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Background: Leishmaniasis is one of the neglected tropical diseases, yet it is associated
with high mortality and morbidity. It is caused by intracellular protozoan parasites of the
genus Leishmania. Based on the infecting parasite species and host factors, leishmaniasis
could be manifested as cutaneous (localized or diffuse), mucocutaneous or visceral clinical
forms. In Ethiopia, L. aethiopica is well known to cause all forms of cutaneous leishma-
niasis, the localized form being mostcommon.

Case Presentation: An adult patient from Yayu district, west Oromia region of Ethiopia
presents with multiple skin lesions on his face, hands and mutilation of nose through both
nostrils. Eight years before the present symptoms, he has developed spontaneously healed
cutaneous ulcer on his face leaving a permanent scar. Physical examination revealed multiple
nodular lesions on his hands, face and nose as well as swelling of the upper lip.
Parasitological examination of ulcer lesion revealed presence of amastigotes, and the patient
was diagnosed with mucocutaneous leishmaniasis. He was treated with sodium stibogluco-
nate (20 mg/kg/day IM for 30 days) and clinically cured. After two years, he presented with
clinical outcomes typical of diffuse cutaneous leishmaniasis. After confirmation by para-
sitological examination, he was put on sodium stibogluconate (20 mg/kg/day IM for 30 days)
and paromomycin (15 mg/kg/day IM for 30 days) combination therapy. As he showed no
progress, he was treated with prolonged sodium stibogluconate (20 mg/kg/day IM for 60
days) monotherapy. He was still nonresponsive and discharged uncured.

Conclusion: The present case is unusual in Ethiopia with relapse of mucocutaneous
leishmaniasis progressing to diffuse form. The later form was nonresponsive for both
mono and combination therapy, therefore, formulating new drugs or evaluating other anti-
Leishmania drugs is required.
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Background

Leishmaniases refers to clinical syndromes caused by obligate intracellular proto-
zoan parasites of the genus Leishmania.'"” The clinical outcome depends on the
virulent characteristics of the infecting parasites and the cell-mediated immune
responses of hosts. More often, specific Leishmania species are associated with
a typical clinical picture.’® Some species are primarily dermatotrophic to cause
cutaneous leishmaniasis (CL), while others are mainly viscerotropic to cause
visceral leishmaniasis (VL). Leishmania donovani complex causes VL.* L. major,

L. tropica and L. aethiopica cause CL in the old world while L. mexicana,
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L. amazoniensis, L. guyanensis, L. panamensis and
L. braziliensis are the main etiologic agents of CL in the
new world.” However, considerable overlap exists in that
the relationship between the clinical syndromes and infect-
ing species is not always as distinct as in the case of
L. aethiopica and L. infantum.®

Cutaneous leishmaniasis is manifested as localized
cutaneous leishmaniasis (LCL), diffuse cutaneous leishma-
niasis (DCL), and mucocutaneous leishmaniasis (MCL).
MCL develops due to extension of local skin disease into
the mucosal tissue while DCL covers a wide area of the
skin without involvement of the mucosa.” Oral and nasal
mucosa are frequently affected in MCL, with rare involve-
ment of the laryngeal and pharyngeal mucosa.® Both MCL
and DCL develop from primary LCL via direct extension,
bloodstream or lymphatics. There is also the possibility of
MCL development if the sand fly bites in the transition
between skin and mucosa.” Ethiopia is endemic for loca-
lized form of CL. However, countable numbers of cases
with MCL and DCL also exist in the country, all forms
primarily caused by L. aethiopica.>® Both MCL and DCL
are less-responsive to available anti-leishmanial drugs, and
often, relapse after discontinuation of treatment.’
However, it was unusual to see a change in clinical
forms from MCL to DCL during relapse. Hence, we pre-
sented a case report of a patient who developed DCL two
years after the primary MCL healed with treatment.

Ethics Approval and Consent to
Participate

No institutional approval was required to publish this case
report. Written informed consent was obtained from the
patient with reference number 1073/2020.

Case Presentation

A 38-year-old male patient visited the outpatient depart-
ment of Felege Hiwot Specialized Referral Hospital, Bahir
Dar City, Northwest Ethiopia. He presented with multiple
skin lesions on his face, hands and mutilation of nose as
shown in Figure 1. His upper lip was injured and swollen.
He reported that cutaneous ulcers started eight years
before on both his cheeks and subsided by itself leaving
di-pigmented scars. He originally lived in Senbo village of
Achilo Kebele, Yayu district, Illubabor zone, Oromia
region of Western Ethiopia. He has no history of alcohol
abuse, chronic diseases, HIV or immunomodulatory drug
use. He said that eight years before it started as a small

Figure | MCL. Affecting the nose, upper lips and face.

papule on his right check and progressed to an open ulcer.
Gradually, ulcers progressed to the left cheek and the
forehead. Active lesions lasted for about six months and
healed spontaneously leaving permanent scars.

During healing, the ulcers started to dry/crust at the center
and proceed to the periphery. The present manifestation started
at two sites (the edge of the nasal openings and right hand). As
shown in Figure 2, later on, the ulcer disseminated to cover
both hands and mutilate the nose through both nostrils.
However, there was no blockage of the nasal openings.
Physical examination revealed multiple nodular lesions on
his hands, face and nose as well as swelling of the upper lip.
Ulcers were crusted at the center and have raised contours at
the periphery. The lesions were infected. Multiple healed scars
were observed on his face mainly on both cheeks implying
previous infection. No systemic signs and symptoms like
fever, swelling of liver and/or spleen and lymphedema were
seen.

Leishmaniasis was suspected and he was sent to Amhara
Public Health Institute, Bahir Dar City for parasitological
investigation. Skin lesions were collected aseptically from
nose, face and hands, and processed for parasitological
examination. A smear was prepared directly from the

Figure 2 Disseminated CL. Affecting hands with characteristic multiple nodular
lesions which crust at the center.
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Figure 3 Amastigotes from Giemsa-stained smear prepared from skin lesion.

lesions and examined microscopically after staining with
Giemsa. Skin sample was also cultured in Novy—
MacNeal-Nicolle culture media; however, because the
ulcers were infected, the culture was contaminated and
reliable results were not obtained. As shown in Figure 3,
microscopic examination of the stained smear revealed pre-
sence of many macrophages filled with amastigote stages of
Leishmania graded as +6.'"° Based on nonreactive rK39
rapid diagnostic test result and absence of related signs
and symptoms VL was ruled out. Therefore, based on the
clinical manifestations and smear result, the patient was
diagnosed with MCL. He was referred to Addisalem hospi-
tal, the nearest hospital where leishmania treatment service
is available, to start the therapy.

He was admitted and treated with sodium stibogluconate
(SSG) (20 mg/kg/day IM for 30 days) and a broad spectrum
antibiotic. He was clinically cured and discharged. Two years
later, he presented with a quite different cutaneous manifes-
tation from the previous one. As shown in Figure 4, he
presented with multiple, nonpitting, closed papules on his
face, nose hands and legs. He reported that the present

manifestation started to appear in the last three months and
was preceded by intense itching.

Skin smear was examined using microscopically and cul-
ture techniques. Intramacrophage amastigotes were detected
from the smear with a parasite load grade of +6 and the culture
was also positive for promastigotes. Hence, he was diagnosed
with DCL. He was initially treated with cloxacillin (500 mg
qid for five days), SSG (20 mg/kg/day IM for 30 days) and
paromomycin (15 mg/kg/day IM for 30 days). Wound care
was also given twice a day for four days. He showed no
improvement after four weeks of treatment and was put on
prolonged treatment with SSG (20 mg/kg/day IM for 60 days).
Still there was no improvement and re-examination of skin
sample revealed presence of amastigotes. Since he was not
responsive to the available anti-leishmanial drugs, he was
requested to start amphotericin B treatment. However, he
was not willing to do so; instead he strongly asked to be
discharged. In respect of the patient’s decision, he was dis-
charged uncured.

Discussion and Conclusions

Cutaneous leishmaniasis has been known in Ethiopia since
1913."" Sand fly vectors transmitting CL are mainly found
in the altitude ranges of 1400-2700 mabove sea level, thus
distribution of CL to the Ethiopian
highlands.'*'® Therefore, about 30 million people are at
risk of infection, of which 20,000—40,000 are infected
every year.'* Yayu district, where the present case lives,

limiting the

is located at an average altitude of 1788 m above sea level,
making the area conducive for CL transmission.

L. aethiopica is responsible for about 99% of CL cases in
Ethiopia.'® It is a pleiotropic species and has different genetic
multiplicity, that diverse clinical forms could be manifested
based on the infecting strain.*'® However, in Ethiopia, LCL

Figure 4 DCL. Affecting the face (A) and leg (B and C).
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is the most frequent manifestation compared to MCL and
DCL.'"® LCL usually presents on the face (90%) and extre-
mities, and starts as a small red papule and widens to measure
up to 2 cm in diameter to form a nodule or plaque. Lesions
spontaneously heal within three to six months leaving
a permanent scar.'” In the present case study, we cannot be
sure about the etiology of spontaneously healed ulcer which
occurred eight years prior. However, based on the character-
istics of the ulcer and scars, there could be a strong suspicion
of CL.

Mucocutaneous leishmaniasis occurs when the sand
flies inoculate promastigotes on the mucosal border of
nose and mouth, or due to spread of parasites from nearby
cutaneous lesions via direct extension, bloodstream or
lymphatics.”'” In Ethiopia, MCL is usually caused by
L. aethiopica and the manifestation is limited to the
mouth and nose. MCL may destruct and disfigure the
nose and sometimes perforate the nostrils to result in
tapir nose. Unlike LCL, MCL do not spontaneously heal
and it needs treatment.'” SSG has been ineffective for the
treatment of patients with MCL in Ethiopia. Despite this
the present case was treated with SSG, possibly due to
unavailability of alternative drugs with better efficacy.

Despite the fact that all forms of CL are mainly caused
by the same species, it is uncommon to see a relapse of
MCL that manifests as DCL.'” This might be evidence for
increasing recent reports of DCL in the old world.'> DCL
could be with or without mucosal involvement and most of
the time do not respond to treatment.'®'? DCL is expected
among immunosuppressed patients. However, there are
reports of DCL among immunocompetent patients pro-
nouncing the potential of certain parasite strains to disse-
minate in healthy individuals.?® In the present report, we
were unable to evaluate the immune status of the patient
due to lack of laboratory logistics; but his medical record
showed that he has no history of chronic diseases like HIV,
tuberculosis, cancer and he did not take any immunosup-
pressive drugs. The national guideline for treatment of
DCL recommends combination therapy with paromomy-
cin and SSG in a synergistic dose of 10 mg/kg/day."
However, in the present case, no improvement was seen
after combination therapy for 30 days.

In the present case report, we were unable to rule out
leprosy through skin slit examination. Hematological and
immunological profile of the patient was not assessed, all
due to lack of laboratory facility. Most importantly, we did
not identify the species and strain of the parasite during
development of each form of clinical presentation. This

would have been important to differentiate between
relapse and re-infection.

In conclusion, we have presented an atypical case of
CL in Ethiopia with sequential clinical presentations of
MCL and DCL. The later presentation was nonresponsive
to both SSG monotherapy and SSG and paromomycin
combination therapy. This calls for urgency in formulating
and evaluating efficacious drugs for the treatment of dis-
seminated forms of CL. Health professionals should also
be aware of the presence of DCL and MCL in Ethiopia so
that they can contribute for early diagnosis and treatment
before the disease disfigures patients.
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gluconate; VL, visceral leishmaniasis.
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