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Abstract

This is a report of a joint World Psychiatric Association/International College of Neuropsycho-
pharmacology (WPA/CINP) workgroup concerning the risk/benefit ratio of antipsychotics in
the treatment of schizophrenia. It utilized a selective but, within topic, comprehensive review of
the literature, taking into consideration all the recently discussed arguments on the matter and
avoiding taking sides when the results in the literature were equivocal. The workgroup’s
conclusions suggested that antipsychotics are efficacious both during the acute and the main-
tenance phase, and that the current data do not support the existence of a supersensitivity
rebound psychosis. Long-term treated patients have better overall outcome and lower mortality
than those not taking antipsychotics. Longer duration of untreated psychosis and relapses are
modestly related to worse outcome. Loss of brain volume is evident already at first episode and
concerns loss of neuropil volume rather than cell loss. Progression of volume loss probably
happens in a subgroup of patients with worse prognosis. In humans, antipsychotic treatment
neither causes nor worsens volume loss, while there are some data in favor for a protective effect.
Schizophrenia manifests 2 to 3 times higher mortality vs the general population, and treatment
with antipsychotics includes a number of dangers, including tardive dyskinesia and metabolic
syndrome; however, antipsychotic treatment is related to lower mortality, including cardiovas-
cular mortality. In conclusion, the literature strongly supports the use of antipsychotics both
during the acute and the maintenance phase without suggesting that it is wise to discontinue
antipsychotics after a certain period of time. Antipsychotic treatment improves long-term
outcomes and lowers overall and specific-cause mortality.

Introduction

The modern medication treatment of schizophrenia appeared in the 1950s and had a profound
impact on the lives of millions of patients and their families worldwide. The ability of these
medications to both alleviate the acute episodes but also to prevent relapses made them a class of
successful treatment options in the medical landscape.1

In the early 1960s, the antipsychotic treatment led Arvid Carlsson (1923-2018), who later
received theNobel Prize in 2000, to identify dopamine as a neurotransmitter, which in turn led to
the dopamine hypothesis of schizophrenia.2–5 In the 1990s, the second-generation antipsy-
chotics (SGAs) or atypical antipsychotics appeared. Their main advantage was that they had a
significantly lower frequency of extrapyramidal adverse effects and related conditions (eg,
tardive dyskinesia or neuroleptic malignant syndrome).6–10

Thus, treatment with antipsychotics is currently considered to be the basis of the treatment of
schizophrenia, and therapeutic approaches without the administration of these agents are
definitely considered to be inappropriate.11,12 Both for the acute and the maintenance phase,
long-term antipsychotic treatment over years is accepted as the standard for patients with
schizophrenia. While criticism on the methodology of research is always present and leads to
improvement of the methodology itself,13 recently it stopped being merely such a criticism. The

CNS Spectrums

www.cambridge.org/cns

Review

Cite this article: Fountoulakis KN, Moeller
H-J, Kasper S, Tamminga C, Yamawaki S,
Kahn R, Tandon R, Correll CU, and Javed A.
The report of the joint WPA/CINP workgroup
on the use and usefulness of antipsychotic
medication in the treatment of schizophrenia.
CNS Spectrums
https://doi.org/10.1017/S1092852920001546

Received: 28 April 2020
Accepted: 18 June 2020

Key words:
Antipsychotics; usefulness; outcome;
schizophrenia

Author for correspondence:
Konstantinos N. Fountoulakis,
Email: kfount@med.auth.gr

© The Author(s), 2020. Published by Cambridge
University Press.

https://orcid.org/0000-0001-5503-0811
https://orcid.org/0000-0002-7254-5646
https://doi.org/10.1017/S1092852920001546
mailto:kfount@med.auth.gr


core belief on the usefulness of antipsychotics has been challenged,
and a series of publications argued that long-term antipsychotic
treatment could not only be useless but also harmful, because it
might worsen the long-term outcome of patients.14–17

In this frame, a number of issues have been raised, including the
return of the dopamine sensitization hypothesis and tardive psy-
chosis as well as the possibility antipsychotics to cause brain
atrophy. These arguments emerged after the publication of several
more recent studies, which revived an old debate and suggested a
more favorable outcome for those patients who discontinued anti-
psychotic medication soon after the resolution of the acute
phase.18–20 Additionally, many authors insist on the possible harm-
ful effects of long-term antipsychotic treatment.16,21,22

It is a fact that the literature lacks properly designed and con-
ducted studies concerning the long-term effects of antipsychotics.
Long-term studies of more than 2 to 3 years are naturalistic, and
our knowledge beyond 3 years follow-up is limited.23 However, the
concern is so big that the possible harmful effect of antipsychotics
on the brain has been included as a warning in the 2014 National
Institute for Health and Care Excellence guidelines (CG178), albeit
being mostly based on weak evidence.

Aim of the Paper

The aim of the current paper was to review the relevant literature
and arrive at a consensus paper concerning the use and usefulness
of antipsychotics as well as the limitations and potential dangers of
their use in the treatment of schizophrenia. This document could
serve as a guide for clinicians and also for patients and their families
in the design of the long-term treatment approach as well as in the
making of informed decisions.

Methods

The method followed for the writing of the current paper was

a. An analysis of arguments already published in the literature;
b. A selective review of the literature also in parallel with the

analysis of these arguments. This literature review was not
exhaustive; however, it was targeted at two main objectives:

• To establish a list of issues that have been raised during the last
few years in the frame of the debate on antipsychotic use in
people with schizophrenia and

• To find pro and con arguments to support or refute these issues.

The authors kept an open mind concerning what the actual con-
clusions from this endeavor could be and tried to cope with the
literature in an as free of bias way as possible. The pro and con
arguments had been processed according to the rules of evidence-
based medicine.

Applying the methodologymentioned above, this report sought
to address 10 clinically research questions detailed below.

Results

Question 1: Are antipsychotics efficacious and sufficiently safe
during the acute psychotic phase?

There is a wide agreement on the efficacy of antipsychotics during
the acute phase, and this is based on an abundance of hard data and
amongothers a bulk of placebo-controlled studies, accompaniedby a

series of reliable meta-analyses.24–28 However, the chance of achiev-
ing a treatment response to antipsychotics is greater in first-episode
patients8,29,30 than in multi-episode patients. The favorable efficacy
of antipsychotics extends also into the early maintenance phase and
up to 3 years after the acute episodewith numbers-needed-to-treat vs
placebo for relapse prevention being as low as 3.23,31,32

The data on antipsychotic efficacy are strong concerning total and
positive symptoms, but equivocal concerning primary negative symp-
toms and neurocognitive deficits,33–36 and this is particularly prob-
lematic since the progression of the disorder is characterized by the
deterioration in these two particular domains of the clinical picture.

There are two main reservations against the acute use of anti-
psychotics: (1) that adverse effects of antipsychotics are too severe/
that they are not safe and (2) that some patients might not neces-
sarily need such treatment.21

It is clear that the acute treatment with antipsychotics can have a
host of adverse effects, including neuromotor, endocrine, cardiovas-
cular, and soon.37–40The same is true for longer termadverse effects,
including diabetes, metabolic syndrome, and tardive dyskine-
sia.9,10,41–43 It remains unclear, however, whether antipsychotics
really increase the risk for cardiac arrhythmias and sudden cardiac
death44 or whether the increased mortality is due to increased
medical morbidity45–49 related to poor healthy lifestyle46,50 and,
possibly, underlying genetic/illness-related risk,46 as well as under-
diagnosis and undertreatment of cardiovascular risk factors46 (com-
plicating the propensity score adjustment vs control groups).
Moreover, increased risk of serious somatic adverse events and of
mortality associated with antipsychotics is mostly driven by elderly
patients not diagnosed with schizophrenia39,51,52 who may also be
treated with other psychotropic medications.

Despite adverse effects of antipsychotics, it is clear that only
subgroups of patients have adverse effects both acutely and long-
term, while the “adverse effect” of an untreated schizophrenia
illness pertains to all patients with this diagnosis, creating an overall
positive risk–benefit ratio. This beneficial overall risk–benefit
assessment is supported long-term by decreased overall mortality
and, even, decreased cardiovascular mortality in nationwide sam-
ples of patients with schizophrenia treated with antipsychotics vs
those not treated with antipsychotics.53–57

The second reservation, that is, that some patients may not need
antipsychotic treatment, as they may stabilize even without anti-
psychotics, or not have any further psychotic episodes, is covered
when addressing question 5.

Question 2: Should antipsychotics be used in first-episode
patients?

There are a number of randomized controlled trials as well asmeta-
analyses28,29,58 supporting the efficacy of antipsychotics in first-
episode patients. In fact, the chance of achieving a treatment
response to antipsychotics defined as at least minimal or defined
as much/very much improvement is greater in first-episode
patients, that is, 81% and 52% respectively29 than in multi-episode
patients, that is, 51% and 23% respectively.8,30 However, there
exists a subgroup of first-episode patients who have primary treat-
ment resistance to currently available antipsychotics, with a fre-
quency possibly of up to 25%.59,60 Despite the overall positive
treatment effects in first-episode patients, currently it is unclear
what proportion of individual patients experiencing a first episode
of non-affective psychosis will remit without medication, who they
may be, and how long the remissionwill last.61,62 Additionally, after
taking into consideration the high relapse rate and related
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biopsychosocial consequences in first-episode patients,12,63–66 the
use of antipsychotic treatment in this group of patients seems
necessary.

There is significant discussion recently concerning high-risk
individuals and treatment options, especially antipsychotics, to pre-
vent them from developing psychosis. The issue is far from resolved,
partially because there are huge methodological problems; it seems
most at–high risk individuals never progress to develop psychosis.67

Those who do eventually develop psychosis seem to manifest neu-
rocognitive deficits long before their first episode, and medication is
not efficacious against these symptoms.68,69

The literature provides with some negative results concerning
the efficacy of antipsychotic medication in the prevention of the
first psychotic episode in high-risk persons70-72 but also encourag-
ing results do exist.73-75 However, the quality of data is problematic
and precludes definite conclusions.71

Question 3: Is there an antipsychotic discontinuation/
withdrawal effect? What about the dopamine super-sensitivity
hypothesis?

In the late 1950s and early 1960s, the hyperdopaminergic theory of
schizophrenia was developed and it was based on the empirical
discovery of antipsychotics and the theory that they produce their
therapeutic effect by blocking post-synaptic D2 dopamine recep-
tors.76–78 Subsequently, a refined dopamine hypothesis was devel-
oped in the 1990s suggesting a subcortical hyperdopaminergic
activity, being secondary to cortical hypodopaminergic activity,
in particular in the frontal regions.76,79

It has been shown that there is no linear relationship between
the D2 occupancy, clinical response, and side effects. Response
appears with occupancy above 50% and extrapyramidal side effects
when occupancy reaches 75% or more.80–82 However, this idea has
been challenged by the European First Episode Schizophrenia Trial
(EUFEST) study which showed that with first-generation antipsy-
chotics (FGAs) extrapyramidal adverse eventsmight appear even at
lower occupancy than the therapeutic threshold.83

Overall, the development of postsynaptic dopamine receptors
supersensitivity has been documented in animals after repeated
exposure to antipsychotics.84-88 This led to concerns about possible
long-term harmful effects in treated patients. A number of early
naturalistic studies reported a favorable outcome and fewer
relapses in patients with schizophrenia in direct negative correla-
tion with the dosage of antipsychotics they were receiving. Fur-
thermore, medication-free patients at endpoint seemed to have an
even better outcome.89-92 Although these were naturalistic studies
and the outcome couldwell have been the result of the design rather
than the intervention, with less severely ill or non-schizophrenia
patients being off antipsychotics, the term “supersensitivity psy-
chosis” was quickly coined to denote both the need for increasing
dosages in order to maintain the therapeutic effect (tachyphylaxis)
and the emergence of rebound psychosis after discontinuation of
medication.93–95 Supersensitivity psychosis predicts that relapse
would be abrupt, and relapses will accumulate during the first
couple of months after treatment discontinuation.

However, both after antipsychotic discontinuation96 and on
continued antipsychotic treatment,97 gradual worsening of symp-
toms and slowly increasing relapse rated were observed, rather than
an early peak of relapses, as would be expected with “dopamine
supersensitivity psychosis.”

The first meta-analysis to tackle this issue reported that there
was no significant overall difference in the resulting survival

functions for those patients who discontinued treatment abruptly
vs gradually (N= 1006 and N=204, respectively; P> .10).98

A more recent and more technically advanced meta-analysis
also reported no difference between abrupt vs gradual discontinu-
ation of either FGA or SGA medication.99 A recent analysis of
registry data from Finland did not support the supersensitivity
psychosis theory either.100Moreover, two recent studies examining
breakthrough psychosis during assured antipsychotic treatment
with long-acting injectable antipsychotics were unable to find an
association with either cumulative antipsychotic exposure101 or
increased antipsychotic doses.102

Overall, there seems to be some sensitization of dopamine recep-
tors, at least in somepatientswhomay also be sensitive to developing
tardive dyskinesia and not respond as well to currently available
antipsychotic medications, but this upregulation does not seem to
cause a rebound psychotic exacerbation if antipsychotics are stopped
either abruptly or gradually and does not seem to contribute to a
worse global outcome in patients with schizophrenia, whose out-
come is worst when not receiving antipsychotics.53-55,100

A special case of withdrawal is clozapine withdrawal syndrome,
which is solidly proven concerning a variety of adverse events.103 It
has been reported that when discontinuation is abrupt, it could
involve rebound psychosis,104 delirium,105 serotonin syndrome,106

catatonia,107-109 extrapyramidal adverse events, and neuroleptic
malignant syndrome.110–114 While the adverse events could be
explained in terms of the pharmacodynamic profile of the sub-
stance, the rebound psychosis is far from proven since the hypoth-
esis is based on a few case-reports only.

Question 4: Does initial treatment with antipsychotics worsen
the long-term outcome?

The question whether initial treatment with antipsychotics might
worsen the long-term outcome emerged soon after their discovery
and their wide application in the treatment of psychosis115 was
recently supported by a narrative review.116

Nine relevant publications from the era when maintenance
treatment was not utilized were identified in a recent paper117

and come from three systematic reviews.118-120 These papers fol-
lowed first-episode psychotic patients long-term after their alloca-
tion during the acute episode to antipsychotics vs no
pharmacotherapy. One of them was not published in a peer-
reviewed journal. Their characteristics are shown in Table 1. These
papers do not suggest a negative impact of initial treatment; on the
contrary, they support a better outcome of patients on antipsy-
chotic treatment.

As mentioned above, historical data from the era before the
introduction of antipsychotics suggest that up to 30% of patients
experiencing their first psychotic episode will recover spontane-
ously with remission being sustained in about 15% of them. The
development of antipsychotics drastically improved the overall
outcome by increasing remission rates twofold, but the effect on
full recovery is less clear.127–129 Statistics from Europe and North
America show that antipsychotic treatment led to the dramatic
decrease of asylum populations, but had a less impressive effect on
the restoration of function. Similar results were produced by more
recent studies from Ethiopia,130 Indonesia,131 and China.132 All
these studies reported that overtime the condition of untreated
patients worsens more than in treated patients. A confounding
variable could be that untreated patients today constitute the more
severely ill and uncooperative subgroup of patients.133 On the
contrary, increased relapses, hospitalizations, and even mortality
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Table 1. Studies on the long term effect of initial treatment during the acute phase

Study Design Control
Follow-
up

N
Medication

N
Controls

Mean
Age

Males
(%) Results Comments

[62] MI HI Decades 287 213 NR 41.6 Treated did significantly better Comparison of initially treated vs not after; double rates
of complete remission in those treated (27.9% vs
14.6%, P < .01)

[121] PR Psychotherapy 3 y 92 89 NR NR NR (P < .001)a Discharge was achieved in 58%-65% in psychotherapy
and 95%-96% in medication arms

[122] MI HI 3 y 93 128 26-29 y 53.8 NS Trend in favor of medication group

[123] MI HI 1-5 y 1979 2514 NR NR NS Only first admissions; reports on any kind of psychosis
(including organic); not specific for schizophrenia

[124] MI HI 4 y 170 NR NR NRb Unknown ~10%-15% improvement of release rates; increase in
readmission rates

[125] MI HI 5 y 50 50 31.7-32.6 39.0 Difference in response but not in
remission rates (P < .001)

[19] PR PLC 3 y 39 41 16-40c 100.0 Patients in the placebo arm and no
medication afterward did better
3 y after the end of study (P < .05)

In terms of LOCF, the acute phase study would be
negative; attrition rate was almost double in the
placebo arm (45% vs 26%)

[90] PR PLC 1 y 270 74 28.2d 50.0d Patients in the placebo arm did
better 1 y after the end of study
(P < .05)

Extreme difference in the dropout rate (2% in the
medication arm vs 29% in the placebo group); those
who received treatment after the trial did better at 1 y

[126] Open
randomized

Dose
reduction

1 y 38 37 44.5 61.3 The dose reduction group did
significantly better in most
clinical outcomes

After correction formultiple comparisons, only negative
symptoms seem to differ

Abbreviations: HI, historical data; LOCF, last observation carried forward; MI, mirror image; NR, not reported; NS, not significant; PLC, placebo; PR, prospective design.
aCalculated by the authors.
b42.9% males in the medication group.
cRange.
dConcern the original sample before removal of dropouts.
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have been observed in untreated patients in meta-analyses and in
generalizable nationwide samples.53–55,66,100

Taken all the above studies together, the data do not seem to
suggest a deleterious effect of initial antipsychotic treatment; on the
contrary there are at least some data suggesting a long-term ben-
eficial effect and increased relapses, hospitalizations and even
mortality in untreated patients. The studies reporting superiority
of no treatment rely on placebo samples super-selected for benign
outcome.

Question 5: Does maintenance treatment with antipsychotics
worsen the long-term outcome?

Τhe efficacy of maintenance treatment up to 1 year after the acute
episode was confirmed by a meta-analysis of 65 trials.23,99 Overall,
it was reported that after 1-year follow-up, antipsychotic mainte-
nance treatment was superior to placebo in terms of relapse rates
(27% vs 64%) and rehospitalization (10% vs 26%). Furthermore,
antipsychotic maintenance treatment was associated with lower
likelihood of aggressive and violent behavior (2% vs 12%) and
better quality of life. Total dropouts were fewer in the medication
than placebo withdrawal arms (30% vs 54%). The beneficial effect
of medication was unrelated to illness duration, previous discon-
tinuations of medication, and duration of previous periods of
stability, while FGAs and SGAs were equally efficacious. There
was no difference between the active drug and the placebo in terms
of employment, deaths, or dropout because of adverse events,
although patients in the medication arm manifested significantly
more extrapyramidal adverse events (16% vs 9%), sedation (13% vs
9%), and weight gain (10% vs 6%). The beneficial effect was similar
in first-episode patients vs older/multi-episode patients.

The next milestone is treatment outcome at 3 years. The use-
fulness of maintenance treatment up until this period is again
solidly established, although on the basis of far fewer data. The
most recent study was a randomized trial in 128 first-episode
patients who were stabilized on antipsychotics for 6months. They
were then randomized, to either a “drug discontinuation/drug
reduction” group or a “standard drug maintenance” group. This
was the first randomized study on the topic, but although the
sample was drawn from an epidemiological cohort, only 50% of
the first-episode psychosis (FEP) patients agreed to participate in
the study. In only approximately 20% of patients, complete dis-
continuation was possible. The results suggested that discontinuing
(or aggressively lowering) antipsychotic treatment during the
maintenance phase led to a higher relapse rate (43% vs 21%) during
the first 18months.134 These conclusions have been confirmed by
later studies.135,136

The next question is whether further maintenance treatment
could be beneficial or whether the risk of relapse tends to attenuate
after a certain period of time. The data are insufficient but still
suggest that the relapse rate was not different in patients who had
been stable for up to 3 to 6 years. In other words, no matter how
long the patient is doing well, the risk for relapse still exists and is
uncovered after medication discontinuation. Thus, continuous
treatment is necessary irrespective of current clinical status.137,138

The evidence for the effect of maintenance treatment with
antipsychotics in patients with schizophrenia from observational
and naturalistic studies is shown in Table 2.

Overall, small-scale observational studies suggest that patients
currently off antipsychotics manifest a more favorable out-
come.18,141–144,148 The results from intermediate size studies are
mixed.145,153

One particular study worth discussing is that of Wunderink
et al18 since it is the one considered to be strongly suggestive against
the long-term use of antipsychotics that has stimulated the conduct
of ongoing antipsychotic discontinuation and intermittent treat-
ment studies that have produced significantly worse outcomes than
maintenance studies.154 After their initial 3-year follow-up
study,134 which concerned the randomization of patients to a
dose-reduction (DR) or dose maintenance (MT) groups, the
authors went on to naturalistically follow-up patients for an addi-
tional 5 years. At the end of that period, they reported (in 103
patients of the original 128) that there was no difference between
the original group that was initially randomized to receive regular
antipsychotic dose maintenance treatment and the group initially
randomized to reducing the antipsychotic dose with an attempt to
potentially discontinue the antipsychotic regarding relapse (68.6%
vs 61.5%) or symptomatic remission (66.7% vs 69.2%). Addition-
ally, there were no differences in number of relapses (1.13� 1.22 vs
1.35� 1.51), but the number of relapses was very low for the period
of 7 years and thus it is suggestive of a very benign study sample,
likely due to the fact that only 50% of the epidemiological sample
had agreed to be randomized originally and, importantly, only
43.7% of the sample followed at 7 years had been diagnosed with
schizophrenia 7 years ago. The reported greater likelihood of func-
tional remission (46.2% vs 19.6%) and recovery (40.4% vs 17.6%; P
= .004) in the antipsychotic DR/discontinuation group, but, again,
the rate is unexpectedly high and suggestive of a very benign study
sample. While there was a significantly lower antipsychotic dosage
in the DR group (2.2� 2.27 vs 3.6� 4.01mg haloperidol; P= .03),
there was no difference in the months with zero intake of antipsy-
chotics (6.38� 10.28 vs 4.35� 8.49; <7% of total time). The relapse
rate was equal after year 3, being >60% and at the end of 7 years.
This study manifests a number of problems. The major misleading
feature of the study is that it discusses the results in terms of
“medication discontinuation,” while this is not the case. The orig-
inal definition of the group was “dose reduction” (DR), and this
indeed resulted in a significantly lower antipsychotic dosage in the
DR group even at 7 years follow-up, but only 11 patients (11%) of
the entire sample (DR: N=8;MT:N=3)were off antipsychotics for
at least the last 2 years. The second problem is that only 43.7% of the
patients had a diagnosis of schizophrenia, whereas the remainder
had a non-schizophrenia and more benign form of psychosis, and
that outcomes were assessed only via the phone and that diagnoses
at endpoint were not confirmed. Another issue is that while they
started as a randomized sample, this stopped at month 18 and from
which point on the study sample followed a fully naturalistic course
concerning treatment. Possible confounding factors could be that
more patients with schizophrenia were randomly assigned to MT
(51.0%) in comparison to DR group (36.5%), numerically more
patients in theDR groupwereworking at baseline (54% vs 36%;P=
0.07). Interestingly, the results do suggest a significant correlation
between duration of untreated psychosis (DUP) and worse out-
come (odds ratio [OR] = 0.62; P=0.02).18 These factors make it
entirely unclear to what degree these data can be applied to the
long-term outcome of patients with a confirmed schizophrenia
diagnosis, and they do not sufficiently contribute to the question
whether and in whom antipsychotics can be discontinued safely.

On the contrary, all large studies including epidemiological as
well as nationwide registry-based data favor continuous mainte-
nance treatment.56,100,132,151,152 The harder the data, the more they
favor continuous maintenance treatment, which strongly suggests
the presence of significant confounding factors for the conclusions
in observational and naturalistic studies, especially if no advanced
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Table 2. Studies on maintenance treatment beyond 3 years duration with antipsychotics in patients with schizophrenia

Study Design Control
Follow-up
(up to) N Medication N Controls

Mean Age at
Baselinea Males (%) Results Comments

[139] Retrospective Not medicated
after index
episode with
good outcome
after 15 years

15 y 140 23 28.0 50.0 Approximately, 14.1% of
patients with
schizophrenia do well in
the long term without
any medication

Does not report on a comparison
between medicated and
unmedicated patients

[140] Retrospective — 25 y 644 NR 52.6 16.3% of patients with
schizophrenia recover

The WHO International Study of
Schizophrenia. Rejects the
conclusions of the WHO IPSS

[141] OBS Not receiving
medication at
interview

15 y 40 24 23.0 67.0 Significantly higher
recovery rate in patients
not under medication
(40% vs 5; P < .001)

The Chicago follow-up studies.
Naturalistic design, it confirms that

patients are prescribed and
received medication only when
necessary because of their
clinical status

[142] OBS Not medicated
after index
episode

20 y 24 15 22.9 52.0 Those never medicated did
significantly better

The Chicago follow-up studies.
Naturalistic design, it confirms that

patients are prescribed and
received medication only when
necessary because of their
clinical status

[143] OBS Never on
antipsychotic
treatment

20 y 25 15 NR NR Significantly better course
and outcome for the
never treated group

The Chicago follow-up studies.
Naturalistic design, it confirms that

patients are prescribed and
received medication only when
necessary because of their
clinical status. From the total
sample, 21.4% did not need
treatment

[144] OBS Never on
antipsychotic
treatment

20 y 25 15 NR NR Significantly better work
functioning for
unmedicated patients
(P = 0.001)

The Chicago follow-up studies.
Naturalistic design, it confirms that

patients are prescribed and
received medication only when
necessary because of their
clinical status

[145] OBS Treatment
discontinuation

10 y 89 89 24.2 45.0 Significantly worse
outcome in treatment
discontinuation
patients (P = .012)

75% with schizophrenia; at
endpoint, a similar percentage of
patients in the two groups were
not taking antipsychotics. The
groups were similar in all the
other recorded variables at
endpoint

[146] OBS — 20 y 175 — 28 59.5 Significant overall decline
of functioning (P <
0.001); no effect of
modifications in
antipsychotic use (P =
0.08)

Suffolk County Mental Health
Project

Mixed sample of schizophrenia and
schizoaffective disorders

6
K
.N
.Fountoulakis

et
al.



Table 2. Continued

Study Design Control
Follow-up
(up to) N Medication N Controls

Mean Age at
Baselinea Males (%) Results Comments

[147] OBS — 5 y 531 — <30.0 50.9 Significantly better
outcome in developing
countries

The WHO IPSS

[148] OBS Not medicated in
previous 3
months

10 y 46 24 34 54.3 Significantly better course
and outcome for the
non-treated group
during the last 3mo

patients with schizophrenia were
more likely to refuse
participation; 83% of the study
group suffered from
Schizophrenia; almost all were
receiving medication within the
previous year; confirms that
patients are prescribed and
received medication only when
necessary because of their
clinical status

[148] OBS Not receiving
medication at
interview

8.7 y 46 24 34.0 54.3 Significantly more non-
medicated patients
were in remission (60%
vs 20%; P < .001)

83% were suffering from
schizophrenia

[149] OBS — 10 y 532 — 30.8 57.9 22.6% of initial sample
recovered, 7.8% died

The AESOP-10 study, 75%
schizophrenia

[132] OBS,
epidemiological
data

Not medicated
after index
episode

14 y 371 118 40.0 40.0 Significant higher
remission rates in
medicated patients
(34.1% vs 16.4%) and
lower mortality rate
(29.6% vs 43.2%) both at
P < .01

Based on epidemiological data of
123,572 persons from China, 1994

[150] OBS — 10 y 532 — 30.8 57.9 8% of initial sample had no
episodes, 26.3%
recovered, and 7% died

The AESOP-10 study, 75%
schizophrenia

[151] OBS, registry data Not medicated
after index
episode

3.6 y 1433 797 30.7 62.0 Significantly better
outcome and lower
mortality in the
medication group

Nationwide cohort of 2230
consecutive adults hospitalized
in Finland for the first time

[152] OBS, registry data Never medicated 11 y 47 967 18 914 51.0 46.0 Lower mortality for current
as well as long-term
medication use (P
< .001)

Nationwide registry data cohort of
66 881adults

hospitalized in Finland between
1996 and 2006

[100] OBS, registry data Treatment
discontinuation

20 y 4217 3217 35.0 56.5 Significantly more
frequent worse outcome
in the discontinuation
group (56.5% vs 34.3%)
and higher mortality
rate (HR > 2.7)

Nationwide registry data cohort of
adults hospitalized in Finland
between 1972 and 2014

[56] OBS, registry data Not medicated
after index
episode

5 y 21 492 and
1230 FEP

2077 and
232 FEP

45.5 and 36.3 in
FEP

61.0 and 66.0
in FEP

Significantly higher overall
mortality and
specifically due to

Nationwide registry data cohort of
7,040,632 people living in Sweden
in 2005
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propensity score matching or within subjects designs are employed
to mitigate against relevant selection biases.

In the literature, there are several impressive studies with strange
results. One such example is the World Health Organization Inter-
national Study of Schizophrenia,which among other things reported
that schizophrenia had a more favorable outcome in developing
countries.140,147,155 Thiswould indirectly imply that treatment-naïve
patients might do better long-term, but subsequent publications
rejected this more favorable outcome.156–159 Maybe, the most
important finding of that study was that the time spent in episodes
of psychosis during the early illness stages is a strong determinant of
later adverse outcomes, thus supporting the long-term beneficial
effect of early and sufficient medication treatment.140

A number of projects, including the AESOP-10,149,150 the Suf-
folk County Mental Health Project,146 and the Chicago Follow-up
studies,141–144 failed to provide data and conclusions free of the
well-known biases of naturalistic and observational studies. One
recent, large registry study with up to 20-year follow-up (median=
14 years) showed a significantly lower mortality rate for patients
during any vs no antipsychotic treatment (25.7% vs 46.2%).54

The conclusions from the review of the above studies by several
authors are conflicting.12,16,117,160 Taken together, the above simply
confirm the known properties of observational and naturalistic
design, which is characterized by a number of inherent biases
and a number of confounding factors since no adequate control
group is included,161 while the direction of the cause-and-effect
relationship is impossible to determine. A minority of patients
probably around 10% to 15% could do well with very low dosages
and possibly intermittent administration of antipsychotic treat-
ment with prolonged periods without any antipsychotic medica-
tion; however, it is yet impossible to identify a priori these
patients.12 The argument that a relevant minority of patients with
a confirmed diagnosis of schizophrenia will do well long-term
without any medication ever162,163 is not supported by the data.

Inconsistencies in the data and interpretation most likely
depend a lot on the selection of patients with different psychotic
disorders, which must be taken into consideration when attempt-
ing to make judgments about risk and benefits of antipsychotic
treatment in patients with schizophrenia.

Finally, as mentioned above, long-term adverse effects of antipsy-
chotics clearly exist,9,10,32,41–43 including diabetes,metabolic syndrome,
and tardive dyskinesia. Moreover, patients with schizophrenia have a
1.5 to >2-fold increased risk of mortality compared to the general
population.45,46 However, the mortality risk is significantly higher/
elevated in patients not receiving antipsychotic treatment compared
to those undergoing long-term antipsychotic treatment.53–57 Impor-
tantly, both for hospitalization risk and all-cause mortality, there does
not appear to be a safe time when to discontinue antipsychotic
treatment after a first episode of schizophrenia.100

This, in conclusion, the currently available data support the
positive risk–benefit ratio of long-term antipsychotic treatment in
people with schizophrenia.

Question 6: Does the relapse rate level off after 3 years
irrespective of treatment?

This suggestion is based mainly on the results of the second
naturalistic phase of the Wunderink et al study.18 As discussed
previously, that study sample was unusually benign in terms of
diagnosis and illness course, with no more than half of its study
sample suffering from schizophrenia, and it is an antipsychotic
dose reduction rather than a discontinuation study with the twoTa
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arms being similar in terms of treatment after a certain period of
time and at endpoint. This is expected because of the naturalistic
design since after some time, the maintenance treatment was
adjusted to the individual needs of each patient, independent of
initial randomization up to 7 years prior to endpoint, resulting in
the flattening of differences between the two relatively benign
outcome groups.

A number of other studies, including a meta-analysis164 and
primary data studies,146,149,165 also utilized mixed samples and
therefore unfortunately add little to the effort to answer the question
on the longitudinal course of relapse rates in people with diagnosed
schizophrenia (as opposed to a mix of psychotic conditions). The
overall picture that these studies provide is that “schizophrenia”
(although defined in an overinclusive way) is characterized by a
chronic and deteriorating course. It is important to note that a
chronic illness course and poor functionality may occur despite less
frequent exacerbations and episodicity of the illness.

In summary, the authors are not aware of high-quality data to
support the claim that the relapse rates level off after 3 years, but
clearly more research is needed on this topic.

Question 7: Is long DUP a negative predictor for the outcome?

Although it is common belief that a long DUP could constitute a
negative predictor, this belief has been challenged recently espe-
cially in the frame of care of psychotic patients without the use of
medication.

In general, mostly older meta-analyses166–168 and individual
studies converge on a consensus that longer DUP is modestly
related to positive and negative symptoms as well as several indices
reflecting worse functioning and poor remission both at baseline
and after treatment and follow-up but not with neurocognitive
function (Table 3). Only 2 out of the 14 studies of Table 3 suggest no
negative effect for DUP.18,169 –181It is interesting that even the
second phase study by Wunderink et al, which is the only study
that utilized a randomized study sample at baseline, reported that
shorter DUP was in essence the only variable that was significantly
related to symptomatic remission (OR=0.62; P= .02).18

Criticism concerning three specific papers167,168,177 argues that
treatment is not synonymous with antipsychotic treatment, and
therefore the only point that the literature suggests is that if patients
are identified early, they tend to be less impaired and they remain so
over time, but this does not necessarily mean that an earlier inter-
vention of any kind has much effect.162 However, this shifts the
attention from the importance of DUP to the efficacy of acute and
long-term treatment, which are quite different issues. Criticism for
the conclusions of theNorwegian EarlyDetection (TIPS) study175,177

argues that results are mediated by the patients’ premorbid status.21

Anadditional concernwas expressed on the unexpectedly highdeath
rate in this young patient sample,182 but this was related to longer
DUP and substance abuse, although therewas also an unusually high
1% death rate because of cardiovascular problems.183

There are a number of meta-analyses on the topic. The first of
them identified 43 publications and reported that shorter DUPwas
associated with negative symptoms alone at treatment initiation
and with greater response to treatment, global psychopathology,
positive and negative symptoms, and functional outcomes. There
was no correlation with neurocognitive deficits, and the findings
remained significant after controlling for variables known to influ-
ence prognosis.168

The second included 26 studies involving 4490 patients; it showed
a significant association between longer DUP and several poorer

outcomes at 6 and 12months (including total symptoms, depres-
sion/anxiety, negative symptoms, overall functioning, positive symp-
toms, and social functioning). Additionally, patients with a longDUP
were significantly less likely to achieve remission and controlling for
premorbid adjustment did not influence the findings.166

Another meta-analysis of 33 studies reported that long DUP
was associated with more severe outcome in general symptomatol-
ogy, positive and negative symptoms, social functioning, and
remission but not in hospitalization, quality of life, or employment.
Longer follow-up resulted in stronger associations between DUP
and negative symptoms (P= .035), hospital treatment (P= .046),
and global outcome (P= .035). Higher national income level
resulted in a stronger correlation between DUP and general symp-
tomatic outcome (P= .008) and positive symptoms (P= .016).167

A more recent meta-analysis of 27 studies and 3127 patients
with FEP that focused exclusively on neurocognition reported that,
overall, DUP and neurocognitive abilities were not significantly
related, with the exception of evidence for a weak relationship with
planning/problem-solving ability which will probably not survive
correction for multiple comparisons.184 The last meta-analysis
focused on the possible relationship of DUP and brain structure.
It identified 48 studies and reported that only a small minority of
them reported a statistically significant finding.185

It is interesting tomention a recent study which suggests that the
frequently reported association between DUP and psychosocial
function may be an artifact of early detection, creating the illusion
that early intervention is associated with improved outcomes. In
other words, according to these authors, DUP may be better under-
stood as an indicator of illness stage than a predictor of course.186

In conclusion, the literature suggests that longer DUP is mod-
estly related to positive and negative symptoms as well as several
indices reflecting poor functioning and reduced proportion of
remission both at baseline and after treatment and follow-up, but
the effect on neurocognitive functioning is equivocal. The data on
the possible neurotoxic effect are less robust, and they seem to
depend on the imagingmethodology and probably concern specific
brain regions rather than the whole brain, but more data are
needed. One reason why the literature fails to define the role of
DUP is that the progression of schizophrenia is slow and it takes
many years for worsening to appear.187

Question 8: Are relapses detrimental to illness trajectories and
outcomes?

Overall, the classical concept of schizophrenia is that of a chronic
illness with frequent relapses leading to significant disability.188

Relapses are considered to exert a neurotoxic effect with patients
never returning to their previous functioning status.120,189-191

There is no reliable way to predict which patients will relapse
with the use of either clinical or neurobiological indices192 and, as
mentioned above, longer duration of treatment does not reduce the
risk of relapse upon antipsychotic discontinuation.192

The suggestion that the accumulation of relapses leads to disease
progression is supported by the following findings:

• First episodes respond better to treatment and have better prog-
nosis in comparison to later episodes.189

• First episodes require lower dosages of antipsychotics.193

• Time to remission increases for each subsequent episode.190

• With accumulation of relapses, a rather abrupt way of relapsing
seems to emerge, which probably is suggestive of the develop-
ment of a reduced threshold for psychotic decompensation.194

CNS Spectrums 9



Table 3. Studies on the effect of DUP on the long term outcome in patients with schizophrenia

Study

Follow-
up (up
to) N Medication Mean DUP

Mean
Age at
Baselinea

Males
(%) Results Comments

[169] 1 y 200 84.2wk 24.8 68.0 Significant effect of DUP on the outcome concerning positive
symptoms and quality of life (P < .001)

Calgary Early Psychosis Program, quasi-epidemiological
sample

[170] 5 y 296 142wk 25.1 50.3 No significant effect of DUP on the outcome OPUS, 94.6% schizophrenia

[171] 1 y 85 FEP 52.5wk NR NR Significant effect of DUP on the outcome concerning positive and
negative symptoms (P < .003) but not neurocognitive

West London First Episode Schizophrenia Study

[172] 9.7wk 196 ~32–40wk 34.3 51.5 DUP >12months was significantly related to poor outcome (P < .005) 77.5% schizophrenia

[173] 8wk 71 FEP
patients
and 73
healthy
controls

25.4wk 25.2 54.9 Significant association of DUP and left hippocampal atrophy both at
baseline and accelerated after 8wk

[174] 1 y 57 (27 short
and 30 long
DUP) and
30 controls

35wk 25.5 55.2 Long DUP patients differed from controls in the volume of gray
matter in bilateral parahippocampus gyri, right superior temporal
gyrus, left fusiform gyrus, left middle temporal gyrus, and right
superior frontal gyrus (P < .05) and from short-DUP in right
superior temporal gyrus, left fusiform gyrus, and left middle
temporal gyrus (P < .01)

Findings probably would not survive correction for multiple
comparisons

[175] 10 y 281 FEP 12.6wk 28.5 59.0 Significantly more patients in the early detection group recovered
(30.7% vs 15.1%, P = 0.017)

The Norwegian Early Detection (TIPS) study, less than 65%
suffering from schizophrenia. Less patients in the early
detection group dropped out. Findings do not survive
correction for multiple comparisons

[176] — 156 FEP 74.3wk 25.8 62.2 No significant effect of DUP on neurocognitive function and brain
MRI

Iowa Longitudinal Study, 73% schizophrenia

[177] 2 y 231 FEP 10.4wk 28.5 NR The early detection group was significantly better in the negative,
depressive, and neurocognitive symptoms (P < .001)

The TIPS study; N of schizophrenia cases unknown, probably
65%

[178] 25 y 80 196wk 47.9 65.0 Patients with DUP less than 1 y had more favorable outcome (28.9%
vs 8.6%; P = .025), less hospitalizations (85.7% vs 62.1%; P = 0.049)
and a better functioning (GAF: 50.32� 16.49 vs 40.26� 9.60, P
= .002)

All cases with schizophrenia; only difference in functioning
would survive correction for multiple comparisons

[179] 1 y 43 24wk 36.7 34.9 Long DUP correlated with higher need for hospitalization at the time
of first diagnosis (52% vs 9%; P = 0.002), re-hospitalization (67% vs
32%; P = .022) and worse functioning after 4 y (SDSS: 7.0� 5.2 vs
3.4� 4.9; P = 0.035)

All cases with schizophrenia; only difference in hospitalization
at first diagnosis would survive correction for multiple
comparisons

[180] 14 y 209 <26wk 41.0 43.0 Shorter DUP (≤6months) related to significantly lower suicide
attempts, shorter illness duration, and higher full remission rate.
No differences were found regarding survival and homelessness.
Longer DUP (>6months) was significantly associated with higher
negative and general mental scores (all at P < .05)

Based on epidemiological data of 123,572 persons from China,
1994. Probably nothing survives after correction for multiple
comparisons

[181] 1 y 2134 <26wk 23.3 67.4 DUP was related to positive symptoms (P < .001), worse recovery (P
< .001), and worse global functioning (P = 0.035). There was some
evidence for an inverse correlation with negative symptoms also

From the National EDEN which is a UK-based cohort; only
41.2% schizophrenia

[18] 7 y 103 38wk 26.0 NR Only shorter DUP was related to remission (P = 0.02) Less than 45% of the study sample were suffering from
schizophrenia

Abbreviations: FEP, first-episode psychosis; DUP, duration of untreated psychosis; MRI, magnetic resonance imaging; NR, not reported.
aFor several studies, it is only indicative or approximate calculations by the authors.
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• Refractoriness accumulates at a rate of 16% for each subsequent
episode,195 with recent studies confirming loss of antipsychotic
response after a relapse in a subgroup of patients.65,196

• The development of an abrupt way of relapse in combination with
the accumulation of refractoriness over time59,197 is consistent
with the development of sensitization and a “kindling” model.

• Long-term disability correlates with the number of relapses.198

• Reduced gray matter volume is related to total episode duration,
but not to the number of relapses.199

• The observation that the rate of deterioration is higher at the early
phase of the disorder is in accord with a recent model, which
suggests that mainly the early phase of schizophrenia is charac-
terized by psychotic symptoms.187

Conversely, the following arguments are against such a suggestion:

• Deterioration has begun already before the onset of florid psy-
chotic symptoms, during the premorbid period.200,201

• The deterioration accumulates rapidly during the early years, but
tends to reach a plateau later in the illness course,202 although
there are no convincing data to support a leveling-off of the
relapse rate. As discussed above, this could be the result of the
predominance of psychotic symptoms early in the course of the
disease while after several years they tend to attenuate.187

Another explanation could be that the accumulation of the deficit
is not linear and will level off at some point.

• The difference in response rates between first and later episode
patients with schizophrenia is likely small.203–206 One meta-
analysis in first-episode psychotic patients reported an overall
response rate (50% reduction in scale score) of 81.3% (95%
confidence interval [CI] = 77%-85%),207 while another one in
chronic schizophrenia patients with a solid diagnosis of schizo-
phrenia reported a similarly defined response rate being at 51%
(95%CI= 45%-57%).8 The biggest problem for the interpretation
of these results is that the majority of patients of the FEP samples
do not seem to suffer from schizophrenia defined according to
Diagnostic and Statistical Manual of Mental Disorders criteria
(ie, 6months requirement of the overall illness), making a valid
direct comparison impossible.

Overall, the literature supports the concept that relapses correlate
with worse long-term outcome. Continuous antipsychotic treat-
ment is necessary in order to avoid relapses since their way of
appearance usually precludes early intervention and immediate
resolution of symptoms.12 Probably, relapses are not the only
reason of disease progression and their effect is not linear, but
instead it is stronger during the first few years after the disease
onset. Unfortunately, this is the period when both patients and
their therapists are usually inclined to stop long-termmaintenance
treatment.

Question 9: Is there a brain volume loss in patients with
schizophrenia and what are its causes?

Cross-sectional findings
The first reports with the use of brain CT on possible brain
structural change in patients with schizophrenia208 faced negativ-
istic criticism and rejection on the basis of circular logic and
theoretical–ideological arguments.209 The psychiatric community
of the time found it difficult to accept that patients manifested
observable brain damage.

Some imaging studies report strong significant differences
between patients and controls,210–213 while others do report

significant differences but those would not survive correction for
multiple comparisons.174,214–216 There are also some data in at-risk
subjects indicating that brain imaging could be of prognostic
usefulness for the identification of those persons at high risk that
will eventually develop psychosis.217,218 A meta-analysis on cross-
sectional volumetric brain alterations in both medicated and
antipsychotic-naive patients included 317 studies comprising over
9000 patients. In the 33 studies, which included antipsychotic-
naive patients (Ν= 771), volume reductions in caudate nucleus
and thalamus were more pronounced than in medicated patients.
White matter volume was decreased to a similar extent in both
groups, while gray matter loss was less extensive in antipsychotic-
naive patients. Gray matter reduction was associated with longer
duration of illness. According to these findings, brain loss in
schizophrenia is related to a combination of (early) neurodevelop-
mental processes—reflected in intracranial volume reduction—as
well as illness progression. Most of the observed significant results
would survive correction for multiple comparisons.219

Overall, the imaging data are strong in suggesting that schizo-
phrenia is characterized by loss of total graymatter volumewhich is
probably more pronounced in the temporal lobes. Data concerning
other brain regions and structures are relatively weak. It seems that
a reduction in interneuronal neuropil in the prefrontal cortex is a
prominent feature of the cortical pathology in schizophrenia which
is characterized by subtle changes in cellular architecture and brain
circuitry that nonetheless have a devastating impact on cortical
function.Most volume changes that occur appear to be the result of
reduction in neuropil related to less dendritic branching, lower
spine density, and smaller cell body size.220 Representative studies
are shown in detail in Table 4.

These brain abnormalities seem to be present already at illness
onset. This was the conclusion of the Edinburgh High Risk Study
(though of doubtful strength because of the presence of multiple
comparisons).231 However, these data were solidly supported by a
more recent study, which found that the left hippocampal volu-
metric integrity was lower in the FEP group (P= .001) at base-
line.173 This conclusion is supported by a meta-analysis of
43 studies and MRI data from 965 FEP patients matched with
1040 controls which reported the presence of gray matter volume
loss in the temporal lobe of patients with schizophrenia already at
disease onset.232

The data frompostmortemneuropathological studies are equiv-
ocal. Some studies definitely report no significant difference
between patients with schizophrenia and controls,221,226,230 others
definitely report significant reduction in the number and density of
neurons and maybe of glia in the neocortex,224,225,227-229 while
some other studies reported significant differences, but these were
of questionable strength.222,223 Overall, these data suggest that
there is no strong histopathological evidence to support the pres-
ence of a neurodegenerative or neurotoxic process, including neu-
ronal loss, ubiquitination, dystrophic neurites, astrocytosis, or
microglial infiltrates.

Longitudinal findings
Most studies on the longitudinal course of schizophrenia suggest the
progressive loss of brain volume.173, 211, 212, 215, 231, 233–235 Some
authors do not report such a finding,236 while others lose their power
after correction for multiple comparisons.199,213,214 The most fre-
quent and reliable findings concerned total brain volume, ventric-
ular enlargement, frontal and temporal gray matter, and the nucleus
caudatus. Some data also implicate the thalamus and the hippocam-
pus. The studies in first-episode patients argue that the findings exist
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Table 4. Studies on Structural Brain Changes in Patients with Schizophrenia vs Controls

Study
Patients with
Schizophrenia Controls Results Comments

Postmortem
studies

[221] 23 14 No difference

[222] 13 9 Significantly smaller hippocampus, parahippocampal gyrus, amygdala, and internal
pallidum bilaterally in patients

No significance after correction for multiple comparisons

[223] 18 21 Significantly smaller hippocampus and internal pallidum bilaterally in patients No significance after correction for multiple comparisons

[224] 15 15 In patients, no changes in clustering of neurons or glia. Neuronal somal size was
reduced in layer 5 (18%, P = 0.001), neuronal density was increased in layer 6 (61%,
P = 0.006) and in layer 5 (33%, P = 0.003)

From the Stanley Foundation Brain Consortium

[225] 7 7 A 28% decrease in total numbers (or densities) of cortical layer III oligodendrocytes
and a 27%decrease in thewhitematter of Brodmann’s area 9 in the superior frontal
gyrus

Some of these findings survive correction for multiple
comparisons, depending on the method (CNPase
immunostaining, Nissl and CNPase immunohistochemistry)

[226] 8 16 No difference in neuron numbers in the neocortex

[227] 16 19 In area 9, neuronal density was increased in layers III to VI; cell packing of pyramidal
and nonpyramidal neuronswas elevated (P < .002 and P < .01). The largest increases
(24%) were observed in layers IV and V.

The findings for pyramidal but probably not those for
nonpyramidal neurons will survive correction for multiple
comparisons

[228] 14 19 Significantly smaller frontal gray matter volume in pts vs controls (12%; p = 0.01). No
other difference existed

The finding survives correction for multiple comparisons.

[229] 12 14 Significantly smaller number of glial cells in in Brodmann’s area 24 (33%, P = 0.007). No
other finding was significant

The finding survives correction for multiple comparisons

[230] 8 10 No difference in neuron numbers and density in the PFC

Neuroimaging
studies

[210] 15 MZ and 14 DZ
twins discordant
for Schizophrenia

29 healthy
twins

Significantly smaller whole brain volume for patients (P < .001) and co-twins (P < .05) in
comparison to controls. Patients also differed from co-twins (P < 0.05). Lateral
ventricles were larger in patients than in their co-twins (14.4%; P < .01)

Significant differences also between healthy twins and
controls, suggesting the existence of an endophenotype

[214] 16 20 Two brain MRI with a 1-y interval. At baseline, patients differed from controls in terms
of putamen and third ventricle size (P < .01). After 1 y, the acceleration of volume
loss was evident between patients and controls concerning total gray (P = .04) and
white matter (P = .02) and nucleus accumbens (P = .05) and caudatus (P = .03).
Patients who discontinued medication manifested greater volume loss in the
nucleus accumbens (P = 0.04) and the putamen (P = 0.01)

No difference would survive correction for multiple
comparisons

[174] 57 (27 short and 30
long DUP)

30 Significant difference in the volume of gray matter in bilateral parahippocampus gyri,
right superior temporal gyrus, left fusiform gyrus, left middle temporal gyrus, and
right superior frontal gyrus (P < .01)

No difference would survive correction for multiple
comparisons

[213] 84 116 After 3 years follow-up, in patients there was a significantly greater change in the
cerebral graymatter volume (P = .006) and cortical volume (P = .03) and thickness (P
= .02), in cortical volume and thickness of the right supramarginal, posterior
superior temporal, left supramarginal, left postcentral, and occipital regions (P
values between <.001 and .03 after clusterwise correction). Findings were
independent of medication and substance abuse

12
K
.N
.Fountoulakis

et
al.



before the initiation of antipsychotic treatment and progress semi-
independently of treatment. Representative studies are shown in
detail in Table 5.

A meta-analysis identified 19 studies, analyzing 813 patients
with schizophrenia and 718 healthy controls and reported that over
time, patients with schizophrenia showed a significantly higher
volume loss of total cortical gray matter, left superior temporal
gyrus (STG), left anterior STG, left Heschl gyrus, left planum
temporale, and posterior STG bilaterally. Meta-analysis of FEP
patients showed a more significant pattern of progressive loss of
whole cerebral gray matter volume involving the frontal, temporal,
and parietal lobes and left Heschl gyrus compared with healthy
controls. Progressive cortical gray matter changes in schizophrenia
occur with regional and temporal specificity, and the underlying
pathological process appears to be especially active in the first
stages of the disease, and affects the left hemisphere and the
superior temporal structures more.237

Data suggest associations between reduced total and regional
brain volume and poorer outcomes,238 including greater negative
symptoms and cognitive performance.239

Question 10: Does antipsychotic treatment causebrain volume loss?

As soon as the first reports on ventricular enlargement in patients
with schizophrenia were published,208 one of the first comments
was that this was a consequence of antipsychotic medication treat-
ment.91 Since then several authors have attributed these findings to
treatment with antipsychotics, cannabis use, diabetes, and hyper-
tension.239–242

Animal studies definitely suggest that exposure to antipsy-
chotics leads to 6% to 15% brain volume reduction.243–245 The
biggest problem in the interpretation of these results is that exper-
imental animals do not suffer from schizophrenia; at best, they
correspond to a model that tries to mimic some aspects of schizo-
phrenia but otherwise they are “healthy.”246 Furthermore, the effect
of antipsychotics on the brain of non-schizophrenic animals is too
strong and beyond doubt, while on the contrary the progressive
brain volume reduction after FEP is very small.241 The effect size for
the only index which was found in human studies to be significant,
that is, whole brain gray matter, ranges approximately from 0.14
(not significant after correction)240 to 0.36,219 while in animal
studies the findings are strongly significant and for the total num-
ber of cells the effect size was 0.89244 or >10% loss.246,247 If brain
volume reduction was due to antipsychotic medication, it should
have been much more pronounced, global, and much more clearly
correlated with medication, which is not the case. Moreover, there
is only regionally circumscribed cell loss in humans supported by
stereological cell number estimations. These findings support a loss
of oligodendrocytes in the prefrontal cortex (area BA9)225 and CA4
subregion of the hippocampus.248,249 Additionally, a recent meta-
analysis showed increased microglia density with focus in the
temporal cortex.250 Hence, because this cell loss is minimal and
localized, the change in brain volume is attributed mainly to
neuropil volume loss.251 There is no similarity between the findings
from the brains of patients with schizophrenia and animal studies
neither in terms of quantity nor in terms of quality in contrast to
what some authors insist on.163

There is no “creationist creed” in this interpretation; it is the
difference between normal and abnormal physiology. In the wider
field of medicine, there are several treatments that protect the
patient from the harmful effects of the disease process, but if they
are given to healthy individuals (or individuals without the specificTa
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Table 5A. Studies on the Long-Term Progression of Structural Brain Changes in Patients with Schizophrenia vs Controls

Study
Patients with
Schizophrenia Controls

Follow-
up Results Comments

[236] 33 31 6-9mo No difference at baseline or follow-up

[199] 202 7 y Significant decrease in total brain volume (P = .01), and in frontal (P = .04) and temporal
(P = .03) gray matter

Iowa Longitudinal Study. Results do not survive correction for
multiple comparisons

[214] 16 20 1 y Patients manifested a significant decrease in total gray (P = .04) and white matter (P
= .02), and the nucleus caudatus (P = .03) and accumbens (P = .05)

Results do not survive correction for multiple comparisons

[173] 31 32 8wk Left HVI significantly decreased in patients in comparison to controls (P = .001). The
change in left HVI was inversely associated with DUP (r =�0.61; P = .002)

The study utilized a unique imaging method

[235] 119 — 3 y Met-allele-carriers showed a significant decrease in frontal gray matter volume (P = .04),
lateral ventricles (P < .0003)

Iowa Longitudinal Study. Only the finding concerning lateral
ventricles survives correction for multiple comparisons

[234] 211 — 7 y Significant decrease in total, frontal, and parietal gray matter (P < .001) as well as
temporal (P < .01), parietal white matter (P = .02), lateral ventricles, sulcal CSF and
thalamus (P < .001), and nucleus caudatus and putamen (P < .01)

Iowa Longitudinal Study; 91% schizophrenia. Some but not all
findings survive correction for multiple comparisons

[213] 84 116 3 y Significantly greater decrease in patients concerning cerebral gray matter volume (P =
0.006) and cortical volume (P = 0.03) and thickness (P = 0.02). Patients showed
additional loss in cortical volume and thickness of the right supramarginal, posterior
superior temporal, left supramarginal, left postcentral, and occipital regions (P values
between <.001 and .03 after clusterwise correction)

Results do not survive correction for multiple comparisons

[215] 51 13 1 y Patients caudate nuclei volumes increased over time (P = .0003), but not of controls.
Control subjects’ anterior hippocampal volumes decreased over time (P = .03), but
those of patients did not. The total cortical volumes decreased in controls but not in
patients, and there was no differential change over time in the volumes of the lateral
ventricles, total ventricles, and third ventricle. In poor outcome patients, the volume
of the ventricles increases (P = .0089), and the hippocampal volumes increased (P
= .009)

Except from the findings concerning the nucleus caudatus, the rest
of the results do not survive correction formultiple comparisons

[231] 145 HR subjects;
21 developed
schizophrenia

36 10 y HR subjects had significantly greater reductions over time in terms of whole brain
volume (P < .001), left and right temporal lobes (P < .001 and P = .04), and left prefrontal
lobe (P = .002). Patients with schizophrenia showed greater tissue loss in both
prefrontal lobes than the other HR subjects (P = .02)

Findings concerning HR subjects vs controls survive correction for
multiple comparison but not those within the HR group; the
results suggest the presence of an endophenotype

[233] 96 113 5 y In patients, there were significant decreases in gray matter density in the left superior
frontal area (Brodmann areas 9/10), left superior temporal gyrus (Brodmann area 42),
right caudate nucleus, and right thalamus as compared to healthy individuals (P < .05;
corrected)

The results were corrected for multiple comparisons

[212] 96 113 5 y In patients, there was significant cortical thinning in bilaterally in the temporal cortex
and in the left frontal area but also in other areas (all at P < .001). Poor outcome in
patients was associated with more pronounced cortical thinning

Results would survive correction for multiple comparisons

[211] 33 71 9 y There was a significant difference in the mean annual whole brain volume reduction
(schiz: 0.69% vs controls: 0.49%; P = .003)

Northern Finland Birth Cohort 1966

Abbreviations: CSF, cerebrospinal fluid; DUP, duration of untreated psychosis; HR, high risk; HVI, hippocampal volumetric integrity.
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Table 5B. Studies on the Long-Term Effect of Antipsychotic Treatment on the Progression of Structural Brain Changes in Patients with Schizophrenia

Study
Patients with
Schizophrenia Controls

Follow-
up Results Comments

[236] 33 31 6-9mo All patients were under clozapine at follow-up. No difference at baseline or follow-up
and no difference between responders and nonresponders

[199] 202 7 y Significant decrease in total brain volume (P = .01), and in frontal (P = .02) and
temporal (P = .03) and parietal white matter (P = .03) volume in patients receiving
antipsychotics

Iowa Longitudinal Study. Results do not survive correction for
multiple comparisons

[214] 16 20 1 y Patients on antipsychotics manifested a significant decrease in the volume of
accumbens (P = .04) and the putamen (P < .01) in comparison to those who
discontinued

Results do not survive correction for multiple comparisons

[173] 31 32 8wk Mean daily antipsychotic dose was not significantly associated with HVI The study utilized a unique imaging method

[235] 119 — 3 y No independent effect of antipsychotic treatment on brain volume loss. Higher
dosage correlated with frontal gray matter loss (P = .03)

Iowa Longitudinal Study. Results do not survive correction for
multiple comparisons

[234] 211 — 7 y Antipsychotic dosage correlated to frontal temporal and parietal gray matter loss (P
< .05) and putamen volume loss (P < .001)

Iowa Longitudinal Study; 91% schizophrenia. Only the finding
concerning putamen volume would survive correction for
multiple comparisons

[257] 164 (82 under
olanzapine and 82
under haloperidol)

58 2 y Significant difference in change in the nucleus caudatus volume at endpoint for the
haloperidol-treated patients (P = .04)

Only two-thirds were suffering from schizophrenia. Results do
not survive correction for multiple comparisons

[256] 19 (13 under
risperidone

or ziprasidone; 6
under haloperidol)

7 1mo Patients under risperidone and ziprasidone manifested a significant increase in
cerebral cortical gray matter volume (P < .0005). The rest of patients and controls
did not

Results would survive correction for multiple comparisons

[258] 52 (haloperidol: 18;
risperidone: 16;
olanzapine: 18)

1 y Significant increase in lateral ventricles in patients treatedwith risperidone (P = .009),
and decrease in caudate nucleus volume in patients under olanzapine and
risperidone (P = .001)

Results would not survive correction for multiple comparisons

[233] 96 113 5 y Clozapine and olanzapine treatment was significantly related to less decrease in
density in the left superior frontal gyrus

The results were corrected for multiple comparisons

[211] 33 71 9 y Cumulative exposure to antipsychotic medication predicted reduction in brain
volume in patients (P < .05 after adjusting for symptom severity)

Results would not survive correction for multiple comparisons

Abbreviation: HVI, hippocampal volumetric integrity.
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pathophysiology of the specific disease) they can cause harm, often
in the same direction of the disease itself. Such an example is
insulin, which protects diabetic patients from developing vascular
dementia, but if given to normal people it could cause brain damage
because of hypoglycaemia252–254 especially if occurring abruptly.255

Antihypertensive agents, hormone supplements, anticancer med-
ication, and cortisol are among other examples with a similar effect.

Concerning human studies, some authors suggest a clear corre-
lation after controlling for possible confounders between exposure to
antipsychotics and brain volume loss,234 others suggest correlations
with increased or less decreased brain volume,233,256 some studies did
not find any relationship at all,173,236 while others lose their strength
after correction for multiple comparisons.199,211,214,235,257,258

A meta-analysis included 43 studies and structural data from
965 FEP subjects matched with 1040 controls and identified con-
joint structural and functional differences in the insula/STG and
the medial frontal/anterior cingulate cortex bilaterally, and related
to antipsychotic exposure.232 Another meta-analysis of 317 cross-
sectional studies (N=9098) on volumetric brain alterations in both
medicated and antipsychotic-naive patients included over 9000
patients and 33 of these studies were in antipsychotic-naive
patients. In the medicated schizophrenia patients (N=8327)a
decreased intracranial and total brain volume was found by 2.0%
and 2.6%, respectively. Largest effect sizes were observed for gray
matter structures, with effect sizes ranging from �0.22 to �0.58.
These authors argue that the main difference between medicated
and antipsychotic-naïve patients in comparison to controls con-
cerned the caudate nucleus and the thalamus. However, in the
sample of antipsychotic-naive patients, with reference to controls
there were significant volume reductions in the caudate nucleus
(patients N=299 vs controls N= 422; d=�0.38, 95% CI=–0.54 to
�0.23; P< .001) and thalamus (patients N=152 vs controls N=
260; d=�0.68, 95% CI=–1.08 to �0.28; P< .001). In contrast,
medicated patients did not differ from controls concerning the
volume of the caudate nucleus (patients N= 1101 vs controls N=
1154; d=�0.03, 95% CI=–0.14 to 0.07; P> .05) or the volume of
the thalamus (patients N=1168 vs controls N=1350; d=�0.31,
95% CI=–0.40 to �0.22; P< .001). In fact, the authors are correct
only concerning the caudate nucleus since the 95% CIs of the
thalamus results overlap. Antipsychotic-naïve patients had signif-
icantly smaller caudate nucleus volumes.White matter volume was
decreased to a similar extent in both groups, while gray matter loss
was less extensive in antipsychotic-naive patients. Gray matter
reduction was associated with longer duration of illness and higher
dose of antipsychotic medication at time of scanning. Therefore,
brain loss in schizophrenia is related to a combination of (early)
neurodevelopmental processes—reflected in intracranial volume
reduction—as well as illness progression. Most of the observed
significant results would survive correction for multiple compari-
sons.219

A recent meta-analysis that has received much attention240

reported that antipsychotics are responsible for brain volume
loss, but it identified only three randomized controlled trials
comparing FGA and SGA treatment. These studies are included
in Table 5.256–258 The meta-analysis reported that for the
56 patients treated with FGAs, there was a significant change
from baseline (g=�0.34, CI = –0.60 to �0.08, P= 0.009) while
there was no such a difference concerning the 90 patients treated
with SGAs (g=�0.19, CI = –0.39 to 0.05; P > .05). Thus, these
authors concluded that FGAs are responsible for brain
atrophy while SGAs are not.240 Unfortunately, this conclusion
is erroneous, because this analysis in pairs is not an appropriate

way to analyze three groups; the correct way would be to analyze
all three groups simultaneously and in that case no significant
difference would emerge since the confidence intervals overlap.

Thus, although several systematic reviews and meta-analyses
have reported that antipsychotic-treated patientswith schizophrenia
have smaller brain volumes than untreated patients,240,259–262 this
morphological difference cannot be taken as a proof of functional
relevance. For example, gray matter reductions in first-episode
patients receiving antipsychotics sometimes were associated with
poorer outcome,263 but also sometimes were not associated with
poorer outcome,264 and limited longitudinal data suggested that
patients stopping antipsychotics have gray matter volume loss,
whereas increases were found in patients continuing their antipsy-
chotics.214 Importantly, comparing a first-episode sample on anti-
psychotics vs off antipsychotics, patients on antipsychotics,
consistently with the structural results of the meta-analyses, had
lower gray matter volumes, but better cognition and better func-
tional connectivity between the brain areas.265 These data under-
score that multimodal assessments are needed that combine
structural and functional brain imaging as well as symptomatic,
cognitive, and functional clinical outcomes in order to understand
better the relationship between antipsychotic treatment and adverse
or beneficial effects on the brain and its functions.

Taken together both animal and human studies, it is highly
unlikely that antipsychotics cause loss of brain volume in patients
with schizophrenia, and the correlation of such changes to anti-
psychotic exposure in naturalistic studies, when present, is most
likely to be the result of confounding factors that determine the
treatment strategy and lead to patient selection. Brain volume loss
probably occurs in a subgroup of patients who are at a greater need
for treatment and is not the consequence of treatment with anti-
psychotics. On the other hand, the data do imply the possible
presence of a protective effect of antipsychotic treatment against
brain volume loss (Table 5A,B).

Discussion

The current paper utilized a selective but comprehensive review of
the literature and took into consideration the most relevant argu-
ments developed during the last few years for or against the acute
and long-term use of antipsychotics in people with schizophrenia.
It is essential to evaluate these arguments into the frame of
evidence-based medicine. More specifically, although the current
paper did not utilize a systematic review as a proper evidence-based
approach would do,266 it articulated specific questions and tried to
identify pro and con arguments in the literature,267 utilizing a
critical appraisal of the published evidence to identify potential
errors, biases, and confounders.268-270

Eventually, this reviewarrivedat anumberof conclusions (Table 6)
including that brain volume loss probably occurs in a subgroup of
patients who are at greater need for treatment and is not the direct or
adverse consequence of treatment with antipsychotics.

Overall, the data indicate that antipsychotic treatment is the only
definitely proven method for the acute treatment and long-term
prevention of psychotic episodes, and especially of schizophrenia.
Antipsychotic use includes a number of dangers including tardive
dyskinesia and the development ofmetabolic syndrome.9,10,41,42,271–274

However, one need not take this risk into consideration and chose
lowest-risk antipsychotics whenever possible,37,38,40 but also put
these adverse effects into the context of the risk on untreated illness.
In this context, nationwide data are consistent and strong,
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suggesting that treatment with antipsychotics is related to lower
mortality in comparison to no-medication treatment.53–57

As an aid to clinicians, expert opinion and guidelines offer
specific advice on how best to treat patients with schizophrenia.
Only the Canadian guidelines suggest that patients in symptomatic
remission and functional recovery on antipsychotic medication for
at least 1 to 2 years should be offered the option to discontinue
antipsychotic treatment; the remaining 10 of 11 guidelines did not
recommend discontinuation of antipsychotics within 5 years,275 and
this is in accord with the data reviewed above. Most likely, only
patients with a psychotic episodewho remitted symptomatically and
recovered functionally and who do not fulfill the criteria for schizo-
phrenia should be considered as candidates for medication
discontinuation,276 and some authors propose a shift to a low dosage
especially after FEP277 but others insist that prolonged maintenance
treatment is essential for FEP100 and life-long maintenance treat-
ment is absolutely necessary for definite schizophrenia.278

The presence of brain structural abnormalities in patients with
schizophrenia has been positioned at the center of the debate on
antipsychotics. It is clear today that neurodevelopmentally related
abnormalities do exist, and the causes include among others
adverse obstetric events,279–286 but some authors suggest that
additional insults, which trigger stress-related mechanisms of
response, are necessary.287,288 These additional insults probably
involve a dopamine dysregulation mechanism287,289 as well as/in-
cluding substance, especially cannabis abuse.238 All these theories
and proposals are open to discussion, and the available data are not
conclusive concerning the etiopathogenesis of schizophrenia. The
data are conclusive, however, concerning the answer to the

question whether brain alterations exist independently of medica-
tion treatment. The data are less clear concerning the possible
progressive nature of these changes, which seem to be present in
a subgroup of patients and, based on the current evidence, appear
to be unrelated to antipsychotic treatment in a causal way.

The review of the literature suggests that radically opposing
opinions are frequently published in scientific journals, in spite of
their weak background. One interesting and potentially dangerous
feature of the ongoing debate on the usefulness or potential dangers
of antipsychotic treatment for people with schizophrenia is that lay
persons publish in scientific medical journals,17 while on the other
hand, letters by scholars not accepted for publication by scientific
journals are published with an accusatory attitude in lay web
sites.163,182 This situation is not entirely new since it had happened
in the 1940s and 1950s in the frame of the attack against electro-
convulsive therapy (ECT) byWilliamMenninger (1899-1966) and
the later critics of ECT,290 relating also to the stigma of psychiatric
disorders and their treatments.

The results of this review have to be interpreted within its
limitations. These include the selective and narrative nature of this
review and consensus statement. Additional limitations of the data
include lack of long-term randomized controlled trials lasting >3
years, the long list of selection factors in RCTs, lack of long-term
studies with state-of-the-art biological marker and outcome track-
ing, and the current inability to parse patients with schizophrenia
into meaningful biological and/or clinical subgroups, including the
identification first-episode schizophrenia patients who will not
suffer from a second psychotic episode. Furthermore, the effects
of DUP on illness status at baseline and on longer term outcomes

Table 6. List of Questions and Answers

Question Answer

1. Are antipsychotics efficacious during the acute psychotic phase? There is wide consensus that antipsychotics are definitely efficacious during the acute
phase

2. Should antipsychotics be used in first-episode patients? Yes. It is impossible to predict which patients will remit without treatment and which of
them do not suffer from schizophrenia

3. Is there an antipsychotics discontinuation/withdrawal effect?
What about the dopamine super-sensitivity hypothesis?

Overall, there seems to be some sensitization of dopamine receptors at least in some
patients, but this does not cause a rebound psychotic exacerbation if antipsychotics are
stopped either abruptly or gradually and does not contribute to a worse global outcome
in patients with schizophrenia

4. Does the initial treatment with antipsychotics worsens the long-
term outcome?

The data do not suggest a deleterious effect of initial antipsychotic treatment; on the
contrary there are at least some data suggesting a long-term beneficial effect

5. Does maintenance treatment with antipsychotics worsen the
long-term outcome?

Maintenance treatment is related to a more favorable outcome in terms of relapse
prevention and maybe lower mortality rates

6. Does the relapse rate level after 3 years irrespective of treatment? After some time relapses are fewer in number but of longer duration and more refractory

7. Is long duration of untreated psychosis (DUP) toxic? Longer DUP is modestly related to positive and negative symptoms as well as several
indices reflecting functioning and remission both at baseline and after treatment and
follow-up, but the effect on neurocognitive function is equivocal. The data on the
possible neurotoxic effect are less robust

8. Are relapses toxic? Overall relapses correlate with worse long-term outcome

9. Is there a brain volume loss in patients with schizophrenia? (at any
stage)

The data are strong in suggesting that schizophrenia is characterized by loss of total gray
matter volumewhich is probablymore pronounced in the temporal lobes. It seems that a
reduction in interneuronal neuropil in the prefrontal cortex is responsible for volume
loss.

These brain abnormalities seem to be present already at illness onset and progress at least
in a subgroup of patients

10. Does antipsychotic treatment cause brain volume loss? The data do not support that antipsychotics cause loss of brain volume in patients with
schizophrenia. On the other hand, the data do not preclude the presence of a protective
effect of antipsychotic treatment against brain volume loss

Abbreviation: DUP, duration of untreated psychosis.
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are related to confounders that need to be understood better.
Finally, animal models for schizophrenia are insufficient, and brain
morphological studies are influenced by often unmeasured con-
founders and largely lacked the assessment of brain functioning in
the imaging and clinical outcome domains.

In summary, in this review concerning the risk/benefit ratio of
antipsychotics in the treatment of schizophrenia, the joint WPA/-
CINP workgroup members conclude that the currently available
data strongly support the use of antipsychotics both during the
acute and the maintenance phase without suggesting that it is wise
to discontinue antipsychotics after a certain period of time, and that
antipsychotic treatment improves long-term outcomes and lowers
overall and specific-cause mortality.
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