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Introduction

The association between the amount and timing
of coffee consumption with chronic kidney
disease in diabetic patients}

Yiwei Tang,$*< Qin Zhou,1*¢ Ni Zhao,1® Fengru Niu,”< Shangying Li, <
Yingdong Zuo,>< Jiaxin Huang,® Zheng Wang,>< Tianshu Han**°< and
Wei Wei () xb

Previous studies have suggested that diabetic patients should align their food and nutrient intake with
their biological metabolic rhythm. However, the optimal timing of coffee consumption to prevent the
development of chronic kidney disease (CKD) in diabetic patients remains unknown. This study aims to
examine the association between the amount and timing of coffee consumption and CKD prevalence in
diabetic patients. We recruited a nationally representative sample of 8564 diabetes patients from NHANES
(National Health and Nutrition Examination Survey) from 2003 to 2018. Coffee intake was assessed using
a 24 hour dietary recall and categorized into different time periods throughout the day: dawn-to-fore-
noon (5:00 a.m. to 8:00 a.m.), forenoon-to-noon (8:00 a.m. to 12:00 p.m.), noon-to-evening (12:00 p.m.
to 6:00 p.m.), and evening-to-dawn (6:00 p.m. to 5:00 a.m.). Logistic regression models were used to
assess the association between the amount and timing of coffee consumption and the prevalence of
CKD in diabetic patients. After adjusting for potential confounders, diabetic patients who had the status of
coffee consumption throughout the day had a lower prevalence of CKD compared to those who did not
(OR: 0.89, 95% CI: 0.80-0.99). In terms of the timing of coffee consumption, diabetic patients who con-
sumed coffee or had higher levels of coffee consumption from dawn-to-forenoon had a lower incidence
risk of CKD (OR: 0.87, 95% ClI: 0.77-0.98; OR: 0.83, 95% Cl: 0.70-0.98). Conversely, diabetic patients
who consumed higher levels of coffee during the noon-to-evening and evening-to-dawn periods had an
increased incidence risk of CKD (OR: 1.35, 95% CI: 1.07-1.71 and OR: 1.28, 95% Cl: 1.01-1.64, respect-
ively). These observations remained robust across different participant subtypes. Our results indicated that
diabetic patients who consumed coffee from dawn-to-forenoon had a lower risk of developing CKD,
while those who consumed coffee from noon-to-evening or evening-to-dawn had an increased risk.

glycemia,® hypertension,® and high systematic inflammation
status® are more likely to develop microvascular complication

Diabetes mellitus (DM) is a crucial public health challenge
affecting more than 0.5 billion adults worldwide." Chronic
kidney disease (CKD) is one of the major microvascular com-
plications with approximately 30-40% incidence in DM,"?
posing a significant threat to diabetes management and econ-
omic burden borne by individuals, families, and health
systems. It has been reported that diabetic patients with hyper-
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diseases, including CKD. Moreover, diet intervention is identi-
fied as a cost-effective strategy to prevent and delay natural dia-
betes processing;®’ therefore, an effective diet intervention
strategy is paramount to identify in order to prevent CKD
development in diabetes.

In recent years, chrono-nutrition has been identified as an
emerging diet intervention strategy, which emphasizes the
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importance of food intake time in maintaining organism
health.® Accumulating epidemiological studies have suggested
that diabetic patients should synchronize food and nutrient
intake with their metabolic biological rhythm, otherwise it
may increase the mortality risks of diabetes and cardiovascular
disease as well as all-cause mortality.” ™ Coffee is a commonly
consumed beverage and possesses abundant bioactive sub-
stances, including caffeine, chlorogenic acid, and trigonel-
line,"* and previous studies have shown that habitual coffee
consumption was associated with lower risks of chronic meta-
bolic disease incidence (including hypertension and cardio-
vascular disease) and all-cause mortality by increasing adipo-
nectin concentrations and decreasing reactive oxygen species
and inflammation.'*™*¢ It has also been reported that consum-
ing adequate coffee can improve insulin secretion and anti-
oxidant capacity and reduce inflammatory markers, which
would be helpful to reduce the risks of obesity and insulin
resistance.'”'® Additionally, numerous studies have documen-
ted that moderate regular coffee consumption was inversely
associated with both diabetes and CKD incidence.’*™!
However, the health impact of coffee intake on CKD develop-
ment in diabetic patients has been a subject of
controversy,”>>*> and a major reason lies in ignoring the
important role of coffee intake amount and time. A few animal
studies have indicated that bioactive substances in coffee can
entrain the biological rhythm by regulating various circadian
clock genes related with metabolic and inflammatory
homeostasis.>®” Also, due to the disrupted circadian rhythms
of blood glucose, blood pressure, and inflammation in dia-
betes patients,”®>' an optimal intake time of coffee may
prevent the natural course of CKD by regulating the physiologi-
cal rthythm process.**** However, limited studies have exam-
ined the association between timing of coffee consumption
and incidence risk of CKD in diabetes.

In this study, we hypothesized that aligning the time of
coffee consumption with biological clocks can prevent CKD
incidence among diabetic patients, while misalignment may
have the opposite effect. To examine this hypothesis and
provide a more effective diet practice, this study aims to inves-
tigate the association of coffee consumption in different time
periods with CKD prevalence among diabetic patients in a
nationally representative sample of U.S. adults.

Methods

Study population

The National Health and Nutrition Examination Survey
(NHANES) is a research program aimed at evaluating the
health and nutritional status of representative population in
the U.S.>* Briefly, it collected data through structured inter-
views, telephone follow-ups, health screenings, and laboratory
analyses. Before data collection, the National Center for Health
Statistics Research Ethics Review Board gave its approval and
obtained written informed consent from all participants. The
detailed Research Ethics Committee information and
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Informed Consent information can be obtained from the fol-
lowing websites (https:/www.cdc.gov/nchs/nhanes/irba98.htm;
https://www.cdc.gov/nchs/nhanes/genetics/genetic_participants.
htm).

This study enrolled 9571 adults (aged 18 years or older)
with DM who participated in NHANES from 2003 to 2018. DM
was defined by meeting any of the following criteria: fasting
blood glucose > 7.0 mmol L™, or random blood glucose/two-
hour OGTT blood glucose > 11.1 mmol L™*, glycosylated hemo-
globin (HbA1c) > 6.5%, self-reported diagnosis, medication for
hyperglycemia. After excluding participants with missing data
on weight (n = 169), CKD (n = 708), and hyperlipidemia (n = 1),
a total of 8564 diabetic patients (4480 men and 4084 women)
were included in the analysis (Fig. 1).

Exposure assessment

Data on each type of food item was collected through two
cycles of 24-hour dietary recall interviews,*’ initially conducted
in person and followed by a second telephone recall (3 to 10
days later). The in-person interviews were held privately at
NHANES mobile examination centers, utilizing a computer-
assisted dietary interview system administered by NHANES
interviewers. Coffee intake was estimated using the U.S.
Department of Agriculture’s Food and Nutrient Database for
Dietary Studies (Agricultural Research Service, 2023).%°
Detailed information on the timing of coffee intake was
recorded in dietary interview questionnaires. Using this data,
we calculated the amount of coffee intake throughout the day,
and during different time periods: dawn-to-forenoon (5:00 a.
m. to 8:00 a.m.), forenoon-to-noon (8:00 a.m. to 12:00 p.m.),
noon-to-evening (12:00 p.m. to 6:00 p.m.), and evening-to-
dawn (6:00 p.m. to 5:00 a.m.).

Outcome assessment

The outcome variable was the prevalence of CKD, defined as
glomerular filtration rate (eGFR) < 60 mL per min per 1.73 m?>
and/or urinary albumin/creatinine ratio (ACR) > 30 mg g~ *.*”*®

We adopted the CKD-EPI (chronic kidney disease epide-
miology collaboration) formula to estimate eGFR.>’° The
formula is shown as follows:

eGFR =141 x min (SCr/k, 1)* x max (SCr/k,1)”"*%

X 0.993%° x [1.018 if women] x [1.159 if black]

where SCr is serum creatinine (mg dL™"), k is 0.7 for women
and 0.9 for men, a is —0.329 for women and —0.411 for men,
min indicates the minimum of SCr/k or 1, and max indicates
the maximum of SCr/k or 1.

Covariates assessment

This study included the following covariates: age (years), sex
(men/women), race (non-Hispanic white or other), education
(less than college/college graduate or above), smoking status
(current/previous/none), drinking status (current/previous/
none), regular exercise habits (yes/no), body mass index (BMI,
kg m™2), annual poverty-income ratio (ratio of household
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9,571 diabetic patients recruited in NHANE
from 2003 to 2018
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Excluded(1007)
1.Age < 18 years old 129
2.CKD not reported 708
3.Weight not reported 169
4.Hyperlipidemia not reported 1

Remaining 8,564

All day coffee intake

z

v

Assigned according to the time
of coffee intake

{

!

! !

Dawn to forenoon coffee intake
(n=1,510)

No coffee intake group
(n=3,331)

Forenoon to noon coffee intake
(n=2,367)

Noon to evening coffee intake
(n=710)

Evening to dawn coffee intake
(n=646)

Fig. 1 Flow chart of the selection process of study participants from NHANES 2003-2018. CKD, chronic kidney disease.

income to the poverty line), frequency of coffee intake through-
out the day (no/yes), hyperlipidemia (total cholesterol >
200 mg dL ™', or triglycerides > 200 mg dL™*, or high-density
lipoproteins < 40 mg dL™', or low-density lipoproteins >
130 mg dL™", or current use of cholesterol-lowering medi-
cations), and hypertension (systolic blood pressure >
140 mmHg or diastolic blood pressure > 90 mmHg, or current
use of medication to lower high blood pressure).

Statistical analysis

Baseline characteristics including sociodemographic infor-
mation, lifestyle behaviors, and disease status were expressed
as mean + standard deviation (SD) or percentage (n, %).
General linear models and chi-square tests were utilized to
compare the differences. To examine the association between
the amount and timing of coffee consumption and CKD preva-
lence, we employed two sets of binary logistic regression
models. In set 1, participants were grouped by coffee con-
sumption status, with non-coffee drinkers as the reference
group. In set 2, participants were categorized into tertiles
according to amount of coffee consumption, with those in the
lowest tertile serving as the reference group. Logistic regression
analyses were also conducted for specific time periods: dawn-
to-forenoon, forenoon-to-noon, noon-to-evening, and evening-
to-dawn. Participants who did not consume coffee during each
time frame were considered as the reference group in set 1,
while those in the lowest tertile of coffee intake during the
respective period served as the reference group in set 2.
Additionally, the adjustments in logistic regression analyses
included age, sex, race, education level, smoking and drinking
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habits, regular exercise, BMI, poverty-income ratio, and preva-
lence of hyperlipidemia and hypertension. The frequency of
coffee intake throughout the day was also controlled.
Statistical analyses were performed using R 4.3.1, with the sig-
nificance set at p < 0.05.

Subgroup analyses and sensitivity analysis

To evaluate the reliability of our findings, we conducted three
subgroup analyses and two sensitivity analyses. The first sub-
group analysis examined potential sex-specific differences in
our results. The second subgroup analysis categorized partici-
pants into three groups based on their BMI levels including
BMI < 25 kg m™?, 25 < BMI < 30 kg m~? and BMI > 30 kg m™>.
The third subgroup analysis excluded individuals consuming
coffee multiple times a day and re-evaluated these
associations.

In the first sensitive analysis, we repeated the main analyses
among non-diabetic participants (rn = 30553) to assess
whether our observations were specific to individuals with dia-
betes. In the second sensitivity analysis, we excluded partici-
pants whose consumption was within mean + 3 SD to test the
robustness of the main results.

Results

The baseline characteristics of studying variables among
diabetic patients with varying coffee consumption habits

A total of 8564 diabetic patients were involved, with an average
age of 61.88 years, including 4480 (52.93%) men and 4084

This journal is © The Royal Society of Chemistry 2024
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Characteristics Men Women
Med(Q1,Q3) gkg Events’N  OR (95% CI) P-value Med(Q1,Q3) ghkg  Events/N OR (95% CI) P-value
All day coffec intake
Coffee intake status
no 0.000 0.000,0000)  673/1642 Reference 0.000(0.000,0.000)  658/1689 Reference
yes 3705(2.649,5523) 12472838 0.91(0.78,1.06) —— 021 3.604(2580,5.138) 98412395 0.88(0.75,1.03) —— 011
Coffee intake (g/kg)
T 0.000 (0.000,0.000)  673/1642 Reference 0.16 0.000 0.000,0.000)  658/1689 Reference 0.22
T 2648 (2097,3.180) 6501419 0.92(0.77,1.10) —— 2.580(1.950,3.060)  478/1198  0.83(0.69,1.00) —
T3 5524(4452,7435)  S9T1419  0.90(0.76,1.07) —— 5138(4209,7.127) 5061197 0.92(0.77,1.10) ———
Dawn to forenoon coffee intake
Coffee intake status
no 0.000 (0.000,0.000)  1558/3592 Reference 0.000(0.000,0.000)  1391/3462 Reference
yes 4256(2889,6.490) 362888 0.83(0.71,0.98) —— 0.03 3912(2901,5981) 251622 0.91(0.75,1.10) ——— 033
Coffee intake (g/kg)
I 0.000 (0.000,0.000)  1558/3592 Reference 001 0.000(0.000,0.000)  1391/3462 Reference 033
T2 2889 (2298,3526) 195444 0.91(0.74,1.13) e 2901 2.176,3375) 123311 087(0.67,1.12) —
T3 6.491(5.098,9211) 167444 0.76(0.61,0.94) — 5990 (4.587,8591) 128311 0.95(0.74,1.23) e —
Forenoon to noon coffee intake
Coffee intake status
no 0.000 (0.000,0.000)  1394/3285 Reference 0.000(0.000,0.000) 115972912 Reference
yes 3731 (2.669,5533)  S26/1195  0.96(0.83,1.11) —e 059 3571(2585,5.119) 4831172 0.91(0.78,1.06) —— 0.22
Coffee intake (g/kg)
T 0.000 (0.000,0.000)  1394/3285 Reference 078 0.000(0.000,0.000) 115972912 Reference 018
T2 2670 (2.165,3218) 266599 0.91(0.75,1.10) —— 2584(2038,3.028)  238/586  0.90(0.74,1.09) ———
T3 5539(4479,7.195) 260596 1.02(0.84,1.23) — 5.019(4215,6850) 245586 0.92(0.76,1.12) ——
Noon to evening coffee intake
Coffee intake status
no 0.000 (0.000,0.000)  1731/4108 Reference 0.0000.000,0.000)  1498/3746 Reference
yes 3231(2455,4387) 189372 122(097,1.55) e 0.10 3330(2203,4.608) 144338 0.99(0.77,1.28) e ] 097
Coffee intake (g/kg)
T 0.000 (0.000,0.000)  1731/4108 Reference 0.06 0.000 (0.000,0.000)  1498/3746 Reference 027
T2 2454(1.900,279) 93186 1.13(0.82,1.55) —_— 2201(1528,2768) 63169 0.73(0.51,1.04) —
T 4391 (3.667,5713) 96186 1.33(0.97,1.84) — 4631 (3976,6.19)  81/169 1.33(0.94,1.88) _—
Evening to dawn coffee intake
Coffee intake status
no 0.000 (0.000,0.000)  1750/4097 Reference 0.000(0.000,0.000)  1536/3821 Reference
yes 3261(2296,459) 170383 1.09(0.86,137) —— 0.49 3.197(2398,4391) 106263 1I15(0.86,1.54) I 035
Coffee intake (g/kg)
T 0.000 (0.000,0.000)  1750/4097 Reference 0.42 0.000(0.000,0.000)  1536/3821 Reference 0.08
L] 2296 (1.748,2860)  87/192 1.01(0.74,1.39) S e— 2398(1.897,2790) 44132 0.83(0.55,1.24) e
T3 4626 (3767,6304)  83/191 1.16(0.85,1.59) — 4391(3.748,5654) 62131 1.57(1.06.2.32)
1] [5 s 2 1] [5 is 1)

Fig. 2 The association of coffee consumption (status, total daily amount, and timing) with CKD prevalence in diabetic patients, stratified by sex.
Values are median value (25% and 75%), events number/total number, and OR (95% CI). Results were adjusted for age, race, education level,
smoking, drinking, physical activity, BMI, poverty income ratio, hyperlipidemia, hypertension, and frequency of coffee intake across a day. BMI =

body mass index; CKD = chronic kidney diseases; T = tertile.

fied by BMI levels (Fig. 3). Among diabetic patients whose BMI
levels were < 25 kg m™2, we did not observe any association
between coffee consumption (status and amount) and the
prevalence of CKD. For participants whose BMI were > 25 kg
m~? and < 30 kg m~?, compared to those in the lowest tertile
of coffee consumption throughout the day, diabetic patients in
the highest tertile had a lower incidence risk of CKD (OR: 0.74,

did not consume coffee during dawn-to-forenoon, those who
consumed coffee during this time period had a lower inci-
dence risk of CKD (OR: 0.73, 95% CI: 0.59-0.92). More specifi-
cally, compared to those in the lowest tertile of coffee con-
sumption during this time period, diabetic patients in the
highest tertile had a reduced incidence risk of CKD (OR: 0.62,
95% CI: 0.45-0.85). For participants whose BMI was > 30 kg

95% CI: 0.59-0.94). Meanwhile, compared to participants who

m—2

, those that consumed higher coffee during noon-to-

By < 25kg/m2 252 BMI< 30 kg2 B 30 kg/m2
MeQ1, QY ghe_FrensN__ OROS% Ch Povalne Med(Q1, QY ghs_EvemsN __OR 0% CI) P Med(QI, QY ks _EvensN O 05% C1) Povalue
0000 0000,0000) 2050453 0000 0000,0000) MBS Reference 0000 0000,0000)  TRVINT  Reference
asnoas e 98 — 61 981 @ 656 631667 0 —— o0s IMQMILAGY) IS 094082109 e oy
0000(00,0000) 0S4 Reference o 0000 0000,0000)  MUSS6  Reference o0 0000 0000,0000)  TSUIKT  Reference 094
JUSQEOLINY 2 0R0EIL20) _— 2928QI6ING MR 091071115 _ LU0 B 08075105 —
6391 (52648841) 199393 09709135 —_— SSH656,774T) IR 074059099 — 4G GI,6666)  GUITE 099084116 ——
0000(0000,0000) 41010 Reference 0000 0000,0000) 8072061 Reference 0000 0000,0000) 16303961 Reference
ATTGELIEN 180 0RNSLI) —_— o AIDCI06EM) 1T 0705909 —_— o001 Ienesssey s —— 06
0000(0000,0000) U100 Reference o 0000 0000,0000) 3072061 Reference o001 0000 0000,0000) 16303961 Reference o0
LS QL4206 SIS 09062140 — LI @EUATE) 626 0RK064LIS) —— 2MATLITH N 1008130 —
™ TSI SOMIS 067043103 —_— GO S20,9350  TME 062045085 —_— SS6S9,809) 1602 0807LLIY —_—
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0000000000 40501 Refere 0000 0000,0000) 6751801 0000 (0000,0000) 14233479 Reference
ASHGAMEA 10D 0SN06LI6) —_— 036 s @os ST 299782 —_— st 32EQINLAGS S 0940810 —r o3
Coffeintake (2ke)
0000 0000,0000) 450901 o0 0000 0000,0000) 7571501 om0 0000(0000,0000) 14233479 Reference o1s
n LRS00 S0 —_— WREOLI) 196 L —_ 2320991,278) 2776 —r
™ [T [—— ST06(@4T34,7468)  HONT6 096075125 —_— A6TEBNEIH 2606 092076110, ——
Noon (0 vening coffee take
o
00000000,0000)  SWANY  Reference 0000 0000,0000)  BI27  Reference 0000 0000,0000)  IBO0AE  Reference
ANBEITSTH T 126082195 — 0 LSSEELAE) M6 0907135 —— 093 2799 200,4000) 1635 LOLE) —_— 030
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n 0000 000,0000) ST 09 0000 0000, 0000) 3812327 3 00 0000 0000,0000) 18004388 R <001
n eI e o L) —_— 202 D 0 —_—
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0000 0000,0000)  S61143 0000 0000,0000) 9002356 Reference 0000 0000,0000) 1819494 Reference
s Ay sem - o LO2QERATE) WIS LIAOKLLE) —_— out LMIEILINN  HSIS 098071260 —_— 050
Coffesintake (gke)
0000 00,0000 si11s3 o0 0000 0000, 0000) 9002356 o0 0000 0000,0000) 18194394 R 024
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Fig. 3 The association of coffee consumption (status, total daily amount, and timing) with CKD prevalence in diabetic patients, stratified by BMI
levels. Values are median value (25%, 75%), events number/total number, and OR (95% CI). Results were adjusted for age, sex, race, education level,
smoking, drinking, physical activity, poverty income ratio, hyperlipidemia, hypertension, and frequency of coffee intake across a day. BMI = body

mass index; CKD = chronic kidney diseases; T = tertile.
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Characteristics Med(Q1, Q3) g/kg  Events/N OR (95% CI) P-value
All day coffee intake
Coffee intake status
no 0.000 (0.000, 0.000)  1331/3331 Reference
yes 3.913 (2.797, 5.897) 1236/2947 0.89(0.80,0.99) —e—i 0.04
Coffee intake (g/kg)
T1 0.000 (0.000, 0.000) 1331/3331 Reference <0.001
T2 2.797 (2.183, 3.328) 645/1474 0.94(0.82,1.08) —
T3 5.898 (4.642, 8.260) 591/1473 0.85(0.74,0.97) —e—i
Dawn to forenoon coffee intake
Coffee intake status
no 0.000 (0.000, 0.000)  2133/5246 Reference
yes 4.246 (3.039, 6.753) 434/1032 0.93(0.81,1.08) —— 0.36
Coffee intake (g/kg)
T1 0.000 (0.000, 0.000)  2133/5246 Reference 0.03
T2 3.037 (2.327, 3.574) 234/516 1.01(0.84,1.24) —
T3 6.754 (5.117, 9.569) 200/516 0.85(0.70,1.04) —e—H
Forenoon to noon coffee intake
Coffee intake status
no 0.000 (0.000, 0.000)  1913/4718 Reference
yes 3.782 (2.707, 5.544) 654/1560 0.90(0.79,1.02) —e—H 0.09
Coffee intake (g/kg)
T1 0.000 (0.000, 0.000)  1913/4718 Reference 0.01
T2 2.707 (2.160, 3.244) 333/780 0.91(0.78,1.08) —e—i
T3 5.545 (4.483, 7.432) 321/780 0.88(0.75,1.04) —e—
Noon to evening coffee intake
Coffee intake status
no 0.000 (0.000, 0.000)  2487/6089 Reference
yes 3.727 (2.643, 5.017) 80/189 1.02(0.75,1.39) —_—————i 0.91
Coffee intake (g/kg)
T1 0.000 (0.000, 0.000)  2487/6089 Reference 0.49
T2 2.643 (1.642, 3.222) 40/95 0.92(0.59,1.43) —_——————
T3 5.091 (4.107, 6.787) 40/94 1.13(0.73,1.76)
Evening to dawn coffee intake
Coffee intake status
no 0.000 (0.000, 0.000)  2499/6112 Reference 0.68
yes 3.738 (2.641, 5.889) 68/166 1.07(0.77,1.50) —_—
Coffee intake (g/kg)
T1 0.000 (0.000, 0.000)  2499/6112 Reference 0.47
T2 2.640 (2.023, 3.196) 35/83 1.10(0.69,1.76)
T3 5.920 (4.424, 8.607) 33/83 1.05(0.65,1.68)

0 0.5 1 1.5 2

Fig. 4 The association of coffee consumption (status, total daily amount, and timing) with CKD prevalence in diabetic patients who drank coffee

once a day. Values are median value (25%, 75%), events number/total number, and OR (95% Cl). Results were adjusted for age, sex, race, education
level, smoking, drinking, physical activity, BMI, poverty income ratio, hyperlipidemia, and hypertension. BMI = body mass index; CKD = chronic

kidney diseases; T = tertile.

evening were more likely to have CKD (OR: 1.51, 95% CI:
01.09, 2.08). Additionally, the third subgroup analysis
suggested that the coffee consumed status throughout the day
was associated with a lower prevalence of CKD among diabetic
patients (OR: 0.89, 95% CI: 0.80-0.996) (Fig. 4). Also, a higher
level of coffee consumption throughout the day was associated
with a lower prevalence of CKD (OR: 0.85, 95% CI: 0.74-0.97).
Also, a marginal negative association between amount of
coffee consumption during dawn-to-forenoon and the preva-
lence of CKD with a P < 0.05 was observed.

Sensitivity analysis

In the first sensitivity analysis, our results showed that among
non-diabetic participants, the association of coffee consumed
status throughout the day and during dawn-to-forenoon with a
decreased CKD prevalence were still observed (ORhroughout the

10510 | Food Funct, 2024, 15,10504-10515

day: 0.86, 95% CI: 0.78-0.93, ORgawn to forenoon® 0.82, 95% CI:
0.75-0.90), and both showed a dose-response relationship
(ORthroughout the day: 0.76, 95% CI: 0.69-0.83, ORgawn to forenoont
0.70, 95% CI: 0.62-0.80). However, participants who consumed
higher levels of coffee from evening-to-dawn had a lower inci-
dence risk of CKD (OR: 0.74, 95% CI: 0.59-0.91), which con-
trasts with the results observed in diabetic patients (ESI
Figure 1}). In the second sensitivity analysis, the associations
between coffee consumption during different time periods
and CKD prevalence remained consistent with the main model
(ESI Figure 27).

Discussion

This study is the first to examine the association between the
timing of coffee consumption and CKD development in dia-
betic patients, providing a new dietary strategy to prevent the

This journal is © The Royal Society of Chemistry 2024
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process of diabetes-induced microangiopathy. We observed
that among diabetic patients, consuming coffee throughout
the day was associated with a lower prevalence of CKD.
Specifically, coffee consumption within the range of 2.621 g
kg™" may have a beneficial effect in preventing CKD. However,
the health effect of coffee consumption varied depending on
the daily intake timing. Diabetic patients who consumed
coffee from Dawn to forenoon showed a decreased risk of
CKD, with a negative dose-response relationship observed. In
contrast, those who consumed coffee during the periods from
noon to evening or from evening to Dawn exhibited a positive
dose-response relationship with CKD risk.

It has been reported that moderate regular coffee intake
inversely associated with both CKD and diabetes
incidence;***' however, some studies have found non-signifi-
cant associations or even a positive relationship of coffee con-
sumption with renal function and CKD risk."®?***° In terms of
the relationship between coffee intake and CKD prevalence
among diabetic patients, conflicting results still exist. In this
study, we observed that diabetic patients who consumed coffee
throughout the day had an 11% lower risk of developing CKD,
compared to those who did not consume coffee. Additionally,
we found that diabetic patients who consumed an adequate
amount of coffee (2.621 g per kg per day) were more likely to
have a lower incidence risk of CKD. Prior research also
suggested that diabetic patients consuming over 2 cups of
coffee have a lower incidence risk of CKD,"" which supported
the findings in our study. Moreover, coffee contains over 1000
chemical compounds, which play an important role in prevent-
ing metabolic diseases by decreasing the inflammation and
maintaining glycolipid metabolism.'* These properties might
be the potential reason why adequate coffee consumption has
a positive impact on the prevention of CKD development
among diabetic patients.

Recognizing the importance of meal timing in maintaining
overall health, we further investigated whether the timing of
coffee consumption played an important role in the prevention
of CKD in diabetes. One of our key findings was the time-
specific health effect of coffee consumption during the period
from dawn-to-evening on CKD development among diabetic
patients, independent of total daily coffee intake and other tra-
ditional nutritional factors. This association was also signifi-
cant among non-diabetic individuals. It is well-documented
that insulin sensitivity, insulin secretion, and glucose toler-
ance exhibit biological rhythms, peaking in the forenoon and
gradually decreasing throughout the day.*>** Coffee intake
during the period from dawn-to-forenoon may align with bio-
logical rhythms related to glucose metabolism, potentially
aiding in glucose control. In diabetic patients, peripheral
insulin sensitivity tends to be reduced, delayed, or lost,** and
coffee, which temporarily raises glucose levels, consumed
during this time period may stimulate peripheral insulin sensi-
tivity, helping to establish serum glucose fluctuations similar
to the status in healthy individuals. Additionally, metabolic
activity peaks during the forenoon**** and coffee has been
identified as a key factor in promoting metabolic processes by

was
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facilitating fatty acid oxidation,*®*” thereby improving glucose
and lipid metabolism. This suggests that coffee intake during
this period may also enhance metabolic capability, synergizing
with metabolic rhythms to offer beneficial effects.

Another significant finding in our study revealed an inverse
association between coffee intake during the periods from
noon-to-evening or from evening-to-dawn and the prevalence
of CKD among diabetic patients. Previous research has shown
that caffeine, a key component of coffee, can disrupt the
human circadian rhythm and lengthen the circadian period of
molecular oscillations, primarily through an adenosine recep-
tor/cyclic adenosine monophosphate (AMP)-dependent mecha-
nism.*® Therefore, consuming coffee at inappropriate times
may worsen impaired glucose tolerance in diabetic patients,
potentially heightening the adverse effects linked to CKD
development. Also, consuming coffee during the above periods
will lower insulin sensitivity and glucose tolerance in peri-
pheral tissues,’®*° potentially exacerbating the risk of CKD
among diabetic individuals.

Moreover, consuming coffee from evening-to-dawn may
disrupt sleep quality and duration by suppressing the secretion
of melatonin,”** a hormone essential for regulating the
sleep-wake cycle. High-quality sleep at night is associated with
lower risks of diabetes and proteinuria,>®>* which is a major
risk factor for CKD incidence.’>>® Disrupted sleep patterns,
marked by short-term sleep deprivation, can hinder glucose
control by lowering insulin sensitivity, glucose tolerance, and
islet cell function. It also disrupts the rhythm of hypothala-
mic-pituitary-related endocrine hormones, elevating glucotro-
pic hormone levels.>” Additionally, diabetic patients experien-
cing insomnia or staying up late may experience heightened
levels of norepinephrine, leading to vasoconstriction and high
blood pressure.”® Under normal conditions, blood pressure
follows a distinct circadian rhythm, being lower during sleep
compared to wakefulness.>>*® Nocturnal hypertension, charac-
terized by elevated blood pressure during sleep, is a significant
risk factor for CKD incidence.®™®* Also, temporary coffee con-
sumption can induce symptoms such as increased heart rate
and blood pressure.®*®* Thus, consuming coffee in the
evening may exacerbate the risk of CKD among diabetic indi-
viduals by compromising the sleep quality and raising the
blood pressure.

Additionally, we observed a non-significant association
between coffee consumption from dawn-to-morning and CKD
prevalence in diabetic patients with a BMI < 25 kg m™ or
>30 kg m~>. Obesity is a significant risk factor for CKD due to
increased inflammation, insulin resistance, and impaired
glucose tolerance,®>*® which may obscure the health effects of
coffee consumption timing. Conversely, diabetic patients with
a lower BMI may have insufficient energy intake, medication
use, or endocrine disorders,®””°® which may also obscure the
relationship between coffee consumption timing and CKD
prevalence. Furthermore, we observed inconsistent results
regarding the effect of time-specific coffee consumption on
CKD development between different genders or between
different times of coffee drinkers. These inconsistencies may
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be due to metabolic differences between sexes and between
multi-time coffee drinkers and one-time drinkers among dia-
betic patients. Therefore, these issues warrant further investi-
gation in future research.

Strengths and limitations

This study has several strengths. Firstly, it is the first to investi-
gate the health implications of coffee consumption timing in a
nationally representative sample of diabetic patients in the U.
S. Secondly, our findings are robust, remaining consistent
even after adjusting for various traditional confounding factors
that could influence disease progression in diabetic patients.

However, this study has certain limitations. Firstly, reliance
on self-reported 24-hour dietary recall, although widely used
and considered the most valid instrument for capturing
dietary information in NHANES, is prone to measurement
errors due to day-to-day variations in food intake. Secondly,
despite our efforts to control numerous potential confounding
variables, the observational nature of the study implies the
possibility of unmeasured confounders. Thirdly, the study did
not differentiate between the specific types of coffee con-
sumed. Future research should explore these associations with
a focus on different types of coffee (caffeinated, decaffeinated,
instant) to provide a more comprehensive understanding.
Lastly, the inability to distinguish between different types of
diabetes is a limitation. While previous studies suggest that
the majority of diabetic patients in NHANES have type 2 dia-
betes,® further investigations differentiating between type 1
and type 2 diabetes are also warranted for more comprehen-
sive evidence. Fifth, our results are primarily analyzed based
on an American population; therefore, it is necessary to re-
analyze these associations in other racial populations.

Clinical implications

Coffee, as a widely consumed beverage among adults, has gar-
nered considerable attention due to its health benefits. In
healthy populations, moderate regular coffee consumption has
been shown to effectively reduce the risk of DM and CKD.
However, little research has investigated the relationship
between the timing of coffee consumption and the incidence
risk of CKD among diabetic patients. Our study, for the first
time, suggests that the timing of coffee consumption may
impact the prevalence of CKD among diabetic patients.
Recognizing the crucial role of nutritional therapy in mana-
ging diabetes, healthcare professionals should consider inte-
grating insights on the timing of coffee consumption into
nutritional guidelines for diabetes. This could offer valuable
guidance to diabetic patients, enhancing their overall health.

In conclusion, our study highlights the time-specific impact
of coffee consumption on CKD prevention among diabetic
patients. Consuming coffee from Dawn to forenoon is linked
to a reduced incidence risk of CKD, whereas consuming coffee
from noon-to-evening or from evening-to-dawn is associated
with an increased incidence risk of CKD among diabetic
patients.
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