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FERROVIN, solution for injection
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One millilitre of solution contains 20 mg of iron as iron sucrose (iron(111)-hydroxide
sucrose complex).
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1. NAME OF THE MEDICINAL PRODUCT
FERROVIN, solution for injection-20MG/ML

2. QUALITATIVE AND QUANTITATIVE COMPOSITION OF—ACHVE
INGREDIENT

Each 5mL ampoule of FERROVIN contains 20mgtmit—Ferrie(Hh-hydroxide-Complex
with-suerose—quantity-equivalent-to-100mg [FoRIGSIFORISUCIOSEN(iFORINSAVAoXidE
SUCHOSEICOMPIEX)e+ric-(H)-per-ampoule.

3. PHARMACEUTICAL FORM
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LAPIDOT MEDICAL
Injection-solution-erconcentrated-sSolution for infusieninjection. in-glass-ampoule

:

FERROVIN is a dark brown, non-transparent, aqueous solution.

§

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

FERROVIN is indicated for the therapy of iron deficiency anaemia in the following
cases:

Severe iron deficiency only when oral administration has been found impossible. In

cases of gastro-intestinal malobserption-alabsorption which rules our oral therapy,

patients on dialysis treated with erythropoietin.

4.2 Desage P0S0I0GY and method of administration

Calculation of Dosage:

The total additive [T dose of FERROVIN, equivalent to the total iron

deficiency JJl (mg), is definec- I by the levels-of--haemoglobin_ |G

and the-body weight I8 The dose and dosage scheme-of FERROVIN sheuld I
be individuatized | N I for each patient based-on I t-e

caleulation—of-the total iron deficiency N
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reservec- Il iron= 15mg/kg of-bedy-weight{iili]

over-35_kg body-weigh'IIIIEEE: <<si-ab'e Il Hb= 150¢/- ] and
reserved I iron= 500 mg

Body weight | Total number | of FERROVIN ampoules
[kg] BESEIEN(20mg iron per ml) to be administered:]
Hb Hb Hb Hb
60¢/ NI | 750/ M | oo/ NI | 1050/ IR
o/di
5 15 15 15 1
10 3 3 25 2
15 5 45 35 3
20 65 55 5 4
25 8 + 6 55
30 95475ml | 85425ml | 7537.5ml | 6532.5ml |
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If the total number of ampoules required I exceeds the maximum
P caily-dose, then the administration has-to-be-splif I

NermalpPosology:

Adults:

1-2 ampeulesBilOml of FERROVIN (100200 M0 ifon) twice ONE to three times a
week—._For administration time and dilution ration see "Method of administration”.

I ; he | ki level.

Paediatric population:

The use of iron sucrose has not been adequately studied in children and, therefore,

FERROVIN is not recommended for use in children.

. il d
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IRFAVERBUSIENR trfusioninfusion:
-FERROVIN
ampoule(5-ml-=2100-mg)}-must only be diluted in i@&ml—e#_ 0.9% -_sodlum
chloride [NGE)) -solution. Dillion MUSttake place immediately prior to administration
(2-ampoules-in-200-mi-ete)-ThelllfliSioniandithe solution should be infused-at-arate

Intravenous infusioniNjEcton:

-FERROVIN can-alsoffidy be administered by slow intravenous injection at a rate of

notmore-than-1 m! URCIUEEEISEINESH per minute (=5-minutes-per-ampeule). Bl not
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exceeding 2-ampoulesliiill o FERROVIN (200 mg iron) per injection. After

Injection into dialyseriERoUSIINEIONNISISIMACHINE!

-FERROVIN ean-iiay be administered HlliRG e HaemodialySiSSEssion directly into
the venous limb-ii€ of the dialyserdialySiSMachiié under the same conditions as for

intravenous injection.

e Hypersensitivity to the active substance, to FERROVIN or any of its excipients
listed in section 6.1.
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4.4 Special warnings and special-precautions for use

Parenterally administered iron preparations can cause hypersensitivity reactions

including serious and potentially fatal anaphylactic/anaphylactoid reactions.

Hypersensitivity reactions have also been reported after previously uneventful doses

of parenteral iron complexes including iron sucrose. However, in several studies

performed in patients who had a history of a hypersensitivity reaction to iron dextran

or ferric gluconate, iron sucrose was shown to be well tolerated. For known serious

hypersensitivity to other parenteral iron product see section 4.3.

The risk of hypersensitivity reactions is enhanced for patients with known allergies

including drug allergies, including patients with a history of severe asthma, eczema

or other atopic allergy.

There is also an increased risk of hypersensitivity reactions to parenteral iron

complexes in patients with immune or inflammatory conditions (e.q. systemic lupus

erythematosus, rheumatoid arthritis).

FERROVIN should only be administered when staff trained to evaluate and manage

anaphylactic reactions is immediately available, in an environment where full

resuscitation facilities can be assured. Each patient should be observed for adverse

effects for at least 30 minutes following each FERROVIN injection. If hypersensitivity

reactions or signs of intolerance occur during administration, the treatment must be

stopped immediately. Facilities for cardio respiratory resuscitation and equipment for

handling acute anaphylactic/anaphylactoid reactions should be available, including
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an injectable 1:1000 adrenaline solution. Additional treatment with antihistamines

and/or corticosteroids should be given as appropriate.

In patients with liver dysfunction, parenteral iron should only be administered after

careful risk/benefit assessment. Parenteral iron administration should be avoided in

patients with hepatic dysfunction where iron overload is a precipitating factor, in

particular Porphyria Cutanea Tarda (PCT). Careful monitoring of iron status is

recommended to avoid iron overload.

Parenteral iron should be used with caution in the case of acute or chronic infection.

It is recommended that the administration of FERROVIN is stopped in patients with

bacteraemia. In patients with chronic infection, a risk/benefit evaluation should be

performed.
Paravenous leakage must be avoided because leakage of FERROVIN at the

injection site can lead to pain, inflammation and brown discoloration of the skin.

4.5 Interaction with other medicinal products and other forms of

interaction

As with all parenteral iron preparations, FERROVIN should not be administered

concomitantly with oral iron preparations, given-thatSilice the abserbance BDSOIDLON
of the—oral iron is decreasedfédliced. FhusTHErefore, oral iron therapy should net
begin-beforcElStaled at least 5 days have passed-since@itel the last [HjEClONIO!
FERROVIN-irjection.

4.6 Administration-duringFertility, pregnancy and lactation

Pregnancy
There is no data from the use of iron sucrose in pregnant women in the first trimester.

Data (303 pregnancy outcomes) from the use of iron sucrose in pregnant women in
the second and third trimester showed no safety concerns for the mother or newborn.
A careful risk/benefit evaluation is required before use during pregnancy and
FERROVIN should not be used during pregnancy unless clearly necessary (see
section 4.4).

Iron deficiency anaemia occurring in the first trimester of pregnancy can in many
cases be treated with oral iron. Treatment with FERROVIN should be confined to
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second and third trimester if the benefit is judged to outweigh the potential risk for
both the mother and the fetus.

Animal studies do not indicate direct or indirect harmful effects with respect to
reproductive toxicity (see section 5.3).

There is limited information on the excretion of iron in human milk following
administration of intravenous iron sucrose. In one clinical study, 10 healthy breast-
feeding mothers with iron deficiency received 100 mgq iron in the form of iron sucrose.
Four days after treatment, the iron content of the breast milk had not increased and
there was no difference from the control group (n=5). It cannot be excluded that
newborns/infants may be exposed to iron derived from FERROVIN via the mother's
milk, therefore the risk/benefit should be assessed.

Preclinical data do not indicate direct or indirect harmful effects to the nursing child.
In lactating rats treated with >°Fe-labelled iron sucrose, low secretion of iron into the
milk and transfer of iron into the offspring was observed. Non metabolised iron
sucrose is unlikely to pass into the mother's milk.

Fertility
No effects of iron sucrose treatment were observed on fertility and mating
performance in rates.

4.7 Effects on ability to drive and use machines

In the case of symptoms of dizziness, confusion or light headedness following the
administration of FERROVIN, patients should not drive or use machinery until the
symptoms have ceased.

4.8 Adverse UNOESITADIE effects Effects
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The most commonly reported adverse drug reaction in clinical trials with iron sucrose

was dysgeusia, which occurred with a rate of 4.5 events per 100 subjects. The most
important serious adverse drug reactions associated with iron sucrose are
hypersensitivity reactions, which occurred with a rate of 0.25 events per 100 subjects
in clinical trials.

The adverse drug reactions reported after the administration of iron sucrose in 4,064
subjects in clinical trials as well as those reported from the post-marketing setting are
presented in the table below.

System Organ | Common Uncommon Rare Frequency not
Class (21/100, (21/1,000, <1/100) (21/10,000, known?
<1/10) <1/1,000)
Immune Hypersensitivity Anaphylactoid
system reactions
disorders angioedema
Nervous Dysgeusia Headache, dizziness, Syncope, Depressed level
system paraesthesia, somnolence, of
disorders hypoaesthesia consciousness,
confusional
state,
loss of

consciousness,
anxiety, tremor

Cardiac Palpitations Bradycardia,

disorders tachycardia

Vascular Hypotension, Flushing, Phlebitis Circulatory

disorders hypertension collapse,
thrombophlebitis

Respiratory, dyspneoa Bronchospasm

thoracic and

mediastinal

disorders

Renal and Chromaturia
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urinary
disorders
Gastrointestina | Nausea Vomiting, abdominal
| disorders pain, diarrhoea,
constipation
Skin and Pruritus, rash Urticaria,
subcutaneous erythema
tissue
disorders
Musculoskelet Muscle cramps,
a myalgia, arthralgia, pain
| and in extremity, back pain
connective
tissue
disorders
General Injection Chills, asthenia, fatique, | chest pain, cold sweat,
disorders and /infusion oedema peripheral, hyperdrosis malaise, pallor
administration | site reaction @ | pain pyrexia,

site conditions

Investigations

Alanine
aminotransferase
increased, aspartate
aminotransferase
increased
Gammaglutamyltransfe
rase

increased, Serum
ferritin increased

blood lactate
dehydrogenas
e

increased

U Spontaneous reports from the post-marketing setting

2 The most frequently reported are: injection/infusion site pain, -extravasation, -

irritation, -reaction,-discolouration, - haematoma, -pruritus.

4.9 Overdosage

Overdosage can cause acute- IOl overloading-with-iron that-mightlRich may be
as haemosiderosis. Overdosage should be dealfféated, as

|
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deemed necessary by the treating physician, with anifon suppertive-reasures-and-f
necessary-with-an-iron-binding—chelating agent Bilaccordinooistandaronmesical
practice.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

|
fff§

|
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5.3 Preclinical safety data en-safety{Foxicology)

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sodium hydroxide [(fOrpEIadiUSiment)
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Water for injection

6.3 Shelf - life
Shelf-life of Hi@ commercially-available product BSipacKedonSale:

Shelf-life after fif8t opening Bfthe Containe::
By FiOM@ microbiological aspectioift Of VieW, the product should be used

|

Shelf-life after dilution with SIS 01996 MAZSoditm ehlorde (NaCl) solution-0-9%:

Chemical and physical stability for 12h after dilution has been proved at room

temperature. By-Efol @ microbiological aspectiOit Ol View, the product should be
used tstantyimmediately after dilution with sterile 0.9% m/V_sodium_chloride

SOIUEIBH. If not, the storage times after dilution and the conditions before use are

responsibility of the user and should normally not exceed 3h at room temperature,
except when the dilution has been performed at controlled and valid aseptic

conditions.

6.4 Special precautions for storage

PreSCrbEaISIOraGeIcoRMItions: «e<p-SiolelintheNtapapaonginal package. Do not

store at temperatures above 25°C. Do not freeze.

For storage conditions after dilution or first opening of the medicinal product, see

section 6.3.
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6.5 Nature and content of container

I

7. MANUFACTURER:
Rafarm S. A.,; Greece

..[8]
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