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Osimertinib plus local treatment for brain metastases versus osimertinib
alone in patients with EGFR-Mutant Non-Small Cell Lung Cancer
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ARTICLE INFO ABSTRACT
Keywords: Objectives: Osimertinib is a standard treatment for patients with EGFR-mutant non-small cell lung cancer (NSCLC)
Osimertinib and is highly effective for brain metastases (BMs). However, it is unclear whether local treatment (LT) for BMs

Brain metastases
EGFR
Non-small cell lung cancer

prior to osimertinib administration improves survival in EGFR-mutant NSCLC. We aimed to reveal the survival
benefit of upfront local treatment (LT) for BMs in patients treated with osimertinib.

Materials and Methods: This multicenter retrospective study included consecutive patients with EGFR mutation
(19del or L858R)-positive NSCLC who had BMs before osimertinib initiation between August 2018 and October
2021. We compared overall survival (OS) and central nervous system progression-free survival (CNS-PFS) be-
tween patients who received upfront LT for BMs (the upfront LT group), and patients who received osimertinib
only (the osimertinib-alone group). Inverse-probability treatment weighting (IPTW) analysis was performed to
adjust for potential confounding factors.

Results: Of the 121 patients analyzed, 57 and 64 patients had 19del and L858R, respectively. Forty-five and 76
patients were included in the upfront LT group and the osimertinib-alone groups, respectively. IPTW-adjusted
Kaplan-Meier curves showed that the OS of the upfront LT group was significantly longer than that of the
osimertinib-alone group (median, 95 % confidence intervals [95 %CI]: Not reached [NR], NR-NR vs. 31.2,
21.7-33.2; p = 0.021). The hazard ratio (HR) for OS and CNS-PFS was 0.37 (95 %CI, 0.16-0.87) and 0.36 (95 %
CI, 0.15-0.87), respectively.

Conclusions: The OS and CNS-PFS of patients who received upfront LT for BMs followed by osimertinib were
significantly longer than those of patients who received osimertinib alone. Upfront LT for BMs may be beneficial
in patients with EGFR-mutant NSCLC treated with osimertinib.

1. Introduction lung cancer cases [1]. Approximately 20-40 % of patients with lung
cancer have brain metastases (BMs) at diagnosis or during their disease

Lung cancer is the leading cause of cancer death worldwide. Non- course [2,3]. The overall survival (OS) of patients with BMs is poor [4].
small cell lung cancer (NSCLC) accounts for approximately 85 % of all BMs worsen patients’ quality of life more than other metastases such as

* Corresponding author at: Department of Pulmonary Medicine and Oncology, Graduate School of Medicine, Nippon Medical School, 1-1-5, Sendagi, Bunkyo-ku,
Tokyo 113-8603, Japan.
E-mail address: mseike@nms.ac.jp (M. Seike).
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Lysosomal degradation of PD-L1
Is associated with immune-
related adverse events during
anti-PD-L1 immunotherapy in
NSCLC patients

Takeru Kashiwada®, Ryotaro Takano?*!, Fumihiko Ando??,
Shoko Kuroda?, Yoshishige Miyabe?*, Ryuji Owada?,

Akihiko Miyanaga®, Tomoko Asatsuma-Okumura?,

Masaaki Hashiguchi?, Yoshikazu Kanazawa?®, Hiroshi Yoshida®,
Masahiro Seike®, Akihiko Gemma'* and Yoshiko lwai?*

‘Department of Pulmonary Medicine and Oncology, Nippon Medical School, Tokyo, Japan, 2Department
of Cell Biology, Institute for Advanced Medical Sciences, Nippon Medical School, Tokyo, Japan,
*Department of Gastrointestinal and Hepato-Biliary-Pancreatic Surgery, Nippon Medical School, Tokyo,
Japan, “Department of Immunology and Parasitology, St. Marianna University School of Medicine,
Kawasaki, Japan

Background: Immune checkpoint inhibitors (ICls) can induce immune-related
adverse events (irAEs). Liquid biomarkers to predict irAE occurrence are urgently
needed. We previously developed an ELISA system to specifically detect soluble
PD-L1 (sPD-L1) with PD-1-binding capacity (bsPD-L1). Here, we investigated the
relationship between sPD-L1and bsPD-L1in gastric cancer (GC) and non-small cell
lung cancer (NSCLC) treated with PD-1/PD-L1 blockade and their association
with irAEs.

Methods: We examined sPD-L1, bsPD-L1, matrix metalloproteinases (MMPs), and
proinflammatory cytokine levels by ELISA in plasma samples from 117 GC patients
prior to surgery and 72 NSCLC patients prior to and at 2 months after ICl
treatment (anti-PD-1, n = 48; anti-PD-L1, n = 24). In mice treated with anti-
PD-1/PD-L1 antibodies (Abs), sPD-L1 levels and localization of Abs were
examined by ELISA and immunohistochemistry, respectively.

Results:sPD-L1 was detected with higher frequency in GC patients than in NSCLC
patients, whereas bsPD-L1 was detected with similar frequencies in GC and
NSCLC patients. sPD-L1 levels were correlated with IL-1a, IL-1f, TNF-a, and IL-6
levels, while bsPD-L1 levels were correlated with MMP13, MMP3, and IFN -y levels.
In NSCLC patients, anti-PD-L1, but not anti-PD-1, treatment increased sPD-L1,
which was associated with irAE development, but not with clinical outcomes. In
mice, trafficking of anti-PD-L1 Abs to lysosomes in F4/80* macrophages resulted
in sPD-L1 production, which was suppressed by treatment with lysosomal
degradation inhibitor chloroquine and macrophage depletion.

01 frontiersin.org

_33_




RFREML

Matsumoto et al. BMC Pulmonary Medicine (2025) 25:9 BMC Pu|monary Medicine
https://doi.org/10.1186/512890-024-03459-y

RESEARCH Open Access

Check for
Updates

Carboplatin in combination with etoposide
for advanced small cell lung cancer
complicated with idiopathic interstitial
pneumonia: a single-arm phase Il study

Masaru Matsumoto'”, Yuji Minegishi?, Katsuyuki Higa', Aya Fukuizumi', Naomi Onda', Susumu Takeuchi',
Akihiko Miyanaga', Akihiko Gemma' and Masahiro Seike'

Abstract

Background Acute exacerbation (AEx) of interstitial pneumonia is the most common lethal adverse event related
to the pharmacological treatment of patients with lung cancer complicated with interstitial pneumonia. Although
small cell lung cancer (SCLQ) is linked to poor prognosis, it exhibits good response to chemotherapy. Few previous
research studies have investigated the safety and efficacy of treatment for advanced SCLC complicated with
idiopathic interstitial pneumonia (IIP). We conducted a single-arm phase Il study to evaluate the safety and efficacy of
carboplatin plus etoposide for the treatment of patients with SCLC complicated with IIP.

Methods Chemotherapy-naive patients with advanced SCLC complicated with IIP were enrolled. Patients received
carboplatin every 21-28 days at a dose of area under the curve 4-6 on day 1 and etoposide at a dose of 80-100 mg/
m?on days 1-3.

Results Thirty-one patients were enrolled between December 2009 and December 2022. A median of four cycles
of carboplatin plus etoposide were administered. Acute exacerbation of idiopathic interstitial pneumonia was not
observed; the rate of AEx was 0% (95% confidence interval [Cl]: 0-9.6%, p=0.038). The objective response rate was
83.9% (95% Cl: 82.5-85.2). The median progression-free survival and overall survival were 5.9 (95% Cl: 4.7-6.8) months
and 14.0 (95% Cl: 7.6-27.6) months, respectively. The 1-year survival rate was 61% (95% Cl 41-76).

Conclusions The carboplatin plus etoposide treatment was tolerable and effective in SCLC patients complicated
with IP.

Keywords Idiopathic interstitial pneumonia, Idiopathic pulmonary fibrosis, Acute exacerbation, Chemotherapy, Small
cell lung cancer

*Correspondence:

Masaru Matsumoto

s7062@nms.ac.jp

'Department of Pulmonary Medicine and Oncology, Graduate School of
Medicine, Nippon Medical School, 1-1-5 Sendagi,

Bunkyo-ku, Tokyo 113-8603, Japan

“Department of Respiratory Medicine, Mitsui Memorial Hospital, Tokyo,
Japan

© The Author(s) 2024. Open Access This article is licensed under a Creative Commons Attribution-NonCommercial-NoDerivatives 4.0
International License, which permits any non-commercial use, sharing, distribution and reproduction in any medium or format, as long as you
give appropriate credit to the original author(s) and the source, provide a link to the Creative Commons licence, and indicate if you modified the

licensed material. You do not have permission under this licence to share adapted material derived from this article or parts of it. The images or
other third party material in this article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line to the
material. If material is not included in the article’s Creative Commons licence and your intended use is not permitted by statutory regulation or
exceeds the permitted use, you will need to obtain permission directly from the copyright holder. To view a copy of this licence, visit http//creati
vecommons.org/licenses/by-nc-nd/4.0/.

_34_



REMX

Respiratory Medicine 241 (2025) 108070

Contents lists available at ScienceDirect

Respiratory Medicine

journal homepage: www.elsevier.com/locate/rmed

Original Research ;.)

Q

heck for
ipdates

=

Pulse corticosteroid therapy in interstitial lung disease-associated with
anti-aminoacyl-tRNA synthetase antibodies: Comparable efficacy with
potential for reduced adverse events

Shota Kaburaki @, Toru Tanaka, Koichiro Kamio, Akihiko Miyanaga ©, Namiko Taniuchi,
Yosuke Tanaka ©, Kazuo Kasahara, Masahiro Seike

Department of Pulmonary Medicine and Oncology, Graduate School of Medicine, Nippon Medical School, 1-1-5 Sendagi, Bunkyo-ku, Tokyo, 113-8603, Japan

ARTICLE INFO ABSTRACT

Keywords:

Anti-aminoacyl-tRNA synthetase antibodies
Interstitial lung disease

Polymyositis

Dermatomyositis

Pulse corticosteroid therapy

Adverse events

Background and objective: The optimal treatment modality for interstitial lung disease (ILD) associated with anti-
aminoacyl-tRNA synthetase (ARS) antibodies remains controversial. This study aimed to compare the efficacy
and safety of pulse corticosteroid therapy with that of conventional corticosteroid therapy in patients with anti-
ARS ILD.

Methods: This retrospective cohort study included 62 patients with anti-ARS ILD. Patients were divided into two
groups: Those who received pulse corticosteroid therapy (500-1000 mg of methylprednisolone intravenously for
three days) and those who received conventional corticosteroid therapy. Primary outcomes included initial
treatment response at one year and disease recurrence. Secondary outcomes were alterations in pulmonary
function tests, KL-6 levels, prednisolone dose, and adverse events.

Results: Both the pulse corticosteroid therapy group and the conventional therapy group had similar rates of
initial treatment improvement (90.3 % vs. 77.4 %, p = 0.301), with no significant differences in recurrence-free
survival. Improvements in pulmonary function tests were comparable between the two groups. At 12 months, the
mean daily prednisolone dose was 3.9 mg in the pulse therapy group compared with 6.0 mg in the conventional
therapy group. The pulse corticosteroid therapy group also experienced fewer adverse events (25.8 % vs. 61.3 %,
p = 0.010).

Conclusion: Pulse corticosteroid therapy provides similar treatment efficacy, earlier reduction in corticosteroid
dosage, and a lower incidence of adverse events compared to conventional therapy in patients with anti-ARS ILD.
These findings highlight the potential benefit of a steroid-sparing strategy, suggesting that pulse corticosteroid
therapy may be considered an effective and safer option in managing this condition.

1. Introduction associated with high-dose and prolonged corticosteroid use, and the

absence of standardized, evidence-based dosing protocols [4,5].

Interstitial lung disease (ILD) associated with anti-aminoacyl-tRNA
synthetase (ARS) antibodies is a significant complication in patients
with polymyositis, dermatomyositis (PM/DM), and anti-synthetase
syndrome (ASS). This condition, known as anti-ARS ILD, is potentially
severe and progressive in nature, and poses substantial challenges in
clinical management nature [1-3]. The standard treatment approach for
anti-ARS ILD consists of corticosteroids, often in combination with
immunosuppressive agents. However, the established use of corticoste-
roids as the first-line treatment for anti-ARS ILD, two critical limitations
impede optimal management and patient outcomes: significant toxicity
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Recent studies have indicated that for treating patients with con-
nective tissue disease-associated ILD, early intervention with high-dose
corticosteroid pulse therapy followed by maintenance with lower doses
might be beneficial [6]. The aim of this approach is the rapid suppres-
sion of inflammation and potential improvement in the outcomes. Kurita
et al. demonstrated event-free and disease-free survival in PM/DM-ILD
patients following the addition of tacrolimus [7]. Furthermore,
Hozumi et al. demonstrated that early intensive immunosuppression
with prednisolone plus calcineurin inhibitors in patients with
ARS-PM/DM-ILD was associated with better progression-free survival
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