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Contains: 200, 400, 600, 800, 1200, 1600 micrograms fentanyl (as citrate).
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ACTIQ is indicated only for the management of breakthrough cancer pain in patients 16 and older
with malignancies who are already receiving and who are tolerant to around the clock opioid
therapy for their underlying persistent cancer pain.

Patients receiving maintenance opioid therapy considered opioid tolerant are those who are taking
at least 60 mg of oral morphine/day daily, at least 25 mcg 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.
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2.  QUALITATIVE AND QUANTITATIVE COMPOSITION

Excipient(s) with known effect:

Each tablet contains dextrates (equivalent to approximately 2 grams of glucose), sucrose
(approximately 30 milligrams confectioner’'s sugar), propylene glycol (part of the artificial berry
flavour and imprinting ink) as excipients and 9 mg sodium.

WARNING: Risks from concomitant use with benzodiazepines or other CNS depressants

o Concomitant use of opioids with benzodiazepines or other central nervous system
(CNS) depressants, including alcohol, may result in profound sedation, respiratory
depression, coma and death [see section 4.5].

o Reserve concomitant prescribing of these drugs for use in patients for whom alternative
treatment options are inadequate.

e Limit dosages and durations to the minimum required.

Follow patients for signs and symptoms of respiratory depression and sedation.




4. CLINICAL PARTICULARS |

4.1 Therapeutic indications

ACTIQ is indicated only for the management of breakthrough cancer pain in patients 16 and older
with malignancies who are already receiving and who are tolerant to areund-the-clock-opioid |
therapy for their underlying persistent cancer pain.

Patients receiving maintenance opioid therapy censidered-opioid-tolerant-are those who are taking
at least 60 mg of oral morphine/day daily, at least 25-meg- 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.

4.2 Posology and method of administration

Posology

In absence of adequate pain control, the possibility of hyperalgesia, tolerance and progression of
underlying disease should be considered (see section 4.4).

4.4 Special warnings and precautions for use

Hyperalgesia

As with other opioids, in case of insufficient pain control in response to an increased dose of
fentanyl, the possibility of opioid-induced hyperalgesia should be considered. A fentanyl dose
reduction or discontinuation of fentanyl treatment or treatment review may be indicated

Adrenal insufficiency

Cases of adrenal insufficiency have been reported with opioid use including fentanyl tablets, more
often following greater than one month of use. Wean the patient off of the opioid to allow adrenal
function to recover and continue corticosteroid treatment until adrenal function recovers (see

section 4.8).

Respiratory depression

As with all opioids, there is a risk of clinically significant respiratory depression associated with the
use of ACTIQ, patients should be monitored accordingly.

Particular caution should be used when titrating ACTIQ in patients with non-severe chronic
obstructive pulmonary disease or other medical conditions predisposing them to respiratory
depression, as even normally therapeutic doses of ACTIQ may further decrease respiratory drive
to the point of respiratory failure.

Alcohol

The concomitant use of alcohol with fentanyl can produce increased depressant effects which may
result in a fatal outcome (see section 4.5).

Risks of concomitant administration with benzodiazepines

Concomitant use of opioids, including ACTIQ, with benzodiazepines may result in profound
sedation, respiratory depression, coma, and death. Because of these risks, concomitant
prescribing of opioids and benzodiazepines should be made only in patients for whom alternative
treatment options are inadequate.




If a decision is made to prescribe ACTIQ concomitantly with benzodiazepines, the lowest effective
dosages and minimum durations of concomitant use should be chosen. Patients should be closely
monitored for signs and symptoms of respiratory depression and sedation (see section 4.5).

Anaphylaxis, hypersensitivity

Anaphylaxis and hypersensitivity have been reported in association with the use of oral
transmucosal fentanyl products (see section 4.8).

Paediatric population

ACTIQ is not recommended for use in children and adolescents below 16 years due to lack of data
on safety and efficacy (see sections 5.1 and 5.2).

This medicine contains less than 1 mmol sodium (23 mq) per tablet, that is to say essentially
‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

Sedative medicines such as benzodiazepines or related drugs

The concomitant use of opioids with sedative medicines such as benzodiazepines or related drugs
increases the risk of sedation, respiratory depression, coma and death because of additive CNS
depressant effect. The dose and duration of concomitant use should be limited (see section 4.4).

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no adequateor limited amount of data from the use of fentanyl in pregnant women. |
Studies in animals have shown reproductive toxicity (see section 5.3). Opioid analgesic agents can
cause neonatal respiratory depression. With long-term use during pregnancy, there is a risk of
neonatal opioid withdrawal symptems-syndrome which may be life-threatening if not recognized
and treated, and requires management according to protocols developed by neonatology experts.
ACTIQ should not be used in pregnancy unless clearly necessary.

If opioid use is required for a prolonged period in a pregnant woman, advise the patient of the risk
of neonatal opioid withdrawal syndrome and ensure that appropriate treatment will be available
(see section 4.8).

It is advised not to use fentanyl during labour and delivery (including caesarean section) because |
fentanyl passes through the placenta and may cause respiratory depression in the foetus. The
placental transfer ratio is 0.44 (foetal:maternal ratio 1.00:2.27).

Breastfeeding

Fentanyl passes into breast milk and may cause sedation and respiratory depression in the
breastfed child. Fentanyl should not be used by breastfeeding women and breast feeding should
not be restarted until at least 48-heurs5 days after the last administration of fentanyl.

Fertility

There are no human data on fertility available. In animal studies, male fertility was impaired (see

section 5.3).

4.8 Undesirable effects



System organ | Very common uncommon Not known
class common
Endocrine adrenal
disorders insufficiency,
androgen
deficiency
Psychiatric confusion, abnormal dreams, | Insomnia,
disorders anxiety, depersonalisation, | drug
hallucinations, abnormal thinking, | dependence
depression, euphoria (addiction),
emotional lability drug abuse
General asthenia application site fatigue,
disorders and reactions including peripheral
administration irritation, pain and oedema,
site conditions ulcer, pyrexia,
malaise withdrawal
syndrome*,
neonatal
withdrawal
syndrome

(see section
4.6)

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Opioids may influence the hypothalamic-pituitary-adrenal or —gonadal axes. Some changes that
can be seen include an increase in serum prolactin, and decreases in plasma cortisol and
testosterone. Clinical signs and symptoms may be manifest from these hormonal changes (see
also section 4.8).

Additional secondary pharmacological effect includes miosis.
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