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CPL'280 - project update

Second generation GPR40 agonist
for type 2 diabetes for oral administration




sulfonylurea

Risk of hypoglycemia

CPL'280 sulfonylurea

Induces weight gain

Contributes to
progression of the
disease - toxic to insulin-
secreting cells

PANCREAS PANCREAS Secondary failures:
unable to show sustainable
effect
GPR40 unique mechanism of action - Sulfonylurea - glucose independent

glucose dependent release of insulin release of insulin
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In 56 days toxicology study CPL'280:

1. Was safe for the liver at doses 50x greater than the effective dose.

2. Did not alter safety liver markers: ALT, AST, ALP at doses, at which
competitors showed overt liver toxicity.

3. Did not alter bile acids and bilirubin in plasma at doses, at which
competitors significantly elevated them

4. Did not cause weight gain

S. Did not cause hypoglycemic events




CPL'280 improved metabolic parameters:
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Improved glucose tolerance

Reduced fasting glucose

Reduced metabolic syndrome (fats in serum and liver)
Improved function of insulin-secreting cells

Did not affect body mass

No hypoglycemic episodes.
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Healthy volounteers Subjects

(n=68])

PART A
Study part Additional

(n=12)
Dose 5-480 mg Food effect
(single oral administration) (8 cohorts) cohort (120 mg)

Dose 60-480 mg
(once daily, oral, 14 days) (4 cohorts)

Primary objective:
To evaluate safety and tolerability after single and multiple (14 days) oral administration of CPL'280 in healthy volunteers.



Pharmacokinetic profile of CPL'280 supports once daily administration

PART A -CPL207280 plasma concentration
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PART A AE observed Subjects
AE description (N(%)) (N(%))
headache 3(21.4%) 3 (12.5%)
elevated ALT level 2 (14.3%) 2 (8.3%)
leucocyturia 2 (14.3%) 2 (8.3%)
elevated AST level 1(4.2%) 1(7.1%)
increased creatine kinase (CK) 1(4.2%) 1(7.1%)
gaisrba}gotr:ack candidiasis 1(4.2%) 1(7.1%)
runny nose 1(4.2%) 1(7.1%)
soft faeces 1(4.2%) 1(7.1%)
ischias 1(4.2%) 1(7.1%)
elevated blood glucose level 1(4.2%) 1(7.1%)
Total 14 (100.0%) 24 (100.0%)

Glucose mg/dl ( SEM)

CPL'280 was generally safe and well tolerated with no serious adverse events (AEs)
All AEs classified as not related to the CPL'280, most AEs classified as mild and few classified as moderate.

No hypoglycemia episodes were reported during the PART A of the study
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CPL'280 was generally safe and well tolerated with no serious adverse events (AES)
All AEs classified as not related to the CPL'280, most AEs classified as mild and few classified as moderate.

No hypoglycemia episodes were reported in PART B of the study

PART A AE observed Syblects

AE description N(%6) N(%)

8 (33%) Total N 24
headeche W lseebiol 5 (16%)
| v | 60 mg 4
elevated level of alt (alanine
transaminase 3 (20%) 3 (9%) 120 mg 7
increased creatine kinase (CK) 2 (13%) 2 (6%) Dose 240 mg 3
constipation ‘ 2 (13%) ‘ 2 (6%) 480 mg 5
elevated level of ast (aspartate
transaminas(e 4 2 (13%) 2 (6%) Placebo 5
t ! PART B
abdominal pain 2 (13%) 2 (6%) Mild 9
elevated bilirubin level 1(4%) 1(3%) Intensity Moderate 15
pain in the spine 1(4%) 1(3%) Severe 0
1(4%
elevated bile acids (4%) 1(3%) Not related 24
(placebo) ibl

: : — | | Relationship to IMP ﬁgfé{ef 0

transient cardiac arrhythmia 1(4%) 1(3%)
(AV block Il degree) Related 0

foodborne illness 1(4%) 1(3%)

Total 24 32
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Type 2 diabetes

Randomization

Dosing Arms
(once daily, oral
14 days)

Patients
(h=80)

120 mg 240 mg

16 pts 16 pts

Primary objective:
To determine the efficacy in lowering plasma glucose - OGTT (oral glucose tolerance test)
after 2 weeks of CPL'280 treatment.

placebo

16 pts




Designed to Improve on Sulfonylureas Limitations

Diabetes Type 2 -
Where We Are Aiming

GPR40 might
Substitute Sulfonylureas °]

CPL'280 Targets $7 Bn

Market of Sulfonylureas

Sales data, market valuations from EvaluatePharma, 2021

Metformin is the first line oral treatment, new agents (GLP1, SGLT2) show slow uptake in first-line
Sulfonylureas still used by 20-40% of patients in second or third line where there is inadequate
response to first/second line agents'

Good efficacy and cost-effectiveness profiles are major reasons behind use of sulfonylureas’
Hypoglycemia risk, weight gain and lack of evidence of “benefit beyond glucose control” are major
limitations for wider sulfonylurea use’

CPL'280 is unlikely to be associated with hypoglycemia risk or weight gain

Fasiglifam showed neutral impact on weight and no hypoglycemia risk, significantly lower than glimepiride>
Fasiglifam announced interim Phase 3 outcome CV study, which showed no evidence of increased CV risk
(HR1.05; 95% CI 0.67,1.63)3

420 m people with type 2 diabetes globally with only 6% in good control - painful neuropathy is the most common
complication

Pharmaceutical market size is estimated to be $50 bn + with CAGR >7%*

Ca. 75-100 m patients treated with sulfonyruleas at the average monthly cost of $10 or less

The sulfonylureas market is saturated with moderate CAGR of 2.7% expected in the next years and value of $7 bn
in 20237

North America accounts for close to 44% of the global market share of sulfonylureas followed by China (17.5%)"
CPL'280 could substitute sulfonylureas if better safety profile is confirmed in further clinical development
Potential diabetic neuropathy claim would provide clear differentiation

1. Mordor Intelligence 2019, Sulfonylureas Market - Segmented by Drugs, and Geography - Growth, Trends, and Forecast (2020 - 2025) (mordorintelligence.com)
2. Marcinak J et al, Diabetes Obes Metabol, 2017 Dec;19(12):1714-1721

3.MenonV et al, Diabetes Care 2018;41:2603-2609

4. Research and Markets 2018, https://www.researchandmarkets.com/reports/3821046/global-diabetes-market-research-and-forecast

5. Burant et al, Lancet 2012 Apr 14;379(9824):1403-11



O3KET2018 - Phase 2 TRBD
update



4 doses administered over a 74-aay period, with 6 weeks of follow-up

NCTO03965871: randomized, double blind, placebo controlled, multicentre study using Falkieri as an adjunctive treatment.



Falkieri Primary Efficacy Endpoint Successfully Met (Change in MADRS Total Score at Week 2)

LS mean MADRS Total Score

(Mean +/- SE)

-8.2* (p<0.001)

-6.7* (p=0.004)

-5.9% (p=0.009)
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Bl placebo
Esketamine 24mg
Esketamine 36mg

Bl Esketamine 48mg

Placebo
(N=22) 24 mg
(N=23)
Mean ChfB (SD) -70(6.7) -13.7 (8.3)
LS mean ChfB (SE) -8.6 (2.4) -145 (2.7)
LS mean difference vs
placebo (SE) -59(22)
O,

95% Cl for LS mean 102 - 15
difference vs placebo
p-value vs placebo 0.009
Effect size (Cohens D) 0.888

ChfB: change from baseline
Cl: confidence interval

Falkieri demonstrated a rapid and substantial improvement in the symptoms of depression in all tested doses.

p-value calculate from LS means. Placebo-subtracted diffirences. Based on ANCOVA analysis
Celon Pharma. Data on File 2021

Esketamine
36 mg 48 mg
(N=21) (N=22)
-14.6 (8.1) -16.5 (6.4)
-15.3 (2.5) -16.8 (2.5)
-6.7(2.2) -8.2(2.2)
-MN1--22 -126--37
0.004 <0.001
1.017 1434
o



24mg 36mg
Falkieri

Esketamine, DPI
03KET2018
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Placebo-subtracted difference on:
I Response (MADRS 250% reduction from baseline)
BRemission (MADRS <10 points)
at Week 2 or Study Endpoint

Falkieri efficacy data compare favorably to other agents.

Both response and remission rates for Falkieri exceed those for other agents.
The data for other treatments measured at timepoint between Week 2 and 8 depending on the data availability.

Celon Pharma. Data on File 2021

Olanzapine

+fluoxetine
(Tohen et al, 2003)

Quetiapine

(Calabrese et al., 2005)

Recent FDA approved agents

(Treatment resistant patients excluded)

Lurasidone  Cariprazine Cariprazine

(Loebel, et al) (Yatham, et al, 2020) (Earley et al, 2020)




= No deaths, no serious side effects, no suicides, no discontinuations due to adverse events,

no mania induction at any time point, no sedation

= No dose related adverse events (% of subjects with adverse events: Placebo - 27.3%, Esk24 - 39.1%, Esk36 -

23.8%, Esk48 - 27.3%),

Adverse events occurring in 2 5% of patients

Adverse Events

1 Dizziness 18 (20.5%)
2 Feeling abnormal 13 (14.8%)
3 Euphoric mood 7 (8.0%)

[N, (% of patients)]

Clean safety profile. High study completion rates.

Celon Pharma. Data on File 2019

Placebo

(N=22)

2 (9.1%)

2 (9.1%)

0 (0.0%)

24 mg
(N=23)
9 (39.1%)

6 (26.1%)

4 (17.4%)

36 mg
(N=21)

3 (14.3%)

3 (14.3%)

2 (9.5%)

48 mg
(N=22)

4 (18.2%)

2 (9.1%)

1 (4.5%)



Clinical response (defined as 250% MADRS total score reduction from baseline)

Placebo Esketamine 24mg Esketamine 36mg Esketamine 48mg
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Clinical remission (defined as MADRS total score <10)

Placebo Esketamine 24mg Esketamine 36mg Esketamine 48mg
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Observation of clinical response and remission at Week 8 assessed only for responders (patient having clinical response on Day 14)
and remitters (patient having clinical remission on Day 14), respectively.

No deaths, no serious side effects, no suicides were reported. General safety profile consistent with previous study.

* Based on data available on 23 June 2021



FALKIERI treatment resistant bipolar

depression - final Phase 2 results CPL'280 (GPR40) - first stage of Phase 2 results in
CPL'280 (GPR40) - multiple administrations - tyPe 2 diabetes

Phase 2 in diabetes starts CPL"110 (FGFR) - Phase 1/1b results in solid tumors
FALKIERI - Phase 3 regulatory feedback FALKIERI — Phase 3 starts

applications

CPL"116 (JAK/ROCK)] - final Phase 1 results CPL'110 (FGFR) - Phase 2/2 b (of key

CPL'116 (JAK/ROCK) - Phase 2 in selected importance) in 2 selected tumours starts
autoimmunology diseases (RA, Ps, IPF) starts CPL'36 (PDE10a) - key Phase 2 POCs
CPL'116 (JAK/ROCK) - Phase 2/3 in hospitalized  readouts (schizophrenia and PD)

COVID patients starts CPL"116 (JAK/ROCK) - results of Phase 2 PoC

FALKIERI - Phase 3 regulatory feedback in selected Al diseases






