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Background, aim, and baseline characteristics

72-week treatment period0 72

Once-weekly s.c. semaglutide 7.2 mg

Once-weekly placebo

R

5:1:1

• Adults with BMI ≥30 kg/m2.
•Without diabetes │ T2D (HbA1c 7.0–10.0%).
• Evaluate the efficacy and safety of 
semaglutide 7.2 mg vs semaglutide 2.4 mg 
and placebo. 

1407 │ 512 participants

Once-weekly s.c. semaglutide 2.4 mg

Lifestyle intervention

Phase 3b, randomised, 
controlled, multinational, 
double-blind trials
(NCT05646706)
(NCT05649137)

Trial designs

STEP UP1 │ STEP UP T2D2

3:1:1

Aim: Post hoc analysis of pooled STEP UP 
and STEP UP T2D data to assess the effect 
of semaglutide on liver-related measures, 

including steatosis, across both trials

BMI, body mass index; FIB-4, fibrosis-4 index; FLI, fatty liver index; HbA1c, 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.

n=1005 │ 307

n=201 │ 103

n=201 │ 102

Baseline characteristics
Semaglutide 

7.2 mg 
(n=1312)

Semaglutide 
2.4 mg 
(n=304)

Placebo
(n=303)

High risk of hepatic steatosis 
(FLI >60), n (%) 1239 (94.4) 289 (95.1) 294 (97.0)

High risk of advanced fibrosis 
(FIB-4 >2.67), n (%) 11 (0.8) 2 (0.7) 2 (0.7)



ALT improvements were greatest among participants with 
elevated baseline ALT, and rates of ≥20% ALT reduction were 
higher with semaglutide versus placebo in both ALT strata

†Defined as ALT >35 U/L for males or >25 U/L for females; ‡Defined as ALT ≤35 U/L for males or ≤25 U/L for females; §Participants with BL and W72 ALT measurements; ¶Responders at week 72 

ALT, alanine aminotransferase; BL, baseline; n/N, number; W, week.
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Semaglutide 7.2 mg

Semaglutide 2.4 mg

Placebo

N§ 459 99 100 769 179 159
n at BL 489 108 118 823 196 185

(%)(U/L)

n at W72 459 99 100 769 179 159

n¶ 370 78 52 355 78 40



Semaglutide reduced hepatic steatosis burden across 
complementary non-invasive assessments

†n values differ from the randomised population because analyses were restricted to participants with FLI >60 at baseline and evaluable FLI data at week 72. 
‡In a STEP UP subpopulation (n=55). Values are rounded for presentation; changes were calculated from unrounded values.
FLI, fatty liver index; MRI-PDFF, magnetic resonance imaging-proton density fat fraction.
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In the pooled semaglutide 
group (n=40), mean liver 
fat % decreased by 5.8 

percentage points

Of the 26 participants with hepatic steatosis 
(>5% liver fat) at baseline, 88.5% 
achieved liver fat <5% by week 72

Mean change in liver fat % 
measured by MRI-PDFF‡

19.3% 67.7%13.0%

Semaglutide 7.2 mg (n=1160†)

Semaglutide 2.4 mg (n=269†)

Placebo (n=252†)

FLI risk category transitions among 
participants with FLI >60 at baselineConclusions

• 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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