
 

 

 

 

 

REACTIVE ARTHRITIS 

 

Introduction 

 

Reactive arthritis is defined as a post-infectious arthritis that arises following an 

infection, where the pathogens cannot be cultured from the affected joints.  

 

It is generally regarded as a form of spondyloarthritis (or seronegative arthritis with a 

HLA-B27 association). 

 

The diagnosis of reactive arthritis is essentially a clinical diagnosis based upon the 

pattern of clinical findings. There is no one single definitive diagnostic test, nor are there 

validated diagnostic criteria. 

 

There are two major clinical features that characterize reactive arthritis: 

 

1. An interval ranging from several days to weeks between the antecedent infection 

 and arthritis 

 

2. A typically mono or oligoarticular pattern of the arthritis. 

 

● This often involves the lower extremities, and sometimes is associated 

 with dactylitis and enthesitis 

 

In up to 80% of patients, the arthropathy settles within 6 months. 2  

 

The remaining 20% have a more chronic arthropathy, but most of these will resolve 

within 1 year.  

 

Treatment is supportive. 

 

History 

 

Historically the clinical triad of post-infectious arthritis, urethritis, and conjunctivitis, was 

called Reiter syndrome, however it is now recognized that these patients really represent 

a subgroup of patients that come under the larger modern umbrella term of reactive 

arthritis. 

 

Reiter’s syndrome was originally described in 1916 by Hans Reiter (1881 - 1969). He 

described the classic triad of: 

 

● Arthritis 

 



● Non-gonococcal urethritis 

 

● Conjunctivitis 

 

Today this condition is considered to be one of a family of related and overlapping 

rheumatic diseases that are encompassed by the over-arching term reactive arthritis.  

This more general term was introduced in 1969 as “an arthritis which developed soon 

after or during an infection elsewhere in the body, but in which the microorganisms 

cannot be recovered from the joint”.  

 

The original definition did not specify the pathogens that were accepted as causes of 

reactive arthritis, and, in 1999, a panel of experts determined a specific list of 

gastrointestinal and urogenital pathogens that could be considered causative. 

 

An additional reason for the term Reiter’s syndrome falling from favour was that Hans 

Reiter during the Second World War, was a Nazi physician and war criminal who 

conducted or oversaw medical experiments on inmates at the Buchenwald concentration 

camp. This fact was not widely known, until well into the 1970s.  

 

Dr. Ephraim Engleman, (1911 - 2015) an eminent American rheumatologist who was 

one of the two co-authors of the first English language journal article that used the term 

“Reiter’s syndrome” had been unaware of Reiter’s Nazi connections, nor the nature of his 

work, at the time he proposed the eponym in 1942. 

 

In 2007, while still practicing medicine, Engleman went on record as calling for an 

official replacement of his eponymous term with the name “reactive arthritis”. 

 

Epidemiology 

 

Reactive arthritis is a relatively rare disease. Its exact incidence is difficult to determine 

principally due to diagnostic uncertainty especially in the setting of asymptomatic 

sexually transmitted infection.     

 

It is typically seen in young adults.  

 

It affects both men and women. 

 

Most cases of reactive arthritis appear sporadically, but outbreaks may follow single-

source infections 

 

Pathophysiology 

 

Causes: 

 

The principle organisms involved are:   

 

1. Genito-urinary organisms: 

 



 ● Chlamydia trachomatis (this maybe the most common cause). 

 

2. GIT organisms: 

 

● Yersinia enterocolitica 

 

● Salmonella typhimurium 

 

● Shigella flexneri 

 

● Campylobacter jejuni. 

 

● Escherichia coli 

 

● Clostridium difficile  

 

3. Respiratory organisms: 

 

 ● Chlamydia pneumoniae 

 

Reactive arthritis has also been reported in patients with HIV infection, however this is 

generally thought to be related to other co-infections to which patients have been 

exposed, rather than to the HIV itself 

 

Genetic predisposition: 

 

The human leukocyte antigen B27 (HLA-B27) is the most readily identifiable marker of 

predisposition to reactive arthritis. 

 

It is present in approximately: 

 

● 90 % of patients with urogenital infection  

 

● 50 - 80 %  of patients enteric infections,  

 

There is however wide variation among populations and strains.  

 

Clinical Features 

 

Only a minority of patients have the classic symptom triad of Reiter’s syndrome 

(arthritis, urethritis, and conjunctivitis). 

 

The severity of the triggering infection does not correlate with the intensity of synovitis 

which usually appears one or two weeks later. 

 

By convention, reactive arthritis of more than 6 months’ duration is regarded as being 

chronic instead of acute. 

 



Clinical features include: 

 

1- 4 weeks following an initiating enteric (diarrhea) or genitourinary (dysuria) infection, 

an aseptic arthritis develops. 

 

Note however that in many patients the preceding infection is clinically silent and 

detectable only by laboratory testing  

 

1. Arthritis: 

 

This is an acute onset aseptic arthritis: 

 

Typical features include:  

 

● Asymmetric arthritis  

 

● Oligoarthritis 

 

● Typically affects larger joints and lower limbs > upper limbs.  

 

2. Musculoskeletal features: 

 

Musculoskeletal features include: 

 

● Enthesitis: 

 

♥ The enthesis is the site of insertion of ligaments, tendons, joint 

 capsule, or fascia to bone. 

 

Enthesitis (or enthesopathy) is the term for inflammation around 

the enthesis. 

 

Swelling at the heels is among the most characteristic symptom of 

enthesitis.  

 

Common sites of heel involvement are at the insertions of the 

Achilles tendon and of the plantar fascia on the calcaneus.  

 

Pain, swelling, and local tenderness are suggestive clinical 

features. 

 

● Dactylitis: 

 

♥ Inflammatory synovitis of the whole digit can result in 

 characteristic “sausage” digits. 

 

The frequency of dactylitis in patients with Chlamydia induced 

reactive arthritis may be as high as 40 %. 



 

● Back pain: 

 

♥ Inflammatory low back pain is relatively frequent but it is rarely 

 the only presenting symptom. 

 

3. Extra-articular features: 

 

Extraarticular involvement in reactive arthritis may be present during the acute or 

chronic phase of illness. 

 

These features include: 

 

 ● Ocular: 

 

  ♥ Conjunctivitis most commonly 

 

Less frequently: 

 

♥ Anterior uveitis 

 

♥ Episcleritis 

 

♥ Keratitis.  

 

 ● Genitourinary tract symptoms: 

 

♥ Urethritis - dysuria/ pelvic pain/ / cervicitis/ prostatitis/ salpingo-

 oophoritis, or cystitis.  

 

  ♥ Circinate balanitis  

 

 Less commonly: 

 

 ● Oral: 

 

  ♥ Mouth ulcers may occur. 

 

 ● Dermatological: 

 

♥ Keratoderma blennorrhagica (hyperkeratotic skin lesions on soles 

 and palms which is similar to pustular psoriasis) / erythema 

 nodosum. 

 

 ● Cardiac manifestations: 

 

♥ These are uncommon, but may include: valve disease, 

 (particularly AI)/ pericarditis. 



 

Note that none of the mucocutaneous or other manifestations are specific for 

reactive arthritis 

 

Natural history: 

 

In up to 80% of patients, the arthropathy settles within 6 months. 2 

 

Up to 20% of patients may develop chronic reactive arthritis (i.e persisting beyond 6 

months from onset). Most of these will resolve within 1 year.  

 

Investigations 

 

Blood tests: 

 

1. FBE: 

 

 There may be an associated mild: 

 

 Anaemia  

 

 Leucocytosis. 

 

2. CRP: 

 

 ● Usually elevated but may be normal. 

 

3. ESR: 

 

 ● Usually elevated but may be normal. 

 

4. U&Es/ glucose 

 

5. LFTs 

 

Others as clinically indicated: 

 

6. HIV 

 

Serologic testing for rheumatoid arthritis: 

 

Rheumatoid factor and anticyclic citrullinated peptide antibody testing can be done for 

patients with polyarthritis to help exclude rheumatoid arthritis.  

 

At least one of these antibodies is present in over 70 - 80 % of patients with rheumatoid 

arthritis, but both are usually absent in patients with reactive arthritis. 

 

 



Testing for infection: 

 

There may also be evidence of antecedent or concomitant infection, on urine, or fecal 

cultures or on serology or on PCR testing.  

 

Serology including acute and convalescent titres for Salmonella, Shigella, Yersinia and 

Campylobacter can be done. 

 

Inability to identify the causative pathogen however does not exclude a diagnosis of 

reactive arthritis. 

 

Urine can be collected for Chlamydia trachomatis PCR testing.  

 

Joint aspiration for synovial fluid analysis: 

 

Viable organisms cannot be recovered from the synovium, however microbial antigens 

have been identified and it may be these that provide the stimulus for persisting synovitis.  

 

The findings in synovial fluid are nonspecific and are characteristic of inflammatory 

arthritis, with elevated leukocyte counts, predominantly neutrophils.  

 

White blood cell counts are typically between 2000 and 65,000 WBC per mm3 

 

Plain radiography: 

 

There are no specific findings on plain radiographs that establish a diagnosis of reactive 

arthritis.  

 

There may signs of joint swelling if inflammatory arthritis is present 

 

Management 

 

The treatment of reactive arthritis will predominantly depend on:  

 

● The extent and severity of joint involvement 

 

● The nature of any extra-articular involvement of the disease 

 

In general terms: 

 

1. NSAIDs: 

 

● Nonsteroidal anti-inflammatory drugs are very effective in treating mild to 

 moderate peripheral synovitis and spondylitis. 

 

2. Corticosteroids: 

 

● Oral corticosteroids: 



 

 Oral corticosteroid (prednisolone) may be required for more severe 

 articular and extra-articular disease, provided active infection has been 

 excluded. 

 

 ● Intra-articular corticosteroids: 

 

Intra-articular corticosteroids may be helpful for peripheral joint 

inflammation, and for injection of inflamed entheses (ligament/tendon 

insertions). 

 

 ● Topical corticosteroids: 

 

These may (on the advice of an Ophthalmologist) be used for ocular 

involvement.   

 

3. Antibiotics: 

 

● Antibiotics should be commenced if there is current active bacterial 

 infection.  

 

This is especially important for chlamydial urogenital infections. 

 

There is no evidence of benefit from long term antibiotic therapy in 

reactive arthritis, nor for empirical antibiotic therapy when active infection 

has not been identified. 

 

4. Chronic reactive arthritis: 2 

 

Up to 20% of patients may develop chronic reactive arthritis (i.e persisting 

beyond 6 months from onset). 

 

Disease-modifying anti-rheumatic drugs (DMARDs) may be used by a 

Rheumatologist in these cases. 

 

Options include: 

 

● Sulfasalazine 

 

● Methotrexate in conjunction with folic acid  

 

These are often used to treat peripheral synovitis, although good evidence is 

lacking.  

 

The biological DMARDs are contraindicated in reactive arthritis due to the risk 

of exacerbating an underlying infective cause. 

 

5. Mucocutaneous lesions: 



 

● Management of the acute mucocutaneous lesion usually involves 

 moderately potent topical corticosteroids for balanitis, and tar and topical 

 corticosteroid preparations for keratoderma.  

 

Skin lesions alone rarely justify systemic therapy; however, the severe 

extensive and chronic cutaneous reactions that are more commonly 

associated with coexistent HIV infection may warrant treatment, as for 

pustular psoriasis, with phototherapy, coal tar and acitretin. 

 

For severe skin lesions where HIV infection is not present, methotrexate, 

phototherapy or cyclosporin may also be considered. 

 

Disposition: 

 

Any patient suspected of having a Reactive Arthritis should be referred to the 

Rheumatology Unit. 

 

Patients with ocular involvement should be referred to the Ophthalmology Unit.  
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