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-14.6 (99.4 cm)

• BMI ≥30 kg/m2

• BMI ≥27 kg/m2 with ≥1 

weight-related complication 

(hypertension, 

dyslipidemia, obstructive 

sleep apnea, 

cardiovascular disease)

Statistically significant difference in weight 

reduction with TZP MTD dose compared with 

placebo after randomization

Participants Achieving Body Weight 

Reduction Thresholds

(Efficacy Estimand)

The efficacy and safety of tirzepatide, a GIP and GLP-1 receptor agonist, after intensive lifestyle intervention in adults with overweight or obesity

EFFICACY

A Study of Tirzepatide (LY3298176) in Participants After Intensive Lifestyle Intervention                                    SURMOUNT-3

Phase 3

Obesity/

Overweight, 

without T2D

Global Double-

blind

N=579*

Change in Body Weight (%) From 

Baseline to 72 Weeks

(Efficacy Estimand)

SAFETY

The most common AEs with TZP were 

gastrointestinal, and most were mild to moderate in 

severity, occurring primarily during dose escalation

TZP MTD vs. PBO P Value

ETD (%)

(95% CI)

-24.5

(-26.1, -22.8)
<0.001

Overview of AEs; 

Participants (%) 

PBO

(N=292)

TZP MTD

(N=287)

TEAEs 76.7 87.1

SAEs 4.8 5.9

Deatha 0.3 0.3

AEs leading to 

discontinuation of 

drugsb

2.1 10.5

GI AEs (% of participants)

Nausea 14.0 39.7

Diarrhea 9.2 31.0

Vomiting 1.4 18.1

Constipation 6.8 23

Dyspepsia 3.1 9.4

INCLUSION CRITERIASTUDY DESIGN INTERVENTIONS

• Significantly greater proportion of participants on TZP 

MTD achieved body weight reductions of  ≥5%, 

≥10%, ≥15%, and ≥20% from randomization than 

those on placebo

• More participants on TZP MTD achieved a 

prespecified exploratory endpoint of ≥25% body 

weight reduction than those on placebo

Conclusion: In this 72-week study in participants with overweight or obesity, after intensive lifestyle intervention, TZP MTD QW provided substantial and clinically meaningful reduction in body weight, and exhibited a safety profile 

comparable to other injectable incretin-based treatments used for weight management. 

Wadden TA, et al. Nat Med. 2023;doi: 10.1038/s41591-023-02597-w. (Ahead of Print).
AE=Adverse Event; BMI=Body Mass Index; CI=Confidence Interval; ETD=Estimated Treatment Difference; GI=Gastrointestinal; GIP=Glucose-dependent Insulinotropic Polypeptide; GLP-1 RA=Glucagon-like Peptide-1; HDL-C=High-density Lipoprotein Cholesterol; LDL-C=Low-density Lipoprotein Cholesterol; MTD=Maximum Tolerated Dose; OR=Odds Ratio; 
PBO=Placebo; QW=Once Weekly; SAE=Serious Adverse Event; SBP=Systolic Blood Pressure; TEAE=Treatment-emergent Adverse Event; TZP=Tirzepatide; T2D=Type 2 Diabetes.  

aDeaths are also included as SAE and discontinuations due to adverse event. bOnly adverse events occurring in ≥2 participants in any treatment group are presented.

Additional efficacy (not controlled for type I error): TZP MTD achieved greater improvement than with placebo for mean percent change in lipid parameters including decrease in triglycerides (-25.8% vs. 3%), decrease in non-HDL-C (-9.8% vs. 5.6%), decrease in total cholesterol         (-3.0% 

vs. 5.2%), decrease in LDL-C (-6.1% vs. 6.1%), and increase in HDL-C (15.4% vs. 3.6%) along with decrease in mean change in SBP (-5.1 mmHg vs. 4.1 mmHg) from randomization at 72 weeks.

▪ ≥25% weight loss is an exploratory endpoint and not 

controlled for type I error
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Overall mean baseline weight = 224.7 lb
          (At Randomization)
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Participants Maintaining ≥80% of the

Body Weight Lost During 12-Week

Lead-in Period (Efficacy Estimand)

0

10

20

30

40

50

60

70

80

90

100

P
a
rt

ic
ip

a
n

ts
 (

%
) 

M
a

in
ta

in
in

g

≥
8
0

%
 o

f 
th

e
 L

o
s
t 

B
o

d
y

 W
e

ig
h

t

37.8

98.6

Significantly greater proportion of participants on 

TZP MTD dose maintained ≥80% of the body 

weight lost during 12-week lead-in period than 

those on placebo at 72 weeks  

TZP MTD

Placebo

TZP MTD vs. PBO P Value

OR

(95% CI)

101.6

(39.2, 263.6)
<0.001

TZP MTD

Placebo

TZP MTD

Placebo

Change in Body Weight (%) During 12-

Week Lead-in and Total at 72 Weeks

(Efficacy Estimand)

Greater reduction in total weight with TZP MTD dose 

compared with placebo from start of lead-in period to 

72 weeks

*Randomized population at week 0

• Age ≥18 years • ≥1 Self-reported, 

unsuccessful 

dietary effort to 

lose body weight

TZP MTD vs. PBO
*for total 

weight 

reductionETD* (%)

(95% CI)

-22.8

(-24.3, -21.2)
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Overall mean baseline weight = 241.4 lb

(At start of lead-in period)


