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Background

« For detecting copy number abnormalities (CNAs), fluorescence Iin
situ hybridization (FISH) and conventional cytogenetics (CC) are
the gold standard

NGS is emerging as a comprehensive assay that can detect CNAs
as well as SNVs, INDELs and loss of heterozygosity (CN-LOH) at
much higher resolution

« Thus, identifying CNA events in addition to mutations and RNA
fusions may help characterize the highly complex genetic
landscape of hematologic malignancies




A comprehensive genomic profiling (CGP) approach to

inferrogate hematologic malignancies using a novel

multimodal next generation sequencing assay
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Multimodal NGS workflow of LDT assay
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CNA Detection
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CNYV detection in Chronic Lymphocytic Leukemia (CLL)

Established for prognosis

Chromosome Abnormality | Prevalence(%) Genes Prognostic
significance

11922.3 loss 10-20 ATM, BIRC3, Unfavorable
MRETT, H2AFX
12 gain 10-20 Unknown Intermediate
13914 loss 50-60 DLEUT, DLEU2 Favorable
17p13.1 loss 5-15 TP53 Unfavorable

cted for prognosis

Chromosome | Abnormality | Prevalence(%) Genes Prognostic
significance

2p12p25.3 gain ACP1, MYCN, ALK, Unfavorable
REL, BCLTTA

39 gain 2-19 Unknown Unfavorable

4p156.2p16.3 loss 14 Unknown Unfavorable

8024.1 gain 5 MYC Unfavorable

\ \



Sample count

Sample count

100

20

20

10

N\

KRAS_p.G13D
RAS_p.G12D
KMT2D_p.M3398L

EF2B_p.L275Q

ERBB2_p.Y908F

IKZF3_p.L162R
BLM_p.N515Mfs*16

S SENSEER A aRgRTIRgRegCRIIREFFIIgFALEY
TP53_p.H179R
KMT2C_p.E2798Gfs*11
NOTCH1_p.P2514Rfs*4
SR FRE BRI g I B ARA 88 TRERgIZTLERTARTS
1 ? f Chromosome f

Frequency of copy humber gains and losses in CLL (n=236)

=== CN gain
mmmm CN loss



CNA detection in Chronic Lymphocytic Leukemia (CLL)
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Conclusions

 NGS and CC results agree with 91% accuracy
« NGS and FISH results agree with 77% accuracy

« CN-LOH was mostly detected on chromosomes 139, 17p and 229

« Several pathogenic and VUS mutations were detected that may
correlate with the CNAs
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