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his supplement to The American Journal of Managed Care is based on

presentations and discussions from a roundtable meeting comprising
expert consultants. This meeting was sponsored by Eli Lilly and Company,
held in Detroit, Michigan, on July 18, 2008. Part 1, published in December
2008, covered the Importance of Early and Effective Pharmacologic
Treatment in Schizophrenia. The second installment in the series, Evaluating
Evidence-Based Medicine: Clinician and Payer Perspectives and Applications
for Schizophrenia, was published in February 2009. (All 3 parts of the series
can be viewed online at www.ajmc.com.)

ROLES AND RESPONSIBILITIES OF THE CONTEMPORARY P&T
COMMITTEE AND FORMULARY

Traditionally, Pharmacy and Therapeutics (P&T) committees within hospitals,
clinics, and health systems maintained formularies for basic inventory management
and general oversight of the medication use process. Over time, cost-control measures
were introduced, mainly in the form of restrictions for certain drugs.'* Today, formu-
lary management systems, administered by P&T committees in both institutions and
managed care organizations, encompass a range of activities that focus on safe and
cost-effective medication use management.! In addition to formulary management,
the P&T committee typically has oversight of all medication policies and procedures,
drug use evaluation, adverse drug event monitoring and reporting, and some aspects
of medical staff education. Most recent responsibilities include promotion of rationale
and safe medication therapy, in turn improving quality of care, safety, and clinical
outcomes."? Cost management continues to be a focus of P&T committee activity;
however, the focus has moved from use of pure formulary restriction to evidence-based
pharmacoeconomic evaluations and development of usage guidelines, prior authoriza-
tion procedures, and therapeutic interchange policies.! Formulary decision making will
always be heavily influenced by pharmacoeconomic issues, although patient safety and
effectiveness outcomes are now more central to the decision-making process.!

Current challenges faced by P& T committees

The traditional P& T committee role of formulary management and decision mak-
ing is much more complex in today’s healthcare environment.! Evaluation of drugs
for inclusion on the formulary now integrate efficacy, safety, and pharmacoeco-
nomic considerations from unbiased evidence-based evaluations to support improved
patient outcomes across the continuum of care,' while several other factors confound
the decision-making process of every P& T committee.
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The traditional P& T committee role of formulary management and decision mak-
ing is much more complex in today’s healthcare environment.! Evaluation of drugs
for inclusion on the formulary now integrate efficacy, safety, and pharmacoeco-
nomic considerations from unbiased evidence-based evaluations to support improved
patient outcomes across the continuum of care,' while several other factors confound
the decision-making process of every P& T committee.



4

ST

PAYER PERSPECTIVES

New, costly agents. The cost of
healthcare continues to increase in
all areas; however, the percentage
of healthcare dollars spent on pre-
scription drugs has risen sharply.’ In
2006, $216.7 billion was spent on
prescriptions in the United States,
more than 5 times higher than in
1990.* Spending for prescriptions is
projected to continue to rise with
expanded usage under Medicare Part
D, new indications for existing drugs
and use of specialty drugs, in addition
to the leveling off of use of generics
and continued flow of new drugs on
the market.*

Regardless of potential benefits of
a new agent, the cost must be weighed
with the magnitude of the benefits.
The pressure on P&T committees
to control expenditures can be tre-
mendous.’ There are several options
for approaching these challenging
cost issues with effective formulary
management. For formulary decision
making, an unbiased, evidence-based
review of the literature for efficacy
is paramount, while the use of inter-
nal prescribing, outcomes data, and
benchmarking programs can assist in
determining the appropriateness and
need for a given patient population.!
Cost-benefit modeling can be used,
particularly for integration into clini-
cal usage guidelines. Consideration
of all associated costs, not only the
cost of the drug, should be included
in pharmacoeconomic evaluations.!
Tiered formularies, in addition to
or in coordination with stepwise
usage guidelines, help stem the
cost of prescription expenditures.®’
Development and use of drug man-
agement policies are crucial elements
of formulary management, not only
for cost, but also for patient safety.
Clinical practice guidelines and other
utilization policies can increase use of
generics, maximize therapeutic inter-
change, limit use of certain drugs
to specialty providers, and decrease
variability in practice.! Although a
challenge to implement, clinical prac-
tice guidelines improve patient out-
comes and decrease cost.!
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Adapted from Sackett DL, et al. BMJ. 1996;312(7023):71-72; Muir Gray JA.

Evidence-Based Healthcare. 1997.

The role of EBM in policy devel-
opment. As discussed previously in
this series, evidence-based medicine
(EBM) is an integrated approach to
the decision-making process, using
individual clinical expertise in combi-
nation with the best research evidence
and patient preferences (Figure).5!°

The focus of EBM is
to integrate the results
of well-designed
clinical effectiveness
trials with other

key aspects of good
clinical care.

The goal is to maximize the effec-
tiveness of care in order to improve
the quality and quantity of life for
patients.?

The focus of EBM is to integrate
the results of well-designed clinical
effectiveness trials with other key
aspects of good clinical care. Some
clinicians misunderstand the con-
cept of EBM as an approach that
relies solely on clinical trial results,
to the exclusion of clinical experi-

ence and judgment. As opposed to
pure research or cost-efficacy—driven
guidelines, EBM practice incorpo-
rates patient preference and clinical
experience as key features. While
EBM evaluates therapy effectiveness
(or “will it work”), efficacy is a
determination of usefulness (or “can
it work”) in the controlled setting
of a clinical trial. Effectiveness is a
measure of efficacy when applied
to everyday patient care, given the
confounding variables present in the
real world.!®!"" EBM evaluation thus
takes the question to the next step,
critically evaluating the applicability
of a therapy to patient care.

Given the difficult decisions facing
today’s providers and payers, EBM
is more of an opportunity than a
challenge. EBM principles are the
basis upon which expert practice
guidelines are written. P& T commit-
tees can use the same approach to
integrate EBM into formulary man-
agement efforts, using clinical guide-
lines to influence prescriber practices
to maximize patient safety and cost
outcomes. Currently, there is a call
for “best practices” (ie, evidence-
based guidelines) for the treatment
of schizophrenia to avoid trial-and-
error prescribing, which can lead to
suboptimal patient outcomes and



increased cost. P& T committees can
lead the way with use of EBM for
best practice development and bring
together—in the best interest of the
patient—providers and payers for
optimization of cost-effective care.

The silo-mentality approach to
bealth system/payer management.
One challenge not often mentioned
in formulary management and
cost control is of the silo-mentality
approach to health system/payer
management. Traditionally a busi-
ness-world term, a silo is an inde-
pendent operating sector that may
not effectively communicate or work
with the other sectors. Silos are
unavoidable in large business sec-
tors, although businesses recognize
the need to organize silos according
to customer needs.!? Organizations
with a customer focus strive to tran-
scend silos with coordination, coop-
eration, capability development, and
connection.'

In healthcare, silos have been
described in coordination of inpa-
tient and outpatient care,'>!* as well
as for a variety of specialty care areas,
including mental healthcare.'>*¢ As
patients or providers attempt to navi-
gate the healthcare system, the lack
of integration between the sectors,
such as primary to specialty care,
presents barriers. For example, an
internist refers a patient to a psychi-
atric clinic for treatment of schizo-
phrenia, yet the patient is told there
is an 8-week wait for a new patient
appointment, therefore becoming at
high risk for being lost to follow-up.
The outcome of silos in healthcare is
reduced access to care.!>V

The silo thought process may be
especially problematic with regard
to pharmacy benefits, as pharmacy
benefits are commonly contracted
from a separate entity apart from the
medical plan benefit.!” As a result,
budgets are separate; therefore, the
silo mentality fails to promote inte-
gration of care and can lead to cost
shifting, as each benefit plan looks
to minimize their cost for the care
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of each patient. Use of such carve-
out specialty coverage controls cost
through prior authorization and uti-
lization limits,!” yet involves another
budget and presents one more sys-
tem for a patient to navigate. Lack
of medical and pharmacy benefit
coordination discourages preventive
care and relegates decision making
to the patient (the consumer).!”!8 For
example, a pharmacy benefit plan
may cover only drugs used to control
diabetes, but not preventive therapies
such as cardioprotective agents that
prevent the progression of disease,
leaving the medical benefit plan to
cover the treatment of complica-
tions and the patient with subopti-
mal outcomes.!® Following the busi-
ness model, healthcare payers should
be a customer-focused industry and
work to transcend silos and organize
according to patients’ needs.

administratively convenient for pay-
ers. It is imperative to model health-
care outcomes across the spectrum
versus drug cost alone, to recognize
the cost savings of providing preven-
tive care versus the cost of untreated
illness, and to integrate an extended
perspective on cost savings, in order
to not only view current expenditures,
but also the impact on long-term and
lifelong economics.

There are a number of treatment
barriers specific to patients with
schizophrenia seeking healthcare;
therefore, care as usual may not meet
their needs.’>* Because of the high
rate of unemployment, many patients
are uninsured, limiting their access to
providers. Internists not trained to
work with psychiatric patients may
dismiss patients’ somatic complaints
as a component of their mental ill-
ness, hindering treatment.!’ Patients

It is imperative to model healthcare outcomes
across the spectrum versus drug cost alone.

It’s not surprising that healthcare
payer systems are fragmented, as
healthcare itself remains very frag-
mented, often with little collaborative
management. Medicine, psychiatry,
and pharmacy all remain silos, with
independent management and bud-
gets; yet all are expected to work
together for seamless patient care. For
payers, each benefit plan is challenged
to reduce costs, yet they lack access
to integrated data that would permit
evaluation of the “big picture,” as
well as whether there is any incen-
tive to manage the whole patient.
This often results in different services
working at cross-purposes to each
other. For example, the cost of a high-
ly effective drug may severely limit
its use although the cost of increased
relapse and hospitalization may be a
multiple of that drug’s annual cost.
Although the silo approach often
fails to improve outcomes and reduce
costs, it persists in part because it is

with severe mental illness, such as
schizophrenia, have a high number
of chronic medical conditions, yet the
lack of treatment integration between
the mental health and general health
sectors limits access to adequate pri-
mary care for many patients.”’ In
addition, patient perception of bar-
riers may be augmented by distrust
of providers.

A decision to stop drug treat-
ment may be made unilaterally by
the patient, by the physician, or by
both together. Reasons for medica-
tion discontinuation include the fol-
lowing?®2!:

¢ Drug-related reasons (eg, lack of
efficacy; adverse effects)—ie, rea-
sons related to drug effectiveness.

e Patient-related reasons (eg, lack
of insight regarding the illness;
misconceptions about the need
for continued treatment; cultural
beliefs; cognitive impairment).

B
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e Environmental influences (eg,
breakdown of the therapeutic
alliance; lack of family support;
cost).

Patient perception is a critical
factor in antipsychotic adherence.
Perceived risk and benefit of both the
illness and the treatment are key com-
ponents in the steps toward recovery
and strong predictors of medication
duration, symptom improvement,
and quality of life.'”?? In addition,
family and peer training can augment
patient trust of the system and over-
all positive outcomes. "

that have predictable and substantial
differences and minimal side effects.
Ultimately, all antipsychotics need to
be available, with none completely
off formulary.?

If any prior authorization is re-
quired, it should be flexible, rapid,
and responsive. Ease of access can
bolster patient confidence, which
makes selling a patient on the idea
of trying a new therapy less cum-
bersome. For example, a lengthy
approval process for a depot drug
in a nonadherent patient could be
seen as “I’'m a bad patient, I didn’t
take my medicine, and now I have to

Patients need and value open access to care.
Faster access to care means a shorter time

to remission.

Finally, overall patient satisfaction
needs to be maximized when initiat-
ing antipsychotic therapy. As with
any medical treatment, the incentive
to continue treatment is greater if the
benefit is seen sooner.

Opportunities to reduce or pre-
vent barriers. With each challenge
comes an opportunity for improve-
ment. There is little that healthcare
administrators can do to reduce the
patient and family barriers in the
care of a patient with schizophrenia;
however, we need to eliminate as
many barriers as possible to signifi-
cantly reduce system and payer barri-
ers. The goal should be the develop-
ment of systems for keeping patients
in care and medicated as much as
possible to improve long-term out-
comes. Convenience can improve
adherence; therefore, ease in obtain-
ing medication therapy is impor-
tant for maximizing positive patient
perception. Many would argue this
should include access to all available
antipsychotic drugs. At a minimum
there needs to be immediate first-
line access to antipsychotic drugs

4

get a shot.” It’s seen as punishment
and not as a convenience. If patient
perception is the key to medication
adherence and successful outcomes,
all aspects of the system should
work together to convey a positive,
customer-focused attitude toward
each patient. Escalating cost of drug
therapies demands more effective
utilization, through education and
evaluation of outcomes. This is par-
ticularly crucial with early and effec-
tive treatment. Additional resources
are needed to educate patients and
their families, and to motivate them
for what is a very challenging battle.
First-episode patients and their sup-
port systems need help to get on
board with the idea that schizophre-
nia is a significant illness that needs
aggressive treatment, which requires
significant time with each first-epi-
sode patient—time that may not be
reimbursed. Reimbursement based
on time and resources spent using
approved scales of measurement can
allow time allocation for appropriate
care. Relative to general medicine,
there are fewer objective measures in
clinical psychiatry; however, numeri-

cal rating scales are available and
should be used for consistent out-
comes measurement.

Perhaps most important, patients
need and value open access to care.
Faster access to care means a shorter
time to remission. Coordination of
care—primary care to psychiatry—
as well as rapid referral to psychia-
try will ease patient transition to
specialty care and maintain patient
confidence in the care plan."” New
patient appointments with psychia-
try need to be available without
lengthy waits. Multiple antipsy-
chotic treatment options should be
available to allow clinicians to opti-
mally match the treatment to patient
needs. As previously mentioned, if
there is any prior authorization,
it should be flexible, rapid, and
responsive, without delay of therapy
initiation.? Finally, use of early
case management is vital to support
patients at highest risk of being lost
in the system.

P&T challenges specific to men-
tal bealth. Treatment of patients
with schizophrenia is a challenge,
starting with the nature of the dis-
ease. Patients can be divided into
early responders and nonresponders,
which predict long-term response
to medication. Despite equivalent
aggressive therapy, up to 20% of
patients may not respond. Even
among responders, relapse and recur-
rence are common. Other challenges
include high patient unemployment
rate and subsequent lack of funding
for care (no insurance) and expen-
sive drug therapies. The total (direct
and indirect) excess cost of schizo-
phrenia in the United States in 2002
was estimated to be approximately
$62.7 billion. Of that amount, direct
healthcare costs accounted for $22.8
billion—including approximately
$8.0 billion for long-term care, $7.0
billion for outpatient care and pro-
fessional fees, $5.0 billion for pre-
scription drugs, and $2.8 billion for
inpatient care.?* Response to therapy
is highly variable among patients,



which can lead to patient frustra-
tion, distrust, and treatment non-
adherence. Co-occurring disorders
such as substance abuse are com-
mon and contribute to treatment

Table.
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nonresponse and nonadherence. All
of these factors need to be consid-
ered regarding formulary guidelines
for the treatment of patients with
schizophrenia.!?21:2526

Consideration for early, aggres-
sive treatment. The goal of early,
aggressive treatment is to reduce the
overall burden of the disease to each
affected individual and to society.

Basing Treatment Decisions on Systematic Measures of Antipsychotic Response®

The Initial Drug Trial

Other Considerations in Treatment Change Decisions

1. Have a treatment plan. Set
response expectations for each
patient. Quantify target signs
and symptoms at baseline and
evaluate over time.

2. During the trial of the first drug,
measure response early and
over time using rating scales,
and predict future response if
possible. Optimum doses vary
among patients and stages of
schizophrenia; later episodes
may require higher doses than
the first episode.

3. To measure response, use
validated assessment tools such
as the Brief Psychiatric Rating
Scale (BPRS) and the Positive
and Negative Syndrome Scale
(PANSS). If the patient does
not respond after a short trial
(eg, 2 weeks), treatment change
may be necessary.

1. If response is inadequate, reconsider the diagnosis. Consider a comorbid
condition affecting treatment response (eg, substance abuse, hypothyroidism,
or urinary tract infection in the elderly patient).

2. Ensure that the patient is adhering to treatment. Use direct observed
therapy, alternate dosage forms (liquids, rapid dissolving, or long-acting
intramuscular). Monitor with blood levels, particularly in nonresponders, to

ensure a therapeutic concentration.

3. Execute only 1 change at a time in the treatment plan.

4. Consider whether dosing is optimal. Dose increases should be done

cautiously, with the use of rating scales.

5. Psychosocial interventions may add some benefit.

6. Irrational prescribing of adjunctive drugs (mood stabilizers, anticonvulsants,
and additional antipsychotics) complicates response assessment and
adverse event risk. We cannot accurately predict who will respond early.
Sometimes another week of monotherapy may prove the original drug
to be effective. Although use of polypharmacy is common, evidence that
adding another atypical antipsychotic will yield a more robust response is
inconsistent at best. Polypharmacy will not always alleviate adverse effects
of an antipsychotic. If adverse effects occur, first consider dose reduction.
Polypharmacy may have inadequate justification and unpredictable results.
Monotherapy is easier to monitor, interpret, and document; easier for

patients; and may be more effective.

7. Switching atypical antipsychotic agents may benefit patients who do not
respond to an initial antipsychotic. The process for switching varies; however,
a period of overlap may be recommended to maintain therapeutic levels and

avoid withdrawal effects.

8. Switching carries some risk, because the new drug’s effectiveness for this
patient is unknown, and its adverse effects may be different. Switching is
common due to patient dissatisfaction with their current medication.

9. We do not yet have conclusive data to recommend particular drugs to
increase response under particular clinical circumstances. Data that suggest
preference for one antipsychotic over another are based on longer trials
beyond the scope of this article. When switching, it is best to weigh the
potential for better efficacy against the risk of adverse effects. Family history
may identify patients at risk for many conditions. Genetic testing may be
available in the near future. Effective safety monitoring begins with charting
good baseline data in potential problem areas.

Adapted from Kane JM, McEvoy JP. ] Manag Care Pharm. 2007;(suppl):1-8.
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Early and effective pharmacologic
intervention for all patients with
new or recurrent psychotic symp-
toms may improve both short- and
long-term outcomes.?” In acute-phase
schizophrenia—whether first episode
or relapse—prompt antipsychotic
treatment is recommended to reduce
emotional distress, minimize disrup-
tion to the patient’s life, and reduce
the risk of dangerous behaviors.?!

and disability, evaluation of cost-
effectiveness with psychiatric drugs
is imperative.?>3* While it is not cur-
rently possible to predict which indi-
vidual patient will do best on which
individual antipsychotic in patients
who have not previously taken anti-
psychotics, it is well-established that
administratively forcing a patient to
switch off an antipsychotic medica-
tion that they are stable on usually

With respect to the treatment of schizophrenia,
use of formulary restriction policies has been
associated with higher rates of medication
discontinuation and of hospitalization, with
only a minimal decrease in pharmacy costs.

Continuous maintenance appears
to prevent relapse more effectively
than intermittent treatment strat-
egies, in which antipsychotics are
discontinued after remission and
restarted when symptoms of impend-
ing relapse occur.???% Formularies
should reflect these findings and sup-
port clinical practice guidelines for
use of early, aggressive therapy in all
patients with schizophrenia.

Options for nonresponders. Given
the complexity of this illness, for-
mularies need to consider options
for patients with schizophrenia, and
not just the portion that are early
responders with sustained relapse-
free recovery. Formulary consid-
erations for psychiatric drugs are
similar to those in other areas of
medicine; however, significant inter-
patient variability and high nonre-
sponse rates confound the restriction
of therapies. Up to 20% of patients
with schizophrenia and one third
with depression do not respond to
first-line therapy.”” Because nonre-
sponse can lead to an increase in
healthcare utilization (clinic visits,
hospitalization, other nondrug costs)

results in poorer outcomes. “Fail-
first” formularies that require failure
of a preferred agent for authorization
of second-line therapies often focus
on acquisition cost for determina-
tion of the first-line agent. However,
not all organizations base decisions
on acquisition cost alone and often
find it more valuable to look at costs
beyond acquisition price of drugs for
the treatment of schizophrenia.

Less is known about the effect of
formulary cost-control policies in psy-
chiatry than general medical condi-
tions.3! Therapeutic substitution and
preferred medication policies assume
high substitutability among the drugs
in a class; however, this may not be
the case with heterogeneous psychi-
atric patients.’® The cost savings in
drugs may result in escalation of costs
in other healthcare expenditures.®
Ethical issues must be considered in
formulary restriction. Based on the
code of psychiatric ethics, the New
Jersey Psychiatric Association recom-
mended that formularies use evidence
and consensus with psychotropic for-
mulary decisions, maintain the rights
of patients for their preference, avoid
use of mandatory “step therapy,” and

maintain emergency access to drugs
during the appeals process.®

With respect to the treatment
of schizophrenia, use of formulary
restriction policies has been associated
with higher rates of medication dis-
continuation and of hospitalization,
with only a minimal decrease in phar-
macy costs despite decreased nonpre-
ferred drug use.*? Another cohort
analysis found a similar shift toward
preferred formulary agents, with
minimal cost benefit.* A closed for-
mulary or cumbersome prior author-
ization process discourages aggres-
sive therapy escalation or treatment
of resistant patients and sends the
message to the patient that they are
difficult to treat. In addition, lengthy
prior authorization procedures can
delay initiation of therapy.3*

Therefore, many providers argue
for availability of all antipsychotics,
particularly given patient variability
in response (Table).>*3 Some suggest
that wider availability of agents, both
traditional and atypical antipsychotics,
could decrease expenditures,’” by
increasing the chance of using the
best drug for each individual patient.
Concerns regarding restriction were
prominent in the development of
Medicare Part D, wherein the Centers
for Medicare & Medicaid Services
guidelines require Medicare plans
to cover “all or substantially all”
antidepressants and antipsychotics.?
Whenever possible, patients should
be treated based on clinical and medi-
cal history.* If a person is shown to
do well on a particular drug, then
that drug should always be imme-
diately available. Access to an open
formulary allows patient and pro-
vider coordinated decision making
and an increased chance of positive
“perceived medication benefit” and
medication adherence. As part of rou-
tine medication management, P&T
committees should utilize provider
education, to prevent inappropriate
use of antipsychotics and to change
prescribing practices, rather than
restrictive policies.?*¥



In reality, the great divide in the
cost of treating patients with schizo-
phrenia is between the responders
and nonresponders as well as the
adherent and nonadherent. Despite
the similarity in medication cost,
the total healthcare cost of treating
the robust responders is about half
the cost of treating the early nonre-
sponders.”> We may not be able to
predict which patient will be a robust
responder versus a nonresponder, or
from which particular antipsychotic
drug they will get the best therapeu-
tic response. However, in the end,
similar to treatment of cancer, change
seems inevitable, and the drug you
start with isn’t always the drug you
end with. A diverse antipsychotic for-
mulary allows care providers to direct
therapy to each specific patient.3%*°
Clearly, a formulary must be main-
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tained for containment of escalating
medication costs. Open formular-
ies allow for provider autonomy,
but they do not align with clinical
guidelines for assurance of safe and
efficacious treatment. Restricted for-
mularies have proven pharmacy cost
savings, but these savings are not
necessarily quantified across the care
system. Cost of drugs alone cannot
quantify quality of care.32334

CONCLUSION

Treatment of patients with schizo-
phrenia presents many challenges,
by nature of the disease, patient bar-
riers, and silos of care. Use of early,
aggressive treatment, in combination
with personalized treatment match-
ing, a well-structured support sys-
tem, and a coordinated care plan,
gives the best chance for recovery.

DISCLOSURES

P&T committees are challenged
with containing expenditures, yet
maximizing patient outcomes and
safety. Standard formulary man-
agement cost controls are a para-
dox when used with schizophrenia.
Although intended to streamline
care and decrease costs, restrictive
policies may not meet the needs
of patients with schizophrenia, and
data to date do not support their
association with positive patient
outcomes. Implementation of EBM
is best suited to meet the needs of
patients, and can play a significant
role in overall healthcare expendi-
tures. EBM can help bridge the gap
between open and restrictive sys-
tems, with integration of effective-
ness, tolerability, patient preference,
and provider experience, to optimize
patient outcomes.
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