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Learning from Opioid Related Deaths in Greater Manchester
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Introduction

Opioids prescribed for non-cancer pain offer limited long-term benefits and carry significant safety risks'2. This briefing
examines four cases of opioid-related deaths in Greater Manchester to highlight systemic issues and provide key
recommendations to support safer prescribing and prevent future harm.

Recent opioid-related death cases across Greater Manchester

Case 1: A patient with multiple chronic conditions, including ischaemic heart disease, cardiomyopathy, and colorectal
pain, died from cardiac arrest due to fentanyl and morphine toxicity. At the time of death, four 25mcg/hour fentanyl
patches were found on patient’s back, significantly exceeding the prescribed dose.

Case 2: A patient with a history of mental health conditions, who was awaiting Interpersonal Psychotherapy (IPT), died
accidentally from combined dihydrocodeine and pregabalin toxicity.

Case 3: A patient with a documented history of heroin addiction and long-term abstinence died from accidental toxicity
involving Zomorph® and pregabalin. Opioids had been reintroduced despite the patient’s history, leading to renewed
dependence and the use of non-prescribed opioids.

Case 4: A patient with a long history of opioid use following surgery died from accidental multiple drug toxicity
(Zomorph® (>120mg), Oramorph, codeine) and pneumonia.

High risk patients: To minimise the risk of opioid-related fatalities it is essential that clinicians?3456.78.9

Identify and act on risk factors that increase susceptibility to opioid-related harm (examples listed in Appendix 1).
Implement regular opioid reviews. Establish a strategy for consistent reviews especially for high risk patients.
Consider reducing opioid prescription quantities (e.g. weekly scripts) to enable closer monitoring and timely
reassessment.
Justify and document opioid reintroduction. Avoid prescribing opioids to individuals with a history of addiction
unless necessary. If reintroduction is considered, conduct a clear multidisciplinary risk-benefit assessment.
Document the rationale for reintroduction thoroughly, including why non-opioid alternatives are not suitable,
current risk factors (e.g. mental health, substance misuse history), agreed treatment goals and defined exit strategy.
Follow the MHRA Drug Safety Update: Opioids risk of dependence and addiction advice. Discuss risk of dependence,
tolerance, and addiction with the patient. Monitor closely and taper gradually if needed. Be alert to signs of opioid-
induced hyperalgesia or misuse.
Enhance monitoring and communication particularly for patients with a history of substance misuse. Ensure regular
reviews, shared decision making, and face to face discussions where possible, with clear documentation of risk status
across the multidisciplinary team.
Promote non-pharmacological approaches. Encourage alternatives such as cognitive behavioural therapy (CBT),
acceptance and commitment therapy (ACT) and social prescribing.
Avoid High-Risk Combinations such as multiple opioids (e.g. morphine M/R and codeine), multiple formulations of
opioids and concurrent use with CNS depressants (e.g. gabapentinoids: pregabalin and gabapentin, benzodiazepines,
antipsychotics: quetiapine, promazine), unless clinically justified.
Where a combination of an opioid and CNS depressant is considered necessary, and no safe alternative exists:
o Evaluate whether adjustments in dose or dosing regimen are necessary

Prescribe the lowest effective opioid dose for the shortest duration

Implement enhanced monitoring for sedation, respiratory depression and misuse

Provide clear documentation outlining the clinical rationale and intended duration of treatment

Conduct structured, regular reviews and involve multidisciplinary input to support safe prescribing.
Exercise extra caution with PRN opioid prescribing, as patients may increase frequency or dose, leading to
unintended dose escalation.

Follow up and review

Timely Post-Discharge Review: Ensure opioids initiated in secondary care are reviewed promptly in primary
care within the timeframe set by the GMMMG Communication Standards for Opioids at Discharge. Long-term
opioid use (beyond 3 months) significantly increases the risk of dependence and addiction, even at therapeutic
dosesb.

Implement regular, structured reviews including pain management planning and deprescribing strategies.
Patients should be reviewed within four weeks of initiating opioid treatment. Once treatment is stable, providing
sustained symptom relief with no emerging concerns, and there is a clear indication to continue opioid
therapy, reviews should occur at least every six months, in line with Faculty of Pain Guidance.
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Communication

Strengthen correspondence triage to ensure all communications referencing opioids are promptly reviewed and
actioned. Implement clear processes to identify, flag, and respond to opioid related concerns raised by community
pharmacists or secondary care clinicians. Ensure these are integrated into routine clinical workflows.

Educate on fentanyl safety: Reinforce clinical understanding of fentanyl’s high potency e.g. a 25 mcg/hr fentanyl
patch = 60 mg-90 mg/day oral morphine equivalent (OME)"'%- Highlight the associated risks. Promote adherence to
prescribed doses and educate patients on safe use, handling, and disposal''. Ensure old patches are always
removed before applying new ones to prevent cumulative dosing. Refer to Appendix 4, SPS Guidance on Using
Transdermal Patches Safely, the Fentanyl Drug Safety Alert and resources on the GM pain Hub for guidance.

Clearly document the rationale for prescribing opioids, including review dates and details of patient discussions.
Ensure this information is shared across the multidisciplinary team to support continuity of care.

Opioid strength selection errors: Exercise extra caution when prescribing or dispensing opioids. There are
significant risks of overdose if a concentrated product is selected in error for a standard strength formulation. Several
incidents have been reported involving selection errors, such as:

s Oxycodone 10 mg/mL concentrated oral solution instead of Oxycodone 5 mg/5mL oral solution.

o Zomorph® 100 mg M/R capsules instead of Zomorph® 10mg M/R capsules

= Oramorph® 20 mg/mL (100 mg/5 mL) concentrated oral solution instead of Oramorph® 10 mg/5 mL solution.

Concentrated preparations: Oxycodone 10 mg/mL solution, Morphine 20 mg/mL solution and Oxycodone 50 mg/ml
injection must not be prescribed in palliative care, unless recommended by a specialist and in line with the
GMMMG Palliative Care guidelines. Refer to Appendix 5 for information on prescribing opioids in palliative care.
Prescribe opioids by brand name, clearly document the intended strength and dosing instructions, particularly
when initiating treatment. Pharmacists should review the patient medical record and, where doses appear unusual or
inconsistent with prior therapy, confirm the intended dose and strength with the prescriber before dispensing.

Community Pharmacy Responsibilities: Ensure that concerns about potential overprescribing or misuse of opioids
are appropriately escalated to the prescriber. Maintain open channels for feedback and follow-up.

Secondary Care Responsibilities: Ensure discharge summaries that include opioid prescriptions are clearly
documented in line with the GMMMG Communication Standards for Opioids at Discharge. Before initiating opioids in
secondary care, conduct appropriate checks to confirm the patient is not already prescribed opioids to avoid
duplication and associated risks.

Clinical systems and tools

Utilise audit and monitoring tools effectively. Actively use tools such as the SMASH dashboard, ePACT data,
Open prescribing and opioid-related KPls to monitor opioid safety within your practice.

= Ensure that EMIS or other clinical systems are actively configured to support opioid safety. This includes setting
up alerts that flag high-risk patients (e.g. on high dose opioids or with a history of substance misuse) at the point
of care.

= Regularly review and update these alerts to reflect current safety priorities and prescribing guidance.

Routinely assess the appropriateness of ongoing opioid therapy, particularly when doses exceed 120 mg/day

OME. Refer to Appendices 2 and 3 for guidance on tapering and discontinuation strategies.

Ensure Repeat Prescribing Systems are robust enough to prevent duplication, over-ordering, or misuse.

Use opioid conversion tools correctly. Incorrect opioid conversions result in serious dosing errors. Switching from

one opioid to another should only be recommended or supervised by a clinician with adequate competence and

sufficient experience. If uncertain, ask for advice from a more experienced clinician.

= In most cases, when switching between different opioids, the calculated dose-equivalent must be reduced to
ensure safety. The starting point for dose reduction from the calculated equi-analgesic dose is around 25-50%.
A dose reduction of at least 50% is recommended when switching at high doses (e.g., oral morphine or equivalent
doses of 500 mg/day or more), in elderly or frail patients, or because of intolerable undesirable effects. Refer to
Opioid Aware for detailed guidance on dose equivalents and changing opioids.

Improving systems, sharing concerns, and regularly reviewing prescribing practices across all care settings can
make a meaningful difference. By learning from these cases, we can work together to prevent future harm.

= To support this, all opioid related errors, near misses or safety concerns should be reported through the Learn From
Patient Safety Events (LFPSE) service and MHRA Yellow Card Scheme, ensuring that lessons can be learnt and
patient safety is continuously improved.

7 Opioid safety is everyone’s responsibility
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Appendices

Appendix 1: Risk factors for opioid-related harm23+

= Patient Factors: Age = 65, pregnancy, history of substance or opioid misuse, previous overdose

= Medication-Related Factors: High-dose or potent opioids, multiple opioids e.g. morphine M/R
and codeine), use of multiple opioid formulations and routes of administration (e.g. combination
of patch and oral opioid formulation), loss of opioid tolerance, concurrent use of CNS
depressants (e.g. gabapentinoids: pregabalin and gabapentin, benzodiazepines, antipsychotics:
quetiapine, promazine)

s When co-prescribed with opioids, sedating antipsychotics are associated with an increased
risk (up to 60%) of unintended overdose compared to nonsedating antipsychotics. Additional
risks from antipsychotics such as QTc prolongation, hypotension may also contribute to
opioid related deaths.

= Clinical Conditions: Renal or hepatic impairment, mental health disorders, underlying
respiratory conditions, cardiac conditions, neurological conditions

= Healthcare and Social Factors: Inconsistent monitoring and follow-up, lack of patient education
on opioid risks, socioeconomic barriers affecting access to care and support.

This list is not exhaustive. Clinical judgement remains essential when assessing opioid-related risks.

Appendix 2: Opioid overdose risk and dose thresholds*221

Opioid overdose risk is dose-dependent, with significantly increased risk at higher daily doses:

= 50-100 mg/day oral morphine equivalent (OME) increases overdose risk by 1.9 to 4.6 times
compared to 1-20 mg/day OME.

= 2100mg/day OME raises the risk of overdose significantly, by 2.0 to 8.9 times.

= Dosages 2 120 mg/day OME the risk of harm is substantially raised without benefit.

The British Pain Society recommends a maximum of 120mg/day OME for healthy adults with
normal renal and hepatic function and no additional risk factors. In patients with comorbidities
or vulnerabilities, the safe threshold should be considered lower than this.

Clinical Recommendations:

= Doses >50mg/day OME should be regularly reviewed.
= Patients requiring 290mg/day OME should be referred for specialist assessment.
» Opioid tolerance and opioid induced hyperalgesia may occur in patients taking opioids. Opioid
tolerance is likely at 60mg/day OME for 27 days. Avoid escalating opioid doses before surgery™
» Modified release opioids pose significant risks in the post operative period, including:
o Opioid Induced Ventilatory Impairment (OIVI)
= Persistent Post-operative Opioid Use (PPOU)
= Given the risks and the short nature of post-operative pain, the Commission on Human
Medicines (CHM) recommends:
= Modified release opioids should not be used
= Immediate release opioids are sufficient for managing post-operative pain's.
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Appendix 3: Five practical steps to reduce high dose opioids™

1. Education

= Conduct a thorough assessment of the patient's pain history, ensuring a clear understanding of the
type and characteristics of the pain.

o Provide targeted education on pain classification, emphasising that neuropathic pain should
not be treated with medication used for nociceptive pain.

= Clearly explain the rationale for opioid reduction, highlighting its clinical importance and
potential benefits.

2. Engagement

o Offer patients as much choice as possible in how their opioid reduction is managed.

o Opioid reduction templates are a useful guide, but listening to patient preference is key.
Provide patients with options such as reducing weekly or fortnightly, choosing whether to
taper morning and evening modified-release doses simultaneously or sequentially.

o A personalised, shared decision-making approach gives patients control and ownership,
improving engagement and outcomes.

o Face to face reviews support better assessment of the patient’s understanding, emotional
wellbeing and adherence.

3. Team alignment
= Ensure all members of the care team are informed and aligned with the agreed weaning
plan.
4. Emotional impact
o Proactively manage any anxiety or depression that may arise during opioid reduction process
5. Setting Expectations

o Help patient understand that opioid reduction can be challenging, and that ongoing support
will be available.

For detailed guidance, refer to the Guidance for opioid reduction in primary care.

Appendix 4: Safe use of fentanyl patches

Patients and caregivers must always be informed about directions for safe use of fentanyl patches.
This includes:

= Correct use:
= Do not exceed the prescribed dose
= Follow the correct frequency of patch application
o Do not cut patches
= Removing the old patch before applying a new one
= Application and handling:
= Avoid touching the adhesive side of the patch.
o Fix the patch securely to prevent accidental transfer to a child, pet or other household
contact.
= Wash hands thoroughly after application
s Avoid exposing patches to heat sources e.g. hot baths, showers, heating pads.
= Storage and disposal
= Store patches securely out of sight and reach of children
o Even used patches contain enough medicine to cause harm and may be fatal to children
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o Carefully follow the patient information leaflet directions on safe storage and disposal of used
patches or those which are not needed.

o After use, fold the patch so that the adhesive sides stick together and return it to the original
sachet.

= Seek advice from a pharmacist on the safe disposal of used or unused patches.

= Overdose awareness
= Patients and caregivers should be warned of the possible signs and symptoms of fentanyl

overdose, which include respiratory depression (difficulty in breathing or shallow breathing);
tiredness; extreme sleepiness or sedation; inability to think, walk, or talk normally; and feeling
faint, dizzy, or confused.

o If overdose is suspected, call 999 immediately and request an ambulance.

» Prescribing and Clinical Governance

s Do not initiate in fentanyl patches in opioid naive patients

= Avoid use of fentanyl patches for titration of uncontrolled pain.

o Specialist initiation is recommended.

= Report accidental exposures or side effects via the MHRA Yellow Card Scheme.

Appendix 5: Safe use of strong opioids in palliative care’

There are generally no absolute contraindications to the use of strong opioids in individuals receiving
palliative care for advanced progressive disease, if dosing is carefully titrated to meet the patient’s pain
management needs.

* Prescribing concentrated formulations
= Concentrated opioid preparations (e.g. morphine 20mg/ml solution, oxycodone 10mg/ml solution,
oxycodone 50mg/ml injection) must only be prescribed following specialist advice for use in
palliative care. These products carry a high risk of overdose if selected in error for a standard
strength version. Prescribers and dispensers must exercise heightened vigilance.
= Considerations for patients with longer prognoses
= For individuals with a longer life expectancy, evaluate the risks associated with prolonged opioid
use such as adverse effects, tolerance, dependence and reduced efficacy in chronic pain.
= For guidance on managing long-term pain in individuals with palliative care needs, refer to the
GMMMG Palliative Care Pain & Symptom Control Guidelines, in particular Box 2.
= Minimising risk and preventing errors
Due to reports of serious incidents and the potential toxicity with strong opioids diligent prescribing,
dispensing, administration, monitoring and counselling is required to reduce the risk of error and/or
confusion particularly between:
= Immediate-release versus modified-release products
o Products with different duration of action, e.g. 12 hourly versus 24 hourly modified-release tablets,
7-day versus 3- or 4- day transdermal patches
= Products with both low and high strength concentrations, e.g. oral solutions, injections
= Products with different bioavailability that are not interchangeable.
= Communication and Governance
o Ensure clear documentation of prescribing rationale, dosing instructions and review dates.
= Promote multidisciplinary input and shared decision making
= Conduct structured reviews and reinforce patient education on safe use of opioids, especially
around patch handling and disposal.
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https://yellowcard.mhra.gov.uk/
https://gmmmg.nhs.uk/wp-content/uploads/2025/05/Palliative-Care-Pain-and-Symptom-Control-Guidelines-DIGITAL.pdf
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Greater Manchester

Resources for opioid weaning

This table provides a curated list of resources to support safe and effective opioid weaning. It includes
clinical guidance, patient education materials, opioid reduction templates and tools for multidisciplinary

teams.

Resource name and link

Purpose

GM Pain Management Resources
Hub

A centralised platform designed to provide tools and resources that support
safe, effective pain management, with strong focus on reducing opioid use:
The Hub brings together key resources, including:

Guidance for safe opioid reduction and best practice

Clinical tools, templates, checklists and decision aids to support opioid
assessment and reduction planning

Access to evidence-based alternatives to opioids

Learning and education materials including case studies

Patient self-management resources to promote active involvement in care
Local data and service access guidance including advice on using population
level data to inform prescribing practices.

NHS GM Integrated Care - Opioid
Prescribing for Chronic Pain:
Resource Pack

A comprehensive document that supports:
Appropriate use and review of opioids for chronic pain
Tapering strategies

Risk assessment and patient communication
Multidisciplinary approaches to opioid management

PIL: Leaving hospital with opioid
medicines for pain

Designed for patients discharged with opioids, this leaflet includes:
Advice on safe use and tapering

Warnings about dependence and addiction

Encouragement to reduce use post-discharge

Guidance for opioid reduction in
primary care

Designed to support GPs and primary care teams in safely and effectively
reducing high-dose opioid use in patients with chronic non-cancer pain.
Includes:

Five steps to reduced high dose opioids (see Appendix 3)

Patient communication tips to support shared decision-making.

Templates and tools for structured reviews and documentation e.g. Opioid
reduction templates.

Opioids Aware

Developed by the Faculty of Pain Medicine of the Royal College of
Anaesthetists, this resource provides:

Guidance on initiating, tapering, or stopping opioids.

Emphasis on shared decision-making with patients and the wider healthcare
team.

Principles of safe and effective prescribing, tailored to the patient’s condition
and context.

Live Well with Pain

Live Well with pain is a trusted, evidence based resource widely used across
the NHS. It focuses on helping people learn new skills and approaches to live
well despite persistent pain, supporting both self-management and safer
prescribing practices. Key Resources include:

Guidance for starting, reducing or stopping opioids

Tools for clinicians: opioid equivalence tables, tapering, and medicine
decision guide

Videos highlighting the harms of long term opioid use

Information on opioids and driving, post-surgery pain management
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https://padlet.com/PatientSafetyTeamHInM/greater-manchester-pain-management-resources-hub-uf9wj95w1pfmutn8
https://padlet.com/PatientSafetyTeamHInM/greater-manchester-pain-management-resources-hub-uf9wj95w1pfmutn8
https://gmmmg.nhs.uk/wp-content/uploads/2023/12/Opioid-resource-pack-2023-final-for-web.pdf
https://gmmmg.nhs.uk/wp-content/uploads/2023/12/Opioid-resource-pack-2023-final-for-web.pdf
https://gmmmg.nhs.uk/wp-content/uploads/2023/12/Opioid-resource-pack-2023-final-for-web.pdf
https://gmmmg.nhs.uk/wp-content/uploads/2025/07/GMICP-Opioid-Facts-PIL-V7.pdf
https://gmmmg.nhs.uk/wp-content/uploads/2025/07/GMICP-Opioid-Facts-PIL-V7.pdf
https://www.ouh.nhs.uk/media/4jwd3k0o/gp-guidance-opioid-reduction.pdf
https://www.ouh.nhs.uk/media/4jwd3k0o/gp-guidance-opioid-reduction.pdf
https://www.ouh.nhs.uk/services/referrals/pain/opioids-chronic-pain/#templates
https://www.ouh.nhs.uk/services/referrals/pain/opioids-chronic-pain/#templates
https://fpm.ac.uk/opioids-aware
https://livewellwithpain.co.uk/practitioner-resources/medicines/

