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OBJECTIVE : To develop a n  a s s a y  t o  d e s c r i b e  lymphokine mediated a c t i v a t i o n  sf 
macrophages by t h e  parameters  o f  i nc reased  macrophage adherence and p r o t e i n  
s y n t h e s i s  (Lowry). 

BACKGROUND : Data by C r i s w e l l  and h e r  co l leagues  (1) confirms e a r l i e r  n o t i o n s  
t h a t  humoral f a c t o r s ,  p o s s i b l y  o t h e r  than  ant ibody,  may a c t i v a t e  macrophages i n  
t h e  des t ruc t5on  of t h e  ma la r i a  p a r a s i t e .  Although research i n  t h i s  a r e a  i s  just- 
now be ing  s t a r t e d  by m a l a r i o l o g i s t s ,  workers i n  o ther  f i e l d  have provided  such 
i n s i g h t  through r e l a t e d  systems (2, 3 ) .  This  r e p o r t  summarizes p r e l i m i n a r y  d a t a  
i n  a n  e f f o r t  t o  a p p l y . t h e  t h e o r y  and technology of t h e s e  s t u d i e s  t o  i n v e s t i g a -  
t i o n s  of t h e  human response t o  malar ia .  

METHODS : The a s says  conducted w e r e  accomplished accord ing  t o  t h e  m e t  odology t: of Nathan and h i s  co l l eagues  ( 4 ) .  I n  s y n t h e s i s i n g  lymphokines, 2 x XO p a t i e n t  
mononuclear c e l l s  were incubated  w i t h  P'. v ivm an t igen  e i t h e r  f u l l  s t r e n g t h  o r  
d i l u t e d  1 : 2  f o r  48 hours .  C u l t u r e s  were then  cen t r i fuged  and s u p e r n a t a n t s  
f r a z e n  u n t i l  r equ i r ed .  Con t ro l  supe rna t an t s  were prepared by i n c u b a t i n g  p a t i e n t  
c e l l s  w i t h  media on ly ,  adding a n t i g e n  immediately p r i o r  t h e  c e n t r i f u g a t i o n  step. 
F o r  t h e  adherence a s say  i n  t h e  presence  of lymphocytes s u p e r n a t a n t s  were incu- 
b a t e d  w i t h  normal mononuclear c e l l s  f o r  3 days. Af t e r  decan t ing  t h e  super- 
n a t a n t s  mono1aye.r~ were t r e a t e d  w i t h  NaOH and Lowry p r o t e i n  co r ) cen t r a t ions  were 
determined.  An adherence a s s a y  w a s  a l s o  ma&& i n  t h e  absence o f  lymphocytes; 
f o r  t h i s  a l l  s t e p s  o u t l i n e d  above were accomplished except  t h a t  t h e  s u p e r v a t a n t  
c o n t a i n i n g  non-adherent lymphocytes was decanted a f t e r  2 hours  fol lowed by 
washing  i n  hepes b u f f e r  be fo re  t h e  3 day incuba t ion  was begun. 

RESULTS : Table 1 summarizes t h e  r e s u l t s  of macrophage adherence w i t h  lympho- 
c y t e s  p re sen t .  The t e s t  s e r i e s  shows an o v e r a l l  mean v a l u e  of 7 7  ug/ml p ro t e i r t  
vs 56 ug f o r  t h e  c o n t r o l  group, Data i n  Table 2 sugges t s  a s imjlar  p a t t e r n  v i r h  
mean v a l u e s  of 59 and 34 f o r  test and c o n t r o l  groups r e s p e c t i v e l y .  The prz3.i- 
minary d a t a  i n  bo th  of t h e s e  a s s a y s  sugges t s  an  enhancement i n  macrophage act j - -  
v a t i o n  mediated by a n t i g e n  s t imi i la ted  lyinphokirte s y n t h e s i s .  These a s s a y s  s s r n  
encouraging  and s e r v e  a s  t h e  b a s i s  f o r  cont inuing  s t u d i e s .  








