




Afebrile Neuroleptic Malignant Syndrome associated with Fluphenazine decanoate:           

A case report  

(Assareh M1, Habibi LK. Iran J Psychiatry. 2010 Spring;5(2):78-80.) 

• We present this case to alert the clinicians to the potential for inducing 

afebrile NMS. A 41, man with a history of schizophrenia, presented with 

decreased level of consciousness, muscular rigidity, waxy flexibility, 

mutism, generalized tremor, sever diaphoresis and tachycardia which 

progressed during the 24 h, two weeks after receiving 12.5 mg of 

fluphenazine decanoate and following the 3rd session of ECT 



Afebrile Neuroleptic Malignant Syndrome associated with    Fluphenazine decanoate:          

A case report  

(Assareh M1, Habibi LK. Iran J Psychiatry. 2010 Spring;5(2):78-80.) 

• Investigations indicated primarily leukocytosis, an increasing level of CPK 

(Day-1 = 92 IU/L, Day-2 = 2800 IU/L, Day-3 = 4880 IU/L) and hypokalemia 

during the next 72 hours  

• In order to overcome muscle rigidity and antipsychotic-induced dopamine 

receptor blockade the patient was given supportive medication: dantrolene 

and bromocriptine 







• A 20, man, on 10 mg trifluperazine BD, for schizophrenia with catatonic features was 

discharged after being given a depot injection of 40 mg flupenthixol intramuscularly  

• Five days later he was readmitted due to progressively increasing stiffness of his body, 

difficulty in swallowing, drowsiness, and incontinence of urine  

• On examination he was very rigid and semiconscious, but opened his eyes to deep pain, and 

had severe diaphoresis which drenched the bed clothes. However, he had no rise in body 

temperature. His heart rate was 130 bpm, respiratory rate 28 per minute, and his blood 

pressure showed marked fluctuations 



• The CPK on day-2 was 2109 IU/L and the WBC count was 12,400/mm3 (N = 93%). Other 

investigations & CSF were normal. A tentative diagnosis of NMS was considered, even though 

the patient was afebrile, as we had patient with NMS presenting without fever previously  

• The neuroleptic medication were stopped and he was started on 2.5 mg bromocriptine TDS.   

As the response was poor the dose was gradually increased to 10 mg TDS  

• He recovered slowly and came out of the comatose state after 1 week of treatment and 

autonomic disturbances and rigidity disappeared after 10 days of treatment. On discharge 

from hospital on the day-14 after starting bromocriptine his CPK was 230 IU/L 



Neuroleptic malignant syndrome without fever: a report of three cases (Case-3)  

(D T S PEIRIS et al, J Neurol Neurosurg Psychiatry 2000;69:277-278) 

• An 18, boy, with schizophrenia on long term antipsychotic drugs was admitted 

with increasing stiffness of the body, drowsiness, and urinary incontinence  

• On examination he was rigid, had tachycardia (pulse 130 bpm) alternating with  

bradycardia (pulse 50 bpm) and his blood pressure showed wide fluctuations 

• There was no increase in body temperature at admission or during the course 



Neuroleptic malignant syndrome without fever: a report of three cases (Case-3)  

(D T S PEIRIS et al, J Neurol Neurosurg Psychiatry 2000;69:277-278) 

• The CPK was 1450 IU/l on the 2nd day of his illness and the white cell count was 

15000/mm3 (N = 85%)  

• Antipsychotic medication was stopped and he was started on 2.5 mg bromocriptine 

TDS He made a complete recovery, with the autonomic disturbances and rigidity 

subsiding within 5 days of treatment 

• One week later his CPK was 100 IU/L 



Neuroleptic malignant syndrome without fever: a report of three cases  

• The NMS usually occurs with the use of therapeutic doses of neuroleptic drugs 

and commonly develops during the initial phases of treatment, when the drug dose 

is being stepped up, or when a second drug is introduced  

• However, it can occur at any time during long term neuroleptic treatment with 

factors such as exhaustion, agitation, and dehydration acting as triggers  

• There are no specific laboratory findings, but neutrophil leucocytosis and raised 

CPK lend weight to the diagnosis 



Neuroleptic malignant syndrome without fever: a report of three cases  

• These 3 cases illustrate the point that NMS can occur without fever 

• Patients had all the features of NMS apart from fever and the response to bromocriptine 

can be taken as strong evidence for the diagnosis  

• Being familiar with this fact and different ways in which this syndrome can present plus a 

high degree of suspicion are important in making an early and accurate diagnosis of NMS  

• In fact, the appearance of muscle rigidity and clouding of consciousness in any patient 

receiving antipsychotic medication should prompt clinicians to suspect NMS and 

immediately initiate appropriate investigation and management 







Levenson's criteria for the diagnosis of NMS  

(Presence of 3 major or two major and four minor signs indicate a high probability of NMS) 

J Anaesthesiol Clin Pharmacol. 2012 Oct-Dec; 28(4): 517–519. 

Major Criteria Minor Criteria 

Fever Tachycardia 

Rigidity Abnormal Blood Pressure (BP) 

Elevated CPK Altered sensorium 

Diaphoresis 

Leucocytosis  



















Management of severe rigidity 

• Tablet Bromocriptine (2.5 mg)           1 – 1 – 1 

    Gradually increase to     4 – 4 – 4 

• Tablet Amantadine (100 mg)    1 – 1 - 1 

• Dantrolene sodium – not available in India 

• Consider using Tablet Baclofen (30 mg)      1 – 1 -1  
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