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Iroxide-F gt

(IRON (Ill) HYDROXIDE POLYMALTOSE
COMPLEX + FOLIC ACID)

CHEWABLE TABLETS

QUALITATIVE & QUANTITATIVE COMPOSITION
Iroxide-F Tablet 100 mg + 0.35 mg

Each chewable tablet contains:

Iron (lll)-Hydroxide Polymaltose Complex Eq to
Elemental Iron....
Folic Acid (USP)...

DESCRIPTION

IROXIDE-F is an iron and folic acid supplement. Each chewable tablet contains
100 mg of iron as iron(lll)-hydroxide polymaltose complex (IPC) and 0.35 mg
of folic acid. IROXIDE-F is a product belonging to the class of antianemic
agents.

Iron

In iron (lll) - hydroxide polymaltose complex, the polynuclear iron (lll) -
hydroxide core is superficially surrounded by a number of non-covalently
bound polymaltose molecules resulting in an overall average molecular
weight of approximately 50 kDa. The polynuclear core of IPC has a structure
similar to that of the physiological iron storage protein, ferritin. IPC is a stable
complex and does not release large amounts of iron under physiological
conditions. Because of its size, the extent of diffusion of IPC through the
membrane of the mucosa is about 40 times less than that of the
hexaquo-iron(ll) complex. Iron from IPC is taken up in the gut via an active

mechanism.
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Folic Acid (o] 3

Folic acid (folate) is a member of the Vitamin B group. It is a tetrahydrofolate
precursor, a coenzyme involved in various metabolic processes including the
biosynthesis of nucleic acid purines and thymidylates. Folic acid is required
for nucleoprotein synthesis and maintenance of normal erythropoiesis.

CLINICAL INFORMATION

Therapeutic Indications

Treatment of iron deficiency without anaemia and iron deficiency anaemia,
and prevention of iron and folic acid deficiency before, during and after
pregnancy (during lactation).

Dosage and Administration

Adult Dose:

Treatment of iron deficiency with reduced number of red blood cells:

2 to 3 tablets once daily or divided into separate doses.

After normalization of the red blood pigment (haemoglobin) value, continue
with 1 tablet once daily until, at least, the end of pregnancy. This will
replenish the iron stores and provide the increased amount of iron required
during pregnancy.

Treatment of iron deficiency with normal number of red blood cells, and
prevention of iron and folic acid deficiency:
1 tablet once daily

Pediatric Dose:

The administration of IROXIDE-F chewable tablets has not been evaluated in
children.

IROXIDE-F chewable tablets are not suitable for children 12 years or
younger.

Administration Requir

The daily dosage of IROXIDE-F can be divided into separate doses or can be
taken all at once.

It can be chewed or swallowed whole and should be taken during or
immediately after a meal.

Contraindications

e Known hypersensitivity or intolerance to iron(lll)-hydroxide polymaltose
complex, folic acid or any of the excipients

e Iron overload (e.g. haemochromatosis, haemosiderosis).

e Disturbances in iron utilization (e.g. lead anemia, sideroachrestic anemia,
and thalassemia).

e Anemia not caused by iron deficiency (e.g. hemolytic anemia or
megaloblastic anemia due to vitamin B12 deficiency).

Warnings and Precautions

o Anaemias should always be treated under the supervision of a doctor.
If therapeutic success (increase in haemoglobin by about 2-3 g/dL after 3
weeks) is not achieved, treatment should be reconsidered.

 IROXIDE-F contains folic acid so it may mask deficiencies of vitamin B12.
A potential vitamin B12 deficiency must be ruled out before the start of
treatment in anaemic patients due to the risk of irreversible neurological
dysfunctions.

e Infections or tumours may cause anaemia. Since iron can be utilised only
after correcting the primary disease, a benefit/risk evaluation is advisable.

o During treatment with IROXIDE-F, there may be dark discolouration of the
faeces (stools); however, this is of no clinical relevance.

Drug Interactions

e Iron absorption from IPC was not reduced by aluminium hydroxide or
tetracycline. Iron(lll) hydroxide polymaltose complex can therefore be
administered at the same time as tetracycline or other phenolic
compounds, as well as aluminium hydroxide.

o IPC have not shown any interactions with tetracycline, aluminium
hydroxide, acetylsalicylate, sulphasalazine, calcium carbonate, calcium
acetate and calcium phosphate in combination with vitamin D3,
bromazepam,magnesium aspartate, D-penicillamine, methyldopa,
paracetamol and auranofin.

o IPC can be taken during or immediately after food intake. Since IPC have
not shown any interactions with food constituents such as phytic acid,
oxalic acid, tannin, sodium alginate, choline and choline salts, vitamin A,
vitamin D3 and vitamin E, soya oil and soya flour.

® The haemoccult test (selective for Hb) for the detection of occult blood is
not impaired and therefore there is no need to interrupt iron therapy.

e Concomitant administration of parenteral and oral iron is not
recommended since the absorption of oral iron would be inhibited.

o Folic acid therapy may increase phenytoin metabolism, resulting in
decreased phenytoin serum concentrations, particularly in folate deficient
patients. Although this interaction is not usually clinically important, an
increase in seizure frequency may occur in some patients. Anyone taking
phenytoin or other anti-convulsant medications should consult with a
medical doctor before taking a folic acid supplement.

e It has been reported that the concurrent administration of
chloramphenicol and folic acid in folate-deficient patients may result in
antagonism of the haematopoietic response to folic acid. Although the
importance and mechanism of the interaction is unclear, haematologic
response to folic acid in patients receiving both drugs should be carefully
monitored.

Pregnancy and Lactation

Pregnancy:

Clinical data of exposed pregnancies exhibited no undesirable effects on
pregnancy or on the health of the foetus or newborn infant. Caution is
advised for use during pregnancy. As a precautionary measure, IROXIDE-F
should only be taken after consulting a doctor.

Breast-feeding:

It is not known whether iron from the iron (lll)-hydroxide polymaltose
complex is excreted in human milk. Human milk naturally contains iron
bound to lactoferrin. As a precautionary measure, IROXIDE-F should only be
taken should only be taken during breast-feeding after consulting a doctor.

Adverse Reactions

System Organ | Very common Common Uncommon Rare
Class (=1/10) (=1/100,<1/10) (=1/1,000, (<1/1,000)
<1/100)

Gastrointestinal | Discoloured Diarrhoea, Vomiting
Disorders faeces* nausea, (including:

abdominal pain |vomiting,

(including: regurgitation),

abdominal pain, |teeth

dyspepsia, discolouration,

epigastric gastritis.

discomfort,

abdominal

distension),

constipation




Skin and Pruritus, rash
Subcutaneous (including: rash,
Tissue Disorders macular rash,
rash
vesicular)**,
urticaria®*,
erythema**.
Nervous System Headache

Disorder
loskeletal, Muscle spasms
connective and (including:
bone disorders involuntary
muscle
contraction,

tremor), myalgia.

*Discoloured faeces were reported in the meta-analysis at a lower frequency but they

are generally a well known adverse drug effect of an oral iron therapy. For this reason,

Discoloured faeces was classified under very common undesirable effects.

“*Events came from spontaneous reports after market introduction, with an estimated
incidence of <1/491 patients (upper limit of 95% confidence interval).

Overdosage

In cases of overdose, iron accumulation or intoxication is unlikely with
IROXIDE-F due to the low toxicity of iron(lll)-hydroxide polymaltose complex
and controlled uptake of iron. No cases of accidental poisoning with fatal
outcome have been reported. There are reports that an excessive dose of folic
acid may cause changes to the central nervous system (namely changes in
mental state, changes to the sleep pattern, irritability and hyperactivity),
nausea, abdominal distension and flatulence.

PHARMACOLOGICAL PROPERTIES

Pharmacotherapeutic group: Iron preparations, iron in combination with
folic acid. ATC Code: BO3ADO04.

Mechanism of Action

Iron

The iron absorbed is bound to transferrin and is used for haemoglobin
synthesis in the bone marrow or stored primarily in the liver bound to
ferritin.

Iron is found in all cells in body and has vital functions. It is present in the
structure of enzymes (cytochrome oxidase, xanthine oxidase, succinic
dehydrogenase), which play a role in energy transfer. In case of iron
deficiency, the deficiency of these vital functions, is seen.

With the application of iron during pregnancy and lactation, the increasing
iron requirement of the mother and infant are met and in case there is a
deficiency, it is treated.

Folic Acid

Folic Acid (Vitamin B9) is transformed to tetrahydrofolate in vivo and plays a
role in various metabolic processes, including the synthesis of purine and
pyrimidine nucleotides and related DNA copying and synthesis, producing
new cells, and supporting nerve and immune system.

Deficiencies in folic acid can be a serious problem leading to different health
problems (poor immune function, chronic low energy, poor digestion,
developmental problems during pregnancy and infancy, anemia, sores in the
mouth, and mood changes).

Pharmacokinetic properties

Absorption

The iron of IPC is absorbed by a controlled mechanism. The highest
absorption of iron from IPC is in duodenum and jejunum. As with other oral
iron preparation, the relative absorption of iron from IPC measured as
incorporation in hemoglobin, decreased with increasing doses of iron.

Folic acid is mainly absorbed in the small intestine, particularly in the
duodenum and jejunum. Absorption of approximately 80% can be expected
for dose of 0.35 mg.

The highest concentration of folic acid in the blood is reached within 30 to 60
minutes.

Distribution

Iron absorbed in the gastro-intestinal tract is transferred to the blood, where
itis immediately bound to transferrin. Transferrin-bound iron is distributed to
the site of demand, or to storage organ like liver and spleen.

Metabolism

Most of the iron is incorporated into the oxygen transport protein
hemoglobin during erythropoiesis in the bone marrow, or stored as ferritin.
Iron from erythrocytes is recycled at the end of their life span.

The breakdown products of polymaltose (maltose and gluconates) are
converted into glucose which is utilized in the intermediary metabolism.
Folic acid is metabolised in the intestinal and hepatic cells, among others.
These folates, bound to transport proteins are then distributed to all organs.

Elimination
The iron that is not absorbed is excreted via the feces.
Elimination of folic acid occurs via the kidneys and also via the digestive tract

PHARMACEUTICAL INFORMATION

Shelf life
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Special Precautions for Storage _ut{;{;,ﬂ;m, o) e 1S5S

Do not store above 30°C. ! PR

Protect from light and moisture. < lf;u[/ﬂu’u Ay

Keep out of the reach of children.
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Nature and Contents of Container
IROXIDE-F [Iron (lll) Hydroxide Polymaltose Complex 100mg + Folic Acid
0.35mg] chewable tablets are available in blister pack of 30’s (3x10’s).

MANUFACTURED BY:

CASPIN

An OBS Group Company
Aspin Pharma (Pvt.) Ltd.

Plot No. 10 & 25, Sector No. 20,

Korangi Industrial Area, Karachi-74900, Pakistan.
www.aspin.com.pk
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