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The Evidence Supporting Perioperative Tx
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Peri-operative Event Free Survival Curves
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KEYNOTE-671 RATIONALE 315

Overall Survival, A2 Overall Survival
Median Follow-Up: 36.6 months (range, 18.8-62.0)
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AWAITING OVERALL SURVIVAL FROM OTHER TRIALS
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Who needs a perioperative regimen?
Patient Selection
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What is the contribution of the adjuvant component?

Exploratory analysis: EFS by adjuvant treatment status
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2HR (95% Cl), 0.17 (0.11-0.27) in those who received adjuvant treatment vs those who did not in the NIVO + chemo/NIVO arm and 0.15 (0.10-0.22) in the chemo/PBO arm.
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Who Needs a Perioperative Regimen?
Treatment Effect — Pathological Complete Response

CM 77T

Exploratory analysis:

EFS by pCR status in patients who received adjuvant treatment EFS
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Tailoring Perioperative Treatment by Pathological Response
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Perioperative vs Adjuvant Therapy
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Heymach J, et al. NEJM 2023; Cascone T, et al. ESMO 2023; Felip E, et al. Lancet 2021; O’brien M, et al. Lancet Oncol 2022

Perioperative versus Adjuvant Systemic Therapy in Patients with
Resectable Non-Small cell Lung Cancer - PROSPECT LUNG

Neoadjuvant
chemo-
immunotherapy

Adjuvant
immunotherapy

Adjuvant chemo-
immunotherapy

Primary endpoint: wEFS & OS (dual endpoints)

Key secondary endpoints:

pCR rate in the perioperative arm, rates of surgical resection & pCR, G > 3 TRAEs
& chance of longer survival rwEFS between 3-5 years
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Toxicity of Perioperative Therapy
(vs Neoadjuvant or Adjuvant)
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Future Directions:

Validating cPR as an Early Endpoint for Survival
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Forde P, et al. NEJM 2022

Requires large numbers for statistical robustness to determine the:

[-Association: The association between the surrogate
end point (pCR) and the true end point (eg, EFS or
DRFS).

T-Association: The association between the effect of
treatment on the surrogate end point (eg, odds ratio for
pCR), and the effect of treatment on the true end point
(eg, hazard ratio for EFS or DRFS).

IASLC Pathologic
Response Initiative Part 3:

Lung Cancer Neoadjuvant
Trial Endpoint Database
(LCNTED)

Goal: Establish Pathologic

Response (pCR) as an early clinical
trial endpoint
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Future Directions

— Drug Development and Evaluation of Perioperative Regimens

Increasing the cPR rate

Neoadjuvant therapy
for 4 (21-day) cycles

Adjuvant therapy
for up to 1 year
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Forde P, et al. NEJM 2022; Heymach J, et al. NEJM 2023; Wakelee H, et al. NEJM 2023; Cascone T, et al. ESMO 2023; Yue D, et al. ESMO virtual plenary 2023
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Future Directions

— Drug Development and Evaluation of Perioperative Regimens
Increasing the cPR rate (Can ctDNA be helpful?)

CM 816 AEGEAN
ctDNA clearance after 3 cycles ctDNA clearance after 4 cycles
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Future Directions

— Drug Development and Evaluation of Perioperative Regimens
Isolating the contribution of the adjuvant component

) g
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Control Arm
Platinum-based
chemotherapy + ICI

Control Arm
Adjuvant ICI
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Novel Regimen

Adjuvant ICI
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Experimental Arm
Novel Regimen
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Summary

- A perioperative regimen is the only regimen that has shown an overall
statistically significant survival advantage.

Many patients need a perioperative regimen (non-cPR, persistent ctDNA positive)
An initial decision to recommend a perioperative regimen should be made by
a multidisciplinary team (MDT).

All patients with a perioperative plan should be re-presented to a MDT after
neoadjuvant systemic treatment followed by surgery to determine if adjuvant
therapy is warranted (adaptive treatment).
Future perioperative studies are focused on:

-novel regimens that can increase the cPR (and ctDNA clearance rates)

-to determine who needs the adjuvant component

-developing efficacious adjuvant regimens
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