
Results
• In the FAS (n=384), baseline demographics and clinical 

characteristics were similar across treatment groups

– 262 (68.2%) female, 301 (78.4%) White, 40 (10.4%) 
Asian, and 37 (9.6%) Black; overall mean age 49.1 years, 
BMI 37.1 kg/m2, weight 105.7 kg, waist circumference 
113.4 cm, SBP 125.6 mmHg, DBP 81.3 mmHg. At 
baseline, 133 (34.6%) participants had hypertension 
and 108 (28.1%) had dyslipidemia

Hypertension at baseline
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B. Actual treatment

10

5

0

–5

–10

–15

–20

–25

–30

n=17 n=16 n=20 n=16 n=17

Yes

M
ea

n 
± 

SD
 a

bs
ol

ut
e 

ch
an

ge
 in

 S
BP

 
fr

om
 b

as
el

in
e 

at
 

W
ee

k 
46

, m
m

H
g

–7.9 –8.3 –7.5 –7.0
–3.0

10

5

0

–5

–10

–15

–20

–25

–30

n=34 n=27 n=30 n=30 n=30

No

–2.8
–6.6

–9.7 –12.0

–6.7

Survodutide 0.6 mg Survodutide 2.4 mg Survodutide 3.6 mg Survodutide 4.8 mg Placebo

Descriptive statistics are presented. aDefi ned as: before and at screening.
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Objective
• To further analyze the phase 2 trial of survodutide in 

people living with overweight or obesity (BMI ≥27 kg/m2), 
to explore:

– The effect of survodutide on cardiometabolic 
parameters in this trial cohort

Conclusions
• Survodutide was associated with clinically meaningful 

improvements in cardiometabolic parameters in people 
living with overweight or obesity

• Reductions were observed in BP (regardless of 
hypertension status at baseline), waist circumference, 
and plasma TG 
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Introduction
• Obesity increases the risk of cardiovascular disease 

and contributes to cardiovascular risk factors, such as 
hypertension and dyslipidemia.1 The risk of cardiometabolic 
disease is reduced following sustained body weight 
reduction in individuals with obesity1

• Combining GCGR agonism with GLP-1R agonism may 
enhance body weight reduction by increasing energy 
expenditure, as well as decreasing food intake2

• Survodutide (BI 456906) is a GCGR/GLP-1R dual agonist 
under investigation for chronic weight management in 
people living with obesity3

• In a multinational phase 2 trial in individuals with overweight 
or obesity and without diabetes (NCT04667377), 
survodutide elicited up to 18.7% mean reduction in body 
weight after 46 weeks of treatment (according to actual 
maintenance doses)4

Methods
• The trial design is shown in Figure 1.4 Here, changes from 

baseline to Week 46 were evaluated for BP (by presence/
absence of hypertension before and at screening), waist 
circumference, and lipid parameters (TG, HDL, VLDL, LDL, 
TC, and non–HDL-C)

• Data were analyzed for all participants receiving ≥1 dose 
of study drug with data for ≥1 effi cacy endpoint (i.e. FAS), 
according to doses received during the maintenance period 
(actual treatment), and according to doses assigned at 
randomization (planned treatment) using on-treatment data

• MMRM was used to generate estimates of mean absolute 
changes from baseline in SBP, DBP, and waist circumference 
at Week 46 for each dose group

Figure 1. Trial design

BP parameters: change from baseline to 
Week 46

• Reductions in mean SBP (and DBP; data not shown) at 
Week 46 were observed in all survodutide dose groups 
tested; similar results were observed by planned and actual 
treatment (Figure 2)

Figure 2. MMRM estimates for change in SBP from 
baseline to Week 46 (FAS, on-treatment data)

Waist circumference: change from baseline to 
Week 46

• Mean waist circumference at Week 46 was lower in all 
survodutide dose groups tested. The reductions were of a 
similar magnitude when participants were analyzed by 
planned and actual treatment received (Figure 4)

Figure 4. MMRM estimates for change in waist 
circumference from baseline to Week 46 
(FAS, on-treatment data)

Lipid parameters: change from baseline to 
Week 46
– Mean plasma TG concentrations were decreased in all 

survodutide dose groups analyzed according to planned 
treatment (Table 1). Mean HDL concentrations were 
relatively unchanged

– VLDL concentrations were lower in participants receiving 
survodutide, but not in those receiving placebo. There was 
no consistent pattern to the observed changes in plasma 
levels of LDL, TC, and non–HDL-C (data not shown) 

– The proportion of participants with and without dyslipidemia 
at Week 46 was largely unchanged from baseline

Table 1. Change in lipid parameters from baseline to 
Week 46 (FAS, planned treatment, on-treatment data)

Change from baseline, 
mean (± SD)

Survodutide 
0.6 mg
(n=77)a

Survodutide 
2.4 mg
(n=78)a

Survodutide 
3.6 mg
(n=76)a

Survodutide 
4.8 mg
(n=76)a

Placebo
(n=77)a

TG

Baseline, mg/dL 147.6 (± 79.6) 143.3 (± 78.2) 137.4 (± 62.6) 134.6 (± 56.6) 115.8 (± 52.0)

Absolute change, mg/dL –31.1 (± 49.8)
n=46

–46.9 (± 52.4)
n=45

–50.4 (± 62.4)
n=50

–30.7 (± 58.3)
n=48

–1.6 (± 40.7)
n=46

% change –16.7 (± 26.6)
n=46

–27.3 (± 22.8)
n=45

–27.7 (± 24.9)
n=50

–19.9 (± 30.8)
n=48

5.7 (± 36.4)
n=46

Baseline, mmol/L 1.7 (± 0.9) 1.6 (± 0.9) 1.6 (± 0.7) 1.5 (± 0.6) 1.3 (± 0.6)

Absolute change, mmol/L –0.35 (± 0.56) –0.53 (± 0.59) –0.57 (± 0.70) –0.35 (± 0.66) –0.02 (± 0.46)

HDL

Baseline, mg/dL 51.3 (± 12.8) 50.9 (± 14.0) 50.4 (± 12.7) 54.0 (± 14.6) 54.1 (± 13.5)

Absolute change, mg/dL –0.6 (± 6.9)
n=46

2.9 (± 8.7)
n=45

–0.5 (± 6.4)
n=50

–0.3 (± 9.1)
n=48

0.1 (± 6.0)
n=46

% change 0.5 (± 14.8)
n=46

8.0 (± 17.4)
n=45

0.2 (± 12.0)
n=50

1.4 (± 17.2)
n=48

0.3 (± 11.4)
n=46

Baseline, mmol/L 1.3 (± 0.3) 1.3 (± 0.4) 1.3 (± 0.3) 1.4 (± 0.4) 1.4 (± 0.4)

Absolute change, mmol/L –0.02 (± 0.18) 0.08 (± 0.23) –0.01 (± 0.17) –0.01 (± 0.24) 0.00 (± 0.16)

VLDL

Baseline, mg/dL 29.0 (± 14.2) 27.6 (± 13.2)
n=77 27.5 (± 12.5) 26.9 (± 11.3) 23.2 (± 10.4)

Absolute change, mg/dL –6.4 (± 10.0)
n=45

–8.3 (± 8.0)
n=44

–10.1 (± 12.4)
n=50

–6.2 (± 11.7)
n=48

–0.4 (± 8.1)
n=46

% change –17.2 (± 26.6)
n=45

–26.6 (± 22.4)
n=44

–28.0 (± 24.6)
n=50

–20.4 (± 31.1)
n=48

5.5 (± 36.4)
n=46

Baseline, mmol/L 0.8 (± 0.4) 0.7 (± 0.3) 0.7 (± 0.3) 0.7 (± 0.3) 0.6 (± 0.3)

Absolute change, mmol/L –0.17 (± 0.26) –0.21 (± 0.21) –0.26 (± 0.32) –0.16 (± 0.30) –0.01 (± 0.21)

Descriptive statistics are presented. Data are presented in conventional (mg/dL) and SI units (mmol/L). Conversion 
of TG from mg/dL to mmol/L: value in mg/dL is multiplied by 0.01129 (or divided by 88.57); conversion of HDL and 
VLDL from mg/dL to mmol/L: value in mg/dL is multiplied by 0.02586 (or divided by 38.67).
an stated if value differs from baseline.
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Numbers per dose group are given as n at Week 46/N at baseline.

Adults with BMI ≥27 kg/m2, 
stable body weight, 

and without diabetes 
at screening;

N=387

Primary endpoint:
% change in body weight 

baseline to Week 46

Secondary endpoints:
Body weight reductions 

≥5%, ≥10%, ≥15%;
Absolute change in 

body weight, 
waist circumference, 

SBP, DBP baseline 
to Week 46

Safety:
AEs; changes in vital signs

(Dosing: Once-weekly, SC)

(NCT04667377
EudraCT 2020-002479-37)

Survodutide 0.6 mg; n=77

Survodutide 2.4 mg; n=78

Survodutide 3.6 mg; n=77

Survodutide 4.8 mg; n=77

Placebo; n=77

Week –12 to –1 0 Up to 20 46 EoS

Screening Dose escalationa Dose maintenanceb FU

aIn Weeks 11–20, tolerability was assessed every 2 weeks; if GI AEs were intolerable, the participant remained on the 
same dose for another week prior to dose escalation. bParticipants who did not tolerate treatment due to GI AEs during 
dose escalation could remain on a lower survodutide dose (than the dose allocated to them at randomization) for the 
duration of the maintenance phase. Participants who could not tolerate the lowest survodutide dose tested (0.6 mg) 
despite all the efforts taken discontinued treatment.
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• Reductions in SBP (and DBP; data not shown) were comparable 
when participants were analyzed according to the presence or 
absence of hypertension at baseline (Figure 3). SBP reductions 
were slightly larger in participants who were normotensive 
at baseline

Figure 3. Change in SBP from baseline to Week 46 by 
hypertension status at baselinea (FAS, on-treatment data)

Safety
• Dyslipidemia: 2 AEs with survodutide (n=1 each for 2.4 mg and 

3.6 mg dose groups); 1 AE with placebo; all AEs were 
mild, non-serious, and did not result in discontinuation of 
study medication

• Hypotension: 5 AEs with survodutide (n=1 with underlying 
hypertension); 1 AE with placebo (with underlying 
hypertension). Orthostatic hypotension: 2 AEs with 
survodutide. All AEs were non-serious, but 1 AE was severe 
(participant in survodutide 4.8 mg-dose group with 
underlying hypertension)

– In participants who were normotensive at baseline, 
SBP reductions were not associated with any serious or 
severe hypotensive episodes


