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Indication

contraindications

Posology, dosage &
administration

General

In all patients receiving Binocrit, blood pressure should b
closely monitored and controlled as necessary.

Binocrit should be used with caution in the presence of
untreated, inadequately treated or poorly

controllable hypertension. It may be necessary to add or
increase antihypertensive treatment. If blood pressure caj
be controlled, Binocrit treatment should be discontinued.

Hypertensive crisis with encephalopathy and seizures,
requiring the immediate attention of a physician and inten
medical care, have occurred also during epoetin alfa trea
in patients with previously normal or low blood pressure.
Particular attention should be paid to sudden stabbing
migraine-like headaches as a possible warning signal. (S
section 4.8:"Undesirable effects”)

Epoetin alfa should also be used with caution in patients
epilepsy, history of seizures, or medical condition associg
with a predisposition to seizure activity such as CNS infe
and brain metastases.

Epoetin alfa should be used with caution in patients with
chronic liver failure. The safety of epoetin alfa has not be
established with hepatic dysfunction.

General

In all patients receiving Binocrit, blood
pressure should be closely monitored &
controlled as necessary. Binocrit shoul|
used with caution in the presence of
untreated, inadequately treated or pooi
controllable hypertension. It may be
necessary to add or increase
antihypertensive treatment. If blood
pressure cannot be controlled, Binocrit
treatment should be discontinued.

Hypertensive crisis with encephalopath
and seizures, requiring the immediate
attention of a physician and intensive
medical care, have occurred also durin
epoetin alfa treatment in patients with
previously normal or low blood pressur,
Particular attention should be paid to
sudden stabbing migraine-like headach
as a possible warning signal. (See sec]
4.8:"Undesirable effects”)

Epoetin alfa should also be used with
caution in patients with epilepsy, histor

seizures, or medical condition associat

Special Warnings and
Special Precautions fo
Use




Severe cutaneous adverse reactions (SCARs) including
Stevens-Johnson syndrome (SJS) and toxic epidermal
necroysis (TEN), which can be life-threatiening or fatal, h
been reported in association with epoetin treatment.

More severe cases have been observed with long-acting
epoetins. At the time of prescription patients should be
advised of the signs and symptoms and monitored closel
skin reactions. If signs and symptoms suggestive of thesq
reactions appear, Binocrit should be withdrawn immediat
and an alternative treatment considered.

If the patient has developed a severe cutaneous skin rea
such as SJS or TEN due to the use of Binocrit, treatment
Binocrit must not be restarted in this patient at any time.

An increased incidence of thrombotic vascular events (
has been observed in patients receiving ESAs (see secti
4.8." Undesirable effects”). These include venous and art
thromboses and embolism (including some with fatal
outcomes), such as deep venous thrombosis, pulmonary
emboli, retinal thrombosis, and myocardial infarction.
Additionally, cerebrovascular accidents (including cerebrj
infarction, cerebral haemorrhage and transient ischaemid
attacks) have been reported.

The reported risk of these TVEs should be carefully weig
against the benefits to be derived from treatment with ep
alfa particularly in patients with pre-existing risk factors fg
TVE, including obesity and prior history of TVEs (e.g., de
venous thrombosis, pulmonary embolism, and cerebral
vascular accident).

In all patients, haemoglobin levels should be closely
monitored due to a potential increased risk of thromboen
events and fatal outcomes when patients are treated at
haemoglobin levels above the concentration range for the
indication of use.

There may be a moderate dose-dependent rise in the pl
count within the normal range during treatment with epo
alfa. This regresses during the course of continued thera
addition, thrombocythaemia above the normal range has
reported. It is recommended that the platelet count is reg
monitored during the first 8 weeks of therapy.

All other causes of anaemia (iron, folate or Vitamin B12

deficiency, aluminum intoxication, infection or inflammatig
blood loss, haemolysis and bone marrow fibrosis of any ¢
should be evaluated and treated prior to initiating therapy

epoetin alfa, and when deciding to increase the dose. In

with a predisposition to seizure activity
as CNS infections and brain metastase
Epoetin alfa should be used with cautid
patients with chronic liver failure. The
safety of epoetin alfa has not been
established with hepatic dysfunction.

An increased incidence of thrombotic
vascular events (TVEs) has been obsel
in patients receiving ESAs (see section
4.8:" Undesirable effects”). These inclu
venous and arterial thromboses and
embolism (including some with fatal
outcomes), such as deep venous
thrombosis, pulmonary emboli, retinal
thrombosis, and myocardial infarction.
Additionally, cerebrovascular accidents
(including cerebral infarction, cerebral
haemorrhage and transient ischaemic
attacks) have been reported.

The reported risk of these TVEs shoulg
carefully weighed against the benefits
derived from treatment with epoetin alf;
particularly in patients with pre-existing
factors for TVE, including obesity and
history of TVEs (e.g., deep venous
thrombosis, pulmonary embolism, and
cerebral vascular accident).

In all patients, haemoglobin levels sho|
be closely monitored due to a potential
increased risk of thromboembolic even
and fatal outcomes when patients are
treated at haemoglobin levels above th
concentration range for the indication d
use.

There may be a moderate dose-deper
rise in the platelet count within the norr
range during treatment with epoetin alf
This regresses during the course of
continued therapy. In addition,
thrombocythaemia above the normal r3
has been reported. It is recommendedi
the platelet count is regularly monitore
during the first 8 weeks of therapy.

All other causes of anaemia (iron, folat
Vitamin B12 deficiency, aluminum
intoxication, infection or inflammation, |
loss, haemolysis and bone marrow fibr
of any origin) should be evaluated and
treated prior to initiating therapy with




cases, the ferritin values in the serum fall simultaneously
the rise in packed cell volume. In order to ensure optimu
response to epoetin alfa, adequate iron stores should be
assured and iron supplementation should be administere
necessary (see section 4.2:"Posolgy and method of
administration”)

or chronic renal failure patients, iron supplementation
(elemental iron 200 to 300 mg/day orally for adults and 1
200 mg/day orally for paediatrics) is recommended if sert
ferritin levels are below 100 ng/ml.

or cancer patients, iron supplementation (elemental iron 2(
300 mg/day orally) is recommended if transferrin saturati
below 20%.

or patients in an autologous predonation programme, iron
supplementation (elemental iron 200 mg/day orally) shou|
administered several weeks prior to initiating the autologg
predeposit in order to achieve high iron stores prior to st
epoetin alfa therapy, and throughout the course of epoeél
therapy.

or patients scheduled for major elective orthopaedic surge
iron supplementation (elemental iron 200 mg/day orally)
should be administered throughout the course of epoetin
therapy. If possible, iron supplementation should be initi
prior to starting epoetin alfa therapy to achieve adequate
stores.

Very rarely, development of or exacerbation of porphyria
been observed in epoetin alfa-treated patients. Epoetin a
should be used with caution in patients with porphyria.

In order to improve the traceability of erythropoiesis-
stimulating agents (ESAs), the trade name of the adminij
ESA should be clearly recorded (or stated) in the patient

Patients should only be switched from one ESA to anothé
under appropriate supervision.

Treatment of patients with chemotherapy ing

anaemia

epoetin alfa, and when deciding to incri
the dose. In most cases, the ferritin val
in the serum fall simultaneously with th
rise in packed cell volume. In order to
ensure optimum response to epoetin a
adequate iron stores should be assure
and iron supplementation should be
administered if necessary (see section
4.2:"Posolgy and method of administra

-For chronic renal failure patients, iron
supplementation (elemental iron 20
300 mg/day orally for adults and 10
200 mg/day orally for paediatrics) is|
recommended if serum ferritin level
below 100 ng/ml.

-For cancer patients, iron supplementa
(elemental iron 200 to 300 mg/day
orally) is recommended if transferrir
saturation is below 20%.

-For patients in an autologous predong
programme, iron supplementation
(elemental iron 200 mg/day orally)
should be administered several wes
prior to initiating the autologous
predeposit in order to achieve high
stores prior to starting epoetin alfa
therapy, and throughout the course
epoetin alfa therapy.

-For patients scheduled for major elect
orthopaedic surgery, iron
supplementation (elemental iron 20
mg/day orally) should be administer
throughout the course of epoetin alf
therapy. If possible, iron
supplementation should be initiated
to starting epoetin alfa therapy to
achieve adequate iron stores.

Very rarely, development of or exacerb
of porphyria has been observed in epo
alfa-treated patients. Epoetin alfa shou
used with caution in patients with porpf




Cancer patients being treated with epoetin alfa should hj
haemoglobin levels measured on a regular basis until a
level is achieved, and periodically thereafter.

Epoetins are growth factors that primarily stimulate red bl
cell production. Erythropoietin receptors may be express
the surface of a variety of tumour cells. As with all growth

factors, there is a concern that epoetins could stimulate tfents should only be switched from one

growth of tumours.

The role of ESAs on tumour progression or reduced
progression-free survival cannot be excluded,

In controlled clinical studies, use of epoetins alfa and oth
ESAs have been associated with decreased locoregiona
tumor control or decreased overall survival:

In order to improve the traceability of
erythropoiesis-stimulating agents (ESA
the trade name of the administered ES
should be clearly recorded (or stated) i
patient file.

ESA to another under appropriate
supervision.

Treatment of patients with
chemotherapy induced anaemia

Cancer patients being treated with epo
alfa should have haemoglobin levels

measured on a regular basis until a stq
level is achieved, and periodically
thereafter.

Epoetins are growth factors that primar
stimulate red blood cell production.
Erythropoietin receptors may be expres
on the surface of a variety of tumour c€
As with all growth factors, there is a
concern that epoetins could stimulate t
growth of tumours.

Interaction with Othe
Medicaments and Oth
Forms of Interaction

Fertility, pregnancy 3
Lactation




Description of selected adverse reactions
Hypersensitivity reactions, including cases of
rash (including urticaria), anaphylactic reactions,
and angioneurotic oedema have been reported
(see section 4.4:"Special warnings and
precaution for use”).

Hypertensive crisis with encephalopathy and
seizures, requiring the immediate attention of a
physician and intensive medical care, have
occurred also during epoetin alfa treatment in
patients with previously normal or low blood
pressure. Particular attention should be paid to
sudden stabbing migraine-like headaches as a
possible warning signal (see section
4.4:"Special warnings and precaution for use”).

Antibody-mediated pure red cell aplasia has
been very rarely reported in <1/10,000 cases
per patient year after months to years of
treatment with epoetin alfa (see section 4.4
:"Special warnings and precaution for use”).

Severe cutaneous adverse reactions (SCARS) including
Stevens-Johnson syndrome (SJS) and toxic epidermal
necrolysis (TEN), which can be life-threatening or fatal, h
been reported in association with epoetin treatment (see
section 4.4).

A randomised, open-label, multicentre study was condug
2,098 anaemic women with metastatic breast cancer
received first line or second line chemotherapy. This |\
non inferiority study designed to rule out a 15% risk ing
in tumour progression or death of epoetin alfa plus stand
care (SOC) as compared with SOC alone. The m
progression free survival (PFS) per investigator assessm
disease progression was 7.4 months in each arm (HR
95% CI: 0.99, 1.20), indicating the study objective wg
met. At clinical cutoff, 1337 deaths were reported. M
overall survival in the epoetin alfa plus SOC group was
months compared with 17.4 months in the SOC alone
(HR 1.06, 95% CI: 0.95, 1.18). Significantly fewer pa
received RBC transfusions in the epoetin alfa plus SO(
(6.8% versus 11.4%); however, significantly more patient
thrombotic vascular events in the epoetin alfa plus SO(
(2.8% versus 1.4%).

Description of selected adverse
reactions

Hypersensitivity reactions,
including cases of rash

(including urticaria),

anaphylactic reactions, and
angioneurotic oedema have

been reported (see section
4.4:"Special warnings and
precaution for use”).

Hypertensive crisis with
encephalopathy and seizures,
requiring the immediate
attention of a physician and
intensive medical care, have
occurred also during epoetin
alfa treatment in patients with
previously normal or low blood
pressure. Particular attention
should be paid to sudden
stabbing migraine-like
headaches as a possible
warning signal (see section
4.4:"Special warnings and
precaution for use”).

Antibody-mediated pure red
cell aplasia has been very
rarely reported in <1/10,000
cases per patient year after
months to years of treatment
with epoetin alfa (see section
4.4 "Special warnings and
precaution for use”).

Adverse events
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