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Gene Testing Report™®
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WA H & (Testing method)
Fie i 700 0 o 4 IR A% 8 4R 44 A A A% 64 4% 58 A (target amplification) - 447 $ 1848 45 48 B 2L B 4 B o
B o iR — AT A REREF ik 46 BARZH R > &4 F 249 £ (Single
Nucleotide Variant, SNV) iz B §% 3% A & &k (insertion ot deletion, indel)

S M (Testing limitations)

1. XS RaE BiEA &% a8 B840 % (allele frequency) i B4R A 0.5% -
2, FiAaik ARG S AVORE T I S A8k 44 (Uncettainty) -

Hm A H (Testing genes)

SNV and indel:

AKTI, ALK, APC, AR, ARAF, BRAF, CHEK2, CTNNEI, DDR2, EGFR, ERBB2, ERBE3, ESRI,
FBXW7, FGFR1, FGFR2, FGFR3, FGFR4, FLT3, GNAIl, GNAQ, GNAS, HRAS, IDHI, IDH2, KIT,
KRAS, MAP2K1, MAP2K2, MET, MTOR, NRAS, NTRK1, NTRK3, PDGFRA, PIK3CA, PTEN, RAFI,
RET, ROSI1, SF3B1, SMAD4, SMO, TP53
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DNA & f 4 abinalin B 12.7 ng/ul

15 HR AR DNA & RiSsaR R = 1 ng/pl
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RELH | RMY | BoeRR | RAMEE | MRRA ’&%g# 2 21373 F
Gene Alteration Mutation mgi:;g ; : i Drepth ﬁ':::lllllﬂfc}f Variant interpretation
KRAS SNV c.35G=A p.(G12D) 82,637 240% |e  Pathogenic
ot 9 R A g 1O
SNV and indel:

AKTI, ALK, APC, AR, ARAF, BRAF, CHEK2, CTNNBI, DDR2, EGFR, ERBB2, ERBB3, ERG, ESRI,
FBXW?7, FGFR1, FGFR2, FGFR3, FGFR4, FLT3, GNAll,-GNAQ, GNAS, HRAS, IDH1, IDH2, KIT,
MAP2K1, MAP2K2, MET, MTOR, MYC, NRAS, NTRK1, NTRK3, PIK3CA, PTEN, RAF1, RET, ROS],
SF3B1, SMAD4, SMO, TP53
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Sample Cancer Type: Lung Cancer

Variant Details
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DNA Sequence Variants

Gene Amino Acid Change  Coding
KRAS p(G12C) €.34G>T
PDGFRA  p.(P567=) c170142G
TP53 p.(H193L) C.578A>T

Allele
Locus Frequency
chr12:25398285 21.52%
chr4:55141055 100.00%
chr17-7578271 23.99%

Transcript
NM_033360.4

NM_006206.6

NM_000546.6

Oncomine
Variant Effect  Variant Class
missense Hotspot
SYNONYMOous
missense

Disclaimer: The data presented here is from a curated knowledgebase of publicly available information, but may not be exhaustive. The data version is 2024.03(005). The
content of this repert has not been evaluated or approved by FDUA, EMA or other regulatory agencies
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Biomarker Descriptions

KRAS G12C
KRAS proto-oncogene, GTPase

Background: The KRAS proto-oncogene encodes a GTPase that functions in signal transduction and is a member of the RAS
superfamily which also includes NRAS and HRAS. RAS proteins mediate the transmission of growth signals fromn the cell surface to the
nucleus via the PI3K/AKT/MTOR and RAS/RAF/MEK/ERK pathways, which regulate cell division, differentiation, and survival'23,

Alterations and prevalence: Recurrent mutations in RAS oncogenes cause constitutive activation and are found in 20-30% of cancers.
KRAS mutations are observed in up to 10-20% of uterine cancer, 30-35% of lung adenocarcinoma and colorectal cancer, and about 60%
of pancreatic cancer. The majority of KRAS mutations consist.of point mutations eccurring at G12, G13, and Q61458 Mutations at
AS9, K117, and A146 have also been observed but are less frequent’s,

Potential relevance: The FDA has approved the small molecule inhibitors, Sotorasib® (2021) and adagrasib'® (2022}, for the treatment
of adult patients with KRAS G12C-mutated locally advanced or metastatic nen-small cell lung cancer (NSCLC). Sotorasib and
adagrasib are also useful in certain circumstances for KRAS G12C-mutated pancreatic adenocarcinoma®. The FDA has also granted
breakthrough therapy designation (2022) to the KRAS G12C inhibitor, GDC-6036"2 for KRAS G12C-mutated non-small cell lung cancer.
The SHP2 inhibitor, BBP-398" was granted fast track designation (2022) in combination with sotorasib for previously treated patients
with KRAS G12C-mutated metastatic NSCLC. The RAF/MEK clamp, avutometinib'® was also granted fast track designation (2024) in
combination with sotorasib for KRAS G12C-mutated metastatic NSCLC who have received at least one prior systemic therapy and have
not been previously treated with a KRAS G12C inhibitor. The PLK1 inhibitor, onvansertib's, was granted fast track designation (2020)
in combination with bevacizumab and FOLFIRI for second-line treatment of patients with KRAS-mutated metastatic colorectal cancer
(mCRC). The EGFR antagonists, cetuximab'® and panitumumab'?, are contraindicated for treatment of colorectal cancer patients with
KRAS mutations in exon 2 (codons 12 and 13), exon 3 (codons 59 and 61), and exon 4 (codons 117 and 146)%. Additionally, KRAS
mutations are associated with poor prognosis in NSCLC2,

Disclaimer: The data presented here is from a curated knowledgebase of publicly available information, but may not be exhaustive. The data version is 20:24.03(005)
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