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A S i m p l e  M e t h o d  for the  Rapid  P r o d u c t i o n  of A t h e r o s c l e r o s i s  in Rats  ~ 

I n  our  a t t e m p t s  to  p rove  t he  et iological  r e l a t ionsh ip  
b e t w e e n  cancer,  a theroscleros is  a n d  diabetes ,  a m e t h o d  
for  t he  r ap id  p r o d u c t i o n  of a therosc leros is  was  a pre-  
requis i te .  A l t h o u g h  t he  r a t  was  genera l ly  cons idered  to be 
v e r y  r e s i s t en t  aga ins t  d e v e l o p m e n t  of a t h e r o m a t o u s  
a r t e r i a l  lesions 2, th i s  a n i m a l  was  chosen  b y  us in  v iew of 
t h e  faci l i ty  b y  wh ich  i t  c an  acquire  in  on ly  a few days  
b o t h  cancer  (by t r a n s p l a n t a t i o n  of a series of m a l i g n a n t  
t umour s )  as well  as d iabe tes  (by t he  i.v. or i p. admin i s -  
t r a t i o n  of a l loxan) .  

I t  is t r ue  t h a t  m a n y  au t ho r s  succeeded in m a k i n g  ra t s  
a therosc le ro t ic  ~-4, b u t  t he  t ime  requ i red  for t he  i n d u c t i o n  
of t he  lesion far  surpass  1 m o n t h  despi te  t h e  app l i ca t ion  of 
t h y r o i d  suppress ing  drugs  2-a, X - i r r a d i a t i o n  ~, v i t a m i n  D 4, ~ 
etc. Therefore,  t he  p a p e r  of GEERTINGER a n d  SORENSEN 7 
a t t r a c t e d  our  special  a t t en t ion ,  since these  a u t h o r s  s t a t e d  
t h a t  'mass ive  doses of v i t a m i n  D 2 in a few-days  p rovoke  
h e a v y  cl inical  s y m p t o m s  a n d  h is to logica l ly  s igni f icant  
vascu la r  changes ,  pa r t i cu l a r l y  in t he  aor ta ,  co rona ry  
ar te r ies  a n d  rena l  vessels of t he  ra t s ' .  T he  dosage ind ica t ed  
was 600,000 I U  v i t a m i n  D 2 per  kg  b o d y  we igh t  and  pe r  d a y  
b y  t h e  s t o m a c h  t u b e  for  4 consecu t ive  days.  As we d id  
n o t  succeed in  p r o d u c i n g  t h e  des i red  a t h e r o m a t o u s  
lesions b y  t h i s  me thod ,  i t  was  a t t e m p t e d  to i n t roduce  b y  
t he  s t o m a c h  t u b e  a m i x t u r e  of v i t a m i n  D 2 a n d  cholesterol ,  
d issolved in oIive oil. T he  resu l t s  were surpr i s ing ly  sat is-  
f ac to ry  a n d  i t  c an  be  safely r e c o m m e n d e d  to  a p p l y  Ior  
5 consecu t ive  days,  pe r  kg  b o d y  we igh t  a n d  pe r  day,  
1.5 ml  of a n  ol ive oil so lu t ion  c o n t a i n i n g  pe r  m l :  8 nag 
(320.000 IU)  v i t a m i n  D~ (Calciferol puriss ,  t rys t .  U .S .P .  

XIV,  Ph i l i p s -Roxane ,  Weesp,  The  Ne the r l ands )  and  
40 m g  choles terol  (Cholesterin,  E. Merck,  D a r m s t a d t ,  
Germany) .  E x t e n s i v e  a thero-a r te r iosc le ro t ic  lesions of t h e  
aor ta ,  e.g. calci f icat ion as welt  as l ipidic p l aque  fo rmat ion ,  
could be  observed.  H i g h e r  doses t h a n  t h e  i nd i ca t ed  are 
toxic.  

Resumen. Dosis d ia r ias  de 320.000 U I  de v i t a m i n a  D 2 y 
40 m g  de colesterol,  d isuel tos  en  1.5 ml  de acei te  de oliva,  
a d m i n i s t r a d a s  p e r  v ia  oral  y p e r  kg de peso, d u r a n t e  5 dias  
consecut ivos ,  p roducen  en las r a t a s  precoces y ex tensas  
lesiones a te roar te r iosc ler6 t icas .  
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