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Chan doan s&m va diéu tri hiéu qua
viem khép c6t song: tir khuyen cao den
kinh nghiém lam sang

TS. BS. Cao Thanh Ngoc

Trwéng khoa Néi co xwong khép - Bénh vién Dai hoc Y Dwoc TP. Hb Chi Minh
Chu tich LCH Bénh tw mién co xwong khép TP. H6 Chi Minh

Bai trinh bay dwoc chudn bj véi sy hd tro' ciia Novartis | Tai liéu tham khao sé duoc bao cdo vién cung cAp khi co yéu cau

NOi dung trinh bay

1. Viém khép cét sbng: dai cwong va ganh nang
Tién trién tdn thwong céu tric trong viém khép cot sdng
Chéan doan sém viém khép cot séng

Diéu tri ti wu sém viém khop cot sbng

a > N

Két luan
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Viém khé'p cot song:

dai cuong va ganh nang

Bénh viéem khép cot séng (Spondyloarthritis - SPA)

« Pay la mét nhém bénh c6 chung mét s6 dic diém lam sang va di truyén.
* Lién quan chat ché v&i sy hién dién cua khang nguyén HLA -B27.

« Tilé mac/ Viét Nam: 0.28%

Exogenous triggers
Infection

Genetics ‘Mechanical stress
HLA-B27

ERAP1 Endogenous triggers

IL-23R Gut dysbiosis and loss of gut epithelial integrity

Microdamage to entheseal and joint
connective tissues

1Raychaudhuri, S. P., & Deodhar, A. (2014). Journal of Autoimmunity, 48-49, 128—133.

2Navarro-Compan V, Sepriano A, El-Zorkany B, et al (2021). Annals of the Rheumatic Diseases 2021;80:1511-1521.

3 Stolwijk, C., van Onna, M., Boonen, A., & van Tubergen, A. (2016). Arthritis care & research, 68(9), 1320-1331. 4
4Minh Hoa, T. T., Darmawan, J., Chen, S. L., et al (2003). The Journal of rheumatology, 30(10), 2252-2256.
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Phan loai va biéu hién caa SpA

Viém khép
ot séng
Vay nén
viém khép Viém khép
cot sbng cOt sbng Bénh Iy
thé ngoai bién thé truc viém rudt

Viém diém

Viém khép cdt bam tdn
Viém khép \{::nmqm Viém cdt sbng sbng thé truc
vdy nén - dinh khép khéng c6 biéu Viém khét
viém rudt hién X-quang i
Viém ngén
Viém khép Viém khép
phaning L. cotsbng khong
phan biét
LRaychaudhuri, S. P., & Deodhar, A. (2014). Journal of Autoimmunity, 48-49, 128-133. 5

2 Atul A. Deodhar (2019). Am J Manag Care; 25:5319-S330

SpA thwéng bi chan doa 3
p wong bi chan doan muodn
:;Trt:::‘:unwuxm-y
ORIGHAS, SRTXOLE Axial SpA (1=94)  Peripheral SpA (n=11)  Total
Delayed diagnosis is linked to worse outcomes and unfavourable Female 213 364 229
treatment responses in patients with axial spondyloarthritis Current age (years) 40 (30-49) 42 (28-47) 40 (30-48)
Age at onset (years) 23 (17-30) 32 (23-45) 23(17-31)
Age at diagnosis (years) 35 (24-43) 35 (27-46) 35 (24-43)
I Y . | Disse duntonyeary) e seao 260
] .. N 20 , sa b Diagnostic delay (years) 8 (3-15) 4(1-5) 8G-14) i
Thoi gian tw ldc khoi phat triéu e ey T e Tm—— T ———
i chrng dau tién dén luc dugci Hisoyof
> , . . " IBP 100 273 924
chan doan xac d!nh muon: Arthritis o arthralgia 85.1 100 86.7
o o e Enthesopathy 426 545 438
ie 33— 15 ndm dai vai axSPA i s 21 45 67
Inflammatory bowel disease 1.1 0 1.0
i+ 1-5 nam d6ivei PSpA f U e o B
TNF-a blocking agents 217 9.1 25.7
Non-biologic DMARDs 202 63.6 248
Only NSAIDs 50.0 273 47.6
HLA-B27 positivity 90.3 50.0 84.8
6
Seo, M. R, Baek, H. L., Yoon, H. H, et al (2014). Clinical Rheumatology, 34(8), 1397-1405.
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Vi sao ngw®i bénh lai bi chan doan muén?
Kinh nghiém ttr thuwe té 1am sang

* Dobénh
— VKCS chiém ty 1& nhé trong s6 BN dau lng man Dip ting t6t
— Tién trién am thdm/ cham véi NSAIDs

— Biéu hién X quang chwa cé & giai doan sém
— Dap (rng ban d4u véi NSAIDs
— Thiéu cac dau hiéu thdm kham LS va XN thwéng qui
dac hiéu (v&i cac BS khong chuyén khoa)
* Do ngweibénh
— Chua c6 nhiéu kién thirc v& bénh
— Dau lwng thwong gap — xem nhe tinh trang bénh
+ Do thay thuéc
— Chua hiéu ré/ chwa dwoc dao tao vé& nhém bénh
— Chua c6 lvu @& chuyén chuyén khoa khi can thiét

+ Hé théng/co s y té/tiép can
— Thiéu céc tham do chuyén sau
— Qua tai bénh vién
— Vén @& chuyén tuyén

guidelines
chuyén téi
CK khap

Hau qua khi chan doan muodn

Nonradiographic stage
(nonradiographic axSpA)

Radiographic stage
(ankylosing spondylitis)

Chan dodn mudn > diéu tri khong hiéu qua = gia tang tén thwong ciu trac
khéng héi phuc

Rudwaleit, M., & Sieper, J. (2012). Nature Reviews Rheumatology, 8(5), 262—268.
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Viém khé'p cot song:
tién trién tén thuong cdu truc

QUA TRINH VIEM
Phan (ng viém xay ra tai phan
tiy cla cac dét séng

QUA TRINH SU’A CHUA:
M6 viém sau d6 duoc thay thé
bang c4u tric mé hat

QUA TRINH TAO XUONG MO'l:

Hinh thanh cau xwong

Poddubnyy & Sieper. Curr Rheumatol Rep 2017;19:55.
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Ton thwong cau tric trong SpA

- O giai doan sém, céc biéu hién tén thuwong trén Xquang con chwa rd rang.

- Trong khi trén phim MRI cho thdy cac tén thwong dic hiéu cua tén |
thwong va tinh trang viém khép ciing chau ré rang va dac hiéu. 5

Ostergaard, M., & Lambert, R. G. W. (2012). Therapeutic Advances in Musculoskeletal Disease, 4(4), 301-311.

Giai phap ngan chan tén thwong cau trac

Chéan doan
som

Diéu trj toi wu
sé&m

12

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




HOI NGH| THUONG NIEN NAM 2023
LIEN CHI HO1 BENH TU MIEN CO XUGNG KHGP TP. HCM

Viém khép cot song:

tiép cén chan dodn sém

Tiéu chuan chan doan SpA theo ASAS

Peripheral SpA
21 feature of SpA

'HLA-B27-positive |

Axial SpA

Features of SpA y N
Entry criteria Incre T - ;}:. a
—[Back b 23 o, g
onset <45 years old
s _
-
B Sacrrgllgitrls*p Entry criteria
= 21 feature of SpA Arthritis
Dactylitis
Clinical group Enthesitis
L, | = HLA-B27-positive
= >2 other features
dm ANl S \WV
RS li‘_{, thi

Family history of SpA

14

Van Tubergen, A. (2014). Nature Reviews Rheumatology, 11(2), 110-118.
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Nhan biét dac diém dau lwng kiéu viém

Key to Early Detection
TABLE 1

The ASAS inflammatory back pain criteria (must meet 4 of 5)"

Age at onset < 40 years

Insidious onset

Improvement with exercise

No improvement with rest

Pain at night (with improvement upon getting up)

ASAS, Assessment of SpondyloArthritis international Society.

15

MRI la chia khoa trong chan doan sé&m

Sacroiliac joint Erosions,
inflammation ankylosis

Early axSpA or mild axSpA Late axSpA or severe axSpA

W
, '\\/\C’fé ) (/\E\S \/C; )

Non-radiographic axSpA ' Radiographic axSpA (AS)

Key to Early Detection

* Clinical manifestations of
axSpA but no radiographic :
evidence of structural damage E::rza;‘taghic
#'MRI'might show active ™
i sacroiliitis i

Time (years)

16
Robinson, P. C., van der Linden, S., Khan, M. A., & Taylor, W. J. (2020). Nature Reviews Rheumatology. doi:10.1038/s41584-020-00552-4
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Gia tri cia MRI trong chan doan s&ém SpA

......

':’. : > Chronic phase B

.
-------

Andersson Romanus Bone manow Fatty (post-
spondylodiskitis  spondylitis edema inflammatory)
ig /inflammation infiltration
u“ 121 [—
™N V.
'Ahvﬁ A D ] M RI
i . [p

Sclerotic Syndesmophytes,
changes ankylosis

Early-phase B Chronic phase ==

Fig. 5: Spine spondyloarthritis progression from acute inflammation to chronic
changes. MRI depicts early-stage lesions, but is not as good as CT and radiography to
determine chronic structural changes.

References: Centro Hospitalar Lisboa Central, Hospital Curry Cabral - Lisbon/PT

‘s Bone erosions

CT and m
|

Radiography

17

Viém khép cot song:
diéu tri téi wu som
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Muc tiéu diéeu tri

‘Loss of function

> LStructural damage

Kiém soat qua trinh viém la then chét dé han ché t6n thwong cau tric va
suy giam hoat déng chirc nang ctia nguwoi bénh.

19

Maksymowych, W. P. (2010). Disease modification in ankylosing spondylitis. Nature Reviews Rheumatology, 6(2), 75-81.

Cac lwa chon diéu tri

Predominant Axial manifestations: Peripheral manifestations:
manifestation back pain and stiffness arthritis, enthesitis, dactylitis
NSAIDs
First-line therapy Non-pharmacological treatment:
education, exercise, physical therapy,
rehabilitation, patient associations, self help groups
Local steroids
¢sDMARDs (Sulfasalazine)

bDMARDSs: TNF a inhibitor or IL-17 inhibitor

Additional therapy Analgesics
and therapy in

special clinical
situations Surgery

Proft, F., & Poddubnyy, D. (2018). Therapeutic Advances in Musculoskeletal Disease, 10,129 - 20
139.
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Chi dinh diéu tri thuoc sinh hoc khi nao?

j»: Assessment of
% SpondyloArthritis

international Society

EUROPEAN ALLIANCE
l I OF ASSOCIATIONS
FOR RHEUMATOLOGY

Rheumatologist’s diagnosis of axial SpA
and

[ Elevated CRP or positive MRI-SIJ or

Radiographic sacroiliitis*

and

Failure of standard treatment

4 weeks (in fotal) Normally a therapeutic trial of
sulfasalazine

and

and

Patients with predominant
ri heral manifestations
At Ieast 2 NSAIDs over One local steroid injection if appropriate

( High disease activity: ASDAS 2 2.1

2022

Positive rheumatologist’s opinion

* Radiographic sacroiliitis is currently mandatory for infliximab and JAKi

21

Cac nhém thudc sinh hoc trong diéu tri SpA

Genetic factors (HLA-B27 and others)
Envi ital factors ( king, biomechanical stress, infections, microbiota)

3

[ Activation of the immune system J

{ Cytokines production and lymphacites differentiation ]|

Th17 Thi Tyd CD4-/CD8- resident T

lymphocytes  fymphocytes  lymphocytes lymphocytes T
e e I O [ e
Upadacitinib
Filgotinib

[_ Anti-IL-23* F AGHTNE

[u.-17 ar| | .22 ) iy i

Adalimumab
Anti-IL-17 Etanercept
Secukinumab Golinwmab
Ixekizumab /
Bimekizumab Osteoblast / osteoclast Lymphocytes / monocytes acuvanon
Brodalumab activation and cytokines production
68 WO |
yli / bone d )
p J

Figure Physiopathological steps in axial Spondyloarthritis and current treatment strategies that block key cytokines and cellular pathways.
*Efficacy proved only in patients with Psoriatic Arthritis with axial involvement.
Abbreviations: IL, interleukin; JAKi, Janus kinase inhibitors; TNF, tumor necrosis factor.

Perrotta FM, Scriffignano S, Ciccia F, Lubrano E. (2022). Therapeutic Targets for Ankylosing Spondylitis - Recent Insights and Future Prospects. Open Access Rheumatol. 14:57-66
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Hiéu qua kiém soat hoat tinh bénh ctia thuéc sinh hoc

r Adalimumab (2006)

Week 24 h
Certolizumab pegol (2014)
Week 24
1 10
TNFinhibitors Eranarcept 200 —
Golimumab (2008)
Week 24
n n
Infliximab (2005) h NOT Head — to — Head
Week 24
Bimekizumab (2020) b
Week 12 2 . 5 ~ .
Srodatumat 2021 2 O nhém s dung thuoc sinh hoc,
AR Week 16 | 2 1A n ~
- hi -
L , ti Ié bénh nhan dat ASAS-40 cao
Week 16 20 - =2
< - hon so v&i nhom gia duoc
Week 16§
o 2018)
Week12 |
Tofacitinib (2020) ni
JAK inhibitors Week 1
Upadacitinib (2019) 2
Week 14
25 ‘ T T T T T T T
0 10 20 30 40 50 60 0
Patients achieving ASAS40 response (%)
l Placebo T gi 1* ET gi Y g
23
Danve, A., Deodhar, A. (2022). Nat Rev Rheumatol 18, 205-216
TN > > . > ’
Hiéu qua cua IL-17i trong quan ly SpA
n
AMERICAN COLLEGE Shudy Intervention
HLRHEUMATOLOGY o
posieing Slwmenlany Trofimes {Pavelka, 2017 (MEASURE 3)  Secukinumab 300mg Q4W with IV LD — 20 12 33)
i Pavelka, 2017 (MEASURE 3)  Secukinumab 150mg Q4W with IV LD —_— 19 (12 32]
MEETING ABSTRACTS {Kivitz, 2018 (MEASURE 4) Secukinumab 150mg Q4W with LD C 14 [1.0; 20
i Kivitz, 2018 (MEASURE 4) Secukinumab 150mg Q4W without LD - 13 [09: 19)
iHuang, 2020 (MEASURE 5)  Secukinumab 150mg Q4W with LD - 26 [18: 38
K-z. 2021 (ASTRUM) Secukinumab 150mg Q4W + early NSAID tapering = 20 (12 34)
Kllz 2021 (ASTRUM) Secukinumab 150mg Q4W + late NSAID tapering -—+——— 15 (09 27)
i der FRdE, 2018 [CORS TV Biskizimats 807 W itk LDy ¥ ST AR
o 4 z van der Heqde, 2018 (COAST-V) Ixekizumab 80mg Q4W with LD —_—— 26 [16 43)
".'17', trong dO CO Deodhar, 2019 (COAST-W) Ixekizumab 80mg Q2W with LD —_— 24 [14; 44)
Decdhar, 2019 (COAST-W) Ixekizumab 80mg Q4W with LD e — 20 [11:37)
SECUKINUMAB h"\ 2 van der Hejde, 2020 (BE AGILE) Bimekizumab 16mg Q4W — 22 10, 47)
Ieu qua van der Heyde, 2020 (BE AGILE) Bimekizumab 64mg Q4w - 32 (16 65)
o van der Hejde, 2020 (BE AGILE) Bimekizumab 160mg Q4W —— 35 17.70)
t o t t [ g k' ~ ’t van der Heide, 2020 (BE AGILE) Bimekizumab 320mg Q4W -— 34 [17; 69)
o rong vlec lem soa Erdes, 2020 (AILAS) Netakimab 40mg Q2W 30 [09: 96)
Erdes, 2020 (AILAS) Netakimab 80mg Q2W 47 [16;14.0)
Erdes, 2020 (AILAS) Netakimab 120mg Q2W e 53 [18,157]

hoat tinh bénh qua chi sé
.. ASASA0 so vdi gia dugrc

Mazurov, 2020 (ASTERA)

Netakimab 120mg Q2w

——— 153 [4.9,47.9]

Subtype = nr-axSpA
Decdhar, 2021 (PREVENT)

Secukinumab 150mg Q4W with LD e 14 [119; 19]
Deodhar, 2021 (PREVENT) nab 150mg Q4W without LD —— 15 [1.1; 19]
Deodhar, 2020 (COAST-X) Ixekizumab 80mg Q2W with LD < 217113 33
Deodhar, 2020 (COAST-X) Ixekizumab 80mg Q4W with LD R 19 (12 30
Wel, 2021 Brodalumab 210mg Q2W - - 18 [1.1; 29)
| B E—
s 1 2 5 10
Risk ratio vs. placebo

Webers, C., Ortolan, A., et al (2023). Annals of the rheumatic diseases, 82(1), 130-141.

(ASAS40 response)
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Hiéu qua cua IL-17i trong quan ly SpA

AMERICAN COLLEGE
of RHEUMATOLOGY
Empowering Rheumatology Profesionals
MEETING ABSTRACTS
Study Intervention TNFi-naive TNFi-R
Subtype A
Pavelka, 2017 (MEASURE 3) Secukinumab 300mg Q4W with IV LD e -
Pavelka, 2017 (MEASURE 3) Secukinumab 150mg Q4W with IV LD
Kivitz, 2018 (MEASURE 4) Secukinumab 150mg Q4W with LD R o S
Kivitz, 2018 (MEASURE 4) Secukinumab 150mg Q4W withowt LD~ —-%— —_—
. ? ? . Huang, 2020 (MEASURE 5) Secukinumab 150mg Q4W with LD —i— —_—
Hieu qua cua IL-17i d wo'c van der Heigda/Deodhar, 2018 (COAST-VIW) Ixekizumab 80mg Q2W with LD . —r
© © van der Heijde/Deodhar, 2018 (COAST-VIW) Ixekizumab 80mg Q4W with LD — —_—
? n 2 Vé ~ AY
cung co6 @ nhom da dung
v Y iy . Sublype XSpA
hoac ch wa tu’ng dung TN F| Deodhar, 2021 (PREVENT) Secukinumab 150mg Q4W with LD .- ———————
° Deodhar, 2021 (PREVENT) Secukinumab 150mg Q4W without LD -- e S —
Deodhar, 2020 (COAST-X) Ixekizumab 80mg Q2W with LD —— N
Deodhar, 2020 (COAST-X) Ixekizumab 80mg Q4W with LD e
r T 1 T T
05 1 2 5 10 05 1 2 5 10
Risk ratio vs. placebo Risk ratio vs. placebo
(ASAS40 response) (ASAS40 response)

Webers, C., Ortolan, A., et al (2023). Annals of the rheumatic diseases, 82(1), 130-141.

IL-17i han ché ton thwong cau tric trong SpA

Rheumatology key messages

o First study reporting longer-term effect of secukinumab on radiographic structural progression in ankylosing spondylitis.
» Secukinumab 150 mg demonstrated low radiographic progression through 4 years.
¢ Secukinumab 150 mg demonstrated sustained efficacy with a consistent and favourable safety profile through 4 years.

Year 21 Year 42
o - o
£ 104 " £ 304
] . 3 ;
s 2 gt 8 20+ ..‘-f
E -‘ E
8 L g 1] .
AAA o -
- ¥ 2 O pemn = S A S
= Y = &
= a =
. iy 2410 - - .
2 A 2 No radiographic progression
54 7] 4
9 e < 20 mSASSS change <2
] 4 "]
E T . T . " E 30 T r r )
0 20 40 60 80 100 0 20 40 60 80 100
Cumulative probability (%) Cumulative probability (%)
A Secukinumab 10 mg/kg i.v. — 150 mg s.c. (n=86) A Secukinumab 10 mg/kg i.v. — 150 mg s.c. (n=71)
® Secukinumab 10 mg/kg i.v. — 75 mg s.c. (n=82) ® Secukinumab 10 mg/kg i.v. — 75 mg s.c. (n=84)"
*Includes 23 patients up-titrated from secukinumab 75 mg to 150 mg at various timepoints starting at Week 168. 26

i.v. intravenous; mSASSS, modified Stoke Ankylosing Spondylitis Spinal Score; s.c., subcutaneous.
Figures re-used with permission from: 1. Braun J et al. Ann Rheum Dis. 2017;76:1070-7; 2. Braun J et al. Rheumatology (Oxford). 2019;58:859-68.
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The PREVENT study: 2-year imaging outcomes

Effect of secukinumab on radiographic progression and inflammation in sacroiliac joints and spine in
patients with non-radiographic axial spondyloarthritis: 2-year imaging outcomes from a phase Ill randomized trial

Early and sustained reduction in SIJ inflammation through 2 years*

58% 69%

at Week 16 at Week 52 at Week 104
(n=357; -1.2 mean change (n=324; -1.5 mean change (n=272; -1.7 mean change
from BL; 2.06, mean BL) from BL; 2.17, mean BL) from BL; 2.21, mean BL)

Reduced SIJ inflammation defined as mean change in SIJ bone marrow edema score by MRI*§

27

Braun J, Blanco R, Marzo-Ortega H, Gensler L, et al (2021). Arthritis Rheumatol. 2021; 73 (suppl 10).

The PREVENT study: 2-year imaging outcomes

Effect of secukinumab on radiographic progression and inflammation in sacroiliac joints and spine in
patients with non-radiographic axial spondyloarthritis: 2-year imaging outcomes from a phase Ill randomized trial

No worsening of spinal damage over 2 years

S 0 8 8. 0 8 050 8 8 >9 out of 10 patients (98%) with nr-axSpA treated with
Cosentyx 150 mg s.c. (n=369) showed no spinal structural
progression over 2 years (nSASSS)"

Structural integrity maintained over 2 years

98% of patients with nr-axSpA treated with Cosentyx 150 mg s.c.
n=237 remained syndesmophyte-free over 2 years (nSASSS)"

BraunJ, Blanco R, Marzo-Ortega H, Gensler L, et al (2021). Arthritis Rheumatol. 2021; 73 (suppl 10).

28
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ASAS/EULAR 2022

- Tiép can leo thang

- Danh gia dap rng diéu tri dinh ki

- Khang dinh vai troé cta cac loai
thuéc sinh hoc: IL-17, TNFi, JAKi

EUROPEAN ALLIANCE
OF ASSOCIATIONS
FOR RHEUMATOLOGY

asas  eular

SpondyloArthritis

Phase |

consider in al patients

B

Physiotherapy 1

Start NSAID and titrate up to
the maxmum tolerated dose

nnnnnnn

Phase Il Mainly peripherai symptoms

| Purely axiol disease

Start TNFi, 1LV or JAKF

Current practice TNFi or 117

History of recurrent uvedis cr
actve IBD :monoclonal Ab TNF*
preferred, significant psoriasis:
117 preferred

Phase Il

actveaxSpA cortemed | Re-eva

juation of the diagnoss,

Switch to another bDMARD
(TNFi of IL-171") or JAKF

Két luan

+ Viém khé&p cot séng (SpA) l1a nhém bénh Iy ¢6 chung mot sbé dac diém

lam sang va di truyén, lién quan chat ché vo&i sy hién dién cua khang

nguyén HLA-B27

« SpA gay ganh nang I&n cho bénh nhan va xa hoi > can chan doan sém

va diéu tri téi wu kip thoi.

« Thuébc sinh hoc (TNFi, IL-17i) |a hai lwa chon dau tay trong diéu tri SpA.

« Thubdc IL-17i dwoc chirng minh 1am giam tién trién tén thwong cau

truc.

30
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Tran trong cam o'n sw cha y lang nghe

clia Quy dong nghiép!
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