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II 

AllSTRA(;T 

Succ.essful trentment ':1f cutal1C;JU8 .lei'sh',hilnlasls has O(Jt ,ye't ,h(-;en 
1 ' , , , " -, ~.- , ," " , ' 

achieved due t(1 tc)xicity and th(-! ,n(~c,-t 'fl)'f _p(::):e,i~,t;;r.a~:'-a>.lm)nist-

ratic)o of ffil)St antileishmani~l rtrvgs. 

:>f successful tre;)tm;.~nt is that .:l,ftc'l: ;c'h;eril\)'ti\~l:~py' 't'h"e: pa"tient 
, , 1 • _ I ) , 

sh0ulrl p'1ssess an adequate immune response to prevent re-infect-

ion on return tJ ~n en~cmic area. The aim of this th~sis was to 

examine the effEct of b,)th parenteral Ilnd t',pieally applied 

pentamidine dime thane suJ.phonate on cutane!)us lesions caused by 

L. major, and its interacti0D with the immune response. 

T w, m .Hl (' 1 s h a vet. i' "n est a h 1 ish (, (1: L. rna jo r LV 3 9 in f e c t iJ n in 

)lalb/c (inbred) and swiss albino (outbred) mice. 

p r <l d u c "d e" n sis ten t 1 e s ion sin thE's can i mAl s f 0 11 (n-' i n G sub­

cutanec)us in()cul~tion of 10 5 prornJsticc)tcs intr) the enr pinnae. 

The effect ".)f the treatment on the parasitc...'s Has assess(-!d by 

dct8rmininr, the m"an lesi()n size plott(,d ,,[(ainst time, Clnd by 

bi0psl~s Clnd smears for det8cting residual parasites. The 

interaction of the treatment with frnnlune [esp,Joses was assessed 

hy measuring antibody titre, dElayed type hypersensitivity 

responses (DTH) Elnd c::hnllengc with live homologous pHrnsites. 

Topical treatment cured Swiss albino mice before their cantr(,ls 

which self-healed. In Palb/c mice eventhouoh the ulcer regress-

cd they relapsetl aft"r termination of treatment, but the level 

of DTH was hiGher than th8ir contrcls, which did not self-henl. 

Treatment increases the level of DTH response to ~ maj0E­

antigen, more in 811iss than in Balb/c and in those topically 

treated rather than systemically treated. Anti"ody titres 

increased durinG the develcpment of the lcsion,'dhich then 

leveled (lff (in ;1alh/c) hut decreased in S,dss albino. But this 

dec rea s e sIn S \v iss all) in') d 1 d nut cor res p <:: n d ~,} 1 the 11 n i cal 

healing. 



After ct>out 12 Ho.'.~(-'k.s p·\81: trcatJ(\l:nt all mic0 \'J(J r 1,2 chal1(-:lH~f~d, 

and nl) lesi()ns pt"(~duced in nny grrJUp during the :)~)sel.·vati'Jn time 

\Jf 12 weekse Treatmcnt~ even immediately aftnr infectiJo, left 

the animals with inlmunity to slll>sequent cllalleng2. 
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INTRODUCTION 



INTRODUCTION 

~,~J.~~L.<: .~~~,~.r.:~ e i~ .~_ 0 .~ ___ ~._~_~_~!:~l iJ ll.!. a ~} s. 

Leishmaniasis Is a serIous disease in endt"!mic. areas ~ and the 

World Health ';rranlzdtion hOB selected it as one of the six 

major. tropical diseases G Leishmaniasis has been reported from 

about 80 countries an'] probably some 400,000 ne", casE'S occur 

each year (Harlnkelle, 1930), and it: affects ",ell over 10 

million people world wide. 

Leishmaniasis is a complex of diseases 

common (N"rinkelle, 19fJO) except for 

that have very little in 

th" morpholor;y of the 

causat.Ive: pl.·otoz0a paras.ttes~ of 

are at least 13 different species 

the .f:cnus Leishmania. There 

These parasites are transmitted to 

and subspecies of tllis ~enus. 

man from infeeted persons or 

animals by 
\ 

infected sandflll2s '''hen takin:;, 

o:rf~anisms of thE' ?,(:.nus Leishmania exlst 

a blood 

1.n t",o 

meal. 

forrns~ 

The 

the 

intracellular amasti~ot0 form, which lives in a parasitophorous 

vacuole of a mammalian host macropha[',e~ and a flag211ated 

promastigote whlell 1.lves in the gut of infected sandfJies. 

The different species 

disease patterns, with 

of Leishmania pr0duce 

numerous vdriatic)os 

tln-ee diffen,nt 

(Faust, et 81. ~ 

1974). The infection in mnn ranges from a mild, superficial and 

localized, spontaneously resolving lesion to systemic disease 

",hIch is life threatening. The potential sequence of events 

(the leishmania spectrum), follclI'ling natural inoculation with 

Leishmania parasites is summarized in Figure 

clinical tyjJes cutaneous, mucoc.utan(-!ous and 

1. The 

visceral 

three major 

an-:1 

associatr=d specics are sho\vn in Table 1 Hhere it can be seen 

that a major division is whether the'parasites normally vlscera­

lize, or ",hether th"y remain in the skin. The exact mechanism 

controlling this tissue tropism of the parasite Is uncl~ar, but 

i.t has been suggestc(l that temperature prefer.ences may he 

important (?earson, et ,,1., 1983). 

2 
























































































