1,856,999 New users of SGLT2i or GLP-1RA between 1 Sep 2014 and 31 Dec 2023

»| 879,313 Patients without fatty liver index

977,686 New users of SGLT2i or GLP-1RA with fatty liver index between 1 Sep 2014 and 31 Dec 2023

Excluded (N=644,604)

60,494 Patients with = 1 diagnosis of viral hepatitis prior to the index date

42,516 Patients with = 1 diagnosis of alcoholic hepatitis prior to the index date
46,503 Patients with = 1 diagnosis of other liver disease prior to the index date

3,707 Patients with = 1 diagnosis of ESRD or history of dialysis prior to the index date
46,381 Patients with = 1 diagnosis of type 1 diabetes prior to the index date

59,346 Patients with = 1 diagnosis of cancer prior to the index date

605 Patients with prescription of SGLT2i and GLP-1RA on the same index date
385,052 Patients with fatty liver index less than cut-off to detect hepatic steatosis

*Index date: First prescription of SGLT2i or GLP-1RA
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333,082 Patients with metabolic dysfunction-associated steatotic liver disease initiating SGLT2i or GLP-1RA
320,786 New-users of SGLT2i
12,296 New-users of GLP-1RA

A4 ¢

17,677 Patients with chronic kidney disease 315,405 Patients without chronic kidney disease
16,377 New-users of SGLT2i 304,409 New-users of SGLT2i
1,300 New-users of GLP-1RA 10,996 New-users of GLP-1RA




With chronic kidney disease
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Log-rank p=0.0465
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Follow-up time (year)
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GLP1RA 1268 625 336 196 113 55

Without chronic kidney disease
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HR 0.32(95% Cl, 0.19-0.53)
Log-rank p < 0.0001
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Follow-up time (year)
SGLT2i 10996 6912 4811 3525 2530 1568

GLP1RA 10996 5417 3222 2114 1409 791



Subgroups

With chronic kidney disease

Without chronic kidney disease

No./total No.
(IR per 1,000 PY)

Hazard ratio
(95% ClI)

SGLT2i

GLP-1RA

Forest plot

No./total No.
(IR per 1,000 PY)

Hazard ratio
(95% CI)

SGLT2i

GLP-1RA

Forest plot

Age
<65
265
Sex
Male
Female
Cirrhosis
Yes
No
Insulin use
Yes
No

RAS inhibitor use

Yes

No
Proteinuria

Yes

No

16/493 (17.09)
26/749 (23.85)

23/754 (18.32)
13/503 (15.42)

11/373 (19.12)
33/881 (21.23)

27/656 (27.22)
13/580 (12.88)

46/1078 (26.42)

2/148 (7.61)

7/111 (46.39)

30/1127 (15.82)

24/493 (28.72)
35/749 (33.20)

40/754 (34.86)
21/503 (27.43)

14/373 (25.44)
41/881 (30.08)

35/656 (35.65)

22/580 (24.68)

3/148 (13.42)

13/111 (87.63)

0.60(0.32-1.12)
0.71(0.43-1.19)

0.53(0.31-0.88)
0.56 (0.28-1.13)

0.75 (0.34-1.65)
0.72(0.46-1.14)

0.78 (0.47-1.29)
0.53 (0.26-1.05)

58/1078 (35.11) 0.76(0.52-1.12)

0.55 (0.09-3.30)

0.56 (0.22-1.41)

43/1127 (24.74) 0.65 (0.41-1.03)

31/9030 (1.48)
15/1956 (3.80)

18/6795 (1.14)
9/4197 (0.95)

11/4485 (1.15)
19/6499 (1.21)

17/3926 (1.99)
20/7065 (1.20)

24/6598 (1.48)
4/4395 (0.43)

4/269 (6.49)
18/10668 (0.74)

33/9030 (2.14)
13/1956 (4.24)

36/6795 (3.11)
11/4197 (1.58)

15/4485 (2.15)
32/6499 (2.78)

26/3926 (3.99)
21/7065 (1.75)

40/6598 (3.40)
7/4395 (1.03)

5/269 (12.70)

0.65 (0.40-1.07)
0.89 (0.42-1.88)

0.34(0.19-0.60)
0.54 (0.22-1.31)

0.51(0.24-1.12)
0.41(0.23-0.73)

0.47 (0.25-0.86)
0.66 (0.36-1.23)

0.42 (0.25-0.70)
0.40 (0.12-1.38)

0.45(0.12-1.71)

42/10668 (2.33) 0.29(0.17-0.51)

0.1

1.0
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