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CZECRINonco = multicentricka spoluprace na
akademickych klinickych studii v onkologii solidnich
tumoru

Navazat na probihajici spolupraci a rozvinout ji do formy multicentrické spoluprace

Provadét multicentricka klinicka hodnoceni s dopadem do klinické praxe

Aktivita od vsech ¢lenu [ propojit ] [ podporit ] [ koordinovat ]

Otevrena platforma Akademické klinické studie
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Akademickeé studie CZECRINonco

RASmMIR

=Racionalni vybér Anti-EGFR terapie v prvni linii [éCby pacientl s metastazujicim kolorektalnim
karcinomem wild-type KRAS / NRAS na zakladé pouziti molekuldrniho prediktoru miR-31-5p

GastroPET

= Sequential FDG-PET and Plasma/Tissue miRNA as a Biomarkers of Preoperative Treatment
Strategy in Locally Advanced Oesophago-Gastric Cancer; (GastroPET)



GENESIS

= Genomic Alterations Platform for Next Clinical Studies

=Platforma pro multicentrickou spolupraci v oblasti molekularnich tumor boardu

"Podpora translacniho a klinického vyzkumu v onkologii solidnich nadoru, véetné
personalizovanych klinickych studii a |é¢by vzacnych nador

$

Precizni medicina v klinické praxi solidnich nadoru



Personalizovana a precizni medicina

Personalizovana medicina predstavuje lécbu, ktera je individualné upravena pro
kazdého konkrétniho pacienta

0000 0000 @ © 60 0 O

s =& Q0000

Precizni medicina se snazi o indikaci terapie na zakladé klasifikace pacienta do
mensich subpopulaci s onemocnénim urcité biologické charakteristiky a s tim
souvisejici odpovéedi na specificky typ IéCby




|dentifikace driver mutaci a targetovatelnych alteraci

NET (n =77)
Bonefsoft tissue (n = 126)
Mesothelioma (n = 15)

Ovary (n = 95)
Kidney (n = 67)
Other (n = 49)

Liver (n = 33)

CNS (n = 53)
Head and neck (n = 42)

Skin (n = 186)
Prostate (n = 212)
CUP (n = 50)
Biliary (n = 56)
Uterus (n = 44)
Pancreas (n = 56)
Breast (n = 478)
Colon/rectum (n = 372)
Lung (n = 178)
Stomach (n = 29)
Oesophagus (n = 96)
Urinary tract (n = 85)
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Biomarkers with either
approved therapy or
guidelines

(on-label for that tumor type)
(off-label for other tumor

type)

B A on-label
I A off-label

Biomarkers with strong
biological evidence or
clinical trials indicating that
they are actionable

(on-label for that tumor type)
(off-label for other tumor

type)

B on-label
B off-label

Priestley et al, Nature, 2019



arni tumor board

Moleku

Molekularni tumoru board (MTB)— multioborova indikacni komise pro precizni

onkologii

] L. Klinicky
multioborova spoluprace — klinicky onkolog, patolog, fl onkoloz  §
molekularni biolog, genetik, farmakolog, bioinformatik Prezentuiici

onkolog

Vyznam MTB :
o Indikace terapie
o Kolekce dat — registr GENESIS v
o Vlyhodnocovani indikace NGS testovani biolog
o VV\yhodnocovani efektivity terapie o

\
\

Klinicky genetik,
genetik

Pacient
Farmakolog Bioinformatik




GENESIS

= Genomic Alterations Platform for Next Clinical Studies

Spoluprace Harmonizace Sbér, sdileni
jednotlivych a analyza
MTB dat dat




arni tumor board v MOU

Moleku

e \V Masarykové onkologickym ustave zalozen molekularni tumor board v listopadu 2019
e Doposud projednano celkem pres 250 pacientu

e Komplexni molekularni profilovani v letech:

V roce 2019 — 10 pacientu

V roce 2020 — 27 pacientu

V roce 2021 — 153 pacientu

V roce 2022 — zatim 84 pacientu


http://www.htai.org/

‘ N d | ka ce terQg p | - léEba neindikovana

65%

Ze 212 pacientl u 74 indikovana terapie (35%)
> 65 silné doporuceni (31%)
> 9 slabé doporuceni (4%)

slabé doporuce
4%

J

Kategorizace doporuceni dle ESMO ESCAT a OncoKB (MSKCC)

Indikovana terapie: imunoterapie check-point inhibitory, PAPRi, BRAFi, PIK3CAi, NTRKi, CDK
inhibitory, mTOR:i, IDHi, FGFRI, anti-HER2

Alterace: vysoky TMB, NTRK flze, deficience HR, IDH1 mutace, FGFR fuze, BRAF mutace, EGFR
mutace, PDGFR flize, MET fuze, PIK3CA mutace




Vysledky terapie

Na zakladé indikace:
o 33 pacientli Iécba zahajena dle doporuceni (50,1 %)

o 23 % zatim nebylo nutné zahdjit terapii Odpoved na lecbu
°ub5 pacjentﬁ doslo ke zhorsSeni stavu 60% 5204
° 6 neznamo 50%
40% 37%
Efekt terapie mozné hodnoti u 27 pacientl 30%
o Parcidlni odpovéd u 14 (52 %) 20%
o Stabilizace onemocnéni (11 %) o 11%
o Progrese u 10 pacienti (37 %) .
0%
SD PD

o Kontrola onemocnéni u vice nez 60% pacientu



GENESIS

= Genomic Alterations Platform for Next Clinical Studies

Harmonizace
dat




Harmonizace reportovani genomicky dat

* Konsenzus reportovani somatickych variant Association for Molecular Pathology, American
Society of Clinical Oncology a College of American Pathologists

Tier I: Variants of
Strong Clinical
Significance

Tier Il: Variants of
Potential Clinical
Significance

Tier lll: Variants of
Unknown Clinical
Significance

Tier IV: Benign or

Likely Benign Variants
Therapeutic, prognostic & Therapeutic, prognostic &
diagnostic diagnostic

FDA-approved therapies

for different tumor types

Included in professional or investigational
guidelines therapies

FDA-approved therapy

Not observed at a
significant allele

Well-powered studies
with consensus from
experts in the field

Multiple small published
studies with some
consensus

Preclinical trials or a few

case reports without
consensus

frequency in the general
or specific subpopulation
databases, or pan-cancer
or tumor-specific variant
databases

No convincing published
evidence of cancer
association

Observed at significant
allele frequency in the
general or specific
subpopulation databases

No existing published
evidence of cancer
association




Harmonizace lecebnych doporuceni

ESMO doporuceni ohledné NGS testovani a indikace terapie

ESMO Scale for Clinical Actionability of molecular Targets (ESCAT)

* Tier I: Lécba a asociovany molekularni cil vhodny do bézné klinické praxe a doporuceni je
standardem péce

e Tier ll: Potencidlni (investigativni) Iécba a cil, ktery pravdépodobné definuje populaci
pacientd, kteri benefituji z terapie ale je potreba vice dat

* Tier lll: Klinicky benefit byl prokazan u jiného typu nadoru nebo souvisejiciho
molekularniho cile

* Tier IV: Prokazané efekt inhibice molekularniho cile v preklinickych modelech

* Tier V: Evidence o efektivité ale bez vyznamného klinického benefitu v monoterapii ale s
potencidlem efektivity v pripadé kombinované terapie



Standard Biomarker uznavany FDA predikujici odpovéd na lék
péce schvaleny FDA v této indikaci
S
Standardné pouzivany biomarker doporu¢eny NCCN nebo jinymi )
O n CO K B odbornymi doporucéenimi predikujici odpovéd na |ék schvaleny
FDA v této indikaci )
& N & L4 7 \
=Databaze vytvorena v Potencialni Presvédcivé klinické diikazy podporuji biomarker jako
Memorial Sloan Kettering efekt prediktivni na odpovéd na lék v této indikaci
Cancer Center, USA
Biomarker standardné pouzivany nebo potencidlné
=biologické a klinické predikujici odpovéd na lé¢bu efektivni v jiné indikaci
informace o genomovych
alteracich Hypoteticky Presvédcivé biologické diikazy podporuji biomarker jako
efekt prediktivni pri odpovéd na lék

=Prvni databazi uznavanou
FDA

Rezistence v
bézné praxi

Standardné pouzivany biomarker predikujici rezistenci na
|ék schvaleny FDA v této indikaci

Presveédcivé klinické dikazy podporuiji, Ze biomarker
predikuje rezistenci na lék



GENESIS

= Genomic Alterations Platform for Next Clinical Studies

Sbér, sdileni
a analyza
dat




eCRF

* Demographic data * Prior treatment
- Age (date of birth) For each of the prior treatment lines:
e Gender * Start of treatment (date)

* Type of treatment (treatment regimen, i.e.
FOLFOX, FOLFIRI...)

* End of treatment (date)

e Tumour characteristics
* Date of diagnosis

* €D code o * Reason for end of treatment
* TNM classification (PD/toxicity/other...)
* Biopsy * Best response achieved during treatment
* Date of biopsy * Date of PD
* Type of biopsy: Primary tumour / Metastasis (<
6 months)



eCRF

* Targeted treatment — Genomic Driven

Treatment (GDT) * Type of GDT (regimen, drug)

* Druggable target (Y/N) * Best response achieved during GDT

* Targeted variant * End of GDT (date)

* Other significant mutation/alteration * Reason for end of GDT

* Indication of genomic driven therapy (GDT) * Date of death
(Y/N)

* Date of decision for GDT * Reimbursement of GDT (insurance company,

 Start of treatment (Y/N, date) or reason for not SLP, self-paying, other)
starting GDT (not needed yet, drug not « Reimbursement by insurance company
available, worsening condition, refusal, other) (Y/N/NA)

* Patient insurance company



GENESIS

= Genomic Alterations Platform for Next Clinical Studies

Zhodnoceni pFinosﬁ
precizni mediciny
v realné klinické praxi

Spoluprace Harmonizace Sbér, sdileni

jednotlivych ; . a analyza Klinické
MTB vystupu dat projekty/studie

Outcome based
\ modely /




EVOLUTION

= Early IntergratiOn of Target Therapy in First Line
Treatment of Metastatic Upper Gl Cancers based on ctDNA
Levels

=ctDNA umoznuje identifikovat pripadnou targetovatelnou molekularni alteraci v
plasmé a je slibnou neinvazivni metodou k zhodnoceni [éCebné odpovédi,

=\/¢asné nasazeni cilené |éCby na zakladé stanoveni molekularni progrese mize
zlepsSit pribéh onemocnéni pacienta
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