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There has been much recent in-
terest in effectiveness research
in the treatment of schizophre-

nia. Recent independent studies such
as Clinical Antipsychotic Trials in In-

tervention Effectiveness (CATIE) (1)
and Cost Utility of the Latest Antipsy-
chotic Drugs in Schizophrenia Study
(CUtLASS) (2) have raised doubts
about the symptom and side effect ad-

vantages of second-generation an-
tipsychotics and have raised questions
about how these medications came to
dominate the market, with over 90%
of antipsychotic prescriptions being
written for these drugs (3). Although
the decision to prescribe one medica-
tion over another is a complex one,
prescriber knowledge clearly plays a
role, and an important source of infor-
mation for psychiatrists is representa-
tives of the pharmaceutical industry.

Although the relationship between
physicians and the pharmaceutical in-
dustry has become a subject of in-
creased interest and concern (4), little is
known about the nature of the interac-
tion between physicians and sales per-
sonnel on the subject of antipsychotic
drugs. Billions of dollars are spent on
marketing to physicians each year using
a greatly expanded detailing workforce
(5). Extensive product-promoting con-
tacts occur between industry represen-
tatives and medical students at the be-
ginning of students’ careers (6), and in-
creasingly close relationships have
emerged between clinical investigators
and industry (7). Questions about the
role of pharmaceutical companies in
continuing medical education (8) have
also led physician leaders to call for re-
form (9,10). Concern about these issues
has recently resulted in the promulga-
tion of guidelines from academia (10),
industry (11), the American Medical
Association (12), and the federal gov-
ernment (13) seeking to attenuate the
influence of industry on physicians’
prescribing behavior. These relation-
ships have also been discussed exten-
sively in the lay press (14).

Although recent reviews have ad-
dressed ethical dilemmas associated
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Objective: The interaction between physicians and the pharmaceutical
industry has become a subject of increased interest and concern. This
study surveyed a national sample of psychiatrists practicing within De-
partment of Veterans Affairs (VA) medical centers in 2005. It specifical-
ly focused on the experiences of these physicians with representatives of
the manufacturers of second-generation antipsychotics. Methods: VA
psychiatrists were invited by e-mail to complete a Web-based question-
naire about their contact with representatives of each of the relevant
pharmaceutical companies. Respondents were then questioned about
several potential assertions about treatment effectiveness, side effects,
and costs of these drugs. Results: Of the 1,833 potential participants, 639
(35%) visited the Web site and completed the questionnaire. Among the
responders, 558 (87%) reported at least one contact with company rep-
resentatives. In the year before the survey the percentage of respon-
dents reporting contact with representatives of each individual company
varied from 58% to 70%. The three most commonly reported assertions
made at any time in the past through direct speech during those meet-
ings were that the representative’s second-generation antipsychotic re-
sulted in “a decreased risk of extrapyramidal symptoms” (79%), “greater
symptom reduction than placebo” (78%), or “better negative symptom
control than conventional antipsychotics” (77%). Statements least likely
to be reported included that drugs resulted in “better positive symptom
control than conventional antipsychotics” (36%), “better positive or neg-
ative symptom control than another atypical antipsychotic” (38%), and
“increased risk of the development of diabetes mellitus” (39%). Conclu-
sions: Comparing assertions reportedly made to VA psychiatrists with
package insert information suggests that many assertions made by drug
company representatives are inconsistent with prescribing information
approved by the U.S. Food and Drug Administration, although asser-
tions consistent with package insert information were more common
than inconsistent ones. (Psychiatric Services 58:1292–1296, 2007)
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with receiving gifts from pharmaceu-
tical companies (15), the frequency of
such gift giving (16), and the effect of
free samples on prescribing (17), the
study presented here was designed to
investigate the less easily quantifiable
exchange of information that occurs
when physicians interact with repre-
sentatives of the pharmaceutical in-
dustry. Although there have been re-
ports examining the accuracy of phar-
maceutical materials (18), types of
materials (19), and the selective and
overly positive information (20) dis-
tributed by company representatives,
these reports have not addressed the
specific kinds of information psychia-
trists report as being conveyed by
company representatives.

This study, accordingly, focuses on
information exchanges between com-
pany sales personnel and psychiatrists
regarding the performance of second-
generation antipsychotics, because
these medications are widely used and
represent a substantial cost to con-
sumers and health care organizations.
In 2005 approximately $10 billion was
spent on second-generation antipsy-
chotics, and the $3 billion dollars spent
by Medicaid made it the most costly
group of medications provided by that
program (21). Clozapine, with its
unique side effect profile, monitoring
requirements, and target population,
was not included in this survey.

We surveyed psychiatrists practicing
within Department of Veterans Affairs
(VA) medical centers throughout the
country for the purpose of characteriz-
ing the experiences of this group of
physicians with pharmaceutical repre-
sentatives for each of the manufactur-
ers of second-generation antipsy-
chotics. Assuming information is com-
municated in several ways, we in-
quired about direct speech, implied
meanings, sponsoring others to speak,
or providing literature to the pre-
scribers. We first hypothesized that in-
dustry representatives would be more
likely to report information included
in the package insert, and thus ap-
proved by the U.S. Food and Drug
Administration (FDA), and less likely
to report information not included in
the labeling. We further hypothesized
that nonapproved communications
would be less likely to be communicat-
ed by direct speech and more likely to

be communicated by implication,
sponsoring others to speak, or provid-
ing literature to the prescribers.

Methods
Sample
The population of interest for this
study consisted of salaried psychiatrists
of the VA who were listed in the cur-
rent VA Personnel and Accounting In-
tegrated Data (PAID) file, had an oc-
cupational code recorded as “psychia-
trist,” and had an active e-mail account
in the same name on the internal VA e-
mail server in June and July of 2005.
Each eligible physician who fulfilled
these criteria was sent an e-mail mes-
sage that described the purpose of the
study along with an invitation to take a
Web-based survey on an Intranet site.
Respondents were offered confiden-
tiality but also provided with an oppor-
tunity to register an e-mail address to
be provided with the results of this sur-
vey. Second and third e-mail reminders
were sent at two-week intervals to all
identified potential participants.

Sources of data
The survey consisted of a series of 18
questions that were answered by us-
ing “radio buttons” or pull-down
menus. Answers were recorded and
collected by a research group within
the VA that was contracted to develop
the e-mail list, administer the survey,
and maintain the Intranet site.

Institutional review board approval
for this study was obtained from the
VA Connecticut Healthcare System
Institutional Review Board.

Measures
Respondents were first asked whether
they had contact with representatives of
each of the pharmaceutical companies
currently marketing second-generation
antipsychotic medications other than
clozapine in the United States: Janssen
Pharmaceutica (risperidone), Eli Lilly
(olanzapine), AstraZeneca (quetiap-
ine), Pfizer (ziprasidone), and Bristol-
Myers Squibb (aripiprazole). Contacts
were characterized as occurring within
the past year, prior years, both, or nei-
ther. Respondents were also asked to
describe how many times they had met
with a pharmaceutical representative or
had attended either a continuing med-
ical education (CME) course or a social

event sponsored by a pharmaceutical
company in the previous year.

Respondents were then questioned
about whether any of the pharmaceu-
tical representatives made each of
eight assertions. These assertions
were any of the following: Our sec-
ond-generation antipsychotic results
in greater symptom reduction than
placebo, better positive symptom
control than first-generation antipsy-
chotics, better negative symptom
control than first-generation antipsy-
chotics, better positive or negative
symptom control than another sec-
ond-generation antipsychotic, de-
creased risk of tardive dyskinesia as
compared to other medications, de-
creased risk of extrapyramidal symp-
toms, increased risk of the develop-
ment of diabetes mellitus, or net
monetary savings through decreasing
hospitalizations. For each of these as-
sertions, psychiatrists were asked to
answer “yes” or “no” as to whether
the company representative directly
said it, implied it, presented publica-
tions supporting the assertion, pre-
sented publications that included evi-
dence both for and against this asser-
tion (whether a publication met this
definition was left to the respon-
dent—these are referred to as bal-
anced publications in this article), or
sponsored a speaker who said it.

Of the seven assertions that could
be characterized as favorable to these
medications, only one (superiority to
placebo) is explicitly endorsed in the
package insert material, although in-
formation on side effects clearly lends
support to claims of a decreased risk
of extrapyramidal symptoms in com-
parison with the information available
on the older drugs (22–26). Another
assertion—increased risk of dia-
betes—is generally endorsed by the
package insert (22–26).

Respondents were also asked three
questions concerning their own be-
liefs about second-generation an-
tipsychotics—that is, whether they
believed that use of second-genera-
tion antipsychotics results in greater
symptom reduction than placebo,
whether use results in better positive
symptom control than first-genera-
tion antipsychotics, or whether they
thought that any of the second-gen-
eration drugs (other than clozapine)
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are generally more effective than the
others.

Finally, respondents were asked
some details about their practice, in-
cluding number of patients with
schizophrenia treated in the previous
year, in which of the 21 VA regions
(VISNs) they were employed, their
age, and number of years practicing
as a psychiatrist.

Results
A total of 2,043 psychiatrists were
identified in the VA PAID database.
Within this group 1,919 (94%) had a
listed VA e-mail address. A total of
86 e-mails (4%) “bounced back,”
leaving a target group of 1,833 iden-
tified psychiatrists with VA e-mail
addresses who were sent the e-mail
solicitation.

Of the 1,833 potential participants,
639 (35%) visited the Web site and
answered the survey questions. All re-
sponses were recorded between June
20, 2005, and July 25, 2005. Of those
who completed the survey, 558 (87%)
identified themselves as psychiatrists
who had at least one contact with
pharmaceutical industry representa-
tives. This is the sample whose an-
swers were available for analysis.

This response rate is in keeping
with other e-mail–based surveys per-
formed within the VA on other sub-
jects, such as one targeting all physi-
cians (15% response rate) and one
specifically addressing primary care

physicians (43% response rate) (Goff
C, private communication, 2007).

Demographic data and experience
Responses indicated that the psychia-
trists in the sample had treated a
mean±SD of 120±449 patients (range
of 0–1,045) with a diagnosis of schizo-
phrenia in the year before the survey.
During that same time they also re-
ported meeting with pharmaceutical
representatives an average of 14±26
times (range of 1–300) and having at-
tended a continuing medical educa-
tion event or a social event sponsored
by a pharmaceutical company 5±7
times (range of 0–50). This average
reported rate of contact with industry
representatives can be compared with
one found in a summary of 29 studies
which found an average reported fre-
quency of contact among physicians
of three or four times per month (16).
Forty-seven percent (N=265) of re-
spondents were between 30 and 50
years old, another 34% (N=188) were
between 51 and 60 years old, and 19%
(N=105) were older than 60. Most
(325 respondents, or 58%) had been
practicing for ten to 30 years, whereas
another 15% (N=85) had more than
30 years experience.

Experience with pharmaceutical
sales representatives
Survey respondents were asked to
characterize their contacts in the past
year and in previous years with repre-

sentatives from the various pharma-
ceutical companies offering antipsy-
chotic medications in the United
States. In the past year the percentage
of respondents reporting contact with
each particular company varied from
58% to 70%. Reported contact in the
years before the current one was some-
what higher and ranged from 65% to
89% among the five companies.

Figure 1 shows the five types of
communications as well as communi-
cations by any of these methods. The
most common assertions made at any
time in the past through any modality
of communication were that second-
generation antipsychotics yielded
greater symptom reduction than
placebo (N=525, 94%), better nega-
tive symptom control than first-gen-
eration antipsychotics (N=506, 91%),
decreased risk of extrapyramidal
symptoms (N=501, 90%), and de-
creased risk of tardive dyskinesia
compared with other medications”
(N=472, 85%). Only half of these
statements, those concerning placebo
and extrapyramidal symptoms, were
suggested by the package insert.

The least frequent assertions were
that second-generation antipsychotics
afford better positive symptom con-
trol than first-generation antipsy-
chotics (N=365, 65%), afford better
positive or negative symptom control
than another second-generation an-
tipsychotic (N=375, 67%), result in
an increased risk of the development

PSYCHIATRIC SERVICES ♦ ps.psychiatryonline.org ♦ October 2007   Vol. 58   No. 1011229944

FFiigguurree  11

Percentage of psychiatrists in Department of Veterans Affairs medical centers who reported hearing specific claims at any
time in the past about second-generation antipsychotics from pharmaceutical representatives

Representative said it   Representative presented publication
Representative implied it  Representative presented balanced publication 
Representative sponsored speaker Any method

0

20

40

60

80

100

P
er

ce
nt

ag
e

Better than
placebo

Better than first-
generation anti-
psychotics (pos-
itive symptoms)

Better than first-
generation anti-
psychotics (neg-
ative symptoms)

Better than
another second-

generation
antipsychotic

Decreased risk 
of tardive

dyskinesia

Decreased risk
of extrapyramidal

symptoms

Increased risk of
diabetes mellitus

Savings through
decreasing

hospitalization

Claim

a Publications that the respondent thought presented evidence both for and against this assertion

ser.qxd  9/17/2007  10:09 AM  Page 1294



of diabetes mellitus (N=412, 74%),
and result in a net monetary savings
through decreasing hospitalizations
(N=412, 74%). Of these four asser-
tions, only one was suggested by the
package insert—that second-genera-
tions increase the risk of diabetes.

These data support our primary hy-
pothesis because among the most com-
mon assertions, half were consistent
with the package insert, while among
the least common assertions only one-
fourth were consistent with the package
insert. Because the assertion consistent
with the package insert in the least fre-
quent group detailed a risk, not a bene-
fit, none of the positive statements that
were least frequently asserted were en-
dorsed by the package insert.

The three assertions most common-
ly reported to have been made
through direct speech (Figure 1) were
that the second-generation antipsy-
chotic marketed by the representa-
tive’s company resulted in a decreased
risk of extrapyramidal symptoms
(N=440, 79%), yielded greater symp-
tom reduction than placebo (N=434,
78%), or offered better negative symp-
tom control than first-generation an-
tipsychotics (N=430, 77%), two-thirds
of which (decreased risk of extrapyra-
midal symptoms and superiority to
placebo) were consistent with the
package insert. Of statements least
likely to be reported directly—better
positive symptom control than first-
generation antipsychotics (N=202,
36%), better positive or negative
symptom control than another second-
generation antipsychotic (N=210,
38%), and increased risk of the devel-
opment of diabetes mellitus (N=215,
39%)—only the decreased risk of dia-
betes was consistent with the package
insert. Consistent with our second hy-
pothesis, statements commonly made
by direct speech were more likely to
be consistent with the package insert,
and among the least frequent asser-
tions made directly, the only one con-
sistent with the package insert detailed
a risk, not a benefit.

In further consideration of our sec-
ond hypothesis, we expected to see
increased communication of state-
ments not supported by the package
insert using indirect means of com-
munication. However, statements not
supported by the package insert such

as the assertions of superiority to first-
generation antipsychotics on negative
symptoms and tardive dyskinesia all
showed less frequency of indirect
communication than direct commu-
nication and did not support the sec-
ond hypothesis.

Prescriber beliefs
Survey respondents were also asked
about what they themselves believed.
Ninety-eight percent (N=547) agreed
that the use of second-generation an-
tipsychotics results in greater symp-
tom reduction than placebo, whereas
only 23% (N=130) agreed that the
use of second-generation antipsy-
chotics results in better positive
symptom control than first-genera-
tion antipsychotics and only 30%
(N=170) agreed that any of the sec-
ond-generation antipsychotics (other
than clozapine) is generally more ef-
fective than any other.

Discussion
In this survey of psychiatrists practic-
ing within VA medical centers, more
than four out of every five respondents
reported having had at least one con-
tact with representatives of the phar-
maceutical companies that sell sec-
ond-generation antipsychotic medica-
tion, and among this group, contact
occurred quite frequently, at an aver-
age of 14 times per year. Respondents
also frequently attended CME courses
and other events supported by these
companies. There was some variability
as to the degree of contact with repre-
sentatives of individual companies, but
nearly two-thirds of these psychia-
trists, a group that reported extensive
experience in treating patients with
schizophrenia, reported meeting with
representatives of even the company
least often encountered.

The Federal Food, Drug, and Cos-
metic Act (1906) and the Kefauver-
Harris Drug Amendments (1962) re-
quire that drugs be proven safe and ef-
fective before their marketing in the
United States and designate the FDA
with enforcing these acts. One of the
important functions of the FDA is to
negotiate with the manufacturer about
the information that will appear in the
package insert and that may be used in
advertising. This document (along
with balanced, peer-reviewed articles)

provides the basis for what representa-
tives of the manufacturer are author-
ized by the FDA to state when speak-
ing with health care providers about
their product. The package inserts for
each of the second-generation antipsy-
chotics are easily accessed at Web sites
via the Internet (22–26) or in the
Physicians’ Desk Reference, and each
insert specifies approved indications
and side effects.

The package insert materials also
assert that “epidemiological studies
have suggested treatment-emergent
hyperglycemia-related adverse events
in patients treated with atypical an-
tipsychotics”—although it is noted
that ziprasidone and aripiprazole
were not marketed at the time these
studies were performed.

Perhaps the most striking observa-
tion is that when all modes of interac-
tions are combined, all of the asser-
tions studied were commonly made.
Consistent with our first hypothesis
we found that of the most common
assertions made through any means,
half were consistent with the package
insert, whereas among the least com-
mon assertions only one-fourth were
consistent with the package insert.
Thus, although the most commonly
made assertions were more often
consistent with the package insert
than the least commonly made ones,
these differences do not appear sub-
stantial. Our second hypothesis, that
statements not supported by the
package insert would be made
through indirect means, was not con-
sistently supported, because these
types of statements were often made
and often made directly. In other
words, whether a statement was con-
sistent with the package insert did not
predict the mode of assertion. It is
worth noting, however, that the one
adverse statement we asked about
concerning risk of diabetes—which
was also consistent with the package
insert—was among the least fre-
quently endorsed and was more often
made indirectly than directly

When asked about their own profes-
sional opinions, respondents were
nearly unanimous in their belief, con-
sistent with FDA-approved informa-
tion, that these medications are superi-
or to placebo, but less than a third
agreed with either of the two assertions
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not approved by the FDA—that these
drugs are superior to first-generation
antipsychotics or to other second-gen-
eration antipsychotics. They thus con-
curred far more often with FDA-ap-
proved statements than with the non-
approved statements, just as the indus-
try sales personnel were more likely to
make the approved statements than
the nonapproved statements. None-
theless, as discussed in the introduc-
tion, the self-reported independence
of practitioners may not be nearly as
great as they believe it to be (27).

Several limitations of this study de-
serve mention. First, these observa-
tions are the result of voluntary partic-
ipation in a survey. Whether the third
of the eligible psychiatrists who partic-
ipated differ either from other VA psy-
chiatrists or psychiatrists in general is
unknown. Second, the nature of VA
practice, especially in regard to the
type of psychiatrists who work in this
salary-based, commonly academically
affiliated practice and the degree to
which some hospitals restrict access to
pharmaceutical representatives may
limit generalizability to other practice
situations. Third, this survey relied on
the recall of respondents, and there
are no objective data documenting the
information that was communicated.

Nevertheless, respondents in this
study clearly described extensive con-
tact with representatives from the
manufacturers of second-generation
antipsychotics in which information
about these medications was commu-
nicated by direct conversation, by
sponsored speakers, and by informa-
tional handouts. Half of the most
commonly reported assertions were
consistent with the FDA-approved
prescribing information, compared
with only one-quarter of less com-
monly made assertions. Self-reported
clinical beliefs were consistent in pro-
viding more support for the approved
statements and less support for the
nonapproved statements.

Conclusions
These findings suggest that there have
been substantial discrepancies be-
tween information clinicians report
having received in their contacts with
industry representatives and FDA-ap-
proved information. It is some conso-
lation that among the most common

communications, FDA-approved state-
ments are more frequent and consis-
tent with prescriber beliefs. Neverthe-
less, many assertions are not consistent
with the package insert, but the obser-
vation that these are less often en-
dorsed by clinicians suggests at least
some exercise of independent judg-
ment among professionals.
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