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#8502: First-in-human dose-escalation trial of  BI 764532, a delta-like ligand 3 (DLL3)/CD3 IgG-like T-cell engager 
in patients (pts) with DLL3-positive (DLL3+) small-cell lung cancer (SCLC) and neuroendocrine carcinoma (NEC)

Martin Wermke, Enriqueta Felip, Yasutoshi Kuboki, Daniel Morgensztern, Cyrus Sayehli, Miguel F. 
Sanmamed, Edurne Arriola, Zohra Oum'Hamed, Eric Song, Matus Studeny, Valentina Gambardella
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#8502:	First-in-human	dose-escalation	trial	of		BI	764532,	a	delta-like	ligand	3	(DLL3)/CD3	IgG-like	T-cell	engager	in	patients	(pts)	with	DLL3-positive	(DLL3+)	small-cell	lung	cancer	(SCLC)	and	neuroendocrine	carcinoma	(NEC)

- Promising	efficacy	(doses	≥90	µg/kg:	ORR	25%	(SCLC	26%,	epNEC	19%,	LCNEC	60%

- Responses	appear	to	be	durable

- CRS	59%	patients,	mostly	Grade	1-2	and	manageable



#8503: Exploratory biomarker analysis of the phase 3 KEYNOTE-604 study of 
pembrolizumab plus etoposide for extensive-stage SCLC
Charles M. Rudin, Hye Ryun Kim, Alejandro Navarro, Maya Gottfried, Solange Peters, Tibor Csoszi, Parneet Kaur Cheema, 

Delvys Rodriguez-Abreu, Mira Wollner, James Chih-Hsin Yang, Julien Mazieres, Terufumi Kato, Gregory Peter Kalemkerian, 
Elisha Dettman, Mackenzie Edmondson, Amir Vajdi, Andrey Loboda, Hazem Edmond El-Osta, Bin Zhao, Mark M. Awad

#8503:	Exploratory	biomarker	analysis	of	the	phase	3	KEYNOTE-604	study	of	pembrolizumab	plus	etoposide	for	extensive-stage	SCLC



#8503:	Exploratory	biomarker	analysis	of	the	phase	3	KEYNOTE-604	study	of	pembrolizumab	plus	etoposide	for	extensive-stage	SCLC

- TMB	sin	correlación	positiva	(baja	TMB	mayor	beneficio	con	pembro)

- TcellinfGEP	asociación	positiva	con	OS	y	PFS	en	ambos	grupos;	bajo	mMDSC	y	gMDSC	
potencial	asociación	con	PFS	con	pembro



#8504: SWOG S1929: Phase II randomized study of maintenance atezolizumab (A) versus atezolizumab 
+ talazoparib (AT) in patients with SLFN11 positive extensive stage small cell lung cancer (ES-SCLC)

Nagla Fawzy Abdel Karim, Jieling Miao, Karen L. Reckamp, Carl Michael Gay, Lauren Averett Byers, Yingqi Zhao, Mary Weber Redman, 
Daniel R. Carrizosa, Wei-Lien Wang, William J. Petty, Kathan Mehta, Bryan A. Faller, Edem S. Agamah, Samer S. Kasbari, Rajini 
Katipamula Malisetti, Atul Kumar, John Schallenkamp, Krishna Chaitanya Alluri, Jhanelle Elaine Gray, Karen Kelly

#8504:	SWOG	S1929:	Phase	II	randomized	study	of	maintenance	atezolizumab	(A)	versus	atezolizumab	+	talazoparib	(AT)	in	patients	with	SLFN11	positive	extensive	stage	small	cell	lung	cancer	(ES-SCLC)



#8504:	SWOG	S1929:	Phase	II	randomized	study	of	maintenance	atezolizumab	(A)	versus	atezolizumab	+	talazoparib	(AT)	in	patients	with	SLFN11	positive	extensive	stage	small	cell	lung	cancer	(ES-SCLC)

PFS OS

Hematologic	toxicities	

S1929	met	its	primary	endpoint	demonstrating	that	maintenance	AL	improved	PFS	in	SLF11-
positive	patients	with	ES-SCLC



Mesotelioma	pleural	maligno

CPCP, mesotelioma y otros tumores
Lung Cancer Updates  - ASCO’23



#LBA8505: IND227 phase III (P3) study of cisplatin/pemetrexed (CP) with or without pembrolizumab 
(pembro) in patients (pts) with malignant pleural mesothelioma (PM): A CCTG, NCIN, and IFCT trial
Quincy S. Chu, Maria Carmela Piccirillo, Laurent Greillier, Federica Grosso, Giuseppe Lo Russo, Marie Florescu, Manlio Mencoboni, 

Penelope Ann Bradbury, Alessandro Morabito, Fabiana Letizia Cecere, Sara Delfanti, Arnaud Scherpereel, Myriam Locatelli-
Sanchez, Gerard Zalcman, David E Dawe, Joana Sederias, Scott A. Laurie, Christopher W. Lee, Wei Tu, Lesley Seymour

#LBA8505:	IND227	phase	III	(P3)	study	of	cisplatin/pemetrexed	(CP)	with	or	without	pembrolizumab	(pembro)	in	patients	(pts)	with	malignant	pleural	mesothelioma	(PM):	A	CCTG,	NCIN,	and	IFCT	trial

Phase	III,	open	label Objectives

PRIMARY:

• Overall	Survival


SECONDARY:

• Tolerability

• Response	(mRECIST,	central	review,	imaging	-	
6,	12,	18	wks	then	every	12	wks)

• PFS

• QoL

• Health	economics


EXPLORATORY:

• Predictive	and	prognostic	value	of	PD-L1	
(Dako	22C3	platform;	combined	positive	
score	(CPS))

• iRECIST

• Other	Correlatives



#LBA8505:	IND227	phase	III	(P3)	study	of	cisplatin/pemetrexed	(CP)	with	or	without	pembrolizumab	(pembro)	in	patients	(pts)	with	malignant	pleural	mesothelioma	(PM):	A	CCTG,	NCIN,	and	IFCT	trial

Overall	survival



#LBA8505:	IND227	phase	III	(P3)	study	of	cisplatin/pemetrexed	(CP)	with	or	without	pembrolizumab	(pembro)	in	patients	(pts)	with	malignant	pleural	mesothelioma	(PM):	A	CCTG,	NCIN,	and	IFCT	trial

Platinum/pemetrexed	and	pembrolizumab	is	a	new	therapeutic	option	in	this	patient	
population



#8506: Efficacy, cellular and molecular determinants of PD-1 checkpoint inhibition in 
relapsed mesothelioma
Dean Anthony Fennell, Sean Ewings, Kayleigh Hill, Charlotte Poile, Essa Baitei, Zisen Zhou, James Harber, Tamihiro Kamata, 

Hongji Yang, Joanna Dzialo, Daniel Faulkner, Christian H.H Ottensmeier, Sarah Danson, Nicola Steele, Kim Mallard, Peter 
Wells-Jordan, Catherine Jane Richards, Min Zhang, Jason Lester, Gareth Owen Griffiths
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#8506:	Efficacy,	cellular	and	molecular	determinants	of	PD-1	checkpoint	inhibition	in	relapsed	mesothelioma

- Nivolumab-responsive	mesotheliomas	harbour	an	inflamed	tumour	microenvironment,	enriched	
with	mature	tertiary	lymphoid	structures	and	CCL19	expression


- Epithelial	mesenchymal	transition,	TGF-beta	signalling,	and	mitotic	spindle	transcription	are	
associated	with	resistance	to	nivolumab



#8507: Association of somatic mutations and histologic subtype/grade on prognosis and 
PD-L1 expression in mesothelioma
Allen Zhu, Aliya N. Husain, Andrew Hermina, Owen Mitchell, Jeffrey S. Mueller, Michael 

William Drazer, Hedy L. Kindler, Jung Woo Kwon

#8507:	Association	of	somatic	mutations	and	histologic	subtype/grade	on	prognosis	and	PD-L1	expression	in	mesothelioma



- Epithelioid	histology,	TP53	somatic	mutation	and	gender	are	the	strongest	predictors	of	survival

- Nuclear	grade	is	useful	for	prognosis	but	somatic	mutations	should	be	taken	into	consideration

#8507:	Association	of	somatic	mutations	and	histologic	subtype/grade	on	prognosis	and	PD-L1	expression	in	mesothelioma



#8511: Bemcentinib and pembrolizumab in patients with relapsed mesothelioma: MIST3, 
a phase IIa trial with cellular and molecular correlates of efficacy
Matthew G Krebs, Amy Branson, Shaun Barber, Charlotte Poile, Amy King, Alastair Greystoke, Sam Moody, Luke Nolan, Molly 

Scotland, Liz Darlison, Amrita Bajaj, Bruno Morgan, Cassandra Brookes, Peter Wells-Jordan, Catherine Jane Richards, Anne 
L. Thomas, Dean Anthony Fennell

#8511:	Bemcentinib	and	pembrolizumab	in	patients	with	relapsed	mesothelioma:	MIST3,	a	phase	IIa	trial	with	cellular	and	molecular	correlates	of	efficacy



#8511:	Bemcentinib	and	pembrolizumab	in	patients	with	relapsed	mesothelioma:	MIST3,	a	phase	IIa	trial	with	cellular	and	molecular	correlates	of	efficacy

Safety
Efficacy

MiST3	met	its	primary	endpoint	por	DCR	and	warrants	further	
evaluation	in	patients	who	are	refractory	or	who	have	relapsed	
following	prior	standard	chemotherapy



Conclusiones


