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New treatment paradigm in NSCLC

PD-L1≥ 50%PD-L1 1-49%

PD-L1
Oncogene addiction

Algorithm by Jordi Remon

Targeted therapies Chemotherapy + Immunotherapy

Immunotherapy + Immunotherapy

Modified from Jordi Remon

Immunotherapy

PD-L1< 1%EGFR ALK ROS1
BRAF
V600E NTRK

Today, you need : EGFR, BRAF mut (+KRAS)
IHC (FISH) ALK/ROS1/NTRK
IHC PD-L1 

Never smokers+++



Planchard Ann Oncol 2018, updates on 15 September 2020

ESMO Clinical Practice Guidelines

NTRK translocation

larotrectinib
[III, A; ESMO-MCBS 

v1.1 score: 3].



EGFR mutations in lung cancer

Sharma SV, et al. Nat Rev Cancer 2007;7;169–81
Sharma SV, et al. Nat Rev Cancer 2007;7:169–81

ACTIVATING
MUTATIONS

mostly
exon 19 del

&
exon 21 L858R
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EGFR inhibitor in EGFR mut NSCLC

Rosell Lancet Oncol 12, Rosell et al, NEJM 2009

Median OS: 27 monthsResponse rate : 58%



Acquired resistance to EGFR TKI

7

Camidge – Nature Rev 2014



Acquired resistant to EGFR TKI. T790M 

Osimertinib, Phase I

Osimertinib, Phase II

RR: 61%. PFS 9.6 mo.
T790M-, RR 21%, PFS 2.8 mo

N=253
3rd GENERATION

RR: 70%. PFS: 9.9 mo

N=210 EGFR T790M+ 
(40% brain M1)

Tagrisso ®. Approved by FDA and EMA

Jänne NEJM 2015, Goss Lancet Oncol 2016

AURA3 (T790M+), ph3: AZD9291 > CT



FLAURA Trial: Osimertinib vs. SOC

Ramalingam ESMO 2017

Stratification by 
mutation status 

(Exon 19 
deletion / 

L858R) 
and race
(Asian / 

non-Asian) 
Crossover was allowed for patients 

in the SoC arm, who could receive 

open-label osimertinib upon central 

confirmation of progression and 

T790M positivity

Patients with locally advanced or 

metastatic NSCLC

Key inclusion criteria   

•≥18 years* 

•WHO performance status 0 / 1

•Exon 19 deletion / L858R (enrolment 

by local# or central‡ EGFR testing)

•No prior systemic anti-cancer / 

EGFR-TKI therapy

•Stable CNS metastases allowed

Endpoints
•Primary endpoint: PFS based on investigator assessment (according to RECIST 1.1)

• The study had a 90% power to detect a hazard ratio of 0.71 (representing a 29% improvement in median PFS from 10 months to 

14.1 months) at a two-sided alpha-level of 5%

•Secondary endpoints: objective response rate, duration of response, disease control rate, depth of response, overall 
survival, patient reported outcomes, safety 

Randomised 1:1

RECIST 1.1 assessment every 

6 weeks¶ until objective 

progressive disease

EGFR-TKI SoC§;

Gefitinib (250 mg p.o. qd) or 

Erlotinib (150 mg p.o. qd)

(n=277)

Osimertinib

(80 mg p.o. qd)

(n=279)

~20% brain mets at baseline



FLAURA trial: PFS and OS

Soria NEJM 2018 - Ramalingam – NEJM 2019

PFS OS

18.9 vs 10.2 mo
HR 0.46 (95% CI 
0.37-0.57)

21.4 vs 11.0 mo
HR 0.43 (95% CI 0.32-0.56)

Exon 19 Exon 21

14.4 vs 9.5 mo
HR 0.51 (95% CI 0.36-0.71)

38.6 vs 31.8 mo
HR 0.80 (95% CI 
0.64-1.00)

Exon 19 Exon 21

HR 0.68 (95% CI 0.51-0.90) HR 1.00 (95% CI 0.71-1.40)



1G – erlotinib/gefitinib

Osimertinib

Osimertinib Chemo

Chemo

Chemo

T790M+

T790M-

2G – afatinib/dacomitinib
Osimertinib Chemo

Chemo

T790M+

T790M-

Treatment strategies

Courtesy of D.Tan



APPLE study: relevance of “molecular” PD



*End point by investigator. S: significant. NS: non-significant Courtesy of J.Remon

Trial TKI Comparing Tx ORR % PFS (months) HR OS (months)

iPASS Gefitinib Cb/Pac 71 v 47 9.5 v 6.3 0.48 (0.36-0.64) 21.6 v 21.9 (NS)

First-Signal Gefitinib Cis/Gem 55 v 46 8.0 v 6.4 0.54 (0.26-1.10) 27.2 v 25.6 (NS)

WJTOG Gefitinib Cis/Doc 62 v 32 9.2 v 6.3 0.49 (0.34-0.71) 34.9 v 37.3 (NS)

NEJ002 Gefitinib Cb/Pac 74 v 31 10.8 v 5.4 0.35 (0.22-0.41) 30.5 v 23.6 (NS)

OPTIMAL Erlotinib Cis/Gem 83 v 36 13.1 v 4.6 0.16 (0.10-0.26) 22.8 v 27.2 (NS)

EURTAC Erlotinib Cis/Doc or Gem 58 v 15 10.4 v 5.1 0.34 (0.23-0.29) 19.3 v 19.5 (NS)

LUX-Lung 3 Afatinib Cis/Pem 62 v 22 13.6 v 6.9 0.47 (0.34-0.65) 31.6 v 28.2 (NS)

LUX-Lung 6 Afatinib Cis/Gem 68 v 23 11.0 v 5.6 0.25 (0.20-0.39) 23.6 v 23.5 (NS)

LUX-Lung 7 Afatinib Gefitinib 70 v 56 11.0 v 10.9 0.74 (0.57-0.95) 27.9 v 24.5 (NS)

ARCHER 1050 Dacomitinib Gefitinib 75 v 72 14.7 v 9.2 0.59 (0.47-0.74) 34.1 v 26.8 (S)

FLAURA* Osimertinib Gefitinib/ Erlotinib 80 v 76 18.9 v 10.2 0.46 (0.37-0.57) 38.6 v 31.8 (S)

NEJ 026 Erlotinib / BVZ Erlotinib 72 v 67 16.9 v 13.3 0.60 (0.42-0.88) 50.7 v 46.2 (NS)

ARTEMIS Erlotinib / BV. Erlotinib 86 v 85 18.0 v 11.3 0.55 (0.41-0.75) Not mature

RELAY* Erlotinib / Ramucirumab Erlotinib 76 v 77 19.4 v 12.4 0.59 (0.46-0.76) Not mature (NS)

CTONG 1706 Gefitinib / Apatinib Gefitnib 77 v 74 13.7 v 10.2 0.71 (0.54-0.95) Not mature

NEJ009 Gefitinib /CG Gefitinib 84 v 67 20.9 v 11.2 0.49 (0.39-0.62) 52.2 v 38.8 (S)

Norohona* Gefitinib /CG Gefitinib 75 v 62 16.0 v 8.0 0.51 (0.39-0.66) NR v 17.0 (S)



1G – erlotinib/gefitinib

Osimertinib

Osimertinib Chemo

Chemo

1G + VEGF/VEGFR or 1G +pemetrexed-plt
3G Chemo

Chemo

T790M+

T790M-

2G – afatinib/dacomitinib
Osimertinib Chemo

Chemo

T790M+

T790M-

Treatment strategies

ChemoT790M-

Matched RxDruggable 
alteration

Courtesy of D.Tan

Control arm of any new trial
Do it if no access to T790M



BLU-945 – Triple EGFR+/T790M/C797S

Schalm ESMO 2020 



Slide 5



ADAURA
DFS CNS mets

Herbst ASCO 2020, Tsuboi ESMO 2020



EGFR ex20insertion, a new history begins

Osimertinib 160 mg (ECOG-ACRIN 5162)
RR 24%. PFS 9.6 mo. Grade ≥ 3 AEs 29%

Poziotinib (ZENNITH20)
RR 14.8%. PFS 4.2 mo. Grade ≥3 AEs: 60%

Mobocertinib (TAK-788, phI/II trial)
RR 43%. PFS 7.3 mo. Grade ≥3 AEs: 40%

Amivantamab (JNJ-372, CHRYSALIS)
RR 36%. PFS 8.3 mo. Grade ≥3 AEs: 6%

FDA breakthrough therapy designation

FDA breakthrough therapy designation

Courtesy of J.Remon



ALK rearrangement NSCLC

19

ALK positivity:

≥15% of cells with 

positive pattern

Separate red / green signals 

FISH test

Barlesi – ASCO 2013 * Johnson ASCO 2013 * Sun JCO 2010



Ceritinib Alectinib BrigatinibCrizotinib

I start with...

Impact of poststudy treatment on overall survival

3y-OS: 82%

Solomon B, et al. N England J Med 2014;341:2167–77;  Solomon B, et al. J Clin Oncol 2018;36(22):2251–8.

Lorlatinib



Ceritinib Alectinib BrigatinibCrizotinib

I start with...

Lorlatinib

ASCEND-4: Ceritinib vs. CT

PFS (mo.) HR RR (%)

16.6
0.55

73

8.1 27

ALEX: Alectinib vs. crizotinib

PFS (mo.) HR RR (%)

34.8
0.43

83

10.9 76

Soria JC, et al. Lancet 2017;389:917–29; Camidge D, et al. N England J Med 2018;379:2027–39;  Camidge D, et al. J Thorac Oncol 2019;14(7):1233–43

ALTA-1L: Brigatinib vs. CT

PFS (mo.) HR RR (%)

NR
0.45

71

9.8 60

This made 2nd generation TKI Standard of Care



Ceritinib BrigatinibCrizotinib

What resistance profile I will get?

I start with…

Gainor J, et al. Cancer Discov 2016;6:1118–33

Alectinib

5



Lorlatinib

G1202R is the difficult one

Shaw A, et al. Presented at ELCC 2019, Geneva, Switzerland, 10–13 April 2019.



Lorlatinib

RR: 32%. PFS 5.5 mo. icRR: 56%

N=28‡EXP3B (Non-crizotinib TKI +/- CT)6,7

I start with…

Ceritinib AlectinibCrizotinib

Solomon B, et al. Presented at WCLC 2017, Yokohama, Japan, 15–18 October, 2017; Solomon B, et al. Lancet Oncol 2018;19(12):1654–67

Brigatinib



Ceritinib Alectinib BrigatinibCrizotinib

I start with...

Lorlatinib

BICR, blinded independent central review; CI, confidence interval; HR, hazard ratio; NE, not estimable; PFS, progression-free survival
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Lorlatinib

Crizotinib

Lorlatinib

(n=149)

Crizotinib

(n=147)

Patients with event, 

n (%)
41 (28) 86 (59)

Median PFS, months 

(95% CI)

NE

(NE–NE)

9.3

(7.6-11.1)

HR 

(95% CI)

1-sided P value*

0.28

(0.19-0.41)

<0.001

*By stratified log-rank test.

12-month PFS rate: 

78% (95% CI, 70–84)

12-month PFS rate: 

39% (95% CI, 30–48)

Solomon ESMO 2020



Ceritinib Alectinib BrigatinibCrizotinib

I start with...

Lorlatinib

†Cluster term

ALT, alanine aminotransferase; AST, aspartate aminotransferase.
0%10%20%30%40%50%60%70%80%

Lorlatinib (n=149)

Hypercholesterolemia†

Hypertriglyceridemia†

Edema†

Weight increased

Peripheral neuropathy†

Cognitive effects†

Diarrhea

Anemia

Fatigue†

Hypertension

Vision disorder†

ALT increased

Constipation

Mood effects†

Nausea

AST increased

Vomiting

Hyperlipidemia

Dysgeusia

Decreased appetite

Bradycardia

0% 10% 20% 30% 40% 50% 60% 70% 80%

Crizotinib (n=142)

Grade 3-4

Any grade

Solomon ESMO 2020



Adapted from M. Perol. Solomon B, et al. N England J Med 2014;341:2167–77. Cho B, et al. J Thorac Oncol 2017;12(9):1357–67, Peters NEJM 2017;377(9):829–38;  
Camidge D. Presented at WCLC 2018, Toronto, Canada, 23–26 September, 2018; Besse B, et al. J Clin Oncol 2018;36(suppl 15):9032

0%

10%

20%

30%

40%

50%

60%

70%

Crizo Grade 1–2 Crizo Grade 3–4 Ceri Grade 1–2 Ceri Grade 3–4 Alec Grade 1–2 Alec Grade 3–4 Briga Grade 1–2 Briga Grade 3–4 Lorla Grade 1–2 Lorla Grade 3–4

Fatigue

Diarrhoea

Nausea

Transaminases

Crizotinib
Profile 1014

Ceritinib (450 mg)
ASCEND 8

Alectinib
ALEX

Brigatinib†
ALTA-1L

Lorlatinib‡
NCT01970865

*

**

Hypercholesterolemia
Mood effect

Rash
Increase lipase & CPK

MyalgiaAbdominal PainOedema
AE of special

interest

Safety profile of second-generation ALK TKI
1



ROS1

1% of NSCLC = 15 000 people worldwide, around 200 to 300 in France/year



ROS1 rearrangement (~2%)

ORR: 72%

mPFS = 19.2 m

N=50. Crizotinib 

Shaw – NEJM 2015



BRAFV600E in NSCLC : ID

Median Age

Sex Ratio

Non-Squamous

PD-L1 ≥1%

Median TMB

Prognostic value

67

Female
61%

Male
39%

Others 
11%

ADC
89%

Planchard ASCO 2020, Negrao WCLC 2018 & 2019, Dudnik JTO 2018, Cardarella CCR 2013
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28%

Ever
72%

mPFS= 4.1 mo

Low rate brain Mets at diagnosis



BRAF or BRAF + MEK inhibitors?

Planchard Lancet Oncol 2016, Planchard Lancet Oncol 2016

ORR: 33%
PFS: 5.5

Dabrafenib
2nd line

Dabrafenib + Trametinib
2nd line 

ORR 62.3%
PFS: 9.7m



RET fusion in NSCLC ID

Median Age

Sex Ratio

Non-Squamous

PD-L1 ≥1%

Median TMB

Prognostic value

61

Female 
44%

Male 
56%

ADC 
95%

Drilon NEJM 2020, Schoenfeld Ann Oncol 2020, Tsuta BJC 2014
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Specific RET inhibitors

Goto – ASCO 2020 * Gainor – ASCO 2020  (independent review data in both)

Selpercatinib (LOXO-292): LIBRETTO-1 trial Pralsetinib (BLU-667): ARROW trial

Prior platinum (N=92). RR: 55%, DoR: NR 
Naïve (N=29). RR: 66%. DoR: NR

FDA approval September 2020
400 mg daily

Prior platinum (N=105). RR: 64%, mPFS: 17 mo.
Naïve (N=39). RR: 85%, mPFS: NE

FDA approval in May 2020
160 mg BID

Courtesy of Jordi Remon



KRAS G12C mutation in NSCLC ID

Median Age

Sex Ratio

Non-Squamous

PD-L1 ≥1%

Median TMB

Prognostic value

65

Female 
59%

Male 
41%

Sq 3%
Non-Sq

96%

Hong ESMO 2020, Cui Lung Cancer 2020, Gao Lung Cancer 2020
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28% CNS mets at Diagnosis

mPFS= 5 mo



Hong ESMO 2020

Sotorasib (AMG 510)



HER2 aberrations in NSCLC

HER2 in NSCLC Frequency

Overexpression (IHC 2+ and 3+) 15‒30%

Overexpression (IHC 3+ only) 2‒6%

Amplification (ISH) 2‒6%

Mutations 1‒5%

~95% mutations in
Exon 20 are insertions

Gandhi - ASCO 2017 * Arcila – CCR 2012 * Offin – Cancer 2019 * Yamamoto – JNCI 2014 * Mazières  - JCO 2013

Mutation and amplification are not associated
BM in 47% of HER2-mutant lung cancers (20% baseline)

Courtesy of Jordi Remon



T-DXd: Destiny Lung01 phase II Trial

Yver – Ann Oncol 2020 * Tsurutani – Cancer Discovery 2020 * Smit – ASCO 2020

RR: 62% PFS: 14.2 mo.

FDA Breakthrough Therapy Designation May 2020

Courtesy of Jordi Remon



MET 14mut in NSCLC ID

Median Age

Sex Ratio

Non-Squamous

PD-L1 ≥1%

Median TMB

Prognostic value

73

Female 
38%

Male 
61%

Others
45%

ADC
55%

Mazieres Annals of Onco 2019, Offin JCO PO 2020, Tong CCR 2016
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60%
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mPFS= 3.4 mo

Squamous 0%



MET TKI in METex14 NSCLC

Dose Line N RR (%) PFS (mo.)

CRIZOTINIB
(PROFILE 1001)

250 mg BID
Naïve
≥ 2nd L

24
41

25
37 7.3

CAPMATINIB
(GEOMETRY)

400 mg BID

Naïve (cohort 5B)
2nd L  (cohort 6)
2nd/3rd L (cohort 4)*

28
27
69

68
48
41

12.4
8.1
5.4

TEPOTINIB
(VISION)

500 mg QD
Naïve
2nd L
3rd L

43
33
23

44
48.5
48.2

8.5

SAVOLITNIB
600 mg QD (≥ 50 Kg)
400 mg QD (< 50 Kg)

Naïve
Pre-treated

28
42

46
41

5.6 
13.2

Drilon- Nature Med 2002 * Wolf –NEJM 2020 * Garon – AACR 2020 * Groen –ASCO 2020 *  Paik- NEJM 2020 * Lu – ASCO 2020

*88% chemotherapy, 26% ICI, No previous MET inhibitors 

Courtesy of Jordi Remon



New treatment paradigm in NSCLC

PD-L1≥ 50%PD-L1 1-49%

PD-L1
Oncogene addiction

Algorithm by Jordi Remon

Targeted therapies Chemotherapy + Immunotherapy

Immunotherapy + Immunotherapy

Modified from Jordi Remon

Immunotherapy ?

PD-L1< 1%EGFR ALK ROS1
BRAF
V600E NTRK



PD-L1 IHC
Is still the king

PD-L1≥ 50%



PD-L1≥ 50% or high
Pembrolizumab 1st line (KEYNOTE 024)

PFS (Fw: 19.1 mo.) OS

Reck NEJM 2016



PD-L1≥ 50% or high : First-Line single agent IO

Brahmer ESMO 2020; Herbst NEJM 2020 ; Sezer ESMO 2020 ; Rizvi ESMO-IO 2018

PD-L1 ≥50% 

16.3 mo vs 12.9 mo
HR= 0.76 (95% CI, 0.58 to 1.019)

DURVALUMAB
MYSTIC

PD-L1 ≥25% CEMIPLIMAB
EMPOWER LUNG-1

PD-L1 ≥50% 

22.1 mo vs 14.3 mo
HR= 0.68 (95% CI, 0.53 to 0.87)

26.3 mo vs 13.4 mo
HR= 0.62 (95% CI, 0.48 to 0.81)

ATEZOLIZUMAB
IMPOWER 110

TC3 / IC3

20.2 mo vs 13.1 mo
HR= 0.59 (95% CI, 0.40 to 0.89)

PEMBROLIZUMAB
KEYNOTE 024



IO effacy and 
Tumor burden evaluated through RECIST target size

• Secondary analysis pooled individual-
participant data from

• OAK  (NCT02008227, July 7, 2016 data cutoff),
• POPLAR (NCT01903993, May 8, 2015 data 

cutoff), 
• BIRCH (NCT02031458, May 28, 2015 data cutoff)
• FIR (NCT01846416, January 7, 2015 data cutoff).

• All analyses were based upon patients with
NSCLC who received atezolizumab treatment.

• N=1461 pts

• Baseline SLD is an 
independent predictor of 
survival outcomes SLD = sum of longest diameters of target lesions. 

Hopkins Semin Oncol 2019



• Case-control patients,  n=91
• 144 NSCLC patients treated with IO

• 413 historic controls treated without IO

• Matched for stage, PS, histology, driver 
mutation, smoking status, initial 
treatment (CT vs CT-RT)

• Tumor size was analyzed using 
RECIST 1.1 criteria

• Benefit of IO restricted to small
tumors

Hopkins Semin Oncol 2019
Faehling Oncology 2019

IO or CT effacy and tumor burden
a case control study



PD-L1≥ 50% or high : First-Line single agent IO

Brahmer ESMO 2020; Herbst NEJM 2020 ; Sezer ESMO 2020 ; Rizvi ESMO-IO 2018

PD-L1 ≥50% 

16.3 mo vs 12.9 mo
HR= 0.76 (95% CI, 0.58 to 1.019)

DURVALUMAB
MYSTIC

PD-L1 ≥25% CEMIPLIMAB
EMPOWER LUNG-1

PD-L1 ≥50% 

22.1 mo vs 14.3 mo
HR= 0.68 (95% CI, 0.53 to 0.87)

26.3 mo vs 13.4 mo
HR= 0.62 (95% CI, 0.48 to 0.81)

ATEZOLIZUMAB
IMPOWER 110

TC3 / IC3

20.2 mo vs 13.1 mo
HR= 0.59 (95% CI, 0.40 to 0.89)

PEMBROLIZUMAB
KEYNOTE 024



Hyperprogressive disease

Ferrara – Jama Oncol 18

N = 406

Hyperprogression : 13,8%



PD-L1≥ 50% or high : IO vs CT-IO vs IO-IO
PD-L1 ≥50% 

20.0 mo vs 12.2 mo
HR= 0.69 (95% CI, 0.56 to 0.85)

21.2 mo vs 18.1 mo vs 14 mo

IPILIMUMAB-NIVOLUMAB
CHECKMATE 226

CT + IPILIMUMAB-NIVOLUMAB
9LA

18.0 mo vs 12.6 mo
HR= 0.66 (95% CI, 0.44 to 0.99)

PD-L1 ≥50% PD-L1 ≥50% 

PEMBROLIZUMAB
KEYNOTE 042

PD-L1 ≥50% 

27.7 mo vs 10.1 mo
HR= 0.59 (95% CI, 0.40 to 0.86)

PEMBROLIZUMAB
+ CHEMOTHERAPY

KEYNOTE 189

Mok The Lancet 2019 ; Rodriguez-Abreu ASCO 2020; Hellmann NEJM 2019; Reck ASCO 2020



PD-L1≥ 50% or high : IO vs CT-IO vs IO-IO
PD-L1 ≥50% 

20.0 mo vs 12.2 mo
HR= 0.69 (95% CI, 0.56 to 0.85)

21.2 mo vs 18.1 mo vs 14 mo

IPILIMUMAB-NIVOLUMAB
CHECKMATE 226

CT + IPILIMUMAB-NIVOLUMAB
9LA

18.0 mo vs 12.6 mo
HR= 0.66 (95% CI, 0.44 to 0.99)

PD-L1 ≥50% PD-L1 ≥50% 

PEMBROLIZUMAB
KEYNOTE 042

PD-L1 ≥50% 

27.7 mo vs 10.1 mo
HR= 0.59 (95% CI, 0.40 to 0.86)

PEMBROLIZUMAB
+ CHEMOTHERAPY

KEYNOTE 189

Mok The Lancet 2019 ; Rodriguez-Abreu ASCO 2020; Hellmann NEJM 2019; Reck ASCO 2020



Chemo-IO, IO-IO, or IO-mono
Conclusion 1

•PD-L1 ≥ 50% 
• IO is a good option for selected patients 

(low tumor burden…)
• IO-IO does not appear to be better than IO
• CT-IO might be a better option for aggressive 

disease
• CT-IO-IO does not appear to be better than CT-IO



PD-L1 IHC
Is still the king

PD-L1 1-49%



PD-L1 1-49% : IO vs CT-IO

13.4 mo vs. 12.1 mo.
HR 0.92 (95% CI 0.77–1.11)

PEMBROLIZUMAB
KEYNOTE 042

PD-L1 1-49% PD-L1 1-49% 

Mok The Lancet 2019, Rodriguez-Abreu ASCO 20, Reck ASCO 2020; Herbst ESMO-IO 2019

PEMBROLIZUMAB
+ CHEMOTHERAPY

KEYNOTE 189

21.8 mo vs 12.1 mo
HR 0.66 (95% CI 0.46-0.96)

CT + IPILIMUMAB-NIVOLUMAB
9LA

15.4 mo vs 10.4 mo
HR= 0.61 (95% CI, 0.44-0.84)

PD-L1 1-49%

ATEZOLIZUMAB
IMPOWER 110

TC 1-2
IC 1-2-WT

12.9 mo vs 14.0 mo
HR= 1.04 (95% CI, 0.76 to 1.44)



Chemo-IO, IO-IO, or IO-mono
Conclusion 2

•PD-L1 1-49% 
• Single IO is a poor option
• IO-IO does not appear to be better than IO
• CT-IO is the standard of care
• CT-IO-IO does not seem to be better than CT-IO



INSIGNA trial ongoing



PD-L1 IHC
Is still the king

PD-L1 <1%



PD-L1<1% CT-IO vs IO-IO
PD-L1 <1% 

17.2 mo vs 12.2 mo
HR = 0.62 (95% CI, 0.48 to 0.78)

IPILIMUMAB-NIVOLUMAB
CHECKMATE 227

PD-L1 <1% 

17.2 mo vs 10.2 mo
HR = 0.51 (0.36-0.71)

PD-L1 <1% 

17.2 mo vs 15.2 vs 12.2 mo

IPILIMUMAB-NIVOLUMAB
CHECKMATE 227

Rodriguez-Abreu ASCO 2020 ; Hellmann NEJM 2019; Reck 2020

CT + IPILIMUMAB-NIVOLUMAB
9LA

16.8 mo vs 9.8 mo
HR= 0.62 (95% CI, 0.45-0.85)

PD-L1 <1%

PEMBROLIZUMAB
+ CHEMOTHERAPY

KEYNOTE 189



Chemo-IO, IO-IO, or IO-mono
Conclusion 3

•PD-L1 <1% 
• Single IO is NOT an option
• (CT)-IO-IO has interesting preliminary data
• CT-IO is the standard of care
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pCR (%)

MPR (%)

Nivolumab Nivolumab Nivo + Ipi Nivo + CT Atezo + CT Durva + CTAtezolizumab Atezolizumab DurvalumabPembrolizumab Sintilumab

ICI studies Chemo-ICI studies

Forde  e t al. LCM C3
M K3 47 5 -

2 2 3
Li e t al. PRINCEPS IONESCO NA DIM COLUM BIA SA KK 1 6 /14

N 2 2 2 3 2 1 10 1 1 5 4 0 3 0 5 0 46 1 4 67

Stage I-IIIA IB-IIIA I-II IB-IIIA I-IIIA IB-IIIA IIIA  IB-IIIA IIIA  (N2 )

Surge ry 95 % 9 6% 8 1 % 8 9% 8 7 % 93 % 1 0 0% 9 2 % 9 0% 7 9 % 82 %

RR 10 % 2 2% 1 9 % 7% NR 20 % 7 % 9 % 74 5 7 % 58 %

NEOSTA R

I-IIIA

Neoadjuvant ICI trials in early-stage NSCLC Benitez et al. Clinical Cancer Research 2020

Neoadjuvant IO
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