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Opioid switching

Breakthrough pain
Neuropathic pain

Use of bisphosphonates in cancer related bone
Pain

Role of Cannabinoids in cancer pain

Morphine and alternative opioids in cancer pain:
the EAPC recommendations

Expert Working Group of the Research Network of the European Association for
Palliative Care

GW Hanks', F de Conno? N Cherny®, M Hanna®, E Kalso%, HJ McQuay®, S Mercadante’, J Meynadier®, P Poulain®,

C Ripamonti? L Radbruch™, J Roca i Casas", J Sawe'> RG Twycross'®and V Ventafridda™

"Palllative Medicine, University of Bristol, Bristol Haematology and Oncology Centre, UK; “Division of Rehabilitation, Pain Therapy and Palliative Care, Istituto
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Summary An expert working group of the European Association for Palliative Care has revised and updated its guidelines on the use of
morphine in the management of cancer pain. The revised recommendations presented here give guidance on the use of morphine and the
alternative strong opiocid analgesics which have been introduced in many parts of the world in recent years. Practical strategies for dealing
with difficult situations are described presenting a consensus view where supporting evidence is lacking. The strength of the evidence on
which each recommendation is based is indicated. © 2001 Cancer Research Campaign  hitp://www bjcancer.com
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Morphine is the first choice of strong opioid for
moderate to severe pain
Evidence Grade C

Methadone is an effective alternative but it have
pronounced inter-individual differences in its plasma
half life (17-100hrs), relative analgesic potency and
duration of action

Evidence Grade C

Transdermal fentanyl is an effective alternative but is
best reserved for patients whose opioid requirement

are stable
Evidence Grade B

A substantial minority of patients treated
with morphine (10-30%) do not have
successful outcome because of:

Intolerable adverse effect — CNS, Gl

Inadequate analgesic even rapid
Increase the dose of opioids

Combination of both

Opioid Switching

become one of the common practice in Palliative Care




What is Opioid Switching ?
Is defined as the practice of converting a patient from

one opioid to another,

aimed at finding the most favorable balance
between analgesic and side effects

Cochrane review on opioid switching to
Improve pain relief and drug tolerability

Quigley C. Cochrane Review 2009




» 52 reports identified, comprising 23 case reports,
15 retrospective studies, 14 prospective
uncontrolled studies.

Majority use morphine as first line opioid and
most frequently used second-line opioid was
methadone

» All reports apart from one, concluded that opioid
switching is a useful clinical manoeuvr for
Improving pain control and reduce opioid-related
side effects

Conclusion:

For patients with inadequate pain relief and intolerable opioid-
related toxicity, a switch to an alternative opioid may be the
only option for symptomatic relief

However evidence to support the practice of opioid switching is
largely anecdotal or based on observational and uncontrolled
studies

Randomised trial including studies where a patient acts as their

own control are needed to

1. Establish the true effectiveness of this practice

2. To determine which opioid should be used as first line or second
line

3. To standardise conversion ratio




Morphine-Methadone Opioid Rotation in
Cancer Patients: Analysis of Dose Ratio
Predicting factor

MA Benitez-Rosario, et al
J Pain Symptom Management, 2009;37(6), 1061-1068

Evaluate potential predictive factors of
Morphine-Methadone dose ratio (MMEDR)
In a cohort of cancer patients who
underwent opioid switching because of
uncontrolled pain and/or morphine side
effects




Reason for rotation Previous oral morphine
dosage

Side effects of >300mg/day
Morphine

Pain > 300mg/day

Side effects of <300mg/day
Morphine

Pain <300mg/day

» Incomplete cross tolerance with previous
opioids, which make methadone more potent
than anticipated

» Hyperalgesic state induced by previous chronic
opioid (morphine) used

 NMDA antagonist characteristics of methadone
make methadone more potent when doing
switching




Breakthrough Pain

Neuropathic Pain

» Abrupt, short lived and intense pain that “breaks
through” the around the clock analgesia that control
persistent pain

IDEAL MEDICATIONS:
Rapid onset, short acting, easy administered










Drug

Anti-depressant

Opioid

Anti-convulsant

NMDA
antagonist

Topical
anesthetic

Proposed machanism of action










Results: Pain intensity significantly decrease since T30 till T 180

More effective at higher dose, but more drowsiness in higher dose

67% had 50% decrease in pain intensity or reduction in opioid dose
After cessation of ketamine 70% maintain good control up to 8 weeks
12 reported psychomimetic S/E like hallucinations, drowsiness and dizziness







Focus on:

» Evidence of use of zoledronic acid and Ibandronate on
prevention of skeletal-related events and bone pain

Efficacy of zoledronic acid in patients with various tumor types

Jean-Jacques Body, Support Care Cancer, 2006

Endpoint Breast cancer and Hormonal-refractory Lung and
multiple myeloma prostate cancer other solid tumors
(25 months) (24months) (9 months)

Zoledronic Zoledronic Zoledronic
acid, 4mg acid, 4mg acid, 4mg
(n=561) (n=214) (n=257)
Primary
Patients with
>/=1 SRE (%)
Secondary
Time to first
SRE (days)
Skeletal
morbidity
rate (SMR)

SRE : Pathological fracture, spinal cord compressio n, RT to bone and surgery to bone
SMR: Mean annual incidence of skeletal related eve  nts
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Pharmacological effect of THC Pharmacological effects of CBD

Journal of pain and Symptom Management, 2010

Multicenter, double-blind, randomized, placebo controlled trial

Total 177 patients with cancer pain,

who experienced inadequate analgesia (NRS >4)
despite chronic opioid dosing,

random assigned to 3 groups ( THC: CBD, THC extract, placebo)

self titrate to optimal dose dose during 1st week




THC:CBD extract
(Sativex)
N= 60

Change from baseline
mean pain NRS

% of patients had > 30%
pain reduction in intensity

Median dose of
background opioid
medications

Change from baseline the
number of breakthrough
opioid

Adverse effect

THC extract
N= 58

Placebo
(N=59)
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Methadone group Morphine group

70% reported more than 20% 70% reported more than 20%
improvement in pain at 4 weeks improvement in pain at 4 weeks







Rationale: high variable pharmacokinetics, difficult to have fixed ratio




Warning of nephrotoxicity
and restrictions for patient with

varying degrees of renal impairment
was updated in product label

#II







