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Polypharmacy and the Initiation of Behavioral Health Treatments Involving Multiple Medications

Polypharmacy is defined as the use of multiple medications by a patient, typically refers to the
concurrent use of five or more drugs. In the context of behavioral health, polypharmacy becomes a
complex and often contentious issue, as patients are frequently prescribed multiple medications to
manage co-occurring mental health conditions, each potentially requiring a different class of drugs. The
challenge of initiating and managing such treatments, while ensuring safety and efficacy, is multifaceted.
This issue is particularly relevant as the understanding of psychiatric disorders evolves, and more
sophisticated treatment regimens involving combinations of pharmacological therapies are becoming
standard.

The Challenges of Polypharmacy in Behavioral Health Behavioral health conditions such as depression,
anxiety, schizophrenia, bipolar disorder, and PTSD often require a tailored approach to pharmacological
management. Many patients with these conditions are also dealing with comorbidities such as
substance use disorders, chronic pain, or cardiovascular issues, which necessitate additional
medications. When managing complex conditions with overlapping symptoms, clinicians may resort to
polypharmacy to enhance therapeutic outcomes. However, this approach introduces several challenges:

1. Increased Risk of Drug Interactions: When multiple drugs are prescribed, especially psychotropic
medications, the risk of drug-drug interactions increases. These interactions can diminish the
effectiveness of one or more drugs or cause harmful side effects, including sedation, cognitive
impairment, or even serotonin syndrome. Some medications used to treat mental health conditions,
such as antidepressants, antipsychotics, and mood stabilizers, can interact with each other and other
non-psychiatric medications.

2. Side Effects and Adverse Reactions: Each additional medication increases the risk of adverse effects.
For example, antipsychotic medications may lead to weight gain, metabolic syndrome, and movement
disorders like tardive dyskinesia. Similarly, benzodiazepines, while effective for short-term management
of anxiety, can cause dependency, sedation, and cognitive impairment, particularly when combined with
other CNS depressants.

3.Non-Compliance and Patient Burden: Polypharmacy often complicates the medication regimen to the
point where patients may find it difficult to adhere to their treatment plan. This non-compliance can
result from the complexity of managing multiple prescriptions, as well as the side effects that
accompany these medications. Over time, this can result in poor therapeutic outcomes or even
hospitalizations.

4. Polypharmacy and Geriatric Populations: Older adults are particularly vulnerable to the adverse
effects of polypharmacy due to physiological changes associated with aging, such as altered liver and
kidney function, which can affect drug metabolism and clearance. This population is also more likely to
have multiple comorbidities that require pharmacological management.

Initiating Behavioral Health Treatments with Multiple Medications

The initiation of behavioral health treatments often involves a phased approach, starting with one
medication and, if necessary, adding others based on the patient’s response. The goal is to use the least
number of medications to achieve a therapeutic effect while minimizing side effects and interactions.
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1. Assessing the Need for Polypharmacy: The first step is a thorough assessment of the patient’s medical
and psychiatric history, including any comorbid conditions. This allows the clinician to make informed
decisions about which medications to start with. For instance, a patient with both depression and
insomnia might require a combination of an antidepressant (e.g., SSRI or SNRI) and a sedating agent
(e.g., trazodone). Similarly, a patient with both bipolar disorder and anxiety may benefit from a
combination of a mood stabilizer and an anxiolytic.

2. Choosing the Right Combination of Medications: Clinicians must consider both the efficacy and the
safety profiles of medications when choosing an appropriate drug combination. For example, a common
combination in the treatment of major depressive disorder (MDD) might involve a selective serotonin
reuptake inhibitor (SSRI) along with an atypical antipsychotic, such as aripiprazole, when there is
inadequate response to monotherapy. Similarly, when managing schizophrenia, polypharmacy might
involve antipsychotic medications and adjunctive treatments such as mood stabilizers, particularly when
mood symptoms are present.

3. Monitoring and Adjusting Medications: Once the medication regimen is initiated, regular follow-up is
essential. The clinician should monitor the patient's response to treatment, adjusting dosages to
maximize dose or switching medications when dose optimization is not effective. Communication
between patient and provider to gain insight to historical medications used is beneficial in considering
treatment. Due to the complexity of polypharmacy, it is essential to evaluate not only the effectiveness
of the drugs but also the patient's tolerance to side effects. This is particularly important in behavioral
health, where medications like antidepressants and antipsychotics may take weeks to show full efficacy,
and the risk of exacerbating symptoms in the short term is high.

4. Patient Education and Informed Consent: Given the complexity of polypharmacy in mental health,
patient education is crucial. Patients must understand the rationale behind each medication, its
potential side effects, and the need for consistent follow-up appointments. Informed consent should be
obtained to ensure that the patient is aware of the risks and benefits of taking multiple medications
simultaneously.

5. Psychosocial Considerations and Non-Pharmacological Treatments: While medications play a
significant role in the treatment of many behavioral health conditions, they should not be the sole focus.
Psychosocial interventions, such as cognitive-behavioral therapy (CBT), family therapy, and mindfulness-
based approaches, are often integral to successful treatment. These therapies can complement
pharmacological management and help reduce the need for polypharmacy in some cases.

In conclusion, polypharmacy in behavioral health is a double-edged sword. On the one hand, it allows
for more nuanced and tailored treatment of complex psychiatric conditions; on the other, it increases
the risk of drug interactions, adverse effects, and non-compliance. When initiating behavioral health
treatments, clinicians must take an integrated approach, carefully balancing the need for
pharmacological interventions with the potential risks associated with polypharmacy. Regular
monitoring, patient education, and a collaborative approach to treatment can mitigate many of these
risks, ensuring that patients receive safe, effective care while minimizing the burden of multiple
medications.

Mercy Care Pharmacy Services July 2025



References:

1. Ojo S, Okoye TO, Olaniyi SA, Ofochukwu VC, Obi MO, Nwokolo AS, Okeke-Moffatt C, lyun OB, Idemudia EA, Obodo
OR, Mokwenye VC, Okobi OE. "Ensuring Continuity of Care: Effective Strategies for the Post-hospitalization Transition
of Psychiatric Patients in a Family Medicine Outpatient Clinic." (“Relationship Between Continuity of Care and
Discharge Planning After ...”) Cureus. 2024 Jan 14;16(1):e52263. doi: 10.7759/cureus.52263. PMID: 38352099; PMCID:
PMC10863747.

2. https://www.ncbi.nlm.nih.gov/books/NBK532953/

PREFERRED DRUG LIST UPDATES CAN BE FOUND HERE:

ACC-RBHA, DD, ALTCS and DCS CHP Behavioral Health (Non-Title 19/21)

** Drugs that are not on the formulary will require a PA (prior authorization) request to be submitted**

Reminder for quicker determinations of a Prior Authorization use the ePA link for Our Providers: Please
click here to initiate an electronic prior authorization (ePA) request.

This newsletter is brought to you by the Mercy Care Pharmacy Team. For questions, please email Fanny A Musto
(MustoF@mercycareaz.org), Denise Volkov (VolkovD@mercycareaz.org) or Trennette Gilbert
(gilbert@mercycareaz.org)
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