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RESECTABLE GASTROESOPHAGEAL ADENOCARCINOMA: NEW STANDARD OF CARE

Gastroesophageal cancer

 Clinical practice guidelines as of early 2024

Lordick F. Ann Oncol 2022; 33 (10): 1005-1020..

MAGIC (2006)
FLOT4/AIO (2017)

CROSS (2012)

CheckMate-577 
(2021)

Obermannová R. Ann Oncol 2022; 33 (10): 992-1004.



RESECTABLE GASTROESOPHAGEAL ADENOCARCINOMA: NEW STANDARD OF CARE

Gastroesophageal cancer

 ESOPEC trial: Perioperative FLOT compared with neoadjuvant CRT improves survival among resectable 
esophageal/GEJ AC patients 



RESECTABLE GASTROESOPHAGEAL ADENOCARCINOMA: NEW STANDARD OF CARE

Gastroesophageal cancer

Pathology results-Surgery population Progression-free survival

 pCR: 16.8% (FLOT) vs. 10.0% (CROSS)  Clear PFS benefit in favor of perioperative CT compared
with neoadyuvant CRT

Hoeppner J. NEJM 2025; 392 (4): 23-35.



RESECTABLE GASTROESOPHAGEAL ADENOCARCINOMA: NEW STANDARD OF CARE

Gastroesophageal cancer

Overall survival Incidence of recurrence-Tumor resection population

 Clear OS benefit in favor of perioperative CT compared
with neoadyuvant CRT

 FLOT improves OS through a significant reduction in
distant recurrence compared to CROSS

Hoeppner J. NEJM 2025; 392 (4): 23-35.



RESECTABLE GASTROESOPHAGEAL ADENOCARCINOMA: NEW STANDARD OF CARE

Gastroesophageal cancer

 MATTERHORN: DURVALUMAB with FLOT significantly improved EFS and OS vs. FLOT alone in
resectable gastric/GEJ adenocarcinoma



RESECTABLE GASTROESOPHAGEAL ADENOCARCINOMA: NEW STANDARD OF CARE

Gastroesophageal cancer

Pathological response

Pathological complete 
response

Combined complete and 
near-complete pathological 

response

Primary endpoint: Event free survival (EFS)

Janjigian YY. N Engl J Med 2025; 393 (3): 217-230.



RESECTABLE GASTROESOPHAGEAL ADENOCARCINOMA: NEW STANDARD OF CARE

Gastroesophageal cancer

Final overall survival

Janjigian YY. N Engl J Med 2025; 393 (3): 217-230. Tabernero J. ESMO 2025. 



RESECTABLE GASTROESOPHAGEAL ADENOCARCINOMA: NEW STANDARD OF CARE

Gastroesophageal cancer

Obermannová R. 
ESMO Open 2025; 10 (2): 104134

Lordick F. 
Ann Oncol 2022; 33(10): 1005-1020

Durvalumab+
FLOT

Durvalumab+
FLOT

Durvalumab

Durvalumab+
FLOT

Durvalumab+
FLOT

Durvalumab

Nov-2025

EMA CHMP positive 
opinion

               Feb-2026 



TREATMENT STRATEGIES IN HER2-POSITIVE ADVANCED GASTROESOPHAGEAL ADENOCARCINOMA

Gastroesophageal cancer

 Clinical practice guidelines: FIRST-LINE therapy in HER2+ disease

KEYNOTE-811  
(2022)

Lordick F. Ann Oncol 2022; 33 (10): 1005-1020.



TREATMENT STRATEGIES IN HER2-POSITIVE ADVANCED GASTROESOPHAGEAL ADENOCARCINOMA

Gastroesophageal cancer

 HERIZON-GEA-01: FIRST-LINE ZANIDATAMAB+/- TISLELIZUMAB +CT significantly improved PFS and
OS in advanced gastric/GEJ adenocarcinoma. 

Elimova E. J Clin Oncol 44, 2026 (suppl 2; abstr LBA285)



TREATMENT STRATEGIES IN HER2-POSITIVE ADVANCED GASTROESOPHAGEAL ADENOCARCINOMA

Gastroesophageal cancer

Elimova E. J Clin Oncol 44, 2026 (suppl 2; abstr LBA285)

Primary Endpoint: PFS per BICR Primary Endpoint: Overall survival



TREATMENT STRATEGIES IN HER2-POSITIVE ADVANCED GASTROESOPHAGEAL ADENOCARCINOMA

Gastroesophageal cancer

 DESTINY-Gastric04: TRASTUZUMAB DERUXTECAN significantly improved OS in SECOND-LINE
treatment of HER2+ advanced gastric/GEJ adenocarcinoma. 

Shitara K, et al.  
N Engl J Med 2025; 393 (4): 336-348.

Demographics and baseline characteristics



TREATMENT STRATEGIES IN HER2-POSITIVE ADVANCED GASTROESOPHAGEAL ADENOCARCINOMA

Gastroesophageal cancer

Shitara K, et al.  
N Engl J Med 2025; 393 (4): 336-348.

Primary endpoint: Overall Survival PFS by investigator

Confirmed ORR and 
duration of response



TREATMENT STRATEGIES IN HER2-POSITIVE ADVANCED GASTROESOPHAGEAL ADENOCARCINOMA

Gastroesophageal cancer

 Clinical practice guidelines: SECOND-LINE therapy in HER2+ disease
KEYNOTE-811  

(2022)

Lordick F. Ann Oncol 2022; 33 (10): 1005-1020.

DESTINY-Gastric04
(2025)
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RESECTABLE/BORDERLINE RESECTABLE STAGE I-III PDAC

Pancreatic cancer

 PACT-21 CASSANDRA: Neoadjuvant PAXG significantly prolongs EFS compared to mFOLFIRINOX
in resectable and borderline resectable stage I-III PDAC. 

Reni M. Lancet 2026; 406(10522): 2945-2956.

N=261

Primary endpoint: Event-free Survival



RESECTABLE/BORDERLINE RESECTABLE STAGE I-III PDAC

Pancreatic cancer

Reni M. Lancet 2026; 406(10522): 2945-2956.

N=261

Overall survival (immature data)

Secondary endpoints

Selected Adverse Events (AEs)

 Quality-of-life: No significant difference between
groups at baseline and month 4.



LOCALLY ADVANCED PDAC: TUMOR TREATMENT FIELDS (TTFIELDS)

Pancreatic cancer

 PANOVA-3: TTFields with gemcitabine and nab-paclitaxel significantly improved OS in
locally advanced pancreatic adenocarcinoma

Babiker HM. J Clin Oncol 2025; 43 (21): 2350-2360.



LOCALLY ADVANCED PDAC: TUMOR TREATMENT FIELDS (TTFIELDS)

Pancreatic cancer

Babiker HM. J Clin Oncol 2025; 43 (21): 2350-2360.

Primary endpoint: Overall Survival Secondary endpoint: Progression-free survival



LOCALLY ADVANCED PDAC: TUMOR TREATMENT FIELDS (TTFIELDS)

Pancreatic cancer

Babiker HM. J Clin Oncol 2025; 43 (21): 2350-2360.

Secondary endpoint: Pain-free survival Safety Summary

 SKIN AEs were the most common DEVICE-RELATED AE.
 Majority were grade 1-2 and manageable with appropriate skin-care routines.
 7.7% of patients reported a grade 3 skin AE



KRAS INHIBITORS IN KRAS MUTANT ADVANCED PDAC

Pancreatic cancer

Zhou A. ESMO 2025. LBA-84

N=66



KRAS INHIBITORS IN KRAS MUTANT ADVANCED PDAC

Pancreatic cancer

Wang L. ESMO 2025. Abst 22150.

N=31



PANCREATIC CANCER CLINICAL PRACTICE GUIDELINES

Pancreatic cancer

Conroy T. ESMO Open 2025; 10 (4): 104528.Conroy T. Ann Oncol 2023; 34 (11): 987-1002.

KRAS 
inhibitors?

Waiting for the first results of 
KRAS inhibitors from 
randomized phase III clinical 
trials

GN+TTFields
PANOVA-3

Preop PAXG?
PACT-21 
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LOCAL AND LOCOREGIONAL DISEASE

Billiary tract cancer

 NEOADJUVANT/PERIOPERATIVE CT has showed signals of improved survival compared to pure
adjuvant approach in patients with LA resectable BTC.

Vogel A. 
ESMO Open 2025; 10 (1): 104003

IKF S662 GAIN trial

 Based on the limited patient court due to
premature closure of trial, data are only signal
generating and must be interpreted with
caution. Götze TO. ASCO 2025.



LOCAL AND LOCOREGIONAL DISEASE

Billiary tract cancer

 NEOADJUVANT/PERIOPERATIVE CT has showed signals of improved survival compared to pure
adjuvant approach in patients with LA resectable BTC.

ZSAB-neoGOLP study 

Shi G. ESMO 2025.



ADVANCED DISEASE: FIRST LINE TREATMENT

Billiary tract cancer

 TOURMALINE STUDY: Activity and safety profile of durvalumab+investigator´s choice of gemcitabine-
based CT is comparable to that of the durvalumab+CisGem arm in the TOPAZ-1 study.

Vogel A. ESMO Open 2025; 10 (1): 104003

Oh DY. ESMO GI 2025.

TOPAZ-1
KEYNOTE-966



ADVANCED DISEASE: FIRST LINE TREATMENT

Billiary tract cancer

Oh DY. ESMO GI 2025.



ADVANCED DISEASE: SECOND- AND LATER-LINE TREATMENT

Billiary tract cancer

 ProvIDHe STUDY corroborates the efficacy of IVOSIDENIB observed in the ClarIDHy trial in patients
with mIDH1 CCA in a real-world setting. 

Bridgewater J. ESMO GI 2025.

Vogel A. ESMO Open 2025; 10 (1): 104003

ClarIDHy



ADVANCED DISEASE: SECOND- AND LATER-LINE TREATMENT

Billiary tract cancer

 ReFocus STUDY: LIRAFUGRATINIB demonstrated clinically meaningful antitumor activity in patients
with previously treated, advanced CCA harboring FGFR2-f/r.

Hollebecque A. ASCO GI 2026.

Vogel A. ESMO Open 2025; 10 (1): 104003
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SYSTEMIC THERAPIES FOR ADVANCED DISEASE: FIRST LINE TREATMENT

Hepatocellular carcinoma

Vogel A. Ann Oncol 2025; 36 (5): 491-506

 ADVANCED HCC: FIRST-LINE TREATMENT OPTIONS



SYSTEMIC THERAPIES FOR ADVANCED DISEASE: FIRST-LINE TREATMENT

Hepatocellular carcinoma

You T. Lancet Oncol 2025; 405 (10492): 1851-1864.
Galle PR. ASCO GI 2026.



SYSTEMIC THERAPIES FOR ADVANCED DISEASE: FIRST LINE TREATMENT

Hepatocellular carcinoma

Finn RS. ESMO GI 2025.

 The ADDITION OF A THIRD AGENT to atezolizumab+bevacizumab do not show an added benefit in
patients with untreated advanced HCC.

Philippe M. ESMO GI 2025.



NEW QUESTIONS IN THE MANAGEMENT OF INTERMEDIATE-STAGE HCC

Hepatocellular carcinoma

Selection of patients for salvage therapies
(importance of R0)

Combination of TACE+systemic therapies
(When? How?)

Can TACE be omitted?
(In which patients?)

Vogel A. Ann Oncol 2025; 36 (5): 491-506



INTERMEDIATE-STAGE HCC: COMBINATION OF TACE+SYSTEMIC THERAPIES

Hepatocellular carcinoma



INTERMEDIATE-STAGE HCC: COMBINATION OF TACE+SYSTEMIC THERAPIES

Hepatocellular carcinoma

 Combination immunotherapy improves PFS in  embolization eligible HCC...

EMERALD-01 TALENTACE

… but  without evidence for OS benefit.
TALENTACE

largely immature dataset
Sangro B. Lancet 2025; 405:216-232.
Kudo M. Lancet 2025; 405: 203-2015

Dong J. ESMO GI 2025, LBA 2.

LEAP-012

LEAP-012



INTERMEDIATE-STAGE HCC: SYSTEMIC THERAPY COMPARED WITH TACE

Hepatocellular carcinoma

Galle PR. ASCO GI 2026.

 ABC-HCC trial: Atezolizumab/bevacizumab seems to be superior compare to TACE in regard to
TTFS in intermediate-stage HCC.



CONCLUSIONS

GASTROESOPHAGEAL ADENOCARCINOMA

 Durvalumab+FLOT is the new SOC for locally advanced gastric/GEJ adenocarcinoma, showing an impact on EFS and OS. 
 HERIZON-GEA-01 supports zanidatamab as new SOC, potentially replacing trastuzumab, as well as the use of tislelizumab

in 1L HER2+ advanced GEA. 
 Trastuzumab deruxtecan is recommended for HER2+ advanced GEA previously treated with a trastuzumab-based

regimen.

PANCREATIC CANCER

 Neoadjuvant PAXG significantly prolongs EFS compared to mFOLFIRINOX in resectable/borderline resectable PDAC. More
follow us is needed, but it could potentially change the SOC.

 GnP+TTFields could be considered as a new SOC in locally advanced PDAC.
 Promising early results of KRAS inhibitors.  Waiting for results from randomized phase III clinical trials. 



CONCLUSIONS

BILLIARY TRACT CARCINOMA

 Perioperative CT seems to improve survival compared to adjuvant CT in LA resectable BTC, but it´s not considered an SOC yet. 
 Two phase IIIB clinical trials corroborate the efficacy of first-line durvalumab+gemcitabine-based regimens and ivosidenib in mIDH1

CCA in a real-world setting. 
 Lirafrugatinib is a highly selective FGFR2 inhibitor with clinically meaningful antitumor activity in previously treated advanced CCA

harboring FGFR2-f/r. 

HEPATOCELLULAR CARCINOMA

 Systemic therapy with anti–PD-1/PD-L1 plus an antiangiogenic agent or dual immunotherapy with anti–PD-1/anti–CTLA-4 is the
treatment of choice in patients with advanced HCC, patients with diffuse-pattern stage B disease, and after failure of local therapy.

 Dual immune checkpoint blockade combined with an antiangiogenic agent has not demonstrated improved outcomes.
 In patients with stage B HCC who are candidates for TACE, the combination of immunotherapy ± antiangiogenic agents increases PFS

but without impact in OS.
• Preliminary results from a phase III study open the possibility of upfront systemic therapy without TACE in stage B disease.


