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● History of addiction services in Malaysia : 

● Methadone replacement therapy : part of harm reduction strategy  
● Currently, it is integrated under OSCA services in Primary Care in selected 

health clinic
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Introduction : Objective of MRT



Introduction : MRT Policy and Guideline
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Methadone 



● It is a long acting synthetic opioid agonist 
● Developed by German chemist : 
              Gustav Ehrhart & Max Bockmühl

● Methadone action :

○ Reduces opioid craving 

○ Reduced opioid withdrawal

○ Blunts or blocks the effects of opioids

Methadone :



Opioid :





Agonis Penuh

• Heroin

• Codeine

• Morphine

• Pethidine

• Methadone

Agonis Separa

• Buprenorphine
(subuxone)

Antagonis

• Naloxone
(antidot)

• Naltrexone

Affinity towards 

mu receptors
Methadone > Heroin



Heroin vs Methadone

Heroin Methadone 

Route of admistration IV / chase Oral

Onset of duration Immediate 30 minutes

Duration of action 3-6hours 24-36hours

Euphoria First 1-2hours None

Withdrawal symptoms After 3-4hours After 24hours
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Methadone 
Replacement 
Therapy



● Objektif Umum : 
➢ Untuk mengurangkan jangkitan penyakit bawaan darah
➢ Merawat pesakit yang mempunyai masalah penagihan khasnya opiat
➢ Meningkatkan kualiti hidup

● Objektif Khusus :
➢ Mengurangkan risiko dan penyebaran jangkitan HIV, Hepatitis B, Hepatitis C
➢ Mengurangkan penyalahgunaan dadah opiat dan komplikasi sampingan
➢ Mengurangkan kejadian pesakit relaps / menagih semula
➢ Meningkatkan kesihatan mental dan fizikal pesakit
➢ Meningkatkan keupayaan sosio ekonomi pesakit dan membolehkan mereka mendapatkan pekerjaan
➢ Meningkatkan kesediaan dan penyesuaian pesakit untuk kembali ke pangkuan masyarakat
➢ Meningkatkan keselamatan masyarakat dan mengurangkan kegiatan jenayah yang dikaitkan dengan 

penagihan
➢ Mengurangkan amalan berisiko melalui suntikan dadah

Introduction : Objective of MRT



Policy on Methadone Replacement Therapy

Setiap pesakit yang mengikuti rawatan methadone, mesti
didaftarkan dan direkodkan.

Tiada had limit pengambilan / pendaftaran pesakit untuk
mengikuti rawatan methadone di fasiliti-fasiliti rawatan.

Rawatan methadone di fasiliti Kerajaan diberikan secara
percuma kepada warganegara Malaysia sahaja.

Methadone hanya boleh dipreskrib oleh pengamal perubatan
berdaftar yang telah menjalani latihan dalam rawatan
methadone.
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Policy on Methadone Replacement Therapy

Latihan terdiri daripada latihan formal (sekurang-
kurangnya 8 jam) oleh KKM/akademia/agensi diiktiraf atau
secara sangkutan (attachment) di klinik Methadone selama
lima (5) hari. Menghadiri kedua-dua latihan adalah digalakkan.

Preskripsi methadone hendaklah diperbaharui setiap kali
rawatan susulan.

Methadone hendaklah didispens dalam bentuk cecair 
berkepekatan rendah oleh pengamal perubatan berdaftar, 
pegawai farmasi atau penolong pegawai farmasi diiktiraf. 

Pendispensan methadone hendaklah dilakukan setiap hari 
secara Direct Observation Therapy (DOT) 
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Policy on Methadone Replacement Therapy

Pemberian dos bawa balik hanya boleh diberikan kepada 
pesakit yang stabil sahaja dan atas preskripsi serta 
pertimbangan pengamal perubatan yang merawat.

Segala pembekalan, rekod dan penyimpanan ubat methadone 
mestilah mematuhi semua perkara yang termaktub di dalam 
Akta Racun 1952 dan Peraturan - Peraturan Racun (Bahan-
Bahan Psikotropik ) 1989. 

Rawatan susulan oleh Pengamal Perubatan berdaftar 
hendaklah dibuat secara berkala mengikut kemajuan pesakit 
atau sekurang-kurangnya setiap tiga (3) bulan dan setiap 
penilaian pesakit hendaklah dicatatkan di dalam rekod 
rawatan pesakit. 
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Process of Methadone Replacement Therapy

Patient Selection Criteria : Inclusion & Exclusion criterias 

Compliance of Patients Receiving 
Methadone Replacement Therapy

Registration, Early assessment including history taking, 
physical examination   

Dose initiation, titration, detoxification & Monitoring  



Patient Selection Criteria for 
Methadone Replacement Therapy

● Pesakit yang mempunyai kebergantungan (dependency) 
kepada opiat dan mempunyai tempoh pengambilan 
opiat secara berkala dan berlanjutan. 

● Diagnosis kebergantungan kepada opiat perlu 
dikenalpasti mengikut DSM 5 (Diagnostic and Statistical 
Manual of Mental Disorder) terbitan American Psychiatric 
Association 2015.

Substance Use Disorder (DSM 5, APA 2015) : 

• Conditions arising from the misuse of alcohol, 

psychoactive drugs, or other chemicals such as 

volatile substances. 

• Two or more substance use disorder criteria within 

a 12-month period.



DSM 5 : Substance Use Disorders



Patient Selection Criteria for 
Starting Methadone Replacement Therapy

● Pesakit yang mempunyai kebergantungan (dependency) 
kepada opiat dan mempunyai tempoh pengambilan 
opiat secara berkala dan berlanjutan. 

● Diagnosis kebergantungan kepada opiat perlu 
dikenalpasti mengikut DSM 5 (Diagnostic and Statistical 
Manual of Mental Disorder) terbitan American Psychiatric 
Association 2015.



Patient Selection Criteria for 
Starting Methadone Replacement Therapy



Patient Selection Criteria for 
Starting Methadone Replacement Therapy



Patient Selection Criteria for 
Starting Methadone Replacement Therapy

• Masalah perubatan teruk (Acute Medical Disorders) - pesakit 
mempunyai masalah perubatan lain seperti depresi pernafasan yang 
teruk, asma akut, alkoholism akut, kecederaan kepala dan tekanan 
intrakranial tinggi (raised intracranial pressure), kolitis ulseratif, 
kekejangan (spasm) saluran biliari dan renal, pesakit sedang 
menerima rawatan monoamine oxidase inhibitors atau dalam 
tempoh 14 hari selepas berhenti rawatan (monoamine oxidase 
inhibitors). 

• Pesakit bagaimana pun boleh dirujuk untuk nasihat pakar. 



Patient Selection Criteria for 
Stopping Methadone Replacement Therapy

• Pusat rawatan mempunyai bidang kuasa untuk memberhentikan rawatan 
sekiranya pesakit : 

➢ Agresif : Pesakit mengganggu serta mendatangkan sebarang kecederaan 
kepada mana-mana orang sama ada secara fizikal, emosi atau mental. 

➢ Mengeluarkan Kata – Kata Kesat / Ugutan : Pesakit mengeluarkan kata-kata 
kesat secara berulangkali atau ugutan kepada mana-mana pihak dan 
mengganggu perjalanan atau keharmonian klinik. 

➢ Menjalankan Aktiviti Pengedaran dan Penyalahgunaan Dadah Di Kawasan 
Fasiliti Rawatan : Termasuk mengedar, menjual, membeli atau memiliki dan 
menggunakan sebarang jenis dadah yang dilarang. 

➢ Penyelewengan Dos Bawa Balik (DBB) Methadone : Termasuk menjual atau 
berkongsi dos methadone bawa balik.



Process of Methadone Replacement Therapy

Patient Selection Criteria : Inclusion & Exclusion criterias 

Compliance of Patients Receiving 
Methadone Replacement Therapy

Registration, Early assessment including history taking, 
physical examination   

Dose initiation, titration, detoxification & Monitoring  



Compliance of Patients Receiving 
Methadone Replacement Therapy

Pematuhan pesakit yang mengikuti program rawatan methadone Kerajaan 
hendaklah menandatangani kontrak persetujuan pesakit ( Lampiran 2 ) bagi 
mengikuti rawatan tersebut dan mematuhi syarat-syarat yang telah ditetapkan: 

• Memahami bahawa tujuan rawatan adalah sebahagian daripada proses 
pemulihan sepanjang hayat. 

• Pesakit hendaklah memberi sepenuhnya kerjasama terhadap program ini
dan mematuhi segala peraturan yang telah ditetapkan.

• Pesakit hendaklah menghadiri sesi intervensi psikososial yang dijadualkan. 

• Pesakit hendaklah menghadiri rawatan di klinik setiap hari sehingga stabil. 



Compliance of Patients Receiving 
Methadone Replacement Therapy

Kriteria pematuhan pesakit yang mengikuti program rawatan Methadone : 

• Memahami bahawa tujuan rawatan adalah sebahagian daripada proses 
pemulihan sepanjang hayat. 

• Pesakit hendaklah memberi sepenuhnya kerjasama terhadap program ini
dan mematuhi segala peraturan yang telah ditetapkan.

• Pesakit hendaklah menghadiri sesi intervensi psikososial yang dijadualkan. 

• Pesakit hendaklah menghadiri rawatan di klinik setiap hari sehingga stabil. 



Kriteria pematuhan pesakit yang mengikuti program rawatan Methadone : 

• Pesakit hendaklah menjalani ujian air kencing bagi saringan dadah atau
apa-apa ujian yang berkaitan mengikut keperluan. 

• Pesakit dinasihatkan berhati-hati sekiranya memandu kenderaan, 
menunggang motosikal atau mengendalikan sebarang mesin dalam 
tempoh 3-4 jam selepas minum dos methadone. 

• Pesakit tidak digalakkan berkumpul tanpa alasan di fasiliti rawatan setelah
mendapatkan rawatan.

• Pesakit digalakkan membawa ahli keluarga terdekat semasa rawatan 
dijalankan. 

Compliance of Patients Receiving 
Methadone Replacement Therapy



Kriteria pematuhan pesakit yang mengikuti program rawatan Methadone : 

• Pesakit hendaklah memberitahu petugas fasiliti rawatan jika mengalami 
sebarang masalah kesihatan. 

• Pesakit perlu memaklumkan kepada petugas fasiliti rawatan jika 
memerlukan rawatan methadone di fasiliti lain atau di luar kawasan. 

• Pesakit dilarang membuat kacau ganggu di fasiliti rawatan semasa 
menghadiri rawatan methadone. 

• Pesakit dilarang mengeluarkan kata-kata kesat atau ugutan kepada mana-
mana pihak. 

Compliance of Patients Receiving 
Methadone Replacement Therapy



Kriteria pematuhan pesakit yang mengikuti program rawatan Methadone : 

• 6.13 : Pesakit tidak boleh mengambil apa juga jenis dadah terlarang yang 
lain, alkohol atau benzodiazepines seperti nimetazepam (erimin 5), 
diazepam (valium), midazolam (dormicum / dormi), alprazolam (xanax) 
bersama dengan methadone kerana ia boleh membahayakan diri pesakit. 

• Pesakit tidak boleh sama sekali menjalankan sebarang aktiviti atau 
kegiatan mengedar, menjual, membeli atau memiliki dan menggunakan 
sebarang jenis dadah terlarang. 

• Fasiliti rawatan berhak melaporkan kepada pihak polis jika keadaan 
memerlukan. 

Compliance of Patients Receiving 
Methadone Replacement Therapy





Process of Methadone Replacement Therapy

Patient Selection Criteria : Inclusion & Exclusion criterias 

Compliance of Patients Receiving 
Methadone Replacement Therapy

Registration, Early assessment including history taking, 
physical examination   

Dose initiation, titration, detoxification & Monitoring  



● Semasa pendaftaran, penolong pegawai perubatan atau 
jururawat terlatih akan melengkapkan maklumat-maklumat 
berikut secara berperingkat: 

○ Maklumat peribadi pesakit

○ Opiat Treatment Index – ‘baseline’, tahunan 

○ ASSIST.V3 – baseline, tahunan

○ WHO QOL - ‘baseline’, tahunan 

○ Kad ID Pesakit akan dikeluarkan kepada pesakit 

Procedure of Patients Receiving Methadone 
Replacement Therapy : Registration 



● History taking 

● Physical examination : tattoo, bar code scar, signs of chronic liver 
diseases  

Procedure of Patients Receiving Methadone 
Replacement Therapy : Early assessment







Procedure of Patients Receiving Methadone 
Replacement Therapy : Invx & Monitoring

Investigations At initial 1st month 2nd month Monthly / 

Random

Annually

ECG - - -

HIV - - -

Hepatitis B - - -

Hepatitis C - - -

LFTs - - -

FBS / FSL / RP - - -

CXR If symptomatic

Urine drug WEEKLY 2-WEEKLY -

If dose 

>100mg



Process of Methadone Replacement Therapy

Patient Selection Criteria : Inclusion & Exclusion criterias 

Compliance of Patients Receiving 
Methadone Replacement Therapy

Registration, Early assessment including history taking, 
physical examination   

Dose initiation, titration, detoxification & Monitoring  



● Objektif rawatan :

● Mengekalkan pesakit dalam rawatan 
dengan mengurangkan tanda dan gejala 
tarikan. 

● Memulakan dos dengan kadar yang 
bersesuaian untuk mengelakkan kesan 
buruk (adverse effect) bagi mencapai 
dos yang diperlukan. 

● Memastikan keselamatan pesakit
semasa induksi.

Procedure of Patients Receiving Methadone 
Replacement Therapy : Treatment 

● Kaedah perlaksanaan :

● Memastikan wujud satu hubungan
terapeutik yang sesuai.

● Menerangkan dengan teliti kesan-kesan 
gian yang mungkin dialami semasa

      fasa induksi dan fasa pengekalan.
● Menggunakan dos yang selamat dan 

mencukupi.
● Pemantauan yang berterusan dilakukan 

terhadap pesakit yang mengikuti program 
ini.



● Pesakit yang telah melepasi pemeriksaan fizikal boleh terus diberikan
dos permulaan antara 20 – 30 mg (tanpa perlu menunggu keputusan ujian makmal).

● Pesakit digalakkan untuk dipantau 3 – 4 jam selepas dos permulaan
diberikan (masa dimana methadone menunjukkan kesan puncak) untuk melihat
sebarang tanda toksik atau tarikan (withdrawal).

● Jika pesakit menunjukkan gejala tarikan selepas 4 jam dos permulaan, dos
suplementari sebanyak 5 mg boleh diberikan.

● Pengamal perubatan boleh mempertimbangkan pemberian dos permulaan
yang lebih tinggi daripada 30 mg sekiranya perlu tetapi tidak melebihi 40mg.

● Pesakit hendaklah dipantau selama 3 – 4 jam selama 3 hari pertama untuk
mengelakkan terlebih dos (overdose).

Procedure of Patients Receiving Methadone 
Replacement Therapy : Treatment 



Treatment : Induction 

Dos Permulaan

Tempoh penstabilan

Dos 
Optimum

• Boleh dimulakan TANPA ujian makmal
• Mula dengan Syrup Methadone 20-30mg/hari
• Pantau 3-4 jam utk kesan toksik atau withdrawal
• Jika ada withdrawal, boleh tambah melebihi dose 30mg 

(tetapi tidak melebihi 40mg/hari)

• Masa penstabilan dos biasanya SATU minggu/lebih

Peningkatan Dos :
• 5-10mg setiap 3 hari

(jika tiada tanda tarikan)
• Tidak melebihi 20mg/minggu
• Jumlah dos minggu pertama

tidak boleh > 50mg  
• 60-80mg/day 



Treatment : Optimisation



Treatment : Detoxification

• Jika pesakit bersedia untuk dan ingin berhenti dari rawatan → rujuk kepada 
Pakar Perubatan.

• Faktor – faktor yang perlu di nilai antaranya : 
• Sokongan Keluarga
• Pekerjaan tetap
• Bebas dari penggunaan dadah
• Kekuatan kendiri
• Stabil dalam rawatan
• Coping mechanism dan pengurusan stress yang baik
• Tiada masalah perubatan akut
• Kesihatan mental yang baik



Treatment : Detoxification

Dos Optimum

Penurunan dos

Berhenti

• Penurunan yang tidak mendadak bagi
mengelakkan kesan pengunduran teruk

• Penurunan / perubahan dos methadone 
hanya boleh dilakukan sekali seminggu 

• 10mg/minggu hingga jumlah dos 
mencecah 40mg/hari

• Seterusnya 5mg/minggu
• Withdrawal : bawah 20mg/hari
• Kebanyakkan 2-3hari selepas

pemberhentian dos, sehingga 10-20hari
• Sokongan ubatan/psikologi/ + 

pemantauan yang berterusan

**Pemberhentian methadone 
secara mendadak boleh 
dipertimbangkan pada dos 
40mg/hari dengan 
menggunakan Clonidine
dan ubat simptomatik bagi 
menangani tanda dan gejala 
tarikan (withdrawal)



Treatment : Duration of treatment

• Lebih lama = hasil rawatan yang lebih baik.

• Dalam tempoh 1 tahun :
• Pengurangan ketara penggunaan opia
• Pengurangan penglibatan dalam jenayah
• Hubungan stabil
• Pekerjaan stabil

• Adalah disarankan agar pesakit dapat kekal dalam rawatan sekurang – 
kurangnya 12 bulan selepas mencapai perubahan gaya hidup yang 
kekal/stabil.

NO limitation 

on duration of 

treatment



Treatment : Take Away Dose (DBB)

• Diberikan kepada pesakit yg stabil selepas perbincangan bersama pasukan ie 
MO / FMS.

• DBB maksima: tempoh 3 hari. 
• Bagi kes-kes tertentu, DBB boleh dilanjutkan melebihi 6 hari mengikut 

keperluan:
• ibadah umrah / haji
• lawatan ke luar negara
• nelayan laut dalam
• masalah kesihatan
• mengikut keperluan pekerjaan

• Jika <3hari : DBB dicairkan dan diberikan dalam unit dos (bagi mengelakkan 
risiko terlebih dos (overdose) dan penyelewangan secara suntikan).

• Jika > 6hari : Pencairan ubat boleh dikecualikan.

Pesakit hendaklah menyertakan 
dokumen pengesahan



Treatment : Take Away Dose (DBB)

Jangka masa pendek Jangka masa panjang

Jenis DBB

• Pesakit yang belum stabil 
tetapi mempunyai keperluan 
DBB

• Perlu pemantauan rapi

• Bagi pesakit yang telah 
menunjukkan kestabilan 



Treatment : Take Away Dose (DBB)

• Penilaian untuk menentukan pesakit stabil bagi DBB → berdasarkan 
borang Assessment of Patient’s Stability For Take Away Dose (Lampiran 
12).

• Penilaian-penilaian awal sebelum DBB meliputi :
i. Penilaian menyeluruh terhadap pesakit sebelum memberi DBB
a. Sosial : Pekerjaan, keluarga dan kanak-kanak
b. Perubatan : Contoh - masalah ingatan (dementia kerana AIDS), 

penyakit psikiatri yang tidak stabil

ii. Berjumpa dgn wakil ahli keluarga untuk penerangan dan kerjasama 
dalam pemantauan DBB.



Take Away Dose (DBB) : Syarat-syarat DBB
• Pesakit stabil dan tidak dalam keadaan intoksikasi
• Pemantauan urin bebas dari sebarang dadah
• Pesakit mematuhi semua peraturan dan pelan rawatan yang ditetapkan
• Kehadiran pesakit ke pusat rawatan secara harian mengganggu aktiviti 

pesakit yang berfaedah (pekerjaan/kerjaya, pendidikan, masalah kesihatan, 
rumahtangga atau lain-lain aktiviti harian).

• Tidak terlibat dengan aktiviti jenayah termasuk penjualan dan pengedaran 
dadah

• Pesakit boleh menjamin DBB boleh disimpan dan dijaga dengan selamat di 
rumah (bukan di dalam peti sejuk atau tempat yang boleh dicapai oleh 
kanak-kanak)

• Pesakit tidak menyalahguna DBB
• Tiada masalah kelakuan yang serius



Take Away Dose (DBB) : Syarat-syarat DBB

• Menandatangani Kontrak Perjanjian Persetujuan DBB

• DBB boleh diberhentikan sekiranya pesakit tidak patuh
kepada syarat atau sekiranya pengamal perubatan yang 
merawat mempunyai keraguan ke atas pematuhan pesakit 
terhadap ubat dan mensyaki kemungkinan penyelewengan 
(diversion).

• Sekiranya preskripsi ubat methadone telah tamat tarikh, 
secara automatik pemberian DBB adalah terbatal.

• Semua DBB hendaklah direkodkan dalam preskripsi dan rekod 
rawatan pesakit.



Take Away Dose (DBB) : Syarat-syarat DBB



Take Away Dose (DBB) : Syarat-syarat DBB

Pemantauan DBB :
• Pemeriksaan urin berkala secara rawak.
• Patuh kepada kehadiran pengambilan dos 
yang ditetapkan
• Lawatan ke rumah untuk memastikan
DBB disimpan dengan selamat seperti
cadangan di atas
• Peka terhadap maklumat tentang
penyalahgunaan DBB dari sebarang sumber 
dan perlu menyiasat

Pengendalian pesakit yang bermasalah 
tentang DBB :
• Penyiasatan yang menyeluruh dan adil
• Memberi nasihat
• Memberi bantuan jika perlu dan bersesuaian
• Memberhentikan DBB kepada DOTS
• DBB masih boleh dipertimbangkan semula 
sekiranya pesakit menunjukkan kestabilan / 
perubahan yang baik



Missed Dose

1 2

Hari ke 4 :

- 40mg atau separuh dos asal, 

yang mana lebih rendah

4

Hari ke 3 :

- Dose asal >60mg – ½ dari dos asal

- Dos asal 30-60mg – 30mg

- Dos asal < 30mg – bagi dos asal

3



MRT : Monitoring 

• Pesakit perlu dipantau setiap hari oleh 
pegawai farmasi/pengamal perubatan 
(swasta) untuk tujuan penyelarasan dos 
methadone dan penilaian ke atas 
sebarang tanda intoksikasi. 

• Pesakit perlu dinilai sekurang – kurangnya 
dua kali dalam dua minggu pertama 
selepas memulakan rawatan. 
• 1st two weeks – weekly review
• 2weekly for 1month 
• 3monthly 



MRT : Monitoring 

• Penilaian berikut perlu dipertimbangkan semasa pemantauan dalam minggu 
pertama bagi penyelarasan dos :
a. Tahap tarikan (withdrawal) 
b. Intoksikasi 
c. Penggunaan dadah terlarang 
d. Penggunaan ubat lain 
e. Kesan sampingan 
f. Persepsi pesakit ke atas dos yang cukup 
g. Pematuhan terhadap program methadone 



Methadone withdrawal
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METHADONE
SYRUP METHADONE

SYRUP

MRT in 
Special situation : 
change from one 
pharmacotherapy 
to Methadone



Buprenorphine / naloxone 

• Stabil dengan Buprenorphine / naloxone
• Kurangkan dos Burprenorphine / naloxone <8mg beberapa hari
• + Methadone 24jam selepas dos terakhir Buprenorphine / naloxone (not more than 40mg)
• Dos methadone yang rendah perlu dimulakan kepada pesakit yang sebelum ini mengambil dos 

buprenorphine/ naloxone yang rendah (4 mg atau kurang) 



Naltrexone

• JANGAN berikan methadone sehingga sekurang – kurangnya 72 jam selepas dos 
terakhir Naltrexone. 

• Methadone yang dimulakan hendaklah tidak melebihi 20 mg dan perlu diberi secara 
berhati-hati. 



Split Dose

METHADONE
SYRUP METHADONE

SYRUP



Methadone Split Dose

● Used only for high doses of methadone due to drug interaction 
effects (e.g. ART, anti-TB)

● A split-dosage can only be instituted by a physician and must be 
clearly defined by the dosage required by the patient, e.g.:

Syrup Methadone 90mg OM, 60mg ON

● A split-dosage for morning and evening needs to be supplied in 
2 dose units 

      (2 separate bottles).



Methadone Split Dose

● The split dose should be taken in DOTS and monitored daily 
for at least one week to ensure that patients receive 
therapeutic dose.

● Any increase in methadone dose for patients who require a 
'split-dose’, methadone will be dispensed by DOTS for at least 
3 days to ensure that the patient receives a therapeutic dose.



During 
intoxication04
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Methadone during Intoxication

● Methadone dispensing should be delayed and referred to the Medical 
Officer for further evaluation.

● Medical Officers need to get an specialist's opinion regarding the 
appropriate safe dose.



Methadone 
Overdose05
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Methadone Overdose

● More than 90% of deaths that occured during stabilization of 
methadone treatment involve other drugs.

● Clients should be warned about the risks associated with using 
other drugs with methadone
o Death after methadone induction often occurs 
o At home during sleep
o Hours after peak concentration has occurred
o Occurs around the third or fourth day of methadone 

induction



Methadone Overdose

Maybe related to:
● Other drug use (i.e. sedatives such as alcohol and 

benzodiazepines)
● Tolerance of incomplete evaluations
● Starting dose that is too high
● Lack of understanding regarding cumulative effects
● Inadequate observation and monitoring of dosage
● Variation of methadone metabolism in each individual



Methadone Overdose: Signs

Pinpoint pupils

Bradycardia, 
Hypotension

Hypoventilation

Feeling intoxicated / 
sedation / nodding off

Blue or grey / ashen 
lips and nails

Unresponsive to 
voice/sound, coma

Pulmonary Oedema

Slurred Speech, 
Unsteady Gait 

Symptoms can last for 24 hours or more. Death 
usually occurs as a result of respiratory depression.



Methadone Overdose: Management

MONITORING
● Check frequently for vital signs, oxygen saturation
● Hold a brief conversation to assess alertness
● ECG and cardiac monitoring to check for prolonged QT interval 

and ventricular arrhythmias.



Methadone Overdose: Management



Methadone Overdose: Management

NALOXONE
● If the patient has respiratory depression, give 2.0 mg naloxone IV.
● If no respiratory depression, give 0.01 mg/kg body weight to avoid 

precipitating withdrawal.
● If no response after initial dose, repeat naloxone 2–4 mg every 2–3 

min. If there is no response after 10–20 mg naloxone, search for other 
causes of coma. 

● If the patient responds to naloxone, infuse at 2/3 the effective dose 
per hour. 

- Give a bolus of 1/2 the effective dose 15–20 min after starting 
infusion.
- Titrate the dose to avoid withdrawal, while maintaining adequate 
non-assisted respirations.



Methadone Overdose: Management

NALOXONE

Precautions: 
● Ventricular dysrhythmias and cardiac arrest 

can occur with naloxone-induced withdrawal, 
especially if patients are withdrawing from 
other substances. 

● The patient may become agitated and AOR 
discharge. Intubation avoids these risks. 



Methadone Overdose: Management

INTUBATION
This avoids risks of naloxone-induced withdrawal. Intubation is necessary 
if:
● RR < 12 
● Hypercapnia
● Desaturation persists despite supplemental oxygen 
● Patient fails to respond to naloxone within 2 min



Methadone Overdose: Management

Time intervals for monitoring suspected methadone overdose: 
● Observe for at least 10 hours post-overdose. 
● Discharge if completely asymptomatic during that time. 
● If symptomatic at any time during the 10 hours, observe for at 

least 24 hours post-overdose. 
● If intubated or on naloxone, continue for at least 24 hours post-

overdose.
● Monitor for at least 6 hours after naloxone or intubation 

discontinued.
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Methadone Metabolism

Cytochrome 
P450

enzyme

Enzyme 
inducer

+

METHADONE



Methadone Metabolism
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• High incidence of comorbidities

• Refer to MO / FMS / Psychiatrist / 
Counsellor  if needed

• Anxiety, depression, personality 
disorders are common

• Psychotherapy may be useful as adjunct

Psychiatric comorbidities
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Methadone and HIV

● Illicit drug users especially intravenous drug users (IVDU) often have 
difficulties accessing HIV care. 

● They are less likely to receive antiretroviral therapy compared to 
other populations.

● Evidence indicate that IVDUs benefit significantly from the 
treatment but mortality remains high compared to non-user HIV 
patients. 

● Factors contributing to mortality include delayed initiation of 
treatment, poor adherence to treatment regimen, interruptions in 
medical care and ongoing drug use.



Methadone and ART

● Co-administration of ART (NRTI, NNRTI and PIs) with methadone can 
result in significant reduction in plasma methadone, leading to 
opioid withdrawal symptoms or increasing ARV drug toxicities.

● Dose titration according to clinical effects.

Anti-
retroviral

Agent

Effect on
Methadone

Comments

Non-nucleoside Reverse Transcriptase Inhibitors (NNRTIs)

Efavirenz
(EFV)

Methadone Cmax ↓ 45% 
and  AUC ↓ 52%

Symptoms of withdrawal may develop after 3–7 days, 
requiring significant increase in methadone dose 

Nevirapine
(NVP)

Methadone AUC ↓ 41%

+
+



Methadone and ART
Anti-

retroviral
Agent

Effect on
Methadone

Comments

Nucleoside / Nucleotide Reverse Transcriptase Inhibitors (NRTIs)

Zidovudine
(AZT)

None
AZT AUC ↑ 29–43%. Monitor for AZT adverse effects, in 
particular bone marrow suppression (especially anaemia).

Abacavir
(ABC)

Methadone 
clearance ↑ 22%

Monitored for withdrawal symptoms; dose increase 
unlikely, but may be required in small number of patients

Protease Inhibitors (PIs)

Lopinavir /
ritonavir
(LPV/r)

If boosted with 
ritonavir, 
Methadone AUC ↓ 
16%−18%;

Opioid withdrawal unlikely but may occur. Adjustment of 
methadone dose usually not required; however monitor for 
opioid withdrawal and increase dose as clinically indicated.

+

+



Methadone and ART

hiv-druginteractions.org/checker
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Hepatitis B & C

• Refer gastro/ID depending on hospital
• Ensure they are on follow up
• Monitor ALT/AST level (Acceptable up to 3 times normal)
• No dose adjustment necessary unless on treatment –refer drug-drug interaction
• Pt on long term methadone treatment usually does not need dose adjustment. 

Unless there is sudden deterioration of liver function
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Methadone and Tuberculosis

● Drug interaction between methadone, buprenorphine with rifampicin.

● Dose titration according to clinical effects.
● Patients should inform doctor / pharmacist when anti-TB drug is stopped

Rifampicin

Plasma level of methadone 

Methadone Dose 
+



Methadone and Common Drugs

CYP450 3A Inducers CYP450 3A Inhibitors

Dexamethasone
Efavirenz
Phenobarbital
Phenytoin
Rifampicin
St. John's wort

Amiodarone
Azoles (Fluco-, 
Itra-, Ketoco-)
Cimetidine
Clarithromycin
Diltiazem
Grapefruit juice

Lopinavir
Ritonavir
Verapamil+

-



drugs.com/drug-interactions/methadone.html



Methadone and Organs Impairment

Kidney
● Methadone and its metabolites are excreted in the urine 

and  faeces.
● For patients with impaired renal function, methadone 

clearance via faeces increases and no dose adjustment 
is required.

● Removal by dialysis is not expected to be significant due 
to methadone is highly protein bound and has large 
volume of distribution.



Methadone and Organs Impairment

Liver
● Methadone is not hepatotoxic. However, the liver has a 

central role in methadone metabolism, clearance, and 
drug storage.

● Therefore, usual methadone doses may be implemented 
for patient with chronic, stable liver functions but 
avoided in patients with progressive failure.
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Methadone and Pregnancy
● Opioid agonist treatment is thought to have minimal long-term 

developmental impact on children in relative to the harm 
resulting from maternal use of heroin and prescription opioids.

● Studies show that pregnant women with opioid use disorder 
who are not in treatment should be encouraged to start 
treatment with methadone as early as possible.

● Clinicians should be aware that the pharmacokinetics of 
methadone are affected by pregnancy. 

● With advancing gestational age, plasma levels of methadone 
progressively decrease and clearance increases. 



Methadone and Pregnancy

• Opioid users who become pregnant are given high priority to 
be started on MRT

• Naloxone challenge- should not be used as it may precipitate 
miscarriage

• Pregnant ladies should be given adequate dose of 
methadone to ensure plasma stability

• May need to increase dose- increase metabolism in liver, 
increased plasma volume, to minimize other drug use.

• Increased or split doses may be needed as pregnancy 
progresses.

• After child birth, doses may need to be adjusted



Methadone and Pregnancy

● Pregnant women who are on agonist treatment should be 
encourage not to discontinue treatment while pregnant as 
withdrawal may cause :

● Therefore, methadone, buprenorphine and suboxone are the 
accepted for use during pregnancy [Pregnancy category C].

1st trimester • Miscarriage

3rd trimester
• Foetal distress 
• IUD



Methadone and Pregnancy

● Dose reduction can be done in 2nd trimester but go low and 
slow → 2.5-5mg/week

● Pt specific and stable pregnancy

● Methadone can cause respiratory depression but neonatal 
withdrawal is a major issue as it is unpredictable



Methadone and Breastfeeding

● Small amounts of methadone in breast milk can pass to the 
baby, but these levels are low. 

● Studies have shown amount of buprenorphine metabolites 
secreted in breast milk are so low that they pose little risk to 
breastfeeding infants.

● Therefore, mothers receiving methadone and buprenorphine 
for the treatment of opioid use disorders should be 
encouraged to breastfeed.

● However, breastfeeding from mothers taking methadone is 
considered safe for baby but not safe for HIV positive mother.



CREDITS: This presentation template was created by Slidesgo, 
including icons by Flaticon and infographics & images by 

Freepik

Thank You!
Any Questions?

http://bit.ly/2Tynxth
http://bit.ly/2TyoMsr
http://bit.ly/2TtBDfr
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