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Binocrit is indicated for the treatment of symptomatic anemia associated with chronic renal failure (CRF):
e in adults and children aged 1 to 18 years on haemodialysis and adult patients on peritoneal dialysis
(see section 4.4).
e in adults with renal insufficiency not yet undergoing dialysis for the treatment of severe anemia of renal
origin accompanied by clinical symptoms in patients (see section 4.4).

Binocrit is indicated in adult patients receiving chemotherapy for solid tumours, malignant lymphoma or
multiple myeloma, and at risk of transfusion as assessed by the patient's general status (e.g. cardiovascular
status, pre-existing anemia at the start of chemotherapy) for the treatment of anaemia and reduction of
transfusion requirements.

Binocrit is indicated in adults in a predonation programme to increase the yield of autologous blood.
Treatment should only be given to patients with moderate anemia (haemoglobin (Hb) concentration range
between 10-13 g/dl (6.2-8.1 mmol/l), no iron deficiency), if blood saving procedures are not available or
insufficient when the scheduled major elective surgery requires a large volume of blood (4 or more units of
blood for females or 5 or more units for males).

Binocrit is indicated for non-iron deficient adult prior to major elective orthopaedic surgery, having a high
perceived risk for transfusion complications to reduce exposure to allogeneic blood transfusions. Use should
be restricted to patients with moderate anemia (e.g. Hb concentration range between 10-13 g/dl or

6.2-8.1 mmol/l) who do not have an autologous predonation programme available and with an expected
blood loss (900 to 1800 ml).
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4.2 Posology and method of administration

Treatment with Binocrit has to be initiated under the supervision of physicians experienced in the management
of patients with the above indications.

Posology

All other causes of anaemia (iron, folate or vitamin B12 deficiency, aluminium intoxication, infection or
inflammation, blood loss, haemolysis and bone marrow fibrosis of any origin) should be evaluated and
treated prior to initiating therapy with epoetin alfa, and when deciding to increase the dose. In order to
ensure optimum response to epoetin alfa, adequate iron stores should be assured and iron supplementation
should be administered if necessary (see section 4.4).

Treatment of svmptomat|c anemiain adult and—eaed+atﬁc—chron|c renal fa|lure patients:

-Anemia symptoms and sequelae may vary with age, gender, and co-morbid medical conditions; a physician’s
evaluatlon of the |nd|V|duaI patient’s cI|n|caI course and condition is necessary.—Binecrit—should—be

The recommended desired haemoglobin concentration range is between 10 g/dl to 12 g/dl (6.2 to 7.5
mmol/l). Binocrit should be administered in order to increase haemoglobin to not greater than 12 g/dl (7.5
mmol/l). A rise in haemoglobin of greater than 2- g/dl (1.25- mmol/l) over a four week period should be
avoided. If it occurs, appropriate dose adjustmentsadjustment should be made as provided.

Due to intra-patient variability, occasional individual haemoglobin values for a patient above and below the
desired haemoglobin level may be observed. Haemoglobin variability should be addressed through dose
management, with conS|derat|0n for the haemoglobin target range of 10 g/dl (6.2 mmol/l) to 12 g/di
(7.5 mmolll). A .

A sustained haemoglobin level of greater than 12 g/dl (7.5 mmol/l) should be avoided. If the haemoglobin is
rising by more than 2 g/dl (1.25 mmol/l) per month, or if the sustained haemoglobin exceeds 12 g/dl
(7.5 mmol/l) reduce the epeetin-alfaBinocrit dose by 25%. If the haemoglobin exceeds 13 g/dl (8.1 mmol/l),
discontinue therapy until it falls below 12 g/dl (7.5 mmol/l) and then reinstitute epeetin-alfaBinocrit therapy at
a dose 25% below the previous level.

Patients should be monltored closely to ensure that the Iowest approved dose of epoetin-alfa-is-used-to-provide

prowde adequate Control of anemla and of the symptoms of anemia_whilst malntamlnq a_haemoglobin

concentration below or at 12g/dl (7.45 mmol/l).




Caution should be exercised with escalation of Binocrit doses in patients with chronic renal failure. In
patients with a poor haemoglobin response to Binocrit, alternative explanations for the poor response should
be considered (see section 4.4 and 5.1).

Treatment with Binocrit is divided into two stages — correction and maintenance phase.
Adult haemodialysis patients:

e divi - :
In patients on haemodialysis where intravenous access is readily available, administration by the intravenous
route is preferable.

Correction phase:

The starting dose is 50 1U/kg 3 times per week-by-the-intravenous-routeWhen-a-dose-adjustmentis-. If
necessary, increase or decrease the dose by 25 1U/kg (3 times per week) until the desired haemoglobin
concentration range between 10 q/dl to 12 q/dl (6 2to 7 5 mmol/l) is achieved (this should be done in steps
of at least four weeks—#
weelks).

Maintenance phase:
DesageThe recommended total weekly dose is between 75 1U/kg and 300 1U/kg. Appropriate adjustment of
the dose should be made in order to maintain haemoglobin values atwithin the desired level:

Hleconcentratlon ranqe between 10&%!42 10qg/dl to12 g/dl (6 2-75 mmol/l)

-Patients with very low initial haemoglobin (< 6 g/dl or < 3.75 mmol/l) may require higher maintenance doses
than those whose initial anemia is less severe (Hb > 8 g/dl or > 5 mmol/l).

Pacdiati
Adult patients with renal insufficiency not yet undergoing dialysis:

Where intravenous access is not readily available Binocrit may be administered subcutaneously.

Correction phase

Starting dose of 50 1U/kg, 3 times per week-by-the-intravenous—route, followed if necessary by a dosage
increase with 25 IU/kg increments (3 times per week) until the desired goal is achieved (this should be done
in steps of at least four weeks).

Maintenance phase
During the maintenance phase, Binocrit can be administered either 3 times per week, and in the case of
subcutaneous administration, once weekly or once every 2 weeks.

Appropriate adjustment of dose and dose intervals should be made in order to maintain haemoglobin values
at the desired level: haemoglobin between 10 g/dl and 12 g/dl (6.2 to 7.5 mmol/l). Extending dose intervals
may require an increase in dose.

The maximum dosage should not exceed 150 |U/kg, 3 times per week, 240 1U/kg (up to a maximum of
20,000 1U) once weekly, or 480 1U/kg (up to a maximum of 40,000 |U) once every 2 weeks.

Adult peritoneal dialysis patients:

Where intravenous access is not readily available Binocrit may be administered subcutaneously.

Correction phase:

Starting dose of 50 |U/kg 2 times a week..

Maintenance phase:

The recommended maintenance dose is between 25 |U/kg and 50 |U/kg, 2 times per week in 2 equal
injections.

Appropriate adjustment of the dose should be made in order to maintain haemoglobin values at the desired
level:-Hb between 10 andg/dl to 12 g/dl (6.2-to 7.5 mmol/l).




Extending dose intervals may-regquire-an-increase-in-dose.—The-maximum-dosage-should-not-exceed
150 1U/kg
3-times-perweek:

Freatmentof Adult Patients with chemotherapy induced anemia:

Epoetin alfa should be administered by the subcutaneous route to patients with aremia{e-g—haecmoglebin

- —Anemia symptoms and sequelae may vary with age, gender, and
overall burden of d|sease a physician’s evaluation of the individual patient’s clinical course and condition is
necessary.

Binocrit should be administered to patients with anaemia (e.g. haemoglobin concentration < 10 g/dl (6.2
mmol/l)). The initial dose is 150 1U/kg subcutaneously, 3 times per week. Alternatively, Binocrit can be
administered at an initial dose of 450 1U/kg subcutaneously once weekly.

Appropriate adjustment of the dose should be made in order to maintain haemoglobin concentrations within
the desired concentration range between 10 g/dl to 12 g/dl (6.2 to 7.5 mmol/l).

Due to intra-patient variability, occasional individual haemoglobin values for a patient above and below the
desired haemoglobin level may be observed. Haemoglobin variability should be addressed through dose
management with consideration for the haemoglobin target range of 10 g/dl (6.2 mmol/l) to 12 g/dI (7.5 mmol/l).
A sustained haemoglobin level of greater than 12 g/dl (7.5 mmol/l) should be avoided; guidance for appropriate
dose adjustment for when haemoglobin values exceed 12 g/dl (7.5 mmol/l) are described below. -

If haemoglobin has increased by at least 1 g/dl (> 0.62 mmol/l) or the reticulocyte count has increased
> 40,000 cells/ul above baseline after 4 weeks of treatment, the dose should remain at 150 1U/kg 3
times a week or 450 IU/kg once weekly.

If the haemoglobin increase is < 1 g/dl (< 0.62 mmol/l) and the reticulocyte count has increased <
40,000 cells/ul above baseline, increase the dose to 300 IU/kg
3 times per week.

> 1 g/dl (= 0.62 mmol/l) or the reticulocyte count has increased > 40,000 cells/ul the dose should
remain at 300 1U/kg 3 times per week.

e if the haemoglobin has increased < 1 g/dl (< 0.62 mmol/l) and the reticulocyte count has increased <
40,000
cells/ul above baseline, response to—epoetin—alfa—therapy—is unlikely and treatment should be
discontinued.

Dosage adjustment to maintain haemoglobin concentration between 10 g/dl-12 g/dl (6.2-7.5 mmol/l):

If the haemoglobin concentration level is fisingincreasing by more than 2 g/dl _(1.25 mmol/l) per month, or if
the haemoglobin exceeds 12 g/dl (7.5 mmol/l), reduce the epeetin-alfaBinocrit dose by about 25 to 50%. If
the haemoglobin exceeds_ 13 g/dl (8.1 mmol/l), discontinue therapy until it falls below 12 g/dl (7.5 mmol/l)
and then reinstitute epeetin-alfaBinocrit therapy at a dose 25% below the previous dose.

The recommended dosing regimen is described in the following diagram:



150 1U/kg 3x/week or 450 IU/kg
once weekly for 4 weeks

Reticulocyte count " Reticulocyte count
increase = 40,000/pl increase < 40,000/l and
or Hb increase = 1 g/d| Hb increase < 1 g/dI

Target Hb 300 IU/kg
(=12 g/dl) 3x/week for 4 weeks

Reticulocyte count Reticulocyte count
increase = 40,000/pl increase < 40,000/pl and
or Hb increase = 1 g/d| Hb increase < 1 g/d|

Discontinue
therapy

Adult Patients should be monitored closely to ensure that the lowest approved dose of erythropoiesis
stimulating agent (ESA) is used to provide adequate control of the symptoms of anaemia.
Epoetin alfa therapy should continue until one month after the end of chemotherapy.

Treatment of adult surgery patients in an autologous predonation programme:

ho & \ ’

Mildly anaemicBineeritsheuld-be-admi inistered-afterthe-completi ion-of-the-bleed-denat lon-procedu

Mildly anemic-patients (haematocnt of 33-39%) requiring predep03|t of =-4 units of blood should be treated
with Binocrit® at a dose of 600 IU/kg bedyweightintravenously, 2 times weekly for 3 weeks prior to surgery.
Binocrit should be administered after the completion of the blood donation procedure.

Adultadult patients scheduled for major elective orthopaedic surgery:
Thoovbevionoenorenio et ndminicintionchould bonend,

The recommended dose regimen-is Binocrit 600 |U/kg—epeetin—alfa,—given, administered subcoutanously
weekly for three weeks (days 21, 14 and 7) prior to surgery and on the day of surgery (day 0). In cases where
there is a medical need to shorten the lead time before surgery to less than three weeks, Binocrit 300 IU/kg
epoetin alfa should be giveradministered subcoutanously daily for 10 consecutive days prior to surgery, on
the day of surgery and for four days immediately thereafter. Whenﬂaerferrmﬂgﬁaematele@eassessmems
during-the-preoperative-periodfIf the haemoglobin level reaches 15 g/dl (9.38 mmol/l), or higher, during the
perioprative period, administration of epeetinalfaBinocrit should be stopped and further dosages should not
be gwe#

Paediatric population:



Treatment of symptomatic anemia in chronic renal failure patients on haemodialysis

Anemia symptoms and sequelae may vary with age, gender, and co-morbid medical conditions; a
physician’s evaluation of the individual patient’s clinical course and condition is necessary.

In paediatric patients the recommended haemoglobin concentration range is between 9.5 g/dl to 11 g/dl (5.9
to 6.8 mmol/l). Binocrit should be administered in order to increase haemoglobin to not greater than 11 g/dl
(6.8 mmol/l). A rise in haemoglobin of greater than 2 g/dl (1.25 mmol/l) over a four week period should be
avoided. If it occurs, appropriate dose adjustment should be made as

provided.

Patients should be monitored closely to ensure that the lowest approved dose of Binocrit is used to provide
adequate control of anaemia and of the symptoms of anemia.

Treatment with Binocrit is divided into two stages — correction and maintenance phase.

In paediatric patients on haemodialysis where intravenous access is readily available, administration by the
intravenous route is preferable.

Correction phase:
The starting dose is 50 |U/kg intravenously 3 times per week-by-the.

haemoglobin concentration range of between 9.5 g/dl to 11 g/dl (5.9 to 6.8 mmol/l) is achieved (this should be
done in steps of at least four weeks).

Maintenance phase:

Appropriate adjustment of the dose should be made in order to maintain haemoglobin levels within the
desired concentration range between 9.5 g/dl to 11 g/dl (5.9 to 6.8 mmol/l).

Generally, children under 30 kg require higher maintenance doses than children over 30 kg and adults.
Paediatric patients with very low initial haemoglobin (< 6.8 g/dl or < 4.25 mmol/l) may require higher
maintenance doses than patients whose initial haemoglobin is higher (> 6.8 g/dl or > 4.25 mmol/l).

Anaemia in chronic renal failure patients before initiation of dialysis or on peritoneal dialysis

The safety and efficacy of epoetin alfa in chronic renal failure patients with anemia before initiation of dialysis
or on peritoneal dialysis have not been established. Currently available data for subcutaneous use of epoetin
alfa in these populations are described in section 5.1 but no recommendation on posology can be made.

Treatment of paediatric patients with chemotherapy-induced anaemia
The safety and efficacy of epoetin alfa in paediatric patients receiving chemotherapy have not been
established (see section 5.1).

Treatment of paediatric surgery patients in an autologous predonation programme
The safety and efficacy of epoetin alfa in paediatrics have not been established. No data are available.

Treatment of paediatric patients scheduled for major elective orthopaedic surgery
The safety and efficacy of epoetin alfa in paediatrics have not been established. No data are available.

Method of administration

Precautions to be taken before handling or administering the medicinal product.

Before use, leave the Binocrit syringe to stand until it reaches room temperature. This usually takes between
15 and 30 minutes.

Treatment of symptomatic anaemia in adult chronic renal failure patients

In patients with chronic renal failure where intravenous access is routinely available (haemodialysis patients)
administration of Binocrit by the intravenous route is preferable.

Where intravenous access is not readily available (patients not yet undergoing dialysis and peritoneal
dialysis patients) Binocrit may be administered as a subcutaneous injection.

Treatment of adult patients with chemotherapy-induced anaemia
Binocrit should be administered as a subcutaneous injection.




Treatment of adult surgery patients in an autologous predonation programme
Binocrit should be administered by the intravenous route.

Treatment of adult patients scheduled for major elective orthopaedic surgery

Treatment of symptomatic anaemia in paediatric chronic renal failure patients on haemodialysis

(haemodialysis patients) administration of Binocrit by the intravenous route is preferable.

Intravenous injection:administration:

Administer over at least one to five minutes, depending on the total dose. In haemodialysed patients, a bolus
injection may be given during the dialysis session through a suitable venous port in the dialysis line.
Alternatively, the injection can be given at the end of the dialysis session via the fistula needle tubing,
followed by 10 ml of isotonic saline to rinse the tubing and ensure satisfactory injection of the product into the
circulation._(see Posology, “Adult haemodialysis patients”).

A slower injection is preferable in patients who react to the treatment with “flu-like” symptoms. (see section
4.8).

Do not administer Binocrit by intravenous infusion or in conjunction with other medicinal product solutions
(please refer to section 6.6 for further information).

Subcutaneous injection-administration:

a A maximum volume of 1 ml at one injection site should generally not be exceeded. In case of larger
volumes, more than one site should be chosen for the injection. The injections are given in the limbs or the
anterior abdominal wall.

n those situations in which the physician determines that a patient or caregiver can safely and effectively
administer Binocrit subcutaneously, instruction as to the proper desedosage and administration should be
provided.

4.4 Special warnings and precautions for use

Treatment of patients with chemotherapy induced anemia

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

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

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

In controlled clinical studies, use of epoetin alfa and other ESAs have been associated with decreased
locoregional tumor control or decreased overall survival.

- decreased locoregional control in patients with advanced head and neck cancer receiving radiation therapy
when administered to target a haemoglobin of greater than 14 g/dl (8.7 mmol/l),

- shortened overall survival and increased deaths attributed to disease progression at 4 months in patients
with metastatic breast cancer receiving chemotherapy when administered to target a haemoglobin of 12-14
g/dl (7.5-8.7 mmol/l),

- increased risk of death when administered to target a haemoglobin of 12 g/dl (7.5 mmol/l) in patients with
active malignant disease receiving neither chemotherapy nor radiation therapy. ESAs are not indicated for
use in this patient population.

- an observed 9% increase in risk for progress of disease (PD) or death in the epoetin alfa plus SOC group

from a primary analysis and a 15% increased risk that cannot be statistically ruled out in patients with

metastatic breast cancer receiving chemotherapy when administered to achieve a haemoglobin
concentration range of 10 to 12 g/dl (6.2 to 7.5 mmol/l).




5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antianemic preparations other antianemic preparations, ATC code: BO3XA01

Binocrit is_a biosimilar medicinal product, that has been demonstrated to be similar in _quality, safety and
efficacy to the reference medicinal product Eprex®. More detailed information is available on the website of the
Ministry of Health http://www.health.gov.il/hozer/dr 127.pdf

Paediatric population

Chronic renal failure

Epoetin alfa was evaluated in an open-label, non-randomised, open dose-range, 52-week clinical study in
paediatric CRF patients undergoing haemodialysis. The median age of patients enrolled in the study was
11.6 years (range 0.5 to 20.1 years).

Epoetin alfa was administered at 75 1U/kg/week intravenously in 2 or 3 divided doses post-dialysis, titrated by
75 IU/kg/week at intervals of 4 weeks (up to a maximum of 300 IU/kg/week), to achieve a 1 g/dl/month increase
in haemoglobin. The desired haemoglobin concentration range was 9.6 to 11.2 g/dl. 81% of patients achieved
the haemoglobin concentration level. The median time to target was 11 weeks and the median dose at target
was 150 IU/kg/week. Of the patients who achieved the target, 90% did so on a 3 times-per-week dosing
regimen.

After 52 weeks, 57% of patients remained in the study, receiving a median dose of 200 IU/kg/week.

Clinical data with subcutaneous administration in children are limited. In 5 small, open label,

uncontrolled studies (number of patients ranged from 9-22, total N = 72), Epoetin alfa has been administered
subcutaneously in children at starting doses of 100 IU/kg/week to 150 IU/kg/week with the possibility to
increase up to 300 IU/kg/week. In these studies, most were predialysis patients (N = 44), 27 patients were
on peritoneal dialysis and 2 were on haemodialysis with age ranging from 4 months to 17 years. Overall,
these studies have methodological limitations but treatment was 21 associated with positive trends towards
higher haemoglobin levels. No unexpected adverse events were reported (see section 4.2).
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