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Movement disorders, associated with organic central nervous system conditions, e.g. Huntington's chorea,
hemiballismus and senile chorea.
Moderate to severe tardive dyskinesia, which is disabling and/or socially embanassing. The condition should be
persistent despite a switch to atypical antipsychotic medication and/or reduction in dosage of antipsychotic
medication, when withdrawal of antipsychotic medication is not a realistic option.
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43 Contraindications

(...)

oxidase—inhibitor (MAOD(see—Sections—4-4—and—4-8)- Taking a monomine 0oX
(MAOI) (see sections 4.4, 4.5 and 4.8)

¢ Impaired hepatic function, Child-Pugh-elassSte9.
Used . . i . » .

+Pheochromoeytoma

. g idase inhibitor

44 Special Warnings and Precautions for Use

In the treatment of chorea the dose of tetrabenazine should be titrated to determine the most appropriate
dose for each patient. When first prescribed, tetrabenazine therapy should be titrated slowly over several
weeks to allow the identification of a dose that both reduces chorea and is well tolerated. If the adverse
effect does not resolve or decrease, consideration should be given to discontinuing tetrabenazine

Once a stable dose has been achieved, treatment should be reassessed periodically in the context of the
patient’s underlying condition.

In vitro and in vivo studies indicate that the tetrabenazine metabolites a-HTBZ and -HTBZ are
substrates for CYP2D6 (see section 5.2). Therefore dosing requirements may be influenced by a
patient’s CYP2D6 metaboliser status and concomitant medications which are strong CYP2D6 inhibitors
(see section 4.5).

(..))

Tardive Dyskinesia:
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Pre-synaptic dopamine depletion could theoretically lead to supersensitivity to dopamine. Tetrabenazine
is a central monoamine depleting agent which can cause extrapyramidal symptoms and theoretically
cause tardive dyskinesia in humans.

There have been cases of tardive dyskinesia with tetrabenazine reported in the literature and in post-
marketing; therefore, physicians should be aware of the possible risk. If signs and symptoms of tardive
dyskinesia appear in a patient treated with tetrabenazine, drug discontinuation should be considered.

Depression/ Suicidality:

(...)

Patients should be closely monitored for the emergence of such adverse events, and patients and their
caregivers should be informed of the risks and instructed to report any concerns to their doctor
immediately.

Dysphagia

Dysphagia is a component of Huntington’s disease. However, drugs that reduce dopaminergic
transmission have been associated with esophageal dysmotility and dysphagia. Dysphagia may be
associated with aspiration pheumonia. In clinical trials, some of the cases of dysphagia were associated
with aspiration pneumonia. Whether these events were related to treatment is unknown.

Neuroleptic Malignant Syndrome:

(.-.)

There is no general agreement about specific pharmacological treatment regimens for NMS.

(...)

45 Interaction with Other Medicaments and Other Forms of Interaction

In vitro-studies indicate that tetrabenazine may be an inhibitor of CYP2D6 and therefore may cause
increased plasma concentrations of medicinal products metabolised via CYP2D6, e.g. metoprolol,
amitriptyline, imipramine, haloperidol, and risperidone.

(...)

Concomitant Use of Neuroleptic Drugs
Adverse reactions associated with tetrabenazine, such as QTc prolongation, NMS, and extrapyramidal
disorders, may be exaggerated by concomitant use of dopamine antagonists.

(...)
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Patients Taking CYP2D6 Inhibitors

In vitro and in vivo studies indicate that the tetrabenazine metabolites a-BFBZHTBZ al -

DT—BZHTBZ are substrates for CYP2D6 G&&&eﬂ—she&d—b&used—when—addmg—%é—m%&bﬁef

she&}d—be—eeﬂs&defed The effect of CYP2D6 1nh1b1t10n on the pharmacokmetlcs of tetrabenazme and
its metabolites was studied in 25 healthy subjects following a single 50 mg dose of tetrabenazine given
after 10 days of administration of the strong CYP2D6 inhibitor paroxetine 20 mg daily. There was
approximately 30% increase in Cmax and an approximately 3-fold increase in AUC for a-HTBZ in
subjects given paroxetine prior to tetrabenazine compared to tetrabenazine given alone. For f-HTBZ,
Cmax and AUC were increased 2.4- and 9-fold, respectively, in subjects given paroxetine prior to
tetrabenazine given alone. The elimination half-life of a-HTBZ and B-HTBZ was approximately 14
hours when tetrabenazine was given with paroxetine. Caution should be used when adding a strong
CYP2D6 inhibitor (such as fluoxetine, paroxetine or quinidine) to a patient already receiving a stable
dose of tetrabenazine and a reduction in the dose of tetrabenazine should be considered. The effect of
moderate or weak CYP2D6 inhibitors such as duloxetine, terbinafine, amiodarone, or sertraline has not
been evaluated.

Other Cytochrome P450 inhibitors: Based on in vitro studies, a clinically significant
interaction between tetrabenazine and other P450 inhibitors (other than CYP2D6
inhibitors) is not likely.

System/organ

. Reactions
categories
Very common Common Uncommon | Rare (<1/1,00 Very rare Unknown
(>1/10) (<1/10 but (<1/100 but | 0but (>1/10,00 (<1/10,0000)
>1/100) (>1/1,000) 00)
Infections-and :
infestations Preumonia
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Blood & Leukopenia,
lymphatic Neutropenia
system
disorders
Immune Hypersensitivity
system
disorders
Decreased
Metabolism Appetite Decreased
and nutrition appetite
disorders Dehydration
Depression Agttation: Diserientation:
Psychiatric Anxiety, Anxietys Aggression Anger ;
disorders Restlessness, ~ insemnia; Suicidal ideation, | e HeSsRess:
Confusion Contusion. Suicide Sleep
Irrltabll.lty, e disorders.
Obsegsweco Nervousness,
mpulsive Sleep disorder
disorder,
Agitation;
Drowsiness: Parkinsonism Neuroleptic Adctas
Parkinsenismt  (may include Malignant Adkathista;
tmay-inelade balancing Syndrome Dystoniar
Nervous balaneing problems), Ataxia, Memory
system problems): Gait Tremor, loss;
disorders Fremeor-or imbalance/ Excess salivation = Dizziness
Exeess balance
sahvation: difficulty,
Sedation/ Bradykinesia,
Somnolence/ Dystonia,
Drowsiness, Lethargy,
Extrapyramidal Dizziness,
event, Dysarthria,
Insomnia, Headache
Akathisia
Blepharospasm Oculogyric
Eye disorders crisis;
Photophobia
. Palpitations Bradyeardia
Cardiac
disorder
Hypertension Postural
Vascular hypotension;
disorders Hypertensive
crisis.
Respiratory, Upper Pneumonia, Cough,
thoracic and respiratory tract  Dyspnoea, Pneumonia
mediastinal infection Bronchitis aspiration
disorders
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Nausea Diarrhoea, Dysphagia Dry mouth Problems
Vomiting, with
Gastro- Constipation swatowhie:
intestinal N&usea—. &,
disorders %fmfl'ﬂ‘g‘_ &
Pig
pati;
Diarrhoea;
~ oation:
Prey-meodth:
Heptaobiliary Increased
disorders ALT,
Increased
AST
Skin & Hyperhidrosis, Transpiration
subcutaneous Rash Pruritus
tissue disorders Urticaria
Renal and Dysuria Urinary tract
urinary infection
disorders
Reproductive Irregular Fregular
system and menstrual menstroal
breast cycle/amenorrhea/ eyele
disorders menstrual
disorders
General Fatigue Ecchymosis Malaise, Eatigue;
disorders and Pyrexia, Weakness;
administration Drug interaction = Hypethermia
site conditions
Weight decreased
Investigations
Injury, Fall Laceration, Drug Overdose
poisoning and Inflicted administration
procedural injury error Eall
complications
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Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product.
Any suspected adverse events should be reported to the Ministry of Health according to the National
Regulation by using an online form
https://sideeffects.health.gov.il/
and emailed to the Registration Holder’s Patient Safety Unit at: drugsafety @neopharmgroup.com
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