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ABSTRACT — Lung cancers stratified by oncogene drivers have shown drastic responses to genotype-matched
molecular-targeted therapies; however, many of the oncogene driver alterations occur rarely in lung cancer.
Thus, in 2013, a nationwide screening system, Lung Cancer Genomic Screening Project for Individualized Medi-
cine in Japan (LC-SCRUM-Japan), was established to screen for these rare oncogene drivers. In the LC-SCRUM-
Japan, a variety of oncogene driver-positive patients have been identified through the large-scale screening (more
than 6000 patients), contributing to the development of molecular-targeted therapies for oncogene driver-positive
lung cancers. This nationwide project will facilitate the further development of precision medicine for lung can-
cer, overcoming therapeutic resistance and identifying true biomarkers for immune-checkpoint inhibitors.
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Molecular screening in LC-SCRUM-Japan.
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Figure 2. Industry-academia collaborative nationwide cancer genome screening project (SCRUM-
Japan).
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Figure 3. Patient enrollment in LC-SCRUM-Japan. A total of 6190 lung cancer patients have been enrolled

in LC-SCRUM-Japan as of April 2018.

EGFR mutation-negative non-sq NSCLC, n=1,688
(from Mar. 2015 to Apr. 2017)
EGFR EGFR+PIK3CA
8% 0.4% ERBB2 6%

ERBB2+PIK3CA

KRAS 15%
KRAS+PIK3CA
1%

Non-sq NSCLC, n=1,316
(from May 2017 to Apr. 2018)

EGFR+PIK3CA
2%

o:l;:s KRAS+BRAF ERBB2
1% 5%
KRAS+NRAS
0.1% MET skip__
3% KRAS
AR o NTRKS3 fusion __14%
/,BRAF+PIK3CA S i 4

NRG1 fusion_~" . KRAS+PIK3CA

~——_RAF1 0.2% 0.6% — i

_NRAS 1%
_HRAS 0.2%

PIK3CA 1%
\MAPZKI 0.4%

MET skip z%,///
AKT1 0.2%

. .
FGF:;:;:'O“/ FGFR2 fusion ALK fusion \ RET fusion\ ROS1 fusion
! 0.2% 3% 3% 4%

ALK fusion 3%
RET fusion 3%.
ROS1 fusion 2%
AKT1 0.5%_/Mmap2K1 PIK3CA
1% 3%

~——_BRAF+PIK3CA
“\_RAF1 0.3% 0.2%
NRAS 1%

Figure 4. Oncogene drivers detected by multi-gene panel testing with NGS in LC-SCRUM-Japan.
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Figure 5. Best percent change in the target tumor bur-
den from baseline during vandetanib treatment for RET-
rearranged lung cancer (LURET study).
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Figure 6. Best percent change in the target tumor bur-
den from baseline during crizotinib treatment for ROSI-
rearranged lung cancer (0012-01 study).
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