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Stage Specific Survival in NSCLC, 8th edition staging

Localized and locally-advanced NSCLC is a 
heterogeneous disease with a wide-variable prognosis

Tumors ≤3 cm, N0

Usually, systemic 

therapy offered

High risk of death: 

30% - 75% at 5 years

• 25–30% of patients with NSCLC present with surgically resectable disease at diagnosis 

(expected to increase due to LC screening) 

Adjuvant platinum-based chemotherapy is SoC for resected NSCLC over 15 years ago
Similar benefit pre- or post-surgery: ≈5% gain in DFS and OS at 5 years



What is the Best Timing of I-O Treatment 
Regarding to Surgery in Early-Stage NSCLC?

- Before (Neoadjuvant)
- After (Adjuvant)
- Both (Periadjuvant)
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Neoadjuvant checkpoint blockade as a primer for systemic 

antitumor T cell responses

Pardoll D et al. Oral presentation at AACR 2018. CT079.

Immune system interactions with macroscopic tumor 
are important for checkpoint inhibitor response



Adjuvant

• ANVIL

• KEYNOTE-091*

• IMpower010

• BR-31*

• CANOPY-A*

• ALCHEMIST

6

Neoadjuvant

• Checkmate 816

Periadjuvant

• Checkmate 77T*

• KEYNOTE-671*

• IMpower030

• AEGEAN

ResectableResectable UnresectableUnresectable

Non-Metastatic NSCLCNon-Metastatic NSCLC

1. Clinicaltrials.gov. NCT02998528. Accessed August 22, 2019. 2. Clinicaltrials.gov. NCT02595944. Accessed August 22, 2019. 3. Clinicaltrials.gov. NCT02504372. Accessed August 22, 2019. 
4. Clinicaltrials.gov. NCT02486718. Accessed August 22, 2019. 5. Clinicaltrials.gov. NCT02273375. Accessed August 22, 2019. 6. Clinicaltrials.gov. NCT03447769. Accessed August 22, 2019. 
7. Clinicaltrials.gov. NCT04025879. Accessed August 22, 2019. 8. Clinicaltrials.gov. NCT03425643. Accessed August 22, 2019. 9. Clinicaltrials.gov. NCT03456063. Accessed August 22, 2019. 
10. Clinicaltrials.gov. NCT03800134. Accessed August 22, 2019. 11. Heymach JV et al. Poster presentation at WCLC 2019. P1.18-02.

*placebo controlled (adjuvant)

Overview of stage I-III resectable NSCLC phase 3 trial 
landscape



• Checkmate 77T, KEYNOTE-671, IMpower030, AEGEAN

*Stages included differ between trials. †Dosage, timing, duration, and chemotherapy backbones differ between trials; information not available for Checkmate 77T or AEGEAN. ‡Includes stages IIIB 
patients with N2 disease that is considered resectable.
1. Clinicaltrials.gov. NCT04025879. Accessed August 7, 2019. 2. Clinicaltrials.gov. NCT03425643. Accessed August 7, 2019. 3. Clinicaltrials.gov. NCT034056063. 
Accessed August 7, 2019. 4. Clinicaltrials.gov. NCT03800134. Accessed August 7, 2019. 5. Heymach JV et al. Poster presentation at WCLC 2019. P1.18-02.

I-O + Chemotherapy

4 cycles†
I-O + Chemotherapy

4 cycles†
I-O

13-16 cycles†
I-O

13-16 cycles†

Chemotherapy†Chemotherapy†

Key Eligibility Criteria

• Stage II-III* resectable 

NSCLC

• ECOG PS 0–1

Key Eligibility Criteria

• Stage II-III* resectable 

NSCLC

• ECOG PS 0–1 Placebo/BSCPlacebo/BSC

SurgerySurgery

R

Checkmate 77T1 KEYNOTE-6712 IMpower0303 AEGEAN4,5

I-O agent Nivolumab Pembrolizumab Atezolizumab Durvalumab

Primary endpoint(s) EFS EFS, OS (MPR), EFS (MPR), EFS

Results presented Oct 2023 Jun 2023, Oct 2023 Expected March 2025 April 2023

Stages II-IIIB‡ II-IIIB‡ II-IIIB‡ IIA-IIIB‡

Target enrollment 461 786 453 (300), 802

SurgerySurgery

Cross-trial comparisons are not intended. 

Phase 3 periadjuvant trials with I-O in resectable NSCLC 
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KEYNOTE-671: Surgical Details

Median follow-up (ITT) = 25.2 months (range: 7.5–50.6). Data cutoff: July 29, 2022. 
aAn additional 8 participants in the pembro arm and 7 participants in the placebo arm underwent off -study surgery. bLung segmentectomy (n=1), lung wedge resection (n=1). cLymph node dissection only (planned surgery was lung 
lobectomy; need for more extensive surgery discovered during surgery, but consent was not granted). dPulmonary embolism (n=2), pulmonary hemorrhage due to arterial injury during surgery (n=1), pulmonary sepsis (n=1), 
respiratory failure (n=1), and septic shock (n=1). eRespiratory failure (n = 1) and pneumonia (n = 1). 

1. Wakelee H et al. N Engl J Med. 2023. doi: 10.1056/NEJMoa2302983. 2. Wakelee H et al. Presented at ASCO 2023. Abstract LBA100.

Pembrolizumab

(n=325)

Placebo

(n=317)

In-Study Surgerya

Resected 320 (98.5%) 302 (95.3%)

Complete - R0 299 (92.0%) 267 (84.2%)

Incomplete - R1 17 (5.2%) 31 (9.8%)

Incomplete - R2 4 (1.2%) 4 (1.3%)

Unresected 5 (1.5%) 15 (4.7%)

Surgical procedure

Lobectomy 256 (78.8%) 238 (75.1%)

Pneumonectomy 37 (11.4%) 39 (12.3%)

Bilobectomy 26 (8.0%) 26 (8.2%)

Exploratory thoracotomy 4 (1.2%) 13 (4.1%)

Other 2 (0.6%)b 1 (0.3%)c

30-day all-cause mortality 6 (1.8%)d 2 (0.6%)e

https://www.nejm.org/doi/full/10.1056/NEJMoa2302983
https://gsccongressportal.merck.com/deck/keynote-671-randomized-double-blind-phase-3-study-of-pembrolizumab-or-placebo-plus-platinum-based-chemotherapy-followed-by-resection-and-pembrolizu/
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KEYNOTE-671: EFS by MPR (Exploratory Analysis)

Median follow-up (ITT) = 25.2 months (range: 7.5–50.6). Data cutoff: July 29, 2022. 

1. Wakelee H et al. N Engl J Med. 2023. doi: 10.1056/NEJMoa2302983. 2. Wakelee H et al. Presented at ASCO 2023. Abstract LBA100.

HR 

(95% CI)

With MPR 0.54 (0.24–1.22)

Without MPR 0.73 (0.58–0.92)
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Figure adapted from Wakelee H, et al. NEJM. 2023; Online ahead of print, 

with permission from Massachusetts Medical Society.

https://www.nejm.org/doi/full/10.1056/NEJMoa2302983
https://gsccongressportal.merck.com/deck/keynote-671-randomized-double-blind-phase-3-study-of-pembrolizumab-or-placebo-plus-platinum-based-chemotherapy-followed-by-resection-and-pembrolizu/
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KEYNOTE-671: EFS by pCR (Exploratory Analysis)

Median follow-up (ITT) = 25.2 months (range: 7.5–50.6). Data cutoff: July 29, 2022. 

1. Wakelee H et al. N Engl J Med. 2023. doi: 10.1056/NEJMoa2302983. 2. Wakelee H et al. Presented at ASCO 2023. Abstract LBA100.

HR 

(95% CI)

With pCR 0.33 (0.09–1.22)

Without pCR 0.69 (0.55–0.85)
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Figure adapted from Wakelee H, et al. NEJM. 2023; Online ahead of print, 

with permission from Massachusetts Medical Society.

https://www.nejm.org/doi/full/10.1056/NEJMoa2302983
https://gsccongressportal.merck.com/deck/keynote-671-randomized-double-blind-phase-3-study-of-pembrolizumab-or-placebo-plus-platinum-based-chemotherapy-followed-by-resection-and-pembrolizu/
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KEYNOTE-671: Categorization of Events That Contributed to EFS 
(ITT Population)

Median follow-up (ITT) = 25.2 months (range: 7.5–50.6). Data cutoff: July 29, 2022. 

1. Supplement to Wakelee H et al. N Engl J Med. 2023. doi: 10.1056/NEJMoa2302983. 

n (%)
Pembrolizumab

(n=397)

Placebo

(n=400)

No event 258 (65.0) 195 (48.8)

Event 139 (35.0) 205 (51.2)

Disease progression or recurrence 94 (23.7) 155 (38.8)

Local disease progression preventing surgery 0 6 (1.5)

Inability to resect the tumor 5 (1.3) 15 (3.8)

Death 40 (10.1) 29 (7.2)

https://www.nejm.org/doi/full/10.1056/NEJMoa2302983
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