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Supplementary Table 1: Biomarker studies that investigated apolipoprotein A-1V in various cancer types: Green letters in case expression or concentration of apoA-IV
is increased, red letters in case expression or concentration of apoA-IV is decreased. Yellow highlighted are results of studies in which measurement or validation was

performed by a quantitative apoA-IV assay.

Study

Ovarian cancer

Dieplinger et al. 2009
Cancer Epidem Biom Prev [/

Design and recruitment

Cases — benign gynaecologic
conditions — controls

Lorkova et al. 2012
Oncology Reports?
Lietal. 2012

Asian Pac J Cancer Prev &/

Cases — controls
Before surgery and chemotherapy
Cancer — benign tumors — controls

Timms et al. 2014
Proteomics Clin Appl !

A) Cases vs. benign ovarian
conditions vs. controls

B) Validation by ELISA: malignant vs.
benign

Rauniyar et al. 2017 Cases — controls
Biomarker Insights !
Cervical cancer

Jeong et al. 2008

J Gynecol Oncol ¢/
Endometrial cancer
Wang et al. 2011

J Haem & Onc "
Hepatocellular cancer
Kawakami et al. 2005
Proteomics &
Pleguezuelo et al. 2010

Cases — controls

Endometrial lesions various stages -
carcinoma - healthy controls

Before and after radiofrequency
ablation treatment
Cases versus liver cirrhosis

World J Hepat ©!
Sugimoto et al. 2013 Hepatitis-C-induced cirrhosis -
Int J of Mol Med 19 cirrhosis -hepatocellular carcinoma -

controls
Bharali et al. 2018 Cases - liver cirrhosis - chronic
Indian J Med Res 11 hepatitis - healthy controls
Extrahepatic cholangio-carcinoma (CCA)
Son etal. 2020 CCA - benign biliary conditions
J Cancer 2020 %
Pancreatic cancer
Abulaizi et al. 2011
Int J Proteomics "/
Park et al. 2017
Oncotarget 14

Cases - controls

Cases - pancreatitis - controls

Peng et al. 2020 Cases — controls

Cancers ]

Patient numbers

181-399-177

10- 10
21-16-20
A)22-45-64
B) 22 - 45 from A) and 48
- 22 independent

samples
6-7

14-6-7

18-22

24-17-19-19

50-25-25-10

18-5

32-32

Discovery: 116 - 31 - 35

Validation: 292 - 70 - 94

Pilot cohort 10 - 10
Testing cohort: 50 - 49

Material

Plasma

Serum

Serum

Serum

Serum

Plasma

Serum

Serum

Plasma

Serum

Plasma

Bile

Serum

Serum

Plasma

Method

ELISA

1) Proteomic analysis
2) Validation ELISA
1) Proteomic analysis
2) Validation by
Western blot
A) Proteomic analysis
B) Validation in
additional samples by
ELISA
Proteomic analysis

Proteomic analysis

Proteomic analysis

Proteomic analysis
Proteomic analysis

Proteomic analysis

1) Western Blot
2) Validation by ELISA

Proteomic analysis

1) Proteomic analysis
2) Validation by ELISA
Discovery: proteomic
and gene expression
Validation: proteomic
analysis
Proteomic analysis
RNA sequencing

Main results

ApoA-IV reduced in cases vs. benign gynaecologic conditions vs. controls: 9.4
mg/dl vs. 11.7 mg/dl vs. 13mg/dl; No independent diagnostic information of A-IV
to CA125 and age for differentiation of the disease status

ApoA-IV decreased in 10 cases versus 10 controls (roughly 15 mg/dL vs. 48
mg/dL, estimated from Figure 2 of the publication)

Decreased apoA-1V expression

Lower apoA-1V significantly discriminated benign from malignant but not as good
as CA125

ApoA-IV significantly decreased

ApoA-IV precursor downregulated

Downregulation of A-IV precursor in complex and atypical endometrial
hyperplasia, but not in endometrial carcinoma

ApoA-IV precursor decreased after treatment

ApoA-IV significantly higher in patients with hepatocellular carcinoma compared

to liver cirrhosis
Reduced level of apoA-1V isoform in liver cirrhosis and hepatocellular carcinoma

Decreased apoAlV concentrations in hepatocellular carcinoma compared to liver
cirrhosis and chronic hepatitis

Non-significant increase of apoA-IV expression in bile of CCA patients

ApoA-IV significantly decreased in 15 cases versus 15 controls: 107.8 + 25.8 vs.

185.3 + 16.0 arbitrary units
Significantly decreased apoA-IV expression in cancer cases

ApoA-IV significantly decreased compared to controls




Study

Gastric cancer

Liu et al. 2012

Clin Chim Acta [
Colorectal cancer
Sugimachi et al. 2016
Ann Surg Oncol 7]
Ahn et al. 2019

Clin Proteom ¢l

Colorectal and prostate cancer

Karczmarski et al. 2013
Acta biochem Pol %]
Oral cancer

Chang et al. 2019

J Food and Drug Anal %

Thyroid cancer
Abdullah et al. 2016
Peer) 21

Farrokhi Yekta et al. 2018
Int J Biol Mark 22!

Li et al. 2020

Peer) 2020 %

Lung cancer
Dowling et al. 2007
Electrophoresis 2%
Okano et al. 2016
IntJ Canc !

Acute myeloid leukaemia
Zheng et al. 2017

Gen & Mol Res 261
Glioblastoma

Miyauchi et al. 2018
PLOS One 271

Bladder cancer

Soukup et al. 2019
Neoplasma [28]

Design and recruitment

Cases - controls

Consecutive primary CRC patients
undergoing surgery
Cases (different stages) - controls

Cancer cases (16 colorectal and 28
prostate cancer) - controls

Cases - controls

Cases with and without history of
benign thyoid goitre - controls
Cases - multinodal goitre - controls
Newly diagnosed patients

Cases - benign nodules - controls

6 cases versus pooled standard of 16
controls

Cases - COPD - healthy smokers
Nippon Medical School, Japan

Cases - controls

Cases - controls

Cases - controls

Patient numbers

20-10

107

80-20

44 - 86

40 cases in test group
and 71 cases in validation
vs. 55 controls
6-8-20
17-17-20

Training: 29-15- 10
Validation: 44 -20- 15

6 versus pooled standard

11-7-7

62 -15

14-15

90 - 60

Material

Serum

cDNA

Plasma

Serum

Plasma

Tissue and

serum

Serum

Serum

Serum

Serum

Serum

Plasma

Urine

Method

Proteomic analysis

ApoA-IV gene
expression levels
Proteomic analysis

Mass spectrometry of
proteolytic fragments
1) Proteomic analysis
2) Validation by ELISA
Proteomic analysis
1) Proteomic analysis
2) Validation by ELISA
1) Proteomic analysis
2) Validation by ELISA
Proteomic analysis
1) Proteomic analysis
2) Western Blot in

subsample

Proteomic analysis

Proteomic analysis

ELISA

Main results

ApoA-IV precursor upregulation

Higher mRNA apo A-IV expression was associated with a poor prognosis
Decreased apo A-IV expression in cases

Two APOA4 peptides were found to be higher in colorectal and prostate cancer
compared to controls

apo A-1V and apo A-IV/total protein ratios were significantly decreased in plasma

of patients versus controls

Enhanced apoA-1V expression in papillary thyroid cancer patients with history of
benign thyroid goitre
Decreased apoA-IV in papillary thyroid cancer

ApoA-IV strongly downregulated in cancer cases but higher concentrations in
the validation study

Increased abundance of apoAlV-precursor in cases

Increased apoA-IV expression in lung cancer cases

Decreased apoA-IV expression

ApoA-IV expression significantly decreased

Significantly higher urinary apoA-IV values in cases vs. controls




Supplementary Table 2: Type of cancer observed during the prospective observation period. Only

the first event is counted.

Number
Type of cancer (n=368)
Renal tract cancers (kidney, bladder, urothelial cancer) 61
Male cancers (prostate cancer, others) 55
Digestive system (oesophagus, stomach, small intestine, colon, rectum) 47
Skin cancer (melanoma, squamous cell carcinoma) 49
Female cancers (breast, cervix, uterus, ovary) 41
Lung cancer 40
Haematological cancers (lymphoma, leukaemia, multiple myeloma, and other 33
malignant haematological conditions)
Abdominal solid organs (liver, gallbladder, biliary tract, pancreas, other digestive 23
organs)
Other cancers 15

Unknown cancer 4




Supplementary Table 3: Baseline characteristics of German Chronic Kidney Disease (GCKD) study patients stratified by quartiles of apolipoprotein A-IV

Apolipoprotein A-IV quartiles

Quartile 1 (n=1257)

Quartile 2 (n=1253)

Quartile 3 (n=1262)

Quartile 4 (n=1267)

p-value
for trend

ApoA-IV (mg/dL): range
MeantSD
25t 50t and 75t percentile
Age (years)
Female gender, n (%)
Body mass index, (kg/m?)
Smoker and ex-smoker, n (%)
Diabetes, n (%)
Hypertension, n (%)
Cardiovascular disease, n (%)
eGFR Cystatin C (mL/min/1.73m?)
eGFR Creatinine (mL/min/1.73m?)
UACR (mg/g)
Statin use, n (%)
Serum albumin,(g/L)
Hemoglobin, (g/dL)
Hs-CRP, (mg/L)
Total cholesterol, (mg/dL)
LDL cholesterol, (mg/dL)
HDL cholesterol, (mg/dL)
Triglycerides, (mg/dL)

5.2-22.0
18.1¢3.0
[16.2;18.6;20.5]
60£12 [52;63;70]
573 (46)
30.3+6.1 [26.2;29.7;33.6]
702 (56)
374 (30)
1168 (93)
326 (26)
60£22 [45;56;72]
58+20 [44;54;67]
1994586 [6;19;106]
538 (43)
39.0+4.0 [36.9;39.3;41.3]
13.9+1.7 [12.8;13.9;15.0]
6.7+12.7 [1.3;2.9;7.0]
204+47 [171;203;231]
116439 [88;112;141]
50+16 [38;47;58]
1834104 [113;160;224]

22.0-27.6
24.8+1.6
[23.4;24.8;26.1]
61+12 [55;64;70]
487 (39)
30.0+6.0 [25.8;29.1;33.5]
707 (57)
430 (34)
1210 (97)
312 (25)
52+19 [39;50;62]
51+17 [40; 49; 59]
274+714 [7;31;193]
553 (44)
38.9+4.0 [36.9;39.1;41.2]
13.8+1.6 [12.8;13.8;14.9]
4.7+6.9 [1.1;2.3;5.0]
211+50 [177;208;240]
119+43 [91;115;144]
51+17 [39;47;59]
2004120 [123;169;240]

27.6-34.0
30.6+1.8
[29.0;30.4;32.0]
61+12 [55;64;70]
476 (38)
29.9+6.0 [25.9;28.8;33;1]
759 (60)
467 (37)
1218 (97)
353 (28)
47+18 [35;44;56]
47+17 [36; 44; 55]
4294974 [11;55;383]
619 (49)
38.3+4.6 [36.3;38.5;40.6]
13.6+1.6 [12.5;13.5;14.7]
4.2+6.3 [1.0;2.2;4.6]
210450 [174;207;238]
117+42 [89;113;141]
51+18 [39;48;61]
205+139[120;175;249]

34.0-100.2
42.0£7.6
[36.5;39.8;45.2]
59+12 [51;62;69]
469 (37)
29.0+5.6 [25.0;28.2;32.4]
798 (63)
515 (41)
1253 (99)
296 (23)

40%15 [29;38;49]
42414 [31; 40; 48]
815+1285 [39;281;1078]
685 (54)
37.3+4.8 [35.2;37.8;40.3]
13.2+1.7 [12.1;13.1;14.3]
3.4+4.7 [0.8;1.9;3.9]
221461 [181;213;251]
122450 [89;114;148]
56+21[42;52;67]
209+143 [117;171;256]

0.007
<0.001
<0.001
<0.001
<0.001
<0.001

0.35
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001

0.15
<0.001
<0.001

Values are provided as mean * standard deviation and [25th; 50th (median); and 75th percentiles] or as number of patients (%). % (=percentage considering missing values). In total group,
for all variables displayed, number of missing values <2.5% (n=5039). eGFR calculated according to the CKD-EPI equation [29]. Hs-CRP and urine-albumin values that were below the lower
detection limit (LOD) were replaced by LOD/v2. BMI was corrected for amputation. UACR calculated according to the following equation: Aloumin in urine (mg/l) x 100 / Creatinine in urine

(mg/dl) and is given in mg/g. Hypertension was defined as systolic blood pressure 2140 mmHg and/or diastolic blood pressure 290 mmHg, and/or receiving antihypertensive treatment.

Cardiovascular disease was defined as myocardial infarction, coronary artery bypass grafting, percutaneous transluminal coronary angioplasty, stroke, interventions at the carotid arteries.



Supplementary Table 4: Association of apolipoprotein A-IV with history of cancer at the baseline investigation.

Data are as in model 2 from Table 2 but additionally adjusted for HDL-C, LDL-C and triglycerides.

History of cancer OR 95% CI p-value

Calculations for median of apoA-IV concentrations 2

Model 2: 601 cases (269 above and 332 below median)® 0.81 0.67-0.98 0.03

Calculations per quartile of ApoA-IV concentrations

Model 2 Quartile 1 (163 cases)® 1.00
Quartile 2 (169 cases)® 1.01 0.79-1.28 0.95
Quartile 3 (142 cases)® 0.82 0.64-1.06 0.13
Quartile 4 (127 cases)® 0.80 0.60-1.07 0.13

2Reference category includes apoA-IV values below median. The median apoA-IV concentration is 27.6 mg/dL.
(referring to the total group of 5039 patients).

b"'Cases" refers to the number of patients with a history of cancer.

Data adjusted for age, sex, eGFRcreatinine, IN-urine albumin-creatinine ratio, statin use, smoking, BMI, diabetes,
HDL-C, LDL-C, and triglycerides.

Abbreviations: OR, odds ratio; Cl, confidence interval



Supplementary Table 5: Association of apolipoprotein A-IV with incident cancer without a history of cancer at

the baseline investigation 2. Data are as in model 2 from Table 3 but additionally adjusted for HDL-C, LDL-C and

triglycerides.

Incident cancer HR 95% CI p-value

Calculations for median of apoA-IV concentrations ®

Model 2: 360 cases (171 above and 189 below median)¢ 0.73 0.58-0.92 0.007

Calculations per quartile of ApoA-IV concentrations

Model 2 Quartile 1 (88 cases) © 1.00
Quartile 2 (101 cases) ¢ 1.01 0.76-1.35 0.94
Quartile 3 (83 cases) ¢ 0.73 0.53-1.00 0.05
Quartile 4 (88 cases) © 0.74 0.53-1.04 0.08

2 Patients with a history of cancer at the time of enrollment were not considered in this analysis.

bReference category includes apoA-1V values below median. The median apoA-1V concentration is 27.6 mg/dL

(referring to the total group of 5039 patients).

¢"Cases" refers to the number of patients with incident cancer events.

Data adjusted for age, sex, eGFR ¢ystatin-c, In-urine albumin-creatinine ratio, statin use, smoking, BMI, diabetes,

HDL-C, LDL-C, and triglycerides.

Abbreviations: HR, hazard ratio; Cl, confidence interval



Supplementary Table 6: Association of apolipoprotein A-IV with fatal cancer without a history
of cancer at the baseline investigation 2. Data are as in model 2 from Table 4 but additionally

adjusted for HDL-C, LDL-C and triglycerides.

Fatal cancer HR 95% ClI p-value

Calculations per 10 mg/dL increment of apoA-IV concentrations

Model 2: 59 cases® 0.62 0.44-0.88 0.007

Calculations per quartile of ApoA-IV concentrations

Model 2 Quartile 1 (19 cases)® 1.00
Quartile 2 (10 cases)® 0.43 0.20-0.92 0.03
Quartile 3 (19 cases)® 0.66 0.34-1.28 0.22
Quartile 4 (11 cases)® 0.34 0.15-0.78 0.01

2 Patients with a history of cancer at the time of enrollment were not considered in this analysis.

b"Cases" refers to the number of patients with fatal cancer events.

Data adjusted for age, sex, eGFR cystatin-c, In-urine albumin-creatinine ratio, statin use, smoking, BMI, diabetes,
HDL-C, LDL-C, and triglycerides.

Abbreviations: HR, hazard ratio; Cl, confidence interval



Supplementary Table 7: Association of apolipoprotein A-IV with incident cancer during the prospective

follow-up. Analysis includes also patients who already had a history of cancer at the baseline investigation.

Incident cancer HR 95% CI p-value

Calculations for median of apoA-1V concentrations 2

Model 1: 445 cases (206 above and 239 below median)® 0.73 0.60-0.90 0.003

Model 2: 438 cases (202 above and 136 below median)® 0.73 0.59-0.89 0.003

Calculations per quartile of ApoA-IV concentrations

Model 1 Quartile 1 (107 cases)® 1.00
Quartile 2 (132 cases)® 1.06 0.82-1.38 0.64
Quartile 3 (105 cases)® 0.78 0.59-1.03 0.08
Quartile 4 (101 cases)® 0.74 0.55-1.00 0.05
Model 2 Quartile 1 (105 cases)® 1.00
Quartile 2 (131 cases)® 1.08 0.83-1.39 0.58
Quartile 3 (102 cases)® 0.77 0.58-1.03 0.07
Quartile 4 (100 cases)® 0.74 0.55-1.01 0.06

2Reference category includes apoA-IV values below median The median apoA-IV concentration is 27.6 mg/dL
(referring to the total group of 5039 patients)

b"Cases" refers to the number of patients with incident cancer events. Differences in number of cases between
model 1 and 2 are explained by few patients with some missing covariates for model 2.

Model 1: adjusted for age, sex, €GFRcystatin-c, In-urine albumin-creatinine ratio
Model 2: as model 1 plus statin use, smoking, BMI, diabetes, history of cancer

Abbreviations: HR, hazard ratio; Cl, confidence interval



Supplementary Table 8: Association of apolipoprotein A-IV with fatal cancer during the prospective

follow-up. Analysis includes also patients who already had a history of cancer at the baseline investigation.

Fatal cancer @ HR 95% ClI p-value

Calculations per 10 mg/dL increment of apoA-1V concentrations

Model 1: 95 cases? 0.72 0.55-0.95 0.02
Model 2: 92 cases? 0.74 0.57-0.98 0.04

Calculations per quartile of apoA-IV concentrations

Model 1 Quartile 1 (31 cases)? 1.00
Quartile 2 (16 cases)? 0.43 0.24-0.79 0.007
Quartile 3 (28 cases)? 0.69 0.41-1.18 0.18
Quartile 4 (20 cases)? 0.50 0.27-0.93 0.03
Model 2 Quartile 1 (29 cases)? 1.00
Quartile 2 (16 cases)? 0.47 0.26-0.87 0.02
Quartile 3 (27 cases)? 0.75 0.43-1.29 0.30
Quartile 4 (20 cases)? 0.55 0.29-1.05 0.07

a"Cases" refers to the number of patients with fatal cancer events. Differences in number of cases between
model 1 and 2 are explained by few patients with some missing covariates for model 2.

Model 1: adjusted for age, sex, eGFRcystatin-c, In-urine albumin-creatinine ratio
Model 2: as model 1 plus statin use, smoking, BMI, diabetes, history of cancer

Abbreviations: HR, hazard ratio; Cl, confidence interval

10



Supplementary Table 9: Association of apolipoprotein A-IV with history of cancer. Data are as in model 2 from

Table 2 but additionally adjusted for hs-CRP.

OR 95% ClI p-value
Calculations for median of apoA-IV concentrations ®
Model 2: 604 cases (270 above and 334 below median)® 0.85 0.71-1.04 0.11
Model 2: 603 cases (269 above and 334 below median)® 0.81*% 0.67-0.98 0.03
Calculations per quartile of ApoA-IV concentrations
Model 2
Quartile 1 (163 cases)® 1.00
Quartile 2 (171 cases)® 1.06 0.84-1.35 0.63
Quartile 3 (142 cases)® 0.88 0.68-1.13 0.32
Quartile 4 (128 cases)® 0.89 0.67-1.19 0.43
Model 2
Quartile 1 (163 cases)® 1.00
Quartile 2 (171 cases)® 1.03¢ 0.81-1.30 0.83
Quartile 3 (142 cases)® 0.83¢ 0.64-1.07 0.16
Quartile 4 (127 cases)® 0.81¢ 0.61-1.07 0.14

@ Reference category includes apoA-IV values below median. The median apoA-IV concentration is 27.6 mg/dL
(referring to the total group of 5039 patients). Differences in number of cases between the two models are
explained by few patients with some missing covariates for model 2 adjusted for GFRcreatinine-

b"Cases" refers to the number of patients with a history of cancer.

Data adjusted for age, sex, eGFR cystatin-c, In-urine albumin-creatinine ratio, statin use, smoking, BMI, diabetes
and In-hs-CRP

¢ adjusted for eGFRcreatinine instead of eGFR ¢ystatin-c

Abbreviations: OR, odds ratio; Cl, confidence interval

11



Supplementary Table 10: Association of apolipoprotein A-IV with incident cancer without a history of cancer

at the baseline investigation 2. Data are as in model 2 from Table 3 but additionally adjusted for hs-CRP.

Incident cancer HR 95% ClI p-value
Calculations for median of apoA-IV concentrations ®
Model 2: 362 cases (171 above and 191 below median)¢ 0.74 0.59-0.93 0.01
Calculations per quartile of ApoA-IV concentrations
Model 2 Quartile 1 (88 cases)°© 1.00
Quartile 2 (103 cases)°© 1.05 0.78-1.40 0.77
Quartile 3 (83 cases)°© 0.75 0.55-1.03 0.07
Quartile 4 (88 cases)© 0.78 0.57-1.10 0.15

2 Patients with a history of cancer at the time of enrollment were not considered in this analysis.

b Reference category includes apoA-1V values below median. The median apoA-IV concentration is 27.6 mg/dL

(referring to the total group of 5039 patients).

¢"Cases" refers to the number of patients with fatal cancer events.

Data adjusted for age, sex, eGFR cystatin-c, In-urine albumin-creatinine ratio, statin use, smoking, BMI, diabetes,

and In-hs-CRP

Abbreviations: HR, hazard ratio; Cl, confidence interval

12



Supplementary Table 11: Association of apolipoprotein A-IV with fatal cancer without a history of

cancer at the baseline investigation 2. Data are as in model 2 from Table 4 but additionally adjusted

for hs-CRP.

Fatal cancer HR 95% ClI p-value

Calculations per 10 mg/dL increment of apoA-1V concentrations

Model 2: 60 cases® 0.65 0.45-0.92 0.02

Calculations per quartile of ApoA-IV concentrations

Model 2 Quartile 1 (19 cases)® 1.00
Quartile 2 (11 cases)® 0.48 0.23-1.01 0.05
Quartile 3 (19 cases)® 0.69 0.36-1.35 0.28
Quartile 4 (11 cases)® 0.38 0.17-0.88 0.02

2 Patients with a history of cancer at the time of enrollment were not considered in this analysis.

b"Cases" refers to the number of patients with fatal cancer events.

Data adjusted for age, sex, eGFR cystatin-c, In-urine albumin-creatinine ratio, statin use, smoking, BMI, diabetes,

and In-hs-CRP

Abbreviations: HR, hazard ratio; Cl, confidence interval

13



Supplementary Table 12: Association of apolipoprotein A-IV with incident cancer during the prospective
follow-up without a history of cancer at the baseline investigation based on subdistribution hazard ratio (SHR)

models (4424 out of 5039 patients)?

Incident cancer SHR 95% ClI p-value

Calculations for median of apoA-IV concentrations®

Model 1: 368 cases(174 above and 194 below median)¢ 0.76 0.61-0.95 0.02

Model 2: 362 cases(174 above and 194 below median)¢ 0.77 0.62-0.96 0.02

Calculations per quartile of ApoA-IV concentrations

Model 1 Quartile 1 (90 cases)® 1.00
Quartile 2 (104 cases)© 1.04 0.78-1.38 0.80
Quartile 3 (85 cases) ¢ 0.77 0.56-1.04 0.09
Quartile 4 (89 cases)® 0.79 0.57-1.10 0.16
Model 2 Quartile 1 (88 cases)® 1.00
Quartile 2 (103 cases)®© 1.05 0.79-1.40 0.73
Quartile 3 (83 cases)® 0.76 0.56-1.04 0.08
Quartile 4 (88 cases)® 0.79 0.57-1.11 0.18

2 Patients with a history of cancer at the time of enrollment were not considered in this analysis.

bReference category includes apoA-1V values below median. The median apoA-IV concentration is 27.6 mg/dL
(referring to the total group of 5039 patients).

¢ "Cases" refers to the number of patients with incident cancer events. Differences in number of cases between
model 1 and 2 are explained by patients with few missing covariates for model 2.

Model 1: adjusted for age, sex, eGFR ¢ystatin-c, In-urine albumin-creatinine ratio
Model 2: as model 1 plus statin use, smoking, BMI, and diabetes

Abbreviations: SHR, subdistribution hazard ratio; Cl, confidence interval

14



Supplementary Table 13: Association of apolipoprotein A-IV with fatal cancer during the prospective

follow-up without a history of cancer at the baseline investigation based on subdistribution hazard ratio

(SHR) models (4424 out of 5039 patients)?

Fatal cancer SHR 95% CI p-value
Calculations per 10 mg/dL increment of apoA-1V concentrations
Model 1: 62 cases® 0.63 0.45-0.89 0.009
Model 2: 60 cases® 0.64 0.47-0.88 0.006
Calculations per quartile of ApoA-IV concentrations
Model 1 Quartile 1 (21 cases)® 1.00
Quartile 2 (11 cases)® 0.44 0.21-0.91 0.03
Quartile 3 (19 cases)® 0.65 0.34-1.23 0.18
Quartile 4 (11 cases)® 0.35 0.15-0.81 0.01
Model 2 Quartile 1 (19 cases)® 1.00
Quartile 2 (11 cases)® 0.49 0.23-1.03 0.06
Quartile 3 (19 cases)® 0.71 0.37-1.38 0.31
Quartile 4 (11 cases)® 0.39 0.17-0.90 0.03

2 Patients with a history of cancer at the time of enrollment were not considered in this analysis.

b"Cases" refers to the number of patients with fatal cancer events. Differences in number of cases between
model 1 and 2 are explained by few patients with some missing covariates for model 2.Model 1: adjusted for

age, sex, eGFR ¢ystatin-c, In-urine albumin-creatinine ratio

Model 2: as model 1 plus statin use, smoking, BMI, and diabetes

Abbreviations: SHR, subdistribution hazard ratio; Cl, confidence interval
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