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Opening statement 

In 20 minuti non riusciremo mai a discutere dell’immunoterapia nel: 
 

NSCLC Stadio IV, I e II linea 

NSCLC Stadio III 

NSCLC Neo/Adiuvante 

SCLC I e II linea 

 

(Per fortuna) all’ultimo ASCO non sono stati presentati ulteriori dati practice changing! 

 

 

 



Agenda 

• SCLC, first line 

• NSCLC stage III  

• NSCLC stage IV, first line (wild type) 

• NSCLC stage IV, oncogene addicted 

• What we’ve learned from IO-clinical practice 

• Conclusions 
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Keynote-024: Pembrolizumab vs chemotherapy in PD-L1 ≥ 50% 

Reck M, et al NEJM 2016 



Keynote-024: 2-Years OS update 

Reck M, et al. JCO 2019 



Keynote-042: Pembrolizumab vs chemotherapy in PD-L1 ≥ 1% 

Lopes G, ASCO 2018 



Keynote-042: Pembrolizumab vs chemotherapy in PD-L1 ≥ 1% 

• Cross-over not permitted 
• 47% of PD-L1 ≥ 50% 

Lopes G, ASCO 2018; Mok T, et al. Lancet 2019 



Keynote-407: Pembrolizumab +/- chemotherapy in Sq-NSCLC 

Paz-Ares L, ASCO 2018 

≈ 42% received subsequent PD-
1/PD-L1 inhibitors 



Keynote-407: Pembrolizumab +/- chemotherapy in Sq-NSCLC 

Paz-Ares L, ASCO 2018 



Keynote-407: Pembrolizumab +/- chemotherapy in Sq-NSCLC 

Paz-Ares L, ASCO 2018 

PFS 

OS 



Keynote-189: Pembrolizumab +/- chemotherapy in NONSq-NSCLC 

Gadgeel S, ASCO 2019 

End points 
– Primary: OS and PFS 
– Secondary: ORR, duration of response, and safety 
– Exploratory: PFS2 

≈ 54% received subsequent PD-
1/PD-L1 inhibitors 



Keynote-189: Pembrolizumab +/- chemotherapy in NONSq-NSCLC 

Gadgeel S, ASCO 2019 

PFS OS 



Keynote-189: PFS 2 

Gadgeel S, ASCO 2019 



What to do in PD-L1 ≥ 50% 

Zhou Y, et al. JITC 2019; Reck M, et al. JCO 2019, Gadjeel SM, ASCO 2019 

2-Years OS in PD-L1 ≥ 50% 

• Keynote 024 (Pembro alone): 51.5% 

• Keynote 189 (Pembro/CT): 51.9%  



Keynote-189: Liver and SNC mets 

Garassino MC, AACR 2019 



Keynote-189: Liver and SNC mets 

Garassino MC, AACR 2019 



Impower-150 

Arm A 

Atezolizumabb + 

Carboplatinc + 

Paclitaxeld 

4 or 6 cycles 

Atezolizumab
b 

Arm C (control) 

Carboplatinc + 

Paclitaxeld 

+ Bevacizumabe  

4 or 6 cycles 

Bevacizumabe 
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Stage IV or  

recurrent metastatic 

non-squamous NSCLC 

Chemotherapy-naivea 

Tumour tissue available 

for biomarker testing 

Any PD-L1 IHC status 

Stratification factors: 

• Sex 

• PD-L1 IHC expression 

• Liver metastases  
 

N = 1202 

R 

1:1:1 

Arm B 

Atezolizumabb + 

Carboplatinc + 

Paclitaxeld 

+ Bevacizumabe 

4 or 6 cycles 

Atezolizumab
b  

+  

Bevacizumab
e 

Maintenance therapy 

(no crossover permitted) 

Treated with 

atezolizumab 

until PD by 

RECIST v1.1  

or loss of 

clinical benefit 

 

AND/OR 

 

Treated with 

bevacizumab 

until PD by 

RECIST v1.1 

The principal question is to assess whether the addition of atezolizumab to Arm C provides clinical benefit  



Impower-150 

Socinski MA, ASCO 2018 



Impower-150 

Socinski MA, ASCO 2018 



Impower-150, OS according to liver mets 

Socinski MA, ASCO 2019 



IrAEs in NSCLC patients: CT-IO combinations 

Socinsli MA, ASCO 2018; Paz-Ares L, ASCO 2018; Gadgeel  ASCO 2019 

Keynote 407 (Pembro +/- Platino-(nab)paclitaxel) 

Impower 150 (Atezo +/- (beva)carbo-taxol) 

Keynote 189 (Pembro +/- Platino-PEM) 



Agenda 

• NSCLC stage IV, first line (wild type) 

• NSCLC stage IV, oncogene addicted 

• What we’ve learned from IO-clinical practice 

• Conclusions 

 

 



Impower-150, oncogene addicted population 

ITT 

(All randomised patients) 

EGFR/ALK + 

(13% patients) 

ITT-WTa 

(87% patients) 
ALK + 

(3% patients) 

EGFR-mt 
(10% patients) 

• The efficacy and safety of atezolizumab and/or bevacizumab with chemotherapy is being further 
analysed in the subpopulation of patients with EGFR mutations 

 

a Patients with a sensitizing EGFR mutation or ALK 
translocation must have disease progression or intolerance of 
treatment with one or more approved targeted therapies.  

Reck M, elcc 2019 



Reck M, elcc 2019 

Median, 10.2 mo 
(95% CI: 7.9, 15.2) 

Median, 6.9 mo 
(95% CI: 5.7, 8.5) 

Impower-150, EGFR positive population 

Median, 18.7 mo 
(95% CI: 13.4, NE) 

Median, NE 
(95% CI: 17.0, NE) 

Progression Free Survival Overall Survival 



Reck M, elcc 2019 

Impower-150, EGFR positive population 



Cappuzzo F, ESMO 2018 

Impower-130, EGFR positive population 



Agenda 

• NSCLC stage IV, first line (wild type) 

• NSCLC stage IV, oncogene addicted 

• What we’ve learned from IO-clinical practice 

• Conclusions 

 

 



Liver mets, second line setting 

Botticelli A, et al. JTM 2019 



Fast Progressors: an unmet medical need 

Giusti R, et al. ASCO 2019; Ferrara R, et al. ASCO 2019 

• 5 out of 20 NSCLC patients treated with 1stline pembrolizumab were retrospectively collected had HPD 
(defined by Time to Treatment Failure ≤2 months and raising in Tumor Burden ≥50% compared with basal 
CT-scan) 

• HPD was defined as RECIST v 1.1 PD at first CT scan and a >50% TGR variation per month, FP was defined 
as ≥ 50% increase in the sum of long diameters within 6 weeks from baseline, ED was defined as deaths 
due to disease PD within 12 weeks of IO start 



Baseline corticosteroids: needing for clarification 

Ricciuti B, et al. JCO 2019 

• 93 (14.3%) out of 650 patients received ≥ 10 
mg of prednisone at the time of 
immunotherapy 
 

• When analyzed by reason for corticosteroid 
administration, mPFS and mOS were 
significantly shorter only among patients 
who received ≥ 10 mg prednisone for 
palliative indications  
 

• There was no significant difference in mPFS 
or mOS in patients receiving ≥ 10 mg of 
prednisone for cancer-unrelated indications 
compared with patients receiving 0 to < 10 
mg of prednisone. 



Patients with Autoimmune Diseases 

Cortellini A, et al. Oncologist 2019 



Patients with Autoimmune Diseases 

Cortellini A, et al. Oncologist 2019 

All Flares! 

irAEs of any grade 

G3/G4 irAEs 



IrAEs in NSCLC patients: real-life 

Cortellini A, et al. Clin Lung Cancer 2019 

  irAEs of any grade G3/G4 irAEs 

Patients 231 50 

Endocrine 78 (33.8) 4 (8)  

Gastrointestinal 51 (22.1) 15 (30) 

Skin 59 (24.2) 7 (14) 

Pneumological 23 (9.9) 12 (24) 

Haepatic 10 (4.3) 6 (12) 

Others 46 (19.9) 6 (12) 

  559 

AGE, (years)   

Median 

Elderly (≥ 70) 

69 

259 (46.3) 

SEX   

Male 379 (67.8) 

ECOG PS   

≥ 2 74 (13.3) 

Histology   

Squamous 235 (42.1) 

No. of metastatic sites   

> 2 317 (56.8) 

Type of anti-PD-1   

Pembrolizumab 

Nivolumab 

123 (22) 

436 (78) 

Line of Immunotherapy   

First 116 (20.8) 

irAEs 231 (41.3) 

Single Site 

Multiple Site 

191 (82.6) 

40 (17.4) 

PD-L1 expression (TPS)   

Not-available 

Negative 

1 – 49% 

≥ 50% 

354 (63.3) 

45 (8.1) 

60 (10.7) 

100 (17.9) 



IrAEs: correlation with clinical outcomes 

Cortellini A, et al. Clin Lung Cancer 2019 
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Group: Yes
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irAEs of any grade

No

Yes

Variable (comparator) Response/ Ratio ORR (95% CI) p - value 

Overall 175/507 34.5 (29.5–40.0) - 

irAEs of any grade  

Yes 

No 

  

100/215 

75/292 

  

46.5 (37.8–56.6) 

25.7 (20.2–32.2) 

  

< 0.0001 

HR 0.53 (0.41–0.69) p<0.0001 HR 0.57 (0.45–0.72) p<0.0001 



irAEs and clinical outcomes 

Cortellini A, et al. Clin Lung Cancer 2019 



Agenda 

• NSCLC stage IV, first line (wild type) 

• NSCLC stage IV, oncogene addicted 

• What we’ve learned from IO-clinical practice 

• Conclusions 

 

 



Keynote-001: 5-years OS update 

Pre-treated patients (regardless of PD-L1) 

5-Years OS 15.5% 

Gainor GF, ASCO 2019 

First-line (regardless of PD-L1) 

5-Years OS 23% 

First-line (according to PD-L1) 

5-Years OS 29% 



We have to move backward to the first-line setting.... in all the patients! 

Conclusion 

• First line “Chemo-immunotherapy” 

• Regardless of PD-L1 (NON ONCOGENE ADDICTED) 

• High disease-burden (liver/brain mets) 

• Requiring corticosteroids? 

• Performance status? Oncogene addicted (+bevacizumab/after target therapy!) 

• First line “Mono-immunotherapy” 

• PD-L1 ≥ 50% (NON ONCOGENE ADDICTED) 

• Low disease-burden (Liver/brain mets) 

• No corticosteroids? 

• Good Performance Status?  



What we learn from clinical practice:  
“PEMBRO-REAL” STUDY 

Cortellini A, et al. Clin Lung Cancer 2019 

alessiocortellini@gmail.com 
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