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Niewczas et al. (1) reported the associa-
tions between metabolomic determi-
nants and the risk of end-stage renal
disease (ESRD) in participants with
type 1 diabetes. The study concluded
that patients with elevated circulating
levels of certain modified metabolites ex-
perienced faster renal function decline
than other participants. The research is
exciting. However, we have several con-
cerns about the study.
Niewczas et al. determined the esti-

mated glomerular filtration rate (eGFR)
by using the Chronic Kidney Disease Epi-
demiology Collaboration (CKD-EPI) equa-
tion. Concerns have been raised about
the use of the CKD-EPI equation because
of the high prevalence of ESRD that had
been estimated in the elderly compared
with younger people and because the
equation was more suitable for patients
witheGFR.60mL/min/1.73m2 (2). How-
ever, the observational end point of the
study by Niewczas et al. is ESRD, which
means the eGFR is ,15 mL/min/1.73 m2

and the participants’ eGFR could be
overestimated.
Data in the study on demographic and

fundamental characteristics, blood pres-
sure and glycemic control, and medica-
tion were incomplete. LeCaire et al. (3)
showed that sex, age, period of diagnosis,
diabetes duration, presence of protein-
uria, baseline eGFR, glycosylated hemo-
globin level, systolic and diastolic blood
pressure, antihypertensive medication

use, and prevalent proliferative retinopa-
thy were significantly associated with the
development to ESRD. For example, in-
tensive diabetes management may delay
the progress to ESRD. However, the gly-
cosylated hemoglobin target and blood
pressure target were not mentioned in
the current study (1). Furthermore,
Niewczas et al. did not perform kidney
biopsy, which is the diagnostic gold stan-
dard for these patients.

The study (1) monitored the oc-
currence of persistent proteinuria by
using routinely measured albumin-to-
creatinine ratios (ACR). However, there
are still several issues of concern about
ACR. First, the definition of “persistent
proteinuria” was missing. Given the
high day-to-day variability, many factors
may influence the appearance of albumin
in the urine, e.g., dietary protein intake,
physical exercise, diuresis, metabolic per-
turbations such as ketosis and hypergly-
cemia, the presence of urinary tract
infection, fever, pregnancy, and hyper-
tension. In addition, the confirmation of
elevated ACR requires two additional
tests during the subsequent 3 to 6 months
on first-voided urinary specimens (4).
Second, de Boer et al. (5) showed that
some patients with diabetes without
abnormalities in urinary albumin excre-
tion had a decline in GFR, suggesting that
patientswithnegativeurinary albuminmay
also suffer from diabetic kidney disease.
Third, we regret that diabetic retinopathy

wasnotconsidered in thestudybyNiewczas
et al. (1). According to theNational Kidney
Foundation Kidney Disease Outcomes
Quality Initiative (NKF KDOQI) guide-
lines, diabetic retinopathy is one of the
diagnostic criteria for diabetic nephrop-
athy (4). To avoid missing the subjects
with normal albuminuria but decreased
GFR in the study group of this prospec-
tive research, screening for diabetic ret-
inopathy should be considered in these
subjects.
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