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Abstract: We would like to present the case of a patient who had a prior history of cannabis, ecstasy
(MDMA) and LSD abuse and who developed both Hallucinogen Persisting Perception Disorder (HPPD)
and a major depressive episode. Following two unsuccessful SSRIs trials, reboxetine was prescribed.
During a six-month follow-up period on reboxetine 6 mg./day, no exacerbation of the visual disturbance
orrecurrence of the depressive features were reported. Reboxetine may have an o, adrenoreceptor mod-
ulating effect on both noradrenaline and serotonin release, thus reboxetine’s o, adrenoreceptor
modulating effect on noradrenaline release may affect sympathetic activity and be involved in the recov-

ery process.

Introduction

A well described side effect associated with
the use of synthetic hallucinogens, such as
lysergic acid diethylamide-LSD and LSD-
like substances, is the recurrence of some of
the perceptual disturbances which previ-
ously appeared during intoxication, in the
absence of recent use (1, 2). These phenom-
ena are accompanied by full insight and can
be short-term or long-term (3). DSM-IV de-
scribes this condition as Hallucinogen
Persisting Perception Disorder (HPPD) and
stresses that the re-experiencing of one or
more perceptual symptoms after stopping
hallucinogen use causes significant distress
or impairment in social, occupational or
other important areas of functioning (4).
There is some evidence regarding the role

of the serotonergic system in the develop-
ment of HPPD. The acute effects of LSD

appear to be mediated through 5-HT; post-
synaptic partial agonist activity (5). HPPD
may resemble the prior intoxication, imply-
ing that a mechanism related to the original
one may be involved. The hypothesized par-
ticipation of the serotonergic system in the
genesis of HPPD led to the administration of
SSRIs. Some patients reported improvement
of HPPD after treatment with these agents
(6).

Co-morbid depressive disorders may be
present in subjects abusing LSD (7) and also
in patients suffering from HPPD (8). There-
fore, it may be expected that SSRIs could be
of some benefit in the treatment of patients
suffering from HPPD with depressive fea-
tures.

We report the case of a patient presenting

both HPPD and a major depressive episode
who was unsuccessfully treated with SSRIs
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but reported a marked improvement in both
HPPD and depressive symptoms after treat-
ment with the potent and selective
noradrenaline reuptake inhibitor reboxetine.

Case Report

A.wasa26-year-old, single,employed male.
He had 12 years of schooling and had com-
pleted his compulsory military service. He
had a previous history of cannabis use that
started at the age of 21. He occasionally in-
gested ecstasy (MDMA) and LSD at trance
parties. There was no other previous signifi-
cant medical or psychiatric history. He
experienced good trips, which were fol-
lowed by short, pleasant, visual recurrences.
The visual disturbances consisted of station-
ary changing color points which suddenly
appeared and disappeared when looking at
white walls and illusions of movement when
looking at still objects like a pen, a glass oran
armchair. They lasted fractions of a second,
were accompanied by full insight and were
under his control. He described these percep-
tual disturbances as pleasant, benign and
welcome. At the age of 25 the perceptual dis-
turbances began lasting longer than
expected, and he felt that he was losing con-
trol.

He suspended all the “chemicals,” e.g..
LSD and MDMA. and discontinued the use
of all substances of abuse besides cannabis.
Two months later he suddenly experienced
the appearance of a new sort of perceptual
disturbance that he had not experienced in
the past: a single, black luminescent moving
pinpoint, which entered his visual field. He
associated the appearance of “the point,” as
he called it, with cannabis use (9) and conse-
quently stopped using cannabis. The point
was present almost every day for periods of
time that lasted between fractions of seconds
to minutes, several times a day. The point al-
most always appeared after looking at a
moving or stationary object that contained
the color white, such as a white wall, a white
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page of a notebook or a piece of white toilet
paper. Moving objects such as a candle
flame, the smoke of incense or a moving car
seemed to leave trails or have shadows.

These perceptual disturbances fulfilled
DSM-IV criteria for HPPD. The occurrences
caused significant distress and impairment
in social and occupational functioning. He
was unable to work more than a few hours a
day. He avoided going out because he was
unable to foresee when the intruding point
would appear. He felt handicapped and dis-
abled.

Depressive features rapidly followed the
onset of HPPD. He presented complaints of
depressed mood most of the day. diminished
interest in everyday activities, poor appetite,
fatigue, low energy, poor concentration, in-
decisiveness, insomnia and feelings of
hopelessness and helplessness. He fulfilled
DSM-IV criteria for major depressive epi-
sode (4).

Prior to admission the patient had re-
ceived fluoxetine up to 20 mg./day for
approximately two months, with no amelio-
ration of the HPPD or the accompanying
depressive features, but with side effects
such as nausea, agitation, nervousness and
insomnia.

On admission routine medical laboratory
tests were performed. They were all in the
normal range. Ophthalmological and neuro-
logical evaluations were also unremarkable.

He received paroxetine 20 mg./day, and
complained of tiredness and dizziness, and
more intense and more frequent episodes of
HPPD. so that it was stopped.

Following two unsuccessful SSRIs trials,
reboxetine was prescribed. It was started at
the low dose of 2 mg./day. The second week
it was increased to 4 mg./day. The subject re-
ported slight constipation and dry mouth. In
the third week he reported less sadness and
“feeling more energetic.” He also noted that
the point became less intrusive and that it ap-
peared less frequently. The secondary
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perceptual disturbances which usually fol-
lowed the appearance of the point also
seemed to appear less vividly and frequently.
After one month of treatment, reboxetine
was increased to 6 mg./day in the fifth week
and then to 8 mg./day in the sixth. The 8
mg./day dose was accompanied by slight uri-
nary retention and insomnia, which were
dose related and resolved after return to the
previous 6 mg./day dose. The subject contin-
ued to show a clinical improvement. The
point did not disappear entirely, but lost its
intrusive and bothersome character. It ap-
peared solely for fractions of a second and
only under stressful situations. The second-
ary perturbing visual disturbances which
regularly followed the appearance of the
point vanished entirely. The HPPD ameliora-
tion was followed by an improvement of the
depressive features. During a six-month fol-
low-up period on reboxetine 6 mg./day. no
exacerbation of the visual disturbance or re-
currence of the depressive features were
reported.

Discussion

Different theories have been postulated to
explain the return of perceptual disturbances
(1. 3. 6). Accordingly. there are numerous
pharmacological agents which have been re-
ported as helpful in the treatment of the
symptoms of HPPD (1, 3, 10, 11). The fact
that distinctly different agents lead to some
amelioration of HPPD may indicate the pos-
sible presence of HPPD subtypes which
respond to these different compounds.

The identification of concurrent sub-
stance-related disorders is important for
accurate psychiatric diagnosis and in the de-
velopment of a treatment program (12). Itis
of clinical value to elucidate the sequence of
symptom occurrence. as the establishment of
primary and secondary disorders may fre-
quently influence treatment.

The patient described had a history of
cannabis, MDMA and LSD use. He pre-

sented LSD related visual disturbances trig-
gered by cannabis use (9) that fulfilled
criteria of HPPD (primary disorder). HPPD
was consequently followed by depressive
features (secondary disorder) (8).

The explanation for the observed im-
provement of both HPPD and the subsequent
depressive disorder after reboxetine treat-
ment remains unclear, some speculations
may be made.

LSD-related HPPD could be associated
with excessive sympathetic nervous activity
that may be alleviated by clonidine (3).
Reboxetine may have an o» adrenoreceptor
modulating effect on both noradrenaline and
serotoninrelease (13.14). Thus, reboxetine’s
oo adrenoreceptor modulating effect on
noradrenaline release and sympathetic activ-
ity may be involved in the recovery process.

In addition, improvement of HPPD after
administration of SSRIs has been reported
and attributed to the down regulation of 5-
HT, receptors, which supports the
serotonergic mechanism of HPPD (6). Al-
though reboxetine is a noradrenaline
selective reuptake inhibitor, it may also af-
fect the reuptake of serotonin resembling the
effects of SSR1s. The final common pathway
for all antidepressants appears to be medi-
ated through the enhancement of 5-HT
neurotransmision (15).

It should be emphasized that improve-
ment of an underlying depression may have
led to a subsequent improvement in the
HPPD. Conclusions from this case report
should be taken with appropriate caution.
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