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4.5 Interactions with other medicinal products

Antihypertensive agents: Epoetin may increase blood pressure, possibly to hypertensive levels, especially when the hematocrit is rising rapidly; more intensive
antihypertensive therapy [increase in dosage, administration of additional and/or more potent medications] may be required to control blood pressure

Heparin: Anincrease in heparin dosage may be required in patients receiving hemodialysis, because epoetin-induced increases in red blood cell volume may lead
to blood clotting in the dialyzer and/or vascular access [arteriovenous shunt]

Iron supplements: Iron requirement may be increased as existing iron stores are used for erythropoiesis; some clinicians recommend supplementation for all
patients who are not overloaded with iron because of frequent blood transfusions; in some patients, oral iron supplementation may be insufficient and intravenous
iron dextran may be required.

4.6 Pregnancy and lactation
Carcinog is and mut
Carcinogenetic potential of HEMAX® has not been evaluated. Epoetin does not induce bacterial gene mutations or chromosomal aberrations in mammalian cells.
Pregnancy Category C: There are no sufficient trials on the use of HEMAX during pregnancy; therefore, this product should only be used when the potential
benefit justifies the potential risk to foetus. In pregnant rats, increase of foetal loss was observed. Epoetin alpha should be used during pregnancy only when the
potential benefits justify the possible risks to the foetus.

Nursing mothers: Human erythropoietin is a normal component of human milk, although its role has not been clearly determined. It is not known whether
HEMAX?® is excreted in human milk. Since many drugs are, caution should be exercised when HEMAX® is administered to a nursing woman.
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4.7 Effects on the ability to drive and use machines
No data are available.

4.8 Undesirable effects

Chronic renal failure patients:

A) Arterial hypertension: More than 80% of hemodialysis patients have a history of arterial hypertension. Arterial tension should be strictly controlled when epoetin
alpha treatment is initiated and antihypertensive treatments as well as food intake restrictions should be corrected accordingly. It has been reported that
approximately 25% of patients on dialysis treated with epoetin alpha may develop hypertension and consequently, adjustments in antihypertensive therapy
should be made.

There is an eventual relationship between the velocity of hematocrit rise and the exacerbation of arterial tension. Therefore, a decrease of Hemax® dose is
recommended if hematocrit increases more than 4 points during a 2-week period.

B) Pure red cell aplasia: Since epoetin alpha is a protein, some patients may develop antibodies to Hemax®. Some cases of pure red cell aplasia have been associated
with neutralizing antibodies with epoetin alpha containing products. This has been reported in patients with renal failure who received the drug by subcutaneous
route. These patients shall not receive Hemax® or any other epoetin containing product.

C) Thrombotic events: An increase of thrombotic events has occurred in dialysis patients with cardiovascular disease receiving epoetin alpha. These included
vascular access thrombosis, myocardial acute infarction and others. Thrombotic events were observed in patients assigned to reach a target hematocrit >40%.
Moreover, this group showed higher mortality rates.

During dialysis, patients may require increased heparin doses to prevent venous access thrombosis. Haemoglobin levels above 12 g/dL may be associated to a
higher risk of cardiovascular events.

D) Seizures: In clinical trials with epoetin alpha, approximately 5% of adult patients on dialysis had seizures generally associated with arterial hypertension crisis.
Arterial tension should be closely monitored before and during treatment. Caution should be taken when administering epoetin alpha to patients with history of
seizures.

Zidovudine-treated HIV-infected patients:

Differently from renal failure patients, no exacerbation of arterial hypertension, seizures or thrombotic events have been reported for this group of patients.
Cancer patients on chemotherapy:

A higher incidence of thrombotic events and increase of mortality has been observed in patients with breast cancer on chemotherapy, assigned to epoetin alpha
treatment to maintain high haemoglobin levels (12 to 14 g/dL).

Albumin (human): Hemax® contains albumin, a derivative of human blood. The risk for transmission of viral diseases is considered extremely remote based on the
albumin obtention and manufacturing process of the product. The theoretical risk for the transmission of the Creutzfeldt-Jakob disease is also considered
extremely remote. No cases of transmission of viral disease have been identified for aloumin.

The table that follows details the adverse reactions requiring medical care:

BASE CONDITION INCIDENCE | ADVERSE REACTIONS
Chronic Renal Failure Frequent Arterial hypertension, headaches, oedema, low back pain, polycytemia, thrombotic complications, fever,
hyperkalemia, breathing difficulties, tachycardia, seizures, arthralgias.
Less frequent | Skin rash, urticaria, peritonitis, pure red cell aplasia.
Cancer on chemotherapy Frequent Oedema, fever.

Zidovudine-treated HIV infection | Frequent Fever, headaches, skin rash, urticaria.

Less frequent | Seizures.

Elected surgery Frequent Deep venous thrombosis, oedema, fever, headaches, arterial hypertension, skin rash, urticaria, urinary tract

infection.

The table that follows details the adverse reactions requiring medical care only to the extent they are sustained over time or hinder daily activity.

BASAL PATHOLOGY ADVERSE REACTIONS
Chronic Renal Failure Skin reaction (administration site), arthralgia, asthenia, influenza-like syndrome, myalgias, contipation, peritonitis.

Cancer on chemotherapy Diarrhoea, nauseas, vomiting (very frequent), asthenia, fatigue, paresthesias.

Zidovudine-treated HIV infection | Skin reaction (administration site), asthenia, fatigue.

Scheduled surgery Skin reaction (administration site), urticaria, anxiety, constipation, dyspepsia, insomnia

Anaemia of prematurity

Thrombocytosis (platelet count > 500 x 10°/L)

Paediatric Use: Although multiple studies have been performed in newborn babies, nursing infants and older children and have demonstrated that HEMAX® is safe

for the prevention and treatment of anaemia, the long-term safety of this product has not been established yet.

4.9 Overdose

The maximum amount of Hemax® that can be safely administered in a single dose or through infusion has not been determined yet. Doses of up to 1500 U/Kg TIW
or up to 60,000 IU/week have been administered to adults without any direct toxic effects. Therapy with Hemax® can result in polyglobulia and patients may
experience polyglobulia related symptoms, such as headaches, somnolence, tinnitus, dizziness, etc. In this case, it is advisable to perform a phlebotomy aiming at
reducing the haematocrit.

In case of overdose, attend the closest hospital or phone any Toxicology Centre.

5. CLINICAL PHARMACOLOGY

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: ATC BO3XA01

Mechanism of Action: Erythropoietin induces erythropoiesis by stimulating the division and differentiation of erythroid progenitors in the bone marrow, causing
the enhancement of the globular mass and, in turn, the hematocrit. Erythropoietin also stimulates the release of reticulocytes from the bone marrow into the
bloodstream, where they mature into erythrocytes.

The normal concentration of endogenous erythropoietin is 10-30 mU/ml and it is regulated by the levels of tissue oxygenation. When such levels decrease, the
erythropoietin concentration increases up to 100- and 1000-fold. This is also observed in anaemic patients.

5.2 Pharmacokinetic properties

Epoetin alpha, Hemax® active ingredient, is indicated for parenteral (subcutaneous or intravenous) administration. The initial enhancement in the reticulocyte
count occurs within 7 to 10 days following administration.

Red cell count, hematocrit and haemoglobin levels increase significantly generally within 2 to 6 weeks following epoetin alpha administration. The range and
extent of the response will depend on the dose and availability of iron stores.

The maximum plasma concentration is achieved 15 minutes following the administration of a unique intravenous dose and between 5 to 24 hours following
subcutaneous administration as a single dose. Peak concentrations following sc administration may remain for 12 to 16 hours and detectable amounts can be
observed for at least 24 hours following administration.

Epoetin alpha half-life is 4 to 13 hours post intravenous or subcutaneous administration. Elimination half-life is generally longer after the administration of the first
doses than after two or more weeks of treatment. Generally, after 24 hours, erythropoietin plasma levels return to their basal levels. Following epoetin
subcutaneous administration, the maximum concentration is observed between 5 to 24 hours post administration and its decline is slower.

In adult healthy volunteers, half-life following intravenous administration was 20% lower than in patients with renal failure. In a trial that involved healthy
volunteers, Hemax® half-life, administered by sc route, was 20.8 + 6.3 hours.

Once the treatment is withdrawn, hematocrit may start decreasing after 2 weeks.

5.3 Preclinical safety data

Carcinogenesis and mutagenesis: Carcinogenic potential of Hemax® has not been evaluated. Epoetin does not induce bacterial gene mutations or chromosomal
aberrations in mammalian cells.

Fertility: In female rats treated with epoetin at 100 to 500 1U/kg intravenously, there was a trend for slightly increased foetal wastage.

6. PHARMACEUTICAL PARTICULARS

6.1 List of Excipients : Human Serum Albumin, Mannitol, Sodium chloride, Monosodium phosphate, Disodium Phosphate Dodecahydrated, Water for Injection.
6.2 Incompatibilities : In the absence of compatibility studies, this medicinal product should not be mixed with other medicinal products.

6.3 Shelf life : HEMAX 2000 I.U. has shown to be stable in its pharmaceutical form during 24 months.

6.4 Special Precautions for storage : HEMAX® should be stored in a fresh and dry place, below 30°C.

6.5 Nature and contents of container : HEMAX® containing epoetin alpha is available in type I-glass vials, containing colour coded labels and caps.

6.6 Instruction for use, handling and disposal : Patients should be instructed in the use of aseptic techniques when administering HEMAX®.

It should not be used and should be discarded if: 1. The solution is not limpid, contains suspended particles or sediments. 2. It may have been frozen.

Any waste material should be disposed of in accordance with local requirements.
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