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AfrSTRACT

Schistosomiasis is known to affect· over 200 millionl people in

tropical countries. It is well known t~ have variable manifestations in

sim1~ar geographical r~gions. It is ~lso known to have variable
. ~

responses ta treatments in diffe~ent geographical regions.

Literatur~ on its treatment though abundant reveals no agreement

on doses of drugs to be administered.

This thesis presents. a design to determine doses of a'recommended

drug in the treatment of haematobium schistosomiasis. Th~ee dosage

levels of niridazole (ambllhar) will be tested against ~ recommende~ dose

of metrifonate. The trial will be conducted over a 12 month period and

will involve infected school children in a town in Ondo State of Nigeria.

Children will be followed up during the trial period to determine
\

the effe~ts of treatment on their urinary 'egg ~utput.
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CHAPTER I

INTRODUCTION

Schistosomiasis (synonym bilharziasis) is a chronic parasitic

infection with trematode h~lminths occurring in mammals (31, 62, 65).

The infection has been a topic of considerable interest to workers

in developing countries where the infection is endemic. Several

aspect~ of ~histosomiasis that have been studied include the life

cycle of the parasite, diagnosis of infection, therapy and more.

Despite the extensive literature aVailable, many issues remain

unclarified•. For example, there is the question of where infection

ends and disease begins. Should treatment be offered to all infected

individuals or only those with evidence of disease?

The schistosoma parasite is believed to be p~thogenic (that

is, it has the ability to produce disease).- Depending on the defini-

tion of disease, pathogenicity is variable. If disease is defined

as being equivalent to infection (egg detection in urine or faeces)

pathogenicity is greater than if diseas~ is defined as ~he presence

of symptoms referable to the site of infection. For example, in

haematobium infection disease is deemed td be present if an individual
I I

passes eggs in urine a~d has some or all of symptoms such as dysuria,

paematuria and. frequency of micturition (31). A distinction is)

usually made between infection ~nd disease, ~ven though in the

absence of radiological, cystoscopic and other types of evidence, it
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is difficult to determine what proportion of infected individuals are

diseased (38, 39, 57).

On the issue of therapy there is agreement about what drugs

to administer, but no agreement about the optimal dosages of these

drugs. Studies in different communities report different dosages

as being effective (28, 40, 75, 88). The possible reasons for this

variability include the variable study subjects, differences in

intensity of infection, and the strain and species of the parasite.

In an infection such as schistosomiasis in which the outcome is not

uniformly serious or fatal, therapeutic dosages should be determined

in standardized trials.

This thesis proposes to address an aspect of therapy in

children with schistosomiasis infection. Children have been selected

because it is believed that they benefit more from therapy than do
. .

adults (60, 61, 63, 110). It is hoped that through a randomized

clinical trial, safe and effect'ive dosages will be identified. The

treated' individual is also likely to have a reduction in the risk

of' developing serious disease. The determination of effective and

safe dosages will likely make it easi~tb offer chemoprophylaxis if
,

and whenever this is d~cided upon.

As a prelude to the literature review and design, a brief

background will be given on schistosomiasis.

\
I
~...
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,
1.1 The infection

Human schistosomiasis is mainly caused by three species of

schistosome, Schistosoma haematobium, Schistosoma japonicum and

Schistosoma mansoni (l7~ 31, 62, 73). The different species tend to

. occur in different geographical areas. S. haematobium occurs in

various parts of Africa, the Middle East and on Mauritius and Madagascar
I

(62). S. mansoni is widespread ·in parts of Africa, South America and

some Caribbean Islands. S. japonioum occurs in Japan, China, the
I

Philippines and other far eastern countries (62). The species of major
~

importance in most regions of Nigeria is S. haematobium (12, 26, 45, 46,

80). ~ts therapy forms the topic of this thesis. A brief discussion

of the schistosome life cycle follows. It will identify the parasitic

form that is infective to man, the form identified as a measure of

infection and/or disease and the form that is responsive to therapy.

A less common species common in the Congo is S. intercaZatum.

1.2 Parasite life cycle in man

The three species of schistosome commonly parasitic in man

all have similar life cycles. A part of the life cycle occurs in
I

man, who acquires the infection on coming in contact with infected

water (62, 73). Infective cercarium actively penetrates the human

r skin from where it finds its way to the liver. In the liver maturation

and mating occurs followed by migration through the portal system

into the mesenteric or ve~ical veins where egg laying ·starts,
\

depending on the species (62, 65, 73). The route by which the
























































































































































































































































