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Agenda
- Pfedstaveni CZECRIN infrastruktury
- Novinky v akademicke siti CZECRINonco:

- Pfedstaveni GENESIS- registru vysledkid a doporuéeni MTB - projekt ve spolupraci s Ceskou
spole¢nosti patologu

- Studie EVOLUTION- priklad vyuziti GENESIS pro planovani akademickych klinickych studii
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VZNIK

- CZECRIN byl zaloZen rozhodnutim Ministerstva $kolstvi, mladeze a t&lovychovy (MSMT) v bieznu
2014 na zakladé spoluprace mezi Masarykovou univerzitou (MU, hostitelska instituce) a Fakultni
nemocnici u Sv. Anny v Brné (FNUSA, partnerska instituce), koordinujici celonarodni védeckou sit’

se zapojenymi fakultnimi nemocnicemi (linked-third parties)

MUNI oen

MINISTERSTVO SKOLSTVI, |\A E D , .
MLADEZE A TELOVYCHOVY FAKULTNI NEMOCNICE U SV. AvNNY V BRNE
MEZINARODNI CENTRUM KLINICKEHO VYZKUMU

e
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... towards patient-oriented medicine!

AKTUALIZACE 2019

Cestovni mapa velkych
vyzkumnych infrastruktur CR
pro léta 2016 az 2022

Ministerstvo Skolstvi, mladeze a télovjchovy

104

cEsW narodni Charakteristika
. (ZECRIN poskytuje wizkumnou, znalostni, metodidkou a servisni
uzel Evropske podporu akademickym Kinickym hodnocenim (Investigators Ini-
S tigted Trigls - IT) a pod organizacnim vedenim Masarykovy uni-
site infrastruktur verzity ve spolupraci s Faktni nemocnici u sv. Anny v Bmé vy-
o > o tvaii interoperabilni spolupracuici sité akademideych Kinickjch
klinickeho wzkumu vizkumnyich pracovist v CR. CZECRIN predstavuie tesky ndrod-

ni uzel paneviopské vyzkumné infrastruktury ECRIN (European
Clinicol Research Infrostructures Network), zaméfené na podpo-
1 akademickych klinickych hodnoceni na drovni EU. Kligovymi ob-
lastmi plsobnosti CZECRIN jsou regulaéni a znalostni podpora,
véetné zabezpegeni kvality v rdmdi akreditagnich postupl a pfi-
pravy kompletni dokumentace pro |IT; aplikacni kinickd podpara
zaiéfujid biometrii, monitoring, famakovigiland a systematicky
vzdélavaci program komplexné pokrjvajici IIT; a wizkumna a vj-
vojova Cinnast, wietné wjraby nowych |6y ch pripravkd pro mo-
derni terapie (ATMF).

Budouci rozvoj
CZECRIN bude rozviet své aktivity tak, aby ddle rozéifil wzkum-
nou podporu pro realizaci aplikovaného biomedidnského wyzku-
demlova@med.muni.z mu prostfednictvim akademidegjch Kiinidojch studii realizovanjich
v Klitovych oblastech vzniku a rozvoje onemoméni, novyjch dia-
gnostickjch a lécebmjch metod, epidemiologie a prevence nejza-
f vainéfich chorob. CZECRIN napomiZe maximalizaci wyuZiti vj-
PR zhumného potencidlu v aplikainim prostiedi, tedy v piimém do-
padu na zdravi pacientl. Rozvoj CZECRIN jako ¢eského ndrod-
niho uzly v ramci ECRIN pfitom umozni lepéi propojeni Ceskjch
Hinidey orentovanych wizkumnych organizad s aplikatni sférou
na Grovni BU.

WWwWWw.czecrin.cz



Annex 6: CZECRIN ORGANIZATION CHART 2020
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Annex 4: CZECRIN Development 2014-2029
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NARODN| NETWORK

Sit' center klinického vyzkumu (Clinical Trial Units = CTU) pokryva celé
uzemi CR

Zahrnuje vétSinu univerzit a univerzitnich nemocnic a pfedstavuje sit
kontaktnich a podpurnych jednotek propojujicich klinicka pracovisté s
dalSimi sitémi a kapacitami CZECRIN

Fakultni nemocnice U sv. Anny Brno - 2014
Fakultni nemocnice Brno - 2014

Fakultni nemocnice Motol - 2015

Fakultni nemocnice Ostrava - 2015
Masaryklv onkologicky ustav - 2015
Fakultni nemocnice Hradec Kralové - 2016

VSeobecna fakultni nemocnice v Praze - 2016
Fakultni nemocnice Kralovské Vinohrady — 2018

Fakultni nemocnice Bulovka - 2018
Fakultni nemocnice Plzeri - 2018
Fakultni Thomayerova nemocnice - 2019
Narodni ustav duSevniho zdravi - 2020

WWW.CZecrin.cz
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C_Z EC RI ... towards patient-oriented medicine!

W INFRASTRUCTURE NETWORK
DISEASE ORIENTED NETWORKS

- Napfric jednotlivymi diagnézami a medicinskymi obory jsou v souladu se strategii CZECRIN,
nejnovejsSimi trendy a védeckymi poznatky definovany prioritni oblasti klinického vyzkumu

- V téchto oblastech/vyzkumnych smérech jsou pod vedenim renomovanych klinickych expertu
budovany oborové orientované sité (DONet) spolupracujicich zdravotnickych pracovist a zapojenych
|ékaru spolupracujicich s koordinatory klinickych studii CZECRIN

- Sité sdruzené v DONet sdileji podpurné a odborné kapacity CZECRIN a uzce spolupracuji s
ostatnimi sitémi

WWW.CZecrin.cz
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Disease Oriented Network (DONet)
Doc. MUDr. Regina Demlova, Ph.D.

... towards patient

~

Kick Off Meeting

23.4.2021
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[ THOMAYEROVA NEMOCNICE)
Doc. MUDr. Tomas Buchler,

[FN KRALOVSKE VINOHRADY |
Prof. MUDr. Renata

4 1 4 1
FNUSA FN BRNO
MUDr. Jana Katolicka, Ph.D. MUDr. Michal Eid
\ y \ y
[ FN OSTRAVA Y ( )
FN HRADEC KRALOVE
Doc. MUDr. Ig. Jakub Cvek, prof. MUDT. Jifi Petera, Ph.D.
\ - Y, \ y
[ FN MOTOL Y VEN PRAHA )
Doc. MUDr. Jana Prausova, Prof. MUDr. Lubos Petruzelka,
L Ph.D. ) L CSc. )

Soumarova, Ph.D. Ph.D.
\. \. J
FN PLZEN FN OLOMOUC
Prof. MUDr. Jindfich Finek, prof. MUDr. Bohuslav
Ph.D. Melichar, Ph.D
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CZECRINonco Goals

... towards patient-oriented medicine!

Connection Support Coordination

Academic Clinical Trials

WWW.CZecrin.cz CZECRIN ONCO
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... towards patient-oriented medicine!

New Projects/Trials

WWW.CZecrin.cz CZECRIN ONCO
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CZECH CLINICAL RESEARCH
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Molecular Tumour Board at MMCI

 MTB based in November 2019
» Consulted more than 250 patients

» Molecular profiling according to years:
2019 — 10 ps
2020 — 27 pts

2021 — 153 pts
2022 — 60 pts

WWW.CZecrin.cz
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... towards patient-oriented medicine!

Kidney; 2,4% 2,3% melanoma; 1,9%

\ L
HAN2,4% |

Pancreas; 2,8%///
Ovarian Cancer:; /

3,3%
Biliary Tract; 4,3%

Gastric: 4,3%/

Brain: 5,7%

CRC; 11,8%

Unknown
Primary; 11,4%

Sarcomas; 8,1%

WWW.CZecrin.cz
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Subsequent Therapies |
No treatment on
- From 212 pts in 74 was indicated targeted therapy ~'Mdicated 65%

- 65 strong recommendations (31%)

m
- 9 weak recommendations (4%) recommendation ’
4%

 According to ESMO ESCAT an OncoKB (MSKCC)

- Therapies:: checkpoint inhibitors, PAPRI, BRAFi, PIK3CAI, NTRKIi, CDK inhibitors,
MTOR, IDHi, FGFRI, anti-HER?2

- Alterations: highTMB, NTRK fusion, HRD, IDH1 mut, FGFR fusion, BRAF mut, EGFR
mut, PDGFR fusion, MET fusion, PIK3CA mut

WWW.CZecrin.cz
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Subsequent Therapies .
No treatment on
- From 212 pts in 74 was indicated targeted therapy ~'Mdicated 65%

« 65 strong recommendations (31%)

m
- 9 weak recommendations (4%) recommendation ’
4%

 According to ESMO ESCAT an OncoKB (MSKCC)

- Therapies:: checkpoint inhibitors, PAPRI, BRAFi, PIK3CAI, NTRKIi, CDK inhibitors,
MTOR, IDHi, FGFRI, anti-HER?2

- Alterations: highTMB, NTRK fusion, HRD, IDH1 mut, FGFR fusion, BRAF mut, EGFR
mut, PDGFR fusion, MET fusion, PIK3CA mut
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Results

... towards patient-oriented medicine!

- 33 started treatment according to a recommendation (50,1 %)

- 23 % have not started
- in 5 pts because of PS alteration
* 6 unknown

Efflcasy (27 pts)
- Partial response- 52 %
- Stable disease 11 %
* Progression 37 %

- ORR~ 60% pts

WWW.CZecrin.cz

60%
50%
40%
30%
20%
10%

0%

Treatment response

52%

37%

11%

SD PD
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GENESIS

... towards patient-oriented medicine!

= Genomic Alterations Platform for Next Clinical Studies

= Platform for multicentric collaboration of molecular tumour boards
= Support for clinical and translation including personalised clinical trials

$

Precision Medicine in Clinical Practise

WWW.czecrin.cz
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GENESIS
= Genomic Alterations Platform for Next Clinical Studies

MITEE Data Sharing Resqlts :
Harmonisation

Results

WWW.czecrin.cz
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GENESIS
= Genomic Alterations Platform for Next Clinical Studies

4 N

« Impact of Precision
Medicine in the Real
Clinical Practice

... towards patient-oriented medicine!

Results
Harmonisation

Data Sharing

e C(Clinical Trials

« Qutcome Based
Models

A

WWW.czecrin.cz
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Molecular Tumour Board Registry

... towards patient-oriented medicine!

« WP1: coordination of moleculary genetic profiling, NGS panels, raw data and results
standardisation - pathologists

* WP2: clinical data, genomic-driven recommendations and their standardisation, reporting,
results sharing (learning curve)- oncologists

- WP3: e-platforma,data analysis - statisticians
- WP4: ethical and law aspects of data collection
« WP5: outcome-based pharmacoeconomic analysis

- WP6: results communication, stakeholders collaboration

WWW.czecrin.cz
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- Demographic data * Prior treatment
. Age (date of birth) For each of the prior treatment lines:
« Gender  Start of treatment (date)

- Type of treatment (treatment regimen, i.e.
FOLFOX, FOLFIRLI...)

« Tumour characteristics - End of treatment (date)
 Date of diagnosis « Reason for end of treatment
e |ICD code (PD/toxicity/other...)
« TNM classification « Best response achieved during treatment
« Date of PD
- Biopsy

* Date of biopsy
« Type of biopsy: Primary tumour /
S (<

—  Metastasis(<émonths) ___________

WWW.czecrin.cz
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- Targeted treatment - Genomic Driven
Treatment (GDT)

WWW.czecrin.cz

Druggable target (Y/N)
Targeted variant
Other significant mutation/alteration

Indication of genomic driven therapy
(GDT) (Y/N)

Date of decision for GDT

Start of treatment (Y/N, date) or reason
for not starting GDT (not needed yet, drug
not available, worsening condition,
refusal, other)

... towards patient-oriented medicine!

Type of GDT (regimen, drug)

Best response achieved during GDT
End of GDT (date)

Reason for end of GDT

Date of death

Reimbursement of GDT (insurance
company, SLP, self-paying, other)

Reimbursement by insurance company
(Y/N/NA)

Patient insurance company
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EVOLUTION

Early IntegratiOn of Target Therapy in First Line Treatment
of Metastatic Upper Gl Cancers Based on ctDNA Levels

WWW.czecrin.cz
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Ta rgeta ble Alterations in Upper Gl ... towards patient-oriented medicine!
Cancers(RWE from our MTB)

Oesophagogastric Cancer Biliary Tract Tumours Pancreatic Cancer (N=7)
(N=13) (N=11)

Targeted
Targeted Treatmen
Treatment 0
EE0 29%
71%

Treatment
23%

WWW.czecrin.cz
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" Molecularly-stratified, open-label, randomised mterventlonal

phase Il study ona )
levels
every ARM A
Locally 2cycles Early
advanced/inoperable R introduction : D
_U_pper Gl Cancers® Eve"ry > of target
eligible for“;t:ndard 1st JE RANDOM therapy
tandard
with molecular ihagraapry ARM B
alterations based on Continuati
tumour samples and e Y I Onfl?j#i'lllo
confirmed by ctDNA** : %. | )
at baseline Primary CEDNA radiologic
endboint levels increase/ progression
PIESX no radiologic and change CtDNA
progression to target levels
\_ ) therapy cevery

2cycles

* Adenocarcinoma of the oesophagus, GEJ and gastric cancer; small intestine cancer, pancreatic cancer, biliary tract cancer, high-grade GI NEC
WWWw.czecrin.cz ** molecular alteration confirmed by ct DNA NGS (ESCAT level of evidence Tier |, Tier II)
x PFS- time from randomization till PD (radiologic PD)



g ECRIN ... towards patient-oriented medicine!

V CZECH CLINICAL RESEARCH
INFRASTRUCTURE NETWORK

Déekuji za pozornost.
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