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Safe Use of Methadone

By Brooke Pugmire, PharmD, BCPS and Clint Brown, PharmD

Methadone is one of Idaho Medicaid’s preferred
long-acting narcotic analgesics and continues to be
one of the most prescribed agents in the class due to
effcacy and low cost. Methadone is unique in the
class of long-acting opioids possessing important
properties that clinicians must be aware of, includ-
ing a variable (often long) half-life, extensive bio-
availability, and large interpatient variability.*

In both opioid-naive and opioid-tolerant patients
new to methadone, a general rule is to “start low
and go slow” to avoid overdose and respiratory
depression. Use in combination with other CNS
depressants (e.g. alcohol, benzodiazepines, TCAs,
and skeletal muscle relaxants) should be avoided.
In general, methadone should be dosed no more fre-
quently than every 8 hours and should not be used
to treat breakthrough pain or on an “as-needed” ba-
sis.

Opioid-tolerant patients should be carefully con-
verted to methadone since overestimating the dose
is common when using mg-per-mg calculations
found in most equianalgesic dosing charts and
methadone’s effectiveness increases with chronic
use.! Table 1 (below) represents dosing parameters
currently used by the Veteran’s Affairs (VA) medi-
cal system when rotating to methadone? but should
not be used when switching from methadone to an-
other opioid.

Recent focus has been given to prolongation of
the rate-corrected QT interval (QTc) associated

with methadone use, which can result in torsade de
pointes. QTc prolongation occurs in about 2% of
patients receiving methadone, is more common at
doses >100 mg/d (but can occur at lower doses),
and is often associated with concomitant use of oth-
er QTc-prolonging medications (e.g. macrolide and
fuoroquinolone antibiotics, some antiarrhythmic
agents, TCAs, and some antipsychotics).?

Clinicians should not be deterred from using meth-
adone, but particular attention must be paid to its
dynamic and Kinetic intricacies. Experience from
the VA with methadone as a preferred agent demon-
strates the drug’s effectiveness and safety when used
appropriately.?2 Consultation with a pain specialist,
clinical pharmacist, or other practitioner with expe-
rience using methadone for chronic pain is always
recommended if questions or concerns arise.
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Table 1: Methadone Dosing Recommendations for Patients Previously Receiving Another Opioid4
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Use of Proton Pump Inhibitors with Clopidogrel

By Jobn Holmes, PharmD

In January 2008, a pharmacodynamic study was
published describing a potential interaction between
clopidogrel (Plavix®) and proton pump inhibitors
(PPIs). The mechanism is thought to be due to inhi-
bition of CYP 2C19 by PPIs resulting in clopidogrel
not being converted to the active metabolite respon-
sible for inhibition of platelet aggregation.*

Much debate has surrounded the clinical signifcance
of this interaction. Pharmacodynamic studies have
been conducted with varying results.*®* Recently,
large retrospective prescription claims database out-
comes studies have suggested that patients taking
PPIs and clopidogrel may have signifcantly more
secondary cardiovascular events compared with pa-
tients taking clopidogrel alone.*®

A 2008 ACC/AHA/ACG guideline recommends a
PPI in combination with dual antiplatelet therapy to
decrease the risk of Gl events but evidence docu-
menting this interaction occurred after its release.
The Society for Cardiovascular Angiography and
Interventions (SCAI) stated that “although more
research is needed, providers treating post-stent pa-
tients on dual antiplatelet therapy should consider
prescribing an H2-blocker (famotidine or ranitidine)
or an antacid instead of a PPI.”

The management of patients receiving clopidogrel
in addition to PPI therapy can be complicated due
to conficting evidence and the lack of prospective,
randomized, placebo-controlled trial data. In gener-
al, management of patients with this potential inter-
action should include the following evaluations:

Patients should be evaluated to determine if they
require clopidogrel therapy.

0 Guidelines recommend clopidogrel therapy for at
least 1 month following bare metal stent placement
and 12 months following drug-eluting stent place-
ment in patients not at high risk of bleeding.’

0 Therapy is often indefnite for secondary stroke
prevention, peripheral vascular disease (PVD), and
aspirin intolerance.

Patients should be evaluated to determine need
for PPI therapy, as H2-blockers may be an
alternative.

0 PPIs are frequently prescribed for indications H2-
blockers have proven effcacious (i.e. GERD).

0 Clopidogrel alone has not been shown to indepen-
dently induce Gl ulcers but may prevent the healing
of preexisting ulcers.

Patients should be evaluated to determine risk
of recurrent cardiovascular disease vs. risk of
Gl bleed when receiving dual antiplatelet ther-

apy.

0 The largest retrospective outcomes study published
to date showed that patients treated with PPI and
clopidogrel therapy had the primary outcome of
death or rehospitalization for ACS signifcantly more
than patients on clopidogrel therapy alone (29.8%
vs. 20.8%).4

0 Previous prospective studies have shown the rate of
GI bleed with dual antiplatelet therapy to be 1.1-
1.4% 8°

Patients determined to be at a high risk for

GI bleed and who must be on PPI therapy in
combination with clopidogrel may benefit from
the following options:

0 Separate administration of PPI and clopidogrel
(i.e.dosing PPI before morning meal and clopidogrel
in the evening). There is currently no evidence
demonstrating effcacy.

0 Use pantoprazole (Protonix®) or rabeprazole (Aci-
phex®) instead of other PPIs. Currently there is
conficting and limited data regarding this
strategy.3>10



