The FML vaccine (fucose-mannose ligand)
protects hamsters from experimental kala-azar
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Visceral leishmaniasis or kala-azar, is a chronic and frequently lethal disease, caused by Leish-
mania donovani. Clinical signs include malaise. hepatosplenomegaly, hypergammaglobulinemia,
fever, cachexia and progressive suppresion of the cellular immune response. Only few studies on
prophylactic immunization against this disease have been undertaken, mostly with crude anti-
gens, and no vaccine against kala-azar is vet available. In previous studies, we have isolated the
Fucose-Mannose Ligand (FML) of L. donovani that strongly and specifically inhibits the in vitro
infection of macrophages by promastigotes and amastigotes. The FML behaves as a potent im-
munogen for rabbits and mice, and is specifically recognized by kala-azar patient sera. The
protective potential of FML on kala-azar was now analyzed in the CB-hamster model. We stud-
ied the effect of three intraperitoneal weekly doses of FML (100 mg) in saponin (100 mg), fol-
lowed by an intracardiac injection of 107 amastigotes. Saponin- and saline-treated controls were
also included. Protection was highly significant regarding the enhancement of anti-FML anti-
bodies titers, the splenocyte proliferative response. and the intradermal delayed hypersensitivity
reaction to antigen, as well as the decrease of the parasite burden in spleen and of splenomegaly.
Protection to kala-azar was due to specific FML antigenic properties, since the results obtained
by saponin alone were significantly different. We conclude that the use of FML and saponin as
a vaccine reduced the disease impact and retarded its onset.

A leishmaniose visceral ou calazar € wna doenga crimica ¢ fregiiearemenie leral consada pelos parasitas de complexo Leishmania donovani ¢ con-
tru a gual nde existe vacing arté o presente. O pogcos estidos de vaciragdo experimennal comtra o colazar arilizoram antigenaes parasitdrios broaros.
(5 simais clinicos incluem: mal-estar. hepate-esplenomealio, febee, coguexio, hipergamagiofalinemia ¢ supressdo progressiva da resposio ineme
celnlar. Recenremente, descrevemos o iscdamento die FML 0 Fucose-Meannose Livand ™ ou "Liganre de Fucose Manose™ ), gue inthe dristica ¢ espe-
cificamente g infecedo de macrdfagos v vitro por promastigolas ¢ amastigeras o Leishmania, O FML & um potente imundgens em ceowelhos ¢ co-
meundoareoy, seida recorhectdo especificomente por sorax de pocientes iomanos com calazar, No presente extido fol analisado o porencial do FML
na profecdo contra o colazar experimental no modelo do haester CH. ) gfeirn de mrés injecdes imtraperiteneads de FML (100 mg) ¢ saponing ¢ 100
mg), coun infervale semanal, seguidas de jegdo intracardiaea de 107 amestieotas, foi monitorado sacriffcande aromais 20, 40 ¢ 60 digs apis o
infecpdo. €} efeite pratetor foi significative: ne aumento dos tndos de antfeorpos anii=-FML ¢ da resposta proliferativa de esplendeitos in vitro, ¢ e
munurengdo da intradermorreagdo, assim come ng redugdo da corga parasitania ne bage € do esplenomegalio. Os grupos controles, fratados apenas

conm saponing oo saling se mostraram significarivamente diferentes, Concluimes gue o vacing covposia por FML e saponing reduZin o impacto do
celazar ¢ retardou o sew imicio,

ala-azar is the visceral form of leishmaniasis.  susceptible animais. Clinical signs of the disease include
caused by parasites of the Leisimania donovani  fever. headache. cachexia. malaise. hepato- and splenome-
complex. These hemotlagellates live as promas-  galv. hyvpergammaglobulinemia due to both specific and
tigotes in the gut of the sandtly vector. and as  nonspecific antibodies. ascites and a progressive suppres-
amastigotes in blood monocytes and macrophages of the  sion of the cellular immune response (anergy to parasite
spleen. liver. lymph nodes and bone marrow of humans o antigens). The disease is usually lethal if untreated after
the onset of severe symploms.
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