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Plenary Session Gastroesophageal Carcinoma
Anatomical
EGJ
* LBA1. Prospective randomized multicenter phase Il trial comparing ?
perioperative chemotherapy (FLOT protocol) to neoadjuvant Esophageal
(scc)

chemoradiation (CROSS protocol) in patients with adenocarcinoma of
the esophagus (ESOPEC trial).
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Preoperative Postoperative Primary Endpoint
Chemotherapy Chemotherapy

* Overall survival (OS)
—_— —_—
5-FU, Leucovorin, 5-FU, Leucovorin,

Oxaliplatin, Docetaxel 4-6 4-6 Oxaliplatin, Docetaxel :
4cycles in 8 weeks  weeks weeks | cycles in 8 weeks Secondary Endpoints

discharge

* Progression free survival (PFS)

1:1 Postoperative pathological stage

Neoadjuvant Postoperative complications
Chemoradiation Adverse events

41.4 Gy 4-6 Recurrence free survival

Paclitaxel/Carboplatin  weeks Site of tumor recurrence
5 cycles in 5 weeks Quality of life

Inclusion Criteria Exclusion Criteria

- Histology: Adenocarcinoma  * Squamous or other non- Intention to treat (ITT) analysis of overall survival (primary

denocarcinoma histolo
+ Esophageal cancer 2 ay Toat 5 b
according UICC (TNM7)"*  Gastric cancer endpoint) in all randomized patients

+ Clinical stage cTIN+ or cT2-  * Clinical Stage cT1cNO and Assumptions on 3-year overall survival rates:
cT4b :
4a, cNO/+, cMO . CROSS 55%, FLOT 68% (hazard ratio 0.645)
+ Metastatic disease
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Characteristics of
ESOPEC Trial Patients Treatment Exposure

!_ ‘ FLOT Group JCROSS Group
N | 221 | 27
!Started neoadjuvant treatment (PP population®) | 93.7% | 903 %

N 221 217

Age mean 63,1 62,6

Sex male

!Completed neoadjuvant treatment . 873% | 67.7%*

ECOG >0 26,7% 28,1%

!Received neoadjuvant treatment plus surgery 86.0 % 82.9 %

Clinical T — Stage

cT1-2 19,5% 17,1%

!Completed adjuvant treatment

Clinical N — Stage

cNO 22,2% 18,4%
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100+ Randomized treatment
FLOT
FLOT CROSS .
| | FlOT_ CROSS Overall Survival
g lMed:an follow-up: 55 months Events 97 121
S 60+
% -, Median OS 66 35
T 404
2 3y OS Rate 57,4% | 50,7%
“1 [HR0.70 (0.53-0.92)" p=0.012 | S5y OSRate | 50,6% | 38,7%
0_ I T T 1 I T T L]
0 12 24 36 48 60 72 84
Months from randomization
1003 Randomized treatment
FLOT
FLOT CROSS -
| = = - Overall Survival
|Med1an follow-up: 55 months |
& Events 92 110
T 60
5 - Median OS 66 39
T 40
2 3y OS Rate 58,1% | 52,6%
il !HR 0.72 (0.54-0.96)* p=0.023 5y OS Rate 51,8% | 40,5%
0 -

T T T T T T T T

0 12 24 36 48 60 72 84
Months from randomization
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p-value
% of Hazard ratio for

Subgroup patients (95% CI) interaction
Overall 100% —a— 0.70(0.53,0.92)

Sex 0.95
female 10.7% [ ] 0.72(0.28, 1.88)
male 89.3% — 0.70 (0.53,0.93)

Age 0.67
é <60 years 36.3% - 0.57 (0.34, 0.95)
60-69 years  38.1% - 0.75 (0.49, 1.15)
>=70 years 25.6% = 0.76 (0.45,1.29)

ECOG 1.00
0 72.6% —a— 0.70 (0.50,0.98)
=0 27.4% ] 0.70(0.43,1.13)

Clinical T-stage 0.60
T1-2 18.3% - 0.84 (0.41,1.71)
T3-4 80.5% - 0.68 (0.50,0.92)

Clinical N-stage 0.45
NO 20.3% = 0.91 (0.44, 1.87)
é N+ 79.7% — 0.67 (0.50,0.91)

<-—-FLOT Better | CROSS Better-->
I I 1 I 1 }

0.2 0.5 0.67 1 1.5 2

Hazard ratio
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Progression Free Survival — ITT Population

LS Randomized treatment
FLOT
~ CROSS FLOT CROSS
-2 80
‘g? Median follow-up: 55 months | Events 107 137
= Median PFS 38 16
a 60
g 3y PFSRate | 51,6% | 35%
S 40- meamenme S5y PFS Rate | 44,4% | 30,9%
o]
v -
S
& 20 4 . |
'HR 0.66 (0.51-0.85)* p=0.001 |
0 -
I I | I I | T T
0 12 24 36 48 60 12 84

Months from randomization
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Pathology Results— Surgery Population FLOT Group

CROSS Group

N | 191
Resection status
No resection | 0.5%
RO 94.2%

180

1.1%
95.0%

| R1 5.2%
Postoperative N-Stage

| YpN- 50.8%

3.9%

54.4%

YypN+ 48.7%
Pathological complete remission
YPTO ypNO | 16.8%
Tumor regression grade (Becker?)

44.4%

Complete regression 18.3%
Near complete regression (<10% vital tumor) | 25.1%
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Completed pre-op
treatment

87% (RT - 99%)

Completed post-op
treatment

pCR

Median OS

3-year OS
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CheckMate 577 Trial: Adjuvant Immunotherapy
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DFS Placebo

Median DFS . 11 mos 0.69

Median DFS (AC) 11.1 mos 0.75

3-year DFS (AC) 32%

Kelly RJ, N Engl J Med, 2021




——

XVII JORNADAS ONCOLOGICAS 20 e

P /> undacion Biomédica Miguel Serve!
ARAGON - NAVARRA - RIOJA 2024 i e

Oral Abstract Session .
Gastroesophageal Carcinoma

Anatomical
EGJ

!

* 4000. A phase IlI/Ill study of peri-operative nivolumab and ipilimumab in
patients with locoregional esophageal and GEJ adenocarcinoma: Results of the
neoadjuvant pathologic complete response rate (ECOG-ACRIN EA2174).

Esophageal
(sce)

* 4001. Effect of Chemotherapy/targeted therapy alone VS.
Chemotherapy/targeted therapy followed by radical surgical resection on
survival and Qol in patients with limited-metastatic ADC of the stomach or EGJ:
The IKF-575/RENAISSANCE phase Ill trial.

4002. Ramucirumab plus paclitaxel as switch maintenance versus continuation

of oxaliplatin-based chemotherapy in patients with advanced HER2-negative
gastric or GEJ cancer: The ARMANI phase Il trial.
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Arm A

/Advanced HER-2 negative\

gastric or GEJ cancer

INDUCTION PHASE

Out of trial

PACLITAXEL + RAMUCIRUMAB
Paclitaxel 80 mg/sqmd1,8,15
Ramucirumab 8 mg/kg d1,15

Q4w

FOLFOX
CAPOX*

\ CR
PR
; 5

Stratification factors:
Prior gastrectomy: ¥ vs N
Peritoneal disease: ¥ vs N
Site of arigin: Gastric vs GEJ

3
T=zZoo=zrx

hu

CONTINUATION OF FOLFOX/CAPOX
for 3 months
followed by fluoropyrimidine maintenance

Ve
{E\ﬂiﬂﬂ a{}:ﬁ
\JETEHE’

pase prog ression/unacceptable

oxicity/consent withdrawal

201 ~Y,

JUNIO
2024

9 (9.5%)
5 (5.3%)

Key secondary endpoint: OS

Events, (%)
Median, mos (95%Cl)
HR (95%Cl)

2-sided p value

. wKICAPOX) 1.00
;\;* 1.00 n=136 .
S Lo7s
B 6.6 (6.0-7.8) 3.5(2.8-4.2) 3
3 0.64 (0.49-0.81) % G50
&0 P<0.001 =
-
S 0.25
g 3
o
=)
a@ — 0.00

0 3 6 9 12 15 18 21 24 27 0 6

Time since randomization (months)

12 18 24 30 36 42
Time since randomization {(months)

Organizador:

e s

Fundacion Biomédica Miguel Servet

39 (38.2%)
33 (32.3%)

14 (13.7%)

Arm A Arm B
(PTX-RAM) (FOLFOX/CAPOX)
n=144 n=136
86% 85%
12.6 (11.5-15.0) 10.4 (8.0-13.1)
0.75 (0.58-0.97)

P=0.028
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Oral Abstract Session .. )
Hepatobiliary Carcinoma

4006. A Addition of stereotactic body radiotherapy (SBRT) to systemic
chemotherapy in locally advanced cholangiocarcinoma (ABC-07): Results from a

randomized phase Il trial.

Girrhosis
- Hepatocaiiular
H b CAMCEEOMA

4007. International, open-label phase 2 study of regorafenib plus pembrolizumak
in patients with advanced hepatocellular carcinoma (HCC) previously treated with
immune checkpoint inhibitors (ICl).

4008. Nivolumab plus ipilimumab vs lenvatinib or sorafenib as first-line treatment

for unresectable HCC: First results from CheckMate 9DW.



XVII JORNADAS ONCOLOGICAS

ARAGON - NAVARRA

Key eligibility criteria

+ Unresectable HCC®

» At least 1 measurable
lesion (RECIST v1.1)

+ Systemic therapy naive

* Child-Pugh score 5 or 6

+ ECOGPSOor1

+ No main portal vein
invasion (Vp4)

N = 668

Stratification factors:

+ Etiology (HBY vs HCV vs uninfected)©
*  MVI/EHS (present vs absent)

AFP (< 400 vs = 400 ng/mL)

RIOJA

Primary endpoint:
NIVO 1 mg/kg IV + IPI 3 mg/kg IV Q3W R
(up to 4 cycles)

d
thet NIVO 450 myg Q4w Secondary endpoints:

= ORR and DOR by BICR per RECIST v1.1
« Time to symptom deteriorations

Key exploratory endpoints:
« PFS by BICR per RECIST v1.1
« Safety

Treatment until disease progression,
unacceptable toxicity, withdrawal of consent
(all arms), or a maximum treatment duration

of 2 years (NIVO + IPl arm only)

Among 325 patients treated with LEN/SOR:
275 (85%) received LEN and 50 (15%) received SOR

NIVO + IPI

(n = 335)

. -ﬂ"'vt\ : Events 194
90 - Median 05, mo 23.7 20.6
80 95% €l 18.8-29.4 17.5:22.5
) HR {95% C1) 0.79 (0.65-0.96)
= o b P value® 0.018
S ¢0 24-month rate
g 50 A e 49% 36-month rate
) e 1_‘_‘_"1""*10—«-“HH1|.,"“ 38%
B N e  NIVO + P!
g 30 e e, | T
20 4 ! :_: -
* [} [ A ) &5
0{ Overall survival ; ; S8
U T T T T T T T Il T 1 T : T T T T T
(t] 3 -] 9 12 ] 18 21 4 7 30 33 36 39 42 45 48 31

Months

20 ¥
JUNIO
2024
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Progression-free survival| A
Events 219 215
Median PFS," mo 2.1 9.2
95% CI 6.6-10.5 7.9-11.1
HR (95% CI) 0.87 (0.72-1.06)

Duration of response NIVO + IPI
(n=121)4
Events
Median DOR,” mo 30.4 12.9
95% Cl 21.2-NE 10.2-31.2

NIVO + IPI
(n = 335)
ORR,* % 36 13
95% ClI 31-42 10-17
P valueb < 0.0001
Best overall response,* %
Complete response 7 2
Partial response 29 11
Stable disease® 3z 62
Progressive disease 20 14
Not evaluable 12 1
Median TTR (range),® mo 2.2 (1.1-11.6) | 3.7 (0.6-11.2)
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Oral Abstract Session

4003. A randomized phase Il study of gemcitabine and nab-paclitaxel
compared with 5- fluorouracil, leucovorin, and liposomal irinotecan in older

patients with treatment- ndive metastatic pancreatic cancer (GIANT): ECOG-
ACRIN EA2186.

4004. Early results of the PASS-01 trial: Pancreatic adenocarcinoma signature
stratification for treatment-01.

4005. NRG Oncology/RTOG 0848: Results after adjuvant chemotherapy +/-

chemoradiation for patients with resected periampullary pancreatic
adenocarcinoma (PA).
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Pancreatic Carcinoma

Gallbladder

Pancreatic umor Pancreas

Small intestine
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= Untreated
metastatic
pancreatic
Cancer

= Age=T0
= ECOGPS. 0-2
Stratification

s Age 70-7dvs

Vs 5 N
Study Patients

* ECOGOD1vs2

>75 /

NAVARRA

ﬁ ﬁ
Screening
Gerlatrie

Assessment
(GA)

Y

Mild-moderate
GA abnormalities

Vulnerable

RIOJA

Complete Geriatric
& Quality of Life
{QOL) Assessment

Firall i

Arm A
{control):
Modified

Gemcitabine +
Nab-Paclitaxel
every 2 weeks

1:1 Randomization

Arm B

{experimental) :
Dose-reduced
5FU +
Liposomal
Irinotecan
evary 2 weeks

o N

Disease
evaluation +
repeat modified
GA + QOL
assessment
every B weeks

Treatment untii
disease
progression of

intolerance

M 7

Primary Endpolnt: Overall Survival (OS)
Key Secondary Endpoints: Progression Free Survival (PFS), Objective Reaponse Rate (ORR)
Additlenal Secondary Endpolnts: QOL, Toxicies of Interest to Oider Adults

FACT-G

HR 0.55; p<0.001

FACT- Hep 4

—
[

Physical/Functional well being

5N

HR 0.44; p<0.001

JUNIO
2024

Percent Alive

Dow
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o — GA: 4.7 months (95% Cl: 4.1-7.4)
— 5FUILI: 4.4 months (95%CI: 3.1-8.9)
o HR: 1.12 (0.76-1.66)
P=0.72
30
701
o Primary end
o point OS -
“@
30
204
10
t-
L) T T T T
o 3 12 15 ® 2 - ” 30
Months
Patients-at-Risk
100

Percent Alive and Progression-Free

804

—— GA: 3.0 months (95% Cl: 1.9-4.3)
—  5FU/LI: 2.4 months (95%CI: 1.9-3.7)

HR: 1.10(0.79-1.53)
P=0.58

Secondary
end point

PFS -ITT
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FIRST STEP REASSESS AND IF NO
: PROGRESSION, THEN: .
ADJUVANT SYSTEMIC TREATMENT* , SECOND STEP:
R N R RT RANDOMIZATION
E Arm 1: P 2 mﬂ:‘;wd A For Non-Progressing Patients
; ; G / Gemcitabine alone T CA19-9 result: N Arm 3:
Fatients with resected R 1: =80 1 th of tabi
pancreatic head —>| | ¢ 2. > 80— 180 D //"7 month of gemcitabine or
PR S s \ T Surgical margins: 0o combination chemotherapy
T Arm 2: | 1. positive (R1) M Arm 4:
Gemcitabine + Erlotinib x 5 F 2. negatna{Ra) _ \ 1 month of gemcitabine or
E v Adjuvant Systemic Treatment: | s h
cycles (Arm 2 closed to 1. Gemcitabinealone combination chemotherapy
R accrual effective 4/02/14) 2. FOLFIRINOX or mFOLFIRINOX Zz followed by XRT with either
3 E;;—;zzlligﬁ;in gemcitabine E pecitabine or 5-FU

: —— Chemo . 7 | e
gy DFS for All Patients — 1004 DFS for Node Negative Patients 100 OS for Node Negative Patients
90 o0 a0
- B0 Chemo_ Chema+CRT 80- | Chemo |Chemo+CRT| 50 [ | Chemo [Chemo+CRT|
= . _ ! 2L H L | Chemo Chemo+CRT e
& J Median DFS | 1.0 years 1.3 years & i Median DFS 1.5 years | 2.3 years . ] [Median OS| 3.0 years | 3.9 years
2 - (90% Cl) | (0.8-1.3) | (1.1-1.6) E: s L@s%c) | os27) | (14nR) || £ T L(@5%Ch) | (2340) | (25NR) |
z B | - - Y | s &0 ] &0 -
@ . a ¢
2 1 3 50 . . s 504
‘g 401 = 40+ 47.1% Tl E a0
04 % 30+ & 30
& 1 = 20} Chems 20- s 28.6%
10 Chema+CRT 19.1% 10 Chemo+CRT
10+
. p=0.045 (one-sided log-rank)|  [Eeens 04 |p=0.004 (one-sided log-rank)| e g p=0.03 (one-sided log-rank)| TCansored
Chieng | 174 BT 53 E ] o il 18 ] ] Chemo| 42 24 19 13 9 B ) § 3 Chemo| 42 37 30 21 15 " 9 & 5
Chemo+CRT| 180 100 & 4z ar -] 3 26 L Chemo+CRT| 48 33 25 21 19 19 18 18 12 Chemo+CRT| 49 43 34 25 20 20 18 L 13
o 1 2 3 4 5 6 7 8 o ' 3 3 4 5 M : 8 0 1 2 3 a 5 6 7 8

Yoars after Randomzaton Time Since Randomization {Years) Time Since Randomization (Years)
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1)
2)
3)
4)

5)

Conclusiones

FLOT es un nuevo estandar en ADC esofagico localmente avanzado.

Pacli/Ramu como switch de mantenimiento en Cancer G/UGE Her2- aumenta PFS/OS.
Nivo/lpi nueva 12 linea estdndar en Hepatocarcinoma avanzado.

Gem/Abraxane es similar a NALIRI/5FU en pacientes ancianos con mPDAC avanzado.

La QRT de consolidacion en PDAC localizado parece aumentar la DFS en toda la

poblacion asi como la DFS y la OS en |la poblacion con ganglios negativos.
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