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Overview
2

 Why we are where we are

 Prescribing trends

 Opioid effectiveness for long-term pain

 Opioid harms

 Psychiatric comorbidities

 Misuse

 Addiction

 Mortality

Impact of opioid prescribing

Rates of opioid pain reliever overdose death, treatment admissions and kilograms sold - United States, 1999-2010.  
Morbidity and mortality weekly report (MMWR).  Centers for disease control and prevention.
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Mortality in the US
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New York Times. 14 April 2017

Since 1990, the number of Americans who have died every year from:

A public health emergency
5

History: the rise…
6

 Mid 1980’s: cancer patients dying in pain

 Concerns over addiction restricted opioid 

availability

 Work by Cicely Saunders and Robert Twycross 

shows the effectiveness of, and lack of addiction to, 

opioids in palliative pain

 1985 WHO pain ladder

 Transfer of these messages to the chronic non-

cancer pain population

 “opioids  may  provide  the  only  hope  of  relief  to  many  

sufferers  of  chronic  pain” 1991
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… and rise…
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 Late 1990’s: pain relief as a universal human right 

 role of pharma and patient advocacy groups

 Under-treatment of pain seen as malpractice

 2000 - Pain as the 5th vital sign – supported by 

APA and JCAHO

 Small trials showing efficacy of opioids in non-

cancer pain

… and fall
8

 Early 2000’s escalation of opioid prescribing 

paralleled by misuse, diversion and deaths

 Recognition of limitations of trial data

 Systematic reviews of efficacy

 Recognition of dose related harms

Sackler brothers
9

• Arthur, Mortimer and Raymond, all doctors, but with 

advertising and publishing enterprises

• Bought Purdue Pharma and developed OxyContin

• OxyContin approved by the FDA in 1995, with a package 

insert claiming that it was safer than other painkillers as 

the delayed absorption mechanism reduced abuse liability
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Sackler family benefactions
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Sackler Galleries, Royal 

Academy of Arts, London

Sackler Gallery, Smithsonian 

Museums, Washington, USA

Sackler Library, Oxford, 

UK

Sackler Centre for Arts Education, 

Guggenheim Museum, New York, USA

OxyContin marketing
11

 Sales grew from $48 million in 1996 to $1.1 billion in 2000

 In 2001: $200 million spent on marketing OxyContin, with $40 

million spent on bonuses for sales representatives

 all-expenses-paid conferences for physicians, nurses and pharmacists. 

 marketing data targeted physicians with high opioid prescribing

 “starter coupons” giving patients a free time-limited OxyContin 

prescription for 7-30 days

 use of opioids for use in the “non-malignant pain market” which made 

up 86% of the total opioid market in 1999

 On May 10, 2007, Purdue Pharma, along with 3 company 

executives, pleaded guilty to criminal charges of misbranding 

OxyContin by claiming that it was less addictive than other opioids, 

and paid $634 million in fines. 

Increase in opioid use in USA

- per capita consumption
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Balancing undersupply and overconsumption

• Over 75% of the world's 
population (over 5.5 billion) 
have poor-to-nonexistent access 
to adequate analgesics, in 
particular morphine

• Just 17% of the entire 
population, mostly in northern 
countries, consume 92% of the 
global supply

13

Global Commission on Drug Policy. The negative impact of drug control on public health: The global crisis of 
avoidable pain. 2015.

Global opioid availability

National variations in opioid prescribing

International use of six powerful opioids—fentanyl, hydromorphone, methadone, morphine, 
oxycodone, and pethidine during 2010 (www.painpolicy.wisc.edu)



09/07/2018

6

16

0

10

20

30

40

50

60

70

80
C

o
st

 (
£ 

m
ill

io
n

)

Morphine

Oxycodone

Fentanyl

Buprenorphine

0

1

2

3

4

5

6

N
u

m
b

er
 o

f 
it

em
s 

(m
ill

io
n

s)

 In 2016, 23.9 million prescriptions were dispensed in England 

costing £292.1 million

Opioid prescribing in the UK

Items Cost

BNF classification 4.7.2 (opioid analgesics)
Compiled from Prescription Cost Analysis. NHS Digital (formerly Health and Social Care Information Centre.

17

How many patients are prescribed opioids?

Cartagena Farias J et al. Prescribing patterns in dependence forming medicines. 2017. London: NatCen.

18

• CPRD between 2000 and 

2014

• Opioids

• Length of continuous 

prescribing increased

• 2000: 64 days

• 2014: 102 days

• Dependence forming medicines 

prescribed for longer in areas 

of deprivation

Duration of opioid prescribing

Cartagena Farias J et al. Prescribing patterns in dependence forming medicines. 2017. London: NatCen.
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Openprescribing.net
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Zin CS et al. Eur J Pain 2014; 18: 1343.

Opioid doses in the UK

Cancer Non-cancer

21

 No evidence relating to: 

 different dosing 
strategies

 short versus long 
acting

 continuous versus as 
needed

 opioid rotation

• Dose dependent risk for serious 
harms

• Increased risk of:
• Sexual dysfunction [OR 1.45 (CI -1.87)]

• Fractures [OR 1.27 (CI 1.21-1.33)]

• Myocardial infarction [OR 1.28 (CI 1.19-
1.37)]

• Abuse [wide range – up to 37%]

• Overdose [HR 5.2 (CI 2.1-12.5)]

• Motor vehicle accident [OR 1.24-1.42]

Chou R et al. Ann Intern Med 2015; 162: 276.
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• 12-month pragmatic randomised clinical trial (n = 240 patients)
• Compared the use of opioid vs nonopioid treatment for LBP and 

OA

• No improvement in pain-related function over 12 months (3.4 vs 
3.3 points on an 11-point scale at 12 months, respectively)

• Pain intensity was significantly better in the nonopioid group over 
12 months (mean 12-month BPI severity was 4.0 for the opioid 
group and 3.5 for the nonopioid group (difference, 0.5 [95% CI, 0.0 
to 1.0])

• medication-related adverse symptoms were significantly more 
common in the opioid group over 12 months (overall P = 0.03)

Krebs EE, Gravely A, Nugent S, et al. JAMA. 2018;319(9):872–882.

Acute and cancer pain

23

 Appropriate pain reflecting ongoing tissue damage

 Treatment includes

 Paracetamol

 NSAIDs

 Opioids

 Opioids are an effective and important part of acute and cancer pain management

 After surgery and trauma, opioids must be weaned and stopped as inflammatory 
processes cease and the pain decreases (within 3 months)

Brain

Tissue 

damage after 

trauma, 

surgery, 

cancer

Chronic pain - neuropathic

24

 Disease or damage of the somatosensory system

 Inappropriate response with no tissue injury

 Pain continues despite healing with ongoing pain signalling

 Treatment includes:

 Drugs to reduce nerve excitability

 Physiotherapy to increase mobility 

 Psychological support for help with associated anxiety and depression

 Emphasis on self management and living with the chronic pain

 Opioids are neither safe nor effective for the majority of patients with chronic pain

Brain

Nerve 

damage with 

no tissue 

damage
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 Finite duration

 Selected populations

 Discrete diagnoses

 Closely supervised and supported

 Active management of side effects

 Rescue medicines as necessary

Opioids in trials and in practice

Long term opioid use and outcomes

26

 228 opioid users compared with 1,678 non-opioid 
users

 Opioids usage significantly associated with:

•reporting of severe pain

•poor self-rated health

•inactivity during leisure

•unemployment

•higher healthcare utilization

•poor health orientated quality of life

Eriksen et al. Critical issues on opioids in chronic non-cancer pain: An epidemiological study. Pain, 
2006;125:172-9

QoL associated with daily opioid therapy in 

a primary care chronic pain sample
27

 801 daily opioid users vs 93 non-opioid chronic pain patients from the 

practices of 235 PCPs, divided into low, moderate and high-dose groups

 Propensity score adjusted difference in SF-36 physical and mental health 

domain scores vs. non-opioid users

Dillie et al. Quality of life associated with daily opioid therapy in a primary care chronic pain 

sample. J Am Board Fam Med 2008;21:108-17
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Psychiatric comorbidities
28

 Patients with mood disorders more likely to be started 
on opioid treatment than those without

 Patients with depression almost twice as likely to 
continue taking those opioids long term

 Adverse selection: Increased prescribing to high-risk 
patients

 Opioids being used to treat insomnia and stress –
symptoms accompanying chronic pain – rather than the 
pain itself

 Dysregulation of the endogenous opioid system in 
borderline personality disorder, depression, stress

Halbert B, Davis R, Wee CC. Pain 2016;157:2452–7.
Sullivan MD. Pain 2016:157:2395–2396
Prossin AR, Love TM, Koeppe RA et al. Am J Psychiatry 2010;167:925–33.

29

 Problematic use ranged from < 1 – 81%

 Misuse 

 Opioid use contrary to the directed pattern of use, regardless of 
the presence or absence of harm or adverse effects

 21 – 29% (95% CI 13 – 38%)

 Addiction

 Continued use with experience of harm (eg, impaired control over 
drug use, compulsive use, continued use despite harm, craving)

 8 – 12% (95% CI 3 – 17%)

Vowles K et al. Pain 2015; 156: 569 – 576.

Common misconception:

Addiction thought to be rare
30

Porter J, Jick H. New Engl J Med 1980; 302:123.
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Retraction July 2017

http://retractionwatch.com/2017/06/02/nejm-issues-unusual-warning-readers-1980-letter-opioid-addiction/

32

 Six potential addictive 
behaviours investigated:

 daily smoking

 high alcohol intake

 illicit drug use

 obesity

 long-term BDZ use

 long-term BDZ-like drug use

 At least two behaviours 
found in:

• 22.6 % long-term opioid users

• 11.5 % chronic pain but not 
taking opioids

• 8.9% individuals without chronic 
pain

Thus, a strong association was demonstrated between long-term opioid use and the 
clustering of addictive behaviors. An intricate relationship between chronic pain, 

opioid use, and addictive behaviors was observed in this study 

Højsted J et al. Pain 2013; 154: 2677.

Spectrum of prescribed opioid use
33

pain

dependence

Chronic pain Chronic pain No pain but pain 

reported

No pain

Stable prescribed 

opioids

Increasing dose of 

opioids

Prescribed drug 

seeking

Diverted opioids

Risk of dependence Dependence and 

problem opioid use

Addiction Addiction

Pain services Addiction servicesNo current service
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 Patient factors

 Depression/common mental health diagnoses 

 Alcohol misuse/non-opioid drug misuse

 Opioid misuse

 Drug factors

 High doses

 Multiple opioids

 More potent drugs

 Concurrent benzodiazepines/sedative drugs

Risks of running into problems with 

opioids

Wilsey et al. Pain Med 2008; 9: 1107. Gudin et al. Postgrad Med 2013; 125:115. Fishbain et al. Pain Med 2008; 9: 444. 
Chou et al. Ann Int Med 2015; 162: 276. 
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 Patient factors

 Depression/common mental health diagnoses (x3-4)

 Alcohol misuse/non-opioid drug misuse (x4-5)

 Opioid misuse (x5-10)

 At risk patients are more likely to receive

 High doses

 Multiple opioids

 More potent drugs

 Concurrent benzodiazepines/sedative drugs

Who gets long-term opioid therapy?

Edlund et al. Clin J Pain 2010; 26: 1. Morasco Pain 2010; 151: 625. Sullivan (2010) Pain, 151(3), 567-568. 
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High opioid doses and deaths:

a case for a dose limit
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Gomes et al. Arch Int Med 2011.

Dunn et al. Ann Int Med 2010.

Bohnert et al. JAMA 2011.
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International maximum recommended 

morphine equivalent doses
37

▪ Australia: max 60mg MED

▪ USA: max 90mg MED

▪ UK & Germany: max 120mg MED

https://www.fpm.ac.uk/faculty-of-pain-medicine/opioids-aware

Dowell D, Haegerich TM, Chou R. CDC Guideline for Prescribing Opioids for Chronic Pain - United States, 2016. 
MMWR Recomm Rep 2016;65(No. RR-1):1–49. 

Häuser W, Bock F, Engeser P, Tölle T, Willweber-Strumpf A, Petzke F. Dtsch Arztebl Int 2014; 111: 732–40. 
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Deaths related to drug poisoning in 

England

Office of National Statistics Deaths Related to Drug Poisoning in England and Wales, 2009 – 2016.

Gabapentin and opioids

 Prescription opioid use associated with risk of opioid-related 

death:

 1 in 550 chronic opioid users dying within 2.5 years of first 

opioid prescription

 Co-prescription of benzodiazepines with opioids increased the 

risk of overdose death 4 fold  

 Concomitant gabapentin use (> 900mg per day) was 

associated with a 60% increase in the risk of opioid-related 

death

 Very high doses gabapentin associated with 2 fold increase

Kaplovitch E et al. (2015) PLoS ONE 10(8): e0134550. 
Gomes T et al. (2017) PLoS Med 14(10): e1002396.
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 12.1 % of all urine specimens from patients with opioid 
addiction found to be positive for pregabalin. None of 
the patients concerned had a medical indication for 
using pregabalin

 More likely to be prescribed gabapentin or pregabalin
if

 previous substance use disorder treatment or diagnosis 
(aOR 1.41, 95 % CI 1.31–1.52)

 previously been dispensed high doses of drugs with abuse 
potential (aOR 1.77, 95 % CI 1.62–1.94)

Increasing safety concerns 

Grosshans M et al. Eur J Clin Pharmacol 2013; Boden R et Eur J Clin Pharmacol 2014.
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Office for National Statistics. Deaths related to drug poisoning.

Gabapentinoid related deaths in UK

Advisory Council on the Misuse of Drugs -

Diversion and Illicit Supply of Medicines (DISM)

➢ The most prevalent diverted drugs are opioids and benzodiazepines.

➢ Increasing amounts of gabapentin and pregabalin are being 

diverted.

➢ Attention needs to be given to codeine in over-the-counter (OTC) 

preparations as a precursor to the misuse of prescription opioids.

➢ The report recommends “education of … prescribers… so that 

controlled drugs subject to DISM are not prescribed to patients who 

no longer derive a therapeutic benefit from them.” 

Advisory Council on the Misuse of Drugs.  Diversion and Illicit Supply of Medicines. Published 
December 2016 https://www.gov.uk/government/publications/diversion-illicit-supply-of-medicines
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Opioids aware

43

http://www.rcoa.ac.uk/faculty-of-pain-medicine/opioids-aware

44

The opioid conversation: pieces of the picture 

• The opioid epidemic 
• Addiction to medicines 

following prescription for 
pain

• Identifying patients already 
addicted/at risk

• Transition to illicit drugs

• Increasing prescription rates
• Efficacy of medicines for pain
• Prevalence and consequences of high 

dose prescribing
• Deaths from opioids prescribed for 

addiction

• Illicit manufacture of 
substances usually used 
for pain

• Inadequate access to 
essential pain relief

Any questions?45


