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Introduction
The tumor necrosis factor alpha is a very important cytokine in 

the immune-mediated response against intra cellular pathogens such 
as leishmania. This parasite, transmitted by an insect, is responsible 
of cutaneous or visceral leishmaniasis, depending to leishmnia specie. 
In Tunisia, there are three clinico-epidemiological forms of cutaneous 
leishmaniasis: sporadic cutaneous leishmaniasis (SCL) in the north, 
chronic cutaneous leishmaniasis in the south-east, and zoonotic 
cutaneous leishmaniasis in the centre and the south-west. The SCL, 
caused by leishmania infantum, is characterized by a unique lesion 
in the face.

The use of anti TNF alpha has become common in chronic 
arthritis, particularly in juvenile idiopathic arthritis. However this 
therapy exposes to multiple risks especially infectious ones. We report 
a case of cutaneous leishmaniasis occurred in a patient, with juvenile 
idiopathic arthritis, and treated with adalimumab in Tunisia.

Case report
The patient is a 27-year-old man, and, since the age of 5 years, 

he suffers from a rheumatoid-factor-negative Polyarthritis. He was 
from the north-east of Tunisia, area known by sporadic cutaneous 
leishmaniasis. He had a cutaneous leishmaniasis in 2001 under orbital 
that has been treated locally by intralesional injection of pentavalent 
antimony (Glucantime) with a good evolution and without scarring.

Initially he was treated, for the juvenile arthritis, by methotrexate 
then Leflunomide without improvement. Therefore an anti-TNF α 
therapy was indicated in 2011. He received 40mg of adalimumab 
every 2 weeks. After 30 months of starting treatment with adalimumab, 

the patient presented a small red area, painless and non-pruriginous 
unique lesion under orbital, measuring 1cm of diameter. The correct 
diagnosis of cutaneous leishmaniasis was made by a biopsy, which 
revealed numerous Leishmania amastigotes within macrophages. No 
visceral localization was associated (blood cell count, renal, hepatic 
and cardiac functions, were normal’s). He had intra-lesional injections 
of Glucantime without stopping treatment with adalimumab. The 
outcome was favorable but long, and without leaving skin scar. This 
skin infection had no effect on the activity of inflammatory arthritis 
patient, who was in remission.

Discussion
Transmitted to humans by female phlebotomine sand 

flies, leishmania is an intracellular parasite which develops in the 
mononuclear phagocytic system.

Depending to the strain, L. infantum will cause cutaneous or 
visceral leishmaniasis. Tumor necrosis factor α (TNF-α) has an 
important role in host defense against infections, especially against 
intracellular organisms. Therefore, patients treated with anti TNF α 
have a high risk of severe infections; this risk increase also with the 
dose of treatment.1 Opportunistic infections appear greater in the first 
year of anti TNF treatment, especially in the first months. Concerning 
the type of anti TNF α, more infectious complications were reported in 
patients using Infliximub than those using adalimumab or etanercept.2,3

In 2009 a Greek study regrouped all the cases of leishmaniasis 
in patients with autoimmune rheumatic diseases and treated with 
anti TNF alpha. Fifteen case reported were retrieved and all of them 
occurred after the introduce of anti TNF therapy. Among them, only 
2 patients had cutaneous leishmaniasis.4 Visceral type has reported 
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Abstract

Introduction: The use of anti TNF alpha has become common in chronic arthritis, 
particularly in juvenile idiopathic arthritis. However this therapy exposes to multiple risks 
especially infectious ones. We report a case of cutaneous leishmaniasis occurred in a patient 
treated with adalimumab in Tunisia.

Case report: The patient is a 27-year-old man, and, since the age of 5 years, he suffers 
from a rheumatoid-factor-negative Polyarthritis. He was from the north-east of Tunisia, 
area known by sporadic cutaneous leishmaniasis. He had a cutaneous leishmaniasis in 2001 
under orbital that has been treated locally by intralesional injection of pentavalent antimony 
(Glucantime) with a good evolution and without scarring.

Initially he was treated, for the juvenile arthritis, by methotrexate then Leflunomide without 
improvement. Therefore an anti-TNF α therapy was indicated in 2011. After 30 months of 
starting treatment with adalimumab, the patient presented a small red area, painless and non-
pruriginous unique lesion under orbital, measuring 1cm of diameter. The correct diagnosis 
of cutaneous leishmaniasis was made by a biopsy, which revealed numerous Leishmania 
amastigotes within macrophages. He had intra-lesional injections of Glucantime without 
stopping treatment with adalimumab. The outcome was favorable but long, and without 
leaving skin scar.

Conclusion: The TFN α is an important cytokine in the immune response against 
intracellular bacteria development, which explains the high risk patients on anti-TNF α 
of developing leishmaniasis, especially in endemic areas. Leishmaniasis complicating anti 
TNF treatment is rare but not exceptional.
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in patients using entanercept.5 infliximab.6-8 and adalimumab.9 After 
2009, two other cases of cutaneous leishmaniasis were reported, one 
of theme treated by adalimumab.10,11

Cutaneous leishmaniasis can be asymptomatic or manifest slightly 
in immunocompromised patients, however it can be disfiguring. This 
cutaneous infection responds to Glucantime therapy but can leave an 
unsightly scar, or be complicated by visceral localization. Occurring 
in immunocompromised patients, leishmaniasis outcome can be 
longer and it also may disturb the inflammatory arthritis.

Therefore, we may need in the future to detect latent leishmaniasis 
before initiation of anti-TNF treatment. We need also to strict control 
patients with anti TNF antibody and prevent leishmaniasis acting in 
areas at risk.

Acknowledgments
None.

Conflicts of interest
None.

References
1. Bongartz T, Sutton AJ, Sweeting MJ et al. Anti‒TNF antibody therapy in 

rheumatoid arthritis and the risk of serious infections and malignancies: 
systematic review and meta‒analysis of rare harmful effects in 
randomized controlled trials. Jama295.2006 :(19):2275‒2285.

2. Garcia‒Vidal C, Rodríguez‒Fernández S, Teijón S et al. Risk factors 
for opportunistic infections in infliximab‒treated patients: the 
importance of screening in prevention. Eur J Clin Microbiol Infect Dis. 
2009:28(4):331‒337.

3. Martin‒Mola E, Balsa A Infectious complications of biologic agents. 
Rheum Dis Clin North Am 2009:35(1):183‒199.

4. Xynos ID, Tektonidou MG, Pikazis D et al. Leishmaniasis, 
autoimmune rheumatic disease, and anti‒tumor necrosis factor therapy, 
Europe. Emerg Infect Dis. 2009:15(6):959‒999.

5. Bagalas V, Kioumis I, Argyropoulou P et al. Visceral leishmaniasis 
infection in a patient with rheumatoid arthritis treated with entanercept. 
Clin Rheumatol. 2007:26(8):1344‒1345.

6. Kaur N, Mahl TC  Pneumocystis jiroveci (carinii) pneumonia 
after infliximab therapy: a review of 84 cases. Dig Dis 
Sci. 2007:52(6):1481‒1484.

7. Tektonidou MG, Skopouli FN Visceral leishmaniasis in a patient 
with psoriatic arthritis treated with infliximab: reactivation of a latent 
infection? Clin Rheumatol. 2008:27(4):541‒542.

8. Fabre S, Gibert C, Lechiche C  et al. Visceral leishmaniasis infection 
in a rheumatoid arthritis patient treated with infliximab. Clin Exp 
Rheumatol. 2005:23(6):891‒892.

9. Bassetti M, Pizzorni C, Gradoni L et al. Visceral leishmaniasis 
infection in a rheumatoid arthritis patient treated with 
adalimumab. Rheumatology. 2006:45(11):1446‒1448.

10. Hakimi S, Rivière S, Del Giudice P et al. Localized cutaneous 
leishmaniasis due to Leishmania infantum in a patient treated with 
infliximab. Dermatology. 2010:220(1):63‒65.

11. Gomes KWP, Benevides AN, Vieira FJF et al. Cutaneous leishmaniasis 
in a patient with ankylosing spondylitis using adalimumab. Revista 
brasileira de reumatologi. 2012:52(3):447‒452.

https://doi.org/10.15406/mojor.2016.05.00171
http://www.ncbi.nlm.nih.gov/pubmed/16705109
http://www.ncbi.nlm.nih.gov/pubmed/16705109
http://www.ncbi.nlm.nih.gov/pubmed/16705109
http://www.ncbi.nlm.nih.gov/pubmed/16705109
http://www.ncbi.nlm.nih.gov/pubmed/18797940
http://www.ncbi.nlm.nih.gov/pubmed/18797940
http://www.ncbi.nlm.nih.gov/pubmed/18797940
http://www.ncbi.nlm.nih.gov/pubmed/18797940
http://www.ncbi.nlm.nih.gov/pubmed/19481004
http://www.ncbi.nlm.nih.gov/pubmed/19481004
http://www.ncbi.nlm.nih.gov/pubmed/19523302/
http://www.ncbi.nlm.nih.gov/pubmed/19523302/
http://www.ncbi.nlm.nih.gov/pubmed/19523302/
http://www.ncbi.nlm.nih.gov/pubmed/16865310
http://www.ncbi.nlm.nih.gov/pubmed/16865310
http://www.ncbi.nlm.nih.gov/pubmed/16865310
http://www.ncbi.nlm.nih.gov/pubmed/17429728
http://www.ncbi.nlm.nih.gov/pubmed/17429728
http://www.ncbi.nlm.nih.gov/pubmed/17429728
http://www.ncbi.nlm.nih.gov/pubmed/17963018
http://www.ncbi.nlm.nih.gov/pubmed/17963018
http://www.ncbi.nlm.nih.gov/pubmed/17963018
http://www.ncbi.nlm.nih.gov/pubmed/16396712
http://www.ncbi.nlm.nih.gov/pubmed/16396712
http://www.ncbi.nlm.nih.gov/pubmed/16396712
http://www.ncbi.nlm.nih.gov/pubmed/16887847
http://www.ncbi.nlm.nih.gov/pubmed/16887847
http://www.ncbi.nlm.nih.gov/pubmed/16887847
http://www.ncbi.nlm.nih.gov/pubmed/19907139
http://www.ncbi.nlm.nih.gov/pubmed/19907139
http://www.ncbi.nlm.nih.gov/pubmed/19907139
http://www.ncbi.nlm.nih.gov/pubmed/22641598
http://www.ncbi.nlm.nih.gov/pubmed/22641598
http://www.ncbi.nlm.nih.gov/pubmed/22641598

	Title
	Abstract
	Introduction
	Case report 
	Discussion
	Acknowledgments
	Conflicts of interest 
	References

