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INTRODUCTION STU DY D ESIG N * The Japan Registry of Clinical Trials (jRCT) number jRCTs031220666.
Toward cure in low-volume pleural dissemination? * Supported by AMED under Grant Number (25ck0106942h0002 and 24ck0106942h0001)
Types of NSCLC with pleural dissemination (PD) Clinical stage IVA (cT1-2bN0O-1M1a) NSCLC Regimens of standard of care (SoC) systemic therapy
Pattern 1 Pattern 2 Pattern 3 with radiologically undetermined pleural dissemination (RUPD) 50C systemic therapy1 50C systemic therapy 2
. No radiological . Possible PD b . Overt PD Driver mutation-positive Targeted therapy (TKI)
.O r.a lologica | ossible ut vert $ EGFR (ex19 del, L58R(*=T790M))*2 Osimertinib
findings suggestive small pleural * Large pleural . . . CGER (ox18.01 PP E———— Afatini
of PD nodules on CT nodules on CT (>10 First Registration (ex18-21 (except for 19 del, , €x20)) atint
e Curative-intent (£10 mm) mm) ALK AI?Ct'_”'.b
surgery initiated * PD confirmed by * Grade 2 or higher Standard of Care (SoC) Approximately ROS1 Crizotinib
« Unexpected PD at thoracoscopy pleural effusion ) BRAF (V600E) Dabrafenib + Trametinib
surgery Systemic Therapy 1 12 weeks MET (ex14 skip) Tepotinib
RET Selpercatinib
Without apparent progression Driver mutation-negative Chemotherapy+ ICI ICl maintenance
Non-Squamous cell carcinoma CBDCA + Pemetrexed + Pemetrexed +
l Pembrolizumab Pembrolizumab
Second Regilstr.atmn CBDCAA : NaIP-paclgaxel + Atezolizumab
Randomization _ cz071zZUma
Adjusted for Squamous cell carcinoma CBDCA + Nab-paclitaxel +
Radiologically undetermined PD e Institution OrCF;eDrTéZril;)zaucrlfi\tit:@ . pembrolizumab
(RU PD) * Clinical N factor before first registration (cNO vs. cN1) .
Dr tati tatus ( " tive) Pembrolizumab
: : * Driver-gene mutation status (positive vs. negative
* RUPD is characterized by: c * P 5 'Any unlisted EGFR gene mutations are classified as EGFR-mutation negative.
* Minimal PD and occult disease on preoperative imaging 2Osimertinib + cis-based chemotherapy (FLAURA2 regimen) will be adapted in next protocol amendment.
* A distinct low-volume subset of M1a disease. l l |
* Systemic therapy remains the standard treatment for RUPD. Standard Arm Treatment Arm BN\ Limited lung resection (LR, wedge or segmentectomy)
* Retrospective studies have suggested a potential survival _ _ If LR is not feasible, lobectomy is allowed.
benefit from primary tumor resection in selected RUPD. Debulking surgery

Lymph node dissection is not required.
In cN1 cases, clinically involved N1 nodes should be resected.

(primary tumor

Modern systemic therapy + primary tumor resection :
resection)

- Improved local control - Longer survival?
Prospective evidence is lacking

SoC
Systemic Therapy 2

Enrollment status
_S“C  Joint study by 71 institutions in JCOG-LCSSG and JCOG-LCSG
Systemic Therapy 2 * Enrollment initiation: March 2023

PATIENTS and METHODS

 Main eligibility criteria First Second
. cT.1-2bN.O-1IVI.1a (sta?ge IVA) NSCLC with RUI?D (patterns 1 ano! 2) SoC systemic therapy 2 will be continued until ] ] > . . m=) (| Randomization
* Histological diagnosis of PD by thoracoscopic or open chest biopsy . . . .. registration registration
(positive pleural cytology alone is not acceptable) * Disease progression (driver mt-positive pts)
. No prior treatment  Two years after SoC 1 initiation (driver mt-negative pts) N 263 N =5 2 N =5 2
 Endpoint: As of August 31, 2026

* Primary: overall survival (OS)
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of pleural effusion (Grade 2 or above), adverse events and quality
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