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Abstract

Background: In the last decades, a sustained increment of Clinical Practice Guidelines
(CPG) production in the world has been accompanied by a growing concern about their
quality. Many studies related to quality assessment of guidelines produced in developed
Countries were published; however, evidence on this topic is scarce in Low and Middle
Income Countries (LMIC). The objectives of this research were: a) to describe guideline
production in Argentina at different levels of the health system (macro, meso and micro) from
1994 to 2004; and b) to assess their quality by using the AGREE instrument. Methods: A
cross-sectional study was undertaken to describe guidelines production in Argentina between
1994 and 2004. A two step approach was used to identify Argentine guidelines by searching
Internet and electronic databases (MEDLINE and LILACS). Each CPG was independently
assessed by two reviewers using the AGREE instrument. Domain scores were calculated as
recommended by the AGREE Collaboration. We evaluated the instrument’ reliability
calculating the a Cronbach. Feasibility of the instrument was analyzed by the Intraclass
Correlation Coeficient (ICC). Results: A total amount of 431 potential CPG were identified,
but only 144 were considered CPG. At the end, only 101 CPG were included for further
assessment. Median standardized score for each domain were: scope = 39%; stakeholder
involvement = 13%; rigor of development = 10%; clarity =42%; applicability = 6%; editorial
independence = 0%. Only 22 % (22) CPG were recommended with modifications by both
appraisers. ICC and a Cronbach for each domain were in all cases moderate or high (greater
than 0.40), except for editorial independence. Conclusions: This study has sistematically
employed the AGREE instrument for the critical assessment of guidelines produced in a
LMIC. Even when production of guidelines in Argentina in the last eleven years showed a
constant increment, quality of reporting has not improved and in some aspects, seems to be
worst. Much room for improvement of the guideline development process was found at all

levels of the health system.



Background

Clinical Practice Guidelines (CPG) are one of the tools most frequently used by health
professionals to improve the micro level decision-making process. As defined by the Institute
of Medicine (IOM), they are "systematically developed statements to assist practitioner and
patient decisions about appropriate health care for specific clinical circumstances".'
Guidelines may offer concise instructions on which diagnostic or screening tests need to be
order, how to provide medical or surgical services, how long patients should stay in hospital,
or other details of clinical practice.” The ultimate purpose of developing and using guidelines
is to improve the quality of care provided, particularly in areas of clinical uncertainty.

In the last years, a sustained increment in guidelines production was observed all over the
world, especially in United States, Canada, Australia, New Zealand and European countries.
Most of these countries have developed national programs for CPG production, dissemination
and implementation in order to increase the effectiveness and quality of the health system.’
Some of these initiatives, which were originally conceived as individual efforts, have been
strongly improved by international cooperation through organizations such as the Guidelines
International Network (GIN)* and the Appraisal of Guidelines for Research and Evaluation
(AGREE) Collaboration.” The need for harmonizing and systematizing guideline
development and assessment was one of the most important reasons that prompted the
establishment of these international organizations.

A “good quality guideline” is that one that eventually leads to improved patient outcome.
However, as this type of evidence is rarely available, quality of guideline is indirectly
measured by assessing in what degree guideline producers minimized potential biases that
could occur in the development process and affect validity of its recommendations.® Wrong
recommendations affect health professionals’ credibility on guidelines, and consequently,

limit their adoption.”



In 1999, Shaneyfelt y col. assessed quality of CPG published in Medline between 1985 and
1997 by using an ad-hoc instrument. The majority of 279 assessed guidelines did not meet the
pre-established methodological standards, being rigor of recommendations one of the most
deficiently reported.” Similar results were reported by Cluzeau and col.®, Grilli and col.” and
Graham and col."” in 1999, 2000 y 2001, respectively. In 2003, the AGREE collaboration
published the results of the first project aimed at developing and validating a generic
instrument for guidelines assessment.® This instrument has been translated to different
languages, extending its use throughout the world. In the recent years, several studies showed
methodology deficiencies in guideline development by using the AGREE instrument.'' ">

Almost all research about quality assessment of CPG has been undertaken in High Income
Countries. Evidence of quality of guidelines produced and diffused in Low and Middle
Income Countries (LMIC), and particularly in Latinoamerica, is scarce.'* In Argentina,
although many different institutions are interested in CPG development, there is no evidence
about quantity of guidelines produced, and moreover, quality of these documents. The

purpose of this research is to describe trends in guidelines production in Argentina and to

assess their quality by using the AGREE instrument.

Methods

A cross-sectional study was undertaken to describe guidelines production in Argentina
between 1994 and 2004. A two step approach was used to identify Argentine guidelines by
searching Internet and electronic databases (MEDLINE and LILACS). The searches were
performed following the methodology reported by Marin and col.” Search execution was
performed by an expert through the strategy described in table 1. It was initially developed to
be performed in MEDLINE under PubMed platform. Afterwards it was adapted to be used in
regional databases (LILACS). All retrieved articles were assessed by the principal
investigator in order to select those that met pCPG criteria. An Internet Searching (IS) was
also perfomed through the identification, selection and assessment of the Websites of health

institutions at the macro, meso and micro level. A systematized strategy was applied in order
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to identify guidelines posted on Websites: 1. Search of sections or/and documents that
fulfilled pCPG definition; 2. Search by means of Website Internal Browsers using the same
key words. All those documents that fulfil pCPG criteria were registered in a database. Each
of the pCPG was assessed by two of the researchers in order to select those that met CPG
criteria.

The first step was aimed at identifying potential CPG (pCPG), which were defined as “any
document that contains any of the following key words: Guideline; Clinical Practice
Guideline; Handling Guideline; Consensus;, Recommendations; Protocol; Algorithm; Expert
Opinion”. In the second step, inclusion and exclusion criteria were applied on pCPG and a

subset of CPG was obtained. Documents were considered as CPG if: 1) They included
explicit recommendations targeted to health professional decision-making, being this
related to: screening and primary prevention, diagnosis, treatment and secondary
prevention and/or rehabilitation; 2) They contained bibliographic references and in the
case of consensus, participants or responsible institutions were described; 3) They
were produced and diffused in the period of study (January 1994- December 2004)
and were publicly accessible. Documents that fulfiled any of the following criteria
were excluded: 1) They exclusively consisted of a set of recommendations; 2) They
contained recommendations exclusively targeted to patients; 3) They were exclusively
oriented to health services organization; 4) They lacked information related to the
methodology applied (the inclusion of the word “consensus” was enough for not
excluding the document); 5) They were referred to as guidelines, but were undertaken
by only one author without any reference to the methodology applied; 6) They were
not exclusively developed by an Argentine institution; 7) The year of development or

diffusion of the document was not stated.



Subsequentially institutions were classified according to the level of the health system to
which they belong (macro, meso and micro level). Table 2 shows the definition used to
describe each level.

All CPG were included in the quality assessment (QA) phase.

A total of 30 health professionals distributed throughout the country were invited to
participate in the study. All those professionals who accepted to participate were provided
with the Spanish version of the AGREE instrument, the Spanish and English version of the
Training Manual and an instructive document. One CPG was selected from the database and
sent to all professionals for assessment. An individual feed-back was provided to each of the
evaluators. Only those professionals that suscessfully completed this training were formally
accepted as appraisers (n = 23). Demographic and professional data was collected on all
appraisers.

The AGREE instrument was selected for the assessment phase, as it was the only one that has
been internationally validated and has a Spanish version already tested in Spain.'>"> The
instrument provides a systematic framework for assessing key dimensions of the quality of
guidelines (Table 3)."°

Guidelines were assigned taking into account the expertise and specialty of each appraiser.
All appraisers returned the results of the assessment by e-mail, using an excel format (that
was previously developed and reviewed through a pilot test). As the study was done without
financial support, none of the appraisers received any honorarium . The results were entered
in a database. Domain scores of each CPG were calculated as recommended by the AGREE
Collaboration. Scores of individual items in each domain were summed and standardized as a
percentage of the maximum possible score for that domain.

The internal consistency of each domain was evaluated using Cronbach's Alpha. The
reliability between appraisers was determined for each question and each domain of the

AGREE. Intraclass correlation coefficients (ICC) were calculated within each pair of



appraisers and across the pool of appraisers. ICCs and kappa values above 0.75 were
considered to represent good, 0.40—0.75 moderate and <0.40 poor reliability.

Feasibility of the instrument was assessed through an ad-hoc instrument that contained two
dimensions: usefulness and simplicity; both dimensions were assessed through a 1-5 scale,

being 5 the highest score.

Results

Guidelines production in Argentina

A total amount of 431 pCPG were identified through the combination of both
searching strategies (EDS and IS). In 361 (83%) cases, pCPG had been developed by
institutions that belonged to one level of the health system; in 70 (17%) cases,
multiple institutions from different levels participated in the process (Table 4).
Approximately 60% of the pCPG were produced by institutions from the meso and
micro level.

Most guidelines (363) were identified through IS. Websites of 247 institutions were
assessed, but only 17% (42) of these institutions have posted any guidelines on their
website. Only 16% (68/431) of the pCPG were published in indexed journals and
identified through EDS.

Two hundred and eighty seven (65%) pCPG included recommendations related to
evaluation, diagnosis, treatment or management of specific diseases. Only 15% were
oriented to prevention and screening practices (Figure 1). Production of pCPG shows
a constant increment, specially during the period of 2000-2004. Management pCPG
remained as the most frequent category along the years. Prevention pCPG slightly

increased from 1994 to 2003, but they decrease in the last year. Technology



Assessment pCPG appeared in 2001 and show a steady growth during the following

years (Figure 2).

Quality Assessment

Only 33% (144) of the 431 pCPG met the QA criteria. The most frequent reasons for QA
exclusion were lack of one of the following: i) year of publication or diffusion, ii) a
methodology section, and iii) references or authors” identification in the case of consensus
(Table 5). Of the 143 CPG selected, 101 (71%) were assessed and 43 were eliminated (Table
6).

The majority of the CPG assessed received very low scores in nearly all domains (Figure 3).
Over 80% of the CPG were qualified with scores lower than 50%, except in those domains
corresponding to “Clarity” and “Scope”. In comparison to the results of the other domains,
clarity was the best qualified aspect of CPG. Although total amount of CPG increased
progressively during the study period, there was no statistically significant difference in the
quality standardized scores (Figure 4).

ICC and a Cronbach for each domain were in all cases moderate or high (0.46-0.74), except
for Editorial Independence which showed very low values (0.20) (Table 7). Most of
appraisers considered that the AGREE instrument was useful and simply to apply
(Usefulness, Median value = 5 and Simplicity, Median Value: 4). Scope was selected by the
group of appraisers as the most difficult domain to be assessed. Average time (standard

deviation) employed per CPG assessed was 58 (+ 36) minutes.

Discussion

In the last years, development of guidelines in Argentina has progressively increased;
however, quality did not improve. This situation could be clearly resumed in the phrase of
Sudlow and Thomson: “Quantity but no quality”."”

Guidelines production has been non-systematized throughout the whole period: integration of

the interests, preferences and activities of multiple stakeholders in guideline development was
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rarely observed. This non-integrated participation could be partially explained by the
complexity of the Argentine health system but, specially, by the absence of a clear and
explicit policy for guidelines production and evaluation during the period under assessment.
On the whole, institutions of the three levels of the health system participated in guideline
development, although reporting of the methods employed in this process was poor and need
to be improved. Quality of guidelines that were assessed was distant to ideal: scores were low
and very low in all domains of the AGREE instrument. Even when standards recommended
by the AGREE Collaboration should be used as a reference for improving this process in the
following years, two issues should be considered at the moment of interpreting these findings.
In first place, standards proposed by the AGREE instrument could be relatively high for the
context of a LMIC and specially if it is taken into account the fact that, except for the last two
years (2003 and 2004), the period during which Argentine guidelines production was
described preceded the year of diffusion of this instrument (2003). Secondly, low quality
scores of Argentine guidelines could be explained by a slower penetration and consolidation
of the Evidence-Based Movement in LMIC countries in comparison to developed countries.
As described by Burgers, development of guidelines in Europe, Australia and North America
started in the 80’s and 90’s.” In the United States, the Consensus Development Program at the
National Institute of Health, developed its first guideline in 1977. In the last 30 years, all these
organizations have accumulated a vast experience in guideline development, dissemination
and implementation. Currently, principles of Evidence-Based-Medicine dominate almost all
of these national guideline programs. The creation of international networks, like the GIN, as
well as the conduct of projects like the AGREE, have clearly contributed to the improvement
and standardization of these processes in the participant countries. Contrastingly, LMIC
countries, with a few exceptions, did not take part of these experiences. Diffusion and
dissemination of appropiate methods for evidence-based guidelines development is limited in
these countries. According to the results of this study, in Argentina, as late as 2004, this

process was not systematized and still relied heavily on the opinion of experts.



Lack of systematization in guidelines production as well as low quality scores were also
reported by other authors, even from developed countries. In Finland, 719 guidelines were
produced since 1989 to 1995: the structure and quality of evidence supporting guidelines
recommendations were variable and only two were based on meta- analysis'®. Similarly,
Graham et al. assessed 217 drug guidelines from 1994 to 1998: quality varied significantly by
developer, publication status and drug company sponsorship and no substantial improvement
in guideline quality was observed over the 5-year study period’. Many other studies mainly
performed in developed countries showed similar findings. “® '*"* There is only one CPG
quality assessment in Latinoamerica that precedes the Argentine research, which was
performed in Brazil. In this study, twenty-eight guidelines developed by the Brazilian
Medical Association were independently assessed by 2 appraisers using the AGREE
instrument. In general, scores are higher than those observed in the Argentine research,
although it should be taken into account that guidelines included in the Brazilian experience
belonged to only one institution, which has an explicit policy to develop evidence-based
guidelines."

Even when scores in all domains were low in the case of Argentine guidelines, the three most
critical were rigor of development, applicability and editorial independence.

Respecting to rigor of development, description of the search strategy as well as inclusion
criteria applied in the selection of the most relevant and pertinent evidence were practically
inexistent. Lack of bibliographic references was one of the most frequent reasons for
excluding pCPG from quality assessment and in those CPG that were assessed, the link
between evidence and recommendations was not described except for a few cases (4
guidelines). Even when currently there is broad agreement on the need for systematic reviews
to inform recommendations, this type of evidence was rarely referred in Argentine
guidelines."

Language barriers and limited accesibility to updated biomedical literature could have
contributed to this situation. In this sense, the role of the Argentine Cochrane Centers might

be relevant in the future, specially by promoting the use among guideline producers of
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resources like the Cochrane Library Plus, which contains the Spanish version of systematic
reviews produced by the Cochrane Collaboration.”® As it was reported by Varonena and col.,
cooperation between Cochrane Centres and Guideline Development Organizations showed to
be very positive in many senses.”’

Another area that should be improved in the following years is related to the applicability
domain. In many cases, recommendations were literally taken from international guidelines,
without addressing potential barriers to their implementation in the context of the Argentine
health system. Since the cost of producing evidence-based guidelines is relatively too high for
health budgets of LMIC countries, a systematic methodology to adapt international guidelines
would be an efficient way of improving not only the quantity but also their quality.”
Internationally developed guidelines can be adaptated to the national context, representing a
considerable saving of money. However, an explicit and systematic adaptation process should
be performed as guidelines” applicability and transferability can be strongly influenced by
different factors, like population needs (prevalence of disease, baseline risk status), setting
(availability of resources) and other factors that modify translation of recommendations into
practice.”

Finally, practically none Argentine guideline reported conflict of interests or funding sources.
Lack of transparency was also reported by Papanikolaou et al. in an evaluation of 191
published guidelines: only 7 (3.7%) disclosed potential conflicts of interest.** In the case of
Argentine guidelines, omission to declare conflicts of interest could have been due either to
lack of disclosure by guideline authors or to lack of formal declaration processes by
institutions that endorsed the guideline. Omission could have been unintentional or, on the
contrary, intentional (financial ties might have existed in some situations and deliberately
hidden by guideline authors). However, regardless of the intent of guideline developers’
actions, explicit declaration of conflict of interests at the begining of the process is strongly
recommended by most international organizations as a way of reducing the probability of

. . . . . . , ey e1e. 25
biased recommendations and increasing guidelines” credibility.
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The AGREE instrument was selected amongst other quality assessment instruments as it is
the only one that covers practically all the relevant dimensions of the guideline development
process; it has fewer items and uses a numerical scale that facilitates the analysis and
comparison of the results.”®?” The AGREE instrument has been widely used all over the
world, mainly as a result of its translation into many other languages, including Spanish.
There is scarce evidence related to the application of the instrument spanish version. In 2005,
Navarro MA et al reported the results of a quality assessment on 61 guidelines developed in
Spain. Like in the Argentine experience, the instrument showed to be feasible to apply and
reliability was satisfactory. Appraisers of both research found the instrument useful and
simply."?

There are a number of methodological issues that should be addressed. First of all, evaluation
was restricted to guidelines that were diffused and identified on Websites or in journals.
Diffusion is not the same as development as there might have been guidelines produced and
used in health institutions that could have not been identified by the searching strategies
applied in this research. In spite of this limitation, the study was focalized on those guidelines
diffused by well-known and reputed institutions in Argentina, which have a high probability
of being adopted by healthcare professionals. Secondly, Internet searching was not exhaustive
at the meso level, concretely in hospitals: as a reduced number of these institutions have
Websites, only 3 out of 10 eligible hospitals could be assessed. Thirdly, even when the
AGREE collaboration strongly suggests 4 appraisers per each CPG, this could not be
performed because of lack of resources. All researchers and appraisers work add-honorem.
However, in spite of this fact of including only two appraisers per guideline, reliability scores
were acceptable. In fourth place, only CPG documents were considered for the assessment.
Another important recommendation of the AGREE Collaboration is to retrieve any relevant
information related to the guideline development process at the time of its evaluation. Except
from two or three institutions that include a full description of their CPG programs on the
websites, the guideline document was the only one available. However, it should be taken into

account, as Graham highlighted in his article, that these documents are also the only one
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available for practitioners at the moment of making a clinical decision. In all likelihood, they
do not have any additional information that the one that was provided to appraisers. Finally,
there are some limitations inherent to the instrument applied. Quality of guideline is assessed
on the basis of what is reported: quality of reporting is not the same as quality of the
development process. As in other quality assessment studies, no content analysis of the
recommendations was performed.

To our knowledge this is the first time a study of this kind has been undertaken in Argentina,
and, except from the Brazilian research, in Latinoamerica. Its execution was the first step in
the building of a network of professionals interested in improving CPG development,
dissemination and implementation in the country. Its findings might be very useful in the set

up of a national evidence based guideline development program.

Conclusions

This study was one of the formers that sistematically employed the AGREE instrument for
the critical assessment of guidelines produced in a LMIC. The AGREE instrument can serve
as a model to identify improvement opportunities in the guidelines development process of
these countries. In this sense, this research shows the low quality of guidelines produced and
points out areas to which training iniatiatives should be oriented.

Guideline development and diffusion in Argentina from 1994 to 2004 shows a constant
increment, although quality of reporting did not improved; moreover, in some aspects it
seemed to decline. Institutions involvement in this process was dispersed, rarely integrated,
and not systematized. A national debate between main stakeholders is urgently needed in
order to contribute to the definition of a clear and explicit policy for CPG development,

dissemination and implementation in the country.
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Figures

Figure 1 - Distribution of guidelines according to IOM categories
Note: (*) 3 pCPG could not be classified in any of this three categories.
Figure 2 - Temporal distribution of the different types of guidelines
Figure 3- Distribution of CPG per each domain of the AGREE

Figure 4. Temporal evolution of the median standardized score for each

domain

Tables

Table 1 — Electronic Database Strategy employed in Medline under
PubMed Platform

Table 2. Criteria applied to define macro, meso and micro level health
institutions elegible for Internet Searching.

Table 3. Domains of the AGREE instrument

Table 4. Distribution of pCPG by level of the health system and
developer institution.

Table 5. Reasons for exclusion from QA

Note: (*) Some pCPG met more than one criteria.

Table 6. Reasons for elimination from QA

Table 7. Reliability Scores of the AGREE instrument
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