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chizophrenia is usually considered to be a chronic
illness with persisting, relapsing, or deteriorating
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Background: Evidence of the efficacy of
cognitive-behavioral therapy (CBT) for schizo-
phrenia is increasing. There are very few studies
of effectiveness, especially in the medium term.

Objective: To evaluate the durability of
the effect of brief CBT provided by mental
health nurses in community-based patients with
schizophrenia (diagnosed according to ICD-10
research criteria), using time to relapse as primary
outcome and days hospitalized and occupational
recovery as secondary outcomes at 24-month
follow-up.

Method: A 2:1 randomized trial, conducted
from 1999 to 2003, was performed to evaluate the
effects of brief CBT delivered by mental health
nurses trained over 10 days with ongoing supervi-
sion compared to treatment as usual (TAU), with
measurement performed by raters blind to treat-
ment allocation.

Results: 205 (79.8%) of 257 CBT patients
and 125 (75.8%) of 165 TAU patients could be
followed up at 24 months. Of 205 patients in
the CBT group, 64 (31.2%) relapsed, versus
57 (45.6%) of 125 patients in the TAU group
(p = .02). Patients rehospitalized from the CBT
group spent a total of 6710 days in hospital
(mean = 32.7 days), while those from the TAU
group were inpatients for 6114 days (mean =
48.9 days) (p < .05). Twenty-one (10.2%) of 205
patients made an occupational recovery in the
CBT group, and 17 (13.6%) of 125, in the TAU
group (χ2 test not significant). Mean time to
relapse was 356.8 days (SD = 241.9 days) for
the CBT group and 296.1 days (SD = 215.7 days)
for the TAU group (OR = 1.592, 95% CI = 1.038
to 2.441, p = .033).

Conclusion: Beneficial effects on relapse
and rehospitalization following brief CBT deliv-
ered by mental health nurses in community-based
patients with schizophrenia are maintained at
24-month follow-up. Occupational recovery
is not improved by brief CBT.
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symptoms and little hope for sustained remission and re-
covery of functioning. Yet, retrospective and prospective
studies suggest that schizophrenia has a heterogeneous
course, which can be favorably influenced by comprehen-
sive and continuous treatment as well as personal factors
such as family support and good neurocognitive function-
ing.1 Long-term follow-up studies in community-based
services describe a more optimistic outcome, with the ma-
jority of patients being untroubled by positive symptoms at
15 to 20 years.2

Although antipsychotic medication is effective in
reducing relapse rates, 30% to 40% of patients relapse
within 1 year after hospital discharge even if they are re-
ceiving maintenance medication.3,4 Combining antipsy-
chotic medication with psychosocial approaches has been
found to be more effective than pharmacotherapy alone in
delaying or preventing relapse or reducing hospital days.5,6

Varying definitions of relapse7 have been used in research
settings and can be as narrow as requiring hospitalization8

or may require an increase of positive symptom items on
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the Brief Psychiatric Rating Scale that did not respond to
a dose increase,9 a Clinical Global Impressions scale rat-
ing above 6, an increase in the Positive and Negative Syn-
drome Scale score,10 or self-injury, suicide, homicidal ide-
ation, or violent behavior.

Symptomatic relapse in schizophrenia is distressing as
well as costly, in terms of both personal and financial
costs. It can devastate the lives of not only the patients but
also their families. The debilitating symptoms require
specialist health care interventions and targeted treat-
ments, with potentially high costs.11

Schizophrenia is a costly disease. Twenty-two percent
of the costs of mental illness, i.e., approximately 1.5% to
3% of national health expenditures in developed coun-
tries, is related to schizophrenia.12 The overall U.S. cost of
schizophrenia was estimated to be $62.7 billion in 2002,
with $22.7 billion excess direct health care costs and
$32.4 billion excess indirect health care costs.13

In our study, the effect of brief cognitive-behavioral
therapy (CBT) was compared to treatment as usual in
terms of time to relapse (primary outcome), rehospi-
talization rates, and occupational recovery at 24 months
(medium-term) from baseline. Any patient needing hos-
pitalization was considered to have relapsed. Our crite-
rion for occupational recovery (similar to that for psycho-
social functioning used by Liberman et al.1) was a return
to paid or voluntary work (full-time or part-time) or
resumption of education or training. Ethical approval to
perform the study was obtained from the National
Health Service Multi-Center Research Ethics Committee
(London, United Kingdom).

METHOD

A full description of the methodology is provided else-
where.14 A summary follows.

Study Population
Registers of patients meeting ICD-10 research criteria

for schizophrenia were drawn up in each of 6 centers in
the United Kingdom.15 Most patients were being case-
managed by mental health services. Patients were also
drawn from primary care settings and were predominantly
receiving treatment in outpatient, depot injection, or clo-
zapine clinics. Patients were not necessarily medication-

resistant,16 but patients included in the trial had ongoing
positive and/or negative symptoms or were at risk of
relapse. The group basically represented patients with
schizophrenia with moderate levels of ongoing symptoms
who were being managed by their psychiatrist, with com-
munity mental health team or general practitioner support
in the community. The study was conducted from 1999 to
2003.

Sampling Method
Exclusion criteria included an active relapse, a primary

diagnosis of substance or alcohol dependence, organic
brain disease, or a learning disability severe enough to in-
terfere with rating. With permission from each patient’s
psychiatrist and community key worker, we approached
each patient for written informed consent. Block random-
ization was performed using blocks of 6 random numbers,
and to enable intersite comparisons, stratification was by
site on a 2:1 ratio (CBT vs. TAU), thereby enabling us to
conduct the trial from a position of clinical equipoise. At
the end of the final follow-up assessment, all TAU patients
were given the choice of receiving CBT. A pilot study17 on
brief CBT delivered by general psychiatrists was used to
power this study, to give a 90% chance of detecting a 25%
level of difference in overall symptoms at the .01 level of
significance. The CBT group was composed of 257 pa-
tients, while the TAU group had 165 patients.

Assessments
Patients were advised not to disclose their group alloca-

tion to the raters, who in turn were told that some ran-
domly selected TAU-group patients would be sent a
sample of CBT material. During the follow-up period,
with blinding maintained, case notes were referred to for
evidence of occupational recovery. Time to relapse (hos-
pitalization) and total days hospitalized were logged blind
to treatment group at the 24-month cut-off point. Results
were independently analyzed using a central database.
Medication changes from end of intervention and the num-
ber of atypical antipsychotics used over the follow-up pe-
riod were recorded.

Dropouts
No data were imputed for patients with whom we did

not have contact (via previous community mental health
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◆ Mental health nurses can be trained to deliver brief cognitive-behavioral therapy (CBT)
safely and effectively to patients with schizophrenia and their carers.

◆ Brief CBT delivers a durable benefit on relapse rate, time to relapse, and duration of
hospitalization in schizophrenia.

◆ Brief CBT as delivered by mental health nurses is cost effective.
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teams) at 24 months. There was no statistical difference in
number of dropouts between both groups (Figure 1). The
patients who dropped out did not differ symptomatically
from those who were followed until the end of the study.

Training for Intervention
All mental health nurses underwent a 10-day CBT-of-

schizophrenia training program. The mental health nurses
were all qualified as registered mental nurses (RMNs), but
none held a qualification at Master’s or equivalent level.
One of the nurses (J.P.), who had a diploma-level qualifi-
cation in CBT of schizophrenia, acted as a co-trainer/
co-supervisor for the other nurses. The other 5 nurses had
no basic knowledge of CBT although they were experi-
enced in working with schizophrenia in community set-
tings. CBT training involved a description of the key
stages of therapy.18,19 Forging a therapeutic alliance with
the psychotic patient and developing normalizing and
destigmatizing explanations for hallucinations and delu-
sions formed the foundation of this treatment model.
Thereafter, mental health nurses were taught the technique
of making a CBT assessment and subsequently developing
a formulation of the onset and maintenance of psychotic
symptoms. Following this instruction, trainers demonstrat-
ed techniques on how to manage troublesome psychotic
symptoms (hallucinations, delusions, and negative symp-
toms). In addition, sessions included learning techniques
to improve concordance with antipsychotic medication,
developing more functional beliefs concerning self and
others, and developing a personalized relapse prevention
plan. As such, nurses were being trained to achieve good
engagement and then to work flexibly using CBT tech-
niques to improve understanding, to develop coping skills,
and to take more control over the illness. To help develop
confidence in technique application in each stage of
therapy, demonstrations followed by role-play and reversal
exercises were practiced. Numerous case examples were
worked through.20 After training was concluded, weekly
supervision approximately 1 hour in length was provided.

Cognitive-Behavioral Therapy Intervention
Components of CBT included engaging psychotic pa-

tients and developing stigma-reducing explanations for
psychotic symptoms. Thereafter, CBT techniques were
based on a formulation to reduce distress. Sessions were
also spent on improving adherence and changing negative
attitudes to psychotic symptoms. Relapse prevention strat-
egies included the development of an early relapse signa-
ture, identification of stressors, and creation of an action
plan. Carers were given 3 parallel sessions of CBT when a
carer was available. Sessions focused on reducing stigma,
dealing with strong emotions, and understanding formula-
tion of psychotic symptoms. They were also taught coping
strategies and how to help with homework and work with
relapse prevention.

Treatment Groups
Intervention group. Each patient received a total of 6

CBT sessions with a mental health nurse over a 2-month to
3-month time period. If the patient consented, the main
caregiver was offered 3 sessions of CBT so that they could
help with comprehending the case formulation, managing
psychotic symptoms, and preventing relapse. This brief
CBT intervention is technique-based and should not be
confused with the formulation-based and schema-focused
CBT described by the National Institute for Clinical Excel-
lence7 for treatment resistance. Attendance at less than 3
CBT sessions was taken as a dropout. A series of informa-
tive booklets for patients and carers was prepared to back
up the CBT sessions. No booster sessions were given over
the follow-up period. The CBT therapists were not respon-
sible for day-to-day patient care and delivered their inter-
vention supplementary to standard care. CBT therapists
were recruited independently for the purpose of this study
and were added to the personnel of the community mental
health team. These nurses did not prescribe medication.

To assess treatment fidelity, 3 mid-therapy audiotapes
were randomly selected from each nurse. Two psycholo-
gists rated these audiotapes independently using the Cog-
nitive Therapy Scale for Psychosis21 to test treatment fidel-
ity. The mean score was 38.4 (95% CI = 35.78 to 41.9),
with no statistically significant difference between general
and specific subscales, thereby indicating that CBT tech-
niques were being used in these sessions. While the scores
on the Cognitive Therapy Scale for Psychosis were lower
than the score that might be expected from therapists who
had received intensive training to carry out CBT with treat-
ment-resistant psychotic patients, these scores do indicate
that the nurses were employing CBT techniques in their
intervention.22

Treatment-as-usual group. Standard care for schizo-
phrenia includes these common elements: regular review
by a psychiatrist, free antipsychotic medication including
clozapine, access to day hospital, and social support in the
community if needed. Crises intervention, home treatment
teams, and assertive outreach teams were established after
this trial was completed. Unfortunately, psychoeducation,
family therapy, and social skills training are rarely avail-
able in the United Kingdom. Patients randomly assigned to
receive TAU received their normal care plan as organized
by the community key worker. This plan included regular
psychopharmacologic review.

Statistical Analysis
Results were analyzed independently at the follow-up

points (end of therapy that lasted 5 months, 12 months, and
24 months) using SPSS, version 14 (SPSS Inc., Chicago,
Ill.). Differences in symptomatic improvement between
the 2 groups were assessed using analysis of covariance at
5-month and 12-month follow-up on an intention-to-treat
basis. The covariates used were baseline measurements for
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the corresponding dependent variables. Tests of normality
and skewness across continuous clinical variables were
within acceptable limits. Missing data at 12-month follow-
up were accounted for by imputing a group mean. Time to
relapse was taken as the primary outcome at the 24-month
follow-up. Secondary outcomes included number of pa-
tients relapsed in each group, days hospitalized, and num-
ber of patients achieving occupational recovery. Total
number of days hospitalized for each patient was calcu-
lated over the 24-month period from baseline and com-
pared between the 2 groups using parametric statistics.
Time to relapse, as measured by hospitalization, was ana-
lyzed using a survival analysis according to Kaplan-Meier
methodology. An assessment of occupational recovery was
made by a reviewer from a complete perusal of the medical
records. The reviewer was blind to treatment group. χ2 was
used to analyze differential rates of occupational recovery
between the 2 groups. Other statistical values calculated
were confidence interval (CI) and number needed to treat,
which indicates the number of patients who need to be
treated to prevent 1 bad outcome (relapse/rehospitaliza-
tion) and was calculated as the inverse of the risk differ-
ence. It was predicted that, due to the large sample size,
any referrals to other psychosocial interventions such
as vocational guidance would be balanced between the 2
groups.

RESULTS

This study reports only on those patients who were
available for follow-up at 24 months: 205 of 257 CBT pa-
tients and 125 of 165 TAU patients. There was no signifi-
cant baseline difference in gender ratio, symptom severity,
duration of illness, number of episodes of hospitalization,
mean lifetime number of days hospitalized, or medication
dose/numbers of patients on atypical antipsychotic treat-
ment between those patients who were lost to follow-up
and those who were available for follow-up at 24 months
(data not shown).

Relapse Rates
In the CBT group, 64 (24.9%) of 257 patients relapsed

over the 24-month period (cut-off point 730 days post
baseline) in comparison to 57 (34.5%) of 165 patients in
the TAU group.

Rehospitalization Duration
Patients rehospitalized from the CBT group spent a

total of 6710 days in hospital (mean = 32.7 days), while
those rehospitalized from the TAU group were inpatients
for 6114 days (mean = 48.9 days) (p < .05).

Time to Relapse
Mean time to relapse was 356.8 days (SD = 241.9 days)

for the CBT group and 296.1 days (SD = 215.7 days) for

the TAU group (OR = 1.592, 95% CI = 1.038 to 2.441,
p = .033). Figure 1 shows proportion of patients relapsed
from baseline at 5, 12, and 24 months.

Prescribed Antipsychotics
Over the second 12 months of follow-up, there were a

total of 64 switches of antipsychotic medication. Switches
were recorded if there was a change to an atypical anti-
psychotic or a depot medication. There were 44 switches
in the CBT group and 20 in the TAU group (p > .05, not
significant). The numbers of patients taking depot medi-
cation and antidepressant medication were not statisti-
cally different between the groups. An intersite analysis
revealed no statistically significant difference in outcome
or in prescribing practice.

Occupational Recovery
Twenty-one (10.2%) of 205 patients made an occupa-

tional recovery in the CBT group, and 17 (13.6%) of 125
patients made an occupational recovery in the TAU group
(not statistically significant on χ2).

DISCUSSION

The results for end-of-therapy assessments (up to
5 months) and 12-month follow-up have been pub-
lished.14,22 Durable and statistically significant improve-
ments were seen at 12-month follow-up on insight and
negative symptoms in the CBT group when compared to
the TAU group. Having defined a good clinical outcome
as a greater than 25% improvement, the number needed to
treat for insight was 11 and the number needed to treat for
negative symptoms was 14. Benefits of CBT on relapse
were shown at 12-month follow-up (overall log-rank test,
p = .018).22 It was hoped that these benefits on insight,

Figure 1. Proportion of Study Patients Relapsed From
Baseline by Group at 5, 12, and 24 Months

aCBT-censored and TAU-censored groups did not include dropouts.
Abbreviations: CBT = cognitive-behavioral therapy,

TAU = treatment-as-usual.
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negative symptoms, and relapse might lead to durable re-
lapse prevention/delay and improved occupational recov-
ery over the medium term. At 24-month follow-up, CBT
prevented or significantly delayed relapse, but occupa-
tional recovery was rare in both groups.

Relapse
At the 24-month point, patients with schizophrenia

treated with brief CBT took a longer time to relapse in
comparison to those in the TAU group (Figure 1). The
TAU relapse rate was 30% at the 12-month point, which is
identical to that seen with patients maintained on the atypi-
cal antipsychotic olanzapine.23 CBT therefore has an im-
pressive effect on relapse prevention and delay over and
above that provided by an atypical antipsychotic. A relapse
prevention strategy was individually constructed for every
patient in the CBT limb of the trial. The beneficial effect of
this approach may well have been enhanced by carer in-
volvement. The effect found in this trial may also be
related to the improved insight and more effective coping
styles in the CBT group. Patients undergoing CBT over a
period of time learn different techniques to delay relapse.
They learn to normalize symptoms dealing with stigma
and anxiety that otherwise worsen their illness, learn tech-
niques to decrease the severity of delusions and hallucina-
tions, and are aided by CBT in revising their beliefs about
medications and improving their treatment adherence.
Those who relapsed and were rehospitalized may have
found it helpful to exercise these learned skills in coping
with their symptoms and in subsequent adherence to treat-
ment in the postdischarge period.24 Our group has previ-
ously demonstrated that following therapy there was a sta-
tistically significant improvement in insight into the need
for treatment in the intervention group at 12-month follow-
up.25 Whether this improved insight translated into actual
adherence was not tested. These levels of improvement in
relapse and rehospitalization rates are clinically important
because of the benefits in terms of reduced hospitalization.
Approximately £404,000 ($808,000 U.S.) could have been
saved across the 6 sites if the beds could have been closed
in view of these reduced hospitalizations, which could re-
pay resources spent on training in CBT and the provision
of supervision.22 The average cost for each day hospital-
ized for a patient with schizophrenia in the United King-
dom is £300 ($600 U.S.) (Department of Health, National
Health Service reference costs, 2002; available at: http://
www.dh.gov.uk/en/Publicationsandstatistics/Publications/
PublicationsPolicyAndGuidance/DH_4069646). Savings
at 24 months would have been approximately £830,700
($1,661,400 U.S.).

At 2-year follow-up, Tarrier et al.26 found significant
differences for both CBT and supportive counseling over
routine care for positive and negative symptoms and re-
lapse rates but no differences between each other. In com-
parison, the Cochrane Collaboration’s systematic review27

included 19 randomized controlled trials in its assessment
and found that CBT plus standard care did not reduce re-
lapse and readmission compared with standard care but
did decrease the risk of staying in hospital. CBT initially
helped mental state, but after 1 year there was no dif-
ference. Similarly, the medium-term follow-up study of
Drury et al.28 showed benefits only for those who had
failed to relapse during the follow-up period. The follow-
up phase of the Study of Cognitive Reality Alignment
Therapy in Early Schizophrenia (SoCRATES) trial,29

which was also follow-up CBT treatment of acute relaps-
ing schizophrenia, similarly showed no benefit on relapse
prevention as compared to the control group. The benefits
shown on relapse and insight using CBT-based compli-
ance30 were not replicated by recent replication trials.31

Our study is by far the most highly powered CBT trial to
have looked at relapse as a primary outcome and may well
influence the conclusions of any future meta-analysis.

Caregiver’s Role
Family therapy has already been shown to be effective

in preventing relapse in patients from families with high
expressed emotion, with a strong effect size.32 Caregivers
have always played an important role in patient manage-
ment. Whenever patients consented, we involved care-
givers by offering them 3 sessions to enlist their help with
comprehending the case formulation, managing psychotic
symptoms, and helping prevent relapse. Caregiver in-
volvement proved useful in facilitating and reinforcing
skills learned by patients.

Agents for Delivering Cognitive-Behavioral Therapy
Mental health nurses with no previous CBT experi-

ence, after undergoing training, can deliver brief CBT ef-
fectively and safely, thereby having a purposeful effect on
relapse and recovery. Training in CBT is already an im-
portant integral component of some programs, e.g., the
Thorn Program in the United Kingdom33 and the Illness
Management and Recovery program.34 Nurses and (in the
United States) Master’s level case managers are in ideal
positions to become agents for the delivery of CBT. How-
ever, they will need more intensive training than that cur-
rently offered in psychosocial intervention programs.33

Occupational Recovery
Brief CBT did not lead to any increase in occupational

recovery, which was observed to be low in both groups.
Integration with other psychosocial management pro-
grams, e.g., vocational rehabilitation, may be more suc-
cessful through community review meetings.35 Initial
studies evaluating effects of CBT specifically on achiev-
ing vocational goals in patients with schizophrenia have
begun taking into account the apparent obstacles of nega-
tive symptoms and cognitive impairment.36,37 Other fac-
tors impeding employment include the welfare system’s
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disincentives to returning to work, limited availability of
opportunities for recovering patients to involve them-
selves in productive avenues (contributed to by the lack of
vocational centers, financial constraints, or inaccessibil-
ity), stigma, reluctance to employ people with a mental
health disability, and an often exaggerated fear of failure
by staff, patient, and caregiver.38

Implications of Our Findings
Training. There would be advantages to patient care

and costs that may accrue from revision of current train-
ing priorities for health care deliverers. The intervention
described involved only 10 days of intensive training with
relatively brief weekly supervision. If this training and su-
pervision were made available, mental health nurses and
other front-line workers would be able to deliver brief, vi-
able interventions of proven benefit.

Services. The evident benefits support the further dis-
semination of psychosocial interventions among mental
health nurses. Cost savings from reduced hospitalization
could be diverted toward CBT training.

Policy-making. These cost savings would be of inter-
est to clinicians and other decision-makers who face diffi-
cult choices about new but more expensive treatment for
patients with schizophrenia. Delaying the time to relapse
should mean delaying the escalation of costs. More im-
portantly, a slower or reduced rate of relapse means
slower or reduced damage to health and quality of life of
patients and, in some cases, also less adverse impact on
their families.11

Research. Further research is needed on evaluating ef-
fects of CBT on occupational recovery, using CBT in
schizophrenia in North America, and integrating CBT into
day-to-day clinical management of patients with schizo-
phrenia. Future effectiveness studies of CBT in schizo-
phrenia should include more detailed measures of psycho-
social outcome.

Expert CBT therapists. For a more complex patient
population (e.g., personality disorders, comorbid drug
and alcohol use, posttraumatic stress disorder, complex
systematized delusions), expert therapists are needed to
deliver a longer duration of CBT (20 or more sessions).

Applicability to American Health Care System
Problems do remain with applicability of the results

to different populations and treatment settings in a system
that works on a different set of priorities. There are a num-
ber of questions that arise when considering how to inter-
pret the evidence for a U.S. treatment environment.39

There has been a dearth of controlled studies of the effi-
cacy of CBT for schizophrenia in the United States. In the
United Kingdom, CBT sessions are commonly done in
community settings or in the patient’s home, in line with
the prevailing U.K. outreach approach. It is also possible
to do such interventions in an outpatient-based service,

but we find that patients with schizophrenia are more
likely to engage with an outreach-based CBT delivery
style. Whether these results can be transformed into prac-
tice across the Atlantic is yet to be seen, although success-
ful pilot projects are emerging from the North American
continent, from the United States36,40,41 and Canada.42

Strengths of the Study
Some limitations of early prospective studies of CBT

for schizophrenia were overcome, such as relatively small
sample size, lack of fidelity ratings of therapy sessions,
and relatively high attrition rates. Furthermore, following
the cohort for 24 months has enabled us to have more
insight into the course of recovery in response to 1 brief
spurt of therapy, when there is dearth of such follow-up
data. Our study also included a randomized design and
evaluations that were blind to treatment assignment.

Limitations of the Study
1. There was no active therapy comparator (control for

time and other nonspecific components) against which
effectiveness of CBT could have been ascertained.

2. Use of hospitalization as the relapse definition is nar-
row, as patients might have missed out on admission
because of development of Crisis and Home Manage-
ment Teams. Though the differential effects of these
specialist teams were not controlled for in this trial,
these services were very limited in availability across
the sites.

3. Reinforcement of CBT sessions by only some care-
givers could have led to a bias in intensity of interven-
tion provided to some patients in the intervention
group.

4. Generalizability of these results is limited by the fact
that the mental health nurses were externally funded.

5. The sample may not be representative of the popula-
tion with schizophrenia as a whole, e.g., more seri-
ously ill patients, particularly those with dual diagno-
sis, are more likely to refuse to enter clinical trials.
Ethnic distribution of the sample population (7%–8%
African Caribbean/African black/Asian) may limit
generalizability.

6. Cost effectiveness considerations took account of
hospitalization and direct therapy costs but not other
use of resources (e.g., day care center visits, commu-
nity psychiatric nurse visits) by the patients who did
not relapse.

CONCLUSIONS

We would suggest that brief CBT be made available
as an adjunct to standard care for patients with schizo-
phrenia and their caregivers, supplemented with adequate
group psychoeducation as an adjunct to antipsychotic
medication. An option needs to be available for family
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therapy, cognitive remediation, and social skills training as
indicated.

CBT-of-schizophrenia research needs to address a
broader range of outcomes beyond symptomatic relief, in-
cluding relapse, functional status, and quality of life. CBT
could be expected to deliver improved social outcomes
with the addition of vocational rehabilitation.

Drug names: clozapine (FazaClo, Clozaril, and others), olanzapine
(Zyprexa).

Disclosure of off-label usage: The authors have determined
that, to the best of their knowledge, no investigational information
about pharmaceutical agents that is outside U.S. Food and Drug
Administration–approved labeling has been presented in this article.
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