
16 Aprile 2019

Advances in Non-small Lung
Cancer

Vincenzo Minotti 

Oncologia Medica-Perugia





1.

0

0.

8

Schiller JH, et al. N Engl J Med. 

2002;346:92-98.

Therapeutic Plateau in Metastatic 

NSCLC

ECOG 1594
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How do we describe lung cancer in 2018?

Presented By Gregory Riely at 2018 ASCO Annual Meeting



Stage IV 

NSCLC

Histologic 

Assessment 

+

Molecular Analysis 

+

PD-L1 Testing

PD-L1 <50%EGFR, ALK

ROS1, BRAF
Targeted 

Therapy

Chemotherapy 

+ 

Anti-PD-1/PD-L1

PD-L1 ≥50%

Pembrolizumab





Kris M. et al. JAMA 2014; 311:1998



EGFR-TKIs in EGFRmut+ NSCLC 
1: Ten studies demonstrated superiority 

over standard CT
Overall	survival	according	to	the	type	of	EGFR mutation

LUX-LUNG	7	trial
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Time	(months)Time	(months)

Afatinib

Gefitinib

No.	at	risk:
Afatinib

Gefit inib

No.	at	risk:

Afatinib

N=93

Gefitinib

N=93	

Median,	mo 30.7									26.4

HR	(95%	CI)

p-value

0.83	(0.58–1.17)

0.2841

Afatinib

N=67

Gefitinib

N=66	

Median,	mo 25.0						21.2

HR	(95%	CI)

p-value

0.91	(0.62–1.36)

0.6585

L858RDel19

1.0

0.8

0.6

0.4

0.2

1.0

0.8

0.6

0.4

0.2

2:	Three	drugs	very	similar	in	efficacy

EGFR	mut + or	ALK	+
NSCLC	

Progression
(acquired	resistance	)

Targeted	Therapy

Baseline Tumor	regression
(RR	up	to	90%)

Progression
(median	9	months)

3:	Limited	PFS	and	acquired	resistance

Study		 #	 Treatment	 RR	%	 PFS	 OS		

	 	 	 	 mPFS	

(mos)	

HR	

P-value	

mOS	(mos)	 HR	

P-value	

IPASS*	
(Mok	et	al.	2009)	

97		

111	

Gefitinib	

CBDCA	+	TXL	

71.2		

47.3	

9.5		

6.3	

0.48	

<0.0001	

21.6		

21.9	

1.00	

0.99	

First	SIGNAL	*	(Han	et	al	2012)	 159	

150		

Gefitinib		

CDDP+	GEM		

84.6		

37.5	

8.0		

6.3	

0.54	

0.008	

27.2			

25.6	

1.04	

NR	

WJTOG	3405	
(Mitsudomi	et	al	2010)	

88		

89	

Gefitinib		

CDDP	+	TXT	

62.1		

32.2	

9.2		

6.3	

0.48	

<0.001	

34.8	

37.3	

1.25	

NR	

NEJ	002	
(Maemondo	2010)

	

	

114		

114	

Gefitinib	

CBDCA	+	TXL	

73.7		

30.7	

10.4		

5.5	

0.36	

<0.001	

27.7		

26.6	

0.89	

0.48	

OPTIMAL	
(Zhou	et	al	2011)	

82		

72	

Erlotinib		

CBDCA	+	GEM	

83.0		

36.0	

13.1	

4.6	

0.16	

<0.0001	

22.6	

28.8	

1.06	

0.68	

EURTAC	
(Rosell	et	al.	2012)

	 84	

82	

Erlotinib		

Platinum	Doublet	

54.5		

10.5	

9.4	

5.2	

0.34	

<0.0001	

19.3		

19.5	

1.04	

0.87	

ENSURE	(Wu	et	al.	2013)	 110	

107	

Erlotinib		

CDDP	+	GEM	

68.2	

39.3	

11.1	

5.7	

0.43	

<	0.0001	

NR	

NR	

NR	

NR	

LUX	Lung	3	
(Sequist	et	al	2013)

	 230		

115	

Afatinib		

CDDP	+	PEM	

56.0		

23.0	

11.1	

6.9	

0.58	

0.001	

16.6		

14.8	

1.12	

0.60	

LUX	Lung	6
	(Wu	et	al	2014)

	 242	

122	

Afatinib		

CDDP	+	GEM	

66.9		

23.0	

11.0		

5.6	

0.28	

<0.0001	

22.1	

22.2	

0.95	

0.76	

Patil	VM	
(2017)

	

(Indian	Trial)	

145	

145	

Gefitinib		

CBDCA	+	PEM§	

63.5	

45.3	

8.4	

5.6	

0.66	

<	0.001	

18.0	

22.6	

0.78	

0.133	

 



























Head to Head: ongoing and 
coming soon





Non fumatore-> Driver  (TT «risarcimento!»)

E per il fumatore?

Immunoterapia  

«consolatoria»?









Key End Points

Primary: PFS (RECIST v1.1 per blinded, independent central review)

Secondary: OS, ORR, safety

Exploratory: DOR

Key Eligibility Criteria

•Untreated stage IV NSCLC

•PD-L1 TPS ≥50% 

•ECOG PS 0-1

•No activating EGFR mutation 
or ALK translocation

•No untreated brain 
metastases

•No active autoimmune 
disease requiring systemic 
therapy

Pembrolizumab 
200 mg IV Q3W

(2 years)
R 

(1:1)
N = 
305

Platinum-Doublet 
Chemotherapy

(4-6 cycles)

Reck M,  et al. NEJM 2016

KEYNOTE 024 study design

PDa Pembrolizumab  

200 mg Q3W 

for 2 years

aTo be eligible for crossover, progressive disease (PD)  had to be confirmed by blinded, independent central radiology review 

and all safety criteria had to be met.
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Present Treatment Algorithm for 
Stage 4 NSCLC

Stage IV NSCLC

EGFR, ALK, BRAF 
or ROS1 

Targeted therapy

PD-L1 > 50%

No targetable 
mutation

Pembrolizumab

PD-L1 < 50%

No Targetable 
mutation

Platinum-based 
chemotherapy + 
Pembrolizumab*

Molecular testing 
for EGFR, ALK, 

ROS1,BRAF

IHC for PD-L1 
Expression



TSUNAMI IN LUNG CANCER: Immunotherapy
stage III









How Do We Decide Which Therapy Is Right For The Patient?

Biomarkers – Tumor – Tumor 
mutation burden (TMB), 
neoantigen,TAA, PD-L1, TIL, 
microenvironment 
• PD-L1, TIL, microenvironment -

problem with heterogeneity

Biomarkers – Blood – cfDNA 
(TMB), soluble cytokines 

Microbiome – Gut

Don’t Give UP!!!!!!

We are just scratching the 

surface










