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Andrés Cervantes Jahrestagung 2022

Pathology-driven

Molecular-driven

Treatment concept of the past decades

Organ-based vs Tumor-agnostic



Skoulidis F et al; Nature Reviews Cancer 2019;19:495-509
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Molecular driven – Understanding the Impact of Co-Mutations

Skoulidis F et al; Nature Reviews Cancer 2019;19:495-509





Antibody Drug Conjugates Monoclonal Antibodies Novel Targets

Immunotherapy Perioperative Treatment Tumor-Agnostic Drugs
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ADCs – Antibody drug conjungates

Fu Z et al, Signal Transduct Target Ther 2022;7:93

Chau et al, Lancet 2019;394:793-804



ADCs – Antibody drug conjungates

Fu Z et al, Signal Transduct Target Ther 2022;7:93

2000



Trastuzumab deruxtecan

Aoki et al, Gastric Cancer 2021;24:567-576

ERBB2



Trastuzumab deruxtecan

Aoki et al, Gastric Cancer 2021;24:567-576

FDA approved HER2 pos BC, HER2 low BC, 

HER2 mut NSCLC, HER2 pos gastric cancer



Efficacy and safety of trastuzumab deruxtecan  <br />in patients with HER2-expressing solid tumors:<br />DESTINY-PanTumor02 interim results

Bernstam-Meric F, ASCO 2023

First tumor-agnostic ADC



Baseline Characteristics

Bernstam-Meric F, ASCO 2023

DESTINY PanTumor02 – Baseline Characteristics



Objective Response Rate by HER2 status

Bernstam-Meric F, ASCO 2023

DESTINY PanTumor02 – Response Rate by HER2 status



Duration of Objective Response 

Bernstam-Meric F, ASCO 2023

DESTINY PanTumor02 – Duration of response



MIRASOL Phase III Study – Mirvetuximab Soravtansine

Moore NK, ASCO 2023

Microtubilin

-Inhibitor

Folat-Rezeptor-

Alpha-Expression



Moore et al.; ASCO 2023

MIRASOL Phase III Study Design

Moore NK, ASCO 2023

N=435



„Clinical Practice 

Changing“

Phase II 

SORAYA

Moore NK, ASCO 2023

Matulonis UA et al, J Clin Oncol 2023;41:2436-2445

FUP 13.1m

„First targeted approval 

agent since beva 2014“



Sacituzumab g

Moore NK, ASCO 2023

Matulonis UA et al, J Clin Oncol 2023;41:2436-2445

Trastuzumab-deruxtecan - pneumonitis

TROP2

cMET
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Xu RH, ASCO 2023

Shah MA et al, Nat Med 2023;29:2133-2141

ADCC + 

CDC





SPOTLIGHT: double blind randomized phase III upfront mG/GEJ

Shitara K, ASCO 2023

Shitara K et al, Lancet 2023;401:1655-68

CLDN18.2 assessment: CLDN18.2-positive (defined as ≥75% of tumour cells showing moderate-to-strong membranous CLDN18 

staining, determined by central immunohistochemistry using the investigational VENTANA CLDN18 [43-14A] RxDx Assay [Roche 

Diagnostic Solutions; Tucson, AZ, USA]), HER2-negative



GLOW: double blind randomized phase III upfront mG/GEJ

CLDN18.2 assessment: CLDN18.2-positive (defined as ≥75% of tumour cells showing moderate-to-strong membranous CLDN18 

staining, determined by central immunohistochemistry using the investigational VENTANA CLDN18 [43-14A] RxDx Assay [Roche 

Diagnostic Solutions; Tucson, AZ, USA]), HER2-negative

Xu RH, ASCO 2023

Shah MA et al, Nat Med 2023;29:2133-2141



SPOTLIGHT: double blind randomized phase III upfront mG/GEJ

Shitara K, ASCO 2023

Shitara K et al, Lancet 2023;401:1655-68

38.5%



Xu RH, ASCO 2023

Shah MA et al, Nat Med 2023;29:2133-2141

38.4%

GLOW: double blind randomized phase III upfront mG/GEJ



Shitara K, ASCO 2023

Shitara K et al, Lancet 2023;401:1655-68

PFS

OS

18.2 vs 15.5m



GLOW: double blind randomized phase III upfront mG/GEJ -OS

Xu RH, ASCO 2023

Shah MA et al, Nat Med 2023;29:2133-2141

14.4 vs 12.2 m

Proof of Concept



More toxicity

RRs similiar

>30% increase in vomiting

>20% increase in nausea

„on-target“ effect 



SPOTLIGHT- und GLOW-Studien waren definitiv die Highlights des Jahres! In diesen beiden Studien 

wurde der Anti-Claudin-18.2-Antikörper Zolbetuximab entweder mit FOLFOX bzw. CAPOX bei Patienten 

mit CLDN 18.2-positivem Magen-/Ösophagus-Adenokarzinom im Stadium IV getestet. Sowohl PFS als 

auch OS wurden in beiden Phase-III-Studien verlängert, daher wird dies der neue Standard sein. Dies ist 

die erste zielgerichtete Therapiestudie in Frontline Setting von Stadium IV Magen/Öso Adenos seit 13 

Jahren (vor 13 Jahren TOGA-Studie mit Trastuzumab).
Prof. Ilhan-Mutlu





Mellinghoff IK, ASCO 2023

Mellinghoff IK et al, NEJM 2023;389:589-601



Mellinghoff IK, ASCO 2023

Mellinghoff IK et al, NEJM 2023;389:589-601

2 years of recriutment, >70 centers in 10 countries



Mellinghoff IK, ASCO 2023

Mellinghoff IK et al, NEJM 2023;389:589-601

Key secondary endpoint: Time to next treatment initiation



Mellinghoff IK, ASCO 2023

Mellinghoff IK et al, NEJM 2023;389:589-601

fatigue, headache, diarrhea, nausea

N = 331 Patienten

Age 16-71 Jahre 

No deaths

Significant improvement of imaging-based PFS  and TTNI with a manageable safte profile in 

patients who were not in need of immediate chemotherapy or radiotherapy
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Robert C 2020; Nature Communications 2020;11:3801

Created with BioRender.com

“A decade of immune checkpoint-inhibitors in cancer therapy“

Immunotherapy using immune-checkpoint modulators revolutionizes the oncology field far beyond their 

remarkable clinical efficacy in some patients. It creates radical changes in the evaluation of treatment 

efficacy and toxicity with a more holistic vision of the patient with cancer.



Immunotherapy in 2023 – is there still anything to learn?

Quin et al, Molecular Cancer:2019;18:155

Neue Targets?

Kombinationspartner?

Microbiome?



Keynote 942 Trial

Khattak et, ASCO 2023

Based on the technology developed for CovidVaccs…

KN942



Khattak et, ASCO 2023

mRNA-4157-P201/Keynote-942 Study Design

Resected 

melanoma



Keynote-942 Trial: Primary Endpoint RFS

Khattak et, ASCO 2023

44% risk reduction

• Proof of concept 

• Phase II only

• Short FUP time

• Tissue based

• Time factor

TMB independent effect



From new Targets to Evolvement of…

Created with BioRender.com



Overall survival

Disease-free survivall 

Langzeit Tox

 

The earlier the better?  Immunotherapy in early lung cancer

Created with BioRender.com



Chaft JE et al, Nature Reviews Clin Oncol 2021;18:547-57

Atezolizumab

Pembrolizumab

Perioperative Therapie beim NSCLC



ASCO 2022

CheckMate 816 Study Design



Reck M et al, NEJM 2016;375:1823-33

Cortazar P et al, Lancet 2014;384:164-72

CheckMate 816 Primary Endpoint Event-free Survival  

Erhöhung der Rate an CRs um >20% pCR and long-term outcome in breas cancer



ELCC 2023

EFS with neoadjuvant NIVO + chemo vs chemo: 3 year update ELCLC 2023



ELCC 2023 Abstract 840

CheckMate 816 Update ELCC 2023

Median FUP 41.4m

Minimal invasive versus srugery

Lobectomy Pneumectomy

4 Base-line gene inflammatory signature



• Primary endpoint dual: Event-free survival and overall survival

• Key secondary endpoints: pCR and mPR (<10% viable tumor cells)

Wakalee HA, ASCO 2023

Perioperative pembrolizumab + platinum-based chemotherapy for resectable locally
advanced non-small cell lung cancer: The phase III KEYNOTE-671 study

Previously untreated stage 
locally advanced NSCLC
Able to undergo surgery
Biopsy of suspicious hilar 

or mediastinal lymph 
node(s), II-IIIA/B (T3-4 N2)

ECOG PS 0/1
(planned N = 786, R 1:1)

Cisplatin + 
Gemcitabine/Pemetrexed + 

Pembrolizumab x4

Cisplatin + 
Gemcitabine/Pemetrexed +

Placebo x4

Stratification by sex, stage (IB vs II vs IIIA), histology, PD-L1 tumor expression per 
SP142 assay (TC2/3 and any IC vs TC0/1 and IC2/3 vs TC0/1 and IC0/1)

Pembrolizumab
or

Placebo x13



Heymach JV et al, Clin Lung Cancer 2022;23:e247-e251

Phase III, Double-Blind, Placebo-Controlled Study of Neoadjuvant Durvalumab + 
Chemotherapy Followed by Adjuvant Durvalumab for the Treatment of Patients With 
Resectable Stages II and III non-small-cell Lung Cancer: The AEGEAN Trial

From: Is there a benefit of PD-(L)1 inhibitors?

To: Which is the optimal study design & concept?



Perioperative immunotherapy as standard in NSCLC.

ADAURA Osimertinib adjuvant für EGFR mut

Tsuboi M et al, NEJM 2023 389:137-147

ALINA Trial ESMO Presidential
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Challenge – Optimierung der perioperativen Konzepte.

OPTIMALES STUDIENDESIGN?

Patel SP et al, NEJM 2023;399:9



Let‘s take it even further – is systemic therapy enough in localized cancer?

Integration der systemische Therapie ins perioperative Setting als onkologische Herausforderung? 
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Tateo et al, Pharmaceuticals 2023



Hierro C et al, Clin Cancer Res 2019;25:3210-19

Wirth LJ NEJM 2020;825-835

ESMO 2023



Hierro C et al, Clin Cancer Res 2019;25:3210-19

Gloy V et al, Int J Cancer2023;152:2474-2484

OS was the primary endpoint in 14%

Median OS Benefit 2.55 months

QOL benefit proven for 4% 

82% single arm trial only 



Chair:

Nathan I Cherny



“…. a standardized, generic, validated approach to stratify the 

magnitude of clinical benefit that can be anticipated from 

anticancer therapies…“

1

2

3

4

5

C

B

A

Palliative Curative

5 / A highest level of clinical benefit

Easy to use for the qualified clinician

Corresponding forms online available*

Considers OS, PFS, QOL and lower end of 95% CI of HR

Dynamic tool – will be revised on a regular basis

*http://www.esmo.org/Policy/Magnitude-of-Clinical-Benefit-Scale/Scale-Evaluation-Forms

ESMO Magnitude of Clinical Benefit Scale (ESMO-MCBS)

Cherny NI et al, Ann Oncol 2015;26:1547-73

http://www.esmo.org/Policy/Magnitude-of-Clinical-Benefit-Scale/Scale-Evaluation-Forms


ESMO – Magnitude of Clinical Benefit Scale

• Aim 1: to highlight treatments which 

bring substantial improvements to the 

duration of survival and/or the QoL of 

cancer patients

• Aim 2: to use the scale for accelerated 

reimbursement evaluation and 

decrease disparities across Europe



Underlying Premises for the MCBS Development

Cure takes precedence over deferral of death

Direct endpoints such as survival and QoL take precedence over 

surrogates such as PFS or RR

DFS in curative disease is a more valid surrogate than PFS or RR in non-

curative disease

Interpretation of the evidence for benefit derived from surrogate 

outcomes (such as PFS) may be influenced by secondary outcome data

Priority to data of comparative trials with strong evidence (large 

randomized phase III trials)



Organisational unit
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Needs phase III data



“Die Lanze brechen” für Phase III Studien

Andrés Cervantes Jahrestagung 2022



Sotorasib for NSCLC - CodeBreak 100 Phase I/II

Skoulidis F et al, N Engl J Med 2021;384:2371-2381

• KRAS for decades untargetable

• pG12C common in NSCLC

• First approved KRAS inhibitor

• Approval based on CodeBreak 100

ORR 41% mPFS 6.3m

N=126





„new standard of care for CRC patients after two lines of prior therapy“

Prager GW et al, NEJM 2023;388:1657-1667

Prof. Gerald Prager

TAS102



Best of Onkologie 2023 – mein Fazit

Novel Compounds

Novel Standards

Novel Strategies 

Optimizing perioperative care

ADC still number one hot topic

Agnostic vs. Personalized
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