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Methadone

m Background

= Pharmacology

m Toxicity

m Diversion, Toxic Exposures, Mortality data
= Methadone Distribution (ARCOS data)

m Methadone Initiative
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Methadone - Background *

m 7 late1.940s - marketed as pain reliever
(“analgesic®), but not extensively used.

m |7 the 70s- shown to be effective as once-
daily-medication for narcotic (epioid)
addiction treatment.

m In the US — Established as the standard for
treatment of narcotic (opioid) addiction.

m From late 1990s — methadone:is being
Increasingly used in pain management




Methadone — an Opioid

s Methadone belongs to pharmacological class called
“Oploids”

s Opioids are among the most potent analgesic
drugs and are widely used

s Opioids are used In the management of acute and
cancer-related pain, and chronic non-cancer pain
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Methadone — An Opioid

OpIeIEs are off either navuraifergin: o
SEMISYNHENC, Gl SyAtIENE

Neturals e.g., Morphine from-o.aum POPPY.

Se-misynﬂ%ogé hydrocgdone (Vlco'gw

oxycodone (Perc xyCon'Hh) - 1.-

SYALhEDIC: e,@tl\/l'eﬂﬁ'adone (Methadose) -_'_
meperidine: (Demerol), fentanyl (Duragesic)etc.




Opiolid Actions on
Brain and Spinal Cord

= Pain relief: Acts on pain pathways In brain
and Spinal’coraito relieve pain

= Abuse and Addiction: Acts onbrain reward

n/

pathways to produce “hNigh

=\\Videly abused




New Drug User Patterns &)

—— lllicit Drugs
—=— Marijuana

—— Pain Relievers
—— Heroin
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Source: Prescribing Opioids for Chronic Pain, SAMHSA-CSAT:

Clinical Challenges in Prescribing Controlled Drugs i







Deaths per 100,000 related to unintentional %
overdose and annual sales of prescription ‘e
opioid pain relievers by year, 1990-2006
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Source: Paulozzi, CDC, Congressional Testimony, 2007 4




Poisoning Deaths in the U.S A&\
% Increase

—o- All poisoning
deaths

Methadone
M| —A&— Other opioid
- Other synthetic

narcotics
Cocaine
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Heroin

Source: CDC




Methadone;Re -ed Deaths & pf
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Methadone - Pharmacokinetics

= Well absorbed (>80%) taken orally.

* Body elimjgates methadone (half-time up to
59 hrs) slowly, while methadone’s pain

relieving action lasts much shorter (4-8 hrs).
'

. Patlenma / feel the need to repeat dose at

the boy and result in serious toxicity.




Methadone Single Dose Effects A

 INTOXICATON

ANALGESIA

10 15
Time (hours)




Toxic Effects of Multiple
Methadone Doses




Examples of Substances —

= These redm:e elimination of methad@}
‘= Some antidepressant drugs — e.g.,

gssants (e.g., alcohol, anesthetlcs o
'sé'ﬂdé%s other opioids) = BlER &
ome dr

or"ﬁanﬁbiotics — e.g., Erythrocin™=
. .

used for fungal infectio

= Gra fruitjuice



Examples of Substances —
May Reduce Methadone Effects *

= These upon prolonged exposure reduce methadone
effects

= Anti-seizure d

= Sedatives (
florinal, etc.

= HIV/AIDS dr@n
= Drugs used tojtrea ube{-ggu:_@aﬁ
N

= Cocalne
= Smoking




Methadone Deaths— SN
Two Major Mechanisms

= Respiratory depression
= Major hazard (Similar to other opioid_analgesics)

= Respiratory depression typically occurs later and
persist longer than its peak analgesic effects

* Toxicity on heart

* Not shared by other opioids

» Shared by LAAM, a previously marketed addiction
treatment drug.




