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Visceral leishmaniasis 
in a psoriatic arthritis patient
treated with methotrexate
Leishmaniosi viscerale in un paziente affetto da artrite
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Visceral leishmaniasis represents a relative-
ly rare, potentially fatal clinical entity.
Here we describe a case of visceral leish-

maniasis infection in a 65-year old Greek male
with psoriatic arthritis treated with methotrex-
ate, who presented with high grade fever,
chills, splenomegaly, pancytopenia and poly-
clonal hypergammaglobulinaemia. 
A diagnosis of visceral leishmaniasis was fi-
nally established. Visceral leishmaniasis
should be included in the differential diagno-
sis for infections in patients receiving
methotrexate for rheumatic diseases, especial-
ly in endemic areas.

n INTRODUCTION

Visceral Leishmaniasis (VL) is a life threatening
disease, frequently encountered in immuno-
suppressed patients [1]. Immunosuppressive
treatment has been increasingly used for
rheumatic diseases; this, in combination with
reports of VL in rheumatic patients receiving
immunosuppressive treatment, has raised
many concerns [2, 3]. The purpose of this report
is to describe a case of VL infection in a patient
treated with methotrexate for psoriatic arthritis,

and to present a brief review on the current lit-
erature.

n CASE PRESENTATION

A 65-year old Greek male was admitted to the
department of Internal Medicine of the Saint
George General Hospital of Chania, Crete, pre-
senting a 3-week history of fever with chills,
without any localizing symptoms. 
He was diagnosed with psoriatic arthritis 5
years earlier and was treated with methotrexate
for approximately 2 years, at a dose of 15 mg
per week. His past medical history also includ-
ed type 2 diabetes and benign prostatic hyper-
plasia. He was residing in Chania, Crete, an en-
demic for leishmaniasis area of Greece, had no
history of recent travel abroad and reported
having pets and domestic animals (dogs, cats,
rabbits and chicken). His physical examination
revealed a palpable spleen and liver, without
peripheral lymphadenopathy. 
The hepatosplenomegaly was confirmed with
an abdominal ultrasound, which showed an en-
larged spleen of 19.3x9.1 cm and a slightly en-
larged liver, without any other abnormalities in
the rest of the abdomen (Figure 1). Initial labo-
ratory work up revealed pancytopenia (white
blood cell count 2,22x103/μl; red blood cell
count 3,38x106/μl, hematocrit 31%; platelet
count 110x103/μl), and elevated erythrocyte
sedimentation rate [57 mm/h (range: 0-20
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mm/h)], C reactive protein [6.1 mg/dl (range:
0-0.5 mg/dl)]) and serum ferritin levels [900
ng/ml (range: 16.4-294 ng/ml)].
The differential diagnosis included infectious,
neoplastic, and autoimmune causes of febrile
splenomegaly; therefore the patient was admit-
ted for further investigation and methotrexate
was interrupted. He underwent a series of ad-
ditional tests, such as Mantoux test, serology
for HIV, hepatitis B and C viruses, Epstein Barr
virus, cytomegalovirus and toxoplasma, blood
and urine cultures, echocardiogram, tumor
markers, immunological blood tests and thy-
roid function tests which were all negative. 
Laboratory tests for rare infectious diseases
compatible with the patient’s signs and symp-
toms (including leishmaniasis and other oppor-
tunistic infections) were sent to a tertiary care
centre (University General Hospital of Herak-
lion). His serum protein electrophoresis
showed polyclonal hypergammaglobulinemia.
Computed tomography scan of abdomen and
chest were also performed, that confirmed the
findings of the ultrasound, but showed no fur-
ther significant abnormalities.

Over the first week, patient’s fever persisted
with spikes up to 40.5°C, and his pancytopenia
was deteriorating. The differential diagnosis
was narrowed down to a few infectious causes
(including VL) and lymphoproliferative disor-
ders, which lead us to the decision to perform a
bone marrow aspiration/smear and biopsy.
The smear revealed several intacellular and ex-
tracellular Leishmania parasites (Figures 2 and
3) and the biopsy showed hemophagocytic syn-
drome, compatible with VL. The diagnosis of
VL was reconfirmed when we got the results
back from the University Hospital of Heraklion,
where our patient tested positive for Leishmania
infantum in serum IFA test and PCR. He re-
ceived treatment with liposomal amphotericin
B on days 1-5, 14 and 21, with a dose of 3
mg/kg/day. 
After the second day of treatment, the patient
started to improve clinically with significant
fever reduction, gradually leading to a full clin-
ical recovery and restoration of blood exams by
the end of the first week. The patient has been
on follow-up by our department for 5 months
now and no signs of relapse have been noticed.

Figure 1 - Abdominal ultrasound showing an enlarged spleen.
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Figure 2 - Bone marrow smear
showing extracellular Leishmania
parasites.

Figure 3 - Bone marrow smear showing intracellular Leishmania parasites aspiration

n DISCUSSION

Approximately 500,000 new VL cases and
more than 50,000 deaths are reported every
year worldwide [4]. 
According to the Hellenic Center for Disease
Control & Prevention (HCDCP), in Greece ap-

proximately 50 new cases of VL are reported
per annum. More specifically, in Crete (our pa-
tient’s place of residence) has been reported the
highest incidence. 
HCDCP estimates suggest that VL might be
underreported in Greece, and also that the par-
asite could be found in a larger proportion of
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the population, without causing the disease
(latent infection) [5].
Visceral leishmaniasis is mainly caused by
Leishmania donovani and L. infantum, with the
latter being associated geographically with the
Mediterranean and the Balkans [6]. L.infantum
transmission is considered zoonotic, with the
main reservoir being the domestic dog. 
Clinical disease due to L. infantum, which is the
species detected in our patient, tends to occur in
children less than 10 years of age and immuno-
suppressed adults [6, 7].
The number of latent infection cases in endem-
ic areas proves the ability of the host immune
system to control Leishmania [8]. The risk of VL
manifestation after Leishmania infection de-
pends on the species and the host nutritional
status and immune competence. 
Impaired immunocompetence is the reason
that VL has been associated with young age,
HIV infection, hematologic malignancies,
transplantation and immunosuppressive treat-
ment [4, 6, 7].
The reported cases of VL in patients receiving
immunosuppressive treatment for rheumatic
diseases, in combination with the increasing
use of these drugs, have raised many concerns.
The past decade, there have been 32 reported
cases of VL in patients receiving anti-TNF treat-
ment for rheumatic diseases [2]. 
To the best of our knowledge, only 7 reports
have been made for VL patients under treat-
ment with only methotrexate for rheumatic dis-
eases (8 including ours). 
Six of them refer to patients receiving
methotrexate for rheumatoid arthritis (RA) and
the other one does not clarify that [9-14]. The
fact that our patient did not suffer from RA is of
some importance. 
Some researchers suggest that RA itself sets the
patient in immune incompetence, therefore set-
ting him at increased risk for developing VL
[11, 12]. Immunosuppressive treatment was
stopped in the majority of the reported cases
once they were diagnosed and all responded
well to anti-leishmanial therapy [2, 9-14]. A
number of unanswered issues arise from these
reports, such as recommencing immunosup-
pressive treatment after VL or pretreatment
screening before initiating immunosuppres-
sion.
Given the difficulty of achieving definitive
treatment of leishmaniasis infection, there is, at
least theoretically, risk of relapse if immuno-
suppressive treatment, biological or not, is

recommenced after leishmaniasis infection [15-
16]. 
Among the reported cases, only a small number
of patients recommenced treatment, with 3 cas-
es of relapse being reported [2]. In fact, in one
reported case of a rheumatoid arthritis patient
receiving biological treatment (adalimumab, a
TNFα inhibitor) along with methotrexate,
methotrexate was recommenced after VL, per-
haps considered as a safer choice [3]. In our
case, methotrexate alone was the only risk fac-
tor for VL manifestation.
The ratio of asymptomatic leishmania infection
(latent) to VL clinical manifestation is substan-
tially high, especially in Europe, with estimates
in some countries up to 50:1 [4]. Many re-
searchers have discussed the need for pretreat-
ment screening in endemic areas before intro-
ducing immunosuppressive treatment, al-
though primary prophylaxis is not indicated by
current data [15]. 
Interestingly enough, our patient stated, during
his medical interview, owning a dog that was
euthanized because of canine leishmaniasis
about a decade before. 
This, combined with residing in an endemic re-
gion, makes the assumption that our patient
was a case of latent infection reactivation, a lot
more possible. 
Given the small number of cases, it is not safe to
come to any conclusions on the aforementioned
issues; there is need for large scale prospective
research to address them.
Another interesting fact is that our patient ful-
filled 5 out of 8 diagnostic criteria for Hemo-
phagocytic Syndrome (HS) (fever,
splenomegaly, pancytopenia, hemophagocyto-
sis in bone marrow, elevated serum ferritin),
enough to establish the diagnosis of HS, ac-
cording to HLH-2004 diagnostic protocol [17].
HS is a rare condition, especially in adults, and
the early recognition of VL as the underlying
condition is of great importance, because treat-
ment guidelines for HS include im-
munochemotherapy, which can result in dra-
matic deterioration in the case of VL [18]. VL-
associated HS responds well to anti-leishmanial
therapy, as it did in our case.

n CONCLUSIONS

The increasing use of immunosuppressive
treatment should be expected to increase the in-
cidence of VL in endemic countries. VL can oc-
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cur not only in patients receiving biological
treatment, but also in those treated with
methotrexate alone. Physicians must have a
higher index of suspicion for VL in patients re-
ceiving immunosuppressive treatment, that
present with febrile splenomegaly, especially in
endemic areas.
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RIASSUNTO
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atively rare, potentially fatal clinical entity. Here
we describe a case of visceral leishmaniasis infec-
tion in a 65-year old Greek male with psoriatic
arthritis treated with methotrexate, who presented
with high grade fever, chills, splenomegaly, pan-
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finally established. Visceral leishmaniasis should
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