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Hlavni otazky onemocneéni jater a podjaterni krajiny
Gl ASCO 2019

* Hepatobiliarni karcinomy:
* Kam jsme pokrocily v paliativni lécbe?
* HCC:

* Rozsirily se moznosti lécby proti roku 2018?
* 1. linie lécby: Sorafenib,Lenvatinib
2. linie Iécby: regorafenib, cabozantinib, antiPD-1 protilatky (nivolumab, pembrolizumab).



Hepatobiliarni karcinomy:
Kam jsme pokrocily v paliativni lécbé?



Nadory zlucovych cest a zluéniku.

* Intrahepatalni a extrahepatalni karcinom zlucovych cest a karcinom
Zluéniku jsou samostatné nosologické jednotky s riznym potencidlem
lokalniho ristu, diseminace a biologického chovani.

* 90% tvori adenokarcinomy
* Existuje standardni paliativni Iécba nadoru zZlucovych cest a Zlu€niku

 Chemoterapie:
* V 1. linii se pouziva kombinace cisDDP + gemcitabin.

2. linie paliativni lécby neprokazala prodlouzeni zivota snad jen potlaceni
symptomu nemoci.

* Median celkového preziti < 12 mésicu

* Pri jeji indikaci bychom méli zvazovat rizika dana u jednotlivého
pacienta vychazeji z lokalizace nadoru, radikality chirurgické lécby.



Doporuceny algoritmus lécby

Diagnosis of iCCA

! ! ' !

TNM Stage | TNM Stage Il TNM Stage Il TNM Stage IV
v v v v
Single tumor Single or multinodular, Yisceral peritoneum perforation, Periductal invasion, N1, M1
vascular invasion (Vi) local hepatic invasion
} ! ! }
Resectable (30-40%) Unresectable (60-70%)
NG N2
Intrahepatic Extrahepatic
Disease Only Disease
|
v v l l
Curative Noncurative Consider Local-regional Gemcitabine
Resection Resection therapy * & Cisplatin *

v !

Enroll in studies of
adjuvant Therapy

S5-yr survival RO: 40% RF/TACE: median survival 15 mo
5-yr survival N1 or VIi: 20% Chemotherapy: median survival 12 mo

ILCA Guidelines J.Hepatology 2014

Observation




Cholangiokarcinomy

Klinicky nesouroda skupina 5-10% cholangiokarcinom( vznikd
v | z intrahepatalnich Zlucovych vyvodl
onemochneni.

Variabilni etiologie onemocneéni.
Ruzna symptomatologie zavisla

na slozitosti puvodu a lokalizaci ' S
onemochéni.

.| 60-70% cholangiokarcinom
vznika v oblasti intrahepatalni
bifurkace Zlu¢ovod
(KlatskinGv tumor)

Rizné typy mutaci pro cilenou
biologickou lécbu.

20-30% cholangiokarcinom{
vznika v oblasti extratrahepatalnich
zluCovodi

Al Jaffiri et lal, WID 2009



Nové cile pro lécbu nadoru zlucniku a zlucovych cest.

* Mutace Isocitrat dehydrogenasy 1 (IDH1)

* Fibroblast Growth Factor receptor 2
(FGFR2) fusion

* BRAF mutace

* Her2/Neu

* Blokada reparace DNA PARP inhibitory
* Imunoterapie

* Cilena lécba multikinazovymi inhibitory

Tumor Genomic Aberrations
ERBB?2 Amplification (HER2)
BRAF Substitutions

KRAS Substitutions
PI3KCA Substitution

FGFR1-3 Fusions and Amplifications

CDKN2A/B Loss
IDH1/2 Substitutions

ARID1A Alterations
MET Amplification

IHCC
4%
5%
22%
5%

27%

18%
2%

EHCC
1%
3%

7%
0
17%

12%
0

GBC

1%
1%
14%

3%
19%

13%
1%




Cile pro biologickou lécbu
Targetablegene  Prevalence. %

Targetable gene Her2/neu (mutation) 11-20

FGFR2(fusion)
IDH1/2
BASP1
BRAF V600 (mutation)

Targetable gene

EGFR

HERZ2/neu (amplification)
ERB3

PTEN

PIK3CA

10-20 PRKACA and PRKACB 9
22-28 ARID1A o-12
15-25

5-7

Prevalence. %
4-13
9
0-12
0-4
6-13




Cilena lécba a imunoterapie u hepatobiliarnich tumord.

Target
FGFR2 fusions

IDH1/2
mutations

HERZ2

c-MET
expression

Immune
activation

Est. Incidence
by Location

~20% IHCC

~20% IHCC

~15% gall bladder

~50% HCC

Unknown:

PD-L1+: 20-40%?

MSI-H: <10%7?

Targeted
Agents

BGJ398, ARQ
087, others

AG-120, AG-
221, AG-881,
IDH305, others

Trastuzumab,
TDM-1, others

tivantinib

Pembrolizumab,
nivolumab,
others

Mechanism
FGFR inhibition

Restore
differentiation

HERZ inhibition,
cytotoxicity

TKI,
cytotoxicity?

T-cell activation




Cile pro biologickou lecbu BRAF mutace

Targetablegene  Prevalence. % Her2/neu (mutation) 11-20

FGFR2 (fusions) 10-20 PRKACA and PRKACB 9
IDH1/2 22-28 ARID1A 5-12

BAP1
BRAF V600 (mutation)'?

Prevalence., %

Targetable gene

EGFR 4-13
HERZ2/neu (amplification) 9
ERB3 0-12
PTEN 0-4
PIK3CA 6-13

Zev A. Wainberg, et al, J Clin Oncol 37, 2019 (suppl 4; abstr 187)



Demografické parametry

Efficacy and Safety of Dabrafenib + | I I
Trametinib in Patients With BRAF V600E- EE3aims

ECOG PS, n (%)

Mutated Biliary Tract Cancer: A Cohort of 2069

2 1(3)
the ROAR Basket Trial EASERT
Adenocarcinoma 26 (74)
) Hepatocholangiocarcinoma 6 (17)
Zev A. Wainberg, ' Ulrik Lassen,? Elena Elez, Antoine Italiano,* Giuseppe Curigliano, Cholangiocarcinoma 3(9)
lippo de Braud,® Gerald Prager,” Richard Greil,® Alexander Stein,® Angelica Fasolo, ' Measurable disease present at screening, n (%) 35 (100)
an H. M. Schellens, Patrick Y. Wen,'2Aislyn D. Boran,'® Eduard Gasal,"* Paul Burgess,'® Stage at enroliment?
Palanichamy llankumaran,'# Vivek Subbiah® Stage Il 1)
- Stage IV 26 (74)
ROAR: A Phase 2, Open-Label, Multicenter gE2aY: 1)
Stage IVB 6(17)
StUdy (NCT020341 1 0) Time since diagnosis, median (range), years 1.1 (0.1-8.8)
Design studie Predchozi lécba
Chemotherapy

Anaplastic thyroid cancer Gemcitabine ( 00)
Oxaliplatin 14 (40)
Gastrointestinal stromal t PR
bz Era Gttt Capecitabine 10 (29)
Germ cell tumor f =2 3 Fluorouracil (20)
Dabrafenib (150 mg BID) Disease progression, -
Patients with BRAF H Lali + ; death, or unacceptab]e Irinotecan 5 (14)
V600E-mutated WHO grade | orll glloma v toxicity :
s Trametinib (2 mg QD) Carboplatin (M)
WHO grade lll or IV glioma
Primary endpoint: Investigator-assessed ORR by RECIST v1.1 Surgery 20(37)
Halry cell leukemia Secondary endpoints: PFS, DOR, OS, and safety Biologic therapy 4(11)
Radiotherapy 4(11)
MRkpi Ty poma Enroliment: March 2014 to April 2018 Immunotherapy 10)

Adenocarcinoma of the small
ntestin Small-molecule targeted therapy 1(3)



Studie ROAR: Celkovy pocet odpovedi ORR.

Investigator-Assessed Response by Independent

Response Review
ITT/Evaluable Population ITT/Evaluable Population

Response (n=33) (n=33)
Best overall response, n (%)

CR 0 0

PR 14 (42) 12 (36)

SD 15 (45) 13 (39)

PD 4(12) 4(12)

Not evaluable? 0 2 (6)

Missing 0 2 (6)
ORR (CR * PR), n (%) 14 (42) 12 (36)

95% CI 25.5-60.8 20.4-54.9

Primérna doba sledovani byla 8 mésicti 2-34 mésicu.

Zev A. Wainberg, et al, J Clin Oncol 37, 2019 (suppl 4; abstr 187




Continuing treatment

Discontinued treatment
Disease progression

Adverse event
FPatient request
= 1 Dose interruption

U 86 % pacientll byla Dabrafenib + Trametinib podavan > 3 mésice.

Vysledky studie ROAR

12 (34)
23 (67)
21 (60)
1(3)
1(3)
22 (63)

Median podavani Dabrafenibu + Trametinibu dosahl 8 mésict (2-32 mésica).
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Best Confirmed Response

- o
- SD
- PD

12 (34)
23 (67)
21 (60)
1(3)
1(3)
21 (60)

Zev A. Wainberg, et al, J Clin Oncol 37, 2019 (suppl 4; abstr 187



Vysledky studie ROAR:
Doba bez progrese PFS a celkové preziti OS.

Median PFS was 9.2 months by investigator
assessment (95% CI, 5.4-10.1 months)

0.47

0.2+ Lﬁ

0.0 |

1 1 1 L] 1 L] 1 1 1 1 L] L] L 1 L] 1

0 10 70 80 90 100 110 120 130 140 150 160 170 180 180 200
No. patients at risk Treatment Duration, weeks

33 28 5 3 2 1 1 1 1 1 0 0 0 0 0 0

Progression-Free

1.0

0.8 Median OS was 11.7 months
0.6 (95% CI, 7.5-17.7 months)

044

Overall Survival

0.2

0.0

0 10 20 30 40 S0 60 70 80 90 100 110 120 130 140 150 160 170 180 190 200
No_ patients at risk Treatment Dura“on, weeks
33 327 28 20 13 B 7 8 3 3 3 2 @ ¢ 4 0 0 0 0 0 o

Zev A. Wainberg, et al, J Clin Oncol 37, 2019 (suppl 4; abstr 187)



Studie ROAR : Prehled toxicity lecby

AEs, n (%)
Any grade AE?®
Grade 3/4
Treatment-related AEs
Pyrexia
Rash
Nausea
Diarrhea
Fatigue
Chills
Any grade serious AE
AEs leading to dose reduction
AEs leading to dose interruption
AEs leading to permanent discontinuation

BTC Cohort
(n = 35)

35 (100)
20 (57)
32 (91)
14 (40)
10 (29)
8 (23)
8 (23)
8 (23)
7 (20)
14 (40)
13 (37)
19 (54)
1(3)

Zev A. Wainberg, et al, J Clin Oncol 37, 2019 (suppl 4; abstr 187)



Zavery studie:

 Tato studie prinesla prvni vysledky lécby BRAF V600 mutovaného
cholangiokarcinomu BRAF a MEK inhibitorem.

* VétsSina pacientu jiz byla predlécena chemoterapii a dalSimi
|éCebnymi zpUsoby.

* Celkovy pocet odpovédi ORR byl 41% (13/32; 95% Cl, 24% -59%),
pricemz 6 z 13 odpovedi p pokracovalo po uzavreni dat. 7z 13
pacientu (54%) dosahlo DOR = 6 mésicu.

* Median doby bez progrese PFS dosahl 7,2 m (95% Cl, 4,6-10,1 m)
a median celkového preziti OS dosahl 11,3 m (95% Cl, 7,3-17,6
m).

* Toxicita lécby odpovidala zkusenostem z Iécby melanomu.
Podilela se pouze na 3% preruseni lécby.



Regorafenib after failure of gemcitabine and platinum-based
chemotherapy for locally advanced (nonresectable) and metastatic biliary
tumors: A randomized double-blinded placebo-controlled phase Il trial.

Anne Demols, lvan Borbath, Marc Van Den Eynde, Ghislain Houbiers, Marc Peeters, Raphael Maréchal, Thierry
Delaunoit, Jean Charles. Goeminne, Stéphanie Laurent, Stephane Holbrechts, Marianne Paesmans, Jean L. Van
Laethem;

REACHIN (NCT02162914)
Design studie:

Regorafenib

Pacient po selhani lIé¢by 1-3 tyden 160mg p.o Progrese
cisDDP + gemcitabin

PS 0-1

Lokalné pokrocily nebo

metastaticky karcinom Progrese

zlucovych cest

* Bylo zarazeno 66 pacient predlecenych chemoterapii ciDDP + gemcitabine.

e 26 Zzen/ 40 muza.

* Intrahepaticky nebo hilovy adenokarcinom u 48 pacientti, karcinom zevnich Zlu¢ovych cest u 10 pacientq,
a karcinom Zlucniku u 8 pacientt.

Anne Demols et al ,Clin Oncol 37, 2019 (suppl 4; abstr 345)



Vysledky studie REACHIN

 Median PFS u REG dosahl 3,0 mésice (95% Cl: 2,3-4,9) a u placeba 1,5 mésice
(95% Cl: 1,2-2,0) HR 0,48 (95% Cl: 0,29-0,80), p = 0,004.

* Celkovy pocet odpovédi PR + SD dosahlo 23/33 pacientti (70%) u regorafenibu
proti 11/33 (33%) u lécby s placebem P (p = 0,002).

* Median trvani lécby dosahl 10,9 tydnu u REG v porovnani s 6,3 tydny u placeba
P (p = 0,004).

* SniZzeni davky bylo aplikovano u 14/33 pacientl v REG a u 5/33 pacientu s P.

 Toxicita odpovida zname toxicité u regorafenibu. Nebyl zaznamenan zadny
signal nove neocekavané toxicity

* Median celkového preziti OS je 5,3 mésice u REG a 5,1 mésice u placeba P
(p=0,21).

Regorafenib by mohl byt vhodnym Iékem ve 2.linii Iécby po selhani 1 linie



Mutace genu pro Isocitrat dehydrogenasy 1 (IDH1)
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Supriya K Saha, Cell Cycle. 2014 Oct 15; 13(20): 3176-3182.



https://www.tandfonline.com/author/Saha,+Supriya+K
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4614372/

Mutace genu pro Isocitrat dehydrogenasy 1 (IDH1)

e Mutace IDH1 se vyskytuje u 20-25% intrahepatalnich cholangiokarcinomti.
* AG 120 je ordlni inhibitotor mIDHL1.

Dose escalation Dose expansion _
: P Y 1.0+ Median PFS: 3.8 months (95% CI 3.6-7.3)
Cholangiocarcinoma (n=24) Cholangiocarcinoma (n=49)
Participants + ECOG Performance Status score 0-1 E
Datiarii with + Measurable disease (by RECIST 1.1) * Advanced intrahepatic, extrahepatic, or perihilar o
that has recurred or progressed CC not eligible for curative resection, S
miDH1 following standard therapy transplant, or ablative therapy -
LR Sl - (DH status determined locally by * Progression following gemcitabine-based =
tumors participating sites with retrospective regimen 2
confirmation \ Measurable disease (by RECIST 1.1) / g
Other escalation patients (n=36) ‘ Other expansion cohorts: chondrosarcoma, nonenhancing E
alioma. solid tumors not eligible for the other cohorts (n=59) .
Treatment 100 mg BID, and 300, 400, 500, | |
Oral AG-120 800 and 1200 mg QD L 500mg QD ]
Contnuous Intrapatient d lati tted | | 21
“ | 28‘day cycles ; ntrapatient dose escalation was permiie |

Time (months)

Response <500 mg QD 500 mg QD >500 mg QD Overall (n=73) e AG 120 je dobfe tolerovana latka s mirnou
n=6 n=62 . o
e U toxicitou
Best response, n (%) v . o , . o
* PFS 6 mésicu dosahlo 36% pacientu
- i 2k , il +  PFS 12 mésici dosahlo 21% pacients
sD 3 (50) 36 (58) 2 (40) 41 (56) ~-& mesicu dosahio 217 pacientd.
PD 1017) 21 (34) 2 (40) 24 (33) . Nynl'prf)blha studie faze lll ClarIDHy a jeji
Not assesseds 1(17) 2 (3) 1 (20) 4(5) prvni vysledky budou v roce 2019

Maeve Aine Lowery, J Clin Oncol 35, 2017 (suppl; abstr 4015)
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Vysledky inhibitoru fuzovaného FGFR

G T ——

INCB054828 Selective SMKI 33% (3/9)
(Pemigatinib) FGFR1-3
BGJ398 Selective SMKI 25.4% (18/71 83.6% 6.8 months
(Infigratinib) panFGFR
ARQO087 Selective SMKI 20.7% (6/29 82.8% 5.7 months
(Derazantinib) panFGFR
JNJ-42756493 Selective SMKI 27.3% (3/11) 55% 5.1 months
(Erdafitinib) panFGFR
TAS-120 Selective irreversible 25% (7/28) - FGFR2 fusion 79% (overall) -

SMKI panFGFR 18% (3/17) - other FGF/FGFR GA
31% (4/13) - pretreated with
FGFRi

Saleh et al ENA 2017;Javle et al, ESMO 2018; Mazzaferro et al, BJC 2018;
Soria et al ASCO 2017; Tran et al ESMO GI 2018



Imunoterapie u cholagiogennich karcinomu

 Mismatch Repair MMR deficence se vyskytuje
u 3-10% cholangiogenich nadord.

* Pouze u této skupiny je imunoterapie efektivni.

* Vysledky lécby s pembrolizumabem:

= Durvalumab

Pembrolizumab |
- |
Nivolumab |

INCBOS4828

| Studie | Pacienti | ORR | CR | 0S2roky e
KEYNOTE  86/4CCA  53%  21% 69% o = j,j__ju
016 95% Cl (53-78") \
KEYNOTE  94/9CCA  37% . |
158 o

Le et al, Scince 2017, 357, 409-13, Diaz et al. ESMO 2017 abstr, 386p



Co bychom si méli odnést z této prednasky?

* Nadory zluéniku a zlucovych cest jsou vysoce heterogenni skupinou
nadorovych onemocneéni, které jsou charakterizovany riznym genetickymi
Zmeénami.

* VV soucasné dobé zname nékolik vyznamnych ciltu pro lécbu
cholangiogennich karcinomt jako jsou aberace FGFR2, IDH1 / 2, BRAF,
HER2, NTRK, ROS1, ALK1, MMR deficientni tumory MSI-H.

* Doporucuje se tyto pacienty zarazovat do studii s specifickymi protilatkam
proti produktum téchto aberaci.

* Jako zaklad lécby 1. linie ztistava nadale chemoterapii cisDDP a gemcitabin.
Ve 2.linii dosud nemame efektivni Iécbu.
* Regorafenib se zda byt moznosti jak tuto mezeru zaplnit.



Systémova lécba HCC

Od roku 2018 :

4 TKI
 1.linie: sorafenib, lenvatinib

e 2 linie:
* regorafenib lenvatinib, cabozantinib,
e anti PD 1 protilatky - nivolumab, pembrolizumab,

* Pokrocili jsme v imunoterapii u lécby HCC?
* Mame zkusenosti s neoadjuvantni a adjuvantni lécbou ?



Soucasné moznosti lécby HCC

Resekabilni Neresekabilni HCC PokroéiI\'/Mm’ebo Umrti
A HCC | - metastazujici HCC

1.linie lécby

TACE + sorafenib

Klinické studie

'
'
I
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'
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TACE + RT
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2. Linie lécby

TACE TACE Cabozantinib

B Regorafenib
Nivolumab, Pembrlizumab

Jaterni funkce

Rozsah onemocnéni

Priibéh lécby v case



Prehled lécby HCC v 1. linii lécby.

Sorafenib Lenvatinib
Mechanism Multi-target TKI Multi-target TKI
(Raf ?) (FGFR1-47?)
Evidence Phase Il| (vs placebo) Phase IlI (vs sorafenib)
Efficacy (OS) (Lenvatinib non-inferior to Sorafenib)
Toxicity HFS Hypertension

Ann-Lii Cheng at 2018 Gastrointestinal Cancers Symposium



Randomized, Open-Label, Perioperative
Phase Il Study Evaluating Nivolumab
Alone versus Nivolumab plus Ipilimumab
in Patients with Resectable HCC

Ahmed Omar Kaseb', Roberto Carmagnani Pestana?, Luis Vence3, Jorge
Blando3, Shalini S. Yadav3, Naruhiko lkoma#“4, Jean Nicolas Vauthey4, James P.
Allison3, Padmanee Sharma3

Departments of 'Gastrointestinal Medical Oncology, 2Cancer Medicine, 2immunology, and “Surgical oncology, The
University of Texas MD Anderson Cancer Center, Houston, TX

Randomized (1:1) Ph 2 Single-institution study of Resectable HCC (n=30)
StudyAweeks

12 14 1'6 18 20 Up to
2 years

Rre-operative Post-operative
Nivolumab 240 Nivolumab 240 mg q2wk +/- Ipilimumab 1mg/kg q6wk (x4 doses)

mg q2wk +/-
Ipilimumab Surveillance every 12 weeks until recurrence

1mgl/kg D1

Primary endpoint: Safely and tolerability
« Predefined as at least 13/15 pts per arm undergoing resection as planned without G3 or higher toxicity

Secondary endpoints: ORR, TTR
Exploratory endpoints: /Immunological/lbiomarker changes in tumor tissues and peripheral blood




Prvni vysledky neoadjuvantni imunoterapie HCC.

Age/Sex | Risk Factor Treatment 2 G3 tox pre-op 2 G3 tox post-op
1 66, F HCV N+l G3 ALT/ AST increase No Yes
2 68, M HCV N+l No G3 colitis No
3 55, M HBV N No G3 amylase/ lipase Yes
increase
4 61,M HCV N No Not evaluable*
70, F None N+l No No
6 68, M HCV N No Yes
69, M HBV N No No
64, M HCV N No No

Ahmed Omar Kaseb et al, J Clin Oncol 37, 2019 (suppl 4; abstr 185)



Vysledky vysetreni v pribéhu lécby - vliv na mikroprostredi nadoru
kombinované imunoterapie anti PD-1 anti CTLA-4.

v vy vy

[ Pre-Treatment }—>| Nivo-1pi 1> Nivo ->{Nivo |—>{ Hepatic Resection |-»{Nivor Ipi > Nivo [>{ Nivo [ (Nivo+1p )—>(freatment Discontinuation|
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Ahmed Omar Kaseb et al, J Clin Oncol 37, 2019 (suppl 4; abstr 185)



Co prinesly predbézné vysledky studie?

* V predbézné analyze byly zaznamenany 3 kompletni remise ze 7
vyhodnocenych pacientu.

e Lécba byla dobre tolerovana a nebyla zanamenana vyznamna toxicita
kombinace antiPD1+ antiCTLA-4 a nevedla k oddaleni chirurgické lécby.

* V nalezech sz vysetreni mikroprostredi nadoru byl zaznamenan vyrazny
vzestup CD8+ lymfocytli a vyznamné se zménil pomér Treg/Teff ve
prospéch effektorovy T lymfocyt.

 Studie nedale probiha a jeji predpézné vysledky naznacuiji, ze
kombinovana imunoterapie v perioperacni lécbé operabilniho HCC je
prinosem a prislibem pro mozné zlepseni ucinnosti IécCby.

Ahmed Omar Kaseb et al, J Clin Oncol 37, 2019 (suppl 4; abstr 185)



Combined immune checkpoint inhibition (ICI) with tremelimumab and durvalumab in patients with At ack #336

m) advanced hepatocellular carcinoma (HCC) or biliary tract carcinomas (BTC)
CANCER h
Sy Charalampos S. Floudas', Changqing Xie', Gagandeep Brar!, Maria Pia Morelli', Suzanne E. Fioravanti®, Melissa A. Walker®, Donna Mabry-Hrones?3,
\ Thoracic and I d . N £
L Gl Malignancies 4 Brad J. Wood?, Elliot B. Levy?, Venkatesh P. Krishnasamy?, Tim F. Greten'?
EXach 'Medical Oncology Branch, National Cancer Institute, Bethesda, MD; 2National Cancer Institute, Bethesda, MD;
3Gastrointestinal Malignancy Section, Thoracic and Gastrointestinal Oncology Branch, National Cancer Institute, Bethesda, MD *Corresponding e-mail address: tim.greten@nih.gov
ELIGIBILITY
INCLUSION — key criteria EXCLUSION — key criteria
(intra/extrahepatic, gallbladder, ampullary) - Systemic chemotherapy, large field radiotherapy,
= Not amenable to curative resection, transplantation, major surgery <2 weeks, or <28 days for
ablation investigational agent before treatment
= Progressed (or refused) at least one prior therapy = Prior liver transplantation
(sorafenib for HCC; chemotherapy for BTC) - Autoimmune disease history
* ECOG performance status 0-2 = Current immunosuppression

= For HCC, if cirrhosis present, then Child-Pugh A/B7

Tremelimumab (T) 75 mg x4 + Durvalumab (D) 1500 mg

Eligible patients >

BTC (n=12) HCC (n=10)
T+D T+D T+D T+D D D D D D D D
Q28
Screening days 1 l l l 1 1
T D25 D57 D85 I E] o
P> S T o S R S e e e e e N oy A L T R et R R R N SR e e S >
weeks

Table 1. Baseline characteristics Table 2. Antitumor activity

Characteristic HCC (N =10) BTC (N=12) Response Hccn(:::,lo); 95% CI* B‘rcn(::‘:;'z ); 95% CI®
F/m 4/6 5/7 PD 2 (20.0) 5(41.7)
ECOGPSO/1/2 2/8/0 a/7/1 sSD S (50.0) 5 (41.7)

MO / M1 7/3 9/3 PR 2 (20.0) 1(8.3)

HCV / HBV / None 7/1/2 - NA 1 (10.0) 1(8.3) ‘
Child-Pughs/6/7/8 5/2/2/1 - DCR (PR+CR+SD) 7 (70.0) 39.6-89.2 6 (50.0) 25.3-74.6
iBTC / eBTC / GB/ Amp - 7/3/111

*"Wilson binomial confidence intervals




Vysledky studie Tremelimumab + durvalumab

Figure 2. Progression-free and Overall Survival
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Table 3. Treatment Related Adverse Events

Adverse events N=22n

Any event 2 Grade 3 3 (13.6%)

Hyponatremia 2 Infection 1 Anaphylaxis 1
Lymphopenia 2 Oral mucositis 1 Respiratory failure. 1

Bullous dermatitis 1 Pain 1 Pleural effusion 1

Hypophosphatemia 1 Maculopapular rash 1 Dyspnea 1
Zavery:

Kombinace anti CTLA4+ anti PD1 se
nevyznacovala vysokou toxicitou.
znamym vysledkim ze studii s jinymi
blokatory kontrolnich boda.
Vysledky u cholangiogennich nadort
jsou povzbudivé i bez znalosti MMR
genu.

Charalampos S. Floudas, et al J Clin Oncol 37, 2019 (suppl 4; abstr 336)



Prehled lécby HCC ve 2 linii lécby.

Regorafenib Cabozantinib Nivolumab
Mechanism Multi-tartget TKI Multi-Target TKI Anti-PD1
(c-MET? AXL?)
Evidence Phase lll (vs placebo) Phase Il (vs Phase I/Il
placebo)
Patient Sorafenib-tolerant Sorafenib- Sorafenib-
Characterictics  (+ radiologic progression) experienced experienced
Efficacy OS 7.8 > 10.6 M 8.0->10.2 M 15.6 M
RR 4> 11% 0.4 > 4% 20%
(m-RECIST / RECIST 1.1)  (RECIST 1.1) (RECIST 1.1)
Toxicity Hypertension, diarrhea HFS, diarrhea iIrAE

Ann-Lii Cheng at 2018 Gastrointestinal Cancers Symposium



Prehled studii TACE a TACE + sorafenib

Ph3 Post-TACE

Ph2 SPACE

Ph3 TACE-2

Ph2 TACTICS

Kudo M, et al
Eur J Cancer 2011

Lencioni R, et al
J Hepatol 2016

Tim Meyer, et al
Lancet GH 2017

Kudo M, et al
ASCO-GI 2018

A

A(No ascites)

A

AS5-B7

0-1

0

0-1

0-1

<7cm
<10 tumors

Unresectable
multinodular

Not a candidate
for resection
or transplantation

<10 cm
<10 tumors

cTACE, on demand

DEB-TACE, scheduled

DEB-TACE, on demand

cTACE, on demand

TTP (5.4M)

TTP (6.0M)

PFS (8.5M)

PFS (25.2M)

RECICL 2004

mRECIST

RECIST 1.1

Criteria for UnTACEable
progression/TACE Failure
New lesion: not PD

17.0

21.0

171

38.7

NA

38.6

88.6

123.6

cTACE: conventional Lipiodol TACE, RECICL: Response evaluation criteria in the Cancer of Liver (JSH), UP: UnTACEable Progression, DOT: Duration of Treatment
'Kudo M, et al. Eur J Cancer 2011,47:2117-2127, “Lencioni R, et al. J Hepatol 2016,64:1090-1098; “Meyer T, et al. Lancet Gastroenterol Hepatol 2017,2:565-575

Masatoshi Kudo, J Clin Oncol 36, 2018 (suppl 4S; abstr 206)



Co bychom se meli odnést z prednasky?
HCC

 Sorafenib je standardnim Iékem v 1. linii pokrocilého metastazujiciho
hepatocelularniho karcinomu stadia C. Muzeme pridat Lenvantinib jako novou
volbu 1 linie.

e Regorafenib, Cabozantinib, Nivolumab jsou vhodné Iéky ve 2. linii |Iécby
pokrocileho metastazujiciho hepatocelularniho karcinomu stadia C.

 TACE v kombinaci se sorafenibem v lécbé HCC se strednim rizikem st.B vedla
ke zlepseni PFS, TTP a OS.

* TACE + RT v |écbé HCC se strednim rizikem muze byt alternativou vUci
sorafenibu a prokazala lepsi vysledky nez |écba sorafenibem samotnym.

* Novym prinosem je zarazeni kombinované imunoterapie antiPD1+ anti CTLA4
(tremelimumab + durvalumab) do druhé linie paliativni |éCby

e Zaznamenali jsme prvni poznatky z pouziti kombinované imunoterapie
(nivolumab + ipilimumab) pri perioperacni |écbé operabilniho HCC.
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