O ra I The primary endpoint of PIONEER trials 1-5
and PIONEER 8 is change in HbA;. from

Se m a g I u t i d e baseline to week 26,15 7

= - The primary endpoint of PIONEER 7 is the
proportion of patients achieving the treatment
ey C I n I Ca target of HbA,. below 7% at week 52.6
|
t r I a I s Across the PIONEER programme:

Oral semaglutide demonstrated significantly
better HbA,. reduction and unsurpassed weight
loss vs sitagliptin, empagliflozin and liraglutideZ-#

Rybelsus® (oral semaglutide) is the first

glucagon-like peptide 1 receptor agonist
(GLP-1 RA) in a pill for the treatment of type 2 Oral semaglutide had a safe and well-tolerated
profile consistent with the GLP-1 RA class, with

the most common adverse event being nauseal-’

diabetes. It has been studied in a large Phase
3a clinical trial programme called PIONEER
(peptide innovation for early diabetes

treatment). This overview highlights the All results featured are based on end of trial data/results
trials focused on glycaemic control. with treatment policy estimand*

* Treatment policy estimand includes data from all randomised subjects regardless of discontinuation of trial product and/or use of rescue medication

HbA, . change from baseline

Smg @ 7mg @@ 14mg @@ Active Comparator @ Placebo Flexible dose adjustments to 3, 7, or 14 mg

PIONEER 1! PIONEER 22 PIONEER 33 PIONEER 44 PIONEER 55 PIONEER 76 PIONEER 87
n=703 n=822 n=1,872 n=711 n=324 n=504 n=731
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*Statistically significant compared with placebo or active comparator.
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Body weight change from baseline

Smg @ 7mg @@ 14mg @@ Active Comparator @ Placebo Flexible dose adjustments to 3, 7, or 14 mg

PIONEER 1! PIONEER 22 PIONEER 33 PIONEER 44 PIONEER 55 PIONEER 76 PIONEER 87
n=703 n=822 n=1,872 n=711 n=324 n=504 n=731

vs placebo in patients
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Comparator placebo ' ‘ ; placebo - sitagliptin 100 mg | placebo

! mg } 100 mg 3 placebo f 3 !
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Proportion of patients with HbA;  <7.0%

Smg @ 7mg @@ 14mg @@ Active Comparator @ Placebo Flexible dose adjustments to 3, 7, or 14 mg

PIONEER 1! PIONEER 22 PIONEER 33 PIONEER 44 PIONEER 55 PIONEER 76 PIONEER 87
n=703 n=822 n=1,872 n=711 n=324 n=504 n=731

vs placebo in patients

| | I | I |
| | | | [ |
- : — : VS : Vs o ‘ y . | . . .
Trial type Monotherapy i vs empagliflozin i sitagliptin i liraglutide i with irrr:]%c:ierr;t:nzenal i Flexible dosing | Add-on to insulin

Primary : }[ } “[ {ﬁ E

Endpoint 26 weeks : 26 weeks ‘ 26 weeks ‘ 26 weeks ‘ 26 weeks : 52 weeks | 26 weeks
| | I | | |
I | I I T [
| | I | | |

26 weeks : 52 weeks ; 78 weeks ; 52 weeks } 26 weeks ; 52 weeks : 52 weeks
| | | | | |
| | | " . | | |
' empagliflozin 25 | sitagliptin  liraglutide 1.8 mg | A |

Comparator placebo ' ‘ ; placebo - sitagliptin 100 mg | placebo

! mg } 100 mg 3 placebo f 3 !

Baseline HbA;

77%* ‘ ;
69%* | | | | } {
. 66%%* : 1

61%%* Flex

O/ ¥
550 * i 54%%*

40%*
| 2005
25% |
|
l 9%
[
|

45%*

|
|

|

|

3990* :
||29% }
. ‘

|

|

|

|

|

43%

27%

i \
| |
| |
| |
| |
| |
i J
} 23% {
| |
| |
| |
i |
| |

58%*
55%
| 15%

i
|
|
|
I
|

31%
|
|
|
I
I
i
|

*Statistically significant compared with placebo or active comparator. ** Statistically significant compared with placebo.
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