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£ SPECTA

Understanding SPECTA

« SPECTA is an infrastructure to reach patients with cancer, treated with
standard of care

It allows the collection of Human Biological Material,

together with the collection of Patient clinical data (e.g. patient’s age,
gender, tumor characteristics...) and imaging data
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SPECTA - Infrastructure =

Facilitates Cancer patients recruitment
Enables a rapid access to patient data and samples
« Set-up quality workflow for sample collection and molecular analysis
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One authorization in 1553-SPECTA to recruit in SPECTA projects
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»» \What are the goals of the projects using the

SPECTA infrastructure?

SPECTA Integrated
Platform

SPECTA PROJECTS

l Guiding patient’s
Understanding the treatment

piology of cancer Building knowledge on

cancer, especially on rare
cancers

Diagnosis

confirmation by

Developing rationale for experts
the next generation of
clinical trials
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Downstream Projects

SPECTA

One protocol, one informed consent, many projects
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SPECTA - Current Operational < SPECTA
Status

SPECTA countries
B SPECTA authorized countries

SPECTA Activation process (*):

* 149 investigators from 19 countries are currently
authorized to recruit

« 250 investigators are authorized or in the
process of joining, from 180 centers and 21
countries

e

.( Recruitment (*)
' il s: 83 recruiters from 67 different centers
< 4 2,500 patients recruited in 3 years

* Cut-Off date: 16/09/2022
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The future of cancer therapy

Patients
enrolled

Patients with
alterations

Registered and evaluable patients
600

Patients with MTB
recommendation

a) Recruitment per country )
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¥ Lung cancer  Thymic malignancy = Mesothelioma

Lung 1A

Lung IB

Lung IIA

Lung IIB

Lung IlIA
Lung IlIB
Lung IV

Lung
Mesothelioma
Thymic

SPECTAlung
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) Treatment recommendations overview
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treatment adaptation
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Treatment adaptations

Not adapted Adapted
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Loco-regional PD

b) Treatment recommendations for lung
patients
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® EGFR mutation
® RET/ALK/ROS1 fusions + MET exon 14 skipping
= HER2 amplification
Others
FGFR mutations/amplificaton
LR[e}
m PI3K/mTOR/AKT mutation
= ATM alteration
CDK4/6 amplification

No treatment recommendation
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Morfouace, et al., Sci Report, 2022
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RP-1/59 - AYA

Sarcoma cohort

Recruited
n=71
Inadequate
sample quality n <
=23 DNA Sequencing

data available
n =148

+ methylation
datan=44
+ RNA datan =24

Discussed in
MTB
n =48

Treatment
No treatment recommended
recommended n=39
n=9 Genetic
counsellingn=4

!

= SPECTA
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CNS cohort

Recruited
n=70
Inadequate sample
quality <
n=20

DNA Sequencing
data available
n=50

+ RNA data n=32

Discussed in
MTB
n=50

No treatment Treatment
recommended recommended
n=11 n=39

Other treatment <

n=9
o Treatment
Death/clinical implemented or
deterioration = confirmed
n=4 n=10

Treatment

MOl CEls Other treatment | implemented or

progression
n=19

deRojas, et al., 1JC, 2019
Age:12 and 29 years old

Diagnosis: high grade glioma and sarcoma
Primary or Recurrence

n=8 confirmed manuscript in preparation

Morfouace, et al., submitted
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1y DXUIPA Molecular profiling _. Cellular profiling

Multiplex Immunofluorescence

Whole exome sequencing

Mutational landscape Quantitative TME analysis
RNA sequencing

R i = T e :MAElﬂ_r-ﬂﬂ

Imaging Mass Cytometry

2 ° & 2
o Primary
=1 resistance

I Unmet medical need
combination therapy?

Secondary
resistance

= [ 2
o Long-term
responders

Hong, et al., Immuno-Oncol Insights, 2021

WA RP-1828 - IMMUcan

Molecular report
(4-6 weeks)

£ SPECTA

Monthly
Molecular Tumor
Board

32 lung MTB
2 H&N MTB
15t breast MTB in October



RP-1843 - Arcagen

G1
Sarcoma

G2
Rare GYN
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Skin & eye
T— NGS panel analysis
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G8

Thoracic Molecular repOI’t

(4-6 weeks)

G5
Digestive
tract

G6
Endocrine
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Retrospective analysis Prospective analysis — Domain 5 (Gl)

a)
Number of samples with actionable alterations
a) m Treatment adaptation W Targetable alterations W Patients enrolled
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malignancies
1
Resthendat - 5 Others [N
1 LU
neck :
Sarcoma - 18 271 Small bowel |mmmmmmmm
OvarianYST 2 7 CCANOS  [Imummummmmmmmm
L |
0 5 10 15 20 25 30 35 40 as THIIT
, ; : eCCA | I
u Actionable in tumour type Actionable in other tumour type T
Clinical Trial Not Actionable or None

TNV
PCCA | IR RN ORI RO RER TR R ORI

c)
Actionable alterations in Arcagen and FMI cohorts 0 10 20 30 40 50
Arcagen cohort — rare tumours FMI cohort = common tumours
(85 samples) (18782 samples)

All Cholangiocarcinoma Small bowel Dthers

9% (n=87) (N=72) adenocarcinoma (n=8) (n=9)

18% 58 3g 1 1 1

i 15 14 1
51.8% s 1
17 a7 13 40 B =
15% 3
3.5% Treatmeant in EU in patiant’s tumor type Clinical trial Mo clinically relevant mutations
Treatment in EU in ather tumor type Mo treatment recommeandation
» Actionable in tumour type Actionable in other tumour types
Clinical trial Not Actionable or None

Morf cal ESMO O 2020 11 Lamarca, Morfouace, et al., Annals of Oncology, 2022
orfouace, et al., pen,



RP-1920 - BioRadon

N STATE OF MATTER
GAS LIQUID ARTIFICIAL

EORTC: BioRadon — Cohorts and clinical data collection

Clinical data collection in SPECTA
Patient cohorts

Screening
NSCLC patients, DRIVER GROUPS When eligible * Demographic data: age, sex
- Group A: mutation group * Medical history including exposure to cancer-

EGFR. BRAFV600E. MET HER2 specific risk factors (smoking, alcohol abuse, ...)

mutations
- Group B: fusion group
ALK, ROS1, RET, NTRK1/2/3 fusions

NSCLC patients, CONTROL GROUP

* Family history of cancer

Assessments around time of study entry
* WHO performance status

* Vital signs (height, weight, ...)

* Basiclab assessment, if available
Primary disease

- Group C: Control group « Date of diagnosis, topography, histology, common
No EGFR, BRAF600E mutation nor pathological information, prognostic factors,
. staging according to tumor type (based on AJCC
ALK or ROS1 fusion latest recommendations)
* Locall %erformed tumor biomarker analysis results
if available

N= 325 per group

Treatments and progression (follow-up every 3-6
months)

12
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RP-1920 - BioRadon

EORTC: BioRadon — HBM and patient questionnaire

“ Radon
detector

When eligible Al

3months = Radon

Laboratory

Real time shipment to central bighank s*@ gDNA isolation => Molecular analysis

(funding to be secured)

Real time shipment to central;blobank Storage, future

research

Around 3 months to be filled in In EORTC database, to calculate
patient’s cumulative exposure to radon

Patient questionnaire
13



Tumor burden

The future

4 Diagnosis

Relapse

RP-2148 MRD

HNSCC cohort

Patients selected for a
primary curative

Post-operative
{chemo)radiation if

surgical treatment indicated

SPECTA

Diagnosis

Patients selected for a Extra blood draw for MRD assessment
primary curative

(chemo)radiation

Lymph node

dissection if indicated Only CR patients

therapy treatment

i PET-CT (12
----------------------------- #===- Tumor detection weeks post
E by lmaglng treatment)

__________________________ ====- MRD detection

Curative
treatment

A 4

vi..

Lead time

in the blood
Bladder cohort

SPECTA
- l Follow-up as per SoC
[ ]
T____, Neo-adjuvant T ______ l______l _____ l_____i____
Dx: therapy
localized Only CR I ] I I

patient Extra blood draw/urine for MRD assessment

cancer I

14
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Progression
(clinical or
RECIST)

Progression
(RECIST)
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EORTC runs separately "Basket and Umbrella”
studies

Interventional clinical trials
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St [ Patients with recurrent/metastatic SCCHN, progressive after platinum-based therapy J

The future of cancer therapy

P

Primary consent and screening eligibility w

Y

e’ é‘ [ Biopsy with sequencing of targeted genes and IHC ]

“e ‘\ ( (" ™
(‘ (‘ lemunotherapy patient cohorts — Biomarker-driven patient cohorts

" Cohort B1: p16 neg and EGFR

‘*—> Afatinib

p ~ amplification/mutation or PTEN high
or HER2 amplification/mutation C . J
—> Cohort 11 L Monalizumab L Randomization 2:1 ) >|Physician’s choice
e ™
g Cohort B2: * —> Afatinib
Monalizumab + —>  p16 neg and cetuximab naive ,
( h E Durvalumab | Randomization 2:1 | » physician’s choice]
- S \
N Cohort 12 * g

Palbociclib

e

Randomization 2:1 Cohort B3:
. J —D[physician’s choice] —>» p16 neg and CCND1 amplification

Randomization 2:1

Y

physician’s choicew

g 0 ./-' /\
—> Cohort I3 L’ INCAGNO01876 L Cohort B4: L} Niraparib
p16 neg and ‘platinum-sensitive’
~ 4 h J
e ™
Informed consent must be taken at 2 timepoints: Ly Cohort B5: t 5 Niraparib
p16 pos oropharyngeal cancer P
1. At registration { J

2. After allocation to patient cohort and before
randomization, when applicable (i'ln the scheme)




Current clinical research framework in EU

and Treatment of Cancer

&EORT

Applicable to all sectors:
Sector specific /

EU legal framework GDPR

International

Nuremberg Crose. Slood and Human research ePrivacy Directive

code boarder i
tissue NEW
healthcare directives Drug laws / ( )

s lei directive 2004/23/E & s :
Helsinki 2011/24/0 e clinical trials

declaration Data Governance Act
HBM research / (NEW proposal)

Clinical . .

ICH GCP trials lonizing - Bio-banking
Regulation radiation &

Oviedo 536/2014 safety: Radioprotection

- 2013/59/EURATOM
convention

GDPR’s national Al framework

Human rights EI?(;ZZGO: Y provisions for (NEW proposal)

Health Data ' health data
Space (NEW

regulation) Cloud code of conduct

Genetic testing

International / national professional codes: I
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Key learnings-Learning the hard way....sometimes

» The EU regulatory framework is not necessarily optimal for complex trials

» The evolution of the regulatory framework needs a careful impact assessment ( CTR, MRD, IVDR,
GDPR), Research Use Only / Secondary use of HBM

« Strategy non-interventional vs interventional to be assessed

« Complex multi-arm interventional trials are not necessarily agile i.e. amendment process
 International translational and clinical research infrastructure are costly to maintain

» Quality Assurance programmes have a structuring effects on participating sites

 International multidisciplinary Molecular Tumor Board are critical to improve new knowledge uptake
* Need for pan European rare cancer screening programs as demonstrated by Arcagen (1,000 pts/3y)
» The capacity of these new programs in substantially changing practice needs longer term evaluation



