ASPIRE-AECC (2024-2030)
Rationale and Objectives
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[ Every year, ~6500 people die J [ Once diagnosed, only ~30% of J

in Spain due to HCC. patients will survive after 5 years.

Standard-of-care for early HCC
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30-50% of HCC patients recur before 3-years after resection and
local ablation.

Neoadjuvant + adjuvant administration of atezo+bev will generate a more
diverse T cell response and reduce tumor recurrence.
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Aim 1 - Phase Il Clinical Study: to assess the efficacy & safety of atezo+bev in the neoadjuvant/adjuvant setting in resectable high-risk HCC (AECC-HCC-trial).

 Stratification:

e AFP 2400 ng/mL RFS
e Number of high risk factors: 1-2 vs >2

" Primary endpoint:

Neoadjuvant Adjuvant
Arnl A) at.ez.o+bev [ —— atezo+bev (72 mo) >
n=45 (within 2 mo)
Arm B) Standard . Notreatment . pocection Surveillance >
n=45 of care

Pathological response at resection

Secondary endpoints:
Safety and tolerability

Aim 2 - Molecular Study: To define the molecular determinants of recurrence in
HCC-high-risk patients and to develop reliable tools predicting response to
neoadjuvant + adjuvant atezo+bev alone.

Aim 3 - Experimental Study: To develop cutting-edge experimental
models to explore treatment resistance mechanisms and identify
therapeutic strategies to overcome them.
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Novel treatments to overcome therapy resistance

ASPIRE-AECC (2024-2030)
Consortium, Intitutions & Partners

Fig. 1. ASPIRE Consortium Institutions.

C7 Cs5 C3 B4 Bg Cc6 C1
C1,C2, Co, C10,
B2, B6
o
C4,C12,C13
B3, C1
B1ov 3,C15
Ci4
B8
M cinical
cs . Clinical & Basic-translational

. Basic-translational

Total number of centers: 25

Clinical (C):
n=15

Basic Translational (B):
n=10 (nationals: 8; internationals: 2 (B5 &B7))
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Neoadjuvant and adjuvant
therapies to improve survival
of HCC: ASPIRE project

AGENDA

15:30-15:40 Neoadjuvant-adjuvant immunotherapy to

Overview ASPIRE Project improve survival in hepatocellular carcinoma
Chair: Josep M. Llovet \

15:40-16:20
Session 1: Presentation and Discussion
of the Clinical Trial (Aim #1)
Chair: Josep M. Llovet
Speaker: Ezequiel Mauro
Participants: Members of the Executive
Committee (Beatriz Minguez, Robert Montal,
Alejandro Forner, Ana Matilla)
+ Rationale
+ Study design and endpoints
« Selection criteria
* Analysis plan the future of HCC research
+ Schedule of Activities
- Framework agreement between
the centers
16:20-16:35
Coffee break

16:35-17:45

Session 2: Translational Research

Chair: Xosé R. Bustelo

16:35- 17:10
Molecular and Biomarkers Study (Aim #2) the future of HCC research
Manel Esteller
SCRNA-seq and spatial transcriptomics
Toni Gabaldon
Microbiome analysis
Joaquin Dopazo
Artificial intelligence applications

17:10-17:45
Experimental Models and
Drug Screening (Aim #3)

José M. Garcia Aznar fundacion cientifica fundacion cientifica
Organoids in microfluidics platforms ASPIRE @ asociacion espafola ASPIRE @ asociacion espariola

Maria Vicent contra el cancer contra el cancer

Drug screening methodologies

Carme Berasain
Organoids and PDX models




