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International comparison of pancreatic cancer (C25) incidence rates in both sexes.
ASR(W) — age-standardised world incidence rate per 100,000 population.

ASR(W)

0 2 4 6 8 10 12
——— e —_———_———— e—
1 —
[
==
_————
||
——— e
ee————a—r
[=————

B Czech Republic (CR)

M European countries
other countries

CR ranking 1st globally

0

6

ASR(W)

8 10 12

croh e 7
Slovakia | 94

Hungary
Slovenia _

Finland |
Denmark

9.3
8.8
8.7

8.5
Austria [ 52

Latvia |

Malta _

Republic of Moldova |
Bulgaria |

Romania

8.1
8.1
8.1
8.0
7.9

Germany I 79

FYR Macedonia
Lithuania |
Norway

Serbia

Estonia

7.7
7.4
7.2
7.1

] 7.0
Poland N 69
6.9

France (metropolitan)
Croatia |

Italy

Ireland
Switzerland |

Spain |

The Netherlands
United Kingdom _
Montenegro
Luxembourg |
Russian Federation |
Ukraine |

Greece

Belgium |
Belarus
Iceland

Portugal

Sweden
Albania |
Cyprus

Bosnia Herzegovina |

6.9
6.7
6.6
6.5

6.3
6.3
6.3
6.3
6.1

6.0
5.9
5.8
5.7

5.0
5.0
5.0
4.8
4.7
43
38

B Czech Republic (CR)

M neighbouring countries
other European countries

CR ranking 1st in Europe

Source: Ferlay, J., Soerjomataram, ., Ervik, M., Dikshit, R., Eser, S., Mathers, C., Rebelo, M., Parkin, D.M., Forman, D., Bray,
F.: GLOBOCAN 2012 v1.0, Cancer Incidence and Mortality Worldwide: IARC CancerBase No. 11 [online]. International Agency

for Research on Cancer, Lyon (France) 2013. Available from: http://globocan.iarc.fr.



Zastoupeni klinickych stadii v éase

Graf zobrazuje casovy vyvoj % zastoupeni kiinickych stadii. Klinicka stadia jsou uréovana na
zakladé TNM kiasifikace platné v dobé stanoveni diagnézy pacienta.
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Survival %
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Meta PDAC = chronické onemocnéni
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1. linie pro meta PDAC

Median véku pfi dg. PDAC: 70 let £ komorbidity

Cile: T QoL, 1 OS

Gemcitabin PRODIGE 4: MPACT:
5-FU Gemcitabin + erlotinib FOLFIRINOX Gemocitabin + nab-paklitaxel

1997 2007 2011 2013
Gem vs. 5-FU Gem+erlot. vs. gem FOLFIRINOX vs. gem Gemcitabin+nab-paklitaxel vs. gem
mOS: 5,65vs. 4,41 m mOS: + 14 dni mOS: 11,1 vs. 6,8 m mOS: 8,5vs. 6,7 m
ORR:5,4% vs. 1% ORR: 8,6% vs. 8% mPFS: 6,4 vs. 3,3 m mMmPFS: 5,5vs.3,7m
Novy standard mj. financ¢ni toxicita ORR: 31,6% vs. 9,4% ORR: 23% vs. 7%

M toxicita Novy standard

Novy standard
ECOG 2 ECOG 0-1 ECOG 0-2

Maire F et al. 2017, Eur J Gastroenterol Hepatol., Lambert A et al. 2019, Ther Adv Med Oncol.



Cross-Over Comparison
FOLFIRINOX vs. Gem/Nab-Paclitaxel Trials

Phase 2.3

Centers 48

Countries 1 (France) 11 (3 cont.)

N= 342 (167 vs. 169) 861 (430 vs. 430)
o+1 0—=2

Age <75a 10% > 75a

Overall survival 11.1vs. 6.8 (HR: 0.57) 8.5vs. 6.7 (HR: 0.72)

Progression free survival 6.4 vs. 3.3 5.5. VS. 3.7

avetigatasa- 1.6% vs. 9.4% 29%vs.8% | _ ]

Neutropenie (°3+) 45 % 38 %

Fatique (°3+) 23.6 % 17 %

Diarrhea (°3+) 12.7 % 6 %

Conroy t, et al. N Engl J Med.
2011 May 12;364(19):1817-25

Goldstein D, et al. J Natl Cancer
Inst. 2015 Jan 31

vHoff, et al. N Engl J Med 2013;
369:1691-1703



| B 1:1 Matching FOLFIRINOX

> JAMA Netw Open. 2022 Jun 1;5(6):22216199. doi: 10.1001/jamanetworkopen.2022.16199. 1.00 Gem-Nab-P |

Comparison of FOLFIRINOX vs Gemcitabine Plus
Nab-Paclitaxel as First-Line Chemotherapy for
Metastatic Pancreatic Ductal Adenocarcinoma
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Avital Klein-Brill 1, Shlomit Amar-Farkash ?, Gabriella Lawrence !, Eric A Collisson 2, el a5 - . 44

Dvir Aran1 3 45 Censored 0 20 52 81 89

No. of events 0 119 226 298 323

. Ve . V' . ’ or s rve ve Gem-Nab-P

Retrospektivni komparativni studie srovnavajici u€innost rezimu FOLFIRINOX @ GN w456 278 129 57 24
Censor ed 0 18 49 70 77
No. of events 0 160 278 329 355

e 1102 pacienti s mPDAC (2016-2019) Iécenych v 388 onkologickych centrech ve 44 statech USA
* 1.linie FOLFIRINOX vs. GN: 51.4 % vs. 48,6 %
* 56,1% muzl
* Median véku ve skupiné s FOLFIRINOX vs GN: 59,1 vs. 61,2 let
 PSO0 ve skupiné s FOLFIRINOX vs. GN: 39,9% vs. 32,8%
 Méné komorbidit v rameni s FOLFIRINOX
e Bez signifikantniho rozdilu v metastatickych lokalizacich v obou skupinach
* mOS: FFX 9,37 vs. GN 6,84 m
* mOS z analyzy matchingu 1:1 (celkem 912 pacientu, 456 v kazdé kohorté, 82,7 % z celkového poctu pts):
* FFX 9,27 vs. GN 7,13 mésicl, (p<0,001)
* Tento benefit v OS (rozdil ~ 2 mésicl) byl pozorovan ve vsech podskupinach, véetné ECOG PS, véku, meta lokalizacich
* FOLFIRINOX skupina méla o 17,3% méné hospitalizaci spojenych s komplikacemi po chemo

Klein-Brill A et al. JAMA Netw Open. 2022;5(6):e2216199.
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1. linie pro meta PDAC

V ére molekularni onkologie

larotrectinib Gemcitabin
entrectinib MFOLFIRINOX | | + cisplatina pembrolizumab
2018 2020 2020

—

PFi NTRK fuzi

pfi zndmé mutaci BRCA1/2 nebo PALB2 TMB-H, MSI-H, dMMR

ncen.org
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1. linie pro meta PDAC
- udrzovaci terapie

National . . .
comprehensive NCCN Guidelines Version 1.2022 BRIl Ko
NCCN Bt Pancreatic Adenocarcinoma " Discussion
PRINCIPLES OF SYSTEMIC THERAPY
Metastatic Disease (Maintenance Therapy)
 Patients who have response or stable disease after 4-6 months of chemotherapy may undergo maintenance therapy.
Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
* If previous platinum-based * Clinical trial * If previous first-line FOLFIRINOX:
chemotherapy: or » 5-FU % irinotecan®.19
» Olaparib (only for germline BRCA1/2 -« If previous firstline FOLFIRINOX: » FOLFOX! (category 2B)
mutations) » Capecitabine * Prior platinum-based therapy
or » Rucaparib (for germline or
* If previous first-line gemcitabine + albumin-bound somatic BRCA1/2or PALB2

paclitaxel: mutations ™20
» Gemcitabine + albumin-bound paclitaxel modified

schedule (category 2B)
» Gemcitabine single agent (category 2B)

ncen.org



Design of PRODIGE 35 PANOPTIMOX study

—— Arm A: 12 cycles of Folfirinox"

Patients with metastatic Arm B: Folfirinox (8 cycles) followed by LV5FU2**
pancreatic cancer for disease control and reintroduction of
Not pretreated with CT Folfirinox in case of progression

Stratification factors
« Center

« Biliary stent Arm C: sequential treatment with Folfiri 3***
« Age <65 vs >65 years (2 months) and Gemcitabine**** (2 months)

Loelitia Dahan L, el al.; PRODIGE 35 Investigators/Collaborators. Randomized Phase |l Trial Evaluating Two Sequential Treatments in First Line of Metastatic Pancre atic
Cancer: Results of the PANOPTIMOX-PRODIGE 35 Trial. J Clin Oncol. 2021 Oct 10;39(29):3242-3250. doi: 10,1200/JC0.20.03329. Epub 2021 Jul 21, PMID: 342886%6.




Overall survival
(months)
-  Median
- 95%Cl

6 months OS (%)

12 months OS (%)
18 months OS (%)

OVERALL SURVIVAL (0S)

10.1 11.0 7 (5
8.5-12.2 8.7-13.1 5.7-9.5
73.6 75.0 60.0
43.3 44.1 28.5
18.5 28" 13.9

*Exploratory analysis for overall survival: p < 0.05

TTSet | ArmA(N=91) | Arm B (N =92) [ Arm C (N = 90) ||l
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Laetitia Dahan L, et al.; PRODIGE 35 Investigators/Collaborators. Randomized Phase |l Trial Evaluating Two Sequential Treatments in First Line of

Metastatic Pancreatic Cancer: Results of the PANOPTIMOX-PRODIGE 35 Trial. J Clin Oncol. 2021 Oct 10;39(29):3242-3250. doi: 10.1200/JC0O.20.03329.
Epub 2021 Jul 21. PMID: 34288696.



Clinical Trial
Epub 2019 Jun 2.

> N Engl J Med. 2019 Jul 25;381(4):317-327. doi: 10.1056/NEJM0a1903387.

Maintenance Olaparib for Germline BRCA-Mutated
Metastatic Pancreatic Cancer

Talia Golan 1, Pascal Hammel !, Michele Reni !, Eric Van Cutsem ', Teresa Macarulla 1,
Michael J Hall 1, Joon-Oh Park ', Daniel Hochhauser ', Dirk Arnold 1, Do-Youn Oh 1,

Anke Reinacher-Schick 1, Giampaolo Tortora 7, Hana Algiil 7, Eileen M O'Reilly ?,

David McGuinness 1, Karen Y Cui ', Katia Schlienger 1, Gershon Y Locker 1, Hedy L Kindler

154 pacientd s PDAC se zarodecnou BRCA1/2 mutaci:
- Predchozi platina-based CHT: FOLFIRINOX > 80%, gem + cis < 5%, dalSi rezimy
- CR/PR ¢i SD (median délky 1. linie terapie 5m)

Randomizace 3:2:
- 92 do ramene s olaparibem
- 62 doramene s placebem

Vysledky:

- mPFS: 7,4 vs. 3,8m, HR: 0,53, P=0,004

- ORR u 20% pacientl s olaparibem (2x CR)
- mOS: 18,9 vs. 18,1m, HR: 0,91, P=0,68

A Progression-free Survival

1 0-07_—’
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Placebo 62 39 23 10 &€ & 4 & 4 2 ‘227 2 1 1 0
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0 2 4 6 8 10 12 14 16 1 0 22 24 26 28 30 32 34 36 38 40 42 44 46 48 SO

Months since Randomization

No. at Risk
Olapariy 92 87 80 71 61 51 46 39 31 28 2016 14 12 9 6 S5 4 4 4 2 1] 1 0
Placebo 62 60 56 50 44 32 29 27 20 )8 14 )0 8 B 6 6 4 | | 1 | | 1 0

POLO trial, Golan T et al N Engl J Med, 2019



Clinical Trial > J Clin Oncol. 2021 Aug 1;39(22):2497-2505. doi: 10.1200/JC0.21.00003.
Epub 2021 May 10.

Phase II Study of Maintenance Rucaparib in Patients
With Platinum-Sensitive Advanced Pancreatic
Cancer and a Pathogenic Germline or Somatic Variant
in BRCA1, BRCA2, or PALB2

Kim A Reiss ' 2, Rosemarie Mick ' 3, Mark H O'Hara ' 2, Ursina Teitelbaum 1 2,

Thomas B Karasic 1 2, Charles Schneider ' 2, Stacy Cowden !, Traci Southwell 7,

Janae Romeo 1, Natallia Izgur 7, Zain M Hannan ', Rashmi Tondon ' 4, Katherine Nathanson ! 2,
Robert H Vonderheide 1 2, Max M Wattenberg ' 2, Gregory Beatty ' 2, Susan M Domchek ! 2

Jednoramenna studie faze Il
46 pacientl s germinalni nebo somatickou mutaci v genu BRCA1/2 nebo PALB2 po predchozi SD ¢i PR na chemo s
platinovym derivatem — indikovano k udrzovaci terapii rucaparibem.

Vysledky:

- PFS ve 12ti mésicich: 54,8 %
- ORR:41,7%

- DCR: 66,7 %

- mDOR:17,3 m

- m0OS23,5m

Reiss et al. J Clin Oncol, 2021
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2. linie pro meta PDAC

Tyka se do 50% pacientu
- PRODIGE 4 - ACCORD-11: 47% pts. zahajilo 2. linii

-  MPACT: 38% pts.

Gemcitabin based = nal-IRl + 5-FU/LV nebo FOLFIRINOX/FOLFOX/OFF/FOLFIRI/CAPOX/kapecitabin/5-FU

5-FU based = gemcitabin + nab-paklitaxel nebo gemcitabin/gemcitabin+cisplatina u BRCA1/2 nebo PALB2 mutovanych

Advanced Pancreatic Cancer: Incorporating the Latest Data

2nd-line 5-FU/LV vs MM-398 vs Both
(NAPOLI-1): Outcomes

ostl PESII

by, —MM-39845-FULV 6.1 (4.8-8.9)
N\ —5-FULV 42(3353)

\‘\ Stratfied HR:  0.57 (0.41-0.80; O

PFS, Mos
Median (95% CI)
— MM-398+5-FULV 3.1 (2.74.2)

— S-FUILV 1.5(1.4-1.8)

P = 0009)
HR: 0.56 (0.41-0.75, P = .0001)

CA19-9 decline > 50%

1. Cheng L-T,etal. ASCO GI 2015. Abstract 234
2. Von Hoff D, etal. ESMO 2014, Abstract O-0003
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re 1. OS and PFS.

metastatic pancreatic adenocarcinoma after
Folfirinox failure: an AGEO prospective
multicentre cohort

Alix Portal™', Simon Pernot'''®, David Tougeronz, Claire Arbaud®, Anne Thirot Bidault?,
Christelle de la Fouchardiére®, Pascal Hammel®, Thierry Lecomte’, Johann Dréanic®, Romain Coriat®, 0.75
Jean-Baptiste Bachet’, Olivier Dubreuil’, Lysiane Marthey'?, Laetitia Dahan’", Belinda Tchoundjeu'?,

Christophe Locher'?, Céline Lepére', Franck Bonnetain® and Julien Taieb™ "'

Overall and progression-free survival since the
beginning of first-ine chemotherapy

Probability
o
&

o
N
o

0.00

Natisk © 3 6 9 12 15 18 21 24
*» 57 pac., 12 center * mOS88m o Months
O T 0S1+2 57 57 54 45 37 28 14 8 6
* mOS od zahdjeni l.linie 18m PFS1+2 57 57 51 41 32 16 18 7 5
e 05 142 smmae PFS 142

* RR17%, * mPFS5,1m
» DCR58% * toxicita G3-4 40%

Figure 2. OS and PFS since the beginning of first-line chemotherapy.



2. linie pro meta PDAC

V érfe molekularni onkologie

PREFEROVANO

larotrectinib PREFEROVANO

entrectinib pembrolizumab

2018 2020
— ?

Pfi NTRK fuzi TMB-H, MSI-H, dMMR

Drillon A et al., N Engl J Med, 2018; Marabelle A et al., J Clin Oncol, 2020; Golan T et al., N Engl J Med, 2019; nccn.org



Porovnani lé¢ebnych sekvenci mezi lety 2011-13 and 2014-17 - data z University of Vienna

Cohort A (2011-2013): 1*-line regimens Cohort A (2011-2013): 2"-line regimens Cohort A (2011-2013): 3"-line regimens
n=132 n=86 n=38

/g

e
‘:2 65% started a 29% started a
o \ 2".line thera 3-line thera ~
& : Py Py . |
:
b= .
) "
ib
5%
FPIOx
13%

Cohort B (2014-2017): 1*line regimens Cohort B (2014-2017): 2"-line regimens Cohort B (2014-2017): 3"-line regimens
n=169 n=104 n=63

/

37% started a
3-line therapy

o

62% started a
2"-line therapy

v

2014-2017

Major increase Nal-IRI introduction as More patients able to
of Gem/NabP in 1L an option used in 2L receive a 3L therapy

Kieler M et al. J Clin Med. 2020;9;1-15.



Evidence-based sekvence zvysSuje prezivani pacientu

-
Survival from 1% line
2011-2013 vs 2014-2017
2014-17 100- — 2011-2013
- \ - 2014-2017
12-MO 37.1% 49.1% § ki
§ |
18-MO 16.7% 28.7% ;
24-MO 8.3% 17.3% .
0

Months

8.89mvs.11.9m
(p=0.035, HR 0.77, CI 0.61-0.98).

Percent survival

100

Survival from 2™ line
2011-2013 vs 2014-2017

—= 2011-2013
—= 20142017

Pvalue 0.0100

=

Months

7.14 mvs 9.39m
(p=0.010, HR 0.77, CI 0.57-1.04)

Kieler M et al. J Clin Med. 2020;9;1-15.
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Bottleneck
- nejvetsi prekazka v cesté za uspéchem

- misto nejcastéjsich ,faila” Meta PDAC = chronické onemocnéni

Bottleneck (kuloar, 8211m)




“FUTURE PERSPECTIVES”

clinicaltrials.gov (k 16.6.2022): pro metastaticky PDAC, predléceny/nepredléceny, studie faze I-llI

kompletni: 297

aktivni, bez ndboru: 55
aktivni, s ndborem: 125

nabor zatim nebyl zahajen: 34

Cytostatika

Imunoterapie

CAR-T cells

Nadorové vakciny

TKI inhibitory

Inhibitory Brutonovy kinazy
MTOR inhibitory

KRAS inhibitory

PARP inhibitory

Inhibitory Hedgehog drahy
PI3K inhibitory

* CDK4/6 inhibitory

* Onkolytické adenoviry

* Genova terapie

* Inhibitory Akt-1 protein-kinazy

* |RE umeta PDAC

e Atenuovana Salmonella thyphimurium s genem pro IL-2
* Intraarterialni chemoterapie pro meta jaterni




> Lancet Oncol. 2020 Apr;21(4):508-518. doi: 10.1016/S1470-2045(20)30074-7. Epub 2020 Mar 2.

Overall survival in patients with pancreatic cancer
receiving matched therapies following molecular
profiling: a retrospective analysis of the Know Your

Tumor registry trial

Michael J Pishvaian 1, Edik M Blais 2, Jonathan R Brody 2, Emily Lyons 4, Patricia DeArbeloa 2,
Andrew Hendifar ®, Sam Mikhail €, Vincent Chung 7, Vaibhav Sahai &, Davendra P S Sohal ¢,
Sara Bellakbira 2, Dzung Thach 2, Lola Rahib 4, Subha Madhavan 9, Lynn M Matrisian 4,

Emanuel F Petricoin 3rd 1

Retrospektivni analyza pacientti s PDAC z programu KYT

- 1° endpoint: mOS od dg. pokrocilého stadia
- 2° endpoint: mOS a mPFS od zahdjeni 2. linie terapie

|

3 kohorty pacientl:
Target + doporucena cilena terapie
Target + standardni terapie
Bez targetu + standardni terapie

Celkové 1005 pacient s PDAC (6/2014 - 3/2019), centra v USA

- Analyzované FFPE vzorky byly majoritné odebrany do 1 roku pred samotnym NGS testovanim

- 97% FMI
- 26% (282) pacientt s targetabilnim nalezem

Pro finalni analyzu bylo vybrano 677 pacientd, ktefi dostali alespon 1 linii chemo a méli dostatecny follow-up
-V této kohorté 189 pacient( s targetabilnim nalezem, 24% z nich (46) zahajilo doporucenou cilenou terapii

Pishvaian MJ et al., Lancet Oncol, 2020
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Overall surviv.

Number at risk
(number censored)
Matched therapy
Unmatched therapy

No marker
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Doposud schvaleno FDA pro pokrocilé PDAC:

* PARP inhibitory pro zarode¢né BRCA1/2 mutace
* TRK inhibitory pro NTRK1/2/3 fuze

izumab pro TMB-high, MSI-high a MMR-deficientni nadory

—— Matched

— lInmatched

NGS + precizni medicina pro pokrocilé PDAC

0!5 1"0

42 36

(3) 4
116 78
(19) (11)
384 241
(66)  (55)

~ 8-10 % pacientu

1,51 let

2,58 let

1,32 let

~ 26% (450) pacientt
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2:5 30 35
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Pishvaian MJ et al., Lancet Oncol, 2020
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Number at risk
(number censored)
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Progression-free survival (%)

Number at risk
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Matched therapy

Best unmatched
therapy
Best therapy,
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KRYSTAL-1: Adagrasib (MRTX849) KRASY'“ Inhibitor in PDAC and Other GI Tumors
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KRYSTAL-1: Adagrasib (MRTX849) KRAS"'

Inhibitor in PDAC and Other G| Tumors

Adagrasib in Patients With Unresectable or Metastatic PDAC:
Best Tumor Change From Baseline and Duration of Treatment

Best Tumor Change From Baseline (n=10)*"

Duration of Treatment (n=10)*"
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Evaluable Patients Time, months
= Response rate: 50% (5/10), including 1 unconfirmed PR = Median TTR: 2.8 months
= SD: 50% (5/10 patients) = Median DOR: 6.97 months
= DCR: 100% (10/10 patients) = Median PFS: 6.6 months (95% CI 1.0-9.7)
= Treatment ongoing in 50% (5/10) of patients
DCR, disease controd rate; DOR, duration of response. PR partial response; SD, stable disease: TTR, time 10 response
‘Evaluable population (n=10) excludes 2 patients who had disconinued treatment pnor 10 first scan due 1o urelated adverse events and were not evaluabie for chmical actiwity, *All resulls are based on inveshigalor assessments

6 Al data cut-off. 1 patient had uncorfirmed PR
Data as of 10 Sept 2021 (median lolow-up. 8 1 months)

TS. Bekaii-Saab et al, J Clin Oncol, 2022




Neoantigen T-Cell Receptor Gene Therapy in Pancreatic Cancer

71 letd pacientka
2018 — resekce + FOLFIRINOX perioperacné
ypT3pN1MO, grade3
Adjuv CHTRT
2019 - plicni meta
2020 — v ramci studie — terapie s TIL + IL-2 — ¢asna progrese
Molekularni a genomicka analyza:
- PD-L1 negativni
- TMB low
- MSS
- KRAS p.G12D mut
- TP53 mut
- CDKN2A mut
- ROS1 mut

6/2021: imunomodulacni pfiprava + terapie autolognimi perifernimi T
lymfocyty s geneticky upravenym TCR s vazbou na peptidy KRAS
p.G12D na nadorovych bunikach = é6m trvajici 72% PR dle RECIST
Efekt zavisi na pritomnosti HLA-C*08:02 — u bélochll 8%
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Cherri S et al. World J Gastroenterol. 2021;27(17):1847-1863
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