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Learning Objectives

* Discuss optimal management for patients with advanced
hepatocellular carcinoma with normal liver function

* Discuss new targeted therapy options in subsets of patients with
metastatic colorectal cancer

* Discuss optimal duration and course of adjuvant therapy for stage Il
colon cancer
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Key updates: Focus on targeted and immune
checkpoint inhibitor therapies

* Systemic therapy for metastatic gastric and esophageal cancers

* Systemic therapy for unresectable or metastatic hepatocellular
carcinoma

* Systemic therapy for metastatic cholangiocarcinoma

* Adjuvant therapy for pancreatic cancer

* Biomarkers in pancreatic cancer

* Adjuvant chemotherapy duration for colon cancer

* New targeted therapy options for metastatic colorectal cancer

Case 1

You meet a 60 year old male patient with newly diagnosed
cholangiocarcinoma with bone and lung metastases. You decide to send next
generation sequencing and additional molecular testing. You also start him
on first-line gemcitabine + cisplatin. Unfortunately, he progresses after 6
cycles. He continues to have performance status of 1. Which of the following

next line treatment options would not be indicated based on results of the
biomarker testing:

A) Pembrolizumab if MSI-High
B) Pemigatinib if FGFR2 amplification
C) Pemigatinib if FGFR2 fusion
D) FOLFOX if no actionable aberration
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Case 2

You meet a 56 year old female patient who was diagnosed with
resectable adenocarcinoma of pancreatic head. She underwent
Whipple resection with negative margins and had pT2NO disease.
Which of the following statements about adjuvant therapy is NOT
correct?

A) Adjuvant FOLFIRINOX results in superior overall survival compared
to adjuvant gemcitabine

B) Adjuvant gemcitabine+nab-paclitaxel results in superior disease
free survival compared to adjuvant gemcitabine

C) Adjuvant gemcitabine+capecitabine results in superior overall
survival compared to adjuvant gemcitabine

Case 3

You meet a 49 year old female patient who was diagnosed with
metastatic cecal adenocarcinoma with peritoneal carcinomatosis. She
received first-line FOLFOXIRI+bevacizumab before eventually
progressing. She continues to have performance status of 0. Which of
the following next line treatment options would be the best choice
based on results of the biomarker testing:

A) Encorafenib + cetuximab if BRAF V600E mutation
B) Ipilimumab only if MSI-High

C) lIrinotecan+cetuximab if BRAF V600E mutation

D) Atezolizumab + cobimetinib only if KRAS mutation
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Systemic therapies for advanced
gastroesophageal cancers

Current Therapies (exclusive of immune checkpoint inhibitors)

1L 2L 3L
FOLFOX Paclitaxel+Ramucirumab* Irinotecan
(+Trastuzumab if HER2 amp) Irinotecan-based if neuropathy Taxane

Tipiracil+Trifluridine

*Ramucirumab only for adenocarcinoma

Immune checkpoint inhibitors in metastatic
gastroesophageal cancers

* 2"d-line for esophageal squamous cell carcinoma with PD-L1 CPS 210
* 2nd-line for any with MSI-High disease

* 3rd-Jine for gastroesophageal adenocarcinoma with PD-L1 CPS >1
* But response rates may be more enriched with CPS >10

KEYNOTE-059 PD-L1 negative PD-L1 CPS >1 PD-L1 CPS 210
(n=109) (n=148) (n=46)

Response rate 6.4% (2.6-12.8) 15.5% (10.1-22.4) 17.4%

Fuchs CS, et al, JAMA Oncol 2018. Wainberg ZA, et al, GI ASCO 2020
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Pembrolizumab was superior to SOC chemotherapy
in esophageal SCC with CPS >10: KEYNOTE-181

Overall Survival (PD-L1 CPS 210)

100
90

Events, n HR® Median, mo P-value
(95% CI) (95% CI)

Pembro 107  0.69(0.52:0.83) 9.3 (6.6-12.5)

Chemo 115 - 6.7 (5.1-8.2)

143%
120%

o i ;
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34

. ’Time- ﬁonfhé i ; , Kojima T, et al, GI ASCO 2019
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* Among 168 PD-L1 CPS 210 SCC, median OS with pembrolizumab was 10.1 mo (7.0-
%8.149))vs 6.7 mo (4.8-8.6) with chemo (HR 0.61; 95% Cl 0.44-0.85) (Shah MA, et al, ASCO

* Pembrolizumab was FDA approved in this indication in Jul 2019

9
Systemic therapies for advanced
gastroesophageal cancers
Current Therapies (exclusive of immune checkpoint inhibitors)
1L 2L 3L
FOLFOX Paclitaxel+Ramucirumab* Irinotecan
(+Trastuzumab if HER2 amp) Irinotecan-based if neuropathy Taxane
Pembro (SCC w/ CPS=10; or MSI-H)  Tipiracil+Trifluridine
Pembro (CPS>1)
*Ramucirumab only for adenocarcinoma
10
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Hepatobiliary cancers

11

Current landscape of systemic therapies for

First-Line Therapies Child-Pugh Median OS Comparator OS

Atezolizumab + Bevacizumab Not reached 13.2 mo (sorafenib)
Sorafenib A or B7 10.7 mo 7.9 mo (placebo)

Lenvatinib A 13.6 mo 12.3 mo (sorafenib)

Nivolumab (if not candidate for TKI) 16.4 mo (NS) 14.7 mo (sorafenib)

Second-Line Therapies Child-Pugh Median OS Comparator OS

Regorafenib 10.6 mo 7.8 mo (placebo)
Nivolumab (acc) AorB ORR 20%

Ipilimumab + Nivolumab A ORR 33% (16/49)

Pembrolizumab A 13.9 mo (NS) 10.6 mo (placebo)
Cabozantinib A 10.2 mo 8.0 mo (placebo)
Ramucirumab for AFP>400 A 8.5 mo 7.3 mo (placebo)

12
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Atezolizumab + Bevacizumab compared against
Sorafenib in unresectable or metastatic HCC

IMbrave150 Study Design

Stratification criteria

* Region (Asia, excluding Japan?/ Atezolizumab
rest of world) 1200 mg IV q3w Until loss

Key eligibility

« Locally advanced

or me astatic + bevacizumab of clinical o
an +ECOG PS (0/1) 15 mg/kg q3w it Survival
unresectable B . — follow-
HCC + Macrovascular invasion and/or (Open label) or un- up
« No prior systemic extrahepatic spread . acceptable
herapy (presence/absence) Sorafenib toxicity
400 mg bid
(N =501) + Baseline AFP
(< 400/ 400 ng/mL)
Co-primary endpoi dary ipoi include Exploratory PRO endpoints
- 0S8 + IRF-assessed ORR per RECIST 1.1 and « TTDe of symptoms (EORTC QLQ-HCC18)
* IRF-assessed PFS HCC mRECIST « Patients (%) with clinically meaningful
per RECIST 1.1 « PROs: TTD® of QOL, physical and role deterioration in QOL, physical and role
functioning (EORTC QLQ-C30) functioning

EORTC, European Organisaton for Research and Treatment of Cancer,IRF, independert review faciity. TRECIST, modiied RECIST, TTD, ime to deteroration
=Japan's el inest o word " T fom randomizon f st cactase fom bascine of » 10 orts mairained o 2 consoctuc assessnerts of 1 ssessmant folowed by deanfom any case i 3ieeks. Time fom andomzaton o e
s ncrease ffom baseine of = 10 poins In T Symplom Scales manianed for 2 Consecilve assesments or 1 assessment folowsd by deaih fom any cause wihin 3 v

Dr Galle
PRESENTED BY: PROS in M

Galle PR, et al, GI ASCO 2020
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Atezolizumab + Bevacizumab improved OS
and PFS compared to sorafenib

IMbrave150 Co-Primary Endpoints: OS and PFS*

0s PFS (IRF RECIST 1.1)
Atezo + Bev Sorafenib Atezo + Bev Sorafenib
Median (95% Cl), mo NE 13.2(10.4, NE) Median (95% Cl),mo 6.8 (5.7,8.3) 4.3(4.0,5.6)
HR 0.58 (95% Cl: 0.42,0.79)2 HR 0.59 (95% Cl: 0.47,0.76)2
P value 0.0006° P value <0.0001¢
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NE. not estimable
Data cuto, August 29, 2010 mecian survval folow-up, 8 morins = HR and P value were from Cox model and log-fank test and were statfed by geographic rgion (Asia s restof word, inclucing Japan), AFP level (< 400 vs > 400 ngim) at
baseline and MV1 andor EHS (ves vs no) per bRS. * The 2.sided P value boundary based on 161 verts i5 0.0033. The 2.sided Pakue bouncary 1S 0002. 1. Cheng AL, et al. Ann Oncol 2019,30(5uppl ) abstract LBA3]

Gastrointestinal
Cancers Symposium

PRESENTED AT:

Galle PR, et al, GI ASCO 2020
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Atezolizumab + Bevacizumab improved OS
and PFS compared to sorafenib

1,a . " § i . TR
Safety o _ Time to Deterioration in Physical Functioning?
2 10% frequency of AEs in either arm and > 5% difference between arms
- - Baseline Physical Physical ioning (ITT)
Atozoi 3/ Revi(ni=ia2g) Soratenlbi{fi=1156) Functioning Score? ‘Atezo + Bev orafenib
= Mean (SD) 1 (n=1336) n = 165)
Diarrhea 2 B Median TTD (95% Cl), mo  13.1(9.7, NE) 49(35,62)
Palmar-plantar erythrodysesthesia j== g e HR 0.53 (95% Cl: 0.39, 0.73)¢
Decreased appetite [ § . . ST
Hypertension [ I & A =
F— " £, = Ly
Alopecia g
Asthenia u HE
ia [ -
u
™ AllGrade AE:
B Grace 3.4 A
L |

60% 50% 40% 30% 20% 10% O 10% 20% 30% 40% 50% 60%

Galle PR, et al, GI ASCO 2020
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Ipilimumab + Nivolumab recently received
accelerated FDA approval

* CheckMate-040

16
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First-line nivolumab was not superior to
sorafenib (CheckMate 459)

Nivolumab Sorafenib
(n=371) (n=372)

é 16.4 mo 14.7 mo 0.85 (0.72-1.02)

% (13.9-18.4) (11.9-17.2) (p=0.0752)

E mPFS 3.7 mo 3.8 mo

[ (3.1-3.9) (3.7-4.5)

0 3 6 © 12 15 18 21 24 27 30 3 3 39
Overall survival (months)
Number of patients at risk . . . . . .
Nivolumab240mg 371 326 271 235 211 187 165 146 129 104 63 39 17 0 Consider if not a candidate for antiangiogenic
Sorafenib 400 mg 372 328 274 232 196 174 155 133 115 80 47 30 7 0 .
therapy and/or TKI, but would not routinely

recommend over sorafenib or lenvatinib

Yau T, et al, ESMO 2019
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Pembrolizumab trended toward better OS and PFS
than best supportive care in 2"9-line treatment
* However, based on statistical design of the KEYNOTE-240 study with

dual primary endpoints, the result was not deemed statistically
significant significant

Overall Survival Progression-Free Survival
100 . T Evens HR@S%CI P
- Pembrolizumab 785 79T V-0 GHTH
| Placebo 101 ) Primary Analysis Final Analysis

80

70
60-
50.
40
30
20
10

Pre-specified p=0.0174 required for statistical significance
.......

N

Overall Survival (%)

Median (95% CI)
13.9 mo (11.6-16.0)

10.6 mo (8:3-13.5)

Progre: free Survival (%)
s288ss33888

] 4 8 2 1 20 24 28 32 0 e lasesan

Time (months) ] ] ] 2 16 20 2% 12 16 2
woow e W CO] o Wo.str Time (months) Ho.st ik Time (months)

Finn RS, et al, ASCO 2019
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Current landscape of systemic therapies for
HCC

Atezolizumab + Bevacizumab Not reached 13.2 mo (sorafenib)
Sorafenib AorB7 10.7 mo 7.9 mo (placebo)
Lenvatinib A 13.6 mo 12.3 mo (sorafenib)
Nivolumab (if not candidate for TKI) 16.4 mo (NS) 14.7 mo (sorafenib)
Regorafenib 10.6 mo 7.8 mo (placebo)
Nivolumab (acc) AorB ORR 20%
Ipilimumab + Nivolumab A ORR 33% (16/49)
Pembrolizumab A 13.9 mo (NS) 10.6 mo (placebo)
Cabozantinib A 10.2 mo 8.0 mo (placebo)
Ramucirumab for AFP>400 A 8.5 mo 7.3 mo (placebo)
19
Multiple ongoing questions
* Additional novel combinations of immune checkpoint inhibitors and
anti-angiogenic (and other) therapies
* |[dentifying predictive or prognostic biomarkers
* Treatment options for Child Pugh class B patients
* Efficacy of these more effective systemic therapies in earlier stages of
disease
* Emphasis on ongoing care for cirrhosis (variceal screening and
treatment)
It is an exciting era for novel treatments in hepatocellular carcinomal!
20
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Systemic therapies in cholangiocarcinoma

21

Chemotherapy for metastatic
biliary tract and gallbladder cancers

Hzozzvtd(?s‘; g. gesaz'rb 30)
* Gemcitabine/cisplatin is current standard of care ~

and improved OS compared to gemcitabine | | N
monotherapy (ABC-02 trial) R R

Months since Randomization

No. at Risk
Gem(i(abine 206 151 97 53 28 15 4 3 2
Gem/CIS Coplaingem: 204 167 120 e S m 13 2
b
(n=204)
B
\

11.7 mo 8.1 mo 0.64 (0.52-0.80) g
(p<0 001) “I P<0.001
Adjusted HR 0.67 - ,
(0.54-0.84)
mPFS 8.0 mo 5.0 mo 0.63 (0.51-0.77) -

(p<0.001) et
No. at Risk
- A A

Valle J, et al, NEJM 2010

22
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therapy for metastatic

* The primary end-point was met:
adjusted* HR was 0.69 (95% ClI
0.50-0.97; p=0.031) for OS in
favour of ASC + mFOLFOX arm (vs
ASC)

* No marked evidence was identified against
the key proportional hazards assumption**;
which confirmed the validity of using the Cox
Regression analysis

« 2019ASCO

ANNUAL MEETING

Lamarca A, et al, ASCO 2019

FOLFOX superior to best supportive care for 2"-line

biliary tract cancers (ABC-06)

Primary end-point: Overall Survival (ITT)

Overall survival by trial arm ArmA i

(ASC +
(ASC alone) m:ZOLFox)

0.69 (95% C1 0.50-0.97)
p=0.031

5.3 months 6.2 months

Adjusted* Hazard Ratio

Median 0S

6-month survival-rate 35.5%

12-month survival-rate 11.4% 25.9%

% of patients alive

— T T T T T
0 3 6 9 12 15 18 21 24 27 30
Months from randomisation

1 1 1
3 2 0

Number at risk
ASCalone 81 66 28 14 9 7 5 3
ASC+mFOLFOX 81 29 2 9 6 4

SenTeD 5Y: Dr Angela Lamarce, MD, PhD, Msc Abstract #3003 | ABC-06 study

23

Emerging biomarkers and targeted therapies
in cholangiocarcinomas

EHCCA
g T = =
N . o e — -
Pemigatinib received accelerated | o e i T R
fis == = e
FDA approval 4/17/20 [z TR e | i S
} ARIDIA 5% to12% mmwmp."«q
Bapr T5%1025% Hotne Deacatjos (HDAC) Lol bl ]
el
Q1
BRAF 5% Dabrafenib*\

Trametinib

Jain A and Javle M. JGO 2016

E6rR %0 13% Erloinb, Cetusimab.

HERZI0 10% 0 15% Trastuzumab, Lapatib,

(ampificason) Pertuzurmab, T-DMI

ERBB3 % 012% Seribantumab (WM-121),
Pertuzumab, Trastuzumab, TOM1

PTEN % 04% ke Everolinus,
AKT inhiitor ke MK206, PISK

ke BKM120, BYL719

and SF1126

PIK3CA %1%

MTOR Inibitors ke Everolimus,
AKT ihiitor ke MK206, PIGK
Inhiblors e BKM120, BYLT19

Pembrolizumab if MSI-High

24
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FGFR2 inhibitor pemigatinib is effective for
cholangiocarcinoma with FGFR2 fusion/rearrangement

* 9% of screened patients had FGFR2 fusion or rearrangement

* ORR 35.5% (26.5-45.4), with 3% complete response. Median duration
of response was 9.1 mo
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est pere get le: al pati fusions or
Coloured bars indicate confirmed d by RECIST 1-1. F growth factor receptor. RECIST 1.1=Response Evaluation Criteria in Solid Tumors
version 1.1. *Patient had a decrease in target lesion size but was not evaluable for response using RECIST.

Abou-Alfa GK, et al. Lancet Oncol 2020
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A FGFR2 fusions or rearrangements
100+ Median progression-free survival 6.9 months (95% C16.2-0.6)
0
80
704

60

40-]

Progression-free sumvival (%)

304
204

104

3 4 3 8 10 ) 1 16 1 20 P A
Numberatrisk 107(0) 88(3)  76(6)  61(7) 37(19) 22(28) 14(31) 1@E) 7(33) 4@3) 235 135 036)
(number censored)

A FGFR2 fusions or rearrangements
100 Median survival 21:1 months (95% Cl 14-8 to not evaluable)
90+
80

704
40+ LT
304

2 4 3 [] ) 2 1 1% 18 2 2 2 %
Numberatrisk 107(0) 102(1) 99(2) 92(3) 73(13) 52(29) 41(36) 34(41) 24(47) 12(57) 9(60) 3(64) 0(67) O(67)

Abou-Alfa GK, et al. Lancet Oncol 2020
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Pemigatinib side effects

Grade12  Grade3  Graded Gradel2  Grdel  Graded
Hypephosphatzemiat  B1(55%) 0 ) (Continued from previous column)
Alopecia 67 (46%) 0 o skin exfoliation 53%) 1(1%) o
Dysgeusia 55(38%) 0 0 Blood alkaline phosphatase 2 (1%) 2(1%)
Diarrhoea 4904%  4@® 0 increased .
e som  m o ko 3@y a0 o * Hyperphosphatemia was
Stomatitis 39(27%) 8(5%) 0 Erythema 32%) 101%) o
et 209%) ° ° Naildisorder 2% 1(1%) o t H d
Nausea 21@% 201%) ° _Aq;ar:;ammmndeva 1(1%) 201%) 0 m OS CO m m 0 n S I e
Decreased appetite 34(23%) 1(1%) 0 nere:
o o e st 2% 1m0 effect; usual |y manage d
Dryskin n@sH  10%) ) - Sy G . .
Arthealgia Buw 6uw o Kerattis 20%) % 0 Wlth | ow p h oS p h ate d | et,
:!';\”m'arhes\a 16 (11%) 6(4%) ) Rash peuritic 1a%) 10% 0 X
Constpation 2004% o o Hyperbilirubinaemia 0 101%) 0 a n d p h OS p h ate b | n d e rs
Hypophosphataemia® 8(5%) 100% ) ormIies 0 ) 0
Pain in extremity 15 (10%) 0 ) Proteinuria o 1% o
e e N o Skintoxicity o 1% o
Weight decreased 13(9%) 1(1%) 0 Thrombosis o 10% o
Myalgia 107%) 11%) )
Nail discolouration 107%) 1(1%) ) “: e ——— .
Abdominal pain 8(5%) 11%) ) populationaf
Anaemia 8(5%) 1(1%) 0 Rowsare
Onychodasis 8(5%) 11%) ) i
Paronychia 8(5%) 1(1%) )
Hyponatraemia 4@%) 30% 10%)
Urinary tract infection 7(5%) 1(1%) )
Hypercalcaemia 5G%) 10%) 0 Table 3: Treatment-related adverse events*

(Table 3 continues in next column)

Abou-Alfa GK, et al. Lancet Oncol 2020
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ClarIDHy trial: Ivosidenib in IDH1 mutant

improved PFS
* Phase lll, 2:1 randomized, double-blind trial of ivosidenib vs placebo in
IDH1 mutant advanced cholangiocarcinoma with 1-2 prior treatments

* N=185
* Primary endpoint PFS; crossover was allowed upon progression

ClarlDHy: PFS by IRC

10 Ivosidenib Placebo
0 + Consored — Nosidenid — Placsbo oo
08 HR=0.37 (95% C1 0.25,0.54)
S, Median, months 27 14
& 6-month rate 32% NE
- i 12-month rate 22% NE
B o5
g° Disease control rate 53% 28%
@04 (PR+SD) (2% PR, 51% SD) | (0% PR, 28% SD)
2
@ o3
02
i
00 4
S S T R S T A R TR TR LR R T S e
Number of patients at risk:
124 105 64 4 % 2 2 16 W 0 8 & & 4 3 3 2 1 1 Nosidensb
61 46 1 6 4 y ) Placebo
Survival (months)

Abou-Alfa G, ESMO 2019 e P e i

28
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Pancreatic cancer

* Adjuvant therapy after resection (if no neoadjuvant therapy) -
depending on patient fitness

* Modified FOLFIRINOX MOST FIT

* Gemcitabine + Capecitabine

* Gemcitabine or 5-fluorouracil/leucovorin LESS FIT
Adjuvant Chemotherapy | Median OS Comparator OS
mFOLFIRINOX 54.4 mo 35.0 mo (gemcitabine)
Gemcitabine+Capecitabine 28.0 mo 25.5 mo (gemcitabine)
Adjuvant Chemotherapy | Median Inv Assessed DFS | Comparator DFS
mFOLFIRINOX 21.6 mo 12.8 mo (gemcitabine)
Gemcitabine+Capecitabine 13.9 mo 13.1 mo (gemcitabine)

29

Gemcitabine + Nab-paclitaxel DID NOT
improve independently assessed DFS (APACT)

PRIMARY ENDPOINT:
INDEPENDENTLY ASSESSED DFS (ITT POPULATION)

PRESPECIFIED SENSITIVITY ANALYSIS:

apact INVESTIGATOR ASSESSED DFS (ITT POPULATION)

apaci »

100

1004 N
5 Median independently assessed DFS i ’:s‘“““ L

%0 nab-P + Gem: 19.4 months E i
- Gem: 18.8 months . \

= (HR 0.88;95% CI, 0.729- 1.063; stratified log-rank P = 0.1624) ; irrberor e

g Number of events: 439

a 60 2 50

s

Z o 5 40

Probability of DFS, %

Ean R % S
S e,
) i
o
20
b-P + Gem
10 —— Gem
7
Chy T T T T T T T T T T T T T T T T J Months
0 3 6 9 12 15 18 21 24 27 30 33 3B 3 42 45 48 51 54 NSNS
nabP+Gem 432 406 355 267 246 216 183 160 141 128 118 98 59 46 24 16 2
Patients at risk Manithe Gem 43¢ 384 330 247 202 175 159 142 127 116 106 % 59 42 14 9 1

nab-P+Gem 432 391 338 279 236 204 167 138 121 112 99 88 54 43 20 14 2 2

sl e e B R B R « The concordance rate between disease recurrence by review and by

review was 77%

9

* Awaiting mature OS results. However, at this time would not
recommend adjuvant gemcitabine + nab-paclitaxel
Tempero MA, et al. ASCO 2019

30
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Pancreatic cancer: Systemic therapies for
metastatic disease

FOLFIRINOX 11.1 mo 6.8 mo (gemcitabine)
Gemcitabine+Nab-Paclitaxel 8.5 mo 6.7 mo (gemcitabine)
Gemcitabine+Cisplatin IF 15.5-16.4 mo

BRCA MUTANT

* Actionable biomarkers
* MSI-High (pembrolizumab)
* BRCA1/2 germline mutation (olaparib maintenance)

31
BRCA1/2 germline mutations in pancreatic
cancer — .
aparib traps PARP Accumulation of
at sites of DNA DNA double-strand
single-strand breaks breaks
¢
error~prol:|2 r;combination
pathways repair
Cell death Cell survival
Kindler HL, et al, ASCO 2019
* 5.9% in the screening population for POLO trial (Golan T, et al, JCO 2019)
* 9.5%in U.S.
* 10.7% in African Americans, vs 6.1% in white, 5.0% in Asian, and 1.6% in other
32

16
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udy design

216 weeks 4-8 weeks

Randomization

First-line chemotherapy

Metastatic pancreatic cancer

Deleterious or suspected Randomized 3:2
deleterious germline BRCA1
or BRCA2 mutation No stratification

216 weeks first-line platinum- factors

based chemotherapy with no limit
to duration, without progression
(CR, PRor SD)*

38% of gBRCAm patients had disease

*There was no maximum limit to the duration of

sesareo: 2019 ASCO'

ANNUAL MEETING

Kindler HL, et al, ASCO 2019

Maintenance treatment

D

Olaparib
tablets
300 mg bid

or

progression,

were ineligible, or declined randomization

t-line chemotherapy. bid, twice daily; CR, complete response; PR, partial response; S

presente oy Hedy L Kindler

POLO: maintenance olaparib after disease stability or
response after induction platinum-based chemotherapy

Follow-up

Discontinuation

Until investigator-
assessed disease
progression or
unacceptable toxicity

33

Golan T, et al, NEJM 2019

B Overall Survival

Olaparib maintenance prolonged PFS

A Progression.free Survival 10*&:
104
0.9
094
08
= 038 Progression-free Olaparib Placebo an. 18.9 mo vs. 18.1 mo
: Survival Grovp Group > «d ratio, 0.91 (95% C1, 0.56]
14 mo % 0.74 d
S o7 P=068
i 6 $30 230
| . 2 337 145 0.6
e 06 18 26 9%
e 24 21 96
£ os4 Median, 7.4 mo vs, 33 mo 05
g Mazaed ratio, 0.53 (95
$ oo £-0,004 0.4 Olaparib (N=92; 41 events)
z s N
2 034 b 0.34
e —
E 02 o= Olaparib (N=92; 60 events)
- — 02 Placebo (N=62; 30 everss)
0l - -
Placebo (N=62; 44 events) 014
0041
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 485 50 00 T T T T T T T T T T T
Mot e Radontoatien 0 2 4 6 B 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 4
No. at Risk Months since Randomization
92 69 SO 41 34 24 13 17 M4 1010 3 8 7 S 3 3 3 3 2 0 ik
2 39 2 6 222 2 0 - - .
SEVSDN 2 VII0N (51 16373 () 19 L2 0 92 37 30 71 61 S1 46 39 31 25 2016 14 12 9 6 5 4 4 4 2 1 1 0
Placebo 62 60 $6 SO 44 32 29 27 20 18 1410 8 & 6 6 4 1 1 1 1 1 1 0

34
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Table 2. Summary of Adverse Events.*
Variable Olaparib (N=91) Placebo (N =60) Between-Group Difference (95% Cl)
Any Grade Grade =3 Any Grade  Grade =3 Any Grade Grade =3
number (percent) percentage points
Adverse event
Any 87 (96) 36 (40) 56 (93) 14 (23) 2(-5t012) 16 (-0.02 to 31)
Fatigue or asthenia 55 (60) 5(5) 21 (35) 1(2) 25 (7 to 41) 4 (-4 to 11)
Nausea 41 (45) 0 14 (23) 1(2) 22 (4 to 36) -2(-9t03)
Anemiaf 25 (27) 10(11) 10 (17) 2(3) 11 (-3to 24) 8 (-2t017)
Abdominal pain 26 (29) 2(2) 15 (25) 1(2) 4(-12t018) 1(-8t06)
Diarrhea 26 (29) 0 9 (15) 0 14 (-1 to 26) NC
Decreased appetite 23 (25) 3(3) 4(7) 0 19 (5 to 30) 3(-3t09)
Constipation 21 (23) 0 6 (10) 0 13 (-0.02 to 25) NC
Vomiting 18 (20) 1(1) 9 (15) 102 5(-9to 17) -1(-8t05)
Back pain 17 (19) 0 10 (17) 102 2 (-12to 14) -2 (-9t03)
Arthralgia 14 (15) 1Q1) 6(10) 0 5 (-7 to 16) 1(-5t06)
Interruption of intervention owing 32 (35) NA 3(5) NA 30 (17 to 42) NA
to adverse event
Dose reduction owing to adverse 15 (16) NA 2(3) NA 13 (2to 23) NA
event
Discontinuation of intervention 5(5) NA 1(2) NA 4 (-4to1l) NA
owing to adverse event

* The table includes adverse events of any grade that occurred in at least 15% of the patients in the safety population of either trial group dur-
ing the trial intervention or up to 30 days after discontinuation of the trial intervention. Adverse events were graded according to the
National Cancer Institute Common Terminology Criteria for Adverse Events, version 4.0. NA denotes not applicable, and NC not calculated.

T The anemia category includes anemia, decreased hemoglobin level, decreased red-cell count, decreased hematocrit, erythropenia, macrocytic
anemia, normochromic anemia, normochromic normocytic anemia, and normocytic anemia.

35
Pancreatic cancer: Systemic therapies for
metastatic disease
FOLFIRINOX 11.1 mo 6.8 mo (gemcitabine)
Gemcitabine+Nab-Paclitaxel 8.5 mo 6.7 mo (gemcitabine)
Gemcitabine+Cisplatin IF 15.5-16.4 mo
BRCA MUTANT
* All patients with pancreatic cancer should be screened for BRCA1/2
germline mutations
* Germline BRCA1/2 mutation is actionable, as olaparib maintenance therapy was FDA
approved in Dec 2019
* However — we do not know if olaparib maintenance is more effective or
more tolerable than maintenance with fluoropyrimidine based
chemotherapy
36
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Pancreatic cancers: more negative phase lll trials

HALO-109-301: 1L Nab-paclitaxel/gemcitabine
+/- Pegvorhyaluronidase alfa (PEGPH20)

Overall Survival

SEQUOIA: 2L FOLFOX +/- Pegilodecakin
Primary Endpoint: OS (ITT)

Data cut: 20 May 2019
330 deaths

3588

[EEE

Bendell J, etal. Gl

Also CANSTEM111P (gemcitabine+nab-paclitaxel +/- napabucasin), RESOLVE
(gemcitabine+nab-paclitaxel +/- ibrutinib), and others

Tempero MA, et al. GI ASCO 2020

ASCO 2020

Novel approaches and enrollment in clinical trials are critical to move the needle in
this devastating disease

37

Adjuvant therapy duration in stage Il colon
cancer

* MOSAIC had established 6 mo duration of adjuvant fluoropyrimidine
+ oxaliplatin to be the standard duration of treatment

* Cumulative neurotoxicity becomes more prominent with longer
duration of therapy

* The IDEA study was a preplanned, pooled analysis of 6 randomized
phase lll trials occurring concurrently internationally to evaluate if
3mo of either FOLFOX or CAPOX was noninferior to 6 mo, with
primary endpoint of 3-yr DFS.

* In overall analysis, noninferiority of 3 mo could not be concluded. HR
1.07 (1.00-1.15). However, further subgroup analyses were done

38
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Important to consider by risk group and

chemo regimen

DFS Comparison by Risk Group and Regimen

Risk Regimen 3m TRT better
Group

FOLFOX Not proven

T1-3 N1
CAPOX Non-Inferior

HR

Risk Regimen 3m TRT better
Group

FOLFOX Inferior
T4 or N2
CAPOX Not proven

Shi Q, et al, ASCO 2017

1.0

6m TRT better

112

6m TRT better

DFS HR; 95% CI

1.10; 0.96 to 1.26

0.85; 0.71 to 1.01

DFS HR; 95% CI

1.20;1.07 to 1.35

1.02;0.89 to 1.17

@

| recommend 3 mo of CAPOX for
the low risk T1-3 N1 patients

For high risk T4 or N2 patients

6 mo of therapy has best evidence,
but if giving CAPOX could consider
3 mo of therapy

| give recommendations but this does
require shared decision-making.

39
Updates in targeted therapy in metastatic
colorectal cancer
* BRAF V600 mutations are actionable with combination targeted

therapies
* MSI-High is critical to identify given susceptibility to immune
checkpoint inhibitors

40
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BRAF mutations confer poor prognosis

* Found in ~10% of patients with colorectal cancer

* Single-agent BRAF inhibitors were insufficient to yield responses,
primarily due to feedback activation of EGFR

* Combination therapies are thus needed

Primary
Endpoints:

Triplet vs Control

ENCORAFENIB +
BINIMETINIB +
CETUXIMAB
N=30

0s
Doublet therapy (All randomized Pts)

ENCORAFENIB + CETUXIMAB
n=205

Encorafenib 300 mg PO daily ORR —
Binimetinib 45 mg PO bid '
Cotuximab standard weekly - Blinded Central
FOLFIRI + CETUXIMAB, or "
rinotecan + CETUXIMAB (1 331 randomized Pts)

EU-approved)

nnaire (QLQ C30), F
Patient Global

Kopetz S, et al, GI ASCO 2020 "

41

Combination therapies significantly improved
overall survival compared to control

Primary Overall Survival and Objective Response Rate

Triplet vs Control* Doublet vs Control*

' ; HR (95% CI): 0.52 (0.39-0.70) . HR (95% CI): 060 (0.45-0.79)
. "'T\“\‘\T"‘"e' 2-sided P<0.0001 2-sided P=0.0003
N

s 3z

Median OS in months (95% ClI)
Doublet Control
84(75-110) 54 (4866)

NN Median OS in months (95% CI)
* Triplet Control
90(80114)  54(4866)

‘Survival Probabilty (%)
Survival Probability (%)

Control

e L

by blinded central review

Objective Response Rate 20% 2%
95% (CI) ( ) (13%, 29%) (<1%, 7%)
p-value vs. Control <0.0001

Scott Kopetz, MD

Kopetz S, et al, GI ASCO 2020
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Updated survival analysis shows

encorafenib+cetuximab doublet improves OS
BEACON CRC: Updated Analysis

* In this updated analysis of e, vcommmice mcoscamx control
BEACON CRC (which includes ORR o TR SUO=R =R REm A
for all randomized patients 5 Y | ENCO+BINTCETUX
(additional 364 patients) and 6 I : Encorommx
months additional follow-up): H S

* The triplet and doublet
demonstrated improved OS

Overall Survival

and ORR in patients with BRAF
V600E-mutant mCRC when
compared with current
standard of care
chemotherapy

Objective Response Rate

B Confirmed Response Triplet Doublet
The full updated BEACON results with by blinded central review N=224 N=220

subgroup analysis will be submitted to a Objective Response Rate o 2%
future congress 95% (CI) (21%, 33%) (15%, 25%) (<1%, 5%)
p-value vs. Control <0.0001 <0.0001

|4 ) Bk
. 1A Scott Kopetz, MD
a T F L, 4 4P

Kopetz S, et al, GI ASCO 2020

Microsatellite instability is predictive for
response to immune checkpoint inhibitors

Immune Checkpoint Inhibitor __ Median OS

Pembrolizumab 2L (KEYNOTE-164) 63 33% (22-46%) NR (19.2-NR)
Pembrolizumab 3L (KEYNOTE-164) 61 33% (21-46%) 31.4 mo (21.4-NR)
Nivolumab (CheckMate-142) 74 31.1% (20.8-42.9) NR (18.0-NR)
Ipilimumab + Nivolumab (Checkmate-142) 119 55% (45.2-63.8) NR

Le DT, et al, J Clin Oncol 2019; Overman MJ, et al, Lancet Oncol 2017; Overman MJ, et al, J Clin Oncol 2018

* Data for use in earlier lines of therapy emerging

* Pembrolizumab was announced in Apr 2020 to result in superior PFS compared to SOC
FOLFOX or FOLFIRI based chemotherapy regimen in KEYNOTE-177. Final OS results pending

* 1L Ipilimumabnivolumab had 60% response rate (Lenz HJ, et al, GI ASCO 2020)
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Case 1

You meet a 60 year old male patient with newly diagnosed
cholangiocarcinoma with bone and lung metastases. You decide to send next
generation sequencing and additional molecular testing. You also start him
on first-line gemcitabine + cisplatin. Unfortunately, he progresses after 6
cycles. He continues to have performance status of 1. Which of the following

next line treatment options would not be indicated based on results of the
biomarker testing:

A) Pembrolizumab if MSI-High
B) Pemigatinib if FGFR2 amplification
C) Pemigatinib if FGFR2 fusion
D) FOLFOX if no actionable aberration

45
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Case 2

You meet a 56 year old female patient who was diagnosed with
resectable adenocarcinoma of pancreatic head. She underwent
Whipple resection with negative margins and had pT2NO disease.
Which of the following statements about adjuvant therapy is NOT
correct?

A) Adjuvant FOLFIRINOX results in superior overall survival compared
to adjuvant gemcitabine

B) Adjuvant gemcitabine+nab-paclitaxel results in superior disease
free survival compared to adjuvant gemcitabine

C) Adjuvant gemcitabine+capecitabine results in superior overall
survival compared to adjuvant gemcitabine
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Case 3

You meet a 49 year old female patient who was diagnosed with
metastatic cecal adenocarcinoma with peritoneal carcinomatosis. She
received first-line FOLFOXIRI+bevacizumab before eventually
progressing. She continues to have performance status of 0. Which of
the following next line treatment options would be the best choice
based on results of the biomarker testing:

A) Encorafenib + cetuximab if BRAF V600E mutation
B) Ipilimumab only if MSI-High

C) Irinotecan+cetuximab if BRAF V600OE mutation

D) Atezolizumab + cobimetinib only if KRAS mutation

49
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Questions?
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