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SURMOUNT-5: Study Design in People with Obesity  

3

A Phase 3b, 72-Week, Multicenter, Randomized, Controlled, Parallel-Arm, Open-Label Trial. 

MTD=maximum tolerated dose.

Data from Aronne LJ, et al. N Engl J Med 2025; in press.

• Stratification factors: prediabetes status at randomization, sex, and BMI <35 vs ≥35 kg/m2

• US only to limit risk to semaglutide supply; US semaglutide label update July 2023, 1.7mg added as maintenance dose



Baseline Clinical Characteristics
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The baseline clinical characteristics were well balanced across the treatment groups.

Note: Data are mean ± SD, unless otherwise indicated.
aThe value of the eGFR was calculated according to the serum creatinine-based CKD-EPI equation.

CKD-EPI=chronic kidney disease epidemiology collaboration; eGFR=estimated glomerular filtration rate; FSG=fasting serum glucose; HbA1c=glycated hemoglobin; HDL=high-density 

lipoprotein; LDL=low-density lipoprotein; mITT=modified intent-to-treat; MTD=maximum tolerated dose; SD=standard deviation; VLDL=very-low-density lipoprotein.

Data from Aronne LJ, et al. N Engl J Med 2025; in press.



Participant Disposition
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Participant disposition from randomization to primary endpoint.

Data from Aronne LJ, et al. N Engl J Med 2025; in press.
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Weight Reduction from Baseline to Week 72: percent change

***p<0.001 vs semaglutide. Data are LSM ± 95% CI. 

Data from Aronne LJ, et al. N Engl J Med 2025; in press.

Tirzepatide 15 mg or MTD

Semaglutide 2.4 mg or MTD
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Week 4 through Week 60 data were not controlled for multiplicity.
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Weight Reduction from Baseline to Week 72: by sex
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Week

Overall mean baseline weight = 105.7 kg

Female

Week

Overall mean baseline weight = 126.9 kg

Male
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***p<0.001 vs semaglutide. Data are LSM ± 95% CI. Weight reduction by sex was not controlled for multiplicity. 

Data from Aronne LJ, et al. N Engl J Med 2025; in press.
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***p<0.001 vs semaglutide. Error bars indicate standard error (SE). The ≥30% weight reduction threshold was not controlled for multiplicity. 
Data from Aronne LJ, et al. N Engl J Med 2025; in press.
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Treatment Emergent Adverse Events

With ≥5% Frequency in Any Treatment Group        1 of 2
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Data are number of participants (%).

Data from Aronne LJ, et al. N Engl J Med 2025; in press.



Adverse Events of Special Interest
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In SURMOUNT-5, there were no incidences of:

• Death

• Adjudicated MACE

• Hypoglycemia level 3

• Thyroid malignancies 

and C-cell hyperplasia

• Severe or serious major 

depressive disorder, 

suicidal ideation, or 

suicidal behaviors
Data are number of participants (%).

Data from Aronne LJ, et al. N Engl J Med 2025; in press.

• Severe or serious 

hypersensitivity events

• Severe or serious 

injection site reactions



SURMOUNT-5 Key Takeaways

• Over 72 weeks, tirzepatide MTD was statistically and clinically 

superior to semaglutide MTD for weight reduction

• A higher proportion of participants achieved all weight reduction 

targets with tirzepatide MTD compared to semaglutide MTD

• Participants on tirzepatide MTD achieved statistically and 

clinically superior reduction in waist circumference than those on 

semaglutide MTD

• The overall safety and tolerability profile of tirzepatide and 

semaglutide in participants with obesity are consistent with the 

known safety profile of each molecule
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Conclusion

• Tirzepatide: more weight loss

• Semaglutide: cardiovascular outcome data

• Maximum tolerable dose

• Maximum affordable dose

• Slow and steady wins the race 

26
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