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Stavros Liatis

I read with great interest the recent Per-
spective by Ferrannini and Rosenstock (1),
which provides thoughtful insight on the
interpretation of the numerous recent car-
diovascular outcome trials (CVOT) in the
field of type 2 diabetes.

As far as I understand, though, there
are some numerical mistakes in both
Table 1 and Fig. 2A and B that may seri-
ously affect the overall understanding
of the article. Specifically, in Table 1, al-
though the incidence rates (IRs) of all
the reported outcomes are expressed
per 1,000 patient years (py), the corre-
sponding values derived from the Lira-
glutide Effect and Action in Diabetes:
Evaluation of Cardiovascular Outcome
Results (LEADER) trial, in the row “HHF”
(hospitalization for heart failure) and
below, clearly represent events per 100
py, possibly because this is the way
they are reported in the original publi-
cation (2). Moreover, to my understand-
ing, the reported IR of “HHF or CV
death” from LEADER is further mistaken
(6.0 per 1,000 py instead of 30.0 per
1,000 py). These mistakes have affected
accordingly the next column of the ta-
ble, where DIRs are also shown as

10ths of the correct values (since they
represent events per 100 py).

Unfortunately, the aforementioned
mistaken values have been transferred
to Fig. 2A and B), where the base risk
rate (x axis) of the majority of the out-
comes of the LEADER trial (yellow dots)
are erratically depicted on the extreme
left side of the graphs. This misdistribu-
tion results in an erroneously elongated
span of the base risk rate. If the correct
IRs and DARs (D of absolute risks) from
LEADER were put onto the correct posi-
tions, this would most probably affect
(possibly strongly) the r and P values of
the reported correlation between IR
and DAR in Fig. 2A and, undoubtedly,
would also modify the shape and posi-
tion of fit lines, shaded areas, and ar-
rows. According to my calculation, the
Pearson correlation between IR and
DAR for all the outcomes provided in
Table 1 using the correct values from
LEADER is r = �0.429 (P = 0.002), which
is much lower than the reported value
(r = �0.72, P < 0.000001).

In conclusion, although the authors
correctly emphasize that absolute risk
reduction and number needed to treat

are crucial in interpreting the CVOT re-
sults, the supporting evidence provided
in the text and depicted in Fig. 2 should
be recalculated using the correct data
from the LEADER trial.

I express my thanks for considering
these remarks, which hopefully will con-
tribute to further highlighting this im-
portant article.
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