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Adminis t ra t ion  of iproniazid  (2 mg/kg)  daily for  30 days had l i t t le  effect  on lipids of the 
blood p l a sma ,  l iver ,  and ao r t a  of heal thy rabbi t s ,  but produced a s ignif icant  dec r ea se  in 
the concentrat ions of choles te ro l  and total  lipids in these t i s sues  in rabbi t s  rece iv ing  
choles tero l  for  75 days and reduced the s eve r i t y  of a t h e r o s c l e r o s i s  of the ao r t a  in 
an imals  kept  in the plains and in the mountains.  Iproniazid  inc reased  the blood concen-  
t ra t ion  of nones te r i f ied  fat ty  acids ,  and in 4 of 27 rabbi t s  with a t h e r o s c l e r o s i s  it  p r o -  
duced hyperb i l i rub inemia .  

The benef ic ia l  effect  of monoamine  oxidase inhibi tors  (nialamide) in the initial per iod  of development  
of exper imenta l  a t h e r o s c l e r o s i s  in rabbi t s  [2, 51 and of iproniazid  in human pat ients  with a t h e r o s c l e r o s i s  
[2] has  been  demons t ra t ed .  

The effect  of a course  of smal l  doses  of iproniazid,  of a therapeut ic  o r d e r  for  man,  on rabbi t s  with 
exper imenta l  a t h e r o s c l e r o s i s  was inves t iga ted  at low and high al t i tudes .  

E X P E R I M E N T A L  M E T H O D  

Male rabbi ts  weighing 2.5-3.5 kg r ece ived  choles te ro l  (0.5 g/kg) daily with the i r  food for  75 days .  
Some of the rabbi t s  were  given iproniazid  (2 m g / k g  daily for  30 days) by gas t r i c  tube 45 days a f t e r  the 
beginning of choles te ro l  feeding.  The s ame  exper imen t s  we re  r epea ted  on the Tyuya Ashu P a s s  (3200 m 
above sea  level) .  The concentrat ions of total choles te ro l  [3], phospholipids [4], and total  l ipids were  d e t e r -  
mined in the blood p la sma ,  the l ive r ,  and abdominal  ao r t a  [7], and the concentrat ion of nones te r i f ied  fatty 
acids (NEFA) in the p l a sma  was a lso  e s t ima ted  [6]. The s eve r i t y  of the a t h e r o s c l e r o s i s  was a s s e s s e d  by 
p lan ime t ry  of the thorac ic  ao r t a  [1]. The effect  of a 30-day course  of iproniazid in the s a m e  dose on lipid 
me tabo l i sm was a lso  inves t igated in heal thy rabb i t s .  

E X P E R I M E N T A L  R E S U L T S  

In healthy rabbi ts  iproniazid  lowered  the total l ipid level  in the l ive r  by 15% but had no effect  on the 
o ther  indices of l ipid me tabo l i sm (Table 1). 

Both in the plains and in the mountans,  iproniazid lowered  the concentra t ions  of choles te ro l  and total 
l ipids in the p l a s m a ,  aor ta ,  and l iver ,  and i nc rea sed  the NEFA level  in the p l a sma  of rabbi t s  with e x p e r i -  
mental  a t h e r o s c l e r o s i s .  In the plains ,  a dec rea se  in a rea  of the thorac ic  aor ta  occupied by a the rosc l e ro t i c  
plaques was obse rved  (from 40=L9 to 22• P= 0.05) and the incidence of cases  of mild a t h e r o s c l e r o s i s  (in 
which l e s s  than 300/0 of the su r face  a r ea  of the thorac ic  aor ta  was affected) was i nc rea sed  f rom 33 to 70% 
of c a se s ,  In the plains ,  iproniazid  reduced the a rea  of l ipoidosis  of the thorac ic  aor ta  f r o m  48~=9 to 34• 
and in the mountains f rom 57• to 43• (P < 0.05). 
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Consequently, a 30-day course  of smal l  daily doses  of iproniazid,  s t a r t ing  45 days a f te r  placing the 
rabbi t s  on an a therogenic  diet, definitely improved  the s ta te  of l ipid me tabo l i sm and reduced  the s eve r i t y  
of a the rosc l e ro t i c  les ions in the ao r t a .  

The course  of iproniazid  caused hyperb i l i rub inemia  in3of  the 15 rabbi t s  with a t h e r o s c l e r o s i s  in the 
mountains and in one of the 12 rabbi t s  in Frunze ,  which was not obse rved  in rabbi t s  with a t h e r o s c l e r o s i s  
not rece iv ing  iproniazid.  These  4 rabbi t s  a lso  had an i n c r e a s e d  concentra t ion of b i l i rubin  in l ipid ex t rac t s  
f r o m  the l i ve r .  

1. 

2o 
3. 
4. 
5. 
6~ 
7. 

L I T E R A T U R E  C I T E D  

G. G. Avtandilov, Class i f ica t ion  and P lan ime t r i c  A s s e s s m e n t  of Athe rosc le ro t i c  Les ions  of Blood 
Vesse l s  [in Russian] ,  Nal 'chik (1961). 
V. I.  Bobkova and M. G. Khovansksya,  T e r .  Arkh. ,  No. 1, 27 (1965). 
M. A. Levchenko,  Lab.  Delo. No. 2, 28 (1965). 
Yu. M. Ost rovski i ,  Lab.  Delo.  No. 11, 27 (1961). 
C. W. Adams,  O. B. Bayl i ss ,  and M. Z o Ibrahim,  J .  A t h e r o s c l e r .  Res . ,  2_ 493 (1962). 
V. P.  Dole, J .  Clin. Invest . ,  35_, 150 (1956). 
J .  Foleh et  al. ,  J .  Biol.  Chem.,  226, 497 (1957). 

304 


