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Kaiser and colleagues are concerned that physicians
under pressure from insurance companies or other insti-
tutions may prefer unlicensed bevacizumab over ranibi-
zumab. They believe that they convey evidence for
comparative lack of efficacy and safety of bevacizumab
over ranibizumab. On the other hand—at least in
Europe—there is ample marketing effort to foster the
prescription of ranibizumab. At the same time, we now
have evidence from non-commercial studies on the non-
inferiority of bevacizumab over ranibizumab (CATT,
IVAN [1, 2]), sufficient to license bevacizumab for
intraocular use. Since a licence can be filed by pharma-
ceutical companies only, lack of revenue, common
shares between allegedly competing companies, and in-
difference of national health systems preclude marketing
authorization of bevacizumab for neovascular AMD.

The authors aim to fully inform patients, but their evi-
dence is inconclusive or pointless. For example, references
14 and 52–54 do not support "increased risk of bevacizumab
compared to ranibizumab", because they date back to be-
tween 2001 and 2008. At that time, there were no data
available from randomized controlled trials. In principle,
not every statistical significant difference is clinically rele-
vant. Even more so, mere “numerical” differences should
not be mentioned at all. Thus, if we discuss differences
between drugs, we must restrict our attention to statistically
significant differences.

For the above-mentioned reasons, the current discussion
on differential gain and risks between ranibizumab and
bevacizumab must be confined to data from CATT and
IVAN, the only studies available with I/A quality of evi-
dence. Since there are no statistical significant differences
between comparable treatment groups of bevacizumab and
ranibizumab in terms of efficacy, the focus is on safety only.

The known vascular endothelial growth factor related
adverse effects, such as myocardial infarction and stroke,
do not differ between the drugs.

The only statistically significant differences between
ranibizumab and bevacizumab in the CATT study are
gastrointestinal disorders: "e.g., haemorrhage, hernia,
nausea, and vomiting." Yet according to the label of
Avastin® and to a meta-analysis [3], only tumour-
associated gastrointestinal perforations and fistulas are
specific to bevacizumab. Gastrointestinal perforations and
fistulas were reported neither in the CATT study nor in the
IVAN study. Kaiser and colleagues point to "the overall
significantly higher risk of serious systemic adverse events
with bevacizumab versus ranibizumab" in the CATT
study. However, this part of the CATT data must be
considered as inconclusive, since "when all known vascu-
lar endothelial growth factor-related serious adverse events
are excluded, most of the imbalance remains, leaving it
uncertain whether this difference was the result of chance,
imbalances at baseline not captured in multivariate mod-
elling, or truly higher risk" [1].

The authors are mistaken that the study population of
IVAN and CATT is too small to reveal individual serious
adverse events between treatment groups. The difference in
serious adverse events of bevacizumab is obvious in oncol-
ogy studies with similar study populations compared to the
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CATT study and the IVAN study [3]. Finally, if the study
population of CATT and IVAN does not reveal differential
risks in serious adverse effects (similar to the Anchor and
Marina studies with respect to thromboembolic risks), this
qualifies the postulated gastrointestinal risks as rare and of
overall low relevance.

In contradiction to Kaiser and colleagues, the evidence
from the CATT and IVAN studies signals similar efficacy
and safety profiles between ranibizumab and bevacizumab.
On these grounds, it is justified to include cost considera-
tions in our prescription behaviour.
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