AGOTINE

(AGOMELATINE)

Innovator’s Specs.
COMPOSITION

Each film-coated tablet contains . Agomelatine 25 mg

I)IL SCRIPTION
omelatine is melatonergic antidepressant, used for the treatment of major depressive disorder. It is
chem\cally designated as N-[2-(7-methoxynaphthalen-1-yl) cthyl] acctamide and its molecular formula

CLINICAL PHARMACOLOGY

Mechanism of Action

Agomelatine is a melatonergic agonist (MT1 and MT2 receptors) and 5-HT2C antagonist. Binding

studies indicate that agomelafine has no effect on monoamine uptake and no affinity for a, b adrenergic.
cholinergic, d receptors.

Agomelatine resynchronizes circadian rhythms in animal models of circadian rhythm disruption.
‘Agomelatine increases noradrenaline and dopamine release specifically in the frontal cortex and has no
influence on the extracellular levels of serotonin.

Pharmacokinetics
Absorption

‘Agomelatine is rapidly and well (280%) absorbed after oral administration. Absolute bioavailability is
ow (<% at (e therspeuti oral dose) and the ner-individual varibil

|y i Th
reased by intake of oral
contraceptives and rcduccd by smoking. The pca.k plasma concentration is reached witin 1102 hours.

O ot modity ihe Bioavasbiy o e sbsorpion e The vARAI 1S i ierconed i ogh i T,

Distribution
Steady siate volume of distribution is about 35 L and plasma protein binding is 95% irrespective of the
concentration and is not modified with age and in patients with renal impairment but the free fraction is
doubled in patients with hepatic impairment

Metabolism
Following oral is rapidly mainly via_hepatic CYPIA2;
CYP2CO and. CYP2CID isoenzymes are also invalved but with o Tow ontribution. The major
metaboltes, hydroxylated and demethylated agomelaing, are not ctive and are rapidly conjugated and
eliminated in the urine.

Elimination

Elimination is rapid. The mean plasma half-ife is between one and two hours. Clearance is high (about
1100 mtmin) and eua.mauy metabolic. Excretion is manly uinary (80%) and in the form of
metal the unchanged compound is negligible. Pharmacokinetics remained
unchanged fnllowmg mpemcd sammsion

INDICATIONS
Treatment of major depressive disorder in adults including prevention of relapse

DOSAGE AND ADMINISTRATION

The recommended dose is 25 mg once daily taken orally at bedtime. After two weeks of treatment, if
there is no improvement of symptoms, the dose may be increased to S0 mg once daily, i.e. two 25 mg
tablets, taken together at bedtime,

Increase ofdose s o be balanced it & higher sk of transaminasesclvation. Any dose ncreae (o
50 mg should be made on an individual patient benefitrisk basi with strict respect of
monitoring Liver fanction ests should be pérformed n all patents befor staring freamen. Treatment
should notbe initted i transaminascs exceed 3 times the upper limit of ol

During treatment transaminases should be monitored periodically after around three weeks, six weeks
(end of acute phase), twelve weeks and twenty four wecks (6nd of maintonance phasc) and thereafier
when clinically indicated. Treatment should be discontinued if transaminases exceed 3 times the upper
limit of normal. When increasing the dosage, liver function tests should again be performed at the same
frequency as when initiating treatment.

‘Treatment duration
Patients with depression should be treated for a sufficient period of at least 6 months to ensure that they
are firee of symptoms.

Switching therapy from SSRUSNRI antidepressant to Agomelatn
Patients may experience discontinuation symptoms after cessation fmm an %sm/sm{l antidepressant.
Agomelatnk can be strted mmediaily wiile tapering the dosage of an SSRSN

Treatment discontinuation

No dosage tapering is needed on treatment discontinuation. Agomelatine is not associated with
withdrawal symptoms after abrupt treatment discontinuation.

Dosing Considerations in Special populations

Renal impairment
No relevant modification in Agomelatine pharmacokinetic parameters in patients with severe renal

impaitment has bocn obscrved, However, oty limited clnial data on the use of Agomlatne in
depressed patients with severe or moderat impairment with major depressive episodes is
available. Therefore, caution should be exereised = orescribing Agomelatine o these paicnt.

Hepatic impairment
Agomelatine is contraindicated in patients with hepatic impairment.

Administration Requirements
Agomelatine film-coated tablets may be taken with or without food.

CONTRAINDICATI()VS
sensitivity to Agomelatis
. Ilspxﬂc impairment (L. irthoss or ativeliver disease) o transaminases exceeding 3 times the upper
limit of normal
+ Concomitant use of potent CYP IA2 inhibitors (e.g. fluvoxamine, ciprofloxacin)

'WARNINGS AND PRECAUTIONS

Monitoring of liver function
Cases of liver injury, including hepatic failure (few cases were exceptionally reported with fatal outcome
or liver transplantation in patients with hepatic risk factors), clevations of liver enzymes exceeding 10
s upper it of ormal, hepatis and jaundice have been reported n ptints reated with Agomela-
tine, Most of them occurred during the first months of treatment. The pattern of liver damage is

with serum which usually return to normal levels on

cessation of Agomelating

Caution should be exercised before starting treatment and close surveillance should be performed

throughoutth restment period nall paients,especialy ifhepsti njury isk fctors o concomitant use
of drugs associated with risk of hepatic injury are present.

Before starting treatment

Tresiment with Agomelating should oy be presctbed afercarefl considersion of benefit and isk in
patients with_hepatic injury risk factors e.g. obesityloverweight/non-alcoholic fatty liver disease,
Siabetes, aloohol e disorder, substantal aloohol iniaks and inpaticnts rccmung oacomian do ugs
associated with risk of hepatic injury.

Bascline liver function tests should be undertaken in all patients and treatment should not be initiated in
palints wih baseline values of ALT andior AST >3 imes theupperfmit of nomal Caution should be

ubper il of the nommal ranges and 53 times the upper it of he normal ange).

Frequency of liver function tests
Before sarting reatment and then:
- after aro
aheraround 8 wedka' (ond o acue phase),
- after around 12 and 24 weeks (end of maintenance phase),
and thereafter when r:lmlcally indicate
- When increasing the dosage, iver function tests should again be performed at the same frequency as
when inifiating treatment.
Any patent who develops increased serum transaminases should have histher liver funcion tests

pa
repeated within 48 hour

During treatment period
reatment should by

< Patieat develops symptoms oc signs of potential ive njry (such as dark rine, ight colored stools,

yellow skin/eyes, pan nthe upper right bely, sustined new-onset and unesplaned ftiguc).

 The incrase in serum transaminascs exceeds 3 times the upper

Following discontimuation of Agormelatine therepy Tier mBion e showtd e repeated until serum

transaminases return to normal.

Older peo)
No effeet of/\gomehune is documented i paients 75 years; eretore agomelatin should ot be used
by patients in this age gro

Use in older people with dementia
Agomelatine should not be used for the treatment of major depressive cpisodes in elderly patients with
dementia since the safety and efficacy of Agomelatine have not been established in these patients.

Bipolar disorder/ mania / hypomania
Agonelatine should be uscd with cauion i patents with a bisory of bipolar disorder, mana or
hypomania and should be discontinucd i patien develops manic sympto

Suicide/suicidal thoughts
Depression is associated with an increased risk of suicidal thoughts, sel-harm and suicide (suicide-relat-
cvents). This risk pcrslsls until significant remission occurs. As improvement may not occur during
the frt few wecksor more of reatmen, patints shouldbe closely monitored il such mprovernent
oscurs. Iis gonersl clinieel cxperionce tht the risk of suicide May inoroase in tho carly stages of
recov
Faticnts with a history of suicide-related events or those exhibiting a significant degree of suicidal
ideation prio to commencerment of tratment ar knows to be s greser risk of suiidal thoughts or
suicide atemps o should receive meful | monioring durin testment. Close supervision of paiens
and in_particular thosc at high risk should accompany treatment cspmaﬂy in carly treatment and
Tollowing dose changes. Patients (and cmgwm of pationts) should be lerted 1o the necd to moritor for
any clinical worsening, suicidal behavior or thoughts and unusual changes in behavior and to seck
mediea advice immodisely i theso ympioms occur
Combination with CYP1A2 inhi
Caution should be excrcised whe prescribing Agomelatine with moderate CYPIA2 inhibitors (c.g.
propranolol, enoxacin) which may result in increased exposure of agomelatine.

Alcohol
‘As with all antidepressants, patients should be advised to avoid alcohol consumption.

Effeets on ability to drive and use machines

No szumcs on the effecs on he ability to drive and use machines have been performied. However
iness and somnolence are common adverse reactions patients should be cautioned

o abm\y 1o drive a car or operate machinery.

ADVERSE REACTIONS

Psychiatric disorders

Common: Anxicty

Uncommon: Agitation and related symptoms (such as irmitability and restlessness), Aggression

Nightmares, Abnormal dreams, confusional statc

Rare: Mama/hypnmanm, Hallucinations

Frequency not known: Suicidal thoughts or behavior

Nervous system disorder

Common: Headache, Dizziness, Somnolence, Insomnia, Migraine

Uncommon: Pmcsmcsm, Restless leg syndrome

Ear and vestibular system dlsorders
Uncommon: Tinnitus
(_.utmmtﬁtmll Disorders
mon: Nausca, Diarthoca, Constipation, Abdominal pain, vomiting
lleplto- biliary disorders
Common: Incréased ALAT and/or ASAT
Rare: Hepatits, Increased gamma-glutamyltransferase (GGT) (>3 times the upper limit of the normal
Tange),Increasd akaline hosphatase (>3 times the upper it ofthe normal ange), Hepati failure

Ekm nnd subcutaneous tissue disorders
Common: Hyperhidrosis
Uncommon: Eczema, Pruritus, Urticaria

re: Erythematous rash, Face edema and angioedema
Musculoskeletal and connective tissue disorders

Common: Back pa
General disorders and administration site conditions
Common: Fatigue

Renal and Urinary disorders

Rare: Lnnary retention

Investiga

Rare: Weight increased, weight decrcased

DRUG INTERACTIONS

ential interactions affecting Agomelatine exposure

Agomclalm: is metabolized mainly by cytochrome P450 1A2 (CYP1A2) (90%) and by CYP2C9/19
(10%). Drugs that interact wuh |hese isoenzymes may decrease or increase the bioavailability of
agomelatine. Fluvoxamine, a A2 and moderate CYP2CY inhibitor markedly inhibits the
metabolism of agomelatine rcsullmg in 60-fod range 12-412) ncreasc of agomelatin exposur.

% potent CYPIAZ inhibitors (e'g. Navoxarmine,

cApmﬂoxacm) is contraindicated.
Combination of agomelatine with oestrogens (moderate CYP1A2 inhi ) results in a several fold
increased exposure of agomelatine. While there was no specific safety signal in the 800 patients treated
in combination with oestrogens, caullon should be xcrcised when prescribing sgomelaling with other
‘modereto CYPIAD inkibitors 6.3, ropranolol, coracin) unil more axperiee n gai

Rifampicin an inducer of ll (hres oylochromes favolved in the metaborism of agomelatine may decroase
the bmavallxbﬂvty o agomelatine.

Smoking induces CYPIA2 and has been shown to decrease the bioavailability of Agomelatine;
especially in heavy smokers (215 cigarettes/day)

'USE IN SPECIAL POPULATIONS

Pregn:
Thm me noor] hmmd Bmmln( m dalx (less than 300 pregnancy mncome:) from lhe e of agom:]alme

s do not indicate direct or indirect harmiful effects with respect ¢
prcgnancy, cmbryonal/l‘oc'al devclopment, paruriion o posinatal dcvclopmcnl Aea Precautionary
‘measure, it is preferable to avoid the use of Agomelatine during pregnancy.

Nuning ‘mothers

10 nof known whether agomelatingmetabolie are exreted in human milk, Avalable pharmacody-
namics/toxicological data in animals have shown excretion of agomelatine/metabolites in milk. A risk to
e bosas s bt 6 exclnded, A decison st e sad whether i Akcontnue bicast hed.
ing or to discontinue/abstain from Agomelatine therapy taking into account the benefit of breast-feeding
for the child and the benefit of therapy for the woman.

Elderl;

The officacy and safety of Agomelatine (25 to S0mg/day) have been establshed in clderly depressed

plints (<75ycars) No eifet s documenicd n palicnts 275 yers, Therctore, Agomclatine should not
relation o age. tion, agomelati

Asnmmnmdﬂdmddalypaﬁmmmdmucmmbmauwsafmandcﬂimyhas o ooy

Pediatric population
The safety and efficacy of Agomelatine in children and adolescents (aged < I8 years) for treatment of
‘major depressive cpisodes have not yet been established.

Renal impairment
No rlovint mbdifcaton of ‘pharmacokinetic parameters in patients with severe renal impairment has
been observed but caution should be exercised in patients with severe or moderate renal impairment as
only limited clinical data are available in these patients. Renal impairment does not affect the protein
binding of agomelatine.

Hepatic impairment
In a specific study involving cirrhotic patients with chronic mild (Child-Pugh type A) or moderate
(Chid- Pugh type B) liver impaimin, exposure to agomelatine 25 mg was subsantally ncreased
(70-times and 140-times, respectively), compared to matched volunteers (age, weight and smoking
habit) with no livr falaré. Agomelatint is Contraindicated in paionts with hepatic impairment
OVER DOSAGE
Symptoms
There is limited experience with agomelatine overdose. Experience with agomelatine in overdose has
indicated that epigastralgia, somnolence, fatigue, agitation, anxiety, tension, dizziness, cyanosis or
‘malaise has been reported.
Managen

No spesific mtidotes for agomelatine are known. Management of overdose should consist of treatment
of clmical symploms and routine Taonitoring. Medical follow-up in a specilised environment i
recommended.
PRESENTATION
Agomelatine 25 mg: Pack of 10, 14 and 28 Tablets.
INSTRUCTIONS
Use as advised by the physician.
Keep all medicines out of the reach of childrey
To bo 50l on the prescripton o a egistered medical practitioner only.

Protect from heat, light and moisture.
Store below 30°C
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Manufactured by:

LidXO

LISKO PAKISTAN (PVT.) LTD.
L-10-D, Block-21, F.B. Industrial Area, Karachi.




