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■ Tirzepatide, a once-weekly glucose-dependent 
insulinotropic polypeptide (GIP)/glucagon-like   peptide-1 
(GLP-1) receptor agonist, demonstrated superior reduction 
in HbA1c and body weight vs comparators in participants 
with type 2 diabetes across the SURPASS 1-5 randomised 
clinical trials.1-5

■ The most common adverse events in tirzepatide-treated 
participants were gastrointestinal in nature and mainly 
occurred during the dose-escalation period.

Superior weight loss with tirzepatide 
vs comparators appears to be 
independent of reported nausea, 
vomiting, or diarrhea adverse events 
across the SURPASS 1-5 clinical 
trials
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This post hoc analysis evaluated the impact of nausea, 
vomiting, or diarrhea adverse events on weight loss with 
tirzepatide across the SURPASS 1-5 trials.
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Baseline Demographics and Clinical 
Characteristics by Subgroups 
Reporting (Yes/No) N/V/D

N/V/D (Yes)
(N=924)

N/V/D (No)
(N=2693)

Age, years 57.6 (10.5) 58.3 (10.2)

Female, n (%) 500 (54%) 1174 (44%)

HbA1c, mmol/mol 67.1 (10.0) 67.4 (10.7)

HbA1c, % 8.29 (0.91) 8.32 (0.98)

Duration of type 2 diabetes, 
years 9.1 (6.8) 9.5 (7.1)

Body weight, kg 92.0 (20.7) 93.7 (20.4)

BMI, kg/m2 33.6 (6.4) 33.6 (6.3)

Waist circumference, cm 108.8 (14.6) 109.8 (14.8)

eGFR, mL/min/1.73m2 92.1 (19.7) 91.5 (19.1)

Pooled Tirzepatide Data From the SURPASS 1-5 Trials

SUMMARY
■ Mean weight loss with tirzepatide was 

consistent in participants reporting 
nausea, vomiting, or diarrhea vs those 
who did not report these GI AEs.

■ Mediation analyses suggested minimal 
contribution of nausea, vomiting, or 
diarrhea in overall difference in weight 
change between tirzepatide and 
comparators across SURPASS 1-5 
studies.

Baseline demographics and clinical characteristics were 
similar between subgroups (reporting/not reporting any 

nausea, vomiting, or diarrhea)

Post Hoc Analysis
■ Participants within trials were subdivided into subgroups by 

self-reporting (yes/no) of any nausea, vomiting, or diarrhea.
■ Change from baseline in body weight at the time of the 

primary endpoint was assessed within each trial and 
subgroup.

■ Mediation analyses evaluated the contribution of direct and 
indirect (mediated by nausea, vomiting, or diarrhea) effects of 
tirzepatide on weight change vs comparators at the time of 
the primary endpoint.

Patients Reporting Nausea, Vomiting or Diarrhea 

Data are mean (SD) or n (%) from tirzepatide-treated participants on treatment without rescue 
therapy at the time of the primary endpoint. 
Abbreviations: BMI = body mass index; eGFR = estimated glomerular filtration rate; 
HbA1c = haemoglobin A1c; N/V/D = nausea, vomiting, or diarrhoea; SD = standard deviation.

Data are LSM (SE). mITT (efficacy analysis set). *p<0.01 and **p<0.001 vs comparator. 
Abbreviations: LSM = least-squares mean; mITT = modified Intent-to-Treat; SE = standard error. 

Trial
(Sample Size) Randomisation Ratio, 

Background Glucose-Lowering 
Therapy

Comparator Primary 
Endpoint

SURPASS-1 (N=478) 1:1:1:1, None Placebo QW Week 40

SURPASS-2 (N=1878) 1:1:1:1, + Metformin Semaglutide 
1 mg QW Week 40

SURPASS-3 (N=1437) 1:1:1:1, + Metformin ± SGLT-2i Titrated Insulin 
Degludec QD Week 52

SURPASS-4 (N=1995) 1:1:1:3, ± Metformin ±
Sulfonylurea ± SGLT-2i

Titrated Insulin 
Glargine QD Week 52

SURPASS-5 (N=475) 1:1:1:1, + Titrated Insulin 
Glargine ± Metformin Placebo QW Week 40

Description of SURPASS Study Designs Impact Of N/V/D On Weight Change Of Tirzepatide Vs 
Comparators

Abbreviations: QD = once daily; QW = once weekly; SGLT-2i = sodium-glucose cotransporter-2 inhibitor.

mITT population. 
Abbreviations: MET = metformin; mITT = modified Intent-to-Treat; N/V/D = nausea, vomiting, or diarrhoea; SGLT-2i = sodium-
glucose cotransporter-2 inhibitor; SU = sulfonylurea.
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