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Systolic Heart Failure

- Treatment

Adapted from Jessup M, Brozena S: Medical Progress: Heart Failure NEJM 2003;348:2007-18

Stage A | Stage B | Stage C

Consider multidisciplinary team

Stage D

l Hospice
VAD, Transplantation
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Revascularization, Mitral valve surgery
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Dietary sodium restriction, diuretics, digoxin, nitrates, hydralazine

ACE-l and/or ARBs and BB in all patients, aspirin, Anticoagulants

ACE-l or ARBs in all patients, BB in selected patients

Treat HTN, DM, dyslipidemia, ACE-l or ARBs in selected patients
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(levodopa, carbidopa and entacapong) tablets
THINK LEVODOPA, THINK STALEVO
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(Carbidopa- Levodopa- Entacapone) 1298002 519'0% §5Nn
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Stalevo 04 May 201 |

Important note: Before prescribing, please consult full prescribing infor-
mation.

Pr pa/carbidopa/entacap
50/12.5/200 mg, 75/18.75/200 mg, 100/25/200 mg,
150/37.5/200 mg, 200/50/200 mg Film-Coated Tablets
Indication: Stalevo is indicated for the treatment of patients with Parkinson's
disease and end-of-dose motor fluctuations not stabilized on levodopa/dopa
decarboxylase (DDC) inhibitor treatment.

Dosage: Each tablet is to be taken orally either with or without food. One tab-
let contains one treatment dose. The tablets should always be swallowed whole.
The daily dose should be preferably optimised using one of the six available
tablet strengths

Usually Stalevo is intended for use in patients already receiving treatment with
corresponding doses of standard-release levodopa/DDC inhibitor and enta-
capone.

The maximum Stalevo dose, for the Stalevo strengths of 50/12.5/200 mg,
75/18.75/200 mg, 100/25/200 mg, 125/31.25/200 mg, and 150/37.5/200 mg, is
10 tablets per day.

The maximum daily dose of Stalevo 200/50/200 mg is 7 tablets per day.
Entacapone enhances the effects of levodopa. It may therefore be necessary,
particularly in patients with dyskinesia, to reduce levodopa dosage by 10-30%
within the first days to first weeks after initiating Stalevo treatment. The daily
dose of levodopa can be reduced by extending the dosing intervals and/or by
reducing the amount of levodopa per dose, according to the clinical condition
of the patient.

Contraindications: Known hypersensitivity to the active substances or
to any of the excipients, severe hepatic impairment, narrow-angle glaucoma,
pheochromocytoma, concomitant use of a non-selective monoamine oxidase
(MAO-A and MAO-B) inhibitor (e.g. phenelzine, tranylcypromine), concomitant
use of a selective MAO-A inhibitor and a selective MAO-B inhibitor; a history of
Neuroleptic Malignant Syndrome (NMS) and/or non-traumatic rhabdomyolysis.

References:

1e)
125/31.25/200 mg,
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Warnings/Precautions: Stalevo is not recommended for the treat-
ment of drug-induced extrapyramidal reactions. Stalevo therapy should be
administered with caution to patients with ischemic heart disease, severe
cardiovascular or pulmonary disease, bronchial asthma, renal, hepatic or en-
docrine disease, or history of peptic ulcer disease or convulsions, myocardial
infarction or ventricular arrhythmias, past or current psychosis, in the event
of general anaesthesia, extended therapy or when discontinuing treatment,
chronic wide-angle glaucoma.

All patients treated with Stalevo should be monitored carefully for the
development of mental changes, depression with suicidal tendencies, and
serious antisocial behaviour:

The doses of other antiparkinsonian medicinal products may need to be
adjusted when Stalevo is introduced in a patient not previously treated with
entacapone.

For patients experiencing diarrhoea, a follow-up of weight is recommended
in order to avoid potential excessive weight decrease.

For patients who experience progressive anorexia, asthenia and weight de-
crease within a relatively short period of time, a general medical evaluation
including liver function should be considered.

Stalevo may induce orthostatic hypotension.

Patients with rare hereditary problems of fructose intolerance, glucose-
galactose malabsorption or sucrase-isomaltase insufficiency should not take
this medicine.

Pathological gambling, increased libido and hypersexuality have been re-
ported in Parkinson’s disease patients treated with dopamine agonists and
other dopaminergic treatments including Stalevo.

Entacapone in combination with levodopa has been associated with som-
nolence and episodes of sudden sleep onset in patients with Parkinson's
disease and caution should therefore be exercised when driving or operat-
ing machines.

Stalevo should not be used during pregnancy nor while breastfeeding. Sta-
levo is not recommended for use in children below age 18
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Interactions: Symptomatic postural hypotension may occur when levodopa
is initiated in patients already receiving antihypertensives. As with levodopa/car-
bidopa, non-selective monoamine oxidase (MAQ) inhibitors are contraindicated
for use with Stalevo. These inhibitors must be discontinued at least two weeks
prior to initiating therapy with Stalevo. Stalevo may be administered concomi-
tantly with the manufacturer's recommended dose of MAO inhibitors with se-
lectivity for MAQ type B (e.g. selegiline HCI), the daily dose of selegiline should
not exceed |0 mg. Dopamine receptor antagonists (e.g. some antipsychotics
and antiemetics), phenytoin and papaverine may reduce the therapeutic effect
of levodopa. Patients taking these medicinal products with Stalevo should be
carefully observed for loss of therapeutic response. A control of INR is recom-
mended when Stalevo is initiated in patients receiving warfarin.

Stalevo and iron preparations should be taken at least 2 to 3 hours apart.
Stalevo absorption may be impaired in patients on high protein diet.
Adverse reactions: Psychiatric disorders: Insomnia, hallucinations, confu-
sion, nightmares, agitation

Nervous system disorders: Dyskinesia, Parkinsonism aggravated

Dizziness, dystonia, hyperkinesia

Cardiac disorders: Ischemic heart disease events other than myocardial infarc-
tion Myocardial infarction

Gastrointestinal disorders: Nausea, diarrhoea, abdominal pain, dry mouth, con-
stipation, vomiting, anorexia, colitis Hepato- biliary disorders: Hepatic function
tests abnormal Hepatitis with mainly cholestatic features Skin and subcutaneous
tissue disorders: Erythematous or maculopapular rash Urticaria, Skin, hair; beard
and nail discolourations

Renal and Urinary disorder: Urine discolouration

General disorders and administration site conditions: Fatigue, sweating in-
creased, fall, Weight decrease Neuroleptic malignant syndrome, rhabdomyolysis,
angiodema.

1. Israeli Stalevo Prescribing Information, approved by the Israeli MoH on September 2010. 2. US Stalevo Prescribing Information 3. Stacy M. The wearing-off phenomenon and the use of questionnaires to

facilitate its recognition in Parkinson's disease. ] Neural transm. 20 Jun 2010
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1. Antiarrhythmics: Propafenone,
Disopyramide.
2.Calcium Channel Blockers:
Verapamil, Diltiazem.
3.ltraconazole.
4, Terbenafine.
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1.NSAIDs.
2.Cyclooxygenase-2 inhibitors.
3.Rosiglitazone.
4.Glucocorticoids.
5.Androgens, Estrogens.
6.Salicylates (high dose).
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