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Report Preparation

Background and Purpose

This report is the seventh in a continuing series of reports initiated by the Medica Directors Council
of the National Association of State Mental Hedlth Program Directors (NASMHPD). The purpose
of these reports is to provide information and assistance to state mental health directors on emerging
dinicd and service system issues. The technical report topics are identified by the NASMHPD
Medicd Directors Council in conjunction with NASMHPD leadership. Reports in the series are
developed by members of NASMHPD divisons, NASMHPD éffiliates, and outside experts.

New pharmacologica agents for the trestment of persons with psychiatric disorders have increased
the options for medica treetment of this population. The diversity of medications now available,
aong with the increased safety of many of the new agents, has created new opportunities for the use
of multiple medications for a single condition. This thergpeutic opportunity, however, comes with
limited data on the safety and efficacy of these medications used in combination. The subject of
polypharmacy, or the use of multiple medications in a dngle patient, requires thoughtful
examination of its acceptability asamode of treatment for persons with psychiatric disorders.

The purpose of this report is to review the most recent information on the use of polypharmacy, to
outline guiddines for the use of polypharmacy, and to make recommendations that decrease the
inappropriate use of multiple psychiatric medications in patients with psychiatric illness. This report
is directed to dinidans public menta hedth commissoners, consumer &ffairs representatives,
Medicad directors, and policy makers to help evauate the use of polypharmacy in psychiatric
populations.

Preparation of Report

This report was prepared from proceedings of a meeting held May 3-4, 2001, in New Orleans,
Louisana Mesting participants included representatives from NASMHPD, date departments of
mentd hedth, and mentd hedth consumer organizations. A facilitator directed the discusson to
guide the crestion of a document and a technical writer was present during the mesting to record the
proceedings. A lis of paticipants and ther affiliations is included in Appendix 1. The views
expressed by the participants are their own and do not necessarily reflect the views of the
organizations they represent.

Prior to the meding, participants reviewed literature pertaining to polypharmacy in psychiatry
(Appendix 2). The materiads provided background information to help ground the discusson in a
shared context and guide the group's deliberations. This report builds on information presented in
the literature and incorporates information related to the use of new psychiaric medications from
meeting participants, reflecting their thoughts and experiences.



Editorial Review

A technicd writer and an editor prepared the initial drafts of the report. Drafts were distributed for
review and comment to al meeting participants and members of the NASMHPD Medica Directors
Council's Editorid Board. The final report was reviewed, amended, and approved by the
NASMHPD Medica Directors Council and does not necessarily reflect the viewpoint of the
NASMHPD membership.



Problem Statement

| ssue Definition

Polypharmacy refers to concurrent use of multiple medications in a sngle patient. Traditiondly,
polypharmacy has a negative connotation, implying an ingppropriate or irrationd use of multiple
medications. The use of multiple medications can sometimes be an effective clinica intervention,
however. The degree of risk and benefit associated with polypharmacy varies depending on the
medi cations used and the characterigtics of the patient.

In the published literature “polypharmacy” is used to refer to very different Stuations across
different articles. Since common usage of the term is very imprecise, in assessng any study or
opinion on polypharmacy it is important to be specific when interpreting the context of the Stuation.
Unless otherwise specified, ‘polypharmacy’ in the text of this report will refer broadly to the use of
two or more psychiaric medications in the same patient. For the purpose of this report,
polypharmacy has dso been divided into the following five categories that describe the impact and
appropriateness of polypharmeacy in greater detail:

1) Same-Class Polypharmacy: The use of more than one medication from the same
medication class (eg. two sdective serotonin reuptake inhibitors, such as fluoxetine plus
paroxetine).

2) Multi-Class Polypharmacy: The use of full therapeutic doses of more than one medication
from different medication classes for the same symptom clugter (e.g. the use of lithium aong
with an atypica antipsychotic, such as fluoxetine plus dlanzapine for trestment of mania).

3) Adjunctive Polypharmacy: The use of one medication to treat the side effects or secondary
symptoms of another medication from a different medication class (e.g. the use of trazadone
aong with buproprion for insomnia).

4) Augmentation: The use of one medication a a lower than normal dose along with another
medication from a different medication class at its ful therapeutic dose, for the same
symptom cluster (e.g. the addition of a low dose of haoperidol in a patient with a partid
response to risperidone) or the addition of a medication that would not be used aone for the
same symptom clugter (eg. the addition of lithium in a person with mgor depression who
is currently taking an antidepressant).

5) Total Polypharmacy: The total count of medications used in a patient, or total drug load.
Condderation of tota polypharmacy should include prescription medications, over-the-
counter medications, dternative medica thergpies, and dlicit pharmacologica agents.

Defining polypharmacy as occurring in one of the above categories only partialy addresses the
complexities inherent in polyphamacy. For one, medications are arbitrarily grouped into
medication classes, which do not aways reflect their degree of pharmacological smilarity. When
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class refers to target symptom cluster, such as “antidepressant” or “mood stabilizer”, it encompasses
medications with very dissmilar mechaniams of action. When class refers to mechanism of action,
such as “tricydic antidepressant” or “SSRI”, the medications encompassed are very similar. In this
paper, drug class refers to mechaniam of action. In addition, some medications taken aone have
effects on multiple neurotransmitters. The atypica antipsychotics, for instance, block the action of
several neurotransmitters in the brain, and have been referred to as "polypharmacy-in-a-pill' due to
their complex mechaniam of action. A recent trend of having single medications approved for
multiple indications adds a further degree of complexity.

Polypharmacy has severd negative consequences inherently associated with it.

The use of multiple medicationsincreasestherisk for medication-related adver seeventsand
drug interactions. For example, the concurrent use of the antipsychotic medications
risperidone and clozapine has been observed to increase the amount of clozgpine in the
patient's body, potentially increasing the risk of adverse events associated with clozapine.

The use of multiple medications creates a more complicated drug regimen for the patient,
potentially making compliance more difficult. Similarly, it has been demonstrated that
patients who perceive they are taking too many medications are less likely to comply with
their drug regimen.

Multiple medications may confound the effects of one another. In a patient taking multiple
medications, a prescriber may not be able to distinguish which medications are helping, and
which are causing problems for the patient.

Where medications are used to treat the Side effects of other medications, polypharmacy
potentially creates the need for more medication, thus contributing to the problem.

Fndly, many new medications are expensive, and the costs of the medication must be borne
by the patient or another payer. When the cogts exceed the payer's ability or willingness to
pay, the patient may be forced to choose which medications they receive.

There are dearly Stuations in which polypharmacy is appropriate or even necessary. The use of
some medications in combination, such as the use of multiple mood dabilizers in a patient with
bipolar disorder, is a common, accepted practice in psychiatric care.  The use of multiple
antipsychotic medications concurrently may be judified when providing acute treatment of
symptoms during intiation of therapy with an atypica antipsychotic, during a crossteper period
where one medication is being replaced for another, or when dl other thergpeutic options for treating
the patient with a Sngle antipsychotic medication have failed.

Historical Framework

Medications for the trestment of severe mentd illness became widdy used in the 1960s after the
introduction of the antipsychotic, chlorpromazine, and the mood dabilizer, lithium. By the early
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1970s, same-class polyphamacy for schizophrenia usng multiple antipsychotic agents was
increasng in use, despite litle dinical rationale. Research in the mid to late 70's clearly showed
that same class polypharmacy with typicad antipsychotics had no advantage over use of a sngle
medication and caused additiond problems. Subsequently, same-class polypharmacy has been
consdered ingppropriate, particularly with antipsychotic medications. Provider education and drug
utilization review procedures have higtoricaly focused on diminating this practice.

In the 1980s, polypharmacy was rady mentioned in the psychiaric medica literature, as the
practice had subsded and the issue was less rdlevant. The introduction of new types of
antipsychotic medications in the mid-1990s, as well as numerous other psychiatric medications, has
made polypharmacy an issue again, snce precribers are able to experiment with combinations of
the new agents. Now the issue has become more complicated. The medications are more advanced,
new medication combinations have more dinicd rationde to support them, and more combinations
are possible. Case studies and anecdotal evidence point to Stuations where the use of polypharmacy
has alowed patients who were previousy unresponsive to a single medication to be successfully
treated with multiple medications. Due to the lack of rigorous scientific evidence on the use of
multiple psychiaric medications, however this issue needs to be further explored.
Recommendations need to be developed to guide practitioners in assessng the appropriate use of
combinations of psychiatric medications.

Current Prevalence

The use of multiple antipsychotic agents is a common practice. In Missouri, 25% of acute care
patients and 33% of hospitdized patients are usng more than one antipsychotic agent. Meeting
participants agreed that the use of multiple psychiatric medications has been increasing steadily over
the past decade.

Attempts to monitor and manage the inappropriate use of multiple antipsychotic agents appear to
have been successful in some states.  In lllinois, for example, a drug utilization review sysem has
been edtablished to minmize the use of muitiple antipsychotic agents.  Prescribers must receive
approva for greater than 10 days of concurrent antipsychotic use. Long-term use of concurrent
antipsychotic use in Illinois appears to be lower than that observed in severd other states. Where
multiple antipsychotics are being used, it often condsts of the concurrent use of a depot typica
antipsychotic medication with an ord atypica antipsychatic.

Scientific Evidence

There is very little research that examines the concurrent use of multiple antipsychotic medications.
Those that do are generdly ether open-labeled trids or case dudies. These dudies typicdly
invedtigate the effect of adding an atypica antipsychotic to clozapine, or the effect of adding a
typicd antipsychotic to an atypicd antipsychotic. All studies have shown some positive effect;
nonetheless, randomized, controlled clinical trids have not been conducted. In addition, most
gudies are short-term and involve predominantly white male patients. Variation in drug response
or adverse reactions by sex or ethnicity cannot be adequately assessed. The long-term effects of

polypharmacy remain largely unknown.
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A recent study examined the medica records of 88 patients from 1983 to 1993 to determine
indicators that predict mortality in schizophrenic patients.  Investigetors found that the maximum
number of antipsychotic medications that patients took concurrently was a significant predictor of
mortdity. Indicators such as the average daily dose or totd lifetime dose of antipsychotics failed
to show datistical sgnificance, suggesting that the difference in mortality was not due to disease
severity aone.  The authors attributed increased mortdity to the cardiovascular effects of typica
antipsychotic agents, as wdl as and the interaction between the medications and other medical
conditions, such as asthma.

Literature that provides guidance on the use of multiple antipsychotics is dmogt entirdy based on
consensus Statements or expert opinion.  In generd, such literature recommends that the combined
use of typical antipsychotics is inappropriate, while combining atypical and typica agents or two
atypical agents may be appropriate, under certain circumstances.

The primary reason a patient may receive more than one antipsychotic agent for an extended period
of time is when a gngle medication is not effective. In order for this use to be judtified, the patient
fird should receive adequate trials on severa single antipsychotics. In reviewing past trids of
antipsychotics, the dose and duration of therapy of angle agents must be considered in order to
evauae the medication's effect. A medication does not reach a consistent concentration in the body
until at least 5 hdf-lives after the initiation of therapy. The clinica effect of the medication may
not be seen until weeks later. Therefore, a vdid trid to determine the effectiveness of a psychiatric
medication should alow at least 21 days of continuous use on the same dose for assessment of its
response.

Circumstances in which multiple antipsychotic agents may be appropriate for temporary use are
during medication changes and acute treatment. When medications are changed, there is a crossover
period in which the dose of one medication is tapered down while another is tapered up. The old
medications mugt be used concurrently with the new until the new medication takes effect. The
prescriber must carefully avoid the ‘ crossover trap’ where the patient shows clinical response before
completion of the crossover and both medications are continued indefinitely.  In acute situations,
a typica antipsychotic may be used to provide immediate symptom resolution, while an atypicd
agent is initiated for long-term therapy. Care must be taken that acute use does not become chronic
use through repetitive "as needed” and "one-time" use of the second agent.

More research exigs regarding the use of multiple antidepressants for trestment of major depression.
Since the 1970's, the efficacy of tricydic antidepressants in combination with monoamine oxidase
inhibitors has been well established. More recently, smdl studies have demondtrated the efficacy
of tricyclic antidepressants in combination with selective serotonin reuptake inhibitors. There are
aso individud studies or case reports that report on other combinations of newer antidepressants,
but they are not of sufficient power to support a broad conclusion of efficacy.

Support is stronger for the use of multi-class polypharmacy with mood gabilizers for the treatment

of bipolar disorder. Research exids to support the efficacy of combinations of lithium and vaproic

acid, lithium and carbamazepine, and carbamazepine and valproic acid. In addition, there is

auffident support for the use of antipsychotic agents in combination with mood stabilizers for the
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trestment of mania Evidence is growing to support the effectiveness of topiramate and lamotrigine
as part of a multi-dlass polypharmacy combination when used aong with other mood stabilizers.
However, evidence is aso beginning to demondtrate that gabapentin will not prove effective as part
of a multi-class polypharmacy regimen. The evidentid lack of effectiveness of gabapentin in
combination with other mood stabilizers is an important reminder to prescribers to remain skeptica
of polypharmacy approaches until proven.

An examination of current treatment guiddines for schizophrenia, bipolar disorder, and depression
reveds varied degrees of acceptance of polypharmacy in these psychiatric conditions. In
schizophrenia, only one of three mgor guiddines includes polypharmacy as a part of the dgorithm.
The Texas Medication Algorithm Project (TMAP) guideline for schizophrenia includes the use of
more than one antipsychotic agent in a patient at the sixth step of the algorithm, after the patient has
faled as many as 5 steps of monotherapy. The American Psychiatric Association (APA) and the
Expert Consensus Guiddines Series do not address antipsychotic polypharmacy as dther a
therapeutic option for schizophrenia or as a problem to be avoided. Both guidelines recommend
augmentation polypharmacy with medication from other classes after severd failed trids of single
antipsychoatics.

Both the TMAP and the APA guidelines for mgjor depressive disorder recommend polypharmacy
with different classes of antidepressants after severd trids of different sngle antidepressants.  The
TMAP guiddines recommend usng augmentation polypharmacy with non-antidepressant
medication as early as the second step after using a single antidepressant and before using multiple
antidepressants.  The APA guidelines present either antidepressant polypharmacy or augmentation
polypharmacy as being gppropriate following multiple trids of a sngle antidepressant.

For bipolar disorder, the use of more than one mood sabilizer is considered appropriate early in the
course of treetment. The TMAP agorithm for bipolar disorder recommends adding a second mood
dabilizer in the second step of the treatment process. This is clearly a different message than we
see with the antipsychotics, and is probably reflective of the relaive safety of the mood stabilizer
class of medications and the avalability of a grester number of medicaions with different
mechanisms of action.

Practice | ssues

New pharmacological agents for the trestment of psychiatric conditions represent a significant
advance from thar predecessors. Medications introduced for schizophrenia, depression, and bipolar
disorder in the past decade are at least as effective as the agents preceding them, and have been
shown to have less adverse side effects on patients. The expanded selection of agents gives
prescribers more adternatives from which to desgn a course of treatment for their patients. The
safety profile of these agents dlows for experimentation with medication combinations.  While
polypharmacy is often judified when a paient fals a series of trids on sngle medications, it is
aways necessary to remember these are potent agents. The concurrent use of any medications
increases the risk for serious, unanticipated effects.



The avaladility of severa new medications to treat severe psychiatric conditions chalenges
prescribers to reconcile the recovery principle of seeking more symptom improvement for ther
patients with the dinicd principle of being pharmaceutically parsmonious. To facilitate baancing
these concepts, prescribing must be focused on heping the patient as a whole, rather than on simply
tregting the patient’s symptoms.  Patient involvement in the assessment of risk and benefit when
meking medication decisons helps balance the desire for additional symptom resolution againgt the
risks of increesing the patient's medication burden. Before dtarting a new medication, strong
congderation should be given to reducing the number of medications a patient is currently taking.

The patient is the primary source for obtaining information to be used in a prescribing decison.
Improving communication with the patient is likely to be the most effective way to eiminate the
unnecessary or ingppropriate use of polypharmacy. Involving the patient in the clinical assessment
and treatment selection can improve the patient’s compliance with, and sdf-monitoring of, their
medication treatment.

A review of the patient's past medication use can identify previoudy successful and unsuccessful
treatments and should include review of the rationale for each of the patient’s current medications.
A complete history of how the patient arrived at their current medication regimen provides the
prescriber with an understanding of which medications are no longer working, which medications
may be causng problems for the patient, or which medications are unlikdy to work in the future.
By reassessing the rationde for usng each medication, and evauating the effectiveness of each
medication in relation to its intended purpose, the prescriber and consumer may be able to reduce

polypharmacy.

For the patient, symptom reduction is not always the same as problem resolution. A patient may
face trandent problems that cause anxiety or depresson and may need assistance working through
their problems, rather than an increase in their medications. When they are successfully trested,
patients with severe psychiatric illness may begin to grieve the losses they've experienced in life as
a reault of ther condition. Peatients may experience anxiety, worry, and depression due to lacking
resources and support. Support may be needed to help them move through the grieving process.
Effective communication can hdp the prescriber work with a patient to hep resolve or work through
problems, rather than to smply trest their problems with medications. Psychosocid trestment and
support, such as assstance with housng, employment, and socid support, may prove as essentia
to the patient’ s treatment as medication therapy.

To minmize mantaning the patient on unnecessary medications, the prescriber and patient should
discuss the outcomes they expect from the addition of any medication. Petients are likely to base
improvement on how they fed and how they function, whereas the physician may measure
improvement as a change in target symptoms or the frequency with which the patient returns to the
office. Clearly defined outcome will result in shared expectations. It will then be easier to assess
the vdue of a medication in the future. A common vision of a reasonable outcome when therapy
is initiated makes identifying an ineffective medication easier, decreasing the risk of polypharmacy.
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Communication across hedth care systems can aso improve the efficiency of a patient's medication
regimen.  With every change of setting or change of dlinician, the patient risks sarting a different
set of medications. Different providers may have a different perspective on the patient’s case and
on the rationde for the patient’s thergpy. The better the patient’s therapy is coordinated, the more
consistent and rationd the patient’s medication therapy will be,

The use of polypharmacy is unlikdy to dminish in the future. Many new psychiatric medications
are currently in development, several of which may offer new approaches to tregting psychiatric
conditions. The current reimbursement structure for hedth care services generdly does not provide
incentives for improving communication across health care providers or for spending additiona time
with patients. Medication therapy is less expensive, easer to ddiver, and easer to control than other
forms of psychiaric trestment. Increasing dinician time with the patient, improving communicating
across the hedth care sysem, and providing socid support is more difficult to judify for
relmbursement.

Special Populations
Children

Pharmacologica treetment of children with psychiatric disorders is increesing, despite the limited
avalability of supporting evidence for its effectiveness. A recent policy statement from the
American Academy of Child and Adolescent Psychiairy briefly addressed polypharmacy, stating
“lile data exig to support advantageous efficacy for drug combinations,” and, “current dinicd
‘state-of-the-art’” supports judicious use of combined medications, keeping such use to clearly
judtifiable clinical circumstances”

Only five psychiaric drugs—methylphenidate, dextroamphetamine, imipramine, sertrdine, and
fluvoxamine—are currently approved by the US Food and Drug Adminigtration for use in children.
All other usage of psychiaric medications in children is off-label. The costs of and obstacles to
medication trids in children are great, and continue to limit research in this area.

Same-class polyphamacy is very rare, if not completely unused, in children. Multi-class
polypharmacy and augmentation thergpy are used, but data are not avalable to identify the
prevdence. The May 1999 issue of the Journa of the American Academy of Child and Adolescent
Psychiatry includes a series of articles providing an up-to-date review of the use of psychiatric
medications in children. The only mention of polypharmacy in the series of articles refers to multi-

class polypharmacy.

Degpite the complexity of assessng and managing psychiaric conditions in children, external
factors will likely continue to propd the growth of psychiatric medication use in children. A
shortage of child psychiatrists has increased pressure to treat psychiatric conditions in children with
medications. Managed care plans would rather deploy scarce resources toward medication trestment
than consultation, which requires a greater amount of physician time and overdl expense.
Pediatricians and family practitioners are treating children in their practice, and have become more
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comfortable with prescribing psychiaric medications to children. In addition, utilization review
procedures reward the use of pharmacologica treatments for psychiatric conditions.

Our culture continues to support, if not promote, the use of medications to dleviate problems.
Factors such as school performance continue to drive the use of medication, as parents and teachers
seek to improve educational outcomes for their children. Changing children’s behavior with
medication can obscure the need for families, schools, and communities to improve the
environments in which children live. Greater research and guidance on the use of medications in
children is needed to understand the implications of polypharmacy in this population.

Elderly

Specia characteristics of this rapidly growing ssgment of the population increase their risk of
problems related to polypharmacy. Multiple medica comorbidities in the dderly often lead to the
use of multiple medications and trestment by multiple medicad providers. Psychiatric conditions
are often underrecognized and undertreated in ederly individuals and ederly patients who receive
trestment are more likely to be treated with medications than with psychosocid intervention. Little
research has been conducted which focuses on the use of medications in elderly persons.

Medica comorbidity is common elderly persons. The symptoms of disease and aging confound and
complicate medication treatment. Hedlth care providers are less able to distinguish the actua source
of a patient's hedth problems. Medica comorbidities may render a patient more sengtive to the
effects of medications and increase the likelihood of polypharmacy.

The tretment of multiple medica conditions often requires multiple medications. In ederly
patients, the use of polypharmecy is the rule rather than the exception. Elderly persons currently
indude 13% of the population and consume 33% of the medications in the United States. Elderly
patients in the community take an average of 9x medications, and dderly patients in nursng homes
take an average of nine. Prescribing medications in the elderly is made more complex by changes
in ther ability to metabolize medications and variation in their response to medications. An elderly
patient is more vulnerable to drug interactions and medication Sde effects than a middle-aged adult
is. Greater basdline medication use in ederly patients makes medication interaction problems more
difficult to avoid.

An dderly pdient is often recalving treaiment from multiple hedlth care providers. Primary care
providers are the most common source of psychiatric care services for this population. Hedth care
providers will often be unaware of what other providers are prescribing unless the patient actudly
brings medications to therr office vists for review. Without coordination of hedthcare services,
prescribing to this populaion occurs in the absence of fundamentd information and without any
means for a prescriber to anticipate medication problems,

Elderly petients receiving trestment for psychiatric conditions are much less likely to receve
psychosocid intervention over pharmacologicd therapy. This occurs despite evidence that cognitive
behaviord therapy works wdl with elderly patients. Although ederly patients are more likely to
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recelve medications than psychiatric treatment, when forced to choose among multiple medications,
the elderly often choose not to receive their psychiatric medication.

Fndly, there is a lack of research tallored to the use of medications in ddely patients.
Pharmaceutical studies are typicdly restricted to participants 18 to 65 years of age. Despite limited
research, there is emerging evidence of the effectiveness of psychiatric medications.  Treatments for
depression, psychoss, and Alzhemer's disease have proven to benefit this populatiion. However,
minima research could be identified that focuses on the effects of using multiple psychiatric
medications concurrently in elderly patients.

When usng psychiaric medications in elderly patients, a few recommendations can be followed to
minmize problems. Same-class polypharmacy is generaly discouraged. The use of
benzodiazepines, traditional antipsychotics, and tricydic antidepressants should be restricted.
Atypicd antipsychotics and SSRIs ae favored over typicd antipsychotics and tricyclic
antidepressants. The concurrent use of donepezil with an antidepressant or antipsychotic medication
may be judified for providing cognitive enhancement adong with treatment of behaviora problems
in patientswith Alzheimer’s disease.
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Consensus by Participants

The history of medicine includes many examples where limited knowledge has led to the widespread
acceptance of practices that were later found to be inappropriate. The explosion of new medication
therapies for the treatment of psychiatric illness since the late 1980's has resulted in a marked
increase in the use of dl types of polypharmacy. Psychiatrists and pharmacologists have not
generated research and discussions throughout the field that was required to temporarily resolve the
issue in the 1970’'s.  As limited evidence is currently available to support the use of polypharmacy
in psychiatry, this practice must be approached with caution.  Currently, there is no evidence to
judify same-class polypharmacy. There is growing evidence of a wide range of Stuations where
multi-class polypharmacy, adjunctive polypharmacy, and augmentation are safe and effective
treatments. In the face of this evidence, however, total polypharmacy is a growing concern.  This
section outlines practices that meding paticipants fdt were indicative of appropriate and
inappropriate polypharmacy practices, and provides recommendations for hedth system changes
that could be implemented to encourage the appropriate use of polypharmecy.

Recommendationsfor Patients and Prescribers

Medting participants agreed that the following practices represent appropriate practice before,
during, and after adding additiond psychiatric medications to a patient’s medication regimen:

Before adding a second medication to a patient, the fallowing are considered appropriate
practice:

o For most psychiatric disorders, at least 2-3 trids of monotherapy with chemicaly
diginct classes of agents should be tried prior to treatment with multiple agents.
Actud practice will vary by disorder. When polypharmacy is to be used, accepted
evidence-based guidelines, if available, should be followed.

o After faling therapy on Sngle agents, the patient’s psychiatric diagnosis should be
reevauated before initiating thergpy with multiple medications.

o Only one medication should be changed at atime. In order to assess the adverse
effects of and therapeutic response to a medication, only one actual medication trial
can be monitored and evaluated at any time.

o The firg thing a dinician should consder when a patient does not respond to a
medication is whether the paient is taking the medication correctly, if a al.
Therefore, consider the patient’'s current adherence to treatment before adding
medications. To increase adherence, preference should be given to the smplest
effective treatment regimen. Many psychiatric medications can be dosed once a day
and very few need more than twice aday dosing.
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Before adding additiond agents, a angle medication should be given adequate time
at an effective dose to produce a thergpeutic response. This includes at least 5 half-
lives at a angle dose to reach a steady blood concentration, plus additiona time to
evduate the clinicd response and adverse effects of the medication.  For
antidepressants and anti-anxiety medications, severd weeks are often needed to
evduate dinica response and adverse effects.  For antipsychotics and mood
gabilizers, several months may be required for response.

An important aspect of polypharmacy is drug-drug interactions. A maority of
psychotropic medications pharmacokingtic drug interactions are due to the
Cytochrome P450 System (CYP450). Clinicdly dgnificant drug interactions are
involved in problematic drug Sde effects and ingffective pharmacotherapy. These
interactions may be life threstening. Drug-drug interactions are understandable and
preventable if a clinician has a comprehensve underganding of the liver enzyme
system, CYP450. An excdlent dinicd reference is the APPI "Concise Guide to The
Cytochrome P450 System: Drug Interaction Principles for Medicd Practice” by
Cozza and Armstrong, 2001.

The prescriber and patient should define what they consider to be an acceptable
response to the new medication and what type of response would result in
discontinuation of the new medication.

The patient should be educated on how long the medication will take to reach its
maximum effect, and what kind of effects the new medication is expected to
produce.

The patient’s functioning should be considered more important than treatment of the
patient’s symptoms. For example, the use of sedating medications may reduce some
of the patient’s symptoms, but may unfavorably reduce the patient’ s functioning.

Consder trestment dternatives, such as the use of psychosocid interventions, before
prescribing an additiona medication.

Before prescribing additiona medication, the patient’'s totd drug load should be
addressed to consder the patient's ability to adhere to a more complicated
medication regimen.

The patient’'s ability to pay for or otherwise obtan ther medicaions should be
considered when adding to their therapy.

Before adding an additiona medication to a patient's total drug regimen, al other

remedies the patient is currently taking should be addressed, induding over-the-
counter medication use, cultura remedies, herba remedies, and illicit drug use.
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Before adding an additiona medication to a complex patient, the frequency and
duration of physician vists should be increased to alow for proper assessment of the
patient's current medication regimen.

During treatment with multiple medications, these considerations should guide therapy:

(0]

The prindple of ‘start low, go dow’ should be followed when initigting new
medications, particularly in ederly and pediatric patients.

Drug interactions should be anticipated and monitored when an additiona
medication is added. If an interaction drug is added, blood levels of interacting
medications should be checked where appropriate. For example, adding fluoxetine
to clozapine has been associated with at least one reported death in the literature.

The prescriber should communicate with al other hedth care providers involved
with the patient.

Interventions to improve adherence with and access to medication therapy need to
be identified and implemented.

For patients in an inpatient fadlity who have had thar medication dose or regimen
recently changed, time should be alowed for appropriate assessment of response
before the patient is discharged or further medication changes are made.

Bioethnic differences should be considered when assessing a patient's response to
medications.

After the patient has been using multiple medications, the prescriber should consider the
fallowing points when monitoring ongoing thergpy:

o

Congderation should be given to discontinuing medications that do not yield the
expected response.

Cross-tapers initiated to switch the patient from one medication to another should be
completed.

Petients who are usng muitiple medications, and who are potentidly suffering from
medication-related problems, should be considered for a wash-out period as a part
of reassessment. If possble, the medication regimen should be smplified by
dropping psychiaric medicaions in order to reassess the patient close to basdine.
This does nat have to involve removing al of the patient’'s medications.
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The following ingppropriate use of polypharmacy should be avoided:

In generd, same-class polypharmacy should not be used to treat the same symptoms in a
patient.

More than one medication from any of the following medication classes should not be used
inasngle patient:

Typicd antipsychotics (haloperidol, fluphenazine, etc.),

Sdlective serotonin reuptake inhibitors (paroxetine, fluoxetine, etc.),
Tricyclic antidepressants (amitryptiline, imipramine, c.),
Monoamine oxidase inhibitors (phend zine, tranylcypromine),
Stimulants (methyl phenidate, amphetamine), or

Benzodiazepines (diazepam, dprazolam, etc.).

OO0 O0O0OO0Oo

More than two antipsychotic medications, typicd or aypicd, should not be used
Smultaneoudy.

The dose of a medication should not be adjusted until the medication serum level has
reached steady State and sufficient time to achieve therapeutic effect has passed.

Petients should not be discharged from an inpatient facility without alowing adequate time
for the effects of the medication to be assessed. Patients on polypharmacy at the time of
discharge from a facility are a a higher risk of subsequent medication problems.  An
increased levd of monitoring and support should be consdered when the patient is
discharged with a complicated medication regimen. This statement should not be construed
as support for outpatient commitment.
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Recommendationsfor Health Care Systems

A hedth care system that is capable of monitoring prescribing behavior and intervening when
polypharmacy issues arise can minimize ingppropriate use of polypharmacy. The following system
congderations can improve the use of polypharmeacy in the public mental hedlth system:

An information system should be avalable to monitor prescribing and be dert to
polypharmacy issues.

The use of accepted treatment guidelines should be encouraged.

The standard of care for monitoring medication use should include eectronic decison
support sysems that can monitor the ingppropriate use of multiple medications concurrently
and compare the use of medications with the patient’s other medica conditions.

Onetime emergency medications and medications that are used 'as needed' should be
evauated as scheduled medications if they are used greater than three times a week for
three of four weeks.

A performance measurement system should be able to identify the prescribers who are most
likdy to prescribe multiple medications and intervene by peer review. Objective criterion
should be developed to define ingppropriate use and identify practitioner outliers.

Use of pharmacy controls to reduce ingppropriate polypharmacy presents an opportunity
to improvethe clinica quality of care while reducing risng pharmacy codts.

Prior authorization mechaniams should restrict only the most inappropriate instances of
polypharmacy. Immediate peer review should be available to dlow for timely initiation of
therapy.

An dectronic monitoring system should monitor disparities in prescribing practice among
ethnic groups. For example, African-American patients are reported to receive more depot
antipsychotics than white patients in some geographica aress, thus increasing ther risk of
adverse outcomes.

Pharmacists need to accept responghility in coordinating pharmacothergpy from multiple
hedlthcare providers to ensure appropriate polypharmacy practices are followed.

Physidians need to be made aware of the complexity of psychiaric medications and utilize
the medication knowledge of pharmacists. Consumers should be educated to use one
pharmecy for dl of their medications.

Drug Utilization Review processes in the public mental hedlth system should be directed
towards reducing the ingppropriate use of polypharmacy.
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- At a minmum, psychiaric polypharmacy should not be used without the support of a
psychiatric consultation. If the patient is from the geriatric or pediatric population, a geriatric
or pediatric psychiatrist should be consulted, whenever possible.

- All hedth care professonds who are involved in psychopharmacology should be
encouraged to complete annua continuing education in this area.

Hedth care payers should design ther rembursement systems to better support psychiatric
conaultation.  Increasing incentives for psychiatric providers to consult among members of
a treatment team and to conduct a periodic and thorough review of a patient’s case can help
counter the increasing reliance on medication therapy.

Hedth care payers should support pharmacotherapy monitoring through reimbursement
mechanisms, particularly in patients using complicated medication regimens.
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Recommendationsfor Mental Health Resear ch

Among the most sgnificant findings of this report is recognition of the widespread prevalence of
polypharmacy in psychiatry, despite the lack of research documenting its safety and effectiveness.
Future research on psychiaric polypharmacy is unlikdy to occur without modifying the current
standard for dinicad research. Randomized, controlled clinical trids (RCTs), the current standard
for the evauation of medications, are intended to compare single medications. They are designed
to avoid any confounding that occurs with the use of additional agents. The Nationa Indtitute of
Menta Hedlth and the pharmaceutica industry support this research design. If RCTs were designed
to compare combination medication regimens, it would be mathematicadly impossble to study every
potential medication combination.  Alternative research designs must be used to collect more
evidence of the outcomes associated with psychiatric polypharmacy. The avalability of better
information systems, better methodology, and large databases of patient outcome data allow for the
desgn of naturdigic studies that identify practices associated with better outcomes. The
development of standard performance measures for evauating common polypharmacy practices can
hdp establish benchmarks for comparing the prevdence of polypharmacy across public menta
hedth hospitals.  Such indicators of hospital performance can be related to hospita outcomes to
gpproximate the impact of polypharmacy on the public mental hedlth system.

Due to the complexity of tregting patients with multiple psychiatric medications, and the health and
legd implications of this practice, the NASMHPD Medica Directors Council recommends the
following for future menta health research:

The NASMHPD Research Inditute should convene a panel of experts to develop indicators
for appropriate polypharmacy practices. Applying these indicators to state psychiatric
hospital data, benchmarks for polypharmacy in public hospitds can be established. These
benchmarks can be used to evduate hospital performance and contribute to future research
on the prevaence of ingppropriate psychiatric polypharmacy.

Naturdidic trids, piggyback trids, and quas-experimental research methods for evauating
the effects of polypharmacy should be accepted and employed as mechanisms for identifying
the optima medication combinations for use in the trestment of patients.

Increased funding should be directed to standardized trids involving the addition of a second

medication or placebo to a current medication in a group of patients who are not adequately
responding to monotherapy.

Research should be directed at identifying which patients are at the greatest risk for
polypharmacy. Thiswill alow for more directed interventions in the future,
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