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Presentation - disclaimers

e This document has been redacted by Sam Collaudin, Kinexum Business Strategy
Consultant, independently from any pharmaceutical and biotech companies.

* |t synthesizes selected data presented during the EASD 2022 conference,
completed with publicly available data.

* Itincludes Sam’s personal comments and opinions, underlined words are clickable
links to other slides or external references.

* If you have comments, please contact Sam by email (samcollaudin@kinexum.com)

e Disclosure: Business strategy consultant at Kinexum, consultant for Modular
Medical, CEO of Abvance Therapeutics, chairman of a non for-profit French health
care insurance company (Groupe Uitsem).

*  This report synthetizing external data, Sam cannot guarantee 100% accuracy of them.

* Comments are Sam’s own and do not represent necessarily Kinexum positions.

* This report doesn’t constitute a personal recommendation. Kinexum and Sam assume no liability for any
decisions made by readers based on the analysis provided in this report.
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Novo Nordisk — Icodec - Onwards 2

®* Novo presented first detailed results of a
Phase 3 Onwards 2 with the weekly basal

. 5 —_— m Icodec
insulin Icodec 8.0 ® Degludec i - 65
*  Open-label trial testing insulin Icodec vs _ e ' g
insulin Degludec in n=526 T2D during 26 £ 751 817% oL e z
< 1%
weeks. o £ [ olss 2
* Inclusion criteria: > 18 years, Alc 7-10%, 7.00 { , { 3
Using basal insulin (no prandial) w/o OADs, | el =
BMI < 40 kg/m? - ;
* Baselines: Alc 8.17% (lcodec) vs 8.10% T " = T
C Results: Time (weeks)
— Alc change: -0.93% (lcodec) vs -0.71%,
p=0.0028
- TIR: 63.1% vs 59.5% (nO Statistically 100% -+ Toan m Time above range (>13.9 mmol/L [>250 mg/dL])
significant difference) ' 1220 A
— TBR: 1.3% vs 0.8% (no statistically significant %% 1 247 i b L
diffe rence) a0k M Time in range (3.9-10.0 mmol/L [70-180 mg/dL])
iR LeVEI 2 hYpOS: 073 eventS/person/year Vs M Time below range (3.0-3.8 mmol/L [54-69 mg/dL])
0.27, Estimated rate ratio of 1.98, p =0.0677 | B ;
— Alc < 7% without level 2 or 3 hypos: 36.7% B Time belewrange (<310 mmolit [t rmg/dLD
vs 26.8% p=0.0223 20% -
— DTSQ: 4.22 vs 2.96, p=0.0036
0% -

Icodec Degludec
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https://clinicaltrials.gov/ct2/show/NCT04770532

Adocia — ADOQ09 — pramlintide/insulin
—Phase2

* Results of a Phase 2, open-labelled, trial 0 RN N W S { P————
testing ADOO09 (combination of human PN W | i caing
prandial insulin with pramlintide at a ratio 3 e
of 6pug/Ul) vs insulin lispro in n=80 T1D P ! 1 t -2.51kg, N=34
during 16 weeks P
* Inclusion criteria: 18-64 years, T1D > 12 » Weight lfststi" Wi
months, Alc 7-9.5%, BMI 25-35 kg/m?, MDI S il

Events per patient per year

* Baselines: 43.1 (ADOQ9) & 45.2 years, Alc vaog'vcemia Rate (mean +/- SE)
7.7%, weight 88.7 & 91.8 kg, 28.8 vs 29.7
units of prandial insulin / day
*  Results:
— -2.51 kg (ADOO09) vs -0.15kg, p<0.001
— No differences of hypoglycemia after week 9 '
—  40% vs 7.5% with Gl side effects -> 2 :
patients discontinuated ADOQ9 Baseline : W14 WS-8  Wo-12 Wi1216
— Alcchange : +0.14% vs +0.10%, p=0.81 oo BESLES
— TIR:-3.17% vs -1.54%, p=0.29
— Prandial insulin dose: -5.97Ul/day vs -
0.61Ul/day, p<0.001
— Satiety effect through a questionnaire:
82.4% vs 43.2%, p<0.001

L2 Hypoglycerma Rate (mean +/- SE)

‘I ‘i '

I@um Baseline : W58  W9-12  W12-16
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https://clinicaltrials.gov/ct2/show/NCT04816890

Arecor — AT278 — URIl aspart U500 —
Phase 1

* Results of a Phase 1, double-blinded, single-dose, randomized, two-way
crossover, glucose clamp study trial testing AT278 (an ultra rapid U500
aspart prandial insulin) vs aspart insulin in n=38 T1D

* Inclusion criteria: 18-64 years, using insulin for 2 12 months, Alc £ 8.5%,
weight 75-100kg

« Baselines: 38.8 years, Alc 7.0%, Weight 86.4 kg

Pharmacokinetics (A) and pharmacodynamics (B)

Medical
(A) (B) University of Gra;
140 - 10 AT278 U500/mL
AT278 U500/mL A 100/mL
IAsp U100/mL . - 1ep U100/

120:
100
80:
60:

40 4

20 \
/

. 2 9
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Time since insulin dosing (min)

Glucose infusion rate (mg/kg/min)

- N w i w [+ ~ @ ©
1 1 1 1

rum insulin aspart concentration (mU/L)

o
' 1

Time since insulin dosing (min)


https://clinicaltrials.gov/ct2/show/NCT04660305
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Pfizer — Danuglipron — Oral GLP-1 —
Phase 2

» Results of 2 trials testing danuglipron, an oral GLP-1

—Phase 20

Type
Duration
Patients
Doses

Inclusion criteria

Baselines

Discontinuations
due to AE

Alc reduction

FPG

Weight

G ...

Operating Since 2003

Double-blind, placebo-controlled
12 weeks

N=123 T2D

80 to 200mg BID

18-75 years, T2D with metformin,
Alc 7 — 10.5%, BMI = 27 kg/m?

58.3 years, Alc = 8.19%, FPG =
171.82 mg/dL, Weight = 95.5 kg,
BMI = 33.9 kg/m2

18.2% to 38.1% vs 6.3%

Between -1.04 & -1.57% vs -
0.32%, all p<0.05 vs pl

-23.34 to -53.94 mg/dL vs -13.09
mg/dL, all except 120mg BID HF
p<0.05 vs pl

-1.93 to -5.38 kg vs -0.42 kg, all
except 80mg BID HF p<0.05

N=28 obese without T2D
200mg BID

18-75 years, Alc < 6.5%, FPG <
126 mg/dL, BMI = 30 kg/m?

48.7 years, weight = 102.9 kg,

BMI = 37.3 kg/m2

54.5% vs 0%

-7.17 kg vs -0.30 kg, p=0.0826

Confidential

Double-blind, placebo-controlled
16 weeks

N=411 T2D

2.5 to 200 mg BID

18-75 years, T2D w/o metformin,
Alc 7-10.5%, BMI 24.5-45.4
kg/m?

58.6 years, 91.5% using
metformin, Alc = 8.07%, FPG =
169.3 mg/dL, weight = 91.3 kg,
BMI = 32.8 kg/m?

2.9% to 33.8% vs 7.6%

-0.49% to -1.18% vs -0.02%, all
p<0.1

-12.81t0 -31.93 mg/dL vs + 1.31
mg/dL, all p<0.1

+0.02kg to -4.60kg vs -0.43kg,
80 & 200mg BID with p<0.1


https://clinicaltrials.gov/ct2/show/NCT04617275
https://clinicaltrials.gov/ct2/show/NCT03985293

Pfizer — PF-07081532 — oral GLP-1 —
Phase 1

®* Results of a Phase 1, double-blinded, placebo-controlled, trial testing daily 10 to 180 mg of a new
oral GLP-1 (different from Danuglipron) in n=16 T2D (8 during 28 days & 8 during 42 days) & n=12
obese (42 days)
* Inclusion criteria:
— T2D: metformin, Alc 7-10.5%, BMI 24.5-45.5 kg/m?
— Obese: Alc < 6.5% & BMI 30.5-45.5kg/m?
* Baselines:
— T2D:58.6 years, Alc 8.6%, weight 89.7 kg, BMI 32.1 kg/m?, FPG 194.1 mg/dL
— Obese: 53.3 years, Alc 5.6%, weight 98.2kg, BMI 32.9 kg/m?
*  Results:
—  AE coherent with oral GLP-1s
— Half-life supporting once daily administration (20.7-26.5 hours)

® Placebo @ PF-07081532 dose ® Placebo @ PF-07081532 dose ® Placebo/T2D @ PF-07081532/T2D
04 Placebo/Obesity O PF-07081532/Obesity
o _ 28 days . 0
= T €
55 o ) <% 28 days 2. . 28 days
33 [ | 8w 25 | 22 \
£ = T o ow®
p= EE [ \ g9 ( |
=35 ] 235 sz 2 4
o2 o} 02 ‘ £5
€ O - o @ . L o [ ]
3 [ ] 0.50 S += .50 L4 25 3 T
6% -0.60 7 g © ‘ s2 |
=N L -2.85 ;
e - 077 ° o 471 1 B 5_@ " 206 275 ° N
=9 0.61 1 o2 473 n= 3.34
c < £ Q= 1 *|'
5 .07 1.04 ; 5o ° 5 a7 @
< \ gg 7 r8g s 343
c [ £ -
0= ® 0 c 62.4 681 l w £ 486
= 735 J 6 4.97
_‘ ) -76.3 ‘ -5.10
-1.61 1
-2 T T T y ‘ -100 : . | . ‘ : : 7 . ‘ : ‘ r : .
Placebo Placebo 10 30 60 120 180 Placebo Placebo 10 30 60 120 181 Placebo Placebo Placebo 10 30 60 120 180 180
28days 42days (n=7) (n=8) (n=7) (n=7)  (n=8) 28days 42days (n=7) (n=8) (n=7)  (n=7) (n= 29 days 43 days Obesity (n=7) (n=8) (n=7) (n=7) (n=8) Obesity
(n=8)  (n=2) (n=8)  (n=2) (n=8) (n=2) (n=3) (n=11)
PF-07081532 dose (mg) PF-07081532 dose (mg) PF-07081532 dose (mg)
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Eli Lilly = LY3502970 — Oral GLP-1 —
Phase 1

* Double-blind, placebo-controlled Phase 1 trial with 5 cohorts
 N=68 T2D using 9 to 45 mg daily of oral GLP-1 during 12 weeks
 Inclusion criteria: 18-70 years, Alc 7-10.5%, BMI 18.5-45 kg/m?

« Baselines (LY & pl): 58.5 & 65 years, Alc = 8.0 & 8.1%, weight = 88.4 &
90.3kg, BMI =30.9 & 31.3 kg/m?, FPG = 172.6 & 162.9 mg/dL

Time (days)

* Results: ., ) ) )
PSS i
Treatme | LY 9mg | LY LY LY Placebo Su R
nt 15mg 27mg 45mg e :: I
Alc -1.77% -1.73% -1.74% -1.42% -0.40% %J 20-
change 8 s
FPG 300  -2.85 242 229  -114 o ) - YA
(mg/d L) Time (days)
Welght -4.84 -5.77 -5.07 -3.56 +0.52 0 7 u 227 B M 5 83
(kg) 2

(=]
]

Nausea 44.4% 50.0% 33.3% 77.8% 5.9%

LSM  SE

& & A N
L 1 1 1

Body Weight
Change from Baseline (kg)
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https://clinicaltrials.gov/ct2/show/NCT04426474
https://assets.ctfassets.net/mpejy6umgthp/2DeGieo0kZ6oYnlCMDcgD2/1f7a9e66331e96de8b9cf9e514e4414d/Pratt_EASD2022_Short_Oral_Discussion_DV-005918.pdf
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Bl/Zealand — BI-456906 — GLP-
1/Glucagon — Phase 2

®* Results of a Phase 2, double-

Mean Absolute HbA, .

blinded, randomized, parallel %' — e
group, dose-finding,
placebo-controlled, trial
testing different doses/ s FECREIE et
regimens of A T —— ]
Bl/Zealand GLP-1/glucagon pal s R AT
co-agonist vs semaglutide in ¢ eSO R
n=411 T2Ds during 16 weeks : ,
H Semaglutide® 1.0 mg qw -1.47%
* Inclusion criteria: 18-75

years, T2D = 6 months, Alc
7-10%, BMI 25-50 kg/m?, on

m etfo. rmin Adverse events S:Bn%i:‘:ff P:::::)o - 14:':;0 i

* Baselines: Alc 7.9-8.2% il i i
¢ RO b ust we i g ht red u Ctio n I::Zs‘:::'or-deﬂned — =i 2008 ERCLD) 39 (76.5) 42(857) 26 (52.0) 31(525)  235(77.8)
presented at the Obesity AGTelea A 25 (50.0) 26 (52.0) 33 (63.5) 29 (58.0) 28 (54.9) 36 (73.5) 19 (38.0) 13 (22.0) 177 (58.6)

Nausea 10 (200) 13 (26.0) 24 (46.2) 20 (40.0) 14 (27.5) 22 (4459) 6(12.0) 5(8.5) 103 (34.1)

Week Vomiting 6(12.0) 7 (14.0) 12 (23.1) 13 (26.0) 6(11.8) 10 (20.4) 2(4.0) 101.7) 54(17.9)

Diarthoea 11 (220) 5(10.0) 8 (15.4) 7(14.0) 8(15.7) 9 (18.4) 4(80) 5(8.5) 48(159)

Dyspepsia 4(80) 3(60) 3(58) 4(80) 3(59) 6(12:2) 1(20) 0 23(7.6)

Decreased appetite 6(12.0) 7(140) 5(5.6) 9(18.0) 8(15.7) 15 (30.6) 3(6.0) 2(3.4) 50 (16.6)

Injection site reactiont 1(2.0) 1(2.0) 101.9) 3(60) 2(39) 4(82) 2(4.0) 1017) 12 (4.0)

Serious AEs 1(20) 4(8.0) 3(5.8) 2(4.0) 1(2.0) 0 0 3(5.1) 11 (3.6)

Drug-related serious AEs® 1(20) 1(20) 1019) 1(20) 0 0 0 0 4(13)

:li::;‘f::“':n"”"“"' 5(10.0) 5(10.0) 11(212) 15 (30.0) 4(78) 8(163) 2(40) 3(5.) 48(159)
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https://clinicaltrials.gov/ct2/show/NCT04153929

Others in drugs

« Additional data on the InRange trial comparing Toujeo with Tresiba on
patients using CGMs, detailed of CGMs data showing a slightly better
GMI for Tresiba (7.3% vs 7.5%, all with 7.5% at baseline), and a slightly
better TIR (55.4% vs 52.4%, baseline 51.9% vs 51.2%)

« Additional data of SURMOUNT-1 testing tirzepatide in obese patients
were presented. Data can be found in these slides
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https://clinicaltrials.gov/ct2/show/NCT04075513
https://clinicaltrials.gov/ct2/show/NCT04184622
https://assets.ctfassets.net/mpejy6umgthp/49wZfGYzxNrwnthfUFBThk/8625314ba2f296ff7b5a59ea53ad8ba2/LeRoux_Jastreboff_Nissen_EASD2022_SURMOUNT_DV-006602.pdf

Devices
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CAMAPS full closed-loop in T2D

Cross-over, open-label trial testing CamAPS in full 187 — Closed-loop
closed-loop mode with Fiasp compared to ] - - Control
standard insulin therapy during 8 weeks in n=26
T2D requiring insulin
— Inclusion: 18 years or over, currently using insulin, Alc
<11%

— Baselines: 59 years, BMI 35.3 kg/m?, Alc = 9.0%, 8.5
years on insulin, total insulin dose: 0.70 Ul/kg/day, 3 P
were already on CGM

— Results: ST LSS S .;»'-“é .\s-é ,gs-“; .3;9; ,9'9; ,9'9; .,s-@.
. ;rz%r?:fg (')I'(I)I;)(70-180mg/dl): 66.3% + 14.9 vs 32.3% + e Baillizmend
®  Alc:7.3%+ 0.8vs 8.7% + 1.2 (p<0.001)
® Time < 70mg/dl: 0.44% vs 0.08%, p=0.43
®  Total daily insulin 108 Ul/day vs 84 Ul/day
®  92.3% of time in closed-loop
= No severe hypos, similar serious adverse events

®  Strong acceptability except a few patients having
difficulties with alarms during night

Sensor glucose (mmol/L)

Insulin infusion rate (U/h)

S & S S S ®
S & 9 O O O O 9O & & O  OS
S P F S SR S P

Time of day (hh:mm)

G
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https://clinicaltrials.gov/ct2/show/NCT04701424

CODIAC study — comparison between

control-1Q & Android APS

* CODIAC study comparing Control-1Q with AndroidAPS

Kinexum

Operating Since 2003

Prospective, single arm study testing 1st AndroidAPS for 12 weeks and then Control 1Q
for 12 weeks (+2 weeks of titration) in n=23 Czech adults T1D

Inclusion: > 18 years, > 2 years with T1D, using AndroidAPS for at least 3 months
Baselines: 35.5 years, BMI = 25.1 kg/m?, Alc = 6.3%
Main results ->

Difference time in hypoglycemia statistically significant (p=0.003), 4% with AAPS vs
2.52% with CIQ

CODIAC B CiQ - Control-IQ
Results AAPS — Android APS
Time in Range A1C (mmol/mol [%])
S = ¢ 87 85.43 . 45.3[6.3]
T % 0 as 44.5[6.2]
o E S
ED % 0 E 44
£T P=0.121 g
TE a0 E P=0.51
T = = a2
£ETC -l
= £ 20 | < a1
S E a . = i .
0 40
B CIQ m AAPS At 12-week mClIQ AAPS At 12-week
Time spent hyperglycemia >10.0 mmol/L Mean sensor glucose
[>180mg/dL)
- 8
1021 103 s 7 7.1 6.98
ES
g o
BE
23 P=0.32
A P=0.93 R 3
A 2
E m - o
£ g 0
® mClQ = AAPS At 12-week < mClQ =AAPS At 12-week
Confidential


https://clinicaltrials.gov/ct2/show/NCT05165615

Medtronic 780G real-world in older
adults

- Real-world data of European 780G users, aged 56 years or
more. N=4,769

- TIR of 78% with 81% of patients with TIR > 70%
— TIR of 74% in younger adults with 68% with TIR < 70%

users achieved the glycemic treatment goals

Above the age of 56 years, compared to adults aged 16-55 years

100

90
= 80 86.7
& 80.7
g 70 74.7 74.6
3 60 66.0 68.4
o S0 57.4 57.
%
£ a0
]
g 30
Q.
20
10
0

GMI <7.0% TIR >70% TBR <4% TAR <25% TIR >70% & TBR <4%
B 1655years W >56years

Kinexum Medtronic
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Others in devices

* Dexcom G7 symposium presenting all features of the Dexcom G7 with accuracy
data, details all type of alerts.

* Long symposium on Libre that details numerous clinical results of its use.
Pipeline update with new sensor combining glucose & ketone monitoring, same
design as Libre 3, no calibration, measure of both each minutes, pivotal to start
in 2023. Launch of CamAPS + Ypsopump + Libre 3 in Germany by end of the year,
larger launch in Europe in 2023

* Insulet presented additional analysis of the pivotal trial for Omnipod 5

— Sub analysis of patients that had diabetes for less than a year, similar results as the rest with
strong improvement of TIR and slightly higher time in hypo (non sign) while a strong
increase was expected due to the end of the honey moon period

— Follow-up at 15 months, still good glycemic control with slightly higher Alc & lower TIR

* Short presentation on Tandem PRO data in patients with disabilities. The more
patients have disabilities, the less pumps are adapted and so need to be
improved. Most of them have vision problems. Digital health can help some of
them

* Tandem Control-1Q real-world results in n=71,686 users with Alc = 8.2% at
baseline to GMI = 7.2% at 1 year
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Operating Since 2003 Confidential



Diabetes and climate change

Specific symposium on impact of diabetes and
healthcare on climate change.
Talk 1 on NHS effort in UK on the topic

— Topic on interest by the NHS that has a special
program/team working on a net zero target.

MEDICINES,
—  Currently they are focusing on measuring carbon impact EAEDIGAL
of different part of the healthcare system (corresponding AND OTHER

to more than 4% of the global carbon footprint) -> SUREHLCEAN
guidelines on how to measure carbon footprint

— Ongoing pilot in UK to recycle pre-filled pen by Novo
(shipped back to Denmark)

— Her view, carbon impact is at the same point as health
economics 20 years ago, at some point it will be an
important factor in the process of reimbursement

Talk 2 by Lutz Heinemman, detailed wastes coming
from medical devices in diabetes with the coming
challenges Thoughts on g

packaging waste with —— ()
— His view: carbon footprint will be a key parameter for D

Sources of carbon emissions by proportion

diabetes technologies

patients to choose their devices, especially wastes besire for more @
- esire o
produced (packaging, leaflet, boxes...) reusabissquipment @3] o
Amountof packaging IS 0
N e selecting (19}
diabetestechnolog& @
0 20 40 60 80
Mention (%) . Parents (Children) Type 1 Diabetes . Type 2 Diabetes . Total
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Analysis provided by Sam Collaudin

e Consultant at Kinexum in business
strategy and business analysis in
diabetes and other metabolic diseases

 PhD in Bio-mathematics and biology
(ENS of Lyon and Univ. of Heidelberg)

e Junior MBA in biotech management
(Grenoble Ecole de Management)

e (Contacts:

— samcollaudin@kinexum.com
— LinkedIn

* Don’t hesitate to contact me for
feedbacks, comments, or questions
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https://www.linkedin.com/in/sam-collaudin-01313968/?locale=en_US

