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Referral question from community

“James” is a 45 year old homeless man with schizophrenia. He is case managed on a 
community treatment order. He has a good relationship with his long term case manager 
and is prescribed oral antipsychotic medication.

He has been smoking methamphetamine several times per week for the last 3 years. He 
is intermittently adherent to his antipsychotic medication, resulting in frequent psychotic 
relapses and subsequent admissions to the psychiatric inpatient ward to re-establish 
treatment. He was recently switched from depot medication to oral per his preference.

He wants to abstain from using methamphetamine but tells me that he has found it 
impossible EXCEPT for when he has been using illicit suboxone.

Can we prescribe him suboxone to reduce his methamphetamine use?
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Initial thoughts

• Complex patient 

• Very difficult to treat methamphetamine use disorder in schizophrenia

• No evidence based pharmacotherapy for MUD

• ?efficacy of psychosocial interventions (eg Contingency Management, CBT, 

Matrix Model, Community Reinforcement Approach) for patients with 

schizophrenia + MUD

• Usually excluded from trials

• Eg no mention of schizophrenia in latest American guidelines for treatment 

of Stimulant Use Disorder (2023)

• Capacity of community MH services to deliver these interventions

• Does he have an undiagnosed OUD?

• Is he seeking to divert the BPN?

• Is the BPN reducing his MA withdrawal symptoms?

• Is the BPN reducing his psychotic symptoms?
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BPN and schizophrenia

• Is the BPN reducing his psychotic symptoms?

• BPN acts on

• Mu-opioid receptor partial agonist

• Kappa-opioid receptor (KOR) antagonist

• KOR and schizophrenia

• Dopamine hypothesis: symptoms of schizophrenia and non-schizophrenic 

psychosis are the result of dopamine abnormalities in the mesolimbic and 

PFC.

• Preclinical studies suggest that KOR stimulation may contribute to the 

positive symptoms of schizophrenia by increasing dopamine release

• Thus, KOR antagonism (by BPN) may reduce psychosis

• Single 10 patient study in 1987 (Schmauss et al) found acute reduction in 

positive psychotic sx after BPN 0.2mg.
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BPN and schizophrenia
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Literature
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• 2015, RCT, double blind

• 40 men, MA dependent (no other 

substances), members of “Matrix 

program” at an addiction treatment 

centre in Iran

• Exclusion criteria

• Other substance use

• Severe mood disorder, SI, 

psychotic disorder

• 2 groups: BPN 6mg or placebo, 4 

month psychosocial program

• Measurement: MA cravings (CCQ-

Brief) and urine tests

• Results: BPN augmentation 

significantly reduced MA cravings
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• 2020, RCT, double blind

• 40 men/women, MA dependent (no other 

substances), doing Matric Program

• 2 groups: BPN 4mg or placebo for 8 

weeks + Matrix Program.

• Exclusion criteria: major mental illness 

(including psychotic disorder)

• Measurement: MA cravings (CCQ-Brief) + 

MA use, 4 months follow up.

• Results: BPN significantly reduced MA 

craving + MA usage occasions
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• 2020

• Prospective cohort study. 800 

patients on BPN.

• Measurement: impact of MA use on 

OAT program retention at 6 months.

• Results: 

• MA users (30% cohort) ~2.5x 

more likely to drop out of OAT

• For those MA users retained, 

73% no longer using MA at 6 

months (ie MA use decreased 

over time)
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Cravings

• 2017

• 40 outpatients, MA dependent 

(daily use for 6 months prior to trial, 

then asked to cease immediately 

prior)

• Randomised to receive either 

methadone 40mg or buprenorphine 

8 mg (no control group)

• Measurement: MA cravings

• 17 day follow up, daily interview 

and cravings measurement

• Result: craving reduced in both 

groups, significantly more in 

buprenorphine group (consistent 

with natural history)

• Conclusion: recommended 

buprenorphine to reduce cravings
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• 2015

• RCT: effects of bupropion and buprenorphine on methamphetamine 

cravings

• 65 participants (MA dependent, not currently using, psychiatric 

inpatients)

• Divided into 2 groups: given 300mg buproprion or 8mg 

buprenorphine for 2 weeks

• Measurement: MA cravings, urine drug tests

• Results: both groups had significant reductions in cravings, 

BPN>buproprion, consistent with natural history

• Conclusion: buprenorphine recommended for MA cravings 

• No mention of risks and side effects from iatrogenic neuroadaptation



Day/Month/YearFootnote to go here Page 14



Day/Month/YearFootnote to go here Page 15

• Retrospective cohort study: 59 people with OUD + beginning treatment with LAI-BPN + current or 

past use of MA 

• Comorbid OUD + current/past MA use (common, up to 1/3rd of patients in opioid treatment 

programs)

• Measurement: change in MA use at baseline, 3 months, 6 months

• Results: all past MA users remained abstinent, 70% of active MA users reduced or ceased use

• Conclusion: consider using LAI-BPN as a treatment for MA use

• Consistent with clinical experience: treatment of OUD often results in reduction in other 

substance use



Literature summary

Day/Month/YearFootnote to go here Page 16

• Impact of suboxone on MA cravings: one promising reasonable quality RCT, 

other studies very low quality.

• Impact of treating OUD on MA use: good (matches clinical experience)

• Insufficient evidence to support hypothesis that OAT should be prescribed for 

methamphetamine use disorder in absence of OUD.

• Literature excludes patients with schizophrenia; unfortunate, given level of 

psychosocial dysfunction and distress and complexity of their care

• No mention of the risks of neuroadaptation in any study.

• BPN treatment for patients with schizophrenia may reduce MA use indirectly by 

reducing psychotic symptoms
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Risks

• Iatrogenic neuroadaptation to opioids

• “Neuroadaptation”

• The processes by which initial drug effects are either enhanced 

(sensitisation) or attenuated (counter-adaptation) by exposure to a drug

• Inferred from observing changes in opioid tolerance and withdrawal 

phenomena

• Can occur immediately following the administration of an opioid agonist 

(single dose of morphine to non-dependent person; can induce 

withdrawal reaction by giving large dose of naloxone, indicating 

neuroadaptation)

• Certainly occurs when commenced on OAT

• Impact of neuroadaptation

• Opioid tolerance and risk of withdrawal

• Side effects of OAT

• If OAT ceased, are sensitised and more rapidly neuroadapted to opioids 

thereafter



Side effects of OAT
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• Overdose

• Prolonged QTc

• Hyperalgesia

• Hypogonotrophic hypogonadism

• Osteoporosis (increased fracture risk)

• Sarcopenia

• Reduced libido, erectile dysfunction

• Fatigue

• Infertility and menstrual irregularity

• Immunosuppression

• Variable for each opioid

• NB: methadone has been shown to be 

immuno-restorative in humans



Side effects of OAT
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• Peripheral oedema

• Dental issues (caries, abscesses) with SL BPN

• Constipation

• Miosis

• Headache

• Sweating
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Questions

• Have you observed this or been told this by your clients?


