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Introduction and methods

« Guidelines recommend blood pressure targets of <130 mmHg for SBP and <80 mmHg for DBP in most adults!.?

« In the STEP UP trial of adults with obesity without type 2 diabetes, once-weekly subcutaneous (s.c.)
6&? semaglutide 7.2 mg vs placebo led to the following outcomes at week 72:3"

— Greater body weight loss (—=20.7% vs —2.4%)
— A higher proportion of participants (pts) attaining =25% weight loss (93.2% vs 35.7%)
— Greater reductions in SBP/DBP (-10.9/—4.9 mmHg vs —4.1/—-2.1 mmHgQg)

« Pts (N=1407) were randomised 5:1:1 to once-weekly s.c. semaglutide 7.2 mg, s.c. semaglutide 2.4 mg, or

« STEP UP was a phase 3b, randomised, double-blind, placebo- and active-controlled trial (NCT05646706)3
placebo, in addition to lifestyle intervention, for 72 weeks3

This post hoc analysis of STEP UP by treatment group compared:

« Change in SBP in the overall study population and in pts with resistant hypertension™
« Proportion of pts (overall/with resistant hypertension*) attaining SBP/DBP targets

« Change in SBP across baseline subgroups (BMI, sex, HbA,. and SBP)"

'Data are for the efficacy estimand,; *Resistant hypertension defined as receiving 23 antihypertensive agents (where =1 was a diuretic) at baseline.
BMI, body mass index,; BP, blood pressure; DBP, diastolic blood pressure; HbA,, glycated haemoglobin, pts, participants; SBP, systolic blood pressure; s.c., subcutaneous.
1. Mancia G et al. J Hypertens 2023,;41:1874-2071,; 2. Jones DW et al. J Am Coll Cardiol 2025;86:1567-1678; 3. Wharton S et al. Lancet Diabetes Endocrinol 2025;13(11):949-963 (and Supplementary Appendix).

Hjelmesaeth J et al. Presented at the 62" Annual Meeting of the European Association for the Study of Diabetes (EASD), 28 September-2 October 2026, Milan, Italy.



Change in SBP (A) and the proportion of pts reaching the
SBP/DBP target of <130/80 mmHg (B) by treatment group at
week 727
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In the overall trial population, once-weekly s.c. semaglutide produced greater SBP

reductions and enabled more pts to achieve SBP/DBP targets (<130/80 mmHg) vs placebo

B semaglutide 7.2 mg
] Semaglutide 2.4 mg
Placebo

Week 72 responses were analysed by MMRM with randomised treatment, subgroup, and treatment-by-subgroup interaction as factors and baseline value as a covariate, all nested within visit. *Data
are for the efficacy estimand. *Resistant hypertension defined as receiving 23 antihypertensive agents (where 21 was a diuretic) at baseline. BL, baseline; CI, confidence interval, DBP, diastolic blood
pressure; ETD, estimated treatment difference; n, number of pts in the full analysis set (overall trial population or pts with resistant hypertension at week 72); MMRM, mixed model for repeated
measurements; OR, odds ratio; pts, participants; SBP, systolic blood pressure. 1. Wharton S et al. Lancet Diabetes Endocrinol 2025;13(11):949-963, Supplementary Appendix.
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Effect of semaglutide 7.2 mg on SBP vs placebo across
baseline subgroups at week 727

Estimated change from baseline Favours
in SBP (mmHg) semaglutide 7.2 mg

Interaction

sle Ul

Group (baseline) n - i Semaglutide 7.2 mg vs placebo ETD [95% CI] p-value
All participants! 1206 -10.9 -4.1 —a— -6.7 [-8.8 to -4.6] N/A
Subgroup
BMI <40 kg/m?2 705 -11.7 -3.7 —a— -8.0 [-10.8 to -5.2]
BMI =40 kg/m?2 501 -9.7 -4.6 —a— -5.1 [-8.3 to -1.9] 0.1829
Female 900 -11.0 -4.1 —a— -6.9 [-9.4 to -4.4]
Male 306 -10.3 -4.4 ! L i -5.9 [-9.8 to -2.0] 0.6819
HbA,. <5.7% 586 -11.1 -3.5 —a— -7.6 [-10.7 to -4.6]
HbA,. 25.7%-<6.0% 379 -10.6 -4.9 I i i -5.7 [-9.5 to -2.0]
HbA,. 26.0% 241 -10.6 -4.7 I i i -5.9 [-10.5 to -1.3] 0.6905
SBP <130 mmHg 539 -5.6 0.9 —a— -6.5[-9.7 to -3.3]
SBP =130 mmHg 667 -15.1 -8.3 —a— -6.8 [-9.6 to -4.0] 0.8997
SBP <140 mmHg 892 -8.3 -1.4 —a— -6.9 [-9.3 to -4.4]
SBP =140 mmHg 314 -18.3 -12.2 L i i -6.1 [-10.1 to -2.1] 0.7520
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Q) Once-weekly s.c. semaglutide 7.2 mg provided consistent reductions in SBP vs placebo across clinically
CEV relevant baseline subgroups, with no heterogeneity between these subgroups

Week 72 responses were analysed by MMRM with randomised treatment, subgroup, and treatment-by-subgroup interaction as factors, and baseline value as a covariate, all nested within visit. Interaction p-values are
for the treatment-by-subgroup interaction. *Data are for the efficacy estimand.

BMI, body mass index,; CI, confidence interval, ETD, estimated treatment difference; HbA,. glycated haemoglobin; MMRM, mixed model for repeated measurements; n, number of pts in the full analysis set per
group/subgroup; N/A, not applicable; SBP, systolic blood pressure. 1. Wharton S et al. Lancet Diabetes Endocrinol 2025;13(11):949-963,; Supplementary Appendix.
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Aim

This analysis compared systalic blood pressure (SEP)
changes by baseline subgroups and the proportion of
participants {pts) attaining cument guideline targets for
SBPfdixstolic blood pressune (DBF) (130080 mimiHg).

Introduction
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Methods

STEP UP was a phase 3b, randomised, double-biing,
placebo- and active-controlled trial (NCTOS546706)°
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Figure 1. STEP UP trial design (N=1407)
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Results
= Inthe overal trid population,” baseline characteristics were generally weell balanced scross trestrment groups | Table 1)

= Prs with resistant hypertension tended o be older, mare el ta be male and have higher BMI and 58P st bassline across trestrment
groups compansd with the cverall trial population.

Table 1. Demographics and baseline characteristics
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= In the overall trial population, boath semaglutide doses led to numerically greater SBP reductions than placebo at week 72 (-10.9
mmHg, -9.4 mmkg and -4.1 mmig with semaglutide 7.2 mg, sermaglutide 2.4 mg and placebs, respectively) (Figure 20F

- Estimated treatrnent difference (ETD) with 35% confidence interval {CT) for semaglutide 7.2 mg vs placebo=-6.7
(8.8 1o ~4.6F peoOuD00.

- ETD{%5% CT) for sermaglutide 7.2 mg ve 2.4 mg=-1.5 (-3.5 to 0.5} p=0.15.

In s with resistant hypertension, mean SBP changes wene -18 mimHg, -B.2 mmHg and -4.0 mmidg with sermaglutide. 7.2 mg,
semaglutide 2.4 mg and placeba, respectively, with no Sgnificant ETD:S between trastrent groups (Figure 203

In the owverall erial population, more pis attained SBP/DBP targets (<1380 rmmibg) with either semaglutide dase than with placebs
at week 72 (43 5%, 47.8% and 34 3%, with serraglutide 7.2 mg, semaglutide 2.4 mg and placsho, respectively) (Figure 287

= Ouids Rastic {OR] (%5% CT) for sermaglutide 7.2 mg va placebo=1.9 (1.4 to 26k p=0.001.
- DR (95% CI) for semaglutide 72 mg v 2.4 mg=1.1 (0.8 to 1.4} p=0.6E..

In pts with resiEtant hypertendion, the proportion attaining SER/DPE targets were 38.5%, 42.9% and 25.0% with semaglutide
7.2 mg, semaglutide 2.4 mg and placebo, respecively, with no significant ORsS between trestment groups (Figure 28}

Figure 2. Change in SBP (4) and the proportion of pts reaching the SBF/DBP target of
<130/&0 mmHg (B) by treatment group at week 72'
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Figure 3. Effect of semaglutide 7.2 mg on SBP vs placebo (&) and vs results
semaglutide 2.4 mg (B) across baseline subgroups at week 72
A. Estimated change lrom basel
&
Greug|baseling) Semaglutide 7.2 mg vs placebo ETD (S €1 m:,,:_“
all ks 1206 109 41 = = 6.7 [-BLB 5 -d6] MiA
Subgroup
EMl <l gyt TiiE -1y a7 —— £ -0 -5 3]
M a0 ki s ¥ -5 —— SRS e-1.9] ERFS
Famale W EIT -1 il .80 -]
Male 06 ETE 44 —— ELIR T Ere
Histo, <5 P ShE -1 ST —a— ~TE[-HLF 1 -46]
HbA,, k5.7 -6.0% 379 -6 -4 —a— 5.7 -5 -2
Hilsho, 6.0 i -85 47 —a— A0S -] QS
SEP I mmHg S8 A6 o —— 5|07 8s-13]
SEP I 30mmHy AT Y i3 —a— . |- -0 T
SaPctalmeHg N2 43 A —— -89 8 -44]
SEF z1 40 mmrg Fid -183 122 —— -1 [~ be-21] BTSN
2-ME-654-20 2 4 & 81012
ETE: [85 % CT] in 3P jmmHg)
B.
e
Groug (baseline) ETD @5 O) w;_mu:"
All pis? -1 5[-35 m05] M
Subgroup
Ml <80 kit & 17 - -2E[-53 1]
Ehl 240 kyim? =7 E a3 a2 [-24w 33 airE
P o =110 -6 =04 [-16 15 1.0]
Malr e -3 -1 A0 [-6F 8] D3I
HbA, 5 7% iy -111 T =17 =8 15 1.1]
Hiiho, 257 8 356 ETTS - RETRTE |
HbsA,, 6 M T ETTS a2 A58 1 31] Ay
SEP I mEH 546 a5 -7 -0[-38 1= 28]
SEP 1 30 Mg =] -151 133 RETETYENL] LTSt
SEF A mmHg W7 43 18 -1 3[-35 1= 1.0
SEF x140 Hy i -143 =150 2 A B8 2] QELTY
S2-0-B-6-4-20 2 4 & & 1012
ETE: [95 % CT1 in S3P (mmHg)
! e weere ] Loy MM it richors e Iemetrrenl, s ubrgp o e rml by bgroup it bon i Gty acel baekin vaiue o
ke, all et withic i et aclion pestbon, e for 2 by webgroup nteraction Tl ane for S eMcey el
arficturn irbmrwal ETD, o riated 2 diffarence; HhA,  ghytatid Fuaersogobin MM, mined ol for najaatad firarsed s
1, Pusbar of i in B Full anakli sel pir groustabgror; M, notapolicabin SB9, syslolkc biood pressrs.

= Atweek 72, reductions in SEP were consistently greater with semaglutide 7.2 rmg ws placebo and tended to be numerically
greater vs semag|utide 2.4 mg, across dinically relevant beseline subgroups of BMI, sex, Hhi,_ and SBF, with no evidence of
heterageneity between these subgroups (Figures 34 and 38
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Conclusions

«  Inithe averall trial populstion, once-weekly s.c. sernaglutide 2.4 rmg and 7.2 mg produced greater reductions in SBP and
enabled mare participants to achieve cument guideline SBRDEP targets of <130/0 mmHg compared with placebo.
+  Once-weekly 5.0 sermaglutide 7.2 mg corsistently reduced SBP vs placebo acrass dinically relevant baseline subgroups

(BM, sex, HbA, and SBP), with no between-subgroup heterogensaity, and a tendency toward greater reductions than with
sermaglutide 2.4 mg.
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