Summary of Product Characteristics
AMYVIL TABLET (AMITRIP TYLINE 25MG)

L Name ofthe medicinal product
AMYVIL 25m g Film -coated Tablets

2.Qualitative and quantitative composition
Each film-coated tablet contains Am itriptyline HCI 25m g.

3.Pharmaceutical form
Film -coated tablet.

Round yellow,colored tablets plain on both sides.

4. Clinical particulars
4 1Therapeutic indications
Am itriptyline tablets are indicated for:

ethe treatment ofmajordepressive disorder in adults
ethe treatment of neuropathic pain in adults

ethe prophylactic treatment ofchronic tension type headache (CTTH) in
adults

*the prophylactic treatment ofmigraine in adults

ethe treatment of nocturnalenuresisin children aged 6 years and above
when organic pathology,including spina bifida and related disorders, have
been excluded and no response has been achieved to allothernon-drug
and drug treatments,including antispasmodics and vasopressin-related
products. This medicinalproduct should only be prescribed by a
healthcare professionalwith expertise in the management of persistent
enuresis.

42Posology and method of administration
Posology

Not alldosage schemes can be achieved with allthe pharmaceutical
forms/strengths. The appropriate formulation/strength should be selected
for the starting doses and any subsequent dose increments.

Majordepressive disorder

Dosage should be initiated at a low leveland increased gradually,noting
carefully the clinicalresponse and anyevidence ofintolerability.

Adults

Initially 25 mg 2 times daily (50 mg daily). If necessary,the dose can be
increased by 25 mg everyotherdayup to 150 mg daily divided into two
doses.



The maintenance dose isthe lowest effective dose.

Elderlypatients over 65 years ofage and patients with cardiovascular
disease

Initially 0 mg - 25 m g daily.

The dailydose maybe increased up to 00 mg —150 mg divided into two
doses,depending on individual patient response and tolerability.

Doses above 100 mg should be used with caution.The maintenance dose
isthe lowest effective dose.

Paediatric population

Am itriptyline should not be used in children and adolescents aged less
than 18 years,as long-term safety and efficacy have not been established
(see section 4 .4).

Duration oftreatment

The antidepressant effect usually sets in after 2 -4 weeks. Treatment with
antidepressants is symptomatic and must therefore be continued for an

appropriate period oftime usuallyup to 6 months afterrecoveryin order
to prevent relapse.

Neuropathic pain, prophylactic treatment ofchronic tension type
headache and prophylactic treatment ofmigraine prophylaxis

Patients should be individually titrated to the dose that provides adequate
analgesia with tolerable adverse drug reactions. Generally,the lowest
effective dose should be used for the shortest duration required to treat
the symptoms.

Adults

Recommended dosesare 25mg -75mg daily in the evening.Doses above
100 mg should be used with caution.

The initialdose should be 10 mg -25mg in the evening.Doses can be
increased with 10 mg -25mg every 3—-7 days as tolerated.

The dose can be taken once dailyorbe divided into two doses. Asingle
dose above 75 mg isnotrecommended.

The analgesic effect isnormally seen after 2 -4 weeks ofdosing.

Elderlypatients over 65 years ofage and patients with cardiovascular
disease

Astarting dose of10 mg -25mg in the evening isrecommended.Doses
above 75 mg should be used with caution.

ltisgenerallyrecommended to initiate treatment in the lower dose range
asrecommended foradult. The dose may be increased depending on
individual patient response and tolerability.



Paediatric population

Am itriptyline should not be used in children and adolescents aged less
than 18 years,as long-term safety and efficacy have not been established
(see section 4 .4).

Duration oftreatment Neuropathic pain

Treatment is symptom atic and should therefore be continued for an
appropriate length oftime.In many patients,therapymaybe needed for
severalyears.Regularreassessmentisrecommended to confirm that
continuation ofthe treatment remains appropriate for the patient.

Prophylactic treatment ofchronic tension type headache and
prophylactic treatment ofmigraine in adults

Treatment must be continued foran appropriate length oftime.Regular
reassessmentisrecommended to confirm that continuation ofthe
treatment remains appropriate for the patient.

Nocturnalenuresis
Paediatric population
The recommended doses for:

echildren aged 6 to 10 years: 10 mg —20 mg.Asuitable dosage form should
be used forthisage group.

echildren aged 1lyears and above:25mg -50 mg daily The dose should be
increased gradually.

Dose to be adm inistered 1-1*2 hours before bedtime.

An ECG should be performed prior to initiating therapy with am itriptyline
to exclude long QTsyndrome.

Duration oftreatment
The maximum period oftreatment course should not exceed 3 months.

Ifrepeated courses ofam itriptyline are needed,a medicalreview should
be conducted every 3 months.

When stopping treatment,am itriptyline should be withdrawn gradually.
Specialpopulations
Reduced renalfunction

This medicinal product can be given in usualdoses to patients with renal
failure.

Reduced liver function
Carefuldosing and,ifpossible,a serum leveldetermination is advisable.
Cytochrome P450 inhibitors of CYP2D6



Depending on individual patient response,a lower dose ofamitriptyline
should be considered ifa strong CYP2D6 inhibitor (e.g.bupropion,
quinidine, fluoxetine,paroxetine)isadded to am itriptyline treatment (see
section 4.5).

Known poor metabolisers of CYP2D6 or CYP2CI19

These patients may have higherplasma concentrations ofam itriptyline
and its active metabolite nortriptyline. Considera 50% reduction ofthe
recommended starting dose.

Method ofadm inistration

For oraladm inistration.

The tablets should be swallowed with water.
Discontinuation oftreatment

When stopping therapy,the drug should be gradually withdrawn over
severalweeks.

4 3 Contraindications
Hypersensitivity to the active substance orto anyofthe excipients listed in
section 6.1

Recent myocardial infarction. Anydegree ofheart block or disorders of
cardiac rhythm and coronary artery insufficiency.

Concomitant treatment with MAOIs (monoam ine oxidase inhibitors)is
contra-indicated (see section 4.5).Simultaneous adm inistration of

am itriptyline and MAOIs may cause serotonin syndrome (a combination of
symptoms,possiblyincluding agitation,confusion,tremor, myoclonus and
hypertherm ia).

Treatment with am itriptyline may be instituted 14 days after
discontinuation ofirreversible non-selective MAOIs and minimum one day
after discontinuation ofthe reversible moclobemide. Treatment with
MAOIs may be introduced 14 days after discontinuation ofamitriptyline.

Severe liver disease.
In children under 6 years ofage.

4.4 Specialwarnings and precautions for use

Cardiac arrhythmias and severe hypotension are likelyto occur with high
dosage.They mayalso occurin patients with pre-existing heart disease
taking normaldosage.

QTintervalprolongation

Cases of QTinterval prolongation and arrhythmia have been reported
during the post-marketing period. Caution is advised in patients with
significant bradycardia,in patients with uncom pensated heart failure,or in
patients concurrently taking QT-prolonging drugs. Electrolyte



disturbances (hypokalaemia,hyperkalaemia,hypomagnesaemia)are
known to be conditions increasing the proarrhythm ic risk.

Anaesthetics given during tri/tetracyclic antidepressant therapy may
increase the risk ofarrhythmias and hypotension.Ifpossible,discontinue
thismedicinal product severaldays before surgery;ifemergencysurgery is
unavoidable,the anaesthetist should be informed that the patientis being
so treated.

Great care isnecessary ifam itriptyline isadm inistered to hyperthyroid
patients orto those receiving thyroid medication,since cardiac
arrhythmias maydevelop.

Elderly patients are particularly susceptible to orthostatic hypotension.

This medicalproduct should be used with caution in patients with
convulsive disorders,urinary retention, prostatic hypertrophy,
hyperthyroidism,paranoid symptomatology and advanced hepatic or
cardiovascular disease, pylorus stenosis and paralytic ileus.

In patients with the rare condition ofshallow anteriorchamberand narrow
chamberangle,attacks ofacute glaucoma due to dilation ofthe pupilmay
be provoked.

Suicide/suicidal thoughts

Depression is associated with an increased risk of suicidalthoughts, self-
harm and suicide (suicide-related events). This risk persists until significant
remission occurs.Asimprovement maynot occurduring the first few
weeks ormore oftreatment,patients should be closely monitored until
such improvement occurs.ltisgeneralclinicalexperience that the risk of
suicide mayincrease in the early stages ofrecovery.Patients with a history
ofsuicide-related events,or those exhibiting a significant degree of
suicidalideation priorto commencement oftreatment,are known to be at
greaterrisk of suicidalthoughts or suicide attem pts and should receive
careful monitoring during treatment. Ameta-analysis of placebo-
controlled clinical trials ofantidepressant drugs in adult patients with
psychiatric disorders showed an increased risk of suicidal behaviour with
antidepressants compared to placebo in patients less than 25 years old.

Close supervision of patients and in particular those at high risk should
accompanydrug therapyespeciallyin early treatment and following dose
changes.Patients (and caregivers of patients)should be alerted about the
need to monitor forany clinical worsening,suicidalbehaviour orthoughts
and unusualchangesin behaviourand to seek medicaladvice
immediately ifthese symptoms present.

In manic-depressives,a shift towards the manic phase mayoccur;should
the patient entera manic phase am itriptyline should be discontinued.

As described for other psychotropics,amitriptyline may modify insulin and
glucose responses calling foradjustment ofthe antidiabetic therapy in



diabetic patients;in addition,the depressive illness itself may affect
patients'glucose balance.

Hyperpyrexia has been reported with tricyclic antidepressants when
administered with anticholinergic or with neuroleptic medications,
especially in hot weather.

After prolonged adm inistration,abrupt cessation oftherapy may produce
withdrawal symptoms such as headache,malaise,insomnia and irritability.

Am itriptyline should be used with caution in patients receiving SSRIs (see
sections 4.2 and 4.5).

Nocturnalenuresis

An ECG should be performed prior to initiating therapy with am itriptyline
to exclude long QTsyndrome. Amitriptyline for enuresis should not be
combined with an anticholinergic drug.Suicidalthoughts and behaviours
may also develop during early treatment with antidepressants for
disorders otherthan depression;the same precautions observed when
treating patients with depression should therefore be followed when
treating patients with enuresis.

Serotonin syndrom e

Concomitant administration of Amitriptyline tabletsand buprenorphine or
buprenorphine/naloxone mayresult in serotonin syndrome,a potentially
life-threatening condition (see section 4.5).

Ifconcom itant treatment with other serotonergic agents is clinically
warranted, carefulobservation ofthe patientis advised, particularly during
treatment initiation and dose increases.

Symptoms ofserotonin syndrome mayinclude mental-status changes,
autonom ic instability,neuromuscularabnorm alities,and/or
gastrointestinal symptoms.

If serotonin syndrome is suspected,a dose reduction ordiscontinuation of
therapyshould be considered depending on the severity ofthe symptoms.

Severe cutaneous reactions

Severe cutaneous adverse reactions (SCARs) including drug reaction with
eosinophilia and systemic symptoms (DRESS),which can be life-
threatening or fatal,have been reported in association with am itriptyline
treatment. Most ofthese reactions occurred within 2 to 6 weeks.

At the time of prescription patients should be advised ofthe signs and
symptoms and monitored closely for cutaneous reactions.

Ifsigns and symptomssuggestive ofthese reactions appear,amitriptyline
tablets should be withdrawn immediately,treatment with am itriptyline
tablets must not be restarted in this patient at any time and,an alternative
treatment should be considered (as appropriate).



Paediatric population

Long-term safety data in children and adolescents concerning growth,
m aturation and cognitive and behaviouraldevelopment are not available
(see section 4.2).

Am itriptyline tablets contains Lactose

Patients with rare hereditary problems ofgalactose intolerance,total
lactase deficiency or glucose-galactose malabsorption should not take this
medicine.

Inform ation on sodium content

This medicine contains lessthan Immolsodium (23 mg) pertablet,ie.is
essentially 'sodium -free".

45 Interaction with other medicinal products and other forms of
interaction
Potential for am itriptyline to affect other medicinalproducts

Contraindicated combinations

MAOIs (non-selective as well as selective A(moclobemide)and B
(selegiline))

-risk of “serotonin syndrome” (see section 4.3).
Combinations that are not recommended

Sympathomimetic agents: Amitriptyline may potentiate the
cardiovascular effects ofadrenaline,ephedrine,isoprenaline,
noradrenaline,phenylephrine,and phenylpropanolamine (e.g.as
contained in localand generalanaesthetics and nasaldecongestants).

Adrenergic neurone blockers: Tricyclic antidepressants may counteract the
antihypertensive effects of centrally acting antihypertensives such as
guanethidine,betanidine,reserpine,clonidine and methyldopa.lIt is
advisable to review allantihypertensive therapy during treatment with
tricyclic antidepressants.

Anticholinergic agents.:Tricyclic antidepressants may potentiate the
effects ofthese drugs on the eye,centralnervous system,boweland
bladder;concomitant use ofthese should be avoided due to an increased
risk of paralytic ileus,hyperpyrexia,etc.

Drugs which prolong the QT-intervalincluding antiarrhythmics such as
quinidine,the antihistam ines astemizole and terfenadine,some
antipsychotics (notably pimozide and sertindole),cisapride,halofantrine,
and sotalol,may increase the likelihood ofventricular arrhythmias when
taken with tricyclic antidepressants.

Use caution when using am itriptyline and methadone concom itantlydue
to a potential for additive effects on the QT intervaland increased risk of
serious cardiovascular effects.



Caution is also advised for co-adm inistration ofamitriptyline and diuretics
inducing hypokalaemia (e.g.furosemide)

Thioridazine:Co-adm inistration ofam itriptyline and thioridazine (CYP2D6
substrate)should be avoided due to inhibition ofthioridazine metabolism
and consequentlyincreased risk of cardiac side effects

TramadofConcomitant use oftramadol (a CYP2D6 substrate)and tricyclic
antidepressants (TCAs),such as am itriptyline increases the risk for seizures
and serotonin syndrome.Additionally,this combination can inhibit the
metabolism oftramadolto the active metabolite and thereby increasing
tramadolconcentrations potentially causing opioid toxicity.

Antifungalssuch as fluconazole and terbinafine increase serum
concentrations oftricyclics and accom panying toxicity.Syncope and
torsade de pointes have occurred.

Am itriptyline tablets should be used cautiously when co-administered
with:

CNS depressants: Amitriptyline mayenhance the sedative effects of
alcohol,barbituratesand other CNS depressants.

eSerotonergic medicinal products,such as MAO inhibitors, selective
serotonin re-uptake inhibitors (SSRIs),serotonin norepinephrine re-uptake
inhibitors (SNRIs) or tricyclic antidepressants as the risk of serotonin
syndrome,a potentially life-threatening condition,is increased (see section
4.4).

s Amitriptyline tablets should be used cautiously when co-adm inistered
with:

*Buprenorphine orbuprenorphine/naloxone as the risk of serotonin
syndrome,a potentially life-threatening condition,is increased (see section
4.4).

Potentialofother medicinal products to affect amitriptyline

Tricyclic antidepressants (TCA)including am itriptyline are prim arily
metabolised by the hepatic cytochrome P450 isozymes CYP2D6 and
CYP2C19,which are polymorphic in the population.Otherisozymes
involved in the metabolism ofam itriptyline are CYP3A4,CYP1A2 and
CYP2C9.

CYP2D6 inhibitors:The CYP2D6 isozyme can be inhibited by a variety of
drugs,e.g.neuroleptics,serotonin reuptake inhibitors,beta blockers,and
antiarrhythmics. Examples ofstrong CYP2D6 inhibitorsinclude bupropion,
fluoxetine,paroxetine and quinidine. These drugs may produce substantial
decreasesin TCAmetabolism and marked increasesin plasma
concentrations.Considerto monitor TCAplasma levels,whenevera TCA is
to be co-administered with anotherdrug known to be a strong inhibitor of
CYP2D6.Dose adjustment ofamitriptyline may be necessary (see section



4 .2).Caution is advised in the case ofco-adm inistration ofam itriptyline
with duloxetine,a moderate CYP2D6 inhibitor.

Other Cytochrome P450 inhibitors:Cimetidine, methylphenidate and
calcium-channelblockers (e.g.diltiazem and verapamil)may increase
plasma levels of tricyclic antidepressants and accompanying toxicity.
Antifungals such as fluconazole (CYP2C9 inhibitor)and terbinafine
(CYP2D6 inhibitor) have been observed to increase serum levels of
am itriptyline and nortriptyline.

The CYP3A4 and CYP1AZ isozymesmetabolise am itriptyline to a lesser
extent.However, fluvoxamine (strong CYP1A2 inhibitor) was shown to
increase am itriptyline plasma concentrations and thiscombination should
be avoided.Clinically relevant interactions may be expected with

concom itant use ofamitriptyline and strong CYP3A4 inhibitors such as
ketoconazole,itraconazole and ritonavir.

Tricyclic antidepressants and neuroleptics mutually inhibit the
metabolism ofeach other;thismaylead to a lowered convulsion threshold,
and seizures.lt maybe necessary to adjust the dosage ofthese drugs.

Cytochrome P450 inducers:Oralcontraceptives, rifampicin,phenytoin,
barbiturates,carbamazepine and St.John's Wort (Hypericum
perforatum)may increase the metabolism oftricyclic antidepressants and
result in lowered plasma levels of tricyclic antidepressants and reduced
antidepressant response.

In the presence ofethanol/amitriptyline free plasma concentrations and
nortriptyline concentrations were increased.

Am itriptyline plasma concentration can be increased by sodium valproate
and valpromide. Clinical monitoring is therefore recommended

4 .6 Fertility, pregnancy and lactation
Pregnancy

Limited clinicaldata is available regarding exposed pregnancies for
amitriptyline. Anim al studies have shown reproductive toxicity (see section
5.3).

Am itriptyline isnot recommended during pregnancy unless clearly
necessary and only after careful consideration ofthe risk/benefit.

During chronic use and afteradm inistration in the finalweeks of
pregnancy,neonatalwithdrawalsymptoms can occur.This mayinclude
irritability, hypertonia,tremor,irregular breathing,poor drinking and loud
crying and possiblyanticholinergic symptoms (urinary retention,
constipation).

Breast-feeding

Am itriptyline and its metabolites are excreted into breast milk
(corresponding to 0.6 % -1%ofthe maternaldose). Arisk to the suckling



child cannot be excluded. Adecision must be made whetherto
discontinue breast-feeding or to discontinue/abstain from the therapy of
thismedicinal product taking into account the benefit of breast feeding
forthe child and the benefit of therapy forthe woman.

Fertility
Am itriptyline reduced the pregnancy rate in rats (see section 5.3).
No data on the effects ofamitriptyline on hum an fertility are available.

4.7 Effects on ability to drive and use machines
Am itriptyline is a sedative drug.

Patients who are prescribed psychotropic medication maybe expected to
have some impairmentin generalattention and concentration and should
be cautioned about their ability to drive or operate machinery. These
adverse effects can be potentiated by the concomitant intake ofalcohol.

4.8 Undesirable effects

Am itriptyline mayinduce side effects similar to other tricyclic
antidepressants.Some ofthe below mentioned side effects e.g.headache,
tremor,disturbance in attention,constipation and decreased libido may
also be symptoms ofdepression and usually attenuate when the
depressive state improves.

Summary ofsafety profile:

Severe cutaneous adverse reactions (SCARs),including drug reaction with
eosinophilia and systemic symptoms (DRESS),have been reported in
association with am itriptyline (see section 4.4)

In the listing below the following convention is used: Med DRA system
organ class/preferred term;

Verycommon (> /10);
Common (>7100,<710);
Uncommon (>171000,<7100);
Rare (> 1/10,000,< ¥1000);
Very rare (<1/10,000);

Not known (cannot be estimated from the available data).

MedDRA SOC Frequency Preferred Term
Blood and lymphatic system Rare Bone marrow depression, agranulocytosis, leucopenia,
disorders eosinophilia, thrombocytopenia.
Immune system disorders Not known Anaphylaxis, angioedema.
Uncommon Face oedema, tongue oedema.
Metabolism and nutrition Rare Decreased appetite.
disorders




Metabolism and nutrition
disorders

Not known

Anorexia, elevation or lowering of blood sugar levels.

Psychiatric disorders

Very common

Aggression.

Common Confusional state, libido decreased, agitation.

Uncommon Hypomania, mania, anxiety, insomnia, nightmare.

Rare Delirium (in elderly patients), hallucination, suicidal thoughts or
behaviour*.

Not known Paranoia.

Nervous system disorders

Very common

Somnolence, tremor, dizziness, headache, drowsiness, speech
disorder (dysarthria).

Common Disturbance in attention, dysgeusia. Paresthesia, ataxia.
Uncommon Convulsion.

Very rare Akathisia, polyneuropathy.

Not known Extrapyramidal disorder.

Eye disorders

Very common

Accommodation disorder.

Common Mydriasis.
Very rare Acute glaucoma.
Not known Dry eye
Ear and labyrinth disorders Uncommon Tinnitus.
Cardiac disorders Very common  |Palpitations, tachycardia.
Common Atrioventricular block, bundle branch block.
Uncommon Collapse conditions, worsening of cardiac failure.
Rare Arrhythmia.
Very rare Cardiomyopathies, torsades de pointes.
Not known Hypersensitivity myocarditis.

Vascular disorders

Very common

Orthostatic hypotension.

Uncommon Hypertension.
Not known Hyperthermia.
Respiratory, thoracic, and Very common |Congested nose.
mediastinal disorders Very rare Allergic inflammation of the pulmonary alveoli and of the lung

tissue, respectively (alveolitis, Loffler's syndrome).

Gastrointestinal disorders

Very common

Dry mouth, constipation, nausea.

Uncommon Diarrhoea, vomiting.
Rare Salivary gland enlargement, ileus paralytic.
Hepatobiliary disorders Rare Jaundice.
Uncommon Hepatic impairment (e.g. cholestatic liver disease).
Not known Hepatitis.
Skin and subcutaneous tissue Very common  |Hyperhidrosis.
disorders Uncommon Rash, urticaria, Exanthema.
Rare Alopecia, photosensitivity reaction.
Not known Drug reaction with eosinophilia and systemic symptoms
(DRESS)
Renal and urinary disorders Common Micturition disorders.
Uncommon Urinary retention.
Reproductive system and breast |Common Erectile dysfunction.

disorders

Uncommon

Galactorrhoea.




Rare Gynaecomastia.

General disorders and Common Fatigue, feeling thirst.
administration site conditions Rare Pyrexia.
Investigations Very common  |Weight increased.
Common Electrocardiogram abnormal, electrocardiogram QT prolonged,
electrocardiogram QRS complex prolonged, hyponatremia.
Uncommon Intraocular pressure increased.
Rare Weight decreased.

Liver function test abnormal, blood alkaline phosphatase
increased, transaminases increased.

*Case reports ofsuicidalthoughts or behaviour were reported during the
treatment with or just after conclusion ofthe treatment with am itriptyline
(see section 4 .4).

Epidemiologicalstudies, mainly conducted in patients 50 years ofage and
older,show an increased risk of bone fractures in patients receiving SSRIs
and TCAs.The mechanism leading to this risk isunknown.

4.9 Overdose
Symptoms

Anticholinergic symptom s: Mydriasis,tachycardia,urinary retention,dry
mucous membranes,reduced bowelmotility. Convulsions. Fever.Sudden
occurrence of CNS depression. Lowered consciousness progressing into
coma.Respiratory depression.

Cardiac symptoms. Arrhythmias (ventricular tachyarrhythmias,torsade de
pointes,ventricular fibrillation). The ECG characteristically show prolonged
PRinterval,widening ofthe QRS-com plex,QTprolongation, T-wave
flattening or inversion,STsegment depression,and varying degrees of
heart block progressing to cardiac standstill. Widening ofthe QRS-
complexusually correlates well with the severity ofthe toxicity following
acute overdoses.

Heart failure,hypotension,cardiogenic shock. Metabolic acidosis,
hypokalaemia,hyponatraemia.Post-marketing surveillance and literature
reported cases of Brugada syndrome unmasking and Brugada ECG
patterns (BEP)with amitriptyline overdose.

Ingestion of 750 mg ormore by an adult may result in severe toxicity. The
effects in overdose willbe potentiated by simultaneous ingestion of
alcoholand other psychotropic. There is considerably individual variability
in response to overdose.Overdose with am itriptyline in children could
have serious consequences.Children are especially susceptible to coma,
cardiotoxicity,respiratory depression,seizures,hyponatraem ia, lethargy,
sinus tachycardia,drowsiness,nausea,vomiting and hyperglycaem ia.

During awakening possiblyagain confusion,agitation and hallucinations
and ataxia.

Treatment



L Admission to hospital (intensive care unit) ifrequired. Treatment is
symptom atic and supportive.

2.Assess and treat ABC's (airway,breathing and circulation)as appropriate.
Secure an IV access.

Close monitoring even in apparentlyuncomplicated cases.

3.Examine for clinical features.Check urea and electrolytes - look for low
potassium and monitorurine output.Check arterialblood gases - look for
acidosis.Perform electrocardiograph - look for QRS>0.16 seconds.

4.Donotgive flumazenilto reverse benzodiazepine toxicity in mixed
overdoses.

5.Consider gastric lavage only if within one hour ofa potentially fatal
overdose.

6.Give 50 g ofcharcoal ifwithin one hour ofingestion.

7.Patencyofthe airwayis maintained by intubation,where required.
Treatment in respiratoris advised to prevent a possible respiratory arrest.
Continuous ECG-monitoring ofcardiac function for 3-5 days. Treatment of
the following willbe decided on a case by case basis:

-Wide QRS-intervals, cardiac failure and ventricular arrhythm ias
- Circulatory failure
- Hypotension
- Hyperthermia
- Convulsions
- Metabolic acidosis.
8.Unrest and convulsions may be treated with diazepam.

9.Patientswho display signs of toxicity should be monitored for a
minimum of 12 hours.

10. Monitor for rnabdom yolysis ifthe patient has been unconscious for a
considerable time.

1. Since overdosage is often deliberate,patients may attempt suicide by
othermeans during the recovery phase.Deaths by deliberate oraccidental
overdosage have occurred with this classofmedicament.

5.Pharmacological properties

51Pharmacodynam ic properties

Pharmacotherapeutic group:Antidepressants - Non-selective monoamine
reuptake inhibitor (tricyclic antidepressant) ATC code: NO6AA09

Mechanism ofaction



Am itriptyline is a tricyclic antidepressant and an analgesic. It has marked
anticholinergic and sedative properties. It prevents the re-uptake,and
hence the inactivation ofnoradrenaline and serotonin at nerve terminals.
Reuptake prevention ofthese monoamine neurotransm itters potentiate
theiraction in the brain. This appears to be associated with the
antidepressant activity.

The mechanism ofaction also includes ion-channelblocking effects on
sodium ,potassium and NMDAchannelat both centraland spinalcord
level. The noradrenaline,sodium and the NMDA effects are mechanisms
known to be involved in the maintenance ofneuropathic pain,chronic
tension type headache prophylaxisand migraine prophylaxis. The pain-
reducing effect ofamitriptyline is not linked to its anti-depressive
properties.

Tricyclic antidepressants possess affinity for muscarinic and histamine H1
receptors to varying degrees.

Clinical efficacy and safety

The efficacy and safety ofamitriptyline has been demonstrated in
treatments ofthe following indications in adults:

*Major Depressive Disorder

*Neuropathic Pain

*Chronic tension type headache prophylaxis
*Migraine prophylaxis

The efficacy and safety ofamitriptyline has been demonstrated for
treatments ofnocturnalenuresisin children aged 6 years and above (see
section 4.1).

The recommended doses are provided in section 4.2. For treatment of
depression,doses ofup to 200 mg dailyand,occasionally,up to 300 mg
daily have been used in severely depressed patients in hospital.

The antidepressant and analgesic effects usually set in after 2-4 weeks;the
sedative action isnot delayed.

52Pharmacokinetic properties
Absorption

Oraladm inistration ofthe 10 mg and 25 mg film -coated tablets results in
maximum serum levels in about 4 hours. (tmax =3.89x187 hours;range
193-7.98 hours). After peroraladm inistration of 50 mg the mean Cmax =
30.95+9.61ng/ml;range 10.85-45.70 ng/m | (111.57+34.64 nmol/l;range 39.06-
16452 nmol/l). The mean absolute oralbioavailability is 53% (F... =
0.527+0.123;range 0.219-0.756).

After oraladm inistration of 50 mg film -coated tablets,amitriptyline is
absorbed slowly,but completely.Due to the often-delayed gastrointestinal



tract passage maximum plasma concentrations are reached after 1to 5 (-8)
hours. The systemic bioavailability isabout 50% ofthe intravenous
injection.

Distribution

The apparent volume ofdistribution (Vd) Bestimated after intravenous
adm inistration is 1221L +£280 L;range:769-1702 L (16 £ 3 L/ kg).

The plasma protein binding is about 95%.

Am itriptyline and its main metabolite,nortriptyline,pass across the
placentalbarrier.

In nursing mothers,amitriptyline and nortriptyline are excreted in small
amounts with the breast milk. The ratio of milk concentration/plasma
concentration in women isaround 11 The estimated daily exposure in
infants (amitriptyline + nortriptyline) averages 2% ofthe corresponding
maternalweight related doses ofamitriptyline (in mg/kg) (see section 4.6).

Biotransform ation

In vitrothe metabolism ofamitriptyline proceeds mainly by demethylation
(CYP2C19,CYP3A4)and hydroxylation (CYP2D6) followed by conjugation
with glucuronic acid.Otherisozymes involved are CYP1A2 and CYP2C9.

The metabolism issubject to genetic polymorphism.The main active
metabolite isthe secondary amine,nortriptyline.

Nortriptyline isa more potentinhibitor ofnoradrenaline than ofserotonin
uptake,while am itriptyline inhibits the uptake ofnoradrenaline and
serotonin equally well. Other metabolites such as cis- and trans-10-
hydroxyam itriptyline and cis- and trans-10-hydroxynortriptyline have the
same profile as nortriptyline but is considerably weaker.
Demethylnortriptyline and am itriptyline N oxide are only present in
plasmain minute amounts;the latteris almost inactive. Allthe metabolites
are less anticholinergic than am itriptyline and nortriptyline.In plasma the
amount oftotal 10-hydroxynortriptyline dominates but most ofthe
metabolites are conjugated.

Elim ination

The elimination half-life (t%2 B)amitriptyline after peroraladm inistration is
about 25 hours (24.65+6.31hours;range 16.49-40.36 hours). The mean
systemic clearance (Cls)is 39.24+£10.18 L/h,range 24.53-53.73 L/h.

The excretion proceeds mainly through the urine. The renalelimination of
unchanged amitriptyline is insignificant (about 2%).

Steady state plasma levels of am itriptyline + nortriptyline are reached
within a week for most patients,and in steady state the plasma level
comprises approximatelyequalparts ofamitriptyline and nortriptyline
around the clock following treatment with conventional tablets 3times a
day.



Elderlypatients

Longer half-lives and decreased oral (Clo) clearance values due to a
reduced rate of metabolism have been demonstrated in elderly patients.

Reduced hepatic function

Hepatic impairment mayreduce hepatic extraction resulting in higher
plasma levels and caution should be exercised when dosing these patients
(see section 4.2).

Reduced renal function
Renal failure has no influence on the kinetics.
Polymorphism

The metabolism issubject to genetic polymorphism (CYP2D6 and
CYP2C19) (see Section 4.2).

Pharmacokinetic/pharmacodynamic relationship

Plasma concentrations ofam itriptyline and nortriptyline vary very widely
between individuals and no simple correlation with therapeutic response
has been established.

The therapeutic plasma concentration in major depression isaround 80 —
200 ng/m1(=280 =700 nmol/l) (foram itriptyline + nortriptyline). Levels
above 300-400 ng/mlare associated with increased risk ofdisturbance in
cardiac conduction in terms ofprolonged QRS-complexor AV block.

53 Preclinical safety data

Am itriptyline inhibited ion channels,which are responsible for cardiac
repolarization (hERG channels),in the uppermicromolarrange of
therapeutic plasma concentrations. Therefore,amitriptyline mayincrease
the risk for cardiac arrhythm ia (see section 4 .4).

The genotoxic potentialofamitriptyline has been investigated in various mn
vitroand in vivo studies. Although these investigations revealed partially
contradictory results,particularly a potentialto induce chromosome
aberrations cannot be excluded.Long-term carcinogenicity studies have
not been performed.

In reproductive studies teratogenic effects were not observed in mice, rats,
orrabbits when am itriptyline was given orally at doses of2-40 mg/kg/day
(up to 13timesthe maximum recommended human amitriptyline dose of
150 mg/dayor3mg/kg/day for a 50-kg patient). However, literature data
suggested a risk for malformations and delays in ossification of mice,
hamsters,rats and rabbits at 9-33 times the maximum recommended
dose.There was a possible association with an effect on fertility in rats,
namely a lower pregnancyrate. The reason forthe effect on fertility is
unknown.

6.Pharmaceutical particulars



6.1List ofexcipients
Lactose monohydrate

Micro crystalline cellulose

Corn maize starch

Croscarmellose sodium
Colloidalsilicon dioxide

Talc

Magnesium Stearate

Opadry llyellow (85F92349)
Hypromellose

Macrogol 6000

Composition of Opadry Il yellow (85F92349)
-polyvinylalcohol-part hydrolysed,
- titanium dioxide (E17D),
-macrogol,

- talc,

-iron oxide yellow (E172)

6.2 Incompatibilities
Not applicable.

6.3 Shelf life
3 years

6.4 Special precautions for storage

Store below 30°C away from sunlight and moisture.
6.5 Nature and contents of container

Amyvil 25m g tablets are available in Alu/Alu blisters

Pack sizes:10x10 and 1x500 Blisters packed in a paperboxalong with pack
insert

6.6 Specialprecautions for disposaland other handling
No specialrequirements for disposal.

7.Registrant (Marketing Authorization Holder and Manufacturing Site
Address

Zolon Healthcare Limited, Nigeria Limited located at No 11Town planning
way llupeju lagos

8.Marketing Authorization Number
A4-5073
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9.Date of First Authorization/Renewal
First authorized May 8,2021
10. Manufactured By

Emzor Pharmaceutical Industries Limited located at Flowergate Mixed

Development Scheme,Km 1Sagamu/Benin Expressway,Sagamu,Ogun
State, Nigeria.
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