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Objectives

® Recognize clinical features of spondyloarthritis incl. axial SpA and PsA
® Discuss current treatment approach for axial SpA and PsA

® |dentify reasons for diagnostic delay in axial SpA



Spondyloarthritis (SpA)

family of inflammatory rheumatic diseases with variable involvement of the
axial and peripheral skeleton

spondyloarthritis = spondylitis + arthritis

spondylos = vertebra (Greek)
arthros = joint (Greek)

spondyloarthritis preferred over spondyloarthropathy

spondyloarthritis concept has evolved over the last 100 years
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Spondyloarthritis concept 1974 (Moll and Wright)
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“The Leeds Idea”
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Ankylosing spondylitis (AS) = radiographic axial SpA

Little Am J Med 1976, 60:279-85

young male (M:F = 2-3:1)
>90% HLA-B27+ in Caucasians

chronic back pain and stiffness
—> reduced mobility and deformity

sacroiliitis, pathological bone
formation, syndesmophytes
— spinal ankylosis

large joint arthritis, enthesitis,
extra-articular disease
(uveitis, aortic root, lung apex)



Axial spondyloarthritis

axial SpA

non-radiographic radiographic (AS)

inflammatory back pain
reduced spinal mobility

inflammatory back pain
other clinical SpA features

X-ray sacroiliitis
syndesmophytes

MRI sacroiliitis

MNY criteria 1984

ASAS axial SpA criteria 2009

van der Linden Arthritis Rheum 1984; 27:361-8, Rudwaleit Ann Rheum Dis 2009; 68:777-83



The term "non-radiographic axial spondyloarthritis’
is much more important to classify than to diagnose
patients with axial spondyloarthritis

Atul Deodhar,' Vibeke Strand,” Jonathan Kay,> Juergen Braun®

Goodbye to the term ‘ankylosing sponaylitis’, hello
‘axial sponadyloarthritis': time to embrace the ASAS-
defined nomenclature

Désirée van der Heijde @ ,' Anna Molto @ ,* Sofia Ramiro @ ,"* Jiirgen Braun © ,’

Maxime Dougados @ ,° Floris A van Gaalen @ ,' Lianne S Gensler @’

Deodhar Ann Rheum Dis 2016,75:791-4, van der Heijde Ann Rheum Dis 2024,834:547-549



Axial SpA

® symptom onset typically in 20s/30s

M:E=1'1 SIJ bone marrow edema

® nr-axSpA — AS progression
20-40% over 10 years
risk factors: male sex, smoking,
high inflammatory activity, baseline damage

® symptoms similar in nr-axSpA and AS
- inflammatory back pain
- oligoarthritis, enthesitis
- uveltis, psoriasis, IBD
(functional limitations) MRI STIR




Inflammatory Back Pain (IBP)

Inflammatory back pain

Other back painiste(mechanical,
pathological)

age at onset < 40-45 years

chronic (duration > 3 months)
insidious onset

pain at night, may cause awakening in
the second half of the night

morning stiffness > 30 minutes
improvement with exercise but not
with rest

alternating buttock pain

good response to NSAIDs

age at onset > 40-45 years

acute

sudden onset

worse with standing, walking, exercise
Improvement with rest

association with fever, night sweats,
weight loss

neurological symptoms and signs




Inflammatory Back Pain (IBP)

Calin

Berlin

ASAS Experts

age at onset < 40 years
insidious onset
improvement with exercise
associated with morning
stiffness

duration > 3 months

e morning stiffness > 30 min

e improvement with exercise
but not with rest

e awakening at second half of
the night because of back pain

e alternating buttock pain

age at onset < 40 years
insidious onset

improvement with exercise

no improvement with rest
pain at night (with
improvement upon getting up)

>4 criteria[s}:p]sensitivity
89.9%stpispecificity 52.5%

> 2 criteria
sensitivity 70%
specificity 81.4%

> 4 criteria
sensitivity 79.6%
specificity 72.4%

Calin JAMA 1977; 237:2613-4, Rudwaleit Arthritis Rheum 2006; 54:569-7, Sieper Ann Rheum Dis 2009; 68:784-8




Diagnosing axial SpA

Chronic low back pain*

X-rays

ESR/CRP)

Presence of other SpA-features:

IBP, heel pain (enthesitis), dactylitis, uveitis,
positive family history, IBD, alternating buttock
pain, psoriasis, asymmetrical arthritis, positive

response to NSAIDs, acute phase reactants (raised

A T

> 4 SpA-features 2-3 SpA-features

0-1 SpA-features

Pos

Neg

van den Berg Ann Rheum Dis 2013; 72:10, 1646-53

® history

® CRP, HLA-B27

® Sl joint imaging
(X-ray - MRI)

® exam (extraspinal
manifestations?)

v .
HLA-B27 HLA-B27
Pos Neg Pos Neg
Consider other MRI
diagnosis
Pos Neg

* >3 months, onset <45

N

Consider other
diagnosis




Psoriatic arthritis (PsA)

1-3% of caucasian populations have psoriasis
(less frequent in African Americans)

10-30% of psoriasis patients develop inflammatory arthropathy,
peak onset age 35-45, M = F

skin disease typically precedes skeletal disease or begins at the same time

several clinical subsets:
symmetric polyarthritis, asymmetric oligoarthritis, DIP arthritis,
arthritis mutilans, axial disease

enthesitis, dactylitis, uveitis are common



Psoriatic skin

and nail disease
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Axial SpA vs. axial PsA

Axial PsA
: * More frequently male \ga= s/ « Similar frequency in males and females

Demographlc * Younger age at onset _‘” » Older age at onset
Clinical » Back pain has inflammatory character in the : ‘ .P:f § » Inflammatory back pain is less frequent than in axSpA

majority of patients S g + Peripheral involvement in most patients

» Peripheral involvement in approximately 15%- ';,4': R\‘ » Can be asymptomatic
30% of patients !///3 . i\\.}_“
/N
. « Symmetrical sacroiliitis i - « More frequent involvement of cervical spine

Imaging « Classical symmetrical and marginal - » More frequent fusion of facet joints in cervical spine

syndesmophytes ' > » Less severe sacroiliitis and frequently asymmetrical

» More frequent fusion of lumbar facet joints : * Non-marginal syndesmophytes and paravertebral ossifications
Lo g  Less syndesmophyte symmetry
bpd

Genetic Higher proportion of HLA-B27-positive patients * Only 14% to 44% of patients are HLA-B27 positive

(90%) » More frequently associated with HLA-B08 and HLA-B38
Treatment NSAIDs, TNFis, and IL-17 inhibitors are effective * Positive data from one randomized controlled trial with an

treatment options; lack of efficacy of IL-23 IL-17 inhibitor (secukinumab)
Response Inhibitors  Data from post hoc analyses of IL-23 inhibitor

(guselkumab) and IL-12/23 inhibitor (ustekinumab)
« Efficacy of NSAIDs and TNFis is assumed based on
axSpA data

Poddubnyy Semin Arthritis Rheum 2021, 51:880-7




Reactive arthritis

® “reactive arthritis” term introduced in 1969, preferred term
“Reiter’s syndrome"” commonly used in USA until early 2000s

® SpA within 4 weeks after UTI or infectious diarrheal illness:
chlamydia, salmonella, shigella, yersinia, campylobacter

® preceding infection often not apparent
(urine PCR for chlamydia, serum antibodies for enteric pathogens)

® no culture of microorganisms from synovial fluid

® acute presentation - 50% monophasic, 50% chronic
- asymmetric oligoarthritis
- enthesitis, dactylitis
- sacroiliitis
- keratoderma blennorrhagica, circinate balanitis

Carter Rheum Dis Clin North Am 2006; 20:827-47



Clinical Images: Keratoderma blenorrhagica

The patient, a 46-year-old woman, was referred for possible psoriatic arthritis. She had a 4-week history of psoriasiform lesions of the
palms of the hands and soles of the feet as well as knee pain and a 2-month history of dysuria. Physical examination revealed mild
arthritis of the left knee and brown, waxy vesiculopustular lesions of the palms of the hands (A) and soles and heels of the feet (B),
which fused together into crusted plaques on an erythematous base. Physical examination revealed no further abnormalities, and fam-
ily history was unremarkable. Laboratory tests showed mild leukocytosis, elevated C-reactive protein level (35 mg/liter [normal <5]),
negative VDRL and positive HLLA-B27, while a cervical swab sample was positive for Chlamydia trachomatis. Palmoplantar skin
lesions were attributed to keratoderma blennorrhagica secondary to reactive arthritis (ReA). For her C trachomatis, the patient was

Zampeli Arthritis Rheumatol 2018



SpA is the most common extra-intestinal manifestation of IBD

musculoskeletal (up to 20%)

- peripheral arthritis (5-10% UC, 10-20% CD)
- axial SpA (3-5%)

- radiographic sacroiliitis (up to 25%)

skin (up to 15%)

- E. nodosum

- pyoderma gangrenosum
- oral lesions

ocular (2-5%)
- scleritis, episcleritis
- uveiltis

hepatobiliary
- primary biliary cirrhosis (UC)

Vavricka Inflamm Bowel Dis 2015; 21:1982-92



What is the overlap between the SpA variants?

Crohn disease
ulcerative colitis

undifferentiated
nonradiographic peripheral SpA

axial SpA

psoriasis

autoimmune
uveitis



What is the overlap between the SpA variants?

Crohn disease
ulcerative colitis

® clinical manifestations are
shared between diseases

undifferentiated T :
seripheral SpA ® individual patients may have

more than one disease

nonradiographic
axial SpA

® positive family history for one
variant increases risk for other
SpA variants

® overlap of genetic risk variants

and treatment responses
psoriasis

autoimmune
uveitis



IBD AS PsO PsA

IL23R, TYK2, IL12B, FUT2 Geneticrisk factors
shared by all disease
IL6R, JAK2, RORC IFIH1, TNIP1, REL

RAP1, NOS2, TNFAIP o

; e . Genetic risk factors shared
by some diseases

TSPAN14,

STAT3

AT616L1 HLA-COG HLA_838 Geneticrisk factors
NODZ HLA-DR unique to disease

Gracey Curr Opin Rheumatol 2019; 2:62-9



r=="
1

L

HLA-B27 association with AS and SpA in issepopulations

L--J

of Northwestern European extraction

® ankylosing spondylitis ~90%
® reactive arthritis 30-70%
® |BD-associated SpA 30-70%
® psoriatic SpA 40-50%
® undifferentiated SpA  ~70%
® Jacute anterior uveitis ~50%
® general population ~8%

Khan Curr Rheumatol Rev 2010; 12:337-41




HLA-B27 is strongly associated with Ankylosing spondylitis

April 5,

1973

704 THE NEW ENGLAND JOURNAL OF MEDICINE Apr. 5, 1973

HIGH ASSOCIATION OF AN HL-A ANTIGEN, W27, WITH ANKYLOSING SPONDYLITIS

Lee ScarossTeEIN, M.D., PauL I. Terasaki, Pu.D., RopNey Bruestone, M.D.,
AND CarL M. Pearson, M.D.

Abstract The frequencies of 24 HL-A antigens were
examined in 40 patients with ankylosing spondylitis,
119 with rheumatoid arthritis, and 66 with gout. No sig-
nificant deviation from control frequencies of HL-A
specificities was noted in patients with gout and rheu-
matoid arthritis. Specificity W27 was noted in 35 of 40
patients with ankylosing spondylitis, or 88 per cent, as
compared to 8 per cent of the 906 normal controis (p
<0.0001). There was concomitant reduction in HL-A7 of

ALTHOUGH the possible association of HL-A
- with disease susceptibility has been investigated
for many diseases, it has only been in the past year that
three convincing examples have been obtained. One
is the high incidence of HL-Al, approximately 2%
times normal frequency, and HL-A8, approximately
three times normal frequency, in patients with
celiac disease as shown by Stokes et al.! and indepen-
dently by Falchuk and his co-workers.? The second is
the high incidence of W17 and HL-A13, each approxi-
mately three times normal frequency in psoriatic pa-
tients with evidence of inheritance from family
studies.’* The third is the increased incidence of HL-
Al and HL-A8, again approximately three times nor-
mal frequency, in patients with chronic active hepatitis
as reported by Mackay and Morris.” All other possible
associations with HL-A previously described do not
approach the high statistical significance found in
these three diseases. We report here a fourth disease,
ankylosing spondylitis, in which a strikingly high asso-
ciation was found. This disease, in common with psori-
asis and celiac disease, has a strongly identifiable ge-
netic component,® although basic similarities in etiolo-
gy are probably remote. For comparison, patients with
rheumatoid arthritis and gout were also studied.

MATERIALS AND METHODS
Patients

Caucasian patients attending the Wadsworth Veterans Adminis-
tration Hospital Arthritis and Gout clinics, the UCLA Arthritis
Clinic, and patients referred by the clinical staff of the 2 hospitals
were interviewed and examined. Forty patients with ankylosing
spondylitis, 119 with definite rheumatoid arthritis and 66 with typi-
cal primary gout were studied.

Diagnostic Criteria for Ankylosing Spondylitis — Rome Criteria’

These criteria were low-back pain and stiffiness of over 3 months’
duration not relieved by rest, pain and stiffness in the thoracic re-

From the Department of Medicine, Wadsworth Veterans Administration
Hospital, and the departments of Medicine and Surgery. School of Medicine.
University of California, Los Angeles(address reprint requests to Dr. Schlos-
stein at Wadsworth Veterans Administration Hospital 691/111J, Wilshire &
Sawtelle Bivd., Los Angeles. Cal. 90073).

Supported in part by a training grant (TR54) from the Veterans Adminis-
tration and by grants (GM 15759 and AM 2375) from the U. S. Public Health
Service. Computing assistance was obtained from the Health Sciences Com-
puting Facility, UCLA, supported by a special rescarch resources grant
[RR-3] from the National Institutes of Health.

the second segregant series associated with the in-
creased frequency of occurrence of W27, but this de-
crease was of borderline significance (p<0.05). This as-
sociation between W27 and ankylosing spondylitis is so
marked that it is possible to assume either very close
genetic linkage of a specific inmune responsiveness
gene to the disease or perhaps a strong immunologic
cross-reaction between W27 and the etiologic agent in-
volved.

gion, limited motion in the lumbar spine, limited chest expansion,
history or evidence of iritis or its sequelac and x-ray evidence of bi-
lateral sacroiliac changes characteristic of ankylosing spondylitis (ex-
cluding bilateral osteoarthritis of the sacroiliac joints).

The diagnosis is definite if 4 of the 5 clinical criteria are fulfilled or
if the x-ray criterion and 1 other criterion are fulfilled. Patients with
inflammatory bowel disease (ulcerative colitis or regional enteritis),
Reiter’s disease, psoriasis and juvenile rheumatoid arthritis with
subsequent spinal involvement were excluded from the study.

Criteria for Rheumatoid Arthritis

Patients with definite rheumatoid arthritis by the American
Rheumatism Association (ARA) criteria® were included in the
study.

Criteria for Gout

Ciriteria for gout consisted of typical acute arthritis with sudden
onsct in not more than 3 joints at any 1 time, a rapid response to col-
chicine treatment, hyperuricemia, tophus, proved by aspiration and
examination microscopically, or demonstration of negatively bire-
fringent needle-like crystals aspirated from an acutely inflamed
joint. Diagnosis of gout was made if either of the last two criteria oc-
curred alone or if all 3 of the clinical criteria were present.

HL-A Typing

The microdroplet lymphocyte cytotoxicity test was used to identi-
fy 24 specificities.* All patients were typed from May, 1971, to Octo-
ber, 1972, a period during which 906 Caucasian controls were also
tested. Four serum specimens from 3 different donors were used 1o
define W27, These serums did not contain HL-A7 or W22, both of
which are commonly found cross-reactive antibodies.

ResuLts

HL-A phenotype frequencies found in patients with
ankylosing spondylitis, rheumatoid arthritis and gout
are presented in Table 1. The statistical significance of
deviations from the control populations was tested by
computation of chi-square values and multiplication
of the resultant p values by 24, the number of specifici-
ties tested. In rheumatoid arthritis a close correspond-
ence in frequencies with the controls can be noted in
the relatively large number of patients (119) tested.
HL-A7 was slightly but not significantly lower in the
patients (13 per cent) than in the controls (25 per cent).
In 66 patients with gout none of the differences in
frequencies were statistically significant.

The situation was quite different for the 40 patients
with ankylosing spondylitis. As many as 88 per cent of
the patients had the W27 specificity whereas only 8 per
cent of the controls, 8 per cent of patients with rheuma-

The New England Journal of Medicine
Downloaded from nejm.org at Harvard Library on December 26, 2014. For personal use only. No other uses without permission.
From the NEJM Archive. Copyright © 2010 Massachusetts Medical Society. All rights reserved.
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Simpson Laboratory for Metabolic Research, St. Mary’s Hos-
pital, London W2.
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“ Psychiatrists do not diagnose their patients like other

doctors do. They discard four of their senses and literally
play it by ear. It is the no-touch technique adapted to new
purpose. Physical examination and laboratory investiga-
tion, which transformed medicine from guess-work and
theory to fact and science, are spurned or positively dis-
couraged. It is alleged that they deflect attention from
study in depth of the patient’s mind, and impede rapport.
Presenting symptoms are elevated to the status of a disease
like varieties of fever were in the eighteenth century. The
pharmaceutical industry provides corresponding antidotes
and reinforces the illusion.””—Dr RicHARD HUNTER, Proc.

R.

Soc. Med. 1973, 66, 359.
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ANKYLOSING SPONDYLITIS AND
HL-A 27

D. A. BREWERTON
F. D. HArRT
ANNE NICHOLLS

MAEVE CAFFREY
D. C. O. JaMss
R. D. STURROCK

Westminster Hospital, London SW1

Using a standard microcytotoxicity
technique of tissue typing, the HL-A
27 antigen was identified in 72 out of 75 patients with
classical ankylosing spondylitis and in 3 out of 75
controls. The same antigen was found in 31 out of
60 first-degree relatives.

Summary

Introduction

SINCE Aird and his colleagues studied the relation-
ship between gastric carcinoma and blood-group A,
several similar associations have been established
between diseases and blood-groups, and, in a few,
pedigree studies have indicated autosomal linkages.
Of interest to rheumatologists is the uncommon
nail-patello-femoral syndrome, which is thought to
be closely linked to the ABO blood-group locus.?
Ankylosing spondylitis is not associated with a par-
ticular blood-group.?

Studies of skin-grafts and tissue rejection led to the
discovery of the leucocyte system of isoantigens,
including the HL-A system, and the identification of
the HL-A antigens is an essential part of tissue typing.
In Caucasians it is now usually possible to identify
four HL-A antigens, and these are believed to be
genetically determined, probably transmitted by two
related loci on each of a pair of chromosomes.
Relationships between diseases and particular HL-A
antigens are now being studied extensively. Associa-
tions have been reported in lymphoma (HL-A 5 and
W 18),4-# multiple myeloma (W 18),* adult cceliac dis-
ease (HL-A 1 and 8),° systemic lupus erythematosus
(HL-A 13 and W 17),2°-12 lymphoblastic leukamia
(HL-A 27),'® and psoriasis (HL-A 13 and W 17).!*
No definite association has been established with
rheumatoid disease.5-17

There are several reports of ankylosing spondylitis
in 2 or more patients in the same family,*~2? with a
few instances of the disease in pairs of identical
twins.?* Hersh, Stecher, and their colleagues ¢
suggested that the inheritance was as an autosomal
dominant, with 70%, penetrance in men and 109, in
women. They also reviewed the evidence that when
there is a woman with the disease the penetrance is
approximately 1009, in first-degree relatives, with
half of the males and females affected. Bremner and
her colleagues 22 studied 250 first-degree relatives
and found clinical ankylosing spondylitis in 4°,,
compared to an estimated prevalence of 0-1-0-2°, in
the population.?* In the same relatives radiographic
bilateral sacroiliitis was found in 16°,: 4 out of 24
fathers (17°;); 0 out of 30 mothers; 13 out of 82
brothers (169,); 5 out of 30 sisters (17°,); and 8 out
of 22 sons (369%). Daughters were not investigated
because no radiographs were taken of women under
forty-five. In discussing this study Emery and

Schlosstein NEJM 1973; 288:704-6, Brewerton Lancet; 302:904-7

"Nowadays the suggestion of
yet another association between
a genetic marker and a human
disease does not generate much
enthusiasm —in fact, as far as
the HL-A system is concerned, it
tends to lead to cerebral switch-
off”

Editorial Lancet 1973



Hypotheses for HLA-B27 association with SpA
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ldentification of CD8+ T cells with conserved TCR motif
in HLA-B27+ AS and AAU - finally an explanation?
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Which of the following is a feature of inflammatory back pain?

A. morning stiffness lasting less than 30 minutes
B. sudden onset within 1 month after a urinary tract infection
C. no benefit from oral NSAIDs

D. improvement with exercise but not rest
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In a 30 yo male with inflammatory back pain and normal radiograph
of the Sl joints, what is the most appropriate next diagnostic step?

A. HLA-B27, ANA, rheumatoid factor, anti-CCP (Rheum panel)
B. MRI of the Sl joints

C. X-ray of cervical, thoracic and lumbar spine

D. PET-CT
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SpA treatment recommendations

axial SpA/AS

PsA

ACR/SAA/SPARTAN

Ward Arthritis Rheumatol 2016; 68:282-98
Ward Arthritis Rheumatol 2019; 71:1599-1613

ACR/NPF

Singh Arthritis Rheumatol 2019; 71:5-32

ASAS/EULAR

van der Heijde Ann Rheum Dis 2017; 76:978-91
Ramiro Ann Rheum Dis 2023; 82:19-34

EULAR

Gossec Ann Rheum Dis 2020; 79:700-12
Gossec Ann Rheum Dis 2024; 83:706-19

PANLAR

Bautista-Molano Nat Rev Rheumatol 2023;19: 724-37

GRAPPA

Coates Nat Rev Rheumatol 2022; 18:465-79




Treatment of SpA

® SpA treatment options differ from RA
- methotrexate - anchor drug in RA, used in PsA, no benefit in axSpA
- major differences in efficacy of biologic DMARDs
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TNF-«

Schett NEJM 2021; 385:628-639



Treatment of SpA

® SpA treatment options differ from RA
- methotrexate - anchor drug in RA, used in PsA, no benefit in axSpA
- major differences in efficacy of biologic DMARDs

® important classes of drugs

axSpA PsA
® NSAIDs ® Methotrexate
® TNF inhibitors ® TNF inhibitors
® [L-17A inhibitors ® [L-17A inhibitors
® JAK inhibitors ® |[-12/23 inhibitors
® JAK inhibitors
® PDEA4 inhibitors




Treatment of SpA

® SpA treatment options differ from RA
- methotrexate - anchor drug in RA, used in PsA, no benefit in axSpA
- major differences in efficacy of biologic DMARDs

® important classes of drugs

axSpA PsA
® NSAIDs ® Methotrexate
® TNF inhibitors ® TNF inhibitors
® [L-17A inhibitors ® [L-17A inhibitors
® JAK inhibitors ® |[-12/23 inhibitors
® JAK inhibitors
® PDEA4 inhibitors

® treatment decisions can be complex - need to individualize
- peripheral vs. axial disease
- extra-skeletal disease manifestations (psoriasis, IBD, uveitis), co-morbidities



Disease phenotype is critical in managing patients with PsA

Consider which domains are involved, patient preference, previous/concomitant

therapies; choice of therapy should address as many domains as possible
Peripheral Axial cet cet o Nail oes
arthritis disease Enthesitis Dactylitis Psoriasis disease IBD Uveitis
NSAIDs, physiotherapy, injections (GCs)* Topicals, procedurals*
csDMARD, bDMARDs MTX, bDMARDs MTX, bDMARDs Phototx or bDMARDs TNFi (not TNFi (not
bDMARDs (TNFi, (TNFi, (TNFi, IL-12/23i, (TNFi, IL-12/23i, csDMARD:s, (TNFi, IL-12/23i, ETN), ETN),
IL-12/23i, IL-17i, IL-17i) or IL-17i, IL-23i, IL-17i, IL-23i, bDMARDs (TNFi,  IL-17i, IL-23i) IL-12/23i, ciclosporin,
IL-23i, CTLA4-1g), JAKi CTLA4-1g), JAKi, CTLA4-Ig), JAKIi, IL-12/23i,IL-17i, or PDEA4i IL-23i, JAKI, MTX
JAKi, or PDE4i or PDE4i or PDE4i IL-23i), JAKi or MTX
PDE4i

Switch bDMARD Switch Switch bDMARD  Switch bDMARD Switch bDMARD  Switch bDMARD
(TNFi, IL-12/23i, bDMARD (TNFi, IL-12/23i, (TNFi, IL-12/23i, (TNFi, IL-12/23i, (TNFi, IL-12/23i,
IL-17i, IL-23i, (TNFi, IL-17i, IL-23i, IL-17i, IL-23i, IL-17i, IL-23i), IL-17i, IL-23i) or
CTLA4-1g), JAKi, IL-17i) CTLA4-Ig), JAKi, CTLA4-1g), JAKi, JAKi or PDE4i PDE4i
or PDEA4i or JAKi or PDE4i or PDE4i

2z J/

Comorbidities and associated conditions may
impact choice of therapy and/or guide monitoring
Treat, periodically re-evaluate treatment
goals and modify therapy as required

\

Coates Nat Rev Rheumatol 2022; 18:465-479




In PsA, IL-17A inhibitors are superior to TNF inhibitors in treating
psoriasis, effects on arthritis are similar

psoriasis arthritis
100 100
80 80
2. I I iy 2
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SPIRIT H2H: RCT in active PsA
IL-17A inhibitor (Ixekizumab) vs. TNF inhibitor (Adalimumab)

Mease Ann Rheum Dis 2020; 79:123-131



IL-23 inhibitors are effective in treating peripheral arthritis in PsA
but not axial inflammation axSpA/AS

Psoriatic arthritis (week 12, 24) AS (week 24)
A B
—~ 100~ —~ 100 -
B & &
) @
100 4 [ Placebo* S g0- S g0~
[ Ustekinumab 45 mg* > >
30| [ Ustekinumab 90 mg* = b=
—_ T 60+ £ 60+ 55.2
NS = =
~ 60 = 2 44.8
+ e 2
GCJ *g 40 - o *g 40 -
5 - = 28.4 - 28.1 = 276 o o 25.4
o e
S )
Q. Q.
O O 34 417 26
0 . -0
N M O O H N ASAS40 ASAS20  BASDAIS0O  ASDAS-CRP
<& & (\2" & &
SN N =S N Placebo  [B] Ustekinumab45mg ] Ustekinumab 90 mg
Week 12 Week 24

RCTs of Ustekinumab (anti-IL-12/23) in active SpA and active AS
same dosing: 45 mg, 90 mg or placebo SC at week 0, 4, 16

Mclnnes Lancet 2013; 382:780-789, Deodhar Arthritis Rheumatol 2019; 71:258-270



Treatment of SpA

® non-pharmacological interventions:
- physical therapy (important role in axial SpA/AS)
- weight loss (improves treatment responses in PsA)
- smoking cessation (risk factor for radiographic progression in AS)

® management of risk factors for cardiovascular disease

® care for SpA patients on biologics and JAK inhibitors

- vaccinations
baseline pneumococcal and shingles vaccines, annual flu shot
no live vaccines

- awareness of specific drug side effect profiles
TNFi - mycobacterial infections, MS and lupus-like disease
IL-17Ai - candida infections
JAKi - shingles



Time from symptom onset to diagnosis of axial SpA/AS: 5-10 years
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Feldtkeller Rheumatol Int 2003; 23:61-6



Is the diagnostic delay getting shorter? No.

Bath/Norwich
UK

Cumulative % patients
— [ w F ey (¥ ()]
o o o o o o

0 10 20 30 40 50 60 70 80 90
Age (years)

Sykes Rheumatology (Oxford) 2015; 54:2283-4, Redeker Rheumatology (Oxford) 2019

PROCLAIR

Patient-Reported Outcomes with CLAIms data
for health services research in Rheumatology

Germany

axSpA diagnostic delay

mean istri[years]

medianisgp[year

S]
1996 - 2005 6.3 2.6
2006 - 2015 7.4 2.7




Good response

to NSAIDs

Limited
access to
rheumatology
care

Slow disease
progression

Diagnostic
delay

Lack of specific

Referral to physical
orthopedists, examination
chiropractors findings or

biomarkers

Inadequate
guidelines for
referral to
rheumatology

Low awareness
by primary care
providers

Magray Mayo Clin Proc 2020; 95: 2499-
2508



Pre-screening increases the likelihood of axial SpA/AS from ~5% to ~35%

Chronic low back pain (>3 months)
Age at onset <45 years

4 Y

HLA-B27 positive

IBP

* Morning stiffness >30 minutes
 Pain at night or early morning
* Improvement with exercise

Y
Sacroiliitis on imaging (only if
imaging is already available)
e Radiography or CT
e MR
e Scintigraphy

v l v

Refer to rheumatologist for further evaluation

Magray Mayo Clin Proc 2020; 95: 2499-
2508



MOC Reflective Statement

SpA = family of inflammatory rheumatic diseases with overlapping clinical
features,
AS and psoriatic arthritis are prototypic SpA diseases

axial SpA:
- includes AS + non-radiographic axial SpA
- similar symptoms and disease burden
- equally common in men and women
- long diagnostic delay (5-10 years)

SpA treatment differs from RA, established important therapies:
- NSAIDs
- TNF inhibitors
- [L-23/IL-17A pathway inhibitors
- JAK inhibitors

in young adults with chronic back pain - consider axial SpA
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