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We thank Groothof et al. (1) for their in-
sightful comments on our recent article
published in Diabetes Care (2). We fully
agree with Groothof et al. that more evi-
dence is needed to evaluate the relation-
ship between body weight time in target
range (TTR) and estimated glomerular
filtration rate (eGFR). Our response to
these comments is as follows.
First, as Groothof et al. (1) mentioned,

a common limitation of using creatinine-
based eGFR in weight loss studies is that
it may be overestimated due to reduced
serum creatinine levels during muscle
weight loss (3). However, we have also
evaluated the association of body weight
TTR with the risk of very-high-risk chronic
kidney disease (4), a doubling of urine
albumin-to-creatinine ratio from <10 mg/g
to $10 mg/g (5), and a doubling of
urine albumin-to-creatinine ratio from
<30 mg/g to $30 mg/g (5), and we
found similar results, suggesting a definite
association between body weight TTR
and kidney prognosis in patients with
overweight/obesity and type 2 diabetes.
Second, the suggestion of Groothof

et al. (1) to use serum cystatin C as a
proxy to calculate GFR is reasonable.
Cystatin C is less affected by muscle
mass and could provide a more stable

estimation of kidney function, especially
in people undergoing weight loss. We
agree that reassessing the relationship be-
tween weight TTR and composite kidney
outcome based on cystatin C–based eGFR
might yield more accurate results (6). Un-
fortunately, in the Look AHEAD study,
data on cystatin C were unavailable, and
only a small subset of participants had
C-reactive protein measurements at base-
line and in the first year of the study. The
lack of these data limited our further
exploration of the relationship between
body weight TTR and kidney function esti-
mated using serum cystatin C. Therefore,
future studies are needed to examine the
relationship between weight TTR and
kidney outcomes, in particular calculating
eGFR based on both cystatin C and serum
creatinine to address the issue of eGFR
overestimation due to muscle mass loss.
Additionally, the relationship between
body weight TTR and inflammatory
markers, including C-reactive protein,
needs to be further explored to more
fully understand the impact of weight
management on kidney function.
Overall, as we mentioned in our article

(2), the relationship between body weight
TTR and kidney outcomes is hypothesis
generating and should be interpreted

with caution. We appreciate the con-
structive feedback from Groothof et al.
and will consider these suggestions in
future studies. Their recommendations
will help enhance the rigor of our re-
search findings and contribute to a more
detailed understanding of the relationship
between body weight TTR and kidney
health.
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