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Dear editor,
We have read with great interest the article by Elangwe et al.
entitled “Adverse drug reactions to anti-diabetic drugs are
commonest in patients whose treatment do not adhere to dia-
betes management clinical guidelines: cross-sectional study in
a tertiary care service in sub-Saharan Africa” [1]. The study
evaluated the adherence to clinical guidelines in management
of diabetes and reported decreased frequency of adverse drug
reactions (ADRs) to anti-diabetic agents in patients who were
treated by appropriate regimen. However, we faced some is-
sues with respect to the study methods and results, which need
to be highlighted.

The study primary objective was investigation of the pat-
tern of anti-diabetic medication use. However, treatment pat-
tern was not described well. Detailed description of combina-
tion therapies using oral hypoglycemic agents and the fre-
quency of dual or triple therapies would have been important
to report. Lacked data regarding utilized combinations in ad-
dition to the type of insulin preparations has made the drug use
picture less informative and the conclusion regarding reported
ADRs, specifically hypoglycemia, imprecise [2].

Considering the study primary objective, comparisons
made on patients’ characteristics between men and women
in Table 1 seem unnecessary and redundant. In addition, some
concerns raised here are with respect to the statistical analysis.
Chi-square test was used for most statistical comparisons in
Table 1. However, for the marital status and professional sta-
tus, the frequency of certain cells was low, and zero frequency
is seen in one cell. In these cells, the problem of “sparse data”
exists. In such cases, exact tests which are based on
“hypergeometric” distribution should be used, instead of the
chi-square test [3].

As the secondary objective, authors assessed the adherence
of anti-diabetic treatment to clinical guidelines and compared
ADR frequency between treatment adherent and non-adherent
groups. However, factors that could affect the occurrence of
ADRs in study patients including demographic and clinical
characteristics were not taken into account [4]. The frequency
of hypoglycemia and weight gain was reported to be different
among males and females in previous studies [5]. Moreover,
the educational level or professional status of patients could
affect the detection and self-report of ADRs. More important-
ly, data regarding glycemic control of patients and the pa-
tients’ adherence to anti-diabetic medication in two study
groups were necessary to make accurate inferences regarding
the association between reported ADRs and the appropriate-
ness of treatment. On the other hand, it was mentioned in the
discussion section that the frequency of insulin use alone was
less in adherent group than in non-adherent group and the
higher hypoglycemia episodes in non-adherent group were
explained accordingly. However, the reported values in the
Table 2 correspond to total number of patients in each study
groups who were treated with insulin, alone or in combination
with oral hypoglycemic agents. The frequency of insulin use
alone was not reported and compared.

Authors reported that the rate of ADR occurrence was
higher in patients who were treated inappropriately.
However, the frequency of events was only compared
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between two groups, which was not statistically significant.
The frequency of patients who developed ADRs was not com-
pared between two groups. Additionally, the frequency of
different types of ADRs had to be explored considering the
events or the patients who developed ADRs as denominator.
The problem of “sparse data” could also be observed in
Table 2. For example, comparing the frequency of
glibenclamide and lipodystrophy in this table definitely needs
a Fisher’s exact test. Given the high numbers of covariates,
performing univariate analysis and then multiple logistic re-
gression considering a model with influential covariates
would have been necessary.
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