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Background

Opioid analgesics are widely prescribed for pain, but long-term use
can lead to dependence and overdose.

Deprescribing is increasingly encouraged to improve safety, yet
concerns remain about risks following discontinuation.

Studies on the adverse outcomes of opioid discontinuation are
conflicting, with studies primarily from the US and Canada, limiting
generalisability.
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Aims

« This study aimed to examine associations between opioid discontinuation and:

o Suicide

o Fatal unintentional overdose
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POPPY Il Study: New opioid users 2003-18
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Nested Case-Control Study
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Key Findings: Suicide (N=523)

Adj. Odds of Suicide:
0.88 (0.72-1.07)

Subgroup
Opioid exposure
(Ref: Ongoing use)
Discontinued use
Geography
(Ref: Major city)
Regional/Remote
Socioeconomic Disadvantage
(Ref: 1-Most disadvantaged)
2
3
4
5-Least disadvantaged
Past 12-mo treatment for comorbidities
Opioid use disorder
Substance use disorder*
Nonfatal overdose/self-harm
Mental health conditions
Past 12-mo psychotropic medicine dispensings
Sedative—hypnotic
Antidepressant
Antipsychotic
Gabapentinoid
OME mg dispensed
(Ref:<50mg/day)
50+mg/day

Adjusted odds of suicide death

aOR (95% ClI)

0.88 (0.7210 1.07)

1.06 (0.86 to 1.32)

1.44 (1.08 t0 1.93)
1.61 (1.21102.13)
1.53 (1.11 t0 2.09)
1.98 (1.39 t0 2.84)

1.55 (0.98 to 2.46)
1.67 (1.15t0 2.42)
3.65 (2.2210 6.00)
1.16 (0.86 to 1.58)

2.60 (2.13103.17)
1.56 (1.27 to 1.91)
1.40 (1.05 to 1.87)
0.91 (0.60 to 1.38)

1.17 (0.82 t0 1.68)
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Key Findings: Fatal Overdose (N=671)

Adjusted odds of fatal unintentional overdose
Subgroup aOR (95% CI)

Opioid exposure
(Ref: Ongoing use)

Discontinued use - 0.45 (0.37 to 0.54)
Geography

Regional/Remote 0.93 (0.76 to 1.13)

(Ref: Major city) :
° Socioeconomic Disadvantage _l
Adj. Odds of Fatal Overdose: a

3 1.32 (1.02t0 1.72)

0.45 (0.37-0.54) -

—_ 1.65 (1.19t0 2.30)
Past 12-mo treatment for comorbidities

Opioid use disorder — 3.42 (2.61104.48)
— 1.78 (1.321t0 2.41)
—_— 2.22 (1.44t03.42)

1.21 (0.93 to 1.56)

Substance use disorder* :
Nonfatal overdose/self-harm E
Mental health conditions -
Past 12-mo psychotropic medicine dispensings E
Sedative~hypnotic i — 2.71 (2.23 t0 3.30)
Antidepressant — 1.23 (1.02t0 1.48)
Antipsychotic E = 2.43 (1.92 10 3.08)
Gabapentinoid —— 1.25 (0.81 to 1.90)
OME mg dispensed
(Ref: <50mg/day)

50+mg/day —_ 2.66 (2.16 to 3.28)
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Implications

 Discontinuation not linked to increased suicide or overdose risk.

« Findings contrast with US studies, highlighting local context.

« Support needed for high-risk groups during discontinuation.

Hopkins...Gisev et al (2025). PAIN. DOI: 10.1097/j.pain.0000000000003824
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Abstract \
There is limited and conflicting evidence about associations between prescription opioid discontinuation and mortality. Two nested
case—control studies explored associations between prescription opioid discontinuation and death due to suicide or unintentional
overdose. The studies were undertaken within a population-based cohort study linking dispensing data to health and mortality data
sets for 371,048 adult residents of New South Wales, Australia, who were dispensed opioids for =6 months between July 1, 2003,
and December 31, 2018. Cases were individuals with a suicide death or fatal unintentional overdose, matched using risk-set
sampling to 10 controls by age, sex, and time. Opioid discontinuation, vs ongoing use, was measured using time-varying exposure
periods quantified from dispensing records. Conditional logistic regression was undertaken, with models adjusted for
sociodemographics, comorbidities including mental health conditions and substance use disorders, and psychotropic dispensings.
Overall, 523 people died by suicide (median age 50 years [interquartile range 39-66], 368 male [70.4%]) and were matched to 5230
controls. Compared with people with ongoing opioid use, discontinuation was not associated with increased odds of experiencing
a suicide death (adjusted odds ratio 0.88, 95% confidence interval 0.72-1.07). In addition, 671 people experienced a fatal
unintentional overdose (median age 42 years [interquartile range 35-50], 395 male [58.9%]) and were matched to 6710 controls.
Opioid discontinuation was associated with reduced odds of experiencing a fatal unintentional overdose (adjusted odds ratio 0.45,
95% confidence interval 0.37-0.54), relative to ongoing use, with the magnitude of this effect greatest when people were unexposed
to opioids for =90 days. These findings provide evidence that opioid discontinuation is not necessarily associated with adverse
mortality outcomes.
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