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Breakthrough pain

Breakthrough pain is “a transient exacerbation of
pain that occurs either spontaneously, or in
relation to a specific predictable or unpredictable
trigger, despite relatively stable and adequately
controlled background pain”.
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Breakthrough pain

Spontaneous pain
Incident pain

- volitional

- non-volitional

- procedural
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European survey

= Median number of episodes: 3/day

(range: 1/month to 24 /day)



European survey

Median time to peak intensity: 10 min
(range: <1 to 240 min)

Incident pain - 5 min
Spontaneous pain - 10 min



European survey

Time to peak intensity
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European survey

Median duration of untreated episodes: 60 min
(range: <1 to 360 min)

Incident pain - 45 min
Spontaneous pain - 60 min



European survey

Duration untreated BTcP episode

All BTcP
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European survey

Mild
Moderate

Severe

Not stated







European survey

No

Sometimes

Not stated




European survey

Pharmacological Rx

Non-pharmacological Rx

Mixed (pharmacological Rx
& non-pharmacological Rx)

Not stated




Management

Wrong strategy

Wrong drug

Wrong formulation (route)
Wrong dose

Multiple pains

Non-adherence
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APM Recommendations




Management

“Ideal” rescue medication:
. Good efficacy
. Rapid onset of action
. Short duration of effect
. Good tolerability
. Easy to use
. Acceptable to the patient
. Available / affordable
[Can be given by carer]
|Low risk addiction / diversion]



Management

Duration of breakthrough pain _ 60

Onset MPR Instanyl
Duration of effect Instanyl
Onset effect oral morphine

Peak effect oral morphine

Duration of effect oral morphine

120

Time (min)




Management

Duration of breakthrough pain _

Onset MPR Instanyl . 11

Duration of effect Instanyl _
30

Onset effect oral morphine

Peak effect oral morphine

Duration of effect oral morphine

120

Time (min)




Efficacy
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Efficacy

Basic parameters
of model

@—@ Available relative efficacy data between two interventions

@-----@ Pairwise comparison calculated based on the basic parameters




Efficacy

Placebo




Efficacy

t (min): mean PID (95% Crl)
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Effect of SGD

Tmax
median

(h)

Cmax
mean +/- SD 626.33 694.78 703.11
(pg / ml) +/-520.55 +/-482.23 +/- 424,61

AUClast
mean 1102.40 1165.33 1171.60
(pg-h / ml) +/-477 .98 +/-534.91 +/-475.64




Tolerability

Opioid analgesics cause opioid adverse effects

Opioid analgesics can cause non-opioid adverse
effects (e.g. local irritation)

Opioid side effects may be due to background
medication, breakthrough medication, or a
combination

Opioid side effects are generally manageable



Acceptability

Acceptability of different routes of administration
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Acceptability
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Acceptability

Main reason for not wanting to use oral trans-
mucosal route of administration (n = 29):

= Current / previous problems with mouth - 9
= “Idon’t like the idea of such a product” - 8

= Previous bad experience - (

= Concerns about effectiveness - 3

= Concerns about side effects - 1

= Concerns about addiction - 1

= Other reasons - 4

= Not stated - 3



Acceptability

Acceptability of oral transmucosal route:
. Previous use of route for BTP
. [Danish patients]

73% patients reported existence of at least one
regular oral problem



Acceptability

Main reason for not wanting to use intranasal
route of administration (n = 82):

= Current / previous problems with nose - 13
= “Idon’t like the idea of such a product” - 38
= Previous bad experience - 4

= Concerns about effectiveness - 5

= Concerns about side effects - 2

= Concerns about addiction - 4

» QOther reasons - 5
= Not stated - 11



Acceptability

Acceptability of intranasal route:

- Males

- Previous use of route for any condition
. [Danish / Swedish patients]

447 patients reported existence of at least one
regular nasal problem



Health economics
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Health economics

Adequate pain management is a basic human
right

Uncontrolled cancer pain has a negative impact
on health economics

Controlling cancer pain has a positive impact
on health economics

Prescribing a “cheap” drug that doesn’t work is
a waste of money
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Abuse potential

Butler et al. Harm Reduction Journal 2011, 8:29
http://www.harmreductionjournal.com/content/8/1/29

RESEARCH Open Access

Abuse risks and routes of administration of
different prescription opioid compounds and
formulations

Stephen F Butler’, Ryan A Black, Theresa A Cassidy, Taryn M Dailey and Simon H Budman




Abuse potential

hydrocodone

ER oxycodone
IR oxycodone

methadone

ER morphine
IR hydromorphone

IR morphine
ER fentanyl

ER oxymorphone
IR oxymorphone

IR fentanyl

methadone

ER oxycodone

IR morphine

ER oxymorphone

IR oxymorphone
IR hydromorphone

IR fentanyl
ER morphine

ER fentanyl
IR oxycodone

hydrocodone

Unadjusted relative Relative risk of abuse per
risk of abuse 100,000 prescriptions




Abuse potential
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in the European
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Abuse potential

Effentora®

Instanyl®

PecFent®

Data from European database of suspected adverse drug reaction reports
(EudraVigilance) - June 2014






Conclusion

“Medicine is not only a
science; it is also an art. It
does not consist of com-
pounding Eills and plasters;
it deals with the very process-
es of life, which must Dbe
understood before they may
be guided”.

S I Paracelsus

= (1493-1541)




Conclusion

Assessment Reassessment
A K7

Treatment



