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junc t iva l  smears  examina t ion ,  in which  a d i f fe ren t ia t ion  
be tween  epithel ial  and  re t iculo-endothel ia l  ceils becomes  
par t icu lar ly  diff icult  if based,  as c o m m o n l y  performed,  
solely upon morphological  criteria. I t  c anno t  be excluded,  
however ,  t h a t  t he  macrophages  p re sen t  in the  sub- 
epitheliaI  layers of t he  conj unct iva,  as normal  cons t i tuen t s  
or evoked b y  the  phlogis t ic  process,  can  p lay  a role in 
t he  infect ious process as well as in t he  mechan i sm of 
i m m u n i t y .  

Riassunto. L' infezione di cul ture in v i t ro  di macrofagi  
di  topo  con due diversi  ceppi  di agente  del t racoma,  

de t e rmina  la compar sa  di t ip iche  inctusioni in t rac i top la -  
smat iche,  e, in seguito, di lisi cellulare. Lo svi luppo delle 
inclusioni 6 s t a to  s tud ia to  a t e m p i  diversi  dal l ' infezione.  
Sulla base del l 'osservazione morfologica,  si suppone  che 
l ' agente  del t r a co ma  possa mol t ipl icars i  in tal l  cul ture  
cellulari, d e t e r m i n a n d o  un secondo ciclo di  infezione.  
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A n t i v i r a l  A c t i v i t y  of  s o m e  D e r i v a t i v e s  o f  2 - S t y r y l q u i n o l i n e  

Various s tyry lquinol ines  have  been shown to possess 
an t imicrob ia l  ac t iv i ty  agains t  n e m a t h e l m i n t h e s  1, pro to-  
zoa ~,~, fungi 3, and  bacter ia  3. In  addi t ion,  inh ib i t ion  of 
t umor s  has been repor ted  f rom t ime  to t ime  4-~. These 
s tudies  and the  recen t  f inding t h a t  chloroquine  inh ib i ted  
repl icat ion of a D N A  bac te r iophage  7 have  encouraged  
us to  inves t iga te  the  ant iv i ra l  ac t iv i ty  of th is  b road  
group of compounds .  Two 4-d ie thy laminoa lky lamino  
der iva t ives  of 7-chloro-2-s tyrylquinol ine a (I, II) were 
s tud ied  in our  s t anda rd  v i rus-assay sys tems  and  found 
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/~ R = o-chlorostyryl I) (Compound 
C 1 / ~ J ~ N  ~ R  R = p-chlorostyryl (Compound II) 

In vivo activity of 2 styrylquinolines against Senfliki Forest Virus 

Experi- Corn- Drug dose Treatment Challenge Antiviral 
ment pound (rag/mouse regimen ~ dose of activity 
No. at stated Virus (% SIT) c 

times) (LDs0 / 
mouse) b 

I 1 2.5 A 2.0 50 
0.25 0 
0.025 0 

2 2.5 A 2.0 50 
0.25 0 
0.025 0 

control - - 2.0 0 

II 1 1.0 B 2.5 100 
2 1.0 B 70 
control - - 2.5 10 

III 1 1.0 C 3.5 30 
control - - 3.5 0 

IV 1 1.0 D 16 54 
control - - 16 0 

a Animals were treated by s.c. injection: (A) 2 h before, and then 
24 and 48 h after infection; (B) 24 and 4 h before, and at 4, 24 and 
72 h after infection; (C) at 30 min; 24, 48 and 72 h after infection; 
(D) same protocol as B except that last dose was given 48 h after 
infection, b Route of infection was i.p.; LDs0 = lethal dose, 50% 
endpoint, e Per cent surviving animals 2 weeks after challenge. 

to possess s ignif icant  ac t iv i ty  agains t  Semliki  Fo res t  
Virus (SFV). 

The  drugs were solubilized in dist i l led wa te r  and in jec ted  
s.c. using mul t ip le  dosage schedules  as summar ized  in t he  
Table.  At  non- tox ic  concent ra t ions ,  bo th  c o m p o u n d s  
p ro tec ted  s ignif icant  n u mb er s  of mice f rom the  le thal  
effects  of S F V  infect ion especial ly when  t r e a t m e n t  regi- 
mens  included prechal lenge drug  doses. W h e n  c o m p o u n d  I 
was incuba ted  in v i t ro  wi th  ap p ro x i ma t e l y  3.5 LDs0 
(mouse) of S F V  pr ior  to  in jec t ion  in to  mice by  the  i.p. 
route,  more  t h a n  85% of the  t e s t  animals  survived.  
2 weeks af ter  challenge, survivors  f rom all expe r imen t s  
appeared  to be h ea l t h y  and free f rom the  signs of para lys is  
so charac ter i s t ic  of SFV infect ion in th is  species. The 
small  skin lesion, which  occurred at  the  site of inject ion,  
was grossly resolved a t  th is  t ime.  

Since SFV is a neuro t rop ic  virus,  bu t  a t  the  same t ime  
is an u n c o m m o n  na tu ra l  h u m a n  or an imal  pa thogen ,  
it  would be of in te res t  to  see w h e t h e r  these  or o the r  
s tyry lquinol ines  would act  agains t  h u m a n  neuro t rop ic  
viruses.  P re l imina ry  da t a  f rom this  l abora to ry  sugges t  
t h a t  compound  I and I I  m a y  have  marginal  ac t iv i ty  
agains t  inf luenza virus ( type A, PRs) in mice, b u t  no t  
in eggs. Nei ther  co mp o u n d  appears  to possess s ignif icant  
ac t iv i ty  agains t  vaccinia  v i rus  in eggs or in rabbi ts .  

The mode  of an t iv i ra l  ac t ion of these  2 s tyry lquinol ines  
remains  to be elucidated.  

Zusammenfassung. In  M/iuseversuchen wurde  gezeigt,  
dass  gewisse S tyry lquinol ine  in vivo eine Wirkung  gegen 
Semlik i -Fores t -Virus  haben.  
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