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OBJECTIVE 

Certain globulins and polypeptides have been shown to  cause increased vascular permeability. The 
concentration of a number o f  pharmacologically active peptides were found to  increase during the course 
o f  malaria infection but the actual ro le of these substances in the disease i s  not understood. However, i t  
has been suggested that they may play an important role in the alteration of body f lu id compartment 
physiology. 

Previous studies1 revealed that during the course o f  a malaria infection, the sera o f  infected 
gibbons and monkeys produced an increased vascular permeability when iniected intradermally in to  the 
skin o f  a white rabbit. This reaction was completely abolished by  antihistaminic drugs. 

The present study was undertaken t o  identify the nature of the substance producing increased 
vascular permeability (PIF) in malaria infected monkeys. 

DESCRIPTION 

Regarding the local vascular reaction of the rabbi t  skin iniected with infected monkey serum and 
the inhibit ion o f  this reaction by the injection of an antihistamine, i t  i s  most suggestive that histamine is 
invo lved directly or indirectly in this phenomenon. The experiments were performed in the fo l lowing 
sequence : 

1. The attempted isolation of PIF in infected serum in pure form for  pharmacological assay on 
the isolated animal tissue. 

2. The study o f  the histamine releasing properties o f  infected serum on incubation with isolated 
histamine containing cell preparations. 

Serum specimens collected from P. inui infected monkeys were used in a l l  studies. Serum collected - - 
from the same monkey before infection was used to  control each experiment. 

PROGRESS 

A) In the f irst par t  o f  the study, the distribution o f  PiF in infected monkey sera was studied by  
f ract ionat ion on a G-25 Sephadex chromatographic column. Eluates were characterized by po lyacr~ lamide 

gel  and cellulose acetate electrophoresis. Results obtained from the skin test o f  these eluates were 
correlated with the electrophoretic patterns to locate the component responsible fo r  the PIF activity. I t  was 
found that the activity was confined to  fractions containing a beta globulin demonstrable b y  polyacrylamide 
ge l  electrophorsis. The isolation o f  this protein in pur i f ied form was accomplished by a combination o f  
salt precIpitationZ and DEAE cellulose column chromatographic3 techniques. 

The isolated pure beta globulin and sera from control and inui infected monkeys were used fo r  

r a b b i t  skin tests. The results indicated the persistence o f  the PIF act iv i ty  in the beta globulin isolated 
from infected serum specimens. 










