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The problem with back pain

* Back pain is one of the most common presenting conditions in
general practice

* The majority of patients have mechanical back pain
* A minority have different pathology including spondyloarthritis

* It is estimated that one in 20 patients with chronic back pain has
spondyloarthritis

* There is little guidance in most general back pain guidelines in how to
identify patients who may have spondyloarthritis



Concept of Spondyloarthritis (SpA)

Undifferentiated
SpA

“Juvenile SpA” Psoriatic
Ankylosing
Spondylitis

Arthritis

Acute
anterior
Uveitis

Reactive
Arthritis




Ankylosing spondylitis — 1984 e ofrciicrreri

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 criteria:
Sacroiliitis grade > 2 bilaterally, or grade 3-4 unilaterally



When do x-ray changes occur?

Axial Spondyloarthritis

Non-radiographic stage Radiographic stage

Modified New York Criteria 1984

Back pain E Back pain Back pain
Sacroiliitis on MRI  Radiographic SYhdesmophytes
1 sacroiliitis
|

Time (years)

Rudwaleit M et al. Arthritis Rheum 2005;52:1000-8 (with permission)



Age at Onset and Time of
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The problem with requiring x-ray changes before being
able to diaghose ankylosing spondylitis lead to a new
term:

Axial spondyloarthritis

Patients with axial spondyloarthritis who do not have x-
ray changes (they may have an abnormal MRI scan) are
described as:

Non-radiographic axial spondyloarthritis



How do we recognise these patients?



Bridging the gap...

, r 3 Diagnosis and management of axial
Management of spondyloarthritis in primary care
non-specific back pain
and lumbarradicular pain
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Screening for spondyloarthritis in GP

e Several studies have looked at screening tools
* No one feature is perfect
* A combination of clinical features is usually required

* Potentially useful tools:
* Inflammatory back pain symptoms
* Other clinical features of spondyloarthritis
e X-ray/MRI
* HLA-B27 testing



Inflammatory Back Pain

* Most patients with axial spondyloarthritis present with inflammatory
back pain features

* These are clinical symptoms of back pain:
* Chronic back pain with onset before age 40 years
* Pain at night or early morning (within improvement upon rising)
* Pain improves with exercise but not with rest
* Morning stiffness > 30 minutes
* |Insidious onset

* More positive features increases specificity



Inflammatory Back Pain (IBP)

e Estimated sensitivity 75% and specificity 76%

* Not all patients with axial spondyloarthritis have inflammatory back pain.
e Axial SpA patients may have typical mechanical back pain...

* 20-25% of all patients with back pain have inflammatory back pain
symptoms

* IBP increases the likelihood of SpA in patients with chronic back pain
from 5% baseline to 14% (1 in 7)

e Useful but not perfect...



Look for...

Clinical features of spondyloarthritis



Clinical Features of Spondyloarthritis

* Peripheral inflammatory arthritis \ \
 Dactylitis |
* Enthesitis (esp Achilles at heel ins%rtion)
e Good response to NSAIDs

=




Clinical Features of Spondyloarthritis

e Psoriasis
e Anterior uveitis

e Crohn’s disease/ulcerative
colitis

* Family history of

spondyloarthritis




Does Imaging have a role in
screening?



The role of imaging

* X-ray generally not recommended in non-specific low back
pain, low yield

e ?Role in screening for spondyloarthritis?

* More likely to be positive if symptoms have been present
several years

* If you do consider x-ray to screen for AS, an AP pelvis is the
only view needed.



HLA-B27 & CRP testing

* Blood tests also not recommended in general guidelines for back pain
e Useful in screening for SpA — check HLA-B27 and CRP

* HLA-B27 is positive in 85-95% of patients with ankylosing spondylitis,
compared to 5-7% of the general population

* Only 40% of patients with axial spondyloarthritis have an elevated
CRP — useful if elevated, but a negative test does not exclude SpA



Combining features...

The probability of axial SpA in a patient under age 45 with chronic back:

* 5% of patients aged under 45 years have axial spondyloarthritis
* 14% if patients have inflammatory back pain
 30% if HLA-B27 positive

* 60% if patients have inflammatory back pain and are HLA-B27
positive



Diagnostic Pyramid for Axial Spondyloarthritis

Chronic low back pain 5 0/O

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 Aﬂs



Possible Screening Approach for Axial SpA
Among Patients with Chronic Low Back Pain

- Chronic Back Pain (> 3 months)

- First symptoms < 45 years of age

Inflammatory back pain
* sensitivity: 75% specificity 76% Sacroiliitis on
* about 1 out of 5 patients has any imaging

axial SpA, if positive + only if available

“simpleito apply:-yes * not recommended

* costs: low for screening

Refer to Rheumatologist

Adapted from Sieper J et al. Ann Rheum Dis 2005;64:659-63

HLA-B27+

* sensitivity: 80-90%, specificity 90%

* about 1 out of 3 patients has axial

SpA, if positive

* simple to apply: yes

* costs: moderate (only once)

l



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



Perhaps modification of general guidelines?

Screen Screen for inflammatory back pain symptoms

Consider Other SpA manifestations, e.g. psoriasis, uveitis, inflammatory bowel disease

Check HLA-B27 and CRP




Diagnosis



Ankylosing spondylitis — 1984 e ofrciicrreri

e 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 criteria:
Sacroiliitis grade > 2 bilaterally, or grade 3-4 unilaterally



ASAS Classification Criteria for
Axial Spondyloarthritis (SpA)

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

Sacroiliitis on imaging* HLA-B27
plus OR plus
21 SpA feature* 22 other SpA features*
*SpA features *Sacroiliitis on imaging
* inflammatory back pain * active (acute) inflammation on MRI
*  arthritis highly suggestive of sacroiliitis

associated with SpA

* enthesitis (heel)
* definite radiographic sacroiliitis

: g\al(e:lt;lﬁtis according to mod NY criteria
*  psoriasis

*  Crohn's/colitis
* good response to NSAIDs
) fam”y hIStOFy for SpA n=649 patients with back pain;

* HLA-B27 Sensitivity: 82.9%, Specificity: 84.4%
* elevated CRP Imaging alone: Sensitivity: 66.2%, Specificity: 97.3%

ASAS

Rudwaleit M et al. Ann Rheum Dis 2009;68:777-783 (with permission)



Management



ASAS/EULAR Recommendations for the
Management of Ankylosing Spondylitis

. NSAIDs
Education,
exercise,
physical Axial Peripheral
therapy, disease disease
rehabilitation, ﬁ
patient Sulfasalazine r
associations, g
self help Local corticosteroids o
groups E
- TNFBlockers

Zochling J et al. Ann Rheum Dis 2006;65:442-52 (with permission) Aﬂs



Spondyloarthritis - Treatment

1. Education/lifestyle factors
 Quit smoking, patient associations
e Spine protection — avoid falls (10x risk fracture)

2. Physical therapy/exercises
 Mainstay of treatment
* I|npatient>physiotherapy>home exercises
* Help maintain function and relieve symptoms
* www.nass.co.uk - quick links - guidebook
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http://nass.co.uk/exercise/exercise-for-your-as
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Exercise for your AS

Exercise matters - Take charge - Take action Also in this section
&M Exerciseis the single most :
- . . Safety First
— lmportant thlng you can dO Exercising at NASS Branches
+ to help yourself. T
2% Hydrotherapy
ASis a condition for life and during its course it : Walking
may affect you differently at different times. Swimming
The fitter and more flexible you are, the better able you will be to deal with the stiffness and pain. Cycling
Exercising at home
It's not enough to rely on medication. You also have to exercise. Exercise classes
Back to Action online exercise videos
Beneﬁts Of exercise Back to Action Parts1and 2

Whipps Cross Hospital AS exercise
video

Increased flexibility - the more flexible you are the easier it is to do everyday tasks like putting on
your socks
Increased range of movement - the more mobility you have the easier it is to do things




Spondyloarthritis - Treatment

3. Medications — NSAIDs, IA steroid, anti-TNF
4. DMARDs for peripheral disease

5. Osteoporosis —odds ratio 7.7, increases with duration of
disease.
e ~17% of patients have a vertebral fracture 20-30 years
after diagnosis

6. Analgesia and surgery



NSAIDs

 70-80% of patients have a good clinical response to NSAIDs

* Some evidence suggests regular NSAIDs reduce radiographic
progression compared with on-demand NSAIDS

e Full dose often needed

e Potential toxicity

 Cardiovascular disease (“RR 1.5)

Gl events (2-4% per year NSAIDs, 0.6-1.85 COX-2)
NSAIDs + PPI similar to COX2

 Renal — hypertension, worsening CHF, oedema

e Abnormal LFTs



Sl joint injection
Injection of Corticosteroids into the Sacroiliac
Joint of SpA Patients with Sacroiliitis

Degree of inflammation in the
sacroiliac joint (MRI)
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Braun J et al. J Rheumatol 1996;23:659-64

Degree of back pain

before after
therapy

CT-guided injection



Anti-TNF therapy and Ankylosing Spondylitis

* Anti-TNF agents are very effective in patients who are refractory to
NSAIDs

* In NZ, adalimumab, etanercept and infliximab available

* Approx 50% have a 50% reduction in pain, function, stiffness
* Reduce inflammatory lesions on MRI

* Response is rapid — within 6 weeks for most

* Response is persistent, at least 8 years

* Anecdotally, life-changing for many patients...



ASAS 40 Response after 24 Weeks of Treatment of
AS Patients with TNFa Blocking Agents*

%
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*Different studies, no head to head comparison
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MRI of the Sacroiliac Joints
Before and After Etanercept Treatment (STIR)
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ASAS 40 Response after 12 (16) Weeks of Treatment
of Nr-axSpA Patients with TNFa Blocking Agents*

*Different studies, no head to head comparison
Response in patients with elevated CRP and/or active sacroiliitis on MRI at baseline is shown
60
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23
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Etanercept! Placebo Adalimumab? Placebo Golimumab® Placebo Certolizumab? Placebo
pegol

Adalimumab, Certolizumab, Etanercept: evaluation at week 12
Golimumab: evaluation at week 16
Certolizumab results with 200 mg q2 weeks are shown

1. Dougados M et al. Arthritis Rheumatol 2014,66:2091-102; Pfizer, data on file

2. Sieper J et al. Ann Rheum Dis 2013;72:815-22

3. Sieper J et al. Arthritis Rheumatol 2015 Aﬂs

4. Landewé et al. Ann Rheum Dis 2014;73:39-47



%

Longterm Clinical Efficacy of TNFa-Blocker in AS
Results over 8 years

100 -

- Infliximab

—m—-BASDAI50 %
——ASAS 40 %

ASAS 5/6 %

0 L A\ T

Week 0 6 12 24 36 48 54 108 114 120 124 132 144 150 156 204 224 312 364 416

N= 69 54 43 33
N = number of patients on therapy

Braun J et al. Lancet 2002;359:1187-93
Braun J et al. Ann Rheum Dis 2008;67:340-5
Baraliakos X et al. Rheumatology (Oxford) 2011;50:1690-9 AsAs



s early treatment better? Yes.

ASAS40 Response to Adalimumab by Symptom Duration
and Baseline CRP at Week 12 in Patients with
non-radiographic axial SpA

ABILITY-l Study: 40 mg Adalimumab s.c. EOW vs placebo over 12 weeks

60 1 . 55 Adalimumab © Placebo
| 48 , _ : . .
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n=33 n=34 n=55 n=56 n=29 n=37 n=62 n=57
Symptom duration Symptom duration Elevated CRP Normal CRP
<5 years =5 years
*logistic model used to assess freatment and subgroup interaction, with significant interaction defined as p<0.10
ASAS

Sieper J et al. Ann Rheum Dis 2013;72:815-22 (with permission)



Anti-TNF therapy and Ankylosing Spondylitis

* Anti-TNF agents treat many components of disease with
spondyloarthropathies, i.e. one drug to treat all/most manifestations

* Adalimumab and infliximab
* Improve peripheral and axial arthritis
* Improve psoriasis, enthesitis, dactylitis
* Used to treat inflammatory bowel disease
* Reduces the chance of anterior uveitis

* Etanercept
* Improves peripheral and axial arthritis
* Improves psoriasis, enthesitis and dactylitis
* May increase the risk of anterior uveitis



New agents on the horizon...

 Rheumatology has benefited from extensive research
* [L-17 inhibitors

e Secukinumab

* Improves signs and symptoms of AS in naive and anti-TNF refractory patients
* Approved in Europe and FDA approved



Summary

* 5% of patients with chronic back pain onset before age 45 years have
a spondyloarthritis

* Screen patients with chronic back pain for inflammatory back pain
symptoms, consider testing HLA-B27, CRP and AP pelvis x-ray

* In patients with chronic back pain, look for a history of anterior
uveitis, psoriasis, inflammatory bowel disease, family history of AS

* Effective treatments are available
* Treatment can be life changing...



Not to labour the topic...but

* Inflammatory back pain symptoms:

* Chronic back pain with onset before age 40 years
* Pain at night or early morning

* Pain improves with exercise but not with rest

* Morning stiffness > 30 minutes

* Insidious onset
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