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ABSTRACT

The most common cause of bilateral symmetrical polyarthritis in the small joints is rheumatoid arthritis. However, if seronegative arthritis 

is involved, it could be the case that other underlying causes need to be diagnosed. This is particularly important for those coming from or 

living in developing countries where infectious causes should always be considered. The case of a young Nepali woman is presented in this 

article. She was referred as a case of seronegative rheumatoid arthritis for DMARDs therapy but this was not the case due to her origin 

from Nepal and seronegativity for RF, Anti-ccp, and ANA as well as faint macular skin lesions over her face and upper extremities, which 

the patients are not aware of. Consequently, skin biopsy was carried out which subsequently confirmed that the infectious cause of her 

polyarthritis was leprosy.

LEARNING POINTS

• Bilateral symmetrical seronegative inflammatory arthritis of rheumatoid type is very common.

• However, when both RF and anti-ccp are negative, other possible secondary causes including infection should be considered, especially 

in patients from areas where disease is endemic.

• In this case lepromatous leprosy was the cause of the patient’s presumed rheumatoid arthritis and all her arthritis resolved after her 

leprosy had been treated. 
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INTRODUCTION

Leprosy (also known as Hansen's disease) is an infectious disease caused by Mycobacterium leprae that involves the skin and peripheral 

nerves. Leprosy is a significant global health concern in certain areas. Early diagnosis and a full course of treatment are critical for preventing 

lifelong neuropathy and disability. 

The prevalence of leprosy varies. The overwhelming majority of cases are found in developing countries. Of the 16 countries reporting more 

than 1000 new cases annually in 2009, the largest numbers of new cases were seen in India, Brazil, Indonesia, Bangladesh, and Nigeria. 

However, since international travel is increasing, patients with leprosy may present anywhere[1].

The disease probably spreads via the respiratory route. Nasal discharge from untreated patients with lepromatous (multibacillary) disease 

frequently contains large numbers of bacilli[2].
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We report this case to raise awareness among general practitioners and rheumatologists of infectious causes, including leprosy, when 

dealing with patients from developing countries presenting with presumed seronegative rheumatoid arthritis as the two different conditions 

require totally different treatment. 

CASE PRESENTATION

A 32-year-old Nepali lady with no significant past medical history presented with pain and swelling in multiple joints involving hands, wrists, 

feet, and knees with early morning stiffness of more than one hour for two weeks duration. She reported no constitutional symptoms, recent 

flu or diarrheal illness. Her roommate had noted some faint red skin rash over her face for the preceding 6 months which the patient herself 

was not aware of. The skin rash was not itchy. The patient worked in Qatar as a cleaner in a kindergarten. She came from Nepal nine months 

prior to her presentation. She was not aware of having had any contact with any sick child. She is married and her family is in Nepal. She does 

not have any extra-marital sexual relationships.

Examination

She was a healthy looking woman with a BMI of 32. She had erythematous macular lesions involving the face, anterior aspect of the neck, 

back of the chest, and both arms. The rash was non-blanching, non-scaly, and sensations were intact over the skin lesions (Fig. 1). There was 

no lymphadenopathy. Examination of her hands revealed puffiness over the dorsum of the hands with hyper-pigmented skin. The patient 

was unable to perform a complete fist. She had tender and swollen wrists, MCPs, PIPs, MTPs, ankles, and knees (Fig. 2) with moderate 

restriction of range of motion in the affected joints.

Investigations revealed: WBC 7.6 (neutrophil 72%), with low hemoglobin of 8.5 mg/dl, MCV 76.6, platelets 270. Inflammatory markers 

raised with ESR 66 mm/hr and CRP 208 mg/L. U&Es, LFTs, urine dipstick, and hands X-ray were all normal. Parvovirus B19 IgG positive, but 

the IgM was negative. ACPA, RF, and ANA were all negative.

Figure 1. The non-blanching, non-scaly rash faint erythematous

Figure 2. The swollen wrists, MCPs, PIPs, MTPs, with moderate restriction of range of motion in the 

affected joints

Progress 

The patient was initially treated with naproxen 500 mg BID as a case of possible viral-associated arthritis. In spite of this, she continued to be 

significantly symptomatic with joint pain and stiffness. Another possible differential diagnosis entertained was a possible early rheumathoid 

arthritis (RA). We refrained from starting DMARDs because of the short duration of her arthritis. Biopsy of the skin lesion was carried out 

which found leprosy with borderline subtype (Fig. 3).
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DISCUSSION

Leprosy is an infectious disease caused by Mycobacterium leprae and the classical manifestation of leprosy is neuro-cutaneous signs and 

symptoms. However, musculoskeletal manifestations are rarely reported. There are publications for arthritis in leprosy but we think it is still 

under-recognized for general health care practitioners especially when dealing with what looks like seronegative rheumatoid arthritis. This 

is very important especially when the patient is from a developing country. 

Infectious causes should always be considered in these patients and the type of infection will depend on the geographical origin of the 

patient and what endemic diseases are prevalent in that place of origin.

Epidemiological data concerning the prevalence of arthritis in leprosy varies depending on geographical area and on the Reporting Centre. 

Various studies have reported it to range from 1 to 78% [3-5]. In one of the largest studies from India, only 27 out of 2500 patients with leprosy 

had articular involvement amounting to just over 1%[6]. However, studies from other parts of the world have revealed a much higher rate of 

arthritis in leprosy. Cossermelli-Messina et al[7] from South America reported arthritis in 12 out of 44 patients with leprosy (27%), Gibson et 
al[8] from Pakistan reported arthritis in 12 out of 31 patients (39%), and Alcocer et al[9] observed a very high prevalence rate in his series of 

leprosy patients (78%).

Arthritis in leprosy can be classified into two groups: charcot joints arthritis and acute polyarthritis of lepra reaction. Charcot joint arthritis 

is the most common form of arthritis in leprosy, which is due to leprous neuropathy. It usually involves the weight-bearing joints of the 

lower limbs, i.e. the ankles and knees and causes debilitating deformities. The acute polyarthritis type is usually part of immunologic lepra 

reactions. It is an acute symmetrical inflammatory polyarthritis affecting the small joints of the hands and feet, resembling rheumatoid 

arthritis. In 1964 Lele et al[10] documented 13 cases of leprosy that had developed acute painful symmetrical polyarthritis involving the small 

joints of the hands. Then in 1969 Modi and Lele[11] presented data for 21 cases with lepra reaction associated with arthritis.

Immunologic lepra reactions are systemic inflammatory complications that occur either before treatment (some patients initially present 

for medical attention in the setting of a reaction), during treatment, or months to years after treatment. These reactions may affect 30-50% 

of all leprosy patients[12]. 

In reviewing the literature it was found that many cases of polyarthritis related to lepra immunologic reaction were thought to be seronegative 

rheumatoid arthritis or peripheral spondyloarthritis and treated using DMARDs, and in some cases even biology therapy.  

The patient in the case presented in this article was initially treated as a case of virally associated polyarthritis. It was thought to be a 

case of early rheumatoid arthritis but due to the persistence of the unusual skin rash and with the patient being from Nepal, no steroid 

or DMARDs were used before any possible infection had been excluded. The skin biopsy was part of our workup and clearly revealed the 

correct diagnosis. It was subsequently discovered that Nepal is a highly endemic area for leprosy. Following this, more cases of leprosy have 

been discovered and these were diagnosed correctly from the first visit, which we hope to report on in the future as a case series.  

Accordingly, our case was referred to the infectious disease Centre for treatment. She was put on the correct regimen for treating leprosy 

Figure 3. Skin shows several foci of superficial and deep epithelioid granulomata with focal 

extension into the subcutaneous fat. Some of the granulomas are engulfing nerves. No 

interface changes are seen.

There is no evidence of dysplasia or malignancy 

The special stains (Wade-Fite, ZN, and sliver) show a large number of Bacilli with a more 

diffuse histiocytic infiltrate consistent with leprosy. The more diffuse pattern and a large 

number of bacilli favor borderline leprosy subtype rather than tuberculoid subtype. 

Immunofluorescence studies using antibodies against IgG, IgA, IgM, C3, C1q, and fibrinogen 

are negative.
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which includes dopson 100 mg daily, rifampicin 300 mg monthly, clofazimine 100 mg monthly, and tapering dose of prednisolone. After 

3 months she had complete resolution of her polyarthritis and a significant reduction in the size and number of the skin lesions. The skin 

lesions need a much longer time (up to 2 years) before they disappear and are completely resolved. The treatment will continue for 2 years 

which is the usual treatment for leprosy.  

CONCLUSION

Infectious causes always need to be considered in patients from developing countries with what in particular looks like seronegative 

rheumatoid arthritis as treatment is totally different. The type of infection depends on what is endemic in the geographical area of origin 

of the patient so physicians including rheumatologists should be highly suspicious when diagnosing rheumatoid arthritis. Consequently, 

anything unusual such as the skin rash in the case presented in this article should be checked for.
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