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PIEU TRI BENH LY

VIEM KHOP- COT SONG

Nguyén Thi Phurong Thuy
Trung tam Co xwong khép — Bénh vién Bach Mai
B06 mon No1 - Pai hoc Y Ha No1

Viém khép- cot song

LLa nhém bénh ly khép viém man tinh, ¢6 lién quan dén mién dich,

v6i nhiéu biéu hién twong dong
- Cac gen nguy co cuia bénh: HLA-B27
- Céc co ché bénh sinh cta bénh: TNF, IL-17, 1L.-22/23
- Thuwong khéi phét bénh trude 45 tuodi

Bi€u hién lam sang

- Tén thuong viém & hé truc: Khép cung chiu va cot séng
- Viém khép ngoai vi: Viém 1 khdp hoac vai khdp ¢ chi duwdi, viem gan, viém ngén
- Biéu hién ngoai khép: Viém MBD cép tinh, vay nén, bénh Iy viém rudt man tinh

Garrido-Cumbrera M, Curr Rheumatol Rep, 2019; 21(5)/ Victoria N.C, Curr Rheumatol Rep, 2019; 21(8)
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ASAS - Assessment of SpondyloArthritis international Society

Phan loai bénh 1y Viém khép - cot song dwra vao biéu hién chinh trén LS

*  Viém khép- cot séng *  Viém cét sdng dinh
thé truc khong c6 viém  khép (AS) — Chén

Viém khép phan tng

Viém khép vay nén

KCC trén Xquang doan theo tiéu chuan « Viém khép lién quan dén viém rudt
(non-radiographic New York stra doi, « Bénh viém khép- ot sdng chua dinh
axial SpA) 1984 danh
\ ) \ )
Y Y
Viém khép- c6t song thé truc Viém khop- cot song thé ngoai vi
(axial SpA = nr-axial SpA + AS) (peripheral SpA)

Rudwaleit M, Ann Rheum Dis, 2009; 68/ Juergen B, Clin Exp Rheumatol 2018

Tién trién cia VKCS thé truc

» Qua trinh viém tién trién ngay cang tang

> Din dén ton thuong céu tric tai khép cung chau va
ot sdng khong thé phuc hoi

» Giam cac hoat déng thé luc

» Giam sut chat lvong cudc séng

» Anh hudng dén cong viéc va cac moi quan hé xa hoi

- Bénh nhéan bi tan phé, c6 ganh nang bénh tat rat 16n

- Gay ganh nang cho hé thong y té

Laure G, Ann Rheum Dis, 2020; 79(6)
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Recommendation

ASAS-EULAR recommendations for the management
of axial spondyloarthritis: 2022 update

Review ? Ann Rheum Dis. 2023 Jan;82(1):130-141. doi: 10.1136/ard-2022-223298.

Epub 2022 Oct 21.

Efficacy and safety of biological DMARDs: a
systematic literature review informing the 2022
update of the ASAS-EULAR recommendations for the
management of axial spondyloarthritis

Review > Rheumatol Ther. 2024 Feb;11(1):19-34. doi: 10.1007/s40744-023-00627-0.
Epub 2023 Dec 18.

The Role of Early Treatment in the Management of
Axial Spondyloarthritis: Challenges and
Opportunities

Diéu tr1 Viem khop- cot song: Can hudng dén
cac muc tieu 1am sang khac nhau

Dap tmg nhanh ) Dép tng diéu tri bén vitng

Ca1 thién cau

o Th eA An toan to1 wu
trac khop- cot

Hiéu qua manh

sOng

' ' q’ | e Cai thién CLCS
Giam dau khoép- 6t song | ~a1 thien CLCS

—~ 7 * L ~ a5 s [ J‘ ~ - A r
Cai thién mét moi W Dt liéu so sanh

1. van der Heijde D, et al. Ann Rheum Dis. 2017;76:978-991; 2. Braun J, Sieper J. Rheumatology (Oxford). 2004;43:1072-84
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Diéu tr1 Viém khop- ¢it sOng

v Diéu tri sém va tich cue

- Dép tmg lam sang t6t hon

- Hiéu qua diéu tr1 cao hon

- Cai thién chat lwong cudc séng cho nguo1 bénh

v' Ca thé hoa trong diéu tri dé dat dwoce hiéu qua téi wvu — Dua vao

Céc triéu chimg ctia bénh: Ton thwong tai hé truc, khép ngoai vi, viém gan, viém ngoén

r - A - A - r - A % A 1 A r - A ~ A A
Cac bieu hién ngoai khép: Viém mang bo dao, bénh 1y viém rudt, vay nén

Cac bénh ly dong mac, yéu to tam than- xa hoi

George E.F; Rheumatology, 2020; 59(4)/ Regel A; RMD Cpen, 2017; 3(1)

Piéu tri khong dung thudc

Giao duc bénh nhan . . a
- Ca1 thién két cuc ctia bénh nhan

Thay dbi 161 séng v' Giam murc do hoat dong bénh
v' Giam dau khép va cot sdng
Tép the duc v' Cai thién chitc nang van dong cua khép va CS
Vit Iy i ligu - Két hop v6i thuéc DMARDSs sinh hoc

v" Tang hiéu qua diéu tri

Phuc hdi chic nang v'  (Ca1 thién cac bénh d("ing mac

- Néng cao thé luc - sttc khoe tinh than
Cau lac bo bénh nhan

Vander H.D, Ann Rheum Dis; 2017; 76(6)/ Sveaas S.H, Br J Sports Med; 2020
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Muc tiéu diéu tri VKCS thé truc

» Bénh nhan khong c6 bieu hién cac

triéu chung trén lam sang % . . - .
= = Lwa chon so 1: ASDAS <1,3 — Bénh

khong hoat dong

et G G Ll R Luwa chon s6 2: ASDAS <2.1 — Muc d6

khi xét nghiém chi sé viém . X %
= hoat dong bénh thap néu khong the dat

duoc Iva chon so 1
- + <A - A a A
Ngin ngtra duoc su tién trién cua ton
thuong cau truc tai cot song, khop

cung chau

Denis P, Curr Rheumatol Rep, 2020; 22(9)/ Danve A, Nat Rev Rheumatol, 2022

Cac nhém thudc diéu tri VKCS thé truc

v Thuoc chong viém giam dau khong steroid — NSAIDs

v Thuéc DMARD:s sinh hoc

- Thudc khang TNF: Etanercept, Infliximab, Adalimumab, Golimumab, Certolizumab
- Thudc khang IL-17A: Secukinumab, Ixekizumab
- Thudc tc ché JAK: Tofacitinib

v Thuéc DMARD:s kinh dién: Sulfasalazine, Methotrexat

Ramiro R, Ann Rheum Dis, 2023/ Drosos AA, Eur ] Intern Med, 2023
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Thudc NSAIDs 1a lwa chon sb 1 trong diéu tri VKCS

v" Dung thudc lién tuc trong giai doan bénh hoat dong
- Giam viém tai cot séng, khép cuing chau va cac khép khac
- Kiém soat mirc d6 hoat dong bénh chat hon

v Hiéu qua cua céc thuéc NSAIDs trong VKCS 1a twrong dong

v" Lua chon loai thude va thoi gian dung thudc kéo dai phu thudc:
- Mtic do hoat dong bénh

- Céc bénh Iy ddng méc: Puong tiéu hoa, than va bénh tim mach

Dung thuée NSAIDs lién tuc tot hon 1a chi dung thudc theo nhu cau

trong giai doan bénh VKCS thé truc hoat dong

Baraliakos X; Rheumatology; 2017; 56(1)/ Kroon FF, ] Rheumatol; 2016; 43(3)

Thudc NSAIDs va Thuc té LAm sang

1/3 s6 bénh nhan VKCS thé truc

Khéng thé dung nap v6i thuée NSAIDs dung lidu cao - kéo dai do tac dung phu cua thude

Trén 40% bénh nhan VKCS thé truc

Diéu tri véi thuée NSAIDs lién tuc nhung ASDAS > 2.1 hodc BASDAI >4 — (6 chi dinh
dung thuéc DMARD: sinh hoc

Varkas G, Arthritis Rheumatol, 2016; 68(3)/ Baraliakos X, Rheumatology; 2017; 56(1)
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Thudéc DMARD:s kinh dién trong diéu tri VKCS thé truc

- Chi dinh:
+ Bénh nhan ¢6 viém cac khép ngoai vi

+ Thét bai v6i thuée NSAIDs va khong thé dung duoc cac thube
DMARDs sinh hoc

- Sulfasalazine: Thudc duoe lua chon dau tién

- Methotrexat, Leflunomide: Khong ¢6 hiéu qua

Laure G, Ann Rheum Dis, 2020; 79(6)

Nhirng hiéu biét méi vé Co ché sinh bénh hoc

Genetic factors o | Adaptative i Enviromental factors
(HLA-B27, ERAP1, | immunity (Microbial
| other genes) Influences, gut

. microbiome, infections}

= | | Céc cytokine c6 vai tro quan trong
J production . [ )

T | trong co ché gay ton thwong cot
Th-17 cells, CD4+ or CD8+ T cells, Neutrophils
‘ ROR-yt+ CD3+CD4-CDE— entheseal cells

song, khép, da, viém gin, ton

N g thwong ngoai khép cua VKCS:
D @ @

* TINF
| ! ! !

« IL-17A
e IL-23/1L-22

Osteoblast / osteoclasts,
mesenchymal cells

!

Neutrophils. macrophages. T and B lymphocytes

Inflammation, vessels
activation, enthesitis,
synovitis, uveitis, gut and skin
inflammation

F b’
Osteoproliferation.
structural damage

Sieper, J. et al. (2015) Axial spondyloarthritis. Nat. Rev. Dis. Primers doi:10.1038/nrdp.2015.13

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

Thuéc DMARD:s sinh hoc

La nhirng thudc ¢ hiéu qua nhat trong diéu tri VKCS thé truc

TNF inkibitors as modulators of TNF-LTz netwsork
Etanarcept
il R il ‘ Secukinumab
o |xekizumab Brodalumab
=L -
Foyt IL-17A IL-17A/F IL-17F IL-17E IL-17C
IL-17RC IL-17TRA  IL-17RB IL-17RA IL-17RE IL-17RA
?
THFR 1

Rudwaleit (2004), Ann Rheum Dis, 63(6), 665-670/ Arends S (2011), Arthritis Res Ther, 13(3)

Chi dinh Thudc sinh hoc trong VKCS thé truc

Failure of standard treatment
@ \ 4 Pati inant i
All patients peripheral manifestations
At least 2 NSAIDs over One local steroid injection if appropriate
4 weeks (in total) Normally a therapeutic trial of
G sulfasalazine =Y

Khong ¢6 cac thit nghiém d61 dau cua thuoe DMARDs sinh hoc va marker sinh

hoc dé gitp lua chon thude sinh hoc trong di€u tri VKCS thé truc

Ramiro R, Ann Rheum Dis, 2023
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Lua chon thuoc DMARDs sinh hoc

Review e

Rheumatology key messages

What is the best treatment target in axial « TNF and IL-17 inhibitors are similarly effective by indirect comparison in axial SpA.
« It is unknown if there are axial SpA patients with a better response to TNF or IL-17 blockade,

spondyloarthritis: tumour necrosis factor o, |, a syategy trial is needed to better define the role of both drug classes in axial SpA.
interleukin 17, or both?

Khéng ¢6 sur khac biét 16 rét ve hiéu qua cta thudc khang TNF va thude khang IL-17A

trong diéu tri VKCS thé truc

Can danh gia toan dién thém cac yéu to khac
- Biéu hién ngoai khép
- Bénh Iy dong mic
- Tién trién cua ton thwong trén Xquang

- Tinh an toan cua thuoc sinh hoc
Robinson P.C; Rheumatol Ther; 2019; 6(2)

Ton thwong ngoai khép trong VKCS

- Nhiéu bénh nhan c6 kém theo ton thwong ngoai khép
- (¢ dap ung khac nhau véi thuoe sinh hoe — La cac thach thirc trong Iwra chon

thudc va quyét dinh dicu tri

Viém mang bo dao Vay nén Bénh ly viem ruot

Uu tién lya chon thude - Thudc khang IT.-17A - Thubc khang TNF co
khang TNF la khang c6 hiéu qua cao hon so hiéu qua cao

thé don dong v6i thude khang TNF - Thuode khang IL-17A
Thuoc khang IL-17A it |l - Thudc khang TNF la khong co6 hi¢u qua

c6 hiéu qua lra chon so0 2

Schreiber S, Ann Rheum Dis, 2019; 78(4)/ Fragoulis G.E; Annu Rev Med, 2016; 67/ Van Bentum R.E, ] Rheumatol, 2019
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Diéu tri sém VKCS thé truc dan dén két qua tot hon

Bénh nhan vé1 thot gian mac bénh ngan hon ¢6 co hoi dat duwge dap tmg voi

BASDALI 50 hodac ASAS 40 cao hon so v61 bénh nhan c6 thoi gian mac bénh dai

nr-axSpA'? AS2b
100 + P=0.014 100 4
o — = P=0.003
3 204 P=0006 -
§ 80 - g 80 4 73.0
2s 2 57.6
@ geo - = 60 - :
° & |
2 240 = 40 ~ 31.0
2 2 o
g g
@ 20 - = 20 4
= = =
o . S N=37
<3  4-10 10 <3  4-10 >10 <10 11-20 >20
BASDAI 50 ASAS 40
Thei gian bénh (nam) Thoi gian bénh (ndm)

a Thir nghi2m mi 61, co a8 chimg vol g dugc. 46 bénh nhan ¢ VCS fruc hoat ong ma ot viém khop CC X quang duge enon nglu nnizn 68 nhan gif duge hode 1. Haibel H. et al. Artfritiz Rheum 2008;58:1881-81. 2. Figure was reproduced with
:ﬂga'g";': vt iy ;:;Emﬂ:wﬁ méi 2 n'::" Fong ! ;ﬁ; suted Wmmﬂl?mﬂ'mﬂ Bél;%a b aén m';"&-m e e ann & B0t permission from Rudwaleit M, et al. Ann Rheum Dis 2004:62:665-70 .

T i n ngdu nhign rge - nercept (n = 30), drge hann N . - e .
A5, ankyloging penayite: axSpA s BASDAI B2 AKyloting Spondyite Dlesase Acly moor 3. Sieper J and Rudwaleit M. Ann Rheum Dis 2005648 1—ve4.

Chi dinh diéu tri sém véi DMARDs sinh hoc

r A A r - A - A 5 A A r A
Céac yéu to du doan ti€n trien cua ton thuwong cau triic trén o weronr

R High disease activity according to the Ankylosing
Xquang trong VKCS the truc Spondylitis Disease Activity Score is associated with

, . . . _ accelerated radiographic spinal progression in
v' Muc d(_) hOE_lt d()l‘lg bf_:nh cao: CRP tang patients with early axial spondyloarthritis: results

from the GErman SPondyloarthritis Inception Cohort
HLA-B27 duong tinh

Xquang CSTL: C6 hinh anh cau xuon
q g g Impact of Tumor Necrosis Factor Inhibitor Versus
Nonsteroidal Antiinflammatory Drug Treatment on

Nam gldl Hl:lt thUé'C lé Radiographic Progression in Early Ankylosing Spondylitis:

Its Relationship to Inflammation Control During Treatment

D NI NN

Cong viéc yeu cAu hoat dong thé luc nhiéu

X4c dinh bénh nhan VKCS thé truc can duoe diéu tri véi thudée DMARDS sinh

hoc sém hon va ki€ém soat chat hon trong giai doan sém cua bénh

Poddubnyy D, Arthritis Rheum, 2012; 64(5)/ Ramiro S, Ann Rheum Dis, 2014; 73(8)/ Poddubnyy D, Ann Rheum Dis, 2016; 75(12)
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Pép tng diéu tri voi DMARDs sinh hoc

v' Bénh nhan c6 béo phi va hit thude 14 — Ty 1é dap vmg diéu tri thap hon

v’ Céc yéu to du doan bénh nhan sé dap tng tot véi thude sinh hoc

1 Tudi tré < 40 tudi

2> Giéi tinh: Nam

3 Thoi gian mac bénh ngan

4 Diém ASDAS cao, BASDALI cao

5 Bilan viém: CRP, toc d6 mau lang ting cao

6 Diém BASFI thap

Juanola X, Adv Ther, 2022/ Webers C, Ann Rheum Dis, 2023

Panh gia hiéu qua diéu tri cta DMARDs sinh hoc

Sau 3 thang dung thuoc, dua vao cac chi so:
- ASDAS
- BASDAI

A = ASDAS sau diéu tri - ASDAS truée diéu tri
A =BASDALI sau diéu tri - BASDALI truGe diéu tri

Pap ng diéu tri Khéng dap wng diéu tri
* AASDAS > 1,1 « AASDAS<1,1
* Hoac ABASDAI>?2 * Hoac ABASDAI <2
» Hoac giam > 50% so vdi1 ban dau « Hodc cai thién < 50% so v&i ban dau

Laure G, Ann Rheum Dis, 2020; 79(6)/ Helena M.0, Rheumatology, 2018; 57(6)
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That bai véi thuéc DMARDSs sinh hoc

No
Phase Il

#achve axSpAconfirmed | Re-evaluabion of the diagnosis,
l presence of comorbidities

Switch to another bDMARD
(TNFi or IL-17i") or JAKI® |
T Sustained remission
)’ e
tapering

v" Danh gia lai chin doan xac dinh: Chan doan nham, chan dodn qua mitc — Diéu tri qua mitc

AASDAS211
after at least 12
weeks?

—Yes

v' Kiém tra cac bénh 1y ddng mic: Pau do xo co, traim cam. thoai hda khép — Anh huéng dén
hoat dong bénh va dap ting diéu tri

v' Pung bénh hoat dong — Chuyén sang | thuéc DMARDs sinh hoc khéc

Ramiro R, Ann Rheum Dis, 2023

Piéu tri VKCS thé truc 6n dinh — Khong hoat dong

v' Dung thuéc NSAIDs theo nhu cau Dicu tr1 trong tho1 gian ngan, khong nen
dung lién tuc

v’ Dang diéu tri thuéc khang TNF két hop Tiép tuc dung thude khéang TNF va ngimg
NSAIDs ma bénh 6n dinh NSAIDS

v Pang diéu tri thudc khang TNF két hop Tiép tuc duy tri thude khang TNF va
DMARDs kinh dién ma bénh 6n dinh ngimg DMARD:s kinh dién

v Pang dung thuéc DMARDs sinh hoc ma Tiép tuc ding thudc DMARDs sinh hoc

bénh 6n dinh va khong nén ngiing thudc

Laure G, Ann Rheum Dis, 2020; 79(6)
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Gian liéu - Giam liéu thudoc DMARDs sinh hoc

RHEUMATOLOGY cargrosmammanwoness  CLINICAL SCIENCE
Continuing versus withdrawing ixekizumab treatment
in patients with axial spondyloarthritis who achieved
Anti-TNF discontinuation and tapering strategies in

patients with axial spondyloarthritis: a systematic remission: efficacy .and Sa.f ety results from a placebo-
literature review controlled, randomised withdrawal study (COAST-Y)

Original article

v" BN dat dwoc lui bénh bén vitng: Pat muc tiéu diéu tri trong thdi gian it nhat 1 6 thang

v' C6 thé can nhéc gidn liéu hodc giam liéu tir tir thubc DMARDs sinh hoc, khéng ngimg

thude dot ngot: Uu tién gidn lidu thude

v Sau khi gidn liéu thanh céng — C6 thé can nhic ngimg thude sinh hoc

VIEM KHOP VAY NEN

v La 1 tinh trang khép viém man tinh, lién quan dén mién dich
v’ Biéu hién 1am sang da dang va khong dong nhat, gom 6 ton thuong chinh
v/ C6 nhiéu bénh 1y dong mac va ganh nang bénh tat lon

s Vision probl
Depression

Skin cancer

X
Cardi ular di @
!'r Obesity
i " Mon-alcoholic | Infl tory Bowel Disease

ey fatty liver discase g %

- ) T
# Skin ; \_ Arthritis mutilans
PSOHESIS = Riaites | Osteoporosis
Peripheral G
¢ out
arthritis LA

Kishimoto M, Brest Pract Res Clin Rheumatol, 2021/ Cigolini C, Clin Exp Rheumatol, 2022
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Recommendation

@ EULAR recommendations for the management of
psoriatic arthritis with pharmacological therapies:

OPEN ACCESS
2019 update

Review > Nat Rev Rheumatol. 2022 Aug;18(8):465-479. doi: 10.1038/s41584-022-00798-0.
Epub 2022 Jun 27.

Group for Research and Assessment of Psoriasis and
Psoriatic Arthritis (GRAPPA): updated treatment
recommendations for psoriatic arthritis 2021

Cac thudc sinh hoc trong diéu tri VK VN

Targeting Targeting PDE4 Targeting J\E'Ii_‘ I:;Ilio n
7[ab] nhibitors!a BEIC Sl
TNF IL-17 Inhibitors IL-23 Inhibitor!®!
- Adalimumab Ustekinumab |- Bimekizumab* Apremilast - Guselkumab* Abetacept*
— Certolizumab — Brodalumab’ - Risankizumab*
- Etanercept — Ixekizumab L Tildrakizumab*
- Golimumab - Secukinumab
- Infliximab

Coates LC, et al. Arthritis Rheumatol. 2016;68:1060-1071; Wang EA, et al. Eur J Rheumatol. 2017;4:272-271.
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Consider which domains ere involved, patient preference, previous/concomitan

therapies; choice of therapy should address as many domains as possi
- Enthesitis Dactylitis Psoriasis e 1BD Uveitic
I
Phototx or bDMARDs TNFi (not TNFi (not
bDMARDs (TNFi, fll..!‘l.';ki 1{_12234';3!4 %u m
LA2/230 1T, or POE; IL-23i JAKI,  MTX
IL-23i), JAKi or MIx
PDE4i
Switch BDMARD  Switch bDMARD
(TNFI, IL-12/231, (TNFi. IL-12/23i.
IL-17i, IL-23i), IL-17i, IL-23i) or
JAKi or PDE4i
Comorbidities and associated conditions may
impact choice of therapy and/or guide monitoring
Treat, periodically re-evaluate treatment
goals and modify therapy as required
CLINICAL SCIENCE
Pharmacological treatment of psoriatic arthritis: a
systematic literature research for the 2019 update of
the EULAR recommendations for the management of
psoriatic arthritis
Disease domain
Target Arthritis Physical Skin N, | Radiographic
(ACR 70) fu.;:mn (PASI 75) Enthesitis Dactylitis ( Ps:?:;‘gm‘
TNF 19, 20
IL-17A [25-30)
TNF/IL17A [10]
CD80/86 [8]
IL-6 [9]
IL-23-p19 (s, 7, 31] RKM
JAK [11-13]
PDE-4 [33-36]
- Statistically superior compared to placebo No difference compared to placebo
Statistically superior compared to placebo; Not evaluated / reported
pre-specified post-hoc i
Not statistically different compared to placebo;
numerically better results
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HOI NGHI THUONG NIEN NAM 2024
LIEN CHI HOI BENH TU MIEN CO XUONG KHGP TP.HO CHi MINH

Két luan: Viém khép- cot song

D U N NN

La mét nhom bénh 1y khép viém man tinh, gdy dinh cot sdng, khép cung chau va
cac khop ngoai vi

Bénh nhan thudng c6 chit luong cude sdng thap, ty 1& tan phé cao
Bénh can phai dugc diéu tri sém va tich cue dé c6 hiéu qua diéu tri cao hon

Uu tién nhém thude ¢6 hiéu qua nhat véi nhiéu tén thuong

Can tu van, theo d5i va quan 1y bénh nhén chit ché dé téi wu hoa diéu tri

T6! UU HOA TRONG CHAN POAN VA QUAN LY CAC BENH NOI CO XUONG KHOP




