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Cervené bold = statisticky signifikantni



Reskabilni karcinom zluCovych cest

Adjuvantni terapie



Survival of cholangiocarcinoma of the distal bile du
ct based on AJCC 8th edition tumor (T) categories
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Overall survival after resection of a perihilar cholangiocarcinoma in a series of

1352 patients, stratified according to AJCC 8th edition prognostic stage

groupings
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Survival after potentia-lly curative resection in a multi-institutional series of
370 patients undergoing pancreaticoduodenectomy for a distal bile duct
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Adjuvantni terapie
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GEM vs FUFA vs obs
CAPE vs obs
cDDP/GEM vs CAPE

S1 vs obs
GEMOX vs obs

GEM vs obs

GEMCAP — CHRT, faze Il

Start adjuvantni chemoterapie do 4 mésicll od operace

MOS (M): 19,5vs 18,3 vs 27,2, ns

MOS (M): 53 vs 36, HR 0,75
ongoing

3-leté OS: 77 vs 68 %

MRFS (M): 30,4 vs 18,5, ns

MOS (M): 62,3 vs 39,9, ns

2-leté OS: 65 %
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Adjuvantni terapie
Metaanalyza J Clin Oncol 2012, 30: 1934

Klicova zjisténi:
preziti je signifikantné prodlouzeno

chemoterapii OR 0,39
chemoradioterapii OR 0,61

preziti neni signifikantné prodlouzeno
radioterapii OR 0,98
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Adjuvantni terapie

Indikace:

ECOG 0-1 (2)
stadium |l

... hicmeéné observace je také moznd alternativo
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« Diagnostika nddoru

« Histopatologickd verifikace perkutanni
« kdyz se nezvazuje fransplantace

 Histopatologickd verifikace cestou endoskopickou
« kdyz se nezvazuje transplantace biopsie pod endoSONO moznd

« ovsem pfi Uvaze o transplantaci jen brush cytologie
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* Molekuldrni charakteristika nadoru

MMR

FGFR2

IDH1

NGS ostatni

PD-L1
TMB
L J 4
nivolumab pemigatinib ivosidenib
pembrolizumab infigratinib

dostarlimab

futibatinib

dalsi cile

CHT
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« Faktory podstatné pro rozhodnuti o volbé IeCby

« Vykonnostni stav pacienta
« ECOG 0-2 (3)
« Vek pacienta a jeho komorbidity

e Jaterni a ledvinnd funkce, drenovad rezerva



Inoperabilni nemetastaticky karcinom zlucCovych cest

« Terapie nadoru

« Lokoregiondlni léCba angio(intervencni) a lokalné ablativni

 Individudlné mozno zvazit dle moznosti pracovisté

. Y90
- TACE
- MWA
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« Terapie nadoru

« Systémovd chemoterapie

ABC 02 cDDP GEM
18M-0S 35,1vs25,6 M
TOPAZ 01 CDDP GEM DURVA  CDDP GEM 1 12,5 11,5 <I
24M-0S 24,9vs10,4M
FUGA-BT CDDP S-1 CDDP GEM 1 15,1 13,4

NCT01470443 GEMOX CAPOX 1 10,4 10,6
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« Terapie nadoru

« Systémovd chemoterapie

ABC 06 FOLFOX

NIFTY nanolRl IRI 2 8,6 5,5
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EGFR fuzions identified in iCCA.

Deregulated FGF signaling

PGFE fuzion Prequency Bieferences
Recurrent FEFR2 fusions
=« POFRZ-BICCI 2 canen Wi 2013 [15]
.09 (2,/66) Arai 20704 [20]
12.7% (B,/63) Jain 2018 [27] B
26996 (31,7107} Abou-Alfa 2020 [49]
» POFRZ- 10.6% (7,/66) Arai 2014 [20] FGFR fusion prnteln
AHCYLI
+ POPRZ- 16.8% (1B/107) Sia 2015 [29] + oligomerisation
PPHLN1 i [}
Less frequenty observed PGFR fomons References FEFR 5 Eart“er ) 3 partner
’ ’ ’ N = POPRZ-AFP4 = FOFRZ-MOEAS Abou-Alfa 2020 [45]; Borad 2014 ig' m.m'—?.i- TE h TE mm DM = 3 partner =
Leé bG Clleng rO'I'I » POPEZ-AFR4, » FOFRI-MYPN [21]; Rose 2014 [25]; Jugakul 2017 .{—C 7 ' pa
p RETEG « FOFR2-NOL4 15]: Jain 2018 [27]: Javle 2017 "
4 FOFRZ- FOFR2-MNRAP [40]: Gowal 2019 [30]; Kongpetch . . . .
FGFR2 alteracim bt g i Constitutive kinase activation
POFR2- FOFR2-PCMI .
t Rowpzs . pomma / lwutn-phusphﬂwlatmn
= POFRZ-C10 Bearrangement
» POPRI-CCDCS intzon 17 [ [ ( 1
. romocmrs o FOFRZRNRAL RAS-Raf-MAPK | [ JAK-STAT | PI3K-AKT-mTOR |
s POFRZ-CONL1  » FOFRZ-SH3GOLEI : b g
» POPRZ- » POFR2-CLMAP
CTHHAS » POFR2-SORBSL @ Aberrant
* FOFR2- * FOFR2STR2S transcriptional
DCINZ » FOFRI-STES . :
« FOFRZ- « FOFRZ-TACCS regulation
DMAJCL » FOFR2-TBOIDT
» POPR2-DZIP1  » POFR2-UBOLNI G
» PoOPR2-f113 » POFR2-WAC
s FOFRZ-FOXP1 & FOFR2-ZAYM4 WEHI“ EWh
» POPR2-INA » POFR3-TACCS
» FOFRZ-KCTDI
» FOFRZ- Neoangiogenesis
KLAALZ1T
» POPRZ-
EtAA1osn Tumor invasiveness
» POFR2-FIFT
» POFR2-LGEN Chemoresistance
» POFRZ-LPXM
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« LéCba cilend proti FGFR2 alteracim (fuze / rearangement)
o FIGHT 202

Pemigatinib

Nizkomolekuldarni inhibitor FGFR1, FGFR2, FGFR3

13,5 mg 2 tydny |éCba -1 tyden pauza

Testovdn na souboru 107 pacientu ve studii faze Il po selhdni 1+ linii CHT

« Median follow up 17,8 mésice
* RR 35,5 % (3x CR, 35x PR)
« NU: hyperfosfatémie, artralgie, stomatitis, hyponatrémie, pyrexie
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« LéCba cilend proti FGFR2 alteracim (fuze / rearangement)

« FIGHT 202

FGFR2 fusions or Other FGF/FGFR Mo FGF/FGFR

. rearrangements alterations alterations
FGFR2 fusions or (n=107) (n=20) (n=18)
rearrangements

n=107
_ ( ) Proportion of patients with disease control  82% (74 to 89) 40% (19 to 64) 22% (6 to 48)
Age, median (range), years 56(26t077) Progression-free survival
<65 82 (77%) Patientswith events 71 (66%) 17 (85%) 16 (89%)
65to =75 20(19%) FGFR?2 fuze / rearangement Patients censored 36 3(15%) 2 (11%)
275 L {5%) Median, months 6.9 (6-2t09-8 21(12t049) 17 (1-3t01.8)
107 / 1206 (9 %) Kaplan-Meier estimates of proggfssion-free survival
ECOG performance status
At 6 months 62% (52 to 70) 25% (8to 47) 6% (<1t025)
0 45 {42%} At 12 months 0 0
E 57 (53%) Overall survivalt
2 5 (5%) Patientswith events 40 (37%) 16 (80%) 14 (78%)
Number of previous systemic therapies for advan Faanis carmored . 4(20%) AL2%)
Median overall survival, months 21-1(14-8tono 67(21t0106) 4-0(23t06:5)
1 65 {51%]' estimable)
2 29 (27%) Kaplan-Meier estimates of overallfsurvival
>3 13 (12%) At 6 months 89% (8110 93) 51%(26t071)  31%(11t054)

At 12 months 68% (56 t0 76) 23% (7 to 43) 13% (2t0 33)
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« LéCba cilend proti FGFR2 alteracim (fuze / rearangement)
 FOENIX-CCA?2

Futibatinib

Nizkomolekuldarni inhibitor FGFR1, FGFR2, FGFR3, FGFR4

20 mg kontinudlné

Testovdn na souboru 103 pacientu ve studii faze Il po selhdni 1+ linii CHT

« Medidn follow up 25 mésicu
« RR 41,7 % (1x CR, 41x PR), MDR 9,5 mésice, MPFS 8,9 mésice
« NU: hyperfosfatémie, alopecie, sucho v Ustech, prdjmy, Unava, hand-foot sy.
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« LéCba cilend proti FGFR2 alteracim (fuze / rearangement)
 FOENIX-CCA?2

Infigratinib

Nizkomolekuldarni inhibitor FGFR1, FGFR2, FGFR3

125 mg 3 tydny lécba - 1 tyden pauza

Testovdn na souboru 108 pacientu ve studii faze Il po selhdni 1+ linii CHT

« Medidn follow up 25 mésicu

* RR 34,3 % celkové RR42 % (0 a 11.) RR 14 % (2+ 1.), MDR celkové 5 mésicy,
MPFS celkové 7,3 mésice

« NU: hyperfosfatémie, sucho v Ustech, zdcpa, Unava, hand-foot sy.
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« LéCba cilend proti IDH1 (ClarlDHy frial)

Ivosidenib

Nizkomolekuldrni inhibitor IDH1 proteinu s mutaci ve 132 kodonu
« U 13 % pacienty s intrahepatdinim CCC
« U 1 % pacientU s extrahepatdinim CCC

500 mg denne

TCes’rovén na souboru 187 pacientU v RCT proti placebu po selhdni 1+ linii
HT

« Medidn follow up 10,3 mésice
* RR 23 % (1x CR, 24x PR), MDR 5 mésicu
« NU: nauzeaq, ascites, anemie, hyponatremie
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« LéCba cilend proti IDH1 (ClarlDHy trial)

* |lvosidenib

Figure 2. Overall Survival and Treatment Duration in the Intent-to-Treat Population
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« Imunoonkologickd |ECba

e Pembrolizumab

« Podskupinovd analyza KEYNOTE 158, dMMR, 22 pacienty
« MPFS 4,2 M a MOS 24,3 M

« RR 40,9 %
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« Imunoonkologickd |ECba

 Nivolumab

« 46 pacientU, 18 PD-L1 overexprese
« 10 PR, vSichni fito MSS nador, 9 z nich overexprese PD-L1 (fj. nad 10 %)
« 4 odpovedi 12+ M

* Nivolumab a ipilimumab

39 pacienty

Neselektovani dle biomarkerU
5 PR ve druhé linii

2 SD ve druhé linii
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« Imunoonkologickd |ECba

« Dostarlimab

« GARNET trial, 144 pacientU celkem, z toho 99 Gl nddory, pouze 2 s CCC, faze |l
« dMMR, POLEmMut

Testovdan ve druhé linii

500 mg 1x 3 tydny 4x, poté udrzovaci lécba 1000 mg 1x 6. tydnuU

RR 38,7 %, 7,5 % CR u pacienty s Gl nddory
U pacientd s CCC 2 CR ze dvou
Medidn frvani odpovedi pfi medidnu F-up 12,4 mésice nebyl dosazen
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Ve 7

e /OVEr

« AZ 40 % pacientu mad terapeuticky ovlivnitelné mutace — hledejme je

e |

pemigatinib PEMAZIRE
FGFR2 fuze / rearangement infigratinib TRUSELTIQ
futibatinib -
IDH1 mutace ivosidenib TIBSOVO
nivolumab OPDIVO
imunoterapie pembrolizumab KEYTRUDA

dostarlimab JEMPERLI
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« /vazujte vidy moznosti lokoregiondlni leécby
« Systémova |€Cba v pripadé nemoznosti zasdhnout cilené zahrnuje

v prvni linii cisplatinu a gemcitabin
« ddle kombinace vseobecné gastrointestindalni: FOLFIRI / FLIRI, FOLFOX / FLOX



Dékuji za pozornost



