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CaseBook #1: 
Timely Recognition of axSpA

CaseBook #1: 
Timely Recognition of axSpA

• Returns 6 months later with 
worsened ocular symptoms and 
increased pain

– Complains of early morning 
stiffness and waking up in the 
second half of the night due to 
pain, which improves after 
walking around apartment

– Pain improves with exercise

Case #1: Madison, a 21-Year-Old College Student 

• History of chest 
and back pain for 
6 months

• Complains of 
recurrent “eye 
problems”

– Irritation and 
redness

 Despite normal x-rays, which symptoms should alert the 
PCP to suspect axSpA?

What initial evaluation(s) should the PCP conduct to screen 
this patient?

When should the PCP refer this patient to a rheumatologist?

 Should the PCP refer this patient to an ophthalmologist on 
suspicion of axSpA-related anterior uveitis?

 If axSpA is diagnosed, what treatment will likely be 
prescribed, and will the PCP be required to manage and 
monitor it?

Case #1: Questions to Consider

• Inflammatory arthritis of the spine 
with a heterogeneous presentation

– Chronic back pain is the most 
common symptom

– Other musculoskeletal 
manifestations

 Synovitis, enthesitis, and 
dactylitis

– Common extra-articular 
manifestations/comorbidities

 Anterior uveitis, psoriasis, IBD

• An umbrella term encompassing 
patients with and without 
radiographic evidence of sacroiliitis

Defining Axial Spondyloarthritis1

1. van der Heijde et al. Ann Rheum Dis. 2017;76:978-991.

Spondyloarthritis

axSpA
Peripheral 

spondyloarthritis

Psoriatic arthritis
IBD-associated 
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Radiographic 
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(Reiter’s disease)

Undifferentiated 
spondyloarthritis
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• axSpA became the standard nomenclature in 2009 based on a 
multinational study by the ASAS1,2

• ASAS divided axSpA into 2 main subtypes

– AS (r-axSpA)

– nr-axSpA

• ASAS classification is also validated for patients with peripheral 
(rather than axial) SpA3

– Patients whose symptoms are not predominantly back pain but PsA, 
reactive arthritis, and arthritis-associated IBD

Nomenclature

1. Rudwaleit M et al. Ann Rheum Dis. 2009;68:770-776. 2. Rudwaleit M et al. Ann Rheum Dis. 2009;68:777-783. 3. Rudwaleit M et al. Ann Rheum Dis. 
2011;70:25-31.

Defining AS and nr-axSpA1,2

1. van der Heijde et al. Ann Rheum Dis. 2017;76:978-991. 2. Sieper J et al. Arthritis Rheum. 2013;65:534-551.

AS (r-axSpA) nr-axSpA

• Clear evidence of sacroiliitis 
on plain radiographs (x-rays)

• Spinal involvement is more 
extensive

• Structural abnormalities of 
vertebrae often present

• No radiographic evidence of 
sacroiliitis

• Inflammation of sacroiliac joints 
may be detected by MRI

• Severity of symptoms usually 
less than with AS

• Considering these as two distinct disease entities is NO LONGER 
controversial; emerging thinking is that axSpA is a single disease continuum 
with radiographic severity increasing over time

• Sacroiliitis is now considered a late or alternative finding in disease course; 
inflammation precedes structural spinal damage

• Of nr-axSpA patients, 5% to 10% develop radiographic evidence of AS within 
2 years; 20% after 5 years

Cohort Studies: Key Differences Between AS 
and nr-axSpA1-6

a Similar TNFi response if CRP elevation or MRI positive. TNFi response in normal CRP; MRI-negative nr-axSpA similar to placebo.
1. Baraliakos X et al. RMD Open. 2015;1:e000053. 2. Kiltz U et al. Arthritis Care Res (Hoboken). 2012;64:1415-1422. 3. Rudwaleit M et al. Arthritis Rheum. 
2009;60(3):717-727. 4. Wallman JK et al. Arthritis Res Ther. 2015;17:378. 5. Callhoff J et al. Ann Rheum Dis. 2015;74:1241-1248. 6. Sieper J et al. Ann Rheum Dis. 
2013;72:815-822. 

Variable AS vs nr-axSpA

Age at onset Similar

Sex

AS: males more frequently 
afflicted (up to 3:1 vs females)
nr-axSpA: similar rates; may be 
slightly more likely in females

HLA-B27 positive Similar

CRP Higher for patients with AS

Pain scores Similar

BASDAI Similar

BASFI Higher for patients with AS

BASMI Higher for patients with AS

TNFi response Similara

Data from range of sources (N = 23 to 210)

• Variable methodology and disease definitions used

• Both mixed axial and peripheral disease at baseline

• ASAS criteria for axSpA were not used

Longitudinal Cohort Studies: 
Progression From nr-axSpA to AS1-7

1. Sampaio-Barros P et al. J Rheumatol. 2010;37:1195-1199. 2. Poddubnyy D et al. Ann Rheum Dis. 2011;70:1369-1374. 3. Schattenkirchner M et al. 
Clin Rheumatol. 1987;6:83-86. 4. Sany J et al. Arthritis Rheum. 1980;23:258-259. 5. Mau W et al. J Rheumatol. 1988;15:1109-1114. 6. Oostveen J et al. J Rheumatol. 
1999;26:1953-1958. 7. Bennett AN et al. Arthritis Rheum. 2008;58:3413-3418. 

0 to 2 y from diagnosis 
of nr-axSpA: 8% to 12% 

progression to AS

2 to 9 y from diagnosis 
of nr-axSpA: 16% to 52% 

progression to AS

Risk Factors Associated With Progression to AS1-6

1. Huerta-Sil G et al. Ann Rheum Dis. 2006;65:642-646. 2. Poddubnyy D et al. Ann Rheum Dis. 2011;70:1369-1374. 3. Bennett A et al. Arthritis Rheum. 
2008;58:3413-3418. 4. Sampaio-Barros P et al. J Rheumatol. 2010;37:1195-1199. 5. Machado P et al. Arthritis Rheum. 2011;63:1650. 6. Poddubnyy D et al. 
Arthritis Rheum. 2012;64:1388-1398.

Consistent Risk Factors Inconsistent Risk Factors

 Baseline MRI 
inflammation

 Elevated CRP

 HLA-B27 positivity 
inconsistent between 
studies 

 Male sex predictive for 
nr-axSpA but protective for 
AS 

 Buttock pain
 Smoking

Axial spondyloarthritis is not just the ‘early stage of 
AS’: It is the entire spectrum of disease, which 

includes AS plus those with axial inflammation who 
may or may not develop the structural damage that 

defines AS at a later stage…
The condition of patients who fulfill the modified New 
York criteria is called ankylosing spondylitis and that 

of patients not fulfilling the x-ray criteria is called 
nonradiographic axial spondyloarthritis.1

Atul Deodhar, MD
Professor of Medicine

Division of Arthritis and Rheumatic Diseases 
School of Medicine

Oregon Health and Science University
Portland, Oregon

1. Deodhar A. https://www.the-rheumatologist.org/article/rheumatologists-make-progress-defining-spectrum-of-axial-spondyloarthritis/3/. Accessed June 21, 2019.
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Risk Factors for Developing AS1,2

1. Chin B et al. Mol Med Rep. 2017;15:1943-1951. 2. Taurog JD et al. N Engl J Med. 2016;374:2563-2574. 3. NIH Genetics Home Reference website. 
https://ghr.nlm.nih.gov/condition/ankylosing-spondylitis#inheritance. Accessed May 13, 2019. 4. Lee W et al. Ann Rheum Dis. 2007;66:633-638. 
5. Dean LE et al. Rheumatology (Oxford). 2014;53:650-657. 6. Colbert RA et al. Nat Rev Rheumatol. 2010;6:477-485. 

Genes and Family History

• HLA-B27 is found in ~90% of people with AS1

• People who carry HLA-B27 have a 2% to 10% chance 
of getting AS2

• Someone who inherits HLA-B27 and has a parent with 
AS has a 20% chance3

Sex and Age

• Men are 2 to 3 times more likely to be diagnosed 
with AS4

• More than 90% are diagnosed before age 455; 
~15% before 156

SpA Is Not Just AS

SpA

Reactive arthritis

Juvenile SpA

Undifferentiated 
SpA

IBD-associated 
arthritis

PsA

A meta-analysis of >2,000 population-based studies from 
multiple countries showed that reports of incidence and 
prevalence are widely variable and inconsistent1

• Different methodologies were applied

– Diagnostic prevalence vs population prevalence

• Definitions of the disease were incongruent

• Multiple classification criteria were used

• Crude rates vs adjusted rates yielded divergent numbers

Epidemiology: Searching for Accurate Statistics

1. Bohn R et al. Clin Exp Rheumatol. 2018;36:263-274. 

Lack of standardization and uniformity 
results in misclassification and underdiagnosis

• Study cohort included 5,103 US adults aged 20 to 69 years
• AS was found in ~5% to 6% of people who were 

HLA-B27 positive
• axSpA affected ~1.0% to 1.4%; AS affected ~0.52% to 0.55%
• Chronic low back pain was experienced by 19.4%

Most frequently cited statistics for 
prevalence are population data from 
NHANES (2009-2010)1

• NHANES I study from 1971 to 1975 of 6,913 adults 
aged 25 to 74 years showed ~0.2% to 0.5% had AS2

Incidence may be increasing

Epidemiology: NHANES

1. Reveille JD, Weisman MH. Am J Med Sci. 2013;345:431-436. 2. Reveille JD. Am J Med Sci. 2011;341:284-286.

Epidemiology: Demographics

1. Rusman T et al. Curr Rheumatol Rep. 2018;20:35. 2. Brown MA et al. Ann Rheum Dis. 2000;59:883-886. 3. Reveille JD et al. Am J Med Sci. 2013;345:431-436.

Symptoms 
typically start 
before age 45

Men often 
have a worse 
prognosis, 
resulting in 
higher rates 
of AS1

• Rates of 
nr-axSpA are 
similar between 
men and 
women

Risk is 
increased 
for those with 
affected 
relatives2

• 63% for 
identical twins, 
8.2% for first-
degree 
relatives, 1% 
for second-
degree, 0.7% 
for third-degree

Prevalence is 
equal between 
Hispanics and 
non-Hispanic 
whites at 1.5% 
each; 0.9% for 

blacks, per 
NHANES3

Prevalence of Chronic Low Back Pain

1. Murray CJL et al. JAMA. 2013;310:591-608. 2. Shmagel A et al. Arthritis Care Res (Hoboken). 2016;68:1688-1694. 3. Weisman MH et al. Ann Rheum Dis. 
2013;72:369-373.

Consistently 
counts as the 

largest cause of 
disability in the 
United States1

Defined as pain 
occurring 

almost every 
day for >3 mo2

NHANES survey 
of 5,103 adults 
aged 20 to 69 y 
found 
increasing 
prevalence 
with age2

• 15.1% for ages 
20 to 29 years 
vs 27.4% for 
ages 50 to 59 
years

Inflammatory
back pain from 

the same survey 
showed overall 
prevalence of 

5.6% using 
ESSG criteria3
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Natural History and Disease Progression1

1. Reprinted from The American Journal of Medicine, Vol 60, Little H et al, “Upward subluxation of the axis in ankylosing spondylitis: A clinical pathologic report,” 
279-285, 1976, with permission from Elsevier.

Clinical Conceptualization of the Natural History of axSpA1

1. Deodhar A. https://www.the-rheumatologist.org/article/rheumatologists-make-progress-defining-spectrum-of-axial-spondyloarthritis/3/. Accessed May 13, 2019.

• Major musculoskeletal manifestations 
include pain and inflammation in

– Sacroiliac joints and spine

– Low back and neck; pain may improve 
with exercise but not with rest

– Shoulders

– Hips and buttocks

– Fingers and toes

• Disease can result in

– Impaired mobility

– Postural abnormalities

 Hyperkyphosis can appear 
within the first 10 y

– Extra-articular manifestations in 
organs outside the spine

Symptoms

Prevalence of ESMs 
of nr-axSpA1,2

Uveitisa: up to 12%

Psoriasis: up to 11%

IBD: up to 6%
Subclinical IBDb: up to 42%

Dactylitis: up to 7%

Peripheral arthritis: 
up to 41%

Enthesitis: up to 44%

a Prevalence includes all axial and peripheral SpA disease states. b Prevalence includes all axial and peripheral SpA disease states. Subclinical is defined as relating to 
or denoting a disease that is not severe enough to present definite or readily observable symptoms.
1. Rudwaleit M et al. Arthritis Rheum. 2009;60:717-727. 2. Kopylov U et al. J Rheumatol. 2018;45:498-505. 

LS1

Untreated or suboptimally treated axSpA can lead to

• Low bone mineral density, developing into 
osteopenia/osteoporosis1

– Often evident within the first 10 y

• Fractures of the vertebra2

– Particularly in lower cervical spine

• Neurologic symptoms3

– Spinal cord injury, atlantoaxial subluxation, and cauda equina
syndrome can cause loss of bowel and bladder control (rare)

• Renal disease4

Potential Complications

1. van der Weijden MA et al. Clin Rheumatol. 2012;31:1529-1535. 2. Westerveld LA et al. Eur Spin J. 2009;18:145-156. 3. Khedr EM et al. Rheumatol Int. 
2009;29:1031-1040. 4. Levy AR et al. Arthritis Care Res (Hoboken). 2014;66:440-445.

Inflammatory Back Pain: Five ASAS Criteria1,2

1. Sieper J et al. Ann Rheum Dis. 2009;(68 Suppl 2):ii1-ii44. 2. Weisman MH. Rheum Dis Clin North Am. 2012;38:501-512. 

Age at onset 
<40 y Insidious onset Improvement 

with exercise

No 
improvement 

with rest

Pain at night 
(which 

improves after 
getting up)

 Interval between onset of symptoms 
and diagnosis takes 4 to 9 years 
on average1

 Multiple nuanced presentations mean 
diagnosis is never straightforward

 axSpA is rarely diagnosed early

 Majority of affected people are 
not yet diagnosed

 Some studies indicate as many as 
25% of patients who present to 
primary care offices with chronic 
low back pain may have axSpA2

Diagnostic Challenges

1. Davis JC et al. Ann Rheum Dis. 2006;65:1518-1520. 2. van Hoeven L et al. Arthritis Care Res (Hoboken). 2014;66:446-453. 3. Chan KW et al. Arthritis Rheum. 
1994;37:814-820. 4. Redeker I et al. 2018 American College of Rheumatology/Association of Rheumatology Health Professionals Annual Meeting (2018 ACR/ARHP). 
Abstract 1658.

~9 mo

~7.4 y

RA

axSpA

Average Time 
to Diagnosis3,4



Slide 21

LS1 https://www.flaticon.com/free-icon/smiling-skeleton_12215#term=skeleton&page=1&position=65
Lauren Sweet, 5/13/2019
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Five Classification Criteria Systems1

a Defined as grade 2 or higher bilaterally or grade 3 or 4 unilaterally.
1. Adapted from: van Tubergen A, Weber U. Nat Rev Rheumatol. 2012;8:253. 

• Older classification criteria systems developed for epidemiologic studies and clinical trial research are not sensitive and 
specific enough for individual diagnosis

• Modified New York, Amor, and ESSG systems have largely been replaced by ASAS system

Criteria Year Inclusion or Entry Criteria

Modified New 
York Criteria

1984 Sacroiliitis on radiographa plus ≥1 clinical criterion

Amor Criteria 1990
None; fulfillment of criteria requires a score of ≥6 points, 
assigned on the basis of considered clinical features

ESSG Criteria 1991
Either IBP or synovitis (asymmetric or predominantly of the 
lower limbs), plus ≥1 other SpA feature

ASAS Axial SpA
Criteria

2009

At least 3 mo back pain before age 45 years and either 
sacroiliitis on imaging (radiographs or MRI) plus ≥1 other SpA
feature (imaging arm) or HLA-B27 positive plus ≥2 other SpA
features (clinical arm)

ASAS Peripheral 
SpA Criteria

2011

Arthritis, enthesitis, or dactylitis plus ≥1 of the following SpA
features: psoriasis, IBD, uveitis, preceding infection, HLA-B27, 
sacroiliitis; or ≥2 of the following SpA features: inflammatory 
back pain, arthritis, dactylitis, enthesitis, family history

• Diagnosis based on combination of physical exam, imaging, and lab 
findings1

• axSpA is a seronegative inflammatory disease; no lab test is specific 
enough for diagnosis
– However, presence of HLA-B27 in blood plus presence of symptoms 

can confirm diagnosis2

• HLA-B27 protein seen in ~90% of all patients who present with axSpA3

– However, HLA-B27 expression is present in ~8% of general 
population and most never develop axSpA4

• Elevated acute-phase reactants CRP and ESR are found in up to 70% 
of patients with AS and 30% of those with nr-axSpA5

– Many patients do not show CRP or ESR elevations
• Bone-specific ALP is associated with high disease activity and elevated 

in ~13% of patients with axSpA6

• Serum levels of IgA and IgG are also frequently elevated7

Diagnosis: Laboratory Tests

1. van Tubergen A, Weber U. Nat Rev Rheumatol. 2012;8:253-261. 2. van der Heijde D et al. Ann Rheum Dis. 2017;76:978-991. 3. Chin B et al. Mol Med Rep. 
2017;15:1943-1951. 4. Sieper J et al. Best Pract Res Clin Rheumatol. 2006;20:401-417. 5. Rudwaleit M et al. Arthritis Rheum. 2009;60:717-727. 6. Kang KY et al. 
Semin Arthritis Rheum. 2015;45:202-207. 7. de Winter JJ et al. Arthritis Res Ther. 2018;20:38.

Plain radiographic x-rays of the sacroiliac joints, pelvis, and hips 
can detect abnormalities1

• Abnormalities include erosions, joint stiffening/fusion, sclerosis, and 
changes in joint width

• Changes are usually symmetrical 

MRI can facilitate earlier diagnosis, particularly for patients with 
nr-axSpA2

• MRI can reveal inflammatory lesions and subtle structural changes

Patients can be diagnosed based on clinical findings even when 
imaging studies are normal3,4

Diagnosis: Imaging

1. Jang JH et al. Radiology. 2011;258:192-198. 2. Weber U et al. Curr Rheumatol Rep. 2016;18:58. 3. Dougados M, Baeten D. Lancet. 2011;377:2127-2137. 
4. Rudwaleit M et al. Arthritis Rheum. 2005;52:1000-1005.

X-Ray Grading1

1. Sieper J et al . Ann Rheum Dis. 2009;68(suppl 2):1–ii44.

Grade 0: 
normal

Grade 1: 
suspicious 

changes

Grade 2: 
minimal 

abnormality

Grade 3: 
unequivocal 
abnormality; 

moderate/ 
advanced 
sacroiliitis

Grade 4: 
severe 

abnormality; 
total 

ankylosis

MRI Images of Structural Abnormalities in Sacroiliac Joint

Arrows delineate fatty lesions; 
arrowheads indicate erosions

Arrows indicate 
bone marrow edema

Differential Diagnoses

AS and nr-axSpA are commonly misdiagnosed as

• Acute or chronic mechanical back pain or strain
• Fibromyalgia
• Diffuse idiopathic skeletal hyperostosis
• Vertebral compression facture
• Sacroiliac joint infection
• Osteitis condensans ilii
• Erosive osteochondrosis
• Familial Mediterranean fever
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Common Comorbidity of axSpA: Uveitis

1. Spondylitis Association of America. https://www.spondylitis.org/Possible-Complications/Iritis-Uveitis. Accessed May 14, 2019. 2. Yen JC et al. Int J Environ Res 
Public Health. 2017;14:E107. 

Uveitis is the most common extra-articular manifestation of axSpA, 
affecting ~40% of patients1

Fourth-leading cause of blindness in developed countries2

Symptoms are either bilateral or unilateral and include
• Redness, photophobia, blurred vision, discharge, pain
• Symptoms are often recurrent

May be the first presenting symptom of axSpA2

Diagnosis and treatment should be performed by ophthalmologists

Identifying the Patient With Uveitis

1. Lowth M. https://patient.info/health/eye-problems/uveitis. Accessed May 14, 2019. 2. https://www.emedicinehealth.com/image-gallery/uveitis_picture/images.htm. 
Accessed May 14, 2019.

Normal Eye Anatomy1

Eye With Uveitis2

Diagnostic Algorithm for axSpA1

1. Danve A, Deodhar A. Clin Rheumatol. 2019;38:625-634.

Low back pain for >3 mo, age of onset <45 y

Definite radiographic sacroliitis

Absent

axSpA

Present

≥4 spondyloarthritis features 2-3 spondyloarthritis features 0-1 spondyloarthritis features

Compelling clinical 
picture

HLA-B27 HLA-B27

axSpA HLA-B27

axSpA axSpA

Compelling clinical picture Consider other 
diagnoses

Consider other 
diagnoses

axSpA

MRI

Yes No

Positive Negative

Positive
Negative

Yes No

Positive Negative

Positive

Negative

Presence of other spondyloarthritis features: inflammatory back pain, 
heel pain (enthesitis), dactylitis, uveitis, positive family history for 

axSpA, IBD, alternating buttock pain, psoriasis, asymmetrical arthritis, 
positive response to NSAIDs, elevated ESR or C-reactive protein level

Probability of axSpA Diagnosis Based 
on Clinical Features and Imaging1

1. Rudwaleit M et al. Ann Rheum Dis. 2004;63:535-543.

Insidious onset, 
chronicity (>3 mo), 
association with 

morning stiffness, 
improvement with 
exercise but not 

rest, and 
alternating buttock 

pain

Among chronic back pain pts 
in GP/PCP office 

Presence of IBP

Presence of 1 or 2 additional SpA
features: enthesitis, dactylitis, uveitis, 

positive family history, Crohn’s disease, 
alternating buttock pain, psoriasis, 

asymmetrical arthritis, positive response 
to NSAIDs, acute-phase reactants 

(raised ESR/CRP)

HLA-B27+ (59% to 90%)

X-ray SIJ+ = AS
X-ray SIJ- and MRI SIJ+ = nr-axSpA

Imaging

5%

15%

30% to 70%

>90%

Probability 
of axSpA

• axSpA (nr-axSpA and AS) affects patients aged <45 years and is often 
undetected for many years

• Back pain ≥3 months may indicate axSpA along with the following 
other factors

– AS (late-disease stage): observable sacroiliitis on imaging

– nr-axSpA (early-stage disease): no radiographic evidence of disease 
but IBP

• Patients with nr-axSpA and AS have similar clinical signs and symptoms

– Disease severity as measured by pain levels, BASDAI, and patient 
and physician global assessments of disease activity is similar 

– BASFI and BASMI are higher in patients with AS than in patients 
with nr-axSpA

• Referral to rheumatologist is warranted in the nonspecialist setting for 
younger patients with chronic IBP and/or HLA-B27 positivity

Screening and Diagnosis Summary1,2

1. van Onna M et al. RMD Open. 2015;1:e000152. 2. Baraliakos X et al. RMD Open. 2015;1:e000053. 

CaseBook #2: 
Initial Treatment of axSpA

CaseBook #2: 
Initial Treatment of axSpA
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Treatment options

 Start him on an NSAID and 
recommend that he begin exercising

 Start a TNF inhibitor

 Start treatment with sulfasalazine

 Start prednisone 1 mg/kg/d for 
10 days, followed by tapering therapy 
over 1 month

Case #2: Colin, a 33-Year-Old 
Environmental Engineer

• Newly 
diagnosed with 
nr-axSpA

Primary Goals of Management for Patients With axSpA1

Optimize short- and long-term 
health-related quality of life 

through the following:

Relief of 
symptoms

To eliminate 
symptoms 

such as pain, 
stiffness, and 
fatigue or to 
reduce them 

to the minimal 
possible level

Maintenance 
of function 

To maintain 
the best 
possible 

functional 
capacity

Prevention of 
complications 

of spinal 
disease 

To prevent 
flexion 

contractures, 
especially 

dorsal 
kyphosis

Minimization of 
extraspinal and 
extra-articular 
manifestations 

and 
comorbidities 

To reduce 
the impact 
of axSpA-
associated 
disorders 
such as 

uveitis and 
aortic valve 
insufficiency

Maintenance 
of effective 

psychosocial 
functioning 

To preserve 
social 

participation, 
prevent 
job loss, 

and improve 
health status 
and function

1. van der Heidje D et al. Ann Rheum Dis. 2017;76:978. 

• In most patients with symptomatic axSpA, 
NSAIDs are recommended as initial therapy 
(eg, naproxen 500 mg twice daily, celecoxib 
200 mg up to twice daily, or ibuprofen 800 mg 
three times daily), although any non-aspirin 
NSAID may be effective 

– Regardless of NSAID used, maximum 
dose is often required

• Potential GI, renal, CV, and other risks of 
NSAIDs need to be considered when using 
these agents

• Each NSAID tried should be assessed for its 
efficacy in alleviating symptoms, such as pain 
and stiffness, at a full anti-inflammatory dose 
on a regular continuing basis for ≥2-4 weeks 
before switching to a second NSAID

Initial Therapy: Active AS and nr-axSpA1

1. Ward MM. 2018 American College of Rheumatology/Association of Rheumatology Health Professionals Annual Meeting (2018 ACR/ARHP). Paper 69333.

Active AS and nr-axSpA
(Axial Disease)

NSAIDs

• Continuous
• No preferred NSAID

Physical therapy

• Active over passive
• Land-based over 

aquatic

Against systemic GCs

Addressing Additional Disease Manifestations1

1. Ward MM. 2018 ACR/ARHP. Paper 69333.

Determine 
additional 
disease 

manifestations

Isolated Sacroiliitis
or Enthesitis

NSAIDs

Isolated Sacroiliitis
or Enthesitis

Despite NSAIDs

Local GC

Avoid Achilles, 
patellar, and 
quadriceps entheses
GC injections

Peripheral Arthritis 
Despite NSAIDs

SSZ
• SSZ over MTX
Local GC

Against LEF, APR, 
THL, and PAM

Active AS and nr-axSpA
(Axial Disease)

NSAIDs

• Continuous
• No preferred NSAID

Physical therapy

• Active over passive
• Land-based over aquatic

Against systemic GCs

• In most patients with symptomatic axSpA, 
NSAIDs are recommended as initial therapy

• Potential GI, renal, CV, and other risks of 
NSAIDs need to be considered

• Each NSAID tried should be assessed for 
efficacy at full anti-inflammatory dose for 2-4 
weeks

• For SpA peripheral arthritis, sulfasalazine 
therapy has potential benefit

• Local GC therapy may be beneficial in select 
circumstances although achilles, patellar, 
and quadriceps entheses should be avoided

Initial Therapy: Active AS and nr-axSpA1

1. Ward MM. 2018 American College of Rheumatology/Association of Rheumatology Health Professionals Annual Meeting (2018 ACR/ARHP). Paper 69333.

Active AS and nr-axSpA
(Axial Disease)

NSAIDs

• Continuous
• No preferred NSAID

Physical therapy

• Active over passive
• Land-based over 

aquatic

Against systemic GCs

CaseBook #3: 
axSpA—When First-Line 

Therapy Fails

CaseBook #3: 
axSpA—When First-Line 

Therapy Fails
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Treatment options

 Increase the dose of 
adalimumab

 Add an NSAID back to the 
treatment plan

 Switch to either a different TNFi
or to secukinumab

 Add a topical GC

Case #3: Candace, a 40-Year-Old Attorney

• Diagnosed with AS after initially 
presenting with chronic back 
pain

• Inadequate relief with physical 
therapy and 8 wk of maximum 
dose naproxen followed by 8 wk
maximum dose ibuprofen 
prompted a treatment switch to 
adalimumab

• After ~4 y of feeling well on 
adalimumab, Candace starts 
having more pain

• At her 3-y follow-up visit, her 
ASDAS has increased from 1.6 
to 3.3, and her BASDAI score 
has gone from 1.9 to 3.8

Active AS Despite NSAIDs1

1. Ward MM. 2018 American College of Rheumatology/Association of Rheumatology Health Professionals Annual Meeting (2018 ACR/ARHP). Paper 69333.

Active AS Despite NSAIDs

TNFi

• Over TOF, SEC

No preferred TNFi, except for AS + IBD/uveitis

Active AS on TNFi

Against cotreatment with low-dose MTX or 
SSZ

Active AS Despite TNFi (1° Nonresponder)

SEC (over TOF)

TOF

Against biosimilar of first TNFi
Against non–TNFi/non–IL-17i and adding 
SSZ, MTX

AS + Recurrent 
Uveitis or IBD

TNFi monoclonal 
antibodies over 
other biologics

AS With 
Unclear 
Activity 

While on 
Biologic

Spinal or 
pelvic MRI

Active AS Despite TNFi (2°
Nonresponder)

Alternate TNFi

Against biosimilar of first TNFi
Against non–TNFi/non–IL-17i and adding 
SSZ, MTX

Dosing of TNF Inhibitors

TNF 
Inhibitor

Dosing

Etanercept
50 mg weekly, administered as a subQ injection 

of 50 mg once a week or 25 mg twice a week

Infliximab
5 mg/kg by IV infusion at 0, 2, and 6 weeks followed by 

a maintenance dose of 5 mg/kg every 6 to 8 weeks

Adalimumab 40 mg by subQ injection every 2 weeks

Golimumab 50 mg by subQ injection every 4 weeks

Certolizumab 
pegol

400 mg by subQ injection at 0, 2, and 4 weeks followed by 
200 mg every other week or 400 mg every 4 weeks

TNF Inhibitors: Contraindications and Adverse Events

• Active infection
• Latent TB
• Demyelinating disease
• Heart failure
• Malignancy

Contraindications

• Injection-site reactions
• Infusion reactions
• Neutropenia
• Infections
• Demyelinating disease

Adverse Events

• Heart failure
• Cutaneous reactions
• Malignancy
• Induction of 

autoimmunity

• Anti–IL-17A monoclonal antibody approved by the FDA for the 
treatment of adults with active AS1; phase 3 trials underway in 
patients with nr-axSpA

• Administered with or without a loading dosage

• Recommended dosage

– With a loading dosage: 150 mg at wk 0, 1, 2, 3, and 4 and 
every 4 wk thereafter

– Without a loading dosage: 150 mg every 4 wk

Secukinumab: An Alternative to TNF Inhibitors 
in Patients With axSpA1

1. Cosentyx (secukinumab) Prescribing Information. https://www.pharma.us.novartis.com/sites/www.pharma.us.novartis.com/files/cosentyx.pdf. Accessed May 14, 
2019.

A Closer Look at Secukinumab in AS1-17

1. Cheung PP. Front Med (Lausanne). 2017;4:1. 2. Baeten D et al. N Engl J Med. 2015;373:2534-2548. 3. Deodhar A et al. Arthritis Rheumatol. 
2016;68:2901-2910. 4. Lubrano E, Perrotta FM. Ther Clin Risk Manag. 2016;12:1587-1592. 5. Braun J et al. Ann Rheum Dis. 2017;76:1070-1077. 6. Baraliakos X 
et al. Clin Exp Rheumatol. 2018;36:50-55. 7. Marzo-Ortega H et al. European League Against Rheumatism 2017 Congress (EULAR 2017). Abstract THU0369. 
8. Marzo-Ortega H et al. Arthritis Care Res (Hoboken). 2017;69:1020-1029. 9. Kvien T et al. EULAR 2017. Abstract THU0393. 10. Deodhar A et al. EULAR 2017. 
Abstract AB0685. 11. Braun J et al. Rheumatology (Oxford). 2019;58:859-868. 12. Deodhar A et al. ACR 2017. Abstract 1528. 13. Kivitz A et al. ACR 2017. 
Abstract 1539. 14. Maksymowych W et al. ACR 2017. Abstract 1546. 15. Deodhar A et al. ACR 2017. Abstract 1529. 16. Cosentyx (secukinumab) Prescribing 
Information. https://www.pharma.us.novartis.com/sites/www.pharma.us.novartis.com/files/cosentyx.pdf. Accessed May 14, 2019. 17. Pavelka K et al. Arthritis Res 
Ther. 2017;19:285. 

• Sustained efficacy and low radiographic progression through 4 years11

• Rapid and sustained efficacy in patients with normal and elevated 
baseline CRP levels12

• High retention rate13

• Higher ASAS20 and -40 responses than golimumab at week 24 
(non–PBO-adjusted analysis)14

• Consistent safety over long-term exposure (up to 3 years)15

• Most common AEs: nasopharyngitis, URTI, diarrhea16

• ASAS20, ASAS40, and ASAS 5/6 
response rates

• Improvement in BASDAI
• SF-36 Physical Component Score
• HRQOL and work productivity

• Disease activity
• ? radiographic 

progression
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Agents in Phase 3 Clinical Trials for axSpA

Class Agent Route Acronyma/Trial ID Pts, N

JAK inhibitor Tofacitinib PO NCT03502616 240

PDE4 
inhibitor

Apremilast PO POSTURE/NCT01583374 490

TNFα inhibitor Certolizumab SubQ
C-OPTIMISE/NCT02505542
C-AXSPAND/NCT02552212

736
317

IL-17A 
inhibitor

Ixekizumab SubQ
NCT03129100

COAST-V/NCT02696785
COAST-W/NCT02696798

750
320
300

IL-23 inhibitor Tildrakizumab SubQ NCT03552276 540

a If available.

CaseBook #4: 
Long-Term Care Considerations 

for Patients With axSpA

CaseBook #4: 
Long-Term Care Considerations 

for Patients With axSpA

 What should the PCP be concerned 
about/monitoring when managing 
James in the primary care setting?

 How should the PCP, rheumatologist, 
and gastroenterologist be 
collaborating in the management of 
James?

Case #4: James, a 34-Year-Old 
Professional Sports Gambler

• Living with 
nr-axSpA for 7 y

• Currently on 
TNFi therapy

• Also has IBD

The treatment of patients with axSpA should be individualized 
according to the patient's current condition and disease severity, 
as well as patient characteristics such as comorbidities and 
psychosocial factors

axSpA is associated with several comorbidities that contribute 
significantly to morbidity and mortality and add to the 
complexity of management

• These include hypertension, hyperlipidemia, diabetes mellitus, 
peptic ulcers, headaches, depression, uveitis, cancer, IBD, 
osteoporosis, psoriasis, and other cardiovascular, pulmonary, 
renal, and neurological complications

• Take any presenting comorbidities into account when creating 
treatment plans and refer patients to specialists in a timely manner

Considerations When Selecting Therapy for axSpA

axSpA Patient Education

Patients should be educated about all aspects of 
managing their disease and be encouraged to share in 
decision-making about their treatment

Disease monitoring of patients with axSpA in the clinic 
could include assessment of disease activity, 
patient-reported outcomes, clinical findings, laboratory 
tests, and imaging 

The types and frequency of monitoring should be decided 
on an individual basis depending on symptoms, severity, 
and treatment regimen

To define the level of disease activity, the BASDAI or the 
ASDAS may be used

• axSpA is associated with diverse extra-articular manifestations 
(eg, psoriasis, uveitis, IBD)

• This means that patients may require the care of more than one 
specialist, as well as the guiding rheumatologist

• Members of the multidisciplinary team may vary and will depend 
on a patient’s needs and the condition being treated; however, 
the patient should always be considered as a central member of 
that team

Working as a Multidisciplinary Team

1. Machado PM et al. Ann Rheum Dis. 2018;77:1539-1540. 2. Machado P et al. Ann Rheum Dis. 2011;70:47-53. 3. Lukas C et al. Ann Rheum Dis. 2009;68:18-24.
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Patient Considerations and Therapy Selection

Treatment of axSpA should be individualized based on current condition, 
severity, comorbidities, and psychosocial factors

Patients should be educated about disease management 
and encouraged to share in decision-making

axSpA comorbidities impact morbidity and possibly mortality 
(hypertension; hyperlipidemia; diabetes mellitus; peptic ulcer disease; headaches; 

depression; uveitis; cancer;  IBD; osteoporosis; psoriasis; and other CV, pulmonary, 
renal, and neurological complications)

Disease monitoring could include assessment of disease activity (BASDAI), 
patient-reported outcomes, clinical findings, laboratory tests, and imaging

Refer patients to specialists in a timely manner. Members of the multidisciplinary team 
will depend on a patient’s needs and the condition being treated; however, the patient 

should always be considered as a central member

Identify chronic 
lower back 

pain in people 
younger than 

45 years

Identify 
whether low 
back pain is 
inflammatory 

back pain

Refer patient 
to 

rheumatologist 
for a granular 

evaluation

Conclusions

• Start with plain/pelvic films looking for sacroiliitis

• Once diagnosed, start patient on full-dose NSAIDs

• Provide patient education and physical medicine; include 
consultation from other professionals if necessary

• Patients who do not respond to NSAIDs can be moved to biologics

Audience Q&A Visit us at: PeerView.com/axSpA

• Download slides and Practice Aids
• Watch the online version of this activity
• Join the conversation on Twitter @PeerView

Thank you and have a good day. 

Please remember to complete and submit 
your Post-Test and Evaluation for CME credit.

Missed anything? 


