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EFFICACY AND SAFETY OF SEMAGLUTIDE COMPARED WITH
LIRAGLUTIDE FOR WEIGHT LOSS IN PATIENTS WITH OBE%{J&”
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GLP-1RAs reduce Body Weight
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SUSTAIN FORTE will evaluate high-dose semaglutide in tfype
2 diabetes and is expected to conclude by end of 2(%3@0g
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SUSTAIN FORTE trial design Key SUSTAIN FOR\EE\@pag‘Qﬁ@ ion criteria
Semaglutide 2.0 m d\e\a‘\\‘a\\‘a
Randomised: E i S0 é\d\
964 patients oa\\a c (o)
with type 2 6\)\6 (\\‘G(
diabetes Semaglutide 1.0 mg c© (S\ 0
>
?\~ (Gg
40 weeks S\
Trial ob 6% 6\6
T::stt;b-}fsit:::z effect of semaglutide ZP@n V@S\g
P I ith 2 di f 1 i

semaglutide 1.0 mg QW on glycae S? tr \@hatlents with eople with type 2 diabetes from 10 countries
type 2 diabetes on a backgro fme{f In with or o HbA,.8-10%
without SU treatment (G e(@\‘a e Stable dose of metformin +/- SU

High-dose vamacglutiae / Trial initiation: Q2 2019

« Supports individualised treatment

+ Offers a simple treatment regimen for intensification

sc: subcutaneous; QW: once-weekly; SU: sulphonylurea



Glycated Hemoglobin
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Bariatric Surgery versus Intensive Medical
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Therapy for Diabetes — 5-Year Outcomes G
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Surgical Treatment
and Medications Potentially
Eradicate Diabetes Efficiently
(STAMPEDE)

Schauer et al, New Engl J Med 2017




Primary Care-led Weight Management for -
Remission of Type 2 Diabetes (DiRECT) \)G\o\og‘
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Efficacy and safety of LY3298176, a novel dual GIP and GLP-1 receptor
agonist, in patients with type 2 diabetes: a randomised, placebo- co@«s@‘ﬁed
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—— Placebo
1Y3298176 1 mg
LY3298176 5 mg
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Efficacy and safety of LY3298176, a novel dual GIP and GLP-1 receptor
agonist, in patients with type 2 diabetes: a randomised, placebo- co@«s@‘ﬁed
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New anti-obesity drugs under investigation
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New anti-obesity drugs under investigation

Centrally acting agents
Setmelanotide

Other novel targets
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Proopiomelanocortin Deficiency Treated with a

Melanocortin-4 Receptor Agonist
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MCA4R agonism promotes durable weight loss in
patients with leptin receptor deficiency
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RM-493, a Melanocortin-4 Receptor (MC4R) Agonist

Increases Resting Energy Expenditure in Obese Individuals®
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Kong Y et al, JCEM,
Effect of RM-493 vs placebo on REE at the end of the treatment period 2015




Central Nervous System
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Cell Metabolism

Patients with Obesity Caused by Melanocortin-4
Receptor Mutations Can Be Treated with a

Glucagon-like Peptide-1 Receptor Agonist :

Graphical Abstract

MC4R
causal obesity

O\

Liraglutide
— —
3.0 mg

fa‘&[lght 6‘

anctlonal MCA4Rs are not required for GLP-1 RA-
iated weight loss

Liraglutide caused a 6% weight loss in patients with MC4R

mutations and controls

Fat mass, waist circumference, and glucose concentrations

improved with treatment

Liraglutide is an effective treatment of the most common form

of monogenic obesity

Authors
Eva W. lepsen, Jinyi Zhang,

Henrik S. Thomsen, ... \6(\6 6\\'6\

,JensJ
Jens-Christian Holm, Sng \ k0\.|r

Correspond QG ‘a\\

URA S (@5\6
@\&ef : G(

lepsep- gt Al show that the diabetes and
oﬁe drug liraglutide, which has

etite-suppressing effects, caused
weight loss in obese patients with
mutations in the appetite-regulating
melanocortin-4 receptor (MC4R). These
results show that the appetite effects of
liraglutide are independent of the MC4R
pathway and offer therapeutic
opportunities for patients with MC4R
causal obesity.



JCI The Journal of Clinical Investigation
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EMERGING POLY-AGONISTS FOR OBESITY AND TYPE 2 DIABETES
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Cell Metabolism 0O

O
The Sustained Effects of a Dual GIP/GLP-1 Receptor 0\6‘06
Agonist, NNC0090-2746, in Patients with Type 2 d\ a\
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In Brief

Frias et al. assessed the effects of
NNC0090-2746, a unimolecular dual
agonist derived from hybridized GLP-1
and GIP, in patients with T2DM.
Bo dy e |g ht NNC0090-2746 was well tolerated and
o N N . S . A—— significantly improved glycemic control
and reduced body weight compared with
placebo. Maximum benefit was obtained
by patients with the best baseline
glycemic control.

GIPR-agonist

HbA,,

- ——— A W

Cell Metab 2017




Investor presentation

Clinical projects in obesity and NASH

Phase 1 Phase 2 Phase 3 ed, \\a
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® PYY 1562 analogue ! ! N\ ,3‘:3\

® GG-co-agonist ; : G@d\) 50(\\‘6 |

Obesity ® Tri-agonist 1706 i OG\PLG(GQQ o\ i
® PYY 1875 analogue i i ® Liraglutide 3 mg

SemaJdutiae NASH

Semaglutide NASH +
Gilead Science

PYY: peptide YY; GG: GLP-1 and glucagon; NASH: nonalcoholic steatohepatitis; GLP-1: glucagon-like peptide-1

ADA 2019
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Develop new
biologics
combined with
GLP-1 to achieve
>20% weight
loss

Enter NASH by
leveraging GLP-1
and other internal
assets as well as
in-licensing
external
opportunities



Novo Nordisk is investigating opportunities within NASH
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Semaglutide NASH phase 2 programme Proof of concept phase 2 con}m%\lgmrlal design

2016 | 2017 | 2018 2019 2020

100 NAFLD/NASH

) MRI-PDFF wit
Semaglutide 0.1, 0.2 and 0.4 mg QD 10% steatog 6
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el el FibroSoatu! N
\P\G live b&sy
Semaglutide 0.4 m D
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~70 patients, 72 weeks 6\ Q .
S i |
24 weeks + 7 weeks follow-up
Semaglutide 2.2 mg Q'
vs placebo in p.tients witk »\<<H Trial information
~70 patiz\rs, 48 weel s "
* Safety and tolerability trial
(o) \.a - e Initiation Q3 2019

quz‘ |
OV X e MRI-PDFF, MRE k | : 12, 24 k
Expected phasg@‘: % Gl(me completion: H2 2020 " ScRlonTavIes Sk least ak By e, WRRIS

0‘5\'\ el (

QD: Once @% once-weekly; sc: subcutaneous; MRI-PDFF: magnetic resonance imaging-estimated proton density fat fraction; MRE: magnetic resonance elastography; NASH: nonalcoholic
steatohep itis; NAFLD: Nonalcoholic fatty liver disease; kPa: kilopascals; FIR: firsocostat (ACC inhibitor); CIL: cilofexor (FXR agomst) ACC: acetyl-CoA carboxylase; FXR: Farnesoid X receptor



New anti-obesity drugs under investigation

Gut hormones and incretin effects OQ\

Amylin mimetics )%
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Amylin AM833 could become the next step in getting closer
to the ambition of >20% weight loss \0\0‘3\6'
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combination multiple dose trial Phase 2 do\is\%(f\ﬁl‘ (‘;)(z@\\.ﬁ'al

4* 4-week escalation steps (fixed ratio) N - —
80 people 700 people 'E A11933. 2.4 mg QW
4* 4-week escalation steps (fixed ratio) %\
Cohort 3 - QW sema + QW AM833 Dose C 6\)\6 \\]G_(
4* 4-week escalation steps (fixed ratio) e GG (

\ ©
Cohort 2 - QW sema + QW AM833 Dose B \P\ 2 o\ AM833, 0.3 mg QW
4* 4-week escalation steps (fixed ratio) ‘eg T ———
P g\Q —

AM833, 1.2 mg QW

AM833, 0.6 mg QW

L)

Cohort 1 - QW sema + QW AM833 Dose A %@
4* 4-week escalation steps (fixed ratio) O 6 . (\,a\e Placebo
I | » A\
' 20 weeks treatment I P\O\’ O(\g | Diet and physical activity counselling >
L ? .(\e 1 I 1
~19 5\‘6(‘5\\) 26 weeks + 6 weeks follow-up
Trial objective 6‘ \6 Trial rationale
To assess the Safety’ ogﬁa%gt @%%K pﬂ:}per’ties“r and to exp|ore To find Optlmal dose of sc. administered amylin AM833 QW for WEIth
PD effects of m‘g&fﬁ?éu c%@égus doses of amylin AM833 initiated loss in people being overweight or with obesity (BMI 27-39.9 kg/m2)
simu_ltaneo j @ﬁg utide in people with overweight or Primary endpoint
obea% 7-39.%kg/m2) Change from baseline to week 26 in body weight (%)

Trial initiation: Q1 2019

QW: once-weekly; sema: semaglutide; sc: subcutaneous



Peripheral systems
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