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Gastric Cancer
* Adjuvant Chemotherapy
« Perioperative Chemotherapy/ Preoperative CT-RT
« MSI Gastric Cancer
« Surgery in stage |V disease

Pancreatic Cancer (PDAC)
« Adjuvant chemotherapy
- Borderline Resectable/Locally Advanced
« Maintenance treatment (POLO Trial)
« SBRT

Rectal Cancer
* Preop intensification
« Total Neoadjuvant Therapy



Gastric Cancer Guidelines

Operable Operable
stage TINO stage >T1 NO

Inoperable or
metastatic

Re-assess
___________________________ Best supportive care if
unfit for treatment

HER2-negative: HER2-00

Figure 1. Gastric cancer treatment algorithm.
HER2, human epidermal growth factor receptor 2; CF, cisplatin and 5-fluorouracil; CX, cisplatin and capecitabine

Smith et al, ESMO guidelines Acta Oncol 2016



Gastric Cancer

Resectable:
* Adjuvant Chemotherapy

« Perioperative Chemotherapy
GEJ:

preoperative RTCT vs preop CT
Stratification

« MSI Gastric Cancer



Gastric Cancer

Resectable:
* Adjuvant Chemotherapy



Adjuvant CT

GASTRIC meta-analysis show 6% benefit for 5-FU based adjuvant CT
Evidences for adjuvant CT mainly from Asian population

« CLASSIC (XELOX)

« ACTS-GC (S-1)

Intensification of adjuvant CT was not proven to be effective in Western
trials (es. ITACA-S)

Adjuvant CT recommended for pts treated with surgery alone

Role of CT-RT in high-risk, N positive resected tumor and in < D2 or R1

resection



ARTIST-2 Trial

Adjuvant chemoRadioTherapy In Stomach Tumor 2

_ 900 patients with CONTROL ARM
Interim D2 resected gastric
analysis adenocarcinoma
pStage Il to Ill, LN+
>34 pts Stratified by (1)
stage, (2) type of
surgery (STG v TG),

Adjuvant Chemotherapy with SOX
(S-Voxaliplatin for 6 mo)

Adjuvant Chemoradiotherapy
(SOX x2 — S-1/RT — SOX x4)

(3) Lauren
classification

Primary endpoint: DFS

$-1: 40-60 mg bid 4/2 wks gbwks

SOX: S-1 40 mg/m? bid 2/1 wks g3wks +
oxaliplatin 130 mg/m? D1

$-1/RT: S-1 40 mg bid daily concurrently
with RT 45 Gy for 5 wks

—_— 00— -1 PP N—=O00 &> 4

1 ClinicalTrials.gov, NCT0176146

f H#ASCOD19
semee s 2019 ASCO 9000 . Park SH et al, ASCO 2019



ARTIST-2 Trial: Results

Adjuvant SOX or SOX + RT were superior in terms of DFS compared to S-1 monotherapy
RTCT- No additional benefit

ARTIST 2 Subgroup Analysis of DFS

S-1 v SOX/SOXRT S$-1/SOX v SOXRT
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18 24 18 24 30 36 42 48

Months Months

3years DFS: S-1-> 65% SOX 2> 78%; SOX-RT = 73%

FRESENTED AT: 2019ASC0 fﬂﬁ:isﬁq . of the muthor.
ANNUAL MEETING  pevmtaion redured for reuse Park SH et al, ASCO 2019



Gastric Cancer

« Perioperative Chemotherapy



Perioperative CT

Perioierative chemotherapy with fluorouracil plus

., oxaliplatin, and docetaxel versus fluorouracil or

capecitabine plus cisplatin and epirubicin for locally

@ ®

Craaitluk

advanced, resectable gastric or gastro-oesophageal junction
adenocarcinoma (FLOT4): a randomised, phase 2/3 trial

Salgh-Eddin A-Eatran NilsHomann, Qaudia Pauligk. Thorsten O Goetze, johannes Meiler, StefanK asper, Hans-Georg Kapp, Frank Mayer,
GeorgMartin Hoag, Kim Luley, Uds Lindig, Wolff Schmiegel, Michael Pohl, jon Stoehimacher, Gunnar Falprecht, Stephan Probst, Nicole Prasnikar,
Wolfgang Fischbach, Rolf Mahlberg, | 6rg Trojan. MichoslKoenigsmann, UweM Mastens Peter Thuss-Patience, Mat thias E gger, Andreas Blodk,
Vil kerHeinemann, Ger ald llerhaus, Makws Moshler Michod Schenk, Frank Kvllmann, Dirk M Befwinger, Michael Heike, Daniel Pink,
Christian Teschendorf, Carmen Lity, Helga Bernhard, Gunter Schuch, Valker Rethwisch, LudwigFischer won Weikersthal, Jérg T Hartmann,
Michael Kneba, Severin Dowm, Korsten Schulmann, Jérg Weniger, Sebastian Balle Timo Goiser, Fuat 5 Oduncy, M arting Glintmer, Wosd Hozaeel,
Alexgnder Reichart, Elkedger, ThomasKrows, StefanM dnig, Wolf O Bechstein, Martin Schuler, Harald Schmalenberg®, Ralf DHofheinz®,

on behalf of the FLOT4-AI0 Investigatarst

cT2 or higher
nodal positive (cN+)
716 pts

PCR FLOT: 16% vs ECF 6%, p=0,02)
Lancet Oncol 2015

1.0 + Censored
Log-rank p=0.0117 ECF/ECX FLOT
0.8- mOS 35 months 50 months
> [27-46] [38-nq]
3 HR  0.77 [0.63-0.94]
_§ 0.6 p=0.012 (log rank)
a
8 o04-
E OS rate™ ECF/ECX FLOT
@ 0.2- Arm (as randomized) 2y 59% 68%
= ECF/ECX 3y 48% 57%
— FLOT
0.0 5y 36% 45%
0 12 24 36 48 60 72 *projected OS rate
Overall survival (months)
ECF/ECX 360 287 202 126 83 33
FLOT 356 297 231 140 87 39

Serious adverse events similar in the 2 groups 27%

Al Batran SE et Al, Lancet 2019



Gastric Cancer

GEJ:
preoperative RTCT vs preop CT
Stratification

« MSI Gastric Cancer



Neoadj CTRT in adenoca GEJ

Gastric Cancer (2019) 22:245-254
https://doi.org/10.1007/510120-018-0901-3

REVIEW ARTICLE

@CrossMark
Neoadjuvant chemoradiotherapy or chemotherapy
for gastroesophageal junction adenocarcinoma: A systematic review

and meta-analysis

Fausto Petrelli' - Michele Ghidini? - Sandro Barni' - Giovanni Sgroi® - Rodolfo Passalacqua? - Gianluca Tomasello?

22 studies
18,260 patients included
14,709 neoadjuvant CTRT 3551 patients CT alone



Neoadj CTRT in adenoca GEJ

Overall Survival (18 studies)

Hazard Ratio
IV, Random, 95% ClI
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Favours CTRT Favours CT

HR 0.95 (95% CI 0.84-1.07; P = 0.41)

DFS (12 studies)

Hazard Ratio
IV, Random, 95% CI

056 07 1 15 2
Favours CTRT Favours CT

HR 0.85 (95% CI 0.75-0.97; P = 0.01)



Neoadj CTRT in adenoca GEJ

0dds ratio of PCR was 2.8 in favor of CTRT (95% CI 2.27-3.47;P < 0.001).

CTRT improved locoregional recurrences rate (OR 0.6, 95% C|
0.39-0.91; P = 0.01)

CTRT DID NOT improved distant metastases rate (OR 0.81, 95% Cl
0.59-1.11; P = 0.19)

After CTRT a significant proportion of pts did non receive adj CT
(post surg rec, complications, deaths)



Gastric Cancer

Stratification

« MSI Gastric Cancer



MSI-H in Gastric Cancer

MSI-H is found in about 8-10% of GC

Elderly patients, Female, Stomach site, Intestinal subtype

Better prognosis and possible detrimental effect from peri-

operative CT and no benefit from adjuvant CT (exploratory analysis

from MAGIC and CLASSIC trials)

CIN

* TP53 mutation

* Intestinal histology

* RTK-RAS activation

EBV

* PIK3CA mutation

* PD-L 1/2 overexpression
* EBV-CIMP

* CDKNZ2A silencing

* Immune cell signalling

GS
* Diffuse histology
*CDH1, RHOA mutations
*CLDN18-ARHGAP fusion
* Cell adhesion

MSI
* Hypermutation
* Gastric-CIMP
* MLH1 silencing
* Mitotic pathways

Bass AJ et al, Nature 2014



Individual Patient Data Meta-Analysis of the
“Value of Microsatellite Instability As a Biomarker
in Gastric Cancer

Filippo Pietrantonio, MD*-=; Rosalba Miceli, PhD'; Alessandra Raimondi, MD?*; Young Woo Kim, MD, PhD?; Won Ki Kang, MD?;
Ruth E. Langley, MD, PhD"; Yoon Young Choi, MD®; Kyoung-Mee Kim, MD, PhD% Matthew Guy NMankivell, MSc®; Federica Morano, MD?*;
Andrew Wothers poon, MBBChHh®; Nicola Valeri, MD, PhD®%; Myeong-Cherl Kook, MD, PhD? Ji Yeong An, MD, PhD%;

Heike 1. Grabsch, MD, PhD, MBA*"**; Giovanni Fuca, MD*; Sung Hoon Moh, MD, PhD®; Tae Sung Sochn, PhD% Sung Kim, MD%;

Maria Di Bartolomeo, MD'; David Cunningham, MD*®; Jeeyun Lee, MD? Jae-Ho Cheong., MD, PhD®; and

Elizabeth Catherine Smyth, MD??*

PUISLIO

Jodax |

IPD meta-analysis of prognostic/predictive role of MSI in resected GC pts from
MAGIC, CLASSIC, ARTIST and ITACA-S

121/1156 (7.8%) had MSI-H and had longer DFS and OS

_ 0 0
10 5-yrs DFS 71.8% vs 52.3% 104 5-yrs OS 77.5% vs 59.3%
2= 094 0.9 1
= 0.6 = 0.3
= =
z 074 t_; 0.7 4
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8 os & 0.5
L 04 = 0.4+
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g 0.3 § 0.3
o 027 WSl high 0.2 9 —— M5l high
B 014 —— MSSMSIlow 0.1 4 —— MSSMSI low
T T T T T T T T T T T T T T
0 12 24 36 a8 60 72 84 0 12 24 36 ag 60 72 B4
Time {months) Time {months)
Mo. at risk (No. censorad) Mo at risk {No. censorad)
—_— 121 1(0) 102 1(2) 93(3) 20 (6) 67 (25} A4 (47} 21 (B8} Big7] —_— 12100 107 {3) 101 14) a3 (8) 72 (271 47 (51) 24172} gla3)
— 1,435 10) 1,163 (14) 933 (20} B20 (45} 616(198) 415 (373) 226 (557) 52 (745) — 1,435 (0) 1,275 (18) 1,080 (41} 944 (68] 699 (243) 458 (441) 248 {645} 50 (851}

Pietrantonio et al, J Clin Oncol 2019
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= Individual Patient Data Meta-Analysis of the
- Value of Microsatellite Instability As a Biomarker
in Gastric Cancer

Filippo Pietrantonio, MD*-=; Rosalba Miceli, PhD'; Alessandra Raimondi, MD?*; Young Woo Kim, MD, PhD?; Won Ki Kang, MD?;

Ruth E. Langley, MD, PhD"; Yoon Young Choi, MD®; Kyoung-Mee Kim, MD, PhD% Matthew Guy NMankivell, MSc®; Federica Morano, MD?*;
Andrew Wothers poon, MBBChHh®; Nicola Valeri, MD, PhD®%; Myeong-Cherl Kook, MD, PhD? Ji Yeong An, MD, PhD%;

Heike 1. Grabsch, MD, PhD, MBA*"**; Giovanni Fuca, MD*; Sung Hoon Moh, MD, PhD®; Tae Sung Sochn, PhD% Sung Kim, MD%;
Maria Di Bartolomeo, MD'; David Cunningham, MD*®; Jeeyun Lee, MD? Jae-Ho Cheong., MD, PhD®; and

Elizabeth Catherine Smyth, MD??*

MSS/MSI-L pts had benefit from adj chemotherapy
. 5-year OS was 62% versus 53% (HR, 0.75; 95% CI, 0.60 to 0.94) for surgery plus
chemotherapy vs surgery alone

Q
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1odad per

MSI-H pts did not benefit from chemotherapy
. 5-yrs-OS was 83% vs 75% for surgery alone vs surgery plus chemotherapy

1.0 1.0
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Time {months) Time (months)
No. at risk (No. censored) No. at risk {(No. censored)
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— 422 (0} 361(7) 209(20) 245(31) 197 (56) 138(101) 77 (157} 18 (219} — 422 (0} 361 (7) 299(20) 245i(31) 197(56} 138 (101} 77 (157} 181(219)
— 1,013 (0} 914 (11} 790 (21) 699(35) 502 (187) 320 (340) 171 {488} 41 (632) — 426 (0} 377 (7 321(14) 281i26) 235(57) 177 (102} 111(16@) 35 (263) Pietrantonio et al J Clin OnCOI 201 9
’




Gastric Cancer

Resectable:
« Adjuvant Chemotherapy - doublet CT is better DFS than mono therapy, RT no

additional benefit
« Perioperative Chemotherapy—> FLOT better that ECF

GEJ:
preoperative RTCT better DFS than preop CT, same OS
Stratification

 MSI Gastric Cancer-> MSI-H better prognosis, less response to CT



Pancreatic Cancer Guidelines

Adequale
SWJ'"Q (Fig1)

v v v v

WV N 8 a4 N ( NV g V'
Resectable Borderline Locally Metastatic
pancreatic cancer resectable advanced pancreatic cancer
Lpancrealn: cmoetj pancrealic cancer
- »
{ N g I S " N
Neoadjuvant ChT Chemotherapy
+/-RT Gemeitabine
6 months
_r’ —
N 4 < N
Adjuvant Surgical ‘ *
chemotherapy exploration
5FU + LV or Therapeutic goal W B bl
Gemcitabine RO resection PSOor1 PS2 and/or PS 3-4 or
\ ) bilirubin level comorbidities
higher than
15xULN
W b <l
If resectable If non resectable
Resection Chemotherapy
+ adjuvant Gemeita blne alone | | Best supponlve
treatment care

I FOUIRINOX ' Gemc!abme‘
nab-paclitaxel

Ducreux et al, ESMO guidelines Acta Oncol 2015



Pancreatic Cancer (PDAC)
 Resectable pancreatic cancer
« Borderline Resectable
 Locally Advanced

« Metastatic cancer



Pancreatic Cancer (PDAC)

 Resectable pancreatic cancer



Adjuvant Chemotherapy: PRODIGE 24

NCT01526135 mFolfirinox
Oxaliplatin 85 mg/m’, Leucoveria 400 mg/m’,

-CAL19-9 level (S 90 vs 91179 U/m)
- N0 (< 12 v3 2 12 examined nodes)
vipN]

1000 mg/m’, qw 1/4 weeks;
§ oyvhes

R Iringtecan 180 mg/m**, all t D1
- R0 or R resected pancreatic cancer A :mnod(u:;wwmllu‘u'omum
- postoperative CT-1can mandatory - weeks "“'"
« CA19-9 level < 180 U/mi within 12 N Reduced to 150 mg/m’ ofter patient 162
weeks after surgery D
Stratification: o
- comter
e ey e ™ Gemcitabine
|
Z
E

G Il 11T 121050 - & months of chemotherapy
« CT scans: every 3 months

Secondary endpoints: OS, Safety, CSS, MFS
493 pts randomized over 77 french and canadian centers

Conroy et al. NEJM 2018



PRODIGE 24: Efficacy

PRODIGE 24/CCTG PA.6

Disease-Free Survival Overall Survival
Stratified HR=0.58 [95%Cl: 0.46-0.73], p<0.0001 Stratified HR=0.64, [95%C]: 0.48-0.86), p=0.003

mFOLFIRINOX - 21.6 months [95%Cl: 17.7-27.6) mFOLFIRINOX - 54.4 months [95%Cl: 41.8 - NR)
Gemcitabine - 12.8 months [95%Cl: 11.7-15.2) - Gemcitabine - 35,0 months [95%Cl: 28.7-43.9)

nsoresn, 20ASCO  mscos o ‘ *
ANNUAL MEETING sy St I ot

Conroy et al. NEJM 2018



Pancreatic Cancer Guidelines

Diagnosis of pancreatic carcinoma

eUpdate — Cancer of the pancreas treatment
. staging (Fig 1.)
recommendations

Published: 15 March 2019. Authors: ESMO v v v v
Guidelines Committee s

4 V N | i vV 3 V
Resactable Borderline Locally Metastatic
pancrealic cancer resectable advanced | pancrealic cancer I
Lpanuea(lc cmoet) Lpmcreaﬂc cancerJ
ADJUVANT CT IN RESECTABLE CANCER Sugey 'moad.xaagcm‘ 'cgem‘oae,apy‘
+- emcitabine
6 months
* mFOLFIRINOX PRODIGE 24/CCTG PA.6 trial I ——’
. . . o | aeiea ||
* Gemcitabine/capecitabine in more frail patients ... B e v v v
5FU + LV or Therapeutic goal l i WA b
. Gemcitabine RO resection PSOor1 PS2 and/or PS 3-4 or
(age > 70, Eastern Cooperative Oncology Group performance \ J "#1':’%2',”"'5,,“*' comorbidities
| | 15xULN
status 2, or patients who have any contraindication to the

N

: If resectable If non reseclable
drugs used in FOLFIRINOX) ESPAC-4 Resection Chemotherapy
+ adjuvant Gemcnlabme alone| | Best supporme
treatment care

* Gemcitabine alone should be used only in frail

patients | FOLFIRINOX l‘ Gemciobine + I
nab-paclitaxel

Ducreux et al, ESMO guidelines Acta Oncol 2015




Adjuvant CT: APACT Trial

. Phase Ill, international multicenter, randomized trial

*  Primary Endpoint: Indipendently assessed DFS
«  Secondary Endpoints: OS, Safety

Petients2 18yof )
age with confirmed
resected POAC
[T1-3 NO-1, MO|;

ot 125 mg/m’ qu 3/d «

- Gem 1000 mg/m’qw 3/4

x6 cycles

RO/RY; ECOGPSO
or 1; CT without
ewidence of disease
Ca1%8< 1
U/mL; no prier

Y |

Randomized 1:1
A

1 weeks after surgery

ArmB

Gam 1000 mg/m“qw 3/4

X B cycles

America, Europe and Australia vs Asia Pacific)

2019 ASCO

ANMNUAL MEETING

FRESENTED AT:

#ASCO19

SAMIES Gre (e propenty of the qurhor,
permimion required for fewse.

End of treatment
Treat for 6 oycles
unkess recurrencs,
death, unacceptabie
tomcity, consent
withdrawal, or
patient,/physician
decison

\: ¥

b

Follow-up
Aadiokgical eveluation
for £ Syears ter
last dose or until
reOJITeNCE, e Cancer
thesapy, or death;
safety assessment for
28 days after last dose

J

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

Stratification factors: resection status [RO vs R1); lymph node status (IN+ vs LN-); geographic region (North

Tempero MA et al, ASCO 2019



APACT Trial: DFS

IR-assessed DFS NabP+Gem Gem HR (95% Cl)
Median, mo 19.4 18.8 0.88 (0.73,
1.06)

PRIMARY ENDPOINT:
INDEPENDENTLY ASSESSED DFS (ITT POPULATION)

INV-assessed DFS NabP+Gem Gem HR (95% Cl)
Median, mo 16.6 13.7 0.82 (0.68,
0.99)

PRESPECIFIED SENSITIVITY ANALYSIS:
INVESTIGATOR ASSESSED DFS

=]
vy

Median imvestigator assessed DFS

AatP + Gem: 16.6mo

G 137

{HR 0.22:95% C, 0,694 -0 965 nomeal P= 0.0168)
Mursber of eserts: 5T1

Probability of DFS, %
B oM & =2 B 3 =B R
i i ry i i i i i

=
>

bt Madianindependentlassessed DFS
&4 ratP + Gem: 19 4 morihs
< Gem. 18 i
3 5 [HR.0.88. 95 C1, 0.728- 1,063, siratfied kog-rark P = 0.1624)
] a Nurberof evenis. 43
866 pts g \
enrolled 3o
io
rm———
iy
£
3}-
e P
(R -
[

-

Flients if risk

-
-
- o
a-
o

=

T T T T T T T T T T —TTT T
H X0 N XN X N L &4 N

Patiarts a st Months

* The concordance rate between disease recurrence by independent radiological review and by investigator
review was 77%

FRESENTED AT:

#ASCO19

2019 ASCO

ANMNUAL MEETING

SAMIES Gre (e propenty of the qurhor,
permimion required for fewse.

Tempero MA et al, ASCO 2019



FUP med 38.6
months

Overall survival:

40.5 months vs
36.2 months,

(HR = 0.82; P = .045).

APACT Trial: Interim OS, Safety

*  Primary endpoint (independently assessed DFS) not met
*  Final OS data may clarify the role of adjuvant nab-P and

gemcitabine in adjuvant treatment of resected PC

TOXICITY
86% experimental arm vs 68% single-agent arm
Event, n (%) nab-P + Gem Gem
L Median interim OF (8% mature) Safety summary (n=429) (n=433]
4 na-P + Gem:40.3mo Patients with 2 1 grade 2 3 TEAE 37 86] 285 [68)
J G 3320 . Patients with 2 1 serious TEAE 176 41 %6 (23)
1 [HR 0 B2, 95% CI, 0,680 - 0.996; normnal P = 0043}
' T i in
;E o Numbe ofevent: 427-Vedan okow<.p, 38 Smonths mzauwm EAES (occurring in 2 5% of patients in ither treatment arm)
8 Any hematologic TEAEs 250 (58] D4 (43)
5 04 Neutropenia 2112149 1B4 [43)
> . Anemia 63(15) 1
E leukopenia 36 (8) 0[5
5 [ Febile neutropenz n )
Eo %1 Grade 2 3 nonhematologic TEAES (accurring in 2 5% of in efthr treatment arm) ]
F i Peripheral neuropathy (SM0Q)* B4 (15) 0
B e 38.6 months Fatigue 2|10) 123
Diarrhes n{s) A1)
™r—rrereTrere T B — — | e | Asthena 3!||5:| E‘EJ
B0 B ¢ 215 W N MT WY BN L L LN Y Hypertensio 74 06
Months
Pollnks strisk » TEAEs led to deathin 2 patients in each arm
mbPeGamdl 47 €0 &6 3 45 364 M 3M B4 X MO MM @ 1

* Ten patients | 16%) with grade 2 3 peripheral neurapathy improved to grade €1

;1
Gemddd 415 404 388 3M IO M I OMD M X0 W 'R W M OB 10 2 i " ) "
* The Incidence of TEAEs of special interest—gastrointestinal events, hapatic toxicity, and sepsis—was generally low in both arms

PRESENTED AT: 2019 ASCO' #ASCO019

Sikdes are the property of the outhor.
.

AMNRNUAL MEETING permaimion equired for oes

Tempero MA et al, ASCO 2019



Pancreatic Cancer (PDAC)

« Borderline Resectable



Preoperative CTRT vs CT vs upfront S

RESEARCH Open Access

Network meta-analysis comparing m@w
neoadjuvant chemoradiation, neoadjuvant
chemotherapy and upfront surgery in

patients with resectable, borderline

resectable, and locally advanced

pancreatic ductal adenocarcinoma

Qiancheng Hu'', Dan Wang™, Ye Chen', Xiaofen Li', Peng Cao' and Dan Cao''®

14 publications ( 3 randomized controlled trials) were included

1056 patients received at least one of the three treatment

strategies (RTCT, CT, Upfront S)

Hu et al. Radiation Oncology (2019) 14:120



Preoperative CTRT vs CT vs upfront S

RO resection

0.86

0.66

021
013 013

0.01

Rank 2 Rank 3

® chemoradiotherapy

Overall Survival

1 - 0.98 0.97 0.99
0.8
0.6
0.4
0.2

0 0.02 0.01 0.02 o 0.01
0
Rank 1 Rank 2 Rank 3

®m Chemotherapy  ® Upfront surgery

nu €L dl. nautauun uinicuiogy (2019) 14:120



Pancreatic Cancer (PDAC)

 Locally Advanced



LAPC: GAP Trial

*  Phase Il trial, randomized trial of gemcitabine + nab-P in LAPC

patients
Primary Endpoint: Disease Progression Rate after 3 cycles of CT

QL Cercitabine Capecitabine + AT

GEM 1000 mg/m? No PD
dd1,8,15Q28 )
1:1 Q Disease assessment
—_ for 3 cycles

according to RECIST

= 't b' N Yes PD
emcita .me 2" line treatment
Nab-paclitaxel

< 00D2>r»x

GEM 1000 mg/m?
dd1,8,15Q28
NabP 125 mg/m?
dd1,8,15Q28
for 3 cycles

Cascinu et al, ESMO 2019



GAP Trial: Results

Gemcitabine plus Nab-paclitaxel

« decreased disease progression rate at 3 months (25.4% vs 45.6%, p= 0.01) mainly in
terms of distant metastases

» improved response rate (27% vs 5.3%),

« PFS:7.6 vs 5.1 m (HR 0.71; 90% C10.51-0.99) and OS: 13.1 vs 10.7 m (HR 0.65; 90% Cl 0.44-

0.94)
o Kaplan-Meier survival estimates
C)_ -
o]
l\_ -
o
o
0
o
o]
(\l_ -
o
o
C)_ -
o T T T T T T T
0 6 12 18 24 30 36
analysis time
Number at risk
Arm=1 57 25 8 4 2 0 0
Arm =2 63 39 14 9 4 2 2

Arm =1

Cascinu et al, ESMO 2019



Stereotactic Body Radiotherapy

High dose to the TARGET

5 fractions: pts compliance, association with CT

Increases LC

NO RCT

Restrospective, small studies



Stereotactic Body Radiotherapy

Higher Biologically Effective Dose Predicts Survival in SBRT
of Pancreatic Cancer: A Multicentric Analysis (PAULA-1)

ALESSANDRA ARCELLI', ALESSANDRA GUIDO!, MILLY BUWENGE!,
NICOLA SIMONI?, RENZO MAZZAROTTO?, GABRIELLA MACCHIA?,
FRANCESCO DEODATO?3, SAVINO CILLA*, PIERLUIGI BONOMO?, VALERIO SCOTTI®,
LILIANA BELGIOIA7, GIORGIO TOLENTO!, FRANCESCO CELLINI®, ELISA GRASSI?,
MARIACRISTINA DI MARCO?, RICCARDO CASADEI'?, ALESSIO G. MORGANTI! and SILVIA CAMMELLI!

AIRO-Gastrointestinal Study Group

Large database on LAPC 434 patients from Italian centers

56 pts SBRT with or without CHT January 2013 - March 2018
Endpoints: OS, LC, DMFS, toxicity

Arcelli et al Antican Res 2020



Stereotactic Body Radiotherapy

SBRT Median BED, /3196, > 48 Gy (28-78.7 Gy)

Overall survival

2-year OS 33.8% o=
BEDa/B10Gy=48 Gy 5 80
(HR=0.44, 95% Cl=0.20-0.97, p=0.042) <
E 60—

2-year LC 55.4% H
BEDa/B10Gy>48 Gy = A
(HR=0.34, 95% Cl=0.12-0.97, p=0.045) < ™
2-year DMIFS 22.9% 5
post-SBRT CHT (') ) g ' 1'2 ' 1'8 ' 2'4
(HR=0.22, 95% CI=0.08-0.59, p=0.003) | i s

Number at risk

<48 Gy
Gl Toxicity v B 20 14 4 2
acute GO: 78.5%, G1: 19.6%, G2: 1.9%, Late G32.5% =7 » - " :

(upper gastrointestinal bleeding)
Arcelli et al Antican Res 2020



Stereotactic Body Radiotherapy

Univariate analysis

Variable Patients 6-month 1-year 2-year Median p-Value 6-month 1-year 2-year Median p-Value 6-month 1-year 2-year Median p-Valu
N (%) OS oS OS oS LC LC LC LC DMFS DMFS DMFS DMEFS
Chemotherapy
No 15(26.8) 80.0 58.7 NE 14 <0.001 923 593 NE 14 0376 933 475 NE 12 0.010
Pre-SBRT 18 (32.1) 100.0 944 0.0 24 889 889 NE NR 833 778 NE NR
Post-SBRT 10 (17.9) 90.0 800 60.0 NR 900 686 68.6 NR 90.0 571 429 13
Pre- and
post- SBRT 13 (23.2) 1000 923 549 29 1000 750 375 22 769 308 NE 10
SBRT dose
(Gy)
<30 22(393) 909 722 196 150 0.030 902 575 431 160 0.024 818 495 212 120 0415
=30 34 (60.7) 94.1 88.1 484 200 940 875 553 NR 88.1 598 257 14.0
SBRT dose per
fraction (Gy)
<6 41(732) 927 776 468 200 0.198 973 859 644 NR <0.001 900 593 255 140 0.098
>6 15(268) 933 933 144 160 80.0 533 284 140 733 4677 NE 10.0
BED8Gy10
<48 23 (41.0) 870 69.1 187 150 0.020 902 575 431 160 0.024 824 498 NE 120 0447
248 33(59.0) 970 90.8 499 200 939 874 552 NR 878 596 256 14.0

OS: Overall survival; LC: local control; DMFS: distant metastasis-free survival; ECOG: Eastern Cooperative Oncology Group; cT stage: clinical
tumor stage, cN stage: clinical nodal stage; NE: not evaluable; NR: not reached; SBRT: stereotactic body radiotherapy; BED: biologically effective
dose. Statistically significant p-values are shown in bold.

Arcelli et al Antican Res 2020



Pancreatic Cancer (PDAC)

« Metastatic cancer



PARP inhibitors in metastatic cancer

Olaparib iciesssi doctle BRACA1 and BRACA 2 mutated:
e IRt L )~ o . . .
g L=yl — 0,00 ¢#w»5c  cells with a deficiency
Single strand breaks Double strand breaks in h0m0|0gous recombination repair

v

gBRCAm Cancer Cell _

Non functioning
BRCA protein

— good response to CDDP

4 - sensitive to PARP- Inhibitors

Repair by
homologous
recombination

DNA damage
accumulation
& cell death



Olaparib Mantenance treatment: Polo Trial

‘ ORIGINAL ARTICLE ‘

Maintenance Olaparib for Germline
BRCA-Mutated Metastatic Pancreatic Cancer

Olaparib Increase in double
strand breaks

B e ™ e L
sorfeilyUle — oo #0Ts

Single strand breaks Double strand breaks

Randomized phase lll trial (3:2), double-blind

gBRCAm Cancer Cell _ M ETASTATIC

Non functioning
BRCA protein

v BRACA-1 or BRACA-2 mutated

DNA damage Repair by
accumulation homologous
Sgelicest recombination No PD after cis-platin based CT

PRIMARY END-POINT: PFS
154 enrolled patients (92 olaparib vs 62 placebo)

Golan T et al, ASCO & NEJM 2019



Olaparib Mantenance treatment: Polo Trial

‘ ORIGINAL ARTICLE

Maintenance Olaparib for Germline
BRCA-Mutated Metastatic Pancreatic Cancer

PLACEBO

RESPONSE RATE

12%

MEDIAN DURATION OF
RESPONSE

3,7m

SERIOUS ADVERESE
EVENTS

15%

Golan T et al, ASCO & NEJM 2019



Olaparib Mantenance treatment: Polo Trial

PFS: 7.4 vs 3.8 months, HR= 0.53 (95% Cl, 0.35-0.82) p= 0.004 0S: 18.9 vs 18.1 months, HR=0.91

A Progression-free Survival B Overall Survival
1.0 1.0+
O
0.9 0.94
= 08 Progression-free Olaparib Placebo 0.8
% Survival Group N Group Median, 18.9 mo vs. 18.1 mo
5 o7 mo % 3 o074 Hazard ratio, 0.91 (95% Cl, 0.56-1.46)
@ 6 53.0 23.0 3 P=0.68
2 12 337 145 <
T 06 18 27.6 96 Y 06
g 24 221 9.6 T
m 4
S 054 Median, 7.4 mo vs. 3.8 mo 6 0.54
? Hazard ratio, 0.53 (95% Cl, 0.35-0.82) %S
a
& 0.4 P=0.004 =
= ;;‘ 0.4 Olaparib (N=92; 41 events)
3 03 5
< S
a 0.2 Olaparib (N=92; 60 events)
0.2+ Placebo (N=62; 30 events)
0.1+
Placebo (N=62; 44 events) 0.1
0.0 T T T T T T T T T T T T T T T T T T T T T T T T 1
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 0.0 ; . . ‘ ; . . ; ; . . ; . . ‘ ; . . ; ; . . ; . .
Months since Randomizati 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 Months since Rand i
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 No. at Risk
Placebo 62 39 23 10 6 6 4 4 4 2 2 2 2 1 1 0 t !
Olaparib 92 87 80 71 61 51 46 39 31 28 2016 14 12 9 6 5 4 4 4 2 1 1 0
0

Placebo 62 60 56 50 44 32 29 27 20 18 1410 & 8 6 6 4 1 1 1 1 1 1

Golan T et al, ASCO & NEJM 2019



Pancreatic Cancer (PDAC)

Resectable pancreatic cancer—> adj CT: according to PS

FOLFIRINOX-> doublet GEM/CAPE-> GEM monotherapy

GEM + nab paclitaxel option for pts ineligible to FOLFIRINOX

« Borderline Resectable—> preop CTRT increases RO resection, DFS, NO OS
 Locally Advanced-> gem + nab paclitaxel better results than monotherapy;
consider SBRT is

« Metastatic cancer-> PARP inhibitors in BRACA mutated



Locally adcvanced rectal cancer (LARC)
* Preop treatment intensification

« Total Neoadjuvant Therapy (TNT)



Locally adcvanced rectal cancer (LARC)

* Preop treatment intensification



Preoperative intensification

Contents lists available at ScienceDirect
< : Radiotherapy and Oncology

ELSEVIER journal homepage: www.thegreenjournal.com

The INTERACT Trial: Long-term results of a randomised trial on
preoperative capecitabine-based radiochemotherapy intensified by
concomitant boost or oxaliplatin, for cT2 (distal)-cT3 rectal cancer

ccitabine 1600 my/m? chrono _|
534 resectable / 45 Gy | 55 QY +cape

T3 NO-1 R
Low T2 N1

\ I [
45 Gy ‘5 Gyi 50 Gy + cape-OXa

Valentini V et al. Radiother Oncol 2019




TRG1

TRG1-2

pCR

Preoperative intensification

INTERACT ITALIAN TRIAL
Tumor Response Acute toxicity
XELOX p ACUTE XELOX p
32.9% ns hemat 18% 0.011
52.3% 0039 Gl 10.2% 0.054
Neuro 21% 0.001
26% ns

Valentini V et al. Radiother Oncol 2019



Survival

Preoperative intensification

INTERACT ITALIAN TRIAL

All patients
According to TRG

1,04
—xelac
~ixelox
~—+— xelac-censored DFS
| xelox-censored
— 10
99 —1TRG 3-45
—TRG 1-2
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Valentini V et al. Radiother Oncol 2019



Locally adcvanced rectal cancer (LARC)
* Preop treatment intensification

« Total Neoadjuvant Therapy (TNT)



Total Neoadjuvant Therapy

Preoperative RTCT in LARC

e < 10% local recurrence

 Post CT do not decrease DM

* 259% Distant metastases

, * Induction CT may decrease DM and
* 65% overall survival

increase pCR
* 50% Compliance to post-op CT

* 15% pCR rate Induction



Total Neoadjuvant Therapy

= Randomized Phase Il Trial of Chemoradiotherapy
’g-' Plus Induction or Consolidation Chemotherapy as
~ Total Neoadjuvant Therapy for Locally Advanced
< Rectal Cancer: CAO/ARO/AIO-12

Emmanouil Fokas, MD, DPhil***#; Michael Allgauer, MD*; Biilent Polat, MD®; Gunther Klautke, MD’; Gerhard G. Grabenbauer, MD®;
Rainer Fietkau, MD” Thomas Kuhnt, MD*’; Ludger Staib, MD'*; Thomas Brunner, MD****; Anca-Ligia Grosu, MD*%;

Wolff Schmiegel, PhD, MD**; Lutz Jacobasch, MD**; Jirgen Weitz, MD****”; Gunnar Folprecht, MD**®*”; Anke Schlenska-Lange, MD*;
Michael Flentje, MD?; Christoph-Thomas Germer, PhD?; Robert Griitzmann, MD?; Matthias Schwarzbach, MD**#; Vittorio Paolucci, MD*?;
Wolf 0. Bechstein, MD*; Tim Friede, PhD*%; Michael Ghadimi, MD*°; Ralf-Dieter Hofheinz, MD*'; and Claus Rodel, MD'*#;

on behalf of the German Rectal Cancer Study Group

- Patients with stage Il or Il rectal cancer
« Multicenter, randomized, phase Il trial pick the winner

« Endpoint: increase of PCR from 15% after standard CRT to 25% after TNT



Total Neoadjuvant Therapy

Group A
Induction
g chemotherapy
= FOLFOX (three cycles)
e
LARC B
Stage II-lI 5
=
306 pts =
P e Consolidation

chemotherapy
FOLFOX (three cycles)

0 2 4 6 8 10 12 14 16 18

Primary end point is pCR




Total Neoadjuvant Therapy

Group A
Induction
S / chemotherapy
= FOLFOX (three cycles)
)
LARC B
- =
Stage lI-lll S Group B
306 pts c
P e \ Consolidation
chemotherapy

FOLFOX (three cycles)

0 2 4 6 8 10 12 14 16 18

Weeks
306 pts enrolled

156 in group A

150in group B




End point GROUP A GROUP B
Full RT dose 91% 97%
Full conc 5 FU dose 78% 87%
Full conc oxa dose 76% 93%
Full 5FU dose 93% 90%
Full oxa dose 92% 85%
Median int to Surg 127 days 127 days
G3 acute tox 37% 27%
(diarrhea 14%) (diarrhea 8%)
NO surgical complication 54% 65%

Fokas E et al JCO 2019




End point GROUP A GROUP B
PCR (pTONO) 17% 25%
(p < 0.001)* (p=0.21)*
PCR + cCR (10 pts rejected surgery) 21% 28%
RO resection 92% 90%
Sphincter saving 68% 72%
TRG 4-3 41% 50%
Low NAR score 26% 35%
Good quality TME 85% 82%
CRM <1 mm 10% 7%

* Compared to expected 15% after CRT

Fokas E et al JCO 2019



Consolidation CT achieved better pCR

Compliance to CRT was better in consolidation CT

Different waiting time between the end of RTCT and surgery (45d
Group A vs 90d group B) may have contributed on tumor response
pCR surrogate for long term outcomes (?)

Long term outcomes are awaited

CAO-ARO-AIO-18 phase lll trial: standard CRT vs CRT-CT



Locally adcvanced rectal cancer (LARC)
 Preop treatment intensification—-> Dose intensification same
results than oxaliplatin with less toxicity
 Total Neoadjuvant Therapy (TNT)—> increases pCR, long term

outcomes awaited






