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How Are Therapy Decisions Made for 
Patients With Advanced NSCLC?

Histology

PD-L1 Expression Level Presence of a Targetable Mutation

Patient-Related Factors

§ Preference/goals of tx
§ Overall health (PS)
§ History of 

autoimmune disease 
or transplant 



Treatment Options for 
Advanced NSCLC

• For patients with PD-L1 High (> 50%) single 
agent IO is approved for use.

• Chemo-IO is approved for use regardless of 
PD-L1 status.

• IO-IO +/- chemo is also approved for use, but 
when do we use it?



§ Avoid chemotherapy?  CM227

§ Decrease the amount of chemotherapy? CM 
9LA

§ Decrease the amount of CTLA4 but continue 
chemotherapy? Poseidon

IO-IO combinations



What about PD-L1 High Disease?



Single Agent PD-1 Pathway Blockade 
in PD-L1 “High” NSCLC Across 

Histologies
Pembro
KN 024

Atezo
IMpower 110

Cemiplimab
EMpower

OS median 
(mo)

26.3
(HR-0.62)

20.2 
(HR-0.59)

22.1 
(HR-0.68) or NR (HR-
0.57)

PFS median 
(mo)

7.7   
(HR-0.5)

8.1 (HR-0.63) 6.2 or 8.2 in confirmed 
PD-L1 (HR-0.54)

ORR 46% 38.3% 36.5% or 39.2%

Median
DOR (mo)

29.1 21

Reck M et al JCO 2021, Herbst R et al NEJM 2020, Sezer A Ann Oncol 2020 LBA52, Paz-Ares L et al ASCO 2021 #9016,  



Chemo IO Combination Trials 
PD-L1 High Subgroup

1. Garassino. ESMO 2022. Abstr 973MO. 2. Socinski. J Thorac Oncol. 2021;16:1909. 3. Socinski. ASCO 2018. Abstr 
9002. 4. West. Lancet Oncol. 2019;20:924. , Novellow S et al ESMO 2022

KEYNOTE-407
5-Yr Outcomes: PD-L1 ≥50%

Pembro + CT
(n = 73) HR (95% CI)

ORR, % 64.4
5- Yr PFS, % 15.0 0.48 (0.33-0.69)
5- Yr OS, % 23.3 0.68 (0.47-0.97)



FDA Pooled Analysis of First Line 
Treatment Setting in 

PD-L1 High Disease (> 50%)

Akinboro O. et al ASCO 2022



FDA Pooled Analysis of First Line 
Treatment Setting in PD-L1 High Disease 

(> 50%)

Akinboro O. et al ASCO 
2022

• The decision between single 
agent IO versus IO-
chemotherapy is a per 
patient decision.

• The right sequence or 
combination is unclear.



PD-L1 “High” Disease 
Across Histologies

Pembro
KN 024

Atezo
IMpower 110

Cemiplimab
EMpower

Ipi/Nivo
CM-227

Ipi/Nivo
/Chemo
CM9LA

OS 
median 
(mo)

26.3
(HR-
0.62)

20.2 
(HR-0.59)

22.1 
(HR-0.68) or 
NR (HR-0.57)

21.2
(HR-0.66)

18.9
(HR-
0.67)

PFS 
median 
(mo)

7.7   
(HR-0.5)

8.1 (HR-0.63) 6.2 or 8.2 in 
confirmed PD-
L1 (HR-0.54)

6.7 
(HR-0.60)

7.5
(HR-
0.59)

ORR 46% 38.3% 36.5% or 39.2% 45.4% 38%

Reck M et al JCO 2021, Herbst R et al NEJM 2020, Sezer A Ann Oncol 2020 
LBA52, Paz-Ares L et al ASCO 2021 #9016, Reck M et al ASCO 2021 #9000 



What about in PD-L1 Positive 
vs Negative Disease?



Nivolumab plus Ipilimumab -
CM 227 Overall Survival

Paz-Ares L et al ASCO 2021, #9016

No data available 
that separates 
out the 1-49% 
group.

OS in patients with tumor PD-L1 > 1% OS in patients with tumor PD-L1 < 1%

Ramalingham S et al WCLC 2023



CM-227 – Histology and PD-L1

Brahmer J et al ASCO 2022, JCO 2022



CheckMate 9LA – by PD-L1

Reck M et al ASCO 2024



CM-9LA - Histology

Paz-Ares et al, Lancet Oncology, 2021



Poseidon  - Overall Survival by 
PD-L1

Peters S et al ESMO 2023



Poseidon – Histology and PD-L1

Garon E et al WCLC 2022



Chemo-IO Combinations for 
PD-L1 1-49% or Negative Disease

KN189 - OS

Gandhi L 2018; Gadghel S ASCO 2019; Rodriguez-Abreu ASCO 
2020., Paz-Ares L et al JTO 2020 

KN407 - OS



Using Molecular Subsets to Guide Therapy 

Skoulidis et al Cancer Discovery 2018, Gadgeel SM et al, AACR 2020

STK11 mutations and PD-1 ICI Outcomes

KN189



Molecular Subsets:
CM 227

Ramalingam S et al., ESMO Immuno-Oncology Congress,2021



Poseidon– OS by Molecular Subtype

Johnson M et al ESMO 2022



NCCN Guidelines. NSCLC v2.2024. 

Advanced NSCLC: PD-L1 ≥50%
First-line Treatment in Patients Without Molecularly Driven Tumors

Most Preferred 
Regimens:

Immune 
Checkpoint 

Inhibitors (ICIs) 
as Monotherapy

ADENOCARCINOMA

SQUAMOUS CARCINOMA



NCCN Guidelines. NSCLC v2.2024. 

Advanced NSCLC: PD-L1 <1%, ≥1%-49%
First-line Treatment in Patients Without Molecularly-driven Tumors

- ICI + CT
- ICI/ICI +/- CT  

ADENOCARCINOMA

SQUAMOUS CARCINOMA

Useful in Certain Circumstances • PD-L1 >1% 
Pembrolizumab (category 2B)g,49,50 



So Many Choices for 
Advanced Stage 

NSCLC… 
The choice of immunotherapy is based on 
the following:
• Histology (squamous versus 

nonsquamous)
• PD-L1 expression 
• Molecular subsets
• Patient preference about their 

goals of their lung cancer 
treatment

• Overall health of patient 
(performance status)

• Whether the patient has a 
history of an autoimmune 
disease or transplant 



Thank You!


