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The authors, who are medical directors of three state mental health agen-
cies and members of the Medical Directors” Council of the National As-
sociation of State Mental Health Program Directors (NASMHPD), de-
scribe the impact on public mental health policy of the Clinical Antipsy-
chotic Trials of Intervention Effectiveness (CATIE). Before publication of
the CATIE results, the preponderance of information indicated substan-
tial and broad-ranging advantages of second-generation antipsychotics
over first-generation agents. State mental health authorities focused on
improving access to and increasing utilization of the newer agents. In
many states, expenditures for these agents accounted for 10% of the to-
tal pharmacy budget of the Medicaid program. After CATIE, state policy
makers have had to take a more critical look at the data and formulate
more nuanced approaches. The authors summarize policy recommenda-
tions of the NASMHPD Medical Directors’ Council, which reviewed effi-
cacy studies of antipsychotics and formulated a position statement. The
recommendations cover three broad areas of policy. First, neither com-
plete open access for all patients at all times nor a uniform fail-first trial
of a first-generation antipsychotic is an optimal approach. A more nu-
anced middle ground is necessary. Second, excessive emphasis on the cost
of second-generation antipsychotics has led to a lack of focus on optimiz-
ing use of all antipsychotic medication in usual practice. More research
and management attention must be focused on improving how these
medications are prescribed for individual patients. Third, more resources
should be invested in clinical trials that more clearly and accurately re-
flect current practice. (Psychiatric Services 59:534-536, 2008)

he views presented in this arti-

I cle arise from our years of ex-
perience as the medical direc-

tors of state agencies responsible for
mental health in Missouri, Florida,
and Minnesota. Those years have in-
cluded substantial amounts of time as-
sisting the state’s Medicaid agency on
mental health policy issues. In addi-
tion, the views arise from our experi-
ence with the Medical Directors Coun-

cil of the National Association of State
Mental Health Program Directors
(NASMHPD). Over the past two years
the council, which is made up of the
medical directors of all state depart-
ments of mental health, has engaged
in ongoing review of new research
findings and has discussed policy im-
plications (1). Although the views pre-
sented here are informed by these ex-
periences, they our personal views and
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do not represent the policy of the
mental health or Medicaid agencies in
the three states or of NASMHPD.

The Clinical Antipsychotic Trials of
Intervention Effectiveness (CATIE)
(2) in schizophrenia was a landmark
study. In terms of duration (18
months) and number of patients
(1,460), CATIE is the most compre-
hensive randomized clinical trial of
chronic schizophrenia ever conduct-
ed. Because of increasing skepticism
about discrepancies and biases in in-
dustry-sponsored clinical trials that
provide much of the data guiding cur-
rent antipsychotic practice (3), the
field keenly awaited the results of this
government-funded study, which ad-
dressed several key questions about
the comparative effectiveness of an-
tipsychotics. The results of the study
have been impressive—surprising, re-
vealing, and very significant (2,4-8).

Webster’s Third New International
Dictionary defines “policy” as “Pru-
dence or wisdom in the management
of public affairs; a definite course or
method of action and selected from
among alternatives and in the light of
given conditions to guide and deter-
mine present and future decisions.”
The policy questions raised by
CATIE are an excellent example of
how difficult it is to be prudent, wise,
and certain at the same time.

The mission of a state mental health
system is to minimize the adverse im-
pact of mental illness on the lives of
citizens in the state and facilitate their
ability to lead productive and mean-
ingful lives. The state is mandated to
focus on serving those with severe
mental illness. Toward this end, public
mental health policy attempts to pro-
vide maximally effective services in the
context of limited resources, promul-
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gate clear service standards in the con-
text of scientific uncertainty, and work
to harmonize frequently conflicting
needs and objectives of multiple stake-
holders (patients, families, providers,
other payers, general citizenry, and so
forth). The CATIE findings have shift-
ed our understanding of how to best
achieve the first two goals and have
complicated the third. Choosing
which services to provide in a public
mental health system is always a mat-
ter of balancing clinical effectiveness,
cost, and political will. Political will has
never been sufficient to support the
full cost of all that we believe to be
clinically effective, and therefore diffi-
cult choices are always necessary.

Before CATIE
Before publication of the CATIE re-
sults, the preponderance of informa-
tion in the past decade indicated sub-
stantial and broad-ranging advantages
of second-generation antipsychotics
over first-generation agents (9,10).
Given the consensus that second-gen-
eration antipsychotics were superior,
state mental health authorities focused
on improving access to and increasing
utilization of these agents. The years
preceding CATIE saw a steady in-
crease in the portion of our budgets al-
located to procuring second-genera-
tion antipsychotics. In many state
Medicaid programs, expenditures for
these agents became one of the top
three medication costs, typically rep-
resenting over 10% of the total phar-
macy expenditures (11). Even though
the incremental cost of second-gener-
ation agents was formidable, there
seemed sufficient assurance of greater
clinical effectiveness and sufficient po-
litical will to make availability of sec-
ond-generation antipsychotics a win-
ning priority in the competition over
which treatment resources merited in-
creased and continued funding.
However, at the same time the over-
all budget available to public mental
health systems remained stagnant,
which forced difficult choices in re-
source allocation. In Missouri, for ex-
ample, second-generation antipsychot-
ics remained on completely open ac-
cess in the formulary, even as Medicaid
eligibility criteria were made more
stringent so that our state Medicaid
program could stay within budget.

Thus our understanding of the evi-
dence and the politics was such that we
placed a higher value on maintaining
unlimited access to second-generation
antipsychotics for a smaller number of
Medicaid beneficiaries than we did on
maintaining a larger number of Medic-
aid beneficiaries on a more limited for-
mulary. Similarly, to meet the increas-
ing demands for funding the formulary,
funds for state-operated psychiatric
hospitals in Missouri have been reallo-
cated from mental health interven-
tions, such as occupational therapy,
recreational therapy, and psychology.

CATIE and beyond
The initial CATIE report in September
2005 indicated that the first-generation
antipsychotic perphenazine is as effec-
tive as various second—generaﬁon an-
tipsychotics in the treatment of schizo-
phrenia (2). When differences in
switching rates were controlled for,
olanzapine was also found to be no
more effective than perphenazine.
CATIE results published over the past
two years (6-8) have provided addition-
al strong support for the initial findings.
Our first response to the CATIE re-
sults was disbelief, and we scrutinized
the reports for reasons to question the
validity of the findings. We had repeat-
edly spoken publicly about the “clear
clinical superiority” and “proven cost-
neutrality” of second-generation anti-
psychotics. The CATIE findings ex-
plicitly contradicted those assertions.
The policy options considered in this
early stage were simple and straight-
forward. If CATIE is deeply flawed
and the findings are incorrect and the
previous research is valid, then all sec-
ond-generation antipsychotics should
remain on open access and the service
system must continue to bear the esca-
lating costs. If CATIE is valid and the
previous research is misleading, then
we should require a patient to under-
go a trial of a first-generation antipsy-
chotic before coverage for a second-
generation antipsychotic is authorized,
and we must bear the political conse-
quences of this abrupt policy change.
However, an abrupt 180-degree pol-
icy shift can be disastrous and harmful
unless it is truly warranted by the sci-
ence. What is CATIE really telling us?
After the initial findings were pub-
lished, we became more critical in our
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review of the methodologies used in
the pre-CATIE studies and in CATIE
itself. CATIE, after all, reminded us of
the value of careful critical analysis of
data and of the importance of always
remaining skeptical of that which we
think we know or appear to see.

Our thinking has been substantially
influenced by the deliberations of the
NASMHPD Medical Directors’
Council, which rigorously reviewed
studies of antipsychotic efficacy over
the past two years. The council re-
cently formulated its position state-
ment (1). During our deliberations, it
became clear that much of the pre-
CATIE data suggesting the substan-
tial superiority of second-generation
over first-generation agents was “bi-
ased” in favor of second-generation
antipsychotics by the use of high-dose
haloperidol as the first-generation
comparator (12) and other study de-
sign elements (3). What CATIE, in
turn, was telling us is that when first-
generation antipsychotics are used at
low to moderate dosages and perhaps
in a certain population—one at rela-
tively low risk for extrapyramidal
symptoms, which was the CATIE
population—they can be as effective
as second-generation antipsychotics.

Thus the CATIE findings of clinical
equivalence of first- and second-gen-
eration agents are applicable to per-
sons with schizophrenia who are at rel-
atively low risk for extrapyramidal
symptoms (13-15). Neither CATIE
nor the many pre-CATIE studies by
themselves told the full story. Differ-
ences in the results of CATIE and the
pre-CATIE studies do not invalidate
one another but instead provide im-
portant information about efficacy and
cost-effectiveness when second- and
first—generation antipsychotics are
used in different ways and in different
populations. The differences in out-
comes are the result of how the drugs
were used in these studies, in addition
to any intrinsic differences.

The analogy of constructing a house
is useful: good tools make a difference,
but how they are used might make a
much bigger difference. We need to
use all the available information, con-
duct needed studies to better charac-
terize and discriminate between tools,
disseminate current and accurate in-
formation about these tools to all who
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use them, and articulate practice stan-
dards that promote appropriate use of
these tools. We need to do this contin-
ually and repeatedly, collectively and
with mutual respect, and inclusively—
that is, both in terms of participants
and information. We also need to do it
transparently, objectively, and inde-
pendently. We believe the NASMHPD
Medical Directors’ Council recom-
mendations (1) meet these standards.

NASMHPD recommendations
Three broad areas of policy conclu-
sions from CATIE are covered in detail
in the NASMHPD recommendations.
First, neither complete open access
for all patients at all times nor a uni-
form fail-first trial of a first-genera-
tion drug are optimal approaches. A
more nuanced middle ground will be
necessary for optimal balance of com-
peting needs. Several, but not all, sec-
ond-generation drugs should be avail-
able for first use. These should include
a choice for each generally predictable
difference in side effect profiles or
route of administration. All second-
generation antipsychotics should be in
the formulary, even if not all are in the
open-access category. A completely
open formulary impedes price negoti-
ations with pharmaceutical compa-
nies. However, a fail-first policy will
harm many individuals, particularly
those at higher risk for extrapyramidal
symptoms and tardive dyskinesia.
Second, excessive emphasis on the
cost of second-generation antipsy-
chotics has led to a lack of focus on op-
timizing use of all antipsychotics in
usual clinical practice. We must focus
more research and management atten-
tion on improving how these drugs are
prescribed for individuals (16,17).
Third, we need to invest more re-
sources in clinical trials that more clear-
ly and accurately reflect current prac-
tice and on research into mental health
services utilization and the outcomes
that these services produce (15). We
have far too little information given the
scale of resources that are being ex-
pended. CATIE has been an excellent
move in this direction. However the
current business model for procuring
antipsychotic medication will never be
able to support the type of research
needed to determine the optimal use of
antipsychotic medication. One option
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for improved financing of clinical and
outcomes research is to include it in our
purchasing model. If we wish to obtain
good clinical outcomes for patients,
then at least in part that is what we
should contract to purchase. Instead of
buying individual pills at a particular
price regardless of how they are used or
the outcomes they produce, we should
be paying for patient-days on a medica-
tion treatment, with bonus payments if
a patient meets or exceeds certain de-
fined clinical or functional outcomes.
This would force all parties concerned
to develop more extensive and accurate
service utilization and outcome data
and to focus their efforts on actual pa-
tient outcomes. It would result in re-
sources currently expended on sales
and marketing being redirected to im-
proving and optimizing the practices
through which these medications are
utilized. In addition, such resources
could be redirected toward fuller and
more clinically relevant characteriza-
tion of these medications and timely
support for trials such as CATIE.
Paying for clearly defined patient
outcomes that are associated with use
of particular medications would re-
quire both purchasers and the manu-
facturers of the medication to focus
much more on their optimal use, which
would greatly benefit our patients.
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