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The commercially funded randomized
study by Itoh et al. (1), comparing treat-
to-target approaches in patients with
diabetic retinopathy with hypercho-
lesterolemia (baseline LDL cholesterol
[LDL-C] ;106 mg/dL), “found no signif-
icant decrease in CV [cardiovascular]
events or CV-associated deaths with in-
tensive therapy.” The authors speculated
about a nonsignificant decrease “possi-
bly because the between-group differ-
ence of LDL-C was lower than expected
(27.7 mg/dL at 36 months of treatment).”
The intensive statin therapy targeted
LDL-C ,70 mg/dL, while the standard
one targeted 100–120 mg/dL.
The primary outcome, a composite of

CV events, tended to occur less often in
the intensive group: in 129 patients ver-
sus 153 in the standard group (hazard
ratio [HR] 0.84, 95% CI 0.67–1.07). An
exploratory finding also showed fewer
cerebral events (HR 0.52, 0.31–0.88; P5
0.01). However, a Yekutieli correction for
multiple comparisons shows that none of
the results reach the cutoff for statistical
significance (P 5 0.00437956). Moreover,
“fewer cerebral events” may lead one to
think “fewer strokes,” but the article’s
Supplementary Table 3A and B (1) show
that cerebral events included only cere-
bral infarction (not cerebral or subarach-
noid hemorrhage) and revascularization.
Instead, the difference in total strokes,

including the hemorrhagic ones, is not
statistically significant (HR 0.64, 0.40–
1.01), even without correction for multi-
ple comparisons.

Moreover, and disappointingly, all-
cause deaths tended to increase in the
intensive group (41 vs. 34; HR 1.21,
95% CI 0.77–1.91), as did serious ad-
verse drug reactions (41 vs. 28), and it
is doubtful whether a fully informed
patient would choose an intensive
cholesterol-lowering therapy to pre-
vent 24 CV events at the price of an
excess of 13 serious adverse drug re-
actions and 7 deaths.

This is not the first randomized con-
trolled trial in which CV events and mor-
tality diverge. For example, the Japan
Lipid Intervention Trial (J-LIT) (2), with
47,294 hypercholesterolemic patients
treated with simvastatin 5–10 mg/day
followed for 6 years showed a J-curve
association between LDL-C and total
mortality. The mortality nadir was
between in-treatment average LDL-C
120 and 129 mg/dL; the large subgroup
between 80 and 119 mg/dL showed
a clear tendency to harm, and the sub-
group ,80 mg/dL a significant mortal-
ity excess (relative risk 1.72, 95% CI
1.17–2.53).

However, the seriousness of many
CV events is debatable, because they
are not associated with fewer deaths, as

expected, but with more. A possible in-
terpretation of this inconsistency is that
events such as coronary revasculariza-
tion, nonfatal myocardial infarction, and
nonfatal ischemic stroke can be “discre-
tionary” to some extent. Loss of blinding
to treatment allocation probably occurs
in lipid-lowering trials because drugs
predictably lower LDL-C and physicians
managing the patients over time become
aware of lipid values. Loss of blinding
might bias decisions about revasculari-
zations, resulting in more procedures (and
some more periprocedural infarctions) in
less intensively treated patients (3).

This could lead also to greater recourse
to electrocardiograms, computed tomog-
raphy scans, and MRIs, resulting in finding
more silent myocardial infactions or strokes
in the less intensively treated. The outcome
least subject to bias is all-cause mortality.

Consistently, the claimed enhanced CV
benefits (without any mortality reduc-
tion) of adding ezetimibe to statin in
patients with diabetes and in seniors (4)
could merely be due to the increased in-
cidence and prevalence of CV events in
those with diabetes and the elderly and
to the consequent objective overdiag-
nosis in these subgroups (5).
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