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Dear Editor,

It is well known that there is a risk of switch to mania
in the treatment of bipolar depression with antidepres-
sants (as well as an increase in chances of rapid-cycling),
which is more important in the case of tricyclic and dual
action antidepressants’. A less frequent clinical situation,
although some cases are reported in literature, is the
switch to mania that occurs inmediately after antidepres-
sant discontinuation??.

We report the case of a 44-year- old female, diag-
nosed with bipolar disorder type I, who developed a switch
to mania after 100 mg desvenlafaxine discontinuation. The
woman had been diagnosed at 23 years of age and pre-
sented no other medical or surgical history of interest. At
the beginning of her illness she had been treated with lith-
ium carbonate, which was retired after some years due to
a severe autolytic attempt through drug-induced autoin-
toxication with this medicine -this episode required ICU
admission. Throughout the course of her illness she experi-
enced two manic episodes that required hospital admis-
sion, and at least 6 confirmed depressive episodes treated
with drugs, the two last ones with desvenlafaxine up to
100 mg/day. The treatment consisted on extended-release
valproic acid (100 mg/day), clonazepam (from 1.5 to 2 mg/
day), extended-release quetiapine (200 mg/day) and des-
venlafaxine (100 mg/day), this one being incorporated to
the treatment due to a moderate depressive episode about
3.5 months before discontinuation.

After this period, and having remained clinically stable
for about 3 months, desvenlafaxine was withdrawn (accord-
ing to time-relating recommendations that consider that
the antidepressant treatment of bipolar depression should
be short-term, precisely in order to avoid the risk of switch-
ing to mania'). The treatment was suppressed without con-
sidering gradual discontinuation for various reasons: the
desvenlafaxine dose was regarded as a medium dose, the
tablets are not divisible and also because during a previous

depressive episode the drug had been withdrawn in a similar
way with no clinical incidence. Within 3-4 days of with-
drawal, she developed a case of expansive mood, delusions
of grandeur, decreased sleep and flight of ideas, posing a
manic disorder which was controlled in an acceptable way
adding asenapine up to 15 mg/day to the treatment, levome-
promacine from 25-50 mg daily and encreasing the daily
dose of clonazepam up to 3-4 mg. Nevertheless, although
attenuated by the treatment, the symptoms lasted for more
than 10 weeks.

Noradrenaline has been identified as a key substance
for mania switch; however, the efficiency of antidepressants
with noradrenergic activity in the treatment of bipolar de-
pression is high and for this reason they are commonly used
substances for this condition®. It must be stressed that dis-
putes about the treatment of bipolar depression are on the
frontline at clinical level. Most approved recommendations
include the use of antidepressants combined with mood sta-
bilizers for short periods of time, withdrawing the antide-
pressant as soon as possible and basing the strategies on the
pharmacological properties of antidepressants, like the con-
stant dissociation from the values of the equilibrium disso-
ciation constant for noradrenaline transporter®*.

The significance of the case lies in two facts: it is the
first identified case of switch to mania after desvenlafaxine
withdrawal -however, cases induced by the introduction of
this treatment have been reported®- and also because of the
low number of published cases relating to antidepressants in
other groups, although cases relating to the appearance of
manic symptoms in patients with no previous history of this
kind have been published, together with reported cases of
unipolar depression after the withdrawal of selective sero-
tonin reuptake inhibitors® .

The complexity of the treatment of bipolar depression is
still a major medical challenge and, as an overall indication,
it seems important to emphasise the advisability of intro-
ducing and withdrawing antidepressants gradually.
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Dear Editor,

Caffeine is the main ingredient of energy drinks, consid-
ered by some authors as emerging drugs'. Energy drinks
market has grown exponentially since Red Bull was first in-
troduced in Austria in 198723 They are marketed for their
properties related to the increase in the level of alertness,
memory, humor and energy®*. The increase in consumption
among more and more young people, primarily in relation to
sports practice and entertainment® has created concern
among the scientific community and public opinion.

Case report

we present the case of a 22-year-old male attended in
the emergency department of a general hospital. He had no
somatic, surgical or toxic background of interest, he was not
a caffeine or energy drinks consumer and did not undergo
any treatment. He had no known personal or family psychi-
atric history. Single, son of separated parents, the eldest of
two brothers. He lived with his father.

He went to the hospital with insomnia and anxiety
symptoms. During the previous month he had been working
in another country where he was in contact with relatives
and close friends, who didn’t report disorders or changes in
their functionality. Five days before the consultation, and
worried about a trip by plane that he had to make, he in-
gested 20 cans of 250 cc of an energy drink in 24 hours. This
energy drink was composed of 80 mg of caffeine, taurine,
inositol and vitamin B complex. Since then he had been ner-
vous, restless, unable to sleep (he had slept a total of 8 hours
in 5 days), with “many thoughts in his head" and verbalizing
multiple projects related to business and excessive purchas-
es. He described himself as a very calm person, but at the
moment he had many things to say and he was in an excel-

6. Baeza S, Quijada J, Santander J. Sindrome de discontinuacién de
antidepresivos. Rev Chil Neuro-psiquiatr. 2002;40:56-66.

lent mood. According to his relatives, he was very nervous,
he talked nonstop and moved from one topic to another.

Somatic exploration in the casualty room was reported as
follows: good general condition, conscious, oriented, cooper-
ative. Well hydrated and perfused, normocoloured, afebrile,
eupneic. Isochoric and normorreactive pupils, without neuro-
logical focus to the global exploration. Rhythmic cardiac
sounds and good vesicular murmur at pulmonary ausculta-
tion. Systolic blood pressure 120, diastolic 63. Heart rate 77
bpm. 98% oxygen saturation. The urine toxic test was positive
for benzodiazepines, which had been administered at his
health center, and negative for amphetamines, cocaine, can-
nabis, tricyclic antidepressants, barbiturates, methadone,
methamphetamines, opiates and MDMA. In the analytical, he
did not show alterations. To the psychopathological explora-
tion, the patient was conscious, self oriented and alopsychi-
cally, cooperative, syntonic, hyperalert. His affective state was
hyperthymic, expansive, with exaltation of self-esteem, ten-
dency to the loss of limits and disinhibition. He presented
tachypsychia, flight of ideas, verbosity, high pressure of
speech, with discourse centered on disproportionate plans. No
delirious contents or sensoperceptive disorders were evident.
He denied tanatic or self-injurious thoughts. He had present-
ed hyperphagia during the last few days, with weight loss and
global insomnia. During the evaluation, psychomotor restless-
ness and a partial awareness of illness were observed.

It was established as initial diagnosis probable mania
induced by the use of caffeine at high doses.

10 mg oral olanzapine was administered and was kept
under observation for 8 hours. Later he was calmer, he had
slept; hyperthymia, expansiveness and megalomaniac thought
contents persisted. There were no adverse effects to the treat-
ment administered. In this clinical situation, treatment with
olanzapine 10 mg at bedtime and diazepam 10 mg condition-
al on anxiety was prescribed and abstinence from caffeine
was recommended. He was discharged from hospital for fol-
low-up by the reference mental health unit. After two weeks
it was necessary to adjust the dose of olanzapine from 10 to
20 mg/day due to the persistence of manic symptoms.

Two months later, it was necessary to reduce the dose of
antipsychotic to 10 mg/day by sedation in order to facilitate
therapeutic adherence. Hypomanic clinic then persisted.
Since the assistance in the emergency room he maintained
abstinence from caffeine.

Discussion

Caffeine is a methylxanthine derivative that binds to the
A1 and A2a receptors of adenosine, acting as competitive an-
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tagonists. In the brain, adenosine receptors inhibit the release
of numerous neurotransmitters (GABA, acetylcholine, dopa-
mine, glutamate, noradrenaline and serotonin), so that caffeine
will produce the opposite effect®®. Thus, obstruction of the 2A
receptors by caffeine the adenosinic A2 receptor blockage
would produce an increase in dopaminergic neurotransmission
with the consequent stimulating properties®”. Its use has been
related to various systemic effects, among which cardiovascu-
lar, respiratory, musculoskeletal, the central nervous system,
and psychiatric effects®”-'°. Among the latter, excessive con-
sumption is associated with anxiety disorders®®'", insomnia®>'°,
onset and decompensation of psychosis®’#® and mania*>78".,
However, the international classifications of diseases and men-
tal disorders, ICD-10" and DSM-5"%, although they recognize
disorders derived from the consumption of caffeine (intoxica-
tion, abstinence, anxiety disorder and sleep disorder), they
don’t consider mood disorder induced by this substance’.

A can of energy drink can contain up to 500 mg of caf-
feine’; in addition to other components such as taurine or
inositol. Taurine is a sulfuric amino acid with a neuroprotec-
tive role in muscle and brain contraction, producing in-
creased concentration'. Inositol is a natural substance that
is present in animal tissues, mainly in the heart and brain,
involved in the regulation of cellular responses'. Both are
related to certain psychoactive properties’, without the lit-
erature being directly related to the appearance of affective
disorders, although the acute and long-term effects that
result from the excessive and chronic consumption of these
additives alone and in combination with caffeine, do not
know each other completely.

In this case, the patient ingested 1,600 mg of caffeine
acutely, since a 250 cc can of Red Bull (brand of ingested
beverage) contains 80 mg of caffeine, 1 g of taurine and 50
mg of inositol?. Considering the scientific evidence, the abu-
sive consumption of caffeine could be related to the manic
symptoms that he presented.

The diagnosis of the disorders related to the consump-
tion of caffeine is based on the anamnesis, the somatic ex-
ploration and the complementary tests, which should be
performed according to the clinic, and which in this patient
were normal. Its treatment is symptomatic, at the beginning
a benzodiazepine is recommended, since seizures have been
described after doses of abuse’. In our case, given the inten-
sity of the symptoms, its marked manic character, as well as
the time elapsed after the consumption, we opted for the
administration of an antipsychotic, with which initially fa-
vorable response was obtained, as well as the indication of
the suspension of caffeine intake.

Conclusions

Energy drinks could represent a public health problem due
to their potentially serious effects, especially in more vulnerable
people, such as children and teenagers, and people with mental
disorders. The consumer should be informed of the risk of the

intake, mainly if it is carried out in large quantities or associated
with other substances such as alcohol or cannabis®’.

Caffeine can induce maniac states, both in people with
a previous diagnosis of bipolar affective disorder, and in
people without a history'. There are few cases described,
perhaps because the background of caffeine intake is not
often recorded, since it is considered harmless’!", and its
consumption should be explored due to its potential toxicity
and its relation to psychiatric disorders.
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