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APACT: Phase lll, Multicenter, International, Open-Label,
Randomized Trial of Adjuvant nab®-Paclitaxel Plus
Gemcitabine vs Gemcitabine for Surgically Resected
Pancreatic Adenocarcinoma

Margaret A. Tempero,* Michele Reni,? Hanno Riess,?> Uwe Pelzer,? Eileen M. O'Reilly,% Jordan Winter,?

Do-Youn Oh,® Chung-Pin Li,” Giampaolo Tortora,®? Heung-Moon Chang,° Charles D. Lopez,!
Josep Tabernero,*? Eric Van Cutsem,*? Philip Philip,** David Goldstein,*® Jordan D. Berlin,®
Stefano Ferrara,*” Mingyu Li,*” Brian Lu,*” Andrew Biankin'®

Patients 2 18 y of
age with confirmed
resected PDAC
(T1-3, NO-1, MO);
RO/R1; ECOGPS O
or 1; CT without
evidence of disease
CA19-9< 100
U/mL; no prior

k therapy®

Randomized 1:1
A

.

Arm A

nab-P 125 mg/m?qw 3/4 +
Gem 1000 mg/m?qw 3/4

x 6 cycles

Arm B

Gem 1000 mg/m?qw 3/4
X 6 cycles

End of treatment
Treat for 6 cycles
unless recurrence,
death, unacceptable
toxicity, consent
withdrawal, or
patient/physician

decision

Follow-up
Radiological evaluation
for <5 years after
last dose or until
recurrence, new cancer
therapy, or death;
safety assessment for
28 days after last dose

Patients were randomized as early as possible after adequate recovery from surgery but no later than

12 weeks after surgery

Stratification factors: resection status (RO vs R1); lymph node status (LN+ vs LN-); geographic region (North
America, Europe and Australia vs Asia Pacific)



PRIMARY ENDPOINT: apact p
INDEPENDENTLY ASSESSED DFS (ITT POPULATION) e — -

v
= Modian independently 6 OFS

nad £ + Gemn: 16 4 months

Gam 18 A montra

{HR 088 85% 1 0.725. 1 063, srutfed log rank & = 0 1224)
Nurriber of events 430

o0
80
5
0

Probobillity of DFS, %
88 =
! -

— -t . Gen

104 — G

n A L v Al Ll T v . L v Al v v Ll a v
0 3 [ L ¢ " " 4 o b o) » D = » “ Lo -t n ca

Months
Patients at risk
MbP+Gam 4l 01 38 7Y IR XM W O ! 2 - ar =< o >x “ | S
GemaM 200 2% 22 'm w2 wr gy s "wn ue = 3 o e 2
STATISTICAL DESIGN ap

¢ Primary d dently DFS
= APACT is the first adjuvant trial In pancreatic ductal adenocarcinoma to use independently assessed DFS as

- Ez::;r::z::‘i‘:':;nduaed by radiologists not involved in the trial without clinical or laboratory data PRESPEClF'ED SENSITlv'TY ANALYS'S: apact )
i o e INVESTIGATOR ASSESSED DFS (ITT POPULATION)

*  Prespecified sensitivity analyses included: Investigator-assessed DFS
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Primary (independently assessod DFS) .
T res 3% ®. o {MR 0 82 S4% CI, 0 664 - 0 S65 ol P 0 0164)
Hil for disease recurrence or death 0 o 0 " Number of wvents 571
Events required for 90% power at 2-sided a of 0.05, n 438 8 .
Secandary (05) 3
Events to be analyzed as supportive analysis, n =630
Type 1 error conteol for OS None g
“Radiological” DFS (APACT) vs “classic” DFS (first cancer-related event,

second cancer, or death from any cause) (FOLFIRINOX)
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¢ The concordance rate between disease recurrence by independent radiciogical review and by investigator
review was 77%
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Overall survival

100+
80+
60+

40

Survival, %

20

Log-rank P=.01

No. at risk
Gemcitabine 179
Observation 175

Overal sutviesl

2 4 6 8 10
Years

87 47 31 24 14

70 22 14 9 7

Overall Survival

A Gernctebrw By
stratified HR=0.64, [95%C1: 0.48-0.886],

£=0.003 Median overall survival:

* 544 months |95%C1: 41.E-NR)
with mFolfirinox

* 35.0 months [95%CI: 28.7-43.9|
with Gemditabine

3-year overall survival:

No OS events=192
¢ 63.4% (mFolfirinox] vs 48.6 % (Gem)

Survival by Treatment

100 - Gemcitabine
90 - Gemcitabine-Capecitabine
-~ B0
2 70 HR = 0.82 (95% CI, 0.68.0.98)
b
™ 1)=461, p=0.032
2 60 (1) p
2 5
E 40
g 30
20 Median S(t) = 25.5 months (95% CI: 22,7-27.9)
10 Median S(t) = 28.0 months (95% CI: 23.5:31.5)
o v r ' . . ' Y
0 10 20 30 40 50 60
Time from randomisation (months)
No. at Risk
Gem 366 302 207 109 61 27 9
GemCap 364 328 219 139 83 50 19
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Adjuvant trials in pancreatic cancer

Study N° patients Median DFS 0sS 3yrsDFS | 5yrs DFS
followup median | median

ConKo (136 months
Control 182 6.7 20.2 7%
GEM 186 13.4 22.8 16.6%
ESPAC-4
GEM 366 RF13.1 25.5 nr
GEM/CAP 364 13.9 28
Conroy
GEM 246 12.8 35 21.4 nr
FOLFIRINOX 247 21.6 54.4 39.7 nr
APACT
GEM 432 18.8 36.2 nr
(13.7)
GEM/Nabpac 434 19.4 40.5 nr
(16.6)

Relapse free survival all less second cancer



Che cosa possiamo imparare da questo studio

 E’ uno studio condotto in maniera impeccabile, il
problema della DFS penso sia secondario

* Probabilmente e I'inizio della fine della terapia
adiuvante. Studi con pazienti sempre piu
selezionati che non riflettono la pratica clinica
nella fase adiuvante

* Potrebbe (dovrebbe) far riconsiderare il reale
valore del FOLFIRINOX (dati non completamente
convincenti) non solo nella terapia adiuvante ma
anche per le forme localmente avanzate




Olaparib as maintenance treatment following
first-line platinum-based chemotherapy in patients
with a germline BRCA mutation and metastatic

pancreatic cancer: Phase Il POLO trial

Hedy L Kindler,’ Pascal Hammel,’ Micheie Renl,” Eric Van Cutsem,* Teresa Macarulla
Michael ) Hall.® Joon Oh Park,” Daniel Hochhauser,” Dirk Arnold, :
Anke Reinacher-Schick,' Glampaolo Tortora, ' Hana Algul.* Eile

David McGuinness, ™ Karen Y Cul,'® Katia Schlienger,’” Gershon Y Locke

™ NEW ENGLAND
JOURNAL of MEDICINE

ORIGINAL ARTICLE ]

Maintenance Olaparib for Germline
BRCA-Mutated Metastatic Pancreatic Cancer

ASCO 2019. Tumore pancreas: terapia a target
News Releases raddoppia la sopravvivenza libera da malattia nei
pazienti BRCA mutati

Maintenance T py Witk ir Qlaparib Sono risultati definiti dagli esperti ‘epocali’ e forse ‘game changing’, quelli
E Delays Prog - R -reatic Cancer ottenuti dallo studio POLO: L’olaparib, un PARP inibitore, dimezza il rischio di
progressione del tumore del pancreas metastatico BRCA-mutato. La
u FOR IMMEDIATE RELEASE Cantact sopravvivenza libera da progressione di malattia nei pazienti trattati é stata di
n ’ 7,4 mesi, contro i 3,8 mesi del gruppo di controllo. A distanza di due anni, il 22,1%

dei pazienti trattati con olaparib non presentava ancora progressione di
malattia, contro il 9,6% del gruppo di controllo

ASCO Perspective

“We are eagerly awaiting longer-term data to understand the full impact of the results from this
trial. It's encouraging to see that olaparib is consistently delaying the progression of metastatic
pancreatic cancer in patients with a BRCA mutation. We're potentially on the cusp of a new age

of treatment for pancreatic cancer, where for the first time we can tailor therapy based on a

biomarker and where having a BRCA mutation opens up more treatment options,” said Suzanne

Cole, MD.



Olaparib as maintenance treatment following
first-line platinum-based chemotherapy in patients
with a germline BRCA mutation and metastatic

pancreatic cancer: Phase Il POLO trial

Hedy L Kindler,’ Pascal Hammel,’ Michele Renl,” Eric Van Cutsem,* 1
Michael ) Hall.® Joon Oh Park,” Daniel Hochhauser,” Dirk Arnolc
Anke Reinacher-Schick,' Giampaolo Tortora

David McGuinness, ™ Karen Y Cul,'® Katia Schiien

Study design

216 weeks 4-8 weeks Follow-up

First-line chemotherapy Randomization Maintenance treatment Discontinuation

Key eligibllity criteria

Metastatic pancreatic cancer

Deleterious or suspected Randomized 3:2 Unitll investigator

deletenous germiine BRCAL o ssessed daesse
or BRCAZ mutation No stratification Progresson of
216 weeks first-line platinum- factors unacceptable toxcty
based chemotherapy with no limat
to duration, without progression
(CR, PR or SD)*

18% of gBRCAM patients had disease progression
were ineligible, or dechined randomization

20w ASCO " Moty L b



Primary endpoint: PFS by blinded

S ) * -
independent central review Olaparib  Placebo
o (N=92) (N=62)
0'9 Median PFS, months 7.4 3.8
0.8 = HR 0.53
L 0.7= 95% Cl 0.35, 0.82;
a.
s 06+ P=0.0038
-
= 054 Progression-free at data cut-off:’
0
_fg" 0.4+ 30 olaparib patients (32.6%)
& 03+ 12 placebo patients (19.4%)
0.2 * * Olaparib
0.1= ® Placebo
0.0 L T L . S, L O S A L . S I . . S GO L .
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50
No. at risk Time since randomization (months)
Olaparib 92 69 50 41 34 24 18 17 14 10 10 8 8 7 5 3 3 3 3 2 1 1 1 0
Placebo 62 39 23 10 6 6 4 4 4 2 2 2 2 1 1 0

*Dots indicate censorship. 'January 15, 2019. CI, confidence interval
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Raggiunto l'obiettivo:
Quale beneficio con questa strategia?

3315 pazienti analizzati
247 (7.5%) BRCA mutati

93 sono progrediti durante la chemioterapia, hanno
rifiutato o non rispettavano i criteri di inclusione

154 pazienti randomizzati (3:2): 92 olaparib: 62
placebo

40% = 61 pazienti progrediscono nei primi 4 mesi
(complessivamente) e olaparib in questi pazienti non
da vantaggio

Beneficio 93 pazienti dei 3315 pazienti totali (0.2%)
Beneficio 93 pazienti dei 247 pazienti mutati (34%)




OS: interim analysis, 46% maturity™

Olaparib  Placebo
(N=92) (N=62)

1.0
95 Median OS, months 18.9 18.1
0.8 = HR 0.91
g 0.7+ 95% Cl 0.56, 1.46; P=0.68
S 06+
F
i AR
® 0.4-
8 0‘3 *>o—o——9 Olaparib
a Y ® Placebo
0.2~
0.1 =
55 oy e e e e e e s e o [y e O L S L A N ML T AL L L L
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50
No. at risk Time since randomization (months)
Olaparib 92 87 80 71 61 51 46 39 31 28 20 16 14 12 9 6 5 4 4 4 2 1 1 0
Placebo 62 60 56 S0 44 32 29 27 20 18 14 10 8 8 6 6 4 1 1 1 1 1 1 0

*Dots indicate censorship. 'Crossover to olaparib was not permitted during this study; subsequenttherapies were given at the invastigators’ discretion

sresentenar, 2019 ASCO ,, . p—— pesenTeR 8. Hedy L Kindler
ANNUAL MEETING o coeicnd for rosae

Presented By Hedy Kindler at 2019 ASCO Annual Meeting



Come spiegare
PFS e OS?
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RESEARCH ARTICLE

PARP Inhibitors in Clinical Use Induce
Genomic Instability in Normal Human Cells

Shuhei ito'”, Conoth G. Murphy™, Ekaterina Doubrovina®, Maria Jasin', Mary
Ellen Moynahan®*

1 Dewogerartl Biotogy Progmm, Memonal Sioan Ketenng Cancer Cantur, New York, New Yok, Unted
States of America, 2 Department of Medicine, Memorial Sioan Ketierng Cancer Cender, New York, New
Yo, Ursted States of Amirica. 3 Depanmen! of Peciatres, Memonad Sioan Keterng Cancer Cantar, New
York, New York, United S2a0es of Amerca, 4 Department of Surgery and Soence, Graduate School of
Medcal Scences, Kyushu University, Higashi-eu, Fukuoks, Japan

0 Cument aodreas: Depariment of Medical Oncology, Bon Secours Hospitad. Cork, beland
* moynaham® aekco oy
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HOMOLOGOUS RECOMBINATION SYSTEM

DNA damaging RAD51 forms nucleoprotein filaments

ATM is a DNA damaging “sensor”that promote
apoptosis by CHK2-TP53 and activates BRCA1 that
blocks the transcription by cell cycle arrest at
the G1/S, S and G2/M checkpoints and by
ubiquitination of FANCD2
otherwise induces the DSB repair by chromatin
remodelling

Modified by Cortesi L., Curr Cancer Drug Targets 2018



Published in final edited form as:
JCO Precis Oncol. 2018 ; 2018: .

Rucaparib Monotherapy in Patients With Pancreatic Cancer and
a Known Deleterious BRCA Mutation

Rachna T. Shroff,
The University of Texas MD Anderson Cancer Center, Houston, TX

e 19 pazienti hanno ricevuto RUCAPARIB
— 16 mutazioni germinali 12 BRCA2
— 3 somatiche BRCA2
— 2 germinali + somatiche BRCA2

* 16% risposte obiettive

 Mutazione secondaria (somatica) che
conferisce resistenza



The Role of BRCA Testing in Hereditary
Pancreatic and Prostate Cancer Families

Robert Pilarski, MS, LGC, MSW

Licensed Genetic Counselor

BRCA1 and BRCAZ2 in Pancreatic Cancer

* Approximately 10-20% of pancreatic adenocarcinomas are felt to be due to
a heritable cause, with BRCA1 & 2 the most common causes.

* Among unselected cases of pancreatic adenocarcinoma pathogenic
mutations in BRCAZ2 are found in up to 2% and mutations in BRCA1 in <1%.

* Among Ashkenazi Jewish individuals with pancreatic cancer BRCA
mutations are found in up to 14% of unselected cases.

* In families with >2 first-degree relatives with pancreatic cancer, BRCA2
mutations are found in about 5-10% and BRCA1 mutations in about 1%.

* For carriers of mutations in BRCAZ2 the lifetime risk of developing pancreatic
cancer is estimated to be 5-10%.

* Mutations in BRCA1 are estimated to lead to a 2-4 times increase over
population risk
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Hereditary Pancreatic Cancer: A Retrospective
Single-Center Study of 5143 Italian Families with
History of BRCA-Related Malignancies

5143
Families evaluated at the MFCC

Angela Toss (%), Marta Venturelli 17, Eleonora Molinaro !, Stefania Plpllone Elena Barbieri !,
Isabella Marchx 1, Elena Tenedini 23, Lucia Artuso %3, Sara Castellano *', Marco Marino 3,
Enrico Tagliafico 23, Elisabetta Razzabom 1, Elisabetta De Matteis ° Stefano Cascinu ! and 392

Laura Cortesi ! Families with pancreatic cancer and

breast/ovarian cancer

|
[ ]

392 (100%) 217 (55.4%)
NCCN Guidelines Modena Criteria
| I
[ | [ ]
164 (41.8%) 28 143 (65.9%) " .
did not perform BRCA did not perform
BRCA test genetic testing BRCA test BRCA genetic testing
| 19BRCA1+ DELEAC;E'ON L 19 BRCAT + DELE:TTE‘ON
o BRCA 21.3% PO BRCA 24.5%

Figure 1. Study flow chart.
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The BRCA mutations detected in families with history of pancreatic cancer are report
Figures 2 and 3. Ten out of 19 (52.6%) BRCAI mutations were located in EXON10. On the other
the most mutated exon in BRCA2 was EXON11 (5 out of 16, 31.2%), followed by EXON18 (3 «
16, 18.7%). In particular, 7 out of 19 (36.8%) BRCA1 mutations were found within a region defin
€.3239-¢.3917 (Figure 2), while 7 out of 16 (43.7%) BRCA2 mutations were located within the in
€.7180-c.8248 (Figure 3). Finally, the most common BRCAI mutation types were frame-shift mut
(9 out of 19, 47.3%), followed by missense mutations (5 out of 19, 26.3%). With regards to BRCA
most frequent mutation types were frame-shift mutations (10 out of 16, 62.5%), followed by non
mutations (5 out of 16, 31.2%).

o L e

Nuceotides
Exons =

Mutatians 116

2357
(74211 3001_A)-10ed 76
3301 3340eKANG
LSS AAAGH tATTAD)
B3 T0eMIAA
3916 37T

7/19 (36.8%) mutations within a region defined by ¢.3239-¢.3917
Figure 2. Distribution of BRCA1 pathogenic vari The d d twice are shown in bold.

13q12-13

7/16 (43.7%) mutations within a region defined by ¢.7180-c.8248

Figure 3. Distribution of BRCA2 pathogy i The !  twice are shown in bold.

. As fo breast and ovarian r, itis likel that




Che cosa abbiamo imparato da questo studio

Ci sono almeno il 10-15% di adenocarcinoma pancreatici che
non sono KRAS driven

Che le mutazioni di BRCA1/2 possono essere un target ma che
ancora non sappiamo in realta se siano tutte uguali

Il problema sara come gestire le indagini molecolari con tempi
compatibili con una terapia

Lo screening per BRCA1/2 dovra essere fatto non per la
terapia ma per diagnosi precoce

Che il trattamento con PARPi puo forse modificare la
genomica del tumore (fusioni, traslocazioni?)

Prima di passare alle mutazioni somatiche di BRCA cerchiamo
di capire questi aspetti

Che gli oncologi .............




Pembrolizumab With or Without
Chemotherapy Versus Chemotherapy
in Advanced G/GEJ Adenocarcinoma:
The Phase 3, KEYNOTE-062 Study

J.Tabernero,' E. Van Cutsem,?Y.J Bang,®> C.S. Fuchs,* L. Wyrwicz,*®
K.-W. Lee,® |. Kudaba,” M. Garrido,®? H.C. Chung,? H. Castro,'®

W. Mansoor,' M.l. Braghiroli,'? E. Goekkurt,’® J. Chao,'* Z.A. Wainberg,'®
U. Kher,'® S. Shah,'® S.P. Kang,'® K. Shitara'’

KEYNOTE-062 Study Design (ncroz494s83)

Koy Eligibllity Criteria
* Locally advanced, Pembrolizumab 200 mg QIW
unresectable or for up to 35 cyclos'
melastatic gastric or
gastroesophageoal

adenocarcinoma Until unacceptable
Pombrolizumab 200 mg QIW .
foxicity, disease

* HER2/neu negative, (to 35 cycies)
PD-L1-positive disecase 5 progression, or
(CPS 21) Ch henpf patientUphysician
withdrawal decision
+ECOGPSODor

Stratification Factors
* Reglon®

* Locally advanced or
motastatic disoase

* 5-FU or Capecitabine Primary endpoints: OS and PFS
Secondary endpoints: ORR, Safety

Ui Amerie e/ Austints Ass (Bouh Soren Mang Rang Taimen Jepasi Mesl of Wordd (niating Buu™ Amecw )
v gl on of gomle shdumab masedher diry wae Nl lhweted
Pesoersdy Compann 30 md'm’ QIW = 670 000 mam ' A b dous QIW o capesAaere D 2004 O (S miatin sy 50 c0iend 00 1 o pnms o0 a9 Sttty geviednss



Statistical Considerations

Overall alpha for study was controlled at one-sided 2.5% across all comparisons

PvsC P+Cvs C P+Cvs C P+CvsC
OS Non-inferiority* OS Superiority OS Superiority PFS Superiority
CPS 21 (a = 0.004) CPS 210 (a = 0.0075) CPS 21 (a=0.0125) CPS 21 (a = 0.001)

PvsC PvsC P+Cvs C
OS Superiority OS Superiority ORR Superiority
CPS 21 (a=0) CPS 210 (a=0) CPS 21 (a=0)

* Hypotheses in top row tested first and in parallel

- Remaining hypotheses tested only if preceding hypothesis was positive
- Prespecified analysis plan allowed alpha passing from successful hypotheses

* Final analysis: planned to occur 222 months after last patient was randomized and ~415
OS events observed in P+C and C treatment groups in patients with PD-L1 CPS 21




coTherapy
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A [
network ; OncoThera
PFg \ 0S Step 1 Step 2 Step 3
. \ s1 L lfyn.ot =l s2 _ If.nio! e AP
¢ P<0.05 significant P=0.025 significant P=0.017
| l
é S ChemOth.erapy-*' If significant Ifsignliﬁcant If significant
A/ | pembrolizumab Superiority ' 1 )
N T il Sleeae b design Significant Significant Significant
\ effect in S1, effect in S2 effect in AP
& Chemotherapy 52, and AP and AP
Q? ________ Non-inferiority
Q 5 . . . . .
by design o Multiplicity — splitting o

Pembrolizumab

* Subgroup analyses

N « Sample size compensation
v\’ BRING SIMPLICITY BACK TO US

e

THE ROYAL Dmitrienko & D’Agostino N Engl ] Med 2018

MARSDEN

Presented By lan Chau at 2019 ASCO Annual Meeting



KEYNOTE-062: Pvs C

Key Eligibility Criteria

* Locally advanced,
unresectable or
metastatic gastric or
gastroesophageal
adenocarcinoma

N = 256

Pembrolizumab 200 mg Q3W
for up to 35 cycles®

Until unacceptable
toxicity, disease
progression, or
patient/physician
withdrawal decision

* HER2/neu negative,
PD-L1-positive disease
(CPS 21)

+ECOGPS Oor1

Stratification Factors N = 250 Placebo

+
Chemotherapy

* Region®

* Locally advanced or
metastatic disease

> 5-FU or Capecitabine Primary endpoints: OS and PFS

Secondary endpoints: ORR, Safety

3EU/North Americal/Australia, Asia (South Korea, Hong Kong, Taiwan, Japan), Rest of World (including South America)
bAdministration of pembrolizumab monotherapy was not blinded.
‘Chemotherapy: Cisplatin 80 mg/m? Q3W + 5-FU 800 mg/m?/d for 5 days Q3W or capecitabine BID d1-14 Q3W (Cisplatin may be capped at 6 cycles as per country guidelines).

Presented By Josep Tabernero at 2019 ASCO Annual Meeting



Overall Survival: P vs C (CPS 21)

100 ~ Mediana di trattamento Events HR(99.2%Cl) NP
90 4 Pembro 79% 0.91 1.2
Chemo  86% (0.69-1.18)
80
70 - ;12-(110 rate
147% i 24-mo rate

= 60 4 146% ' 27%
o~ : ; "

) Y T Y L I Median (95% CI)®
(7)) : 5 10.6 mo (7.7-13.8)
o 40 - 11.1 mo (9.2-12.8)

30 -
20 - ;
10 - § -
0 T 1 1) 5 T i 1 T L L] L L)

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Time, months

201 162 139 120 107 94 83 59 38 23 12 2 0 0
230 192 144 114 94 75 49 38 21 15 6 2 2 0

#rgin; °HR (95% CI)= 0.91(0.74-1.10), P = 0.162 for superiority of P vs C; Data cutoff: March 26, 2019.

No. &

aN|, non-inferid
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Overall Survival: P vs C (CPS 210)

100 ~ Mediana di trattamento Events HR (95% Cl)

90 Pembro 66% 0.69

80 - Chemo 83% (0.49-0.97)

70 4 12-mo rate

 S7% ! 24-mo rate

g 907 bl  399%
L TS ORI B N s R Median (95% Cl)
n } ; 17.4 mo (9.1-23.1)
O 40- : 10.8 mo (8.5-13.8)

20- |

10 - L

o L] L] E L] Ll L] i L) Ll L] L] L] L)

Time, months

. 71 62 56 52 50 45 40 32 22 13 ] 4 0 0
82 70 53 42 33 28 20 16 8 7 3 0 0 0
Data cutoff: Marc 019.
Pembro 14 MSI EBV ?
182/506 (36%) Chemotherapy 18 MSI
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No benefit for pembrolizumab over paclitaxel in CPS 21
KEYNOTE-061 Overall Survival

100+ Events HR (95% Cl) P
90 Pembrolizumab 151 0.82 0.04205
. (0.66-1.03)
Paclitaxel 175
| 80+
704 39.8% 25.7%
o 604 27.1% 14.8%

BN Median (95% Cl)
o 50 ,/ 9.1 mo (6.2-10.7)
(@] 40- \ / 8.3 mo (7.6-9.0)

30+

20+

10+ _I“““‘-"'—Lu.l.u_l

0 M L) L
0 6 12 18 24 30
Months
No. at risk
196 114 78 39 14 0
199 130 54 23 T % Blemorial Sloan Kettering
Shitara, Lancet 2018 Cancer Center



MAGIC OVERALL SURVIVAL

ACCORDING TO MSI
100, — Chemotherapy 210 CLASSIC TRIAL & MSI RESULTS
- surgery, MSS or MSI-L
80 ~— (hemotherapy and
surgery, MSI-H TR
s Suirery, MSS o7 MSI-L " & -
R 604 e Surgery, MSI-H e Vo MSS benefit from chemotherapy
: ;: -
A 40 | s MS! no benefit from chemotherapy
—— T )
20+
0 T ™ T T T T T ™ T T 1
0 1 2 3 4 5 6 7 8 9 10
Time From Surgery, y

8% gastric cancer in MAGIC were MSI
More common in older females
No MSI patient had TRG 1-2

Smyth et al, JAMA Oncol. 2017 Sep 1;3(9):1197-1203,,



Progression-Free Survival: P vs C

CPS 21 CPS 210
100 Events HR (95% Cl) 100 Events HR (95% CI)
901 901
Pembro 88% 1.66 Pembro 80% 1.10
801 Chemo 89%  (1.37-2.01) 801 Chemo 89%  (0.79-1.51)
70 i12-morate 01 i12-morate
2 60 ok e 60 j21%
= 119% s 116%
[72] : y :
K 50 Median (95% Cl) 2. 30 Median (95% CI)
401 2.0mo (1.5-2.8) 2 40 2.9mo (1.6-5.4)
6.4 mo (5.7-7.0) 6.1mo (5.3-6.9)
301 30-
20+ 20
101 101 —_—
o L T 1 5 2 ) L 1 l 1 1 L L T 1 0 L) Ll L i T L} [ ) L) T T L} T Al L}
0 3 6 9 1215 18 21 24 27 30 33 36 39 4 0 3 6 9 12 15 18 21 24 27 30 33 36 39 4
No. at Risk Time, months No. at Risk Time, months
256 81 61 44 30 24 17 8 5 - 3 0 0 0 0 92 40 30 24 17 15 10 6 5 - 3 0 0 0 0
250 199 125 70 43 27 14 T 5 2 1 1 0 0 0 9 68 43 20 13 8 5 3 2 0 0 0 0 0 0

PFS assessed per RECIST v1.1 by blinded independent central review (final analysis of PFS occurred at IA2), Data cutoff: Sept 28, 2018.
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Response Summary: Pvs C

CPS 21 CPS 210

ORR, Median DOR, ORR, Median DOR,

i % mo (range) b2 % mo (range)

90 4 Pembro 14.8 13.7 (1.4+to 33.6+) 90 - Pembro 25.0 19.3 (1.4+ to 33.6+)
2 80+ Chemo 37.2 6.8 (1.4+to 30.4+) . 90 Chemo 37.8 6.8 (1.5+to 30.4+)
o 70 o 704
§ 60 § 60 -

@ 50 & 50

Z 40 - ‘: 40

@ 30- @ 304

é 20 4 ‘g 20 4

& 104 E 10 - l—\_’
T T S 3 & 3 BB e E B E RS E w2

Mo ot Rk Time, months Mo, ot Risk Time, months

10 0 1 " ) ' 7 5 i 2 0 0 q 0 u » L ’ 5 ) ) ) ) 2 1 0 9 0 0

Response assessed per RECISTv1.1by blinded independent central review. Data cutoff: March 26, 2019.
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KEYNOTE-062: P+C vs C

Key Eligibility Criteria
* Locally advanced,
unresectable or
metastatic gastric or
gastroesophageal
adenocarcinoma

* HER2/neu negative,
PD-L1-positive disease
(CPS 21)

*ECOGPSOor1

Stratification Factors
* Region®

* Locally advanced or
metastatic disease

Pembrolizumab 200 mg Q3W
(to 35 cycles)
+

Chemotherapy*

Placebo
+

Chemotherapy

Until unacceptable
toxicity, disease
progression, or
patient/physician
withdrawal decision

*5-FU or Capecitabine Primary endpoints: OS and PFS

Secondary endpoints: ORR, Safety

SEU/North America/Australia, Asia (South Korea, Hong Kong, Taiwan, Japan), Rest of World (including South America)
bAdministration of pembrolizumab monotherapy was not blinded.
‘Chemotherapy: Cisplatin 80 mg/m? Q3W + 5-FU 800 mg/m?/d for 5 days Q3W or capecitabine BID d1-14 Q3W (Cisplatin may be capped at 6 cycles as per country guidelines).
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Overall Survival: P+C vs C (CPS 21)

100 - Events HR (95% Cl) P

90 - Pembro + Chemo 80% 0.85 0.046
80 - Chemo 86% (0.70-1.03)

707 i 12-mo rate
{ 539% ; 24-mo rate
t 46% $ 24%

60
50 -
40
30 -
20
10 1

0 L) L) L) :l L) .l L) L) L) L) L) 1

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at Risk Time, months

Median (95% CI)
12.5 mo (10.8-13.9)
11.1 mo (9.2-12.8)

0S, %

194 165 136 105 88 74 52 33 i7 8 5 1 0

250 230 192 144 114 94 75 49 38 21 15 6 2 2 0

Data cutoff: March 26, 2019.

Presented By Josep Tabernero at 2019 ASCO Annual Meeting



Overall Survival: P+C vs C (CPS 210)

100 Events HR (95% CI) P
90 A Pembro + Chemo 76% 0.85 0.158
Il Chemo 83% (0.62-1.17)
80
70 7 12-mo rate 24 .
% 60' E:n.n izsgworae
o T [N SR ;. . TSRS Median (95% ClI)
n 50 ' : 12.3 mo (9.5-14.8)
(@] 40 - 10.8 mo (8.5-13.8)
30
20 1 ! i ll y 1 L
10 A |
o ] 1 1 :l 1) 1) T .l T T T L) 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at Risk Time, months
% ® T B8 A B 28 oo # & 1 3 & o6 o

Data cutoff: March 26, 2019.
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Progression-Free Survival: P+C vs C

100;
901
801
701
601

CPS 21

Events (95%Cl) P

Pembro + Chemo 83% 0.84 0.039
Chemo 89% (0.70-1.02)

i12-morate
126%
119%

50
401
301
201
10+

PFS, %

Median (95% Cl)
6.9mo (5.7-7.3)

6.4 mo (5.7-7.0)

0 T
0 3

No. at Risk

250 199 125 70 43 27 14 7

T

134

1

"
[
1 L} L L L) T 1 L L} ] 1

6 9 121518 21 24 27 30 33 36 39 4

Time, months
40 26 16 10 4 3 0 s 0 0

5 2 1 1 0 0 0

PFS, %

CPS 210
1004 Events (95% Cl)
90 Pembro + Chemo 79% 0.73
80- Chemo 89% (0.53-1.00)
701 §12-mo rate
'31%
60; 116%
S0 Median (95% Cl)
40 5.7mo (5.5-8.2)
6.1 mo (5.3-6.9)
30+
20-
10+
0 1 1 I l' T 1] L T 1 T 1 L T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 4

No. at Risk

Time, months

90 68 43 20 13 8 5 3 2 0 0 0 e c 0

PFS assessed per RECIST v1.1 by blinded independent central review (final analysis of PFS occurred at IA2), Data cutoff: Sept 28, 2018.
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Response Summary: P+C vs C

CPS 21

ORR, Median DOR,

% mo (range)
100 - 100 «
8y Pembro + Chemo 48.6 6.8 (1.4+to 34.7+) o
+ 50, Chemo 37.2 6.8 (1.4+10 30.4+), w0
$ 0] g 70
c c
2 604 § 60 -
w
S s0 @ 50+
c £ 40
; 40 4 P
€ 30- § 30 -
F 20- Lo 1 ® 20
o o
10+ 10 -
0 — 0
0 9 12 15 18 21 24 27 30 33 36 39 42 0
No. at sk Time, months Mo at Hisk

CPS 210

ORR, Median DOR,

% mo (range)
Pembro + Chemo 52.5 8.3 (1.6+ to 34.7+)
Chemo 37.8 6.8 (1.5+ to 30.4+)

)

3

k1

12 15 18 21 24 27 30 33 36 39
Time, months

) 3 3 ) ¢ 3 q

Response assessed per RECIST v1.1by blinded independent central review, DOR, duration of response; Data cutoff. March 26, 2019.
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Conclusions

» Similar benefit on overall survival of pembrolizumab versus chemotherapy
as first-line therapy in patients with advanced G/GEJ cancer with CPS 21

* Favorable effect on overall survival of pembrolizumab versus chemotherapy
in patients with advanced G/GEJ cancer with CPS 210

» Better tolerability profile with pembrolizumab vs chemotherapy

* Modest additional benefit of pembrolizumab plus chemotherapy versus
chemotherapy with manageable safety profile
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Che cosa abbiamo imparato da questo studio?

* Che probabilmente il CPS non e su(e)fficiente
nello stomaco

* |a selezione dei pazienti responsivi (MSI; EBV;
altri fattori di selezione: PDL-1>50%"7)

* |l disegno degli studi semplice!!!




Abstract #4003

ABC-06 | A randomised phase Ill, multi-centre, open-label study of
Active Symptom Control (ASC) alone or ASC with oxaliplatin / 5-FU
chemotherapy (ASC + mFOLFOX) for patients with locally advanced
/ metastatic biliary tract cancers (ABC) previously-treated with
cisplatin/gemcitabine (CisGem) chemotherapy

Angela Lamarca, Daniel H Palmer, Harpreet S Wasan, Paul | Ross, Yuk Ting Ma, Arvind Arora,
Stephen Falk, Roopinder Gillmore, Jonathan Wadsley, Kinnari Patel, Alan Anthoney, Anthony Maraveyas,
Justin S Waters, Claire Hobbs, Safia Barber, David Ryder, John Ramage, Linda M Davies,
lohn A Bridgewater, Juan W Valle

on behalf of the Advanced Biliary Cancer (ABC) Working Group

ABC-06 study design aAma

Phase lll, randomised, open-label Active Symptom Control (ASC) Follow up
* May include: biliary drainage, antibiotics,

Inclusion criteria analgesia, steroids, anti-emetics etc * Overall survival =
* Histo/cytologically verified * 4-weekly clinical review primary end-point
advanced BTC 0 < « Until death or
* ECOG performance score 0-1 Arm B until completion

» Progression after 1*-line i Active Symptom Control + mFOLFOX of 12 months

after enrolment

CisGem * Chemotherapy every 14 days for up to 12 cycles ‘
* Max 6 weeks progression to * Day 1: Oxaliplatin 85mg/m?, L-folinic acid 175 mg of t\he final
randamication (or folinic acid 350 mg), 5 FU 400 mg/m? {bolus), pavans

(whichever

5 FU 2400 mg/m* 46 hours continuous infusion _
happened first)

* 4-weekly clinical review after chemotherapy
* 3-monthly radiological assessment

* Adequate haematological,
renal & hepatic function

Platinum sensitivity (yes vs, no; determined from first-line CisGem®*)
Serum albumin (<35 vs. 235 g/L)
factors Stage (locally advanced vs. metastatic disease)

Stratification

*determined trom Hest-li Iuem 1Sitive |progression aftar thres mantles 90 duys] of day 1 of the st ogclo of 1% dne ChiGam |, refractary [progression during 1% e Lo ), resistant (progresalon
inof day 1 of the last cpcle aof 1 line CisGam), (




Primary end-point: Overall Survival (ITT)

Overall survival by trial arm Ak Am B

(ASC +
(ASC alone) EOLEON)

* The primary end-point was met: : ) L 0.69 (85% C10.50.0,97)
adjusted* HR was 0.69 (95% Cl o ue— p=0.031
050_097' p:0031) for OS in Madian 05 53months 6.2 manths

G-month survival-rate 35.5% 50.68%
favour of ASC + mFOLFOX arm (vs

ASC)

12-month survival-rate 11.4% 5.9%

% of patients alive

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

12 18 211 24
Number at risk Months from randomisation

ASC mlone 12 9 7 5 3 1
SC + InFOLFOX 25 P23 ] 6 4 3

Regression analysis

Primary end-point: Overall Survival (ITT)
Impact of platinum-sensitivity (subgroup analysis)

Platinum sensitive cases Platinum resistant/ refractory cases

Aem A Arm B | Arm A Arm B
|ASC whine ) (ASC = FOLFGX) {ASC pone) (ASC + FOLFOX)}
Hazard ratio* 0.81 (35% D 0.47-1.49) Hazard ratio® 0.63 (35% 01 0.41.0.9¢)

4.8 maondha 5.0 months
(5N 031557 (SN O5T7.0)

5.7 months 66 manthe

[#3%C392.0) {SNCI35340) sousd

Madian 05

% of patients alive
% of patients alive

3 6 9 12 15 18 21 24 27 30 6 9 12 15 18 1 24
rom randomi raiis
S ok ke Months from ra sation e Months from randomisation

ASCalone 34 30 15 7 6 5 B 3 1 1 1 ASC slone 47 13 7 3 2 1 0 Q

+ mPOLFOX 27 21 15 12 11 5 3 4 : | D ASC = mFOLFOX 54 3 25 ! 10 -

* Trend towards better OS for patients with platinum sensitive disease [HR 0.71 (95% ClI 0.49-1.001); p-value
0.050; adjusted for trial arm, albumin and stage in the whole population]

* The effect of mFOLFOX was apparent in both platinum sensitive and refractory/resistant patients




Conclusions

* This is the first prospective phase |l study evaluating the benefit of chemotherapy after
CisGem in patients with advanced BTC

Survival with active symptom control [4-weekly clinical assessment for symptom control, early
detection and treatment of biliary-related complications] was greater than anticipated (5.3 vs 4 mo)

Chemotherapy (mFOLFOX) combined with active symptom control improved OS after
progression to CisGem with:

* A clinically meaningful reduction in risk of death (HR* 0.69)
* A clinically meaningful increase in 6 month (+15%) and 12 month (+15%) OS rate

mFOLFOX chemotherapy combined with active symptom control should become standard
of care in the second-line setting for patients with advanced BTC

Quality of life, health economic evaluation and translational research are ongoing

Ma non é che per caso sia merito del 5FU?

Vi sono dati preclinici e clinici che vedono l'oxaliplatino attivo
anche in pazienti che hanno fatto cisplatino ma ...........




