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OBJECTIVE : To develop assays for the productlon of lymphokines by malaria
patient lymphocytes and for the measurement of chemotaxis of patient monocytes
induced by such lymphokines. .

BACKGROUND : The protective reaction to infection with malaria is notorious
for its inefficiency. The immune response is characterized by excessive syn-
thesis of immunoglobulin - most of which has no demonstrable anti-malarial
activity. Although -few investigations have been directed toward the cellular
1mmunology of malaria, it has been reported that a concomitant state of immuno-
suppression stems from defective macrophage function (1).

It was reasoned that such .defectd might stem from defective. responsiveness
%o monocyte chemotactic factors normally synthesized by lymphocytes. Such
defects had been reported in other disease states such as the Wiskott-Aldrich
syndrome (2) and chronic mucocutaneous candidiasis (3). As an extension of
this ratipnale a preliminary battery of assays was conducted to test the migra-
tory competence of monocytes across a membrane in response to lymphocyte asso-
ciated chemotactic factors.

METHODS : The chemotactic test substances utilized were as follow : E. coli
supernatant or factors (of lymphocyte origin) synthesized against human and
simian malaria antigen or factors for the plant mitogens concomavalin A, phyto-
hemagglutinin and purified protein,derivative. ¥For the chemotactic assays
against E. ceoli supernatant 2 x 10 /ml mononuclear cells from either normal
Thai donors or malaria patients were incubated at 37°C in 5% CO,. Controls for
these assays were normal media. ,For the chemotactic assays against the malarial
antigens and the mitogens 2 x 10 /ml mononuclear cells from normal donors were
incubated as above with the respective material over a wide range of concentra-
tions. Controls for this séries of assays incorporated the short term (non-
incubation) exposure of mononuclear cells to each material prior to second-
stage decanting of the supernatants for the chemotactic assay.

RESULTS : The results of chemotactic assays of normal and patient monocytes
against E. coli supernatant and of normal monocytes against the above indicated
materials are indicated in Table 1. The data suggests that there is demonstra-
ble chemotactic activity by each parameter employed. It is equally clear that
the chemotactic index in each case is much lower than had been hoped. While
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these values might be enhanced by purification and concentration.techniques it
is felt that these requirements vrs time and manpower are disproportionate to
the relative value of such work. It is thus our intention to make our data
available to other in-house investigators and to abort further pursuit of this

work in favor of research with higher priority. This project should therefore
be considered complete.
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Table 1. Monocyte Responsiveness to Chemotactic Factors

Supernatant Monocyte Total # Chemotactic index (C.I.)

origin ‘ origin of runs range
’ mean
E. coli : Patient 3 ' 1.91 - 3.26
2.4
E. coli Normal 4 0.87 - 3.68
: _ 1.8
Concanavalin A ' Normal 4 0.19 - 1.52
1.1
Phytohemagglutinin Normal 6 0.8 - 2.2
1.5
Purified : Normal 3 1.0 - 2.7
Protein Derivative . 1.6
Malaria Antigen Normal 6 0.7 - 1.3
(human) 1.1
Malaria Antigen, Normal 2 _ 1.0 - 1.2
(simian) 1.1
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