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Misuse of medicines

ABOUT PAIN AND ABOUT
MEDICINES FOR PAIN



« About pain

A Everyday pain is an almost universal

experience

A Usually pain warns us that we have injured
ourselves in some way

A Pain usually gets
need to be treatec

petter with time and may no

A All pain is affectec
the time

by how we are feeling at

A and what about pleasurable pain?



3 Types of pain

Acute Pain Chronic pain
A Obvious tissue injury (e.g. A e.g. back pain, neuropathic
Injury, operation, burn) pain, fioromyalgia
A May be mild or severe A Often severe
A Intensity related to extent A May be no obvious
of injury pathologic process
A Predictable time course A Intensity unrelated to tissue
A Treatments usually Injury
successful A Unpredictable time course

A Difficult to treat
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Pain intensity

A Patients who report the highest pain intensity
(10/10) respond less well to medications

A Pain intensity relates to anxiety and distress

A Reductions in pain intensity for any treatment
(including CBT) are very modest



./‘P The analgesic ladder

PAIN DECREASES
“Strong” opioids + non-opioids

Severe pain
“Weak" opioids + non-opioids |
\ Moderate pain
Non-opioids

Mild pain

PAIN INCREASES

WHO 1986




-:‘P Medicines for persistent pain:
evidence

Wiley Online Library
= COChra ne Trusted evidence.
uo® Library

Informed decisions.
Better health.

Tramadol NP Amitriptyline FMS Opioids LBP
Gabapentin NP Milnacipram NP Anti-TNFa Endometriosis
Morphine NP Amitriptyline NP SNRI FMS
Methadone NP SSRI FMS Methadone Chronic
Topical analgesics  Acute&Chronic* Tapentadol MSK Capsaicin cream NP

High dose capsaicin NP Vitamin D Chronic pain Pregabalin Chronic panc
Aspirin Tension headache SSRI/SNRI Tension headache Phenytoin NP/FMS
Paracetamol+opioid NP SSRI/SNRI Migraine proph Clonazepam NP/FMS
NSAIDS Sciatica Zonisamide NP MAOQIs FMS

Fentanyl NP Nortiptyline NP Progestogen/antip Endometriosis
Pregabalin FMS Herbal medicines LBP Lacosamide NP/FMS
Ketoprofen Tension headache Pharmacotherapy  Somatoform dis ‘Neuromodulators’ RA

Oxycodone NP Desipramine NP Valproic acid NP/FMS
Cannabinoids EMS Antioxidants Chronic panc Gabapentin Acute&Chronic
Paracetamol LBP Topical lidocaine NP Botulinum toxin LBP
Antipsychotics FMS Levetiracetam NP Chinese medicines  Spinal pain
Hydromorphone NP Herbal medicines 0A Opioids Chronic
Topical NSAIDS MSK Imipramine NP Anticonvulsants Acute&Chronic
NSAIDS LBP Carbamazepine NP Pregabalin Acute&Chronic
Pregabalin Chronic panc Duloxetine Chronic/NP/FMS Antidepressants LBP
Milnacipram FMS Lamotrigine NP/FMS NSAIDs LBP

NSAIDS NP Anticonvulsants FMS* TCAs/venlafaxine NP
Buprenorphine NP Topiramate NP /FMS Muscle relaxants LBP

Topical clonidine NP Antipsychotics Acute&Chronic

Venlafaxine NP Opioids NP

* Overview of Cochrane reviews




| Success and failure of drug treatment for acute and chronic painful conditions (

vt

Maximum Treatment specific effects (
% with outcome possible Success Failure maximum)

Drug and dose (mg) Active Placebo p Dfll::l‘la:::bo) ;T:;:':;] {m:::'::r - Success Failure
Osteoarthritis (12 weeks’ treatment)®****; outcome: =50% pain intensity reduction
Tanezumab 10 51 31 69 20 49 29 71
Etoricoxib 60 44 23 77 21 56 27 73
Naproxen 1000 44 23 77 21 56 27 73
Celecoxib 200 39 22 78 17 61 22 78
Topical diclofenac 1.5% 60 50 50 10 40 20 80
Ibuprofen 2400 39 27 73 12 61 16 84
Duloxetine 60/100 40 30 70 10 60 14 86
Ankylosing spondylitis (6 weeks’ treatment)™; 250% reduction in BASDI
Etoricoxib 120 50 14 86 36 50 42 58
Etoricoxib 90 46 14 86 32 54 37 63
MNaproxen 1000 38 14 86 24 62 28 72
Chronic low back pain (12 weeks’ treaiment)*™*; outcome =50% pain intensity reduction
Etoricoxib 60 47 35 65 12 53 18 82
Etoricoxib 90 47 35 65 12 53 18 82
Duloxetine 60/100 39 30 70 9 61 13 87
Painful diabetic neuropathy (12 weeks’ treatment)"*"*; outcome =50% pain intensity reduction
Duloxetine 60/100 48 26 74 22 52 30 70
Pregabalin 600* 46 30 70 16 54 23 77
Gabapentin =1200* 40 23 77 17 60 22 78
Lacosamide 400° 35 25 75 10 65 13 87
Pregabalin 300* 38 29 71 9 62 13 87
Postherpetic neuralgia (12 weeks’ treatment) *"**"'*"*; outcome =50% pain intensity reduction or PGIC
Pregabalin 600" 39 14 86 25 61 29 71
Topical capsaicin 8% 39 25 75 14 61 19 81
Pregabalin 300* 30 11 89 19 70 21 79

Moore et alBMJ2013:346:f2690



-:fTreatments IN trials and treatments In
practice

A Finite duration

A Selected populations

A Discrete diagnoses

A Closely supervised and supported
A Active management of side effects
A Rescue medicines as necessary
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A Patient factors
I Depression/common mental health diagnoses
I Alcohol misuse/novopioid drug misuse
I Opioid misuse
A Drug factors
I High doses
I Multiple opioids
I More potent drugs
i Concurrent benzodiazepines/sedative drugs

Risks of running into problems with high dose
opioids



'i) Who gets long term opioid therapy?
Increased risk includes:

A Patient factors
I Depression/common mental health diagnoses-{§}3
I Alcohol misuse/noropioid drug misuse (x8)
I Opioid misuse (X40)

and

A At risk patients are more likely to receive
I High doses

I Multiple opioids

I More potent drugs

I Concurrent benzodiazepines/sedative drugs
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Misuse of medicines

THE US OPIOID EPIDEMIC AND
BEYOND



-{fﬁThe US opioid epidemic and beyond

A Mid 1980s cancer patients dying in pain

A Late 1990s pain relief as a universal humght (role
of Pharmaand patient advocacy groups)

A Undertreatmentof pain seen as malpractice

A Pain as 9 vital sign

A Small trials showing efficacy of opioids in reamcer
nain

A Early 2000s escalation of opioid prescribing paralle

Oy misuse, diversion and deaths
A Recognition of limitations of trial data l*
@ O

A Systematic reviews of efficacy
A Recognition of dose related harms
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“® Gabapentin and Pregabalin

A Sustained rise in prescribing since launch

A Reportsof misuse appeared around 2010
I Population based studies
| Secure settings
I Patients presenting to addiction services

A Used in many multiples of therapeutic dose
A (Adverse selection may operate
A 2017 (UK) proposal to schedule



Marijuana and Hashish 222
Pain Religvers
Tranquilizers
Stimulants

Cocaine

Past Month
Illicit Drug Use

27.0 Million People Hallucinogens
(10.2%) Inhalants

Heroin
Sedatives

No Past Month
llicit Drug Use

238.1 Million People
(89.8%)

0 i} 10 15 20 25
Millions of People

Mote: Estimated numbers of people refer to people aged 12 or older in the civilian, noninstiutionalized population in the United States. The numbers do not sum fo the
total population of the United States because the population for N3DUH does not include people aged 11 years old or younger, people with no fixed household address
(e.0., homeless or transient people not in shefters), active-duty military personnel, and residents of institutional group quarters, such as comectional facilities, nursing
homes, mental institutions, and long-term hespitals.

Mote: The estimated numbers of current users of different illicit drugs are not muiually exclusive because people could have used more than one type of illicit dnug in the
past month.

Numbers of past month illicit drug users among people aged 12 or older
(US): 2014

SubstancéAbuse and Mental Health Services Administration (SAMHSA),
National Survey on Drug Use and Health 2014 and,2®8&blable from

www.samhsa.qov
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Drug
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AT A GLANCE — ESTIMATES OF DRUG USE IN THE EUROPEAN UNION
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'European
Drug
Report

2016

European Monitoring Centre
For Drugs and Drug Addiction

In Europe, the most commonly used illicit
opioid is heroin

Treatment entrants citing opioids as primary drug: by type of opicid (left) and percentage reporting opioids other than heroin (right)

Herain
\ F
Buprenamshi ne
5%
Methadone
B%

Percant <10 10-24 HE 25-50 HE > 50

No data



(OP Influences on prescription opioid misuse

USA

To o I T To To Do Do Do

o

Privately funded healthcare system
Access to multiple prescribers
DTCA

Penalties for under treatment

Cost and availability of heroin
Access to OST

Prescribing metric of satisfaction
Motivation for use

Oversight

i  REMS

i PDMPs
Relationship with
psychopharmaceuticals

Do Do Do Do Do Do Do Do (C

e

Publicly funded healthcare system
Patients have single GP

No DTCA

No penalties for under treatment
Cost and availability of heroin
Access to OST

Motivation for use
Oversight

1 Controlled drugs accountable officers
T Medicines management leads
T Community pharmacists



'ipl\/ledicines for persistent/chronic pain

Primum non nocere

FIRST DO NO HARM

Any drug treatment results in a balance of benefits and i
KFN¥Ya yR AF GKS RNHzZZ R2SayQi NB
the result of taking the drug isarm only.



Groupdiscussion
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Whatdo thesedifferent terms mean?
Abuse
Addiction
Dependence
Misuse

In what contextsdo you seemisuse’

Whichdrugsor medicines are mor@roblematicthan
others? ®
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TRAGIC ACCIDENT Nursery nurse, 20,
died after accidentally taking an
overdose of painkillers for mystery
stomach ache

| Tamara McCorkindale's family called police to break down her
door in Chorley, Lancs, when she stopped contacting them

By Richard Wheatstone

o @ E COMMENTS

A NURSERY nurse was found dead at her family home after accidentally taking an
overdose of painkillers for a stomach ache.

Tamara McCorkindale had been plagued by mysterious abdominal pains for nine years
but doctors were never able to establish what was wrong with her.

https:// www.thesun.co.uknews/4745118/nurserynurse-20-died-after-accidentallytaking-an-overdoseof-
painkillersfor-mysterystomachache/



Annals of Internal Medicine REVIEW

The Effectiveness and Risks of Long-Term Opioid Therapy for Chronic
Pain: A Systematic Review for a National Institutes of Health Pathways
to Prevention Workshop

Roger Chou, MD; Judith A. Turner, PhD; Emily B. Devine, PharmD, PhD, MBA: Ryan N. Hansen, PharmD, PhD:;
Sean D. Sullivan, PhD: lan Blazina, MPH; Tracy Dana, MLS; Christina Bougatsos, MPH:; and Richard A. Deyo, MD, MPH

APurpose:To evaluate evidence on the effectiveness
and harms of longerm (>3 months) opioid therapy
for chronic pain iradults

AClinical harms include:
A Sexual dysfunction [OR 1.45 (95% CI-1.82)]
AFractures [OR 1.27 (95% CI 11233)]
AMyocardial infarction [OR 1.28 (95% CI 11137)]
AMotor vehicle accident [OR 1.2442]
AOverdosdHR 5.295% CP.1-12.5)]
A Abuse[wide rangec up to 37%]

Chou R et aAnnintern Med. 2015162: 276286.



Balancing oversupply and
underconsumption

BerterameS, et al. Lancet 2016; 387: 162456.



