
CLINICAL CASE

A 20 year old woman who was admitted in our center
due to a maniform syndrome in the context of serious
cannabis dependence is presented. She presented a ge-
netic load of affective disorder: a twin brother of the 
father diagnosed of bipolar disorder and maternal grand-
mother of recurrent major depressive disorder, with me-
lancholic symptoms. Her premorbid personality is des-
cribed as responsible, extrovert, perfectionist, active,
well adapted and with good academic performance. No
somatic background of interest is reported.

Her clinical history began at 17 ye a rs of age, coinciding
with the onset of cannabis use in pro gre s s i ve ly incre a s i n g
amounts until 10-20 cigare t t e s / d ay, although this incl u d e d
p e riods of less consumption and abstinence. She pre s e n t e d
a depre s s i ve syndrome in fo rm of asthenia, anhedonia, fe e l -
ings of lack of ability and anorexia with significant we i g h t
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Summary

Cannabis has been commonly regarded as an innocuous
drug, and has been used for centuries due to its multiple
therapeutic effects (analgesic, anticonvulsant, sedative,
antidepressant, etc.). However, growing evidence in recent
years highlights the risk of adverse effects secondary to
dependence and withdrawal syndrome. We report a case 
of  severe cannabis dependence, that led to a variety of
psychopathological, cognitive and somatic symptoms. This
is compared with the bibliography and we analyze the
influence of a possible underlying psychiatric disease. 
The adverse effects include affective and  eating disorders,
and the possibility of seizure induction. A novel therapeutic
strategy in cannabis dependence is reported.
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Epileptic seizure. Lithium. 

Resumen

El cannabis ha sido considerado históricamente una dro ga
inocua y utilizado durante siglos por sus múltiples efe c t o s
t e rapéuticos (analgésico, anticonv u l s i vante, sedante,
a n t i d ep re s i vo, etc.). Sin embargo, en los últimos años ex i s t e
una creciente evidencia de la existencia de efectos adve rs o s ,
d e ri vados de la dependencia y abstinencia. Describimos un
caso clínico de dependencia grave a cannabis que pre s e n t a
una sintomatología polimorfa, a nivel psicopatológi c o,
c o g n i t i vo y somático; la contrastamos con la bibl i o grafía y
analizamos la  influencia de un posible tra s t o rn o
p s i q u i á t rico subyacente. Del síndrome clínico destacan las
a l t e raciones afe c t i vas y de la conducta alimentaria, así como
la posible relación con una crisis comicial. Comentamos por
último una nu eva estra t e gia terapéutica en la dep e n d e n c i a
de cannab i s .
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loss. She didn’t re fer megalomaniac cognitions she went to
a psych i a t rist who pre s c ribed paroxetine 20 mg/day, ini-
t i a l ly observing a good clinical response. 

In the next two years, the symptoms were marked by
emotional instability, with periods characterized by irri-
tability, concentration difficulties, psychomotor restless-
ness and progressive abandonment of usual tasks. Dur-
ing the last year, eating behavior disorders, with bin-
geing secondary to increased appetite and frequent vo-
miting due to intolerance to the intake, stood out. The
symptoms became worse in the months prior to admis-
sion, and she presented a restrictive diet due to intole-
rance to fats, with significant weight loss. The patient
denies distortion of the body image and self-induced vo-
miting at all times, a fact corroborated by the family.

On admission, the patient showed correct tempora l -
spatial orientation; significant distra c t i b i l i t y, and concen-
t ration difficulties. There we re also logo rrheic speech and
thought with tachy p s y chic and flight of ideas tendency;
hy p e rt hymic mood, at times dy s p h o ric with irri t ab i l i t y
and emotional lability; psychomotor restlessness and mo-
d e rate hy p e ra c t i v i t y, with pro gre s s i ve abandonment of
usual activities. In addition, there was also important psy-
chic and somatic anxiety. She was awa re of her disease, re-
cognizing difficulties in cognitive perfo rmance secondary



to the addiction. She presented fi rst and third phase in-
somnia in the weeks prior to hospitalization.    

In the beginning of her hospitalization, treatment wa s
p re s c ribed with olanzapine 10 mg/day and cl o razepate 
30 mg/day. On the third day, coinciding with the decre a s e
in treatment mentioned due to clinical improvement, the
patient presented a ge n e ralized tonicoclonic epileptic sei-
z ure with tongue biting, sphincter relaxation, post-cri t i c a l
p e riod and posterior amnesia. The complementary ex a m i-
nations (complete blood test, bioch e m i s t ry, coag u l a t i o n
tests, protein analysis, HIV, HBV, HCV and syphilis sero l o-
gies, thy roid hormones, folates, cobalamines and cra n i a l
CT scan) we re within norm a l i t y, except for a mild anemic
s y n d rome and decrease of folates, with later norm a l i z a t i o n
in the control analysis. The neuro l o gical assessment advi-
sed against treatment with antiepileptics and 1 mg/day of
clonazepam was pre s c ribed, without observing seizure
p a t h o l o gy during the rest of the admission. 

Due to the familial genetic load of bipolar disorder, to
the presence of differentiated periods of hypothymia
and hyperthymia during recent years, the maniform
symptoms of the present episode as well as the per-
sistence of some dysphoria, anxiety and psychomotor
restlessness in spite of the treatment pre s c ribed, a decision
was made to prescribe increasing doses of lithium until
800 mg/day, observing good tolerability and progressive
clinical improvement until the premorbid level. On 
discharge, the patient was euthymic, without significant 
anxiety, with restoration of cognitive performance, as
well as normalization of the eating behavior and good 
tolerance to intake.

DISCUSSION

Cannabis has been historically considered as an in-
nocuous drug, however in recent decades and in rela-
tionship to a greater amount and frequency of the pattern 
of use, there has been growing evidence of the existence of
symptoms from dependence and abstinence of this toxic
agent. Adverse effects after acute intoxication as well as
continued use has given rise to many experimental and
observational studies, that have described psychopatho-
logical, cognitive, somatic and neurophysiological disor-
ders. Most of the effects derived are dose dependent and
strengthened by constitutional factors including low age
at onset of consumption, personality features and vulne-
rability to serious psychiatric diseases1.

The responses derived from acute intoxication inclu-
de euphoria and sedation, but adverse effects, such as
panic attack2, hypothymia3, and psychotic symptoms2,4

are frequent. Previous history of schizophrenia or per-
sonality disorder has been associated to greater serious-
ness and duration of the symptoms. The psychotic epi-
sodes are characterized by a greater confusional compo-
nent, more disorganized and violent behavior, grandio-
sity and hyperthymia, greater insight, less evidence of
thought disorders and rapid response to neuroleptics5-7.
It has been suggested that toxic psychosis can be pro-

duced in individuals without a previous history of se-
rious mental disease in some studies5.

The validation of the cannabis dependence concept,
according to the DSM-IV, has been verified in different
empiric investigations based on the cognitive, psycho-
pathological and behavioral disorders that it causes, and
to the continuation of its use in spite of them8. Irritabi-
lity, dysphoria and insomnia are produced in the conti-
nued use from the psychopathological point of view.
The abstinence syndrome causes anxiety, lack of moti-
vation, dysphoria, irritability, anorexia, insomnia and 
autonomic effects9-11.

Cognitive dysfunction in cannabis dependence is rela-
ted with the years of use, observing impairment in the
selective attention, manifested by inability of frontal pro-
cessing to filter irrelevant stimuli12. Impairment has also
been observed in work memory, evocation and learn-
ing13. In addition, it has been possible to relate delay in
data processing with increase in P300 wave latency of
the evoked potentials in patients who are cannabis users
in regards to the controls12.

Among the somatic effects deri ved from cannabis use,
we can find conjunctival reddening, photophobia, tear-
ing, tre m o r, ataxia, tachy c a rdia, blood pre s s u re ch a n ge s ,
i n c reased appetite, as well as hormonal and immu n o l o gi-
cal ab n o rmalities. The therapeutic effects such as analge-
sic, antiemetic, mu s cle relaxant, bro n chodilator and the
d e c rease of intraocular pre s s u re ones are also know n1 4 , 1 5.
In studies on isolated cases, the possibility that cannab i s
causes electro e n c e p h a l o graphic alterations, such as neu-
ronal deregulation or decrease of the REM phase, are des-
c ri b e d1 6 , 1 7. It has been hypothesized that the cannab i-
noids would act by altering the synaptic morphology in
s eve ral re c e p t o rs (opioids, benzodiazepinics, anandami-
des) as well as by interacting with multiple neuro t ra n s-
m i t t e rs, modifying the ch o l i n e rgic, catech o l a m i n e rgi c ,
s e ro t o n i n e rgic and GABA e rgic activity1 5 , 1 7.

In the clinical case presented, the clinical symptoms
began with a depressive syndrome coinciding with the
onset in cannabis use; these symptoms present with con-
siderable frequency in individuals who consume this
substance and with greater prevalence in women (16 %
adaptive disorder with depressive symptoms, 10.5 %
dysthymia)3. During the following years, there was a pre-
dominance of emotional instability, irritability, dyspho-
ria, concentration difficulties, with decrease in producti-
vity in usual tasks as well as in social interaction, a psy-
chopathology that could be explained by overlapping
periods of continued use and abstinence. 

It is likely that the alterations of the eating behavior
would be a consequence, on the one hand, of voracious
appetite that the patient described in the times of into-
xication, provoking binges14; and in the second place, a
progressive gastrointestinal deterioration that lead to in-
tolerance to intake (dyspepsia, slow digestion, abdomi-
nal pain, constipation, etc.), vomiting, anorexia in pe-
riods of abstinence and important weight loss.

The psychopathological examination of the patient on
admission, resembling a maniform syndrome, has al-
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re a dy been described in the bibl i o gra p hy, as a consequen-
ce of cannabis abuse, in regards to circumstantial, lo-
gorrheic, fragmented speech, flight of ideas, with inter-
ruption in thought flow and cognitive alterations in 
attention, concentration, memory, and distortion of ex p e -
rience of time15.

Within the clinical signs and symptoms derived, we
describe a generalized epileptic episode that coincided
with the decrease of the benzodiazepines. The abstinen-
ce itself of cannabis could have contributed to this fact,
given the potential of this drug to produce electroen-
cephalographic alterations in the intoxication and in the
abstinence, its close relationship with the GABAergic
system and its use as antiepileptic16-19.

The treatment scheduled with lithium carbonate and
olanzapine satisfa c t o ri ly improved the signs and symptoms
until the premorbid level. The possibility that some pa-
tients with affe c t i ve symptomatology and substance ab u s e
could re a l ly be attenuated bipolar or cycl o t hymic disor-
d e rs has been described; in our case, this would not be un-
l i ke ly if we also consider the fa m i ly back gro u n d2 0. On the
other hand, treatment with lithium has been proposed to
avoid the cannabis withdrawal syndrome mediated by the
n e u ronal ox y t o c i n e rgic activation in the hy p o t h a l a mu s
and supraoptic nu cl e u r, observed in ex p e rimental animals.

We believe that the signs and symptoms deri ved fro m
c a n n abis dependence associated to an underlying psy-
ch i a t ric disorder can cause a polymorphus syndrome with
clinical alterations in diffe rent areas. In this case, we have
o b s e rved psych o p a t h o l o gical, cognitive and ve ge t a t i ve di-
s o rd e rs alre a dy described in the bibl i o gra p hy. Furt h e rm o-
re, the hypothesis is made on the relationship of this dru g
with some other manifestations, such as eating behav i o r
d i s o rd e rs and its potentiality to influence the conv u l s i ve
t h reshold. In addition, we have observed good re s u l t s
with lithium thera py, perhaps even with a preve n t i ve va-
lue. New and more ex t e n s i ve investigations would be ne-
c e s s a ry to define the direct effects of cannabis dependen-

ce and the potentiated or precipitated ones, in patients
with constitutional predisposition to psych i a t ric disease. 
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