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Clinical Application of IncretisBased Therapy:
Therapeutic Potential, Patient Selection and Clinical Us
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Type 2 Diabetes Figure 2  Representative depiction of the natural history of type 2 diabetes mellitus high-

lighting the role of insulin resistance, insulin deficiency, and impaired incretin effect. Both the
Figure 1  Postulated role of insulin resistance, B-cell dys- time course and relative function are descriptive. These 3 core pathophysiologic defects likely
function, and an impaired incretin effect in the pathogenesis of combine to contribute to the progressive nature of the disease, and may account for much of the
type 2 diabetes mellitus. (Adapted from J Clin Endocrinol deterioration in glucose control observed clinical in patients with type 2 diabetes. IFG =
Metab,> Diabetes,***’ Eur J Clin Endocrinol,™ and J Clin impaired fasting glucose; IGT = impaired glucose tolerance. For glucose, 1 mg/dL = 0.5551
mmol/L. (Courtesy of the International Diabetes Center © 2008.)
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David M. Kendall et al. The American Journal of Medica@®9(122): S3¢S50.



Clinical Application of IncretisBased Therapy:
Therapeutic Potential, Patient Selection and Clinical Us

Treatment of Type 2 Diabetes: Glycemic Control
Glycemic Targets  SMBG pre-meal 70-120 mg/dL, post-meal <160 mg/dL
Self-Management Nutrition and Activity Emotional Health

At Presentation * Refer for diabetes education « Refer for Medical Nutrition Therapy « Psychosodal support / motivation

* SMBG, food & activity; titrate medications » May lower A1C 1-2 % » Assess for anxiety and/or depression
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Titrate to clinically effective dose I Advance if not at target in 3 months

A1C 9-11%

FPG 201-300 mp ’ TWO DR D 2

| ¥
RPG 301350 i —

e petcency —) >

Add Sulfonylurea (SU) Add DPP-4 Inhibitor Add GLP -1 Agonist Add Thiazolidinedione
Glimepiride or Glipizide XL Sitagliptin — Saxagliptin* Exenatide — Liraglutide* Pioglitazone

Well tolerated, simple oral dosing W_eight loss, no hypoglycemia arg insulin resistance, CV risk
No hypoglycemia Injectabie (pen)

I I 1 t Higher cost Higher cost ghe
nsu In f hy yce! Weight neutral Gl side effects - nausea Edema, weight gain, bone effects

i n - e Cti O n Titrate to clinically effective dose Advance if not at target in 3 months
J THREE DRUG THERAPY

Add Background Insulin
or
SU, DPP-4, GLP-1

Titrate to clinically effective dose Advance if not at target in 3 months

$
MULTI-DOSE INSULIN THERAPY

Background & Mealtime (all meals) + Sensitizerst

Copyright International

Figure 3  International Diabetes Center (IDC) treatment algorithm for the management of type 2 diabetes center. This recommended

David M. Kendall et al. The American Journal of Medicat®9(122): S3¢S50.



Glucagomike peptiderl receptor agonistsn type 2 diabetes
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The European Medicines Agency (EMA) has approved the use of all commercially ave
human GLHA analogs up to eGFR of 15 mL/min/1.73 m2, while all exehdimalogs are
contraindicated below 30 mL/min/1.73 m2, given the risk of accumulation and toxicity.

RaffaellaGentilellaet al. Diabetes Metab Res Re®01935:e3070.



Anti -Glycemic Effects of
GLP-1 RA

iIn Type 2 DM
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Semaglutide versus dulaglutidence weekly in patients
with type 2 diabetes GUSTAIN)7 a randomised, open

label, phase 3b trial.

Between Jan 6, 2016, and June 22, 20261 patientavere randomly assigned to treatment; of these, 301 were
exposed tesemaglutide 05 mg299to dulaglutide 075 mg300 tosemaglutide 10 mgand 2990 dulaglutide 15 mg
The primary endpoint was change from baseline in percentage HbAlc; the confirmatory secondary endpoint was

in bodyweight, bothat week 40
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Pratley REet al. Lancet Diabetes Endocrind018Apr;6(4):275286.



Non-Glycemic Effects of
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Effects of oncewveekly semaglutidevs oncedaily canagliflozinon
body compositionin type 2 diabetes: a substudgf the SUSTAIN 8
randomised controlled clinical trial
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Semaglutide versus dulaglutidence weekly in patients
with type 2 diabetes GUSTAIN)7 a randomised, open
label, phase 3b trial.

At low and high doses, semaglutide was superior to dulaglutide in improving glycaemic control and
reducing bodyweight enabling a significantly greater number of patients with type 2 diabetes to
achieve clinically meaningful glycaemic targets and weight lossh a similar safety profile
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Treatment withGLP1 receptor agonists reduce serum CRP
concentrations in patients with type 2 diabetes mellitus: A
systematic review and metanalysis of randomized controlled trials

M. Muozidi et al / Journel of Diabetes and Its Complications 31 (2017) 1237 -1242

Study name Statistics for each study Serum CR Ptd diffin means and 95% Cl
5td diff  Standard Lawer Upper
inmeans  error  Yariance  limit mit  Z-Value p-Valug

A. Faurschou -0.006 0.449 0202 -0.887 0875 -0.013 -

Aaron S Kelly 0.000 0.283 0.080 -0554 0554 0.000

G. Darosa -3.333 0.287 0.082 -3.896 -2.771 -11.613

Hui Fan -[).499 0.190 0.036 -0.872 -0126 -2.622

Jin-dan Wu -2.837 0.591 0349 -3995 1672 -4.800

MATHIJS C. BUNCK. -2.000 0319 0102 28625 1375 -H27

Ziwen Liang -6.743 0618 0.382 7954 5531 -10.910

-2.148 0.696 0484 -3.512 -0.784 -3.086
.00 5.00 10.00

Favours B (CoONtrol)

Fig. 1. Mot to display weighted mean difference and 95% confidence intervals for the impact o7 S e peptide-1 thempy on C-reactive protein.

Regression of Std diff in means on duration
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»
g
|

Duration of GLPL RA therapy
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Figz. 2. Meta regression for the assodation between duration of glucagon-like peptide-1 therapy and standards difference of C-reactive protein.

Mohsen Mazidi et al. Journal of Diabetes And Its Complications 201731(7):123%1242.




DoesGlucagonlike Peptidel Ameliorate Oxidative Stress
In Diabete® Evidence Based on Experimental and Clinic

Studies — ~
ﬁrali&n Study Design: End palat: Effeetof GLP-1 Intervention on
of treats Subjects (), ntervention (1) and Treatment Dura- Otidative Stress Markers (Contpared to con Comnents
ment fion (TD) tral Unless Otherwise Stated)
Interventions on warance analyse idi-
[oh GLPL i i Covarianceanalyss nd
cose . .

t Antioxidant capacit ’ Oxidative Stress markeritd ghooss independant
_ pacty | NF-p L//') | FFA §: T2D (1=23) on metformin anlor sulfonylurea, - efficton $-is6-PGF,

| Damaged I+ Exetaide (3 g for 4 weeks then 10 g wice daify). _ . levels hatwas independ-

PI3R/AKE 738 macromolecules : | b s (r05) tof HbAL:, e D,

MAPK, INK Moo T0: 3 mosths, EAOTTIBAE, et 3L,

body weight, 11d BM1.

(A

§:T2D (n=63) (38.7410.2 years) no mote than 13 years Decteased IAle and
of disease dutation. n+32 on s lfanyhurea. Blood: b gheose whenco-

GLP-1 | AGE [: Lizaghotide (stared at 03 myday then 0609 | &-ROMs (.05 ) {eompared to baseline). pated 10 baseline

ormation

GLP1 RA | RAGE expresion g fday (mean doe 074 mpay). Nochargeia MDA, (pe.00). Ilsloeﬂ?:clorl

T0: § mosths. bod et 76
= NADPH oxidase Dectease in blood ghucose

”% (<0001 and il
; | ROCK/Rho > fmatths prides (<. ) bothcon

& | Xanthine oxidase pathway S TI0 0 o s Plasm sared o baseline md

A Collectively, the avallable data demonstrates that GLLFRan decrease OS
but also that this effect is dependent on dose, diabetic status, obesity ¢
A This effect of GLR may have therapeutic potential if OS is in fact causd
related to the development of lateonset diabetic complications.

Karen Ekkelund Petersest al. Current Diabetes Reviewg016 12, 331358



Liraglutide, aGlucagonLike Peptidel Analog Increased Insulin
SensitivityAssessed by Hyperinsulinemieuglycemic Clamp
Examinationin Patients with Uncontrolled Type 2 Diabetes Mellitus
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Effects ofsemaglutideon beta cell functionand glycaemiccontrol in
participants with type 2 diabetes: andomised doubleblind, placebo
controlled trial

800
—3 600 +
2
= Healthy control _
S 4004 Semaglutide
=
e
=4
B 2004
M. ..g Placebo
Baseline before treatment
O L} ' L2 k-4 L J L J .
5 6 7 8 9 10 11 12

Plasma glucose (mmol/l)

Fig. 6 Insulin response to a graded glucose infusion in participants
with type 2 diabetes before and after receiving 12 weeks of treatment with

Conclusions/interpretation: Twelve weeks of onegeekly treatment with semaglutide
significantly improved beta cell function and glycaemic control in participants with
type 2 diabetes.

Christoph Kapitzat al. DiabetologiaZ017) 60:139@1399.



The GLH Analogd.iraglutideandSemaglutid®educe Atherosclerosis
in ApoE’ andLDLr’ Miceby a Mechanism That Includes Inflamma

Pathways
D & Inflammatory gene expression
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Anti-atherosclerotic effects of the glucagon-like peptide-1 (GLP-1)
based therapies in patients with type 2 Diabetes Mellitus:

A meta-analysis

a GLP-1 Control Mean Difference Mean Difference
Study or Subgroup Mean_ SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Bergenstal et al 2010 Ext -23 98 160 33 118 165 13.5% -56.00[-79.55,-32.45)]
Seino etal 2010 -2685 75 264 287 79 129 193% -5555[-71.91,-39.19] ——
Courreges et al 2008 -38 47 41 0 43 42 16.6% -38.00[-57.39,-1861) ——
Kaku etal 2010 -20.54 87 83 1456 85 74 115% -3510[62.03,-8.17) — B N P 0/
Bergenstal et al 2010 SIT -2 77 166 33 118 165 150% -35.00[-56.48,-13.52] — - 0
Nauck et al 2013 12 40 118 38 S50 113 241% -26.00[-37.71,-14.29] —~G
Total (95% CI) 832 688 100.0% -40.16[-51.50, -28.81]
Heterogeneity: Tau*= 103.59; Chi*=10.82, df= 5 (P = 0.06); F= 54% - s o 235 530
Test for overall effect Z= 6.94 (P < 0.00001) Effective Ineffective
b GLP-1 Control Mean Difference Mean Difference
Study or Subgroup Mean SD_Total Mean SD_Total Weight IV, Random, 95% CI IV, Random, 95% CI
Naucketal 2013 -0.2 86 118 22 8.5 2l 0.4% -2.40[-5.77,0.97]
Nakamura etal 2014  -0.992 36 34 127 559 31 0.8% -2.26 [-4.57,0.05)
Forstetal 2012 06 421 21 02 278 19 0.9% 0.40[-1.79, 2.59] e ——
Kelly et al 2012 -0.4 22 25 -04 2.2 25 2.7% 0.00[-1.22,1.22) —
Kaku et al 2010 001 165 83 -0.25 2 74 9.8% 0.26 [-0.32, 0.84) 5 ol
Derosaetal 2014 -08 1.49 83 -05 1862 70 12.3% -0.30 [-0.80, 0.20) ==r = h S C R P %
Buncketal 2010 -051 0.34 30 -0.04 044 29 305% -0.47[-0.67,-0.27) -
Seino etal 2010 -0166 0126 264 006 0117 129 427% -0.23[-0.25,-0.20)
Total (95% CI) 658 408 100.0% -0.27 [-0.48, -0.07]
Heterogeneity: Tau®= 0.03, Chi*=13.42, df= 7 (P = 0.06), F= 48% a3
Test for overall effect. Z= 2.61 (P = 0.009) Effective Ineffective
GLP-1 Control Mean Difference Mean Difference
€ _ Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Forstetal 2012 -227 51 21 1818 29 19 10.7% -40.88[-66.29,-15.47]
Nauck etal 2013 -27.7 45 118 52 39 113 159% -32.90[-43.75,-22.05) ———
Courreges et al 2008 -29 40 41 0 49 42 129% -29.00[-48.22,-9.78] —
Seino etal 2010 247 323 264 119 244 129 173% -8.4315.17,-3.69] -
Kaku et al 2010 018 67 83 548 56 74 129% -530[-2455,13.95) — _ PA I_ 1 %
Bergenstal et al 2010 Ext -8 58 160 -15 59 165 153% 7.0015.72,19.72) S il
Bergenstal et al 2010 SIT -4 62 166 -15 59 165 152% 11.00 [-2.04, 24.04) * i
Total (95% CI) 853 707 100.0% -12.90 [-25.98, 0.18]
Heterogeneity: Tau®= 249.70, Chi*= 43.56, df= 6 (P < 0.00001); F= 86% _éo . 2*5 5¢0
Test for overall effect Z= 1.93 (P = 0.05) Effective Ineffactive

Figure 3. Forest plots showing the effects of GLP-1 based therapies on the percent changes from baseline of:
a) Brain natriuretic peptide, b) high sensitivity c-reactive protein, and ¢) plasminogen activator inhibitor-1
levels. (In Bergenstal et al., 2010: Ext, exenatide; SIT, sitagliptin).

Xiaoyan Song et al. Scientific Repo?3l5 5:10202 | DOI: 10.1038/srep10202



Liraglutide promotes improvemenia objective measures
of cognitive dysfunctiomn individuals with mood disorders:

A pilot, openlabel study
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Fig. 2. Correlation between percentage change in the compasite Z-score and baseline
HOMAZ-IR. HOMAZ-1R: homeostasis model assessment - insulin resistance.

Baseline HOMAZ-IR

After adjustment for age and gender, there were positive associations between perceiminge between
baseline and endpoint in theomposite zscore and baseline HOMAR w 6§ I n ®n n pB.72d p:”

p=0.013 (Fig. 2)

Rodrigo B. Mansur et al Journal of Affective Disorders 202(17) 114120.



Evaluatingoral semaglutideas a treatment
fort! T 1 KSAYSNXa RAasSl
This clinical trial will evaluate type 2 diabetes medication in a Phase 2a clinica
GNRFf Fa LRGSYOGAFt OGONBIFGYSYd F2NJ!f

5N tldA 9RA&2Y FyR O2fftSk3dzSa LINRBLRZAS (2 GSad GKS HYLF Od
l'f T KSAYSNRAE RA&SFHFaS® {SYIlFI3ItdziARS Aa FftNBIFIRe 2y GKS YINJ]S
Background

Insulin is a hormone that helps the body maintain appropriate levels of sugar. Insulin can also be transported to thdbrain,

helps maintain nerve cell energy levels and connections between nerve cells. Since insulin plays an important role in the

ONI Ay>S NBASHNOKSNE 06StASGOS AyadzZ Ay YAIKG Ffaz LI & ithhoMRBf S
AyadzZ Ay aSyRa aAiraylfta Ay (GKS ON}YAYy Ffaz2 (1y26y a aAyadzZ Ay
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Research Plan

5N 9RAaz2Yy IYyR O2ftfSIF3dzSa gAftf NBONHAG cn AYRADARdBolkege oA G|
London and Imperial College Healthcare NHS trust as well as other sites across the UK. All the participants will uniteetgo deta
cognitive tests and physical examination. The participants will also undergo different types of brain scans to measu&ibrajn

brain glucose metabolism (ability of brain cells to convert glucose into energy) and nerve cell function. In additiortjchpapts will
have blood samples taken to assess their glucose levels and to measure any radioactivity in the blood.

Impact

If successfylthe study will help the researchepsan a larger study to evaluate the efficaqy
of the drug The study results may alpoovide an understanding of the biological
mechanisms by which insulin resistance may disrupt nerve cell function and
O2YYdzy AOI GA2Y Ay. 't T KSAYSNRE RA&SIFAS
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Liraglutide safety and efficacy patients with non-
alcoholic steatohepatitigLEAN: a multicentre, double
blind, randomised, placebaontrolled phase 2 study

Liragtide  Placebo Relatversksormean  pvalue!
changes (35% Cl) from
baseline to 48 weeks
(liraglutideys placebo)

Primary cutcome
Mumber of patients with 13 Y. . -

(" pairad livar bicpsies h
Patiantswith rasolutionef — ° 9(35%) 2(5%] 43 (10t 17-7) 0019

| non-alcoholic steatahapatitis J

Matthew James Armstrongt al. Lancet2016 387: 67490.



A Research Study adow Semaglutide Workm People
With Fatty Liver Diseasand Liver Damage

Study Design

| Condition or Intervention/treatment

Study Type : Interventional (Clinical Trial) disease Phase

Actual Enroliment - 65 participants Non-alcoholic ~ Drug: Semaglutide Phase 2

Allocation: Randomized Steatohepatitis  Drug: Placebo

In a firstquarter earnings report (May 12, 2020)ovo Nordisk announced
promising initial data from a phase 2 trial testing the efficacy of glucadixe
peptide-1 (GLPL) agonistsemaglutide(Ozempig in individuals with
nonalcoholic steatohepatitis {|ASH.

Liver biopsies performed at baseline and at the end of the trial revealed that
2F aLJ 0ASYyda NB esmagmiidgdad mg, 830 66z0atieyitSHadlz
b! {I NBaz2ftdziazy O2YLI NBR (2 wmn 27

Actual Study Start June 18, 2019
Date :

Estimated Primary January 6, 2021
Completion Date :

Estimated Study June 17, 2021
Completion Date :

Clinical Trials.gov ldentifier: NCT03987451



A Physiologiand PharmacologicaBasis for Implementation
of Incretin Hormones in the Treatment ofype 2 Diabetes Mellitus

GLP1RA

(Liraglutide,Semaglutidestc.)
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FIGURE 2. Pathogenesis of type 2 diabetes mellitus. The role of environmental and genetic factors on insulin secretion and insulin resistance.

Jeffrey S. Freeman, D®layo Clin Proc. Decemb&01G85(12)(suppl):S%14.



Efficacy, safety and Cardiorenal outcon
Studies of Semaglutide in Type 2 DM



Semaglutide SUSTAIN-1

’-------------
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T2D=type 2 diabetes; MET=metformin; TZD=thiazolidinedione; OAD=oral antidiabetic dsigpBthylureaw=week.
References:

1. ® .
2. Steven PMetal. N Engl J Med 2016;375:1884(SUSTAIN 6)
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Antl-GlycemidResults oEUSTAIN-%

A Semaglutided.5 mg QW
A Semaglutidel.0 mg QW

-1.2~1.5% A1C
-1.6~1.8 % A1C

Change from baseline in HbA (%}

SUSTAIN 1 SUSTAIN 2 SUSTAIN 3 SUSTAIN 4 SUSTAIN 5
monotherapy vs Januvia® vs Bydureon® vs Lantus® add-on to basal insulin
-0.1
-1.2*
-1.5*
-1.6"
30 weeks 56 weeks 56 weeks 30 weeks 30 weeks
Baseline 8.1% Baseline 8.1% Baseline 8.3% Baseline 8.1% Baseline 8.4%

B Ozempic® 0.5 mg B Ozempic? 0.5 mg
B Ozempic* 1 mg B Ozempic* 1 mg
Placeho Januvia® 100 mg

Bl Ozempic* 1 mg
Bydureon® 2 mg

*P<0.0001 vs comparator.

W Ozempic® 0.5 mg
B Ozempic* 1 mg
Lantus®

W 0zempic® 0.5 mg
B Ozempic* 1 mg
Placebo




Weight ReductioiResults oSUSTAIN-%

SUSTAIN 1
monotherapy

SUSTAIN 2
vs Januvia®

A Semaglutided.5 mg QW
A Semaglutidel.0 mg QW

SUSTAIN 3
vs Bydureon®

SUSTAIN 4
vs Lantus®

-3.5~4.3 K¢
-4.5~6.4 K(g

SUSTAIN 5
add-on to basal insulin

inge from baseline (kg)

Che

ll

-6.1*

30 weeks
Baseline 92 kg

56 weeks
Baseline 89 kg

56 weeks
Basefine 96 kg

30 weeks
Baseline 93 kg

30 weeks
Baseline 92 kg

M Ozempic® 0.5 mg
B Ozempic® 1 mg
M Placebo

B Ozempic® 0.5 mg
B Ozempic® 1mg
B Januvia® 100 mg

*P<0.0001 vs comparator.

B Ozempic* 1 mg
B Bydureon® 2 mg

W Ozempic® 0.5 mg
Il Ozempic® 1 mg
B Lantus®

B Ozempic® 0.5 mg
B Ozempic® 1mg
M Placebo



Effects of GLP-1 receptor agonists on primary and secondary
cardiovascular (CV) outcomes in the LEADER trial and SUSTAIN-6

T LEADER ) SUSTAIN-6
Study duration (years) 35 20
GLP-1 receptor agonist: molecule Liraglutide Semaglutide
GLP-1 receptor agonist: dose 1.8 mg/day 0.5 or 1.0 mg/week
Patients (n) w9340 _ 3297
Mzjor CV events' L 13% (p = 0.01) $26% (p = 0.02)
Myocardial infarction L Tuep=0046) 1 LIse(NSp=038)
Non-fatal stroke 4 11% (p = 0.30;NS) ¥39% (p = 0.04)
Coronary revascularization 1 9% (p = 0.18; NS) Not available
Coronary + peripheral revascularization Not available 4 35% (p = 0.003)
Hospitalization for heart failure L 13% (p = 0.14;NS) - (p = 057;NS)
CV death L I0%m=000 1 >(p=09%NS)
Total mortality r_-_TL?&_(g-f_EQE)_-__J - (p =0.79;N§)

CV death, non-fatal myocardial infarction, non-fatal stoke. 2016 NEJM 2016 NEIM

LEADER: Liraglutide Effect and Action in Dizbetes: Evaluation of Cardiovascular Outcome Results; SUSTAIN-6: Trial to Evaluvate Cardiovascular and Other Long-term
Outcomes with Semaglutide in Subjects with Type 2 Diabetes.
J: decrease; —: no effect; NS: not significant

B. Verges and B. Charbonnel. Diabetes & Metabol&t7,43:5S3512



Semaglutide reduce new or worsening nephropathy
In Patients with Type 2 Diabetes (SUSTAIN-6)

Table 2. Primary and Secondary Cardiovascular and Microvascular Outcomes.

Qutcome

Primary composite outcomef

Expanded composite outcome::

All-cause death, nonfatal myocardial
infarction, or nonfatal stroke

Death

From any cause

From cardiovascular cause
Nonfatal myocardial infarction
Nonfatal stroke

Hospitalization for unstable angina
pectoris

Revascularization
Hospitalization for heart failure
Retinopathy complicationsf

New or worsening nephropathy§

Semaglutide Placebo
(N=1648) (N=1649)

no. /100 no./100

no. (%) person-yr no. (%) person-yr
108 (6.6) 3.24 146 (8.9) 4.44
199 (12.1) 6.17 264 (16.0) 8.36
122 (7.4) 3.66 158 (9.6) 481
62 (3.8) 1.82 60 (3.6) 1.76
44 (2.7) 1.29 46 (2.8) 1.35
47 (2.9) 1.40 64 (3.9) 1.92
27 (1.6) 0.80 44 (2.7) 1.31
22 (1.3) 0.65 27 (1.6) 0.80
83 (5.0) 2.50 126 (7.6) 3.85
59 (3.6) 1.76 54 (3.3) 1.61
50 (3.0) 1.49 29 (1.8) 0.86
62 (3.8) 1.86 100 (6.1) 3.06

Hazard Ratio
(95% CI)*

0.74 (0.58-0.95)

0.74 (0.62-0.89)
0.77 (0.61-0.97)

1.05 (0.74-1.50)
0.98 (0.65-1.48)
0.74 (0.51-1.08)
0.61 (0.38-0.99)
0.82 (0.47-1.44)

0.65 (0.50-0.86)
1.11 (0.77-1.61)
1.76 (1.11-2.78)
0.64 (0.46-0.88)

P Value

<0.001 for
noninferiority;
0.02 for
superiority

0.002
0.03

0.79
0.92
0.12
0.04
0.49

0.003
0.57
0.02

0.005

Steven P. Marso et alN Engl J Me@016375:183444.

36% risk;
- P=0.005
J



SemaglutideTreatment and Renal Function in SUSTAIN 6 Trial

Table. UACR (change from baseline to week 104) and renal-related safety endpoints (week 104) stratified by
baseline renal function in the SUSTAIN 6 trial

Semaglutide 0.5 mg Placebo 0.5 mg Semaglutide 1.0 mg Placebo 1.0 mg

Value N Value N Value N Value N
UACR, mg/mmol [SD]
Normal -5.8 [61.6] 191 4.7159.1 196 -0.8[15.9 206 5.1[52.2 200
Mild . I B 0 Y I b7 S f'4§.'231""f6'1'"'-'4'.7{36'.8]'""297""5.2'[36.'4 B
noderate 4 Albuminuria D 920734] 195 123[1141] |171] -49[642] |168] 54[735]  |173¢
Severe Vo200 0132.8] . L20] , -43.3[157.0], 128 . -56.0,(239.2] 125/, .-16.0[1923] _ [3L¢
AEs related to acute renal failure, n
(%) [R]
Normal 2(08)[0.4] 47| 10(41)[26] [242| [ 520)[t.1] [245] 7(2.8)[1.4] | [253
Mild # ‘ AKI 26(8.0)[49] 327 23(6.9)[45] |[335|1 16(4.5)[3.4] [357| 25(7.2)[4.6] | |347
Moderate 37(16.2) [11.5] [228| 25(11.7)[7.6] [214]| 16(8.3)(5.8] [192| 24 (12.5)[7.7]] |192
Severe 1(48)[31] [21] 6(u4)[134] |88 31200721 |25 7(21.2)[14.00) | 33
New or worsening nephropathy, n (%) | * 36 (4.4) TTUUN4(6.6)  (824] 0 23(2.8) 822 45(55) (8254
Persistent macroalbuminuria, n (%) a  22(2.7) 42 (5.1) 19 (2.3 38 (4.6) ,
Renal function categories based on MDRD eGFR: Normal, 230 mL/min/1.73 m’; Mild, <00 mLjmin) L.73 me; Moderate, <éU mbminﬂ.L? e, oevere, e

» Urine albumin-to-creatinine ratio decreased with increasing renal impairment for semaglutide 1.0 mg.

» AEs related to acute renal failure were generally higher with increasing baseline renal impairment,
except with semaglutide 1.0 mg vs. placebo.

»  New or worsening nephropathy was lower with both doses of semaglutide vs. placebo.

» No renalrelated safety issues were observed with semaglutide regardless of baseline renal function in
SUSTAIN 6.

TINA VILSBO LL et al. Diabetes2018:67:1084-P



Semaglutide Treatment and Renal Function in SUSTAIN 6 Trial

Change from baseline in eGFR
(mL/min/1.73 m2)

Normal

Baseline renal function subgroups

Mild impairment Moderate impairment Severe impairment

nN=

183 189 190 207

247 263 256 263 171 156 135 137 12 17 16 19

0.0
1.0 4
2.0
-3.0
4.0
-5.0 1
6.0 9
7.0 4
-8.0
9.0 4
-10.0 1

-2.6

-4.8

-6.5

-7.4

-8.6

-11.0 -

-9.6

r--------------------------

[ Semaglutide 0.5mgl g Semaglutide 1.0mg delays deterioration of eGFR in CKHD
--------------------------J

B Placebo 0.5 mg O Placebo 1.0 mg

TINA VILSBG LL et al. Diabetes2018;67:1084-P



SUSTAIN-7 Semaglutide
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CVOT=cardiovascular outcomes trial; Gl=gastrointestinakl&glBcagorike peptidel; CV=cardiovascular.
*Hypoglycaemiaefined as severe (requiring the assistance of another person) or symptomatic in combination with a blood glucosect8.1
“Standard of care included oral antidiabetic treatments, insalittinypertensivesdiuretics and lipidowering therapies.

References: 1. ® .2.Pratley RE et alancet Diabetes Endocrinol

2018;6(4):275286.3. AhmannAJ et alDiabetes Care2018;41(2):25866.4. SorliC et alLancet DiabeteEndocrinal 2017;5(4):254260.5. AhrénB et al.
Lancet Diabetes Endocrin@017;5(5):344354.6. ArodaVR et alLancet DiabeteEndocrinal 2017;5(5):35§366.7. RodbardHW et al.ClinEndocrinol
Metab. 2018;103(6Huppll):1-28.8. MarsoSP et alN Engld Med 2016;375(19):1834844.9. MarsoSP et aINEnglJ Med 2016;375(suppl1):S3108.



Semaglutidereduction in glycatedhaemoglobirand
the risk of diabetic retinopathy
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Subjects with an event,
D — D O B O O OO0

0

Number of subjects at risk

Semaglutide 510
Placebo 459

Baseline DR+),
With prior insulin use

(HR 1.59; 95% C1 0.96-2.62)
Events: 42 semaglutide; 24 placebo

Baseline DR

8 16 24 3 40 48 5 64 72 80 88 95 104 112
Time, week

498 492 483 466 460 454 54
453 445 437 a2 47 40 4

— Qamanlitida Plaraha

Patients with DR at baseline and
with Insulin use prior to event

_ Baseline DR(+),
Baseline D jithout prior insulin use

(HR 1.33; 95% Cl 0.36-4.95)
Events: 5 semaglutide; 4 placebo

U

Yo

Subjects with an event,

= =

0 8 16 24 % 40 4 5 6 72 8 8 % 1M 12

O — PO GO B O O —d 00 WO oy —a

Number of subjects at risk Time, week

Semaglutide 1023 1015 1011 1006 999 95 978 116
Placeho 1089 1083 1073 1071 1058 1045 1035 {19

— Somanlitida Planahn

Patients with DR at baseline and
without Insulin use prior to event

TINA VILSBO LL et al. Diabetes Obes Metab. 2018;20:8891 897.



