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Obiettivi dei trattamenti vecchi e nuovi

Malattia localizzataGUARIGIONE (Chirurgia, 
Terapie Neoadiuvante, Adiuvante e 
Concomitante ad RT definitiva)

Malattia avanzata/metastaticaCONTROLLO 
DELLA MALATTIA (Terapie sempre sistemiche: 
CHEMIOTERAPIA, IMMUNOTERAPIA, TERAPIE 
BIOLOGICHE)

VII CONVEGNO NAZIONALE DELLA RETE ONCOLOGICA SIFaCT 



Cosa dobbiamo sapere per decidere la terapia?
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PATIENT

SCLC: Histological diagnosis and staging

NSCLC early stages: Histological diagnosis and staging (EGFR,PD-L1, ALK)

Squamous NSCLC advanced disease: PD-L1

Non-squamous NSCLC advanced disease: PD-L1, EGFR, ALK , 
ROS1,BRAF, NTRK



Cosa dovremmo sapere già oggi?

PD-L1 

Single nucleotide variations (SNVs) EGFR, BRAF, HER2 ,KRAS

Insertions and deletions (indels) EGFR

Copy number variations (CNVs) MET, HER2

Rearrangements ALK, ROS1, RET, NTRK

Splice variants MET
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Cosa potremo sapere in futuro?

PD-L1 Status, TMB, MSI status

Teicher BA, 2014

Squamous cell carcinoma Adenocarcinoma

Small cell lung cancer
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Pochi anni fa….

Chemotherapy +/- 
Anti-angiogenic 

Target Therapy
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Pochi anni fa….

Chemotherapy +/- 
Anti-angiogenic 

Target Therapy

….Oggi

Immunotherapy

Target Therapy

Chemo-IO +/- 
Anti-angiogenic 
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Italian Therapeutic algorithms 2023
• NSCLC I: Surgery or RT (If no possible surgery )

• NSCLC STAGES II-III AFTER SURGERY: Platinum based adjuvant CHT (cisplatin + vinorelbine) + 3 years adjuvant 
osimertinib if EGFR + or 1 year adjuvant atezolizumab if PD-L1 ≥ 50%

• NSCLC STAGES IIIa-b: Platinum based neoadjuvant CHT 

• NSCLC STADI IIIb-c: Concomitant CHT + RT 1 years durvalumab (only if pd-l1 ≥ 1%)

• Oncogene addicted advanced NSCLC  (ALK,ROS1,BRAF,EGFR, NTRK) (18%): target therapies

• Non Oncogene addicted advanced NSCLC PD-L1 ≥ 50%(27%): Pembrolizumab OR Cemiplimab OR Atezolizumab 
 Platinum based CHT 

 
• Non Oncogene addicted advanced NSCLC PD-L1<50% (55%): Platinum based CHT + Pembrolizumab OR 

Nivolumab + ipilimumab + CHT (2 CYCLES) Docetaxel +/- nintedanib
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Early stages NSCLC: (Stages I-IIIA)

Standard:
• NSCLC I: Surgery or RT (If no possible surgery )

• NSCLC STAGES II-III AFTER SURGERY: Platinum based 
adjuvant CHT (cisplatin + vinorelbine) + 3 years adjuvant 
osimertinib if EGFR or 1 year adjuvant Atezolizumab if PD-
L1 ≥ 50%
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Why adjuvant chemotherapy?

Courtesy of R Herbst
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Why adjuvant chemotherapy?
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 Adjuvant treatment in EGFR +
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 Adjuvant treatment in EGFR+
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Majem M et al, JTO 2021

 Adjuvant treatment in EGFR+

VII CONVEGNO NAZIONALE DELLA RETE ONCOLOGICA SIFaCT 



 Adjuvant treatment in EGFR+
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 Adjuvant treatment in EGFR+

Herbst R et al; NEJM 2023
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Adjuvant IO 

VII CONVEGNO NAZIONALE DELLA RETE ONCOLOGICA SIFaCT 



Adjuvant IO 
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Adjuvant IO 
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Locally advanced resectable 
NSCLC (Stages II-IIIB)

Standard

NSCLC STAGES IIIa-b: Platinum based neoadjuvant CHT 
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 Neoadjuvant IO or IO-IO 

Adapted from Hendriks L. ELCC 2023
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 Neoadjuvant CHT-IO
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 Neoadjuvant CHT-IO
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 Neoadjuvant CHT-IO

VII CONVEGNO NAZIONALE DELLA RETE ONCOLOGICA SIFaCT 



 Neoadjuvant CHT-IO
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 Neoadjuvant CHT-IOIO

Adapted from Heymach JV. AACR 2023
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 Neoadjuvant CHT-IOIO

Adapted from Heymach JV. AACR 2023
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 Neoadjuvant CHT-IOIO

Wakelee et al; NEJM 2023
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 Neoadjuvant TKI

Liu SY et al, Lung Canc 2022 
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Locally advanced unresectable 
NSCLC

Standard:

NSCLC STADI IIIb-c: Concomitant CHT + RT 1 year durvalumab 
(only if pd-l1 ≥ 1%)
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 CHT-RT
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.
1. Hanna N. Am Soc Clin Oncol Educ Book. 2015:e442-e447. 2. Vokes EE, et al. J Clin Oncol. 2007;25:1698-1704. 3. Hanna N, et al. J Clin Oncol. 2008;26:5755-5760. 4. Ahn JS, et al. J Clin Oncol. 2015;33:2660-2666. 
5. Senan S, et al. J Clin Oncol. 2016;34:953-962. 6. Bradley JD, et al. Lancet Oncol. 2015;16:187-199. 7. Lilenbaum R, et al. J Thorac Oncol. 2015;10:143-147. 8. Butts C, et al. Lancet Oncol. 2014;15:59-68.

Consolidation CT following CHT-RT has not resulted in improved survival times 
compared with concurrent CHT-RT alone

Study Design Conclusion

CALGB 398012 Induction therapy prior to concurrent CRT vs CRT alone

No improvement in survival

HOG LUN 01–243 Consolidation docetaxel vs CRT alone

KCSG-LU05-044 Consolidation docetaxel + cisplatin vs CRT alone

PROCLAIM5 Concurrent CRT followed by consolidation pemetrexed 
vs standard CRT

RTOG 06176 Concurrent CRT + cetuximab vs concurrent CRT alone

CALGB 306057,* Addition of erlotinib to RT vs RT alone after induction CT

START8 Addition of MUC1 immunotherapy vs placebo after CRT 
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CHT-RTIO: Pacific Study 

DR SPIGEL; ASCO 2021
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Adapted from Guillerm S. ELCC 2023

CHT-RTIO 
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Adapted from Guillerm S. ELCC 2023
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CHT-RTIO 



Adapted from Guillerm S. ELCC 2023

CHT-RTIO 

VII CONVEGNO NAZIONALE DELLA RETE ONCOLOGICA SIFaCT 



Non oncogene addicted 
advanced NSCLC (first line)

Standard:

• Non Oncogene addicted advanced NSCLC PD-L1 ≥ 50%(30%): 
Pembrolizumab OR Cemiplimab OR Atezolizumab  Platinum based 
CHT 

 
• Non Oncogene addicted advanced NSCLC PD-L1<50% (55%): 

Platinum based CHT + IO OR Nivolumab + ipilimumab + CHT (2 
CYCLES) Docetaxel +/- nintedanib
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1 linea anti-PD-1/PD-L1 in monoterapia in pazienti selezionati per PD-L1

Courtesy R Ferrara
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1 linea anti-PD-1/PD-L1 in monoterapia in pazienti selezionati per PD-L1

Dei pazienti con alta espressione di PD-L1 trattati con anti-PD 1/PD-L1 in prima linea:
40% risponde
40-50% è vivo a 2 anni (20-26 mesi sopravvivenza mediana) 
30% è vivo a 5 anni
Anti-PD-1 e anti-PD-L1 outcome simili Reck JCO 2021, Mok Lancet 2019, Sezer Lancet 2021, Herbst NEJM 2020
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1 linea anti-PD-1/PD-L1 in monoterapia in pazienti selezionati per PD-L1

Nei pazienti con PD-L1 basso/intermedio: anti-PD-1/PD-L1 in prima linea non è superiore alla 

chemioterapia a base di platino né in risposta né in sopravvivenza

Carbone NEJM 2017, Mok Lancet 2019, Herbst NEJM 2020
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1 linea anti-PD-1/PD-L1 in monoterapia tossicità

15-30% dei pazienti con alta espressione di PD-L1 può avere delle tossicità immuno relate di grado 3-4. 

1-2% sono le morti tossiche legate al trattamento
Reck JCO 2021, Mok Lancet 2019, Sezer Lancet 2021, Herbst NEJM 2020
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1 linea anti-PD-1/PD-L1 + CHT: Attività ed efficacia

Courtesy R Ferrara
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1 linea anti-PD-1/PD-L1 + CHT: Attività ed efficacia

Dei pazienti con adenocarcinoma polmonare trattati con anti-PD-1/PD-L1 + CT a base di platino:
50% risponde (fino al 60% nei PD-L1 TPS ≥ 50%)
40-50% è vivo a 2 anni (18-22 mesi sopravvivenza mediana, >24 mesi nei PD-L1 TPS ≥ 50%) 
20-30% è vivo a 3 anni (>40% nei PD-L1 TPS ≥ 50%)
Beneficio osservato in tutte le categorie di PD-L1
Code delle curve negli studi Impower tendono a sovrapporsi Gray JTO 2021, Socinski NEJM 2018, West Lancet Oncology 2019
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1 linea anti-PD-1/PD-L1 + CHT: Attività ed efficacia 

Nell’istologia squamosa:

• Buoni tassi di risposta 60% fino a >70% (tislelizumab) ma OS tendenzialmente inferiore ad adenocarcinoma (17 vs 22 mesi)

• Pembro + chemo aumenta OS indipendentemente da PD-L1

• Atezolizumab + chemo non migliora OS  Paz-Ares NEJM 2018, Jotte JTO 2020, Wang JAMA Onc 2021
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1 linea anti-PD-1/PD-L1 + CHT: Tossicità 

50% fino a 70% dei pazienti trattati con chemioterapia+ anti-PD-1/PD-L1 in prima linea può avere delle tossicità  di grado 3-4 10-
15% sono tossicità immunorelate grado 3-4 
2% le morti tossiche legate al trattamento Gadgeel JCO 2020, Paz-Ares NEJM 2018, Socinski NEJM 2018
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1 linea anti-PD-1/PD-L1 + altri immunoterapici +/- chemioterapia a base di platino

Courtesy R Ferrara
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1 linea anti-PD-1/PD-L1 + altri immunoterapici +/- chemioterapia a base di platino

Tasso di risposte : 30% 
Sopravvivenza mediana 17-21 mesi
25-30% dei pazienti vivi a 4 anni
HR sembra favorire la combo Nivolumab + Ipilimumab per pazienti con 
PD-L1 <1% e PD-L1 ≥50% (ma analisi esploratorie)
Pembro + Ipi non superiore al solo Pembro nei pazienti con PD-L1 ≥50%

Paz-Ares ASCO 2021, Boyer JCO 2021
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1 linea anti-PD-1/PD-L1 + altri immunoterapici +/- chemioterapia a base di platino
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1 linea anti-PD-1/PD-L1 + altri immunoterapici +/- chemioterapia a base di platino: tossicità

Rate di eventi avversi di grado 3-4 (30% nivolumab+ipilimumab, 50% con aggiunta di chemio) e morti tossiche (2%) non 
aumentano in maniera significativa con aggiunta dell’anti-CTLA-4 

Hellmann NEJM 2019, Paz-Ares Lancet Oncology 2021
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ICI in monoterapia o in combinazione con chemio a seconda dell’espressione di PD-L1

Courtesy R Ferrara
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Progressione rapida e mortalità precoce 

Courtesy R Ferrara
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Popolazioni particolari: anziani, non fumatori, ECOG PS-2 
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NSCLC WT LATER LINES
Standard:

• Non Oncogene addicted advanced NSCLC PD-L1>50%(30%): 
Pembrolizumab OR Cemiplimab OR Atezolizumab  Platinum based 
CHT 

 
• Non Oncogene addicted advanced NSCLC PD-L1<50% (55%): 

Platinum based CHT + IO OR Nivolumab + ipilimumab + CHT (2 
CYCLES) Docetaxel +/- nintedanib
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IO VECCHIE E NUOVE STRATEGIE 

Sanmamed, Nature Cancer review 2022 

Kraehenbuhl, Nature Reviews 2022 
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IO-SECOND COURSE 
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IO-SECOND COURSE 
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IO-SECOND COURSE 
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IO-CHT BEYOND PD 
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IO-CHT BEYOND PD 
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IO-CHT BEYOND PD 
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IO-ANTIANGIOGENIC DRUGS BEYOND PD 
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IO-ANTIANGIOGENIC DRUGS BEYOND PD 
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DRUG CONJUGATE ANTIBODY 
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Adapted by E Felip ; ASCO 2023



DRUG CONJUGATE ANTIBODY 
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KRAS G12C

Standard:  IO or CHT platinum based +/- IO EAP target therapy
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K-RAS G12C 
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K-RAS G12C 



K-RAS G12C 
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K-RAS G12C 
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K-RAS G12C 
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Janne PA ; ESMO IO 2022

K-RAS G12C 
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Janne PA ; ESMO IO 2022

K-RAS G12C 
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Oncogene addicted advanced 
NSCLC

Standard:
• Oncogene addicted advanced NSCLC  

(ALK,ROS1,BRAF,EGFR, NTRK) (18%): target therapies
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EGFR COMMON MUTATIONS

Standard: Osimertinib CHT platinum based



Potenziamento della I linea
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Resistance mechanism in EGFRm NSCLC
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Resistance mechanism in EGFRm NSCLC
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ALK , ROS1

Standard ALK: alectinib lorlatinib CHT platinum based

Standard ROS1: Entrectinib  CHT platinum based
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ALK 

VII CONVEGNO NAZIONALE DELLA RETE ONCOLOGICA SIFaCT 



2°Gen ROS1 TKI inhibitors
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NTRK

Standard: entrectinib /larotrectinib CHT platinum based +/- IO
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Next Gen NTRK TKI inhibitors
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BRAF V600E

Standard: dabrafenib + trametinib  CHT platinum based +/- IO
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BRAF mutations in NSCLC

Demographics
• Exclusive from EGFR, ALK & ROS1
• Up to 5% in adenocarcinomas
• Worse outcomes
• V600E: Reduced platinum sensitivity

BRAF Point Mutations
• 50% V600E
• 50% other V600 and non-V600

• V600E: non-mucinous adk with 
micropapillary growth pattern and high 
TTF-1 expression (more in never/light 
smokers)

• Non-V600E: various morphologies, 
including mucinous component

Leonetti et al., Cancer Treat Rev (2018); 66:82-94
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Courtesy of S. Gadgeel

BRAF V600E NSCLC
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PHAROS study: efficacy and safety results
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EGFR EX 20 INSERTION

Standard: CHT platinum based +/- IO EAP target therapy
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RR 36%                    Median PFS 8.3 MO
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EGFR EX 20 INSERTION



EGFR EX 20 INSERTION

VII CONVEGNO NAZIONALE DELLA RETE ONCOLOGICA SIFaCT 

Note del presentatore
Note di presentazione
ORR 43%
DOR 13.9 MESI
PFS 7.3 MESI (INCLUSI PAZIENTI CON MTS ENCEFALO)



EGFR EX 20 INSERTION
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SUNVOZERTINIB

M Wang; ASCO 2023

Note del presentatore
Note di presentazione
ORR 43%
DOR 13.9 MESI
PFS 7.3 MESI (INCLUSI PAZIENTI CON MTS ENCEFALO)



RET

Standard: CHT platinum based +/- IO Selpercatinib or Pralsetinib
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Selpercatinib Efficacy

Drillon ELCC 2022
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Selpercatinib CNS Response 

Of the 26 patients with measurable CNS disease, 22 had 
a confirmed best response of CR or PR

Drillon ELCC 2022
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Selpercatinib Adverse Events

• Of the 34 (9.6%) patients who 
discontinued due to AE, 11 (3.1%) were 
deemed related to study treatment per 
the investigator

• No grade 5 TRAEs were observed

Drillon ELCC 2022
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Pralsetinib Efficacy

Curigliano et al. Poster 9089. Presented at ASCO, 4–8 June 2021, Virtual
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Pralsetinib CNS activity

Besse B, et al. ESMO 2022 (Abs 1170P) 

Of the 15 patients, 14 had prior platinum treatment and one was treatment naïve
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Pralsetinib Safety

Overall, 10% of patients 
discontinued pralsetinib due to 
treatment-related adverse events

Besse B, et al. ESMO 2022 (Abs 1170P) 
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Next Gen RET TKI inhibitors
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MET

Standard: IO or CHT platinum based +/- IO EAP target therapy
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MET 
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MET 
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HER 2

Standard: CHT platinum based +/- IO EAP target therapy
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HER 2 
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HER2 
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HER2 
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