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Objective and method: a delicate relationship

Dear Editor,

Under a strictly methodological point of view, we would like to comment on the article published in the
Brazilian Annals of Dermatology (Anais Brasileiros de Dermatologia) by Miot et al.1

Apparently, the need to simultaneously answer two research problems caused confusion in the authors, since
different questions demand different methodologies for their elucidation. The first objective of the work
approached the validity of a diagnostic test, so as to answer to the doubt implicitly put in the introduction: “can
some dermatological findings contribute to cardiac risk stratification?”. This question was only partly responded to,
since only test sensitivity was reported. However, its specificity of 83.9% was omitted, limiting a more comprehen-
sive evaluation of its validity. Regarding predictive values (PVs), no mention was made to negative PV (41.7%), nei-
ther was any consideration that such PV apply only to populations whose disease prevalence approximates that ver-
ified in the study (72.4%), according to Bayes’s theorem.2

The second objective considered the relation between coronary artery disease (CAD) and earlobe creases (“Is
there an association between CAD and certain creases?”). In that sense, it is stated, on the topic “Casuistry”, that the
chosen study design was case-control (CC). We agree that such design is adequate, as long as selection of controls in
not dependent on interest exposure and reflects the population base that originated the cases.3,4 Therefore, reading of
the work suggests that the design effectively employed was not this one, which puts the presented results of multi-
variate analyses at stake.4 This is so because CC studies begin with case identification, followed by composition of the
control group.3 The simple fact that a study contains cases and controls does not characterize it as study of the CC type.
Also curious is the ratio of 2.5 cases for each control, something rarely seen in the literature, which probably reveals
lack of methodological adequacy for answering their question.

In summary, clear definition of objectives, choice of compatible methods and thorough description of them are
needed for a higher quality in the execution and publication of results of scientific research.

Making ourselves available for further debate, we sign.
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Author’s answer to the correspondence
“Objective and method: a delicate relationship”

Dear Editor,

The authors have proposed to study the prevalence of certain dermatological findings in patients submit-
ted to cineangiocoronariography and not to the efficiency of a diagnostic method.

Lack of statistical association, in this population, between coronary disease and androgenetic alopecia, as
all as thoracic pilification, lead the discussion of results to an analysis of earlobe creases. 

The work under discussion is the result of a first attempt to characterize, in the Brazilian population, these
dermatological findings using cineangiocoronariography, once a previous nationwide study compared the pres-
ence of diagonal earlobe crease between coronary disease patients and outpatients with non-cardiac complaints,
which has not estimated absence of coronary disease in controls.1

Despite the accuracy of the method, the invasive nature of cineangiocoronariography ethically hinders stud-
ies in populational bases, which leaves as patients’ origin the indication of the exam by cardiac complaints (hos-
pital source). This feature, inherent to the studied population (exams performed in the period of study), would
yield a ratio of one patient with normal coronary arteries to each 55 with affected arteries. 

A cross-sectional study of prevalence, with no selection of cases or controls, would yield yet a larger dis-
proportion than the one presented between affected and non-affected. For this reason, the authors initially dedi-
cated to the recovery of the largest possible number of “normal” patients, among the examined.

The authors have not identified the implication of the fact that control selection occurred prior to classic
case selection, nor have they observed the methodological constraint, given the sample limitations.

Another issue hovering over literature on the prevalence of earlobe crease in coronary disease patients is
the increase in its prevalence with age, parallel to the increase in artherosclerotic risk, which leads to questioning
of the role of age as confusion variable for the association between coronary disease and such creases. Answer to
that question would demand a stratified populational analysis, or an adjustment by logistic regression.

The option of pairing cases with controls was considered, but sample contingencies prevented that all inde-
pendent variables were contemplated, thus, the conditional form of multiple logistic regression was chosen, for it
is, by definition, more rigorous.2

Based on the assumption that a case-control type of study was more appropriate for the detection of an
association between risk factors and diseases, we used this design to analyze the association between variables
associated to risk, as well as their magnitude, obeying the formal demands that cases and control come from the
same population, which, in this case, was composed by adult patients submitted to cineangiocoronariography.2

Other studies on prevalence have employed a similar methodology for either selection or analysis of patients,
even though the authors agree that estimative of performance parameters is not fit for this type of study design.3,4

The possibility of causality analysis between variables was never considered to be among the authors’
hypotheses, as classically assume studies of the case-control type. Neither were Hill’s criteria evoked, as it is the-
orized that dermatological findings (earlobe creases) occur parallel to coronary artherosclerosis.

Another important element, as based on previous studies, estimated sample size was more modest than
the one actually employed, and it could, by the way, maintain a 1:1 ratio between cases and controls. The choice
of a larger number of cases was made in an attempt to increase flexibility of the logistic model and strengthen
statistical analysis in face of a low availability of controls in regards to cases.

It is very important to highlight that generalization of results is limited only to the studied population, in
this case, hospitalized patients with indication of cineangiocoronariography; nevertheless, internal validity of
results must always be prioritized in any study, before extrapolations.

Classically, studies which employ hospitalized controls present difficulties inherent to the selected popu-
lation, in what regards identification of risk factors for diseases, mainly owing to high exposure levels of controls
to risk factors related to other diseases.

Interference of this bias related to studies with hospital base could be observed in this work for the fact
that risks such as diabetes, high arterial blood pressure, smoking and family history were not identified. Even
body mass index was higher in controls. These known risk factors could probably be detected in studies using a
non-hospitalized base.

In other works that involved cineangiocoronariography, employing different hospital populations, results
were similar to the ones found in our own, corroborating its validity. Moreover, works that have not used a hos-
pital base, being, rather, based on data from autopsies, confirmed the findings.5
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As a consequence of this reflection, a significant identification of earlobe creases in this study suggests an
even more consistent association when compared to general population, which, however, still needs proving.

Complete lack of orthodoxy in this study demands attention for the interpretation of its data, but does not
invalidate its findings, and stimulates its proving by assays conducted by Brazilian research groups.

Still, the authors give incentive for dermatologists to carry out controlled epidemiological studies, prefer-
ably adopting the classical models established by modern epidemiological science.
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