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Traitements agonistes opiacés (TAO)

Intégration sociale
Santé physique
Santé mentale

Mortalité

Fréq. des injections
Transmission du VIH
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La bonne dose ?

When “Enough” Is Not Enough:

New Perspectives on Optimal Methadone Maintenance Dose

STEWART B. LEAVITT, PH.D.!, MARC SHINDERMAN, M.D.2,
SARZ MAXWELL, M.D.2, CHIN B. EAp, PH.D.3, AND PHILIP PARIS, M.D 4

Abstract

Some methadone maintenance treatment (MMT) programs prescribe inadequate daily methadone doses. Patients complain of
withdrawal symptoms and continue illicit opioid use, yet practitioners are reluctant to increase doses above certain arbitrary
thresholds.

Serum methadone levels (SMLs) may guide practitioners’ dosing decisions, especially for those patients who have low SMLs
despite higher methadone doses. Such variation is due in part to the complexities of methadone metabolism. The medication itself
is a racemic (50:50) mixture of 2 enantiomers: an active “R” form and an essentially inactive “S” form. Methadone is metabolized
primarily in the liver, by up to five cytochrome P450 isoforms, and individual differences in enzyme activity help explain wide
ranges of active R-enantiomer concentrations in patients given identical doses of racemic methadone.

Most clinical research studies have used methadone doses of less than 100 mg/day [d] and have not reported corresponding
SMLs. New research suggests that doses ranging from 120 mg/d to more than 700 mg/d, with correspondingly higher SMLs, may
be optimal for many patients.

Each patient presents a unique clinical challenge, and there is no way of prescribing a single best methadone dose to achieve a
specific blood level as a “gold standard” for all patients. Clinical signs and patient-reported symptoms of abstinence syndrome,
and continuing illicit opioid use, are effective indicators of dose inadequacy. There does not appear to be a maximum daily dose
limit when determining what is adequately “enough’ methadone in MMT.

Key Words: Methadone, therapeutic dose, serum methadone levels, pharmacokinetics, metabolism, clinical implications.
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Une prescription sous-doseée ?

Effets de
manque

PRESCRIPTIONS

DE TAO
SOUS-DOSEES

Abandon
du
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Consommations
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27,6%

de patients
avec

Dosage de TAO inférieur au dosage
minimum valide dans la littérature
scientifique depuis plus de 3 mois.
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Opiatest.

L’application qui aide les

personnes conce rnées par Opiatest.

EVALUEZ VOTRE TRAITEMENT
DE SUBSTITUTION AUX

I’addiction aux opiacés et les optacts

professionnels a décider ensemble

la dose adéquate de TAO
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Co-construction entre patients et professionnels :

Echange et partage des connaissances sur 5 séances
Rédaction des questions adaptées a notre public.
Rédaction des réponses

Choix du design

Contenus web adaptés aux Smartphone et Tablette
Décision du nom final (OpiAssess -> OpiaTest)

Décision de la stratégie de communication et marketing
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Dosage adéquat :

« pas de I'héroine de rue

* pas de signes/symptdémes de sevrage

* pas de craving

« pas d’effet euphorisant en cas
d'utilisation d’héroine

* pas de signes/symptdémes continus de
surdosage

=

DOSAGE
ADEQUAT
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Opiatest.com

Opiatest. MonCompte.

Opiatest.

EVALUEZ VOTRE TRAITEMENT DE SUBSTITUTION
AUX OPIACES

ACCEDER A MON COMPTE S'EVALUER SANS INSCRIPTION
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a MONCOMPTE —> Historique
a MONCOMPTE - Notifications
a ADAPTATION DE LA DOSE :
Etapes d’augmentation de la dose
Méthadone : 10 mg
Slow-release morphine : 60 mg
Buprénorphine : 2 mg
Etapes de diminution de la dose
Méthadone : 5 mg
Slow-release morphine : 30 mg
Buprénorphine : 2 mg
Autre proposition :
se rapprocher de son médecin car cumul de signes de manque et sédation
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Opiatest

- Relation collaborative

- Implication du patient dans I’adéquation du bon dosage TAO

- Prescription qui a du sens pour le patient et le professionnel.

Hopitaux & http://addictohug.ch
8n|vpr5|ta|res EladdictologieHUG
enéve

£ @addictologieHUG




Références

10.

11.

12.

13.

14.

15.

16.

Vader JP, Hammig R, Besson J, Eastus C, Eggenberger C, Burnand B. Appropriateness of methadone maintenance treatment for
opiate addiction: evaluation by an expert panel. Soz Praventivmed. 2003;48 Suppl 1:51 - 14.

Amato L, Davoli M, C AP, Ferri M, Faggiano F, R PM. An overview of systematic reviews of the effectiveness of opiate maintenance
therapies: available evidence to inform clinical practice and research. J Subst Abuse Treat. 2005;28:321-329.

Van den Brink W, Haasen C. Evidenced-based treatment of opioid-dependent patients. Can J Psychiatry. 2006;51:635-646.

Leavitt SB, Shinderman M, Maxwell S, Eap CB, Paris P. When “enough” is not enough: new perspectives on optimal methadone
maintenance dose. Mt Sinai J Med. 2000;67:404-411.

Blaney T, Craig RJ. Methadone maintenance: does dose determine differences in outcome? Journal of Substance Abuse Treatment.
1999;16:221 - 228.

Rio MD, Mino A, Perneger TV. Predictors of patient retention in a newly established methadone maintenance treatment programme.
Addiction. 1997;92:1353 - 1360.

Donny EC, Brasser SM, Bigelow GE, Stitzer ML, Walsh SL. Methadone doses of 100 mg or greater are more effective than lower
doses at suppressing heroin self-administration in opioid-dependent volunteers. Addiction. 2005;100:1496-1509.

Donny EC, Walsh SL, Bigelow GE, Eissenberg T, Stitzer ML. High-dose methadone produces superior opioid blockade and
comparable withdrawal suppression to lower doses in opioid-dependent humans. Psychopharmacology. 2002;161:202-212.

Gerra G, Borella F, Zaimovic A et al. Buprenorphine versus methadone for opioid dependence: predictor variables for treatment
outcome. Drug Alcohol Depend. 2004;75:37-45.

Gossop M, Stewart D, Marsden J. Treatment process components and heroin use outcome among methadone patients. Drug Alcohol
Depend. 2003;71:93-102.

Langendam MW, van Brussel GH, Coutinho RA, van Ameijden EJ. Methadone maintenance and cessation of injecting drug use: results
from the Amsterdam Cohort Study. Addiction. 2000,95:591-600.

Ling W, Wesson DR, Charuvastra C, Klett CJ. A controlled trial comparing buprenorphine and methadone maintenance in opioid
dependence. Arch Gen Psychiatry. 1996;563:401-407.

Strain EC, Bigelow GE, Liebson IA, Stitzer ML. Moderate-vs high-dose methadone in the treatment of opioid dependence: a
randomized trial. JAMA. 1999;281:1000-1005.

Mattick RP, Breen C, Kimber J, Davoli M. Buprenorphine maintenance versus placebo or methadone maintenance for opioid
dependence. The Cochrane Library. 2014

Gonzalez-Saiz F, Lozano Rojas O, Ballesta Gomez R, Bilbao Acedos I, Galiana Martinez J, Garcia Collantes MA. Evidence of reliability
and validity of the Opiate Dosage Adequacy Scale (ODAS) in a sample of methadone maintenance patients. Heroin Addict Relat Clin
Probl. 2008;10:25-38.

Walcher S, Koc J, Reichel... V. The opiate dosage adequacy scale for identification of the right methadone dose—a prospective cohort
study. BMC Pharmacol Toxicol. 2016; 17: 15.

Universitaires KladdictologieHUG

' ‘ Hopitaux & http://addictohug.ch
Genéve J@addictologieHUG



Hopitaux
Universitaires
Genéve

@http:l/addictohug.ch
EJaddictologieHUG
£ @addictologieHUG



