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Abstract

Anemia is a global problem since two billion people are affected by blood cells disorders. Anemia may reduce the
quality of life of affected patients and may also to get worse the outcome and quality of life of patients with
comorbidities as kidney failure, heart failure, arrhythmia, coronary heart disease and so on. In patients with coronary
heart disease, anginal episodes may increase in frequency and severity, and patients with kidney failure may have
an increased number of re-hospitalizations.

Here we report the effectiveness of the therapy with Ferric Sodium EDTA, in combination with vitamin C, folic
acid, copper gluconate, zinc gluconate and selenomethionine (FERACHEL FORTE®) that has shown several
advantages in daily clinical practice.
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Background
Anemia is a global problem since two billion people are affected by

blood cells disorders.

According to WHO criteria, anemia is defined as blood hemoglobin
(Hb) concentration <13 g/dL or hematocrit (Hct) <39% in adult males
or Hb concentration <12 g/dL or Hct <37% in adult females.

Iron-deficiency anemia is the most common type of anemia in
young adults in particular in premenopausal women. Iron-deficiency
anemia is divided in three different clinical forms from a
pathophysiological point of view: increased iron requirement,
increased iron loss, reduced iron intake from diet or due to
gastrointestinal abnormalities. Furthermore, in daily clinical practice,
the most common cause of iron deficiency anemia is clinically related
to increased blood loss as metrorrhagia or gastrointestinal bleeding [1].

Iron deficiency anemia can be also linked to a chronic disease as
kidney failure, heart failure, coronary heart disease. The anaemia may
induce a worsening of clinical conditions that need to be improved [2].

There are two different types of iron supplements: ferric iron
supplements (containing Fe3+) and ferrous iron supplements
(containing Fe2+) [3-4].

An important source of ferric iron (Fe3+) is Ferric Sodium EDTA
which consists in Fe3+ chelated with ethylendiamminotetraacetic acid
(EDTA).

The iron from ferric sodium EDTA is highly soluble, as it remains
bound to EDTA in the acid milieu of the stomach, and becomes
released only in the more alkaline medium of the duodenum and of the
small intestine, where it is subsequently absorbed in the bloodstream.

Ferric sodium EDTA represents a new iron source in order to treat
iron deficiency with interesting features: it is taste-less, it does not
interact with foods, it is completely water soluble, and without metallic
taste; furthermore, it does not cause teeth and stools staining
(especially relevant in case of gastrointestinal diagnostic investigations)
and its absorption is complete also in presence of inhibitors of iron
absorption as phytates [5].

In last years literature offered many evidences about the advantages
of Ferric Sodium EDTA, in particular if it is associated with other
components and trace elements as folic acid, vitamin C, copper, zinc
and selenium and here we report all clinical improvements obtained
with this iron source administered orally (FERACHEL FORTE®) in
different clinical conditions in which it has been tested.

Secondary Iron-deficiency Anemia
A multicenter and observational registry enrolled patients with

different stages of iron-deficiency anaemia. The study evaluated the
effects of the oral Ferric sodium EDTA associated with folic acid,
vitamin C, copper, zinc and selenium (FERACHEL FORTE®) on blood
parameters and on clinical outcomes (unpublished data).

The study enrolled 111 patients with iron-deficiency anemia: 31
patients with mild iron deficiency anaemia, 62 patients with moderate
iron deficiency anaemia and 18 patients with severe iron-deficiency
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anemia. All patients were treated with 1 tablet a day of Ferric sodium
EDTA for 72 days. The patients were evaluated at three steps: a) time 0
(before the treatment), b) time 1 (after 24 days of treatment) and c)
time 2 (after 72 days of treatment) (unpublished data).

Blood parameters, clinical symptoms and side effects were recorded
in all steps of the study.

A progressive increase of iron in the blood was recorded at time 1
and 2 of the study with a respective increase of 13 mcg\dL and 33 mcg
\dL in the ferritin levels; also haemoglobin levels increased of 1,2
(g/dL) Hb at time 1 and 2,2 (g/dL) Hb at time 2 (unpublished data).

Nearly 78% of patients at time 2 reported a reduction of clinical
symptoms associated with iron deficiency and its related anemia; in
particular the treated patients referred a decrease of symptoms as
tiredness, fatigue, weakness, andtachycardia.

The 96% of patients did not refer side effects during the treatment
with Ferric sodium EDTA in association (FERACHEL FORTE®). The
remaining 4% of patients referred aspecific symptoms as side effects
that could be related also to their further chronic pathologies
(unpublished data).

Cardiovascular Diseases and Iron-deficiency Anemia
Several physicians recently underlined that administration of oral

ferric iron (Fe3+) is associated with improvements of cardiovascular
outcomes and quality of life [6].

Anemia is a common comorbidity of chronic cardiovascular disease
as heart failure, chronic coronary artery disease, atrial fibrillation
[7-9]. It is a common disorder of the elderly and its prevalence
increases with age. This can be related to several causes as the reduced
production of HB by bone marrow, the reduced intake of
microelements as iron, folic acid and vitamin B12, or intestinal micro-
loss for the chronic use of antithrombotic drugs (antiplatelets or
anticoagulants).

In a specific study the effect of Ferric Sodium EDTA 60 mg (2
tabs/24 h) associated with folic acid, vitamin C, copper, zinc and
selenium (FERACHEL FORTE®) in elderly patients with secondary
anemia has been tested vs. intravenous polysaccharide Fe++ in patients
with chronic cardiovascular diseases associated to iron deficiency
anemia [10].

The therapy with Ferric SodiumEDTA, in combination with vitamin
C, folic acid, copper gluconate, zinc gluconate and selenomethionine
(FERACHEL FORTE®) was noted to have a real superiority in
comparison with the intravenous administration of polysaccharide Fe+
+ about arrhythmic risk and quality of life of several patients with
chronic cardiovascular disease. The safety of this therapeutic regimen
was confirmed also by the percentage of side effects.

Conclusion
In last years the good clinical practice of chronic diseases in adults

and in elderly patients underlined an increased number of patients

affected by secondary anemia. However, iron deficiency anemia
remains the most common type of secondary anemia in these clinical
settings.

A common trouble of oral iron-based food supplements is the
significant number of side effects on gastrointestinal functions in
addition to the time of treatment of about three months with the first
signs of effectiveness after at least 40 day of treatment.

The therapy with a new oral source of iron (i.e., Ferric Sodium
EDTA, in combination with vitamin C, folic acid, copper gluconate,
zinc gluconate and selenomethionine, FERACHEL FORTE®) revealed a
good effectiveness in blood iron increase and a significant safety with a
reduced percentage of side effects in several chronic diseases showing
efficacy evidence already after 24 days of treatment allowing a cycle
therapy of about 72 days compared to standard therapies.
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