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Introduction

The Abstral® Prescriber Guide is designed to support healthcare professionals in the
diagnosis of breakthrough pain (BTP) in patients suffering from cancer. It provides
guidance on the initiation, administration and titration of Abstral® and promotes
engagement with patients and their carers. The booklet should be used in conjunction
with the Abstral® Summary of Product Characteristics (SPC).

Healthcare professionals are asked to report any suspected adverse reactions via
HPRA Pharmacovigilance, Earlsfort Terrace, Dublin 2; Tel:+353 16764971,

Fax +353 16762517, Website: www.hpra.ie. Adverse events should also be reported
to Kyowa Kirin Ltd on +44 (0)1896 664000, email: medinfo@kyowakirin.com.




Background cancer pain

Chronic pain, usually termed background pain, is a common symptom for patients with
cancer. Background cancer pain is defined as pain present for 12 hours or more per
day in the previous week.'

IRl Treatment

The neurophysiology of cancer pain is complex and, consequently, management
involves treatments and palliations including radiotherapy, chemotherapy, hormones,
bisphosphonates and surgery. These, combined with pharmacological and non-
pharmacological methods of pain control, optimise pain relief.?

Opioids are the mainstay of pharmacological cancer pain management.?2 Guidelines
recommend that background pain should be treated with an around the clock opioid
analgesic, titrated to the optimum dose.®

If a patient is suffering from transient exacerbations of pain, the first action should be
to assess whether their background pain is adequately controlled.* Options to consider
are as follows:

e |ncrease the dosage of the background pain medication
e Change the medication
e Add another medication to the existing one

e Explore non-pharmacological treatments

If, after these options have been fully explored, the patient still suffers from transient
exacerbations of pain, they may be suffering from BTP.




Breakthrough pain

Al Definition and characteristics

BTP is defined as a transient exacerbation of pain occurring in patients with otherwise
stable, baseline persistent pain.® BTP has the following characteristics:

Severe intensity®
Rapid onset - median 3 minutes

to peak intensity® Frequent - median

“ 3-4 episodes per day”®

Short duration - median 30 minutes’®

Pain intensity

Baseline pain

Adapted from Coluzzi PH. Am J Hosp Pall Care 1998; 15:13-22.
BTP is a common problem in cancer patients, as a direct or indirect result of the
cancer, or the cancer treatment.

Engaging with patients is a vital part of supporting them in managing their BTP, from
assessment through to diagnosis and treatment.




8 Types and triggers of BTP

Predictable - Incident-related™

Voluntary - triggered by movement such as walking
Involuntary - triggered by reflex movement such as coughing
Procedural - related to therapeutic intervention such as wound dressing

Unpredictable - spontaneous, unrelated to any identifiable action™

B Diagnosing BTP

Before reaching a diagnosis of BTP, it is important to have assessed the patient’s
background pain medication, and to have explored the options as detailed in
section1.1.

If background pain is adequately controlled, but the patient continues to experience
transient episodes of severe pain, they should be asked to describe the nature of this
pain. The following table details questions and diagnostic markers which can be used
to form part of the assessment and diagnosis of BTP.

Questions for the patient BTP diagnostic markers

1. Can you describe the pain? 1. Severe episodic pain in addition to
controlled background pain™

2. Does the pain coincide with movement, e.g. | 2. Yes (predictable - incident-related)
walking or coughing? No (unpredictable — spontaneous,
unrelated to any identifiable action)™

3. Does the pain occur at or around the time 3. Does not coincide with regular pain
that your regular pain medicine is due? medication dosing™




Managing BTP

Once a patient has been diagnosed with BTP, it is important to consult on any
preferences they may have on how to manage their condition.

BTP can be treated using medications that belong to the opioid class of drugs. There
are a variety of formulations and ways of administering these medications, e.g. oral,
sublingual, transmucosal, subcutaneous, nasal. Advice should also be given to avoid
volitional triggers, such as walking, where possible.




Managing BTP with Abstral®

<Rl Product overview

Abstral® is a sublingual fentanyl tablet indicated for the management of BTP in adult
patients already receiving opioid therapy for chronic (background) cancer pain."

Abstral® should be prescribed and administered in accordance with the licensing
information contained within the Abstral® SPC.

KW 8 Patient selection

Before prescribing Abstral®, healthcare professionals should be familiar with guidance
for using the product, including titration procedure (see section 4), recommended
frequency of administration, symptoms of overdose and common side-effects.

Consideration should be given to whether the patient is suitable to take Abstral®. Factors
may include their ability to understand and carefully follow dosing instructions, whether
they might be at a heightened risk of addiction or accidental or intentional overdose.

Abstral® should only be administered to patients who are considered tolerant to their
existing opioid therapy for persistent cancer pain. Patients can be considered opioid
tolerant if they take at least 60 mg of oral morphine daily, at least 25 micrograms of
transdermal fentanyl per hour, at least 30 mg of oxycodone daily, at least 8 mg of oral
hydromorphone daily or an equianalgesic dose of another opioid for a week or longer.

Other factors to consider include the following:™

e Abstral® should only to be initiated in patients whose dose of long-acting opioid has
been stabilised

e Abstral® should not be used in patients under 18 years of age

e Abstral® must not be used for treatment of acute pain other than breakthrough
cancer pain

e Abstral® must not be used in patients with severe respiratory depression or severe
obstructive lung conditions

e Use in patients without maintenance opioid therapy risks potentially serious adverse
reactions including respiratory depression




e Ensure that patients have no contra-indications including:
- Hypersensitivity to the active substance or any of the excipients
- Severe respiratory depression or severe chronic obstructive airways disease
- Treatment of acute pain other than BTP

For further detailed information relating to contraindications, special warnings
and precautions, interactions and the use of Abstral® in pregnancy and during
breastfeeding refer to the SPC (sections 4.3, 4.4, 4.5 and 4.6).

Patients and/or carers should be given clear instruction on the importance of taking
Abstral® exactly as prescribed, and that Abstral® must not be given to anyone else.
The importance of careful storage and disposal should also be stressed.

Inform patients/carers that it is important to keep Abstral® out of the reach and sight
of children because it contains an active substance in an amount that can be fatal to
a child.




How to administer Abstral®

Nl Titrating to the correct dose

The dose of Abstral® must be individually titrated, under supervision, until the optimal
maintenance dose is reached. The optimal dose is defined as that which provides
adequate analgesia to manage BTP episodes with an acceptable level of adverse effects.

Particular caution should be exercised during dose titration with Abstral® in patients with
chronic obstructive pulmonary disease or other medical conditions predisposing them to
respiratory depression (e.g. myasthenia gravis), because of the risk of further respiratory

depression which could lead to respiratory failure."

The starting dose of Abstral® is 100 micrograms in all cases, titrating upwards as shown in
the table opposite." This includes patients switching to Abstral® from other opioids for BTP.

Prescribe a maximum of four (4) doses per day and at least two (2) hours in between doses
in order to minimise the risk of addiction/potential overdose.

For further information on titration, please refer to the guidance chart opposite and the
SPC section 4.2. For further information on ongoing maintenance, dose re-adjustment and
discontinuation, please refer to SPC section 4.2.




Guidance on use of Abstral® sublingual tablets™

15-30 minutes®

* During titration, if adequate analgesia is not obtained within 15-30 minutes, a
supplemental tablet may be administered.

able Supplemental Tablet
Decrease I
dose if Starting Dose 100mcg 100mcg
undesirable ‘QJ ‘9)
effects are Next BTP Episode } ° 200mcg } ! ! | 100mcg
unacceptable
Next BTP Episode } o 300meg } {J) 100meg
Increase dose Next BTP Episode } g 400meg b ° 200mcg
if adequate
analgesia is Next BTP Episode 0 600mcg o 200mcg
not obtained
Next BTP Episode o 800mcg No supplemental tablet

Once an appropriate dose has been established, which may be more than one tablet, patients
should be maintained on this dose.

Comprehensive range of tablet strengths for flexible dosing

5 0 0 0 0 0

100meg 200meg 300mcg 400mcg 600meg
Distinctive tablet shapes and colour coded packs for easy dose |dennﬁcauon.

Notes

During titration, patients can
be instructed to use multiples
of 100 microgram tablets
and/or 200 microgram
tablets for any single dose

The total dose for a single

episode of BTP during the
titration phase includes the
first tablet(s) taken plus
the supplemental tablet(s),
if required

No more than four (4)
tablets should be used at
anyone time

No more than 4 episodes
of BTP should be treated in
any 24 hour period

Patients should wait at least
2 hours before treating
another episode of BTP
with Abstral®

Key: BTP - Breakthrough pain mecg - Micrograms

If adequate analgesia is
achieved at the higher dose,
but undesirable effects are
considered unacceptable, an
intermediate dose (using the
100 microgram tablet where

appropriate) may be administered

In order to minimise the risk of

opioid-related adverse reactions

and to identify the appropriate
dose, it is imperative that
patients be monitored closely by
health professionals during
the titration process




W8 Patients with uncontrolled pain

If, after titration, patients do not experience relief for their BTP episodes, they should
first be reassessed so that their pain management strategy can be reviewed and
modified as appropriate. Following continued monitoring, patients who continue to
receive inadequate pain relief should be referred to a pain or palliative care specialist.

Treatment with opioid-based formulations can be associated with adverse effects.
The risk of serious adverse effects is reduced if these medications are used under the

following conditions:

e |n the right patient (refer to Patient selection - section 3.2)

e Within the parameters of the titration schedule (refer to Titrating to the correct
dose - section 4.1)

e |n accordance with product licence indications and licensing information (refer to
Abstral® SPC).




Important considerations

CAN Undesirable effects

In order to minimise the risk of opioid related adverse reactions including early
evidence of respiratory depression (somnolence, confusion) it is imperative that
patients be monitored closely by health professionals during the titration process and
thereafter.

Undesirable effects typical of opioids are to be expected with Abstral®; they

tend to decrease in intensity with continued use. The most serious potential adverse
reactions associated with opioid use are respiratory depression (which could lead to
respiratory arrest or apnoea), somnolence, confusion, hypotension and shock."

The most frequently observed adverse reactions with Abstral® include nausea,
constipation, somnolence, headache, dizziness, dyspnoea, stomatitis, vomiting, dry
mouth, hyperhidrosis and fatigue."

Ensure appropriate instructions are provided to patients regarding monitoring for the
signs of respiratory depression.

During patient selection, it is important to assess whether the patient might be at risk
from accidental or intentional overdose. Instruct patients/carers about the symptoms
of, and what to do in case of, overdose.

In addition, patients may experience symptoms of opioid withdrawal upon
discontinuation, please refer to section 4.2 of the SPC.

For more detailed information refer to section 4.8 of the SPC.




WA Serotonin syndrome

As with other fentanyl products, caution is advised when Abstral® is co-administered
with drugs that affect the serotonergic neurotransmitter systems.

The development of potentially life-threatening serotonin syndrome may occur with

the concomitant use of serotonergic drugs such as Selective Serotonin Re-Uptake
Inhibitors (SSRIs) and Serotonin Norepinephrine Re-Uptake Inhibitors (SNRIs), and with
drugs that impair metabolism of serotonin (including Monoamine Oxidase Inhibitors
(MAQIs)). This may occur within the recommended dose. Abstral® is not recommended
in patients who have received MAQOIs within the previous 14 days."

Serotonin syndrome may include mental-status changes (e.g. agitation, hallucinations,
coma), autonomic instability (e.g. tachycardia, labile blood pressure, hyperthermia),
neuromuscular abnormalities (e.g. hyperreflexia, incoordination, rigidity), and/or
gastrointestinal symptoms (e.g. nausea, vomiting, diarrhoea)."

If serotonin syndrome is suspected, treatment with Abstral® should be discontinued."

Further details on serotonin syndrome can be found within SPC section 4.4.

SN Switching to an alternative transmucosal fentanyl
(TMF) formulation

Switching from other fentanyl containing products to Abstral® must not occur at a 1:1
ratio because of differences in absorption profiles and can result in fatal respiratory
depression. If patients are switched from another fentanyl containing product, a new
dose titration with Abstral® is required, starting at 100 micrograms.




SR8 Other drug interactions

Abstral® should be used with caution if administered concomitantly with CYP3A4
inhibitors as fentanyl is metabolised by CYP3A4.

Patients on concomitant CNS depressants (including alcohol) must be monitored for a
change in opioid effects that may require adjustment to the dose of Abstral®.

Abstral® is not recommended for use in patients who have received monoamine-
oxidase (MOA) inhibitors within 14 days.

The concomitant use of partial opioid agonists/antagonists is not recommended.
They partially antagonise the analgesic effect of fentanyl and may induce withdrawal
symptoms in opioid dependent patients.

Please refer to the SPC for further drug interactions.

G Stopping Abstral® altogether

e Abstral® should be discontinued immediately if the patient no longer experiences
BTP episodes. The treatment for the persistent background pain should be kept as
prescribed

e |f discontinuation of all opioid therapy is required, the patient must be
closely monitored in order to avoid the possibility of abrupt withdrawal effects

e Refer to section 4.2 of the SPC for further information about stopping
treatment with Abstral®

SNl Breastfeeding

Fentanyl should not be used by breastfeeding women and breastfeeding should not be
restarted until at least 5 days after the last administration of fentanyl."

Further details can be found in section 4.6 of the SPC.




Providing guidance for patients
and carers

Patients and carers should be referred to the Abstral® patient information leaflet,
ensuring they are aware of and understand the information contained within it.

They should also be given a copy of the Abstral® Patient and Carer Guide. In addition,
patients and their carers should be made aware of the information specified below:

AN Correct treatment administration and adherence

e Abstral® must be taken exactly as prescribed and must not be given to
anyone else

e The patient should remain on background opioids when taking Abstral®

e There are other restrictions of use, including not taking certain medications and
avoiding alcohol (Refer to section 4.5 of the SPC)

e Abstral® is designed for sublingual administration and must not be chewed, sucked
or swallowed whole™

e No more than four (4) episodes of BTP should be treated per day, with patients
waiting at least two (2) hours before treating a subsequent episode with Abstral®

e The different strengths of Abstral® tablets are shaped differently and the packaging
for each strength is colour-coded. Advise patients about the different strengths and
the colour/shape differentiation

e If Abstral® is not used according to instructions there is an increased risk of side-
effects and addiction

W8 Monitoring effectiveness

The patient should continually monitor the effectiveness of Abstral® in providing relief
for their BTP during the titration phase, and report the following back to their healthcare
professional:

e Did they achieve pain relief at the prescribed dose?
e How long did it take to achieve pain relief?
e Was a supplemental tablet needed in order to achieve pain relief?

e How long after the first tablet did they take the supplemental tablet?




Action in the event of an accidental overdose

During patient selection it is important to assess whether the patient might be at risk
from accidental or intentional overdose.

The symptoms of fentanyl overdose are an extension of its pharmacological actions, the

most serious effect being respiratory depression, which may lead to respiratory arrest.
Instruct patients/carers about the symptoms of, and what to do in case of, overdose.

m Abuse/diversion/dependence/medication errors

During patient selection, it is important to assess whether the patient has demonstrated
an abuse, or may be at risk of abuse of their pain medication.

There is potential for abuse and diversion with this product so patients should be
informed about the risk of abuse, addiction and diversion with opioids, including
Abstral®. Please refer also to Patient selection (section 3.2).

Patients should be advised about the importance of correct storage/disposal of this
medicine, as inappropriate storage/disposal could put someone else (not the patient)
at risk of accidental opioid-naive use, or drug diversion.

Advise patients about the different strengths and the colour/shape differentiation.

Rl Safe-keeping, dispensing and disposal

e Tablets must be stored in a locked storage space out of the reach of children to avoid
risk of death

e Tablets must be kept in the original blister pack to protect them from moisture

e Any unused tablets should be returned to the pharmacy where they will be disposed
of in accordance with national and local requirements




m Misuse and overdose

Any situation where Abstral® is intentionally and inappropriately used not in accordance
with authorised product information should be reported as a safety report.

This includes situations where incorrect or no titration (including incorrect switching)
has been performed.

During patient selection it is important to assess whether the patient might be at risk
from accidental or intentional overdose.

Instruct patients/carers about the symptoms of, and what to do in case of, overdose.

Further information

For further information please contact Medical Information at Kyowa Kirin Ltd
Tel: +44 (0)1896 664000

Fax: +44 (0)1896 664001

Email: medinfo@kyowakirin.com

www.kyowa-Kirin.com
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