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Figure 1. Key genetic alterations in SCLC and the genetic classification model for this cancer. (A) An overview of the key
genetic alterations in 944 SCLCs and the major associated clinical features. The frequency of each genetic alteration is noted
on the left. The genes are displayed as rows, and the samples are displayed as columns, along with the major associated

clinical features. (B) Pie charts revealing the distribution

of biologically relevant genetic alterations in the entire cohort (944

SCLCs). SCLCs were divided into subgroups based on the key genetic alterations: the NSCLC-subgroup (harboring biologically
relevant genetic alterations found in NSCLCs); the Hotspot-subgroup (harboring targetable hotspot mutations that are
common in tumors); the PI3K-subgroup (harboring P13K/AKT/mTOR pathway gene mutations); and the MYC-subgroup

(harboring MYC family amplifications). *ALK/RET fusion

or MET amplification. **Other hotspot genetic mutations. ***Fre-

quency not including splice site mutations and copy number loss in the exon sequencing. 2PI3K/AKT/mTOR. PMYC family.
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Figure 2. Details of the genetic alterations detected in this study. (A) Pie chart revealing the distribution of the NSCLC-
subgroup genetic alterations. (B) Pie chart revealing the KRAS mutation spectrum. (C) Pie chart revealing the EGFR muta-
tion spectrum. (D) Pie chart revealing the distribution of targetable hotspot genetic mutations of biological interest (common
in tumors). (E) Pie chart revealing the PI3K/AKT/mTOR pathway mutation spectrum.
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Figure 3. Genetic classification could be useful for predicting the treatment outcomes for platinum-based therapy. (A)
Hazard ratios for OS (left panel) and PFS (right panel) according to the genetic subgroups. (B) Kaplan-Meier curves plotted to
determine the OS: NSCLC-subgroup versus others. (C) Kaplan-Meier curves plotted to determine the OS: MYC-subgroup versus
others. (D) Kaplan-Meier curves plotted to determine the PFS: NSCLC-subgroup versus others. (E) Kaplan-Meier curves plotted
to determine the PFS: MYC-subgroup versus others. *p values are based on the log-rank test. OS, overa |

progression-free survival.
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Figure 4. Epigenetic regulator gene mutations and the effect of PD-(L)1 inhibitor on survival. (A) Pie chart revealing the
frequency of HME mutations detected in the 632 samples analyzed using OCA version 3. (B) Kaplan-Meier curves plotted to
determine the PFS according to the HME mutation status (HME-subgroup versus others) in 78 cases. (C) Kaplan-Meier curves
plotted to determine the OS according to the HME mutation status (HME-subgroup versus others) in 78 cases. (D) Kaplan-Meier
curves plotted to determine the OS in patients who had never received PD-(L)1 inhibitor-based therapy according to the HME
mutation status (HME-subgroup versus others). (E) Kaplan-Meier curves plotted to determine the OS in patients who had
received PD-(L)1 inhibitor-based therapy at any treatment line according to the HME mutation status (HME-subgroup versus
others). *p values are based on the log-rank test. HME, histone-modifying enzyme; OS, overall survival.
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Figure 5. A phase 2 trial of gedatolisib for patients with SCLC with mutations in the PI3K/AKT/mTOR pathway genes. (A)
Maximum tumor shrinkage and results for available biomarkers. (B) Swimmer plot revealing the treatment period and best
response. (C) Kaplan-Meier curves plotted to determine the PFS. (D) Kaplan-Meier curves plotted to determine the 0S. (E) An
overview of the key genetic alterations in tumor samples obtained from the 15 patients treated with gedatolisib. The genes
are displayed in rows, and the samples are displayed in columns. (F) Kaplan-Meier curves plotted according to the PI3K/AKT/
mTOR pathway grouping (group A versus group B versus group C). *p value based on the log-rank test for comparison of the
survivals. The genetic profiles of the PI3K-subgroup, MYC-subgroup, NSCLC-subgroup, and Hotspot-subgroup are found in the

colored boxes.
progression-free survival.
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