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Today’s Agenda

• Esophageal Cancer
• New biomarker alert! – Claudin 18.2

• SPOTLIGHT 
• Esophageal SCC

• CheckMate-648 (chemo+nivolumab and ipilimumab/nivolumab)
• Updates on targeting HER2

• KEYNOTE-811 (chemo+pembrolizumab+trastuzumab)
• Updates on perioperative strategies

• KEYNOTE-585  (chemo+pembrolizumab)

• Pancreatic Cancer
• NAPOLI-3 (NALIRIFOX versus gemcitabine/abraxane)
• Targeted therapies



Fluoropyrimidine + platinum

Ramucirumab + paclitaxel

Irinotecan

Trifluridine/Tipiracil

+Trastuzumab/Pembro (HER-2 positive) 

1st Line 

2nd Line

3rd Line
and beyond

Pembro (MSI/MMR-D)

+Pembro (PD-L1 CPS ≥10)

+Nivo (PD-L1 CPS ≥5)

Trastuzumab Deruxtecan  (HER-2 positive)

Therapy options in advanced gastric/esophageal cancers

+Zolbetuixmab (CLDN18.2+)



Introduction: Zolbetuximab Targets CLDN18.2

Shitara, GI ASCO 2023



Shitara, GI ASCO 2023



Shitara, GI ASCO 2023



Progression Free Survival improvement

Shitara, GI ASCO 2023



Overall Survival Benefit

Shitara, GI ASCO 2023



OS Subgroup Analysis

Shitara, GI ASCO 2023



Secondary Endpoints (ORR, BOR, mDOR)

Shitara, GI ASCO 2023



Summary of Adverse Events 

Shitara, GI ASCO 2023



Nausea, Vomiting and Anorexia are Key AEs

Shitara, GI ASCO 2023



Nausea/Vomiting Peak with 1st Dose

Shitara, GI ASCO 2023



Ongoing Questions

• For PD-L1+ and CLDN18.2+ tumor, how to choose between adding PD-1 
inhibitor or zolbetuximab?
• Only 13% had PD-L1 CPS³5 and CLDN18.2 +
• Increased disease burden favors chemo+nivo (no improvement in ORR + zolbe)
• Toxicity profiles are different (n/v with zolbe, immune related AEs with nivo)
• PD-1 inhibitors are more readily available as later line options

• Why did control arm do well?
• Patient selection, patients with tumor biology able to wait for CLDN18.2 testing



Clinical and Molecular Characterization of 
CLDN 18.2+ tumors

Kubota, ESMO Open 2023



Conclusions and Future Directions for 
CLDN18.2 directed therapy
• Adding Zolbetuximab to doublet chemo represents a new 1L standard 

of care for CLDN18.2+ gastric/GEJ cancers
• In a minority of cases, will need to choose between a CLDN18.2 

approach versus PD-1 inhibitor
• ILLUSTRO (ongoing cohort study) will investigate safety and efficacy 

signal of combination zolbetuximab and IO
• Consider moving to periop setting



Advanced Esophageal Squamous Cell Cancers



CheckMate-648: New 1L option for ESCC

Kato, GI ASCO 2023



CM-648: Baseline Characteristics

Chau, ESMO GI 2022



OS with nivo + chemo versus chemo

Kato, GI ASCO 2023



OS by PD-L1 status

Kato, GI ASCO 2023



ORR improved with chemo + nivo

Kato, GI ASCO 2023



OS (nivo/ipi versus chemo)

Kato, GI ASCO 2023



OS by baseline PD-L1 status

Kato, GI ASCO 2023



ORR improved with ipi/nivo versus chemo

Kato, GI ASCO 2023



TRAEs of immunologic etiology



Summary and questions for CM 648

• How to choose between 2 regimens? 
• Toxicity
• Timing of response
• Patient preference



Factors leading to delayed benefit of ipi/nivo

Chau, ESMO GI 2022





KEYNOTE-811: New 1L Therapy for HER2+ 
Gastric/GEJ Cancers
• Phase 3 Study of chemo+trastuzumab +/- pembrolizumab for HER2+ 

metastatic G/GEJ cancer. 
• CAPOX was chosen for 87.1%

• Primary Endpoints are PFS and OS. 
• Secondary endpoints are ORR and DOR and safety. 



KEYNOTE-811 Interim Results

Janjigian, Nature 2021



KEYNOTE-811 Final Results
• Improvement in PFS, NOT OS was noted
• Limited to PD-L1 CPS³1 (more than 80% had tumors that were PD-L1+)
• Await final presentation and see if FDA will amend current indication.  



Update on KEYNOTE-585

• Statistical improvement 
pathologic complete response 
(pCR)
• No improvement in Event Free 

Suvival



NAPOLI 3: Study design



NAPOLI 3: mOS (ITT population)



NAPOLI 3: OS subgroup analyses (ITT population)



NAPOLI 3: mPFS per investigator (ITT population) 



NAPOLI 3: Tumor responsea



NAPOLI 3: Selected any-cause TEAEs in ≥10% of patients<br />

Slightly more diarrhea and slightly 
less neuropathy than FOLFIRINOX



Palliative targeted therapies

1. Ahn et al. JCO. 2020.
2. Marabelle et al. JCO. 2020.
3. Strickler et al. ASCO Plenary abstract. 2022.

• Germline or somatic BRCA1/2 mutation: 4-7%
• PARPi (if did not receive as maintenance therapy) – off label
• Limited data: TAPUR study (N=30 with PDAC, treated with olaparib), ORR 4%, DCR 31%, mPFS 8 weeks1

• Benefit further unknown with other HRD mutations

• MSI-H/dMMR: 1-2%
• Pembrolizumab (tissue-agnostic approval). KN-158 (N=22 with MSI-H PDAC): ORR 18% (N=1 complete), 

mDOR 13.4 mo2
• (MSS + TMB-H very rare in PDAC; no good evidence of pembro benefit)

• TRK-fusion: <1%
• Larotrectinib or entrectinib (tissue-agnostic approval)

• BRAF V600E: <1%
• Dabrafenib/trametinib (tissue-agnostic approval)

• KRAS G12C: 1-2% of KRAS MT (next slide)
• Sotorasib (off-label)
• Adagrasib (off-label)

• Clinical trials
• NGS for all metastatic PDAC

Courtesy of R. Lentz



KRAS G12C

1. Strickler et al. NEJM. 
2023

2. Bekaii-Saab et al. GI 
ASCO Abstract. 2022.

• N=30 with non-CRC GI cancers (N=12 PDAC)

PDAC

• Sotorasib (CodeBreak 100): N=38 
with previously treated PDAC with 
KRAS G12C

• mPFS: 4 mo; mOS: 6.9 mo

Courtesy of R. Lentz



Conclusions

• Esophageal Cancer
• CLDN18.2 is a new biomarker and is awaiting FDA approval for 1L therapy with 

doublet chemotherapy
• Doublet chemotherapy+nivolumab and ipilimumab/nivolumab are new 1L options in 

ESCC
• For HER2 space, adding pembrolizumab to 1L therapy should be considered but 

without an OS benefit, need to weigh benefits versus risk
• Peri-op chemo+IO for GEJ cancers does not result in improved event free survival

• Pancreatic Cancer
• NAPOLI-3 (NALIRIFOX > gemcitabine/abraxane)

• Unclear if NALIRIFOX > mFOLFIRINOX
• Targeting KRAS is now a reality with promising results


