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Introduction
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In the US, the prevalence of obesity is increasing. In In the phase 3a STEP 1 study, once-weekly
addition to increased health risks and reduced subcutaneous semaglutide 2.4 mg provided
quality of life, employees with obesity are more clinically relevant weight loss in adults with

likely to experience increased absenteeism, overweight or obesity,? leading to its FDA approval
premature disability and reduced productivity’ for weight management in June 2021
\ J .

This post-approval pragmatic study evaluated the real-world comparative effectiveness of once-weekly
subcutaneous semaglutide 2.4 mg versus other commercially available AOMs on body weight reduction in
adults with obesity in a multiple-employer US setting

AOM, anti-obesity medication; FDA, US Food and Drug Administration.
1. Yaborough CM, et al. J Occup Environ Med. 2018,60(1):97-107. 2. Wilding JPH, et al. N Engl ) Med. 2021,;384:989-1002.
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Study design
e (i

* BMI: 230 kg/m?

* Employed at randomisation
* No history of type 1 or type 2 diabetes mellitus

Trial information

Interventional, 1:1 randomised, open-label,
parallel-group, active comparator-controlled, 2-
armed pragmatic study in a multiple employer
setting in the US

* Loma Linda University
* Inland Empire Health Plan

Semaglutide 2.4 mg s.c. once weekly (n=250)

Week 0 Mid-point visit Week 52
Screening/randomisation End of
visit(s) study visit

|

One-year treatment period*
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Study interventions

Semaglutide 2.4 mg
(Wegovy®)

Randomised treatments

/4

Chosen at investigator discretion:

y

4

Other AOMs

Orlistat (Xenical®)

Phentermine/topiramate ER
(Qsymia®)
Naltrexone/bupropion ER
(Contrave®)

Liraglutide 3.0 mg (Saxenda®)

* Dispensed by a pharmacy (drug was not provided)

* Partial reimbursement (copay assistance) was provided for out-of-pocket costs
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Treatment switching

« Semaglutide group -
switching to other AOM was
not allowed

« Other AOM group -
switching between other
AOMs was allowed at
investigator discretion



Study endpoints

Change at Week 52
|

= & &
[u[a]u]
000
Primary Confirmatory Select Supportive Exploratory
secondary secondary

« Treatment satisfaction
assessed by TSQM-9
Global Satisfaction
total score

« Achieving body weight
reduction >10.0%

* Achieving body weight
reduction 215.0%, >20.0%

* Body weight (%)

+ IWQOL-Lite-CT

physical function

* Achieving IWQOL-Lite-CT
physical function domain

domain score score change >14.6

« Covered by study product
>80% of days
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Statistical analysis strategies

Observed Data

l

In-Study

All observations
irrespective of
adherence to
treatment and

initiation of
other

anti-obesity

therapies*

l

Adherent

All observations
while adherent
to treatment
and not
initiating other
anti-obesity
therapies*

Analysis Methods

l

ITT-based results
(treatment policy estimand)

l

Treatment regimen
estimand

The effect of getting the drug
prescribed ('ITT’)
(Average effect of exposure, adherence,
tolerability and safety)
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MMRM-based results
(hypothetical estimand)

l

Efficacy
estimand

The effect of taking the drug as
intended (‘per protocol’)
(Average effect of exposure)



Participant disposition and treatments

Last dose for treatment

Screened completers - Semaglutide Other AOMs
N=565 Observed data - In-Study Observed data - In-Study

Screening failures | 100 - e 1.1
n=65 | - : Other AOMs N (%)

Randomised (FAS)

n=500 80 - Number of participants 242
Exposed (SAS) o 70 1
Nn=484 (96.8%) i AOM prescribed at randomisation
| 4(—:% 60 n
Semaglutide 2.4 mg Other AOMs* 2 50 A Liraglutide 141 (58.3)
n=250 (100%) n=250 (100%) b 40 |
I a Phentermine/topiramate 96 (39.7)
Completed treatment Completed treatment 30 A
n=176 (70.4%) n=135 (54.0%) .
| | 20 A Naltrexone/bupropion 5(2.1)
Completed study Completed study 10 4
n=214 (85.6%) n=191 (76.4%) Switched to =1 other AOM 65 (26.9)
0 -
Study impacted by semaglutide shortage Semaglutide
* First participant first visit: January 19, 2023 2.4 mg W1.7mg
* Last participant last visit: November 27, 2024 m1mg 0.5mg
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Demographics and baseline characteristics

o O R &

Y BBy foge
Female | Male Mean age White | Black | Asian | Other*

89.6/10.4% 41.3 years 79.0/10.0/4.8/6.2%
o
Mean body Overweight/

weight Mean BMI OC I/0C II/OC III

101.6 kg/ 224.0 b 37.4 kg/m? 0.6/42.2/33.6/23.6%
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Comorbidities at screening

i n 60

[ Hypertension ] [ Dyslipidaemia J [ Asthma ] [

17.0% 13.2% 10.6%

Number of participants with none to 5 or more comorbidities at screening':

e ) L) e

55.2% 27.0% 10.6% 4.8%
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Primary endpoint: Body weight reduction >10.0%

After 52 weeks of treatment

In-Study Adherent*
Mean baseline body weight: 101.6 kg Mean baseline body weight: 101.6 kg
100 - 100 -
90 - 90 -
80 - 80 A
X 70 -+ X 70 -
9 4 60 -
£ 60 - £ 60 51.5
8 50 o 3 50 -
S S
£ 40 + 34.5 5 40 -
[ )
a 30 - o 30 A
20 - 20 A
10 -+ 10 -
0 0
Semaglutide 2.4 mg Other AOMs Semaglutide 2.4 mg Other AOMs
Analysis at week 52 OR 95% CI P-value Analysis at week 52 OR 95% CI P-value
Semaglutide 2.4 mg Semaglutide 2.4 mg
vs other AOMs 3.18 2.12,4.78 <0.0001 vs other AOMs 9.20 6.11,13.83 <0.0001
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Secondary endpoint: Change in body weight (%)

Observed and estimated means - Treatment Policy Strategy after 52 weeks of treatment

Observed Mean % Change Treatment Policy Strategy
Mean baseline body weight: 101.6 kg Mean baseline body weight: 101.6 kg
-8~ Semaglutide 2.4 m Other AOMs :
0 - g g Semaglutide 2.4 mg Other AOMs
e 07
c o >
= g5
2 5 S
© C v .5 -
c C © ;
[S )] 6 >
s 9 © -
= 3 S 3 6.3
n ]
c 2-10 - E S .10 -
o Q T o
3] g £
B 29 11.9
= o l J
n Q.15 4
15 - ETD (95% CI) -5.6 (-7.2, -4.0)
0 4 8 12 26 52 P<0.0001
Weeks since randomisation
Semaglutide 2.4 mg= 250 218 218 212 211 207
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Secondary endpoint: Change in body weight (%)

Observed and estimated means - Hypothetical Strategy after 52 weeks of treatment

Observed Mean % Change Hypothetical Strategy
Mean baseline body weight: 101.6 kg Mean baseline body weight: 101.6 kg
0 e & Semaglutide 2.4 mg Other AOMs Semaglutide 2.4 mg Other AOMs
\ e 01
. o X
£ =g
Qe -5 - % &S -5 -
c . % Q
PEaRs oz
v 2 ) 10 7.7
~—~ q) - - .
= .10 A c 8
v _§~ £ c
S S 8 £-15 -
= e 9 15.5
_15 — .g % - .
45 0 L J
w o -20 - ETD (95% CI) -7.7 (-9.4, -6.0)
0 4 8 12 26 52 p<0.0001
Weeks since randomisation
Semaglutide 2.4 mg= 250 212 213 202 191 111
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Supportive secondary endpoints - Categorical weight loss
Observed proportions after 52 weeks of treatment

In-Study Adherent
Weight loss >10%, >15% and >20% at week 52 Weight loss >10%, >15% and >20% at week 52
100 - 100 -
90 - 90 -
79.3
80 A 80 -
X 70 A 63.8 X 70 A 5o
m =~ .
£ 60 4 £ 60 - 51.5
2 50 - 44.9 8 50 -
O ‘O
B 40 A 34.5 T 40 -
© 0
A 30 - o 30 -
20 - 20 -
10 A 10 A
0 - 0 -
>10% >15% >10% >15% >20%
B Semaglutide 2.4 mg Other AOMs B Semaglutide 2.4 mg Other AOMs
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Supportive secondary endpoints - Categorical weight loss
Estimated odds ratio after 52 weeks of treatment

Treatment Policy Strategy
Weight loss = 10%, > 15% and > 20% at week 52

OR (95% CI) P-Value

Body weight loss >10%  —a— 3.18(2.12,4.78)  <0.001
Body weight loss >15% | = : 5.01(3.06,8.21)  <0.0001
Body weight loss 220% i = , 6.98(3.23,15.12) <0.0001
0o I 2 4 6 8 10 12 14 16
—
| Favours
' semaglutide
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IWQOL-Lite-CT
Impact of Weight on Quality of Life-Lite for Clinical Trials Version'2

Item Composite Scoring?:
1. Trouble bending over
2. Tired or winded « 1 =never; not true at all
3. Unable to stand comfortably )
16. Not physically active SV — « 2 =rarely; a little true
17. Unable to walk far/quickly | VEIGEINTENEICI .
Physical « 3 =sometimes; moderately true
1. Uncomfortable in small seats
2. Bodily pain — * 4 = usually; mostly true
Total ° = .
6. Self-conscious eating in social settings > always, completely true
7. Less confident | o
8. Feel judged by others Larger values reflect worse
9. Frustrated shopping for clothes outcomes

Psych ial
10. Feel bad or upset about pictures of self ezl

11. Down or depressed about weight
12. Less interested in sexual activity

13. Avoid social gatherings Composite scores range from 0
14 Less productive to 100, with higher scores

. Lack energy .
16. Worried about health reﬂectlng better outcomes

17. Self-conscious about weight
18. Frustrated or upset about weight
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Secondary endpoint: Change in IWQOL-Lite-CT physical function score

Observed and estimated means - Treatment Policy Strategy after 52 weeks of treatment

Observed Mean Change Treatment Policy Strategy
Mean baseline IWQOL-Lite-CT physical function score: 45.2 Mean baseline IWQOL-Lite-CT physical function score: 45.2
0, —
-o— Semaglutide 2.4 mg Other AOMs 30 - ETD (95% C1) 4.0(-2.3,10.2)
P=0.2126
[ |
Y w25 - 23.0
c £ g c O
(@) =
o 5 20 - S5 220 - 19.0
5 S c £ O
[g0] o [g0) F) -
L = () =
S B c @ cl15 -
S S =
w Y ET
wn — © o Y10 -
= 10 1 ESg
o W0 )
L > I_IVJ’ o5 4
=5
0
0 Semaglutide 2.4 mg Other AOMs
0 26 52
Weeks since randomisation
Semaglutide 2.4 mg = 250 207 189
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Secondary endpoint: Change in IWQOL-Lite-CT physical function score

Observed and estimated means - Hypothetical Strategy after 52 weeks of treatment

Observed Mean Change Hypothetical Strategy
Mean baseline IWQOL-Lite-CT physical function score: 45.2 Mean baseline IWQOL-Lite-CT physical function score: 45.2
-o— Semaglutide 2.4 mg Other AOMs ETD (95% C1) 4.5 (=0.1,3.0)
35 - P=0.0549
[ |
30 A P 29.8
c v ) P30 S
o O g 9 25.3
g’ n 2 o 25 -
T 5 20 - c =2
S B s 2 920 A
S S £33
L Y4 —_—
23 gei
g2 107 ET 210 +
=23 g c
L R 5 _
0 0 -
0 26 >2 Semaglutide 2.4 mg Other AOMs

Weeks since randomisation

Semaglutide 2.4 mg = 250 188 110
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Secondary endpoint: Change in IWQOL-Lite-CT physical function
score >214.6

Observed proportions - Treatment Policy Strategy after 52 weeks of treatment

Treatment Policy Strategy
Mean baseline IWQOL-Lite-CT physical function score: 45.2

100 - Statistical Analysis at Week 52 - Treatment Policy Strategy
Analysis at week 52 ﬂ 95% CI
80 ~ 73.0
X 66.3 Semaglutide 2.4 mg
A vs other AOMs 0.91,2.38 0.1163
2 60 -
©
Q
S
£ 40 -
[
o
20 -
0 -
Semaglutide 2.4 mg Other AOMs
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Secondary endpoint: Covered by study product >80% of days

Observed proportions - Treatment Policy Strategy after 52 weeks of treatment

100 -

80 -

67.2

60 -

45.2
40 A

Participants, %

20 -

Semaglutide 2.4 mg Other AOMs
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Exploratory endpoint: TSQM-9 Global Satisfaction total score

Observed proportions - Treatment Policy Strategy after 52 weeks of treatment

In-Study
Semaglutide 2.4 mg 188 80.1 (24.4) 0, 100
Other AOMs 161 67.3 (30.6) 0, 100
Adherent
Semaglutide 2.4 mg 110 87.7 (16.5) 14.3, 100
Other AOMs 62 77.6(22.2) 28.6, 100

Peters W, et al. Presented at ISPOR 2026, May 17-20, 2026; Philadelphia, PA, USA.



11.6

8.7

M
m
(72)
L
<
n
N
-
Q
=
m
(72)
]
<
<
~
o
(o]
I T T T T T T T T T T
(=4 (=4 o o (=4 (=4 (=} (=4 (=] o o
(=} » [} N~ (=] n < (32) N -
e
% ‘syuedidilied

Observed proportions

Safety

AEs leading to permanent treatment
discontinuation

Other AOMs

B Semaglutide 2.4 mg

Peters W, et al. Presented at ISPOR 2026, May 17-20, 2026; Philadelphia, PA, USA.



POSEY, STEP 1 and STEP 8: Efficacy results

Indirect treatment comparison: Hypothetical Strategy*

POSEY STEP 1

Investigational Semaglutide Other AOMs Semaglutide Placebo Semaglutide Liraglutide Placebo
agent/comparator 2.4 mg 2.4 mg 2.4 mg 3.0 mg

Change in BW (%) —15.45 -7.74 -16.86 —2.44 —17.06 —6.59 -1.79
Participants achieving

10% weight loss (%) 79.3 51.5 74.8 11.8 73.6 28.3 15.9
Participants achieving

15% weight loss (%) 59.5 21.2 54.8 5 56.6 14.1 5.8
Participants achieving 30.6 9.1 34.8 2 40.6 6.5 2.9

20% weight loss (%)
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Conclusions

Semaglutide 2.4 mg was superior to other AOMs with respect to participants achieving
>10.0% body weight reduction and change in body weight (%)

More participants treated with semaglutide 2.4 mg achieved >15% and >20%
body weight reduction from baseline compared with other AOMs

A trend towards greater improvement in IWQOL-Lite-CT physical function
score was observed with semaglutide 2.4 mg compared with other AOMs,
though this difference did not reach statistical significance

Safety and tolerability were consistent with the overall well-established profile
of semaglutide

These findings demonstrate real-world effectiveness of semaglutide 2.4 mg
comparable to that observed in the phase 3a STEP trials
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