FAKULTNI
: NEMOCNICE
2

&S
Tumor-agnosticka terapie AR

Setkani mladych onkologti 2025 % &

Michal Eid
Interni hematologicka a onkologicka klinika FN Brno a LF MU 21.5.2025
Centrum precizni mediciny FN Brno

MUNI/A/1685/2024



Definice precizni terapie

Cilem precizni terapie v onkologii je podat spravnou protinadorovou terapii
spravhému pacientovi ve spravné davce a ve spravny cas

Posun od tumor-specifické/molekularné-agnostické do tumor-
agnostické/molekularné-specifické lécby

Precizni terapie by méla idealné vést
* klepsimu efektu

* k nizsi Iékové toxicite

(A &4

e k nizsi financni toxicitée

www.fnbrno.cz



Definice tumor-agnostické terapie

Latinské slovo ,,agnozie” pochazi z reckého ,,a-“ (zapor) a ,,gnosis” (poznani).

qumr-agnostické terapie je leCba, ktera neni zavisla na konkrétnim typu
nadoru.

Tumor-agnosticka terapie neni zalozena na tom, kde v tele nador vznikl
(napt. plice, prsa, strevo), ale na konkrétnich genetickych nebo
molekularnich charakteristikach nadoru.

Tumor-agnosticka terapie cilene zasahuje zmeny v nadorovém genomu
(napriklad NTRK fuze, FGFR2 fuze, MSI-H, apod.), bez ohledu na to, z jaké

tkané rakovina pochazi.
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Rozdil mezi precizni terapii a tumor-agnostickou

terapii

Kritérium Precizni terapie Tumor-agnosticka terapie
Zohledfuje klinicky stav pacienta | [ Ano L Ano

Zohledriuje typ nadoru L Ano X Ne

Zohlednuje molekularni profil L4 Ano L Ano

Vztah k orgdnovému plvodu Dalezity Nedulezity

Schvalené priklady

crizotinib u NSCLC s fuzi ALK
olaparib u ca ovaria s mutaci BRCA1/2
alpelisib + fulvestrant u ca prsu s mutaci PIK3CA

larotrectinib u tumor( s fuzi NTRK
pembrolizumab u MSI-H tumor
selpercatinib u tumort s fuzi RET

Zacileni terapie

Specificka diagndza + biomarker

Pouze biomarker
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Historicky vyvoj tumor-agnostické terapie

( May2017 )

(Nov2018 ) (Aug2019 ) (Jun2020 ) ( Aug2021 ) ( Jun2022 ) (_ Sep2022 )

( Apr2024 ) ( Jun2024 )

..
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w © KEYNOTE-164

Larotrectinib

Entrectinib
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® Phase I/lla
CTMT212X2101

Selpercatinib

Paediatric patients:

Trastzumab deruxtecan

Repotrectinib

dMMR/MSI-H NTRK fusions NTRK fusions TMB-H dMMR/MSI-H HER2 IHC3+ NTRK fusions
mutation
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Historicky vyvoj tumor-agnostické terapie
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( May2017 )

(Nov2018 ) (Aug2019 ) (Jun2020 ) ( Aug2021 ) ( Jun2022 ) (_ Sep2022 )

( Apr2024 )
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Pembrolizumab
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* KEYNOTE-158
w © KEYNOTE-164

@ March2023 )
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Westphalen C.B. et al. Annals of Oncology, 2024
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* Phase Il
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o

Entrectinib
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Biomarkery s planovanou FDA registraci pro
tumor-agnostickou indikaci

20251

= established biomarker
suitable for CGP

| = new biomarker

suitable for CGP

2023 2024

© O
2022

Prior to 2021 2021
© &

Number of biomarkers , _ 4 n=4 n=10 n=15 . n=15 n=31

relevant to CGP
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Prevalence tumor-agnostickych biomarkert
napric organy

HER2 exprese/ERBB2 alterace
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Pancreatic cancer

Breast Cancer
® - °« -
2E% 20% 0% 0% % 24% B% 2-5% 2% =1%

Biliary tract cancer

25-40% 15-20% 5-T% 5-15% 2%

Gastric and gasireesophageal junction
cancer

18-20%  11-13%  1M-4% n-16% 3%

Uterine cancer Colorectal cancer

L ] .
A am 13, 13% a5 13-21%  4-B% 3 5% 2%
Ovarian cancer Urinary Iract cancer
® - o O -
9% 2 % 5% % N
S 4-8%  5-28% 2% 9% 0%
Cervical cancer Prostate cancer
e o ] .
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Prevalence tumor-agnostickych biomarkert
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MSI-high/dMMR tumory a jejich terapie
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MSS tumor MSI-H/dMMR tumor
tumor tumor tumor tumor
mutation ¢
RN oA e Ryt

neoantigen

éé 1 Mo

.l’ PD-1

Poor Good
response response

MMR geny - MLH1, MSH2, MSH6 a PMS2

=>» zodpovédné za opravy chybného parovani bazi

=» mutace nebo epigenetické zmény v MMR genech -> MSI-H/dMMR
=» hromadéni chyb pfi replikaci DNA -> hromadéni neoantigenu

=» prediktor imunoterapie

=» stanoveni PCR/IHC/NGS

www.fnbrno.cz

Eso Y. et al. Journal of Gastroenterology, 2024. Zhao P, et al, Journal of Hematology and Oncology, 2019



Clinical Trial > J Clin Oncol. 2020 Jan 1;38(1):1-10. doi: 10.1200/JC0.19.02105. Epub 2019 Nov 4.

Efficacy of Pembrolizumab in Patients With
Noncolorectal High Microsatellite
Instability/Mismatch Repair-Deficient Cancer:
Results From the Phase II KEYNOTE-158 Study

Aurelien Marabelle T, Dung T Le 2 Paolo A Ascierto 2, Anna Maria Di Giacomo #,

Ana De Jesus-Acosta 2, Jean-Pierre Delord 2, Ravit Geva ©, Maya Gottfried T Nicolas Penel 8,
Aaron R Hansen ?, Sarina A Piha-Paul ', Toshihiko Doi !, Bo Gao 2, Hyun Cheol Chung =
Jose Lopez-Martin ™, Yung-Jue Bang ', Ronnie Shapira Frommer '®, Manisha Shah 17,

Razi Ghori '8, Andrew K Joe '8, Scott K Pruitt '8, Luis A Diaz Jr 1°

Affiliations + expand
PMID: 31682550 PMCID: PMC8184060 DOI: 10.1200/JC0.19.02105

Predchozi neo/adjuvantni lécba 55 (23,6 %)

Pocet paliativnich linii lécby Pocet pacientll (procenta)
0 7 (3,0 %)

1 87 (37,3 %)

2 61 (26,2 %)

3 41 (17,6 %)

=24 37 (15,9 %)
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223 pacientt

27 typa (mimo CRC)

Median follow up: 13,4 m
ORR: 34,3 %
MPFS: 4,1 m
mOS: 23,5 m
Grade 3-5 toxicita: 14,6 %

www.fnbrno.cz



TABLE 3. Antitumor Activity for Tumor Types With Greatest Enrollment

ORR, % (95% CI)

Median PFS, Months
(95% ClI)

Median 0S, Months
(95% ClI)

Median DOR, Months
(range)

57.1 (42.2 to 71.2)

25.7 (4.9 to NR)

NR (27.2 to NR)

NR (2.9 to 27.0+)

45.8 (25.6 to ©67.2)

11.0 (2.1 to NR)

NR (7.2 to NR)

NR (6.3 to 28.4+)

40.9 (20.7 to 63.6)

4.2 (2.1 to NR)

24.3 (6.5 1o NR)

NR (4.1+ to 24.9+)

18.2 (5.2 10 40.3)

2.1 (1.91to0 3.4)

4.0 (2.1 t09.8)

13.4 (8.1 to 16.0+)

42.1 (20.3 to 66.5)

9212 3110 NRJ

NR (10.6 to NR)

NR 4.3+ 10 31 .3+)

38.3 (118 10 bl.B)

2.3 (1.9 16 6:2)

NR (3.8 to NR)

NR (4.2 to 20.7+)

CR, PR,
Tumor Type No. No. No.
Endometrial 49 8 20
Gastric 24 4 7
Cholangiocarcinoma 22 2 7/
Pancreatic 22 1 3
Small intestine 19 3 5
Ovarian 15 3 2
Brain 1 0 0]

60

40

0

Change From Baseline (%)

-80

Marabelle A, et al. J Clin Oncol. 2020;38(1):1-10.

0.0 (0.0 to 24.7)

N0 e 2.1 )

f GG (o6 2]

Nejlepsi procentualni zména velikosti nadoru oproti vychozimu stavu podle kritérii RECIST verze 1.1.
Do analyzy byli zahrnuti vSichni pacienti, ktefi dostali alespon jednu davku hodnocené |écby a méli
alespon jedno hodnotitelné zobrazovaci vySetfeni po zahajeni l1éCby.

www.fnbrno.cz



Pacientka s MSI-H metastatickym ca pankreatu (v ramci Lynchova syndromu)

Zena, 1955, lé¢ena pavodné v Havlitkové Brodé pro LA ca pankreatu (nejasna loZiska plicni), znamy Lynchiv syndrom

ca prsu a spinaliom in anam

Ve FN Brno prezentovana na GIT komisi 9/2023 ke zvazeni resekce po 4 m systémové terapie gemcitabin + abraxane

A
C

o=

progrese primdarniho tumoru pankreatu, aktivita v plicnim lozisku vpravo, progrese v TM (CA 19-9 170....265)
doporuceni systémové terapie, vhodné zazadat o imunoterapii pri MSI-H ca pankreatu

zadost o pembrolizumab ve FN Brno — zamitnuto

pacientka se odvolava sama — schvaleno

Po 3 m terapie s pembro — vyrazna regrese primarniho tumoru, bez PET aktivity, lozisko plicni bez PET aktivity a
normalizace TM

Pokracuje v pembru (k 5/2025 = 17 mésict v PR/CR)

LTNi

OCNICE www.fnbrno.cz



Pacientka s MSI-H metastatickym ca pankreatu (v ramci Lynchova syndromu)

Zena, 1955, lé¢ena pavodné v Havlitkové Brodé pro LA ca pankreatu (nejasna loZiska plicni), znamy Lynchiv syndrom
. ca prsu a spinaliom in anam

Ve FN Brno prezentovana na GIT komisi 9/2023 ke zvazeni resekce po 4 m systémové terapie gemcitabin + abraxane

. progrese primdarniho tumoru pankreatu, aktivita v plicnim lozisku vpravo, progrese v TM (CA 19-9 170....265)

. doporuceni systémové terapie, vhodné zazadat o imunoterapii pri MSI-H ca pankreatu

. zadost o pembrolizumab ve FN Brno — zamitnuto

. pacientka se odvolava sama — schvaleno

. Po 3 m terapie s pembro — vyrazna regrese primarniho tumoru, bez PET aktivity, lozZisko plicni bez PET aktivity a
normalizace TM

. Pokracuje v pembru (k 5/2025 = 17 mésici v PR/CR)
12/2023
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TMB-high tumory a jejich terapie

NSCLC

T-Cells ' . ‘ | . .
100‘§ i ' i o ; : : . : B ) :
' . ! $ - : . s
MHC' () e e (R0 ) (O 000 A Y N P YA 7!4 -
WYYy @ ol e ol BN N S
1 -— .’, f ) : ; ... . | : 5 :
[N S S ' P :

Somatic mutation prevalence
(number mutations per megabase)

T Presentation T T

.
Peptide ug % o e o oo : : . EE
{ . PSNL FOCR TMB

Antigens e e B B R
Transcri p_IIOI'L Each dot represents a single patient sample. The horizontal red lines indicate the median number of mutations in each respective
Translation,

cancer and cohort. The vertical axis (log-scaled) shows the number of mutations per megabase, segregated by the various cancer

Frag mentation types investigated. The estimation of TMB was determined utilizing the FOCR ‘Uniform TMB Calculation Method’ (Merino et al. 2020).
. Cohorts:
G enome . . . ' . . . . '. - FOCR Exome-derived TMB from TCGA samples (from Merino et al. 2020)
. . - NeXT Exome-derived TMB using Personalis NeXT DB samples
TMB Low Intermediate High

o= Mutation

TMB — mutacni naloz, mut/Mb

=>» udava pocet mutaci na megabazi nadorové DNA
=» hromadéni chyb pfi replikaci DNA -> hromadéni neoantigenu
=>» 10 mut/Mb = “prediktor” imunoterapie

CAKULTN =>» stanoveni NGS panel
: NEMOCNICE

BRNO www.fnbrno.cz
www.personalis.com, Merino et al. 2020
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Clinical Trial > Lancet Oncol. 2020 Oct;21(10):1353-1365. doi: 10.1016/51470-2045(20)30445-9. o000

Epub 2020 Sep 10. mm 102/805 pacientﬁ (13 %)

Association of tumour mutational burden with s TMB-H tumorem
outcomes in patients with advanced solid tumours
treated with pembrolizumab: prospective biomarker 10 typu (mimo velké dg.)

analysis of the multicohort, open-label, phase 2
KEYNOTE-158 study

Aurélien Marabelle 1, Marwan Fakih 2, Juanita Lopez 3, Manisha Shah 4, Ronnie Shapira-Frommer 2,

Kazuhiko Nakagawa ©, Hyun Cheol Chung 7, Hedy L Kindler &, Jose A Lopez-Martin ?, Medlan fo"ow up: 37'1 m
Wilson H Miller Jr 1, Antoine Italiano 11, Steven Kao 12, Sarina A Piha-Paul 13, ORR: 29 % (VS. 6 % u non-TM B-H)

Jean-Pierre Delord 4, Robert R McWilliams 1>, David A Fabrizio 1©, Deepti Aurora-Garg 17,

. . . - (y
Lei Xu V7, Fan Jin 7, Kevin Norwood 7, Yung-Jue Bang '8 DOR 2 24 m= 50 o
L] L]
I R o
Affiliations + expand Grade 3'5 tOX|C|ta. 15 A)
PMID: 32919526 DOI: 10.1016/51470-2045(20)30445-9
A C
tTMB-high (n=91) Non-tTMB-high (n=619) 1104 [ tTMB-high
100 [ tTMB-high, MSI-H 100 I Non-£TMB-high o 2/2
Il tTMB-high, non-MSI-H*, or unknown MSI status T 1/3
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Marabelle A, et al. J Clin Oncol. 2020; 21(10):1353-1365



Pacientka s TMB-H high-grade ca stitné zlazy s meta do plic

Zena, 1953, 4/2020 dg. high-grade karcinom §titné Zlazy (T4, inoperabilni)

 0d5/2020 1. docetaxel + doxorubicin > 6/2020 paliat RT na prim. tumor a uzliny

e 1/2021 PD - nové meta plicni - SBRT meta plicni

* intolerance chemo a kumulativni davka antracyklint - 3/2021 stop CHT

e 4/2021 NGS - TMB high nador (10,4 mut/Mb), MET amplifikace, PDGFRa mutace, PTEN mutace
 4/2021 start pembrolizumab dle doporuceni MOIK

FAKULTNi
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Pacientka s TMB-H high-grade ca stitné zlazy s meta do plic

Zena, 1953, 4/2020 dg. high-grade karcinom §titné Zlazy (T4, inoperabilni)

 0d5/2020 1. docetaxel + doxorubicin > 6/2020 paliat RT na prim. tumor a uzliny

e 1/2021 PD - nové meta plicni - SBRT meta plicni

* intolerance chemo a kumulativni davka antracyklint - 3/2021 stop CHT

e 4/2021 NGS - TMB high nador (10,4 mut/Mb), MET amplifikace, PDGFRa mutace, PTEN mutace
 4/2021 start pembrolizumab dle doporuceni MOIK

Vstupni staging 4/2020 Od 4/2021 pembro

—> vyrazna PR 10/2021

10/2021 RO resekce
- 99 % regrese
- ypT1lypNO

soum Sledovani
- 44 mésicl od
resekce stale v CR)
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Tumory s NTRK fuzi a jejich terapie

CHROMOSOMES

NTRE .
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www.knowyourbiomarker.org

GEME FUSIOM

PROTEIMN

OTHER .
GENE

TRE FUSION

NTRK fuze

=» Tato genova fuze postihuje geny NTRK1/2/3 a vede k
produkci TRK fuznich protein(, které mohou narusit
normalni rlst a prezivani bunék a vést ke vzniku nadoru.

=» Fuze genu NTRK hraje roli onkogenniho driveru u nékolika
typU solidnich nador, vcetné kolorektalniho karcinomu,
sarkomu, papilarniho karcinomu stitné zlazy, karcinomu
prsu, glioml mozku a nemalobunécéného karcinomu plic.

=» Fuze genu NTRK je vzacna (2 %), u nékterych vzacnych
tumorul az 90 %

=» Stanoveni NGS (RNA panel), RT-PCR, ISH, IHC

= “NTRKomy*“

www.fnbrno.cz
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> Lancet Oncol. 2020 Feb;21(2):271-282. doi: 10.1016/S1470-2045(19)30691-6. Epub 2019 Dec 11.

o0 00
Entrectinib in patients with advanced or metastatic ml‘ 54 pacient
NTRK fusion-positive solid tumours: integrated (ALKA-372-001, STARTRK-1,
analysis of three phase 1-2 trials STARTRK-2)

| | | | 10 typli nadoru
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Tumory s BRAF V600E mutaci a jejich terapie

— NORMAL CELL PROLIFERATION _

TRANSCRIP Tioy Normal cell
FACTORS = proliferation

and survival
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BRAF VG600E Mutation

INCREASED cell

FACTORS ?-) proliferation
and survival

CANCER

Mutace BRAF V600E

=>» Gen BRAF se nachazi na 7. chromozomu a kéduje B-Raf,
serin/threonin kinazu.

=>» B-Raf je ¢lenem rodiny Raf kindz a hraje klicovou roli v regulaci
signalni drahy EGFR — RAS — RAF — MEK - ERK.

=>» Tato drdha tidi procesy, jako je rGst, mnoZeni a prezivani bunék.

=» Mutace BRAF V600E nachdzime u melanomt (45 %),
papilarnich karcinom stitné zlazy (40 %), kolorektalniho
karcinomu (8 %), ovarialniho karcinomu, karcinomu prsu,
glioblastomu, plicniho adenoca a pediatrickych low-grade
gliomu.

=>» Stanoveni NGS, RT-PCR

= “BRAFomy"“

www.fnbrno.cz



Clinical Trial > Nat Med. 2023 May;29(5):1103-1112. doi: 10.1038/s41591-023-02321-8.

Epub 2023 Apr 14. 000 . .
206 pacientu

Dabrafenib plus trametinib in BRAFV600E-mutated

rare cancers: the phase 2 ROAR trial
9 typu nadoru (véetné

Vivek Subbiah T, Robert J Kreitman 2, Zev A Wainberg > Anas Gazzah 4, Ulrik Lassen 2,
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Pacientka s BRAF V600E mutovanym cholangiocelularnim karcinomem

Zena, 1954, od 6/2023 dg. s adenoca pravého laloku jater, satelitni loZiska, peritonealni diseminace
. Zahajena paliativni chemoterapie 1. linie gemcitabin + cisplatina (durvalumab neschvalen RL)
Vprlbéhu 1. linie indikace NGS s nalezem mutace BRAF V600E - pacientka méni pojistovnu

* 6/2024 progrese

*  8/2024 start dabrafenib + trametinib na doporuceni MOIK

* vyrazna regrese postizeni (73x43x50 mm = 43x40x25 mm)

e 5/2025 progrese
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Pacientka s BRAF V600E mutovanym cholangiocelularnim karcinomem

Zena, 1954, od 6/2023 dg. s adenoca pravého laloku jater, satelitni loZiska, peritonealni diseminace

Zahajena paliativni chemoterapie 1. linie gemcitabin + cisplatina (durvalumab neschvalen RL)
V pribéhu 1. linie indikace NGS s ndlezem mutace BRAF V600E - pacientka méni pojistovnu
6/2024 progrese

8/2024 start dabrafenib + trametinib na doporuceni MOIK

vyrazna regrese postizeni (73x43x50 mm - 43x40x25 mm)

5/2025 progrese

8/2024

11/2024




Chr 10

Thyroid

- CCDC6-RET

= NCOA4-RET

+ TRIM33-RET

+ ERC1-RET

+ GOLGAS-RET
+ HOOK3-RET

« KTN1-RET

+ PCM1-RET

+ PRKAR1A-RET
= TRIM24-RET

+ TRIM27-RET

= AKAP13-RET

= FKBP15-RET

+ SPECC1L-RET
« TBLIXR1-RET

Tumory s RET fuzi a jejich terapie

RET-fusion proteins

p12.31 p11.2 qi1.2 q11.2

) b4

KIF58 RET  NCOAZ
G e —

Lung

+ KIF5B-RET
+ CCDCGB-RET

+ NCOA4-RET

+ TRIM33-RET

« CUX1-RET

+ KIAA1468-RET
+ KIAA1217-RET
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Lee MS, et al. Oncotarget. 2016;7(24):36101-36114.

Others

Colon
+ CCDCB-RET
* NCOA4-RET

Skin
« GOLGAS-RET

CML
+ BRC-RET

+ FGFR10P-RET

Breast

+ ERC1-RET

RET fuze

=» RET kéduje transmembranovou receptorovou
tyrosinkinazu

=» ma vlastnosti protoonkogenu

=» fuze vede ke konstitutivni aktivaci a RET onkogenni
signalizaci

=>» prestavby RET se vyskytuji pfiblizné u 2,5-73 %
sporadickych pFipadl papilarniho karcinomu stitné
zlazy a u 7 % pacientli s nemalobunécnym karcinomem
plic, u zbylych tumortii< 1%

=» stanoveni NGS, RT-PCR, ISH

= “RETomy*“

www.fnbrno.cz



Clinical Trial > Lancet Oncol. 2022 Oct;23(10):1261-1273. doi: 10.1016/51470-2045(22)00541-1.
Epub 2022 Sep 12.

Tumour-agnostic efficacy and safety of selpercatinib
in patients with RET fusion-positive solid tumours
other than lung or thyroid tumours (LIBRETTO-001):
a phase 1/2, open-label, basket trial

Vivek Subbiah 1,JUr'gen Wolf 2, Bhavana Konda 3, Hyunseok Kang 4 Alexander Spira |
Jared Weiss ©, Masayuki Takeda ” Yuichiro Ohe 8, Saad Khan ¢, Kadoaki Ohashi 1?,
Victoria Soldatenkova ', Sylwia Szymczak 12 Loretta Sullivan 11, Jennifer Wright ]
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Tumory s HER2 3+ expresi a jejich terapie

HER2 3+ exprese

e A =>» exprese HER2 oznacduje mnoiZstvi proteinu HER2 na
*'ﬁﬁ:’; e L; 3 povrchu nadorovych bunék.
T a— =» nadmérnd exprese HER2 je ¢asto zplsobena amplifikaci
SCORE 0 SCORE 1+ SC:JR\E 2+ SCORE 3+ genu ERBBZ.
ket =>» tato aberace vede ke zvySenému ridstu a déleni bunék a
Nq’@,p Eq@jéca, ;:,} kancerogenezi.

=» stanoveni IHC
Hl Spectrum of HER2-low carcinomas :3 HER2-pos carcinomas
. ' = “HERomy“?
No benefit from anti-HER? agents, lack Possible benefit from new generation of ADCs attaching to the HERZ receptors Benefit from anti-HER2 agents blocking addition O my L]
of HERZ expression and HERZ pathway present on the cell membrane and then delivering the chemotherapeutic to HERZ pathway hyperactivation stemming
activation COfMPouRds

from HERZ cwarexpression and amplification
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Marchio C, et al. Semin Cancer Biol. 2021;72:123-135.



Clinical Trial > J Clin Oncol. 2024 Jan 1;42(1):47-58. doi: 10.1200/JC0.23.02005. Epub 2023 Oct 23.

Efficacy and Safety of Trastuzumab Deruxtecan in
Patients With HER2-Expressing Solid Tumors:

Primary Results From the DESTINY-PanTumoro2
Phase II Trial

Funda Meric-Bernstam ', Vicky Makker % 2, Ana Oaknin 4, Do-Youn Oh ?, Susana Banerjee °
Antonio Gonzalez-Martin 7 , Kyung Hae Jung 8, lwona tugowska ?, Luis Manso 17,
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Shreenivas et al. 2022

Tumory s FGFR alteraci a jejich terapie

R

Activating
Fusions  Amplifications mutations
FGFR2:LGSN FGFR2 gene
rerrangement of
intron 17
FGFR2 alterations

observed in this tumor

e

& ]—> Cell proliferation & survival, differentiation, angiogenesis

FGFR alterace

=>» Mutace, amplifikace a fuze postihuji signalni drahu pro
fibroblastovy rustovy faktor FGF a jeho receptor FGFR

=>» Alterace vede ke konstitutivni aktivaci FGFR drahy a ma
vliv na zvySeném rustu, proliferaci bunék a
kancerogenezi. Stejné tak mlze byt zodpovédna za
rezistenci k protinadorové terapii.

=» Stanoveni RT-PCR, NGS (fuze RNA panel)

=> “FGFRomy“?

www.fnbrno.cz



Clinical Trial > Lancet Oncol. 2023 Aug;24(8):925-935. doi: 10.1016/51470-2045(23)00275-9.

Erdafitinib in patients with advanced solid tumours
with FGER alterations (RAGNAR): an international,
single-arm, phase 2 study

Shubham Pant 1, Martin Schuler 2, Gopa lyer 3 Olaf Witt 4, Toshihiko Doi 2, Shukui Qin ©,
Josep Tabernero T David A Reardon 8, Christophe Massard 9 Anna Minchom 19,
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Ademi Santiago-Walker 17, Spyros Triantos 7, Hussein Sweiti 7, Yohann Loriot '8;

RAGNAR Investigators
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Individual patients

Tumour histology:

M Cholangiocarcinoma M High-grade glioma B Pancreatic cancer [0 Breast cancer

W Squamous cell head and neck cancers B Squamous NSCLC E Non-squamous NSCLC W Carcinoma of unknown note
| Colorectal cancer [@ Endometrial cancer @ Oesophageal cancer [@ Gastric cancer

M Ovarian cancer W Low-grade glioma M Cervical cancer | Salivary gland cancer

[J Soft tissue sarcoma M Prostate cancer M Others
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Grade 3-4 toxicita: nejCastéji
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Vyhled do budoucnosti tumor-agnostické terapie

* Potencialni dalsi targety: KRAS G12C, dalsi fuze, HER2-low

* Nové generace inhibitoru obchazejici rezistence (RLY 4008 u FGFR2)
* Drivejsi linie terapie: dostarlimab v casném MSI-H rekta s ORR 100 %
* Rozsifeni do pediatrie: vékové agnostické indikace
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