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ABSTRACT

Introduction: The development of clinical practice guidelines (CPGs) has increased; this study aimed to assess the quality of
CPGs for the management of Chagas disease. Methods: Following a systematic search of the scientific literature, two reviewers
assessed the eligible guidelines using the Appraisal of Guidelines Research and Evaluation (AGREE) II instrument. Results:
Five CPGs were included. The AGREE domains of scope/purpose, stakeholder involvement, and clarity of presentation were
rated well, and the domains of applicability and editorial independence received poor ratings. Conclusions: The quality of CPGs
for Chagas disease is poor, and significant work is required to develop high-quality guidelines.
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Chagas disease, which is a parasitic infection, is considered a
neglected tropical disease, and it has the greatest socioeconomic
impact in Latin America. It affects the poorest people and causes
substantial deterioration in health status”. However, it is a low-
priority disease for public health authorities and the pharmaceutical
industry, and safe and effective treatments are lacking.

In Colombia, the development of clinical practice guidelines
(CPGs) has recently increased; however, a quality assessment
of the guidelines has not been conducted, despite the effect on
proliferation. Many of the CPGs that address similar issues
appear to have significant inconsistencies and discrepancies in
the recommendations.

Because CPGs enable rapid transfer between research and
practice, the validity and reliability of guidelines are especially
relevant® @, The use of a validated instrument, such as the
Appraisal of Guidelines Research and Evaluation (AGREE) 11,
to analyze the quality of developed guidelines helps to identify
the factors that could improve the development of CPGs. The
quality of CPGs for Chagas disease that is available globally has
not been systematically evaluated. Therefore, this study aimed
to assess the quality of available guidelines for Chagas disease,
to obtain the information necessary to improve the quality of
CPGs for this important disease.

An electronic search was conducted of the published
literature in Publica¢oes Médicas (PubMed), Scientific
Electronic Library Online (SciELO), and Google Scholar using
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the keywords Chagas disease or Trypanosoma cruzi, Guidelines,
Consensus, and Practice Guideline; all literature published in
any language before January 2014 for studies conducted with
humans only was included. A secondary search was conducted
by reviewing the reference lists of the retrieved CPGs.

For a publication to be included, it had to be a CPG that
involved the management of patients with Chagas disease.
CPGs were defined as documents developed according to
scientific criteria to facilitate decision-making in health care and
containing recommendations for the prevention and treatment
of Chagas disease. Manuals and protocols of institutions were
not considered CPGs.

The AGREE II was used to analyze the quality of each
guideline. It consists of 23 items, with responses on an ordinal
scale, from 1 to 4®. The items are organized into six key domains,
each assessing a separate dimension of the quality of the guideline:
scope/purpose, stakeholder involvement, rigor of development,
clarity of presentation, applicability, and editorial independence.
An overall assessment of the CPG quality is also included.

Two expert reviewers individually and independently
assessed the CPGs using AGREE II. Any disagreements were
resolved by a third reviewer. Agreement between reviewers
was calculated using the kappa coefficient (k) for all of the
guidelines and each of the guidelines. The kappa coefficient
was interpreted according to the guidelines proposed by Landis
and Koch®. Statistical analyses were performed using Stata®
v11.0 (Stata, College Station, TX).

Of the 8,566 publications regarding the management of
patients with Chagas disease that were retrieved (Figure 1), five
guidelines were selected for the analyses® © M ® © (Table 1).

In the guideline entitled Diagnosis and Treatment of Patients
with Chagas Disease by the Ministry of Health in the Presidency
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FIGURE 1 - Flow diagram of the search and selection process of clinical practice guidelines for Chagas disease.

TABLE 1 - Clinical practice guidelines for Chagas disease management included in the present systematic review.
Guideline Year of publication Country Organization Population
Diagnosis and treatment 2012 Argentina Ministry of Health in the Children
of patients with Chagas disease® Presidency of the Nation and adults
I Latin American guidelines for the 2011 Brazil Brazilian Society Children
diagnosis and treatment of Chagas heart disease® of Cardiology and adults
Comprehensive care clinic patient 2010 Colombia Ministry of Social Children
with Chagas disease!” Protection of the Republic and adults
Diagnosis, treatment and prevention 2010 Chile Ministry of Health Children
of Chagas disease® of the Government and adults
Brazilian consensus in Chagas disease® 2005 Brazil Brazilian Children

consensus and adults

of the Nation of Argentina®, the description of the systematic
review methodology was not explicit enough to be reproducible.
The guideline mentioned that systematic searches and informal
expert consensus were conducted and that the recommendations
were based on the supporting evidence. The domains of scope
and purpose and stakeholder involvement were scored higher
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than the other domains (Table 2). In the / Latin American
guidelines for the diagnosis and treatment of Chagas heart
disease® the description of the methodology was also not
explicit enough to be reproducible. The recommendations were
based on evidence. It was the only guideline that achieved higher
scores for clarity of presentation and editorial independence.
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TABLE 2 - Domain-standardized scores of each clinical practice guidelines, as assessed using the Appraisal of Guidelines Research

and Evaluation (AGREE) II instrument.

Scope and  Stakeholder Rigor of Clarity of Editorial
purpose involvement  development  presentation  Applicability independence

Guideline (%) (%) (%) (%) (%) (%)
Diagnosis and treatment of patients
with Chagas disease, 2012 94.0 72.0 49.0 69.0 21.0 21.0
I Latin American guidelines for the diagnosis
and treatment of Chagas cardiomyopathy, 2011©  90.0 64.0 45.0 82.0 15.0 78.0
Comprehensive care clinic patient with
Chagas disease, 20107 92.0 69.0 44.0 64.0 17.0 18.0
Diagnosis, Treatment and Prevention of
Chagas disease, 2010® 92.0 65.0 33.0 61.0 14.0 15.0
Brazilian consensus in Chagas disease, 2005 90.0 60.0 40.0 68.0 18.0 20.0

The guideline entitled Comprehensive Care Clinic Patient with
Chagas Disease by the Ministry of Social Protection of the
Republic of Colombia did not report that a systematic review
of the literature was conducted. However, a review of other
guidelines was reported. Some of the recommendations were
based on the results of a Brazilian consensus. The scope and
purpose and stakeholder involvement domains obtained higher
scores than the other domains. The guideline entitled Diagnosis,
Treatment and Prevention of Chagas Disease by the Ministry of
Health of the Government of Chile® did not report the databases
in which the systematic search was conducted. However, the
terms that were used for the literature search were described.
The recommendations were not based on the supporting
evidence. The Brazilian consensus in Chagas Disease® was
based on expert opinions and, although it was not described,
there was an explicit relationship between the recommendations
and supporting evidence. The clarity of presentation domain
achieved a higher score than the other domains.

The overall agreement between the reviewers was high:
k= 0.91 (95% confidence interval: 0.89-0.96).

Aspects related with the scope and purpose, stakeholder
involvement, and clarity of presentation of the guidelines
received high scores; the poorest scores were for aspects related
to the applicability and editorial independence. This could be
due to insufficient information about the latter items.

Numerous methodological documents were available that
lacked descriptions of their development and evidence for the
recommendations. This is not uncommon and might be explained
by the lack of specific algorithms to search databases'”. We
believe that the search strategy employed in the present study
included all relevant sources that allowed the identification
of documents that could be defined as CPGs. Regarding the
evaluation of the guidelines, the results are similar to those of
other studies in which the domains of purpose/participation
and presentation received the highest scores!!) (12, Also, the
applicability of the recommendations for clinical practice was
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rated as poor and was essentially not addressed in the guidelines.
In terms of methodological rigor, none of the evaluated
guidelines had structured the clinical questions that serve as the
basis for a systematic review of the literature!. This reflects
the lack of standardized processes in the development of these
CPGs, which resulted in documents of varying quality.

Importantly, all guidelines scored low in applicability,
mainly because an explicit statement of the potential
organizational barriers in applying the recommendations was
lacking, and the costs resulting from the implementation of the
recommendations in clinical practice were not considered. In
addition, the key criteria for monitoring and/or an audit were
not described. Moreover, the guidelines did not indicate if
editorial independence from the financial institution existed,
and the conflicts of interest for the group members involved in
the guideline development were not reported.

The evaluation of guidelines for Chagas disease is very
important for Colombia, because most patients with this disease
are located in rural areas where there are organizational barriers
that prevent the implementation of recommendations. The
implementation of CPGs and the evidence in general requires
individual and organizational changes!'¥ (1),

Because the ratings for the majority of the domains were
40-60%, the overall assessment of the guidelines was moderate
overall quality or recommended with modifications. With some
modifications, such as additional information regarding the
methodology, the guidelines could be considered for use, especially
with the lack of other available clinical information. With a disease,
such as Chagas disease, that is considered a public health problem,
it is a paradox that a high-quality CPG was not retrieved.

In conclusion, the CPGs currently available for the
management of Chagas disease have important limitations,
particularly in the areas of development, measures of
implementation, and audit of the proposed measures. Significant
changes are required to generate high-quality guidelines that
can be used as reliable tools for clinical decision-making.
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