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Real world prevalence of PDL1 
expression





Prevalence of PDL1 negative
Approximately 50% patients are usually PDL1 >1%

Approximately 48% patients are usually PDL1 <1%

Prevalence of PDL1 expression was similar across all geographic area 
(Asia pacific, Europe, USA)



Role of TMB in PDL1 negative



Role of TMB in PDL1 negative
MSI-H (3%)

TMB-high(7.7%)

Discrepancy between MSI, TMB, PDL1 are there.

In 2020, the NCCN Panel removed TMB as an emerging immune 
biomarker for patients with metastatic NSCLC based on clinical 
trial data, concerns about variable TMB measurements (NCCN 
2022)



Prognosis of PDL1 negative patients

• PDL1 negative, non driver mutation positive patients do behave 
aggressively compared to PDL1 positive and driver mutation positive 
counterparts and overall prognosis is poignant.



What options available for PDL1 
negative, driver mutation 
negative, mNSCL ca?



1stline IO in PDL1 negative, driver mutation 
negative mNSCL ca
Pembrolizumab +Chemo

Atezolizumab +Chemo

Nivolumab+Ipilimumab with or without Chemo



Pembro+ chemo



Pembrolizumab with chemotherapy
 KN 407:squamous histology, chemo (carbo+pacli or nab pacli)

PDL1 negative patients subset: median OS 15.9M vs 10.2 month 

(HR 0.61)(5 year data published in Sept 22)

 KN 189: non squamous histology

PDL1 negative patients subset: median OS 15.2M vs 12 month (HR 0.61)(P= 
0.009, HR 0.59)(5 year data published in Sept 22)

 KN 021 cohort G: non squamous histology, phase2 data, chemo (Peme +carbo)



Pooled analysis of KN 
trials(407,189,021)



Pooled analysis from KN 407, KN 189, 
KN 021



Pooled analysis from KN 407, KN 189, KN 021



Pooled analysis from KN 407, KN 189, 
KN 021



Pooled analysis from KN 407, KN 189, KN 021



Summary for Pembro as 1stline IO in PDL1 
negative, driver mutation negative mNSCL ca

Pembro+ chemo can be used in metastatic squamous as well as adeno carcinoma 
patients in 1st line according to KN 407, KN 189, KN 021 cohort G and pooled 
analysis.



Atezo + chemo



Atezo+ chemo
 IMPOWER 130: non squamous histology, Chemo(carbo+ nab pacli)

Median OS for PDL1 negative patients: 15.2 M(Atezo+ chemo arm) vs 12 
M(Chemo arm)(HR 0.81)

 IMPOWER 150:non squamous histology, liver mets, Atezo+chemo vs Bev +chemo 
vs ABCP

Median OS for PDL1 negative patients: 15.2 M (ABCP) vs 12 M (Chemo+ Bev)(HR 
0.82)



Summary for Atezo as 1stline IO in PDL1 
negative, driver mutation negative mNSCL ca

ABCP or Atezo+chemo can be used in 1st line mNSCL ca (ONLY ADENO ca)

This combination is preferable if liver metastasis present



Nivolumab+Ipilimumab with or 
without chemo



Nivolumab+Ipilimumab with or 
without chemo
 Checkmate 227:Nivo+ipili vs Nivo +Chemo vs Chemo, both squamous and adeno 

ca

 PDL1 negative patients- Median OS for PDL1 negative patients: 19% vs 7% , 
median DOR 19.4M vs 4.8 M

 Checkmate 9LA: Nivo+ipili+2 cycles of chemo vs Chemo, both squamous and 
adeno ca

PDL1 negative patients- Median OS : 17.7 M vs 9.8 M, HR 0.67;Median PFS 6.4 M 
vs 5.3 M, HR 0.7



Summary for Nivo+ipili as 1stline IO in PDL1 
negative, driver mutation negative mNSCL ca

Dual IO (Nivo+ipili) with(CM-9LA) or without chemo(CM-227) can be used in mNSC
lung ca in both squamous and adeno ca histology

No extra safety concern with dual IO.



NCCN 22



Systemic therapy for metastatic Adeno carcinoma NCCN 2022



Systemic therapy for metastatic Squamous cell 
carcinoma NCCN 2022



Determining Factors



Determining factors for Chemo+ IO
Histology (Squamous vs adeno)

Apprehension regarding side effects (Alopecia/pre existing neuropathy)

Disease burdon (low/high)

Age and Performance status

Pre existing pneumonitis

Any contra indications of Immunotherapy/Active auto immune disease



My take on…
PDL1 negative, driver mutation negative, mNSC Lung ca

Squamous histology: Pembro(KN-407), Dual IO with or without chemo(CM-227, 
CM-9LA)

Adeno histology: Pembro(KN 021, KN 189), Atezo (IMPOWER 130, 150), Dual IO 
with or without chemo (CM-227, CM-9LA)



Thank you


