toi thiéu

Frisell T, Rheumatology, 2019;58

2021 American College of Rheumatology Guideline for the
Treatment of Rheumatoid Arthritis

Liana Fraenkel'!, Joan M. Bathon?, Bryant R. England?, E. William St.Clair®, Thurayya
Arayssi®, Kristine Carandang®, Kevin D. Deane’, Mark Genovese®, Kent Kwas Huston®,

EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs: 2022 update
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PIEU TRI VIEM KHOP DANG THAP

Can bang gitra

Piéu tri trang dich (T2T) * Sy an toan ctia thudc

Hiéu qua trén 1am sang * Chi phi diéu tri

Cai thién chirc ndng van dong khop * Nhan thuc cua bénh nhan - Tuan
Phong ngtra ton thuong cau tric thu diéu tri

: \& Smolen JS, Ann Rheum Dis, 2017; 76.

Cac yéu to tién lugng xau trong diéu trji VKDT

» Bénh c6 mirc d6 hoat dong manh hoac trung binh mac du dang diéu tri vai

cac thubc DMARD:s kinh dién

> Céc chi s6 danh gia phan Gmg viém cap ting cao: CRP, toc d6 mau lang
> Nhiéu khép sung, dau

» RF va/hoac anti-CCP duong tinh, dac biét voi né)ng do cao

> Hinh anh hay xuong tai khop xuét hién sém trén Xquang

» Théat bai v6i > 2 cac thubc DMARD:s kinh dién

Smolen JS, Ann Rheum Dis, 2017; 76.
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Lua chon thudc trong diéu tri VKDT

Dua vao

v' Mirc do hoat dong bénh, tién trién ctia ton thuong cAu truc tai khép
v' Céc bénh 1y két hop: Viém gan man, viém phoi k&, bénh 1y tim mach, hoi
chtng chuyén hoa

v' Tac dung phu cta thude

Muc ti€u di€u tr1

v Dat lui bénh hoan toan - lyra chon thir 1
v Bénh hoat dong thép khi khong dat dugce lui bénh hoan toan - lya chon thir 2
v Duy tri kéo dai, trong it nhat 14 6 thang

Josef .5, Ann Rheum Dis, 2023

Lui bénh hoan toan trong diéu tri VKDT

DAS28 < 2,6: Khong hoat dong
2,6 <DAS28 <3,2: Hoat dong thép

ACR/EULAR- 2022 - Lui bénh hoan toan: Dat tat c4 cac diéu ki¢n
« S khép sung <1

« S6khép dau< 1

e CRP<1mg/dl

*  Danh gia ciia bénh nhan vé toan thé theo VAS <2

« SDAI<33

« Khéng thay ddi thudc qua nhanh do tat ca cac thude co thé phai can tir vai

tudn- vai thang dé dat hiéu qua ti da

Felson D.T, Ann Rheum Dis, 2011
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Glucocorticoid trong diéu tri VKDT

v C6 thé chi dinh - La bién phap diéu tri cau ndi
- Bit dau diéu trj VKDT
- Thay d6i thubc DMARD:s kinh dién
v' Dung trong thoi gian ngan- ti da 1a 3 thang, giam liéu nhanh khi dat hiéu
qua diéu tri trén 1am sang, ngimg thudc sém nhat c6 thé

v Liéu lugng va duong dung phu thudc vao mirc d¢ hoat dong bénh

v/ That bai véi diéu tri: Phai dung Glucocorticoid dé kiém soat tién trién

bénh mic du dang duy tri DMARDs kinh dién véi lidu tdi da

Nam J.L, Ann Rheum Dis, 2014; 73
Lund H.M, Arthritis Rheumatol, 2019; 71

DMARD:s kinh dién trong diéu tri VKDT

Chi dinh cang som cang tot

v' Ngay sau khi ¢6 chan doan VKDT do bénh khong bao gid tu thuyén giam

Methotrexat 1a thudc duoc lua chon dau tién

v Liéu diéu tri toi wu: 20- 25mg/1 tuan
v' Tang dan liéu dé dat hiéu qua diéu tri trong vong 4- 6 tuan

Chong chi dinh hoic khong dung nap véi Methotrexat

v Chuyén sang Sulfasalazine hoic Leflunomide

Josef S.S, Ann Rheum Dis, 2019; 79
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Panh gia dap tmg diéu tri VKDT

Theo doi1, danh gia mac do dap ung diéu tri, marc do hoat dong bénh 1- 3 thang /1
lan

Thét bai véi diéu tri Thét bai véi diéu tri
« Bénh khong thuyén giam it nhat 1a « Hoic khong dat dugc muc tiéu dicu
50% trong 3 thang sau khi bat dau tri- lui bénh hoan toan hoac bénh
diéu tri hoat dong thap trong 6 thang

Josef S.S, Ann Rheum Dis, 2023

Thét bai v6i thuéc DMARD:s kinh dién

Khong dat dugc muc tiéu diéu tri v6i 1 thube

r DMARDs kinh dién dau tién _I

Khéng c6 cac yéu td C6 cac yéu to
tién lwong xau tién lwong xau
 Chuyén sang 1 thubc DMARDs \
kinh didn khac Chi dinh thuéc DMARDs sinh hoc

* Hoic két hop thém véi 1 thude
DMARD:s kinh dién khac

Josef S.S, Ann Rheum Dis, 2023; 79
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VIEM KHOP DANG THAP — Cac thudc sinh hoc
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Figure 1. Mechanisms of action of approved biological therapies in rheumatoid arthritis.
Simplified description of cytokines and receptors that are targeted by available biological disease-
modifying antirheumatic drugs. No respect was paid to compartments such as bone marrow, blood
or synovial tissue.

DC: Dendritic cell; FLS: Fibroblast-like synoviocyte; M¢: Macrophage; R: Receptor.

Meier MP, Immunotherapy, 2013, 5(9)

Cac thuoc khang TNF

Chimeric Humanized Human Humanized Human
monoclonal monoclonal recombinant Fab’ fragment  recombinant
antibody antibody antibody receptor/Fc fusion
protein
Constant 2
Constant 3
infliximab C?: 65:1' adal:imuma: etanercept
lgG1 s (Fc-lgG1)
¥ Mouse |gG1
* Human certolizumab
CDR = Complementarity-determining region
PEG = polyethylene glycol pego'

*CDP571 is not FDA approved

Lee, Chinen, and Kavanaugh (2010), J Allergy Clin Immunol, 125 (2): S314-5323

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




HOI NGH) THUGNG NIEN NAM 2023
LIEN CHI HOI BENH TU MIEN CO XUONG KHGP TP. HCM

Thudc DMARD:s sinh hoc trong diéu tri VKDT

1 Dung két hop vé6i 1 thubc DMARDs kinh dién

2 Diéu tri két hop c6 hiéu qua cao hon so v6i chi diung duy nhét 1 thude
DMARDSs sinh hoc

3 Giam tinh sinh khang thé véi tat ca cac thudc sinh hoc khi dung két hop

4 Uutién két hop véi MTX - liéu luong 10mg/1 tuan

5 Néu BN phai dung thubc DMARDSs sinh hoc don tri liéu— Thudc trc ché IL-6
s& ¢6 wu diém hon so véi cac thudc khang TNF

Maini R.N, Arthritis & Rheumatism, 1998; 41
Josef S.S, Ann Rheum Dis, 2019; 79

Tinh sinh mién dich ctia Thudc khang TNF

Céac yéu to 1am ting nguy co sinh khang thé khang thudc

Bénh nhan c¢6 thoi gian méc bénh VKDT kéo dai

Bénh tién trién ning

C6 hinh anh huy xuong tai khép trén Xquang

Chi s6 viém trong huyét thanh tang cao: CRP, toc d6 mau ling
DAS28 cao

Diéu tri thuéc khang TNF ngat quing, khong lién tuc

YV V YV VYV VY

Josef S.S, Ann Rheum Dis, 2019; 79
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Gian liéu hoic giam licu thudc trong VKDT

- Sau khi da ngung Glucocorticoid
Chi dinh - Bénh nhan dat duoc lui bénh hoan toan hoac bénh

khong hoat dong kéo dai trong it nhat 13 6 thang

- Thubc DMARD:s sinh hoc
- Thuoc DMARD:s kinh dién

Gian liéu/giam licu

Cavalli G, Expert Rev Clin Immunol, 2019

Gian lieu hoac giam li€éu DMARDSs sinh hoc - Khai niém

- Giam liéu thudc sinh hoc:

+ Giam liéu tir tir

+ O phan 16n bénh nhan 1a giam 50% liéu luong thude
- Gian liéu thudc: Tang khoang thoi gian gitta cic miii tiém

- Ngumg han thudc sinh hoc: “ Biologic treatment holidays”

Thuc té 1am sang: Quyét dinh vé gian lidu/giam liéu hay nging han thudc sinh hoc

- Chu y€u dua vao kinh nghiém lam sang cua BS diéu tri

- La 1 thach thtrc trong thyc hanh 1am sang

Josef S.S, Ann Rheum Dis, 2019; 79
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Cac yéu to lam ting nguy co tién trién bénh VKDT khi
gian liéu/giam lieu DMARDs sinh hoc

AN

Co6 thoi gian mac bénh VKDT kéo dai trudc khi bat dau dung thude sinh hoc

Huy khép nhiéu trén Xquang

RF duong tinh

Anti-CCP duong tinh

Viém mang hoat dich khdp khi si€u am khop

RN

Bénh nhan kho dat dugc lui bénh hoan toan trong 6 thang khi diéu trl vo1

thube sinh hoc

Dierckx S, Arthritis Res Ther, 2020

Gian liéu hodc giam lieu DMARDsS sinh hoc trong VKDT

Mirc dd hoat dong bénh thap
- Khong dat dugc lui bénh hoan toan
- Khong gidn liéu hodc giam liéu thuéc DMARDs sinh hoc

- Tang nguy co c6 dot tién trién bénh

Bénh nhan co6 di chirng cia bénh
- Ton thuong khép: Hep khe khép, khuyét xuong, bao mon xuong
- Hét stre than trong khi gifin liéu hodc giam lieu DMARDS sinh hoc
- Nguy co cao ciia tién trién cac ton thuong tai khop

Smolen J.S, Rheumatology, 2020; 59
Van Mulligen E, Ann Rheum Dis, 2019; 78
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Ngung thuoc DMARDsS sinh hoc trong VKDT

v' Ting nguy co c6 cac dot tién trién bénh theo thoi gian
v Gian liéu hodc giam lidu DMARDSs sinh hoc t6t hon 13 nging han thude
v' BN c6 dot tién trién sau khi ngirng thuéc DMARDS sinh hoc — Trén 80% BN

dap tng v6i thude khi quay tré lai phac do diéu tri trude d6

Josef S.S, Ann Rheum Dis, 2019; 79
Burmester G.R, Ann Rheum Dis, 2017; 76

Ngung thudc DMARDs sinh hoc trong VKDT

Cac yéu t6 du doan bénh nhan dat dugc lui bénh hoan toan sau khi ngung thude
DMARD:s sinh hoc — Biologic treament holidays

v Thoi gian mic bénh VKDT ngan

v' Miic d6 hoat dong bénh thap

v' Chi dinh di€u trj sém véi thude sinh hoc

v' Pap tng nhanh véi thudc

Andreas K, Ann Rheum Dis, 2023
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Giam liéu thuéc DMARDs kinh dién trong VKDT

Bénh nhén chi dung thuéc DMARD:s kinh dién
> Khong dung thubc DMARD:S sinh hoc

> Dap tng tot

» Dat lui bénh hoan toan trong thoi gian dai
C6 thé giam liéu thudc DMARDs kinh dién

Bénh nhan diéu tri két hop thuéc DMARDs kinh dién va DMARDs sinh hoc
> Ngung thuéc DMARDs sinh hoc

» Dat lui bénh hoan toan trong thoi gian dai

C6 thé giam liéu thubc DMARDs kinh dién

Josef S.S, Ann Rheum Dis, 2019; 79

OPTIMA: NGHIEN CUU CHUNG MINH HIEU QUA DUY TRi

SAUNGUNG ADALIMUMAB
a6 L7 [N=102 | ARm1
44% ADA WITHDRAWAL

N=105; 70%=73 pts ARM 2

ADA CONTINUATION

ADA 40 mg eow
+ MTX®

[0)
70% N
Tiéu chi
chinh:
DAS28-CRP
<3.2
460 | 112 N=112; 54%=61 pts +AmTSS 0.5
o)
., 54%
MTX DAS28<32
Wk22/26
| 26 wks | 52 wks |
| | 1
0 PERIOD 1 26 PERIOD 2 78
aTreatment allocation was double-blind in Period I. In Period 2, treatment re-allocation of patients achieving the target was also double-blind; patients not achieving the target remained masked to original
ion, but patients and icians were aware of the subsequent assignments during Period 2; PMTX titrated to 20 mg/wk by Week
i ity Score; eow, every other week; IR, inadequate response; mTSS, Van der Heijde modified total Sharp score; OL, open label
Ref 1 Smolen JS et al., Lancet. 2014 Jan 25;383(9914):321-32 24
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64.7% BENH NHAN BPAT ACR70 SAU KHI NGUNG
THUOC ADALIMUMAB 78 TUAN
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81,2% BENH NHAN DAT HOAT PONG BENH THAP
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Ref 1 Smolen JS et al., Lancet. 2014 Jan 25;383(9914):321-32

LOCF; * P=.04; # P=.07; ** P=.001; ## P=.10
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KET LUAN

- VKDT la 1 bénh tién trién man tinh véi ty 1€ tan phé cao

- Muc tiéu diéu trj 13 lui bénh hoan toan hodc hoat dong bénh toi thicu s&
lam giam céc triéu chimg, cai thién chirc ning van dong khép va chat
lugng cudc sdng, ngan ngira sy tién trién cua ton thuong tai khép

- Diéutr trung dich va t6i wu hoa trong diéu tri sé gitp dat dugc muc ti€u

diéu tri
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