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Abstract

| Background: Combination therapy with imiquimod as immunomodulator
and meglamine antimoniate has been reported to be suitable for treatment of
cutaneous leishmaniasis.Efficacy of the treatment on histological levels and
immune, cells responses during this regimen have not been established yet.

Objective: Comparative histological and immunohistochemical changes of
cutaneous leishmaniasis under therapy with meglamine antimoniate,
imiquimod and combination of both therapy. '

Material and methods: Double blind clinical — pathologic. trial of 15
patients with newly diagnosed old world cutaneous Leishmaniasis in Kerman,
Iran were included in this study .They randomly assigned for 3 different
treatment groups.4 patients treated by combination of imiqhimod 5% cream
topical and intralesional meglamine antimoniate with standard dose for 4
weeks .Monotherapy with Imiquimod was applied for 7 patient and 4 patients
were treated for meglamine antimoniate (IL). Histological confirmation was
performed before and during therapy. Semi-quantitative histological
parameters, numbers of mixed inﬂammatory cells (cells/l mm®) and
percentages of Langethans cells ( CD1a +) ,T-cells (CD3 +), B-cells (CD20+)
and macrophages (CD68+) by immunohistochemical method in dermis and
adjacent epidermis were estimated and calculated. For this purpose
morphologic and micrometric examination on H&E and IHC sections were
studied using micrometer.

Results: Imiquimod significantly . decreased mean of histiocytes
aggregation size (P=0.041). Meglamine antimoniate reduced parasite load and
infected epithelioid histiocytes in dermis (P=0.05). Glucantime therapy
decreased epidermal CD3+ lymphocytes but increased them in dermis and
histiocytic granuloma (P=0.07). During topical application of imiquimod a
depletion of CDla+ dendritic cells in epiderr;lis (P=0.021) and slight
predominance of dendritic cells in dermis were observed. Combined therapy

and imiquimod monotherapy decreased CD68+ macrophages in dermis
(P=0.01).
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Conclusion: Improvement and cure in cutaneous leishmaniasis depends on
decreasing of parasite load and infected macréphages. For this purpose
therapeutic ~ drugs should have parasitocidal effects along with
immunomodulation. Combination therapy helps the clinicians for this purpose.
Meglamine antimoniate which decreased parasite load and exhibits
considerable effects on up-regulation of T-cells demonstrates that pentavalents
compounds as parasitocidal and immunomodulator effect are the first lines of
treatment. Imiquimod an immunomodulator accoutuates host immune
response and reduces. granuloma size is an effective immunomodifier for
combination therapy. Monotherapy of imiquimod is fess effective than two
other regimens in reduction of parasite load, inflammation and congestion at

inoculated site.
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Specles and sand fly Human disease Geographic Important .Comments
vector and lesipn distribution hosts

L. major:
Phlebotomus papatasi,
P. duboscqi, P. salebi

L. tropica:
Phlebotomus sergenti,
L. papatasi, P,
chaudandi

L. aethiopica:
Phlebotormus longipest
P. pedifer

Cutaneous leishmaniasis

{Oriental sore; rural, zoonotic);
fesions may number >100; wet

lesion with crusting; necrotic
and exudative

Cutaneous leishmaniasis (Oriental

sore; urban, anthroponotic);

feslons usually ~2; lesions more
swollen, less necrotic; less exudate
than with L. rajor; leishmani-
asis recidivans also geen {chronic
lesions on face or other exposed

areas, persist for years)

North Africa, sub-Saharan
Africa, Centeal and West
Asia : :

Middle East, Mediterranean
tittoral, India, Pnlgistan,
Central Asia, fran, fraq

Great gerbil (Rhombontys
opimus), fat sand rat
(Psamnsomys obesus) .

Dogs and humans

Cutaneous leishmaniasis, diffuse Eti’liopia, Kenys, bordering  Rock hyraxes

cutaneous leishmaniasis; lesions

mare swollen, less necrotic;
barely exudative

countries

. {Heterobyrax brucei,

Pracavia spp.)

Primarily an infection of
desert rodents; gerbil infec-
tion rate may reach 30%;
village inhabitants near
gerbil burrows may have
infection prevalence rates
of 100%: major problem
for rural settlers in 1srael,
military personnel in the

- Sinal Desert, Israel, Iraq,

and Iean

Major epidemic of
anthroponotic Cl. has
occurred in war-ravaged
Kabul, Afghanistan,
with thousands of cases

- identified; responsible for

viscerotroplc syndrome in
2 small group of American
military personnel infected
“in the Persian Gulf War;
extensive scarring can lead
to disfigurement; ¢an last
for up to 40 years

Human disease usually

« self-healing, small number

develop nonhealing
disseminated CL
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