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Vortaxmode

Smg, 10mg, 15mg, & 20mg vortioxetineg
Film-coated tablets
¢ Mo fae fe

DY ¢/

C
1. Name of the medicinal product .
Vortaxmodes mg film-coated tablets
Vortaxmode 1 0 mg film-coated tablets
Vortaxmode 15 mg film-coated tablets
Vortaxmode 20 mg film-coated tablets
2. Qualitative and qunnlilaliw Et;mpn;t.laﬁ‘ .

N

Vortaxmode 5 mg film-coated lapk.-ls 0

\ 1
Fach film-coated tablet contans 6 ’!Sv'rng wmth\clmchydrubmmidc equivalent to 5 mg
vartioxetine. \

Vortaxmode 10 mg film-coated tablets
Each film-coated tablet c.qnlzhm 1271 mg vomorcnnc hydrobromide equivalent 1o 10 mg
vortioxetine. -z 2
Vortaxmode 15 mg Illmﬂ, h m“’_ "t

Zach film-coated tablet cmnams N-!Iﬁimg ﬁnm&cnm hydrobromide equivalent to 15 mg
vortioxetime,

.“

Each film-coated tablet containg 2542 mg vortioxetine hydrobromide equivalent to 20 mg
vortioxetine.

For the full list of excipients, se¢ section 6.1

3. Pharmaceutical form

Film-coated tablet

Vonaxmode S mg film-coated tablets

Yellow | round | biconvex non scored film-coated tablets.
Vortaxmode 10 film-coated tablets

Pink . round , biconvex non scored film-coated tablets.

Vontaxmodel 5 ilm-coated tablets

\§/31 2072
D{H(’HHG\W\&_
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Green |, round |, biconvex non scored (ilm-coated tablets.
Vartaxmode 20 my film-coated tablets

Purple . round , biconvex non scored film-coated tablets.
4. Clinical particulars

4.1 Therapeutic indications

Vortaxmode is indicated for the treatment of major depressive episodes in adults.

4.2 Posology and method of administration

Posology

The starting and recommended dose of Vortaxmode 1s 10 mg vortioxetine once daily in adults less
than 65 years of age.

Depending on individual patient response. the dose may be increased to a maximum of 20 mg
vortioxetine once daily or decreased to a minirnu.m of 5 mg vortioxeting once daily

After the depressive symptoms resolve, trcalmcnl ﬁ?i\ cast 6 months is recommended for

consohdation of the amlde;)rtmuw rcsﬁ‘mgg._ y

ZERAS TN
Treatment discontinuation =8 {'\\

Patients treated with Vonaxmodt can abruptly stop hd\\hg the medicinal product without the need
for a gradual reduction in dose. | .

Special populations TR =l
Elderly patients \ \ '_‘\ - 3 S o /

The lowest effective dose of 5 vamoxel]ne cmccdd Should always be used as the starting
dose in patients > 65 years of age. h@%ﬂ‘sﬁd n treating patients > 65 years of age with
doses higher than 10 mg vortioxetine once “Tor which data are limited (see section 4.4),
Cyvtochrome P450 inhibitors

Depending on individual patient response, a lower dose of vortioxetine may be considered if a
strong CYP2D6 inhibitor (e.g. bupropion, guinidine, fluoxetine, paroxetine) is added to
Vonaxmode treatment (see section 4. 5)

Cytochrome P450 inducers

Depending on individual patient response, a dose adjustment of vortioxetine may be considered if a
broad cytochrome P450 inducer (e g, rifampicin, carhamazepine, phenytoin) is added 1o
Vonaxmode treatment (see section 4.5)

Paediatric population

The safety and efficacy of vortioxetine in children aged 7 to 11 years have not been established. No
data are available (see section 4.4). Vortaxmode should not be used n adolescents aged 12 to 17
years with major depressive disorder (MDD) because efficacy has not been demonstrated. The
safety of vortioxetine in adolescents aged 12 to 17 years 1s described in secion4.4, 4 8and 5.1
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Renal or hepatic impairment

No dose adjustment is needed hased on renal or hepatic function (see section 4.4 and 52).
hod of administrati

Vortaxmode 1$ for oral use

The film-coated tablets can be taken with or without food

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1

Concomitant use with nonselective monoamine oxidase inhibitors (MA Ols) or selective MAO-A
inhibitors (see section 4.5)

4.4 Special warnings and precautions for use

Use in paediatric population G

Vortaxmode is not recommended for the treatment oiqcpfessiun in patients aged 7 to 11 years since
the safety and efficacy of vmmxchr}; have notbeen established in this age group, Vortaxmode
should not be used in adolescents aged 1210 17 ';.,)H(S with major depressive disorder (MDD)
because efficacy has not been demonstrated. [n general | the adverse reaction profile of Vortioxetine
in adolescents was similiar to that seen for adults »xccbl for higher incidences reported in
adolescents than in adults for abdominal pain-related events and suicidal ideation (see section 4 8
and 5 1) Inclinical studies in children and adolcsccms treated with antidepressants, suicide-related
behaviour (suicide attempt and sucidal thoughts) and hostlity (predominantly aggression,
oppositional behaviour, ung__er}'wi.rcquurc quucﬂtlyohsewcd than in those treated with placebo.

Sureide/suicidal thoughts or Lh;l.dlwmg

Depression is associated with an increased risk of suu:tdal thoughts, self-harm and suicide (suicide-
related events). This nisk persists until significant remission occurs. As improvement may not occur
during the first few weeks or mare of treatment, patients should be closely monitored until such
improvement occurs. [t1s general chinical expenience that the nisk of suicide may increase in the
carly stages of recovery

Patients with a history of suicide-related events or those exhibiting a significant degree of suicidal
ideation prior to commencement of treatment are known to be at greater risk of suicidal thoughts or
suicide attempts, and should receive careful monitoring during treatment, A meta-analysis of
placebo-controlled clinical studies of antidepressants in adult patients with psychiatric disorders
showed an increased nsk of suicidal behaviour with antidepressants compared to placebo, in
patients less than 25 vears old

Close supervision of patients and in particular those at high risk should accompany treatment
especially in early treatment and following dose changes. Patients (and caregivers of patients)
should be alerted to the need to monitor for any clinical worsening, swicidal behaviour or thoughts
and unusual changes in behaviour and to seek medical advice immediately if these symptoms
present.

Seizures

Central Administration for Pharmaceutical care  Approval Date: 16/3/2022  1ry Revisor:Dr Menna Wael
General Administration of Scientific Reference and Medical Inserts 2nd Revisor: Dr Mai fadel
Medical Inserts Administration According to: EMC

Seizures are a potential risk with antidepressants Therefore, vortioxetine should be introd uced
cautiously in patients who have a story of seizures or in patients with unstable epilepsy (see
section 4.5). Treatment should be discontinued 1n any patient who develops seizures or for whom
there 1s an increase in seizure frequency.

Serotonin Syndrome (88) or Neuroleptic Malignant Syndrome (NMS)

Serotonin Syndrome (55) or Neuroleptic Malignant Syndrome (NMS), potentially life-threatening
conditions, may occur with Vortioxetine. The risk of S5 or NMS 1s increased with concomitant use
of serotonergic-active substances (including triptans), medicinal products that impair the
metabolism of serotonin (including MAOIs), antipsychotics, and other dopamine antagonists
Patients should be monitored for the emergence of signs and symptoms of 8§ or NMS (see sections
43and45).

Serotonin Syndrome symptoms include mental status changes (e g, agitation, hallucinations,
coma), autonomic instability (n.gmmdmgia, labile blood pressure, hyperthermia), neuromuscular
aberrations (e.g., hypendiem uncoordinalion) and/or gastrointestinal symptoms (e.g., nausea,

vomiting, diarthoea). If this occurs; freatment \ wﬂh vortioxetine should be discontinued immediately
and symptomatic treaim:.nlshnlm bc:n;ltmed W
Manig/hypomania A \

i \
Vortioxetine should be used with caution in patients with a history of mania/hypomania and should
be discontinued in any patisru entering a mani¢ phase.

Patients treated with m.vg\kmsaﬂfs |r|clut|mg Vortioxetine, may also experience feelings of
aggression, anger, 3g|tnllonq\d I.I"Hldbﬂlf}' Patient’s condition and disease status should be closely
monitored. Patients (and caregiVersofpatients) should be alerted to seek medical advice, if
aggressive/agitated behaviour emerges or aggravates.

Haemorrhage

Bleeding abnormalities, such as ecchymoses, purpura and other haemorrhagic events, such as
gastromtestinal or gynaecological bleeding, have been reported mreig with lhe use of
antidepressants with serotonergic effect including Vortioxetine. may in
of postpartum haemorrhiage. and this risk could potentially apply also to vortioxetine (see section
4.6) Caution s advised in patients taking anticoagulants and/or medicinal products known to affect
platelet function [e.g ., atypical antipsychotics and phenothiazines, most tricyclic antidepressants,
non-steroidal anti-inflammatory drugs (NSAIDs), acetylsalicylic acid (ASA)] (see section 4.5) and
in patients with known bleeding tendencies/disorders

Hyponatraemia

Hyponatraemia, probably due to inappropriate antidiuretic hormone secretion (SIADH), has been
reported rarely with the use of antidepressants with serotonergic effect (SSRIs, SNRIs). Caution
should be exercised in patients at nsk. such as the elderly, patients with cirthosis of the liver or
patients concomitantly treated with medicinal products known to cause hyponatraemia.
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Discontinuation of Vortioxetine should be considered m patients with symptomatic hyponatraemia
and appropriate medical tervention should be mstituted

Glaucoma

Mydriasis has been reported in association with use of antidepressants, including Vortioxetine. This
mydnatic effect has the potential to narrow the eye angle resulting in increased intraocular pressure
and angle-closure glaucoma. Caution 15 advised when prescribing Vortioxetine to patients with
increased intraocular pressure, or those at nsk of acute narrow-angle glaucoma.

Elderly

Data on the use of vortioxetine in elderly patients with major depressive episodes are hmited
Therefore, caution should be exercised when treating patients = 65 years of age with doses higher
than 10 mg vortioxetime once daily (see sections 4.2, 4.8 and 5.2),

Renal or hepatic impairment

Giiven that subjects with renal or hepatic |mpa|mu.r|l are vulnerable and given that the data on the
use of vortioxetine in these suhpopulmoﬂs are Iﬂ'mi\d caution should be exercised when treating
these patients. (see section 4.2 and 5 2) ety '\_

Voraxmods contalng Sodi ~ -.‘

This medicinal pmductcmmmsjmstlnn 1 mﬁl m;hnn(iam]_-pamhlu,thm.stony
essentially ‘sodium-free'.

4.5 Interaction with other medicinll products and other forms of interaction
Vonioxetine is extensively mclatgoilscd in the th-.r.pru‘flanl\ through oxidation catalysed by
CYP2D6 and to a minor extent C YP3A4!ﬁmd,§_ YP2C9 (see section 5.2),

Potential for other medicinal products to affect vortioxetine

Irreversible nom-selective MAO(s -

Due to the nisk of Serotonin Syndrome, vortioxetine 15 contramdicated in any combmation with
ireversible non-selective MAOIs Vortioxetine must not be initiated for at least 14 days after
discontinuation of treatment with an irreversible non-selective MAOL. Vortioxetine must be
discontinued for at least 14 days before starting treatment with an irreversible non-selective MAOI
(see section 4.3).

Reversible, selective MAO-A inhibitor (moclobemide)

The combination of vortioxetine with a reversible and selective MAO-A hibitor, such as
moclobemide, is contraindicated (see section 4.3), If the combination proves necessary, the added
medicinal product should be given with minimum dosage and under close clinical monitoring for
Serotonin Syndrome (see section 4.4).

Reversible, non-selective MAO! (linezolid)
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The combination of vortioxetine with a weak reversible and non-selective MAOI, such as the
antibiotic linezolid, 1s contraindicated (see section 4.3). If the combination proves necessary, the
added medicinal product should be given with minimum dosage and under close clinical monitoring
for Serotonin Syndrome (see section 4. 4).

Irreversible, selective MAO-B inhibitor (selegiline, rasagiline)

Although a lower risk of Serotonin Syndrome is expected with selective MAO-B inhibitors than
with MAQ-A inhibitors, the combination of vortioxetme with irreversible MAO-B inhibitors, such
as selegiline or rasagiline should be administered with caution. Close monitoring for Serotonin
Syndrome is necessary if used concomitantly (see section 4.4)

Serotonergic medicinal products

Co-administration of medicinal products with serotonergic effect (e g., tramadol, sumatriptan and
other triptans) may lead to Serotonin Syndrome (see section 4.4).

St John's wort

Concomitant use of antidepressants with serotonergic effect and herbal remedies containing St
John's wort ( Hypericum perforanan) may result in a higher incidence of adverse reactions including
Serotonin Syndrome (see scul:og_fl 4]

Medicinal products fﬂwrnrg_du’ seizure Mmld

Antidepressants with serotencrgic L?fmmn\lo&ncr the seizure threshold. Caution is advised when
concomitantly using other medicinal pluawlﬁ capable of lowering the seizure threshold [eg,
antidepressants (tricyclics, SSRIs, SNRIs), neuroleptics (phenothiazines, thioxanthenes and
butyrophenones), mefloguine, bupropion, trmnadol] (see section 4.4)

ECT (electrocomvulsive therapy)

There is no clinical ﬂxpeﬂenw with concurre!‘]t administration of vortioxetine and ECT, therefore
caution 1§ ndwsahlé

CYP2D6 inhibitors >

The exposure to vortioxetine increased 2.3-fold for area under the curve (AUC) when vortioxeting
10 mg/day was co-administered with bupropion (a strong CYP2D6 inhibitor 150 mg twice daily)
for 14 days in healthy subjects. Co-administration resulted in a higher incidence of adverse
reactions when bupropion was added to vortioxetine than when vortioxetine was added to
bupropion. Depending on individual patient response, a lower dose of vortioxetine may be
considered if strong CYP2D6 inhibitor (e.g., bupropion, quinidine, luoxetine, paroxetine) is added
1o vortioxetine treatment (sce section 4.2),

CYP3A4 inhibitors and CYP2C9 , CYP2C19 inhibitors

When vortioxetine was co-administered following 6 days of ketoconazole 400 mg/day (a
CYP3A4/5 and P-glycoprotein inhibitor) or following 6 days of fluconazole 200 mg/day (a
CYP2C9, CYP2C19, and CYP3AA4/5 inhibitor) in healthy subjects, a 1 .3-fold and 1.5-fold increase,
respectively, in vortioxetine AUC was observed. No dose adjustment is needed.

6



Central Administration for Pharmaceutical care  Approval Date: 16/3/2022  1ry Revisor:Dr,Menna Wael
General Administration of Scientific Reference and Medical Inserts 2nd Revisor: Dr Mai fadel
Medical Inserts Administration According to: EMC

No inhibitory effect of 40 mg single-dose omeprazole (CYP2C19 inhibitor) was observed on the
multiple-dose pharmacok inetics of vortioxetine in healthy subjects

Interactions in CYP2D6 poor metabolisers

Co-administration of strong inhibitors of CYP3A4 (such as itraconazol, voriconazole,
clarithromycin, telithromycin, nefazodone, conivaptan and many of the HIV protease inhibitors)
and inhibitors of CYP2C9 (such as fluconazole and amiodarone) to CY P2D6 poor metabolisers (see
section 5.2) has not been investigated specifically, but it is anticipated that it will lead to a more
marked increased exposure of vortioxetine i these patients as compared to the moderate effect
described above

Depending on individual patient response, a-lower-dose of vortioxetine may be considered if a
strong inhibitor of CYP3A4 or C YPZ(‘J 15 co-admmslﬂw! in CYP2D6 poor metabolisers.

o, h,

Cytochrome P450 inducers PO e N

When a single dose of 20 mg vortioxetine was co-ailml;‘nslered following 10 days of rifampicin
600 mg/day (a broad inducer of CYP 1sozymes) in healthy subjects, a 72% decrease in AUC of
vortioxetine was observed. Depending onandividual patient response, a dose adjustment may be
considered 1f a broad eytochrome PASO inducer (e g, nlampn:ln carbamazepine, phenytoin) is
added to vortioxetine treatment (see section 42)

Aleohol NN S
No effect on the pharmacoknetics or\fn.rumctrm‘: ort:lhanol and no significant impairment, relative
to placebo, in cognitive function were obsérved wihen vortioxetine in a single dose of 20 mg or 40

mg was co-administered with a single dose of ethanol (0.6 g/kg) in healthy subjects, However,
alcohol intake is not advisable during antidepressant treatment.

Acetvisalicylic acid

No effect of multiple doses of acetylsalicvhic acid 150 mg/day on the muluple-dose
pharmacokinetics of vortioxetine was observed i healthy subjects

Potential for vortioxetine to aftect other medicinal products
Anticoagulants and antiplatelet medicinal producis

No significant effects, relative to placebo, were observed in INR, prothrombin or plasma R-/S-
warfarin values following co-administration of multiple doses of vortioxetine with stable doses of
warfarin in healthy subjects. Also, no significant inhibitory etfect, relative to placebo, on platelet
aggregation or pharmacokinetics of acetylsalicylic acid or salicylic acid was observed when
acetylsalicylic acid 150 mg/day was co-administered following multiple doses of vortioxetine
administration in healthy subjects. However, caution should be exercised when vortioxetine is
combined with oral anticoagulants or antiplatelet medicinal products due to a potential increased
risk of bleeding attributable to a pharmacodynamic interaction (see section 4.4).

Cytochrome P450 substrates
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In vitro, vortioxetine did not show any relevant potential for inhibition or induction of cytochrome
P450 isozymes (see section 5.2)

Following multiple doses of vortioxetine, no inhibitory effect was observed in healthy subjects for
the eytochrome P450 1sozyvmes CYP2C19 (omeprazole, diazepam), CYP3A4/5 (ethiny] estradiol,
midazolam), CYP2B6 (bupropion), CYP2C9 (tolbutarmide, S-warfann), CYP1A2 (caffeine) or
CYP2D6 (dextromethorphan).

No pharmacodynamic nteractions were observed. No significant impairment, relative to placebo, in
cognitive function was observed for vortioxeting following co-admimstration with a simgle 10 mg
dose of diazepam. No significant effects, relative to placebo, were observed in the levels of sex
hormones following co-administration of vortioxetine with a combined oral contraceptive (ethinyl
estradiol 30 pg/ levonorgestrel 150 pg).

Lithium, trvplophan

No clinically relevant effect was observed during steady-state lithium exposure following co-
administration with mult:p!edoscs of vortmncune in healthy subjects. However, there have been
reports of enhanced effects when antldcpmbsanq with serotonergic effect have been given together
with lithium or tryptopha; thetefore, concomitarit use of vortioxetine with these medicinal
products should be undertaken with caution’,

Interference with wrine drug screens .

There have been reports of false positive results in unine enzyme immunoassays for methadone in
patients who have taken vortioxetine Caution should be exercised in the interpretation of positive
urine drug screen results, and confirmation by an alternative analvtical technique (e.g.,
chromatographic methods) should be considered

4.6 Fertility, pregnancy and lactation

Pregnancy

There are limited data from the use of vortioxetine in pregnant women.

The following symptoms may occur in the newborn after maternal use of a serotonergic medicinal
product in the later stages of pregnancy: respiratory distress, cyanosis, apnoea, Seizures,
temperature instability, feeding difficulty, vomiting, hypoglycaemia, hypertonia, hypotonia,
hyperreflexia, tremor, jitteriness, irritability, lethargy, constant crying, somnolence and difficulty
sleeping These symptoms could be due to either discontinuation effects or excess serotonergic
activity. In the majority of instances, such complications began immediately or soon (<24 hours)
after delivery.

Epidemiological data suggest that the use of SSRIs in pregnancy, particularly in late pregnancy,
may increase the risk of persistent pulmonary hypertension in the newborn (PPHN). Although no
studies have investigated the association of PPHN with vortioxetine treatment, this potential risk
cannot be ruled out taking into account the related mechanism of action (increase in serotonin
concentrations).
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Vortioxetine should only be administered to pregnant women if the expected benefits outweigh the
polennal risk to the foetus.

hmnu-:uap ralrowiugqap‘ﬁsmmm ssm or S| prior to birth, Although no
studies have investigated an association between vortioxetine treatment and postpartum
haemorrhage, there is a potential nsk, taking into account the related mechanism of action (See
section 4.4)

Breast-feeding

It 15 expected that vortioxetine will be excreted into human milk.

= a e

A risk to the breastfeeding child cannot be excluded

A decision must be made whether to discontinue breast-feeding or to discontinue/abstain from
vortioxeting treatment taking into account the benefit of breast-feeding for the child and the benefit
of therapy for the woman.

Fertility >

Human case reports with medicinal products frnm the rc{d'mf pﬁarﬁmalngncal class of
antidepressants (SSRIs) have shown an effect on ;f\erm quqﬂmﬁm 1s reversible Impact on human
fertility has not been observed so far. Lk \

4.7 Effects on ability to drive and use machines \

Vonaxmode has no or negligible influence on the ability to drive and use machines. However, as
adverse reactions such as dizziness have been reported, patients should exercise caution when
driving or operating hazardous machinery, c%rm.:ally when stnrtln; treitment with vortioxetine or
when changing the dose.

4.8 Undesirable effects

S ary of the safe file

The most common adverse reaction was nausea.
Tabulated list of adverse reactions

Adverse reactions are listed below using the following convention: very common (=1/10); common
(=1/100 to <1/10); uncommon (=1/1.000 1o <1/100); rare (=1/10,000 to <1/1,000); very rare
(=<1/10,000), not known (cannot be estimated from the available data)

The list is based on information from clinical trials and post-marketing expenience.

§Y§‘| [:M OR(:)\N CI_ASS I'REOUENCY ADVERSE RFACTION -

= N T
[mum‘. s:)_fs_tem disorders ] _1Nal known* i ;énapﬂylacttc reaction
Metabolism and nutrition disorders _ Notknown* __ [Hyponatracmia
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\Psvchiatric disorders lC_“[“ﬂ‘l" Abnormal dreams
[Not | kniw_m * Insomnia
Not known * ‘Agitation, aggression (see section
| 14.4)
Nervous system disorders Common Dizziness -
- Not known * “semtomn_%_fpd_mme
iEye disorders Rare IMydnasts (which may lead to acute
narrow angle glaucoma - see section
l_ - | 4.4)
Vascular disorders Uncommon Flushlng e a—
‘ Not known* ‘Haemorrhage (including contusion, |
| ecchymosis, epistaxis,
o ' gastrointestinal or vaginal bleeding)
Gastrointestinal disorders Very common |Nausea o . _{
.. Common Diarrhoea, [
| "‘"-" \Constipation, ‘
Y sl Vomiting S
Skin and subcutaneous tissue dlwrﬂem "Qo‘m:'ntm Pruritus, including pr prunl.us |
[ ‘generalised ]
| lJnEE mmon  Nightsweats
iNmiknown‘ uAngIOEdLmﬂ [
1/ Urticaria |
|._ = — - —J— .‘-._..\...\— i _LE XY § ____Rﬁh_ S ____J

L PER—

* Based on post-marketing ca;ea.k -

Description of selected adverse reactions

Nausea

Nausea was usually mild or moderate and occurred within the first two weeks of treatment. The
reactions were usually transient and did not generally lead to cessation of therapy Gastrointestinal
adverse reactions, such as nausea, occurred more frequently in women than men.

Elderly patients

For doses =10 mg vortioxetine once daily, the withdrawal rate from the studies was higher in

patients aged >65 years.
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For doses of 20 mg vortioxetine once dmly, the incidences of nausea and constipation were higher
in patients aged =65 years (42% and |5%, respectively) than in patients aged <65 vears (27% and
4%, respectively )(see section 4.4)

Sexual dysfinction

In climcal studies, sexual dysfunction was assessed using the Arizona Sexual Experience Scale
[ASEX) Doses ol 5 to 15 mg showed no difference to placebo. However, the 20 mg dose of
vortioxetine was associated with an increase in sexual dysfunction (TESD) .

Class effect

Epidemiological studies, mainly conducted in patients 50 years of age and older, show an increased
risk of bone fractures in patients feeefving s-medicinal product from related pharmacological
classes of antidepressants (SSRIs or FCAs). The mechanism behind this nisk 1s unknown, and it is
not known if this risk is also relévant for vertioxetine,

" YA

Paediatric fation ] O .
A total of 308 adolescent patients aged 12 1o 17 yéars with major depressive disorder (MDD) were
treated with vortioxetine in a double-bhind, placebo-controlled study. In general, the adverse
reaction profile of vortioxetine in adolescents was similar to that seen for adults except for higher
incidences reported in adolescents than in adults for abdominal pain-related events and suicidal
ideation, e .
Reporting of suspected adverse reactions
Reporting suspected adverse reactions afier authorisation of the medicinal product 1s important. [t

allows continued monitoring of the benefivrisk halance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via

The Egyptian Pharmacovigilance Center:

Address: 21 Abd El Aziz Al Soud Street, El-Manial, Cairo, Egypt, And PO Box: 11451
l'elephone: (+2) 02 25354100, Extension’ 1303

Fax: +202 - 23610497

Email py_followup@edaegvpt gov ce

Or Zeta pharma PV Email. pviazeta-pharma com

4.9 Overdose

Ingestion of vortioxetine in chinical trials n the dose range of 40 mg to 75 mg has caused an
aggravation of the following adverse reactions, nausea, postural dizziness, diarrhoea, abdominal
discomfort, generalised pruritus, somnolence and flushing

Post-marketing experience mainly concerns vortioxetine overdoses of up to 80 mg. In the majority
of cases, no symptoms or mild symptoms were reported. The most frequently reported symptoms
were nausea and vomiting
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There is limited experience with vortioxetine overdoses above 80 mg. Following dosages several
fold higher than the therapeutic dose range, events of seizure and serotonin syndrome have been
reported.

Management of overdose should consist of treating clinical symptoms and relevant monitoring,
Medical follow-up in aspecialised environment 1s recommended.

5. Pharmacological properties

5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Psychoanaleptics, Other antidepressants

Mechanism of action

The mechanism of action of vortioxetine 15 thought 10 be related to its direct modulation of
serotonergic receptor activity and inhibition of the mn (5-HT) transporter. Nonclinical data
indicate that vortioxetine is a 5-HT;, 5-HT5, and 5-HTp receptor antagonist, 5-HT s receptor
partial agonist, 5-HT, , receptor agonist and inhibitor of the 5-HT transporter, leading to modulation
of neurotransmission in several systems, including predominantly the serotonin but probably also
the norepmephrine, dopamine, histamine, acetylcholine, GABA and glutamate systems. This
multimodal activity is considered responsible for the antidepressant and anxiolytic-like effects and
the improvement of cognitive function, Iéaming and memory observed with vortioxetine in animal
studies. However, the precisg.contnibution of the individual targets to the observed
pharmacodynamic profile remains uncléarand caution should be applied when extrapolating animal
datadirectly toman. ¢ < iy \

In humans, two positron emission tomography \PI&T) studies have been conducted using 5-HT
transporter ligands ('C-MADAM or ''C-DASB) to quantify the 5-HT transporter occupancy in the
brain across different dose levels. The mean 5-HT transporter occupancy in the raphe nuclei was
approximately 50% at5 mg/day, 65% at 10 mg/day and increased to above 80% at 20 mg/day,

5.2 Pharmacokinetic anperﬁq -,

Absorption g 4 ' )

Vortioxetine is slowly, but well absorbed after oral administration and the peak plasma
concentration is reached within 7 to 11 hours. Followmg multiple dosing of 5, 10, or 20 mg/day,
mean C values of 9 to 33 ng/ml were observed. The absolute bioavailability 1s 75%. No effect
of food on the pharmacokinetics was observed (see section 4.2)

istributiol
The mean volume of distribution (V) 1s 2,600 L, indicating extensive extravascular distribution

Vortioxetine is highly bound to plasma proteins (98 to 99%) and the binding appears to be
independent of vortioxetine plasma concentrations

1otranstormati

Vortioxetine is extensively metabolised in the liver, primarily through oxidation catalysed by
CYP2D6 and to a minor extent CYP3A4/5 and CYP2C9, and subsequent glucuronic acid
conjugation.
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No inhibitory or inducing ¢ffect of vortoxetine was observed in the drug-drug interaction studies
for the CYP 1sozymes CYPIA2, CYP2A6, CYP2B6, CYP2CS, CYP2C9, CYP2C19, CYP2Ds,
CYP2EL, or CYP3A4/5 (see section 4.5). Vortioxeting is a poor P-gp substrate and inhibitor.

The major metabolite of vortioxetine 15 pharmacologically inactive.
Elimination

The mean elimination half-life and oral clearance are 66 hours and 33 L/h, respectively.
Approximately 2/3 of the inactive vortioxetine metabolites are excreted in the urine and
approximately 1/3 in the faeces. Only neghgible amounits of vortioxetine are excreted in the facces.
Steady-state plasma concentrations are achieved in approximately 2 weeks.

Linearity/non-linearity
The pharmacokinetics are linear and time independent in the dose range studied (2.5 to 60 mg/day).

In accordance with the half-hfe. the accul'uula;mn mﬂmls 5 10 6 based on AUC .4, following
multiple doses of 5 to 20 mg/day . s "’

Special populations

Elderty ; ".

In elderly healthy subjects (aged =65 years, n=20), the exposure to vortioxetine mereased up to
27% (Cpas and AUC) compared to young. healthy control Subjects (aged <45 years) afier muluple
doses of 10 mg/day, The lowest cHective dose of 5 mg vortioxetine once daily should always be
used as the starting dose in patients 2 63 vears (see section 4 2). However, caution should be
exercised when prescribing to elderly 'paumls 1{ doses higher than 10 mg vortioxetine once daily
(see section 4.4)

Renal tmpairment

Following a single dose of 10 mg vortioxetine, renal impairment estimated using the Cockeroft-
Gault formula (mild, moderate, or severe; n=8 per group) caused modest exposure increases (up to
30%), compared to healthy matched controls. In patients with end-stage renal disease, only a small
fraction of vortioxetine was lost during dialysis (AUC and C,,, were 13% and 27% lower,
respectively; n=8) following a single 10 mg dose of vortioxetine. No dose adjustment is needed
based on renal function (see section 4.2 and 4.4)

Hepatic impairment

The pharmacokinetics in subjects (N = 6-8) with mild, moderate, or severe hepatic impairment
(Child-Pugh Criteria A, B, or C, respectively) were compared to healthy volunteers. The changes in
AUC were less than 10% lower in subjects with mild or moderate hepatic impairment, and 10%
higher in those with severe hepatic impairment. The changes in Cmax were less than 25% lower in
all groups. No dose adjustment is needed based on hepatic function (see section 4.2 and 4.4).

CYP2D6 gene types
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The plasma concentration of vortioxetine was approximately two times higher in CYP2D6 poor
metabolisers than in extensive metabolisers. Co-administration of strong CYP3A4/2C9 inhibitors to
CYP2D6 poor metabolisers could potentially result in higher exposure (see section 4.5)

In CYP2D6 ultra-rapid metabalisers, the plasma concentration of vortioxetine 10 mg/day were
between those obtained in extensive metabolisers at 5 mg/day and 10 mg/day.

Depending on individual patient response, a dose adjustment may be considered (see section 4.2)

Paediatric population

Pharmacokinetics of vortioxetine in paediatric patients with major depressive disorder following
oral admimistration of 5 to 20 mg once daily was characterized using population modeling analyses
based on data from a pharmacokmetic study (7-17 years) and an efficacy and safety study (12-17
vears). The pharmacokinetics of vortioxetine in paediatric patients was similar to that observed in
adult patients.

6. Pharmaceutical ﬁarﬁrnlﬂgs N
6.1 List of excipients
Tablet core

Mannitol

Microcrystalline cellulose pH 102
Sodium starch glyealate (type A)
Aerosil 200
Hydroxypropylcellulose E15
Magnesium stearate

Tablet coating

Instacoat EMB ( yellow color) (For 5 mg)
Instacoat EMB ( pink color) (For 10 mg)
Instacoat EMB (green color) (For 15 mg)
Instacoat EMB ( purple color) (For 20 mg)

6.2 Incompatibilities
Not applicable,

6.3 Shelf life
2 years.

14



Central Administration for Pharmaceutical care  Approval Date: 16/3/2022  1ry Revisor:Dr.Menna Wael
General Administration of Scientific Reference and Medical Inserts 2nd Revisor: Dr Mai fadel
Medical Inserts Administration According to: EMC

6.4 Special precautions for storage

Store at temp. not exceeding 30°C in dry place.
6.5 Natare and contents of container
Vortaxmode 10 mg, 15 mg and 20 mg Film-coated tablets

Carton box containing 1.2 or 3 (Alw/ T mnspancrll PVC} smps each strip contains 10 film coated
tablets -~

Vortaxmode 5 mg Film-coated tablets, ;

Carton box containing 1,2 or 3 (Alwcolorless transparent PV_’C ) strips , each strip contauns 10 film
coated tablets

6.6 Special precautions for disposal and other handling

This medicinal product may pose a risk.1o the environment.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements

Manufacturer & license holder :
Zeta Pharma for Pharmaceutical Industries (Zeta Pharma)
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