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Treatment of symptomatic congestive heart failure.

Carvedexxon may be used as adjunct to standard therapy, but may also be used
in those patients unable to tolerate an ACE inhibitor, or those who are not
receiving digitalis, hydralazine or nitrate therapy.
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4. CLINICAL PARTICULARS
[.]

4.5 Interaction with other medicinal products and other forms of interaction
Pharmacokinetic interactions:
Effects of carvedilol on the pharmacokinetics of other medicines

[.]

Ciclosporin and tacrolimus:

[..]



Furthermore, there is evidence that CYP3A4 is involved in the metabolism of carvedilol.
As tacrolimus is a substrate of P-glycoprotein and CYP3A4, its pharmacokinetics may
also be affected by carvedilol through these interaction mechanisms.

Effects of other medicines and substances on the pharmacokinetics of carvedilol

[.]

Alcohol: Alcohol intake is shown to have acute hypotensive effects which may augment
the blood pressure reduction caused by carvedilol. As carvedilol is soluble in ethanol, the
presence of alcohol could affect the rate and/or extent of intestinal absorption of
carvedilol. Also, carvedilol is partly metabolized by CYP2E1, an enzyme known to be
induced and inhibited by alcohol.

Grapefruit juice: Consumption of a single dose of 300 ml grapefruit juice results in a 1.2-
fold increase of the AUC of carvedilol in comparison to water. While clinical relevance is
unclear, patients should avoid concomitant intake of grapefruit juice at least until a stable
dose-response relationship is established.

Pharmacodynamic interactions:

[...]

Non-dihydropyridines calcium channel blockers, amiodarone or other antiarrhythmics:
The combined use of non-dihydropyridine calcium channel blockers, amiodarone or other
antiarrhythmics with carvedilol can increase the risk of AV conduction disturbances (see
section 4.4).

[.]

Beta-agonist bronchodilators: Non-cardioselective beta-blockers oppose the
bronchodilator effects of beta-agonist bronchodilators. Careful monitoring of patients is
recommended.

4.6 Pregnancy and lactation

Pregnancy
[...]

Animal studies demonstrated effects on pregnancy, embryonal/foetal development,
parturition, reproductive toxicity and postnatal development (see section 5.3). The
potential risk for humans is unknown.

[.]

4.7 Effects on ability to drive and use machines

[..]

This applies particularly when starting, dose increasing or changing treatment and in
conjunction with alcohol.



4.8 Undesirable effects
(a) Summary of the safety profile

The frequency of adverse reactions is not dose-dependent except for dizziness, visual
disturbances and bradycardia.

[.]

Psychiatric disorders
Carvedilol may cause hallucinations.

Cardiac disorders
Sinus arrest may occur in predisposed patients (e.g., elderly patients or patients with pre-
existing bradycardia, sinus node dysfunction or atrioventricular block).

Skin and subcutaneous tissue disorders

[...]
Hyperhidrosis.

4.9 Overdose

Symptoms and signs:

In the event of overdose, there may be severe hypotension, bradycardia, heart failure,
cardiogenic shock, sinus arrest and cardiac arrest.

[..]

D'INION) 'MIN'VAN YT'NA NINNA DNIAND DADTYA .2022 "anana DTV PXY 17y

((n1IT8a

9NN YNNYN 1¥D .3
[..]

NNT NPO9N L,'O'R POIT :NIKAN NIYOINN Y'OIN7 NI7I7Y ,ANI' DIaa [1' Niyva N701 DX
AXIP ,NINN0 ,(XIV IX TINNA 'O'K 791TN 1AW 2x¥n ,Sinus arrest) on'on Ni7?'wo v
.N9N NI9"Y IN D'OIXOX ,NN'W]

[...]
IXIYT NIYSIN 4

[.]

N2 7Y I TNY IR X9 T 719 ,NINADN NNIMNA NIYDINAN NI IX NNX NYSINa

071N

,0190 ,[NAN 7U NMIRND NIN'O] (71707 0'712' D'IN'0N) MMM NN NN @
.(NY"12 Ik nn'wia 'wi? oMt n7217vn ,n9ni D' NoOWN




.N7'NAI NYTN ,NN'WI IXIP2 D700 ATRA DPAND o

IX TINND 'O'X 791T 07710 D'IN'oN -Sinus arrest) on'on NIT'YS 7w NIt Nj70O5n o
N717V NYOINN .NN'WI AXIPI 91T DIXRXI' NI9'Y ,MININO0 WANNY PN .(INN'XY
270 2¥pP2 NNNKR NI'van 0172100 D'WINA IX 65 72 7un 0'waka TN wnnng

[...]

:("yaj DV NINDYY NIYOIN) AYIT 'K NINDYY 'RI7 NIYSIN

.NNITY NIDI0 Y752 0'7910N2 NDIO I'0 NINNDNNTZ DNA? N217Y NN e

.N9NNN NX 07010 0'7910N2 NIFTA 72V D'NIPT 190N D' e

NN2AIN NYTN e

[.]



