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Review of the key results from the Swedish Obese Subjects
(S0S) trial — a prospective controlled intervention study of
bariatric surgery
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Review of the key results from the Swedish Obese Subjects
(S0S) trial - a prospective controlled intervention study of

bariatric surgery
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Obesity management is changing

Invasivity/Risk/Cost
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Once-Weekly Semaglutide in Adults
with Overweight or Obesity

C In-Trial Data at Wk 68
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Two-year effects of semaglutide in adults
with overweight or obesity: the STEP 5 trial

Body weight (%) change from baseline
N
o
|

== Semaglutide

Placebo

T T T 1 | | | |
0 4 8 1216 20 28 36 44 52

Time since randomization (weeks)

Mumber of participants
Semaglutide 152 150 151 151 151 152 152 149 146 149
Placebo 152 149 146 146 143 141 133 132 131 129

Garevy WT et al. Nat Med 2022;28:2083

140
116

92

137
117

I |
100104  104°

ETD-12.6
(Cl: =15.3 10 -9.8),
P < 0.0001

134 144
107 128



Tirzepatide Once Weekly for the Treatment of Obesity

B Percent Change in Body Weight by Week (efficacy estimand)

Overall mean baseline weight=104.8 kg
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Jastreboff AM et al. N Engl J Med 2022;387:205

C Participants Who Met Weight-Reduction Targets

Percentage of Participants

(treatment-regimen estimand)
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Triple-Hormone-Receptor Agonist
Retatrutide for Obesity — A Phase 2 Trial

B Attainment of Weight-Reduction Targets
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Will new pharmacological treatment for
obesity and early diabetes replace bariatric
surgery?

There is no magic bullet
for obesity

Lingway | et al. Lancet Diabetes Endocrinol 2023;11:541



Tirzepatide Once Weekly for the Treatment of Obesity

C Participants Who Met Weight-Reduction Targets
(treatment-regimen estimand)
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Effect of Laparoscopic Sleeve Gastrectomy

vs Laparoscopic Roux-en-Y Gastric Bypass

on Weight Loss in Patients With Morbid Obesity
The SM-BOSS Randomized Clinical Trial

A significant proportion
of patients do will not
achieve the target with
bariatric/metabolic
surgery

Peterli R et al. JAMA 2018;319:255
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Adjunctive liraglutide treatment in patients with persistent
or recurrent type 2 diabetes after metabolic surgery
(GRAVITAS): a randomised, double-blind, placebo-controlled
trial

RYGB or LSG patients with persistent or recurrent type 2 diabetes
at least 1 year after surgery from five hospitals in London, UK.

‘ 303 patients pre-screened ‘

v

‘ 96 assessed for eligibility ‘

16 ineligible
I 13 did not meet inclusion criteria
3 dedined to participate

r

‘ 80 randomly assigned ‘

v

v

53 assigned to liraglutide and included
in the intention-to-treat population
and safety analysis population

27 assigned to placebo and included in
the intention-to-treat population
and safety analysis population

5 discontinued treatment
2 unable to attend further study visits
1 due to deterioration of an

— undertying psychiatric condition

1 after diagnosis of lymphoma

1 after a reduction in eGFR inthe
context of chronic kidney disease

4 discontinued treatment
1 due to gastrointestinal side-effects
1 unable to attend further study visits

I  1died of pneumonia

1 due to deterioration of an
underlying psychiatric condition

v

h 4

48 completed the study and induded
in the complete-cases analysis
population

23 completed the study and induded
in the complete-cases analysis
population

Change in HbA,_from baseline

Change in weight from baseline (kqg)

(mmol/mal)

10+

—@- Placebo
—B- Liraglutide

p=0-01E

_5— .
LN
2 0-0001 .
NP 5<0.0001 p<0-0001
10 p<0-0001 ™ . I
— 1 a
-1& I I T I
B
2_
g]..:::.—._____.- s Sommmmmmoeneees -
_2 — ‘"'._ B
4 00001 W—
4 pe _ -
p<0.0001 - - *
-6 p<0-0001
p<0-0001
-8 I I T |
0 6 10 18 26

Time (weeks)

Miras AD et al. Lancet Diabetes Endocrinol 2019;7:549




Safety and Efficacy of Liraglutide, 3.0 mg, Once Daily vs Placebo
in Patients With Poor Weight Loss Following Metabolic Surgery
The BARI-OPTIMISE Randomized Clinical Trial

Inclusion criteria:
- Poor weight loss after MS (RYGB or LSG)
< 20% body weight loss at least 1 year after MS
- Suboptimal nutrient-stimulated GLP-1 response

< 2-fold increase in circulation GLP-1 between 0 and 30
min following a standardised 500 kcal mixed liquid meal

Mok J et al. JAMA Surg 2023;158:1003

154 Patlents assossed for eligibility

84 Excluded
80 md not meet Inclusion

Crikeria
4 Declined

35 Randomized to recelve lUraglutide
31 Received Uraglutide as

35 Randomized to recelve placebo
31 Recelved placebo as

randomized randomized
4 Did not recalve liraglutide 4 Did not recelve placebo
2 randomized &5 randomized
2 withdrew 3 withdrew
2 Lost to follow-up 1 Lost tofollow-up
! !
31 Included In Intentlon-to-treat 26 Included In Intentlon-to-treat
analysks analysls

30 Incheded In per-protecol analysls

23 Inclueded In per-protocol analysis




Safety and Efficacy of Liraglutide, 3.0 mg, Once Daily vs Placebo
in Patients With Poor Weight Loss Following Metabolic Surgery
The BARI-OPTIMISE Randomized Clinical Trial
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Life Expectancy after Bariatric Surgery
in the Swedish Obese Subjects Study

Proportion Surviving

= Reference: 125 deaths; rate, 5.2/1000 person-yr

[95% CI, 4.4-6.2)

= Surgery: 457 deaths; rate, 10.7 /1000 person-yr

[95% CI, 9.7-11.7)

0.1 | == Control: 539 deaths; rate, 13.2/1000 person-yr

[95% CI, 12.1-14.3)
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Semaglutide and Cardiovascular Outcomes
in Obesity without Diabetes

A Primary Cardiovascular Composite End Point D Death from Any Cause
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TREATING OBESITY TO TARGET
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