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1. Three year OS update from the PACIFIC trial 

2. Alteration in TME after CRT for locally advanced NSCLC  

• Advanced Disease 

 

• Locally Advanced Disease 

1. 5-Year OS from the KEYNOTE-001 Trial 

2. Updated OS from the KEYNOTE-189 Trial 

• Emerging IO Biomarkers 

 1. Association of STK11/LKB1with lack of benefit from the addition of 
Pembro to CT in non-squamous NSCLC  

 

1. NEO-adjuvant chemo-immunotherapy for the treatment of STAGE IIIA 
resectable NSCLC: Data of patients who underwent surgical assessment  

• Early Disease 



Neoadjuvant Chemotherapy for resectable NSCLC 

NSCLC Meta-Analysis Collaborative Group. The Lancet 2014  



NADIM Study Design 

Presented by Mariano Provencio-Pulla at ASCO 2019 



Neoadjuvant IO + CT: Efficacy and Safety Results 

Study Stage Drug N. Cycles N. Resected MPR G3-5 TRAEs  

IO + Chemotherapy Combination 
 

NADIM IIIA Nivo + CT 3 30 86% 13% 
 

Provencio-Pulla, ASCO 2019 
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Durvalumab new standard of care in stage III NSCLC 
 
 

Antonia NEJM 2018  

Consolidation IO after CRT significantly improves RFS and OS 



PACIFIC: 3 year OS update 

Presented by E. Gray at ASCO 2019 

OS rate Durvalumab Placebo Delta 

12-month 83.1% 74.6% 8.5% 

24-month 66.3% 55.3% 11% 

36-month 57% 43.5% 13.5% 

 HR: 0.69 (vs 0.68 primary analysis) 
31% reduction of death risk  



PACIFIC: PD-L1 expression and OS 

Presented by E. Gray at ASCO 2019 

OS HR: 1.36 in PD-L1 <1% OS HR: 1.14 in PD-L1 <1% 

Primary exploratory analysis Updated analysis at 3 years 



Results from 23 pts receiving CRT:  
 
PD-L1 expression was significantly enhanced after CRT   
 
No correlation between baseline PD-L1 and PD-L1 after CRT 
 
Stromal CD8+ TIL density was significantly increased after CRT 
and correlated to pathological response   
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Time from Treatment 

Chemotherapy: 5-year OS: 5.5% 

IO (pre-treated pts): 5-year OS: 16%  

Long-term Survival 

Long-term Survival in advanced NSCLC 
The IO Revolution  

Noone, SEER Cancer Statistics Review, 1975-2015. National Cancer Institute, 2018  GettInger JCO 2018 



KEYNOTE-001 
5-year OS in pre-treated patients  

Pembrolizumab 5-year OS: 15.5% 

Gainor, ASCO 2019, Gainor, JCO 2019 



KEYNOTE 001 
 5-year OS in naive patients  

Pembrolizumab 5-year OS: 23% 

Gainor, ASCO 2019, Gainor, JCO 2019 

Pembrolizumab 5-year OS: 29% (PD-L1>50%)  



KEYNOTE-001 
 Long-term Tolerability 

Garon, ASCO 2019, Garon, JCO 2019 

92 pts (17%) experienced irAE 
21 pts (4%) had G3-5 irAEs 
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Time from Treatment 

Control 

Long-term survival 

Long-term survival in advanced NSCLC 
The IO Revolution  

Chemotherapy: 5-year OS: 5.5% 

IO (pre-treated pts): 5-year OS: 16%  

IO (Naïve PD-L1>50%): 5-year OS: 29% ? 
IO (Naive): 5-year OS: 23% 



KEYNOTE-189 
Updated OS in the ITT population 

• Data cutoff date: September 21, 2018 

• Median (range) study follow-up:  

• 23.1 mo (18.6–30.9) 

• Placebo arm:  

• Subsequent therapies: 59.2% 

• Subsequent Immunotherapy: 53.9% 

 
 

Events HR (95% CI) 

Pembro/Pem/Plat 52.0% 0.56  
(0.45–0.70) 

 
Placebo/Pem/Plat 69.9% 

Median OS (95% CI) 
22.0 mo (19.5–25.2) 
10.7 mo (8.7–13.6) 
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Abstract 9013: KEYNOTE-189: Progression after 2nd line of therapy (PFS2) 

KEYNOTE-189 
Progression after second-line (PFS2) 

Gadgeel, ASCO 2019 



Participants, n (%) 

Pembro/Pem/Platinum  

(N = 410) 

Placebo/Pem/Platinum  

(N = 206) 

Remaining on ≥1 component of 

allocated study therapy 
58 (14.1) 7 (3.4) 

Discontinued all components of 

allocated study therapy 
352 (85.9) 199 (96.6) 

Alive, no subsequent therapy 58 (14.1) 8 (3.9) 

Without PD 36 (8.8) 4 (1.9) 

Died without subsequent therapy 111 (27.1) 69 (33.5) 

≥1 subsequent therapy 183 (44.6) 122 (59.2) 

≥1 subsequent immunotherapy 55 (13.4) 111 (53.9) 

KEYNOTE-189 
Subsequent Therapies 

Gadgeel, ASCO 2019 



Participants, n (%) 

TPS ≥50% TPS 1-49% TPS <1% 

Pembro 

Arm  

(n = 132) 

Placebo 

Arm  

(n = 70) 

Pembro 

Arm  

(n = 128) 

Placebo 

Arm  

(n = 58) 

Pembro 

Arm  

(n = 127) 

Placebo 

Arm  

(n = 63) 

Remaining on ≥1 component of 

allocated study therapy 
28 (21.2) 4 (5.7) 17 (13.3) 2 (3.4) 11 (8.7) 1 (1.6) 

Discontinued all components of 

allocated study therapy 
104 (78.8) 66 (94.3) 111 (86.7) 56 (96.6) 116 (91.3) 62 (98.4) 

Alive, no subsequent therapy 26 (19.7) 2 (2.9) 16 (12.5) 3 (5.2) 12 (9.4) 3 (4.8) 

Died without subsequent 

therapy 
35 (26.5) 22 (31.4) 33 (25.8) 14 (24.1) 39 (30.7) 24 (38.1) 

≥1 subsequent therapy 43 (32.6) 42 (60.0) 62 (48.4) 39 (67.2) 65 (51.2) 35 (55.6) 

≥1 subsequent 

immunotherapy 
11 (8.3) 37 (52.9) 21 (16.4) 34 (58.6) 15 (11.8) 34 (54.0) 

KEYNOTE-189 
Subsequent Therapies by PD-L1 TPS 

Gadgeel, ASCO 2019 



Unanswered Question 
 

How identifying 1/3 of naive NSCLC patients who do not receive survival 
benefit from the addition of Pembrolizumab to Platinum Chemotherapy 

??? 
 

IO Biomarkers (beyond PD-L1) needed   



STK11 mutations and PD-1 monotherapy resistance in NSCLC 
  

P=0.00038, log-rank test 
HR 1.87 (95% CI,1.32-2.66) 

P=0.0015, log-rank test 
HR 1.99 (95% CI 1.29-3.06) 

STK11 alterations are enrichied in TMB low/PD-L1 negative tumors  
 associated with a cold TME (TILs low/ MDSC high) 

Skoulidis, Cancer Discovery 2018 



IO+CT in STK11 and/or KEAP MUT vs WT 

Are STK11/KEAP1 alterations associated to IO+CT resistance in NSCLC ? 
  

STK11/KEAP MUT identify a group of 
non-sq NSCLC pts with poor OS 

IO+CT vs CT in STK11 and/or KEAP MUT 

Lack of OS benefit from addition of IO 
to CT in STK11/KEAP MUT NSCLC 

Skoulidis, ASCO 2019 

STK11/KEAP1 MUT is a potential biomarker of IO primary resistance  
in advanced non-squamous NSCLC 



1. Consolidative Durvalumab SOC in stage III NSCLC 

2. All eligible pts should receive concurrent CRT starting Durvalumab < 14 days  

• Advanced Disease 

 

• Locally Advanced Disease 

1. IO 5-year OS constitutes a milestone in lung cancer treatment  

2. IO+CT SOC in naïve pts with PD-L1<50% 

3. IO and IO+CT effective options in naive pts with PD-L1 >50% 

 • IO Biomarkers 

 1. STK11/KEAP1 MUT biomarker of primary resistance to IO and IO+CT    

ASCO 2019 - Poster Review 
Key messages 

1. Strong rationale and promising data for Neoadjuvant IO (+ CT ?)  
• Early Disease 


