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attention. Usually, the patient presents fairly soon
after the first signs and symptoms appear. Some
patients, however, wait years before seeing a clinician.
Such delays may be due to a family bias against iden-
tifying the symptoms as part of an illness or to social
and physical isolation from others, with or without
profound negative symptoms that lead to the person’s
becoming essentially a shut-in. The majority, how-
ever, come to the attention of a clinician within the

Most discussions of schizophrenia start at the
beginning—that is, at the first episode of the illness.
Today a great deal of interest is focused on the iden-
tification of patients with schizophrenia before they
manifest florid signs and symptoms. However, the
development of a test with both sensitivity and speci-
ficity in identifying such patients has not yet been
achieved. By and large, then, the first encounter
between a clinician and a schizophrenia patient is
when the first episode of psychosis occurs.

Our experience has shown that this first encounter
can be a seminal event. It can lead to the patient’s
engagement with treatment and to clinical improve-
ment, or to the patient’s becoming alienated and
receiving only partial, inadequate treatment for a sig-
nificant period of the illness. The earlier the treatment
and the more sustained it is, the better the prognosis
(1–4). We hope in this paper to provide some clinical
“pearls” for students, residents, and other clinicians
who are unaccustomed to treating patients with psy-
chosis. We present our schema for the identification,
diagnosis, and stabilization of a patient experiencing a
first episode of psychosis. We do not discuss subse-
quent acute or maintenance treatment.

ENCOUNTERING THE PATIENT FOR THE
FIRST TIME

There are a myriad of ways that a person experi-
encing a first episode of psychosis can come to our
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In this article we describe our approach to the patient presenting with a first episode of psychosis. This
approach differs from the treatment of chronic patients, and it is critical in ensuring that the patient
receives proper assessment, treatment, and stabilization. The first interview is a watershed moment for
the patient; if all goes well, the patient can be engaged and treatment established; if it goes poorly, it can
delay treatment and even set a course of noncompliance for years to come.
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first two years after their
first symptoms appear
(1). Referrals from family,
teachers, and friends are
most common, but it is
not unusual for patients
to self-refer when they
can appreciate that they
have a problem and are
not afraid to discuss their
symptoms.

Once the patient
comes in contact with a
clinician, a complex set of
questions and decisions
must be considered and a
plan determined. Figure
1 outlines a sample deci-
sional algorithm. Safety is
a primary consideration.
Is the patient a danger to
himself or others? With
patients who are openly
evasive, guarded, or para-
noid, the answer may not
be obvious. The clinician
must ask gentle but direct
questions about the
patient’s thoughts about
hurting himself or others.
With patients who have
children, it is very impor-
tant to ask if they feel that
they need to protect their
children, even if that
could mean “taking them
away from this world.” If
there is a strong suspicion

that a patient with psychosis might harm himself or
others, the patient will need to be hospitalized. A
mildly psychotic patient who voices no such danger-
ous intents may be able to undergo outpatient treat-
ment. Forcing patients into hospitalization when
there are less restrictive options can drive them away
from long-term treatment. We recommend a close
follow-up for patients who are sent home after the
first visit. We find that seeing them after 1 week is
ideal, to allow time for the medication—usually an
antipsychotic agent—to take effect. However, we let
patients and their families know that they can call in
earlier or return to our crisis center earlier if necessary.

A differential diagnosis must be developed at the
first visit. There are many medical, toxic, and sub-
stance use causes of psychosis, and these should be
listed and ruled out (Table 1). A correct working
diagnosis is crucial in developing an appropriate

Why now?
Has something happened that needs to be 

addressed? (e.g., arrest, violence at 
home, school failure)

What are the symptoms?
(as expressed by both patient and family)

Is the patient a danger to self or others?

Yes No

Yes

No

Stabilize

Hospitalize

Complete diagnosis

Treat

Treat

Is the home 
stable  enough 
 for outpatient

treatment?

Antipsychotic, with or 
without a medication 

for agitation

Antipsychotic, 
with or without
a medication 
for agitation

Follow-up 
appointment in 

1 week

treatment plan. For example, a psychosis due to sys-
temic lupus erythematosus requires treatment of
both the psychosis and the underlying autoimmune
disorder. A working diagnosis is not always the defin-
itive or final diagnosis, but it is informed by the evi-
dence at hand and modified as new information is
collected.

Finally, the first encounter requires a special touch
with the patient’s family. A tactless pronouncement
of a premature diagnosis and prognosis can confuse
or even devastate the family. The first encounter can
be the beginning of the family’s treatment as well as
the patient’s.

THE INTERVIEW

There is no “best” approach to the first interview
for a first-episode patient, and experienced clinicians
employ a variety of techniques and styles. What all
successful styles have in common is the understand-
ing that the symptoms, diagnosis, prognosis, and
treatment can all be extremely frightening for
patients and their families. The true extent of the
problem may present overtly, or it may unfold over
the course of the interview and subsequent treat-
ment. For the practiced clinician, the presentation is
one they have seen before; the patient and family,
however, may have no experience with or reference
for it. Interestingly, though, as mental illnesses are
increasingly brought into the open through the
media, the general population is gaining some
knowledge of them, especially depression, anxiety,
and schizophrenia. For example, one patient who
presented for the first time with extreme paranoid
delusions stated, “My husband thinks I may be like
that Beautiful Mind guy.”

Sometimes a patient presents alone, in which case
the face-to-face interview includes only the patient.
More typically, patients come with or are brought in
by friends or family. The interview should include all
participants, sometimes together and sometimes
individually. If the patient is so disturbed that an
interview is impossible, ensuring his or her safety
comes first, and the clinician must rely on the family
to provide the necessary information. If the patient
can be engaged, asking whether he or she would feel
more comfortable talking with the family present or
talking alone gives the patient both respect and a
sense of autonomy. At some point, the patient and
the family should each have a chance to speak alone
with the clinician. Families often provide a wealth of
information about the onset and course of the illness.
They can describe the patient’s temperament and
premorbid functioning, which are critical for the dif-
ferential diagnosis. Of course, patient confidentiality
must be maintained as it is in any physician-patient
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Figure 1. A Sample
Decisional Tree for the
First Encounter With a
Patient With Psychosis



there is a history of illicit drug use. If there are focal
neurological signs, a computed tomography scan of
the brain should be done to rule out an intracranial
mass or a cerebrovascular event. After the first
encounter, additional testing should be considered in

encounter. A tricky situation that commonly arises is
when the family wants to provide information but
expresses a strong desire to withhold this fact from
the patient. We make it clear to the family that if the
information is necessary to decide whether the
patient needs to be involuntarily committed, we will
have to present it to the patient. A good rule of
thumb is to tell families not to provide confidential
information that will place the physician-patient rela-
tionship in a bind.

As in any good interview, the clinician should
begin with open-ended questions and, if needed,
progress to more structured and direct questions. Be
mindful that if the family is present, it may be the
first time they hear the patient describing his or her
symptoms, and this can be a shock to the family.
When patients are reluctant to speak, for whatever
reason, first ask if they feel safe in the room or if they
are uncomfortable having family members or other
clinicians in the room. Asking leading questions can
often help in getting the patient started. For example:
“I know this may be a scary time for you, but I often
hear from people who come here that they are hear-
ing unusual voices in their head. Has this ever hap-
pened to you?” It can be comforting to the patient to
learn that psychotic symptoms are not rare and that
you have treated others with similar problems.

Most patients and families would like to have a
specific diagnosis at the first interview. We think a
diagnosis at that time would be premature, and we
explain that any medical diagnosis requires a thor-
ough collection of information and is best done lon-
gitudinally, not cross-sectionally. We do not even
mention schizophrenia at this interview; instead we
focus on symptoms, safety, and treatment. An excep-
tion may be cases in which there is a family history of
schizophrenia and there have been similar presenta-
tions in other family members. The patient or family
may have made the diagnosis themselves and are
looking for confirmation from the psychiatrist.

THE INITIAL WORKUP

Once all available interview and collateral infor-
mation has been obtained, a decision must be made
on what tests need to be done to confirm or rule out
medical and neurological causes of psychosis. Table 2
lists the tests we consider for all patients at the first
presentation of a new-onset psychosis. Blood work
should be done early in the course of treatment,
including a routine blood count and chemistry
screen, thyroid function tests, and tests for sexually
transmitted diseases, such as syphilis and HIV. A
urine drug screen should be done at the earliest
opportunity, ideally in the clinic under monitored
conditions, and it should be repeated at follow-up if
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Table 1. Medical Differential Diagnosis for the
Patient With First-Episode Psychosis

1. Neurological disorders
Seizures
Stroke
Parkinsonism
Brain tumor

2. Metabolic and nutritional disorders
Hyponatremia
Hypothyroidism or hyperthyroidism
Vitamin B12 deficiency

3. Infectious diseases
AIDS
Neurosyphilis

4. Autoimmune disorders
Systemic lupus erythematosus

5. Substance-induced disorders
Prescribed medications (e.g., L-dopa)
Illicit drugs (e.g., cocaine, amphetamines, marijuana, and alcohol)

Table 2. Initial Tests for the Patient With
First-Episode Psychosis

1. Screening physical examination, including a neurological examination

2. Routine blood work (ideally with a sample drawn at the first visit or in the
first week)
Complete blood count
Blood chemistry screen (including sodium, blood urea nitrogen, and creati-
nine levels and liver function tests)
Thyroid studies (TSH and T4)
Tests for sexually transmitted diseases
HIV (ELISA and Western Blot tests)
Syphilis (VDRL or RPR test)

3. Urine drug screen (monitored at first visit if possible)

4. Optional blood work
Serum antinuclear antibody (ANA) if systemic lupus erythematosus is sus-
pected
Vitamin B12 level, especially in elderly patients or patients with a history of
alcoholism

5. Computed tomography scan of the head if there is a history of head trauma
or focal neurological signs (immediately if emergent signs are present)



schizophrenia-like illness is considered. If there are
distinct episodes of mood symptoms and periods
when the psychosis seems independent of a mood
disorder, then schizoaffective disorder should be
considered. It is beyond the scope of this article to
discuss the diagnostic criteria of these various ill-
nesses, but we will describe the features of schizo-
phrenia, which is the most common diagnosis
given. Table 3 lists the DSM-IV-TR criteria for
schizophrenia (8). If the symptoms of schizophre-
nia are met but have not been present for more
than 6 months, the diagnosis of schizophreniform
disorder is more appropriate, although the patient
must be reevaluated after the 6-month period has
passed.

Patients who do not meet the full criteria for
schizophrenia—in terms of intensity or number of
symptoms—pose a diagnostic and treatment chal-
lenge. These patients can be viewed as having a
schizophrenia-like disorder or a schizophrenia spec-
trum illness and may be characterized as exhibiting
odd, eccentric, or asocial behavior. They may be diag-
nosed with a personality disorder (e.g., schizotypal,
schizoid, or paranoid personality disorder) or receive
the vague “psychosis not otherwise specified” desig-
nation. Their illness may progress to meet the full
diagnostic criteria, and they may receive a diagnosis
of schizophrenia. However, many patients remain
subsyndromal and do not develop a full presentation
of schizophrenia. Unfortunately, this does not guar-
antee a better prognosis. In fact, many such patients
are resistant to the effects of antipsychotic medica-
tions and even more resistant to accepting that they
need treatment.

PROGNOSIS

At the initial interview, inevitably the patient or
the family will request some estimation of the
patient’s prognosis. Determining the prognosis for
patients with a first episode of psychosis is quite dif-
ficult. A prognosis requires a definitive diagnosis,
which is rarely made at the first interview. Even if it
appears that the diagnosis will be schizophrenia, the
illness course can have a wide range of outcomes as a
result of the combination of biological, environmen-
tal, and protective factors. Nevertheless, some general
trends can be expected for most patients. The early
course of the illness—the first 2–3 years—is often
unstable, with periods of remission and relapse (9). It
is rare for a patient to experience a single psychotic
episode (as in an episode diagnosed as a brief reactive
psychosis) with complete return of functioning. In
general, first-episode patients tend to show a greater
degree of symptomatic recovery—that is, to a greater
degree and more rapidly—in response to pharmaco-

light of the potential yield and the cost. Further
investigations might include neuropsychological test-
ing and neurophysiological and neuroimaging exam-
inations such as electroencephalography (EEG) and
magnetic resonance imaging (MRI).

If no other cause of the psychosis can be found,
the differential diagnosis shifts to primary psychi-
atric illnesses. We first attempt to determine
whether the illness has a prominent mood compo-
nent. Many families of patients with psychosis later
report that the diagnosis of schizophrenia was
“missed” or dismissed early on in favor of another
diagnosis, such as depression or an anxiety disor-
der. Nearly half of patients who have a final diag-
nosis of schizophrenia initially present with
depressive symptoms that can warrant a diagnosis
of major depression (5–7). If the psychosis appears
directly related to periods of depression and/or
mania, a diagnosis of major depressive disorder
with psychotic features or bipolar I disorder is con-
sidered. If it does not appear that a significant
mood disorder is fueling the psychosis, then a
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Table 3. Quick Guide to the DSM-IV-TR
Diagnostic Criteria for Schizophrenia

A. Characteristic symptoms: Two or more for at least a 1-month period

(1) Delusions
(2) Hallucinations
(3) Disorganized speech (e.g., frequent derailment or incoherence)
(4) Grossly disorganized or catatonic behavior
(5) Negative symptoms—affective flattening, alogia, or avolition

Note: Only one is required if the delusions are bizarre or hallucinations
consist of a voice commenting or two voices conversing with each other.

B. Social/occupational dysfunction in one or more major areas of functioning,
such as work, interpersonal relations, or self-care; if the onset is in child-
hood or adolescence, failure to achieve expected level of interpersonal,
academic, or occupational achievement.

C. Duration: Continuous signs of the disturbance persist for at least 6
months. If present less than 6 months, consider schizophreniform disorder.

D. Schizoaffective disorder and mood disorder with psychotic features have
been ruled out.

E. The disturbance is not due to the direct physiological effects of a sub-
stance (e.g., a drug of abuse or a medication) or a general medical condi-
tion.

F. If there is a history of autistic disorder or another pervasive developmental
disorder, the additional diagnosis of schizophrenia is made only if promi-
nent delusions or hallucinations occur later and are also present for at
least 1 month.
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onset psychosis, given that depressive symptoms
are correlated with suicidal ideation and behavior
in this group (19). Psychosis due to an affective dis-
order in general carries a better prognosis.
However, some patients with affective disorders
may have long-term difficulties similar to those of
patients with schizophrenia.

TREATMENT

Although a definitive diagnosis is needed before
optimal treatment can be determined, in the case of
the first encounter with a patient with psychosis,
immediate therapeutic intervention is necessary. The
speed and aggressiveness of the treatment depends
on the clinician’s assessment of the patient’s distress
and danger to self or others. Even when the working
diagnosis is a psychosis induced by substance use,
medication may be necessary until the effects of the
substance abate. If the patient is clearly a danger to
self or others, most likely hospitalization will be
required, or at least an extended period of observa-
tion and medication in the psychiatric emergency
room.

A variety of medications are available for use at the
first visit. If the patient is acutely agitated, oral (in
capsule or liquid form) or injectable intramuscular
antipsychotics, with or without a benzodiazepine or
an anticholinergic, can be used. Figure 2 presents an
algorithm for the initial medication treatment of psy-
chosis. The mainstay of treatment is the atypical
antipsychotic agents, which include risperidone,

logical treatment than do patients with chronic ill-
ness (10). In fact, longitudinal studies suggest that
the maximum symptomatic improvement occurs
within the first 6–12 months after initial treatment
(11). Responsiveness to pharmacological treatments
early in the illness course is strongly predictive of a
more favorable long-term course. In the first episode,
control of symptoms can be quite robust, but traces
of the illness remain, often in terms of more subtle
negative symptoms. Several studies have shown that
prolonged untreated psychosis is associated with a
lesser degree of short-term and long-term recovery
and slower response to antipsychotic medication,
regardless of subsequent treatment (12–15).
Although recent studies have not replicated this find-
ing, initiation of treatment at the first appearance of
symptoms is clearly desirable and may serve as a pro-
tective factor against active pathological processes in
early psychosis.

The best-studied prognosis for any psychotic dis-
order is that for schizophrenia (18–19), which car-
ries the worst long-term prognosis. Schizophrenia is
a chronic, incurable illness that remains present at
varying degrees of severity throughout the person’s
life. Most patients with schizophrenia (over 80%)
will relapse (16) and are likely to demonstrate a
chronic course of illness characterized by frequent
episodes of symptom exacerbations and relatively
poor interepisode functioning, typically requiring
extended treatment with antipsychotic drugs.
About two-thirds of schizophrenia patients will
demonstrate a moderate to very poor outcome.
Table 4 lists the factors most strongly associated
with a good prognosis. Unfortunately, our ability to
predict which patients will be among the one-third
who have a relatively good outcome is quite limited;
predictors of poor outcome demonstrate greater
reliability. In our experience, the prognostic factors
listed in the table are helpful but not certain.
Patients with the best prognostic profile can often
go on to have a terrible illness course, but the
reverse is less common.

Several characteristics of the onset and the early
course of illness in schizophrenia can predict prog-
nosis. Insidious onset, which occurs more com-
monly in males, is associated with a chronic course
of illness, negative symptoms, cognitive impair-
ment, and poor long-term outcome (9). Substance
abuse in the early course of psychosis is also associ-
ated with poor outcome (17–18). Affective symp-
toms in the context of schizophrenia have
historically been regarded as a good prognostic
sign. However, research has not consistently
demonstrated an association between depression
and outcome (5–6). In fact, clinicians must vigi-
lantly assess depression in patients with recent-
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Table 4. Good Prognostic Factors for
Schizophrenia

Good premorbid functioning (in relationships, school, and work)

Good support system (family, friends, and coworkers)

IQ (the higher the better)

Family history of affective disorder and no schizophrenia

Female

Married (in a stable and supportive marriage)

Acute onset with precipitating factors (i.e., some extreme stress)

Age at first symptom (the older the better)

Psychosis without obvious negative symptoms (e.g., social withdrawal,
ambivalence, and avolition)

No significant history of drug or alcohol use (occasional use is common)
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such outcomes at the first visit, we present a wait-
and-see stance.

CONCLUSION

The first encounter with a clinician is a watershed
for the patient with first-episode psychosis and can
be a determinant of future treatment and prognosis.
An experienced and reasoned approach to the
patient is required, coupled with an understanding
of how distressing and frightening psychosis is to
patients and their families.

DISCLOSURE OF UNAPPROVED OR INVESTIGATIONAL

USE OF A PRODUCT

APA policy requires disclosure by CME authors of unapproved or investiga-
tional use of products discussed in CME programs. Off-label use of medica-
tions by individual physicians is permitted and common. Decisions about
off-label use can be guided by the scientific literature and clinical experience.
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olanzapine, quetiapine, ziprasi-
done, and aripiprazole. The
efficacy of these medications
was established in studies with
chronic patients, but prelimi-
nary data from studies with
first-episode patients appear
promising (3). All of these
medications are superior to
placebo and compare favorably
with the conventional antipsy-
chotics (e.g., haloperidol) (4).
They all possess the significant
advantage of a lower incidence
of extrapyramidal side
effects—which are often dis-
tressing and thus limit dosing
or compliance—than the con-
ventional antipsychotics.
Preliminary data also show
that the atypical agents have a
much lower rate of future tar-
dive dyskinesia. As with all
medications, the atypical
antipsychotics are not without
side effects. Sedation, weight
gain, tachycardia, and eleva-
tion of prolactin levels are a
few that have been identified.

At the first visit, the goal of
treatment is to alleviate the
immediate suffering and to
ensure safety. While agitation
can be treated in an hour, psy-
chosis can take days, weeks, or
even months. It is important
to explain to patients that the

medications prescribed should make them feel bet-
ter quickly but that symptoms may still be present
for a time. While it is not wise to dwell on side
effects, since that may give patients an excuse to
refuse medication, we recommend that patients be
told to look out for the major immediate side effects,
such as sleepiness, restlessness, and severe muscle
stiffness. We often tell patients to note any unusual
physical symptoms and to bring them up for discus-
sion at the next visit.

A common question asked by patients and fami-
lies is what length of time treatment will be neces-
sary. We always state that this differs with each
person and depends on the degree of response. For
patients whose symptoms disappear completely with
treatment, we recommend that they continue to
take an antipsychotic for up to a year. Patients who
remain symptomatic need to continue taking the
medication. Because it is impossible to determine
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Yes

Yes

No

No

Treat with an 
atypical antipsychotic 

in tablet form

Willing to take medication?

Agitated?

Treat with one of the following:
Liquid antipsychotic 

(e.g., risperidone, haloperidol) 
Fast-melt antipsychotic 

(e.g., olanzapine, risperidone) 
IM short-acting antipsychotic 
(e.g., ziprasidone, haloperidol)

If necessary, use adjunctive medications:
Benzodiazepine, if not sedated 

(e.g., lorazepam, diazepam) 
Anticholinergic, especially with 

conventional antipsychotics 
(e.g., benztropine, diphenhydramine)

Figure 2. Initial Medi-
cation Treatment
Algorithm for the
Patient With First-
Episode Psychosis


