Methadone metabolism is complicated and varies among individuals. Methadone interacts with several other
medications that can alter its metabolism, changing the effects of a given dose on pain and on respiratory
depression. Potential for interactions should be considered before starting methadone in a patient taking other
medications, and before starting any medication in a patient taking methadone.

Methadone can prolong the rate-corrected QT interval (QTc), increase the risk of Torsades de Pointe, and
sudden cardiac death. Caution should be used in prescribing methadone to any patient at risk for prolonged QTc
interval, including those with structural cardiac disease, cardiac arrhythmias or cardiac conduction
abnormalities and in patients taking another medication associated with QTc interval prolongation.?* An online
reference of such medications is available at: http://www.azcert.org/medical-pros/drug-lists/drug-lists.cfm.

Health care providers should consider obtaining an electrocardiogram (ECG) to measure the QTc interval in
patients treated with methadone, especially at higher doses. A recently published consensus guideline
recommended that an ECG be performed before prescribing methadone, within the first 30 days, and annually.
Additional ECG examinations were recommended if the methadone dose exceeds 100 mg per day or if a patient
on methadone has unexplained syncope or seizure. Guidance was provided for actions to be taken at two levels
of QTc prolongation (450-500 ms and greater than 500 ms).%

Methadone and other opioids have been associated with worsening obstructive sleep apnea and new onset of
central sleep apnea. Clinicians should question patients about symptoms and signs of sleep apnea and consider
obtaining a sleep study in patients treated with opioids if they develop any signs of sleep-disordered breathing
or respiratory depression. This is particularly important for patients receiving higher doses of opioid
medications. In a recent study, 92% of patients on opioid doses at or above 200 MMEs had developed ataxic or
irregular breathing.?

16.2 If extended release/long-acting opioids are prescribed, consideration should be given to the increased risk
of overdose with these medications. Prescribers should consider the current risk evaluation and implement
mitigation strategies and close monitoring to reduce the possibility of adverse events.

Tools to accompany Recommendation 16:

e Dosing Guidelines
http://health.utah.gov/prescription/pdf/guidelines/dosing_guidelines.pdf

e The Role of Methadone in the Management of Chronic Non-Malignant Pain
http://health.utah.gov/prescription/pdf/guidelines/role_of _methadone.pdf

e Electronic MME Dosing Calculator
http://agencymeddirectors.wa.gov/mobile.html

Education of Chronic Pain Patients on Using Opioids

17. When opioids are prescribed for treatment of chronic pain, the patient should be counseled
to store the medications securely and never to share with others. In order to prevent non-
medical use of the medications, it is also recommended that patients dispose of medications
when the pain has resolved.

It is important that patients understand the need to store medications securely. Health care providers should
encourage patients to keep medications in a locked environment rather than in easily accessible locations, such
as the bathroom or kitchen cabinet, where they are accessible to unsuspecting children, curious teenagers, and
can be a target for theft. Tell the patient that if they have leftover medications after they have recovered, they
should dispose of their medications immediately to help protect them from being a target for theft as well as
protect others from getting into the medications.
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