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Clinical Trials Targeting Genomic Alterations Screened
iIn LC-SCRUM-Japan

RET fusion Vandetanib Completed
RET fusion Lenvatinib (E7080) P2 Eisai Completed
ROS1 fusion Crizotinib P2 Ox0nc Completed
ALK fusion CH5424802 vs. Crizotinib P3 Chugai Completed
ALK fusion (stage 11/111) LDK378 P2 HT Ongoing
ALK fusion (crizotinib induced NV) Granisetron+dexamethasone P2 HT Ongoing
BRAF mutation Dabrafenib + Trametinib P2 GSK (Novartis) Ongoing
PIK3CA mutation, AKT1 mutation AZD 5363 P1 AstraZeneca Ongoing
PIK3CA mutation BYL719 P1 Novartis Ongoing
PI3K/AKT mutation TAS-117 P1 Taiho Ongoing
FGFR mutation TAS-120 P1 Taiho Ongoing
FGFR mutation ASP5878 P1 Astellas Ongoing
FGFR alterations BGJ398 P1 Novartis Ongoing
cMET amplification INC280 P2 Novartis Ongoing
HER2 alterations Trastuzumab P2 1T Ongoing
HER2 alterations Trastuzumab Emtansine P2 1T Ongoing
KRAS mutation Abemaciclib vs. erlotinib P3 Eli Lilly Ongoing

©Dr. Goto, NCCHE/LC-SCRUM


プレゼンター
プレゼンテーションのノート
Currently, there are many clinical trials of new molecular agents targeting genomic alterations screened in LC-SCRUM-Japan.


“Screened Number of Lung Cancer with rare
Driver Oncogenes and Enrollment to
Cliniclal Trial in LC-SCRUM-Japan
2013/2/7~2015/3/6

Screened Enrolled
Genetic alterations Clinical trial NO. (%6)

RET fusions Vandetanib (LURET) 19 (56)
ROS1 fusions 61 Crizotinib (0012-01) 26 (43)
ALK fusions 23 Alectinib (J-ALEX, LOGIK1401) 3 (13)
BRAF V600OE mutation 6 Dabrafenib (BRF113928) 3 (50)
ERBB2 mutations 9 'I;r/ilsgjrzlu?)rgg?B()HERZ—CLHERC— 1(11)
Total 133 52 (39)

©Dr. Goto, NCCHE/LC-SCRUM


プレゼンター
プレゼンテーションのノート
The total number of RET positive, ROS1 positive, ALK positive, BRAF mutated and ERBB2 mutated lung cancer screened in LC-SCRUM-Japan were 133, and about 40% of them were entered into clinical trial.  
Japanese innovative genomic screening network has demonstrated the possibility of screening for lung cancer with rare driver oncogenes and developing new molecular-targeting agents. 
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Multi-omics analysis re-characterized the cell lines;
MUIt|-Om|CS “ha”marks Of Cancer” Hallmarks of cancer (Hanahan and Weinberg. 2011 Cell)

<potential aberrant events=

Transcriptome (RNA-Seq) ) )
Differential gene expression

Epigenome (ChiP-
Pig ( Seq) Differential chromatin marks

Epigenome (BS-5eq)
Differential DMNA methylation

Genome (WGS) Mutations

Hallmark

For each hallmark, @
we focused on aberrations in each ™
layer of multi-omics features. |

Suzuki et al. 2014 Nucleic Acids Research



R FEYFRITEFERRMZMELT
I NAsEIEERIFAERINT—2

IMPACT: Integrated Mutation Profiling of Actionable Cancer Targets

prepare 24-48 libraries

Hybridize and select Sequence to 500-1000% Align to genome
(NimbleGen SegCap) (Hisas 2500) ana anakyre

Probes for 341 cancer genes : ¥
T

Adupted Trom Waghe, Barger el al., Cancer Diacowens 2782-83, 2012

Copy Number Alteérations
S5elect Rearrangements

Choices
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Memorial Sloan Kettering Trains IBM Watson to
Help Doctors Make Better Cancer Treatment
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Incidental findings
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