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Indication

Concomitant administration of
clarithromycin and ergot alkaloids
(e.g.ergotamine or dihydroergotamine) is
contraindicated, as this may result in
ergot toxicity (see section 4.5).

Clarithromycin should not be given to
patients with history of QT prolongation
(congenital or

documented acquired QT prolongation)
or ventricular cardiac arrhythmia,
including torsades de pointe (see
sections 4.4 and 4.5).

Clarithromycin should not be given to
patients with hypokalaemia (risk of
prolongation of QT-time).

Clarithromycin should not be used in
patients who suffer from severe hepatic
failure in combination with renal
impairment.

Clarithromycin should not be used
concomitantly with HMG-CoA reductase
inhibitors (statins) that are extensively
metabolized by CYP3A4 (lovastatin or
simvastatin), due to the increased risk of
myopathy, including rhabdomyolysis

Clarithromycin (and other strong
CYP3A4 inhibitors) should not be used
concomitantly with colchicine (see
sections 4.4 and 4.5).

Concomitant administration with
ticagrelor or ranolazine is
contraindicated.

Concomitant
administration of
clarithromycin and
ergotamine or
dihydroergotamine is
contraindicated, as
this may result in
ergot toxicity (see
section 4.5).

Clarithromycin should
not be given to
patients with history of
QT prolongation or
ventricular cardiac
arrhythmia, including
torsades de pointe
(see sections 4.4 and
4.5).

Clarithromycin should
not be used
concomitantly with
HMG-CoA reductase
inhibitors (statins) that
are extensively
metabolized by
CYP3A4 (lovastatin or
simvastatin), due to
the increased risk of
myopathy, including
rhabdomyolysis.
Freatment-with-these

contraindications




ghycoprotein-ora
strorg-CYPRP3A4
inhibitor.

Clarithromycin should
not be given to
patients with
hypokalaemia (risk of
prolongation of QT-
time).

Clarithromycin should
not be used in
patients who suffer
from severe hepatic
failure in combination
with renal impairment.

Posology, dosage &
administration

Colchicine:

There have been post-marketing reports
of colchicine toxicity with concomitant
use of clarithromycin and colchicine,
especially in the elderly, some of which
occurred in patients with renal
insufficiency. Deaths have been reported
in some such patients (see section 4.5).
Concomitant administration of
clarithromycin and colchicine is
contraindicated (see section 4.3).

Prolongation of the QT Interval

Prolonged cardiac repolarisation and QT
interval, imparting a risk of developing
cardiac arrhythmia

and torsades de pointes, have been seen in
treatment with macrolides including
clarithromycin (see

section 4.8). Therefore as the following
situations may lead to an increased risk for
ventricular

arrhythmias (including torsades de pointes),
clarithromycin should be used with caution in
the

following patients;

Colchicine:

There have been post-
marketing reports of
colchicine toxicity with
concomitant use of
clarithromycin and
colchicine, especially in
the elderly, some of
which occurred in
patients with renal
insufficiency. Deaths
have been reported in
some such patients (see
section 4.5). ¥
€ohecomitant
colchicineand

Special Warnings and
Special Precautions
for Use
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e Patients with coronary artery disease,
severe cardiac insufficiency, conduction
disturbances or clinically relevant
bradycardia.

» Patients with electrolyte disturbances such
as hypomagnesaemia. Clarithromycin must
not be

given to patients with hypokalaemia (see
section 4.3).

» Patients concomitantly taking when co-
administered with other medicinal products
associated with QT prolongation (see section
4.5).

e Clarithromycin must not be used in patients
with congenital or documented acquired QT
prolongation or history of ventricular
arrhythmia (see section 4.3).

In the event of severe acute
hypersensitivity reactions, such as
anaphylaxis, Stevens-Johnson
Syndrome, toxic epidermal necrolysis
,DRESS and Henoch-Schonlein purpura,
clarithromycin therapy should be
discontinued immediately and
appropriate treatment should be urgently
initiated.

HMG-CoA reductase inhibitors:
Concomitant use of clarithromycin with
lovastatin or simvastatin is
contraindicated (see section 4.3}
HMG-CoA reductase inhibitors:
Concomitant use of clarithromycin with
lovastatin or simvastatin is
contraindicated (see section 4.3).
Caution should be exercised when
prescribing clarithromycin with statins.
Rhabdomyolysis has been reported in patients

taking clarithromycin and statins.

Patients should be monitored for signs and
symptoms of myopathy.In situations where
the concomitant use of clarithromycin with
statins cannot be avoided, it is
recommended to prescribe the lowest
registered dose of the statin. Use of a
statin that is not dependent on CYP3A
metabolism (e.g.fluvastatin) can be
considered

In the event of severe
acute hypersensitivity
reactions, such as
anaphylaxis, Stevens-
Johnson Syndrome,

8




and toxic epidermal
necrolysis,
clarithromycin therapy
should be
discontinued
immediately and
appropriate treatment
should be urgently
initiated.

HMG-CoA reductase
inhibitors:
Concomitant use of
clarithromycin with
lovastatin or
simvastatin is
contraindicated (see
section 4.3) as-these
statins-are-extensively

these-statins—if
treatment with
clarithromycin cannot
be avoided, therapy
with lovastatin or
simvastatin must be
suspended during the
course of treatment.

Ergot alkaloids::

Post-marketing reports indicate that co-
administration of clarithromycin with
ergotamine or dihydroergotamine has
been associated with acute ergot toxicity
characterized by vasospasm, and
ischaemia of the extremities and other

Ergotamine/
dihydroergotamine:

Post-marketing reports
indicate that co-
administration of

Interaction with Other
Medicaments and Other
Forms of Interaction
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tissues including the central nervous
system. Concomitant administration of
clarithromycin and these medicinal
products is contraindicated (see section
4.3).

HMG-CoA Reductase Inhibitors (statins)

Concomitant use of clarithromycin with
lovastatin or simvastatin is
contraindicated (see 4.3) as these statins
are extensively metabolized by CYP3A4
and concomitant treatment with
clarithromycin increases their plasma
concentration, which increases the risk of
myopathy, including rhabdomyolysis.
Reports of rhabdomyolysis have been
received for patients taking
clarithromycin concomitantly with these
statins. If treatment with clarithromycin
cannot be avoided, therapy with
lovastatin or simvastatin must be
suspended during the course of
treatment.Caution should be exercised
when prescribing clarithromycin with
statins. In situations where the
concomitant use of clarithromycin with
statins cannot be avoided, it is
recommended to prescribe the lowest
registered dose of the statin. Use of a
statin that is not dependent on CYP3A
metabolism (e.g.fluvastatin) can be
considered. Patients should be monitored
for signs and symptoms of myopathy.

Effect of Clarithromycin on Other
Medicinal Products

There have been post marketing reports
of hypoglycemia with the concomitant
administration of clarithromycin and
disopyramide. Therefore blood glucose
levels should be monitored during
concomitant administration of
clarithromycin and disopyramide.

Oral hypoalycemic agents/Insulin
With certain hypoglycemic drugs such as

clarithromycin with
ergotamine or
dihydroergotamine

has been associated
with acute ergot toxicity|
characterized by
vasospasm, and
ischaemia of the
extremities and other
tissues including the
central nervous system
Concomitant
administration of
clarithromycin and
these medicinal
products is
contraindicated

section 4.3).

Effect of
Clarithromycin on
Other Medicinal
Products

The following drugs or
drug classes are
known or suspected to
be metabolised by the
same CYP3A isozyme:
alprazolam, astemizole,
carbamazepine,

10




nateglinide, and repaglinide, inhibition of
CYP3A enzyme by clarithromycin may
be involved and could cause
hypolgycemia when used concomitantly.
Careful monitoring of glucose is
recommended.

The following drugs or drug classes are
known or suspected to be metabolised
by the same CYP3A isozyme:
alprazolam, astemizole, carbamazepine,
cilostazol, cisapride, ciclosporine,
disopyramide, ergot alkaloids, lovastatin,
methylprednisolone, midazolam,
omeprazole, oral anticoagulants (e.g.
warfarin), atypical antipsychotics (e.g.
guetiapine),pimozide, quinidine, rifabutin,
sildenafil, simvastatin, sirolimus,
tacrolimus, terfenadine, triazolam and
vinblastine. Drugs interacting by similar
mechanisms through other isozymes
within the cytochrome P450 system
include phenytoin, theophylline and
valproate.

Other drug interactions

Colchicine

Colchicine is a substrate for both CYP3A
and the efflux transporter, P-glycoprotein
(Pgp). Clarithromycin and other
macrolides are known to inhibit CYP3A
and Pgp. When clarithromycin and
colchicine are administered together,
inhibition of Pgp and/or CYP3A by
clarithromycin may lead to increased
exposure to colchicine. Concomitant use
of clarithromycin and colchicine is
contraindicated

cilostazol, cisapride,
ciclosporine,
disopyramide, ergot
alkaloids, lovastatin,
methylprednisolone,
midazolam,
omeprazole, oral
anticoagulants (e.qg.
warfarin), pimozide,
quinidine, rifabutin,
sildenafil, simvastatin,
sirolimus, tacrolimus,
terfenadine, triazolam
and vinblastine.
Drugs interacting by
similar mechanisms
through other isozymes
within the cytochrome
P450 system include
phenytoin, theophylline
valproate.

Other drug
interactions

Colchicine
Colchicine is a substrate

for both CYP3A and the
efflux transporter, P-
glycoprotein (Pgp).
Clarithromycin and
other macrolides are
known to inhibit CYP3A
and Pgp. When
clarithromycin and
colchicine are
administered together,
inhibition of Pgp and/or
CYP3A by clarithromycin
may lead to increased
exposure to colchicine.
Pati hould]

. ! or clinical

£ colchici
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pregnancy Fertility,
and Lactation

Immune system disorders®> Not Known*

Anaphylactic reaction. Angioedema

Psychiatric disorders: Uncommon:
Anxiety, nervousness
Not known:

Psychotic disorder, confusional state,
depersonalisation, depression, disorientation,
hallucination, abnormal dreams,mania.

Cardiac Disorder - not known:

Torsades de pointes’, ventricular
tachycardia’
Ventricular fibrillation

Skin and subcutaneous tissue
disorders-not known : Stevens-Johnson
syndrome®, toxic epidermal necrolysis®,
drug rash with eosinophilia and systemic
symptoms (DRESS), acne

Immune system disorder
Not Known*

Anaphylactic
reaction

Psychiatric
disorders:
uncommon

Anxiety,
nervousness,

sereaming
Not known:

Psychotic disorder,
confusional state,
depersonalisation,
depression,
disorientation,
hallucination,
abnormal dreams

Cardiac disorder -
not known:

Torsade de
pointess,
ventricular
tachycardia

Skin and
subcutaneous tissue
disorders:

not known

Adverse events
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Stevens-Johnson
syndromes, toxic
epidermal
necrolysiss, drug
rash with
eosinophilia and
systemic symptoms
(DRESS), acne,
Henoch-Schonlein

LA

Adverse reactions accompanying
overdosage should be treated by the
prompt elimination of unabsorbed drug
and supportive measures. As with other
macrolides, clarithromycin serum levels
are not expected to be appreciably
affected by haemodialysis or peritoneal
dialysis.

Adverse reactions
accompanying
overdosage should be
treated by gastrictavage
and general supportive
measures. As with other
macrolides,
clarithromycin serum
levels are not expected
to be appreciably
affected by
haemodialysis or
peritoneal dialysis.

Overdose
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