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Early stage and locally advanced NSCLC – Stages I, II and III
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Dr. Heather Wakelee

Stratification Factors

• Disease stage (II vs III)

• PD-L1 TPSa (<50% vs ≥50%)

• Histology (squamous vs nonsquamous)

• Geographic region (east Asia vs not east Asia)

Dual primary end points: EFS per investigator review and OS

Key secondary end points: mPR and pCR per blinded, independent 

pathology review, and safety

Pembrolizumab 200 mg IV Q3W 

+ 

Cisplatin and Gemcitabineb

or 

Cisplatin and Pemetrexedc

for up to 4 cycles

Placebo IV Q3W

+

Cisplatin and Gemcitabineb

or

Cisplatin and Pemetrexedc

for up to 4 cycles

Key Eligibility Criteria

• Pathologically confirmed, 

resectable stage II, IIIA, or IIIB 

(N2) NSCLC per AJCC v8

• No prior therapy

• Able to undergo surgery

• Provision of tumor sample for 

PD-L1 evaluationa

• ECOG PS 0 or 1

Pembrolizumab 200 mg IV Q3W 

for up to 13 cycles

Placebo IV Q3W

for up to 13 cycles

Surgeryd

Surgeryd

~786
R 1:1

a Assessed at a central laboratory using PD-L1 IHC 22C3 pharmDx. b Cisplatin 75 mg/m2 IV Q3W + gemcitabine 1000 mg/m2 IV on days 1 and 8 Q3W was permitted for squamous histology only. c Cisplatin 

75 mg/m2 IV Q3W + pemetrexed 500 mg/m2 IV Q3W was permitted for nonsquamous histology only. d Radiotherapy was to be administered to participants with microscopic positive margins, gross residual 

disease, or extracapsular nodal extension following surgery and to participants who did not undergo planned surgery for any reason other than local progression or metastatic disease. ClinicalTrials.gov 

identifier: NCT03425643.

LBA100: KEYNOTE-671: Randomized, double-blind, phase 3 study of 
pembrolizumab or placebo plus platinum-based chemotherapy followed by 
resection and pembrolizumab or placebo for early stage NSCLC – Wakelee HA, et 



Pembro Arm
(N = 397)

Placebo Arm
(N = 400)

Histology

Nonsquamous 226 (56.9%) 227 (56.8%)

Squamous 171 (43.1%) 173 (43.3%)

Smoking status

Current 96 (24.2%) 103 (25.8%)

Former 247 (62.2%) 250 (62.5%)

Never 54 (13.6%) 47 (11.8%)

Disease stage at baseline (per AJCC v8)

II 118 (29.7%) 121 (30.3%)

IIIA 217 (54.7%) 225 (56.3%)

IIIB 62 (15.6%) 54 (13.5%)

pN status

N0 148 (37.3%) 142 (35.5%)

N1 81 (20.4%) 71 (17.8%)

N2 168 (42.3%) 187 (46.8%)

PD-L1 TPS

≥50% 132 (33.2%) 134 (33.5%)

1-49% 127 (32.0%) 115 (28.8%)

<1% 138 (34.8%) 151 (37.8%)

Known EGFR mutationa 14 (3.5%) 19 (4.8%)

Known ALK translocationa 12 (3.0%) 9 (2.3%)

Baseline Characteristics

Wakelee HA, et al. J Clin Oncol 2023;41(suppl 16):Abstr LBA100
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AEs, n (%)

Pembrolizumab

(n=396)

Placebo

(n=399)

TRAEs 383 (96.7) 379 (95.0)

Grade 3–5 178 (44.9) 149 (37.3)

Serious 70 (17.7) 57 (14.3)

Led to death 4 (1.0) 3 (0.8)

Led to treatment discontinuation 50 (12.6) 21 (5.3)

irAEs and infusion reactions 100 (25.3) 42 (10.5)

Grade 3–5 23 (5.8) 6 (1.5)

Serious 21 (5.3) 6 (1.5)

Led to death 1 (0.3) 0

Led to treatment discontinuation 20 (5.1) 3 (0.8)
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Serious 21 (5.3) 6 (1.5)

Led to death 1 (0.3) 0

Led to treatment discontinuation 20 (5.1) 3 (0.8)

Conclusions

In patients with early stage NSCLC, pembrolizumab + cisplatin-based chemotherapy prior to 

surgery followed by adjuvant pembrolizumab demonstrated improvement in EFS and higher 

pathological response than neoadjuvant chemotherapy and surgery alone with a safety profile 

consistent with previously reported data
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• Conclusions

– In patients with stage II–IIIA NSCLC, 

atezolizumab showed improvement in DFS 

regardless of KRAS mutation status and PD-

L1 expression compared with BSC in this 

exploratory analysis
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Many evolving approaches:
Neoadjuvant vs. adjuvant vs. perioperative ICIs
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*FDA-Approved Regimens

Optional 
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Neoadjuvant

J Feldman, D Rangachari, D Rodriguez-Abreu, J Rotow, G Veronesi

Early Stage to Metastatic Lung Cancer
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Chemo 

Neoadjuvant
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Chemo
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Chemo 
Pembrolizumab x 12 months

Adjuvant
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Neoadjuvant vs. perioperative Chemo-ICI :
Outcomes to date

15

Trial
Primary 

Endpoint
S-III (%) Treatment

pCR

(%)

MPR

(%)

Definitive Surgery 

Rate

(%)

EFS, median 

(HR)

OS, median

(HR)
Median FU

CheckMate-816 

(358 patients)

IB-IIIA

(7th TNM)

pCR    EFS 63/64

Cis/ Carbo doublet x 3 

cycles

Nivolumab+CT x 3 

cycles

2.2 vs 24 8.9 vs 36.9 75.4 vs 83.2
21.1 vs NR

(HR=0.68)

NR vs NR

(HR=0.62)
41.8 months

AEGEAN

(740 patients)

IIA-IIIB(T3N2)

(8th TNM)

pCR     EFS 71,3/70,3

Cis/Carbo doublet x 4+ 

placebo 12 cycles

Durvalumab+CT x 4 + 

Durvalumab 12 cycles

4.3 vs 17.2 12.3 vs 33.3 76.7 vs 77.6

25. vs NR

(HR=0.68) NE 
11.7 months

Neo-TORCH

(404 patients)

IIIA/B

(8th TNM)

EFS     MPR 100

Cis/Carbo doublet x 3 + 

1 CT placebo 13 cycles

Toripalimab+CT x 3 + 1 

CT-Toripalimab 13 

cycles

1 vs 24.8 8 vs 48 73 vs 82

15.5 vs NR

(HR=0.40)

30.4 vs NR

(HR=0.62) 18.25 months 

KeyNote-671

(797patients)

II-IIIA

(8th TNM)

EFS     OS
70

Cisplatinum doublet x 4 

+ placebo 13 cycles

Pembrolizumab+CT x 4 

+ Pembrolizumab13 

cycles

4 vs 18.1 11 vs 30.2 75 vs 80 17vs NR 45.5 vs NR 25.2 months

Forde PM et al (ELCC 2023). Heymach J et al (AACR 2023). 

Lu S et al (ASCO Plen Ses 2023). Heather Wakelee. (ASCO 2023)  
J Feldman, D Rangachari, D Rodriguez-Abreu, J Rotow, G Veronesi

Early Stage to Metastatic Lung Cancer
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Advanced NSCLC
Not radically treatable stage III and stage IV

• Immunotherapy



Yang JC, et al. J Clin Oncol 2023;41(suppl 16):Abstr LBA9000
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LBA9023: First-line (1L) nivolumab (N) + ipilimumab (I) + chemotherapy (C) vs C alone in patients 
(pts) with metastatic NSCLC (mNSCLC) from CheckMate 9LA: 4-y clinical update and outcomes by 
tumor histologic subtype (THS) Carbone DP, et al. J Clin Oncol 2023;41(suppl 16):Abstr LBA9023
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Advanced NSCLC
Not radically treatable stage III and stage IV

• Targeted therapies



9001: Randomized phase 3 study of first-line AZD3759 (zorifertinib) versus gefitinib or erlotinib in 
EGFR-mutant (EGFRm+) non–small-cell lung cancer (NSCLC) with central nervous system (CNS) 
metastasis Wu Y, et al. J Clin Oncol 2023;41(suppl 16):Abstr 9001
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9002: Sunvozertinib for the treatment of NSCLC with EGFR Exon20 insertion mutations: 
The first pivotal study results – Wang M, et al

Sunvozertinib

Wang M, et al. J Clin Oncol 2023;41(suppl 16):Abstr 9002



9002: Sunvozertinib for the treatment of NSCLC with EGFR Exon20 insertion mutations: 
The first pivotal study results – Wang M, et al

Sunvozertinib

Response

Sunvozertinib 

(n=97)

ORR, n (%) [95%CI]; p-

value
59 (60.8) [50.4, 70.6]; 

<0.0001

BOR, n (%)

PR (confirmed) 59 (60.8)

SD 26 (26.8)

PD 6 (6.2)

NR 6 (6.2)

DCR, n (%) [95%CI] 85 (87.6) [79.4, 93.4]

Wang M, et al. J Clin Oncol 2023;41(suppl 16):Abstr 9002
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• Conclusions

– In patients with NSCLC and EGFR exon20 insertion mutations, 2L sunvozertinib

demonstrated promising antitumor activity regardless of the mutational subtypes 

with a manageable safety profile



9006: The primary endpoint analysis of SCARLET study: A single-arm, phase II study of sotorasib
plus carboplatin-pemetrexed in patients with advanced non-squamous, non-small cell lung cancer 
with KRAS G12C mutation (WJOG14821L) Akamatsu H, et al. J Clin Oncol 2023;41(suppl 16):Abstr 9006
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9018: Efficacy and safety of encorafenib (enco) plus binimetinib (bini) in patients with BRAF V600E-
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9018: Efficacy and safety of encorafenib (enco) plus binimetinib (bini) in patients with BRAF V600E-

mutant (BRAFV600E) metastatic non-small cell lung cancer (NSCLC) from the phase 2 PHAROS
study – Riely GJ, et al. J Clin Oncol 2023;41(suppl 16):Abstr 9018

• Conclusions

– In patients with metastatic BRAF V600E-mutant NSCLC, encorafenib + binimetinib

demonstrated promising antitumor activity and had an acceptable safety profile



ADCs and other therapies



● Goto Y, et al. J Clin Oncol 2023;41(suppl 16):Abstr 9004

9004: TROPION-Lung02: Datopotamab deruxtecan (Dato-DXd) plus pembrolizumab (pembro) with 
or without platinum chemotherapy (Pt-CT) in advanced non-small cell lung cancer (aNSCLC) –



● Goto Y, et al. J Clin Oncol 2023;41(suppl 16):Abstr 9004

9004: TROPION-Lung02: Datopotamab deruxtecan (Dato-DXd) plus pembrolizumab (pembro) with 
or without platinum chemotherapy (Pt-CT) in advanced non-small cell lung cancer (aNSCLC) –



LBA9005: Tumor Treating Field (TTFields) therapy with standard of care (SOC) in metastatic non-
small cell lung cancer (mNSCLC) following platinum failure: Randomized, phase 3 LUNAR
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LBA9005: Tumor Treating Field (TTFields) therapy with standard of care (SOC) in metastatic non-
small cell lung cancer (mNSCLC) following platinum failure: Randomized, phase 3 LUNAR

• Conclusions

– In patients with metastatic NSCLC who had progressed on platinum therapy, TTFields + SoC 

showed a significant improvement in OS, which was driven by ICI-naïve patients who received 

ICI in 2L, compared with SoC alone and was generally well-tolerated

Leal T, et al. J Clin Oncol 2023;41(suppl 16):Abstr LBA9005



Other malignancies
SCLC, mesothelioma



TRAEs occurring in ≥10% 

of patients, n (%) All grade Grade 1–2 Grade 3–5

Any 92 (86) 63 (59) 29 (27)

Cytokine release syndrome 63 (59) 61 (57) 2 (2)

Lymphocyte count decreased 21 (20) 4 (3) 17 (16)

Dysgeusia 21 (20) 21 (20) 0

Asthenia 20 (19) 19 (18) 1 (<1)

Pyrexia 19 (18) 19 (18) 0

AST increased 15 (14) 13 (12) 2 (2)

Fatigue 15 (14) 14 (13) 1 (<1)

Nausea 13 (12) 13 (12) 0

8502: First-in-human dose-escalation trial of the delta-like ligand 3 (DLL3)/CD3 bispecific T-cell engager BI 
764532 in patients (pts) with DLL3-positive (DLL3+) small-cell lung cancer (SCLC) and neuroendocrine 
carcinoma (NEC) – Wermke M, et al

Wermke M, et al. J Clin Oncol 2023;41(suppl 16):Abstr 8502



LBA8505: IND227 phase III (P3) study of cisplatin/pemetrexed (CP) with or without 
pembrolizumab (Pembro) in patients (pts) with malignant pleural mesothelioma (PM): 
A CCTG, NCIN, and IFCT trial – Chu QS, et al Chu QS, et al. J Clin Oncol 2023;41(suppl 16):Abstr LBA8505
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Muchas gracias
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