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(Propafenone HCI 150 mg or 300 mg per tablet)
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Prophylaxis and treatment of ventricular arrhythmias.

Prophylaxis and treatment of atrial fibrillation and flutter.

Prophylaxis and treatment of paroxysmal supraventricular tachycardia (PSVT)
associated with disabling symptoms.
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The Physicians’ Prescribing Information has been updated as follows
(additions appear as underlined text and deletions as strikethrough):

Mechanism of Action

In over 90% of patients, the drug is rapidly and extensively metabolized by the liver with an
elimination half-life from 2 - 10 hours for extensive metabolizers and from 10 to 32 hours for poor
metabolizers. While there are 11 metabolites accounting for 90% of the administered dose, the
major one is 5-hydroxy- propafenone which is as active as the parent drug but present in the
plasma in considerably lower concentrations than propafenone.

Adverse Reactions

Reactions from Clinical Trials or Postmarketing Surveillance

The clinical adverse reactions that occurred in at least one of the 885 patients receiving propafenone
hydrochloride SR (sustained release formulation is not available in Israel) in five phase II studies
and two phase III studies are shown in the Table below. It is expected that the adverse reactions
and frequencies for regular release formulations would be similar. This table also includes adverse
reactions from post-marketing experience with propafenone. The reactions considered at least
possibly related to propafenone are displayed by system organ class and frequency using the
following convention: very common (=1/10), common (= 1/100 to < 1/10), uncommon (= 1/1,000
to < 1/100) and not known (adverse reactions from post-marketing experience; cannot be estimated
from the available data). Within each frequency grouping, adverse reactions are presented in order
of decreasing seriousness when the seriousness could be assessed.

MedDRA System Organ Class | MedDRA Preferred Term Frequency
Blood and lymphatic system | Thrombocytopenia Uncommon
disorders

Agranulocytosis, leucopenia, | Not Known

granulocytopenia

Immune system disorders Hypersensitivityl Not Known

Metabolism and nutrition | Decreased appetite Uncommon

disorders

Psychiatric disorders Anxiety Common
Confusional state Not Known
Dizziness” Very Common

Nervous system disorders Headache, dysgeusia Common
Syncope, ataxia, paresthesia Uncommon

Eye disorders Vision blurred Common

Ear and labyrinth disorders Vertigo Uncommon
Cardiac conduction disorders”, Very Common

palpitations

Cardiac disorders Sinus bradycardia, bradycardia, Common




tachycardia, atrial flutter

Ventricular tachycardia, Uncommon
arrhythmia
Ventricular fibrillation, cardiac Not Known
failure*
Vascular disorders Hypotension Uncommon
Orthostatic hypotension Not Known
Respiratory, thoracic and | Dyspnea Common
mediastinal disorders
Gastrointestinal disorders Abdominal pain, vomiting, Common
nausea, constipation, dry mouth
flatulence uncommon
Gastrointestinal disturbance Not Known
MedDRA System Organ Class | MedDRA Preferred Term Frequency
Hepatobiliary disorders Hepatic function abnormal’ Common
Hepatocellular injury, Not Known
cholestasis, hepatitis, jaundice
Skin and subcutaneous tissue | Urticaria, pruritus, rash, Uncommon
disorders erythema
Musculoskeletal and connective | Lupus-like syndrome Not Known
tissue disorders
Reproductive system and breast | Erectile dysfunction Uncommon
disorders
Sperm count decreased® Not Known
General disorders and | Chest pain, asthenia, fatigue Common

administration site conditions

1 May be manifested by cholestasis, blood dyscrasias, and rash.

2 Excluding vertigo.

3 Including sinoatrial block, atrioventricular block and intraventricular block.

4 An aggravation of preexisting cardiac insufficiency may occur.

5 This term covers abnormal liver function tests, such as aspartate aminotransferase increased, alanine

aminotransferase increased, gamma-glutamyltransferase increased and blood alkaline phosphatase increased.

6 Decreased sperm count is reversible upon discontinuation of propafenone.
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