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Abstract

Background: Studies have found that the ratio of total cholesterol to high-
density lipoprotein cholesterol (TC/HDL-C) was associated with the
development of chronic kidney disease (CKD). However, the relationship
in different genders was rarely discussed. The aim of this study was to explore
this relationship and assess its predictive power for both males and females.
Methods: Based on a prospective cohort platform in northwest China, 32,351
participants without CKD were collected in the baseline and followed up for
approximately 5 years. Cox proportional hazard model and restricted cubic
spline regression analysis were performed to investigate the association
between TC, HDL-C, TC/HDL-C and CKD in adult female and male. The
clinical application value of the indicators in predicting CKD was evaluated
by the receiver operator characteristic curve.

Results: During a mean follow-up of 2.2 years, 484 males and 164 females
developed CKD. After adjusted for relevant confounders, for every one standard
deviation increase in TC, HDL-C and TC/HDL-C, the hazard ratios (HRs) and 95%
confidence intervals (95% CIs) for CKD were 1.17 (1.05-1.31), 0.84 (0.71-0.99), and
1.15 (1.06-1.25) for males, 0.94 (0.78-1.13), 0.58 (0.35-0.95), and 1.19 (1.01-1.40)
for females, respectively. The results also showed that TC, HDL-C, and TC/HDL-C
were associated with CKD in a linear dose-response relationship. The TC/HDL-C
had the largest area under the curve (AUC) compared to TC and HDL-C, and the
AUC among the females was larger than that among males.

Conclusions: The TC/HDL-C was significantly associated with CKD in adult
males and females and has better clinical value in predicting CKD than TC
and HDL-C, especially in females.
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Key points

e One standard deviation increase in the total cholesterol to high-density
lipoprotein cholesterol (TC/HDL-C) ratio was related to a 14% and 15%
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higher risk of chronic kidney disease (CKD) in males and females,

respectively.

o There was a positive linear relationship between TC/HDL-C ratio and
CKD, and the TC/HDL-C ratio had the highest predictive value in females.

1 | INTRODUCTION

In 2017, the global prevalence of chronic kidney disease
(CKD) reached 11.1% (10.4% for males and 11.8% for
females) in the world.! With an estimated 843.6 million
people suffering from CKD, this has caused a huge
disease burden and become a major public health
problem.” The prevalence of CKD in China was 10.8%,
and CKD patients approximately accounted for 19.0% of
the global patients,> among which the prevalence of
CKD in females (12.9%) was higher than that in males
(8.7%).* Therefore, early detection and targeted control
of CKD risk factors for females and males are necessary
to prevent CKD.

Usually, patients with CKD often have dyslipidemia.
Studies have shown that lipoprotein metabolism dis-
order could cause kidney damage and accelerate the
progression of CKD.>® Several epidemiological studies
also have represented significant associations between
serum lipid profile and CKD risk. Wen et al. found that
for one standard deviation (SD) increase in triglyceride
(TG) or high-density lipoprotein (HDL-C), the odds
ratios (ORs) and 95% confidence interval (95% CI) for
CKD risk were 1.17 (1.10-1.23) or 0.86 (0.79-0.93).” In a
6-year retrospective cohort study, the total cholesterol
(TC), TG, and low-density lipoprotein cholesterol (LDL-
C) were found to be significantly associated with CKD
risk, with the ORs (95% CI) of 3.84 (1.90-7.76), 3.08
(1.11-6.69), and 1.40 (1.11-2.48), respectively.® A Japa-
nese study found that low level of HDL-C was a major
predictor of CKD progression, especially in women
under 70 years of age with CKD.? The results of these
studies show the association between different single
lipid indicator and CKD. However, the relationships
between these single lipid indicators and CKD were not
as close as the composite indicators, and the predicting
effect for the CKD risk was not strong."’

Existing studies have found that some compound lipid
indicators were closely related to the risk of cardiovascular
disease and CKD and may have better predictive value.
Past research have indicated that the level of TC/HDL-C
was related to the risk of cardiovascular diseases,''™®
while cardiovascular disease and CKD have similar
pathogenesis of vascular endothelial damage and com-
mon risk factors.'* In the Dongfeng-Tongji cohort study in
China, TC/HDL-C was found to be linked to the risk of
CKD with ORs of 2.21 (1.91-2.57) comparing the extreme
quartiles.”® A study of patients with hypertension in Korea
showed that the elevated TC/HDL-C was associated with
the development of albuminuria in women, OR (95% CI)

was 1.21 (1.02-1.45), but no relationship was found in
men.'® In addition, Mathews et al. found that TC/HDL-C
might be a hallmark with atherogenic particle burden.'® A
cross-sectional study indicated that TC/HDL-C as a sign of
atherogenic lipoprotein burdens might provide potential
extra information than LDL-C and non-HDL-C and might
be more associated with risk events.'” However, one study
in Guangdong, China, found that the log TC/HDL-C was
inversely connected with eGFR, but it was not associated
with CKD."®

In summary, the research results of the correlation
between TC/HDL-C and CKD are still inconsistent and
limited. In particular, the results differ between males
and females in the same study. Due to the different
standards for calculating the risk of CKD among women
and men, whether this association between TC/HDL-C
and CKD will be different in the two sexes is of great
significance for accurate prediction of CKD. Further-
more, most of current researches focus on the economi-
cally developed areas, while it is very limited in
economically undeveloped areas. Therefore, we con-
ducted a prospective cohort study to analyze the
association between TC/HDL-C and CKD and to
evaluate the predictive value of TC/HDL-C in CKD
among different genders in northwestern China.

2 | METHODS

2.1 | Study population
The study was based on the Jinchang Cohort® in
northwest China. The Jinchang cohort was established in
June 2011, baseline data of 48,001 participants were
collected in December 2013, and the first follow-up was
completed in December 2015, with a total of 33,355
participants collected. In this study, 33,355 participants
matched for the baseline and follow-up data were used in
this study. After excluding participants with CKD at the
baseline (n=569) and missing data at the baseline or the
follow-up (n=435), 32,351 participants were enrolled in
the analysis (Supporting Information S1: Figure S1).
Before the investigation, all subjects signed informed
consent after understanding the study purpose and
privacy protection terms. The investigation information
included face-to-face interview, physical examination,
and clinical laboratory test. Then face-to-face interview
was conducted by investigators using standardized and
uniform questionnaires. All the investigators received
uniform training before the investigation. The contents
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of the questionnaire included demographic character-
istics (gender, age, occupation, education, income),
dietary habit (high-salt diet, high-fat diet), lifestyle
(smoking, drinking, exercise), disease history (hyper-
tension, coronary heart disease [CHD], diabetes, dysli-
pidemia), and family history of kidney disease. In
addition, the physical examination was carried out by
professional clinicians from a tertiary staff hospital. The
blood pressure (BP) was measured with the electronic
sphygmomanometer (AMPall BP705). Height and
weight were measured with an automated measuring
machine (SK-X80/TCS-160D-W/H, Sonka). The blood
and urine samples after fasting overnight were also
collected. Blood samples were tested, including blood
lipid, fasting glucose, serum creatinine, and uric acid
(UA), by an automatic biochemical analyzer (Hitachi
7600-020). In urine samples, albuminuria was also
measured using an automatic analyzer, which was
divided into five grades (-, +, 1+, 2+, and 3+).

2.2 | Variable definitions

Current smoker smoked per day at least one cigarette for
more than 6 months. Current drinker drank alcohol on
average at least even once a week for over 6 months.
Regular exercise was referred to exercise three times a
week or more, each time more than 30 min. According
to the Dietary Guidelines for Chinese Residents (2011),
the high-salt diet was classified as the salt intake over 6 g
per day, and high-fat diet was defined as consumption
of over 30 g of edible oil each day.”* Body mass index
(BMI) was calculated by weight (kg) divided by height
(m) squared and BMI>28.0kg/m® was deemed to
obesity. Hypertension was determined as blood pressure
2140/90 mmHg in the physical examination or self-
reported doctor-diagnosed hypertension. CHD was self-
reported by the participants and a physician diagnosis
report was provided. Diabetes was determined as fasting
glucose 27.0 mmol/L in the physical examination or self-
reported doctor-diagnosed diabetes. Dyslipidemia was
determined as TC > 6.2 mmol/L, TG > 2.3 mmol/L, HDL-
C<1mmol/L, or self-reported doctor-diagnosed dysli-
pidemia. Family history of kidney disease included first
degree relatives (parents or siblings) with CKD.

2.3 | Study outcomes

Incident CKD was the primary outcome of this study.
According to the definition for CKD in the KDIGO
Clinical Practice Guideline,?* incident CKD was con-
sidered as eGFR <60 mL/min/1.73 m* and/or the occur-
rence of albuminuria (albuminuria > 1+). The eGFR was
calculated from the CKD-EPI creatinine equation using
the serum creatine, ethnicity, sex, and age (Supporting
Information S1: Table S1).%*

2.4 | Statistical analyses

Data were displayed as mean + standard deviation (SD,
continuous variable) and frequencies (categorical varia-
ble). Student's #test and chi-square test were applied to
analyze the intergroup differences of continuous and
categorical variables between males and females, respec-
tively. We calculated the incidence of chronic kidney
disease using a cumulative incidence rate with a mean
follow-up of 2.2 years. Cumulative incidence rate (CI)
equals to number of incidences during the observation
period/number at the beginning of observation. Cox
proportional hazards model was implemented to analyze
the relationship of serum lipids (TC, HDL-C, and TC/HDL-
C) with the risk of CKD. The proportional hazards
hypothesis test of the controlling variable was performed
by combining the Schoenfeld residuals chart and the
Schoenfeld residuals correlation analysis with the rank of
time. Three models were established by adjusting different
confounding factors. Model 1 was adjusted only for age.
Model 2 was additionally adjusted for demographic
characteristics (occupation, education, and income), life-
style behaviors (smoking, drinking, exercise, high-salt diet,
and high-fat diet) and BMI based on model 1. Model 3 was
additionally adjusted for disease history (hypertension,
CHD, dyslipidemia, and diabetes), family history of kidney
disease and baseline eGFR based on model 2. Restricted
cubic spline regression (RCS) analysis was applied to test
the dose-response relationship. Serum lipids were
grouped by quartiles to explore the relationship between
different serum lipid levels and the risk of CKD, and the p
for trend was used to assess the potential dose-response
relationship. If there was a nonlinear dose-response
relationship (p for nonlinear < 0.05), the inflection point
was found and the risks on both sides of the inflection
point were analyzed separately. Different subgroups might
have an impact on the association between serum lipids
and CKD risk, so a stratified analysis was used. In addition,
receiver operator characteristic (ROC) curve was employed
to ascertain the effect of serum lipids in predicting CKD.
Meanwhile, the area under the curve (AUC), sensitivity,
specificity, and cut-off value were also calculated.

All analyses were performed by R4.0.2 (R Foundation
for Statistical Computing) and MedCalc18.2.1 (MedCalc
Software). A two-tailed p-value below 0.05 was con-
sidered statistically significant.

3 | RESULTS

3.1 | Description statistics

In this study, 19,651 males (60.74%) and 12,700 females
(39.26%) were included, their average ages were (46.41 +
13.43) and (45.98 +11.34) years, respectively. Differences
between male and female were significant for the most
characteristics with the exception of family history of kidney
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disease. Among both males and females, workers and those
in junior high school and below accounted for the largest
proportion. The males have higher proportion of smoking,
drinking, high-salt diet, high-fat diet, overweight, and
comorbidities (hypertension, CHD, dyslipidemia, and
diabetes) than females. Females had a higher level of eGFR
at the baseline than males. In addition, the higher levels of
TG and TC/HDL-C in males were (2.06 + 1.23) mmol/L and
(3.80 £ 1.02), respectively; the higher levels of TC, HDL-C,
and HDL-C in females were (4.75+0.90) mmol/L,
(1.50 + 0.35) mmol/L and (3.11 + 0.76) mmol/L, respectively
(Table 1).

The mean time of follow-up was 2.2 years, during
which 2.46% of males (n=484) and 1.29% of females

TABLE 1 Baseline characteristics of the study population.
Male
Characteristics (n=19651)
Age, years 46.41+13.43
Occupation, n (%)
Managerial staff 2337 (1.89)

Worker staff 15,805 (80.43)

Technical and logistics staff 1509 (7.68)
Education, n %

Junior middle school or below 7097 (36.12)

Senior middle school or equivalent 5678 (28.89)

College or above 6876 (34.99)

Income (=¥2000), n (%) 8955 (45.57)

Current smoker, n (%) 11,723 (59.66)

Current drinker, n (%) 6441 (32.78)

Regular exercise, n (%) 8824 (44.90)
High-salt diet, n (%) 5130 (26.10)
High-fat diet, n (%) 4467 (22.73)
Obesity (BMI=28), n (%) 1961 (9.98)
Hypertension, n (%) 6332 (32.22)
CHD n (%) 571 (2.90)
Diabetes, n (%) 1629 (8.29)

Dyslipidemia, n (%) 8558 (43.55)

Family history of kidney disease, n (%) 32 (0.16)

TC, mmol/L 4.66 + 0.88
TG, mmol/L 2.06 +1.23
HDL-C, mmol/L 1.28 +0.31
LDL-C, mmol/L 3.02+0.73
TC/HDL-C 3.80 +1.02

eGFR, mL/min/1.73 m* 102.99 + 13.67

TM and Translational Medicine

(n=164) had CKD. The number of CKD in males was
higher than in females. Among the male participants,
there were 291 (1.48%) with proteinuria and 211
(1.07%) with eGFR <60 mL/min/1.73 m?; while there
were 91 (0.72%) with proteinuria and 75 (0.59%)
with eGFR <60 mL/min/1.73 m? in female (Support-
ing Information S1: Table S2).

3.2 | Association between lipids and risk
of CKD in male and female

Three models were established to analyze the indepen-
dent influence of serum lipids on CKD. After adjusted

Female
(n=12,700) 12/t p
45.98 £11.34 3.123 <0.01

265.964 <0.01
1870 (14.72)
9284 (73.10)
1546 (12.17)

48.356 <0.01

5069 (39.91)
3398 (26.76)
4233 (33.33)
6779 (53.38) 188.251 <0.01
154 (1.21) 1134.640 <0.01
301 (2.37) 4323.529 <0.01
6074 (47.83) 26.534 <0.01
2052 (16.16) 442.020 <0.01
1798 (14.16) 363.190 <0.01
841 (6.62) 1297.751 <0.01
2861 (22.53) 356.442 <0.01
299 (2.35) 8.962 <0.01
622 (4.90) 137.104 <0.01
3259 (25.66) 1189.382 <0.01
21 (0.16) 0.003 0.956
4.75+0.90 -8.962 <0.01
1.54+£0.93 43.175 <0.01
1.50 £ 0.35 -57.533 <0.01
3.11+0.76 -9.464 <0.01
3.30+0.88 47.287 <0.01
104.46 + 13.33 -9.523 <0.01

Abbreviations: BMI, body mass index; CHD, coronary heart disease; CKD, chronic kidney disease; eGFR, estimated glomerular filtration rate; HDL-C, high-density
lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; TC, total cholesterol; TG, triglyceride.
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for age in model 1, for every one SD increase in TC and
TC/HDL-C, the risk of CKD increased by 26% and 24%
for male, 13% and 28% for female, respectively. For every
one SD increase in HDL-C, the risk of CKD decreased by
34% for male, 53% for female, respectively. As more
confounding variables were adjusted, the estimates of
association between serum lipids and CKD decreased.
In model 3, for every one SD increase in TC, HDL-C and
TC/HDL-C, the hazard ratios (HRs) and 95% CI for CKD
were 1.17 (1.05-1.31), 0.84 (0.71-0.99), and 1.15
(1.06-1.25) for male, 0.94 (0.78-1.13), 0.58 (0.35-0.95),
and 1.19 (1.01-1.40) for female, respectively (Table 2).

Figure 1 shows the relationship between lipids and
CKD in model 3, including the dose-response relation-
ship (A) and the risk of different lipid levels (B). There
was a linear dose-response relationship between levels
of serum lipids and CKD. TC and TC/HDL-C were
positively linked to CKD, while HDL-C was negatively
linked. The trends of HDL-C and TC/HDL-C were
similar in males and females, but TC was not consistent.
TC mainly increased linearly in males, while the
association between TC and CKD in females was not
statistically significant. Compared to the lowest quartile
level, the highest quartile of TC and TC/HDL-C had
significant effect in males, and the P for trend for them
was also significant; HDL-C and TC/HDL-C had signifi-
cant effect in females, but no dose-response relation-
ship was found (Figure 2).

3.3 | Stratified analysis

As shown in Figure 3, TC, HDL-C, and TC/HDL-C were
not consistently correlated with changes in the risk of
CKD, and the results were different between males and
females. Generally, the performance of TC/HDL-C in
each subgroup was more stable than that of TC and
HDL-C. For males, the significant association between

TC/HDL-C and CKD was observed in participants with
age =65 years old, overweight, smoking, exercise, high-
salt diet, high-fat diet, hypertension, and dyslipidemia.
No significant relationship was detected between HDL-
C levels and CKD in the subgroups. For females, the
significant relationship between TC/HDL-C and CKD
was found in participants with overweight, exercise,
high-salt diet, high-fat diet, and dyslipidemia. No
significant relationship was found between TC levels
and CKD in the subgroups.

3.4 | ROC analysis

Figure 3 shows the ROC curve of TC, HDL-C, and TC/
HDL-C in forecasting the risk of CKD. The AUC for TC,
HDL-C, and TC/HDL-C were 0.542, 0.550, and 0.581 in
males (Figure 3A), 0.550, 0.583, and 0.634 in females
(Figure 3B), respectively. The corresponding cut-off
values were >4.96 mmol/L, <1.17 mmol/L, and >3.87 in
males, >5.26 mmol/L, <1.21 mmol/L, and >3.59 in
females, respectively (Table 3).

4 | DISCUSSION

In this study, the incidence of CKD was 2.46% in males
and 1.29% in females after 2 years' follow-up. The results
showed that the high TC, low HDL-C, and high TC/
HDL-C were significantly associated to the risk of CKD
in both males and females, even after adjusted for
related confounders, except for TC in females. It also
found a dose-response relationship of TC, HDL-C, and
TC/HDL-C on CKD. In the stratified analysis, the
associations between TC/HDL-C and CKD were also
consistent. Besides, the TC/HDL-C was a better index
than TC and HDL-C for predicting CKD and had a
higher predictive value in females.

TABLE 2 HRs and 95% CI for CKD per SD increase in serum lipids.

Model 1 Model 2 Model 3
Serum lipids HRs (95% CI) 7] HRs (95% CI) P HRs (95% CI) P
Male
TC 1.26 (1.13-1.41) <0.01 1.22 (1.09-1.36) <0.01 1.17 (1.05-1.31) <0.01
HDL-C 0.66 (0.49-0.88) <0.01 0.79 (0.65-0.96) <0.05 0.84 (0.71-0.99) <0.05
TC/HDL-C 1.24 (1.16-1.32) <0.01 1.19 (1.10-1.29) <0.01 1.15 (1.06-1.25) <0.01
Female
TC 1.13 (0.97-1.33) 0.118 1.00 (0.83-1.22) 0.975 0.94 (0.78-1.13) 0.499
HDL-C 0.47 (0.29-0.75) <0.01 0.55 (0.34-0.90) <0.05 0.58 (0.35-0.95) <0.05
TC/HDL-C 1.28 (1.11-1.48) <0.01 1.23 (1.05-1.43) <0.05 1.19 (1.01-1.40) <0.05

Note: Model 1 adjusted for age. Model 2 additionally adjusted for occupation, education, income, smoking, drinking, exercise, high-salt diet, high-fat diet, and BMI.

Model 3 additionally adjusted for hypertension, coronary heart disease, diabetes, dyslipidemia, family history of kidney disease, and baseline eGFR.
Abbreviations: CI, confidence interval; HDL-C, high-density lipoprotein cholesterol; HRs, hazard ratios; TC, total cholesterol.
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FIGURE 2 Relationship between serum lipids and risk of chronic kidney disease (CKD) in different subgroups. The x-axes showed the hazard
ratios for CKD, and the y-axes showed the different subgroups. Model was adjusted for age, occupation, education, income, smoking, drinking,
exercise, high-salt diet, high-fat diet, body mass index (BMI), hypertension, coronary heart disease, diabetes, dyslipidemia, family history of kidney
disease, and baseline eGFR (model 3). HDL-C, high-density lipoprotein cholesterol; TC, total cholesterol.

Previous studies suggested that both TC and HDL-C
were the significant predictors of CKD.*° Lanktree
et al.*® showed that genetically high HDL-C was causally
connected to superior renal function, and the latest
study further confirmed that TC also was causally
associated with the risk of CKD.>* Some studies®***°
showed that the onset and progress of CKD were
strongly, positively linked to TC and negatively linked to
HDL-C, so the use of combined indicators (TC/HDL-C)
may better represent the relationships between serum
lipids and CKD. Our findings were consistent with this
inference. A study demonstrated that high TC/HDL-C
was observed to be connected with a higher risk of
CKD.' In our study, the TC/HDL-C was significantly
linked to CKD risk among different models. After

gradually adding confounding factors to the model,
the TC/HDL-C was still independently related to CKD.
Moreover, the study found that TC/HDL-C had a
positive linear relation with CKD.

In several agreement with our findings, some stud-
ies'>'®%” have shown that existed gender disparities in the
associations between CKD and dyslipidemia. In our study,
there were associations between TC/HDL-C and CKD for
both males and females, and the risk was greater in
females. A study of hypertensive patients'” showed that
TC/HDL-C was related to an elevated prevalence of
albuminuria in females, but not in males. Zhang et al.'®
found that the logTC/HDL-C was inversely connected
with eGFR only in female. Both our and other studies®®
showed that females had higher lipid levels than males,

FIGURE 1

The relationship between serum lipids and risk of chronic kidney disease (CKD) in male and female. (A) The dose-response

relationship between lipid levels and CKD, and (B) shows the hazard ratios of CKD associated with different levels of serum lipids. In (A) the solid
lines indicated the adjusted hazard ratios (HRs), and the shaded areas represented 95% confidence interval (95% CI) for HRs; the x-axes showed
the level of blood lipid, and the y-axes showed the hazard ratios for CKD where the reference values are the clinical cutoff of TC and HDL-C
(6.2 mmol/L for TC, 1 mmol/L for HDL-C) or the median of TC/HDL-C (3.69 in male, 3.16 in female). In (B) the lowest quartile as a reference to
which the remaining quartiles are compared; the median level per quartile group in serum lipids was used to detect the P for trend. Model was
adjusted for age, occupation, education, income, smoking, drinking, exercise, high-salt diet, high-fat diet, body mass index (BMI), hypertension,
coronary heart disease, diabetes, dyslipidemia, family history of kidney disease, and baseline eGFR (model 3).
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FIGURE 3 The receiver operator characteristic curves between serum lipids and CKD (A) male and (B) female. CKD, chronic kidney disease;

HDL-C, high-density lipoprotein cholesterol; TC, total cholesterol.

TABLE 3 The AUC, cut-off value, sensitivity, and specificity of serum lipids for CKD in male and female.

Items AUC (95% CI) P
Male
TC 0.542 (0.535-0.549) <0.01
HDL-C 0.550 (0.543-0.557) <0.01
TC/HDL-C 0.581 (0.574-0.588) <0.01
Female
TC 0.550 (0.542-0.559) <0.05
HDL-C 0.583 (0.575-0.592) <0.01
TC/HDL-C 0.634 (0.626-0.643) <0.01

Cut-off according
to Youden's index

Sensitivity (%)

Specificity (%)

>4.96 mmol/L 40.91 66.12
<1.17 mmol/L 49.17 59.72
>3.87 54.96 58.02
>5.26 mmol/L 38.41 73.72
<1.21 mmol/L 33.54 79.79
>3.59 45.43 75.61

Abbreviations: AUC, area under the curve; CI, confidence interval; HDL-C, high-density lipoprotein cholesterol; TC, total cholesterol.

and a study measuring lipoprotein subclasses indicated
that females generally had a favorable lipoprotein
profile,” which may contribute to explain the gender
differences. Compared with the males, other factors, such
as visceral fat and testosterone levels are less important in
females, and dyslipidemia caused by hormone or
metabolic changes may have a greater impact on
proteinuria and eGFR in females than in males.>**!

In the present study, overweight was an important risk
factor for CKD. Consistent with previous studies, the risk of
CKD was higher in the presence of obesity and over-
weight.*>** Obesity was found to be significantly associated
with adverse renal outcomes in a prospective cohort study
from Korea, and the HRs (95% CI) was 1.41 (1.08-1.83).
Obesity disrupts renal autophagy by increasing lipid
accumulation and oxidation, inflammation, and insulin
resistance, and one of the consequences of obesity was
increased GFR leading to glomerular enlargement.® In
addition, our study found that exercise reduced the risk of
CKD, and high-salt and high-fat diet increased this risk. As

we all know, exercise could increase the body's immunity
and prevent the occurrence of diseases. A meta-analysis of
41 trials found that exercise improved the health status of
CKD.* High-salt diet implies a higher intake of sodium.
High-sodium diet was thought to be related to the CKD
risk, and increased disability-adjusted life years in CKD was
reported in a prediction study between high-sodium diet
and chronic disease.>” High-fat diet causes damage to the
proximal renal tubules, which then develops into CKD.*®
This study also found that participants with dyslipidemia
had a higher risk of CKD, and this result was consistent to
some existing studies. One study in the northeastern
China® found that dyslipidemia was significantly related
with decreased eGFR. Another elderly based study found
the ORs (95% CI) of hypertriglyceridemia and CKD was
1.279 (1.165-1.404).** In conclusion, regular exercise, low-
salt and low-fat diet, and the use of lipid-lowering drugs
may help reduce the risk of CKD.

The result of ROC analysis showed that TC/HDL-C
had more power to forecast the CKD risk than TC and
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HDL-C. Notably, TC/HDL-C has been included as a
secondary therapeutic goal in the 2006 Lipid Guidelines
of Canada.”” And TC/HDL-C has created a new
paradigm that reflected the concentration and size of
lipoprotein particles.'” In clinical practice, the cutoff
value in this study may be used to diagnose the CKD for
different gender. Meanwhile, it is important to be aware
of the TC/HDL-C, even in participants with normal
serum lipids level. There was no significant difference
between the critical and clinical values of ROC in this
study.!

Since the glomerulosclerosis and atherosclerosis
have similar pathogenesis,'* it is reasonable to assume
high level of TC/HDL-C was related to increased
incidence of CKD. Despite the mechanisms of TC/
HDL-C on the pathogenesis of CKD was incompletely
clear, it could be based on previous studies to give some
explanation. First, the reabsorption of tubular epithelial
cells on cholesterol and phospholipids could cause
tubular interstitial inflammation, foam cells formation,
and tissue damage.42 Second, cellular cholesterol
accumulation due to elevated synthesis and decreased
outflow might change in the structure and function of
podocytes and proximal tubule cells to promote fibrosis
and the development of CKD.**** Finally, the decline of
kidney function could enhance lipid permeation and
excretion, dyslipidemia further aggravated in a vicious
cycle.®

In this study, we analyzed the relationships between
TC/HDL-C and CKD in different genders and evaluate
the value of TC/HDL-C on predicting CKD. The findings
of this study may have important clinical and public
health significance, which suggested that people with
high TC/HDL-C need to pay attention to their renal
function, especially in female populations.

There were also some limitations. First, the insuffi-
cient length of follow-up may have limited the incidence
of CKD to a certain extent. Second, we used one-time
eGFR and albuminuria to define CKD, without consid-
ering the level of eGFR and proteinuria after 3 months,
or other biomarkers of renal injuries, and thus have the
potential misclassification bias. However, prior research
has discovered that when using a single or a combina-
tion of other indicators to define the CKD, the
association of serum lipid with CKD was consistent."®*”
Third, we did not compare other nontraditional lipid
parameters and medication information was lacking in
the study. In the meantime, due to space constraints,
the definition of CKD is not stratified, among the
included and excluded subjects; there were differences
in the occupation of men and the income of women.
However, the excluded subjects were not many and the
results were consistent, so the influence of this bias on
the results was relatively limited. Finally, since all the
participants were from the northwestern China, whether
these observations could be generalized to other regions

and ethnicities remain to be determined. Multi-center
prospective studies will be needed in future.

In conclusion, among the three indexes of TC, HDL-
C, and TC/HDL-C, TC/HDL-C has better predictive
efficacy for CKD. From the current conclusion, it does
not have a very definite application value, but it
provides a reference for judging the risk of CKD in
male and female populations.
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