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| Rachialgies : mécaniques vs. inflammatoires

= Mécaniques = Inflammatoires

= Début brutal . Symp’_c6me§ géneraux : fatigue, perte
= Pire en fin de journée de p0|ds,, flevr.e _

. . _— = « Poussees » inflammatoires
= Pire apres activite

. . =« Raideur matinale (>30 mins)
« Parfois nocturnes (mais avec , e s
= Soulagees par l'activite

mouvement . :
) _ _ = Rachialgies, souvent nocturnes (2¢me
= Pas ou peu de raideur matinale partie de nuit) et réveil nocturne
(<30 mins) «spontané»
= AINS peu efficaces = Douleurs du bassin (pseudo-

sciatalgies) avec irradiations
unilatérales, bilaterales, ou a bascule

= AINS souvent tres efficaces



ombalgies mécaniques vs. inflammatoires

Auteur: Dr Hervé Spechbach, Senice de médecine de premier recours, HUG
Expert: Dr S. Genevay, Senice de rhumatologie, HUG
Relecteur: Dr |. Guessous, Senice de médecine de premier recours, HUG
e ™
| Lombalgies aigues : prise en charge | En Iabsence de drapeau rouge,
A 4 priori pas d'examen(s) radiologique(s).
, . L . . . Drapeaux rouges
+ Température : Investigations urgentes : labo, BU, év. imagerie (pyélonéprite, spondylodiscite) - — )
« Fracture: trauma grave, trauma léger chez un
+ Perte pondérale : Investigations différées chez MT (néoplasie) patient dgé ou ostéoporotigue, prise de
Symptd i P + Traumatisme :  Rx colonne lombaire +/- CT scan & prévoir ;"’“mm“
ym maﬁi‘Slgneﬁ generaux s } A . . . . N » Age: >50ans ;< 20 ans
(drapeaux muges@j « HAge <20 ou >50 ans : Rx colonne lombaire +/- IRM a envisager (lyse isthmique, SPA, néoplasie) + Néoplasie janbickdents néoplasiques, perte
+ Co-morbidités (ostéoporose, néoplasie, HIV) : Rx colonne lombaire +/- IRM en différé pondérale inexpliquée, douleurs nocturnes
| + Si douleur réfractaire et sévére depuis =2 semaines, considérer IRM en urgence, avis chirurgical + Facteurs de risque infectieux : figvre, infection
et +/- infiltration cutanée ou urinaire, geste invasif local récent,
+ Surveillance, pas d'imagerie déficit immunologigue, toxicomanie iv, douleur
aucun + Hospitalisation ou prise en charge ambulatoire osseuse vertébrale, douleur inflammatoire
selon contexte nocturne etf/ou au repos
. + TTT: AINS, paracétamol, dérivés morphiniques
— Trouble sensitif—:- ) . pa ! ) P . » Atteintes neurologigues : anesthésie en selle,
* Si>6 semaines : IRM pour évaluer cohérence, troubles sphinctériens, déficit de force < M3,
+/- infiltration et avis chirurgical déficit moteur <24 heures et progressif
Symptémes neurologiques, —oui— Stat ot
Irritation radiculaire ? us neuro compl « Force > M3 : surveillance *
« Hospitalisation ou prise en charge ambulatoire Evaluation selon outil « Keele S5TarT Back »
selon contexte s Kinésiophobie et catastrophisme,
non " Trouble moteur « TTT : AINS, paracétamol, dérivés morphiniques ¢ Anxiété,
normal « Thymie triste
« Force € M3 : IRM en urgence et avis -> 5i importante comorbidité psy, orienter vers une
neurochirurgien prise en charge rhumato-psy d'emblée.
Lombalgie commune aigue Lombosciatalgie +/- cruralgie, non déficitaire « RAD
\ + Encourager mobilisation précoce, selon douleurs
. + Antalgie précoce
. + Proposer adaptation ergonomigue : bon de physio
Bas risque——>  adapté
N » Prévoir controle chez médecin traitant (MT)
+ Rassurer et informer le patient
Introdui id Igie : T D
* Introduire rapidement une antalgie : » Encourager mobilisation précoce, selon douleurs
Paracétamol + AINS +/- myorelaxant (peu d'évidence), dérivés morphiniques .. .\. 5TarT Back Sereening Tool » Antalgie soutenue
Risque moyen - e Proposer adaptation ergonomique : bon de physio

. N Ty e .
Toujours rechercher les signes de chronicité lors de la 17 consultation Nombreuses récidives e

(drapeaux jaunes _ ) Patient hypera
* yperalgique ;
Un traitement parentéral n'a pas montré sa supériorité. © (Sl e A A IS

douleurs
= Si>10 jours de douleurs -> physio active
« RAD
Risque important - * Encourager mobilisation précoce, selon douleurs
Référence bibilographique : J.Lee et al., Low back and radicular pain : a pathway for + Antalgie i : .
care developped by the British Pain Society, British Journal of Anaesthesia (2013) . PdFZDD:er adaptation ergonomique : bon de physio
adapt

+ Consult. rhumato-psy d'emblée (suivi multidisciplinaire)
WVerglon 21.10.2016  H. Spechbach/S. Genevay

https://www.hug.ch/sites/hde/files/structures/medecine de premier recours/Strategies/strategie lombalgies aigues.pdf
Lombalgie aigué - Service de médecine de premierrecours —-DMCPRU-HUG -- 2017



https://www.hug.ch/sites/hde/files/structures/medecine_de_premier_recours/Strategies/strategie_lombalgies_aigues.pdf

Spondyloarthritides (SpA)

Undifferentiated

SpA
“Juvenile SpA” Psoriatic
Ankylosing Arthritis _
Spondylitis = Spondyloarthrites
Acute = Spondy arthro!):flthles
anterior = Spondyloarthritides
Uveitis m « SpA »
Reactive = Maladie de Bechterew

Arthritis

ASAS
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Concept of Spondyloarthritides (SpA)

Nouwaean

Non-radiographic
axial SpA

Ankylosing Spondylitis

Maladie de Bechterew =

spondylarthrite axiale «radiographique»

4 —= p
Predominantly Axial
SpA
\ J

Reactive arthritis

Psoriatic Arthritis

Arthritis with inflammatory
bowel disease

Undifferentiated SpA

—

r

.

Predominantly Peripheral

SpA




* Prévalence : 1 a 2%

Non-radiographic 0
axial SpA 50 /0

Ankylosing Spondylitis
50%

N _
—~

0
50% Predominantly Axial
SpA

Reactive arthritis

Psoriatic Arthritis

Arthritis with inflammatory
bowel disease

Undifferentiated SpA

N _
—~

0)
Predominantly Peripheral 50 /0

SPA ASAS



Radiographic vs. nr-axSpA — does it matter ?

kriiographic

axSpA

Reactive arthritis

Jndifferentiated
perhiperal spA

Psoriatic arthritis

Axial Spondylarthritis Peripheral Spondylarthritis

A certain dichotomy — but lots of overlap !
Adapted from Proft F et al. Ther Adv Musculoskelet Dis. 2018;10:129-139



PLOS ONE

RESEARCH ARTICLE

Spinal radiographic progression in axial
spondyloarthritis and the impact of
classification as nonradiographic versus
radiographic disease: Data from the Swiss
Clinical Quality Management cohort

Monika Hebeisen'2, Raphael Micheroli', Almut Scherer?, Xenofon Baraliakos®, Manouk de
Hooge™*®, Désirée van der Heijde®, Robert Landewé®”, Kristina Biirki', Michael J. Nissen?,
Burkhard Méller®, Pascal Zufferey'?, Pascale Exer'’, Adrian Ciureay'*

mSASSS (0-72)

Unadjusted mean (SD) change
in the mSASSS over a period of 2y:
nr-axSpA versus r-axSpA
0.16 (0.62) vs. 0.92 (2.78), p=0.01.
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https://doi.org/10.1371/journal.pone.0230268 March 20, 2020
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Percentage of Female AS Patients is
Dependent on Year of Diagnosis
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year of diagnosis

||- In recent years, the gender ratio approached 1:1.
F>M st amr-axSpA !

Feldtkeller E. Aktuelle Rheumatologie 1998;23:176-81
Feldtkeller E et al. Curr Opin Rheumatol 2000;12:239-47 Aﬂs



Axial SpA Usually Starts in the Third Decade of Life

* An onset after 45 years of age is exceptional.

20 — RA — . — AS

Age of onset ~10
years later in B27-ve

patients !
(Rudwaleit A&R 2009)

1
N
/

Percentage
o
|

o
|

0L+

<20 21-25 26-30 31-35 36-40 41-45 46-50 51-55 56-60 61-65 66-70 71-75 76-80 81-85 86-90

Age at Onset (years)

Disease duration <5 years; data from 1993 to 1998, national database of the German
Collaborative Arthritis Centres

Adapted from: Zink A et al. Ann Rheum Dis 2001;60:199-206 (with permission) Aﬂs



Pathogenese = « enthésite »

Enthésite = inflammation d’'une enthese
Insertion sur |'os
s D'un tendon




Enthésite

Enthésite = inflammation d'une enthese
Insertion sur l'os

= D'un tendon

= D'un ligament

Sesamoid
fibrocartilage

Tendon

Periosteal sheath

fibrocartilge

Tendon

‘Fﬁétional enthesis’



Enthésite

Insertion sur |'os
= D'un tendon

= D'un ligament
= De cartilage

= D'un ongle

amina




Synovitis
VS.
Extra-capsular inflammation

Bakewell C, ACR 2020



| Enthésites

Favorisées par :

= Stress mécaniques :
= [raumatismes
= Microtraumatisme

700 \ JusT\ 100 /
nor RIGHT COLD

\

Mc Gonagle, A&R, 2007




| Enthésites

Favorisées par :

= Stress biologiques

= Infections

« Chlamydiae, Salmonella,
Shigella, Yersinia,
Camplyobacter

= Autres

= Stress psychiques

Mc Gonagle, Arthr & Rheum, 2007



| Enthésite
Remodelling

Adaptation
- \ Restoration of
TNF WNTS homeostasis
IL-1
BMPs

Lories, Arthritis Research & Therapy 2009
Lories, Nat Rev Rheumatol, 2011



| Enthésite

Infections
IBD
Psoriasis

/

Remodelling
Adaptation
- \ Restoration of
TNF WNTS homeostasis
IL-1
BMPs

HLA-B27
ERAP1 variants
IL-23R variants

Lories, Arthritis Research & Therapy 2009
Lories, Nat Rev Rheumatol, 2011



IL-23 and entheseal-resident T cells promote enthesitis
* and osteoproliferation in spondyloarthritis

-
\

-
Osteoproliferation

: via STAT-3
\ Enthesis

IL-22 =™ |nflammation >

TNF
IL-17 = Bone Ioss_J

| Gut microbiome

—
o)
F
N
W
0
H \h
Q
o

il mEET A >TIL—23 o° ggii IL-6 Bone fusion
:
[ Biomechanical J St
stress
"
Sherlock JP Nat Med 2012 ENTHESIS: site of resident

Lories RJ et al. Nat Med 2012;18:1018-9 (with permission)

immune surveillance?



| HLA-B27

L'antigene HLA-B27

- de surface de classe 1

- codé par le locus B du MHC
- sur le chromosome 6.

a3 domain

HLA = Auman leucocyte antigen
MHC = major histocampatibility complex

o ,

||\ Position of cell membrane


https://fr.wikipedia.org/wiki/Antig%C3%A8ne_HLA
https://fr.wikipedia.org/wiki/Locus
https://fr.wikipedia.org/wiki/Chromosome

HLA-B27

HLA-B27 approximate
Disease frequency (%)
Ankylosing spondylitis 94 (OR 171)
Reactive arthrits 30-75
Colitis-associated 33-75
spondyloarthritis
Psoriatic spondyloarthritis 40-50
Juvenile enthesitis-related 76
arthritis
Acute anterior uveitis 50
General population (CH) 7

Seulement 5% de la population HLA-B27+ > SpA

Modified from Bownes P, Ann Rev Immunol 2015



Percentage Prevalence of HLA-B27 in
Various Populations of the World

Khan MA Curr Opin Rheumatol 1995;7:263-9

Khan MA J Clin Rheumatol 2008;14:50-2 Aﬂs
Khan MA. In Mehra N (Ed). The HLA Complex in Biology and Medicine. New Dehli, India 2010; 422-46.

Reveille J et al. Arthritis Rheum 2012:64:1407-11
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Contribution to hentability of ankylosing spondylitis of
confirmed susceptibility genes

Overall
Gene name or Most highly contribution
chromosomal associated 0Odds ratio to AS
region SNP heritability
(percent)

HLA-B27 rs4349859 90.4 23.3
IL23R rs11209026 1.90 0.31
LTBR-TNFRSFI1A rs11616188 1.28 0.075
2p15 rs10865331 1.36 0.54
ERAPI rs30187 1.35 0.34
KIF21B rs2297909 1.25 0.25
21g22 rs378108 1.25 0.035
TBKBP1 rs8070463 1.24 0.054
ANTXR2 rs4389526 1.21 0.054
PTGER4 rs10440635 1.20 0.052
RUNX3 rs11249215 1.19 0.12
128 rs6556416 1.18 0.11
CARD9 rs10781500 1.18 0.034
ILIRZ rs2310173 1.18 0.12

Total: | 25.39

MHC-
related

Non-MHC
related

Cortes A, Nat Genet 2013



Genetics

Psoriatic arthritis Ankylosing spondylitis

* HLA-C*06:02 * HLA-B*13:02

* HLA-C*12-HLA-B*38 » HLA-B*40:01
haplotype * HLA-B*40:02

* HLA-C*06-HLA-B*57 » HLA-B*47:01
haplotype * HLA-B*51:01

» KIR2DS2 » ERAP1

» TRAF3IP2 HLA-B*27 * ERAP2

» TNIP1 » NPEPPS

» REL o |L-23-IL-17

* [FIH1 pathway genes

» NFKBIA

* |L-13 genes

* [FNLR1

* HLA-B*39

* HLA-B*08 Axial

e HLA-B*38 disease

* HLA-Cw*07:02

Joy Feld, 2018, https://doi.org/10.1038/s41584-018-0006-8



https://doi.org/10.1038/s41584-018-0006-8

Proposed Sequence of Structural Damage
in Ankylosing Spondylitis

‘Y»‘,‘ \ ],,J' /

% &
A 4 b
Q \
a U /\ )
0\ ) SRGER W
B A &) /)
Al -

Inflammation Erosive damage New bone formation

Repair ASAS

Appel H & Sieper J et al. Curr Rheumatol Rep. 2008;10:356-63 (with permission)



Symptomes cliniques
(souvent vagues dans la phase initiale)

Symptomes generaux

= Fatigue, perte de poids, parfois fievre
« Poussées » inflammatoires
Raideur matinale (> 30 mins)

Rachialgies, souvent nocturnes (fin de nuit)
= Lombaires, cervicales ou dorsales

Douleurs du bassin (pseudo-sciatalgies) avec irradiations
unilaterales, bilaterales, ou a bascule

Douleurs périphériques - talalgies (enthésites) ou arthrites
periphériques
Douleurs de la paroi thoraciques antérieur




Rachialgies «inflammatoires»

Table 2. Characteristics of Inflammatory Back Pain.*

Characteristic

Age at onset, <45 yr
Duration, =3 mo

Insidious onset

Morning stiffness >30 min
Improvement with exercise
No improvement with rest

Awaking from pain, especially during second half of night, with improvement
on arising

Alternating buttock pain

* The presence of two or more of these features should arouse suspicion for in-
flammatory back pain, and the presence of four or more features can be con-
sidered diagnostic. The sensitivity of inflammatory back pain for the diagnosis
of axial spondyloarthritis is 70 to 80%. The specificity varies, depending on
the population being studied.®®

Taurog JD, NEJM, 2016



N

o8

Fibromyalgia %’* |

/

Enthesitis

Dactylitis




Signes cliniques
(souvent vagues dans la phase initiale)

Diminution de la mobilité du rachis

= Lombaire >> thoracique ou cervical

Palpation des entheses sensible +/- tuméfaction
Articulations périphériques sensible +/- synovite
Dactylites

Psoriasis cutané

(Eil rouge (uvéite)

Douleur abdominale (colite)




Test de Schober :

L4-L5 ==10 cm au-dessus, 5 cm en dessous

Schober lombaire

Augmentation normalement >5cm



Atteinte articulaire

N

Polyarti ulaire W Atteinte axiale
S (6) "RA-like™ spondylarthrite, Bechterew




Atteinte cutanée

Inverse




Manifestations extra-articulaires

= Psoriasis (+ ongles)

= Enthésite (+/- tendinite)

= Dactylite

= Uvéite (antérieure, aigue, unilat)
= Colite (Crohn, RCUH)




Enthésites - enthésopathies

Patella

Slobodin G, Sem Arthritis Rheum 2007;
Balint PV, ARD 2018; Kaeley, GS, 2020




Enthésites - enthésopathies

Table 1 Various Medical Disorders Manifesting with Enthesopathy

Rheumatic Disorders Metabolic and Endocrine Disorders Drug-Induced
Spondyloarthropathies Hyperparathyroidism Fluoride and fluoroquinolones
Rheumatoid arthritis Hypoparathyroidism Glucocorticosteroids
Chondrocalcinosis X-linked hypophosphatemia Retinoids
Osteoarthritis Hypothyroidism
DISH Acromegaly
SAPHO Hemochromatosis

Ochronosis

Familial hypercholesterolemia
Diabetes mellitus
Chronic renal failure

Slobodin, Semin Arthritis and Rhem, 2007



| Evolution de la spondylarthrite ankylosante




Symptomes et signes cliniques - phase avanceée

= Persistance / augmentation des douleurs
= | de la mobilité globale du rachis
=« Cyphose dorsale +++
= Délordose lombaire
= Délordose cervicale
= Hyperlordose cranio-cervicale
=« Flexum de hanches et genoux
= Diminution de l'expansion thoracique
= Respiration abdominale
= Protrusion musculature abdominale




L EE—

Diagnostic



Age at First Symptoms and at First Diagnosis
in Ankylosing Spondylitis Patients

S

C Swiss Clinical

Q Quality Management
M in Rheumatic Diseases

Délai = ~4 ans

04 476 females

e éo 5 : | ; Probleme !

Cumulated percentage of patients

Age in years
Average delay in diagnosis: 9 years

Feldtkeller E et al. Curr Opin Rheumatol 2000;12:239-247 (with permission) Aﬂs



Modified New York Criteria for
=-| Ankylosing Spondylitis (1984)

1. Clinical criteria:
a.Low back pain and stiffness for more than 3 months which
improves with exercise, but is not relieved by rest.

b.Limitation of motion of the lumbar spine in both the sagittal and
frontal planes.

c.Limitation of chest expansion relative to normal values correlated
for age and sex.

2. Radiological criterion:
Sacroiliitis grade > 2 bilaterally or grade 3-4 unilaterally

Definite ankylosing spondylitis if the radiological
criterion is associated with at least 1 clinical criterion.

van der Linden S et al. Arthritis Rheum 1984:;27:361



Diagnostic Pyramid for Axial Spondyloarthritis

%_ Chronic low back pain 5 0/()
Inflammatory back pain + LR 31

Heel pain (enthesitis) + LR 34
Peripheral arthritis LR 4.0
Dactylitis LR 4.5

Acute anterior uveitis LR 7.3

3.1x3.4x9.0x20.0
Pos. family history LR 6.4 = 1897 (LR product)

Good response to NSAIDs LR 5.1

Elevated acute phase reactants LR 2.5

HLA-B27 + LR 9.0
Sacroiliitis on MRI + LR 20.0
Sacroiliitis (2 grade 3)on x-rays LR20.0 | /~ """ A& o/
99 %
Axial SpA LR= likelihood ratio

Modified from: Rudwaleit M et al. Arthritis Rheum 2005;52:1000-8 A545



ASAS Classification Criteria for
Axial Spondyloarthritis (SpA)

In patients with 23 months back pain and age at onset <45 years

Sacroiliitis on imaging*

plus
21 SpA feature

*Sacroiliitis on imaging

+ active (acute) inflammation on
MRI highly suggestive of
sacroiliitis associated with
SpA

« definite radiographic
sacroiliitis according to the
modified New York criteria

OR

SpA features:
inflammatory back pain
arthritis
enthesitis (heel)
uveitis
dactylitis
psoriasis
Crohn‘s/colitis
good response to NSAIDs
family history for SpA
HLA-B27
elevated CRP

Rudwaleit M et al. Ann Rheum Dis 2009;68.777-783 (with permission)

HLA-B27

plus

22 other SpA features

n=649 patients with back pain;

Overall

Sensitivity: 82.9%, Specificity: 84.4%
Imaging arm alone

Sensitivity: 66.2%, Specificity: 97.3%
Clinical arm alone

Sensitivity: 56.6%, Specificity: 83.3%

ASAS



:-| Axial Spondyloarthritis

Non-radiographic stage | Radiographic stage
< Nr- » '

«nr aXSpA Modified New York Criteria 1984
Back pain E Back pain Back pain
Sacroiliitis on MRI : Radiographic Syndesmophytes

' sacroiliitis

Time (years)

Mean progression nr-axSpA > AS ~5% per year



ASAS Classification Criteria for
Peripheral Spondyloarthritis (SpA)

Arthritis or enthesitis or dactylitis

plus

2 1 SpA feature
* uveitis OR
s psoriasis
«  Crohn‘s/colitis
+  preceding infection
« HLA-B27
« sacroiliitis on imaging

Peripheral arthritis: usually predominantly lower limbs and/or asymmetric arthritis
Enthesitis: clinically assessed
Dactylitis: clinically assessed

IBP: Inflammatory back pain

Rudwaleit M et al. Ann Rheum Dis 2011;70:25-31 (with permission)

2 2 other SpA features

arthritis

enthesitis

dactylitis

IBP (ever)

family history for SpA

Sensitivity: 77.8%, Specificity: 82.2%; n=266
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Investigations



Low back pain for >3 months, age of onset <45 yr

l

Definite radiographic sacroiliitis

Present

v

Ankylosing
spondylitis

\
Absent

\

Presence of other spondyloarthritis features: inflammatory back pain,
heel pain (enthesitis), dactylitis, uveitis, positive family history for
axial spondyloarthritis, inflammatory bowel disease, alternating buttock pain,
psoriasis, asymmetrical arthritis, positive response to NSAIDs,
elevated ESR or C-reactive protein level

Diagnositic algorithm

'

A

spandyloarthritis

=4 Spondyloarthritis 2-3 Spondyloarthritis

features features

Compelling clinical picture HLA-B27

Yes N Positive Negative
Axial N HLA.B27 ';c_nmpel_lmg
spondyloarthritis clinical picture
Positive Negative Yes No
Axial Axial

spondyloarthritis

l

0-1 Spondyloarthritis
features

i

HLA-B27

o

Positive Negative

Consider other
diagnoses

A |
MRI
Positive Negative
Axial Consider other

spondyloarthritis diagnoses

Taurog JD, NEJM, 2016



Investigations

. Prise de sang :

. CRP, VS

. HLA-B27

. FR et anti-CCP (si présentation périphérique)
. Calprotectine fécale (colite inflammatoire ?)

. Radiographie du bassin (AP)

. IRM du bassin : T1-STIR + T2 (+/- Gado), coupes sémi-coro
: (+/- IRM du rachis)

. +/- CT du bassin

. +/- Radiographies — mains / pieds / rachis

. +/- Densitométrie osseuse



Sacroiliitis Grade 0 (Normal)




* Sacroiliitis Grade 2 Right, Grade 1 Left




Sacroiliitis Grade 3 Bilaterally




Sacroiliitis Grade 4 Bilaterally

Parfois déerid comme <NORMALE>» ! ASAS



-+

Typical X-ray Changes of the Spine in
Ankylosing Spondylitis

male,
37 years old
AS for 5 years

Squaring

Syndesmophyte

Romanus lesion
“shiny corner*

ASAS handbook, Ann Rheum Dis 2009; 68 (Suppl Il) (with permission)



Radiographies du rachis

Spondylarthrite Arthrose DISH

Syndesmophytes Ostéophytes Para-syndesmophytes
Exubérants
Apparition tardive
D>G

(PsA > axSpA)



Definition of Positive MRI-SI Joint

+ subchondral bone marrow edema
« acute (bilateral) sacroiliitis

Rudwaleit M et al. Ann Rheum Dis 2009;68:1520-1527 (with permission)



IRM et US-power doppler
>
R

STIRw MR sagittal image. Calcaneal inferior bone _ PDUS sagittal image. Aponeurosis thickening with loss of fibrillar
marrow oedema (arrow head) close to the aponeurosis pattern and Doppler signal (arrow head) are shown associated with
enthesis, together with thickening and intraaponeurosis bone erosion (arrow)

high signal area (curved arrow) Feidy, Ann Rheum Dis 2011




| Homme de 58 ans, pso cutane, PsA ?

INS TA D




o

Prise en charge



| Spondylarthrites — prise en charge

- Multidisciplinaire !
Education thérapeutique

Dermatologue, rhumatologue, interniste,
gastroenterologue, ophtalmologue, ...

Physiothérapeute, ergothérapeute, dietéticienne
. Atteinte cutanée
- Atteinte articulaire
- Atteinte extra-articulaire
- Gestion des comorbiditeés (ex cardiovasc)
- Prise en charge des troubles psychiatriques
- Suivie et réevaluation reguliere



Spondylarthrites et AINS

= AINS particulierement efficaces dans la SpA !!!
= Critére diagnostic

= Pas ou peu d'effets significatifs sur I'inflammation déterminée
par la CRP ou visualisée a I'IRM

= Possible effet sur la progression radiologique ?

Braun, Curr Opin Rheumatol, 2009
Gossec — Dougados, Ann. Rheum. Dis 2006
Wanders — Dougados, Arthr & Rheum, 2006



Efficacy of NSAIDs for the Treatment of
Patients with Ankylosing Spondylitis

80 -
E 70 -
= 60 -
O — J
_g < 50

8 § 40 -
%2 g 20
3 10 4
g 0

AS Mechanical

(n=69) Back Pain

(n=768)

1. Amor B et al. Rev Rheum Engl Ed 1995;62:10-5
2. van der Heijde D et al. Arthritis Rheum 2005;52:1205-15

Patients With Good Clinical

Response (%)2

80 -

Etoricoxib Placebo
90/120 mg (n=93)
(n=195)
S



| Spondylarthrites - traitement

H W =R

5.

Atteinte axiale
AINS
Physiothérapie
csDMARDs ?
Petites molécules :
. Anti-JAK
Biologics :

i.  Anti-TNFs

>, Anti-IL17

= Atteintes periphériques
1. Antalgiques, AINS, (Pred)
2. cSDMARD:s :

1. Salazopyrine

».  Méthotrexate

3. Leflunomide
3. Petites moleécules :

.. Anti-PDE4
>, Anti-JAK
4. Biologics :
1. Anti-TNFs
>, Anti-IL17

. Anti-IL12/23




Spondylarthrites - traitement

e INfliximab (Remicade, Inflectra®) (IV)
Etanercept (Enbrel, Erelzi*, Benepali*) (SC)

Anti-inflammatoires

S Golimumab (Simponi) (SC
Traitements de fond MiEmmsmmmmm  cf1unomide (Arava) (PO) (Simponi) (SC)
(DMARD) (PO, SC) T— Sulfasalazine (Salazopyrine) (PO) R Certolizumab (Cimzia} (SC)

Anti-IL-17A ey Secukinumab (Cosentyx)

(SC) — Ixekizumab (Taltz)

Anti-PDE4
(PO) Apremilast (Otezla)

Tofacitinib (Xeljanz)

Anti-JAK (PO) S BN o icitinib (Olumiant)
e Upadacitinib (Rinvoqg)

Anti-

IL12/1L23 Ustekinumab (Stelara)
(SC)

Anti-IL23 —: Guselkumab {Tremfva]
Risankizumab (Skyrizi)

Anti-TNF (SC, IV - [GELD ab (Humira, Hyri * A ita®) (SC
Methotrexate (PO, SC) nti ( ) alimumab (Humira, Hyrimoz*, Amgevita®) (SC)

(SC)

e Hydroxychloroquine (Plaquenil) (PO)




Infliximab
Adalimumab
Golimumab
Certolizumab
Etanercept

-l— Ustekinumab _l-

IL-23

Briakinumab

IL-12

ABT-122
COVA322
ABBV-257

Bimekizumab
ALX-0761
RG 7624

TNFa IL-17F IL-17AIF IL-1TA

ﬂCUDCO)(Dl) O O 0O

Spondylarthrites — traitements « biologiques »

Guselkumab
Tildrakizumab
Brazikumab
Risankizumab
Mirikizumab

Secukinumab
Ixekizumab
Perakizumab
CNTO 6785
CJM112
BCD 085
SCH-900117

IL-17E IL-17C IL-17B IL-17D

T T
b S i

IL-17RA/B

I T

TNFR1/TNFR2 IL-17TRA/C
L 4 /
Broad Neutrophil recruitment and
inflammatory defence against
effects extracellular pathogens

Th2 induction Undefined pro-inflammatory
Th1 inhibition effects

Th17 inhibition

(esp. fungi)

Baker 2018 ARD



Spondylarthrites — traitements « oraux »

IL-6, IL-13,
IL-21L-4 IL-7 IFNa, IFNB, IL-31 IL-12, IL-22,
IFNy IL-9 IL-15 IL-21 IL-3IL-5 IENA, IL-10 IL-23

IL-2R & l
IFNGR l S

‘ family  family ‘

|

Q
¢
Q
e

. . Psoriasis AtOplC dermatitis SLE RA 5
Sarcoidosis y Psoriasis
18D Alopecia areata Graft vs :‘;IS; disease Psoriasis IBD
Psoriasis SLE SLE Sarcoidosis
Alopecia areata Behget disease IBD Ankylosing spondylitis
Rheumatoid arthritis - G%A Multiple sclerosis
SLE i ehget disease
updac.ltlrub Sarcoidosis Th17
filgotinib AOSD environement
itacitinib HLH
tofacitinib solcitinib . .
— Apremilast (Otezla®) - PDE4i
baricitinib
T ruxolitinib
delgocitinib

- JAK1 specific
- Non specific

- Pan JAK
Jamilloux Y, 2019 Autoimmunity Reviews



Maladie:

- Axiale

- Péripherique
- Dactylites

- Enthésites

Antécédents :
- Candidose

- Herpes

- Thrombose

Recommandations
locales

Traitements
antérieurs :

- échec (primaire
vs. secondaire)

- effets
secondaires

Manifestations extra-articulaires:

- Uvéite
- MICI
- Psoriasis

CHOIX DU
TRAITEMENT

Caracteristiques du medicament:
Mode d’action

Voie d'administration

Profil des effet secondaires
Demi-vie/fréquence

Prix (biosimilaires)

Comorbidités
(ex. obésite,
SEP, NASH)

Niveau d’activité
de la maladie

Préeférences du
patient / medecin

Caracteristiques
du patient:
age
sexe
poids
risque
infectieux
souhaite de
grossesse

Zanisi L et Nissen MJ], RMS, 2020



Prise en charge des uvéites
non infectieuses liees a une maladie
systemique: guide pour les praticiens

Dr MICHAEL NISSEN® et Pr YAN GUEX-CROSIER*

| -

REVUE
MEDICALE
= SUISSE

e A4
GYNECOLOGIE
OBSTETRIQUE

«DOCTEVA, MON EMPLOTELR

Rev Med Suisse 2020; 16: 2059-73

- TABLEAU 2

Caractéristiques des uvéites selon le type de spondylarthrite

Nr-axSpA: SpA axiale non radiographique; MICI: maladies inflammatoires chroniques de I'intestin; PsA: arthrite psoriasique; RCUH: rectocolite ulcéro-hémorragique;
>>: beaucoup plus fréquente que.

Maladie Age de Ratio | HLA-B27 | Prévalence | Caractéristiques de 'uvéite
début H/F de Puvéite

SpA axiale 30-35ans | 2/1 90% 20-40% Uvéite antérieure, unilatérale, récidivante (atteinte postérieure dans 10%). Début aigu

Nr-axSpA 30-35ans | 1/1 60-80% 10-20% Uvéite antérieure, unilatérale, récidivante. Début aigu

SpA réactionnelle | 30-35ans | 4/1 30-75% | 5-10% Uvéite antérieure, intermédiaire ou postérieure, bilatérale et chronique. Début aigu.
Conjonctivite, sclérite ou kératite souvent associée

PsA 40-50 ans | 1/2 40-50% 5-25% Uvéite antérieure, intermédiaire et surtout postérieure (donc plus sévere), bilatérale et
chronique. Début insidieux

MICI 35-40ans | 1/4 30-75% | 5-40% Uvéite postérieure, bilatérale et chronique. Début insidieux. Crohn >> RCUH = 4 :1. Sclérite
souvent associée

SpA juvénile 2-6 ans 1/4 20% 20% Uvéite antérieure (mais 20% intermédiaire ou postérieure) et bilatérale

(Adapté des réfs. 17,21,22,35,73),



Chaix E et Nissen MJ]
Rheuma Schweiz 2022

Administration

Efficacité

Amélioration
dela
progression
radiologique

csDMARD Anti- JAKi TNFi Anti-IL- Anti-IL- Anti-IL-
PDE4 17 12/23 23
MTX, LEF, S57 Aprémilast TOFA, UPA, BARI, ADA, IFEX, ETN, SECU, IXE UST GUS, RZB
Deucravacitinib CER, GOL

Voie orale/SC orale orale SC/1IV SC SC SC

Fréquence Quotidienne ou 2x/jour 1-2x/jour Hebdomadaire | Toutes les Tous les Tous les
hebdomadaire dtous 2-4 3 mois 2-3 mois

les 2 mois semaines

Articulaire vV vV vV vV NLd v N4

Cutanée v MTX vV vV evee N v/\/\//(\//) a/a//«/(«/)
v  LEF

Enthésites | (v) v vV v (V) v v

Dactylites v v v vV vV vV vV

Colites v ) v (TOFA RCUH) vV (sauf ETN) | % v ?2v

(Mmici)

Uvéites v (MTX) ? ? vv (IFX,ADA) | v ? ?

Axiale x ) v(v) vV v x ?

Axiale x ? ? v v x 7

Périphérique | x (MTX, SSZ) ? v" (ADA) v v v ()

1 Fonction v (MTX) v’ vV vV vV v v

(HAQ)

Eﬁ'ets vV v vV vV N4 NS4 v

secondaires

COﬁt"(CHF/ 1000-2,000 12,000 16-25,000 10-25,000 9-18,000 15,000 15,000

année)

Remarques Précaution Prise avec Eviter si TVP, EP, Eviter en cas Risque de Moins Meilleur pour
avec le MTX le MTX cancer, herpés, de SEP ou candidose. | efficace les articulations
en cas de si C/lIaux hyperlipidémie, d’ICC sévére. Eviter si pour que l'anti-IL-
stéatose AINS. >65 ans, ou CER si Crohn ou | colite. l'arthrite 12/23.
hépatique. tabagisme. grossesse. GoL pér’f: Pas de risque

siRCUH. phérique. de candidose.




Annals of the

Importance d’un traitement précoce ! |[EEEEIREES

Diseases

The ELILAR Journal

EXTENDED REPORT

TNF blockers inhibit spinal radiographic progression
in ankylosing spondylitis by reducing disease
activity: results from the Swiss Clinical Quality
Management cohort

Christoph Molnar," Almut Scherer, Xenofon Baraliakos,? Manouk de Hooge,3

Raphael Micherali,* Pascale Exer,” Rudolf O Kissling,° Giorgio Tamborrini,

Lukas M Wildi,* Michael J Nissen,® Pascal Zufferey,” Jiirg Bernhard,'® Ulrich Weber, "2
Robert B M Landewsg, "> Désirée van der Heijd:e,3 Adrian Ciurea,* on behalf of the

Rheumatologists of the Swiss Clinical Quality Management Program ard bmj.com
A. progression 22 mSASSS units per 2 years
TNFi use prior to radiographic interval { ——— 050 (025, 0.88) -
Spinal structural damage at & 10 -
start of each radiographic interval* ] H 1.06 (1.04, 1.09) g
L l E
Mle sy | ! 2.16 (1.09, 4.30) =
i)
Disease duration (5 years) - = 111097, 1.27) .8 © ASDAS >2.1 é’A
| £ A ASDAS >1.3and 2.1
Current smoking - S S — 112 (063, 1.98) l?o + ASDAS £1.3
[ =
HLA-B27 positivity | | 1,06 (0.46, 2.44) g
Number of exercise sessions per week - e 0.95 083, 1.10)
Peripheral arthritis - —— 0.88 (049, 1.50)
NSAIDs use at start of radiogr. interval { F———+——- 0.85 (042, 1.72)
BMI 25-30 (Ref. BMI<25) - I i 141 (0.81, 2.45)
4 L |
BMI >30 (Ref. BMI<25) f 170 (0.83, 3.49)
Length of the radiographic interval - f —re= (0.86,3.16) T T T T T
T r T 0.00 0.25 0.50 0.75 1
0 1 2 3 4

OR (95% Cl) for radiographic spinal progression Cumulative prObabi"ty
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Suivi et evaluation de
'activité de la SpA



Bath Ankylosing Spondylitis Disease Activity
Index (BASDAI) on an NRS

Please answer the following questions relating to the last week.

1. How would you describe the overall level of fatigue / tiredness you have experienced?

none 0] [4H5H6] (8 9 10| very severe

2. How would you describe the overall level of AS neck, back or hip pain you have had?

none n n n B B ﬂ n very severe

3. How would you describe the overall level of pain / swelling in joints other than neck, back,
hips you have had?

none ﬂ I] B n B B ﬂ n very severe

4. How would you describe the level of discomfort you have had from an area tender to touch
or pressure?

none 0] [2H3H4HsHe6] 89| very severe

5. How would you describe the level of morning stiffness you have had from the time you wake
up?

none o H1H?2] (45 6] 8119 very severe

6. How long does your morning stiffness last from the time you wake up?

o H1H2H3H4HsHeH7H8Ho9Hol

0 hour 1 hour 2 or more hours

Calculation of BASDALI:

- Compute the mean of questions 5 and 6.

- Calculate the sum of the values of question
1-4 and add the result to the mean of
guestions 5 and 6.

- Divide the result by 5.

Alternatively, a VAS between 0 and 10 cm or 0 and 100
mm can be used. ASAS prefers to use a NRS.

ASAS

Adapted from Garrett S et al. J Rheumatol 1994;21:2286-91 (with permission)
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ASAS-EULAR recommendations for the management
of axial spondyloarthritis: 2022 update

Sofia Ramiro @ ,"* Elena Nikiphorou @, Alexandre Sepriano @ ,"*
Augusta Ortolan @ ,> Casper Webers @ ,° Xenofon Baraliakos,’
Robert B M Landewé @ %7 Filip E Van den Bosch @ ,'®'" Boryana Boteva, '

I

Ann Bremander,"> ™ Philippe Carron @ ,'%'" Adrian Ciurea @,
Floris A van Gaalen @ ,' P4l Géher,'® Lianne Gensler,"” Josef Hermann, '®
Manouk de Hooge @ ,'® Marketa Husakova,'"® Uta Kiltz @ ,’

Clementina Lopez-Medina @ ,*>! Pedro M Machado @ ,*+%+#*

Helena Marzo-Ortega,” Anna Molto @ ,% Victoria Navarro-Compan @ %
Michael J Nissen © 2 Fernando M Pimentel-Santos,* Denis Poddubnyy 2
Fabian Proft @ ?° Martin Rudwaleit © *° Mark Telkman,?'

Sizheng Steven Zhao @ ,** Nelly Ziade @ ,**** Désirée van der Heijde @'

ARD, Oct 2022



ASAS-EULAR Recommendations for the
treatment of patients with axSpA with b/tsDMARDs

Rheumatologist’s diagnosis of axial SpA

and

Elevated CRP or positive MRI-SIJ or
Radiographic sacroiliitis*

\_ J
and
Failure of standard treatment
K \ ( Patients with predominant \
All patients peripheral manifestations
At least 2 NSAIDs over One local steroid injection if appropriate
4 weeks (in total) Normally a therapeutic trial of
\ / \ sulfasalazine j
and
High disease activity: ASDAS 2 2.1 or BASDAI = 4
and

Positive rheumatologist’s opinion

s * Radiographic sacraoiliitis is currently mandatory for infliximab and JAKI e U I a r



ASAS-EULAR RECOMMENDATIONS FOR THE

MANAGEMENT OF AXIAL SPONDYLOARTHRITIS (2022 UPDATE)

consider in all all patients

If symptomatic

Education
Regular exercise
Stop smoking

Start non-steroidal
antiinflammatory drug in
the maximum tolerated
dose

Failure phase I: Insufficient
go to phase Il ~] response

Phase Il

Mainly peripheral s

Sufficient
response

Continue

ASDAS 2 2.1 and positive
rheumatologist’s opinion

Consider local
glucocorticoid injection
Consider sulfasalazine

Start TNFi, IL-17i or JAKIi;
current practice TNFi or

Significant

e-evaluation psoriasis: IL-17i History of recurrent
i 7 the diagnosis, preferred uveltlslar a:;::a-l!:FD:
agnosis monoclonal a
presence of
confirmed omorbidities preferred
Failure phase II: N
goto p':l.'lase m AASDAS <1.1 AASDAS 21.1 Continue

Phase llI

ASDAS 2 2.1 and positive
rheumatologist’s opinion

Sustained

Switch to another bDMARD remission:

NFi or IL-17i) or JAKi consider

h“"\ an ) bDMARD
: tapering

ASAS

w Assessment of

a
=" - eular
"v international Society




Ankylosing Spondylitis Disease Activity Score

= | (ASDAS)

Parameters used for the calculation of the ASDAS

1. Total back pain (BASDAI question 2)

2. Duration of morning stiffness (BASDAI question 6)
3. Patient global assessment of disease activity

4. Peripheral pain/swelling (BASDAI question 3)

5. C-reactive protein (CRP) in mg/I [or erythrocyte sedimentation rate
(ESR)]

Lukas C et al. Ann Rheum Dis 2009;68:18-24 (with permission) Am
van der Heiijde D et al. Ann Rheum Dis 2009;68:1811-8 (with permission)



ASAS App with ASDAS Calculator
for Smartphones and Tablets

00000 T 17:24 ) o000 T 18:17 | seec0 T 181 L
av | | ]
™ —H ASDAS-Calculator EL ASDAS-Calculator
AﬁA‘j Assessment of SpondyloArthritis
Nt international Society

Total back pain
Peripheral pain / swelling

< Duration of morning stiffness
Patient global

N OO N

CRP mg/I

ASDAS-Calculator

0 a

ASAS Classification The Modified New York O 1 2 8
Criteria for Criteria for Ankylosing
Spondyloarthritis Spondylitis

Moderate
disease
activity
1,3 2,1 3,5

Clinically Important Improvement: > 1,1
Major Improvement: = 2

New calculation

Inflammatory Back Pain Imaging in Axial
Criteria Spondyloarthritis

#_  Available on the

@& App Store P> Google play ASAS




* ASDAS Cut-Offs for Status Scores

<1.3 <21 > 3.5
) Moderate
Inactive -
disease disease
activity

Machado P et al. Ann Rheum Dis 2011,70:47-53 (with permission) AsAs



Longitudinal Relationship between Disease
Activity and Radiographic Damage

Longitudinal relationship between ASDAS and mSASSS

30
25
)
T
£ 20
w
ey
-
S
. c--------------------------------i--lll""'-"'-.-.-.
7]
73]
=
s
=
10
@ ASDAS 1.0 (inactive disease)
. @m==ASDAS 2.0 (moderate disease activity)
? @ \SDAS 3.0 (high disease activity)
e \SDAS 4.0 (verv high disease activity)
0

0 2 4 6
Follow-up time (vears)

Ramiro S et al. Ann Rheum Dis 2014;73:1455-61 (with permission)

8

10 12



A Possible 2-Step Referral Strategy

Primary care setting

Chronic back pain starting at the age of < 45 years

Ask 3 questions l l l

Buttock pain ? Improvement by movement ? Psoriasis ?
If 22 positive —_—> Referral to rheumatologist
If < 2 positive @ — 5 Determine HLA B27
If HLA B27+ — > Referral to rheumatologist
Re-analysis and modelling of the study data Sensitivity 80.4%
based on inclusion of HLA-B27 Specificity 75.4%

Braun A et al. Rheumatology (Oxford) 2013;52:1418-24 Aﬂs



Conclusions

Il faut y penser !

Frequente (1-2% de la population)

Diagnostic :

» Clinigue (<45 ans, >3 mois douleurs «inflammatoires»)
« HLA B27+

= IRM du bassin+ (! probabilité pré-test et faux positifs)
Traitement :

= «Précoce» pour ralentir la progression de la maladie

= Choix du médicament selon I'atteinte : axiale, périphérique,
manifestations extra-articulaires, etc.

= Utilisation de I’ASDAS et modification du traitement si besoin



