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» Hypersensitivity to the
active substance or to
any of the excipients
listed in section 6.1

e Severe hepatic
impairment

e Severe renal impairment

(creatinine clearance

<30 ml/min/1.73m2)

¢ Pregnancy and lactation,
or when pregnancy is
suspected.

e Concurrent use with
another fibrate.

 Hypersensitiv
ity to the
active
substance or
to one of the
excipients

e Severe
hepatic
impairment

e Severe renal

impairment

e Pregnancy
and lactation,
e Concurrent

Contraindications

e Previous phototoxicity use with

d by fibrates. another

caused by fibrate.
Special warnings: Warnings Special warnings
Patients with rare hereditary Muscle damage, and special
problems of galactose including precautions for
intolerance, the Lapp lactose rhabdomyolysis in use

deficiency or glucose-galactose
malabsorption should not take
this medicine.

Myalgia/myopathy:

Patients should be advised to
report unexplained muscle pain,
tenderness or weakness
immediately.

CPK levels should be assessed
immediately in patients reporting
these  symptoms.  Therapy
should be discontinued if
myopathy is diagnosed or if
markedly elevated CPK levels
(levels exceeding 5 times the
normal range) occur.

Doses of 200mg ciprofibrate per
day or greater have been
associated with a high risk of

exceptional cases,
has been reported
with fibrates.
Patients should be
advised to report
unexplained muscle
pain, tenderness or
weakness

immediately. CPK
levels should be
assessed

immediately in
patients reporting
these symptoms and
therapy should be
discontinued if
myopathy is
diagnosed or if
markedly elevated
CPK of muscle




rhabdomyolysis. Therefore the
daily dose should not exceed
100mg.

The risk of myopathy may be
increased in the presence of the
following predisposing factors:

e impaired renal function
and any situation of
hypoalbuminaemia such
as nephrotic syndrome

e hypothyroidism or
untreated
hypothyroidism

e alcohol abuse

e age > 70 years

e personal or family history
of hereditary muscular
disorders

e previous history  of
muscular toxicity —with
another fibrate

As with other fibrates, the risk of
rhabdomyolysis and
myoglobinuria may be increased
if ciprofibrate is used in
combination with other fibrates
or HMG CoA reductase
inhibitors (see sections 4.3 and
4.5).

Use with caution in patients with
impaired hepatic function.
Periodic hepatic function tests
are recommended (every 3
months for the first 12 months of
treatment). Ciprofibrate
treatment should be
discontinued in case of
increased AST and ALT levels
to more than 3 times the upper
limit of normal or if cholestatic
liver injury is evidenced.

Secondary causes of
dyslipidaemia, such as
hypothyroidism,  should be
excluded or corrected prior to
commencing any lipid lowering
drug treatment.

In patients with
hypertriglyceridaemia,
ciprofibrate may cause an
increase of the LDL level

Special precautions for use
Association with oral
anticoagulant therapy:

origin occurs (more
than 5 times normal
levels).

Any  situation  of
renal insufficiency or
hypoalbuminaemia
such as nephritic

syndrome may
increase the risk of
myopahty.

Muscle related

events appear to be
dose related and
therefore the daily
dosage should not
exceed 100mg. Use
in caution in patients
with impaired
hepatic function.

In addition, the risk
of muscle damage
may be increased in
the event of
combination with
another fibrate or
with an HMG-CoA
reductase inhibitor.

An underlying
hypothyroidism may
cause a secondary
dyslipidaemia and
therefore should be
diagnosed and
corrected prior to
any drug treatment.
Furthermore,
hypothyroidism may
be a risk factor for
myopathy.

Due to the presence
of lactose, this
medicinal product is
contraindicated  in
the event of
congenital
galactosaemia,
glucose and
galactose
malabsorption
syndrome or lactase
deficiency.

Special
precautions for
use

- In children, since
the long-term safety




concomitant oral anticoagulant
therapy should be given at
reduced dosage and adjusted
according to INR (see section
4.5).

If after a period of administration
lasting several months, a
satisfactory reduction in serum
lipid concentrations has not
been obtained, additional or
different therapeutic measures
must be considered.

has not been
demonstrated and
the specific effects
on the development
of a growing body
are unknown, use
should only be
considered in the
event of severe lipid
disorders which are
sensitive to
treatment.

- If a satisfactory
reduction in serum
lipid concentrations
is not achieved
within a period of a
few months (3 to 6
months), additional
or different methods
of treatment should
be considered.

Periodic hepatic
function tests are
recommended

(every 3 months for
the first 12 months
of treatment).
Ciprofibrate
treatment should be
discontinued if
significant
transaminases
abnormalities persist
(elevation of ASAT
and ALAT to more
than 3 times the
normal upper limit)
or if cholestatic liver
injury is evidenced.
-Use with caution in

patients with
impaired renal
function.

- In the event of
concomitant

treatment with oral
anticoagulants, the
prothrombin rate,
expressed by the
INR, must be
measured.

- Secondary causes
of dyslipidemia, such
as hypothyroidism,
should be excluded
or corrected prior to
commencing any
lipid lowering drug




treatment.

- Association with
oral  anticoagulant
therapy: concomitant
oral  anticoagulant
therapy should be
given at reduced
dosage and adjusted
according to INR.

Other fibrates: As with other
fibrates, the risk of
rhabdomyolysis and
myoglobinuria may be increased
if ciprofibrate is used in
combination with other fibrates
(see sections 4.3 and 4.4.).

Not recommended
combinations

HMG CoA reductase inhibitors:
As with other fibrates, the risk of
myopathy, rhabdomyolysis and
myoglobinuria may be increased
if ciprofibrate is wused in
combination with HMG CoA
reductase inhibitors (see section
4.4). The benefits of combined
use should be carfully weighed
against the risks. Physicians
contemplating concomitant
therapy with HMG-CoA
reductase inhibitors  should
consult the SPC of the relevant
HMG CoA reductase inhibitor as
some  higher doses are
contraindicated/ not
recommended with fibrates.

Combination
caution

Oral anticoagulant therapy:
Ciprofibrate is highly protein
bound and therefore likely to
displace other drugs from
plasma protein binding sites.
This may increase the effects of
drugs like phenytoin,
tolbutamide and other
sulphonylurea derivatives and
coumarin-like anticoagulants.
Ciprofibrate has been shown to
potentiate the effect of warfarin,
indicating that concomitant oral
anticoagulant therapy should be
given at reduced dosage and
adjusted according to INR (see
section 4.4).

requiring

Contra-indicated
combination

Other fibrates: As
with other fibrates,
the risk of myopathy,
rhabdomyolysis and
myoglobinuria may
be increased if
ciprofibrate is used
in combination with
HMG CoA reductase
inhibitors (see
section 4.4).

Inadvisable
combination
+ HMG-CoA
reductase
inhibitors
(statins)
As with other
fibrates, the risk of
myopathy,
rhabdomyolysis and
myoglobinuria may
be increased if
ciprofibrate is used
in combination with
HMG CoA reductase
inhibitors (see
section 4.4). The
benefits of combined
use should be

carfully weighed
against the risks.
Physicians

contemplating
concomitant therapy
with HMG-CoA
reductase inhibitors
should consult the
SPC of the relevant
HMG CoA reductase
inhibitor as some
higher doses are
contraindicated/ not
recommended with
fibrates.

Interaction




Combination to be taken into
account

Cholestyramine and colestipol
may reduce the absorption of
ciprofibrate. These drugs should
not be taken together or close to
each other.

No clinically relevant
interactions exist with
cytochrome P450, beta blocking
agents, calcium antagonists,
diuretics, other hypertensives
digoxin and nitroglycerin

Oral hypoglycaemics: Although
ciprofibrate may potentiate the
effect of oral hypoglycaemics,
available data do not suggest
that such an interaction will
cause clinically significant.
Oesrogens: Oestrogens can
raise lipid levels. Although
pharmacodynamic interaction, no
clinical data are currently
available.

Combination

reqguiring for
precautions for
use

+ Oral

anticoagulants:

Increased effect of

the oral

anticoagulant  and
increased
haemorrhagic  risk

(due to displacement

of plasma protein

binding sites).

More frequent
monitoring of
prothrombin rate
and monitoring
of INR.

Adjustment of oral

anticoagulant

dosage during
treatment with

Lipanor and for 8

days after its

discontinuation (see

section 4.4)

Combination to be
taken into account
Oral
hypoglycaemics:
Although ciprofibrate
may potentiate the
effect of oral
hypoglycaemics,
available data do not
suggest that such an
interaction will cause
clinically  significant
problems.
Oesrogens:
Oestrogens can raise
lipid levels. Although
pharmacodynamic
interaction, no clinical
data are currently
available.

Hepato-biliary disorders:

As with other fibrates, abnormal
hepatic function tests have been
observed occasionally. Very
rare cases of cholestasis or
cytolysis have been reported
(see section 4.4). Exceptional
cases with chronic evolution
have been observed. Some
cases of cholelithiasis have

Blood and lymphatic
system disorder:

Thrombocytopen
ia- Frequency
not known.

- as with other
fibrates,
uncommon
cases of
elevated

Undesirable
effects




been reported.

Pulmonary disorders:

Isolated cases of pneumonitis or
pulmonary fibrosis have been
reported.

General disorders:

Fatigue has only rarely been
reported in association with
ciprofibrate.

Blood and Lymphatic System
Disorders:
Leukocytopenia has  been
described once.
Thrombocytopenia — Frequency
not known

transaminase
levels have been
observed (cf.
section 4.4).
Very rare cases
of cholestasis or
cytolysis  have
also been
reported.
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