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Epidemioloegia

n Ocurren dos millones anuales de nueves casos de
leishmaniasis en el mundo (1.5 millones de
leishmaniasis cutanea y 500.000 de |eishmaniasis
viscera ) aungue se estima que la cifrapueda
llegar hasta 12 millones, ya que delos 88
paises donde se presenta, /8 se encuentran en
vias de desarrollo y solo en 32 es obligatorio su
reporte. La poblacion en riesgo es de 350 millones
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n Trelnta especies de mosguitos flebotomos y
20 especies de leshmanias son capaces de
producir la enfermedad. L os mosguitos

vectores (Lutzomya en e nuevo mundo Yy
Phlebotomus en e Vigjo mundo) se han
tornado de selvaticos a intradomiciliarios.
L os reservorios selvaticos cada dia estan
mas cercade las casas




Epidemioloegia

n Actualmente ha sido relacionada con los
cambies ambientales, migracion,
deforestacion, urbanizacion, cambios en la
susceptibilidad del huesped ,malnutricion y
|a inmunosupresion
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Leishmaniasis por L. infantum es la tercera
enfermedad oportunista en individuos infectades con
VIH.

La transmision se puede dar por intercambio de

jeringas entre consumidores de drogas.

Aparicion de “nuevos” parasitos: mas virulentos y
resistentes a quimioterapia.

La presencia de perros asintomaticos ayuda a
mantener la transmision.




Espectro dela L eishmaniasis

n ESPECTRO CLINICO
n ESPECTRO HISTOPATOLOGICO
n ESPECTRO INMUNOL OGICO




Espectro dela L eishmaniasis

n PARASITOS
n CONDICIONES INMUNOLOGICAS
n CONDICIONES AMBIENTALES

n NUMERO DE LOCALIZACION DE
PICADURAS

n CONDICIONES NUTRICIONALES
n INFECCION BACTERIANA
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n Cistelne preoteinases
n Thermal snock proteins

n gp63 glycoprotein
n Proteophosglycan
n Amastine

n MAPK

n LPG
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LCL lesiones satdlites













L CL Simulando LEC




LCL. Simulando Psoriasis




LCL. Primo infeccion
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EXPERIMENTAL DERMATOLOGY
ISEN NI66705

Intermediate or chronic cutaneous
lesshmaniasis: leukocyte immunophenotypes
and cytokine characterisation of the lesion

Diaz NL. Zerpa O, Ponce LV, Convit 1. Rondon A, Tapia FI.
Intermediate or chronic cutaneous leishmaniasis: leukocyte
immunophenotypes and cytokine characterisation of the lesion.
Exp Dermatol 2002: 11: 34-41. © Munksgaard. 2002

Abstract: The American cutaneous forms of leishmaniasis include
immune-responder individuals with localised cutaneous leishmaniasis
(LCL) and non-responder individuals with diffuse cutaneous
leishmaniasis (DCL). Patients with intermediate or chronic cutaneous
leishmaniasis (ICL) have increased morbidity due to the length of their
illness. atypical forms and areas of compromise. In the present study, we
evaluated the expression of the leukocyte antigens (CD4, CD&, CLA:

N. L. Diaz, O.Zerpa, L.V.Ponce,
J. Convit, A.J. Rondon and

F. 1. Tapia

Instituto de Biomedizina, Universidad Cantral de

Venezuela, Apartado 4043, Caracas 10104
Venezuela.
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Reprinmted from
TrAnNsSACTIONS OF THE RovaL SocieTty oF TroricaL MEDICINE AND HYGIENE.
Vol. 66, No. 4. pp. 602-610, 1972,

DIFFUSE CUTANEOUS LEISHMANIASIS: A DISEASE DUE TO AN
IMMUNOLOGICAL DEFECT OF THE HOST

j. CONVIT, M. E. PINARDI anp A. J. RONDON

o

Diension de Dermatologia Sanitaria (M. S. A. 8.} and Depariment of Dermatclogy, Escuela
de Medicina Vargas, Universidad Central de Venezuela, Caracas
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ESpectro IVucoso

n SIMULTANEO O HASTA 45 ANOS
DESPUES

_ESION NASAL
_ESION NASO-FARINGEA
_ESION NASO-BUCO-LARINGEA




MUCO-CUTANEOUS LEISHMANIASIS

NASO-BUCCO-LARYNGEAL LESIONS
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Leishmaniasis. Espectro HP.
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Cortesia Felix J. Tapia

Respuestas TH1 y TH2
Equilibrio de citocinas




Clin. exp. Immunol. (1984) §7, 279-286

Mechanisms associated with immunoregulation
in human American cutaneous leishmaniasis

MARIANELLA CASTES. ANNALISA AGNELLI & A.J. RONDON Instituto Nacional
de Dermatologia, Escuela J.M. Vargas, Facultad de Medicina, Universidad Central de Venezuela
Caracas, Venezuela

[ Accepted for publication 15 February 1984 )




CLINICAL IMMUNOLOGY AND IMMUNOPATHOLOGY 27, 176— 186 (1983)

Characterization of the Cellular Immune Response in
American Cutaneous Leishmaniasis

M. CASTES," A. AGNELLI, O. VERDE,* AND A. J. RONDON

Instituto Nacional de Dermatologia, Escuela J. M. Vargas, Facultad de Medicina, and
*Facultad de Veterinaria, Universidad Central de Venezuela, Caracas, Venezuela
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| eishmaniasis Tegumentaria

[Diagnosti co:
n Epidemiologico
n Clinico

n Etiologico: - Directo (Parasitol 0gico).
- Indirecto (Inmunol 6gico)




Diagnostico

n leishmaniasis cutanea—mucosa: se realiza
en la mayoria de los casos por la
epidemiologia, laclinica, demostracion del
parasito por frotis, cultivo, inoculacion y
por la histopatologia. La PCR es util
tambiéen para estudios taxonomicos, 10s
examenes serol ogicos son empleados en
algunos centros




L eishmaniasis Tegumentaria

Diagnostico Parasitologico:
n Frotis por Aposicion:
Coloracion con Giemsa
Presencia de Amastigotes.
n Inoculacion a animales sensibles (hamsters):
Reproduccion de lalesion.
n Siembra en medios de cultivo:
Presencia de promastigotes alos 8 dias.




L eishmaniasis Tegumentaria

Diagnostico Inmunologico:
n
-Reaccion de hipersensibilidad tardia:
Test de Montenegro o Leishmanina
e Induracion de 5 mm alas 24-48 horas.

- Ensayo de linfoproliferacion.

N

Deteccion de anticuerpos especificos:
ELISA, Inmunomarcaje, |nmunaoblot, etc.




Tratamiento L ocal

Controlar |a 1infeccion bacteriana

. Castro Ron , B. Trujillo ,Rosa
Francia.

:1.Mutinga, Mngola East Afr. Med J
1974, 51 : 68-78

2.Rondon Lugo , Convit J Med.Priv
1989,6 : 53-56
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Tratamientos

Antimoniales
Anfotericina B
Anfot. Liposomal
Pentamidina
Inmunoterapia
Miltefosina
Ketoconazol
Terbinafina

| traconazol

n Termoterapia
n Crioterapia

n Interleuquinas
n Interferon

n Laser CO2
Rifanpicina
Trimetropin




Analogos Alklphosphocholine

n 2 compuestos . Actuan en |a proteina kinase
C , que esta en la membrana de la
leishmania. Se absorben en &l tracto
Intestinal.

n Ha sido comprobado en | major , |.
donovani ,| brasiliensis, | . mexicana




Miltefosine

n Miltefosine for New World Cutaneous Leishmaniasis

J. Soto, B. A. Arana,J. Toledo, N. Rizzo, J. C. Vega, A. Diaz,M. Luz, P.
Gutierrez,M . Arboleda,J. D. Ber man,
K. Junge, J. Engel,5and H. Sinder mann.

Clinical Infectious Diseases
2004:38 (1 May)

n Diffuse cutaneous leishmaniasis responds to miltefosine but then
relapses

Zerpa, O.; Ulrich, M .; Blanco, B.; Polegre, M .; Avila, A.; Matos, N.1;
Mendoza, |.2; Pratlong, F.3; Ravel, C.3; Convit, J.

British Journal of Dermatology, Volume 156, Number 6, June 2007, pp.
1328-1335(8)




POTENCIALES BLANCOS PARA
DROGAS ANTI-LEISHMANIA

Proteinas gue inducen inmunidad protectiva:

n Cistein proteasas.

Kinasa C activada (LACK)

Proteinas activadas por mitogeneos (M AP kinasas)

Protelnas multidrogasresistentes (LeMDR1)

Glicofosfatidil inositol: Conocidas como proteinas de anclgje, son criticasen la
estructura de la superficie de Leishmania .

Sus vias metabdlicas pueden ser inhibidas por acido miristico y sus analogos.




Steven G. Reed
IDRI
Lasn-111f + MPL-SE Vaccine
}

Currlent Regulatory Strategy

- U.S. IND Filed - U.S. IND Filed
- Phase1 Trial (CCLV001-01) - Phasqvl Trial (CCLV001-02)

- DosetEscalation in Healthy Subjects - Dose Escalation in
Patients |

with'CL or ML

!
Safety & | mmungenicity l - Safety &

| mmungenicity
!
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‘The Lancet - Saturday 21 February 1987

IMMUNOTHERAFPY VERSUS
CHEMOTHERAPY IN LOCALISED
CUTANEOUS LEISHMANIASIS

JacinTo ConviT PEDRO L. CASTELLANOS
ANTONIO RONDON Maria E. PTNARD)
Marian ULricH MARIANELLA CASTES
BArrY BLOOM' LEONARDO GARCIA

Insriiuto de Biomedicna (Mirisierio de Sanidad y Asisiensa
Sonal|Ursvernidad Ceural de Venezuela), Caracas, Venenela;
and Alber1 Emsiein College of Medione of Veshiva Unrversity,
Bromx, NY 1040, USA?




THE JOURNAL OF INFECTIOUS DISEASES » VOL. 160, NO. | » JULY 1989
© 1989 by The University of Chicago. All rights reserved. 0022-1899/89/6001-0014501.00

Immunotherapy of Localized, Intermediate, and Diffuse Forms of
American Cutaneous Leishmaniasis

Jacinto Convit, Pedro L. Castellanos, Marian Ulrich, From the Institwto de Biomedicina, Caracas, Venezuela, and
Marianella Castés, Antonio Rondén, Albert Einstein College of Medicine, Bronx, New York
Maria E. Pinardi, Noris Rodriquez, Barry R. Bloom,

Santina Formica, Lourdes Valecillos,

and Antonio Bretana

The clinical efficacy of immunotherapy for localized American cutancous leishmaniasis
with a combination of heat-killed Leishmania mexicana amazonensis promastigotes and
viable BCG (bacille Calmette Guérin) has been compared with meglumine antimoniate
chemotherapy and with BCG alone in a controlled clinical study in 217 patients. The results
in the first two groups were comparable, with >90% clinical cures with an average time
of 16-18 w required for healing. The cure rate was considerably lower (42%) and more
prolonged in the group receiving BCG alone. Secondary effects were observed in <5%
of the patients receiving combined immunotherapy or BCG alone. In contrast, 49% of
the patients receiving chemotherapy showed side effects. High therapeutic efficacy was
also observed using combined immunotherapy in patients with intermediate and diffuse
cutaneous leishmaniasis who were previously unresponsive to chemotherapy. Cure or clinical
improvement was seen in all 11 patients with intermediate forins of the discase, and marked
clinical improvement was observed in 9 of 10 patients with diffuse disease. The results
on the efficacy of the combined vaccine in immunotherapy for American cutaneous leish-
maniasis provide a strong rationale for studying its effectiveness in prophylactic trials.
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Vacuna |l deal

Induzca respuesta efectivatipo | , con
apropiados antigenos celulares

Segura
Reproducible y transferible
Induzca inmunidad por largo tiempo

Protgja contra mas de una especie de
leishmania.

Costo razonable .
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n ESPECTRO CLINICO
n ESPECTRO HISTOPATOLOGICO
n ESPECTRO INMUNOLOGICO
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