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who does not have a patent iridectomy.

Hyponatremia

Hyponatremia has occurred as a result of treatment with serotonergic drugs. In many cases,
hyponatremia appears to be the result of the syndrome of inappropriate antidiuretic hormone
secretion (SIADH).

Elderly patients may be at greater risk of developing hyponatremia with a serotonergic
antidepressant. Also, patients taking diuretics or who are otherwise volume-depleted can be at
greater risk. Discontinuation of vortioxetine in patients with symptomatic hyponatremia and
appro Jmate medical intervention should be instituted. Signs and symptoms of hyponatremia
include headache, difficulty concentrating, memory impairment, confusion, weakness, and
unsteadiness, which can lead to falls. More severe and/or acute cases have included hallucina-
tion, syncope, seizure, coma, respiratory arrest, and death.

ADVERSE REACTIONS

Immune system disorders: Anaphylactic reaction.

Metabolism and nutrition disorders: Hyponatraemia.

Psychiatric disorders: Abnormal dreams, insomnia, agitation, aggression.

Nervous system disorders: Dizziness, serotonin syndrome

Eye disorders: Mydriasis (which may lead to acute narrow angle glaucoma).

Vascular disorders: Flushing, haemorrhage (including contusion, ecchymosis, epistaxis,
gastrointestinal or vaginal bleeding).

Gastrointestinal disorders: Nausea, diarrhoea, constipation,vomiting.

Skin and subcutaneous tissue disorders: Prurltus including pruritus generalized, night sweats,
angioedema, urticaria, rash.

DRUG INTERACTIONS

CNS Active Agents

M ine Oxidase Inhibitors

Adverse reactions, some of which are serious or fatal, can develop in patients who use MAOIs

or who have recently been discontinued from an MAOI and started on a serotonergic antidepres-
sant(s) or who have recently had SSRI or SNRI therapy discontinued prior to initiation of an

Serotonergic Drugs

Based on the mechanism of action of vortioxetine and the potential for serotonin toxicity,
serotonin syndrome may occur when vortioxetine is coadministered with other drugs that may
affect the serotonergic neurotransmitter systems (e.g., SSRIs, SNRIs, triptans, buspirone,
tramadol, and tryptophan products etc.). Closely monitor symptoms of serotonin syndrome if
vortioxetine is coadministered with other serotonergic drugs. Treatment with vortioxetine and
any concomitant serotonergic agents should be discontinued immediately if serotonin syndrome
oceurs.

Other CNS Active Agents

No clinically relevant effect was observed on steady-state lithium exposure following coadmin-
istration with multiple daily doses of vortioxetine. Multiple doses of vortioxetine did not affect
the J)harmacokmeucs or pharmacodynamics (composite cognitive score) of diazepam. A clinical
study has shown that vortioxetine (single dose of 20 or 40 mg) did not increase the impairment
of mental and motor skills caused by alcohol (single dose of 0.6 g/kg).

Drugs that Interfere with Hemostasis (e.g., NSAIDs, Aspirin, and Warfarin)

Serotonin release by platelets plays an important role in hemostasis. Epidemiological studies of

case-control and cohort design have demonstrated an association between use of psychotropic

drugs that interfere with serotonin reuptake and the occurrence of upper gastrointestinal

bleeding. These studies have also shown that concurrent use of an NSAID or aspirin may

Eotentlate this risk of bleeding. Altered anticoagulant effects, including increased bleeding, have
een reported when SSRIs and SNRIs are coadministered with warfarin.

Following coadministration of stable doses of warfarin (1 to 10 mg/day) with multiple daily
doses of vortioxetine, no significant effects were observed in INR, prothrombin values or total
warfarin (protein bound plus free drug) pharmacokinetics for both R- and S-warfarin.

Coadministration of aspirin 150 mg/day with multiple daily doses of vortioxetine had no
significant inhibitory effect on platelet aggregation or pharmacokinetics of aspirin and salicylic
acid. Patients receiving other drugs that mtertgere with hemostasis should be carefully monitored
when vortioxetine is initiated or discontinued.

Potential for Other Drugs to Affect VORTIOXETINE

Reduce vortioxetine dose by half when a strong CYP2D6 inhibitor (e.g., bupropion, fluoxetine,
paroxetine, quinidine) is coadministered. Consider increasing the vortioxetine dose when a
strong CYP inducer (e.g., rifampin, carbamazepine, phenytoin) is coadministered. The
maximum dose is not recommended to exceed three times the original dose.

USE IN SPECIAL POPULATIONS

Pregnancy ) o o )
There are limited data from the use of vortioxetine in pregnant women. Studies in animals have
shown reproductive toxicity.

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, hypoglycaemla hypertonia,
hypotoma hyperreflexia, tremor, jitteriness, irritabili ty 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 (mcrease in serotonin
concentrations).

Vortioxetine should only be administered to pregnant women if the expected benefits outweigh
the potential risk to the foetus.

Breast-feeding . . ) . . ) o
Available data in animals have shown excretion of vortioxetine/ vortioxetine metabolites in
milk. It is expected that vortioxetine will be excreted into human milk

A risk to the breastfeeding child cannot be excluded.

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

Fertility

Fertility studies in male and female rats showed no effect of vortioxetine on fertility, sperm
quality or mating performance.

Human case reports with medicinal products from the related pharmacological class of
antidepressants (SSRIs) have shown an effect on sperm quality that is reversible. Impact on
human fertility has not been observed so far.

Renal or hepatic impairment ) )
No dose adjustment is needed based on renal or hepatic function

OVER DOSAGE

Ingestion of vortioxetine in clinical trials in 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 ﬂushmg

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.

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 a specialised environment is recommended.

PRESENTATION
Oxivort 10mg: Pack of 14 Tablets
Oxivort 20mg: Pack of 14 Tablets

INSTRUCTIONS:

Use as advised by the physician.

Keep all medicines out of the reach of children.

To be sold on the prescription of a registered medical practitioner only.
Protect from light, heat and moisture.

Store below 30°C

For suspected adverse drug reaction, email us at
reports@pharmevo.biz

For more information on our products
call PharmAssist helpline 0800-82222
Monday to Friday 9:00 am to 6:00 pm
or email us at : pharmassist@pharmevo.biz
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