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Agenda 

• Esophageal 
• PET-guided therapy in GEJ adenocarcinoma: #4018 
 

• Gastric 
• Molecular selection for ramucirumab: #3143, #4064 
• Combining anti-HER2 therapy and ICIs: #4011 
• Refining clinical selection of frial/elderly patients: #4006, #4051  
 

• Pancreatic 
• BRCA, HRD and PARP inhibitors in mPC: #4014, #4015, #4132, #4132 
• Neoadjuvant CT in resectable disease: #4126, #4128, #4137 
 

• Hepatobiliary 
• ICIs in BTC: #4074, #4079, #4082, #4097 
• New targets in BTC and molecular selection in HCC: #4085, #4075 
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MEMORI: PET-guided therapy in GEJC 

 GEJ adenocarcinoma staged uT3NxM0 
 Metabolic response defined as at least 35% decrease in SUV mean value 
 Chemotherapy: physician’s choice EOX, XP or mFOLFOX6 
 Primary endpoint: R0 resection in PET-non responders >70% 

N=69 

Lorenzen S et al. abstr. 4018 



MEMORI: PET-guided therapy in GEJC 
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Primary endpoint met 
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VERA: VEGF-A amplification and Ramucirumab 

Raimondi A et al. abstr. 3143 

Best response: 10 PR, 10 SD 
Median PFS: 15.6 mos 
Median OS: 25.7 mos 



CT + Trastuzumab + Pembrolizumab: Phase 2 study 

Janjigian YY et al. abstr. 4011 

Median follow up: 9.9 mos 

Random phase 3 study KEYNOTE 811 ongoing… 



GO2: Optimising CT in frial and elderly mEGC 

Hall PS et al. abstr. 4006 

Baseline CGA 
Symptoms, fitness, comorbidity, QoL 

OxCap 
Level A (100%) 

R 

Decision 
Patient/clinician consensus 

Certain CT should be used 
BSC not desirable 

Uncertain if CT should be used 
Possibility of BSC appropriate 

OxCap 
Level C (60%) 

OxCap 
Level B (80%) 

OxCap 
Level C (60%) 

R 

BSC 
 

 Phase 3, randomized, open-label, non-inferiority 
 Eligibility: not fit for full dose 3-drug regimens 
 Level A: LOHP 130 mg/sqm d1 + Cape 625 mg/sqm/bid continuously (q21 days) 



GO2: Frialty assessment and study design 

OBJECTIVES 
 
 Assess non-inferiority in terms of PFS 
of lower doses vs. level A 
[HR 1.34, 1-sided alpha 0.05, power 80%  
approximately 34 days median PFS] 

 
 Assess patient experience with lower 
doses 
[OTU] 

 
 Assess whether optimum dose differs 
with baseline factors 
[OTU according to baseline age, frialty, PS] 

 

Hall PS et al. abstr. 4006 



GO2: OTU definition 

Hall PS et al. abstr. 4006 https://blogs.ed.ac.uk/canceroutcomes/overall-treatment-utility/ 



GO2: Patients 

Hall PS et al. abstr. 4006 



GO2: Reduced dose CT not inferior vs. full dose CT 

Hall PS et al. abstr. 4006 



GO2: Trend for better OTU with reduced dose CT  

Hall PS et al. abstr. 4006 



GO2: No subgroup clearly benefit from full dose CT 

Hall PS et al. abstr. 4006 



GO2: Uncertain randomization cohort 

Swinson D et al. abstr. 4051 

Baseline CGA 
Symptoms, fitness, comorbidity, QoL 

OxCap 
Level A (100%) 

R 

Decision 
Patient/clinician consensus 

Certain CT should be used 
BSC not desirable 

Uncertain if CT should be used 
Possibility of BSC appropriate 

OxCap 
Level C (60%) 

OxCap 
Level B (80%) 

OxCap 
Level C (60%) 

R 

BSC 
 

 Randomized 1:1 
 Eligibility: if clinician and patient agreed the indication for CT was uncertain 
 Sample size was not pre-set, but around 60 patients were anticipated 



GO2: No definitive benefit from CT vs. BSC 

Swinson D et al. abstr. 4051 
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FOLFOX + Veliparib: Phase I/II 

Pishvaian MJ et al. abstr. 4015 



SWOG S1513: FOLFIRI +/- Veliparib random phase II 

Chiorean EG et al. abstr. 4014 



BRCA1-2 mutations in PC 

Spizzo G et al. abstr. 4133 

BRCA mutant  Higher TMB 

4.8% 

1.2% 

22% 

11% 

BRCA mutant  Higher rate MSIhigh/PD-L1+ 



SWOG S1505: Neoadj mFOLFIRINOX vs. Gem-Nab 

Sohal DPS et al. abstr. 4137 
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ICIs in BTC: Results 

Agent N Setting RR DoR (mos) PFS (mos) 

#4074 
Camrelizumab 

+FOLFOX/GEMOX 
81 

HCC and 
BTC 

7% 

(DCR 67.4%) 
5.3 Not reached 

#4079 Pembrolizumab 104+24 >1 line 5.8%-13% Not reached 1.8-2.0 

#4082 Pembrolizumab 39 >1 line 11.1% NR 1.5 

#4097 Nivolumab 54 >1 line 22% NR 3.98 



BRCA1-2 mutations in BTC 

Seeber A et al. abstr. 4085 

19.5% 

1.7% 

BRCA mutant  Higher TMB BRCA mutant  Higher rate MSIhigh 



INNOVATE-1: eNOS SNP and benefit from Sorafenib  

Casadei Gardini A et al. abstr. 4075 

 Endothelial nitric oxide synthase (eNOS) and angiopoietin-2 (ANGPT2) SNPs 
(NOS3-786 and rs55633437) were retrospectively found associated with outcome 
in HCC patients treated with Sorafenib 

 
 DESIGN 
• prospective, translational, multicenter study (12 Oncology Units in Italy) 
• N=165 patients included 

 
 ELIGIBILITY  
• advanced or intermediate stage HCC not eligible for locoregional treatments 
(surgical resection, percutaneous ablation, TACE) or liver transplantation 
• ECOG performance status score of 2 or less 
• Child–Pugh liver function class A or B7 with biliruibin <2 
• life expectancy of 12 weeks or more 
• adequate bone marrow, liver and kidney function  

 
 PRIMARY OBJECTIVE 
• progression-free survival (PFS) 



INNOVATE-1: NOS3-786 CC+CT vs. TT  

Casadei Gardini A et al. abstr. 4075 

TT: 2.4 mos 
CC/CT: 5.9 mos 
HR 0.50, 95% CI 0.29–0.86 
p=0.0128 

Significance confirmed at multivariate analysis 
 

(Child Pugh, PLR, BCLC, Gender, Portal Vein Thrombosis, LDH, aetiology) 

PFS OS 

TT: 8.1 mos 
CC/CT: 15.7 mos 
HR 0.29, 95% CI 0.13–0.68 
p=0.0041 
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lorenzo.fornaro@gmail.com 


