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KEYNOTE 189: Chemo+IO for 1L Non-Squamous NSCLC

Gandhi, L. NEJM 2018.

Frequency of PDL1 TPS <1% 1-49% ≥50% NE
Pembro/Chemo 31 31.2 32.2 5.6

Chemo 30.6 28.2 34 7.3

CPP Control

mPFS (mo) 8.8 (7.6-9.2) 4.9 (4.7-5.5)

HR, 95% CI 0.52 (0.43-0.64)
P = <0.00001

Progression Free Survival

Overall Survival CPP Control

mOS (mo) NR 11.3 (8.7-15.1)
HR, 95% CI 0.49 (0.38-0.64)

P = <0.00001
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KEYNOTE 189: OS & PFS varies by PD-L1 TPS

Overall Survival

Progression Free 
Survival

TPS < 1% TPS 1 - 49% TPS ≥ 50%

Gandhi, L. NEJM 2018.
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IMpower150: ChemoIO + Bev for 1L Non-Squamous NSCLC 
(including EGFR and ALK)

Kowanetz, Socinski AACR 2018, Socinski, et al. ASCO Annual Meeting 2018., Reck et al, ELCC 2019.



@TLCconference     #TexasLung23Speaker: Melissa L. Johnson, MD, Sarah Cannon Research Institute

Robinson et al, ELCC 202, Paz-Ares et al, JTO 2020

mOS HR
Pembro+ Chemo 15.0 (13.2-19.4) 0.79 (0.56-

1.11)Chemo 11.0 (8.7-13.8)

Overall Survival: PD-L1 ≥ 1%

Overall Survival: PD-L1 < 1%
mOS HR

Pembro+ Chemo 17.2 (14.4-19.7)
0.71 (0.59-0.86)Chemo 11.6 (10.1-13.7)

KEYNOTE 407: Chemo+IO for 1L Squamous NSCLC
mOS HR

Pembro+ Chemo 18.9 (14.0-22.2) 0.67 (0.61-0.87)Chemo 12.8 (9.5-14.7)
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EMPower-Lung 03
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Clinical trials of first-line Chemo-IO and IO regimens included in FDA pooled analysis
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ASCO 2022: FDA pooled analysis of Outcomes of anti-PD1 +/- chemo in 1L NSCLC



@TLCconference     #TexasLung23Speaker: Melissa L. Johnson, MD, Sarah Cannon Research Institute

Chemo-IO 
(n=455)

IO alone 
(n=1298)

HR (95% CI)

OS 25.0 (19.0, NE) 20.9 (18.5-23.1) 0.82 (0.62-
1.08)

PFS 9.6 (8.4-11.1) 7.1 (6.3, 8.3) 0.69 (0.55, 
0.87)

ORR 61 (56, 66) 43 (41, 46) OR 1.2 (1.1, 1.3)



@TLCconference     #TexasLung23Speaker: Melissa L. Johnson, MD, Sarah Cannon Research Institute



@TLCconference     #TexasLung23Speaker: Melissa L. Johnson, MD, Sarah Cannon Research Institute

What do I do?

PD-L1 ≥ 50%

Highly 
Symptomatic PD1 + Chemo

Asymptomatic Pembro

PD-L1 1-49% All
PD1 + Chemo OR

PD1/CTLA4 
+Chemo

PD-L1 0%

Asymptomatic Nivo/Ipi

Symptomatic
PD1 + Chemo OR

PD1/CTLA4 
+Chemo

Poor-Risk 
Factors

PD1 + Chemo
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KN 042:  Not Everyone who is PDL1≥ 50% Benefits From Pembro Monotherapy 
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Even in KN24, also IMP110 + EMP-Lung 01  
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The Elephant In the Middle of the Room: Patient Heterogeneity

KEYNOTE 042

Clin Cancer Res. 2022;28(2):368-377. doi:10.1158/1078-0432.CCR-21-2275
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Clin Cancer Res. 2022;28(2):368-377. doi:10.1158/1078-0432.CCR-21-2275

PDL1=90%; 
ctDNA= PIK3CA R108H; STK11
P/w chest pain and brain metastasis

CPP s/p 6 months

PDL1=10%
ctDNA=KRAS G12S, TP53, ATM

CPP s/p 7 months; P alone 1 yr

PDL1=100%; TMB 8
Tempus=TP53, KDM61, 
NFE2L2, LRP1B; 

CAP s/p 6 months cb
pneumonitis
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Slide courtesy of 
Natasha Leighl
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• Not all patients benefit from chemo, IO or chemo-IO like the long-term IO 
responders and so “Bet-Hedging” becomes our default strategy in order to 
leave no patient behind 

• However, we should be careful not to assume synergism or even additivity are 
happening for our 1L NSCLC patients with this approach

• Biomarkers are critical to further define WHO should receive WHAT front-line 
strategies

Conclusions


