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Delay in 1960 observed this syndrome of a rapidly progressive neurovegatative state 
that preceded cardio-vascular collapse and death during the early clinical trials of 
haloperidol and coined the term syndrome malin des neuroleptiques.

Prior to the 1960s, clinical descriptions resembling NMS associated with phenothiazines 
were not formally diagnosed as NMS.

Caroff in 1980 published the first review of the sixty cases reported in the world literature.  
He estimated that NMS occurs in as many as 1% of neuroleptic treated patients and may 
have a mortality rate of 20%. 
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This estimate is produced by pooling the results of studies reporting the occurrence 
f NMS l b f ti t t t d ith ti h ti t ti lof NMS among large numbers of patients treated with antipsychotics at a particular 

center.

The wide variance is thought secondary to variance in diagnostic criteria, survey 
techniques and clinical settings.

NMS l f i h i l i h i d h i fNMS can result from treatment with atypical antipsychotics, and that it often 
presents with the classic features and course of illness reported previously in 
associated with typical antipsychotics.  Only 30%, however, met the strict criteria for 
NMS in a case review by Carloff and Mann in 2000 the rest presented with an 
incomplete picture
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These cases imply that NMS‐like syndromes occur when a rapid decrease in dopaminergic 
activity occurs.

This decrement may be caused by the blockade of dopamine receptors, decrease in 
dopamine stores, or the elimination of a dopaminergic agent.

NMS may represent the final common pathway of a rapid and significant impairment ofNMS may represent the final common pathway of a rapid and significant impairment of 
dopaminergic function in the striatum and hypothalamus.
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