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Comprehensive Genomic Panel

5] 7 G E N E S +HrRD/GIM

Comprehensive Study of Early, Advanced and Metastatic Ovarian, Prostate, Pancreatic,
Breast Cancer by Next Generation Sequencing



EPIDEMIOLOGY

Ovarian Carcinomas has been steadily increasing over the past 10 years in many
countries, which accounts for an estimated 295,414 new cases and 184,799 deaths
worldwide in recent times.

Unfortunately, the majority of patients are diagnosed as advanced stage llI-1V at the time
of preliminary diagnosis.
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HRD-Positive Tumor
(Sensitive to PARPi therapy)

The data from The Cancer Genome Atlas (TCGA) have showed that approximately
50% of High-grade Serous Ovarian Carcinoma patients have HRD

Recently, clinical trials have shown Patients with

that maintenance therapy with BRCA1/2 mutation and/or
Poly (ADP-ribose) polymerase homologous recombination
(PARP) inhibitors can improve deficiency (HRD) are

Progression Free Survival most benefitted




For PAOLA-1 and PRIMA, homologous recombination

National deficiency was defined as BRCAI/2 mutation or an
NCCN Egnmc;;r;ahenswe genomic instability score (GIS) 242. For VELIA,
Network® homologous recombination deficiency was defined

as BRCAI/2 mutation or a GIS 233.

Need for the Hour

A Comprehensive Gene Panel determining the status of HRD/GIM by evaluating TMB, MS|,
LOH in Ovarian Cancers

Targeted /
Personalized
Therapy
Approach

Diagnosis,
Prognostic
Approach
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Oncolife Comprehensive Genomic Panel (517 genes + HRD/GIM)

(517 genes + HRD/GIM)

@® Covers 500+unique genes for single gene and multigene biomarker insights.
© Detection of complex biomarkers associated with immunotherapies such as TMB & MSI.

Single-Gene Multi-Gene

Biomarkers Biomarkers
e Single-nucleotide variants (SNVs) e Study potential responses to
¢ Insertions and deletions (indels) immunotherapy with measurement
e Novel and known fusions of tumor mutational burden (TMB)
e Splice variants, and copy humber * Predisposition to genetic
variants (CNVs) hypermutability by comparing

e Including copy number gains and microsatellite instability

losses across 517 genes (MsI) regions




Homologous recombination deficiency (HRD)
research 46 homologous recombination repair
(HRR) genes, including BRCA large gene
rearrangements, and assess genomic scarring
with the genomic instability metric (GIM)

Genes Covered

46 HRR pathway genes covered by the Oncolife Comprehensive Panel
ABRAXAS1 ATM  ATR BAPt  BARDI  BLM  BRCA! BRCA2 BRIP1 CDKI2  CHEKI CHEK?
FANCA FANCC  FANCDZ FANCE FANGF FANCG  FANCI FANCL ~ FANCM MRETT  NBN FALBZ

PARPT PARP2  PARF3 POLD1 POLE PPP2R2A PTEN RAD50.  RADS! RADSIB RADSIC RADS5ID
RADS2 RADS4L  RNASEHZ2A RNASEHIB RNASFHAC RPA1 SLX4 TP53 XRCC2 XRCC3

B Team of Molecular Pathologist and Molecular Scientists collaboratively
evaluating, annotating, interpreting the variant of interest.

B AMC/ACMG/ASCO/CAP/NCCN/EMA/ESMO guidelines followed.

Tumor content > 20%, to enable take a proper quality and concentra-
tion of DNA and RNA.




Scope of Oncolife Comprehensive Genomic Panel

(517 genes + HRD/GIM)
s List of DNA Genes

AICF | ABCBI | ABLI | ABL2 | ABRAXAST | ACSM2B | ACVRI | ACVRIB | ACVR2A | ADAMI8 | ADAMTSI2 | ADAMTS2 | AKTI | AKT2 | AKT3 | ALK | AMERI
ANO4 | APC | AR | ARAF | ARHGAP35 | ARIDIA | ARIDIB | ARID2 | ARIDSB | ARMC4 | ASXLI | ASXL2 | ATM | ATPIAT | ATR | ATRX | AURKA | AURKB
AURKC | AXINT | AXIN2 | AXL | B2M | BAP1 | BARDI | BCL2 | BCL2L12 | BCL6 | BCOR | BCR | BIM | BMP5 | BMPR2 | BRAF | BRCAI | BRCA2 | BRINP3
BRIPI | BTK | C6 | C8A | C8B | CACNAID | CALR | CANX | CARDII | CASP8 | CASR | CBFB | CBL | CCNDI | CCND2 | CCND3 | CCNEl | CDI63 | CD274 | CD276
CD79B | ¢DC73 | CDHI | CDHIO | CDKI2 | CDK4 | CDK6 | CDKNIA | CDKNIB | CDKN2A | CDKN2B | CDKN2C | CHD4 | CHEKI | CHEK2 | CIC | CITA | CNTNG
CNTNAP4 CNTNAP5 | COLTIAT | CREBBP | CSFIR | CSMD3 | CTCF | CTLA4 | CTNNBI | CTNND2 | CULI | CUL3 | CUL4A | CUL4B | CYLD | CYP2C9 | CYP2D6 | CYSLTR2
| DAXX DCAF4L2 | DCDCI | DDRI | DDR2 | DDX3X | DGCRS | DICER! | DNMT3A | DOCK3 | DPYD | DROSHA | DSCI | DSC3 | E2F1 | EGFR | EIFIAX | ELF3 | EMSY |
ENOI EP300 EPASI | EPCAM | EPHA2 | ERAPI | ERAP2 | ERBB2 | ERBB3 | ERBB4 | ERCC2 | ERCC4 | ERCCS | ERRFIl | ESRI | ETV6 | EZH2 | FAMI3SB | FANCA |
FANCC | FANCD2 FANCE | FANCF | FANCG | FANCI | FANCL | FANCM | FAS | FATI | FBXW7 | FGFI9 | FGF23 | FGF3 | FGF4 | FGF7 | FGFQ | FGFRI | FGFR2 | FGFR3
| FGFR4 | FLT3 FLT4 | FOXAI | FOXL2 | FOXOl | FUBPI | FYN | GALNTI7 | GATA2 | GATA3 | GLI | GLI3 | GNAI | GNAI3 | GNAQ | GNAS | GPRI58 | GPS2 | GRID2 |
HI-4 | H2BC5 H3-3A | H3-3B | H3C2 | HCNI | HDAC2 | HDACY | HIFIA | HLA-A | HLA-B | HLA-C | HNFIA | HRAS | ID3 | IDHI | IDH2 | IGFIR | IKBKB | ILBST | |
IL7R | INPP4B | IRF4 | IRS4 | JAKT | JAK2 | JAK3 | KCND2 | KCNH7 | KCNJ5 | KDM5C | KDM6A | KDR | KEAPT | KEL | KIR3DLI | KIT | KLF4 | KLF5 | | KLHU3 | KMT2A
| KMT2B | KMT2C | KMT2D | KNSTRN | KRAS | KRTAP2I-1 | KRTAP6-2 | LARP4B | LATSI | LATS2 | LRRC7 | MAGOH | MAP2KI | MAP2K2 | MAP2K4 | MAP2K7 | MAP3KI
| MAP3K4 | MAPKI | MAPK8 | MARCO | MAX | MCLI | MDM2 | MDM4 | MECOM | MEDI2 | MEF2B | MENT | MET | MGA | MITF | MLHI | MLH3 | MPL | MRET | MSH2
| MSH3 | MSH6 | MTAP | MTOR | MTUS2 | MUTYH | MYC | MYCL | MYCN | MYD88 | MYODI | NBN | NCORI | NFI | NF2 | NFE2L2 | NLRC5 | NOL4 | NOTCHI |
NOTCH2 | NOTCH3 | NOTCH4 | NRAS | NRXNI | NSD2 | NT5C2 | NTRKI | NTRK2 | NTRK3 | NUP93 | NYAP2 | ORIOG8 | OR2G6 | OR2LI3 | OR2L2 | OR2L8 | OR2M3
| OR2T3 | OR2T33 | OR2T4 | OR2W3 | OR4AI5 | ORACIS | OR4C6 | ORAMI | OR4M2 | ORBDI8 | ORSF1 | OR5LI | OR5L2 | ORGFI | ORSH2 | OR8I2 | OR8UI | ORC4
| PAKG | PALB2 | PARPI | PARP2 | PARP3 | PARP4 | PAXS | PBRMI | PCBPI | PCDHI7 | PDCDI | PDCDILG2 | PDEIA | PDEIC | PDGFRA | PDGFRB | PDIA3 | PGD | PHF6
| PIK3C2B | PIK3CA | PIK3CB | PIK3CD | PIK3CG | PIK3RI | PIK3R2 | PIMI | PLCGI | PLXDC2 | PMSI | PMS2 | POLDI | POLE | POMI2ILI2 | POTI | PPFIA2 | PPMID |
PPP2RIA | PPP2R2A | PPP6C | PRDMI | PRDMQ | PRKACA | PRKARIA | PSMBIO | PSMB8 | PSMB9 | PTCHI | PTEN | PTPNII | PTPRD | PTPRT | PXDNL | RACI | RADS0 |
RAD5! | RADSIB | RADSIC | RADSID | RADS2 | RADSAL | RAFI | RARA | RASAI | RASA2 | RBI | RBMIO | RBP3 | RECQL4 | REGIA | REGIB | REG3A | REG3G | RET |
RGS7 | RHEB | RHOA | RICTOR | RITI | RNASEH2A | RNASEH2B | RNASEH2C | RNF43 | ROSI | RPAT | RPLIO | RPL22 | RPL5 | RPSGKBI | RPTN | RPTOR | RUNDC3B |
RUNXT | RUNXITI | SDHA | SDHB | SDHC | SDHD | PTPRD | PTPRT | PXDNL | RACI | RAD50 | SETBPI | SETD2 | SF3BI | SH3RF2 | SIX1 | SIX2 | SLCI5A2 | SLCSAI |
SLCOIB3 | SLX4 | SMAD2 | SMAD4 | SMARCA4 | SMARCBI | SMCIA | SMO | SNCAIP | sOCSI | sOSI | sOX2 | SOX9 | SPEN | SPOP | SRC | SRSF2 | STAG2 | STATI
| STAT3 | STATSB | STAT6 | STKI | SUFU | SYTIO | SYTi6 | TAFI | TAPI | TAP2 | TAPBP | TBX3 | TCF7L2 | TERT | TET2 | TGFBRI | TGFBR2 | TMEMI32D | TNFAIP3 |
TNFRSFI4 | TOPI | TOP2A | TP53 | TP63 | TPMT | TPP2 | TPTE | TRHDE | TRIM48 | TRIM5I | TRRAP | TSCI1 | TSC2 | TSHR | U2AFI | UGTIAI | USP8 | USPOX | VHL |
WAS | WTI | XPOl | XRCC2 | XRCC3 | YAPI | YESI | ZBTB20 | ZFHX3 | ZIM3 | ZMYM3 | ZNF217 | ZNF429 | ZNF479 | ZNF536 | ZRSR2
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s List of CNV-Genes
ABCBI | ABLI | ABL2 | ABRAXASI | ACVRIB | ACVR2A | ADAMTSI2 | ADAMTS2 | AKTI | AKT2 | AKT3 | ALK | AMER] | APC | AR | ARAF | ARHGAP35
ARIDIA | ARIDIB | ARID2 | ARIDSB | ASXLI | ASXL2 | ATM | ATR | ATRX | AURKA | AURKC | AXINT | AXIN2 | AXL | B2M | BAP1 | BARDI1 | BCL2 | BCL2L12
| BCL6 | BCOR | BLM | BMPR2 | BRAF | BRCAl | BRCA2 | BRIP1 | CARDIl | CASPS | CBFB | CBL | CCND1 | CCND2 | CCND3 | CCNEl | CD274 |
CD276 | CDC73 | CDHI | CDHIO | CDKI2 | CDK4 | CDK6 | CDKNIA | CDKNIB | CDKN2A | CDKN2B | CDKN2C | CHD4 | CHEKI | CHEK2 | CIC |
CREBBP | CSMD3 | CTCF | CTLA4 | CTNND2 | CUL3 | CUL4A | CUL4B | CYLD | CYP2C9 | DAXX | DDR1 | DDR2 | DDX3X | DICERI | DNMT3A DOCK3
| DPYD | DSC1 | DSC3 | EGFR | EIFIAX | ELF3 | EMSY | ENOI | EP300 | EPCAM | EPHA2 | ERAPI | ERAP2 | ERBB2 | ERBB3 | ERBB4 | ERCC2 | ERCC4
| ERRFIN | ESRI | ETV6 | EZH2 | FAMI35B | FANCA | FANCC | FANCD2 | FANCE | FANCF | FANCG | FANCI | FANCL | FANCM | FATI | FBXW7 FGFI9 |
FGF23 | FGF3 | FGF4 | FGF9 | FGFR1 | FGFR2 | FGFR3 | FGFR4 | FLT3 | FLT4 | FOXAI | FUBPI | FYN | GATA2 | GATA3 | GLI3 | GNAI3 | GNAS | GPS2
| H3-3A | H3-3B | HDAC2 | HDAC9 | HLA-A | HLA-B | HNFIA | IDH2 | IGFIR | IKBKB | IL7R | INPP4B | JAKI | JAK2 | JAK3 | KDM5C KDMGA | KDR |
KEAPT | KIT | KLF5 | KMT2A | KMT2B | KMT2C | KMT2D | KRAS | LARP4B | LATSI | LATS2 | MAGOH | MAP2KT | MAP2K4 | MAP2K7 | MAP3K1 | MAP3K4
| MAPKT | MAPK8 | MAX | MCLI | MDM2 | MDM4 | MECOM | MEF2B | MENT | MET | MGA | MITF | MLHT | MLH3 | MPL | MREN | MSH2 | MSH3 | MSH6
| MTAP | MTOR | MUTYH | MYC | MYCL | MYCN | MYD88 | NBN | NCORI | NF1 | NF2 | NFE2L2 | NOTCHI | NOTCH2 | NOTCH3 NOTCH4 | NRAS |
NTRKI | NTRK3 | PALB2 | PARP1 | PARP2 | PARP3 | PARP4 | PBRMI | PCBPI | PDCDI | PDCDILG2 | PDGFRA | PDGFRB | PDIA3 | PGD | PHF6 | PIK3C2B
| PIK3CA | PIK3CB | PIK3R1 | PIK3R2 | PIMI | PLCGI | PMSI | PMS2 | POLDI | POLE | POTI | PPMID | PPP2RIA | PPP2R2A | PPP6C | PRDMI | PRDM9 |
PRKACA | PRKARIA | PTCHI | PTEN | PTPNI | PTPRT | PXDNL | RACT | RAD50 | RADSI | RADSIB | RADSIC | RADSID | RAD52 | RADS4L | RAFI | RARA
| RASAI | RASA2 | RBI | RBMIO | RECQL4 | RET | RHEB | RICTOR | RITI | RNASEH2A | RNASEH2B | RNF43 | ROSI | RPAT | RPS6KBI | RPTOR | RUNXI |
SDHA | SDHB | SDHD | SETBP1 | SETD2 | SF3B1 | SLCOIB3 | SLX4 | SMAD2 | SMAD4 | SMARCA4 | SMARCBI | SMCIA | SMO | SOX9 | SPEN | SPOP |
SRC | STAG2 | STAT3 | STAT6 | STKIl | SUFU | TAP1 | TAP2 | TBX3 | TCF7L2 | TERT | TET2 | TGFBR2 | TNFAIP3 TNFRSF14 | TOPI | TP53 | TP63 | TPMT
| TPP2 | TSC1 | TSC2 | U2AF1 | USP8 | USP9X | VHL | WTI | XPOl | XRCC2 | XRCC3 | YAPI | YESI | ZFHX3 ZMYM3 | ZNF217 | ZNF429 | ZRSR2
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List of Fusion-Driver-Genes

AKT! | AKT2 | AKT3 | ALK | AR | BRAF | BRCAI | CDKN2A | EGFR | ERBB2 | ERBB4 | ERG | ESRI | ETVI | ETV4 | ETVS | FGFRI | FGFR2 | FGFR3 |
MAP3K8 | MET | MTAP | MYB | MYBLI | NOTCHI | NOTCH2 | NOTCH3 | NRG1 | NTRKI | NTRK2 | NTRK3 | NUTMI | PIK3CA | PIK3CB | PPARG | PRKACA
PRKACB | RAF1 | RARA | RELA | RET | ROSI | RSPO2 | RSPO3 | STAT6 | TERT | TFE3




Performance Characteristics of the assay

Reproducible and sensitive detection
of variants across multiple cancer types

100%

Analytical Accuracy

For SNVs,

Indels

5%

Analytical Sensitivity (LOD)

100%

Analytical Precision

100%

Analytical Specificity

Sensitivity Specificity

SNVs 99.6%
Indels 99.5%
CNVs Gain, 100%
CNVs Loss 93%

Gene Fusion 100%

97.6%

98.1%

100%
100%

100%

Mfine Diagnostics has validated the test and determined its performance characteristics in
accordance with the CAP/ACMG and NABL guidelines. All investigations have their limitations
which are imposed by the limits of sensitivity & specificity of individual assay procedures as well
as the quality of the specimen received by the laboratory.

ONCO0144

Test Ordering Information

Oncolife Comprehensive
Genomic Panel
(517 genes+ HRD/GIM)

(517 genes+ HRD/GIM)

FFPE Tissue/Paraffin block
Histopathology report mus
accompany the speciment

TAT

ONCO0123

Oncolife HRD Reflex

Genetic mutation test for
BRCAI/2 will be performed first.
If outcome is negative, HRD test
will follow

FFPE Tissue/Paraffin block
Histopathology report mus
accompany the speciment

ONCO0068

Oncolife HRR 15 gene
Germline panel

ATM, BARDI, BRCAI, BRCAZ2, BRIPI,
CDKI12,CHEK], CHEK2,FANCL,
PALB2,PPP2R2A, RAD5IB,RADSIC,
RADSID, RADS54L

3 ml EDTA vial - Peripheral blood

NGS

ONCO0069

Oncolife HRR 15 gene
Somatic panel

ATM, BARDI, BRCAI, BRCAZ2, BRIPI,
CDKI12,CHEKT, CHEK2,FANCL,
PALB2,PPP2R2A, RAD5IB,RADSIC,
RADSID, RADS4L

3 mI EDTA vial - Peripheral blood/
Bone Marrow and FFPE Tissue

ONCO0067

Oncolife HRR 15 Gene
(Germline+Somatic)

ATM, BARDI, BRCAI, BRCAZ2, BRIP],
CDKI12,CHEKT, CHEK2,FANCL,
PALB2,PPP2R2A, RAD5IB,RADSIC,
RADSID, RADS4L

3 ml EDTA vial - Peripheral blood/
Bone Marrow and FFPE Tissue

4 Weeks

15 + 21
Days

21 Days

21 Days

21 Days
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