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ARE ALL ICI THE SAME ??



• 58 years old male, non smoker, presented with 
advanced NSCLC- non squamous

• No brain metastasis 
• Liver – multiple metastasis with multiple lung and bone 

deposits 
• PS – 1 bordering 2
• No targetable mutation
• PDL-1 – 55%



Options 
• BSC alone
• ICI single agent

– Which one ? 
• Platinum doublet
• ICI and CT
• Any other choice ?



• What factors are to be considered for 
choosing ICI single agent vs combination ICI 
and chemotherapy ?

• Any choice of ICI ?
• IO vs IO+IO vs IO+CT vs CT alone



FIRST LINE TRIALS IN metNSCLC

1. KEYNOTE – 189
2. IMPower – 150
3. IMPower – 130
4. CheckMate 9LA

PDL 1 <1%PDL 1 > 50 %

1. CheckMate 227
2. KEYNOTE – 042

PDL 1 1-49%

1. CheckMate 227
2. KEYNOTE – 042
3. KEYNOTE – 024
4. IMPower – 110
5. EMPOWER – Lung 1



Immunotherapy Options for Advanced NSCLC With 
High PD-L1 Expression Across Histologies

Parameter

KEYNOTE-024: 
Pembrolizuma

b 
(n = 154)1

IMpower110:
Atezolizumab 

(n = 107)2

EMpower-Lung 
1:

Cemiplimab 
(n = 283)3

CheckMate 227:
Nivo/Ipi 

(n = 205)4

CheckMate 9LA:
Nivo/Ipi + CT 

(n = 76)5

PD-L1+ definition TPS ≥50%* TC3 or IC3† TPS ≥50%* TPS ≥50%‡ TPS ≥50%‡

ORR, % 46.1 40.2 39.0 45.4 38

Median DoR, mo 29.1 38.9 16.7 31.8 26.0

Median PFS, mo 7.7 (HR: 0.50) 8.2 (HR: 0.59) 8.2 (HR: 0.54) 6.7 (HR: 0.60) 7.5 (HR: 0.59)

Median OS, mo 26.3 (HR: 0.62) 20.2 (HR: 0.76) NR (HR: 0.57) 21.2 (HR: 0.66) 18.9 (0.67)

*By PD-L1 22C3 IHC assay. †Staining of ≥50% tumor cells (TC3) or ≥10% tumor-infiltrating immune cells (IC3) by PD-L1 SP142 IHC assay. ‡PD-L1 28-8 IHC assay.
Caution needs to be taken when comparing data across trials.





Where Does Nivolumab/Ipilimumab Fit In?

Paz-Ares. ASCO 2021. Abstr 9016. Paz-Ares. J Thorac Oncol. 2022;17:289. Nivolumab PI. Slide credit: clinicaloptions.com

Stage IV or 
recurrent NSCLC, 

no EGFR/ALK 
alterations, no 

previous 
systemic tx, 

ECOG PS 0/1, 
no untreated 

CNS mets
(N = 1739)

Nivo + Ipi
(n = 187)

Nivo + Histology-
Based CT (n = 177)

Histology-Based CT
(n = 186)

Stratified by histology (sq vs nonsq)

Nivo + Ipi
(n = 396)

Nivo
(n = 396)

Histology-Based CT
(n = 397)

Part 1b:
PD-L1 <1%
(n = 550)

Part 1a:
PD-L1 ≥1%
(n = 1189)

≤2 yr for IO
 Open-label, randomized phase III CheckMate 227

 Primary endpoint: OS in PD-L1 ≥1% for Nivo/Ipi vs CT

 FDA approval for adv NSCLC with PD-L1 ≥1% granted in May 2020 

Nivo + Ipi
(n = 205)

Nivo
(n = 214)

CT
(n = 192)

Median OS, mo 21.2 18.1 14.0

OS: PD-L1 ≥50%

Response Outcomes: 
PD-L1 ≥50%

Nivo/Ipi 
(n = 205)

Nivo
(n = 214)

CT 
(n = 192)

ORR, % (n) 45.4 (93) 36.9 (79) 35.4 (68)

mDoR, mo 
(95% CI) 31.8

(20.7-51.2)
16.8

(13.5-29.6)
5.8

(4.5-6.9)

26%
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Nivo: 3 mg/kg Q2W. Ipi: 1 mg/kg Q6W.

http://www.clinicaloptions.com/


Stratified HR: 0.67 (95% CI: 0.46-0.97)
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Where Does Nivolumab/Ipilimumab + Chemo Fit in?

Reck. ESMO Open. 2021;6:100273. Nivolumab PI. 2021. Slide credit: clinicaloptions.com

Nivo + Ipi* +
Histology-based CT Q3W x 2 cycles 

(n = 361)

Histology-based CT Q3W x 4 cycles 
(n = 358)

Stratified by PD-L1 expression (<1% vs ≥1%), 
sex, histology (squamous vs nonsquamous)

 Open-label, randomized phase III CheckMate 9LA trial

 Primary endpoint: OS

 FDA approval for advanced NSCLC regardless of PD-L1 status granted in May 2020 

*Nivo: 360 mg Q3W. Ipi: 1 mg/kg Q6W.

Patients with 
stage IV or recurrent 
NSCLC, no previous 

systemic tx, no 
sensitizing EGFR/ALK 

alterations, ECOG PS 0/1
(N = 719)

Response Outcomes: 
PD-L1 ≥50%

Nivo/Ipi + CT 
(n = 76)

CT 
(n = 98)

ORR, % (n) 38 (50) 31 (32)

mDoR, mo (95% CI) 26.0 (8.6-NR) 5.4 (3.9-10.9)

OS: PD-L1 ≥50%

Stratified HR: 0.67 (95% CI: 0.46-0.97)

http://www.clinicaloptions.com/


What about Nivolumab in front line – single agent ?





KN 024 CM 026

Selection 22C3 and TPS – 50% 28-8 and TPS – 5%

Tissue blocks New Metastatic site Archival (upto 6 months 
old) ; KN-010

Never smoker 3% 11%

RT No 37%

TAT allowed 1 month (indolent?)



In practise how many are eligible for 
single agent IO?

• 30% patients – PDL-1 ≥ 50%
– 35% - NOT ELIGIBLE FOR SYSTEMIC THERAPY
– 15-35% - EGFR/ALK +
– 10% ON STEROIDS / IMMUNOSUPRESSIVES 
– Effectively 10% are eligible for single agent IO



So who would be eligible for single 
agent IO?

• PDL-1 - More than equal to more than 50% for 
sure
– Higher the better

• Indolent / lesser tumor burden 
• Probably frail (lesser toxicity) 
• Would prefer in smokers than non smokers 



Chemo-IO Options for Advanced Nonsquamous 
NSCLC With High PD-L1 Expression

1. Gandhi. 2018;378:2078. 2. Gadgeel. ASCO 2019. Abstract 9013. 3. Rodriguez-Abreu ASCO 2020. Abstract 9582. 
4. Socinski. J Thorac Oncol. 2021;16:1909. 5. Socinski. ASCO 2018. Abstr 9002. 6. West. Lancet Oncol. 2019;20:924.

Outcome

KEYNOTE-189:
Pembrolizumab + 

Platinum CT
(n = 132)1-3

IMpower150:
Atezolizumab + Bevacizumab, 

Carboplatin/nab-Paclitaxel
(n = 71)4,5

IMpower130
Atezolizumab + 

Platinum CT
(n = 88)6

Median OS, mo 27.7 30.0 17.3

OS HR (95% CI) 0.59 (0.40-0.86) 0.70 (0.46-1.08) 0.84 (0.51-1.39)

ORR, % 62 69 NR

Caution needs to be taken when comparing data across trials.



HR: 0.64 (95% CI: 0.37-
1.10)

 Randomized, double-blind phase III 
trial

 Primary endpoint: PFS by RECIST v1.1 
(BICR), OS

 Secondary endpoints: ORR and DoR by 
RECIST v1.1 (BICR), safety

KEYNOTE-407: First-line Pembrolizumab + Chemo in 
Advanced Squamous NSCLC With High PD-L1

Paz-Ares. NEJM. 2018;379:2040. Paz-Ares. J Thorac Oncol. 2020;15:1657. 

Pembro +
Carbo/Pac or nab-Pac 

Q3W x 4

Pbo +
Carbo/Pac or nab-Pac 

Q3W x 4

Previously untreated 
stage IV squamous 
NSCLC; any PD-L1 

status, but biopsy for 
testing required; 
no brain mets;

ECOG PS 0/1 
(N = 563)

Pembro
≤31 cycles

Pbo
≤ 31 cycles

Crossover 
allowed on 

PD

Pembro + CT (n = 73)    NR (11.3-NE)
Pbo + CT (n = 73)      NR (7.4-NE)

OS: PD-L1 ≥50% Median OS, 
Mo (95% CI)

Outcomes: 
PD-L1 ≥50%

Pembro + CT
(n = 73)

Pbo + CT
(n = 73)

ORR, % (n) 60.3 (44) 32.9 (24)

mPFS, mo (95% CI) 8.0 (6.1-10.3) 4.2 (2.8-4.6)

Mo
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S 
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Monotherapy Versus Combination in 
PD-L1 ≥ 50%

KN 024/ 042 KN 189

3 years OS 31-44% 44%

Toxicity 31% 52%

Smoking and bulk of disease – for now 
PERSEE and INSIGNA will answer conclusively 



Advanced NSCLC With PD-L1 TPS 1%-49%—Greatest 
Unmet Need
 IO

 IO plus chemotherapy

 IO plus IO

 IO plus IO plus chemotherapy



KEYNOTE-042: First-line Single-Agent Pembrolizumab in 
PD-L1–Positive Advanced NSCLC

OS: PD-L1 TPS ≥1% 
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Median OS, 
Mo (95% CI)

Pembrolizumab 637 16.7 
(13.9-19.7)

Chemotherapy 637 12.1 
(11.3-13.3)

Mok. Lancet. 2019;393:1819. *Exploratory analysis; no alpha allocated to this comparison.

HR: 0.81
(95% CI: 0.71-0.93; P = .0018)
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26.5%

Pts, 
n

Median OS, 
Mo (95% CI)

Pembrolizumab 338 13.4 
(1.7-18.2)

Chemotherapy 337 12.1 
(11.0-14.0)

OS: PD-L1 TPS 1%-49%*



Chemo-IO
(n = 639)

IO Alone
(n = 529)

Median OS, mo 21.4 14.5

(95% CI) (19.4-25.2) (12.2-16.9)

HR (95% CI) 0.68 (0.52-0.90)

Chemo-IO
(n = 639)

IO Alone
(n = 529)

Median PFS, mo 7.7 4.2

(95% CI) (7.1-8.4) (4.0-4.9)
HR (95% CI) 0.60 (0.48-0.76)

FDA Pooled Analysis: First-line Chemo-IO vs IO in 
Adv NSCLC With PD-L1 1% to 49%

Akinboro. ASCO 2021. Abstr 9001.
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HR for Nivo + Ipi vs CT: 0.76 (95% CI: 0.65-0.90)
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1L Nivolumab + Ipilimumab for Advanced Nonsquamous 
NSCLC With PD-L1 Low and PD-L1 Negative (CM 227)

Paz-Ares. J Thorac Oncol. 2022;17:289.

OS: PD-L1 ≥1%
Nivo + Ipi
(n = 396)

Nivo
(n = 396)

CT
(n = 397)

Median OS, mo 17.1 15.7 14.9

Mo

OS: PD-L1 <1%
Nivo + Ipi
(n = 187)

Nivo + CT
(n = 177)

CT
(n = 186)

Median OS, 
mo

17.2 15.2 12.2

HR for Nivo + Ipi vs CT: 0.64 (95% CI: 0.51-0.81)

15%
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No data available that separates out the 1%-49% group

Response Outcomes: 
PD-L1 <1%

Nivo/Ipi 
(n = 187)

Nivo
(n = 177)

CT 
(n = 186)

ORR, % (n) 27.3 (51) 37.9 (67) 23.1 (43)

mDoR, mo 
(95% CI) 18.0

(12.4-33.2)
8.3

(5.9-9.4)
4.8

(3.7-5.8)

Response Outcomes: 
PD-L1 ≥1%

Nivo/Ipi 
(n = 396)

Nivo
(n = 396)

CT 
(n = 397)

ORR, % (n) 36.4 (144) 27.5 (109) 30.0 (119)

mDoR, mo 
(95% CI) 23.2

(15.5-33.9)
15.5

(12.7-20.8)
6.7

(5.6-7.6)

Mo



First-line Nivolumab/Ipilimumab + 2 Cycles of CT for 
Adv NSCLC With PD-L1 1%-49% and PD-L1 <1% (CM 9LA)

Paz-Ares. Lancet Oncol. 2021;22:198. 

Outcomes: 
PD-L1 1% to 49%

Nivo/Ipi + CT
(n = 127)

CT
(n = 106)

ORR, % (n) 39.4 (50) 24.5 (26)

mDoR, mo (95% CI) 10.0 (6.5-13.2) 5.6 (3.9-15.2)

OS: PD-L1 <1% OS: PD-L1 1%-49%

Outcomes: 
PD-L1 <1%

Nivo/Ipi + CT
(n = 135)

CT
(n = 129)

ORR, % (n) 31.1 (42) 20.2 (26)

mDoR, mo (95% CI) NR (6.0-NR) 4.3 (2.8-7.1)

HR: 0.62 (95% CI: 0.45-0.85)

Nivo/Ipi + CT (n = 127)    15.4 (12.6-NR)
CT (n = 106)    10.4 (8.7-12.4)

Median OS, 
Mo (95% CI)

Nivo/Ipi + CT (n = 135)  16.8 (13.7-NR)
CT (n = 129)    9.8 (7.7-13.7)

Median OS, 
Mo (95% CI)
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IO/IO vs IO and CT 
• Post progression – the use of doublet standard 

platinum CT is a option 
• Otherwise – the most likely option will be 

docetaxel with VEGFi
• Chemofree regimens in patients with low 

marrow reserve or other organs compromised 











• What about frontline KRAS inhibitor and ICI ?
– Krystal -7 /1 trials 
– 57%RR with DCR of 100%



Does smoking make a difference in 
your decision for ICI ?



• Another target being actively evaluated in multiple trials is
T-cell immunoreceptor with Ig and ITIM domains (TIGIT)

• TIGIT is a coinhibitory receptor that regulates T-cell and 
natural killer-cell activation and proliferation, with 
expression patterns similar to PD-1 and dual blockade 
leading to synergistic antitumor effects in preclinical 
models







Case  
• 85 years old male , smoker, advanced NSCLC-

Non squamous
• PDL-1 unknown 
• PS-2
• No targetable mutations 
• What are your options ? 



• BSC alone
• ICI single agent 
• Single agent CT 
• Platinum doublet
• ICI and CT
• Enrol for a clinical trial 







Duration of response – 14 vs 7 months 



• 45 years old smoker , extensive stage SCLC , no 
brain metastasis, PS- 1, treatment options 
– CT doublet (CDDP vs Carboplatin)
– CT doublet and ICI 

• Which ICI?
– CT doublet followed by ICI maintenance
– any other protocol







IMP133 CASPIAN

All comers (no biomarker selection) ✓ ✓

Untreated brain metastasis excluded ✓

PCI allowed in control arm ✓ (~10%) ✓

PCI allowed in experimental arm ✓ (~10%)

Up to 6 cycles of chemo in control arm ✓

Cisplatin ✓

Carboplatin ✓ ✓

CASPIAN study inclusion criteria is reflective of real-world clinical practice
- Allowed treatment with either cis- or carboplatin 
- Included patients with either asymptomatic/untreated or treated brain metastases
- Compared against up to 6 cycles of chemotherapy* with optional PCI

Study Design differentiators – CASPIAN vs IMP133 vs KN604

50



• How do we treat advanced pulmonary 
sarcomatoid carcinoma ?



RR DCR DoR

Camrelizumab
+Apatinib (1-49%)

66.7% 66.7% 2.53 mo

Camrelizumab alone ( 
> 50%)

54.5% 90.1% 3.19 mo



• Exciting times in the treatment landscape of 
lung cancer (specially NSCLC)

• Options are expanding and survivals are 
improving with lesser toxicity
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