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he use of cannabis at a younger

I age is associated with psychosis

symptoms in early adulthood, ac-

cording to a study published online in the
Archives of General Psychiatry.

Such a link has been reported before,
but this is the first study to demonstrate
the association in a subgroup of sibling
pairs, “thus reducing the likelihood that
the association was due to unmeasured
shared genetic and/or environmental in-
fluences,” said Dr. John McGrath of the
Queensland Brain Institute, Wacol, Aus-
tralia, and his colleagues.

In addition, their study demonstrated
a dose-response relationship between
younger age at first marijuana use and
higher risk of psychosis-related out-
comes, they noted.

Earlier studies had found a link be-
tween early-onset cannabis use and later
symptoms of psychosis, but there were
“lingering concerns that the association
may reflect methodological biases and
unmeasured residual confounding” in
those studies. Dr. McGrath and his asso-
ciates examined the link using data from
a birth cohort of more than 7,000 moth-
er-infant pairs who were first studied in
1981-1984 and followed up 5, 14, and 21
years later.

A total of 3,801 of these infants and
their close-in-age siblings comprised the
subjects in this study. The latest follow-up
occurred when they were aged 18-23
years. At that time, about 18% of the sub-
jects said they had been using marijuana
for 3 or fewer years; 16% said they had
been using it for 4-5 years; and 14% said
they had been using it for 6 or more years.

At this final follow-up, 65 of these
subjects had received diagnoses of non-
affective psychosis because they met the
criteria for schizophrenia (53 subjects),
persistent delusional disorder (3), or
acute transient psychotic disorders (9).
An additional 233 subjects reported at
least one visual or auditory hallucination
on the Composite International Diag-
nostic Interview (CIDI).

Only subjects with the longest duration
since first cannabis use—that is, those
who started using marijuana at age 15
years or younger—were at significantly
increased risk for developing symptoms
of nonaffective psychosis in young adult-
hood.

Those who started using marijuana at
that age were twice as likely to receive
such a diagnosis than were subjects who
said they had never used marijuana, the
researchers said (Arch. Gen. Psychiatry
2010 [doi:10.1001/archgenpsychiatry.
2010.6]).

Compared with subjects who did not
use cannabis, those who used it at a
younger age were 4 times more likely to
score in the top quartile on the 21-item
Peters et al. Delusional Inventory (PDI)
and to report hallucinations on the CIDL

Moreover, the longer the interval since
first cannabis use, the higher the risk of
these adverse psychosis-related outcomes.

In a subsample of 218 sibling pairs,

there was a significant association
between earlier first use of cannabis
and higher scores on the PDI. For
every additional year since first ex-
posure to marijuana, the sibling with
the younger age at first use scored
one item higher than the other sib-
ling, wrote the authors.

This study could delineate an as-
sociation between early marijuana
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and was not designed to determine
causality. “We cannot confidently
exclude the possibility that some of
the cohort members may have de-
veloped psychosis as young adoles-
cents, which may have contributed
to subsequent [early] cannabis use,”
they added.

The National Health and Medical
Research Council of Australia fund-

Major Finding: Those who started using
marijuana at 15 were twice as likely to re-
ceive a diagnosis of nonaffective psychosis
in young adulthood as their counterparts
who said they never used.

Data Source: Prospective, sibling pair
analysis of 3,081 adults born between
1981 and 1984.
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use and later symptoms of psychosis,

ed the study.

Adverse events in major depressive

disorder (MDD): The most commonly

ohserved adverse events associated

with the use of paroxetine hydrochloride
extended-release tablets were: abnormal
ejaculation, abnormal vision, constipation,
decreased libido, diarrhea, dizziness, female
genital disorders, nausea, somnolence,
sweating, trauma, tremor, and yawning.
Adverse events in a study of elderly patients
with MDD were: abnormal ejacuiation,
constipation, decreased appetite, dry mouth,
impotence, infection, libido decreased,
sweating, and tremor.

Contraindications and Precautions:
Concomitant use in patients taking either
monoamine oxidase inhibitors (MAOIs),
including linezolid, an antibiotic which is a
reversible non-selective MAQI, pimozide,

or thioridazine is contraindicated. Paroxetine
hydrochloride extended-release tablets are
contraindicated in patients with a hypersensi-
tivity to paroxetine or to any of the inactive
ingredients in paroxetine hydrochloride
extended-release tablets. Caution is advised
when paroxetine hydrochloride extended-
release tablets are coadministered with
other drugs that may affect the serotonergic
neurotransmitter systems, such as other
SSRIs, triptans, linezolid (an antibiotic which
is a reversible nonselective MAQI), lithium,
tramadol, or St. John's Wort. (See Brief
Summary for complete Precautions.)

Suicidality and Antidepressant Drugs
Antidepressants increased the risk compared

to placebo of suicidal thinking and behavior
(suicidality) in children, adolescents and
young adults in short-term studies of
major depressive disorder (MDD) and other
psychiatric disorders. Anyone considering
the use of paroxetine or any other anti-
depressant in a child, adolescent, or young
adult must balance this risk with the clinical
need. Short-term studies did not show an
increase in the risk of suicidality with anti-
depressants compared to placebo in adults
beyond age 24; there was a reduction in
risk with antidepressants compared to
placebo in adults aged 65 and older.
Depression and certain other psychiatric
disorders are themselves associated with
increases in the risk of suicide. Patients of
all ages who are started on antidepressant
therapy should be monitored appropriately
and observed closely for clinical worsening,
suicidality, or unusual changes in behavior.
Families and caregivers should be advised
of the need for close observation and
communication with the prescriber.
Paroxetine is not approved for use in
pediatric patients. (See WARNINGS:

Clinical Worsening and Suicide Risk,
PRECAUTIONS: Information for Patients
and PRECAUTIONS: Pediatric Use.)

Please see adjacent Brief Summary of Prescribing
Information, including BOXED WARNING.
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