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Highlights from the 2020 Gastrointestinal Cancers Symposium

e Stale plati:
* Ve vSech klinickych stadiich je ve srovnani s ostatnimi typy zhoubnych nddor doba
preziti nemocnych s karcinomem slinivky brisni nejkratsi
e U vetsiny nemocnych s karcinomem slinivky brisni se jedna v dobé dg. o ,,systémové“
onemocneéni !!1!
* Systémova lécba ma vyznam ve vsech stadiich onemocnéni viz dale
e Zarazeniradioterapie je trvale kontroverzni, ale....

* U lokalné pokrocilého onemocnéni vhodna kombinace lokalni a systémoveé |écby viz ddle
* Nové moznosti

e PARP inhibitory
* Imunoterapie check point inhibitory (pouze pro MSIh!)



Clinically localized pancreatic
cancer is not biologically
localized

systemic disease
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Pancreatic Cancer Treatment Must be BOTH
Systemic and Local

Median Survival (months)
Metastatic 6-12
Locally Advanced 10-12
Resectable 24
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Highlights from the 2020 Gastrointestinal Cancers Symposium, San Francisco
Co je nového?

e dalSi negativni klinické studie faze lll
e Studie HALO -109-301

 definitivni potvrzeni neucinnosti degradace hyaluronanu

 Studie SEQUOIA

* neucinna modulace chemoterapie druhé linie pegilodecakinem

* Randomizovana studie faze Il Cisplatina/gemcitabin +/- PARP inhibitor
 pridani veliparibu k chemoterapii u BRCA / PALB2 mut nezvysSuje ucinnost

* Neni doklad o ucinnosti imunoterapie check point inhibitory
e Ucinnost pouze u MSIh tumord




HALO 109-301: A randomized, double-blind, placebo-controlled,
global phase 3 study of pegvorhyaluronidase alfa +
nab-paclitaxel/gemcitabine in patients with previously untreated
hyaluronan-high metastatic pancreatic ductal adenocarcinoma
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Background

* Hyaluronan (HA) is a major component of the TME in PDA12
— Accumulation is associated with tumor stroma desmoplasia and poor prognosis
— Stromal desmoplasia increases TME interstitial pressure, compressing tumor
vasculature and impeding perfusion and delivery of systemic agents

* PEGPH20 degrades tumor HA,
remodeling the TME**

— Antitumor activity in PDA
models

— Increases delivery of anticancer
agents to improve efficacy

Shepard HM. Front Oncol. 2015;5:192

IP=interstitial pressure; PDA=pancreatic ductal adenocarcinoma; PEGPH20=pegvorhyaluronidase alfa; TME=tumor microenvironment. 1. Weniger M, et al. Cancers. 2018;10:E316. 2. Wong
KM, et al. Curr Oncol Rep. 2017;19:47. 3. Provenzano PP, et al. Cancer Cell. 2012;21:418-29. 4. CaoJ, et al. Clin Cancer Res. 2019;25:2314-22.
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HALO 109-301 Study Design

PAG
PEGPH20 3.0 pg/kg QW* i :
N = ~500 Nab-paclitaxel 125 mg/m2? QW Primary Endpoint
C 5 .
« 1L metastatic PDA Gemcitabine 1000 mg/m? QW oS

*ECOG 0-1 * Dexamethasone 8 mg
* Adequate organ/ * Enoxaparin 1 mg/kg/day ORR

marrow function * Safety _ _
* HA-high tumors* AG * OS supportive analysis

Placebo?*
Nab-paclitaxel 125 mg/m? QW
Gemcitabine 1000 mg/m2 QW

Statistical assumptions

* Median OS of ~8.5 months for AG arm

* 330 deaths will have 93% power to detect HR 0.67 with 2-sided alpha of 0.05
* 50% increase in median OS to 12.7 months

*>50% hyaluronan stainingin tumor samples (fresh or archival after metastatic diagnosis) by HA affinity histochemistry assay (Ventana HA RxDx Assay); "stratified by geographic region
(North America, Europe, other territories); * twice weekly for Cycle 1 (4-week cycles: 3 weeks on/1 week off)
1L=first line; ECOG=Eastern Cooperative Oncology Group; ORR=0bjective response rate; OS=overall survival; QW=once weekly; R=randomization
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Primary Endpoint: OS (ITT)

#patients #events median (months)

== Pegilodecakin+FOLFOX 283 220 5.78
== FOLFOX 284 211 6.28

* Log-rank P=0.6565
HR=1.045 (95% Cl, 0.863 to 1.265)

Overall Survival

12 15
Time (months)

Number at risk
— 283 206 26
-— 284 205 32

The patients receiving post-discontinuation therapy were balanced between two treatment arms.

*Log-rank test was 2-sided
PRESENTEDBY: Johanna Bendell, MD _
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Summary and Conclusions

HALO 109-301 was a well conducted, blinded, randomized phase 3 study

Baseline characteristics, administration of therapy, and use of post-progression
therapies were similar between treatment arms

There was no statistical difference in OS or PFS between PAG vs AG

— Median OS was 11.2 vs 11.5 months (HR 1.00; 95% CI 0.80, 1.27; P=0.97)

— Median PFS was 7.1 vs 7.1 months (HR 0.97; 95% Cl 0.75, 1.26)

— Lack of treatment effect observed in all analyzed subgroups

ORR was 47% for PAG vs 36% for AG
— DOR was 6.1 vs 7.4 months

* The side effect profile was consistent with the established safety profile of both
regimens

— Sepsis and severe, fatal gastrointestinal bleeds were reported more frequently in the
PAG arm than in the AG arm but did not impact the survival endpoint of the study
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Randomized Phase lll Study of FOLFOX Alone
and with Pegilodecakin as Second-line Therapy

in Patients with Metastatic Pancreatic Cancer
(SEQUOIA)

J. Randolph Hecht, MD, Sara Lonardi, MD, Johanna Bendell, MD, Hao-Wen Sim, MBBS FRACP,
Teresa Macarulla, MD, Charles D. Lopez, MD, PhD, Eric Van Cutsem, MD, PhD, Andres J.
Munoz Martin, MD, PhD, Joon Oh Park, MD, Richard Greil, MD, Yong Lin, PhD, Sujata Rao, MD,
and Baek-Yeol Ryoo, MD.

"Ti“.li"gw: Johanna Bendell, MD :
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IL-10 and Pegilodecakin

Pegilodecakin is a pegylated recombinant interleukin-10'

N-terminal pegylation provides increased half-life and
sustained systemic exposure of pegilodecakin’

Pegilodecakin is an IL-10 receptor agonist? and induces
STAT1 and STAT3 phosphorylation in CD8+ T cells,
increasing antigen-activated intra-tumoral CD8+ T cells®

In animal models IL-10 induced tumor rejection via tumor-
specific CD8+ T cell activation and established anti-tumor
immune memory*

Pegilodecakin expands and invigorates a subset of
exhausted CD8+ T-cellP
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*Image courtesy of Naing et al., Cancer Cell. 2018 Nov 12; 34(5):775-791. 5

1. Naing A etal., JCO. 2016 Oct 10;34(29):3562-3569.
. Naing A et al., Lancet Oncol. 2019 Nov; 20(11):1544-1555.
. OftM. Cancer Immunol Res. 2014 Mar; 2(3):194-9.
. Emmerich J et al., Cancer Res. 2012 72:3570-3581.
. Naing et al., Cancer Cell. 2018 Nov 12; 34(5):775-791.*
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SEQUOIA (NCT02923921): Study Design and
Final Efficacy Analysis

Key Eligibility Criteria
Pancreatic = 5
adenocarcinoma Pegilodecakin® +
1 Prior line of Gem FOLFOX + PEG
containing therapy maintenance
Measurable disease
ECOGPS Oor1
No prior
radiation/surgery

Primary endpoints
Overall survival

Secondary endpoints
PFS, Response, Disease control

FOLFOX rate, Safety

1:1
c
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©
N
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©
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Stratification factors

* Prior Gem mono or
Gem/nab-pac

* North America vs Europe
vs APAC

*PEG + FOLFOX arm received PEG (0.4 mg/d if <80kg and 0.8mg/d if >80 kg) on Days 1-5 then Days 8-12 + FOLFOX,

administered on Day 1 of each 14 day cycle. Patients could continue PEG monotherapy (0.8mg/d if <80 kg and 1.6 mg/d if
>80 kg) after FOLFOX discontinuation.

Statistics: 393 death events for 85% power at a total two sided « = 0.05 assuming a true HR of 0.74.
As of 9 Sep 2019: 567 Subjects randomized with 431 OS events.
" . .

Ao c0m. yagicann . .l presentepey: Johanna Bendell, MD _
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Primary Endpoint: OS (ITT)

#patients #events median (months)

== Pegilodecakin+FOLFOX 283 220 5.78
== FOLFOX 284 211 6.28

* Log-rank P=0.6565
HR=1.045 (95% Cl, 0.863 to 1.265)

Overall Survival

12 15
Time (months)

Number at risk
— 283 206 26
-— 284 205 32

The patients receiving post-discontinuation therapy were balanced between two treatment arms.

*Log-rank test was 2-sided
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Conclusions

Pegilodecakin with FOLFOX was well tolerated, with manageable toxicity similar
to that observed in prior studies with pegilodecakin

Combination therapy, however, did not improve overall survival, PFS, or
objective response rate in second line pancreatic adenocarcinoma

Exploratory biomarker analyses are ongoing (cytokine levels and TCR clonality)

Studies of pegilodecakin in combination with PD-1 inhibitors in other tumor
types are ongoing

presenteDBYv:  Johanna Bendell, MD -

Presented By J. Hecht at 2020 Gastrointestinal Cancer Symposium



Shrnuti souc¢asného stavu lécby

e Lokalizované onemocnéni



ONLY 3 POSSIBLE SCENARIOS

1. Occult metastases not controlled with chemotherapy

= Surgery will have no significant survival benefit
= Can’t control mets prior to resection, zero probability can control after

2. Occult metastases controlled with chemotherapy

= Derive a finite benefit for surgical resection

= Completely dependent on magnitude of chemotherapeutic response
3. Cancer is truly non-metastatic

= Potentially cured with an operation, Neoadjuvant allows selection

= Subset of patients, “locally dominant phenotype”

Presented By Mark Truty at 2020 Gastrointestinal Cancer Symposium



NCCN Recommendations for Early-Stage PDAC"

Diagnosis
—I——I
Staging

Stage /Il

(no/minimal blood vessel involvement)

Stage Il
(blood vessel involvement

Resectable

Potentially curative

resection

Adjuvant/
neoadjuvant
chemotherapy or
chemoradiotherapy

Borderline
resectable

Stage IV
(distant metastases)

Locally advanced/
unresectable

Neoadjuvant
chemotherapy or
chemoradiotherapy

Systemic
palliative

Potentially curative

resection

therapy %
radiotherapy

Adjuvant
chemotherapy
+ radiotherggx

Pain
management

end of life

care

Distant metastases

Systemic Felln
. management
palliative :
therapy end of life

care

1. NCCN Clinical Practice Guidelines in Oncology. Pancreatic Adenocarcinoma. v1.2020. https://www.nccn.org/professionals/physician_gls/pdf/pancreatic.pdf.

Accessed January 6, 2020.



Guideline Recommendations for Neoadjuvant
Therapy in Pancreatic Cancer’

(
Resectable/
borderline resectable
disease
\

Preferred

neoadjuvant
regimens

—

—

» Gemcitabine + nab-paclitaxel
+ subsequent chemoradiation

* FOLFIRINOX/mFOLFIRINOX
+ subsequent chemoradiation

Only for known BRCA1/2 or
PALB2 mutations:

* FOLFIRINOX/mFOLFIRINOX
+ subsequent chemoradiation

« Gemcitabine + cisplatin
+ subsequent chemoradiation

1. NCCN Clinical Practice Guidelines in Oncology. Pancreatic Adenocarcinoma. v1.2020. https://www.nccn.org/professionals/physician_gls/pdf/pancreatic.pdf.

Accessed January 6, 2020.



Guideline Recommendations for Adjuvant Therapy
in Pancreatic Cancer?

( N
Post-resection,

no evidence —— —
of metastatic * Gemcitabine + capecitabine

- Preferred (category 1)
Csnnshtanlidiod regimens . Modified FOLFIRINOX

(category 1)

Adjuvant options

« (Gemcitabine (category 1)
Other * 5-FU/leucovorin (category 1)
recommended * Continuous-infusion 5-FU
regimens » Capecitabine (category 2B)
* Induction chemotherapy

1. NCCN Clinical Practice Guidelines in Oncology. Pancreatic Adenocarcinoma. v1.2020. https://www.nccn.org/professionals/physician_gls/pdf/pancreatic.pdf.

Accessed January 6, 2020. PeerView.com



Adjuvant Therapy Considerations??2

formal restaging with CT scans and a serum level of tumor

* APrior to beginning adjuvant therapy, all patients should undergo
Imarker CA 19-9

* The optimal timing and duration of adjuvant therapy are not
established

— ASCO recommends adjuvant systemic chemotherapy
for 6 months starting within 8 weeks of surgery, assuming
adequate recovery from surgery

1. NCCN Clinical Practice Guidelines in Oncology: Pancreatic Adenocarcinoma. v1.2020. https://www.nccn.org/professionals/physician_gls/pdf/pancreatic.pdf. .
Accessed January 6, 2020. 2. Khorana AA et al. J Clin Oncol. 2016;34:2541. PeerView.com



Treatment Sequencing Algorithm for Patients
With Localized Pancreatic Adenocarcinoma

Radiographic imaging, laboratory testing, history, and physical examination

A

Anatomical staging

Biological staging

C

Conditional staging

i . - : CA 19-9 i
Radiological resectability? Metastasis?P el level ey Fit for surgery?¢
| I
| |
| I
No ? Yes No ? Yes I Elevated Normal No ? Yes
| or nonsecretor
| |
ezl Borderline Resectable Unresectable Borderline Resectable Borderline Resectable Unresectable Borderline Resectable
advanced . . . . . i L "
anatomy anatomy anatomy biology biology biology biology biology condition condition condition
! ) ! } } b S ) I
| l
_ " Optimization, i
Neoadjuvant Neoadjuvant _Go t.° Deﬂnltlw_a Neoadjuvant Lo Neoadjuvant G(.) .t° Deﬁnltlvg rehabilitation, STEET I
. . biological nonoperative . CA 199 . conditional nonoperative . or
and restaging | | and restaging ; and restaging and restaging . neoadjuvant -
staging therapy level staging therapy and restaging neoadjuvant

a Based on Alliance criteria (or other classification system). P Indeterminate radiologic lesions or regional nodal metastases.

¢ Age, comorbidities, PS, nutrition/weight loss, and cancer symptoms. 1. Provided courtesy of Dr. Mark Truty.

PeerView.com




Algoritmus |éCby metastazujiciho onemocneni

* Chemoterapie zUstava zdkladni modalitou systémové |écby, ale...



SHINESMEA!IN CANCER CENTER

Pancreatic Ductal Adenocarcinoma (PDAC)

» Patients with mPDAC have very poor prognosis.
* Chemotherapy agents remain to be the cornerstone treatments.

FDA approved therapeutic regimens for patients with metastatic PDAC

Gemciqabine Gem/Erlotinib FOLF]}RWOX Gem/Nag-pacIitaer 5-FU/Nal-IRI Olapari
1996 2005 2010 2013 2015 2019
- Burris et al. J Clin Oncol 1997;15:2403-23
% Tumor Agnostic Drugs Moore et al. J Clin Oncol. 2007; 20:1960-6
r -MSIhigh Conroy et al. N Eng J Med 2011; 364: 1817-25
Checkpoint inhibitor Von Hoff et al. N Eng J Med 2013; 369: 1691-1703
APPROVED | -NTRK fusion Wang-Gillam et al. Lancet 2016; 387: 545-57
NTRK inhibitors Golan et al. N Eng J Med 2019;38:317-327

Barnes-Jewish Hospital ® Washington University Physicians e National Cancer Institute e National Comprehensive Cancer Network
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Sequencing Therapy in Advanced PDAC (2020)1

Nab-paclitaxel +
gemcitabine

Nal-IRI

(m)FOLFIRINOX

+ 5-FU/LV

Gemcitabine

Tumor molecular
sequencing
germline testing

+ nab-paclitaxel

Platinum-based — PARPI
MSI-H/dMMR — anti—-PD-1
NTRK fusion — TRKi

1. Provided courtesy of Dr. Eileen O'Reilly.

Third Line

FOLFOX or
CapeOx

Maintenance



Guideline Recommendations:
Metastatic Disease (Maintenance Therapy)’

Good Performance Status?

Preferred Useful in certain circumstances
* |f previous first-line FOLFIRINOXI * |f previous first-line FOLFIRINOX

— FOLFIRI — Capecitabine
Other recommended regimens « |f previous first-line nab-paclitaxel + gemcitabine
* |f previous first-line FOLFIRINOX — Nab-paclitaxel + gemcitabine (modified

— FOLFOXP schedule)®
« Clinical trial — Gemcitabine (single agent)®

* |f previous platinum-based chemotherapy 1

— Olaparib (only for germline BRCA1/2
mutations)

a Patients who have response or stable disease after 4-6 mo of chemotherapy may undergo maintenance therapy. ® NCCN category 2B recommendation.
1. NCCN Clinical Practice Guidelines in Oncology. Pancreatic Adenocarcinoma. v1.2020. https://www.nccn.org/professionals/physician_gls/pdf/pancreatic.pdf.

Accessed January 6, 2020. PeerView.com



Precizni medicina v |[écbé karcinomu slinivky brisni

* NGS pro vSechny ,,fit“ pacienty



Gl Cancers DO Harbor Actionable Mutations'-

 Actionable mutations have been identified in every Gl malignancy

— Pancreatic cancer: ~25%
<€ >

— Biliary cancer: ~20%

— Upper Gl cancers: ~30% (includes HER2/ERBB?2)

— CRC: ~10% (70% if you count RAS/RAF)

1. Pishvaian MJ et al. Clin Cancer Res. 2018;24:5018-5027. 2. Aguirre AJ et al. Cancer Discov. 2018;8:1096-1111. 3. Nakamura H et al. Nat Genet. 2015;47:1003- .
1010. 4. Jain A, Javle M. J Gastrointest Oncol. 2016:7:797-803. 5. Cristescu R et al. Nat Med. 2015;21:449-456. PeeI'VI ew.com



Actionable Findings in Pancreatic Cancer’-"

NGS efforts have consistently revealed that 225% of pancreatic cancers

have potentially highly actionable molecular biomarkers

Absolute 5% - ° BRCA1/2 Platinum/PARP inhibitor
] « PALB?
frequencies 4% _+ BRAF BRAF inhibitor
« MSI-H PD-1/PD-L1 inhibitor -
. NTRK1/3 ~TRKinhibftor - ﬁnsggziae'ai'i':'gg;iitf
« ALK ALK inhibitor
0 « ROS1 ROS inhibitor
:;c/;;- . NRG1 Afatinib
« FGFR1/4 FGFR inhibitor =
« ERBB? HER?2 inhibitor
« RET RET inhibitor
6% —: g?}’gff ﬁ?’glgzlzl'ﬁrnhibitor - F’roven or anecdotal clinical data
59, . ATM - in other cancers
"« CHEK1/2 # Platinum/PARP/DDR inhibitor
<o |+ FANCAC _ | _
eachl ® TOP2A o Anthracycline Promising preclinical data
« AKT1/2/3 — (these would not yet be defined
L TSC12 B e mMTOR/AKT inhibitor J as “actionable”)

1. Singhi AD et al. Gastroenterology. 2019;156:2242-2253.e4. 2. Pishvaian MJ et al. Clin Cancer Res. 2018;24:5018-5027. 3. Heeke AL et al. JCO Precis Oncol.

2018;2018. 4. Aguirre AJ et al. Cancer Discov. 2018;8:1096-1111. 5. Witkiewicz AK et al. Nat Commun. 2015;6:6744. 6. Lowery MA et al. Clin Cancer Res.

2017;23:6094-6100. 7. Waddell N et al. Nature. 2015;518:495-501. 8. Bailey P et al. Nature. 2016;531:47-52. 9. Biankin AV et al. Nature. 2012;491:399-405. .

10. Collisson EA et al. Nat Med. 2011;17:500-503. 11. Pishvaian MJ, Brody JR. Oncology (Williston Park). 2017:31:159-166. Peeer cw.com



Cesta k prodlouzeni preziti

* Selektivni [écba specifickych podskupin podle NGS biomarkert



Summary: We Should Be Testing

Actionable mutations are not “rare”
— EU definition of rare: <1/2,000 people = 0.05%

Testing is much less expensive than standard (and targeted)
therapies

Testing does reveal legitimately actionable mutations
Actionable mutations lead to a disproportionate benefit

— With survival benefit

PeerView.com



2020 NCCN Guidelines on PDAC1

“Germline testing is recommended for any patient with confirmed
pancreatic cancer, using comprehensive gene panels
for hereditary cancer syndromes”

All patients should undergo germline testing

1. NCCN Clinical Practice Guidelines in Oncology. Pancreatic Adenocarcinoma. v1.2020. https://www.nccn.org/professionals/physician_gls/pdf/pancreatic.pdf.

Accessed January 6, 2020. PeerView.com



2020 NCCN Guidelines on PDAC1

“Tumor/somatic gene profiling is recommended for patients with locally
advanced/metastatic disease (80% of patients) who are candidates for
anticancer therapy to identify uncommon but actionable mutations”

1. NCCN Clinical Practice Guidelines in Oncology. Pancreatic Adenocarcinoma. v1.2020. https://www.nccn.org/professionals/physician_gls/pdf/pancreatic.pdf.

Accessed January 6, 2020. Pee I'Vl cw.com



Metastatic Pancreatic Cancer Survival

Optimize

“maintenance” therapy

Phase 2 evidence
cl).lél.trzejtrendo of sequenced SOC
' 0S: 18 mo

Current Current
first-line SOC = second-line SOC M1 'mprg‘l’_e

PFS: 6 mo PFS: 4 mo second-line

0S: 8-11 mo 0S: 6 mo therapy

Expand
} and improve
5%-10%: biomarker-specific subgroups biomarker-specific
> OS up to 30 mo therapy
| | | | | | |
0 6 12 18 24 30 36

Time, mo



Pro¢ ma |écba karcinomu slinivky brisni nejhorsi vysledky
Existuji cesty k okamzitému zlepseni

Bez rozdild mezi Evropou a USA

Pozdni diagnostika
* Zavedeni specializované péce o jedince ve zvySeného rizika

Rychlé lokalni Sifeni a ¢asné metastazovani
* Diagnoza karcinomu slinivky bfisni jako klinicka urgence
* Rychld diagnostika, staging a chirurgicky vykon

Vysoké % recidiv po chirurgickém vykonu
* Centralizace chirurgické péce
* Zarazeni radioterapie do predoperacniho schématu lécby
*  Optimalni pooperacni adjuvantni chemoterapie pro vSechny nemocné

Rezistence na konvencni terapii
* Urychlené zavedeni principl precizni onkologie

*  NGS reflexnni testovani u vétSiny nemocnych
Genetické minimum: BRCA %, MSI, NTRK

* Urychleni dhrady imunoterapie u MSlh
* Urychleni dhrady PARP inhibitord pfi BRCA mutaci

* Vsoucasnosti 4. nejcastéjsi pri¢ina umrti na nadorové onemocnéni
* Vroce 2020 2. nejcastéjsi pri¢ina umrti na nadorové onemocnéni



Dékuji za pozornost



