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I LINEA per Malattia METASTATICA



MALATTIA AVANZATA: I LINEA - HER2+



Wilke H, Lancet Oncol 2014; Fuchs CS, Lancet Oncol 2014

LA TERAPIA DI II LINEA: RUOLO DEL RAMUCIRUMAB

REGARD trials RAINBOW trials

mOS:
5.2 months vs 3.8 months

mOS: 
9.6 months vs 7.4 months



TAGS: Phase 3 Trial of TAS-102 in advanced GC

Tabernero et Al, ESMO GI 2018 & Arkenau et Al, ESMO 2018, Shitara et Al Lancet Oncolol 2018

RR 4 vs 2% 

DCR 44% vs. 14% p < 0.0001

Time to deterioration of PS HR0.69 p = 0.0001
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Janjigian & Shitara, Lancet  2021 



Shitara, Nature 2022

Overall Survival



Shitara, ASCO Gastrointestinal Cancers Symposium 2022 & Lancet 2022

Response and Duration of Response



Shitara, ASCO Gastrointestinal Cancers Symposium 2022 & Lancet 2022

Efficacy subgroup analysis by PD-L1 CPS excluding MSI-H



Shitara, ASCO Gastrointestinal Cancers Symposium 2022 & Lancet 2022

Progression Free Survival 2



Sun Young Rha et Al, ASCO23



Primary Endpoint: OS

Sun Young Rha et Al, ASCO23



Overall Survival in Subgroups

Sun Young Rha et Al, ASCO23



Secondary Endpoints: PFS, ORR, and DOR

Sun Young Rha et Al, ASCO23



Background: Immunotherapy for Advanced Gastric Cancer - Keynote 859 and Checkmate 649



Zhan JJ JCO 2022 & Cascinu S, ASCO GI 2022

KMSubtraction approach

allows to reconstruct

unreported Kaplan-Meier plots
PD-L1 CPS 1-4 in CHECKMATE-649 and PD-L1 1-9 

KEYNOTE-062 subgroups were identified with data 

unreported in the primary manuscript. 

These data seem to suggest the lack of benefit in low

PD-L1 expressing GEAC tumors. 
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Lordick F et Al, Ann Oncol 2022





Trastuzumab induces antibody-

dependent cellular phagocytosis

(ADCP) allowing uptake of tumor

antigens by APC (dendritic cells)

Oxaliplatin induces immunogenic cell

death of tumor cells, which activates

APCs via calreticulin, HMGB1, and other

damage-associated molecular patterns

Combining anti-HER2 and Immunotherapy

• R. Padmanabhan et al. Crosstalk between HER2 and PD-1/PD-L1 in Breast Cancer: From Clinical Applications to Mathematical Models. Cancers, 10 March 2020

• Krasniqi E, Barchiesi G, Pizzuti L et al. Immunotherapy in HER2-positive breast cancer: state of the art and future perspectives. J. Hematol. Oncol. 12(1), 111 (2019).

• Chaganty BKR, Qiu S, Gest A et al. Trastuzumab upregulates PD-L1 as a potential mechanism of trastuzumab resistance through engagement of immune effector cells and

stimulation of IFNgamma secretion. Cancer Lett. 430, 47–56 (2018).



Janjigian, Lancet 2021 



https://www.chemoexperts.com/fam-trastuzumab-deruxtecan-nxki-enhertu.html



Ku, ESMO 2022



Funda Meric-Berstam, ASCO 2023

DESTINY PanTumor02: Phase 2



FGFR-2 Amplification: 15%

Bemarituzumab is a first-in-class, humanized IgG1 monoclonal antibody that
selectively binds to FGFR2b, inhibits ligand binding, and mediates antibody-
dependent cell-mediated cytotoxicity

Wainberg et Al, ASCO GI 2021 & Lancet Oncol 2022



Biomarkers: Fibroblast Growth Factor Receptor 2 (FGFR-2)

Wainberg et Al, ASCO GI 2021 & Lancet Oncol 2022





Primary End Point: PFS by Independent Review Committeea



Study Design: GLOW<br />Globala, randomized, double-blinded, placebo-controlled, phase 3 trial

The GLOW trial

Rui-Hua Xu et Al, ASCO 2023



The GLOW trial

Rui-Hua Xu et Al, ASCO 2023



Rui-Hua Xu et Al, ASCO 2023

PFS (Primary)

OS (Secondary)

RR (Secondary)



Rui-Hua Xu et Al, ASCO 2023
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