
58 |  a r c h i v  e u r o m e d i c a  |  2 0 1 8  |  v o l .  8  |  n u m .  1  |

THE DYNAMICS OF HISTOMORPHOLOGICAL CHANGES 
IN THE LIVER AFTER ACUTE CLOZAPINE POISONING

Olga Romanova1, Dmitriy Sundukov1, Arkadiy Golubev1,2, 
Vladimir Goshkoev1 

1 Peoples' Friendship University of Russia, Moscow, Russia
2 Federal Scientific and Clinical Center for Resuscitation Research 
and Rehabilitation, Moscow, Russia

Introduction. Clozapine is an atypical antip-
sychotic drug, which is widely used in medicine. It is 
metabolized in the liver  [1,2]. 

Several studies have shown pathological changes 
in the liver in case of clozapine poisonings [3,4]. Mor-
phological changes in the liver were studied presum-
ably at late stages of the pathological process. 

The aim of the study. The aim of the study is 
to reveal morphological changes in the liver in acute 
clozapine poisoning 3 and 24 hours after the intoxica-
tion.

Materials and methods. We performed a 
comparative study of histological sections of the liver 
of outbreed male rats weighing 290–350 g. Study 
group 1 included 5 rats treated with clozapine oral 
dose of 150 mg/kg and decapitated 3 hours after the 
intoxication. Study group 2 included 5 rats treated 
with clozapine in the same dose and decapitated 
24 hours after drug administration. Control group 
included 5 intact animals of the same sex and age. We 
used Fisher’s ratio test to estimate the reliability of 
the difference between the groups. The presence of 
the sign was considered to be reliable if the sign didn’t 
appear in one group and appeared in 4 or 5 cases in the 
other group. 

Results. No pathological changes were ob-
served in the group of comparison (controls). 3 hours 
after clozapine administration we observed the follow-
ing histological changes: venous plethora. 24 hours 
after the intoxication we observed venous plethora, 
which was more severe than 3 hours after the intoxica-
tion, lack of hepatocyte nuclei staining, vacuolization 
of the cytoplasm. 

Conclusion. All these histomorphological 
changes among with the histomorphological changes 
and the results of chemical analysis can be used to 
diagnose clozapine poisonings and the cause of death. 
A morphometric analysis  of liver tissue is to be per-
formed for more definite diagnostics.
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