SPONDYLOARTHROPATHIES

The spondyloarthropathies involve inflammation and sclerosis of the sacro-iliac joints and the spine.  All of these conditions are seronegative (negative rheumatoid factor), familial, and associated with a number of mucocutaneous findings.  These diseases are associated with HLA-B27.  It is not clear what the exact role of this cell marker is in the genesis of these arthritides.  However, many of the bacteria which have been associated with the onset of these arthritides such as, Chlamydia, Salmonella, and Shigella, have cell markers which are similar to B27 and may provoke an auto-immune response through molecular mimicry.  There is also evidence to suggest that B27 has a defective folding mechanism and it may be ineffective in processing bacterial particles. This could lead to persistent intracellular infections of some of the implicated organisms.

ANKYLOSING SPONDYLITIS
Ankylosing spondylitis usually presents in young men with low back pain associated with morning stiffness.  It is quite insidious in onset and not provoked by physical activity.  Symmetrical sacroiliac involvement is common with eventual development of syndesmophytes involving the lumbar spine and marching up to the cervical spine.  The syndesmophytes are a calcification of the annular ligament surrounding the discs.  This results in a gradual reduction in the range of motion of the cervical and lumbar spines.  These patients are osteopenic and prone to cervical spinal fractures.  The peripheral joints are occasionally involved in ankylosing spondylitis, most commonly, the hips and knees.

Extra-articular features of ankylosing spondylitis include iritis in 25 percent and cardiac abnormalities, in particular, aortic insufficiency in 5 percent of patients after 20 years of disease.  The diagnosis of ankylosing spondylitis is based upon the clinical examination and x-ray evaluation.  Patients will have decreased range of motion of the lumbar spine.  The Schober’s test is performed by marking off a 10 cm segment of the skin over the lower lumbar spine.  Patients with forward flexion should have stretching of the skin over the lumbar spine.  The marks that were 10 cm apart at rest will usually be 14-15 cm apart with forward flexion.  In patients with ankylosing spondylitis the marks end up only 11-12 cm apart since patients are bending predominantly at the hips with a fixed lumbar spine.  X-ray examination will reveal early widening and irregularities of the sacroiliac joints, eventually followed by fusion of the sacroiliac joints and syndesmophytes of the lumbar spine.  

Treatment of ankylosing spondylitis consists of the use of potent NSAIDs. It is useful to have patients sleep flat on a firm mattress with a small pillow to avoid chronic flexion contractures of the spine.  Patients also should be instructed to conduct regular range of motion exercises. There is marginal evidence for benefit with sulfasalazine. TNF inhibitors have been shown to markedly reduce symptoms and increase mobility, with some evidence for decreased bony fusion over time. We generally offer TNF to any patients with significant sx after trying NSAIDs.

REACTIVE ARTHRITIS (Reiter’s Disease)
Reactive arthritis was first described approximately 100 years ago in soldiers with dysentery.  Thirty percent of patients will develop a flare of arthritis following dysentery (Salmonella, Shigella, Yersinia) and 30 percent following a Chlamydial GU infection.  Approximately 30 percent of patients will not have an identified prodromal infection.  The arthritis of reactive arthritis involves predominantly the knees, ankles, wrists, and fingers.  It is usually somewhat asymmetric.  It is more commonly seen in men than in women.  Approximately a quarter of patients will have involvement of the sacroiliac joints and development of syndesmophytes.  However, they are less symmetric and uniform than is seen in ankylosing spondylitis. Extra-articular features include conjunctivitis in 60 percent of cases, iritis in 10 percent, urethritis in 40 percent, and skin rashes in 20 percent.  The most typical skin rash is keratodermia blennorrhagica which is a scaly, psoriatic-like lesion involving the plantar surface.  Patients also can develop oral ulcers and balanitis.

The initial treatment is with potent NSAIDs.  Patients with persistent inflammation will benefit from sulfasalazine or methotrexate. TNFs may also be useful. This disease tends to wax and wane, so permanent treatment may not be needed. 
PSORIATIC ARTHRITIS
Approximately 7 percent of patients with psoriasis develop inflammatory arthritis.  The arthritis can mimic various other types of arthritis, so it is quite critical when evaluating patients with inflammatory arthritis to examine them carefully for psoriasis.  Seventy percent of cases are pauciarticular involving 2-3 joints; and, generally, these have a good outcome.  Fifteen percent of cases resemble rheumatoid arthritis and have a more persistent disease.  Five percent of cases involve only the DIPs, 5 percent of cases resemble ankylosing spondylitis, and 5 percent of patients have severe destruction of the hands in a condition known as arthritis mutilans.  

The diagnosis of psoriatic arthritis is suggested in patients with inflammatory arthritis with psoriasis.  Most patients will develop x-ray changes such as sacroiliitis, syndesmophytes, or erosive arthritis.  

Initial treatment of psoriatic arthritis is with NSAIDs with topical agents for the skin.  Initial DMARD treatment with methotrexate, leflunomide or sulfasalazine is indicated they have persistent joint and/or skin involvement. TNF drugs are effective, Humira helps skin more than the others. Try to avoid prednisone orally, a rapid taper from high doses can precipitate a severe skin flare.

Additional biologic agents – we don’t have much experience with them yet in early 2016:

Ustekinumab (Stelara 45 mg sq q 3 months) is an IL 12/23 inhibitor
Secukinumab (Cosentxy 150 -300 mg sq monthly) is an IL 17 inhibitor
Apremilast (Otezla 30 mg po BID -daily for CRI) is a cAMP inhibitor that downregulates cytokines.

INFLAMMATORY BOWEL DISEASE ASSOCIATED ARTHRITIS
Approximately 20 percent of patients with Crohn’s disease and 5 percent of cases of ulcerative colitis will develop inflammatory arthritis.  The most common arthritis is a mild pauci-immune peripheral arthritis which flares along with active bowel disease.  Patients also can develop spinal involvement that is identical to AS.  This tends to be associated with HLA-B27 and severity does not correlate with bowel activity.  Rx is similar to reactive arthritis or AS.
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