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THERAPEUTIC EFFECTS OF FLUNITRAZEPAN 
IN DYSTONIAS AND TORTICOLLIS 

PRELIMINARY COMMUNICATION 

RAUL MARINO Jr.*, REINA BEINABOU **, SALOMON BENABOU *** 

SUMMARY — A new form of clinical treatment is proposed for dystonias and torticollis using 
flunitrazepan (FN), a powerful agonist of all benzodiazepine receptors of GABA neurons. FN 
has a specific effect in dystonic patients, specially those in which the hypnotic effect of this 
drug is absent or diminished, thus suggesting the existence of two different neurochemical 
categories of dystonias. 
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Efeitos terapêuticos do flunitrazepan em distonias e torcicolo: comunicação preliminar. 

RESUMO — Nova forma de tratamento clínico é proposta para distonias e torcicolo usando 
flunitrazepan (FN), poderoso agonista de todos os receptores benzodiazepí nicos de neurônios 
GABA. FN tem efeito específico em pacientes diatónicos, especialmente naqueles em que o 
efeito hipnótico dessa droga está ausente ou diminuído, sugerindo assim a existência de duas 
diferentes categorias neuroquímicas de distonias. 
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Dystonia is a form of striatal familial dyskinesia transmitted in a reces
sive autosomical way, clinically manifested by several symptoms as: segmental 
dystonias, torsion spasms or attitudinal tremor. These symptoms may be influen
ced pharmacologically by certain drugs like dopamine and anticholinergic anti
parkinsonian drugs. It is well-known that the majority of the benzodiazepine 
group has no specific effects on dystonias, although they are commonly pres
cribed. 

Patients. Results. Since 1973 we have observed a group of 35 patients, who have been sub
mitted to varying doses of a currently used hypnotic drug: Flunitrazepan (FN) RO 5-4200, 
which, differently from other benzodiazepines we found as having definite and specific effects 
on dystonia and torticollis cases. A detailed study of the latter 15 cases using the Fahn-Mars-
den movement and disability scale 1 and video-recording, has shown that there is an inverse 
correlation between the hypnotic effects of this medication and its antidystonic action. Thus, 
the patients that had a good response, with amelioration of their dystonic syndrome did not 
show the typical somnolence as expected normally with the use of FN. On the contrary, some 
have presented an insomnia effect. According to the Fahn-Marsden scale these patients have 
reached a statistical level of amelioration between 32 and 100%. The lower amelioration rates 
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were observed in those patients in which FN produced its habitual hypnotic effects, even 
with lower doses. Due to this latter effects, drowsiness has prevented these patients from 
receiving higher doses, necessary to control their symptoms (up to 40 mg or twenty 2 mg 
tablets per day, was necessary in one patient). The group without somnolence during day
time had an amelioration averaging between 64 land 100%. The group with severe drowsiness 
during the day and at night had an amelioration averaging between 32% and 58%, according 
to the same scale. 

Comments. These findings can be explained by the fact that GABA is the main 
neuronal inhibitor transmitter, and different subtypes of GABA receptors appear 
to exist in vertebrate brain with related gene sequence producing specific tissue 
families of receptors, resulting from different oligomeric combinations 3. The 
affinity of benzodiazepines for binding on GABA — A receptors provides the expla
nation for their mechanism of action. FN is a powerful agonist of all benzodia
zepine receptors of GABA neurons. Its action is particularly important in the 
neurons of pars reticulata of substantia nigra, which receives the striatonigral 
GABA ergic pathway. The neurons of the pars reticulata are, on the other hand, 
source of the nigro-thalamic pathway2. 

In conclusion, we propose that FN has a particular pharmacological action 
in specific benzodiazepine receptors. This study suggests that a specific type of 
receptors should play an important role in the control of sleep, whereas ano
ther type of receptors would act more specifically in the control of involuntary 
movements. Since dystonia is a genetically conditioned disorder, resulting from 
the lack of inhibition of motor neurons of the basal ganglia, lack of function 
of one or more GABA receptors subtypes appears as a possible explanation. We 
also suggest that the dystonic syndrome may be due to two different types of 
genetical biochemical dysfunction of those receptors. The apparent specificity 
of FN tor a particular group of dystonic patients, namely those in which the 
hypnotic action is absent or diminished, suggests the existence of two different 
neurochemical categories of dystonia. It is important to emphasize that, in two 
cases, there was a complete suppression of dystonic symptoms after disconti
nuation of medication, one of them remaining without FN for the last five years. 
No tolerance or hallucinatory phenomena were observed during the treatment. 
On the contrary, amelioration persisted after lowering of the higher dosages. 
Comparative video-recording throughout the treatment will give the impression 
that the gain that controls the intensity of the disease process can be manipu
lated as a dial with this drug until the syndrome decreases in volume and in
tensity. 

Furthermore, we propose this newly found therapeutic effect of Flunitra-
zepan as an important alternative to a number of functional neurosurgical pro
cedures, which usually provide only partial on temporary relief of these severe 
neurological syndromes. 
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