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Background, aim, and baseline characteristics

Trial designs
STEP UP! | STEP UP T2D?

Lifestyle intervention

. Once-weekly s.c. semaglutide 7.2 m
1407 | 512 participants AR — <
n=1005 | 307
Phase 3b, randomised, « Adults with BMI >30 kg/m2.
controlled, multinational, | - without diabetes | T2D (HbA,. 7.0-10.0%).
double-blind trials - Evaluate the efficacy and safety of —Q—— Once-weekly s.c. semaglutide 2.4 mg
(NCT05646706) semaglutide 7.2 mg vs semaglutide 2.4 mg
(NCT05649137) and placebo. 5:1:1 n=201 | 103
3:1:1
Once-weekly placebo
n=201 | 102
(') 72-week treatment period ;2
Semaglutide  Semaglutide Placebo
Aim: Post hoc analysis of pooled STEP UP Baseline characteristics (7-21 mg ) (2-4332) (n=303)
n= n=
and STEP UP T2D data to assess the effect A~ ) .
. . igh risk of hepatic steatosis
of semaglutide on liver-related measures, (FLI >60), n (%) 1239 (94.4) 289 (95.1) 294 (97.0)
including steatosis, across both trials High risk of advanced fibrosis
g ' (FIB-4 >2.67), n (%) 11 (0.8) 2 (0.7) 2 (0.7)

BMI, body mass index; FIB-4, fibrosis-4 index; FLI, fatty liver index; HbA,. glycated haemoglobin; R, randomisation; s.c., subcutaneous; T2D, type 2 diabetes.
1. Wharton S, et al. Lancet Diabetes Endocrinol 2025,;13:949-963; 2. Lingvay I, et al. Lancet Diabetes Endocrinol 2025;13:935-948.



ALT improvements were greatest among participants with
elevated baseline ALT, and rates of 220% ALT reduction were
higher with semaglutide versus placebo in both ALT strata
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Conclusions

 In this pooled, post hoc analysis of STEP UP and STEP UP T2D, semaglutide
7.2 mg and 2.4 mg reduced ALT and hepatic steatosis burden more than
placebo over the 72-week treatment period.

« In STEP UP, liver fat measure by MRI was significantly reduced.
« These findings suggest a favourable impact of semaglutide on liver health,

even in a population with a relatively low baseline burden of metabolic
dysfunction-associated steatotic liver disease.
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Aim
= This analysis assessed the effect of semaglutide on lver-related
measures, induding steatosis, across both trials.

Introduction

In STEP UP and STE® UP T20, semaglutide 7.2 myg treatment

led to greater weight reductions than semaglutide 2.4 mg and
placebo; 20 7% versus 17.5% and 2.4% in participants with obesity
[body mass index [BMI] 230 kg/m’) without diabetes,’ and 14.1%
versus 10.7% and 3.6% in those with obesity and type 2 disbetes,’
respectively, based on the trial product estimand.

Methods

In this post foc analysis, observed in-trial data from STEP UF and

STEP UP T2D were pooled.

Pre-specified outcomes included change from baseline to week

72 im alanine aminotransferaze (ALT), analysed overall and by

baszaline ALT status.

Elevated ALT was defined as »35 WL for male participants

and =25 U/ for female participants; values at or below these

thresholds were classified a5 normal ALT.

ALT response was defined as a =20% reduction in ALT from

bazeline to wesk 72

Additional cutcomes induded:

- The proportion of participants achieving improvement in fatmy
Ireer imdex (FLI) risk category.

- Change im percenitage of lver fat determined by magnetic
FESOnance imaging-proton density fat fraction (MEL-PDFF) in
a STEP UP subpopulation, with semaglutide groups pooled.

All analyses were descriptive.

Results

+ Across both trials, 1312, 304 and 303 participants received
semagiutide 7.2 mg, semaglutide 2.4 mg and placebo,
respectively (Figure 11

Baseline characteristics wers comparable ifemale; 70.0%, B0.5%
and 65.7%; mean body weight 112.0, 113.3 and 112.3 kg mean
wiaist circumference: 119.2, 1199 and 120.4 cm; mean BMI: 395
kg/m? in each groug).

At baseline, participants had similar liver enzyme values for

ALT [29.3, 2904, 29.3 U/L), most participants were classified

as high risk of hepatic steatosis (FLI =60; S4.4%, 95.1%,

G704 and <1% met criteria for high risk of advanced fibrosis
(fibrosis-4 index =2.67)L

Arweek 72, among participants with elevared baseline ALT,
meedian ALT decreased by 16.0 WL with semaghutide (7.2 mg and
2.4 mgjversus 7.5 WL with placebo; a =20% ALT reduction was
achieved by B0.6% (7.2 mag), 78.8% (2.4 mg) and 5208 (placebao)
of participants {Figure ).

Among partidpants with FL =60 at baseline, high-risk status
improwved to how or moderate risk in 42 9% with semaglutide 7.2 mg
and 32.3% with 24 mig versus 10.7% with placebo (Figure 3).

In the MRI-FDFF subpopulation (n=40), mean liver fat decreased
from 8.8% to 3.1% by week 72 BE.5% of participants with
hepatic steatasis (=5% liver fat) at baseline reached liver fat
normalization by week 72 (Figure 4).

Conclusions

+ Semaglutide improved liver-related measures and steatosis
In adults with obesity, with and without T2D, suggesting a
favourable impact of semaglutide on liver health, even in a
population with a relatively low baseline burden of metabolic
dysfunction-assodated steatotic liver disease.

baseline ALT status

Median ALT change at week 72

Figure 2. Median ALT reductions and response rates with semaglutide versus placebo by
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Figure 1. Trial designs
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Figure 3. FLI risk category transitions among
participants with FLI >&0 at baseline
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Figure 4. Mean change in liver fat percentage
measured by MRI-FDFF

Baseline
8.8%

In the pooled semaghutide group

{r=a0), rean lver fat % decreasad
by 5.8 percentage points

3.1%

Wieek 72

Of the 26 participants with hepatic steatosis (=5% liver fat)
at baseling, BE.5% achieved liver fat <5% by week 72

Vaiues are rounded for presentation; changes were cakulated from
unrounded values.

MRI-PDFF, magnetic nesonance imaging-proton density fat fraction.
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