
Spondyloarthropathies





Seronegative spondyloarthropathies

A family of rheumatologic disorders that include:

1-Ankylosing spondylitis (AS) 
2-Non-radiographic axial SpA (nr-axSpA) 
3-Peripheral SpA (undifferentiated spondyloarthopathies)3-Peripheral SpA (undifferentiated spondyloarthopathies)
4-SpA associated with psoriasis or psoriatic arthritis 
5-SpA associated with Crohn disease and ulcerative colitis
6-Reactive arthritis 
7-Juvenile-onset SpA



Common features among all SpA

••Strong genetic history and HStrong genetic history and HLA-B27 association

••EEnthesitis (both juxtaarticular and extraarticular)

••AAxial skeleton arthritis

–Spondylitis (inflammation of vertebral bodies) 
–Sacroiliitis (inflammation of sacroiliac joint)–Sacroiliitis (inflammation of sacroiliac joint)

••PPeripheral arthritis :Asymmetric

••EExtraarticular manifestations (skin and genital lesions, eye and 
bowel inflammation)

••SSeronegativity for Rheumatoid factor and ANA





Spondyloarthritis

• SPA are highly heritable disease.
• Polygenetic. 
• The most important gene is HLA B27, mostly 

in ASin AS
• <5% of B27 positive individuals develop AS
• HLA B27 is almost essential but other genes 

determine who will develop disease



Epidemiology of SpA

•Considerable variation of the worldwide prevalence of 
spondyloarthritis (SpA) depending upon the genetic 
background in the country and HLA B27 prevalence.

•For Ankylosing spondylitis: in Europe 0.12 - 1.0 %, in 
Asia 0.17 %, and 0.07 % in Africa. 

•Prevalence of axial SpA as a whole in the United 
States 1.0 to 1.4 %







Etiology
•AS has been closely associated with the expression of the HLA-
B27 gene

•The response to the therapeutic blockade of TNF alpha 
indicates that this cytokine plays a central role in AS

•Examination of inflamed SI joints in AS patients has 
demonstrated high levels of CD4+ and CD8+ T cells and 
macrophages. 

•The overlapping features with reactive arthritis and IBD 
suggests a possible role for intestinal bacteria in the 
pathogenesis of AS.



HLA B 27 in Spondyloarthritis

•HLA-B27 in the major histocompatibility complex (MHC) locus 
contributes to ~20.1% of AS heritability

•Prevalence of + HLA B27:
Ankylosing spondylitis: 95%Ankylosing spondylitis: 95%
Ethnically matched controls: 8%
Reactive arthritis: 70%
Enteropathic arthritis: 50%
Psoriatic arthritis: 35%



HLA B27 is an MHC 
class II molecule 
and participates in 
antigen 
presentation.

The onset of AS The onset of AS 
may result from 
aberrant peptide 
presentation , 
misfolded HLA-B27 
molecules , HLA-
B27 dimers or 
β2m accumulation 
and deposition





Entheseal stress hypothesis

Defines microdamage
or cell stress in the 
enthesis as a trigger enthesis as a trigger 
for inflammation



Enthesitis
The most common is swelling at the heels, at 
the insertion of the Achilles tendon or at the 
insertion of the plantar fascia ligament into 
the calcaneus 

Other sites of enthesitis : iliac crests, greater 
trochanters, epicondyles at the elbows, tibial 
plateaus, costochondral junctions at the 
sternum, humeral tuberosities, manubrial-
sternal joints, occiput, and spinous processes 







-Arises from enthesitis

-Includes spondylitis spondylitis and sacroiliitissacroiliitis

SpondylitisSpondylitis
CD8 T cells invade the junction of 

the annulus fibrosis and the 
vertebral body (an enthesis)

Axial skeleton arthritisAxial skeleton arthritis

vertebral body (an enthesis)

Annulus fibrosis is replaced by bone 
(syndesmophytosis)

Vertebral bodies assume a square 
shape, and ultimately a bamboo 
spine



SacroiliitisSacroiliitis

CD8 T cells invades the subchondral
area at the junction of the bones and 
the cartilage (an enthesis)

Cartilage on iliac side is replaced by 
bone, obliterating the joint space and 
hardening the joint



SPA: bone erosion and bone formation

• The major hallmark of AS is syndesmophyte formation 
that leads to fusion of the spine.

• Three-stages: 
 Acute inflammatory reaction at the fibro-cartilagenous Acute inflammatory reaction at the fibro-cartilagenous

enthesis, leading to
 erosions which are followed by 
 new bone formation or enthesopathy at the site

• Osteoporosis of the spine with risk of vertebral 
fractures.  



Features of SpA
Dactylitis (sausage digits)

The entire digit is swollen related to inflammation in  the flexor tendon, 
sheath, and marked adjacent soft tissue involvement. 

Joints do not show the discrete palpable fusiform swelling of synovitis, 

There may be  little pain or tenderness. 

Differential of Dactylitis in addition to SpA:
tuberculosis, syphilis, sarcoidosis, sickle cell
disease, and tophaceous gout.







Inflammatory eye disease

Conjunctivitis : non-purulent and transient
Anterior uveitis : Acute onset of unilateral redness, 
pain, and photophobia
 -Can be recurrent. -Can be recurrent.
 -50 % of patients with acute recurrent unilateral 
anterior uveitis have a form of SpA
 -10 % can become chronic and 
threaten permanent impairment of vision



Inflammation of the bowel 
mucosa and Psoriasis

Up to 7% of patients with Ankylosing spondylitis have 
inflammatory bowel disease. 

Musculoskeletal symptoms are the most common extra-
intestinal symptoms in patients with inflammatory bowel diseaseintestinal symptoms in patients with inflammatory bowel disease

Psoriasis is associated with all forms of SpA ( approximately 10 
% of patients with AS have psoriasis). 









Ankylosing spondylitis
• A chronic inflammatory disease that characterized by enthesitis and 

subsequent syndesmophytes in spinal joints and peripheral joints.
• More common in men 2:1
• Classic age 16-40

• Inflammatory back pain with alternating pain in the buttocks region due to 
sacroillitissacroillitis

• Fatigue ( impaired sleep)
• Oligoarthritis
• Acute unilateral anterior uveitis 
• Enthesitis



Ankylosing spondylitis
• Cardiovascular involvement with conduction defects and aortitis with 

dilatation of  the aortic valve ring and aortic regurgitation

• Pulmonary involvement: upper lung fibrosis
• Restrictive lung disease due to rigid chest wall. 



Case 1

• 24 y/o man with low back pain x 3 years. Had 
alternating buttock pain, worse in the morning 
with 25 min stiffness. Wakes up from sleep 
late at night because of pain. Pain got better late at night because of pain. Pain got better 
with ibuprofen and exercise at the gym.







Inflammatory back pain

• The highest predictive value for true 
inflammatory back pain: 

pain at night and pain at night and 
improvement with exercise. 



Case 1, cont.,
your next step

• 1- check HLA B27
• 2-Check ESR/CRP
• 3- Order imaging study• 3- Order imaging study
• 4- Obtain additional history



Case 1, cont.,
your next step

• 4- obtain additional history

 Evaluate for other symptoms: peripheral joint 
pain, heel pain, bloody stools. Diarrhea, rashes

Evaluate for other diagnoses : acute anterior 
uveitis, IBD, psoriasis

Assess Family history: 20 % of AS pts will have a 
first degree relative with AS. 



Case 1, cont.,

• The patient tells you his father has AS

• Next step?

















Case 1 cont.,
what to order  

• Labs: HLA B27, ESR, CRP
• Imaging: start with AP pelvis. 
• If negative pelvis x ray: MRI with STIR of the • If negative pelvis x ray: MRI with STIR of the 

pelvis for evaluation of sacroiliac joints
• MRI spine:+/-







Radiographic features
in Ankylosing spondylitis

Spine

• Early spondylitis is characterized by 
small erosions at the corners of 
vertebral bodies with reactive sclerosis vertebral bodies with reactive sclerosis 
(Romanus lesions and shiny corner sign)

• Diffuse syndesmophyitic ankylosis can 
give a "bamboo spine" appearance



Ankylosing spondylitis 



Bamboo spine



Shober’s test 















Psoriatic arthritis

• Psoriasis :
 Present prior to arthritis 70 % of the time. 
 Presents with the arthritis 10-15% of the time
 Presents after the arthritis 10-15% of the time

• 5 patterns of arthritis• 5 patterns of arthritis
1. Distal
2. Arthritis mutilans
3. Polyarticular
4. Oligoarticular and 
5. Axial Asymmetric sacroiliitis



Psoriatic arthritis



Arthritis mutilans



Psoriatic arthritis



CASPER criteria for PsA

Joint, Spine or entheseal inflammatory disease with 3>= 
of the following:



Reactive arthritis

• An arthritis that arises following an infection, although 
the pathogens cannot be cultured from the affected 
joints.

• Infections occur often in the gastrointestinal or 
urogenital tract. 

• Infections occur often in the gastrointestinal or 
urogenital tract. 

• The diagnosis is mainly clinical: acute oligoarticular
arthritis of larger joints developing within 2-4 weeks of 
the preceding infection.

• Annual incidence of ReA is 0.6-27/100,000



Reactive arthritis
 KeratodermaKeratoderma blenorrhagicablenorrhagica

• A papulosquamous skin rash 
• Comprises vesicles that become hyperkeratotic, forming crusts 

before disappearing
 Palms/soles
 Penis (causing circinate balanitis)

 Oral ulcers (usually shallow and painless)

 Inflammatory back pain (50% of patients)

 Enthesitis (40%)

 Dactylitis (40%)

 Anterior uveitis (20% of patients)



Reactive arthritis diagnostic criteria





Enteropathic arthritis

• IBD-related arthritis happens more frequently 
in crohn’s colitis than crohn’s ileitis.

• Type 1 arthritis: runs with the GI disease • Type 1 arthritis: runs with the GI disease 
activity, so treat underlying IBD to treat the 
arthritis

• Type 2 arthritis: spondylitis runs 
independently of the GI disease activity



IBD arthritisReAPsAAS

M=FM:F 1:1 GI, 8:1 
GU

M=FM:F 2-3:1Gender

any20-4030-5516-40Age at onset

7-70%30-70% 25-60%85-95%HLA B 27

AsymAsymVariesUncommonPeripheral Asym
oligo/poly

Asym
mono/oligo

VariesUncommon
(oligo)

Peripheral
pattern

symmetricasymmetricasymmetricsymmetricSacroillitis

EN, PG, PsKB, CBPs, nail changesPs 10-20%Skin

AAU AAU, 
conjunctivitis

UveitisAAU??Eye

MarginalNon -marginal,
bulky

Non -marginal,
bulky

MarginalSyndesmophytes



Treatment of SPA

• Axial Vs peripheral disease
• Physical therapy: improves function, flexibility 

and disease activity
• NSAIDs: first line therapy. Less progression.? • NSAIDs: first line therapy. Less progression.? 

DMARD?
• Glucocorticoids not recommended in AS.
• DMARDs: sulfasalazine, methotrexate: 

peripheral arthritis only not in axial disease. 



Treatment of spondyloarthropathies

NonsteroidalNonsteroidal antiinflammatoryantiinflammatory agentsagents
Naproxen sodium, indomethacin, meloxicam, diclofenac sodium ,,etc

Disease modifying antiDisease modifying anti--rheumatic drugsrheumatic drugs (DMARDs)
Sulfasalazine
Methotrexate

Tumor necrosis factor antagonists Tumor necrosis factor antagonists 
Infliximab
Etanercept
Infliximab
Etanercept
Adalimumab
Certolizumab pegol
Golimumab

IL-17 antagonist:
secukinumab

For axial arthritis, exercises to maintain posture and flexibility



Thank you Thank you 


