CARTAS AL EDITOR

Are imidazolic drugs effec-
tive in the treatment of
chronic Chagas cardiomyo-
pathy?

To the editor: In 1909 Carlos Chagas des- ‘

cribed American Trypanosomiasis (AT),
or Chagas disease. Today this disease is
still a major threat to public health in
Latin American countries. In 1991 the

were infected, and another 100 million
were potentially at risk.! Since then, the
Health Ministries of Argentina, Brazil,
Bolivia, Chile, Paraguay, and Uruguay
created the South Cone Initiative to eli-
minate vectorial and transfusional Cha-
gas disease transmission by year 2010.
This initiative has spread to other South
and Central American countries. The ac-
complishments so far are remarkable:
some countries have been declared free
of vectorial transmission, and others are
very close to reaching this goal.?

In our country Chagas discase was
neglected for many years and is now
considered an emerging disease posing
a serious publichealth problem because
itis a poverty-linked condition in subtro-
pical and tropical zones. both in rural
villages and in the poor outskirts of big
cities. In the former, vectorial transmis-
sion is the rule; in urban settings, uncon-
trolled blood donation has become a
potentially important infection transmis-

velop a chronic symptomatic condition.
In addition, transmission also occurs
among children under 10 years of age,
with 70 000 new cases per vear. The
majority of them are not recognized be-

cause the disease is not known by the |
. later stages.®!?

general population nor by practitioners.
Furthermore, there are no diagnostic
tools available in the clinical laboratory;

| parasitemia and serological responses
World Health Organization reported
that approximately 18 million people !

are not sought in everyday medical :

practice and even chronic chagasic car-
diopathy remains unrecognized at many
tertiary care facilities throughout Me-
xico.

Since 1992 the health authority in-
cluded Chagas disease as a mandatory
notification condition;® however, this

regulation had no practical consequen-

sion pathway. Estimates reveal that no °

less than 1.5 million people are infected,
10% of whom already have or will de-

ces. Furthermore, the same ordinance
recommended medical treatment using
either nitrofuran or imidazolic parasiti-
cidal drugs. Unfortunately, these drugs
are not available in the market and their
availability is limited throughout the
health system. Treatment is thus unavai-
lable in most cases. We feel it is time to

review some aspects of Chagas disease -
management in the context of chronic |

disease treatment.
Trypanocidal drugs have been used

in the treatment of Chagas disease since !
the 1960, when nitrofuran, and later imi-

dazolic drugs, were introduced atter a
50-vear history of therapeutic failures.®
Both nitrofuran and imidazole deriva-
tives (nifurtimox and benznidazol, res-

- pectively) induce a well-recognized

therapeutic response, limited to acute
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and early chronic trypanosomal infec-
tions, and achieving a recovery rate of
about 76 percent.”

The proven efficacy of benznidazol
and nifurtimox in the treatment of acute
phase Chagas disease is not the same in

We researched the evidence and
found 47 papers, which studied different
aspects of drug therapy of chronic chaga-
sic cardiopathy (CCC). Only six publish-
ed papers addressed the treatment of
overt CCC; only one of them used a
double-blind randomized placebo-con-
trolled clinical trial, the rest were case-
cohort studies or clinical case series
studying patients suffering from CCC.1

Double-blind placebo-controlled cli-
nical trials for benznidazol show no con-
clusive results.!? Open studies, which
lacked a sound methodological design
revealed no solid conclusions. Some of
them loosely suggest that treatment in
people below 40 years of age may impro-
ve their clinical condition, a recommen-
dation difficult to sustain, since these
individuals may well have been suf-
fering from a subclinical “disease” /%16
Under the best conditions, treatment,
hopefully, will siow heart abnormalities.
This expectation is not supported by
validated data and represents mostly
“clinical experience”.

Evidential support for such a the-
rapeutic approach is not enough and re-
presents conspicuously negative data. It
challenges treatment with oxidative
stress-inducing drugs, such as those
mentioned above, which were conside-
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red the mainstream of pharmacological .
' References

treatment.
At present, after reviewing the

evidence we can assert, without hesita-

tion, that CCC has no etiologic antipara-
sitic treatment if the generally available
nitrofuran or imidazolic drugs are re-
commended. Further research on the pa-
thophysiology of CCC is necessary, as
well as to establish whether chronic tis-
sue parasitism is an important issue in
the disease’s progression n order to look
for drugs which would control parasi-
tes from the tissues and therefore avoid
organ damage.

Pharmacological research is now
considering the use of other trypanoci-
dal drugs focusing on parasite metabo-
lic routes which are not shared with host
cells, such as glycolitic pathways, di-
phosphonates as modifiers of pyro-
phosphate metabolism, or drugs which
modify sterol biosynthesis in protist pa-
rasites. Hopefully, some of these new
drugs will be available for clinical trials
in the near future.

M en C Maité Vallejo,

Dr Pedro A. Reyes.

Instituto Nacional de Cardiologia “ignacio Chavez"”
Direccién de Investigacion.
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