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Tehran, Tran We read with great interest the article published by Hosseini et al.!

in October issue of Middle East Journal of Digestive Diseases. Briefly,
in this article, authors concluded that furazolidone based therapeutic
regimens (in moderate and even high-dose) were not preferable for
first-line treatment against H.pylori infection among the northern pop-
ulation in Iran.! Altogether, some points we found may not support
their final conclusion.

1- Standard triple therapy is a known formulation for H.pylori treat-
ment; however, recent recommendations are indicating unacceptable
eradication rates, mostly because of emergence of clarithromycin re-
sistance. As an alternative, authors chose furazolidone and amoxicillin
with different dose (high and moderate) as new therapeutic regimen.
As such, furazolidone use; especially in shorter duration (7 days) could
be attractive for clinicians. Major critic to authors’ conclusion is lack
of knowledge about antibiotic resistance of H.pylori. In other words,
authors have no data about antibiotic resistance of amoxicillin and fu-
razolidone among H.pylori strains isolated from patients in north of
Iran. Thus, combined therapeutic regimens consist of these drugs could
not represent an appropriate treatment.

2- Rapid increasing prevalence of antibiotic resistance has called an
urgent request to reconsider the established H.pylori therapeutic regi-
mens and rethink about newer ones.? However, in developed countries
the use of furazolidone is highly prohibited due to the its carcinogenic
effects.>* Unfortunately, the relatively low cost of this antibiotic led to
its frequent use in developing countries such as Iran. Taking together,
it seems that using this antibiotic should not be replaced in common
drugs in H.pylori first line therapy.
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We thank the author of the letter for his attention. We
noticed the comments and here with, we have answered
all the points.

First of all, we did not conclude that Furazolidone-based
regimens are not preferable for first-line therapy in Iran.
We just reported that “our triple” Furazolidone-based regi-
mens could not achieve ideal eradication rates and there-
fore, recommended quadruple Furazolidone-containing
regimens. Accordingly, we had also referred to 4 quadruple
Furazolidone-containing regimens in the manuscript that
could achieve more that 90% eradication rates.

The Answer to Comment 1:

As we had mentioned in the manuscript, the unavail-
ability of H.pylori culture was our main limitation. How-
ever, we had also referred to a new study performed in
north of Iran (Mazandaran) in which the resistance rate to
Amoxicillin was 6.8% and also referred to other studies
from Iran in which resistance rates to Furazolidone were
between 0 to 4.5% (All references are included in the
manuscript). Moreover, when we use antibiotics in com-
bination, they will show synergic effects on overcoming
the resistance.

On the other hand, the effects of antibiotics in vivo are
not the same as those observed in vitro, since the antibi-
otics must diffuse to the gastric mucosal layer where the
bacteria reside. Furthermore, recent studies have shown
differences in the patterns of resistance among H.pylori
organisms even when they are isolated from different
parts of stomach of the same patient. Therefore, H.pylori
culture results cannot completely reflect or predict what
we will observe in clinical practice.
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The Answer to Comment 2:

The carcinogenic effect of Furazolidone is not ap-
proved yet. The reference mentioned by the author is
too old. In fact, the International Agency for Research
on Cancer (IARC) categorizes agents in categories or
groups: Group 1: Carcinogenic to humans. Group 2A:
Probably carcinogenic to humans (substances for which
there is a lesser degree of evidence in humans but suf-
ficient evidence in animal studies, or degrees of evidence
considered appropriate to this category, e.g., unequivocal
evidence of mutagenicity in mammalian cells), Group 2B:
Possibly carcinogenic to humans, (substances for which
there is sufficient evidence in animal tests, or degrees of
evidence considered appropriate to this category), Group
3: Unclassifiable as to carcinogenicity in humans, Group
4: Probably not carcinogenic to humans. Furazolidone is a
category 3 agent.’ Also other newer studies have not sup-
ported the carcinogenic effect of Furazolidone.®’

REFERENCES

1. Vahid Hosseini MM, Gholami M, Taghvaei T, Maleki I,
Valizadeh M, Bari Z, et al. A Comparison between Moder-
ate- and High-dose Furazolidone in Triple Regimens for
Helicobacterpylori Eradication in Iran. Middle East J Dig
Dis 2014;6:195-202.

2. Talebi Bezmin Abadi A. Therapy of Helicobacter pylori:
Present Medley and Future Prospective. Biomed Res Int
2014;2014:124607.

3. Zullo A, lerardi E, Hassan C, De Francesco V. Furazoli-
done-based therapies for Helicobacter pylori infection: a
pooled-data analysis. Saudi J Gastroenterol 2012;18:11-7.

4. Vincentini O, De Angelis I, Stammati A, Zucco F. Func-
tional alterations induced by the food contaminant fura-
zolidone on the human tumoral intestinal cell line Caco-2.
Toxicol In Vitro 1993;7:403-6.

5. Some food additives, feed additives and naturally occur-
ring substances. IARC Monogr Eval Carcinog Risk Chem
Hum 1983;31:1-291.

6.  Graham D.Y, Lu H. Furazolidone in Helicobacter pylori
therapy: Misunderstood and often unfairly maligned drug
told in a story of French bread. Saudi J Gastroenterol
2012;18:1-2.

7. Auro A, Sumano H, Ocampo L, Barragan A. Evaluation of
the carcinogenic effects of furazolidone and its metabolites
in two fish species. Pharmacogenomics J 2004;4:24-8.




