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Summary. Two patients with post-coma reactivation deficiency who showed a “dramatic” response to rotigo-
tine therapy are described. They had suffered from prolonged coma due to lesions in the mesencephalic ventral 
tegmental area. The authors believe that rotigotine effect in these cases could be due to restoration of dopa-
minergic transmission in medial frontal areas previously “de-afferented” from the lesions. Some comatous pa-
tients may experience a prolonged difficulty in recovering a normal state of consciousness. This phenomenon 
may be due to dysfunction of amynergic activating pathways connecting brainstem to the frontal cerebral 
cortex. In particular, dysfunction of dopaminergic pathways from the mesencephalon to the frontal cortical 
areas may be responsible for clinical pictures characterized by preserved alertness and total loss of interactions 
with the surrounding environment; the so called “waking coma” cases. (www.actabiomedica.it)
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C a s e  r e p o r t

Case Report

A 65-year-old man arrived at the emergency room 
because of acute consciousness disturbance. TC of the 
brain showed a hemorrhage in the mesencephalic re-
gion. His conditions were very critical (GCS = 3), even 
if the breathing function was normal. Family members 
were informed of a probable bad outcome over the 
course of hours.The patient was admitted to intensive 
care unit and then, after a few days, to a normal care 
unit. He remained stable for several days. After 20 days 
he recovered a waking state and he was transferred to a 
rehabilitation department for post-comatose patients. 
At that time the neurological examination showed a 
clinical picture of “acinetic mutism”: the patient was 
alert but he was’nt able to make any movement either 
spontaneous or on request and the verbal expression 
was impossible. Occasionally he was able to follow the 
examiner‘s movements with his eyes. Considering the 
location of the lesion, it was decided to start transder-
mal rotigotine 2 mg/24 h, a dosage to be increased to 4 

mg/24 h in the following week. In the following days 
the patient began making spontaneous movements 
and progressively improved his interaction with the 
environment; he was then transferred to a neuromo-
tor non-intensive rehabilitation unit and after about 
4 months he came back to our outpatient clinic with 
a normal mental state and left-sided mild hemiparesis 
which however allowed him to walk independently. 
Up to now he remained stable in follow-up visits. The 
second case regard a 50-year-old woman, after a be-
reavement in the family, spent many days locked in 
home refusing visits and food. After a  couple of weeks 
she was found at home in a serious confusional state 
with delusions. A diagnosis of psychotic episode was 
made and she was treated with neuroleptics drugs for 
a long time. Delusions improved but two months after 
neuroleptic withdrawal she developed a total inabil-
ity to move and to talk as for a severe auto-activation 
deficiency: he remained motionless on the bed, eyes 
open, without any interaction with the environment. A 
brain MRI showed an area of signal hyperintensity in 
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the mesencephalic region, possibly as a result of previ-
ous vascular or metabolic injury. Based on the clinical 
picture and the site of the cerebral lesion, 2 mg/24 h 
transdermal rotigotine therapy was started. The pa-
tient improved after a few days with reappearance of 
spontaneous movements; She was dismissed and she 
gradually resumed her job. After about 8 months she 
was able to return to work on a regular schedule as an 
employee.

Discussion

Case 1 describes a case who showed lack of awak-
ening from prolonged coma with a prolonged “minimal 
consciousness state”. Case 2 describes a patient with a 
clinical state of “akynetic mutism”, which could not be 
simply explained as a collateral effect of neuroleptic 
therapy. In both cases there was a mesencephalic lesion 
in the region of the ventral tegmental area. Dopamin-
ergic pathways departing from this area are directed to 
basal forebrain and they are considered to play a fun-
damental role in finalized behavior (1 - 4). They are 
component pathways of the medial forebrain bundle 
(MFB) which projects to mesial frontal regions and 
is crucial for the self-activation behaviour (4). Treat-
ment with rotigotine may have improved the condition 
of these patients restoring dopaminergic transmission 
in “deafferented” mesial frontal areas (5). Rotigotine 
treatment may be actually helpful in patients with de-
layed awakening from coma or prolonged self-activa-
tion deficiency with akynetic mutism (5). The presence 
of mesencephalic or nucleobasal lesions in these cases 
may suggest the indication to rotigotine treatment, 
but however, in our opinion, in cases like these, due to 
cerebral injuries of various origin (traumatic, vascular, 

hypoxic, etc) a trial of dopaminergic therapy with ro-
tigotine could be performed because a dysfunction of 
the dopaminergic pathways in the MFB could occur 
even if there are no lesions demonstrated by the usual 
imaging techniques.
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