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Objective: A family history approach was used to determine if
posttraumatic stress disorder (PTSD) with secondary psychotic
symptoms was associated with a familial vulnerability to schizo-
phrenia and other psychoses.

Method: Family history methods were used to compare rates
of familial psychopathology in the first-degree relatives of three
proband groups: 1) patients with DSM-IV PTSD with secondary
psychotic symptoms, 2) patients with DSM-IV PTSD without psy-
chotic symptoms, and 3) healthy matched comparison subjects.

Results: PTSD with secondary psychotic symptoms was not as-
sociated with an excess of familial psychotic disorder but was
associated with a higher morbid risk for depression.

Conclusions: PTSD with secondary psychotic symptoms was
not associated with familial psychosis, suggesting it does not re-
flect the presence of an underlying psychotic disorder.

(Am J Psychiatry 2002; 159:1775–1777)

Epidemiological (1) and clinical (2) studies have dem-
onstrated high comorbidity between posttraumatic stress
disorder (PTSD) and psychotic symptoms. Despite this
fact, there have been few studies of the etiology of this
enigmatic disorder. This is because PTSD with psychosis is
very heterogeneous; it may include patients with a pri-
mary psychotic disorder, or it may include patients with
primary PTSD. We defined a homogeneous psychotic
PTSD subtype consisting of patients with primary PTSD
and secondary psychotic symptoms in which the onset of
PTSD precedes the onset of psychosis. Because family his-
tory studies have revealed higher rates of depression and
anxiety in relatives of PTSD probands (3) and higher rates
of psychosis in relatives of psychotic probands (4), family
data may be used to determine whether PTSD with sec-
ondary psychotic symptoms is more closely related to
PTSD or to the psychotic disorders. The current study was
intended to answer this question and to replicate earlier
studies showing that PTSD is associated with familial
depression.

Method

All PTSD veterans were recruited from PTSD treatment pro-
grams, and matched healthy comparison subjects were recruited
from the housekeeping staff at New Orleans VA Medical Center.
Written informed consent was obtained from the subjects after
the study procedures had been explained to them. Probands were
assigned to one of three groups on the basis of their score on the
Structured Clinical Interview for DSM-IV (SCID): 1) DSM-IV
PTSD with secondary psychotic symptoms (N=23), 2) DSM-IV
PTSD without psychotic symptoms (N=16), or 3) healthy compar-
ison subjects (N=15). Probands with PTSD with secondary psy-
chotic symptoms were included only if the PTSD diagnosis pre-
ceded the onset of psychosis. Fourteen probands with PTSD with
secondary psychotic symptoms met criteria for schizoaffective
disorder, and four met criteria for major depression with psy-
chotic features. Comparison subjects were excluded from the

study if they showed symptoms of psychosis or PTSD. All subjects
were excluded if they had current substance abuse, organic men-
tal disorder, or mental retardation.

Information about each proband’s first-degree relatives was
obtained through an interview with the proband with use of the
Family Interview for Genetic Studies (5) and by directly interview-
ing at least one first-degree relative from each family with the
SCID. A second SCID interview was conducted in 13 (24.1%) of 54
families. Nonparticipation among relatives was due to lack of
subject availability and was not related to psychiatric status.
DSM-IV diagnoses of relatives were established by a blinded ex-
pert diagnostician (J.J.J.) using best-estimate methods.

Results

A total of 257 (90.5%) of the 284 first-degree relatives of
the probands were diagnosed as part of the study. The re-
maining 9.5% could not be assigned a diagnosis because
of a lack of diagnostic information. The three groups of
relatives did not differ in terms of mean age or gender. Ta-
ble 1 shows the number of relatives in each of the three
groups (nonpsychotic PTSD, PTSD with secondary psy-
chotic symptoms, healthy comparison) that met criteria
for major depression, anxiety disorder, psychotic disorder,
or PTSD.

The first hypothesis stated that the relatives of the pro-
bands with PTSD (PTSD with secondary psychotic symp-
toms or nonpsychotic PTSD) would show higher rates of
mental disorder than the relatives of the healthy compari-
son subjects. Psychiatric disorder in the relatives varied
significantly depending on the presence of PTSD in the
proband (χ2=7.16, df=2, N=257, p=0.03).

The second hypothesis stated that the relatives of pro-
bands with either psychotic or nonpsychotic PTSD would
show levels of familial depression and PTSD that would
exceed that shown by the relatives of the healthy compar-
ison subjects. Depression was more likely to occur in the
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PTSD families (N=31, 15.9%) than in the healthy compari-
son families (N=3, 4.8%) (p=0.01, Fisher exact test). Anxi-
ety (p=0.21, Fisher exact test), psychosis (p=0.57, Fisher
exact test), and PTSD (p=0.11, Fisher exact test) were not
diagnosed at a higher rate in the relatives of PTSD pro-
bands (N=10, 5.1%; N=2, 1.0%; N=13, 6.7%; respectively)
than in the relatives of the healthy comparison probands
(N=1, 1.6%; N=1, 1.6%; N=1, 1.6%; respectively).

In the third set of analyses, we compared the rates of
major depression and psychotic disorder in the relatives of
the probands with PTSD with secondary psychotic symp-
toms and the relatives of the healthy comparison pro-
bands. These analyses showed that the relatives of pro-
bands with PTSD with secondary psychotic symptoms
showed higher levels of familial depression (p=0.02, Fisher
exact test) than the relatives of the comparison probands
and that the relatives of the psychotic PTSD probands
showed levels of psychotic disorder that did not differ
from that shown by the relatives of the comparison sub-
jects (p=0.64, Fisher exact test).

The fourth set of analyses used the Fisher exact test to
compare the number of families from each proband group
that contained at least one psychiatric disorder for each of
the four disorders being evaluated in this study. This al-
lowed us to ascertain whether the previous results were
influenced by a few families with a large number of af-
fected family members. The results revealed that depres-
sion was more likely to occur in the PTSD families than in
the comparison families (p=0.02, Fisher exact test) and the
other disorders were distributed equally among the three
groups.

Discussion

The findings from this study provide strong support for
previous family studies of PTSD that have shown a strong
familial relationship between PTSD and major depression
(3). Our data clearly show that the relatives of probands
with PTSD show higher levels of familial depression than
the relatives of healthy comparison subjects. PTSD was
not associated with familial anxiety.

These findings also show that the psychosis that occurs
in PTSD with secondary psychotic symptoms is familially
different from schizophrenic symptoms; PTSD with sec-
ondary psychotic symptoms was not associated with the
higher rates of familial psychosis that are normally associ-

ated with schizophrenia. However, PTSD with secondary
psychotic symptoms was associated with the family his-
tory of depression that is normally associated with PTSD
(3). These data suggest familial similarity between PTSD
and PTSD with secondary psychotic symptoms.

Because of the small size of this preliminary study, these
results should be conservatively interpreted. A few fami-
lies with a large number of affected relatives could have
exerted a strong influence on the study findings. We ac-
counted for this possibility by comparing the numbers of
families with at least one affected relative for each of the
diagnoses included in this study. These analyses yielded a
similar pattern of results, indicating that the results of our
other analyses are not likely to be due to the overrepresen-
tation of families with a large number of affected family
members. The finding that relatives of probands with
PTSD with secondary psychotic symptoms show a paucity
of familial psychosis could also be influenced by the small
size of this study group. The results of this study must be
replicated with a larger group.

This study indicates that PTSD with secondary psy-
chotic symptoms is a PTSD subtype that is familially dis-
tinct from the psychotic disorders but is associated with a
family history of depression. This suggests that chronic
psychosis may occur independently of a genetic vulnera-
bility to psychosis and may be associated with traumatic
stress. This extends previous findings that psychotic
symptoms are affected by stress (6). More research needs
to be conducted in this important but understudied area.
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Objective: Posttraumatic stress disorder (PTSD), particularly in
combat veterans with chronic illness, is often refractory to stan-
dard pharmacological interventions. There is a need to test ad-
junctive treatments to boost response.

Method: Subjects were 19 patients with PTSD who were mini-
mally responsive to 12 weeks of treatment with a selective sero-
tonin reuptake inhibitor (SSRI) at maximum tolerated dose. Out-
comes were compared among subjects whose treatment was

augmented with 8 weeks of double-blind olanzapine or pla-
cebo administration.

Results: Olanzapine augmentation was associated with statisti-
cally significantly greater reduction than placebo in specific
measures of posttraumatic stress, depressive, and sleep disor-
der symptoms. Clinician-rated global response rates did not,
however, significantly differ between groups.

Conclusions: This is most likely the first double-blind, placebo-
controlled study of an adjunct to SSRIs for PTSD. Despite the
small group size, the findings suggest a role for olanzapine or
other atypical antipsychotics in treating SSRI-resistant PTSD.
Sleep symptoms may especially benefit.

(Am J Psychiatry 2002; 159:1777–1779)

Posttraumatic stress disorder (PTSD) is a prevalent, of-
ten chronic, significantly disabling illness (1, 2). PTSD is
responsive to treatment with selective serotonin reuptake
inhibitors (SSRIs) (3, 4), but response rates rarely exceed
60%, and even fewer patients (20%–30%) experience im-
provement that could be characterized as remission. Con-
sequently, a role exists for adjunctive treatments that
might further improve outcomes.

Sleep disturbance is common among PTSD sufferers (5,
6), often proving particularly resistant to treatment. Sev-
eral open-label reports (7–9) suggest that olanzapine, an
atypical antipsychotic agent with prominent sedating
properties, may be useful in treating PTSD, especially (but
not solely) helping reduce sleep disturbances. However,
olanzapine monotherapy did not prove superior to pla-
cebo in a double-blind pilot study of 15 patients with
PTSD (10).

Combat exposure is known to result in a particularly vir-
ulent form of PTSD that tends to be chronic, disabling,
and highly comorbid (11). One study (12) suggested that
combat-related PTSD in veterans may be especially resis-
tant to SSRI treatment, making this form of PTSD particu-
larly apt for the testing of adjunctive therapies. To our
knowledge, this is the first controlled trial to test the effi-

cacy of an adjunctive pharmacological treatment for SSRI-
resistant PTSD.

Method

Subjects were male patients from the VA San Diego Healthcare
System with a clinically predominant diagnosis of DSM-IV PTSD
(comorbid mood disorders were not exclusionary). The treating
psychiatrist (M.B.S.) attempted to optimize their response to SSRI
treatment by maximizing the dose, as tolerated. Patients whose
PTSD symptoms were prospectively judged to be minimally re-
sponsive to 12 or more weeks (4 weeks or more at maximally tol-
erated doses) of treatment with an SSRI were eligible for the study.
All subjects had chronic military-related PTSD; all but three were
Vietnam veterans, with typical duration of illness in the range of
20–25 years. The presence of PTSD-related psychotic symptoms
(13, 14) was not necessary for inclusion. All subjects provided in-
formed written consent to participate in this study, which was ap-
proved by the University of California, San Diego, School of Med-
icine Human Research Protection Program.

Of the 21 patients enrolled in the study, two failed to return for
their first medication assessment and were lost to follow-up. At
the time of random assignment, of the remaining 19 patients
(who are the subject of this report), five were taking fluoxetine
(median dose: 40 mg/day), seven were taking paroxetine (median
dose: 40 mg/day), and seven were taking sertraline (median dose:
200 mg/day). Subjects continued to take their maximally toler-
ated, stable dose of SSRI throughout the study and were randomly
assigned to take either adjunctive olanzapine (10 mg) or placebo


