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SLEEP IS NECESSARY FOR::.

Functionality.
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Insomnia is a condition of unsatisfactory sleep, either
In terms of sleep onset, sleep maintenance or early

waking.s
* Insomnia is a common sleep disorder and its prevalence increases with
aged

*  Approximately 50% of the elderly population report insomnia
and an overall dissatisfaction with quality of sleepa
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Poor quality sleep can affect the physical and mental

health of sufferers in the following ways:as
- Significant daytime distress
- Impaired day time functioning
- Fatigue & mood disturbances
- Cardiovascular disease
- Obesity
- High blood pressure

- Cholesterol
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What is Primary Insomnia

Primary insomnia is insomnia not attributable to any known physical or
mental condition or environmental cause, and is characterised by a consistent
set of symptoms such as;s

e Difficulty in falling asleep

e Difficulty maintaining

sleep
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Rationale for developing Circadin® for

 As we age, the secretion of melatonin in the body declines, which
can result in reduced quality of sleep.7.s

Insomnia prevalence increases with age
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 Approximately 50% of the elderly population report insomnia and an
overall dissatisfaction with quality of sleepa4



What is Melatonin?

Melatonin is'a

a naturally occurring hormone produced by the <
an important cue of the internal biological clock

an important physiological sleep regulator
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Circadin® - prolonged release

First in a
class of
insomnia
treatment
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Circadin® - Mechanism of action

e Circadin is a prolonged-release formulation of melatonin 10

* |t works by selectively binding to melatonin receptors and mimicking the
natural physiological profile, helping in sleep and circadian rhythm

/€Wﬁt|UI|. 0, 1T

() Tablet
@® Polymer

® Released Melatonin |,itig)|
\ releag@apted from EPAR 5

Extended release J

* Circadin circumvents the fast clearance of the hormone by releasing
melatonin in the gut over an extended period of time, thereby
mimicking physiological patterns of melatonin secretion 12
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Circadin® over time

Circadin® mimics the natural melatonin profile by releasing melatonin

gradually over 8-10 hours, which helps regulate natural circadian rhythm
and provide restorative sleep.11

Natural secretion profile of endogenous melatonin
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Circadin® benefits

e Does not alter sleep architectur
e Improves sleep onset latency:s

e Improves quality of sleep:s

e Improves daytime functioning &

alertness:
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Tolerability

Circadin® is well tolerated 10

 |n clinical trials, Circadin had a similar adverse
event profile to placebo

e The most common adverse reactions observed
In the clinical trials in both the Circadin and
placebo groups were headache,
nasopharyngitis, back pain and asthenia

Circadin® shows no evidence of rebound insomni

dependence or withdrawal effects.s,11,13
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Patient Information .

Looking for an improved
quality of sleep?

)| 7 Aged 55 or over?

Pt Insommia 1o Bep \/' Treatment for
' — primary insomnia

A goal of a good night’s sleep

iIs to wake up refreshed
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Dosage and administration ..

* Recommended dose is 2mg

 Take 1-2 hours before bed and after
food

 Swallow the whole tablet

 Continue treatment for at least three
weeks for best response
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Advice for patients.

* Circadin® does not have an immediate effect -
you should just feel a natural sleepiness and
desire to go to bed between 1-2 hours after
taking it

* Alcohol may reduce the effectiveness of
Circadin® on sleep

* For the best effect on quality of sleep you sh
take Circadin® at around the same time eact. .

R

for the full 13 week treatment period and then see

your doctor for review www.circadin.co.nz
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Sleep Hygiene

« Recommend simple sleep hygiene measures or
lifestyle and
environmental changes that may help patients sleep

Some examples are

* Improve your sleep environment, such as ensuring the bedroom is

warm, quiet and dark.

* Go to bed and wake up at the same time each day, even after a poor
night’s sleep.

* Do not stay in bed if you are awake for more than 20 minutes; go to

another
room and do something relaxing

Clmve as possible during the day and spend time outdoors if

prol r@/atonm
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Patient benefit

Quality Morning Improve

restorati alertness d quality
ve sleep of life

Circadin® helps the body restore its optimal
sleep-wake cycle. By promoting quality sleep,
patients awake refreshed and alert with improved
quallty of life 41011
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1. What is primary insomnia?

2. What is Circadin?

3. How do you take Circadin?

4. What benefits can Circadin offer patients?

5. What sleep hygiene advice can you offer patients?
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Circadin® (melatoniAﬁrR cBGaEt P Ro D U glr quality of sleep in

Indication: Monotherapy e short term treatment of primary insomnia characterize

patients who are aged 55 or ov
Contraindications: Hypersens |N5%MeAdEtlgON
Precautions: May cause drows SY ne ibte ue omt i e and use machines. Not

recommended for use in patients with autoimmune diseases. Patients with rare hereditary problems of galactose
intolerance, the LAPP lactase deficiency or glucose-galactose malabsorption should not take this medicine. Not
recommended for use in children and adolescents below 18 years of age. Melatonin metabolism is known to decline
with age, with higher AUC and Cmax levels reported in older subjects compared to younger subjects. Caution should
be used in those with renal insufficiency. Not recommended for use in patients with hepatic impairment (see full Data
Sheet).

Pregnancy (B3): No clinical data on exposed pregnancies are available. Use in pregnant women and by women
intended to become pregnant is not recommended.

Lactation: Endogenous melatonin has been detected in human breast milk. The effects of melatonin on the nursing
infant have not been established. Therefore, breast-feeding is not recommended in women under treatment with
melatonin.

Interactions: Quinolones, carbamazepine, rifampicin, fluvoxamine, 5- or 8-methoxypsoralen, cimetidine, cigarette
smoking, oestrogens, adrenergic agonists/antagonists, opiate agonists/antagonists, antidepressants, prostaglandin
inhibitors, benzodiazepines, tryptophan, alcohol, zaleplon, zolpidem, zopiclone, thioridazine and imipramine (see full
Data Sheet).

Adverse Effects: Common adverse reactions include headache, nasopharynagitis, back pain and arthralgia. See full
Data Sheet for complete list.

Dosage: One tablet daily swallowed whole 1-2 hours before bedtime and after food. This dosage may be continued for
up to thirteen weeks (see full Data Sheet).

Please review full Data Sheet before prescribing. Data Sheet is available at www.medsafe.govt.nz
Circadin® is an unfunded prescription medicine - a prescription charge will apply.

Circadin® is a registered trademark of Neurim Pharmaceuticals Limited used under licence by Aspen
Pharma Pty. (Pl last amended 28/06/2011) TAPS PP2924-120C
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