Supplementary Material

Appendix A: Details of data collection

We retrieved and linked all prespecified medical data during both inpatient and outpatient settings within the
observed period from WECODe, namely age, sex, smoking status, alcohol consumption, discharge diagnosis with
ICD-10 codes and free text, admission department (Department of Cardiology/other), admission date, discharge
date, discharge department and patient status on the discharge; the dates and records of medication prescription
(Supplementary Table SI); vital signs (systolic and diastolic blood pressure [BP], and heart rate); laboratory test
results (Supplementary Table SII). Supplementary Table Sl summarizes the ICD-10 codes or diagnosis with free
text for other comorbidities.

We only evaluated the last hospitalization with a discharge diagnosis of “New York Heart Association class II, III,
or IV” if patients were admitted more than once; the admission date was set as the index date for each eligible
individual; the baseline window was set as the period of 30 days prior and one day post-index date. We used the
record of a given parameter closest to the index date during the baseline window as the baseline value. Especially,
the baseline HbAlc was identified as the closest measurement to the index date 90 days before and one day after
the index date; The baseline heart rate, systolic BP, diastolic BP, and prescriptions were identified as the first

records on or next to the index date.



Supplementary Table Sl. Details of prescription information

Medication Anatomical Therapeutic Chemical (ATC) Classification

Insulin Insulins and analogs for injection, fast-acting
Insulins and analogs for injection, intermediate-acting

Insulins and analogs for injection, intermediate- or long-acting combined with fast-
acting

Insulins and analogs for injection, long-acting

ACEI ACE inhibitors, plain
ACE inhibitors and diuretics
ACE inhibitors and dihydropyridine derivatives
ACE inhibitors, plain and folic acid and derivatives

ACE inhibitors, other combinations

ARB ARB, plain
ARB and diuretics
ARB and CCB

ARB, other combinations

CCB Dihydropyridine derivatives

Dihydropyridine derivatives and ACE inhibitors, plain

MRA Aldosterone antagonists

Thiazide Thiazides, plain

Venous loop diuretics ~ Furosemide
Bumetanide

Torasemide

B blocking agents p blocking agents selective

selective

Morphine ATC code: NO2AAO01
Epinephrine ATC code: CO1CA24
Milrinone ATC code: CO1CE02




Dobutamine

ATC code: CO1CAO07

Dopamine

ATC code: CO1LCA04

Norepinephrine

ATC code: CO1CAO03

Antibacterials

All

Antibacterials for systemic use
Antibacterials for systemic use, anti-inflammatory, and antirheumatic products
Antibacterials for systemic use, antigout preparations

Antibacterials for systemic use, antibacterials for systemic use

Restricted or

special

ATC codes including JOLAAQ02; JO1AAO05; JO1AA08; JOLCA09; JO1CA10 and
J01CGO01; JO1CA16; JO1CFO5 and JO1CA04; JO1CRO02; JO1CRO03; JO1CRO05; JO1DBO7,;
J01DB12; J01DCO01; JO1DCO07; J01DCO09; J01DC12; J01DDO1; J01DD02; J01DDO6;
J01DDO07; J01DD10; J01DD11; J01DD12; J01DD13; J01DD15; J01DD16; J01DD18;
J01DD52; J01DD62; J01DD63; JO1DEOL; JO1DEO2; JO1DFO01; JO1DHO02; JO1DHO3;
JO1DHS51; JO1DH55; J01DI03; JO1FA10; JO1FA13; JO1GB; J01GBO1; JO1GBOS;
JOIMA; JOIMAOQ1; JOIMAOQ2; JOIMAO6; JOIMAO7; JOIMAOS; JOIMAOQ9; JO1IMA10;
JO1IMA14; JO1IMA16; JOIMA18; J0OIMAZ22; JO1XA; JO1XAO01; JO1XA02; J01XBO02;
JO1XX08

Antimycotics

All

Antimycotics for systemic use

Restricted or

special

ATC codes including JO2AA01; JO2AC02; JO2ACO03; J02AX04; JO2AX05

ACEI - angiotensin-converting enzyme inhibitor, ARB — angiotensin Il receptor blockers, CCB — calcium channel

blocker, MRA — aldosterone receptor antagonists.



Supplementary Table SII. Details of laboratory tests

Laboratory tests
- Low-density — Alanine aminotransferase

lipoprotein .
— Aspartate aminotransferase

— Total cholesterol

— Hemoglobin
- High—density .

— N-terminal pro-B-type
lipoprotein A .

natriuretic peptide
— Triglyceride

— Serum creatinine

— Leukocytes

— Blood glucose

— Glycated hemoglobin
Alc

— Fasting glucose

— 2-hour blood glucose
after — 75 g glucose

challenge

— Random glucose

PH
Serum sodium
Beta hydroxybutyric acid

Urine ketones



Supplementary Table Sl11. Identification of comorbidities from admission or discharge diagnosis records using

the International Classification of Diseases, 10th Revision (ICD-10) codes, or free text

Comorbidities ICD-10 codes Free text

Hypertension 110 to 115 Free text relating to hypertension; but excluding free text
relating to individuals without hypertension, or with or
without a family history of hypertension

Ischemic heart disease 120 to 125 Free text describing heart problems caused by narrowed

(IHD) heart arteries, such as myocardial infarction, angina, IHD,
or coronary artery stenosis; but excluding free text relating
to individuals without IHD, or with or without a family
history of IHD

Acute myocardial 121, 122, 123, 124 Free text describing acute myocardial infarction

infarction (AMI)

Stroke 161, 163, 164 Free text describing brain ischemia or brain hemorrhage;

but excluding free text concerning individuals without

stroke

Atherosclerotic
cardiovascular disease
(ASCVD)

120 to 125, 161, 163,
164

This study only evaluates the most frequently occurring
diseases of ASCVD, free text describing IHD, and
cerebrovascular disease; but excludes free text describing
those without ASCVD

Heart failure

111.0, 113.0, 113.2, 150

Free text describing heart failure, New York Heart
Association (NYHA) class 11 or 11l or IV, but excluding

free text describing those without heart failure

Viral hepatitis

B15, B16, B17, B1S,
B19

Free text describing viral hepatitis including acute
hepatitis A, acute hepatitis B, other acute viral hepatitis,

chronic viral hepatitis and unspecified viral hepatitis

Hemochromatosis E83.11 Free text describing hemochromatosis
Wilson’s disease E83.01 Free text describing Wilson’s disease
Alcoholic liver K70 Free text describing alcoholic liver disease
disease

Toxic liver disease K71 Free text describing toxic liver disease
Cirrhosis K74 Free text describing cirrhosis of liver




Other or not K72, K73, K75, K76, Free text describing other or not elsewhere classified liver
elsewhere  classified K77 disease

liver disease




Supplementary Figure S1. Correlations of AST/ALT ratio with covariates before and after applying entropy balancing
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AKI — acute kidney injury, BMI — body mass index, CCI — Charlson Comorbidity Index, Department — admission

department (Cardiology vs. others), eGFR — estimated glomerular rate filtration, NT-proBNP — N-terminal pro-B-type

natriuretic peptide.



Supplementary Figure S2. Absolute mean difference of covariates across AST/ALT ratio quartiles before and after
applying entropy balancing
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AKI — acute kidney injury, BMI — body mass index, CCI — Charlson Comorbidity Index, Department — admission
department (Cardiology vs. others), eGFR — estimated glomerular rate filtration, NT-proBNP — N-terminal pro-B-type

natriuretic peptide.



Supplementary Figure S3. Flowchart of selection of the study population

14,866 adults with type 2 diabetes
and NYHA class II, III, or IV
having records of HbAlc and

glucose at admission*

————— e
I

Excluded :

________ _ﬂ' - 12,913 Without baseline |
| key variables |

J L ___

11,953 individuals with complete
baseline key variables’
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- : 3,337 Admitted to, I
transferred to, or discharged :
| from surgical departments |
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8,616 individuals not in
surgical departments
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surgical departments
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———————— — - : 167 with outliers of :
| AST/ALT ratio |
L 1
A\ 4
A v \ 4 A\ 4
Death within 30 Composite of Major systemic Major AKI
days after discharge cardiac events infection 7,539 patients
8,073 patients 7,732 patients 6,615 patients

*Adults with type 2 diabetes were diagnosed with NYHA class II, III, or IV at admission or during hospitalization,
with available records on diagnosis at discharge, prescription, and blood glucose and glycated hemoglobin A;. at
admission, covered by West China Electronic medical record Collaboration Of DiabEtes between 01/01/2011 and
30/06/2019. "Baseline key characteristics include alanine aminotransferase and aspartate aminotransferase. AKI —
acute kidney injury, eGFR — estimated glomerular rate filtration, HbA;c — glycated hemoglobin A, NYHA — New
York Heart Association.



Supplementary Figure S4. Length of stay in hospital across AST/ALT ratio quartiles
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ALT — alanine aminotransferase, AST — aspartate aminotransferase.
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Supplementary Figure S5. Subgroup analyses of the association between AST/ALT ratio and primary outcomes

during hospitalization

A. Death within 30 days after discharge

Hazard ratio

Subgroup niN per SD increment in AST/ALT ratio P value P for interaction
(95% CI)
NYHA 0.46
NYHA class 2 or 3 139 / 6454 1.39 (1.14 to 1.69) ] 0.001
NYHA class 4 311/1619 1.40 (1.24 to 1.58) - 0.000
AMI 0.00
With AMI 184 /1826 1.28 (1.11 to 1.46) - 0.001
Without AMI 266 /6247 1.36 (1.23 to 1.50) = 0.000
HbA1c 0.42
HbA1c <7.0% 145 /2830 1.40(1.21t0 1.62) - 0.000
HbA1c 27.0% 305/5183 1.33 (1.16 to 1.52) - 0.000
Total 450 /8073 1.36 (1.22 to 1.52) ——— 0.000
T 1 T 1
080 1.0 15 20

At a higher risk of death within 30 days after discharge
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B. Composite of cardiac events

Hazard ratio

Subgroup niN per SD increment in AST/ALT ratio P value P for interaction
(95% CI)
NYHA 0.58
NYHAclass 2 or3  425/6278 1.17 (1.01 to 1.36) - 0.03
NYHA class 4 421/ 1454 1.27 (1.13 to 1.43) - 0.000
AMI 0.00
With AMI 320/ 1600 1.15(1.04 to 1.28) - 0.01
Without AMI 526 /6132 1.26(1.11t0 1.41) - 0.000
HbA1c 1.00
HbA1c <7.0% 282 /2820 1.19 (0.95 to 1.50) - 0.14
HbA1c 27.0% 564 /4912 1.18 (1.05 to 1.33) - 0.01
Total 846 /7732 1.20 (1.08 to 1.33) ——— 0.001
T 1 T 1
080 10 15 20

At a higher risk of composite of cardiac events

12



C. Major AKI

Hazard ratio

Subgroup niN per SD increment in AST/ALT ratio P value P for interaction
(95% CI)
NYHA 0.87
NYHA class 2 or 3 147 / 6176 1.05 (0.85 to 1.29) - 0.68
NYHA class 4 223/1363 1.15 (1.00 to 1.32) - 0.05
AMI 0.15
With AMI 134 /1647 1.24 (1.06 to 1.45) - 0.01
Without AMI 236 /5892 1.18 (0.97 to 1.43) - 0.09
HbA1c 0.09
HbA1c <7.0% 156 /2727 0.97 (0.79 0 1.20) - 079
HbA1c 27.0% 21414812 1.24 (1.05 to 1.46) - 0.01
Total 370/7539 1.13 (0.99 to 1.28) —— 0.06
T 1 T 1
080 10 15 20

At a higher risk of major AKI
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D. Major systemic infection

Hazard ratio

Subgroup niN per SD increment in AST/ALT ratio P value P for interaction
(95% CI)

NYHA 0.4
NYHA class 2 or 3 73315711 1.10 (0.99 to 1.23) - 0.09
NYHA class 4 377 /904 1.16 (1.02 to 1.32) - 0.02

AMI 0.04
With AMI 349 /1459 1.23 (1.11 t0 1.35) - 0.000
Without AMI 761/5156 1.09 (0.99 to 1.20) - 0.09

HbA1c 0.14
HbA1c <7.0% 418 /2401 1.17 (0.99 t0 1.37) - 0.06
HbA1c 27.0% 692 /4214 1.08 (0.96 to 1.22) - 0.22
Total 1110/ 6615 1.14 (1.03 to 1.26) ——— 0.01

T T T ]
080 10 15 20
At a higher risk of major systemic infection

AKI — acute kidney injury, AMI — acute myocardial infarction, ALT — alanine aminotransferase, AST — aspartate
aminotransferase, Cl — confidence interval, eGFR — estimated glomerular rate filtration, HbA;c — glycated hemoglobin
Aic, NYHA — New York Heart Association, SD — standard deviation.

All analyses were adjusted for age, sex, body mass index, baseline systolic blood pressure, baseline estimated
glomerular filtration rate, baseline N-terminal pro-B-type natriuretic peptide, admission department (Department of
Cardiology/other), Charlson Comorbidity Index, with or without acute myocardial infarction at baseline, whether
insulin was used at baseline (yes vs. no), and whether venous loop diuretics were used at baseline (yes vs. no). HbA;c
level of 7.0% at admission is equal to 53.0 mmol/mol. Patients with impaired kidney function at baseline were
identified by eGFR at baseline < 60 ml/min/1.73 m2,
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Supplementary Figure S6. Adjusted hazard ratios of AST/ALT ratio with secondary outcomes in the total study

population
Hazard ratio
Outcome n/N per SD increment in AST/ALT ratio P value
(95% CI)
Death within 90 days after discharge 559/8073 1.31 (1.18 t0 1.45) L 0.000
Death during hospitalization 282/8074 1.38 (1.22 to 1.56) L 0.000
Requiring cardiopulmonary resuscitation 330/8052 1.01(0.88 to 1.17) o 0.85
Cardiogenic shock 191/7939 1.17 (0.93 to 1.48) L 0.17
New episode of acute heart failure in hospital 517 /7868 1.00 (0.85t0 1.17) L 0.99
AKI at any stage 1041 /7539 1.08 (1.00to 1.17) ] 0.04
Initating any antibiotics 175216615 1.05 (0.96 to 1.14) - 0.27

T T T 1

0.80 1.0 1.5 1.8
Estimates of hazard ratio

AKI — acute kidney injury, ALT — alanine aminotransferase, AST — aspartate aminotransferase, Cl — confidence
interval, SD — standard deviation.

All analyses were adjusted for age, sex, body mass index, baseline systolic blood pressure, baseline estimated
glomerular filtration rate, baseline N-terminal pro-B-type natriuretic peptide, admission department (Department of
Cardiology/other), Charlson Comorbidity Index, with or without acute myocardial infarction at baseline, whether
insulin was used at baseline (yes vs. no), and whether venous loop diuretics were used at baseline (yes vs. no). HbA.
level of 7.0% at admission is equal to 53.0 mmol/mol. Patients with impaired kidney function at baseline were
identified by eGFR at baseline < 60 ml/min/1.73 m?,

15



Supplementary Figure S7. Adjusted hazard ratios of AST/ALT ratio quartiles for secondary outcomes in the total

study population

Outcome n/N Hazard ratio (95% CI) P value

Death within 90 days after discharge

First quartile of AST/ALT ratio 97712018 [}

Second quartile of AST/ALT ratio 69 /2000 0.80 (0.57 to 1.13) = 0.21

Third quartile of AST/ALT ratio 105/ 1947 1.01 (0.74 to 1.36) - 0.96
Fourth quartile of AST/ALT ratio 288/2108 1.53(1.17 t0 2.01) - 0.002

Death during hospitalization

First quartile of AST/ALT ratio 45/ 2019 [}

Second quartile of AST/ALT ratio 31/1999 0.78 (0.48 t0 1.27) = 0.32
Third quartile of AST/ALT ratio 46/ 1947 0.96 (0.62 to 1.49) = 0.85
Fourth quartile of AST/ALT ratio 160 /2109 1.42(0.97 to 2.08) L 0.07

Requiring cardiopulmonary resuscitation

First quartile of AST/ALT ratio 59/2012 L]

Second quartile of AST/ALT ratio 44 | 2002 0.75(0.49to 1.15) - 0.18
Third quartile of AST/ALT ratio 67 /1941 1.06 (0.73 to 1.55) = 0.75
Fourth quartile of AST/ALT ratio 160/ 2097 1.07 (0.76 to 1.52) - 0.68

Cardiogenic shock

First quartile of AST/ALT ratio 53 /1985 L

Second quartile of AST/ALT ratio 24 /1984 0.71(0.42to0 1.20) - 0.20
Third quartile of AST/ALT ratio 3271927 0.77 (0.48 to 1.22) - 0.26
Fourth quartile of AST/ALT ratio 82/2043 0.98 (0.65 to 1.47) - 0.91

New episode of acute heart failure in hospital

First quartile of AST/ALT ratio 98/ 1964 [

Second quartile of AST/ALT ratio 94 /1970 0.87 (0.65to 1.19) - 0.39
Third quartile of AST/ALT ratio 120/ 1952 1.00 (0.76 to 1.33) L 0.98
Fourth quartile of AST/ALT ratio 20571982 1.05(0.80 to 1.38) = 0.72

AKI at any stage

First quartile of AST/ALT ratio 174 /1882 [

Second quartile of AST/ALT ratio 195/ 1885 1.03 (0.82to 1.28) - 0.81

Third quartile of AST/ALT ratio 240/1886 1.14 (0.92to 1.41) = 0.22
Fourth quartile of AST/ALT ratio 43211886 1.38 (1.13t0 1.70) - 0.002

Initating any antibiotics

First quartile of AST/ALT ratio 349 /1651 "
Second quartile of AST/ALT ratio 37971637 1.03 (0.88 to 1.21) - 0.69
Third quartile of AST/ALT ratio 453 /1671 1.14 (0.97 to 1.32) - 0.11
Fourth quartile of AST/ALT ratio 571/ 1656 1.25(1.07 to 1.46) - 0.01
r T T T 1
0.40 070 1.0 20 3.0

Estimates of hazard ratio

AKI — acute kidney injury, ALT — alanine aminotransferase, AST — aspartate aminotransferase, Cl — confidence interval.

All analyses were adjusted for age, sex, body mass index, baseline systolic blood pressure, baseline estimated
glomerular filtration rate, baseline N-terminal pro-B-type natriuretic peptide, admission department (Department of
Cardiology/other), Charlson Comorbidity Index, with or without acute myocardial infarction at baseline, whether
insulin was used at baseline (yes vs. no), and whether venous loop diuretics were used at baseline (yes vs. no). HbA.
level of 7.0% at admission is equal to 53.0 mmol/mol. Patients with impaired kidney function at baseline were
identified by eGFR at baseline < 60 ml/min/1.73 m?,
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Supplementary Figure S8. Adjusted hazard ratios of AST/ALT ratio with primary outcomes in a sensitivity analysis

by excluding adverse events occurred within two calendar days after admission

Hazard ratio

Qutcome n/N per SD increment in AST/ALT ratio P value
(95% CI)
Death within 30 days after discharge 410/ 8033 1.34 (1.191t0 1.51) » 0.000
Composite of cardiac events 52117407 1.18 (1.06 to 1.32) L 0.004
Maijor AKI 213/7135 1.03 (0.85 to 1.26) L] 0.74
Major systemic infection 459 / 5783 0.96 (0.80 to 1.16) L 0.67
T T T 1
080 1.0 15 20

Estimates of hazard ratio

AKI — acute kidney injury, ALT — alanine aminotransferase, AST — aspartate aminotransferase, Cl — confidence
interval, SD — standard deviation.

All analyses were adjusted for age, sex, body mass index, baseline systolic blood pressure, baseline estimated
glomerular filtration rate, baseline N-terminal pro-B-type natriuretic peptide, admission department (Department of
Cardiology/other), Charlson Comorbidity Index, with or without acute myocardial infarction at baseline, whether
insulin was used at baseline (yes vs. no), and whether venous loop diuretics were used at baseline (yes vs. no). HbA.
level of 7.0% at admission is equal to 53.0 mmol/mol. Patients with impaired kidney function at baseline were
identified by eGFR at baseline < 60 ml/min/1.73 m?,
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Supplementary Figure S9. Adjusted hazard ratios of AST/ALT ratio quartiles for primary outcomes in a sensitivity

analysis by excluding adverse events occurred within two calendar days after admission

Outcome n/N Hazard ratio (95% Cl) P value

Death within 30 days after discharge

First quartile of AST/ALT ratio 66 /2004 n

Second quartile of AST/ALT ratio 50 /2009 0.83 (0.56 to 1.24) L 0.36
Third quartile of AST/ALT ratio 75711941 1.04 (0.73 to 1.49) - 0.82
Fourth quartile of AST/ALT ratio 219/ 2079 1.61(1.18 t0 2.19) - 0.003

Composite of cardiac events

First quartile of AST/ALT ratio 99 /1850 n
Second quartile of AST/ALT ratio 93/1836 0.95 (0.70 to 1.30) - 0.77
Third quartile of AST/ALT ratio 107 /1854 0.94 (0.71 to 1.27) - 0.70
Fourth quartile of AST/ALT ratio 2221867 1.16 (0.89 to 1.52) - 0.28
Major AKI
First quartile of AST/ALT ratio 40/1778 u
Second quartile of AST/ALT ratio 3871777 0.89 (0.55 to 1.44) = 063
Third quartile of AST/ALT ratio 55/1786 1.00 (0.64 to 1.55) L 1.00
Fourth quartile of AST/ALT ratio 80/1794 1.00 (0.64 to 1.56) L 1.00

Major systemic infection

First quartile of AST/ALT ratio 101/ 1441 ]
Second quartile of AST/ALT ratio 97 /1445 0.87 (0.64 to 1.19) - 0.38
Third quartile of AST/ALT ratio 104 / 1451 0.85 (0.63 to 1.15) - 0.29
Fourth quartile of AST/ALT ratio 157 / 1446 1.06 (0.79 to 1.41) - 0.72
[ T I T 1
0.40 0.70 1.0 20 30

Estimates of hazard ratio

AKI — acute kidney injury, ALT — alanine aminotransferase, AST — aspartate aminotransferase, Cl — confidence interval.

All analyses were adjusted for age, sex, body mass index, baseline systolic blood pressure, baseline estimated
glomerular filtration rate, baseline N-terminal pro-B-type natriuretic peptide, admission department (Department of
Cardiology/other), Charlson Comorbidity Index, with or without acute myocardial infarction at baseline, whether
insulin was used at baseline (yes vs. no), and whether venous loop diuretics were used at baseline (yes vs. no). HbA;c
level of 7.0% at admission is equal to 53.0 mmol/mol. Patients with impaired kidney function at baseline were
identified by eGFR at baseline < 60 ml/min/1.73 m2,
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Supplementary Figure S10. Adjusted hazard ratios of AST/ALT ratio with primary outcomes in a sensitivity analysis

by excluding patients with common liver diseases

Hazard ratio

Qutcome n/N per SD increment in AST/ALT ratio P value
(95% CI)
Death within 30 days after discharge 375/ 7445 1.38 (1.28 to 1.50) L 0.000
Composite of cardiac events 75117136 1.17 (1.10to 1.25) L] 0.000
Maijor AKI 323/ 7005 1.18 (1.08 to 1.28) L] 0.000
Major systemic infection 998 / 6152 1.17 (1.08to 1.25) L) 0.000
T T T 1
080 1.0 15 20

Estimates of hazard ratio

AKI — acute kidney injury, ALT — alanine aminotransferase, AST — aspartate aminotransferase, Cl — confidence
interval, SD — standard deviation.

All analyses were adjusted for age, sex, body mass index, baseline systolic blood pressure, baseline estimated
glomerular filtration rate, baseline N-terminal pro-B-type natriuretic peptide, admission department (Department of
Cardiology/other), Charlson Comorbidity Index, with or without acute myocardial infarction at baseline, whether
insulin was used at baseline (yes vs. no), and whether venous loop diuretics were used at baseline (yes vs. no). HbA.
level of 7.0% at admission is equal to 53.0 mmol/mol. Patients with impaired kidney function at baseline were
identified by eGFR at baseline < 60 ml/min/1.73 m?,
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Supplementary Figure S11. Adjusted hazard ratios of AST/ALT ratio quartiles for primary outcomes in a sensitivity

analysis by excluding patients with common liver diseases

Outcome n/N Hazard ratio (95% Cl) P value

Death within 30 days after discharge

First quartile of AST/ALT ratio 59/1855 n

Second quartile of AST/ALT ratio 39/1859 0.69 (0.45 to 1.06) = 0.09
Third quartile of AST/ALT ratio 66/1783 1.00 (0.68 to 1.45) L 0.98
Fourth quartile of AST/ALT ratio 211171948 1.81 (1.31to 2.49) - 0.000

Composite of cardiac events

First quartile of AST/ALT ratio 165/1763 n
Second quartile of AST/ALT ratio 12871790 0.86 (0.67 to 1.10) - 0.23
Third quartile of AST/ALT ratio 14971798 0.89 (0.70 to 1.13) - 0.32
Fourth quartile of AST/ALT ratio 319/1785 1.31(1.06 to 1.63) L 0.01
Major AKI
First quartile of AST/ALT ratio 50/1728 u
Second quartile of AST/ALT ratio 4711762 0.79 (0.52 to 1.22) = 029
Third quartile of AST/ALT ratio 7411763 1.02 (0.69 to 1.51) - 0.91
Fourth quartile of AST/ALT ratio 1562 /1752 1.42 (0.99 to 2.03) = 0.06

Major systemic infection

First quartile of AST/ALT ratio 186 /1538 ]
Second quartile of AST/ALT ratio 17971530 0.90 (0.72t0 1.12) - 0.35
Third quartile of AST/ALT ratio 231/1544 1.00 (0.81 to 1.24) L 0.99
Fourth quartile of AST/ALT ratio 402 / 1540 1.42 (1.16 10 1.73) - 0.001
[ T I T 1
0.40 0.70 1.0 20 30

Estimates of hazard ratio

AKI — acute kidney injury, ALT — alanine aminotransferase, AST — aspartate aminotransferase, Cl — confidence

interval.

All analyses were adjusted for age, sex, body mass index, baseline systolic blood pressure, baseline estimated
glomerular filtration rate, baseline N-terminal pro-B-type natriuretic peptide, admission department (Department of
Cardiology/other), Charlson Comorbidity Index, with or without acute myocardial infarction at baseline, whether
insulin was used at baseline (yes vs. no), and whether venous loop diuretics were used at baseline (yes vs. no). HbA;c
level at admission of 7.0% is equal to 53.0 mmol/mol. Patients with impaired kidney function at baseline were
identified by eGFR at baseline < 60 ml/min/1.73 m2,
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