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Epoetin Alfa
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Pronivel®

2.000 I.U./ml Solution for injection (IV/ SC)
4.000 I.U./ml Solution for injection (IV/ SC)

Hematopoletic Growth Factor

Composition:

Pronivel® 2.000 1.U.: Fach prefilled syringe of 1 ml confains: Recombinant human erythropoletin
alpha (tHUEPO alphay 2.000 LU, Exclplents: Human serum albumin 2.5 mg; Sodium chioride 5.84
mg; Monohydrake monosodium phosphate 0.827 mg; Anhydrous dibosic sodium phosphate 1.887
mg, Water for Injection q.s. to 1.0 mL.

Pronivel® 4.000 1.U.: Fach prefilled syringe of 1 ml confins: Recombinant human erythropoletin
alpha (THUEPOD alpha) 4.000 .U, Bxclplents: Human serum albumin 2.5 mg; Sodium chioride 5.84
mg; Monohydrale monosodium phosphate 0.827 mg; Anhydrous dibasic sodium phosphate 1,987
mig, Water for Injection g.s. fo 1.0 mL.

Therapeutic action:
Antl-anemia hormonal agent. Hematopoletic agent. Erythropolesis simulant agent.
ATC BO3XAOT

Indlcurlnns
d for the Treakment of fomaiic anemia with chronic renal fallure (CRF):

# |n odults and pediafrics oged 1 fo 18 vears on hemodlalysls and adult patients on perfoneal dialysls.

= In adults with renal Insufficlency not yet undergolng dialysls for the freatment of savere anemia of
renal orgin accompanted by clinlcal symptoms In patients.
- Indicated for the freaiment of anemia and reduciion of transfusion requirements: In adults recelving
chemotherapy for solid fumors, malignant lymphoma or muliiple myeloma, and at risk of fransfusion
as assessed by the patient's general sfotus (e.g. cordlovascular status, pre-exdsting anemia at the
start of chemotherapy).
- Indicated In adulis In a predonation programme 1o increase the yleld of aulologous blood.
Treatment should only be given to patients with moderate anemia {hemoglobin concenfration range
betwean 10 to 13 g/dl [6.2 to 8.1 mmol], no Iron deficlency) f blood saving procedurss are not
avallable or Insufficlent when the scheduled major elective surgery requires a large volume of blood (4
or mome units of blood for females or & or more units for males).
- Indicated for non-iron deficlent adults prior fo major elective onthopedic sugery having a high perceved
risk for fansfusion complications io reduce exposwe fo alfogeneic blood fransfusions. Use should be
resfriched to patlents with moderate anemla (e.g. hemoglobin concentration range between 1010 13
gfdl) who do not have an autologous predonation programme aval-lable and with expecied moderate
blood loss (800 fo 1,800 mi).

Pharmacologlical properties:

- Pharmacological Action: Endogenous enythropoletin (EPO) Is a glycoproteln produced In the kidney in
response o hypoxla and stimulates the production of red blood cells In the bone marrow from erythrold
progenttors, being the key regulator of red blood cells production.

After EPO binds fo the mceptor on the cell surface, It actives signals Inferfering with apoptosis and
shimulates the proliferation of erythrold cells. Recombinant human erythropoletin (-hu EPO) produced
by recombinant DNA technology s Identical In amino acld sequence and has the same blologlcal
affects of endogenous urinary erythropoletin,

- Phammaocokinedics: Afier Infravenous administration of enythropotetin alpha, the elimination half-lfe
ranges from 4 fo & h In healthy volunteers and from 6.5 fo 8.2 h In patlents with chronic renal fallure.
After subcutaneous adminlsiration, serum levels are lower than thoss for |.v. route, the levels Increase
slowly and reach a peak between 12 fo 18 h post-dose which Iz much lower than that achleved for Lv.
route Capprox. 1/20 of the Lv. value). After subcutaneous administration, erythropoletin levels remaln
Increased for about 72 h. When 3 weskly doses am usad, no accumulation |s observed, and levels
remain stable, whether determined 24 hours after the first Injection and 24 hours affer the lost Injection.
The subcuTGneous bloovallability Is 20-30%: of the Infravenous bloavallability.

Mftar adr n of erythropoketin alpha, Increasad reticulocytes within 10
duys of starting treatment, followed by Increased levels of red blood cslls, hemoglobin and hematoerit
within 2-6 wesks are observed. The rate of Increase of hemoglobin Is \nurluble between pafients and
dose-dependent, but In patlents on hemodialysls no higher response at doses greater than 300 IWkg
three fimes o week was obsanved.

Dose and administration:

The dosage will be established as medically indicated. Doses should be Individualized to ensure the
adequate hemoglobin kevel for each patient,

%olmlhlnum human erythropolefin should be administered under the supervision of a qualified
physlctan

During freatment, hemafologlcal parameters should be monitored regularly. In patients on hemodialy-
sls, the Intravenous route |s recommended.

Chronle renal fallure: In patlents with CRF on hemodialysis with venous access avallable, Intravenous
route of administration Is prefemed. It Is suggested to administer enythropolstin after the dialysls
procedurs |s compleled. In adult patients with CRF without venous access (those who are not yet on
hemodialysls or pafients on perttoneal dialysis), subcutaneous Injectlon Is preferred.

The recommended sfarting dose of Pronivel In aduft pafients |s 50 to 100 Unitsfkg three times a wesk.
In children, the avallable Informafion suggests erythropoletin alpha doses between 26 and 50 Ulkg
three fimes o week.

The treafment Is divided Into two sfoges:

- Phasa of Comectlon: 5O 1UMkg three times o wesk,

‘When a dose adjustment |s required, it should be done at least In sfeps of four weeks, At each step,
the Increase or reduction In the dose should be of 25 kg three times a week. The fotal maximum
weekly dose should not excead 3x200 5

- Phosa of Maintenance: Dosa adjustment In order fo malntaln hemoglobin values at the desired level:
Hb betwean 10 and 12 mg/dL (6.2 to 7.5 mmoliL). The recommended total weskly dose |2 betwesn
75 and 200 IUkg.

Paflents switching from SC to W adminiziration should use the same doss, and Hb should be closaly
monitored (e.g., weekly) to make the necessary adjustments In medication to achleve hemoglobin
levals In a proper range.

- Dosa odjustments: f the hemoglobin Increases and reochas 12 mgfdl, the dose should be educed by
25%. I it continues o Increase, discontinue the dose untll the Hb begins to decreass, af which point the
dosa should be sforfed af a value 25% lower than the last administered dosa. i the Hb Increnses more than
1 mgidL In 2 wesks, the dose should be decreasad by 256%:, afther In the number of weskly Injections, the
foil amount of EPO alpha In each dosa, or both,

Adulf patients with concer: Erythropolstin should only be administerad fo cancer patients with anemia
with Hb below 10 mg/dL. Subcutaneous rouke of administration |s suggested.

The hemoglobin varlabllity should be oddressed through dose adjustment, considerng the farget
hemoglobin range betwean 10 mgddL (6.2 mmoll) and 12 mgddl (7.5 mmol’l), preventing a
sushiined hemoglobin level above 12 mg/dL.

An Inifial SC dose of 150 kg three fimes a week |s suggested. If afier 4 weeks of freatment, the
hemoglobin has Increased at least 1 mg/dL (0.62 mmolL) or the reticulocytes count has Increased =
40,000 calls/uL above basaline, the dose should remaln at 150 IUfkg three fimes o week or 450 kg
once a week. If the Increase In hemoglobin Is <1 mg/dL (<0.62 mmol/L) and the reticulocytes count
has Increased <40,000 calls/ul above bazsling, Increase the dose fo 300 IUAkg 3 times a week. If afier
an additional 4 weeks of freaiment with a doze of 300 IU/kg three times a week, the hemoglobin has
Increased = 1 mg/dL (= 0.62 mmollL) or the reticulocytes count has Increasad = 40,000 cells/yl, the
dose should remain af 300 1W/kg three times a week. However, If the hemoglobin has Increased <1
mgfdL {<0.62 mmolfL) and the rticulocyies count hos Increased <40,000 cells/ul above basaline,
the responsa Is unlikely and the treatment should be disconfinued.

Paflents should be carefully monitored to ensure that the lowest approved dose of enythropolesls
siimulating agents Is used to ensure an adequate confrol of symptoms of anemia.

Dose adjustments: The risk of thrombotic adverse events could be Increased In patients with rapld
Increases of normal hemoglobin concentrations. (See Precautions).

If the hemoglobin Increnses 1 mgfdL bheeskly or above 2 ma/dL (1.25 mmol/L) a month, or if fhe
hemoglobin Is approaching 12 mgfdL (7.5 mmolL), mduce the dose fo 26-60%. K the hemoglobin
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exceeds 12 mg/dL, discontinue the treatment unttl the hemoglobin value drops and then restart the
freatment with Pronlvel with o dose 25% lower than the previous dose.

Adult surgery patlents in an aufologous pre-donation prog Route of adminisiration: Infravenous.
Doses of 300-600 IWkg twice o week am suggested, for 3 weeks, with af least 200 mg of slemental

Iron.
Adult patients scheduled for elective suiery
Route of administratlon: Subcutoneous
Before considering o freatment with erythropolesis stimulating agents as Pronivel, It Is desl-rable fo
Investigate ofher potenfial comectable causes of anemia.
The recommended PRONIVEL desing regimen |s 600 IU/Mkg weekly for three weeks (days -21, -14 and
-1 prior fo surgery and the day of surgery. If the planned time before surgery Is shorfened fo less than
three weeks due fo medical needs, EPO alpha 300 1Udkg dally for 10 consecutive days prior to sumgery,
on the day of surgery and for four days Immediately following the surgery should be adminisered.
If when performing hematologlc assessments during the preoperative perlod, the hemoglobin level
reaches 15 mgsdL or higher, the adminisiration of Pronivel should be discontinued and subsequent
doses should not be are administered.
Adequate fron supplementafion: It Is recommended to evaluate the levels of Iron stores, Including
fransferin safuration (serum fron divided by ron binding capacthy) and serum femitin before and
during freatment with recombinant human erythropoletin, Most patients will require Iron supplements
(8.g., elemental Iron 200mg orally) fo Increase or maintain fransferrin saturation fo levels adequate
o support erythropokesis simulaied by recombinant human erythropolstin. i possible, adminisier the
supplement before Inttiating the therapy with EPO alpha to achieve the Indicated reserves.
Instructions for use:
= All parenteral products should be visually Inspected In order fo |dentify any particulate matter and
the product keeps colouress
« Do not use any parenteral product f particulate matter or discoloration Is observed.
= Avold prolonged vigorous shaking with subsequent formation of foom, since this procedure can
den%m the profein recombinant human erythropoletin, with the possible Inoctivation of the
product.
= By using osephic techniques, place a sterlle neadle In a sterlle 2yringe. Remove the plastic cover
(flipp-off) of the vial confaining Pronivel solutlon and clean the fop of the stopper with o disinfec-
tant. Insart the neadla Info the vlal and remove with the syringe the appropriate volume of solution
fo be Injectad.
= Each vial of Pronivel solution Is for a single use because It confalns no preservatives. Disposa the
unused remalning conients of the vial. Do not reuse the syringe.
+ Pronivel solution should not be diluted or udmlnlsTerecI mied wnh oTher drug solutions,

Introvenous_adminisiration: In 1-2 mInuTes at least. In p::nlems on dlulysls Injectlons should be
performed affer the dialysls, In the cathelerization nesdle, followed by rinsing with 10 mL of Izotonlc
solution for parenteral use fo ensume the correct passage of product Info the circulation. In patients who
develop flu-lke symptoms, It may be preferable a slower Injection for 5 minutes

Subcuigneous adminisiration: The maximum volume fo be Injected per slie should not excesd 1 mL.
It Is necessary to Inject larger volumes, choose more than one slie. Injections are made atiemalely in
the limbs and the anterlor abdominal wall.

Contraindications:

» Unconfrolled hypertension

» Known hypersensttivity to products derved from mammalian cells.

= Known hypersensftivity fo human albumin,

» Known hypersansttivity to any of the exciplents of the formulafion.

» Patlents scheduled for mojor elective surgery, not participating In autologous blood pre-donation
progmm and not having coronary artery dissase, peripheral arlery disease, caro-Hid arterlal disease
or sfroks, Including paflents with reeent myocardial Infarction or stoke.

= Surglcal patlents who for any reason can not recelve adequate anfithrombotic prophylaxis.

» Patlentz developing pure red cell aplasia with any erythropoletin,

Warnings:
Oy

and fh eosed morfalfy: An Increase In thrombotic vascular events
In patients recalving erythropolesis simulating agents such os Epo alpha hos been obsarved. These
Include venous and arferlal thombosls and embolism ({Including some with fafal outcome), such
0s desp veln thrombozls, pulmonary embolism, mtinal thrombozsls and myocardial Infarchon.
Additonally, strokes (including cerebral Infarchon, cerebral hemorrhape and transkent Ischemic
offacks) has been reported.

An adequate welghting of beneftt from treatment with erythropoletin on reporfed risks of thrombofic
events, particularly In pafients with previous risk factors, |s suggested.

The hemoglobin concentration should also be monitored closaly due fo the polential sk of thrombosmbolle
events when patients are freated and have Hb concenfrations above the range of usa.

Use In paflenis with cancer diagnosis: Enythropoletin s a growth factor that primarily stimulates red cell
production. Az with all growth foctors, there Is a concem about the possibllity that they simulate fumor
growth, Controlled clinical studies have demonstrated the following:

The usa of erythropolesis sitmulating agents shortened the ovemll survival and Increased deaths atfrib-
uted fo diseass progmession at 4 months In patlents with advanced breast cancer, when administerad
1o achleve a hemoglobin level betwean 12 mg/dL and 14 mg/fdL.

Additonally, reduced locomrglonal control In potients with advanced fumors of head and neck freated
with radiation therapy, when given hematopolesis stimulants agents with a farget of hemoglobin higher
than 14 mg/dL was reporied.

Another enythropolesis stimulating molecule was shown to Increase the risk of death when adminis-
tered to achleve o hemoglobin level of 12 mg/dL In patlents with active malignancy, ecelving nafther
chemotherapy nor radiation therapy.

Consldering the above, the declzlon fo administer the recombinant enythropoletin freafment should be bosad
on the benefti-risk assessment with the paicipation of the patient, faking Info account the speciic clinical
safing. Among the factors fo be consldered for the evaluation are the type of tumor and is stogs, extent of
anemia, life expectancy, the seting of freatment and the paflent's opinion,

PRONI‘JEL should only be administered to freat patients with cancer when anemia hos appeared affer
concomifant chemotherapy. A level of hemoglobin of 12 mgfdL should not be exceadad.

Use in patlents with chronic renal fallure: In pafients with chronic renal follure (CRF) o complste blood
count {with hemoglobin concentration) should be performed regulory, until o stable level k& achleved
and perodically themedfter.

In patients with CRF the rate of Increase In hemoglobin should be approximately 1 mg/dL and should
not exceed 2 mg/dL fo minimize the risk of hyperfension. The dose should be reduced whera hemo-
globin approaches fo 12 mg/dL.

In two clinlcal shudles, pallents with CRF experienced greater risk of death and serlous cardlovascular
events when erythropolasis simulating agents were administerad and higher hemoglobin levels wera
reached.

Patents with CRF with Insufficdent response fo colony-stimulating agents (deficlent hemoglobin concentra-
fons) may be at greater sk of cardiovascular events, Induding death, than other patients,

Shunt thrombosis In paftents on hemodialysis hos bean reported, especlally In patlents prone fo
hypofension or whosa arferlovenous flstula hos complications (e.g., sfenasis, aneurysms, etc.). In
these poflents an early shunt Inspection and thrombosls prophyloxis administering o drug such s
ncatylsalleylic acld Is recommended.

In Isolated cases, hyperkalemia has been observed, although the causallty hos not been estoblished.
In patients with chronic renal fallure monttoring of serum elecirolyles Is required. K high or Increased
serum potassium level Is observed, then In addition to appropriake teatment of hyperkalemlo, the
discontinuation of enthropolefin alpha untll the serum potassium level has been comecied should
be considered.

During therapy with enythropolefin an Increase In the dose of heparin during hemodlalysls due to the
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merensad volume of the cell mass is oflen required. If heparinization |s not oplimal o potentiol Bock-
age in the diolysis system may occurs, Adjustiment may be required fo prevent the clogging of the
exirecorporeal cireull during hemodialysis.

In some women with CRE. menses have resiarfed after ferapy with EPO ulpha so e possibility of
pregnancy shoukd be discussed and the need for n should be

Based on the information availoble fo date, comection of anemia with EPD ulphvu in odult patients
with chronie renal failure not ye! undergoing dialysis does not accelerale e rale of progression of
renal failure,

Surgical patients included in an outologous pre-donalion program: All wamings and special precau-
fions ossociated with cutologous pre-donafion programs, especially fose related fo routine volume
replacernent, should be followed.

Patients scheduled for elective surgery: Thare is increased nisk of posfoperative thrombotic events in
patients with hemonlobin greater than 13 mg/dL.

In pafients scheduled for eleclive surgeny the couse of anemia showd be defermined ond freated, if
possible, before initiating Irealment wilh recombinant erythropoletin. Thrombolic evenls can be o sk
in this populafion, so fey should ba weighed carefully,

Hypertension: Blood pressure should be confrolled before initialion of therapy with recombincnt human
aerythropoistin and durng freafment,

Patients with unconfrolied hypertension should not be freated with recombinant human erythropoietin
(588 O ications)

Blood pressure mey Increase during reaiment of onemia with EPC. Seizures and encephalopathy
hos been observed

FPallents should be cdvised of the Importance of compliance with ontiyperensive therapy and dietary
resfrictions, If e blood pressura is difficull ko conirol with the inifial appropriate measures, may be
necessary fo reduce the dose of recombinant human erytheopoietin or disconfinue the therapy until the
hemoglobin concenfrafion begins fo descend.

Seizures: Seizures in patients receiving recombinant humen endhropoietin hove occurred. Use cou-
fiously in patients with epilepsy, o history of seizures, conditions associated with pradisposifion fo
seizure aclivily os cenfral nervous system infections or brain metostoses.

Pura red bload cells aplosia; Coses of red blood calis aplasia and severe anemia, wifh or without cylops-
nios, mosty ossociated with neukralizing enlibodies o eryfropoietin hos been reported.

It hos been raported predominanity i patients with pure red cell aplasia receiving enythropoigtin
subcutoneously. It was rarely reporled affer months or years of freatment with enyfhropoletin,d Mere
were also rare coses in pafients with hepafifis C freated with ribavirin and inferferon concomitantiy fo
arythrocytes stimulating ogents. The use of hemalopoiesis-stimuloting agents in patients with onemia
associoted wih hepafifis C is not opproved,

Any potient hoving decrensed Iherapeutic response 1o enyihropeielin should be evaluated for the etiol-
ogy of loss of therapeutic effect, including fypical couses of non-responsa. K no couse is identified,
examination of bone marrow should be considered.

If pure rad blood cells aplosia is diognosed, PRONIVEL should be disconfinued immediataly ond anfi-
body defection should be considered. If erythropotetin ond ofher erythvopoletic products ontibodies are
datected, eryfhropoietin should be disconfinued permanently, and switching fo anofher erythropoiasis
stimulant agent should not be performed, es there may be cross-reactive enlibodies.

Precautions:
Iron supplements: Bafore starting reatment with PRONIVEL, other couses of anemio (iron deficiency,
hamaolysis, blood loss, deficiancy of vitamin B12 or folake) should foks info cecount ond freated. In mast
cases, serum larmitin drops simullaneously with the increase in hemotocrit, In order o ensure oplimum
responsa ko Pronivel, suitable iron deposits should be ensured, so supplements should be administerad
¥ necessory, ustally 200-300ma/doy dally:
In pofients with chronic renal foilure whaosa serum ferilin levels ara balow 100 ng/ml o supplement
of oral iron of e.g. 200-300 mg/doy is recommended (100-200 mg/doy for pedialric patients).
In patients wif cancer whosa fransferin saturahion is below 20% o supplement of oral iron of 200-
300 mg/day is recomimended.
In patients on o pre-donation program, orel elemental iron 200 mg/day should be adminisiered
several weeks before.
In pafients undergoing elective surgery, oral iron 200 mg/day should be odministarad prior fo Pronival,
il possible, ond If not during frealiment.
If tha patient does nof respond or mainkain fe response, fhe following eficlogies should ba evaluated
und considerad:

1- Iron deficiency.

2- Undexlying malngnunr Infecious or inflommatory processes.

3- Ocoult blood

4- Underlying hammgloglcul diseoses (thalossemia, refrackory anemia of other myelodysplostic

disordars),

&- Vilamin deficiencies (vilamin B12, folic acid).

G- Hamodialysis.

7~ Aluminum poisoning.

8- Fibrous cyshic ostaifis,

- Pronivel containg albumin defived from human blood. Bosed on the effective donor screening and
product manufackuring process, this would lead fo o rare remote Ask for ransmission of viral diseases.
A theoretical risk for tronsmission of Creutzield! Jocob disease (CJD) Is considered remole. No coses
of fransmission of virol diseasas or CJD ienfified associated with afbumin hos bean reporied,

- Serious ollergic reoctions: With the use of on enyihropolefin olpha such as Pronivel, o sedous aller-
gic reachion, including anophyloctic reaction, angicedema, bronchospasm, rash, ond urficario may
develop. If o serious allergic or enaphylaciie reaction occurs, discontinua immediately the Pronivel
fherapy and consult your doclor
- The various eryhropolesis siimulating foctors are no! necessarily equivalent, so It is Impaortent lo
consulf your healih care professional before making any chonges,
- Platelel counts during the first 8 weeks of freatment with Pronivel are suggested as o dose-dependent
mcreosing in plotelats may occws which becomes normal during therapy. Thrombocylopenia hos
been aiso reported.

- Use with coufion in palients with gout, 0s increased uric ocid could be observed.

- Use with coution in patients with chronic lver disease, os these patients may hove increased
eryhropoiesis,
B Category B3 (4 fiz): it is not known if Pronivel crosses e placenta or if if con produce
lm‘ul harm when udmnlsluad 1o a pragnant woman. There are no adequate and well confrolled shudies
In pregnont women. Studies in rats showed that doses of 20-500 IWko/day produced decreased fertil-
iy, increased losses, decreased fefol weighl, ond delayed ossificafion, Recombinant humaon enythro-
poiefin can be used during pregnancy only if the polentiol benefit justiies e polentlal risk to he felus.
Breastfeading: It iz nof known i recombinant human anyfhropoiefin is axcreted in humoen milk, Becauss
many drugs are excreled in humon milk, caution should be exercised when administersd recombi-
nant human eryihvopoietin fo brecstieeding mothers. Exposed animaols showed refarded growth ond
development of offspeing.
Pediofric use: There are clinical frials supporfing fhe effect of erythropaoietin elpha in children os to cor-
rection of anemio, reduced Fensfusion requirements, improved bleeding fendency in uremio, increased
appefite, decransed cylotoxic onfibodies,
Sofety reporied for pedialic palients s incomplete, particulorly with regord fo hemoglobin: range
managament and changes in blood pressure
Genofoxicity: EPO alpha did nol induce gene nor coused ct il dam
Carci Thera are icfing reports in literafure regarding fhe pofertial rola in fumor pmllemhun of
arwrmpmalln sﬂmLmng ogents, howeer, Jong-term studies hove not been conducted.

Drugs Interactions:

The effect of recombinant humn er\drmpoeehn can ba by si i Thon of
anather anfi-onemia agen istration of iron when it with nant human
erythropoistin does not procluoa fhe desuad responza should be done carefuily considering laboratory
confrols made.

Drugs lowering enfhropoiesis may decrease the response to Pronivel

Cyclosporine may inferact. If is suggested 1o monitor their blood levels and adjust for any inerease
in hemaiocrit

The administration of frastuzumab & mgdkg in patients wil metasiolic breast concer along to EPO
alpho 40,000 IWWmL did not affiect the pharmacokinefics of Fostuzumab

Effects on the ability 1o operate mochines: No studies have been conducted regarding erythropoietin
and the ability of driving vehicles and oparate machines,

Adverse Reactions:
Shudies indicate that recombinant human enghropoiatin is generally well folerated,

In patients ing eryihrope I I
events hos been observed.
Hypersensifivity reaclions such as rosh (including urticaria}, anaphylectoid reactions ond ongicedema
hova also bean reporied,
Oiher maost frequently reported events (=10%) in clinical Fials are diomhed, nousea, vomiting, pyrexio,
chills, injechion sita reactions, headoche, and flu-like syndrome (especially ot the start of Feafment)
Adverse evenis oceurmed m more than 5% of potients with chronic renal failure participating In several
clinical Fials ware hypertension, thrombosmbalism (mainly in patients on dialysis), rosh, diarhea, nou-
sed, vomiting, arfiralgio, limbs pain, muscke aches, bone pain, chills, peripheral edema, injeciion sile
reqciions, fu-like syndrome, pyrexia, fyperkalemia, dizziness, upper respiratory fract infecions, cough,
In more than 5% of patients with onemio due to cancer chematheropy frecred with: erythropoietin
in various clinical irials, nousec, vomiting, diamhea, pyrexia, periphenc edema, heodoche, cough,
embolism ond thrombaosis, myalgie, arthrolgia, stomalifis, cough, welght koss, leukopenio, bone poin,
rash, hyperglycemia, insomnia, headachs, deprassion, dysphagia, hypokalemia, and thrombosis and
embolism hove been described.
Adverse reaclions occurrad in =5% of surgicol patients in clinical frioks were: nausea, vomiling, dior-
rhed, chills, itching, injection site reactions, pyrexia, peripheral edema, headache, cough, embolism
and frombosis, deap venous frombasis, hypertension,
Allergic reactions: There were no reports of serous allergic reactions or anaphylaxis essoclaled with
the adminisiration of recombinant human eryfhropoielin, In patients with chronic renal failre rosh and
urticaria of moderate and Fonsient nalure were rorely obsened.
Howawar if an unuph-,v!uchc ranction ocours, therapy wifh recombinant human enythropolefin should ba
and appropriote therapy should be mitiated. In HiV-infected patients freated
with zidovudine daveloping urficanal reactions, this event was related fo immunosupprassion induced
by HIV or prior exposure fo blood products
Immunaogenicity: As with all therapeutic ploTeirrs, fhere is o pofentiol for immunogenicity. In pafients
recelving recombinen! humen eryihropaieting erythropoietin neutralizing anfibodies, In association
with recombinant human aryfropoielin or severe onemia with or without ofher cylopenios hove
been reported.
grﬁ reported, fe incidence of antibody formation is high depending on fhe sansifivity and specificity
& CS50Y.
Additionally, the observed incidence of posifive anfibodies (including neufralizing anfibodies) in an
assay may be influenced by several foctors ncluding ussay methodology, sompling, somple collection
fime, concomitant medicalions, and underlying dissasa
For these reasons the comporison of the incidence of cross-unfibodies wilhin this class (envihropoietic
protains) may be an unclear daota.
Hypertension: Up lo 80% of palients with chronic renal falluse hove a history of hypertension. The
blood prassure may rise during ferapy wilh recombinant human erythropoisfin in patients with chronic
renal foilure (on dialysis or nof). During e early phose of treaiment when fhe hematocrit is increasing,
approximately 25% of patients on dialysis moy require anfiypertansive theropy.
Seizures: In patients wilh chronic renal follure, the refotionship between Merapy with recombinant
human erythropoietin and seizures is uncertain, However, it seems fo hove o higher ol of seizures
during the first 90 doys of therapy (occurring In approximately 2.5% of pofients), when compared
with subsequent periods,
In clinical tricls with recominant human erythropoletin in HV-infected patients freated with zidovudine,
10 potients experiancad seizures, In generol, these events seem fo be relaled fo on underlying disensa
such as meningifis or brain necplasm and not o therapy with recombinant human enyhropoietin,
Thrambotic events; During hemodialysis, pafients freated with recombinont human engthropoietin may
Tequire on increase in heporin anficoagulation. A statistical link befwesn increased hematocnii and rale
of thrombafic svenis has nof been estoblished. In patients with chronic renal failure (on diolysis or naf)
Thrombotic events such es myocerdial infarchion, siroke, ond Fonsient ischermic aftock hove cccumed.
Patients with chronic renal failure: In all clinicel studies fhe cdminisiration of recombinant human
erythropoletin wos generolly weil toleroted, regordiess of the route of administrotion.
Reported evenis occurrad within several hours after administration of recombinant human engthropoi-
elin were rare, mild and ronsient and included flu-like symploms such as adhrelgio and myalgio.
In clinicol studies with recombinant human anyhropaietin in patients on diakysis, the mos? frequantiy
reported adverse effects wera: hypertension; headache; tachyeardio; nousea/vomiting; clot in vasculor
access; shoriness of breath; hyperkalemio and diarrhea
Oiher reported side effects were: ahraigio; edemo; fofigue; ches! poln; skin reaclion (ol the sike
of adminisiration); osthenio; veriigo; convulsion; siroke; transient ischemic atteck, and myocardial
Infarction.
Patiants with cancer on chemotherapy: In doubla-lind, plocebo-controlled shudies, alfough some stafisti-
cally significant differences between padents Feated wilh recombinant humon enhropoielin and hose
fraoied with plocebo wara noted, fhe overall sofefy profile of recombinant human enyropoielin appears to
be consistent with e process of e odvonced cancer disense. The observed adverse effects were pyrexio;
diarheq; nousea; vomifing: edema; asthenic; foigue; shorness of breath; poresthesia; upper respiratory
infection; dizziness and chest pain.
The available data from fumor modals in animals end measurements of prolfaration of solid fimor calls
from clinicol biopsy specimens in response 1o recomibinant human eryihropostin, suggest no enhonce-
ment of mor growd, However, os o growth foctor, the possibilify that human recombinant eryfhno-
poletin may enhance the growth of some fumoars, parficulaorly myetoid fumors, can not be excluded.
Hil-infected patients freated with zidovudine: In double-biind, plocebo-conirolied studies thare was no
significant difference befween eaiment groups in he incidence of the events lisked below: pyrexio,
fatigue, headache, cough, diamhea, rash, respirofory congestion, nousan, shoriness of braath, asthe-
nia, skin recction (ol the site of adminiskation), verigo.
Recombinant: human enyihropoiehin wos not ossociated with significant increoses in opporiunisfic
infections or moraiity. The serum anfigen levels seem nol to increase. Preliminary doto showed no
increasa in HIV replication in "in vifro® infected call lines.
In post-marketing experience, pure red blood cells aplasto, which has been linked lo anfi-erythropoielin
anfibodies, was reported very rarely (<1/10,000).

Overdose

The maximum amount of recombinent human erythropoistin fat con be sofely administered in single
or multiple doses hos not been defermined. The response fo erythropolelin adminisiration is individual
and dose-relaed,

Therapy with recombinant humon eryropoletin may resull in polyeythemia if the hematoerit (s not
carefully confrolled ond the dosa is nof odjusted. If the torget range is exceedad, recombinant human
erythropoiatin may be discontinued femporarily unfil the hematocrt refurn fo e target range; hen the
therapy with recombinant human enythropoiefin may be resumed using o lower dose (see Dosoga and
Administration}. Precautions: Hyperiension and seizures. If polycythemia is a concem, phlebokomy in
order to reduce the hematocrit may be skorted

In e event of overdose, go ko the nearest hospital or contac! o Poison Conrol Center;

How Supplied

Pockages conloining: 1 prefilied syringe wil 1 mL of solution with needle.

Packoges confaining: 1 viol of 1 mlL.

Hospital use: Pockoges confoining 10, 26, 50 and 100 vials of 1 mL
Conservation and storage conditions

Store ot o lemperailge bebween 2 °C - 8 °C, profecied from light. Do not freeze or shake.

MAINTAIN THIS AND ALL THE MEDICINES IN THEIR ORIGINAL PACKAGE AND OUT OF THE
CHILDREN REACH.

agents an Increased incidence of fMrombohic vasculor

Medicnal product authorized by the Minisiry of Health Certificate No. 43,661
LABORATORIC ELEA PHOENIX S.A: Av. Gral. Lemos N° 2809, Malvinas Argenlinos, Buenos Alres,
Argentine,
Technical Director: Loura A B. Hemdndez, Pharmacist,
Date of aufhorization: August 1994
Date of revision: August 2019
Manufactured by: M.R. PHARMA S.A.: Estodos Unidos N° 5105, EI Triangulo, Malvinas Argenfinas,
Provincio de Buenos Alres, Republica Argenting. For: LABORATORIO ELEA PHOENIX S.A.: Av. Gral.
Lemaos N° 2809, Malvinos Argentinos, Buenos Aires, Argenting.
Epoetin Alfa 2.000 I.U.fmi, solution for injection (IV/SC)

and Di by: Biocare 1 Inc., 4% Floor, 383 Goodwill Bldg., Senafor Gil
Puvnl Ave., Bray. Bel-Alr, Mokatl, Mefro Manila.
Epoetin Alfa 4.000 |.U./mi, sulinsonfolmmhn(w )

The most frequently repored odverse eveni fo the Fealment with endhsopoietin alphe is 1 blood
pressige or worsening of plaemslmg hvpaﬂans»m Maonitonng of blood pressure, aspecially o the begin-
ning of Feaiment is rect yperh crisis with lopathy, which requires immediate
medical atienfion and lnlenswa oue in patients wifh low or nomal blood pressue has been reported
during frectment with - I is advised o pay special aiiention fo sudden stabbing migraine-

d and 1 by: Biocore Li Inc., 4 Floor, 393 Goodwlll Bldg., Senator Gil
Puyaf Ava., Brogy. Bel-Air, Makoli, Metro Monila
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CADA CONTROL DEBERA REALIZARSE EN UN PLAZO NO MAYOR A 2 DiAS HABILES
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