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Abstract
In every state across America, Medicaid pro-
grams“are under serious budgetary pressure. The
need to contain costs has led to various forms of
restriction in the coverage for drug therapy, includ-
ing psychiatric pharmacotherapy. Compared with
conventional antipsychotic drugs, the atypical
agents have higher acquisition costs but offer greater
tolerability. Thus, the atypicals are widely accepted
as first-line therapy for patients with schizophrenia,
and they are also now being recognized for their
efficacy in treating bipolar disorder. Nevertheless,
the atypicals carry their own characteristic adverse
effects, of which weight gain is among the most dis-
tressing, with the potential to interfere with compli-
ance to treatment. Treatment compliance is crucial
in‘terms of clinical outcome as well as cost contain-
ment, as inadequate compliance is clearly associat-
ed with a higher risk of relapse requiring costly
rehospitalization. Therefore, antipsychotic therapy
that-is individually tailored to the patient’s needs and
thereby improves compliance may be more cost
effective than restrictive drug coverage policies
based only on acquisition costs. Conversely, indi-
vidualization of pharmacotherapy is not feasible if
some or all of the atypical antipsychotics are exclud-
ed from coverage.
(AmJ Manag Care. 2005;11:5248-5253)

to reduce drug coverage for Medicaid

patients. Medicaid expenditures for out-
patient drugs had been expanding rapidly,
although they still accounted for only 11%
of total Medicaid expenditures in 2000. A
survey of state Medicaid policies on coverage
of psychiatric drugs showed that all states
follow one or more of the following restric-
tive policies: need for prior authorization,
encouraging use of generic drugs, use of
Preferred Drug Lists, fail-first policies, and

I n 2003, at least 46 states made changes

defined limits on coverage.* Although anti-
psychotic ‘medications have traditionally
been exempted from restrictions in use,
new financial pressures-are causing some
states to reconsider these ‘exemptions,
sometimes creating the-potential for nega-
tive consequences.

For example, when New Hampshire set a
reimbursement limit of 3 prescriptions per
month in 1990, drug use decreased in
patients taking psychoactive drugs, but the
accompanying increase in'emergency care
and hospitalization incurred costs that
greatly exceeded the drug coverage savings.?
Similarly, Tennessee abruptly shifted men-
tal health services to multiple managed care
providers in 1996, with detrimental effects
on continuity of care, especially for patients
at highest risk.®> Thus, restrictions can be
counterproductive.’ Physicians /must have
the flexibility to tailor treatment to the needs
of each patient, for each treatment failure
resulting in relapse and rehospitalization is
far more expensive than the savings repre-
sented by the difference in the cost between
one drug and another. Each additional
relapse increases the risk of creating a
chronic state in which remission becomes
more difficult to achieve.*

Medicaid Patients With
Psychotic Disorders

When the Medicare Prescription Drug
Improvement and Modernization Act of 2003
goes into effect on January 1, 2006, persons
aged =65 as well as persons under 65 with
disabilities that are eligible for both
Medicare and Medicaid, known as “dual eli-
gibles,” will have access to prescription
drugs either through new Medicare pre-
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scription drug plans or through Medicaid
Advantage Plans (health maintenance or-
ganizations [HMOs]). Under the new law,
formulary managers are directed to be guid-
ed by data on the comparative effectiveness
of different therapeutic options. However,
reliable data are often lacking, as design and
analysis problems in comparative trials may
fail to reveal clinically important differences
while focusing on differences that are of
lesser clinical importance. For example, com-
parisons with placebo are routine in the reg-
istration trials submitted to obtain US Food
and Drug Administration (FDA) approval of a
new drug or a new indication for an existing
drug, but such trials merely show that the
agent works, not how well it works in com-
parison with other drugs used for the same
purpose.®

Many trials involving atypical antipsy-
chotics use haloperidol or another conven-
tional antipsychotic as a comparator, and
the data demonstrate what is already well
known—that extrapyramidal symptoms
(EPS) and elevations in prolactin are sub-
stantially less likely to occur with an atypi-
cal than with a conventional agent. From
the smaller number of randomized con-
trolled trials that compare atypical antipsy-
chotics, no notable pattern of differential
effectiveness has emerged in favor of or
against any one agent of this class. Rather,
the most consistent differences among
the atypicals relate to safety and tolerabili-
ty, with the risk of weight gain and meta-
bolic disturbances highest with clozapine and
olanzapine, moderate with risperidone and
guetiapine, and low with ziprasidone and arip-
iprazole.®® Nevertheless, the full prescribing
information for all of these atypicals includes
recognition of a possible link to hyper-
glycemia and diabetes risk. Compared with
weight gain, other adverse effects (AEs) are
less common and less likely to interfere with
treatment compliance, and they show a less
consistent pattern of differential risk among
the agents of this class.

Even so, the main lesson is not that one
atypical is better than another in terms of
clinical outcome, but that they are not
interchangeable. Therapy should be initi-
ated, adjusted, and changed as needed,
based on the patient’s individual profile.

Atypical Antipsychotics: Considerations for Medicaid Coverage

Administrative rules should not and can-
not replace clinical judgment as to the opti-
mal therapeutic regimen for each individual,
since patient compliance to prescribed ther-
apy depends on both effectiveness and
tolerability. Similarly, in terms of cost effec-
tiveness, drug acquisition costs cannot be
the sole determinant of formulary policy and
insurance coverage, for a poor clinical out-
come is the most costly outcome.

Polypharmacy

A retrospective survey of over 31 000
Medicaid recipients diagnosed with schizo-
phrenia revealed antipsychotic polypharma-
cy in 40% and long-term polypharmacy in
23%. Of particular interest, the prevalence
of polypharmacy showed a statistically sig-
nificant increase over the course of the
study period, 1998-2000. Furthermore,
polypharmacy was not limited to patients
taking conventional antipsychotics, suggest-
ing that prescribers may be using atypical
agents at suboptimal dosages that do not
provide adequate therapeutic effect, at
which point they resort to add-on therapy
rather than dosage escalation within the rec-
ommended range.® A similar pattern of
polypharmacy is also seen in psychiatric
practices outside of the Medicaid system.°

What this indicates is that even in pro-
grams where protocols guide clinical prac-
tice, antipsychotic polypharmacy remains a
substantial problem, incurring avoidable
costs for unnecessary medication and the
potential for additional avoidable costs asso-
ciated with treatment of clinical problems
brought on by drug-drug interactions. In
addition, a complex dosing regimen associ-
ated with polypharmacy could have a nega-
tive impact on overall compliance to
treatment, raising the specter of psychotic
relapses requiring rehospitalization.

Policies and procedures that provide edu-
cation and guidance to physicians are demon-
strating that inappropriate polypharmacy can
be reduced without restricting access.** Thus,
significant opportunities exist for improving
care while reducing unnecessary costs.

Compliance to Antipsychotic Therapy

A retrospective review of compliance
among 4325 California Medicaid patients
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receiving antipsychotic medications for
schizophrenia revealed that poor compli-
ance showed significant correlation with
hospitalization and was more predictive of
hospitalization than any other factor. When
compliance was assessed in terms of gaps in
medication coverage, the odds ratio for
hospitalization was almost doubled with
gaps of 1 to 10 days, almost tripled with
gaps of 11 to 30 days, and almost quadru-
pled with gaps exceeding 30 days.*? This
study provides clear evidence that compli-
ance is crucial to therapeutic success and
cost containment; and compliance to
antipsychotic pharmacotherapy is largely a
function of tolerability.

Further evidence of the importance of
proper compliance in schizophrenia treat-
ment was obtained in a retrospective study
of Medicaid claims data from San Diego
County, California. Among these patients,
41% were compliant with antipsychotic
medication, 24% were noncompliant, 16%
were partially compliant, and 19% exceeded
the claims expected for full compliance. As
would be expected, the rates of psychiatric
and medical hospitalization were lower for
compliant patients (14% and 7%, respectively)
than for patients in the other groups.
Compared with partially or noncompliant
patients, compliant patients had higher
medication costs but significantly lower hos-
pitalization costs. Patients with an unneces-
sary high number of prescriptions filled had
the highest total costs of all 4 groups.™
Therefore, this study is especially interesting
because it shows that compliance problems
are still common, even in the era of atypical
antipsychotics, and that the clinical and cost
consequences of overfilling prescriptions
exceed those of inadequate compliance to
treatment.

Studies of the clinical and cost effective-
ness of health services usually focus on
guantifiable outcome measures. However,
nonquantifiable factors are important to
patients with mental disorders and could
therefore affect compliance, clinical out-
come, and the cost of treatment. In a study
based on semistructured interviews with 51
adult Medicaid patients diagnosed with
schizophrenia, several categories were iden-
tified as priorities for patients: getting some-

thing “extra” from the medical contact (any-
thing not considered an integral part of the
clinician’s professional responsibility); find-
ing common ground with the clinician (ie,
values, ethnicity); knowing that the clinician
is familiar with the particular details of one’s
problems; being known as a unique individ-
ual and not just another case; the sense of
being able to talk openly; knowing that the
clinician is available and willing to be flexi-
ble in setting up appointments; and having
input into the treatment plan.**

The lesson for clinicians and insurers is
that patient satisfaction with the quality of
care often depends on factors other than
the clinician’s technical expertise, and sat-
isfaction with care strongly influences con-
tinuity, compliance, clinical outcome, and
overall cost.

Differences Between Atypical
Antipsychotics

Atypicals are not interchangeable, espe-
cially in terms of safety and tolerability.
The fact that these agents have unique clin-
ical profiles means that prescribers have
a wide range of options in devising an
individualized regimen that will produce
the best clinical outcome in each patient,
balancing effectiveness and tolerability
without having to resort prematurely to
polypharmacy.

Clinical evidence confirms that differences
in pharmacologic profile translate into differ-
ences in clinical outcome. A retrospective
survey of Michigan Medicaid claims of almost
1200 patients treated with olanzapine,
risperidone, or haloperidol for schizophrenia
revealed significant differences in treatment
compliance (better with olanzapine than
with risperidone, better with risperidone
than with haloperidol) but not in total costs
(the higher acquisition cost for olanzapine was
offset by lower inpatient costs).’® This study
implies that just as atypicals in general offer
greater tolerability than conventional agents,
certain atypicals tend to be more tolerable
than others in different patients, which allows
for the possibility of further improvement in
compliance and more cost reduction through
carefully individualized treatment plans.

The critical point is that there is no way
to predict which patients will always re-
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spond to a specific medication. Even in
cases where a positive clinical response is
recognized, AEs may increase medical risks
to the point that other agents must be con-
sidered. For example, in a randomized
study of 191 patients with schizophrenia
and other psychoses, weight gain and hyper-
triglyceridemia were significantly more
prominent in patients treated with olanza-
pine than in those treated with ziprasi-
done.* Thus, although the atypicals are
generally safer and better tolerated than
conventional antipsychotics, their use does
not relieve the clinician from the responsibil-
ity to maintain continuous assessment of
medical risks as well as clinical effectiveness.

Cost Effectiveness of Atypical
Antipsychotics

Medicaid programs must function as fis-
cally responsible agents of the nation’s
insurance program for people with low
income or disabilities. Each state Medicaid
program will continue to review benefit
design and appropriate use.

Although atypical antipsychotics have
been the class of drugs most often exclud-
ed from restrictions, questions concerning
the relatively high cost of acquisition (in
comparison with conventional antipsy-
chotics) and optimal individualized utiliza-
tion are increasing. In order to justify open
access to these agents, states need verifi-
able data to support the hypothesis that
the right antipsychotic given at the right
dose has a positive clinical impact and is
associated with a reduced need for more
expensive types of mental health and med-
ical care.

Reviews of published studies have found
that the use of atypical antipsychotics in
place of conventional agents is either
cost-neutral or cost-saving, as the higher
acquisition costs for these agents are com-
pletely offset by reductions in the need for
emergency care and hospitalization.’
Because of the long-term nature of schizo-
phrenia, it may be more realistic to think
of outpatient treatment as a fixed baseline
cost, and assess the effectiveness of treat-
ment in terms of reduced need for emer-
gency care or hospitalization for acute
exacerbations.'®

Atypical Antipsychotics: Considerations for Medicaid Coverage

Data from published studies of switching
from conventional to atypical antipsy-
chotics were analyzed to estimate the
impact of costs. For patients treated with
conventional agents, the annual cost aver-
aged approximately $29 000, and patients
experienced an average of 80 days of mod-
erate-to-severe psychotic symptoms and
over 90 days of treatment-related EPS. Over
a 3-year period following a switch to atypi-
cals, costs decreased by as much as 19%,
symptom days by as much as 33%, and EPS
days up to 50%.%

These findings are consistent with anoth-
er study showing that for patients treated
with conventional antipsychotics for schizo-
phrenia, annual per-patient costs ranged
from $16 000 to $57 000, depending on the
severity of the condition, and that costs may
be lower with atypicals because of better
compliance.?®

Comorbid diseases that may develop or
worsen in part from the AEs of some of the
atypical antipsychotics, such as heart dis-
ease and diabetes, can also increase the
costs of a patient on an atypical antipsy-
chotic. Diabetes, for example, cost the
healthcare system $132 billion in 2002 and
estimated costs for heart disease in 2005
will be about $393.5 billion.?*?* These costs
added on to the treatment for schizophrenia
can substantially increase the total medical
costs for a patient with schizophrenia.

These considerations of safety, tolera-
bility, and the possibility of comorbid dis-
eases strongly influence overall treatment
costs in patients with schizophrenia. The
acquisition costs of the atypical antipsy-
chotics vary (although they are generally
higher than the costs of conventional
agents); ziprasidone and risperidone have
the lowest acquisition costs, olanzapine
the highest. However, the greatest deter-
minant of overall cost is effectiveness,
because of the very high cost of rehos-
pitalization for relapses and acute exac-
erbations. Effectiveness depends largely
on compliance, which in turn depends on
tolerability. Therefore, effectiveness re-
quires a team effort: the physician’s selec-
tion of the most appropriate medication
and dosage regimen to achieve maximum
therapeutic benefit with minimal risk for
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the individual patient, and the patient’s
decision to remain in treatment.

Atypical Antipsychotics in
Bipolar Disorder

The issues that apply to Medicaid cover-
age for the use of atypical antipsychotics
in patients with schizophrenia now also
apply to their use in patients with bipolar
disorder. All of the atypicals are FDA
approved for treatment of acute mania in
bipolar disorder.

Bipolar disorder incurs heavy clinical and
financial costs, with hospitalization account-
ing for a large portion of direct medical costs.?®
Thus, just as in patients with schizophrenia,
measures that reduce the need for hospitaliza-
tion and shift the burden to less costly out-
patient services should result in cost savings
in patients with bipolar disorders. As has been
stated, there are important correlations
between drug tolerability and treatment satis-
faction, between treatment satisfaction and
compliance, and between compliance and
reduced need for hospitalization. Thus, the
atypical antipsychotics, offering greater tol-
erability than the conventional agents, rep-
resent a positive approach to reducing costs
without compromising outcomes.

In a database survey of health service uti-
lization and costs for insured patients with
bipolar disorder, cyclothymia, or schizoaf-
fective disorder (compared with general
medical outpatients, patients with depres-
sion, and patients with diabetes), total mean
costs for 1 year of general medical care did
not differ dramatically among the groups
(from $1386 in general medical outpatients
to $3034 in patients with diabetes), but the
mean cost for mental health and substance
abuse services (inpatient and outpatient
medical care plus psychotropic medica-
tions) was 6- to 32-fold higher in the patients
with bipolar disorder ($1566) than in any of
the comparator groups ($259 in patients
with depression, $76 in general medical out-
patients, and $49 in patients with dia-
betes). The survey also showed that a small
proportion of patients accounted for a dis-
proportionate share of these added costs.
Therefore, easing or eliminating restrictions
on mental health coverage would only have
a small effect on overall costs.?

More recent research confirms the higher
costs associated with bipolar disorder com-
pared with major depressive disorder. A sur-
vey of almost 3500 patients with bipolar
disorder revealed that the mean total annual
cost was almost $9900, roughly three fourths
for medical care and medication, and the rest
for loss of work time. These costs are signifi-
cantly higher than those incurred for
patients with major depressive disorder,
because patients with bipolar disorder are at
significantly higher risk for substance abuse,
suicide, and injury.?® From the same sample,
it was clear that many patients received no
treatment or inappropriate treatment. The
mainstay of treatment was mood stabilizers,
but patients who also received concomitant
therapy with atypical antipsychotics showed
an average annual savings of almost $4800
per patient compared with mood stabilizer
monotherapy, as the increase in drug
costs was less than the amount saved in
reduced medical costs and work-loss costs.?®
Therefore, there are opportunities for new
and innovative interventions that would edu-
cate physicians on the potential benefits of
adding atypical antipsychotics to certain
bipolar patients’ treatment regimens.

Conclusions

Budgetary pressures in Medicaid pro-
grams could result in restrictive drug cover-
age policies that ultimately cost the patient
and society far more than the amounts
saved. The single most important considera-
tion for patients with psychotic disorders is
that costly hospitalization can be avoided by
improved compliance with antipsychotic
pharmacotherapy, that compliance im-
proves with tolerability, and that tolerability
requires that therapy be individualized
according to the patient’s needs and the
unique clinical profile of each of the atypical
antipsychotics.

The risk of relapse in patients receiving
antipsychotic pharmacotherapy is more a
function of noncompliance than of the
intrinsic limitations of the drugs prescribed.
Financial pressures on private insurers,
Medicaid, HMOs, and, starting in 2006,
Medicare are driving new questions about
the effectiveness and appropriate use of the
atypical antipsychotics. A strong case can be
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made that restricting physician and patient
choice and proper access to these agents will
not only reduce the quality of life for persons
with severe mental illness but in the long
run increase the cost to government and pri-
vate insurance plans.

The greater number of adverse events
associated with the older conventional
agents and the prospect of treatment failure
and relapses can require far more expensive
emergency and inpatient care.
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