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Rybelsus®&f Semaglutide E g {EEEHSNAC

Co-formulation structure of Rybelsus®

/’l—-\\

SNAC is a fatty acid derivative that acts as ‘
an absorption enhancer to enhance the
/ bioavailability of semaglutide when

administered orally’® ’ ;ﬂ //I\ ﬁ ﬁg
IR

Sodium N-(8-[2-hydroxybenzoyl] Amino) Caprylate \\

Semaglutide is a GLP-1 analog with 94 % |
homology to human GLP-17

It has a plasma half-life of ~1 week®®

Amino acid substitution protects
. against DPP-4 degradation®'

I QOPODIDOQ,

strong binding to albumin®'
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Amine acld substitution prevents C-18 fatty
acid binding at wrong site

ZIDR 7

Semaglutide

Oral semaglutide is a co-formulation of the
GLP-1RA, semaglutide, with an absorption
enhancer, SNAC

Oral semaglutide is co-formulated with 300 mg SNAC

Drugs (2021) 81:1003-1030



PIONEER
A series of 10 RCTs was designhed
to test Rybelsus® across the spectrum of T2D

el = jee
Common key inclusion criteria HUEE}E Selected doses
VPN
Age : Diagnosis 3 mg 7 mg m

=18 years T2D =3 months
! prior to screening

e]| = 2 B®L
Bl = R Dosing adjustment

To mitigate potential GI AEs...

Baseline HbA, Stable background

therapies

7-9.5% From diet and exercise,

through daily insulin were

allowed Starting dose Escalate until randomized dose
every 4 weeks

o GI, gastrointestinal; PIONEER, the phase 3 Peptide InnOvatioN for the Early diabEtes tReatment; RCT, randomized controlled trial; T2D, type 2 diabetes.

RYRELSUS®

Thethi TK, et al. Diabetes Obes Metab. 2020 Aug;22(8):1263-1277. semaglutide tablets
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PIONEER

Rybelsus® was effective programme
in reducing HbA,. in all types of T2D patients Bé2 s 534 BB

Change in HbA,. — End of treatment in the PIONEER trials, by the treatment policy estimand

- ™ . Y Y B} ™y
Early T2D Established T2D Advanced T2D Established T2D
3.5 years 7—9 years 14—15 years 6.5-9.5 years
Baseline HoAlc (%) 8.0 8.1 8.3 8.0 8.3 8.2 8.0 B2 8.2 8.3
Trial and PIONEER 1 PIONEER 2 PIONEER 3 PIONEER 4 PIONEER T PIONEER 8 PIONEER 5 PIONEER 6 PIONEER 9 PIONEER 10
setting Monotherapy Vs empa ws sita vs lira & pbo Flex® Insulin add-on Renal imp. CVD/CKD* vs lira & pbo vs dula
Background . . . ! + Insulin + Met + SU OADs Diet'exercise or OAD
regimen Digt and exercise Met Met = SU Met + SGLT2i 1-2 0ADs + met + insulin < insulin monoth QAD monotherapy
Comparator/ Sema Pbo ||Sema Empa Sema Sita SemalLiraPbo Sema Sita Sema Pbo SemaPbo Sema Pbo Sema Lira Pbo Sema Dula
dose (mg) 3 T 14 14 25 3 7 14 100 14 1.8 3-14 100 3 714 14 14 3 7 14 09 3 7 14 075
Treatment duration 26 weeks 52 weeks T8 weeks 52 weeks 52 weeks 52 weeks 26 weeks 15.9 months® 52 weeks 52 weeks
- E : HB ﬁl_ E‘,
Y, 9 $
0.0 H
—
£
[}
E —0.5 H
==
=
8 —1.0-4
-
© 1.3 vs-llra 13
—1.5 - " & pbo "
—=2.0- AN AN AN J
L

Gilobal trials Japanese trials

aHbA, . reduction was not the primary endpoint in PIONEER 6

42 _; 1 O 1 O/ d treatment difference with oral semaglutide vs. placebo and/or
| a . ! = ~S —e
active comparator; 'p<0.05 for the estimated treatment diffe H bAlC BEF mm i e . 7 0 — Eu§(14mg)

CKD, chronic kidney disease; CVD, cardiovascu!ar dicease: dula dulaglutide: empa emnaglifiozin: HhA lira, liraglutide; met, metformin; OAD, oral antidiabetic drug; pbo,
Q placebo; sema, semaglutide; SGLT2i, sodium-¢

novmisk@ Thethi TK, et al. Diabetes Obes Metab. 2020 A HbA1C BFEigiE 0.8 ~ 1 .4% & (7mg) RYRBRELSUS®

semaglutide tablets
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- SN . - PIONEER 1
Earlier initiation of Rybelsus® results Post-hoc analysis

In more people reaching glycemic targets |[MiFEEE & BIKE

¥

| LLLI

E/r A post-hoc analysis of the PIONEER 1 study to assess the efficacy of oral semaglutide vs placebo in people with T2D duration <1 year and >1 year for comparison

Proportions of patients (HbA,. <6.5%) Proportions of participants (HbA;. <7%)

B Diabetes duration <1 [ Diabetes duration >1

2 2
5 100 5 100 o 3
'.E 30 - .'E 30 79.7 = 78.2
a 68.3 67.8 a
o — o ”~~
n > o >
i £~ 40
= 9
t t 20
o o
Q Q
: e o
o Oral Oral Oral Placebo o Oral Oral Oral Placebo
semaglutide semaglutide semaglutide semaglutide semaglutide semaglutide
3 mg 7 mg 14 mg 3 mg 7 mg 14 mg
n 76 99 83 92 70 105 82 96 n 76 99 83 92 70 105 82 96

HbA,, glycated hemoglobin; T2D, type 2 diabetes. E ’H‘H 1§ m O ra I Se m a g I Utid e

Q
W ‘E ol 3277 [E = RYRELSUS®
H . — P <X
Goldenberg R, et al. Can ] Diabetes. 2021 Nov;45(7_Supplem .ml il'\Ei ™= |_.l= semaglutice tablets

novo nordisk’



PIONEER

Asian patients in some PIONEER trials Sub-analysis by race

achieved greater HbA,. reduction with Rybelsus®

E/r ‘ An exploratory subgroup analysis evaluated the effect of race on HbA;- and body weight reductions at the end of treatment in PIONEER trials

Change in HbA, . from baseline to end of treatment, by race

PEHEIR & 1E 1%

Trial Race Number Baseline Baseline Estimated mean change Estimated treatment
(comparator) of HbA,. body from baseline in HbA,_ (%) difference vs
Background patients (%)t weight comparator [95% CI]
medication (kg)* Oral Comparator

semaglutide (active or
14 mg or flex placebo)

PIONEER 1 (vs placebo) NCT02906930

Total duration

Diet & exercise 262 8.0 92.4 -1.5 -0.2 ]
only 7.8 92.0 -1.3 -0.3
Week 26 8.0 E 0.6
N mg) NCT02863419
5
E /‘ ‘l‘ A vs placebo White 307 8.0 96.9 -1.0 0.2 -1.2 [-1.4; —0.9]
Met £ SGLT2i Black/AA 20 8.1 90.3 -14 0.4 -1.8 [-2.7; -0.8] |*
1%% R b I Week 52 Asian 58 8.0 80.9 -1.7 0.4 -2.1[-2.7;, -1.6] |
y e SU S vs liraglutide White 420 8.0 96.9 -1.0 -0.9 403 0.1] |
BQ" - 4 Met + SGLT2i Black/AA 21 8.1 90.3 -1.4 -0.8 5[-1.5. 04
& Week 52 8.0 80.9 -1.7 -1.0 7[-1.1;,-0.3
FHEARE(E -
INS + Met White 192 8.1 90.8 -1.1 -0.1
Week 52 _B.laqu 24 7.9 100.2 -0.6 0.0
([ Asian 131 83 716 4= 0.3

*p<0.05 unadjusted two-side test of treatment by subgroup interaction. *Baseline data are for the oral semaglutide 14 mg arm, and were generally similar to the comparator arm.

AA, African American; flex, flexible dose; HbA,, glycated hemoglobin; Ins, insulin; Met, metformin; OAD, oral antidiabetic drug; SGLT2i, sodium-glucose co- transporter-2 inhibitor; SU, sulfonylurea; T2D, type 2

Q diabetes.

R Desouza C, et al. Diabetes 2020;69(Supplement_1):930-P.
novo nordisk

BELSUS’
semaglutide tablets



Efficacy and safety of Rybelsus®
in T2D Chinese patients

Key inclusion criteria:

+ Adults aged =18 years
(=220 years if in Taiwan)

» Diagnosed with T2D with HbA,. 7.0-10.0%
and not receiving any anti-diabetic drugs

« After the 4-week run-in period, participants
with HbA,. 7.0-9.5% were randomized

Key inclusion criteria:

» Adults aged =18 years (=20 years if in
Taiwan)

» Diagnosed with T2D for =60 days prior to
screening

» On a stable dose of metformin for 260 days
prior to screening

* HbA;-7.0-10.5%

o HbA,, glycated hemoglobin; T2D, type 2 diabetes.

1. Wang W, et al. Presented at the International Diabetes Federation conference, 5-8 December 2022. Abstract number: LI2022-0613.
2. Ji L, et al. Presented at the International Diabetes Federation conference, 5-8 December 2022. Abstract number: LI2022-0780.

novo nordisk”

PIONEER

11 & 12

e I

N=521
Randomization
(1:1:1:1)

Oral semaglutide 3 mg N=130
Oral semaglutide 7 mg N=130

N=130

Diet and

exercise

N=131
IT— T R — S — fE— SR pNsLA |
Week: _|5 —I4-I —1 I0I 4 8I 2‘6 31
Screelning Ruln-in Dose esclalation End of Follow-up

visit

N=1441 7 mg oral semaglutide
Randomisation
(1:1:1:1) 7 mg 14 mg oral semaglutide
Sitagliptin 100 mg
Week: -2
L . I . 1 T T
Screening Dose escalation End of Follow-up
treatment visit
RELSUS’

semaglutide tablets



L PIONEER
Rybelsus® significantly reduced HbA, 11 & 12

iIn T2D Chinese patients

114
Tl
)laﬁ

Estimated mean change in HbA,. at week 26 Estimated mean change in HbA,. at week 26
of treatment-naive patients? of patients uncontrolled with metformin?2

Oral semaglutide Oral semaglutide Sitagliptin

o 3 mg 7 mg 14 mg Placebo 3mg 7 mg 14 mg 100 mg

= 0.0 70 = 0.0

8 -02- g -0.2

§ -0.4 - : -0.4 -

S 06 - £ 0.6 -

u 9]

a =0.8 5 ©

g -1.0 '; 087 -0.8

E ] £ -1.0-

& -1.2 - -1 g

5 € -1.2 1

§ 144 5

u <,‘:’4 -1.4 4

< -1.6 = o

T -16 T -1.6 -

-1.6

ETD (95% cn 1.5 (-1.8, -L. 3;, p<0.0001 |
ETD (95% CI): -1.0 (-1.1, -0.8); p<0.0001

£To (95% CI): =1.4 (=1.6, =1.2); p<0. umu . ]
L ETD (95% CI): -0.7 (-0.8, -0.6); p<0.0001

ETD (95% CI): -1.0 (-1.2, - ,
H bAlC B&m 1 6% _I;.I_ “%(14mg) (95% CI): -0.2 (-0.3, -0.1); p<0.01

CI, confidence interval; ETD, estimated treatment diff

Q
W 1. Wang W, et al. Presented at the International Diab 2 he 1 3 1 5 / YRE! ‘llsab
2.Ji L, et al. Presented at the International Diabetes H bAlC B mm (o) ':F'm“iﬂmg) B semaglutide tablets

novo nordisk’



PIONEER

Rybelsus® was effective programme
in reducing body weight in all types of T2D patients
— RSE¥EH

Change in body weight - End of treatment in the PIONEER trials, by the treatment policy estimand

- . Y N " )
Early T2D Established T2D Advanced T2D Established T2D
3.5 years 79 years 14—15 years 6.5—9.5 years
Basealine weight (ka) 8.1 1.8 a1.2 84.0 Ba.6 85.9 20.8 S90.9 7.1 721
Trial and PFIOMEER 1 PIONEER 2 FPIOMEER 3 FIOMEER 4 FIONEER T FIOMEER & FIONEER 5 FPIONEER & PIOMEER & FPIOMEER 10
satting Monotherapy V& empa w5 sita ws lira & pbo Flex Insulin add-on Renal imp. CVvDWC KD ws lira & pbo ws dula
Bachkgrownd £ 2 : + Insulin = het = S DalDs Distfaxarciss or OAD:
reg Diat and axarciss Mat Mat = S Meat = SGLT2i 12 OaDs + = iresaalin + ineulirs T trarapy OAD monotharapy
Coomparatos’ Sema Pbo |[Sema Empa Sema Sita SemalLiraPbo Sema Sita Sema Pbko Sema Pbo Sema Pbo Sema Lira Pbo Sema Dula
dosa (ma) a T 14 i4 25 3 T 14 100 14 1.8 314 100 a T 14 14 14 a T 14 08 3 T 14 075
Traatmant duraticn 26 waaks 52 wasks T8 waaks 52 waaks 52 waaks 52 weaaks 26 weaaks  15.9 months= 52 weaks 52 waaks
_ N A\ Y ] 1.0
10 : k| oo M e
0.5 - 79, 9. l \
o 0.0 —0.0 —0.0
z 0
= —1.0-
E —1.5
§ o
£ 257
§, —3.0
E —3.5-
©  _a0-
—.5 -
5.0 -
L.

|
nese trials

6~4.3 Kgs sm=img)... .

i 2 =3
aEvent-driven trial: efficacy outcomes were not analyzed statistically. *p<i E—EE I;":F H L

CKD, chronic kidney disease; CVD, cardiovascular disease;

I
=1,
AL | antidiabetic drug; pbo, placebo; sema,
Q semaglutide; SGLT2i, sodium-glucose co- transporter-2 inh E%E I}% [I]EE O. 8 L(oyd 2 2 7 Kg S ¢ﬁ§“§(7mg) < i

. . RYRELSUS’
v MR o Thethi TK, et al. Diabetes Obes Metab. 2020 Aug;22(8):12¢€3 semaglutide tablets



PIONEER

Rybelsus® significantly reduced body weight 11 & 12
in T2D Chinese patients = 58 12l

Estimated mean change in body weight Estimated mean change in body weight at week 26
at week 26 of treatment-naive patients!? of patients uncontrolled with metformin?
Oral semaglutide Sitagliptin

Oral semaglutide
3 mg 7 mg 14 mg 100 mg

= 0.0 3 mg 7 mg 14 mg Placebo 0.0
o —
- o
u < -0.5
ﬁ -0.5 = @
A @ -1.0 H
=1.0 = 2
E -1.1 = -1.5 ~1.4
i j=
o = -2.0 1
= =
- =2.0 = © -2.5 -
u S
S -2.5 - £ -3.0 1
@ D
* = 354
& =30 - g
& @ -4.0 - -3.8

L ']
ETD (95% CI): -2.0 (-2.8, -1,2); p=<0,0001
']

L N |
ETD (95% CI): -1.2 (-2.0, -0.4); p=0.0038 ETD (95% CI): -3.3 (-3.8, -2.8); p<0.0001

]
3% CI): —2.3 (-2.8, -1.8); p<0.0001

T e gz 3.0~ 3.8 KQS mmmame) s

o CI, confidence interval; ETD, estimated treatment differenc E% E B% [I]EE 2 D 2 I 2 L€ 8 Kg S ¢ﬂ§“§(7mg)

1. Wang W, et al. Presented at the International Diabetes F an'=. SUSs°

novo fordisk® 2.Ji L, et al. Presented at the International Diabetes Federation conference, 5-8 December 2022. Abstract number: LI2022-0780. semaglutide tablets



CVOTs have been conducted with semaglutide
in T2D patients: SUSTAIN 6 and PIONEER 6

SUSTAIN 6 vs. PIONEER 6

n=3,297 Median follow-up: 2.1 years
Number of MACE recorded: 254

Endpoint:

« Time to first occurrence of MACE,
defined as CV death, non-fatal MI, - - - - - -

— V.S f—= 3L
= = -
- mCVEEDMIRE:
| : AR SUSTAIN 6 | : : -
Similarities.2 : Time and event-driven - @: Risk reduction of MACE:! :
Inclusion criteria: : PP , I 26% I
- Age >50 years and established CV IM R 0.5 or 1.0 mg semaglutide + SoC : e (B e :
. ! onrtirms sarety an

disease or CKD or | Placebo + SoC 1 superiority of semaglutide vs. placebo |
« Age =60 years and CV risk factors i Treatment duration 104 weeks ! I

Number of MACE recorded: 137

i PIONEER 62 | _ _ I
I Event-driven - ‘af) Risk reduction of MACE:2 :
Differences!:2 .o i ' 21% I
PINOEER 6: ! 14 mg oral semaglutide + SoC : I
» A shorter trial duration i Placebo + SoC | ~ Confirms CV safety and :
: I non-inferiority of semaglutide vs. placebo :
* Smaller number of events : Continuation until accrual of at least 122 events R o o o o
: n=3.183 (first occurrence of MACE) Median follow-up: 1.3 years
| 4

CKD, chronic kidney disease; CV, cardiovascular; CVOT, cardiovascular outcome trial; MACE, major adverse cardiovascular events; MI, myocardial infarction; R, randomization;
Q SoC, standard of care; T2D, type 2 diabetes.

BELSUS’
1. Marso SP, et al. N Engl J Med. 2016 Nov 10;375(19):1834-1844. 2. Husain M, et al. N Engl J Med. 2019 Aug 29;381(9):841-851.

novo nordisk” semaglutide tablets



SUSTAIN and PIONEER

Semaglutide significantly reduces Pooled analysis
MACE risk in a broad range of T2D population

Relative risk of MACE as a function of baseline CV risk

. 1.25 A - 1500
a‘;’ﬂ"ﬁ T 15 | 1 overall HR [95% cx]::
comparators 0.77 [0.64;0.93 . I
o 1=U5 7 ---[-----]--J - 1250 E
T =
0.95 1 - 1000 &
0.85 - ®
0.75 - - 750 S
L
0.65 - =
0.55 - - 500 E
U.45 N B 25& A
Favors | g.35 - - =7
semaglutide L 0.25 | |_| - —{ | 0
-3.0 -2.5 -2.0 -1.5 -1.0 -0.5 0.0
1ECV l Bﬁ +— CV risk score — CV " I!ﬁ’
< E AR Lower MACE risk Higher MACE risk AA
Semaglutide vs comparators Glycemic efficacy trials distribution
— === Lower and upper 95% CI CVOTs distribution

HR for treatment effect (semaglutide vs comparator) and 95% CI estimated using a stratified Cox proportional hazards model including effects of treatment, CV risk score and interaction between both. The x-axis shows the CV
risk score derived from subjects’ baseline characteristics in the semaglutide trials. Data on graph cut off at the 5th and 95th percentile of the whole dataset. Hazard ratio value of 1.00 is indicated by a horizontal dashed line.
Underlying histograms: distribution of subjects in the glycemic efficacy trials or CVOTs across baseline CV risk scores (histogram data for 439 subjects not shown, as these subjects had a CV risk score of <-3.0 or >0.0).

o CI, confidence interval; CV, cardiovascular; CVOT, cardiovascular outcomes trial; HR, hazard ratio; MACE, major adverse cardiovascular events; T2D, type 2 diabetes.
i i i RYRELSUS®
v MR o Husain M, et al. Cardiovasc Diabetol. 2020 Sep 30;19(1):156. semaglutide tablets



Adding semaglutide to T2D therapy

increased life-years free of CVD,
especially those with high risk and young age

Life-years free of nhew/recurrent CVD events gained by adding semaglutide to SoC

3.5 B Established CVD

2.90 Il CKD only* or CV risk factors only
3.0

283

25 2.26

(Ed

2.0

1.5 7

CVD events gained

1.0 - 0.53 0-80

0

Mean life-years free of new/recurrent

0.5

0'0‘ 50-54 55-59 60-64 65-69 70-74 75-79 80-84

Age-group (years)

*Estimated glomerular filtration rate <60 mL/min/1.73 m2 (estimated using the CKD-EPI creatinine equation) and no established CVD. Error bars show interquartile range.

o CKD, chronic kidney disease; CV, cardiovascular; CVD, cardiovascular disease; SoC, standard of care; T2D, type 2 diabetes.

R Westerink J, et al. Diabetes Care. 2022 May 1;45(5):1211-1218.
novo nordisk
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jSemaglutide

85-90

RELSUS’
semaglutide tablets



Rybelsus® demonstrated the significant

effects of improving cardiometabolic risk factors

Proportion of patients achieving improvements in cardiometabolic risk factors

PIONEER 1-8

Post-hoc analysis

(A) HbA, . reduction =1%

1004

BOD—

Prapartion of patients (%)

g 1
B it
77 =
- e

[+ a0

a0

n
H

PIOMEER 1 PIOMEER 2 PIONEER 3 PIONEER 4 PIOMEER 5 P]DNEER 6 PIOMEER 7 PIOMNEER &

256 waeks 52 weeks’ T8 weeks' 52 weeks' 26 weeks WoT 52 weeks" 52 weeks®
138 260 258 153 171 146 102 753 180 93 103
17rs a1 ABS AE7 285 284 14 163 15511593 253 251 =

(C) SBP reduction =5 mmHg

1004

BOD—

Propartion of patients (%)

B [
T |I=2
. .
s .
53 51 =p * 2 =
46 AT 45 45 43 46
38 37 37 40
32

PIOMEER 1 PIONEER 2 FIONEER 3 PLONEER 4 PIOMNEER 5 PIOMEER 6 PIONEER 7 FIONEER &

n
H

*p<0.05 for estimated odds ratio vs comparator. **

256 weaeks 52 weeks’ 78 weeks' 52 weeks' 26 weeks CwoT

216173 134 122 B9 BOS 114 108 &3
4B5S 46T 285 28414 163 1551 3 253 251 181

52 weeks’ 52 weeks?

93 i)
175 4

(B) Body weight reduction =5%

1004

BO—

Propartion of patients (%)

M Oral semaglutide 14 mg

RIS E

Empagliflozin 25 mg M sitagliptin 100 mg

W s.c liraglutide 1.8 mg W Placebo

-

n
M

PIOMEER 1 PIOMEER 2 PIOMEER 3 PIOMEER 4 PIOMEER 5 PIOMEER & PIOMEER 7 PIOMNEER B
CWOT

25 weeks S5Zweeks' TBweeks' 52weeks' 26 weeks 52 weeks' 52 weeks'

el LEE]
175 an

189 72 142 T BE s e oAz a7
ABS AET 2mE 28414 163 1551 F 253 251 181

(D) LDL cholesterol reduction =0.5 mmol/L

100

BO—

60

40

20+

Proportion of patients (%)

L=

27 - 26 27
4 23 23 24 21

PIOMEER 1 PIOMEER 2 PIOMEER 3 PIOMEER 4 PIOMEER 5 PIOMEER & PIOMNEER 7 PIOMNEER B

n
M

p<0.001 for estimated odds ratio vs comparator;

25 weeks S5Zweeks' TBweeks' 52weeks' 26 weeks CWoT 52 weeks"' 52 weeks'
A& &4 94 85 = 38 377 BE A a9
175 an ABS de7 zme 28414 162 1580155 253 251 181

koK

for estimated odds ratio vs liraglutide only in PIONEER 4. §Time to primary endpoint: 26 weeks for PIONEER 1-5 and 8.

o CVOT, cardiovascular outcomes trial; HbA;, glycated hemoglobin; LDL, low-density lipoprotein; SBP, systolic blood pressure; s.c., subcutaneous.

novo nordisk”

Aroda VR, et al. Presented at the Hybrid 58th EASD Annual Meeting on 21 December 2022.

M Oral semaglutide flexible dose adjustment

p=<0.0001 for estimated odds ratio vs comparator. /p<0.05 for estimated odds ratio vs placebo only in PIONEER 4. *p<0.05

RYRELSUS®

semaglutide tablets



Potential multiple mechanisms of CV risk reduction
in T2D by Rybelsus®

Rybelsus®

v Inflammationi.2 ¥ Body weight34 V¥ Blood pressure34 A Lipid homeostasis34 Vv HbA, 34
L B 3¢ PR{ERSE B K5 [ B2 ¥l [ Bg MiEER
—v—
C V¥V Atherosclerosis )
D

CV risk reduction

CV, cardiovascular; HbA,., glycated hemoglobin; T2D, type 2 diabetes.

1. Aroda V, et al. Diabetes Care. 2019 Sep;42(9):1724-1732. 2. Rodbard HW, et al. Diabetes Care. 2019 Dec;42(12):2272-2281. 3. Marso SP, et al. N Engl J Med. 2016 Nov HYP'“ qUS’
novo fordisk® 10;375(19):1834-1844. 4. Husain M, et al. N Engl J Med. 2019 Aug 29;381(9):841-851. semaglutide tablets
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GLP-1 RAs shown to have a time-dependent
cardiovascular protective effect

Correlation between percentage of time of exposure to GLP-1RA and the risk of MACE in CVOTs

“Positive” correlation between MACE ARR “Negative" correlation between MACE HR
and time of exposure to GLP-1 RAs and time of exposure to GLP-1 RAs

» ELIXA © LEADER # SUSTAIN-6 «EXSCEL # HARMONY @ REWIND ®AMPLITUDE-O

003 ., _ N
R?*=0.9612, p=0.0001 1s R? = 0.8578, p=0.0027
0.025 1 =
il MACE
=k FaS
NERAN " Bnn
g oo IFE 4 AR
<
w 001 4
‘-g’ ¥
0005 { MACE
3 - - - - EEE ST
05 07 08 09 1 i X AA
0.005 - A I
[ s 055 : . : < :
-0.01 - . 05 06 07 08 09 1
Percentage oftime exposure to GLP-1RA Percentage oftime exposureto GLP-1RA
AMPLITUDE-O, Effect of Efpeglenatide on Cardiovascular Outcomes; ARR, absolute risk reduction; CVOT, cardiovascular outcomes trial; ELIXA, the Evaluation of Lixisenatide in Acute Coronary Syndrome;
EXSCEL, Exenatide Study of Cardiovascular Event Lowering; GLP-1 RA; Glucagon-like peptide-1 receptor agonists; HR, hazard ratio; LEADER, Liraglutide Effect and Action in Diabetes: Evaluation of
Cardiovascular Outcome Results; MACE, major adverse cardiovascular events; SUSTAIN-6, Trial to Evaluate Cardiovascular and Other Long-term Outcomes With Semaglutide in Subjects With Type 2 Diabetes;
o HARMONY, Harmony Outcomes trial; REWIND, Dulaglutide and Cardiovascular Outcomes in Type 2 Diabetes.
C I, et al. Diabetes C 2022 Feb 1;45(2):e30-e31 an:. e
Av. aruso I, et al. Diabetes Care. eb 1;45(2):e30-e31. semaglutice tablets



PIONEER

The most frequent AEs were mild-to-moderate QLIIciyt
and transient gastrointestinal disturbances FERE

—<1

H sQO

Proportion of patients with gastrointestinal AEs (nausea, vomiting & diarrhea)

50.0 -

40.0 -

| | | | | | | 480 |
i i 1440 i i i i i i
i i i . 410 i i i i i
364 | 364 | i 360 365 | |
i i 340 i i i i i i
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Proportion of subjects (%)

monotherapy empagliflozin vs sitagliptin vs liraglutide Renal Flex insulin 52 weeks 52 weeks
26 weeks 52 weeks 78 weeks 52 weeks 26 weeks 52 weeks 52 weeks
Sema Pbo Sema Empa Sema Sita Sema Lira Pbo Sema Pbo Sema Pbo Sema Sita Sema Pbo Sema Lira Pbo Sema Dula
7 14 14 7 14 14 14 14 7 14 7 14 7 14
mg mg mg mg mg mg mg mg mg mg mg mg
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q AE, adverse event; Dula, dulagluti E F | i II\‘ 71D . 132 d: 132
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Smits MM, et al. Front Endocrinol (Lausanne). 2021 Jul 7;12:645563. Bv “s

novo nordisk” semaglutide tablets



Rybelsus® was well tolerated and
discontinuation due to GI disturbances
was approximately 10%

Proportion of patients with AEs leading to discontinuation
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Sema Pbo Sema Empa Sema Sita Sema Lira Pbo Sema Pbo Sema Pbo Sema Sita Sema Pbo
7 14 14 7 14 14 14 14 14 7 14
mg mg mg mg mg mg mg mg mg mg mg
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Smits MM, et al. Front Endocrinol (Lausanne). 2021 Jui 7;12:645563.
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GI disturbances remained the most common

AEs in Rybelsus®-treated T2D Chinese patients

PIONEER 11 safety results! (overall population) PIONEER 12 safety results?2 (overall population)

Oral semaglutide

Oral semaglutide

Oral semaglutide Oral semaglutide Sitagliptin

PIONEER

11 & 12

KE

I|'|'

EANRERE

2z f&

7 mg 14 mg 7 mg 14 mg 100 mg
(N=130) (N=130) (N=358) (N=361) (N=358)
Total AEs 85 (65.4) 94 (72.3) 87 (67.4) 75 (57.3) 234 (64.8) 257 (71.8) 263 (72.9) 237 (66.2)
AEs by severity
Mild 77 (59.2) 89 (68.5) 84 (65.1) 73 (55.7) 221 (61.2) 240 (67.0) 238 (65.9) 219 (61.2)
Total SAEs 6 (4.6) 10 (7.7) 5 (3.9) 2 (1.5) 16 (4.4) 11 (3.1) 11 (3.0) 15 (4.2)
’;f:d'jst";';gc:;:irﬂ'ation 3 (2.3) 2 (1.5) 3 (2.3) 3 (2.3) 17 (4.7) 16 (4.5) 35 (9.7) 6 (1.7)
I Gastrointestinal AEs 21 (16.2) 42 (32.3) 41 (31.8) 12 (9.2) 97 (26.9) 122 (34.1) 142 (39.3) 78 (21.8) |
Diarrhoea 4 (3.1) 12 (9.2) 12 (9.3) 2 (1.5) 30 (8.3) 32 (8.9) 48 (13.3) 16 (4.5) |
| Nausea 6 (4.6) 4 (3.1) 8 (6.2) 2 (1.5) 36 (10.0) 39 (10.9) 44 (12.2) 14 (3.9) |
1 Vomiting 2 (1.5) 2 (1.5) 4 (3.1) 1(0.8) 16 (4.4) 18 (5.0) 29 (8.0) 1(0.3) |

W T o T B T T R i T S T W T S T T T - W T i ol i B T W i S T o T B i T W T i

Severe hypoglycaemic

. 0 0 0 0 0 0 0 0
episodes (ADA 2018)
Deaths 0 0 0 0 2 (0.6) 2 (0.6) 1(0.3) 0
Data are n (%). Data are from the on-treatment period. AEs are shown for the safety analysis set.
Adapted from Wang W, et al. Presented at the International Diabetes Federation conference, 5-8 December 2022. Abstract number: LI12022-0613. table 4 and Ji L, et al. Presented at the International Diabetes Federation
conference, 5-8 December 2022. Abstract number: L12022-0780. table 4.
o ADA, American Diabetes Association; AE, adverse event; SAE, serious adverse event; T2D, type 2 diabetes.
1. Wang W, et al. Presented at the International Diabetes Federation conference, 5-8 December 2022. Abstract number: LI2022-0613. an'=. gllsab

novo fordisk 2.Ji L, et al. Presented at the International Diabetes Federation conference, 5-8 December 2022. Abstract number: L12022-0780.
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Acute pancreatitis was relative rare and the

occurrence was similar between oral

semaglutide and placebo/active comparator

Proportion of patients with pancreatitis
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o ' PIONEER 1 PIONEER 2 vs PIONEER 3 vs PIONEER 4 vs PIONEER PIONEER 6 PIONEER PIONEER PIONEER 9 PIONEER 10
monotherapy empagliflozin sitagliptin liraglutide 5 Renal 7 Flex 8 insulin 52 weeks 52 weeks
26 weeks 52 weeks 78 weeks 52 weeks 26 52 52
Sema Pbo Sema Empa Sema Sita Sema Lira Pbo serfueRies Sema Pbo sen¥ eplss seMeekso Sema Lira Pbo Sema Dula
7 14 14 7 14 14 14 14 7 14 7 14 7 14
mg mg mg mg mg mg mg mg mg mg mg mg mg mg mg

When combining all phase 3a data, pancreatitis occurred in five semaglutide-treated patients in PIONEER

(six in the comparator group)

REIFERAME -

o BG, blood glucose; Dula, dulaglutide;

o 1 AR B 2
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PIONEER

The risk of hypoglycemia was low and programme
iIncreased when combined with SU and/or insulin REGE

. |
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Proportion of patients with sever or confirmed symptomatic hypoglycemic episode*
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PIONEER 1 PIONEER 2vs PIONEER 3 PIONEER 4 PIONEER 5 PIONEER 6 PIONEER 7 PIONEER 8 PIONEER 9 PIONEER 10

monotherapy empagliflozin vs sitagliptin vs liraglutide Renal Flex insulin 52 weeks 52 weeks
26 weeks 52 weeks 78 weeks 52 weeks 26 weeks 52 weeks 52 weeks
Sema Pbo Sema Empa Sema Sita Sema Lira Pbo Sema Pbo Sema Pbo Sema Sita Sema Pbo Sema Lira Pbo Sema Dula
7 14 14 7 14 14 14 14 14 7 14 7 14 7 14
mg mg mg mg mg mg mg mg mg mg mg mg mg mg mg

*An episode that was severe according to the ADA classification (requires assistance of another person to actively administer carbohydrate, glucagon, or other corrective action) or an episode with confirmed blood glucose value
< 56 mg/dL and symptoms consistent with hypoglycemia.

o Dula, dulaglutide; Empa, empagliflozin; Lira, liraglutide; NR, not recorded; Sema, semaglutide; Sita, sitagliptin; SU, sulfonylurea; Pbo, placebo.

- . RYRELSUS®
v MR o Smits MM, et al. Front Endocrinol (Lausanne). 2021 Jul 7;12:645563. semaglutide tablets



REAL Japan

Metabolic risk factors assessment of Rybelsus®

in a real-world Japanese study —~§'ﬁiﬁﬁ%

A retrospective study using an T2D patients who have not been Initiated treatment with ... | Metabolic parameters were compared
=7 | electronic medical record to obtain o treated with injectable glucose-lowering [m oral semaglutide from EEH | at baseline with data at 3 and 6
information about patients drugs previously “® | March 2021 to June 2022 months after starting of Rybelsus®
Baseline characteristics (N=47)
Age (mean) 58.2 years old
Male sex 25 (53.2%)
Treatment for T2D at baseline
DPP-4 inhibitors 30 (63.8%)
Metformin 35 (74.5%)
SGLT2 inhibitors 39 (83.0%)
Sulfonylurea 8 (17.0%)
a-glucosidase inhibitors 7 (15.0%)
Pioglitazone 17 (36.2%)
Insulin 3 (6.4%)
GLP-1 analogues 11 (23.4%)
Subcutaneous semaglutide 8 (17.0%)
Dulaglutide 3 (6.4%)

Adapted from table 1.

o DPP-4, Dipeptidyl peptidase-4; GLP-1 RA, glucagon-like peptide-1 receptor agonist; SGLT2, Sodium-glucose cotransporter 2; T2D, type 2 diabetes.
. . RYRELSUS®
Yanai H, et al. Cardiol Res. 2022 Oct;13(5):303-308. semaglutide tablets
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Rybelsus® demonstrated significant improvements in

HbA, ., body weight, SBP, LDL-C and UACR

Changes in metabolic parameters from baseline in all patients

N Baseline After 3 months N Baseline After 6 months
Ae &8 Body weight (kg) 40 78.9 + 17.7 77.5 £ 17.9%+ 25 79.7 + 19.3 TT7.3 £ 19.5+%
]I[“E_.’:f Systolic blood pressure (mm Hg) 41 133.1 + 14.1 130.1 = 158 25 134.0+ 14.7 1278 £ 14.3%*
Diastolic blood pressure (mm Hg) 41 779+ 10.6 To.7T+£11.7 25 779+ 10.6 T7.0£12.6
Plasma glucose (mg/dL) 40 179.2 +95.1 170.6 £ 57.8 26 183.5+116.2 162.3 £ 63.1
MifE  HbAlc (%) 41 8.1+1.5 7.9+ 1.5% 26 8.4+ 1.5 7.8 £ 1.5%+
AST (TU/L) 41 30,3 +£173 290+ 14.3 28 321 +193 31.0+20.0
ALT (IU/L) 41 432+ 325 40.4 = 27.6 28 45.0x35.0 41.0+ 35.0
GGT (IU/L) 36 405+ 43 8 45.5+37.1 24 36.3+351.2 53.0x51.0
TG (mg/dL) 39 2055+ 1292 199.0 £ 168.9 26 2109+ 137.5 1902 £123.9
HDL-C (mg/dL) 39 52.2x+13.5 51.0+£11.5 26 50.8 £ 14,1 492+ 13.1
e LDL-C (mg/dL) 37 06.8 £ 28.5 02.5+256 26 101.0+31.0 Q1.3 £ 25 5%%
'III]'HE Non-HDL-C (mg/dL) 36 128.3 £ 36.6 125.0 £ 36.1 24 132.0+39.6 122.2 + 31.7*
UA (mg/dL) 39 51+1.2 49+ 1.3 27 51+ 1.5 5112
eGFR (mL/min/1.73 m?) 41 B0.5+253 82.5+253 28 B0.6 = 268 T8. 7+ 26.8
,7?(35 E UACK 25 107.9+ 2249 625+ 117.4% 14 1231 £ 255.8 Q3.9+ 211.8%

*p<0.1. **p<0.05 vs. baseline.

ALT, alanine aminotransferase; AST, aspartate ami- notransferase; eGFR, estimated glomerular filtration rate; GGT, gamma-glutamyl transferase; HbA,., glycated hemoglobin; HDL-C, high-density lipoprotein
Q cholesterol; LDL-C, low-density lipoprotein cholesterol; non-HDL-C, non-high-density lipoprotein cholesterol; SBP, systolic blood pressure; TG, triglyceride; UA, uric acid; UACR, urinary albumin tv:igaltén.inecrlaltio.12

Yanai H, et al. Cardiol Res. 2022 Oct;13(5):303-308.
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Weight loss leads to clinically significant improvements
in multiple obesity-related diseases

Prevention of T2D!

PCOS!

NAFLD!?

NASH!

GERD (males)!

OSA!

Knee OA!

Urinary stress incontinence?

Heart failure?
10-150 >20%
1'50/0 5'10°/o

CV outcome™3 « Advanced T2D remission®
T2D remission>6

Hypertension?
Hyperglycemia?l

Dyslipidemial
GERIg (females)?!

Magnitude of >
weight loss (%)

Guideline 3-7%

recommendations’3 _ -
+ Glycemia/

a American (@) ESC CV risk factors? >50, >

Assoction, T >10%

of Cardiology e Vv Llpld leveld
« Glycemia control®

« Hypertension? « T2D remission’

« CV outcomes and mortality”’

*CV outcomes include non-fatal acute myocardial infarction or stroke, hospitalized angina, CV death, coronary-artery bypass grafting, carotid endartectomy, percutaneous coronary intervention, hospitalization for congestive
heart failure, peripheral vascular disease, or total mortality.

CV, cardiovascular; GERD, gastroesophageal reflux disease; MASH, metabolic dysfunction-associated steatohepatitis; NAFLD; non-alcoholic fatty liver disease; NASH, non-alcoholic steatohepatitis; OA,

Q osteoarthritis; OSA, obstructive sleep apnea; PCOS, polycystic ovary syndrome; T2D, type 2 diabetes. — .
1. Horn D, et al. Postgrad Med. 2022 May;134(4):359-375. 2. Garvey WT, et al. Endocr Pract 2016;22(Suppl. 3):1-203. 3. Look AHEAD Research Group. Lancet Diabetes Endocrinol Rvn | :lls
novo nordisk” 2016;4:913-21. 4. Sundstrom J, et al. Circulation 2017;135:1577-85. 5. Lean ME, et al. Lancet 2018;391:541-51. 6. Meerasa A, et al. Diabetes Care 2022;45:28-30. 7. American semaglutide tablets

Diabetes Association Professional Practice Committee. Diabetes Care. 2024 Jan 1;47(Suppl 1):5S145-S157. 8. Marx N, et al. Eur Heart J. 2023 Oct 14;44(39):4043-4140.



The wide range of benefits of upstream weight-centric
approach vs. downstream glucocentric management approach

S

i/ Z
} Q@ Obstructive sleep apnea BR

. } @fﬁ Non-alcoholic steatohepatitis — -F;Bl}-

> w\ﬁ? Osteoarthritis

Hypertension/Hyperlipidemia/
. Coronary artery disease

(o] :
) T2p ) Hyperglycemia " Microvascular complications
Weight-centric approach Glucocentric appro
Upstream intervention Downstream inter

» Macrovascular complications

T2D, type 2 diabetes.

Q

Bl ®
Lingvay I, et al. Lancet. 2022 Jan 22;399(10322):394-405. B . “s
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Effects of Semaglutide on Body Composition in Obese and
Diabetic Patients Attended in Internal Medicine Wards

- HEHEHhERZ wemis)
o AILAARE R (REI1AL)

Weight (kg) 114.1 (33.3) 9.5 (7.2-11.9) 0.00
BMI (%) 42.8 (9.8) 3.5 (2.7-4.3) 0.000
BEL) Fat mass (kg) 53.6 (18.5) -6 (4.1-8.5) 0.00
\ Lean Mass (LM
25 B 4 42 Lean mass (kg) 59.4 (19) 2.6 (1.3-4.1) 0.0004 ean s (V).
IES Muscle mass (kg) 30.1 (11.7) -0.8 (0.0004-1.6) 0.04

Observational, prospective study. Body composition was studied by bioimpedance (BIO) .
Q Changes were evaluated over a median of 26 wk. RYRELSUS'
novorordisk  Diabetes. 2022;71(Supplement_1). doi:10.2337/db22-1493-PUB semaglutide tablets



Oral semaglutide improves body composition and preserves lean mass in
patients with type 2 diabetes: a 26-week prospective real-life study

° EEHE HE. =5 >
AN EERREEEE

. Fat Mass (KQ) 295+ 1.2 249 £ 1.2** 24.3 £ 1.2**
L Fat Mass % 30.3 + 1.3 34.7 + 1.5% 34.2 + 1.5%
Fat-Free Mass (KQ) 454 £ 14 47.1 £ 1.7 46.9 + 1.6**
AhshnE Fat-Free Mass % 60.5+ 1.3 65.2 + 1.6** 65.7 £ 1.5**
=3l Skeletal Muscle Mass (SMM; Kg) 20.0 + 0.8 20.6 £ 1.0 20.3 £ 0.9

AlEAgRE  Visceral Adipose Tissue (VAT; L) 3+0.2 2.7 +£0.2 2.8 +0.2
#IK 5 Total Body Water (TBW; L) 341+ 1.0 35.2 + 1.2* 35.0 £ 1.1*

Parameters are expressed as mean * S.E. Estimated changes were analyzed at different times.
) Change versus TO: *p<0.05; : ** p<0.01

RYRBELSUS®
novo nordisk” https://doi.org/10.3389/fendo.2023.1240263 Front. Endocrinol., 13 September 2023 semaglutide tablets
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Transforming body composition with semaglutide in adults with
obesity and type 2 diabetes mellitus

Variation in body composition parameters from baseline to end of follow-up (6 months) using bioelectrical immpedance analysis.

SUBCUTANEOUS SEMAGLUTIDE (n=55) ORAL SEMAGLUTIDE (n = 33)
BASELINE mean (SD) 6 MONTHS mean (SD) DIFFERENCE [CI 95%)] P-value BASELINE mean (SD) 6 MONTHS mean (SD) DIFFERENCE [CI 95%)] P-value
Weight (kg)* 109.2 (24.6) 98.5 (21.6) -10 [-11.9; -8.2] <0.001 94.8 (15.6) 86.2 (16.3) -8.6 [-10.3; -6.8] <0.001
BMI (kg/m2)* 40.1 (11) 36.1(9.3) 3.7 [-4.4; -3] <0.001 34.2 (3.9) 31 (4.2) -3.1[-3.7; -2.5] <0.001
Body Fat*MaSS 50.5 (17.6) 41.3 (15) -8.5[-10.2; -6.9] <0.001 39.9 (8) 31.9(8.7) -8[-9.7;-6.2] <0.001
i (k0)
Fat mass (%) 45.7 (9.3) 41.4 (9.1) -4[-4.9; -3.1] <0.001 42.2 (5.6) 36.8 (6.1) 5.2 [-6.7; -3.6] <0.001
£ﬂ§ Fat Free Mass (kg)* 59.3 (13.5) 57.1 (12.7) -1.7 [-2.5; -0.9] <0.001 54.9 (10.9) 54.3 (10.8) -0.6 [-1.5; 0.3] 0.162
fh & Fat free mass (%) 54.9 (9.2) 58.6 (9.1) 3.6 [2.8; 4.6] <0.001 57.8 (5.6) 63.2 (6.1) 5.2[3.6; 6.7] <0.001
A i A5 Bh V'Sce(r:rln';?: Area 227.1 (62.2) 196.5 (54.4) -30.2 [-37.5; -23.2] <0.001 203.6 (37.1) 161.3 (47.3) -42.3[-52.9; -31.8] <0.001
0, Skeletal Muscle
33.1(85 31.7 (7.7 -1.1[-15;-0.6 0.001 30.3 (6.5 29.9 (6.4 -0.5[-1;0.1 0.081
=g Mass (k) (8.5) 7.7) [ ] < (6.5) (6.4) [1;0.1]
ZB K 43 | Total body water (L) 44 (10.6) 42.2 (9.5) 1.3[-1.9;-0.8] <0.001 405 (8) 40 (8) 0.5[-1.2:0.1] 0.117
Ak (1S~ Basal Metabolic
= 1651.3(292.1 1604.3(274.5 -36.3[-53; -19.5 0.001 1555.7 (234.8 1542.2(232.9 -13.5[-33; 5.9 0.166
HRMA: Rate (Keal) (292.1) (274.5) [ ] < (234.8) (232.9) [-33; 5.9]
e e &
- BEREHh & WG BD #E R
o o =2 E E m\ l /
*Parameters in which we four ss Index RYRELSUS®

novonordisk’  https://doi.org/10.3389/fendo.2024.1386542  Front. Endocrinol., 04 June 2024 semaglutide tablets
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GLP-1 RAs are recommended as
appropriate initial therapy for T2D

with or at high risk fc
BHiF: [R{ER ﬁ.—ﬂl3 Ay 552 BYiKE bR Jm {8 3=

+ASCVD/Indicators of High Risk

GLP-1 RA*}with proven (LN  SGLT2i¢ with proven
CVD benefit OR CVD benefit

If A1C above target

» For patients on a GLP-1 RA, consider adding SGLT2i with
proven CVD benefit or vice versa
e TIDA

+HF

Current or prior
sympioms
of HF with
documented
HFrEF or HFpEF

i CVD (|v|| / 55 ES
el CVA/ INE (MIELLE)
‘E TIA Unstable AERY - SmE -
23l angina - =S - s -
ol PAODZ = REA

SGLT Zi*
with prowven
HF benefit
im this
population

+ASCVD/Indicators of High Risk

GLP-1 RA® with prowven SGLT2i* with proven

CVD benefit CVD benefit

If HbA, abowve target

= For patients on a GLP-1 RA consider adding SGLT2i with
proven CVD benefit or vice versa

"I'ID.A

L

2024 ADA/2022 ESAD

guidelines

S 210V | P =

+CKD
eGFR =40 mbL/'min per 1.73 m® OR
albuminuria (ACR =3.0 mg/mmol
[30malgl). These measurements.
may vary over time; thus, a repeat
measure is regquired to document CKD.

+CKD (on maximally tolerated dose
of ACEi/AREB)

PREFERABLY

SGLTZi® with primary evidence of
reducing CKD progression
Use SGLTZi in people with an eGFR
=2'D ml.n'mdn per 1.73 m’ omnce initiated

d be conti d wntil initiation
of dialysis or transplantation

______ n“ — e — — — —
GLP-1 RA with proven CVD benefit if
SGLT2Zi not tolerated or contraindicated

If HbA, abowve target, for patients
on SGLTZi. consider incorporating a
GLP-1 RA or vice wversa

l

[ IF additional cardiorenal risk reduction ar glycemic lowering needead }

*In people with HF, CKD, established CVD, or multiple risk factors for CVD, the decision to use a GLP-1 RA or SGLT2i with proven benefit should be independent of background use of metformin. *A strong recommendation is
warranted for people with CVD and a weaker recommendation for those with indicators of high CV risk. Moreover, a higher absolute risk reduction and thus lower humbers needed to treat are seen at higher levels of baseline
risk and should be factored into the shared decision-making process. ~Low-dose TZD may be better tolerated and similarly effective. SFor SGLT2i, CV/renal outcomes trials demonstrate their efficacy in reducing the risk of
composite MACE, CV death, all-cause mortality, MI, HHF, and renal outcomes in individuals with T2D with established/high risk of CVD. #For GLP-1 RA, CVOTs demonstrate their efficacy in reducing composite MACE, CV death,
all-cause mortality, MI, stroke, and renal endpoints in individuals with T2D with established/high risk of CVD.

Adapted from American Diabetes Association Professional Practice Committee. Diabetes Care. 2024 Jan 1;47(Suppl 1):5S158-S178 figure 9.3 and Davies MJ, et al. Diabetes Care. 2022 Nov 1;45(11):2753-2786 figure 3.

1. American Diabetes Association Professional Practice Committee. Diabetes Care. 2024 Jan 1;47(Suppl 1):5S158-S178. 2. Davies MJ, et al. Diabetes Care. 2022 Nov 1;45(11):2753-2786.
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GLP-1 RAs are recommended as
appropriate initial therapy for T2D
with or at high risk fc

+ASCVD/Indicators of High Risk

GLP-1 RA*jwith proven SGLT2if with proven

CVD benefit CVD benefit

If A1C above target

» For patients on a GLP-1 RA, consider adding SGLT2i with
proven CVD benefit or vice versa
e TIDA

from American Diabetes Association Professional Practice Committee. Diabetes Care. 2024 Jan 1;47(Suppl 1):S158-S178 figure 9.3 and Davies MJ, et al. Diabetes Care. 2022 Nov 1;45(11):2753-2786 figure 3.
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+ASCVD*

Defined differently across
CVOTs bast all included
individuals with established
CVD (e.qg., M, stroke, any
revascularization procedure).
Variably included: conditions
such as transient ischemiic
attack, unstable angina,
amputation, symptomatic
or asymptomatic comnary
artery disease.

+ASCVD/Indicators of High Risk

GLP-1 RA® with prowven
CVD benefit

If HbA, abowve target

= For patients on a GLP-1 RA consider adding SGLT2i with
proven CVD benefit or vice versa

"I'ID.A

ﬁmﬂl3 EI’J 55 2 B4 E hx s (Bl 3=

+HF

Current or prior
sympioms
of HF with
documented
HFrEF or HFpEF

+Indicators of high risk

While definitions vary, most
ocomprise =55 years of age
with two or more additional
risk factors {including obesity,
hypertension, smoking.
dyslipidemia, or albuminuria)

SGLT2i*
with prowven
HF benefit
im this
population
SGLT2i* with proven

CVD benefit

2024 ADA/2022 ESAD

guidelines

S 210V | P =

eGFR =40 mbL/'min per 1.73 m® OR
albuminuria (ACR =3.0 mg/mmol
[30malgl). These measurements.
may vary over time; thus, a repeat
measure is regquired to document CKD.

+CKD (on maximally tolerated dose
of ACEi/AREB)

PREFERABLY
SGLTZi® with primary evidence of
reducing CKD progression
Use SGLTZi in people with an eGFR
=2'D ml.n'mdn per 1.73 m’ omnce initiated
d be conti d wntil initiation
of dialysis or transplantation

GLP-1 RA with proven CVD benefit if
SGLT2Zi not tolerated or contraindicated

If HbA, abowve target, for patients
on SGLTZi. consider incorporating a
GLP-1 RA or vice wversa

l

IF additional cardiorenal risk reduction ar glycemic lowering needead }

*In people with HF, CKD, established CVD, or multiple risk factors for CVD, the decision to use a GLP-1 RA or SGLT2i with proven benefit should be independent of background use of metformin. YA strong recommendation is warranted for people with CVD
and a weaker recommendation for those with indicators of high CV risk. Moreover, a higher absolute risk reduction and thus lower numbers needed to treat are seen at higher levels of baseline risk and should be factored into the shared decision-making
process. “Low-dose TZD may be better tolerated and similarly effective. 8For SGLT2i, CV/renal outcomes trials demonstrate their efficacy in reducing the risk of composite MACE, CV death, all-cause mortality, MI, HHF, and renal outcomes in individuals with
T2D with established/high risk of CVD. #*For GLP-1 RA, CVOTs demonstrate their efficacy in reducing composite MACE, CV death, all-cause mortality, MI, stroke, and renal endpoints in individuals with T2D with established/high risk of CVD.
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1. American Diabetes Association Professional Practice Committee. Diabetes Care. 2024 Jan 1;47(Suppl 1):S158-S178. 2. Davies MJ, et al. Diabetes Care. 2022 Nov 1;45(11):2753-2786.
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FDA looking into reports of hair loss, suicidal
thoughts in people using popular drugs for

diabetes and weight loss _
5 A2 IRE TP

By Kathering Dillinger, CMM
@ 3 minute read - Updated 2:18 PM EST, Thu January 4, 2024
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1. https://edition.cnn.com/2024/01/03/health/glp1-agonist-side-effects-fda/index.html| 2. https://www.goodrx.com/ozempic/semaglutide-side-effects
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Semaglutide exposure
via different routes of administration?

Similar geometric mean exposure
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PIONEER PIONEER PIONEER SUSTAIN SUSTAIN
(3 mg) (7 mg) (14 mg) (0-5 mg) {1 mg)
(N=€29) (N=620) (N=1,182) (N=634) (N=978)
O Oral semagultide @ s.c. semagultide o
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tract
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ASA Consensus-Based Guidance on Preoperative
Management of Patients (Adults and Children) on GLP-1RA

O Day(s) Prior to the Procedure:

~

American Society of
"' Anesthesiologists

* For patients on daily dosing consider holding GLP-1 agonists on the day of the

procedure/surgery. For patients on weekly dosing consider holding GLP-1 agonists a week

prior to the procedure/surgery.

~
Sa

EMER

-

—E/

» This suggestion is irrespective of the indication (type 2 diabetes mellitus or weight loss),

dose, or the type of procedure/surgery.

Q
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novorordisk’  https://www.asahg.org/about-asa/newsroom/news-releases/2023/06/american-society-of-anesthesiologists-consensus-based-guidance-on-preoperative
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‘ ORIGINAL ARTICLE ‘

Once-Weekly Semaglutide in Adolescents
with Obesity 12.18%%

Daniel Weghuber, M.D., Timothy Barrett, Ph.D., Margarita Barrientos-Pérez, M.D.,
Inge Gies, Ph.D., Dan Hesse, Ph.D., Ole K. Jeppesen, M.Sc., Aaron S. Kelly, Ph.D.,
Lucy D. Mastrandrea, M.D., Rasmus Serrig, Ph.D., and Silva Arslanian, M.D.,
for the STEP TEENS Investigators*

ABSTRACT

BACKGROUND
A once-weekly, 2.4-mg dose of subcutaneous semaglutide, a glucagon-like peptide-1
receptor agonist, is used to treat obesity in adults, but assessment of the drug in
adolescents has been lacking.

CONCLUSIONS
Among adolescents with obesity, once-weekly treatment with a 2.4-mg dose of sema-

glutide plus lifestyle intervention resulted in a _greater reduction in BMI than lifestyle
intervention alone. (Funded by Novo Nordisk; STEP TEENS ClinicalTrials.gov

number, NCT04102189.)
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A Change in BMI from Baseline
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Weeks since Randomization

No. of Participants

Placebo 67 56 63 61 62 62 61

Semaglutide 134 119 131 130 131 131 128

Wegovy- FDA & for Obesity
g Hearittrid

N Engl J Med 387;24 nejm.org december 15, 2022



Conclusions

»  GLP-1 RAs are recommended as an appropriate initial therapy for T2D by multiple current international guidelinesl"‘, early
and consistent use would reduce risk for MACE>S ZZ{EEEiEET2DMES - GLP1RAE S#EISE

>  Rybelsus® is the only oral form of GLP-1 RA approved for treatment of T2D® and was as effective as subcutaneous

semaglutide in glycemic control? InBiEEEkME—ORGLP-1RA - IZEHEMREHEIEHS

>  PIONEER studies proved that Rybelsus® was effective in reducing HbA, in T2D patients with different duration of disease
and in combination with all kinds of other antidiabetic medications.8 Asian patients in some PIONEER trials even achieved

greater HbA, - reduction than other racial groups® ;f:ﬁﬁDMTﬁfﬁ% . %Eﬁﬁﬁﬂﬂﬁ%*ﬂﬁf , B&*E?ﬁ‘)’l%%ﬁ% o RIS (E
>  Rybelsus® showed its significant effects on improving multiple cardiometabolic risk factors,1? leading to significantly

reduction in MACE risk in a broad T2D population®! ZR{ZZes . 750 M - 2 i [E & E’Jparameter M EREENE
>  The better glycemic control, weight control and reduction of CV risks of Rybelsus® were not only demonstrated in PIONEER

studies but also in various real-world data,!2-14 proven its benefits in early initiation in treating T2D patients?>

MEHEREEEHFTEE - REERSES

CV, cardiovascular; GLP-1 RA, glucagon-like peptide-1 receptor agonist; HbA;., glycated hemoglobin; MACE, major adverse cardiovascular events; T2D, type 2 diabetes.

1. American Diabetes Association Professional Practice Committee. Diabetes Care. 2024 Jan 1;47(Suppl 1):5S158-5178. 2. Davies MJ, et al. Diabetes Care. 2022 Nov 1;45(11):2753-2786.

3. Marx N, et al. Eur Heart J. 2023 Oct 14;44(39):4043-4140. 4. DAROC Clinical Practice Guidelines for Type 2 Diabetes Care- 2022, Taiwan, Diabetes Association of the R.0.C., 2022. 5.

Piccini S, et al. Cardiovasc Diabetol. 2023 Mar 25;22(1):69. 6. Mariam Z, et al. Endocrinol Diabetes Metab. 2023 Dec 14:e462. 7. Davies M, et al. JAMA. 2017 Oct 17;318(15):1460-1470.
O 8. Thethi TK, et al. Diabetes Obes Metab. 2020 Aug;22(8):1263-1277. 9. Desouza C, et al. Diabetes 2020;69(Supplement_1):930-P. 10. Aroda VR, et al. Presented at the Hybrid 58th )
EASD Annual Meeting on 21 December 2022. 11. Husain M, et al. Cardiovasc Diabetol. 2020 Sep 30;19(1):156. 12. Aroda VR, et al. Diabetes Obes Metab. 2021 Sep;23(9):2177-2182. RVP:' SuIs°
13. Reichert, et al. Presented at the European Association for the Study of Diabetes 59th Annual Meeting, 2-6 October 2023, Hamburg, Germany. 14. Yanai H, et al. Cardiol Res. 2022 semaglutide tablets

novonordisk 5 +.13(5):303-308. 15. Lunati ME, et al. Pharmacol Res. 2024 Jan;199:107040.
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