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IO and CT/IO in stage 4 NSCLC & no 
Driver Alteration: TPS>49

• Approved single agents: pembrolizumab, atezolizumab, 
durvalumab, cemiplimab, (Chinese CPIs)

• Approved CT+IO (for highly symptomatic disease): 
Pembro, Nivo, Atezo/bev, Durva, cemiplimab, sug, tiz

• Ongoing Randomized trials: EVOKE -02 
(Sacituzumab/Trop-2 ADC), AVANZAR (Dato-Dxd Trop-2 
ADC)



KEYNOTE-024, 042 and 189 (TPS>49): 3-5-Year OS Update

KN 024

KN 042

Conclusion: Checkpoint 
inhibitors alone or with 
chemotherapy produce 5 year 
survival rates of about 30% in 
stage 4 adenoca of lung with 
TPS>49



Cemiplimab EMPOWER –Lung 
1:(TPS>49): 5-Year OS Update

Same conclusion with multiple PD1 and PDL1 inhibitors



Late toxicities from pembrolizumab

Garon E, et al J Clin Oncol 37:,2019 doi:10.1200/JCO.19.00934. 
[

Conclusion: Late toxicities not increased. Hypothyroid 
and pneumonitis most common.



What’s New:Other agents combined 
with CPI IO +/-CT

• Other CPIs
• ADCs
• Angiogenesis inhibitors: bev, 

ram, lenvatinib, anolitinib
• Parp Inhibitors: olaparib, others
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CITYSCAPE: Phase II ORR and PFS 







Dato-Dxd in 1L NSCLC



Dato-Dxd in 1L NSCLC: ONGOING 
AVANZAR Trial



Waterfall Plot of Response

Depth and Duration



IO and CT/IO in stage 4 NSCLC No 
Driver Alteration: TPS1-49

• Approved CT + IO: pembrolizumab, atezolizumab, 
nivolumab, durvalumab, cemiplimab, Tislelizumab, 
Sintilimab;Sugemalimab,toripalimab,camrelizumab

• Approved CT + IO combos: nivo+ipi, durva+tremi
• Approved IO combos: Nivo+Ipi; durva+tremi
• Investigational IO/IO combos anti-Tigit, 
• Investigational:Duration of Therapy?



IO and CT/IO in stage 4 NSCLC & no 
Driver Alteration: TPS 0-49

Non-sq Ca Squamous  Ca



FDA Pooled Analysis of Trials in TPS 1-
49: ?Role of IO alone vs IO+CT



FDA Pooled Analysis



$Title$

FDA Pooled Analysis of Trials in TPS 1-49: ?Role of CT



IO vs CT/IO in stage 4 NSCLC & no 
Driver Alteration: TPS 1-49

Conclusion: IO equivalent in elderly patients



11%

Is there an elderly subgroup of patients that would be 
appropriate for monotherapy?









IO and CT/IO in stage 4 NSCLC: TPS <1
• Approved CT + IO: pembrolizumab, atezolizumab, 

nivolumab, durvalumab, cemiplimab, tos
• Approved IO combos: nivo+ipi, durva+tremi
• Approved CT+IO combos 

Investigational IO/IO combos 
Investigational: Duration of Therapy?



OS in TPS <1 in Non Sq and Sq CA

Conclusion: CT+IO produces some long-term 
survivors but fewer than in patients with higher TPS









Outcome of patients who discontinue IO and then later progress? 

Conclusion: Retreatment can be highly effective





IMpower 133: Chemo +/- 
Atezolizumab

Liu et al, JCO 2021




