Substance-Induced Psychosis: A Diagnostic Conundrum
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Objective: To critically examine the
DSM-IV-TR criteriafor substance-induced
psychotic disorder (SIPD).

Data Sources: Leading electronic databases
(such as MEDLINE, PubMed) were searched
for the years 1992 through 2007, using combina-
tions of the following key search terms: substance
abuse/dependence, alcohol, marijuana, cannabis,
methamphetamine, crack, cocaine, amphetamine,
ecstasy, ketamine, phencyclidine, LSD, mental
health, drug-induced psychosis, substance-
induced psychosis, psychosis, and schizophrenia.
References identified from bibliographiesof per-
tinent articlesand books in the field were also
collected and reviewed.

Data Extraction: Only research studies or
case reports/series that presented data on popula-
tions diagnosed with SIPD by using clinical or
structured diagnostic interviews and that were
published in English were used to assess the
validity of the current SIPD criteria

Data Synthesis: We identified 49 articles that
presented clinical data on SIPD. Almost half of
these publications were case reports, with 18
articles specifically focusing on delineating the
clinical characteristics or outcomes of individuals
diagnosed with SIPD. While several large studies
have recently been conducted to assess the stabil-
ity of SIPD, there is a dearth of research that rig-
orously examines the validity of DSM-IV diag-
nostic criteria across substances.

Conclusions: There remains a striking paucity
of information on the outcome, treatment, and
best practice for substance-associated psychotic
episodes. Further work is clearly required before
the advent of DSM-V. We propose an alternative,
broader classification that better reflects the cur-
rent evidence base, inferring association rather
than causation.
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T he relationship between substance use and psy-

chosis remains a contentious issue and isregularly
debated within academic, clinical, and political circles.
The debate has been particularly prominent of late, with
the publication of a number of large cohort studies docu-
menting a link between adolescent cannabis use and
the development of psychosis in early adulthood.’
Recent concern regarding the escalating use of meth-
amphetamine worldwide and its association with psy-
chotic symptomatology among regular users has aso
fuelled the debate.*®

Within clinical practice, the issue is further compli-
cated by high rates of co-occurring substance use dis-
orders (SUDs) among individuals with a psychatic ill-
ness. Indeed, up to 50% of individuals with a history of
schizophrenia report a coexisting SUD,”® while rates
among young people in the early stages of psychosis
are even higher.®® This level of comorbidity highlights
the difficult diagnostic chalenge faced by clinicians
and researchers in accurately differentiating substance-
induced psychotic episodes from primary psychotic dis-
orders in the context of co-occurring substance misuse.
There is, therefore, a clear need for a diagnostic frame-
work that provides accurate, unambiguous, evidence-
based clinical criteria

The fourth edition of the Diagnostic and Statistical
Manual of Mental Disorders (DSM-1V) was the last ma-
jor revision of the DSM and resulted in significant, well-
documented changes from the DSM-I11-R.** Substance-
induced psychotic disorder (SIPD) was created based
on recommendations from the Substance Use Disorders
Work Group, formed in 1988 to examine the issue of
substance-induced states.™ The SIPD criteria (Table 1)
were constructed to detail specific timeframes and con-
ditions aimed at distinguishing substance-induced psy-
chotic states from primary psychotic disorders.

At the time of writing the original SIPD criteria, the
most prevalent psychotogenic drugs used by young peo-
ple were the stimulants cocaine and amphetamine, the
hallucinogens lysergic acid diethylamide (LSD) and
cannabis, and the more rarely used phencyclidine and
mescaline.”” While many of these drugs remain in com-
mon use today, young people also experiment with
newer, more potent formulations.**™* For example, ec-
stasy and methamphetamine use among young people
only began to escalate during the mid- to late 1980s (with
crystal methamphetamine only increasing in prevalence
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Table 1. DSM-IV-TR Criteria for Substance-Induced
Psychotic Disorder*

A. Prominent hallucinations or delusions. Note: Do not include
hallucinations if the person has insight that they are
substance-induced.

B. Thereis evidence from the history, physical examination, or
laboratory findings of either (1) or (2):

(1) The symptomsin Criterion A developed during, or within a
month of, Substance Intoxication or Withdrawal
(2) Medication useis etiologically related to the disturbance

C. Thedisturbance is not better accounted for by a Psychotic Disorder
that is not substance-induced. Evidence that the symptoms are
better accounted for by a Psychotic Disorder that is not substance
induced might include the following: the symptoms precede the
onset of the substance use (or medication use); the symptoms
persist for a substantial period of time (e.g., about a month) after
the cessation of acute withdrawal or severe intoxication, or are
substantially in excess of what would be expected given the type
or amount of the substance used or the duration of use; or thereis
other evidence that suggests the existence of an independent
non-substance-induced Psychotic Disorder (e.g., a history of
recurrent non—substance-rel ated episodes).

D. The disturbance does not occur exclusively during the course of
delirium.

#Reprinted with permission from the American Psychiatric
Association.?®

relatively recently), and evidence regarding their asso-
ciation with psychosis was limited during the preparation
for DSM-IV.5*>* Similarly, little data were available re-
garding " crack” prior to 1985, although this potent crys-
talline form of cocaine has been associated with elevated
rates of psychosis following heavy use.’® Cannabis use
among young people has aso increased considerably
since the 1980s, whilethe age at first use has dramatically
decreased.™? In addition, there is some evidence that
cannabis is now used in a more potent form than in pre-
vious decades.”># However, despite these changesin drug
use trends, SIPD criteria have been applied by clinicians
and researchers categorically since 1994, with no provi-
sions within DSM-1V for what substances were consid-
ered in their development.

Further, when the SIPD criteria were first constructed,
limited data were available regarding the high rates of
substance use among individuals with psychotic disor-
ders. While acohol and tobacco remain the most fre-
quently abused substances by individuals with psychotic
disorders, the high incidence of cannabis, stimulant, and
polysubstance use invariably complicates the diagnostic
picture.” =2

The DSM-1V-TR,? published in May 2000, made lim-
ited changes as it “reflected the literature up to 1992.”
Only narratives and diagnostic codes were revised to
more accurately reflect the International Classification of
Diseases, Ninth Revision, Clinical Modification.?® By the
time DSM-V is published, nearly 20 years will have
elapsed between the time SIPD was created and first re-
vised. Given that the work groups for DSM-V have just
commenced, acritical deconstruction of the SIPD criteria,
aswritten in the DSM-1V, is clearly timely.
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Aims of the Study

The primary aim of the current article was to critically
examine each of the SIPD criteria (with the exception of
criterion D) by using available data from the clinical re-
search literature since 1992 (the cutoff year for research
literature reflected in DSM-IV). A secondary aim, based
upon these initial findings, was to propose a number
of revisions to the criteria that reflect current clinical
experience.

DATA SOURCES

Leading electronic databases (such as MEDLINE,
PubMed) were searched for the years 1992 through 2007,
with combinations of the following key search terms: sub-
stance abuse/dependence, alcohol, marijuana, cannabis,
methamphetamine, crack, cocaine, amphetamine, ecstasy,
ketamine, phencyclidine, LSD, mental health, drug-in-
duced psychosis, substance-induced psychosis, psychosis,
and schizophrenia. References identified from bibliogra-
phiesof pertinent articlesand books in the field were also
collected and reviewed.

DATA EXTRACTION

Only research studies or case reports/series published
in English that used clinical or structured diagnostic inter-
views to present data on popul ations diagnosed with SIPD
were assessed. Epidemiologic studies reporting psychotic
symptoms among populations of drug users or substance
use among individuals with psychosiswere not included if
a diagnosis of SIPD was not formally assessed. Studies
that primarily focused on genetic or neurobiological inves-
tigations were also excluded if they did not include aclini-
cal description of the population.

DATA SYNTHESIS

We identified 49 articles that presented clinical
data on SIPD. Approximately half (N =24) were case
reports describing SIPD in the context of cannabis,”
prescribed dexamphetamine,® ecstasy,”* methamphet-
aming® khat,** LSD,* or psychotomimetic herbal
use.*8 We identified 18 articles that specifically focused
on delineating the clinical characteristics or outcomes of
individuals diagnosed with SIPD (Table 2).

Criterion A

The diagnosis of psychosis associated with substance
use is differentiated from the primary psychotic disorders
by its narrower definition.”® Criterion A defines SIPD by
the prominence of 1 of 2 positive symptoms (hallucina-
tions or delusions), athough the term prominent is not
clearly defined (in terms of either severity or duration of
symptoms), which makes it difficult to apply in practice.
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Thisissueisexemplified by arecent study examining psy-
chotic symptoms among street methamphetamine users
in Australia® Using the Brief Psychiatric Rating Scale
(BPRS), the authors found that almost a quarter (23%) of
methamphetamine users had experienced a clinically sig-
nificant symptom (at least moderate severity with a cut-off
score of 4 or greater) of suspiciousness, unusual thought
content, or hallucinations in the past year, while a further
52% reported experiencing mild symptoms that were not
clinically significant (BPRS scores of 2 or 3). Neverthe-
less, clinical studies consistently report that patients with
SIPD demonstrate high positive symptom scores on stan-
dardized psychosis rating scal es. 15424446

The current SIPD criteria consider hallucinations to be
symptoms of psychosis only when they occur in the ab-
sence of insight, which isin contrast to the primary psy-
chotic disorders. To suggest that in a substance user hallu-
cinations with insight should be coded as “perceptual
disturbances’” seems an oversimplification. While the in-
tent may be to eliminate the coding of “hallucinogen-
induced psychosis’ in which hallucinations are, by defini-
tion, a primary effect of the drug, the same phenomenain
other classes of substances, while not uncommon, are
clinically significant. Indeed, in a large study comparing
early-phase primary psychotic disorders with concurrent
substance use and SIPD, Caton and colleagues* found
higher rates of visual halucinations in the SIPD group
(23.7% vs. 14.7%) and similar levels of auditory halluci-
nations between the groups (69.8% vs. 68.7%). Subjects
in the SIPD group were more likely to be aware that they
were experiencing psychotic symptoms and to interpret
them as a manifestation of a mental disorder or substance
abuse. Similarly, intact insight has been reported to be a
common feature of most methamphetamine users with
psychotic symptoms.*” Thus, by not allowing those with
insight to be diagnosed with SIPD, DSM risks excluding
individuals with distressing symptoms from receiving
psychiatric treatment, as their presentation may be down-
played or deemed clinically insignificant. This discrim-
ination, based on the presence or absence of insight, im-
plies evidence of adifferent etiology, course, or prognosis,
which, to date, the authors are unaware of.

A further criticism of criterion A is its exclusion of
other psychotic features, such as negative symptoms and
disorganized speech. Negative symptoms have consistent-
ly been reported to occur in individuals presenting with
SIPD, athough they are generally less severe than those
seen in patients with primary psychotic disorders,'>#44647
Srisurapanont and colleagues” recently reported a
2-factor model for substance-induced psychotic symp-
toms in their multicountry study of patients admitted
with methamphetamine psychosis. The first factor was a
positive/disorganized syndrome marked by delusions, hal-
[ucinations, and disorganized speech, with the second fac-
tor being a negative syndrome, characterized by poverty
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of speech, psychomotor retardation, and flattened/incon-
gruous affects. Thus, limiting criterion A to hallucinations
and delusions alone may not capture the full spectrum of
psychotic features found in SIPD. Further studies are
clearly warranted to document the range and time course
of psychotic features commonly associated with SIPD, as
well astheir relationship to specific psychoactive drugs.

Criterion B

By suggesting that SIPD occurs only during or within
a month of intoxication or withdrawal, the current crite-
rion B extols a narrow definition that serves to exclude
a significant number of potential SIPD cases. Indeed, the
DSM-IV notesthat a certain, undefined level of psychosis
may be expected with intoxication, when it states that
“this diagnosis [SIPD] should be made instead of a di-
agnosis of substance intoxication or withdrawal only
when the psychotic symptoms are in excess of those usu-
ally associated with the intoxication or withdrawal
syndrome.” *"%% The term in excess is confusing, asit is
never defined, and the DSM-1V criteria for neither intox-
ication nor withdrawal list psychotic features as expected
phenomena. By suggesting that psychosis can be an ex-
pected yet undefined feature of both intoxication and
withdrawal, the DSM blurs the threshold for SIPD, leav-
ing a significant degree of subjectivity when making the
diagnosis.

The limited focus of the criterion on intoxication
and withdrawal is of even greater concern. Crowley’s
Work Group review," which appears in the DSM-IV
Sourcebook, suggested that “the DSM-IV may avoid
confusion among clinicians by clearly differentiating in
text the very persistent drug-related disorders from those
observed during intoxication and withdrawals.”®%? Con-
cordantly, the DSM-IV-TR narrated that “for drugs of
abuse, there must be evidence from the history, phys-
ical examination, or laboratory findings of dependence,
abuse, intoxication, or withdrawal.”?"*® |nexplicably,
both words, abuse and dependence, were omitted from
criterion B.

So defined, psychotic episodes associated with SUD in
the absence of intoxication fall outside SIPD criteria. This
discounts the phenomenon of tolerance, which develops
with ongoing substance use, such that individuas are less
likely to have periods of intoxication. Whereas the evi-
dence of persisting disorders due to the presence of SUD
may have been unclear in 1988, the omission of the
words abuse and dependence has prevented clarification
of theissue. Clinicians are left wondering how to code an
individual with first-episode psychosis and concurrent
SUD. Neither clinician- nor lay-administered diagnostic
instruments offer assistance in making an accurate diag-
nosis “asthey rely upon individual judgment rather than a
built-in, systematized method of differentiation.” In-
deed, given the current way the criteria are written, it is
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likely that there is substantia underreporting of SIPD
within epidemiologic surveys.

But is there evidence to support omitting SUD from the
current criteria? If anything, SIPD has been shown to occur
more frequently among individuals with SUD. For ex-
ample, in a Japanese study of methamphetamine users, all
the individuals who reported psychotic symptoms met cri-
teriafor either abuse or dependence.”” In the United King-
dom, severe dependence on cannabis and psychostimulants
was associated with a higher risk of psychosisin a sample
of 3142 British prisoners,® while in an Australian study of
310 methamphetamine users, dependent userswere 3 times
more likely to have experienced clinically significant psy-
chotic symptoms on the BPRS than their nondependent
counterparts.® Within a U.S. emergency department set-
ting, Caton and colleagues* reported that a diagnosis of
“dependence on any drug” distinguished individuals with
SIPD from those with a primary psychotic disorder, afind-
ing that further supports the inclusion of SUD within the
criterion.

Finally, by excluding SUD as an etiological factor, the
criterion overlooks neuroimaging studies that support the
notion that substances of abuse, especially when used
chronically, change brain architecture and that these
changes may take months to reversg, if at all.**** The de-
velopment of psychotic experiences with chronic use may
reflect underlying changesin neurobiology that are distinct
from psychoses associated with acute i ntoxication and may
account for the extended episodes of psychotic symptoms
documented in a minority of chronic users.®? The criterion
then, should reflect the possibility that SUD may be associ-
ated with de novo psychotic episodes and allow for the col -
lection of evidence to either support or refute this notion.

Criterion C

Criterion C provides guidelines intended to distinguish
substance-induced disorders from primary psychotic disor-
ders. Again it omits SUD and, further, removes the option
of coding “persistent states.” The recommendation that
evidence of a primary psychotic disorder includes symp-
toms persisting for “about a month” after substance cessa-
tion actually backtracks from DSM-I11-R’s assertion that
cocaine- and amphetamine-induced delusional symptoms
could last over ayear.®®

While substance-induced psychotic symptoms are
typically transitory in nature, generaly lasting less than
aweek in most cases,®*>%* there is a small, but growing
literature suggesting that in a minority of chronic users,
psychotic symptoms can last substantially longer than
1 month.®* For example, Iwanami and colleagues™ re-
ported that 27% of 104 methamphetamine users admitted
to a psychiatric unit with drug-induced psychosis (and
with no evidence of schizophrenia) had symptoms lasting
more than 1 month, despite ongoing abstinence and treat-
ment with antipsychotic medication. Indeed, 17% had

363 PSYCHIATRIST.COM

psychotic symptoms that lasted longer than 3 months. In
one Taiwanese study of 174 methamphetamine users
reporting psychotic symptoms, the authors reported that
30 experienced “persistent psychosis’ after more than 1
month’s abstinence, despite having no prior personal or
family history of a psychotic disorder.”® Similarly, in a
Canadian study of 18 inhalant users (aged 15-29 years)
with psychotic symptoms and no family or prior psychiat-
ric history, 14 had persistent paranoid psychoses with au-
ditory and visual hallucinations that required continuous
neuroleptic treatment.®” In the other 4 cases, while symp-
toms improved, recurrent episodes of psychosis were trig-
gered by repeated inhalant use.

Such studies raise the issue of whether chronic use
of psychotomimetic drugs can elicit a long-lasting drug-
induced psychotic syndrome or precipitate the develop-
ment of aprimary psychotic disorder in at-risk individuals.
Studies that have examined premorbid characteristics of
individuals with SIPD suggest that personality traits may
play a contributory role. For example, methamphetamine
userswho devel oped psychosis were found to have signifi-
cantly more premorbid schizoid and schizotypal personal-
ity traits than nonpsychotic methamphetamine users, with
schizoid/schizotypal trait scores positively correlated with
symptom duration.® Tsuang and colleagues®® have also re-
ported significantly more schizoid or paranoid personality
traits among drug users with prolonged psychosis (more
than 6 months) compared to drug users without psychosis
and those with briefer psychotic episodes. However, indi-
viduals with cannabis-induced psychosis have been found
to have significantly fewer premorbid schizoid traits than
patients with schizophrenia, although they did have more
antisocial traits.*® Such studies suggest that individuals
who develop SIPD (particularly those with prolonged
symptoms) may share an underlying vulnerability that is
common to other primary psychotic disorders.

It is arguable that making an accurate diagnosis by us-
ing the current criteriais challenging for clinicians regard-
less of the timeframe applied, especialy since polydrug
use is common among drug users® and since individuals
may use several substances in an intensive and chaotic
fashion, simultaneously or consecutively. Other potential
confounds that complicate the diagnostic picture include
arecent history of significant psychosocial stressors, such
as trauma and/or homelessness, and the early use of anti-
psychotic agents. From atoxicologic perspective, the arbi-
trary 4-week timeline contradicts datarelating to the clear-
ance of substances, such as cannabis, which is detectable
in the urine up to 46 to 77 days after last consumption.®
This prolonged excretion suggests that certain substances
(like cannabis) that persist in fatty tissue for extended
periods may have psychotogenic effects that extend well
beyond the 4-week period.

It is often practically difficult to ensure periods of
abstinence that are sufficient to reliably differentiate
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between substance-induced and primary psychotic disor-
ders. Indeed, in astudy of 165 male patients with chronic
psychosis and cocaine abuse or dependence, Shaner and
colleagues™ reported that only 18% were given a defini-
tive diagnosis on assessment. A clear diagnosiscould not
be reached in the other 135 cases because of 1 or more
sources of diagnostic uncertainty, including insufficient
periods of abstinence (78%), poor memory (24%), and in-
consistent reporting (20%). In addition, reassessment at
18 months led to definitive diagnosesin only 12 addi-
tional cases. This study highlights the difficulties asso-
ciated with relying solely on any specific timeframe to
clarify diagnostic uncertainty and questions the clinical
validity of the current diagnostic criteria.

Recently, Caton and colleagues® reassessed a sample
of 319 individuals with early-phase psychosis and sub-
stance use at 1 year and found that the diagnostic picture
remained relatively stable for the majority of patients.
However, 25% of those previously diagnosed with SIPD
subsequently met criteria for a primary psychotic disor-
der. These patients had poorer premorbid functioning, less
insight, and amore extensive family history of psychiatric
illness than patients with a stable diagnosis of SIPD. The
change in diagnosis was largely aresult of persistent psy-
chotic symptoms in the absence of substance use. Using
data from the Danish Psychiatric Central Register to fol-
low up 535 cases of cannabis-induced psychosis over an
average of 5.9 years, Arendt et al.* found that 77% expe-
rienced further psychotic episodes, with 54% developing
persistent psychotic conditions. Forty-five percent were
later diagnosed with schizophrenia-spectrum disorders.
Together, these studies emphasize that a diagnosis of
SIPD should not be treated as a singular episode, and on-
going follow-up and review should be routinely offered.

While the spirit of criterion C is to differentiate
between a primary psychotic disorder and a substance-
induced episode, it offerslittle coding options to describe
someone with a primary psychotic disorder who has
relapsed while using a psychotogenic substance. By
disavowing the diagnosis of a superimposed substance-
associated relapse on the background of a primary psy-
chotic disorder, is it DSM-1V's assertion that the 2 con-
ditions are synonymous? Does a substance-associated
psychotic relapse in an individual with an otherwise
medically stable (e.g., depot antipsychotic medication)
chronic psychotic illness have a similar etiology or clin-
ical courseto that of a nonsubstance-associated psychotic
relapse? Existing research islimited, and the current crite-
ria hinder collection of further epidemiologic data critical
to exploring this issue.

DISCUSSION

As written, the narrowed definition of substance-
induced psychosisis diagnosable only in individuals who
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are intoxicated or in withdrawal, with symptoms lasting
lessthan 4 weeks. As aresult, since 1994 individual s with
psychotic symptoms and co-occurring SUD are likely to
have been categorized as (@) substance-induced psychosis
with onset during intoxication, (b) schizophreniform dis-
order, or (c) psychosis, not otherwise specified. This sys-
tem has major implications for the management of this
population, as no consensus clinical guidelines currently
exist for the treatment of SIPD. Thus, clinicians remain
uncertain as to when, with what, and for how long they
should offer treatment and whether follow-up is a neces-
sary requirement. More disturbing, young patients risk
being diagnosed with a primary psychotic disorder (in-
cluding schizophreniform or even schizophrenia) and
their substance use being overlooked or minimized. This
limitation has implications for treatment and prognosis as
well asfor individuals' understanding of their illness.

Indeed, despite the difficult diagnostic challenge faced
by clinicians and researchers in accurately differentiating
SIPD from primary psychotic disorders with concurrent
substance misuse, there has been limited research con-
ducted since 1992 that rigorously assesses the validity of
DSM-IV’'s SIPD criteria. The bulk of publications have
been case reports, with few studies, until relatively re-
cently, examining the prospective outcomes of individ-
uals diagnosed with SIPD. This work has been further
aided by the development of a specific diagnostic instru-
ment (the Psychiatric Research Interview for Substance
and Mental Disorders) that has improved the reliability of
making a SIPD diagnosis.” However, the issue of a pro-
longed drug-induced psychosis continuesto remain acon-
tentious issue, with most of the data derived from Japa-
nese or Taiwanese samples. The mgjority of other studies
have been epidemiologic in nature, thus rigorously adher-
ing to the current DSM criteria. Treatment studies have
been even rarer, with only 3 small randomized controlled
trials conducted.**>"*? Evidence-based clinical guidelines
are lacking, and there is no consensus regarding when to
commence antipsychotic treatment or for how long. This
limited literature highlights the need for a more system-
atic program of research that particularly focuses on the
epidemiology, clinical characteristics, treatment options,
and prognosis of SIPD (for each substance type) as well
asits genetic and neurobiological underpinnings.

Based upon the current evidence base, we propose
a number of revisions to the SIPD criteria (Table 3).
To begin, we propose changing the title from substance-
induced psychotic disorder to substance-associated psy-
chotic disorder (SAPD). This reflects the growing liter-
ature highlighting an association between substance use
(particularly cannabis and stimulant use) and psychosis
onset, while acknowledging that the underlying etiology
still remains undetermined. In addition, as Shaner and
colleagues™ discovered, it is exceedingly difficult to
reliably differentiate substance-induced psychoses from
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Table 3. Proposed Substance-Associated Psychotic Disorder
Criteria

A. Prominent hallucinations or delusions

B. Thereis evidence from the history, physical examination, or
laboratory findings of either (1) or (2):

(1) The symptomsin Criterion A developed within a month
of SUD or Intoxication or Withdrawal;
(2) Medication useis etiologically related to the disturbance

C. Thedisturbance is not better accounted for by a Psychotic Disorder
that is not substance-induced. Evidence that the symptoms are
better accounted for by a Psychotic Disorder that is not substance-
induced might include the following: the symptoms precede the
onset of the substance use (or medication use); the symptoms
persist for a substantial period of time after the cessation of an
SUD (e.g., greater than 6 months) or beyond a period of
withdrawal or intoxication

D. If there is evidence of a preexisting, independent, non—substance-
induced Psychotic Disorder (e.g., a history of non—substance-
related episodes) preceding the disturbance, the psychotic episode
was almost certainly induced by the substance in question
(e.g., the disorder had been stable prior to substance use)

E. The disturbance does not occur exclusively during the course
of delirium

Note:

With Negative Symptoms

With Onset During SUD: if the symptoms develop in the context of
an SUD and the criteria for intoxication or withdrawal are not met

With Onset During Intoxication: if the criteria are met for
intoxication with the substance and the symptoms develop
during the intoxication syndrome

With Onset During Withdrawal: if the criteria are met for
withdrawal from the substance and the symptoms develop
during, or shortly after, awithdrawal syndrome

Brief Episode: if the symptoms are present for less than 4 weeks

Persistent Episode: if the symptoms persist for more than 4 weeks

schizophrenia-spectrum disorders, and it is clinicaly
challenging, if not impossible, to accurately conclude
that the presentation unreservedly reflects a substance-
induced state. To thisend, a diagnosis of SAPD impliesan
association between state and substance, rather than cau-
sation, which more accurately reflects our current under-
standing of the interplay between psychotic symptoms
and substance use.

Our proposed revisions to each criterion are discussed
below; they are accompanied by 4 illustrative case vi-
gnettes that exemplify how the updated criteria poten-
tially clarify diagnostic issues.

Case 1. An 18-year-old female patient presents distressed
with disturbing visual hallucinations, which she attributes to
her 5-year history of near daily solvent abuse. After 2 weeks
of antipsychotic treatment, the visual hallucinations persist,
although she continues to believe that they are related to the
solvent abuse. During her inpatient stay, she abstains from
all psychotogenic substances and is eventually discharged 2
weeks |ater, symptom free.

In the revised criterion A, the definition of psychosis
has been broadened, eliminating alack of insight to hallu-
cinations. While thereis growing evidence that someindi-
viduals with SIPD also present with disorganized speech
(compare with criteria for brief psychotic disorder), this
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finding requires further exploration. Similarly, “negative
symptoms” should be considered as a potential specifier,
as there is limited but growing evidence™>**54" support-
ing the presence of a substance-associated negative syn-
drome. Thus, whereas previously the female patient in
Case 1 would have been diagnosed with “ solvent-induced
perceptual disturbances,” the insightful solvent user with
distressing visual hallucinations clearly has a “solvent-
associated psychotic disorder” according to our revised
criterion A.

Case 2. A 23-year-old woman presentsin an acutely agitated
state, complaining of persecutory delusions and auditory
hallucinations. She has no prior history of a psychotic disor-
der. She has smoked cannabis daily since the age of 14 but
recently reduced her level of use. After 4 weeks of antipsy-
chotic treatment as an outpatient, she continues to have psy-
chotic symptoms despite having several clean urine drug
screens. Her symptoms finally remit 6 weeks later, 10 weeks
after her initial presentation.

In the revised criterion B, we recommend the expan-
sion of criterion B specifiersto include “with onset during
SUD,” which would incorporate episodes that occur in
the context of either reduced or increased substance use
(not necessarily resulting in withdrawal or intoxication).
While several substances continue to be associated with
psychotic features during times of intoxication or with-
drawal, SUD isarisk factor for the development of SAPD
and the criterion should acknowledge this. Case 2, that of
a chronic user with no prior history of a psychotic disor-
der cutting back her cannabis intake, would be diagnosed
as having a*“ cannabis-associated psychotic disorder, with
onset during an SUD.” Irrelevant under this revision is
the fact that sheis neither intoxicated nor in withdrawal .

Case 3. A 28-year-old man presents with his fourth psy-
chotic episode following a 1-month relapse of daily intrave-
nous methamphetamine use. The initial psychotic episode,
at the age of 24, was preceded by a 6-month period of near
daily methamphetamine use. He experienced persecutory
delusions regarding organized crime, which remitted after
2 weeks, and his antipsychotic medication was discontinued
soon thereafter. Subsequently, he relapsed twice with similar
psychotic episodes, each preceded by ever briefer periods
of methamphetamine use. His most recent episode is again
characterized by persecutory delusions regarding organized
crime. The psychotic symptoms improve after 6 weeks of
inpatient care, although he maintains circumscribed delu-
sional beliefs for afurther 2 months.

The revised criterion C defines evidence of a preex-
isting psychotic disorder as that which has either the pres-
ence of symptoms preceding the substance use or the
persistence of symptoms beyond a 6-month period of
abstinence. More in keeping with the DSM-III-R, the
6-month timeline allows for adequate assessment and
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follow-up of those diagnosed with SAPD before formally
making a diagnosis of schizophrenia. In our revised cri-
teria, specifiers also allow for the recording of “brief epi-
sodes’ (less than 4 weeks) versus “persistent episodes’
(longer than 4 weeks). Under this revision, Case 3, that
of a person with a history of psychotic episodes strongly
linked to a precipitant, yet with a time course falling
outside the DSM-IV guidelines, suggests a diagnosis of
“methamphetamine-associated psychosis, with onset dur-
ing SUD, persistent episode.”

Case 4. A 22-year-old man with schizophrenia, adherent on
his antipsychotic regimen, presents with the belief that
“some people” have bugged his telephone and monitor all
his conversations and watch him shower. Six months prior to
his presentation and while his schizophrenia was in remis-
sion, he began smoking cannabis daily, despite having never
smoked before. The delusions are similar to those present
during his first psychotic episode at the age of 18.

Finally, while acknowledging that Case 4 illustrates a
potentially contentious issue, we address the question of
how to code a substance-associated psychotic episode in
the context of aprimary psychotic disorder. In Case 4, the
young man suffering from schizophreniais stable and in
remission until he relapses while abusing cannabis. This
raises the issue of whether the relapse relates to an exacer-
bation of the underlying psychotic illness or potentially
reflects a substance-associated psychosis with a differing
neurobiological etiology. To date, we are not aware of any
literature that has directly addressed this question and
therefore present 2 potential coding options so that the
impact of substances on relapse in those with primary
psychotic disorders can be further characterized.

The first option would be the addition of criterion D,
included in Table 3, so that the diagnosis in Case 4 might
be recorded as “ cannabis-associated psychosis, with onset
during SUD, brief episode, superimposed on schizophre-
nia” Conversely, in lieu of criterion D, a specifier of
“with substance-associated episode” might be added to
the diagnostic criteria of primary psychotic disorders so
that Case 4 might be recorded as “ schizophrenia, paranoid
type, with cannabis-associated episode.” While there are
pros and cons to either option, we are hopeful that this
discussion will generate a lively debate on the issue, and
encourage further research into the area.

CONCLUSIONS

There has been limited SIPD research conducted to
date, and the validity of the DSM-IV diagnostic criteria
has yet to be rigorously examined. There remains a strik-
ing paucity of information on the outcome, treatment, and
best practice for substance-associated psychotic episodes,
further work is clearly required before the advent of
DSM-V. We have proposed an alternative, broader classi-

J Clin Psychiatry 69:3, March 2008

Diagnosing Substance-Induced Psychosis

fication that implies association rather than causation and
better reflects the current, although limited evidence base.
We hope that such criteria will aid clinicians working at
the coalface of acute psychiatry to clarify the diagnosis of
SAPD and stimulate research efforts to improve current
understanding of the assessment, treatment, and progno-
sis of substance-associated psychotic states.

Drug names: haoperidol (Haldol and others), ketamine (Ketalar and
others), methamphetamine (Desoxyn), olanzapine (Zyprexa).
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