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1. Is immunotherapy needed for CLDN18.2+ 

gastric cancers? Phase II ILUSTRO trial 

(LBA284)

2. Zanidatamab as the new kid on the block for 

first line HER2+ gastric cancers: HERIZON-GEA-

01 phase III trial (LBA285)

Lin D. ASCO GI Meeting 2026



1. IS IMMUNOTHERAPY NEEDED FOR CLDN18.2+ GASTRIC CANCERS? 



Claudin 18.2 is highly selectively expressed in the tight-junctions (TJ) of non-malignant gastric mucosa, and only with malignant transformation, gastric 

epithelial cells lose their cellular polarity, resulting in disruption of claudin 18.2 expression

Zolbetuximab is a IgG1 mAb selectively targeting CLDN18.2 which activates antibody-dependent cytotoxicity (ADCC) and complement-

dependent cytotoxicity (CDC)

Results from GLOW and SPOTLIGHT ph3 trials confirmed improvement in mPFS in first palliative line for HER2- CLDN18.2+ advanced/recurrent

GOJ/GC patients

1.1. ZOLBETUXIMAB AS FIRST-IN-CLASS CLDN18-2 mAb

1Shah MA.NatMed.2023;29(8):2133-41; 2Shitara K.Lancet.2023;401(10389):1655-68; 3Sahin U.AnnOncol.2021 May;32(5):609-619; 4Kubota.ESMOOpen.2023 Feb;8(1):100762; 5Terán E.ESMOOpen.2026 Vol 11, issue 2, 106053

A central cut-off minimum level of CLDN18.2 expression ≥2+ on 75% of tumor cells (≈40-48% mGC/GOJ patients)3-5

1GLOW ph3 trial (CAPOX +- zolbetuximab)

mPFS 8.2 vs 6.8 m (HR 0.687; 95% CI 0.544-0.866; p=0.0007) 

2SPOTLIGHT ph3 trial (FOLFOX6 +- zolbetuximab)

mPFS 10.61 vs 8,67 m (HR 0.75; 95% CI 0.60-0.94; p=0.0066) 



Zolbetuximab was first approved in Japan in March 2024

1.2. GASTRIC CANCER GUIDELINES

ESMO Gastric Cancer Living Guidelines, v1.4 September 2024. Available at: https://www.esmo.org/living-guidelines/esmo-gastric-cancer-living-guideline Accessed May 2025

a) Is there room for CLDN18.2-targeted agents in the

HER2+ subset ?

b) What is the best option in CLDN18.2+ but CPS PD-L1 

>5% or dMMR/MSI-H ?

FDA approved

EMA approved

AEMPS    



In a single-centre Japanese1 cohort of 408 mGC/GOJ, CDLN18.2+ across the four TCGA molecular subtypes and mOS not significantly different 

between CLDN18.2+ and negative groups

1.3. OVERLAPPING BIOMARKERS IN CLDN18.2+ GASTRIC CANCERS

1Kubota.ESMOOpen.2023 Feb;8(1):100762; 2Terán E.ESMOOpen.2026 Vol 11, issue 2, 106053

In an European2 multicenter study with 563 mGC/GOJ, 47.2% patients were CLDN18.2+ and CPS ≥5% → 167 pts treated with IO

CLDN18.2-high expressors 

treated with 1L Cht+IO 

showed a tendency toward 

shorter mOS (16.0 versus 

43.0 months; HR 2.04, 95% 

CI 0.98-4.24; P = 0.052) 

compared with those with 

low CLDN18-2 expression 



CLDN18.2-high tumors harbor distinct clinicopathological and molecular characteristics and data suggest poorer outcomes with IO-based strategies: 

➢ SEQUENTIAL THERAPY: anti-CLDN18.2 therapy over IO, regardless of the PD-L1 threshold?

➢ COMBINATION THERAPY: anti-CLDN18.2 therapy plus IO, guided by PD-L1 cut-off? 

1.4. THE FIRST LINE DILEMMA: ChT+zolbetuximab or ChT+IO in 1L CLDN18.2+/CPS PDL1≥5%?

Shitara. K. ASCO GI Meeting 2026_JClinOncol Jan 2026, vol 44, 2 suppl

No CPS PD-L1 

pre-selection



Shitara. K. ASCO GI Meeting 2026_JClinOncol Jan 2026, vol 44, 2 suppl

Impressive efficacy for first palliative line in HER2- patients with triplet Cht + zolbetuximab + nivolumab reaching mPFS 18 months 

Of note, subgroup with CLDN18.2 high/CPS PD-L1 ≥1% greatest benefit mPFS ≈ 2 years



Shitara. K. ASCO GI Meeting 2026_JClinOncol Jan 2026, vol 44, 2 suppl

Greater survival (mOS NE) also in CLDN18.2 high expressors and also response outcomes (ORR 68%)



Shitara. K. ASCO GI Meeting 2026_JClinOncol Jan 2026, vol 44, 2 suppl; Klempner S.et al.ESMOgastrointestinal. 2025, vol 7, 100131

Nausea as on-target effect class-related AE (up to 80% any grade), but no ≥ G3 → learning curve of N/V guidelines

No new or unexpected AEs with the addition of nivolumab 



Shitara. K. ASCO GI Meeting 2026_JClinOncol Jan 2026, vol 44, 2 suppl

1.5. WHAT DOES THE HER2- CLDN18.2+ CPS PDL1≥1% FUTURE LOOK LIKE?

Defined biomarkers for 

the subset of patients 

more likely to benefit: but 

How to assess the real 

benefit in CPS PD-

L1≥5% patients as per 

Spanish’ reimbursement 

of ChT+IO in 1L?

No third arm with control 

GLOW/SPOTLIGHT’s arm 

(CAPOX/FOLFOX+zolbetuximab)

: is the triplet combination 

really needed?



2. ZANIDATAMAB AS THE NEW KID ON THE BLOCK FOR FIRST LINE HER2+ GASTRIC CANCERS 



2.1. HER2 AS PROGNOSTIC AND PREDICTIVE BIOMARKER IN GASTRIC CANCER 

ERBB2 is a member from the EGFR family proteins, known to be a poor prognostic factor associated with more aggressive biology and higher 

recurrence rates1. HER2 overexpression or amplification occurs in ~20% GEA2

Results from TOGA and KEYNOTE-811 ph3 trials confirmed improvement in mOS in first palliative line for HER2+ and then CPS PD-L1≥1%

advanced/recurrent GOJ/GC patients

1Abrahao-Machado LF. WorldJGastroenterol. 2016;22(19):4619–4625; 2Shah Oh D-Y. NatRevClinOncol. 2020;17(1):33–48; 3Bang Y-J. Lancet. 2010;376:687–697; 4Janjigian YY. Lancet. 2023;402:2197–2208

3TOGA ph3 trial (CDDP/5FU +- zolbetuximab) 

mOS 16 vs 11.8 m (HR 0.65; 95% CI 0.51-0.83) 

post-hoc exploratory analysis in patients IHC 2+/FISHamp or IHC 3+

4KEYNOTE-811 ph3 trial (CDDP/5FU or CAPOX + trastuzumab +- pembrolizumab) 

mOS 20.1 vs 15.7 m (HR 0.79; 95% CI 0.66-0.95) 

Subgroup final analysis in patients CPS PD-L1 ≥ 1%



2.2. GASTRIC CANCER GUIDELINES 

1 ESMO Gastric Cancer Living Guidelines, v1.4 September 2024. Available at: https://www.esmo.org/living-guidelines/esmo-gastric-cancer-living-guideline Accessed May 2025; 2Pous A. IntJMolSci. 2023 Jul 13;24(14):11403 

What have we learnt from HER2+ GEA tumors?2 Rationale for 

combinations aiming to boost the immune system 

FDA approved

EMA approved

AEMPS    



2.3. NEW DRUGS IN THE HORIZON: ZANIDATAMAB 

Dual (ECD2 & 4) HER2-targeted bsAb with multiple MoAs1:

➢ Facilitation of HER2 internalization and subsequent degradation

➢ Reduction of HER2 on the cell surface

➢ Inhibition of HER2 downstream signaling pathways

➢ Activation of immune-mediated effects (CDC, ADCC and phagocytosis)

Elimova E. ASCO Meeting 2025 JClinOncol Jun 2025, vol 43, 16 suppl;4013 

n=46 pt

n ccHER2+= 37 pt



2.4. HERIZON-GEA-01 TRIAL: PRACTICE-CHANGING IN FIRST-LINE FOR HER2+ mGOJ/GC? 

Elimova E. ASCO GI Meeting 2026

Neither CPS PD-L1 pre-selection nor stratification & control arm TOGA
Timing design before KEYNOTE-811 global regulatory approvals

Results presented with median FU of 2 years 



Elimova E. ASCO GI Meeting 2026

Increased efficacy for first palliative line in HER2+ patients with both triplet ChT + zanidatamab + tislelizumab and also with doublet ChT + 

zanidatamab, reaching mPFS of 12.4 months with both regimens



Elimova E. ASCO GI Meeting 2026

PFS benefit is seen across most pre-specified subgroups, including TAP PD-L1 <1% (study not stratified by PD-L1 expression!)

 

Of note, HER2 IHC2+/ISH+ show less benefit…small n of patients



Elimova E. ASCO GI Meeting 2026

Statistically significant 28% reduction in the risk of death with triplet ChT + zanidatamab + tislelizumab arm, exceeding 26.4 months

Strong trend toward statistical significance for OS favouring doublet ChT + zanidatamab arm also, reaching 24.4 months 

Historical benchmark: ChT + trastuzumab in TOGA mOS 16 months vs KEYNOTE-811 mOS 15.7 months in CPS PD-L1 ≥ 1%

Control arm in HERIZON-GEA-01 with ChT + trastuzumab did much better ≈ 19.2 months (almost paralleling the results achieved in KEYNOTE-811 trial for HER2+/CPS PD-L1 ≥ 

1% patients treated ChT + trastuzumab + pembrolizumab of mOS 20.1 months)



Elimova E. ASCO GI Meeting 2026

PFS benefit is seen across most pre-specified subgroups, including TAP PD-L1 <1% (study not stratified by PD-L1 expression!)  



Elimova E. ASCO GI Meeting 2026



Elimova E. ASCO GI Meeting 2026

IS IT WORTH IT THEN THE TOXICITY?

The addition of anti-PD-1 blockade translates into deeper (ORR 70.7%) and prolonged (DOR 20.7 months) responses with triplet combination, 

widening subsequent radical options for this subset of patients with more disease-controlled symptoms and delayed clinical deterioration  



Elimova E. ASCO GI Meeting 2026; Klempner S.et al.ESMOgastrointestinal. 2025, vol 7, 100131

ZANIDATAMAB

ZANIDATAMAB



MESSAGES TO TAKE HOME

The ILUSTRO trial addresses timely question of administering frontline combined CLDN18.2 plus IO

combination = greatest opportunity for impact in survival (mPFS up to 23.6 months in CLDN18.2

high/CPS PD-L1 ≥ 1% patients)

Safety and tolerability consistent with prior studies of zolbetuximab, though improvement in N/V

management

Small (n=77 pt) single arm data → needs confirmation in global study = chance for evaluating

whether survival benefit increases with PD-L1 expression (CPS PDL1 ≥5%? LUCERNA’s ≥10%)

The HERIZON-GEA-01 trial is the first large global trial to beat previous oucomes in 1L HER2+

mGOJ/GC patients demonstrating its dual primary endpoints mPFS > 1 year (12.4m with both zani

arms), and a clinically meaningful mOS benefit for triplet >2 years (26.4m)

PFS and OS benefits observed in patients independently of TAP scores, although the study was not

stratified by PD-L1 expression

Comparator arm considered not standard in countries with KEYNOTE-811 implemented

Zanidatamab-related diarrhoea might need consensus management to facilitate the learning curve

of oncologists, specialy when overlapping with tislelizumab-related irAE



THANK YOU FOR YOUR ATTENTION

chierro@iconcologia.net
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