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The letter by Dr. Zelnik (1) about our arti-
cle (2) expresses concerns around the se-
lection of the “individual best-performing
drug,” subsequent reexposure to the
same drug, and, most importantly, the
lack of reexposure to the three ineffective
drugs. We agree that including a second
exposure for all drugs would reduce po-
tential bias in selecting the right drug for
each patient. In fact, the original protocol
was designed to reexpose participants to
one of the nonpreferred agents. However,
ethics committees did not allow us to re-
expose participants to one of the nonpre-
ferred agents.
Although we were unable to reexpose

patients to the nonpreferred agents, the
results remain valid from a clinical point
of view. Clinical trials should be designed
to inform clinical practice, thus trial de-
sign should mimic clinical practice. Our
trial was therefore designed in accord
with clinical practice guidelines, in which
treatment targeting a specific diabetic
complication, in our case chronic kidney
disease in diabetes, is recommended to
be discontinued if no, or little, effect is
seen (3). Thus, the methodology aligns
with the challenge clinicians face in their
daily practice, namely, selecting the right
drug for the right patient. That the
change in albuminuria in each treatment
period was patient specific and repro-
ducible, thus reflecting a true pharmaco-
logical response rather than a random

change, is supported by several findings.
First, albuminuria was substantially reduced
during the treatment period with the indi-
vidual’s preferred drug, whereas the re-
sponse to the other three drugs was poor.
This was true for all drugs used in the rota-
tion schedule. Second, there was no corre-
lation in albuminuria response among the
different agents. Third, the individual albu-
minuria response was also reproducible, as
the change in albuminuria during the treat-
ment period strongly correlated with the
change during the washout period and the
change during the confirmation period.
These data thus support that the individual
change in albuminuria reflects a true drug
response and varies per patient.

Finally, we note the simulation analysis
presented in the comment from Dr. Zelik.
By sampling from five independent nor-
mal distributions, this simulation ignores
the most important aspect of our trial,
namely, the repeated measures within
subjects and the within-subject correla-
tions. This correlation assumes that the
response during a confirmation exposure
to the same drug at the same dose is not
completely randomwithin subjects, in ac-
cord with the concept of personalized
medicine and our study findings.

In conclusion, we acknowledge the
comments and concerns raised by Dr. Zelik
from a statistical point of view.We submit
that designing a similar trial reconfirming
all responses is clinically unfeasible at best

and unethical at worst.Wewelcome, how-
ever, novel trial designs and approaches to
study individual drug responses in a feasi-
ble, ethical, and clinically implementable
way.
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