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EFEXOR XR CAPSULES

(Venlafaxine HCI Extended Release)

DESCRIPTION

® (Qualitative and Quantitative Composition

There are three strengths of Efexor XR capsules, containing 37.5, 75, and 150 mg of venlafaxine
in an extended-release formulation. Drug release is controlled by diffusion through the coating
membrane on the spheroids and is not pH dependent. Venlafaxine is chemically defined as (R/S)-1-

[(2-dimethylamino)-1-(4-methoxyphenyl)ethyl] cyclohexanol hydrochloride.

® Pharmaceutical Form

Efexor XR (Venlafaxine HCI Extended Release) capsules are available as follows:

37.5 mg, opaque light grey/opaque peach capsules with "W" and “37.5” printed in red.

75 mg, opaque peach capsules with "W” and “75” printed in red.

150 mg, opaque dark orange capsules with "W’ and “150” printed in white.

THERAPEUTIC INDICATIONS

Efexor XR is indicated for the treatment of depression, including depression with associated anxiety.

For prevention of relapses of an episode of depression or for prevention of the recurrence of new

depressive episodes.

Efexor XR is indicated for the treatment of anxiety or generalized anxiety disorder, including

long-term treatment.

Efexor XR is indicated for the treatment of social anxiety disorder, also known as social phobia, as

defined in DSM-IV (300.23).
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Social anxiety disorder (DSM-1V) is characterized by a marked and persistent fear of 1 or more
social or performance situations in which the person is exposed to unfamiliar people or to possible
scrutiny by others. Exposure to the feared situation almost invariably provokes anxiety, which may
approach the intensity of a panic attack. The feared situations are avoided or endured with intense
anxiety or distress. The avoidance, anxious anticipation, or distress in the feared situation(s)
interferes significantly with the person's normal routine, occupational or academic functioning, or
social activities or relationships, or there is a marked distress about having the phobias. Lesser
degrees of performance anxiety or shyness generally do not require psychopharmacological

treatment.

The efficacy of Efexor XR in the treatment of social anxiety disorder was established in four 12-week
and one 6-month placebo-controlled trials in outpatients with social anxiety disorder (DSM-1V) (see

PHARMACODYNAMIC PROPERTIES).

Although the effectiveness of Efexor XR has been demonstrated in a 6-month clinical trial in patients
with social anxiety disorder. The physician who elects to use Efexor XR for extended periods should
periodically re-evaluate the long-term usefulness of the drug for the individual patient (see

POSOLOGY AND METHOD OF ADMINISTRATION).

Efexor XR is indicated for the treatment of panic disorder, with or without agoraphobia, as defined
in DSM-IV. Panic disorder is characterized by the occurrence of unexpected panic attacks and
associated concern about having additional attacks, worry about the implications or consequences

of the attacks, and/or a significant change in behavior related to the attacks.

Panic disorder (DSM-1V) is characterized by recurrent, unexpected panic attacks, i.e., a discrete
period of intense fear or discomfort, in which four (or more) of the following symptoms develop
abruptly and reach a peak within 10 minutes: 1) palpitations, pounding heart, or accelerated heart
rate; 2) sweating; 3) trembling or shaking; 4) sensations of shortness of breath or smothering;
5) feeling of choking; 6) chest pain or discomfort; 7) nausea or abdominal distress; 8) feeling dizzy,
unsteady, lightheaded, or faint; 9) derealization (feelings of unreality) or depersonalization (being
detached from oneself); 10) fear of losing control; 11) fear of dying; 12) paresthesias (numbness or

tingling sensations); 13) chills or hot flushes.
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POSOLOGY AND METHOD OF ADMINISTRATION
It is recommended that Efexor XR be taken with food. Each capsule must be swallowed whole with

fluid. Do not divide, crush, chew, or dissolve.

This drug/food mixture should be swallowed immediately without chewing and should be followed

with a glass of water to ensure complete swallowing of the pellets.

Efexor XR should be administered once daily, at approximately the same time either in the morning

or in the evening.

With the exception of patients with social anxiety disorder (see below), patients not responding to
the 75 mg/day dose may benefit from dose increases in increments of up to 75 mg/day to a
maximum of 225 mg/day. Extended-release venlafaxine dosage increases can be made at intervals

of 2 weeks or more, but not less than 4 days.

® Depression
The usual recommended starting dose for the treatment of depression for Efexor XR is 75 mg, given

once daily.

When required, the venlafaxine extended-release dosage can be increased in increments of up to
75 mg/day, at intervals of not less than 4 days. The venlafaxine extended-release dose can be
titrated up to 225 mg/day in moderately depressed patients and 375 mg/day for severely depressed

patients.

Antidepressant activity with the 75 mg dose was observed after 2 weeks of treatment.

® Generalized Anxiety Disorder

Patients not responding to the initial 75 mg/day dose may benefit from dose increases. The dosage
may be stepped up (e.g., by 37.5 mg increments) to a maximum of 150 or in some cases
225 mg/day. Extended-release venlafaxine dosage increases can be made at intervals of
approximately 2 weeks or more, but not less than 4 days.

Anxiolytic activity with the 75 mg dose was observed after 1 week of treatment.

® Social Anxiety Disorder (Social Phobia)
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The recommended dose is 75 mg/day, administered in a single dose. There is no evidence that

higher doses confer any additional benefit.

® Panic Disorder

It is recommended that initial single doses of 37.5 mg/day of Efexor XR be used for 7 days. In
clinical trials establishing the efficacy of Efexor XR in outpatients with panic disorder, initial doses
of 37.5 mg/day for 7 days were followed by doses of 75 mg/day and subsequent weekly dose
increases of 75 mg/day to a maximum dose of 225 mg/day. Although a dose-response relationship
for effectiveness in patients with panic disorder was not clearly established in fixed-dose studies,
certain patients not responding to 75 mg/day may benefit from dose increases to a maximum of
approximately 225 mg/day. Dose increases should be in increments of up to 75 mg/day, as needed,

and should be made at intervals of not less than 7 days.

® Switching Patients from Efexor Tablets
Patients who are currently being treated with Efexor may be switched to Efexor XR at the nearest

equivalent dose (mg/day). However, individual dosage adjustments may be necessary.

® Use in Patients with Renal Impairment
The total daily dose of venlafaxine should be reduced by 25%-50% in patients with renal impairment

with a glomerular filtration rate (GFR) of 10-70 mL/min.

The total daily dose of venlafaxine should be reduced by 50% in hemodialysis patients.

Because of individual variability in clearance in these patients, individualization of dosage may be

desirable.

® Use in Patients with Hepatic Impairment
The total daily dose of venlafaxine should be reduced by 50% in patients with mild to moderate

hepatic impairment. Reduction of more than 50% may be appropriate for some patients.

Because of individual variability in clearance in these patients, individualization of dosage may be

desirable.
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® Use in Children and Adolescents
There is insufficient experience with the use of venlafaxine in patients younger than 18 years of age

(see USE IN CHILDREN AND ADOLESCENTS and UNDESIRABLE EFFECTS).

® Use in Elderly Patients
No specific dose adjustments of venlafaxine are recommended based on patient age. As with any
drug, however, caution should be exercised in treating the elderly. When individualising the dosage,

extra care should be taken when increasing the dose.

® Maintenance/Continuation/Extended Treatment
The physician should periodically re-evaluate the usefulness of long-term Efexor XR treatment for
the individual patient. It is generally agreed that acute episodes of major depression require several

months or longer of sustained pharmacologic therapy.

Patients with anxiety often suffer over many years and such patients usually require long-term

treatment.

Usually, the dosage for prevention of relapse or for prevention of recurrence of a new episode is
similar to that used during initial treatment. Patients should be regularly re-assessed in order to

evaluate the benefit of long-term therapy.

Efexor XR was shown to be efficacious during long-term treatment (up to 12 months in depression

and up to 6 months in anxiety).

® Discontinuing Efexor XR

Gradual dose tapering is recommended when discontinuing venlafaxine therapy (see SPECIAL
WARNINGS AND PRECAUTIONS FOR USE and UNDESIRABLE EFFECTS). In clinical trials with
venlafaxine extended-release capsules, tapering was achieved by reducing the daily dose by 75 mg
at 1-week intervals. However, the time period required for tapering and the amount of dose reduction
may depend on the dose, duration of therapy, and the individual patient. In some patients,

discontinuation may need to occur very gradually over periods of months or longer.

CONTRAINDICATIONS

Hypersensitivity to venlafaxine or any excipients in the formulation.
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Concomitant use of venlafaxine and any monoamine oxidase inhibitor (MAOI).

Venlafaxine must not be initiated for at least 14 days after discontinuation of treatment with a MAOI;
a shorter interval may be justified in the case of a reversible MAOI. Venlafaxine must be

discontinued for at least 7 days before starting treatment with any MAOI (see INTERACTIONS).

SPECIAL WARNINGS AND PRECAUTIONS FOR USE

® Suicide/Suicidal Thoughts or Clinical Worsening

All patients treated with venlafaxine should be monitored appropriately and observed closely for
clinical worsening and suicidality. Patients, their families, and their caregivers should be encouraged
to be alert to the emergence of anxiety, agitation, panic attacks, insomnia, irritability, hostility,
aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania, mania, other unusual
changes in behavior, worsening of depression, and suicidal ideation, especially when initiating
therapy or during any change in dose or dosage regimen. The risk of suicide attempt must be
considered, especially in patients with depression, and the smallest quantity of drug, consistent with
good patient management, should be provided to reduce the risk of overdose (see also USE IN

CHILDREN AND ADOLESCENTS and UNDESIRABLE EFFECTS).

Suicide is a known risk of depression and certain other psychiatric disorders, and these disorders
themselves are strong predictors of suicide. Pooled analyses of short-term placebo-controlled trials
of antidepressant medicines (selective serotonin reuptake inhibitors [SSRIs] and others) showed
that these medicines increase the risk of suicidality in children, adolescents, and young adults (ages
18-24 years) with major depression and other psychiatric disorders. Short-term studies did not show
an increase in the risk of suicidality with antidepressants compared to placebo in adults older than
24 years of age; there was a reduction in the risk of suicidality with antidepressants compared to

placebo in adults age 65 years and older.

® Aggression
Aggression may occur in some patients who have received antidepressant, including venlafaxine
treatment, dose reduction, or discontinuation. As with other antidepressants, venlafaxine should be

used cautiously in patients with a history of aggression.

® Discontinuation

Discontinuation effects are well known to occur with antidepressants, and sometimes these effects

can be protracted and severe (see UNDESIRABLE EFFECTS). Suicide/suicidal thoughts and
6
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aggression have been observed in patients during changes in venlafaxine dosing regimen, including
during discontinuation (see above Suicide/Suicidal Thoughts or Clinical Worsening and
Aggression). It is therefore recommended that the dosage of venlafaxine be tapered gradually and
individually and the patients be closely monitored during discontinuation (see POSOLOGY AND
METHOD OF ADMINISTRATION). In some patients, discontinuation could take months or longer.

® Sexual Dysfunction
Serotonin-norepinephrine reuptake inhibitors (SNRIs) may cause symptoms of sexual dysfunction
(see UNDESIRABLE EFFECTS). There have been reports of long-lasting sexual dysfunction where

the symptoms have continued despite discontinuation of SNRIs.

® Bone Fractures
Epidemiological studies show an increased risk of bone fractures in patients receiving serotonin
reuptake inhibitors (SRIs) including venlafaxine. The mechanism leading to this risk is not fully

understood.

® Use in Children and Adolescents

Efficacy in patients younger than 18 years of age has not been established.

Regular measurement of weight and blood pressure is recommended if venlafaxine is used in
children and adolescents. Discontinuation of venlafaxine treatment should be considered in children
and adolescents who experience a sustained increase in blood pressure. Measurement of serum
cholesterol levels should be considered during long-term treatment of children and adolescents (see
POSOLOGY AND METHOD OF ADMINISTRATION and UNDESIRABLE EFFECTS). Safety in

children younger than 6 years of age has not been evaluated.

® Neuroleptic Malignant Syndrome (NMS)-like Reactions

As with other serotonergic agents, serotonin syndrome, a potentially life-threatening condition or
NMS-like reactions may occur with venlafaxine treatment, particularly with concomitant use of other
serotonergic drugs including SSRIs, SNRIs, amphetamines, and triptans, opioids (e.g., fentanyl,
dextromethorphan, tramadol, tapentadol, meperidine, methadone, pentazocine) with drugs that
impair metabolism of serotonin including MAOIs, e.g., methylene blue, or with antipsychotics or
other dopamine antagonists. Symptoms of serotonin syndrome may include mental status changes
(e.g., agitation, hallucinations, and coma), autonomic instability (e.g., tachycardia, labile blood

pressure, and hyperthermia), neuromuscular aberrations (e.g., hyperreflexia, incoordination), and/or
7
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gastrointestinal symptoms (e.g., nausea, vomiting, and diarrhea). Serotonin syndrome, in its most
severe form, can resemble NMS, which includes hyperthermia, muscle rigidity, autonomic instability

with possible rapid fluctuation of vital signs, and mental status changes (see INTERACTIONS).

If concomitant treatment with venlafaxine and other agents that may affect the serotonergic and/or
dopaminergic neurotransmitter systems is clinically warranted, careful observation of the patient is

advised, particularly during treatment initiation and dose increases.

The concomitant use of venlafaxine with serotonin precursors, such as tryptophan supplements is

not recommended.

® Angle Closure Glaucoma
Mydriasis may occur in association with venlafaxine. It is recommended that patients with raised
intra-ocular pressure or patients at risk for acute narrow angle glaucoma (angle closure glaucoma)

be closely monitored.

® Cardiovascular System
Venlafaxine has not been evaluated in patients with a recent history of myocardial infarction or

unstable heart disease. Therefore, it should be used with caution in these patients.

Dose-related increases in blood pressure have been reported in some patients treated with
venlafaxine. Cases of elevated blood pressure requiring immediate treatment have been reported
in post-marketing experience. Measurement of blood pressure is recommended for patients
receiving venlafaxine. Pre-existing hypertension should be controlled before treatment with
venlafaxine. Caution should be exercised in patients whose underlying conditions might be

compromised by increases in blood pressure.

Increases in heart rate can occur, particularly with higher doses. Caution should be exercised in

patients whose underlying conditions might be compromised by increases in heart rate.

Cases of QTc prolongation, Torsade de Pointes (TdP), ventricular tachycardia, and sudden death
have been reported during the post-marketing use of venlafaxine. The majority of reports occurred
in association with overdose or in patients with other risk factors for QTc prolongation/TdP.

Therefore, venlafaxine should be used with caution in patients with risk factors for QTc prolongation.
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® Convulsions
Convulsions may occur with venlafaxine therapy. As with all antidepressants, venlafaxine should be

introduced with caution in patients with a history of convulsions.

® Mania/Hypomania
Mania/hypomania may occur in a small proportion of patients with mood disorders who have
received antidepressants, including venlafaxine. As with other antidepressants, venlafaxine should

be used cautiously in patients with a history or family history of bipolar disorder.

® Hyponatremia

Cases of hyponatremia and/or the syndrome of inappropriate antidiuretic hormone (SIADH)
secretion may occur with venlafaxine, usually in volume-depleted or dehydrated patients. Elderly
patients, patients taking diuretics, and patients who are otherwise volume depleted, may be at

greater risk for this event.

® Bleeding

Drugs that inhibit serotonin uptake may lead to abnormalities of platelet aggregation. There have
been reports of bleeding abnormalities with venlafaxine ranging from skin and mucous membrane
bleeding, and gastrointestinal hemorrhage, to life-threatening hemorrhage. As with other SRIs,
venlafaxine should be used cautiously in patients predisposed to bleeding, including patients on

anti-coagulants and platelet inhibitors.

® Weight Loss

The safety and efficacy of venlafaxine therapy in combination with weight loss agents, including
phentermine, have not been established. Co-administration of venlafaxine hydrochloride and weight
loss agents is not recommended. Venlafaxine hydrochloride is not indicated for weight loss, alone

or in combination with other products.

® Serum Cholesterol

Clinically relevant increases in serum cholesterol were recorded in 5.3% of venlafaxine-treated
patients and 0.0% of placebo-treated patients treated for at least 3 months in placebo-controlled
clinical trials. Measurement of serum cholesterol levels should be considered during long-term

treatment.
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® Abuse and Dependence
Clinical studies did not show evidence of drug-seeking behavior, development of tolerance, or dose

escalation over time.

In vitro studies revealed that venlafaxine has virtually no affinity for opiate, benzodiazepine,
phencyclidine (PCP), or N-methyl-D-aspartic acid (NMDA) receptors. Venlafaxine was not found to
have any significant central nervous system (CNS) stimulant activity in rodents. In primate drug

discrimination studies, venlafaxine showed no significant stimulant or depressant abuse liability.

However, physicians should evaluate patients for a history of drug abuse and follow such patients
closely, observing them for signs of misuse or abuse of Efexor XR, for example, development of

tolerance, dose escalation, or drug-seeking behaviour.

FERTILITY, PREGNANCY AND LACTATION

The safety of venlafaxine in human pregnancy has not been established. Venlafaxine must be
administered to pregnant women only if the expected benefits outweigh the possible risk. If
venlafaxine is used until or shortly before birth, discontinuation effects in the newborn should be
considered. Some neonates exposed to venlafaxine late in the third trimester have developed
complications requiring tube-feeding, respiratory support or prolonged hospitalization. Such

complications can arise immediately upon delivery.

A prospective longitudinal study of 201 women with a history of major depression who were euthymic
at the beginning of pregnancy showed that women who discontinued antidepressant medication
during pregnancy were more likely to experience a relapse of major depression than women who

continued antidepressant medication.

Exposure to SNRIs in mid to late pregnancy may increase the risk for preeclampsia, and exposure

to SNRIs near delivery may increase the risk for postpartum haemorrhage.

Venlafaxine and O-desmethylvenlafaxine (ODV) are excreted in human milk; therefore, a decision

should be made whether not to breast-feed or to discontinue venlafaxine.

INTERACTIONS

® Monoamine Oxidase Inhibitors

10
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Severe adverse reactions have been reported in patients who have recently been discontinued from
an MAOI and started on venlafaxine, or have recently had venlafaxine therapy discontinued prior to
initiation of an MAOI (see CONTRAINDICATIONS). These reactions have included tremor,
myoclonus, diaphoresis, nausea, vomiting, flushing, dizziness, and hyperthermia with features

resembling NMS, seizures, and death.

® CNS-Active Drugs
The risk of using venlafaxine in combination with other CNS-active drugs has not been
systematically evaluated. Consequently, caution is advised when venlafaxine is taken in combination

with other CNS-active drugs.

® Serotonin Syndrome

As with other serotonergic agents, serotonin syndrome, a potentially life-threatening condition, may
occur with venlafaxine treatment, particularly with concomitant use of other agents that may affect
the serotonergic neurotransmitter system including triptans, SSRIs, other SNRIs, amphetamines,
lithium, sibutramine, opioids (e.g., fentanyl and its analogues, tramadol, dextromethorphan,
tapentadol, meperidine, methadone, pentazocine) or St. John's wort (Hypericum perforatum), with
drugs that impair the metabolism of serotonin, such as MAOIs, including linezolid (an antibiotic
which is a reversible non-selective MAOI) and methylene blue, or with serotonin precursors, such
as ftryptophan supplements (see CONTRAINDICATIONS and SPECIAL WARNINGS AND
PRECAUTIONS FOR USE).

If concomitant treatment with venlafaxine and an SSRI, an SNRI, or a 5-hydroxytryptamine receptor
agonist (triptan) is clinically warranted, careful observation of the patient is advised, particularly

during treatment initiation and dose increases.

The concomitant use of venlafaxine with serotonin precursors, such as tryptophan supplements is

not recommended (see SPECIAL WARNINGS AND PRECAUTIONS FOR USE).

® Drugs that Prolong QT Interval
The risk of QTc prolongation and/or ventricular arrhythmias (e.g., TdP) is increased with concomitant
use of other drugs which prolong the QTc interval (e.g., some antipsychotics and antibiotics) (see

section SPECIAL WARNINGS AND PRECAUTIONS FOR USE).

® |ndinavir
11
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A pharmacokinetic study with indinavir has shown a 28% decrease in area under the concentration
versus time curve (AUC) and a 36% decrease in C,,,, for indinavir. Indinavir did not affect the
pharmacokinetics of venlafaxine and O-desmethylvenlafaxine (ODV). The clinical significance of this

interaction is unknown.

® Ethanol
Venlafaxine has been shown not to increase the impairment of mental and motor skills caused by
ethanol. However, as with all CNS-active drugs, patients should be advised to avoid alcohol

consumption while taking venlafaxine.

® Haloperidol
A pharmacokinetic study with haloperidol has shown a 42% decrease in total oral clearance, a 70%
increase in AUC, an 88% increase in C,y, but no change in half-life. This should be taken into

account in patients treated with haloperidol and venlafaxine concomitantly.

® Cimetidine

At steady-state, cimetidine has been shown to inhibit first-pass metabolism of venlafaxine; however,
cimetidine had no effect on the pharmacokinetics of ODV. The overall pharmacological activity of
venlafaxine plus ODV is expected to increase only slightly in most patients. In the elderly and in
patients with hepatic dysfunction, the interaction may be more pronounced and for such patients

clinical monitoring is indicated when Efexor XR is administered with cimetidine.

® |mipramine

Venlafaxine did not affect the pharmacokinetics of imipramine and 2-OH-imipramine. However,
desipramine AUC, C,..x, and C,,, increased by about 35% in the presence of venlafaxine. There
was an increase of 2-OH-desipramine AUC by 2.5- to 4.5-fold. Imipramine did not affect the
pharmacokinetics of venlafaxine and ODV. This should be taken into account in patients treated

with imipramine and venlafaxine concomitantly.

® Ketoconazole

A pharmacokinetic study with ketoconazole in extensive metabolizers (EM) and poor metabolizers

(PM) of CYP2D6 resulted in higher plasma concentrations of both venlafaxine and ODV in subjects

following administration of ketoconazole. Venlafaxine C,,,, increased by 26% in EM subjects and

48% in PM subjects. C,,,« values for ODV increased by 14% and 29% in EM and PM subjects,

respectively. Venlafaxine AUC increased by 21% in EM subjects and 70% in PM subjects. AUC
12
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values for ODV increased by 23% and 33% in EM and PM subjects, respectively (see
INTERACTIONS, Potential for Other Drugs to Affect Venlafaxine).

® Metoprolol

Concomitant administration of venlafaxine (50 mg every 8 hours for 5 days) and metoprolol (100 mg
every 24 hours for 5 days) to healthy volunteers in a pharmacokinetic interaction study for both
drugs resulted in increase in plasma concentrations of metoprolol by approximately 30%-40%
without altering the plasma concentrations of its active metabolite, Ol-hydroxymetoprolol.
Venlafaxine appeared to reduce the blood pressure lowering effect of metoprolol in this study of
healthy volunteers. The clinical relevance of this finding in hypertensive patients is unknown.
Metoprolol did not alter the pharmacokinetic profile of venlafaxine or its active metabolite, ODV.

Caution should be exercised with co-administration of venlafaxine and metoprolol.

® Risperidone
Venlafaxine increased risperidone AUC by 32% but did not significantly alter the pharmacokinetic
profile of the total active moiety (risperidone plus 9-hydroxyrisperidone). The clinical significance of

this interaction is unknown.

® Diazepam
Diazepam does not appear to affect the pharmacokinetics of either venlafaxine or ODV. Venlafaxine
has no effects on the pharmacokinetics and pharmacodynamics of diazepam and its active

metabolite, desmethyldiazepam.

® Lithium
The steady-state pharmacokinetics of venlafaxine and ODV are not affected when lithium is
co-administered. Venlafaxine has no effect on the pharmacokinetics of lithium (see also in

CNS-Active Drugs).

® Drugs Highly Bound to Plasma Proteins

Venlafaxine is not highly bound to plasma proteins (27% bound), therefore, administration of
venlafaxine to a patient taking another drug that is highly protein bound is not expected to cause
increased free concentrations of the other drug.

® Drugs Metabolized by Cytochrome P450 Isoenzymes

13
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Studies indicate that venlafaxine is a relatively weak inhibitor of CYP2D6. Venlafaxine did not inhibit
CYP3A4, CYP1A2, and CYP2C9 in vitro. This was confirmed by in vivo studies with the following
drugs: alprazolam (CYP3A4), caffeine (CYP1A2), carbamazepine (CYP3A4), diazepam (CYP3A4
and CYP2C19) and tolbutamide (CYP2C9).

® Potential for Other Drugs to Affect Venlafaxine
The metabolic pathways for venlafaxine include CYP2D6 and CYP3A4. Venlafaxine is primarily
metabolized to its active metabolite, ODV, by the cytochrome P450 enzyme, CYP2D6. CYP3A4 is

a minor pathway relative to CYP2D6 in the metabolism of venlafaxine.

CYP2D6 Inhibitors:

Concomitant use of CYP2D6 inhibitors and venlafaxine may reduce the metabolism of venlafaxine
to ODV, resulting in increased plasma concentrations of venlafaxine and decreased concentrations
of ODV. As venlafaxine and ODV are both pharmacologically active, no dosage adjustment is

required when venlafaxine is co-administered with a CYP2D6 inhibitor.

CYP3A4 Inhibitors:

Concomitant use of CYP3A4 inhibitors and venlafaxine may increase the levels of venlafaxine and
ODV (see INTERACTIONS). Therefore, caution is advised when combining venlafaxine with a
CYP3A4 inhibitor.

CYP2D6 and CYP3A4 Inhibitors:

The concomitant use of venlafaxine with drug treatment(s) that potentially inhibits both CYP2D6 and
CYP3A4, the primary metabolizing enzymes for venlafaxine, has not been studied. However, this
concomitant use would be expected to increase venlafaxine plasma concentrations. Therefore,
caution is advised when combining venlafaxine with any agent(s) that produces simultaneous

inhibition of these two enzyme systems.

® FElectroconvulsive Therapy
There are no clinical data establishing the benefit of electroconvulsive therapy combined with

venlafaxine treatment.

® Drug-laboratory Test Interactions

False-positive urine immunoassay screening tests for PCP and amphetamine have been reported

in patients taking venlafaxine. This is due to lack of specificity of the screening tests. False-positive
14



LPD Title: Venlafaxine

LPD Revision No.: 13.1

LPD Date: May 06, 2022

Country: Thailand

Reference CDS ver: 35.0; date: June 09, 2021

test results may be expected for several days following discontinuation of venlafaxine therapy.
Confirmatory tests, such as gas chromatography/mass spectrometry, will distinguish venlafaxine

from PCP and amphetamine.

EFFECTS ON ABILITY TO DRIVE AND USE MACHINE
Venlafaxine did not affect psychomotor, cognitive, or complex behavior performance in healthy
volunteers. However, any psychoactive drug may impair judgement, thinking, and motor skills.

Therefore, patients should be cautioned about their ability to drive or operate hazardous machinery.

UNDESIRABLE EFFECTS
ADRs by System Organ Class (SOC) and Council for International Organizations of Medical
Sciences (CIOMS) frequency category listed in order of decreasing medical seriousness within each

frequency category and SOC:

System Organ

Very Common Common Uncommon Rare Very Rare Frequency

21/10 21/100 21/1,000 to 21/10,000 to <1/10,000 Not Known

to <1/10 <1/100 <1/1,000 (cannot be
estimated
from the
available

data)

Blood and

lymphatic system

*§

Agranulocytosis*®, | Thrombocytopenia*

Aplastic anemia*§,

*§

disorders

Pancytopenia®,

Neutropenia*§

Immune system Anaphylactic

disorders reaction*®

Endocrine Inappropriate Blood prolactin

disorders antidiuretic increased*
hormone

secretion*?
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System Organ Very Common Common Uncommon Rare Very Rare Frequency
Class 21/10 21/100 21/1,000 to 21/10,000 to <1/10,000 Not Known
to <1/10 <1/100 <1/1,000 (cannot be
estimated
from the
available
data)
Metabolism and Decreased Hyponatremia*
nutrition appetite
disorders
Psychiatric Insomnia Abnormal Confusional state*, Delirium*$
disorders dreams, Mania,
Nervousness, Hypomania,
Libido Depersonalization,
decreased, Hallucination,
Agitation*, Abnormal orgasm,
Anorgasmia Bruxism*, Apathy
Nervous system Headache*, Akathisia*, Syncope, Neuroleptic Tardive dyskinesia*
disorders Dizziness, Tremor, Myoclonus, malignant
Sedation Paresthesia, Balance disorder* syndrome*§,
Dysgeusia Coordination Serotonin
abnormal*, syndrome*§,
Dyskinesia* Convulsion,
Dystonia*
Eye disorders Visual Angle closure
impairment, glaucoma*§

Accommodation
disorder,

Mydriasis,

Ear and labyrinth

disorders

Tinnitus*
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System Organ Very Common Common Uncommon Rare Very Rare Frequency
Class 21/10 21/100 21/1,000 to 21/10,000 to <1/10,000 Not Known
to <1/10 <1/100 <1/1,000 (cannot be
estimated
from the
available
data)
Cardiac disorders Tachycardia, Torsade de
Palpitations pointes*§,
Ventricular
tachycardia*§,
Ventricular
fibrillation*,
Electrocardiogram
QT prolonged*,
Stress
cardiomyopathy
(takotsubo
cardiomyopathy)*§
Vascular Hypertension, Orthostatic
disorders Hot flush hypotension,
Hypotension*
Respiratory, Dyspnea*, Interstitial lung
thoracic and Yawning disease*§,
mediastinal Pulmonary
disorders eosinophilia*§
Gastrointestinal Nausea, Dry Diarrhea*, Gastrointestinal Pancreatitis*
disorders mouth, Vomiting hemorrhage*
Constipation
Hepatobiliary Liver function test Hepatitis*§
disorders abnormal*
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System Organ Very Common Common Uncommon Rare Very Rare Frequency
Class 21/10 21/100 21/1,000 to 21/10,000 to <1/10,000 Not Known
to <1/10 <1/100 <1/1,000 (cannot be
estimated
from the
available
data)
Skin and Hyperhidrosis* Rash, Pruritus*, | Urticaria*, Stevens-Johnson
subcutaneous Night sweats* Alopecia*, syndrome*§, Toxic
tissue disorders Ecchymosis, epidermal
Photosensitivity necrolysis*§,
reaction Angioedema*§,
Erythema
multiforme*®
Musculoskeletal Hypertonia Rhabdomyolysis*§
and connective
tissue disorders
Renal and Urinary Urinary
urinary disorders hesitation, incontinence*
Urinary
retention,
Pollakiuria*
Reproductive Erectile Metrorrhagia*,
system and dysfunction, Menorrhagia*
breast disorders Ejaculation
disorder
General Fatigue, Mucosal
disorders and Asthenia, Hemorrhage*
administration Chills*

site conditions
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System Organ Very Common Common Uncommon Rare Very Rare Frequency
Class 21/10 21/100 21/1,000 to 21/10,000 to <1/10,000 Not Known
to <1/10 <1/100 <1/1,000 (cannot be
estimated
from the
available
data)
Investigations Weight Blood cholesterol Bleeding time
decreased, increased prolonged*
Weight
increased
Injury, poisoning Bone fracture
and procedural
complications

*ADR identified post-marketing
SADR frequency estimated using “The Rule of 3”.

ADR = Adverse Drug Reaction

® Discontinuation Effects

The following symptoms have been reported in association with abrupt discontinuation or
dose-reduction, or tapering of treatment: hypomania, anxiety, agitation, nervousness, confusion,
insomnia or other sleep disturbances, fatigue, somnolence, paresthaesia, dizziness, convulsion,
vertigo, headache, flu-like symptoms, tinnitus, impaired coordination and balance, tremor, sweating,
dry mouth, anorexia, diarrhoea, nausea, vomiting, visual impairment, and hypertension. In pre-
marketing studies, the majority of discontinuation reactions were mild and resolved without treatment
(see POSOLOGY AND METHOD OF ADMINISTRATION and SPECIAL WARNINGS AND
PRECAUTIONS FOR USE). While these events are generally self-limiting, there have been reports

of serious discontinuation symptoms, and sometimes these effects can be protracted and severe.

® Pediatric Patients
In general, the adverse reaction profile of venlafaxine (in placebo-controlled clinical trials) in children
and adolescents (aged 6 to 17) was similar to that seen in adults. As with adults, decreased appetite,

weight loss, increased blood pressure, and increased serum cholesterol were observed (see
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SPECIAL WARNINGS AND PRECAUTIONS FOR USE and USE IN CHILDREN AND
ADOLESCENTS).

In pediatric clinical trials, the adverse reaction suicidal ideation was observed. There were also

increased reports of hostility and, especially in major depressive disorder, self-harm.

Particularly, the following adverse reactions were observed in pediatric patients: abdominal pain,

agitation, dyspepsia, ecchymosis, epistaxis, and myalgia.

OVERDOSE
In animal toxicology studies, the oral LD50 values for venlafaxine were equivalent to 45-90 times

the maximum recommended human dose.

Among the patients treated with Efexor XR in pre-marketing depression evaluations, there were
2 reports of acute overdosage, either alone or in combination with other drugs. One patient took a
combination of 6 g of Efexor XR and 2.5 mg of lorazepam. This patient was hospitalized, treated
symptomatically, and recovered without any untoward effects. The other patient took 2.85 g of

Efexor XR. This patient reported paresthesia of all four limbs but recovered without sequelae.

There were 2 reports of acute overdose with Efexor XR in anxiety trials. One patient took a
combination of 0.75 g of Efexor XR and 200 mg of paroxetine and 50 mg of zolpidem. This patient
was described as being alert, able to communicate, and a little sleepy. This patient was hospitalized,
treated with activated charcoal, and recovered without any untoward effects. The other patient took
1.2 g of Efexor XR. This patient had moderate dizziness, nausea, numb hands and feet, and hot-
cold spells 5 days after the overdose. The patient recovered and no other specific problems were

found.

Among the patients treated with Efexor in pre-marketing evaluations, there were 14 reports of acute
overdose, either alone or in combination with other drugs and/or alcohol. The majority of the reports
involved ingestion in which the total dose of Efexor taken was estimated to be no more than several-
fold higher than the usual therapeutic dose. The 3 patients who took the highest doses were
estimated to have ingested approximately 6.75 g, 2.75 g, and 2.5 g. All patients recovered without
sequelae. Most patients reported no symptoms. Among the remaining patients, somnolence was
the most commonly reported symptom. The patient who ingested 2.75 g of Efexor was observed to

have 2 generalized convulsions and a prolongation of QTc to 500 msec, compared with 405 msec
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at baseline. Coma resulted and resuscitation was required. Mild sinus tachycardia was reported in

2 of the other patients.

In post-marketing experience, overdose with venlafaxine was reported predominantly in combination
with alcohol and/or other drugs. The most commonly reported events in overdose include
tachycardia, changes in level of consciousness (ranging from somnolence to coma), mydriasis,
convulsion, and vomiting. Other events reported include electrocardiographic changes (e.g.,
prolongation of QT interval, bundle branch block, QRS prolongation) ventricular tachycardia,

bradycardia, hypotension, vertigo, and death.

Published retrospective studies report that venlafaxine overdosage may be associated with an
increased risk of fatal outcomes compared to that observed with SSRI antidepressant products, but
lower than that for tricyclic antidepressants. Epidemiological studies have shown that venlafaxine-
treated patients have a higher burden of suicide risk factors than SSRI-treated patients. The extent
to which the finding of an increased risk of fatal outcomes can be attributed to the toxicity of
venlafaxine in overdosage as opposed to some characteristics of venlafaxine-treated patients is not
clear. Prescriptions for venlafaxine should be written for the smallest quantity of drug consistent with

good patient management, in order to reduce the risk of overdose.

® Recommended Treatment

General supportive and symptomatic measures are recommended; cardiac rhythm and vital signs

must be monitored.

When there is a risk of aspiration, induction of emesis is not recommended.

Gastric lavage may be indicated if performed soon after ingestion or in symptomatic patients.

Administration of activated charcoal may also limit drug absorption.

Forced diuresis, dialysis, hemoperfusion and exchange transfusion are unlikely to be of benefit.

No specific antidotes for venlafaxine are known.
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PHARMACOLOGICAL PROPERTIES
Venlafaxine is a structurally novel antidepressant that is chemically unrelated to tricyclic, tetracyclic,

or other available antidepressant agents.

® Mode of Action

The mechanism of venlafaxine's antidepressant action in humans is believed to be associated with
its potentiation of neurotransmitter activity in the central nervous system. Preclinical studies have
shown that venlafaxine and its major metabolite, ODV, are potent inhibitors of serotonin and
norepinephrine reuptake. Venlafaxine also weakly inhibits dopamine reuptake. Studies in animals
show that tricyclic antidepressants may reduce B—adrenergic receptor responsiveness following
chronic administration. In contrast, venlafaxine and ODV reduce ﬁ-adrenergic responsiveness after
both acute (single dose) and chronic administration. The latter results may predict a more rapid
onset of activity for venlafaxine. Venlafaxine and ODV are very similar with respect to their overall

action on neurotransmitter reuptake.

Venlafaxine and ODV have no significant affinity for muscarinic cholinergic, H;-histaminergic, or Ol;-
adrenergic receptors in vitro. Pharmacologic activity at these receptors is potentially associated with

various anticholinergic, sedative, and cardiovascular effects seen with other psychotropic drugs.
Venlafaxine does not possess monoamine oxidase (MAQ) inhibitory activity.

® Cardiac Electrophysiology
In a dedicated thorough QTc study in healthy subjects, venlafaxine did not prolong the QT interval

to any clinically relevant extent at a dose of 450 mg/day (given as 225 mg twice a day).

PHARMACODYNAMIC PROPERTIES

® Patients with Depression

The efficacy of Efexor XR (venlafaxine hydrochloride) extended-release capsules as a treatment for
depression was established in two placebo-controlled, short-term, flexible-dose studies in adult

outpatients meeting DSM-11I-R or DSM-IV criteria for major depression or major depressive disorder.

A 12-week study utilizing Efexor XR doses in a range 75-150 mg/day (mean dose for completers
was 136 mg/day) and an 8-week study utilizing Efexor XR doses in a range 75-225 mg/day (mean
dose for completers was 177 mg/day) both demonstrated superiority of Efexor XR over placebo on
the HAM-D total score, HAM-D Depressed Mood Item, the MADRS total score, the CGI Severity of
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lliness scale, and the CGI Global Improvement scale. In both studies, Efexor XR was also
significantly better than placebo for certain factors of the HAM-D, including the anxiety/somatization
factor, the cognitive disturbance factor, and the retardation factor, as well as the psychic anxiety

score.

® Depression Relapse/Recurrence

A study of depressed outpatients who had responded to Efexor XR during an initial 8-week
open-label treatment phase and were randomly assigned to continuation on Efexor XR or placebo
for 6 months demonstrated a significantly lower relapse rate for patients taking Efexor XR compared

with those on placebo.

A study of depressed outpatients who had responded to Efexor (the immediate-release form of
venlafaxine) during an initial 6-month open-label treatment phase and were randomly assigned to
maintenance therapy on Efexor or placebo for 12 months demonstrated a significantly lower

recurrence rate for patients taking Efexor compared with those on placebo.

® Patients with Anxiety
The efficacy of Efexor XR capsules as a treatment for anxiety was established in four
placebo-controlled studies. The studies were done in outpatients meeting DSM-IV criteria for

generalized anxiety disorder, who were not depressed.

The short-term efficacy of Efexor XR was demonstrated in four studies. Two were 8-week studies,
utilizing Efexor XR doses of 75, 150, and 225 mg/day and of 75 and 150 mg/day, and the others
were the first 8-weeks of two long-term studies, utilizing Efexor XR doses of 75-225 mg/day and of
37.5, 75, and 150 mg/day. Each of the four studies demonstrated superiority of Efexor XR over
placebo on at least five of the following efficacy scales: the HAM-A total score, the HAM-A psychic
anxiety factor, the Hospital Anxiety and Depression anxiety subscale, and the CGI Severity of lliness

scale, as well as the HAM-A anxious mood item and tension item.

Two of the four studies continued up to 6-months. These two studies, which utilized Efexor XR
doses of 75-225 mg/day and of 37.5, 75, and 150 mg/day, demonstrated superiority of Efexor XR
over placebo on the HAM-A total score, HAM-A psychic anxiety factor, the HAD anxiety factor, and

the CGI Severity of lliness scale, as well as the HAM-A anxious mood item.
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® Social Anxiety Disorder (Social Phobia)

The efficacy of Efexor XR capsules as a treatment for Social Anxiety Disorder (also known as Social
Phobia) was established in four double-blind, parallel-group, 12-week, multicenter,
placebo-controlled, flexible-dose studies and one double-blind, parallel-group, 6-month,
placebo-controlled, fixed/flexible-dose study in adult outpatients meeting DSM-IV criteria for Social
Anxiety Disorder. Patients received doses in a range of 75-225 mg/day. Efficacy was assessed with
Liebowitz Social Anxiety Scale (LSAS). In these five trials, Efexor XR was significantly more effective
than placebo on change from baseline to endpoint on the LSAS total score. There was no evidence
for any greater effectiveness of the 150 to 225 mg/day group compared to the 75 mg/day group in
the 6-month study.

Examination of subsets of the population studied did not reveal any differential responsiveness on
the basis of gender. There was insufficient information to determine the effect of age or race on

outcome in these studies.

® Panic Disorder

The efficacy of Efexor XR in the treatment of panic disorder was established in two 12-week
placebo-controlled trials in adult outpatients with panic disorder (DSM-IV). The efficacy of Efexor XR
in maintaining a response in panic disorder for up to 6 months following 12 weeks of acute treatment
was demonstrated in a placebo-controlled trial. Nevertheless, the physician who elects to use Efexor
XR for extended periods should periodically re-evaluate the long-term usefulness of the drug for the

individual patient (see POSOLOGY AND METHOD OF ADMINISTRATION).

PHARMACOKINETIC PROPERTIES

Steady-state concentrations of venlafaxine and ODV are attained within 3 days of oral multiple-dose
therapy. Venlafaxine and ODV exhibited linear kinetics over the dose range of 75 to 450 mg/day.
Mean + SD steady-state plasma clearance of venlafaxine and ODV is 1.3 £ 0.6 and 0.4 + 0.2 L/h/kg,
respectively; apparent elimination half-life is 5 + 2 and 11 + 2 hours, respectively; and apparent

(steady-state) volume of distribution is 7.5 + 3.7 and 5.7 £ 1.8 L/kg, respectively.

® Absorption

On the basis of mass balance studies, at least 92% of a single oral dose of venlafaxine is absorbed,
indicating that absorption of venlafaxine is nearly complete. However, the presystemic metabolism
of venlafaxine (which primarily forms the active metabolite, ODV) reduces the absolute bioavailability
of venlafaxine to 40% to 45%.
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After administration of Efexor XR, the peak plasma concentrations of venlafaxine and ODV are
attained within 6.0 = 1.5 and 8.8 + 2.2 hours, respectively. The rate of absorption of venlafaxine
from the Efexor XR capsule is slower than its rate of elimination. Therefore, the apparent elimination
half-life of venlafaxine following administration of Efexor XR (15 + 6 hours) is actually the absorption
half-life instead of the true disposition half-life (5 £ 2 hours) observed following administration of an

immediate release tablet.

When equal daily doses of venlafaxine were administered as either an immediate release tablet or
the extended-release capsule, the exposure (AUC, area under the concentration curve) to both
venlafaxine and ODV was similar for the two treatments, and the fluctuation in plasma
concentrations was slightly lower following treatment with the Efexor XR capsule. Therefore, the
venlafaxine ER capsule provides a slower rate of absorption, but the same extent of absorption

(i.e., AUC), as the venlafaxine immediate release tablet.

® Distribution

The degree of binding of venlafaxine to human plasma proteins is 27% + 2% at concentrations
ranging from 2.5 to 2215 ng/mL, and the degree of ODV binding to human plasma proteins is 30%
1+ 12% at concentrations ranging from 100 to 500 ng/mL. Protein-binding-induced drug interactions
with concomitantly administered venlafaxine are not expected. Following intravenous administration,
the steady-state volume of distribution of venlafaxine is 4.4 + 1.9 L/kg, indicating that venlafaxine

distributes well beyond the total body water.

® Metabolism

Following absorption, venlafaxine undergoes extensive presystemic metabolism in the liver. The
primary metabolite of venlafaxine is ODV, but venlafaxine is also metabolized to
N-desmethylvenlafaxine, N,O-didesmethylvenlafaxine, and other minor metabolites. In vitro studies
indicate that the formation of ODV is catalyzed by CYP2D6 and that the formation of
N-desmethylvenlafaxine is catalyzed by CYP3A3/4. The results of the in vitro studies have been
confirmed in a clinical study with subjects who are CYP2D6 poor and extensive metabolizers.
However, despite the metabolic differences between the CYP2D6 poor and extensive metabolizers,
the total exposure to the sum of the two active species (venlafaxine and ODV) was similar in the
two metabolizer groups. Therefore, CYP2D6 poor and extensive metabolizers can be treated with

the same regimen of Efexor XR.
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® FExcretion

Approximately 87% of a venlafaxine dose is recovered in the urine within 48 hours after a single
radio-labelled dose as either unchanged venlafaxine (5%), unconjugated ODV (29%), conjugated
ODV (26%), or other minor inactive metabolites (27%), and 92% of the radioactive dose is recovered
within 72 hours. Therefore, renal elimination of venlafaxine and its metabolites is the primary route

of excretion.

® Effects of Food

Food has no significant effect on the absorption of venlafaxine or the formation of ODV.

® Age and Gender Studies
A population pharmacokinetic analysis of 404 immediate-release venlafaxine-treated patients from
two studies involving both twice daily and three times daily. Regimens showed that dose-normalized

trough plasma levels of either venlafaxine or ODV were unaltered by age or gender differences.

® Patients with Hepatic Impairment

The pharmacokinetic disposition of both venlafaxine and ODV are significantly altered in some
patients with compensated hepatic cirrhosis (moderate hepatic impairment) following oral
administration of single-dose venlafaxine. In patients with hepatic impairment, mean plasma
clearance of venlafaxine and ODV are reduced by approximately 30% to 33% and mean elimination
half-lives are prolonged by 2-fold or more compared to normal subjects. The reduction in both the
metabolism of venlafaxine and elimination of ODV resulted in higher plasma concentrations of both

venlafaxine and ODV.

In a second study, venlafaxine was administered orally and intravenously in normal subjects
(n =21), and in Child-Pugh A (n = 8) and Child-Pugh B (n = 11) subjects mildly and moderately
hepatically-impaired, respectively. Oral bioavailability approximately doubled in patients with hepatic
impairment compared to normal subjects. In patients with hepatic impairment, venlafaxine oral
elimination half-life was approximately twice as long and oral clearance was reduced by more than
half compared to normal subjects. In patients with hepatic impairment, ODV oral elimination half-life
was prolonged by about 40% while oral clearance for ODV was similar to that for normal subjects.

A large degree of intersubject variability was noted.
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® Patients with Renal Impairment
In patients with moderate to severe impairment of renal function, the total clearance of both
venlafaxine and ODV was reduced, and t;, was prolonged. The reduction in total clearance was

most pronounced in subjects with creatinine clearance less than 30 mL/min.

Venlafaxine and ODV elimination half-lives increase with the degree of impairment in renal function.
Elimination half-life increased approximately by 1.5-fold in patients with moderate renal impairment

and approximately by 2.5-fold and 3-fold in patients with end stage renal disease.

PRECLINICAL SAFETY DATA

® Carcinogenicity

Venlafaxine was given by oral gavage to mice for 18 months at doses up to 120 mg/kg per day,
which was 1.7 times the maximum recommended human dose, on a mg/m2 basis. Venlafaxine was
also given to rats by oral gavage for 24 months at doses up to 120 mg/kg per day. In rats receiving
the 120 mg/kg dose, plasma concentrations of venlafaxine at necropsy were 6 times (female rats)
and 1 times (male rats) the plasma concentrations of patients receiving the maximum recommended
human dose. Plasma levels of ODV were lower in rats than in patients receiving the maximum

recommended dose. Tumors were not increased by venlafaxine treatment in mice or rats.

® Mutagenicity

Venlafaxine and ODV were not mutagenic in the Ames reverse mutation assay in Salmonella
bacteria or the Chinese hamster ovary/hypoxanthine guanine phosphoribosyl transferase (HGPRT)
mammalian cell forward gene mutation assay. Venlafaxine was also not mutagenic or clastogenic
in the in vitro BALB/c-3T3 mouse cell transformation assay, the sister chromatid exchange assay in
cultured Chinese hamster ovary cells, or in the in vivo chromosomal aberration assay in rat bone
marrow. O-desmethylvenlafaxine was not clastogenic in the in vitro Chinese hamster ovary cell

chromosomal aberration assay, or in the in vivo chromosomal aberration assay in rat bone marrow.

® Impairment of Fertility
Reproduction and fertility studies in rats showed no effect on male or female fertility at oral doses
of up to 8 times the maximum recommended human daily dose, on a mg/kg basis, or of up to

2 times, on a mg/m? basis.
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Reduced fertility was observed in a study in which both male and female rats were exposed to the
major metabolite of venlafaxine (ODV). This ODV exposure was approximately 2 to 3 times that of

a human venlafaxine dose of 225 mg/day. The human relevance of this finding is unknown.

® Teratogenicity
Venlafaxine did not cause malformations in offspring of rats or rabbits given doses up to 11 times
(rat) or 12 times (rabbit) the human dose of 375 mg/day of venlafaxine on a mg/kg basis, or 2.5 times

(rat) and 4 times (rabbit) the human dose of 375 mg/day of venlafaxine, on a mg/m? basis.

MARKETING AUTHORIZATION HOLDER
Viatris (Thailand) Limited

LPD Revision No.: 13.1

LPD Date: May 06, 2022

Country: Thailand
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\§48%¢) dia QTc prolongation/TdP 631t 39A231T venlafaxine snanuszaiaszisludihen

§1Ta98LF896ia QTc prolongation
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219LAA NI LWNNIINBIA28 venlafaxine AL venlafaxine G28ANIZNATEII b1k

ﬁgﬂmﬁﬁﬂs:’ﬁmmmmifﬂ LﬁuLﬁmﬁ'umﬂ*’ﬁm%'ﬂmmmie’ﬁmﬁmﬂ"ﬁﬁ@

o amsenarwfanarnlszianihwnans

onafiaamsfswawanaudszianiunans Lﬂuﬁﬂmuﬁaﬂlugﬂaﬂﬁﬁmmﬁ@ﬂﬂﬁmo
0130 DI IS UNTI NN BN SN B 0N IF UL EITI0TS venlafaxine A2514 venlafaxine
@T’mmmszﬁmzi‘ﬂugﬂaﬂﬁﬁﬂﬁsi’ﬁ%%mam%ﬁﬂszi’ﬁmaa bipolar disorder LTl INL

NI TENTNEN mmﬁwm%nn%ﬁw

o lxAsalwdanc
A Aa A A o A \ i i - .
gnaianzndladsuluifeadn LLazmiaﬂq&la’m’]i syndrome of inappropriate antidiuretic
. 4 o [ @ . = o @y { a
hormone (SIADH) secretion tilal#n133nu16ay venlafaxine TaainwugaaniidIuam
vasnmluiimMeaadiag niagthondnmsgaydsin lugihogeeans gihenldududaaniz

sl LLazQﬂfmﬁﬁﬂ‘%mmm a9an I 19NEaadIas a1aiauLIRLIdanI AT HINNNN

=

nayan

2D &

=]

® ANZLADABDN

A a o & =< o . o 'Y o \ = A
oA NFIUEINIIQATUNALVBS serotonin mamlﬁmiamgmaamamaa@ (platelet
aggregation) AaUn@ ATeunmIdifeasanialn@annn1IThsae venlafaxine Adle N3
A A Aa o A A A A P
fidanaanidniiuaziiioyLilon (mucous membrane) LAZLAAARaN ANISLAWAINIT AWD
A A (% = i Aa \ = (% | o A £ . o
Laa@aaﬂﬂmmﬂuaummmmemmummmmﬂgu SRIs @819 A25lT venlafaxine @3¢
mmi:ﬁm:iﬂugﬂw%ammﬁl,ﬁa@aam’mﬁa;jﬂ’mﬁl%mﬁmﬂm,lﬁaé"maaLﬁamm:mGT'm

NMINEAUVAILNRALRAS

v
o L Q/

® WNRUNAIAA

galdfinmsiiuguisanutasansuaslss@NTHavadn135nB1628 venlafaxine SINAUAT LG
8136199 AT ABIRENDITINS phentermine ‘laiunesin LA L4 venlafaxine hydrochloride
saurum3lgansans g Adeaainwin lafdaysldues venlafaxine hydrochloride 1figa g wia

IB5NNUNAAN WA D% 9 FIRILAATNATN

o lalaatnasaaludsy

A o aa Aa AN v L oA A X
lumiﬁﬂmamUmaﬂauﬂmmgumquvlmummaﬂ WUNTNI AN RTaI lALRFLADTaRN
lugsuningIvasnuainInsaainle 5.3% maa;jﬂwﬁ"tﬁ%’umﬁnmﬁw venlafaxine L&z
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0.0% °11ad;;TﬂaﬂﬁvL@T%'um%aamﬂunmamdﬁaﬂ 3 1A% AITIAITAUVBILALARLADTOR LT TN
) A9 o [ =
FLA TN ANITN BT UITHZIR U
¥ Aa a
o nslEalunenaauwaznIsGnen
nsfneissnsaainlinuidnangiuuesnginssumidadnsen (drug-seeking
behavior) #3an13tAaNINUGaLN (tolerance) 3o ANNINTuAaINNVWIALN (dose

, A a &
escalation) NLWH YUATULIRN

=S 1 . = 1A o . o
mMidnslunasanaasswuin venlafaxine tiavazlifinnusinisalunssu (affinity) A
RRFIERR opiate, benzodiazepine, phencyclidine (PCP) %38 N-methyl-D-aspartic acid
(NMDA) l3iwu7n venlafaxine ﬁqﬂ%ilumsmzéfmzuuﬂszmwd’mﬂmo (central nervous
system; CNS)‘[ué’mfﬁmmzaai’ml,ﬁuvl,@ﬁ'@ lumsAnsadia drug discrimination studies Tu
o & ) ' ) ) A o o v a o Aa
fawan primate ldwuin venlafaxine Juwalialunrsvinldidanslaelunsnfialasna

INNINTZGURTANNING (stimulant or depressant abuse liability) atndL7AwlaTa

aghslsfanu LmeTmiﬂizLﬁupjﬂazlLﬁamﬂszf@mﬂfﬂﬂumoﬁﬁ@ LLaza@m’mgﬂmﬁﬁ
Uszifdandmatalndda ilearamaygimuainsld  Efexor XR ﬁﬁ@’ﬁ'@qﬂs:mﬁ W30
mslgenlunefiae ww msiemmudesn %3 mMsRRwwIaeN WIBNOANTIUNNIABINNT
81

Aa o & a A 3 = L
NNILAIYN WD ﬁ@li&lﬂiiﬂLLR%&G]STM?ZEIZT‘I&%&IHGW

q

) = A o R o i AaA I o . AA
g9 LNt wgwiInINlaaanuad venlafaxine Mhaa3AAIIA ATLT venlafaxine huaa3H

&1 A &a \ v A \ A \ A a X v 4 & o
asisdadiadszloinanainazlasuinnnninanuiassans g Nenafiadn lairnus wanls
venlafaxine auNIzviinaan wiarauasaaiinias a1IRITINIIRINaINNIRYA LT
a &£ o [ Aa { o o . ' v
AAUUALMIIN LG MIINULINLAALNITI8NTlan aauEaeN venlafaxine MbT97N8289 1A UR
{ & o a £ Y [ v
1 3 VAININIATIA 2 TINIIUNINTAWLANUY TIFDINNITIRDIWIIN WAV LFTUANY
1 1 v > > J 1 a L3
Fraaanlwn1Imieriala wie @maagiﬂmm‘lﬂiawmmammum']ﬂﬂ@l AINNIUNINT D

a v ad
mmmm@vl,@wuwmma@
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= @ ) A Aa [N =< o [ Aa
Tunsdnsuuulddeniszszenluaed 201 Menddseifvesnizduaiiszausuusind
gA1zneeTuailn@ (euthymic) 1%"1&’;0@19%67%11aomsé’omsnﬂlﬁwuhm%ﬁ%q@lﬁmuﬁ
=< o ' & cC A oA % a 2 o o ¥
Fuailuszninasariinu Sanuduldldnaznavuifianizduasiszauuused
INNINEAIN TSNt sdaLitad

M3 la3uen SNRIs TUE19M509aT38328enaN90952 82U a8 8N AN AR BV BINILATIA
Ui (preeclampsia) Wazn1TIa50U81 SNRIs Tutrelninaana1atiuanuLdusvadniIsan
LROANRAIARDE (postpartum haemorrhage) e

Venlafaxine Uaz O-desmethylvenlafaxine (ODV) gnwadaananluiuuaiisd 4a1uiinisea

ﬁ?usladw:%q@iﬁqum %%amqmmﬂ‘*ﬁ venlafaxine

s Aan 1
Ugnseszningen
® Monoamine Oxidase Inhibitors
~ a = &al @y A a @ !
fnoanurasmafaamylifsdeadniuusslugiefiimganisldolungy MAOI uaz
\Judiuld venlafaxine nIalfangaM NI venlafaxine raunaziiulsinlungu MAOI (g
¥ v 19/ L AV e [ ) & A A [
2amaly) e ldun 81n13du nawitanszan (myoclonus) tnisaanann aawld
2Wuu Mhued Loufswe gannisnImegd (hyperthermia) UM INAANBULAANE

ﬁ'uﬁwﬂumjumms NMS ann3Tn WashReTIa

{ é 1 1
® NAgNonazuulsramaInnais (CNS Active Drugs)
o | A A ) = = A o . , [ A Aa P~
f;lx‘]v[,llllﬂﬂiﬂizmuaf;ﬂdLﬂuizﬂﬂﬂdﬂiﬂum&lﬂuﬂﬂﬂ"ﬁ venlafaxine 7UNULIARNNUYTNT AL
F2UVUSEEINEIUNATY A9%% ATIRANNTzNATZI9luNTLT venlafaxine SAuALENBU 9N
Agl 1
qmmaizuuﬂizmmmuﬂma
® N{aa1IN17 Serotonin Syndrome
\uLALINUENaU glunga serotonergic agents MININGIEN venlafaxine anavilAiAangy
. A A = @ 2R Aa o . A =
21N17 serotonin syndrome Gli\‘]Lﬂ%ﬂ’]’szﬂa’]ﬁ]Lﬂ%ﬂ%@l‘i’mﬂ\‘]"ﬁ’](ﬂ‘l@ I@UL%WWZG&I%‘] HININUNIT
lgunueaunatainada serotonergic neurotransmitter systems (i?&lﬁd triptans, SSRls,
SNRIs 5%6] amphetamines, lithium, sibutramine, opioids (1T% fentanyl Was fentanyl
analogues, tramadol, dextromethorphan, tapentadol, meperidine, methadone, pentazocine)
%38 St. John's wort (Hypericum perforatum) AU IiueuaRTuvad serotonin UNWIad

LT MAOIs 39419 linezolid (m%i%%a%ol,ﬂu reversible non-selective MAOI) LLas methylene
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¥ v

blue ®38NU serotonin precursors LT tryptophan supplements (@ a1y Uz aLfian

a v [- %] v
NABUAZTDAITIEIIIWNT LT L)

lunssnuslasls venlafaxine TI9NL SSRI, SNRI #38 5-hydroxytryptamine receptor agonist
(triptan) MndLnauanIaREnINEINE LLuzﬁﬂﬁ”ﬁ?ﬂaLﬂ(ﬂmms;ﬂ”ﬂaﬂazlﬁmﬁﬁaﬂ@mawwﬂu
izf;lzﬂ’]ilﬁ;uﬁuﬂ’lﬁ'ﬂﬂ’lLLazmiLﬁlwmu’mm

laiuuzainl#le venlafaxine $79AL serotonin precursors %% tryptophan supplements (@ Al

=1} a U (% U
L aRNLABLAETDAITILII NI 1T EN)

]
= o

o afiviliza9 QT atin

ANMULFEIVEIANIT  QTc  prolongation  WLaz/MIanziilaviadanaiudanis  (ventricular
_ . X A ve o A A8, ¥ -

arrhythmias) (4% TdP) tRadwiladnslasiunuendaunvinliwaag QTe 81%% (133 813nEN

lsadauazen Tuzunean) (7o AL D WNLABLAZIDAITITII NI IT )

® Indinavir

MNIENHNILNATIRUAEASIINTY indinavir WU sAuAldnTHBasaNuTITwRsURY
L3871 (AUC) 284 indinavir 8984 28% WAE Crax AR 36% Indinavir L dnansznudaLngs
UAFAIVDI venlafaxine WAz O-desmethylvenlafaxine (ODV) &4 linsnufisnnuiitasany

NIARENUaIU TN

® La51104

Venlafaxine hilWNAMNLUANIBIVBINNEENIIALD wazTladawlnl (mental and motor
. A a | \ o { =%, \ <

skills) TILAAINNLOTIMEA 8L BIANLTIALINUENANNTFaTeLUYILENFIRNAININU

;‘\Tﬂfsﬂmva@T%'uﬁﬂLm:ﬁﬂﬁ%ﬁﬂL‘é‘mmsﬁwL@ﬁaoﬁwﬁﬁuaaﬂaaaﬂummzﬂﬁ%’u venlafaxine

® Haloperidol

ANIANBINILARTIAWAITATIINAL haloperidol Laadl# 13131 total oral clearance aaa-
| A £ A X W { \ A A

42% @1 AUC LAY 70% Cay VANTH 88% Ua b N TIURUUYa 918981059530 395

o R & A A v A vo a [ . . ' %
mumdl,samslu;dmmvl,mumssﬂ‘mmﬂ haloperidol ez venlafaxine 34N%

® Cimetidine

Cimetidine §U83LNANLaATUVEY venlafaxine LABENNIUALATILIN (first-pass metabolism) 1

[ ' a5
NNI¢ steady state ﬂf;lﬂx‘lvlﬁﬁ@nl] vluﬁwamaqmamﬁamoma‘maumamﬁlm ODV a1aingnd
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> A . o a X ) vy ' '
NMUNETINElanIINTeY venlafaxine 3uiU ODV iWndwAsaaniaslugioaiulng
A9 s ndudasdsuswiasiiald Efexor XR $240U cimetidine ‘l,ur;‘«;”ﬂqumﬂquazslu
X Aa ° o A a P A a £ a & o
Athendnvnusesdufiadnd  djftefiieduenafionaguussnniu  uazalsees

a@muﬂs:l,ﬁuﬂﬂaﬂmoﬂﬁﬁmﬁaﬁmﬂﬁ Efexor XR 324N cimetidine

® |mipramine

Venlafaxine vL&iﬁwa@iaqmawu“@momé’maumm{mm imipramine L8 2-OH-imipramine
atnal5Aau AUC, C,uy W8S Cpypy, 089 desipramine LRNAWLTEUNms 35% LiJadl venlafaxine
32magee AUC 284 2-OH-desimipramine \RNA% 2.5-4.5 1911 imipramine vl&iﬁwa@iaqmaw“@
MILNFTINUFTATVDI venlafaxine Waz ODV ‘idmsﬁmsmmafﬁugﬂ’mﬁvlﬁu imipramine

30N venlafaxine

® Ketoconazole
=2 ) & wal & &

NMIANBINMUNFTIAUMTATVDY ketoconazole ludiduinavalaimaivasiawls
CYP2D6 WU extensive metabolizers (EM) uazg{fiiluiuaualaimasvasianlad cyP2p6
WU poor metabolizers (PM) WUINANMNWNTUNIVBY venlafaxine Waz ODV luwiRanvas
@y ' A X o o ' . a X
AhpdulnniNagaiunaianldine ketoconazole #1 Ca, U89 venlafaxine LXK 26%

v, { AI g v { 1
Tugdwnavelawasuuy EM uaziindu 48% ludiduwanuvelaimesiuy PM 1 Cra

A' J U { U {
284 ODV \RNA% 14%uaz 29% Iugfiduwanuvelawesuuy EM ualudiduwanuvelaimed
e . o
UL PM @1u8al 61 AUC 284 venlafaxine 1indn 21% lugiiduimanvalaimasuuy EM
o & o . o &

uaziANau 70% ludiiduwanvalaimesuuy PM d1 AUC 289 ODV LRNA% 23% uaz 33%
Tugdwnavelawesuuy EM uadlugnidwwanvalamasuny PM awsau (g Ujasen

1 { { [ 1 1
sEr198 81aw 9 Nannnsaazdnluladnfinadasn Venlafaxine)

® Metoprolol

\fial¥ venlafaxine (50 adn3u nn 8 F2las 1uamn 5 34) $9urU metoprolol (100 dadn3u
nn 24 F2lu9 iluinan 5 3u) luoraadnsgunndlunisdinsd jisomandsaaueaas
fwsuen 2 TiadnarinliiAuTEaUAN TR D09 metoprolol luidaalasyszanas 30%-
40% lagflifnsasuudssszauanududuludonuas O-hydroxymetoprolol @a1dusns
wenvalavndgninangsingm nnnsdnsluealnIgINING WU Venlafaxine 11
TtalunsaannuanlaRauadsn metoprolol aAad 59 bNTILHIANNFNANUTNIIAERN L UHE

A o e @y o Aa ' o v A wn
vasnsfuduitlugiolsnanudulafiags metoprolol lavilvinisiasuudasgmanianig

14



LPD Title: Venlafaxine

LPD Revision No.: 13.1

LPD Date: May 06, 2022

Country: Thailand

Reference CDS ver: 35.0; date: June 09, 2021

o & . A A eaa =~ v A
LARDTINUFAIRGIVDYN venlafaxine n39 ODV sﬂdLﬂua’TSLﬁJ@nUﬂvLa'ﬂ UYNINNLNRDTINGT AT

32393 M venlafaxine 373U metoprolol

® Risperidone

Venlafaxine LWuf1 AUC 184 risperidone 32% ue ldinlafinsilfauwutlasasndinasande
oA Q/ & . . g

AUMANTANILNATIAUAINATVBINITOANONTNINUA (risperidone TIUAY 9-

hydroxyrisperidone) &4 ldnTufisanuinsdamynisadinuasl et

® Diazepam

. = ' e a 6 & . .
Diazepam vl,wma@aqmawmmomamaumammmm venlafaxine LLae ODV venlafaxine
laifiuad pAUANTANIINFTIAUAITATUASLATTNAAINATVOI diazepam UAZ

. A €¢:l'¢:l ng o A
desmethyldiazepam <3 Wuasiuany avlaﬂﬂili]ﬂﬁﬂﬂd LNRDTINEN

® Lithium
Qmauﬂaw}dmﬁ‘ﬁ’ﬂauma@lﬂuﬂ’l’sz steady state U84 venlafaxine ez ODV "L&igﬂmzﬂu
\al# lithium 573628 venlafaxine "L&iﬁwa@iaqmauﬁamamé‘mauma@{maa lithium (9 19

= :{ 1 1
NZ]ﬂﬁﬂaizﬂﬂﬂizﬁ’lﬂﬁ')%ﬂa’ld)

o giidunuls@ulunanaangs

venlafaxine aunulds@ulunamangaldligs @uanlusduluwaiaan 27%) asnu 3vhiana
' [ . o o, A vo A A o o A Y ° o
N3 venlafaxine  nugtheflatupaueg@sdunulusdulunasanlags azvilwaa

SINE NS AN auuuslugﬂ ARICLNNDW

o mﬁgmumuﬂa% Taa Cytochrome P450 isoenzymes

msnmuasliiiugn venlafaxine Wwasudstewlssl CYP2D6 fidaudnisamn (relatively
weak inhibitor) venlafaxine i fnasussiawlasd CYP3A4, CYP1A2 uaz CYP2C9 lunaaa
naaas (in vitro) Tefimstudulasuanisdnslusnsnie (in vivo) fuenea'ludl: alprazolam
(CYP3A4), caffeine (CYP1A2), carbamazepine (CYP3A4), diazepam (CYP3A4 LU & ¢
CYP2C19) Loz tolbutamide (CYP2C9)

{ { [ 1 1
o a9 nawsatduldlaindnanasn Venlafaxine
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nyzuawnsLUasnuasuas venlafaxine Tusrsnarinian el CYP2D6 waz CYP3A4 du
I%QJ" venlafaxine gmm’mavlasﬂm cytochrome P450 enzyme CYP2D6 \iu oDV %delu
mimmuavl,aﬁﬁﬁqw%irmmé’ﬁwm ganaulad cyP3as 1lunsruaunsseadafisuny
CYP2D6

PNNANRLLEILA% 3 CYP2D6:

A a L% Aa o & 6 1 [ . AR
wWadnslenndnagugtanlay CYP2D6 39uNU venlafaxine 813aanN1ItuALaRTUUDIEN

. ! @ v @ . A X

venlafaxine "lﬂl,flu, obhV aamalﬂmmwmumaa venlafaxine luﬂi‘;LLaLaa@LW&I“U%LLa:m’]&I

v o & . d a5 o A < ,
WNTWUDI ODV aaad Nd venlafaxine waz ODV Lﬁumiﬁﬁqmmamammnmg} ORNSY
FdudastsuilfsuamiastlainIlT venlafaxine SINNUENARNALULILAW L] CYP2D6

snfidnagusiawlml CYP3A4:

Wafnsldenidnadusaiawls CYP3A4 $1urU venlafaxine anatuszeiuved venlafaxine
waz ODV lunszumifan (9 Ypn3a15zninean) Tz vz sad e lden
venlafaxine TIufUENAiinagusiawlml CYP3A4

PNINANANAE UL 53 CYP2D6 Las CYP3A4:

o (=) =S = v . ' [ A YA v & & 4

g9l IAnw1A9nN1Tl e venlafaxine saunusnNa a1l ladnduasuganian
A o A . '

CYP2D6 uaz CYP3A4 Gdiilulan lainanilalsnisiuaiualadean venlafaxine agndbsnena

R1UITDNAIANIDLLAIIAINT NI TN IINN WAL TN RN UTZa U venlafaxine TunszuaLAa0

NIz R bz 19T aid alTen venlafaxine saunusITlafa NN R HanR I BAULU L

& < g
L T NIR DI

o nssnulagnmannluanaaa i
Y EVERT ayanandiing urad bR nlsElomilunssnen lagnisvinlvanals lWwisaununs

N8 venlafaxine

¢ UHNFusznIveIazHaN 1Rl iANS

ﬁﬁm’mﬂ’mﬁ@Namﬂmomnmsmnmms PCP a8z amphetamine 1%ﬁﬁﬁ’]’]$ﬂﬂdl}§ﬂ’lﬂﬁ
JuUszn e venlafaxine A283TN1IATIAAL immunoassay Lﬁaomnmsmnaauﬂ&iﬁ
AMNIUNIZLANZ Nﬂﬂ?ﬂﬂ?dﬁﬂ’]ﬁ]Lﬁ@]‘llzuvL@TLLﬁ/’j’mﬂq@]§ﬂﬂi$ﬂ’]%ﬂ’] venlafaxine WANHIW
msmamﬁaﬁuﬁuwaﬁm gas chromatography %38 mass spectrometry 14130 LLYN

venlafaxine 8an31n phencyclidine (PCP) LLaz amphetamine
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NARDANEINITO LBNIIDUDLIBN RS w%amuqum%aa%’nsna

venlafaxine lifinadanathnuluminiugumsiafenlnl anuiud wiengdnssuniduden

L= { [ { Agl a
Tuanaadasnfiguawd  adwlsfianuefeangnideiadszamaraaaanuauinluniy

@ A a A o A . o & L7 =S e %
(ﬂ(ﬂﬁ%l’i} nl13Ina “aa mesl,umsmaauvlm (motor skills) A% gﬂamomsszmsmo

LAEINUAMNURINITD MNNTTLTLIUNIR LS I mquLﬂ%ﬂﬁﬂﬁﬂaﬁmaﬁaslﬁl,ﬁ@é‘umm

1 ¢
2113 LN s ae

U5 ldNsdszasdanenfsuwnauszuueielzaas3nsme (System Organ Class [SOC])

LRZHNIAANNDVBIRAN ﬂdﬁﬂ?iiz%’hdﬂi&‘ﬂﬂ’h@h §N &I’Wﬂ?ﬁ@l{ﬂﬂiLLW‘ﬂﬁT

(Council

for

International Organizations of Medical Sciences [CIOMS]) TN ANNEIAUANNINYUIINT

NITAN LTﬁa@aom zﬂmwia:%m@mmﬁua:swu 9ISV TN

STUUBNEIE | WulaaNn nuLiag wulsdday Nuttas NUTaENN Tansruanad
20939M8 | 21/10 21/100 21/1,000 B9 21/10,000 09 <1/10,000 (laigansn
19 <1110 <1/100 <1/1,000 szanaens
[y} [ A
laondayan
I ]
Hosl)
u
aNnuRaUnd n’l’JzLLﬂ‘SKLIEIVL‘Ii@TﬁaEI MzinaaLian
A . \§ ° ' a
NITEUULRDN (agranulocytosis) @1nnUng
wazLAaes laaawanlanszgn | (thrombocytop
8 (aplastic anemia)*§ enia)*

mMzwiadialaeann

a9i@  (pancytopenia)’®
=3 =) a

MIzdalianunTie

I lasiadn

(neutropenia)*§

ANMNHAUNG n’rsLW\TLLUU‘guLm
NNTEUY (anaphylactic
nilduns reaction)’
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STUUBI8IE | WULasNIn nulay wulsitasy WUty Wuhagan Tainsruadnan
20939My | 21/10 21/100 21/1,000 B9 21/10,000 019 <1/10,000 (laiananan
9 <1110 <1/100 <1/1,000 seanmnis
o ) A
laondayan
~ 1
HNat)
u
ANuRaUnG nQuannnswaanns%éﬁ prolactin 11
' o o o A A X o«
ndanlivia Fa5luudIunisTy SLUINTEY Sy
Taaaz ldwnnzay
(inappropriate
antidiuretic  hormone
secretion)*§
ANNAaUna ANBLNN Taaoulwiaadn
NHLUA VDR AIRTRARI (Hyponatremia)*
=S
TuLazANIL
Tawwing
anuRaUnd | wewlinau HunRadnd aglunﬂa: 211134 a (delirium)’S
934 NILIWBATIINY FURU  21NNT
ANNADINIT ﬁawdﬂu
NIILNARARI (mania)
nyzRunszany | nmaglalda
1 =
nwsﬂuussqq@ wike
FALDANTILNA (hypomania)

(anorgasmia)

qﬂaniﬂana
(depersonalizat
ion)  Uszan
waaw AN
HaUn@uainig
=

fyyagasan
MTUAWNANY

(Bruxism)

asNalasm

(apathy)
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STUUBI8IE | WULasNIn nulay wulsitasy WUty Wuhagan Tainsruadnan
2a99ny | 21/10 21/100 21/1,000 D9 21/10,000 019 <1/10,000 (laigansn
9 <1110 <1/100 <1/1,000 seanmnis
[y} [ A
laondayan
~ 1
HNat)
u
anuAaUnd | thadsw:’ Tuss | maeli@an ﬂmaﬁﬂﬁagu AzauliniUszasd NgNVBINI
.= L o & aa & A
N9IEUY $219% (akathisia) nauLie Pneifaduluzwie | waanlwilay
dszan 0Nk M | NIEan Un@ (neuroleptic | W'laasle
(paresthesia) (myoclonus) malignant syndrome)*§ (tardive
myivsafiaUnd | anaRadndlu | nduenadlilndu dyskinesia)’
(dysgeusia) AINTIAT (serotonin syndrome)*§
anuAaUn@le | aNTn  (convulsion)
MINILANMT 21NN IV
Uszanuuns | nauika (dystonia)
A .
waRawlng
= A
a1nsinda
WA
(dyskinesia)*
ANMNHALUNG NNTNBIIAY m’a:ﬁaﬁuuﬁuﬁ@
N1961 UAWIEd Al WEUWAY S
HaUn@uadInig
LWINBY
(accommodatio
n disorder)
Eli’l%@]’l‘l]il’lil
(mydriasis)
aNuAaUNG waa’
mmua:ﬁaa
wiulu
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20939My | 21/10 21/100 21/1,000 B9 21/10,000 019 <1/10,000 (laiananan
9 <1110 <1/100 <1/1,000 seanmnis
o ) a
laondayan
~ 1
HNat)
u
ANNAaUna Az ladu Az laduiie
nwala 5HfaUna R TRATIBUTI
(tachycardia) (torsade de pointes)*§
lagu Az lanasansidn
(palpitations) SaRaUnd
(ventricular
tachycardia)*§ mne
#21aWDIaNILAULER
SEAD) (ventricular
fibrillation) s aawlnin
o Aa A A
mlandszuzfafien
(electrocardiogram QT
prolonged)* nae
nénutiteralaialn@
AnaNANULATIA
(takotsubo
cardiomyopathy)*§
aNnuialna ﬂaﬁuﬁhlaﬁmga ANNAUANINN
A o A '
luraaaifan 21 ITauL mMIdRurin

U (hot flush)

314 (orthostatic
hypotension)
anuaulaia

*

¢
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STUUBI8IE | WULasNIn nulay wulsitasy WUty Wuhagan Tainsruadnan
20939My | 21/10 21/100 21/1,000 B9 21/10,000 019 <1/10,000 (laiananan
9 <1110 <1/100 <1/1,000 seanmnis
[y} [ A
laondayan
~ 1
Hos)
u
ANNAaUna wigladgun viattaludaaaniay
PYAINILA (dyspnea)’ (interstitial lung
1 ' s alad
mula N9 ANIAIINAU disease)® n11z8lad
N UAZHIb (yawning) Tudandaaunnin
NWNAITD Un@ (pulmonary
an eosinophilia)*§
anuRadnd | eauld  Uhnuns | vouRy anduu | Amzifenaan | audausniay
PYAINILA Hiagnn lumadn (pancreatitis)
23 Ralar]
(gastrointestina
| hemorrhage)*
aNuAaUNG nIAMI auaniay’s
YDIAULAY AueIay
a o a A ar
MaLanin@ AaUnd
aNuAaUnd | nMznadnia N 8InIRW | AR e Stevens-
MIRIAIS N (pruritus) 138 | (urticaria) W& | Johnson®  HuwWWEN
& A o ) Lk . Lo A & a A A &
wastiaiald | (hyperhidrosis) aanlua 334 (alopecia) | TfiafianGn dRLAS
TP S na9an WWomeanlddy | W8 wulaslada (toxic

(ecchymosis)
U3 lade
LRIV AIHINTE
(photosensitivit

y reaction)

epidermal necrolysis)*§
uasdlatadan
) g A o
(angioedema) ® WWUN
a aa A
YITUADINNN
dadnasy  (erythema

multiforme)*§
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20939My | 21/10 21/100 21/1,000 B9 21/10,000 019 <1/10,000 (laiananan
9 <1110 <1/100 <1/1,000 seanmnis
[y} [ A
laondayan
~ 1
HNat)
u
ANMNHALUNG mMaznauite MIRALAIVDI
2 o o & P
NMINTZQN fAadan nanutitaauazily
naNLhauas (hypertonia) Tolnadulu
& A
Wata Jaanz
4 o g
LNEING (rhabdomyolysis)
anuialna Jaanzdn ANENAY
malauas (urinary daszlaiag
N9LAL hesitation) (urinary
Taanae Tasnzlaiean | incontinence)
(urinary
retention)
Jaanizlas
(poIIakiuria)*
ANMNHALUNG nea MaziRaaaan
N9IEUY FUITOMNMY | duszrineseu
=\ s 6 . o =
GIIIS (IR Lei(erectile Uszdaan
LA dysfunction) N3 (metrorrhagia)*
wasiogd miﬁi:gmn
Haun@ (menorrhagia)
(ejaculation
disorder)
ANMNHALUNG aUA" MaziRaaaan
mlduaz daulnNaY lufaiilan
KRNIWVDI (asthenia) %12 (mucosal
UL q hemorrhage)’
°  Aa
Funiania
Tl
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STUUBIYIE | nulaswin nulay wulsitasy WUty Wuhagan Tainsruanan
20939My | 21/10 21/100 21/1,000 B9 21/10,000 19 <1/10,000 (laiananan
9 <1110 <1/100 <1/1,000 seanmnis
o ) a
Tavndayai
~ 1
Hos)
u
NNTATIIN RUNAA ABLARLADTER JeuzIaN
Y A wa i o A A a X A
wasl Judnns RN luifaalnnan \Ranaan
X .
gIUIUDU
=3 =
NNTLIALIY NITQNUANHIE
MIAans %n
WAz
AMzUNINGa
%IINNIIN
Aann3

* aaa 1] & o 1 o '
Ut lifsseadannldiumzynammedimholuama
Sanwhvasd fisnn liRedszsmdnnmgnisznnmmalasld “The Rule of 37

ADR = Ujfisen LNt szaedanngn

° HRIINNITNY AL

a = 1 c?d' ci 2 o v A A A 1
mmmummmmavl,ﬂu‘ﬂmmmaanummqwmwuw NIDNITAATUINYT KIANIADL ) A
YUIALIAY : hypomania IANNIIR NIZIUNTZNY AULAY FURYK WU MIRAL KIaNITUIURAL
Aalnd dawsa a1n139219%3 mmjﬁﬂﬁuﬁmﬁﬂu DauATHE 810NN mmsjﬁﬂmu 17a
Aswe Jannsnanutdunia Lﬁﬂ\‘ﬂu“ﬁ MIUTZEWIHLALRUQAUNWIDS BINTEY LA3aaan
U1nuirs 1ilaa71%13 Madtdy AALE 01138% NITNAILABLNWT DY LLa:mmé’uIaﬁmgo 7N
msﬁﬂmlwﬁ’;mauﬂflsﬁﬂmaaﬂgjmfm Wummiﬁl,ﬁ@a’mmwq@md’mlmyj‘higmlﬁa IRH
wioldldieslashidaslinisinm (@ awiasiuazisnislden uaz dndaniiiasuazda

o [y A & x> ~
A33239 N3 IT8) lumm:wm@;ﬂ'ﬁmmmuwmmmvlﬂl,m JI89UNLBINITINANNT

%q@mﬁ%ﬁmm LLazmoﬂ%'ommsmﬁi'lﬁmaﬁ@l,ﬁal,l,azigw,mvlﬁ

[ [3
o dilaan
laonialy anwomzuesanmylainitszasnvad venlafaxine (Jun1s@nsdsaneadfinndngs

q

A o = o P o A P oA )
auqufldsumnaan) luanuazioiu (01g 6-17 U) inlaunuinuluglng iswdnuly
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' ! ‘: L o a A X [
Iﬁﬁlﬁ‘ﬁy NWUINAINNUBEINDTIRITNANI WTAUNIA ﬂ’ﬂﬁJ@]%I&%(ﬂLWﬁJ“ll% LL&zIﬂL&ﬁL@QSQ&I%‘%ﬁJ

A & o A a ¥ o U v [ o 1
LNNDYW (2] mma%wLﬁmmwam‘ssma‘l%nﬁ‘l%m LLRS n”n‘s‘lmrﬂ%mnuaz'w?%)

= Ao Aaa & | R & A a 4 @ g

INMIANBITLNIARAN AN WU T IR IUTTadd fa anufanazainarans wanannit
' o [ T 4 . . .
fo9uieInueInsinIoInaiiindu uazlasianizlu major depressive disorder
0o v A & A @ ) & A

TonumMisaueningilu lasawizededs diwueinsldfadzasddaldly
Y =3 v [ v = =) o
Adaoian: daavias nizaunszne ewns lides a1nnikelien tiaadiianlna uazihae

T §
NRTULKD

1 14 a
MILBUYNNRTIUIA
Tum AN N IREIN N I UaEaINaaad WUAN LDy, Va4 venlafaxine tilaliennisthnyinny

\ A o &
45-90 LYNBIVUAFY q@mm:uﬂﬁ’lﬂuugw

‘lu;jﬂwﬁvl,ﬁ%'umﬁ'ﬂmﬁw Efexor XR lumsusziiunslgenluannsduaiinannisingn
2ANFAAA U989 2 Fufioeuiinmslasuginuneainadsunauwnfildonds g
wialdsaunuenan Qﬂaﬂﬁwﬁﬁuﬂizmu Efexor XR 6 N34 394NURIITUNN 2.5 NTW
Q”ﬂaﬂ'i']ﬂf:vL@TmTﬁ'umﬁ'ﬂmmwmmﬂuiiawmmaLLazﬂwué’avléflmvl&iﬁma"l;iﬁaﬂizaaﬂ%e]
pjﬂ’m‘é‘m']mﬁo%‘uﬂszmu Efexor XR 2.85 N3 ﬁi']ﬂmmf']ﬂﬂaaswaﬁﬁwmmfﬁné’uﬁa
Aevndvasuananuaiinealelasludnaauan

froauimsldivsfusmeediadounas 2 oaulunisdine Efexor XR lugilan
AMIEIANNIIA ;jl”ﬂ'smwmﬁa%’uﬂi:mu Efexor XR 0.75 NIU3IUNL paroxetine 200 AadnI
W8z zolpidem 50 UadNIW wudw;jﬂammﬁag’lumaz?iuﬁa sanTnFesIle uazdonn i
wawdntan fianldidnsunmainmean activated charcoal lulsswenuna waziuaaldlag
ladfina liRsdszaedla g Qﬂfm‘é‘mm%ﬁﬁuﬂizmu Efexor XR 1.2 N34 LAaa1N13128%
Ayweuuutwnans aanld Sahan wssfonnisieurunasununaslasuonAnuwe 5
T ;Eﬂ'mmmmﬂvué'ﬂﬁ wazlinuddymaufianzanzas

‘lumjwjﬂwﬁ"[ﬁ%’umﬁ'ﬂmﬁm Efexor luﬂﬂiﬂszl,ﬁuﬁauﬂﬁﬁwmaaﬂgjmm@ I7897% 14
TUNTIHNWIINT I TLENLABIWIAENIRDUNIUNIN LA 3L LAL7 9 B3 lesNTINALEeN
aunuAz/MIouaanagas MNuwraiaIwlrgiinetaInunITulsenin Efexor Tuauwasiy
Qq: ] 1 1 dl L a Y dl Qo

ninue linnihnaeihzessmemalslumssnsemadnd dile 3 ensudsemunle

mumgaa;@vl,ﬁ%'umﬂi:mm 6.75 N34 2.75 N33 WAL 2.5 N4 ;jﬂwnmmﬁuﬁ'ﬂ@”lmvlﬂﬁwa
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anaan giheduannlddanmsleg exnsnldiunenuinniigalugisniniefoansig
B {hefiTudsemu Efexor lu 2.75 niufionnitnaziia generalized convulsion 2 A33 uaz
~ J= S A A v 4 oa w OX a .

i aTc windwiu 500 msec (laifivuiud1Iudu 405 msec glapiian1zladiuaz
o & w o \ Aa 1 . . = . A o v & .
dndudasltnistiodiaauilu (resuscitation) f31s91winian1izralaiduisa (sinus

tachycardia) amaéau‘luﬂﬂamwﬁu 2 7Y

mﬂﬂizaumitﬁ%éﬁmiﬁwmaaﬂg«'@lm@ M3 bA3U venlafaxine tinwwialassiwlng ie
1 U [ 6 A a A a o‘t:ll A L% a

NUNITINALLEANETER Laz/MIBeNTRADY m']mmm@]'ﬂ'ﬁmﬂwumrmq@‘lumﬂ"ﬁmmu

2110 laun a1 aialadudy szaumsiindifouudas (@auddrsduanianiizlasi)

1 £ A A A [ o‘:i = =3 a A

AUMTENY TN LHZDUIYY UINLIWNSINULAAMIIEH P TITINTINTLNaN TR LSS

§ [ 1 . ‘3 a

2a9nau WAL la (L% QT interval #1739% LN@N1IE bundle branch block %38 QRS 817

J v Y . . . % Y v % a ;

A) 2 lALAUL5IUUY sinus and ventricular tachycardia Aladudn anuaulaiadn 813

R A Aa

IENAYU UATNIIFLTIG

6 v

ﬁnfmmmmiﬁﬂmﬁauﬁéﬁﬁgﬂaﬂuwum wudwmﬂ:ﬁ venlafaxine LABUWIA 81ALNLITDY

A

AUNILANANULREIVAINITLRETA® L;uaLﬁﬂuﬁ’umﬁmmﬂﬁe‘fiwﬂ%ﬂuﬂ&iu SSRI wagnI
LﬁaLﬁﬂuﬁ‘umﬁmmms?ﬁmﬂ%ﬂumju fricyclic MMIANHINIITZTLIAINELEAI LA LAWIN
@y Ao (% . = o A ' | v A vo o %

Hihefinmeng venlafaxine uﬂaamammamimmmmmﬂfm;dﬂ'am"l,mumﬁm:mmﬂ
21 SSRI  USUNNNUANULREINANNAUDAINM I ROTINTIL T UNANINNAN VLT WA BINNNNT
1690 venlafaxine LABUWIAT LT LUTALA fﬁamﬁmﬁ'uﬁ'ﬂwmzmaamwaa;Eﬂ'mﬁ'l@‘ﬁ'umi
JNA8 venlafaxine AIIRIINY venlafaxine luﬂ%uwmﬁﬁamﬁq@ﬁﬂhmmmﬁ'ﬂmgﬂw"lﬁﬁ

WNRAANULREITRINTITa AN

o A °
®  NMIINBINUBEUN
ATl M ITNELLUYTEAUYTEABY LAzMIINENANEIMING g 1 89ATI19IAIRIZNIILAY
Va9Ra AR QI TN (vital signs)
A A A o @ . o Y a
Wadanugesuesnmadan hinsvilneniew

{ o =

mﬂ%ﬂ’]iﬁ’mﬁaﬂﬁﬁﬁﬁﬁﬁuﬁﬁﬁ'amﬂ%'uﬂizmumﬁ%aluﬁﬂaﬂﬁmummia%i

M3k activated charcoal p1dnan1Igaduveden
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AT forced diuresis, dialysis, hemoperfusion LLa& exchange transfusion lidapazifia

sz lemt
laiwuindznIuinewad venlafaxine NLANIZIAN229

9N o A
Qmﬁa\lﬂmﬂ’l\‘ltnﬁ%‘lﬂﬂ’l

. = [ v Aa o A A A A o A o
venlafaxine L‘]_]uﬂ'TSﬂ']‘_‘ﬂﬂqﬂqsLﬂSTﬂNI@S@@SW@T%@I%N‘U@VLNNQQWNLﬂﬂ']?lﬂ\‘]'ﬂ’]\‘]laﬂl]ﬂll 8|

INBINIATITH tricyclic %38 tetracyclic IogNINWIAMINANTRADY 9

£
e nalnnsaangnd
~Sa o . { % o A =
nalnluniseangnisnsenauainves venlafaxine lunusdinsidasnumaiugnivesans
' . . : . 4
Favszanluszuudssamaiunais lunsdnm preclinic WU11 venlafaxine Waz ODV i
fsanva lavinan Lﬂm‘ﬁﬂ'uﬂ'aﬁﬁwagmmeiamsgw’ﬁmé’u (reuptake) W84 serotonin LAz
norepinephrine #ana1n% venlafaxine ﬂ'aﬁwaasj'ma'au‘lumiﬂ'uﬂ'ami@@%mﬁwaa
dopamine @28 M3Anludainasauaadliiinii erlungu tricyclic antidepressant 813
nlAn1snauauas vad B-adrenergic receptor anadiiialhenatnidaiiiosny lun19asenis
414 venlafaxine waz ODV AANNIAALAWEY V89 P-adrenergic receptor Nalilalien LNeIATI
A ) a o A o ) o & o @ v i p=
WWenadiadouwaw uazilalienluszozeni nasgrenasianarinliaialedn venlafaxine &
{ a a - { ] . A

szzIaNeTuaangnd (onset of activity) 1153091 venlafaxine Laz ODV Jananiaves

qnale pyINdanIgadunaurasansielzanlnaifsaiuun

venlafaxine uwaz ODV lifiaanusay (affinity) ag19dvediany lun1ssunuealsusiia
muscarinic cholinergic, H,-histaminergic %38 o,,-adrenergic lunsdnelunasanaaas t]"n’ﬁf
MINFTINEAgITLmEH Sanaigitesiunadis g va9nan1e anticholinergic Navinlw
AAaINIEIL wanadasruuialanasnaaaiden Anuduidsatulufisangnidesa

Uszamnang
. ' A€L o & & . .
venlafaxine vL&J&JE]V]ﬁ UM UL 153 monoamine oxidase (MAO)

o avmuldnniale
=< Ao a i a A o R | a i
lunsfinsn QTe  wwnzidufiunsedsasiBuaituluaisadasigunnd  wud

. 1o v . & =< AA o aa A
venlafaxine VLNV]’IEL% QT interval &I’]’]%’W%"ll%"ﬂ%ﬂd"ll%ﬂ@“ﬂM%f;lﬁ']ﬂf].luﬂ']dﬂa%ﬂl@] § NUWINEN

450 dadnsunu (leglafawias 225 TadnTu IuaaaIn)
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e ¥ 6
AMEANIANLNTTNAAHA
o dilhafiaglwanisBaain
p= A o A A A i . A Aa
UM IBuewnIlIzENDNaV89 Efexor XR (venlafaxine hydrochloride) Thauailganinisilaa
Usasmendaiiiasnwiduiiaiuiu (extended release capsules) lumssnsainsguiai u
= Aa a A o o o <& o
gasnsdnsfidnisaigy wazsiSoufisuniunsldiween laglginluszszauuscldma
{ | o Y . @y A % Aa o
17113014 (flexible dose) lugtruuanglnajdsidinmainisiiasguvas DSM III-R w3a

DSM-IV §1%3U major depression %38 major depressive disorder

msfnsudung 12 dlewiild Efexor XR Tuawia 75-150 Sasnsu/i (diafsuesawa
slm”lugﬂ’;ﬂﬁifmlumsﬁﬂmamuLflu, 136 Saansu/in) wazmydnwnilunm s slaiild
Efexor XR lununa 75-225 Aadnsu/in (@i'll,a'é"wawu’mslm"lmjﬂa sisulunsAn BRI
v 177 Ta8n3u/Au) uaaslniiuin Efexor XR ﬁwamﬁaﬂi’mflﬂfmmamﬁag}mn HAM-
D total score, HAM-D Depressed Mood Item, MADRS total score, CGI severity of lliness
scale a¥ CGI Global Improvement scale 1uﬂ’liﬁﬂw’lﬁdﬁadﬁ Efexor XR 1ﬁwaﬁlaﬂ’i’lm
naanagafiti Ay msuTasunidaas HAM-D 320119 anxiety/somatization factor,

cognitive disturbance factor LL8s retardation factor LBWLAEIND psychic anxiety score

@ o A = > @ 1 = [ .

e msnaumiunIamsnautdunlnsvasann1s@aasT (Depression

Relapse/Recurrence)

=S Y =< v d' Y d‘ 1 1 o
mydnlugihsansfuaindudiheuandineusuasde Efexor XR luizniemsinm
T29auuuuLda (open label) 1uiaan 8 sUaR LLa:VL@T%'umsajul%”L@T%'u Efexor XR #3881
naan daluldn 6 1aw wud da3 M INauRUTY (relapse rate) 28381 1ITUIATLUETBN
1630 Efexor XR dninguildiuenaan

msﬁﬂmwﬁamsﬁﬂmlugﬂ'sﬂmmi;i?uLﬂ%“ﬂﬁl,ﬂu;jﬂuﬂuaﬂé‘émauauaa@ia Efexor (Ul
284 venlafaxine finmsvaadsadrenriud) lusznitemasnesasdusuuiia (open label)
a6 dla uazlasumsgulwaimsinumd daonsli Efexor wianaan daludn
12 1ean wuin eanrsnauLdulna (recurrence rate) °11a<1mmiﬁ'ﬁul,m”ﬂmjﬂ’mﬁ"lﬁ%'u

Efexor ﬁwndwmjuﬁ"[ﬁ%’ummaﬂ
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X A A a [
¢ ihafidain1Iannila
a A o KR A A > a > = nl'nl
finstiugunailse@ninauas Efexor XR uadya lumssnsnziannidalu 4 Msansig
= A [ o =2 o ) o oy A o &
msmqui@]zlmszzmmzmﬂumﬂ"nmmaﬂ MIANBIAINGT msl,u;dﬂwuaﬂmmmmm
ana a o v . . . 2 ' 2
N1IbIRLVRY DSM-IV KR1ATU generalized anxiety disorder F9laifiansfBuiai
= =2 A A & = & AX =2 = 2
InsuaasdiUseindnaseazauaad Efexor XR lun3@nundil sasmsdnsidunnsdnu
Tuszoziian 8 slanilasls Efexor XR 1u1una 75 150 way 225 SadNTNAK UAZUWA 75
A a o o a =2 = = (% & A
way 150 AadniuAn  wazludngasmsanedunisdneluszoziian 8 slankusndaln
U A U = =) L= L=
funilsrasmIdneszozagesnsanmnlasly Efexor XR luauna 75-225 Sadn3u/Aan
WRSUUIA 37.5 75 AT 150 RaaNITN/AK LARZNIANEINEMIANIALFAILALAWIN Efexor
XR fnamitaninenviaen athees 5 a8 ludatietiUsz@nTua (efficacy scale) da b
HAM-A total score, HAM-A psychic anxiety factor, Hospital Anxiety and Depression anxiety
subscale waz CGI Severity of lliness scale 3uN9 L% HAM-A anxious mood item L&z tension

item

gadluaNIANEN R Inda lanhe 6 Leaw NMIANUINIFaIHLT Efexor XR luaua 75-225

NANTU/AAW LAZUUIA 37.5 75 WAT 150 UARNTNAW NANIIANBLEAIALHAWI1 Efexor XR

2y &)

NaLilanitonnaanls HAM-A total score, HAM-A psychic anxiety factor, HAD anxiety

factor WLz CGI Severity of lliness scale N9l HAM-A anxious mood item

o Ismannonatiiaindsan (lsanalinisiandiaa)
ladnstngwiilszansuavay Efexor XR waLas fnsumInenlindannanatialtngIay
X% s = d' d' 1 > Y = a v n:l' 6 VN 1 a
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