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Psychotic disorders, such as schizophrenia, are among the most severe and debilitating condi-
tions in psychiatry, and in all of medicine. Duration of untreated psychosis (DUP) is the period
that goes from the onset of psychosis to the start of an adequate treatment. DUP is an important
prognostic factor, as longer DUP has been associated with poor mental health outcomes,
including more severe positive and negative symptoms and decreased likelihood of remission
[1]. However, DUP has been a source of controversy lately, particularly regarding its relationship
with psychosocial functioning, arguably one of the most important mental health outcomes for
psychiatric patients along with quality of life. While a longer duration of psychosis has been
consistently associated with poor psychosocial functioning, the importance of this initial period
until individuals with psychosis get an appropriate treatment (i.e., DUP) has been a subject of
discussion. Two main opposed scenarios have been presented:

According to the first scenario, the decline in functioning is a part of the disorder’s natural
history, and while in some psychotic patients, this decline occurs prior to the first hospitalization,
in others, this is observed after the first admission, due to earlier detection [2]. The observation of
similar declines in psychosocial functioning after 20 years in individuals from a single cohort,
regardless of length of DUP [2], has given rise to the hypothesis that lead-time bias (LTB) may
confound the association between longer DUP and poorer psychosocial functioning in schizo-
phrenia. LTB refers to the latency between the time in which an early diagnosis is established and
the time in which a disorder would have been diagnosed without early detection or screening,
which artificially increases the time before a poor outcome occurs. LTB has been observed in
cancer research [3], affecting such essential outcome as mortality. According to this scenario,
efforts to carry out early detection and early intervention strategies would be mostly futile, which
questions the need of primary and secondary prevention in the psychotic disorders field. Notably,
within this scenario, the presence of LTB—as it happens in cancer research—does not necessarily
explain all the variability between individuals who are identified promptly and those who are not.
In fact, cancer research shows that an early detection and intervention in conditions in which LTB
is observed may still be valuable.

The second scenario, more supported by the scientific evidence established to date, supports
that prolonged DUP leads per se to a significant neurological and psychosocial damage that
worsens the illness course of psychotic disorders, including psychosocial functioning. In several
physical conditions, delayed detection and treatment have also been associated with severe
consequences. In fact, the dramatic impact that a delayed intervention has had on some physical
illnesses has led to the establishment of several preventive screening strategies in the general
population—usually referred to as universal prevention. Some of these universal prevention
programs have been conducted from the first stages of life, even from birth, such as the screening
for phenylketonuria and congenital hypothyroidism in newborns by neonatal heel prick. With-
out adequate and early treatment, these conditions may be permanent and require lifelong
treatment. Mammograms for women over 50 years old and pap smears in women who use oral
contraceptives intend to improve the prognosis in high-risk individuals according to certain risk
factors—selective prevention. Finally, clinical care for individuals with subthreshold or minimal
symptoms who are at clinical high-risk for psychosis is provided in the prevention of psychosis
services [4]—indicated prevention. According to this scenario and line of argument, and
following this rationale, the benefits of a prompt detection and intervention—as well as preven-
tive efforts—have meaningful and positive effects. As an example, in this field, a DUP of 4 weeks
predicted >20% more severe symptoms than a DUP of 1 week according to a recent umbrella
review [1].

In this discussion about the relevance and effects of DUP, several factors have clinical and
practical importance. Most studies supporting either the first or the second scenario are
observational, which limits inferences on causation. Although some naturalistic and
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observational studies have provided valuable evidence, which has
advanced knowledge in the field, only clinical trials—particularly
randomized clinical trials—have the optimal design to test causal
relationships, answering the question of whether or not/to what
degree DUP has a significant impact on functioning and other
outcomes. Importantly, in randomized clinical trials, early inter-
vention has been associated with an improvement in several mental
health outcomes, including treatment discontinuation, hospitaliza-
tion, and positive and negative symptom severity compared to
treatment as usual [5]. These results support that prolonged DUP
is associated with poor mental health outcomes, as it prevents or
delays the access of these patients to specific early intervention
services.

The relevance of reducing/delaying mortality as an ultimate goal
for physical health and mental health conditions is undeniable.
Furthermore, all interventions (preventive, early or not) should
ultimately intend to ensure greater survival rates in the individuals
they target. Dramatically, a 3.5-fold—and growing—increase in the
mortality risk in people with schizophrenia has been observed
[6]. The main reason is that individuals with schizophrenia suffer
more frequently than individuals in the general population from
cardiovascular morbidity and mortality [7]. The early phase of
psychosis is considered a critical period for acquiring and prevent-
ing cardiometabolic risk. By systematically monitoring weight,
cardiometabolic risk factors and smoking, and establishing early
intervention strategies that improve physical health outcomes in
these patients, this increased cardiovascular morbidity and mortal-
ity risk can be substantially reduced.

Furthermore, as metabolic syndrome, diabetes and hyperten-
sion have been associated with worse cognition in people with
schizophrenia [8], shortening the duration of untreated metabolic
problems and preventing or reducing cardiovascular risk factor
development is crucial both for physical as well as mental health
outcomes. One of the factors that has an important influence on
cardiometabolic risk in individuals with psychotic disorders is
antipsychotic medication. In patients with schizophrenia, antipsy-
chotics are associated with varying degrees of metabolic distur-
bances, but continued antipsychotic treatment has been associated
with reduced all-cause mortality and, even, cardiometabolic-related
mortality compared to untreated people with schizophrenia
[9]. Furthermore, the use of preventive cardioprotective medica-
tions among patients with schizophrenia who had suffered cardiac
events is associated with decreased cardiovascular mortality
[10]. These results underscore the benefits of early
(or preventive), continued and comprehensive physical and mental
health care in people with psychotic disorders.

In conclusion, although we believe the hypothesis of LTB
confounding the association between DUP and poor outcomes
merits further study, clinicians must ensure that prevention and
early intervention targeting both mental and physical health
remain at the frontline of their efforts when treating patients
with psychotic disorders. If subsequent clinical trials confirm the
LTB hypothesis, it is likely to explain only partially the associa-
tion between longer DUP and poor psychiatric and functional
outcomes in individuals with psychosis. Early intervention ser-
vices reducing DUP have not only the potential to improve poor
mental health but also physical health outcomes, including the
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reduction of mortality in individuals with psychotic disorders.
This improvement may be achieved through integrated care that
simultaneously targets physical, particularly, cardiometabolic, and
mental health outcomes, optimizing antipsychotic benefit-to-risk
ratios and combining pharmacologic and lifestyle as well as
psychosocial interventions early on in the illness.
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