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Genetic Biomarker Testing Strategies

Comprehensive Genome Profiling
(>300 Genes) Hotspot Profiling

found found found

Thid AT &
v'One panel for all tumor types v'Rapid turnaround time (automated in 1 — 2 days)
v'Broader coverage including potential relevant v'Focus on key relevant biomarkers
biomarkers v Cost-efficient
v'Includes additional information such as TMB, MSI,
and HRD

ESMO recommendations for using NGS on metastatic cancers samples

1. Tumor-specific testing recommended for daily practice. Recommendation to assess TMB In some indications.

2. Large panel testing recommended for clinical research centres with the aim to increase access to drugs and accelerate
drug development.

. Mosele et al., 2020, https://doi.org/10.1016/j.annonc.2020.07.014
S“de COUfteSy Of Dl’. P Jermann lllustrations from https://www.roche.com/dam/jcr:06f059f3-e3db-4df1-b8fa-72196a6e66a5/en/hot-spot-test.jpg and https://www.roche.com/dam/jcr:336aled3-5ddb-4ff6-b38e-e03a9dffb615/en/comprehensive-profiling.jpq, accessed 27/08/2020
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https://www.roche.com/dam/jcr:336a1ed3-5ddb-4ff6-b38e-e03a9dffb615/en/comprehensive-profiling.jpg

NGS-based biomarkers

( Mutations (SNVs, indels — DNA Ievel\

- Copy Number Variations (CNVs, DNA

level

K Fusions (RNA level /

- Tumor Mutational Burder (TMB)
- Microsatellite Instability (MSI)

- Genomic Instabllity: loss of heterozigosity
(LOH) and others (TAI, LST) for
homologous-repair deficiency (HRD)
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Biomarkers are evolving to recapitulate the complexity of tumors

Tumor Mutational Burden (TMB) Genomic Instability/HRD score

No. of patients Cutoff P-value
All samples in cohort 1,662 |-l-| - 1.59 x 107® ’
Cancer type
Bladder 214 —a— 17.6 0.040 '
reas 4 —a— 5.9 0.605
BER+t 2451 | = | 6.8 0.287
ER— 29 | = | 4.4 0.731 . .
20 —— Loss of Telomeric Allelic  Large-Scale State
Colorectal 110 —— 52.2 0.031 . b I T .
sophagogastric —a— 8.8 0.221
Eephogoge s = Heterozygosity Imbalance ransitions
Head and neck 138 —a— 10.3 7.42x107°
Melanoma 321 —a— 30.7 0.067
Non-small cell lung 350 —=— 13.8 2.30 x 107
Renal cell carcinoma 151 —a— 5.9 0.569
Drug class . ]
Tumor Ce"J Combo 260 —a— - 0.018 d - d
PD-1/PDL-1 1,256 = 3 - 6.95 x 107
[ I I I 1
012 025 050 1.0 20 40
<—— Better overall survival-------- HR--------- Worse overall survival-—>
CheckMate 568 CheckMate 22712 HRD Positive, HRD Positive, HRD Negative/Unknown
6-month minimum follow-up 11.2-month minimum follow-up 100- Including tBRCAm 100- Excluding tBRCAm 100-
T™B 210 TMB <10 TMB 210 TMB <10 89%
mut/Mb mut/Mb mut/Mb mut/Mb a ;:T 83%
100 7 (n =48) (n =50) 100 (n=139) (n=191) 8 Z 20 30- 30-
Median PFS, 2z 26 Median PFS, 7.2 3.2 2 ]
: mo (95%Cl)  (3.6,11.3)  (1.4,54) | mo (95% Cl) (5.5,13.2) (2.7, 43) o ®
80 80 X
g 0 60- 60- 60+
©
§ 60 1 6-mo PFS = 55% ;@ 60 1 %—g 6-mo PFS = 55% e g
. 5 » i M~ 1-y PFS =43% 9 < 40- 40- 40
L 40 ; TMB 210 L 40 : P Weopog TMB 210 o 2
o 3 (o ' acge OO0 7))
4 6-mo PF : . i o 2o
o, : ! ; c 1 20- 20- "
20 - 6-mo PFS =31% ! 20 1 ' i v o
' TMB <10 ' ' = O
: : ! 1-y PFS =25%  TMB<10 S a
0 T T 1 0 T t T T T T T 1 orrr—r——r—7T—'7T7'7r'7r'1+7r1717r1rT7T10+r—/r—T—7T""7T7T7T 7TV —7TT"7TTrT 7T/ 0T TTrrr T T T T T T T T
0 3 6 9 0 3 6 9 12 15 18 21 24 O 3 6 9121518212427303336394245 0 3 6 9 1215182124273033363942450 3 6 9 121518212427303336394245
. Hoapd ~ Months E | ) » Months patients at Risk, n Mos Since Randomization Mos Since Randomization Mos Since Randomization
raciagano e : g y ’ Olaparib 255 252 242 236 223 213 169 155103 85 46 29 11 3 0 97 96 90 86 79 75 54 48 30 29 16 12 4 2 0 282 261219197 180 161110 85 38 27 9 8 1 O
TMB <10 mutiMb 50 16 " 3 191 9 58 46 31 18 6 ' 0 Placebo 132128117103 91 79 54 44 28 18 8 5 1 1 O 55 54 48 41 37 32 19 15 11 8 3 2 O 137 124 109102 81 72 55 39 22 17 7 4 O
= S St S N e L S T gt e S e ARG ST TIPSR OS = S NI RN TR I T AR S G PP AT - P AT NI O AT i e i v AR VIR Y TR ER A AT e o e TN T S s Alicaand S OO U AR TR Y S T AT PP AR I
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Oncomine™ Comprehensive Assay Plus

v' Only 20 ng input required.
v Library Prep can be fully automated on lon Chef™ System.

v End-to-end workflow with automated data analysis pipeline in lon Reporter v5.12 and later

. . CNV gain genes _
165 genes with recurrent hotspot mutations T Full CDS coverage

only

333 genes W|t N focal CNV ga”’]S or IOSS ABCBL1 ABL1 FGFR4 PIK3C2B ACVR1 MYOD1  ABRAXAS1  CDKNIA FANCA MAP3K1 POLE SOX9 CALR

CTNND2 ABL2 FLT3 PIK3CA ATP1A1 NSD2 ACVR1B CDKN1B FANCC MAP3K4 POT1 SPEN CITA
DDR1 AKT1 FLT4 PIK3CB AURKB NT5C2 ACVR2A CDKN2A FANCD2 MAPKS PPM1D STAG2 CYP2D26
. . EMSY AKT2 FOXAL PIK3R2 BCR NTRK2 ADAMTS12 CDKN2B FANCE MEN1 PPP2R2A STK11 ERCC5
227 genes WiIth fU”-COdlng DNA Sequence (CDS) FGF3 AKT3 GATA2 PIM1 BMP5 NUP93 ADAMTS2 CDKN2C FANCF MGA PRDM1 SUFU FAS
FGF4 ALK GNAS PLCG1 BTK PAX5 AMER1 CHEK1 FANCG MLH1 PRDM9 TAP1 ID3
FGF9 AR H3F3A PPP2R1A CACNALD PIK3CD APC CHEK2 FANCI MLH3 PRKAR1A TAP2 KLHL13
> 1 m b EXO N |C fOOt I‘I ﬂt fOr TU mor M utatl on al B U rd en (TM B) FGF19 ARAF H3F3B PPP6C CD79B PIK3CG ARHGAP35 cIC FANCL MRE11 PTCH1 TBX3 MTUS?2
p FGF23 AURKA IDH2 PRKACA CSF1R PTPRD ARID1A CREBBP FANCM MSH2 PTEN TCF7L2  PSMBS8
FYN AURKC IKBKB PTPN11 CTNNB1 RGS7 ARID1B CSMD3 FAT1 MSH3 PTPRT TET2 PSMB9
GLI3 AXL IL7R PXDNL cuL1l RHOA ARID2 CTCF FBXW7 MSH6 RAD50 TGFBR2 PSMB10
M S I _ H/M SS M arke rs for M ICI’Osate I | |te I nStab | I Ity (M S I) IGFIR BCL2 KDR RAC1 CYSLTR2 RPL10 ARID5B CTLA4 FUBP1 MTAP RAD51  TNFAIP3 RNASEH2C
MCL1 BCL2L12 KIT RAF1 DGCRS8 SIX1 ASXL1 CUL3 GATA3 MUTYH RAD51B  TNFRSF14 RPL5
MDM2 BCL6 KLF5 RARA DROSHA SIX2 ASXL2 CUL4A GNA13 NBN RAD51C TP53 RPL22
. . MYCL BRAF KRAS RET E2F1 SNCAIP ATM CuUL4B GPS2 NCOR1 RAD51D TP63  RUNXIT1
49 F usion d river g enes RPS6KB1 CARD11 MAGOH RHEB EPAS1 SOS1 ATR CYLD HDAC2 NF1 RAD52 TPP2 SDHC
RPTOR CBL MAPK1 RICTOR FGF7 SOX2 ATRX CYP2C9 HDAC9 NF2 RAD54L TScC1 sSOCs1
YAP1 CCND1 MAP2K1 RIT1 FOXL2 SRSF2 AXIN1 DAXX HLA-A NOTCH1 RASA1 TSC2 STAT1
. . . YES1 CCND2 MAX ROS1 FOXO1 STATSB AXIN2 DDX3X HLA-B NOTCH2 RASA2 USP9X TMEM132D
M ET eXO n Sk| pp | ng d ete Ct| O n at D NA an d R NA Ievel CCND3 MDM4 SETBP1 GLI1 TAF1 B2M DICER1 HNF1A NOTCH3 RB1 VHL UGT1A1
CCNE1 MECOM SF3B1 GNA11 TGFBR1 BAP1 DNMT3A INPP4B NOTCH4 RBM10 WT1 ZBTB20
CDK4 MEF2B SLCO1B3 GNAQ TRRAP BARD1 DOCK3 JAK1 PALB2 RECQL4 XRCC2
. . . CDK6 MET SMC1A HIF1A TSHR BCOR DPYD JAK2 PARP1 RNASEH2A  XRCC3
Cel I u I arl ty (Tu Mor fraC'“ @) n) CaICU I ation CHD4 MITF SMO HISTIH1E WAS BLM DSC1 JAK3 PARP2  RNASEH2B  ZFHX3
DDR2 MPL SPOP HIST1H2BD BMPR2 DSC3 KDM5C PARP3 RNF43 ZMYM3
EGFR MTOR SRC HIST1H3B BRCA1 ELF3 KDM6A PARP4 RPA1 ZRSR2
. - . - EIF1AX MYC STAT3 HRAS BRCA2 ENO1 KEAP1 PBRM1 RUNX1
46 geﬂeS IN H omo I (@) g ous ReC om b N at| on Rep alr pathway ERBB2 MYCN STAT6 IDH1 BRIP1 EP300 KMT2A PDCD1 SDHA
ERBB3 MYD88 TERT IL6ST CASP8 EPCAM KMT2B PDCD1LG2 SDHB
ERBB4 NFE2L2 TOP1 IRF4 CBFB EPHA2 KMT2C PDIA3 SDHD
L 0SS O.I: h ete ro Zyg 0S | ty (L O H) detectl on ESR1 NRAS TPMT IRS4 CD274 ERAP1 KMT2D PGD SETD2
EZH2 NTRK1 U2AF1 KCNJ5 CD276 ERAP2 LARP4B PHF6 SLX4
FAM135B NTRK3 USP8 KLF4 CDC73 ERCC2 LATS1 PIK3R1 SMAD2
FGFR1 PCBP1 XPO1 KNSTRN CDH1 ERCC4 LATS2 PMS1 SMAD4

I I l FGFR2 PDGFRA ZNF217 MAP2K?2 CDH10 ERRFI1 MAP2K4 PMS2 SMARCA4
I\/I u ta‘tl O n a'I S I g n a't u re an aIySIS FGFR3 PDGFRB ZNF429 MED12 CDK12 ETV6 MAP2K7 POLD1 SMARCB1

For research use only. Not for use in diagnostic procedures.



Oncomine™ Comprehensive Assay Plus

v' Only 20 ng input required.

v Library Prep can be fully automated on lon Chef™ System.

v End-to-end workflow with automated data analysis pipeline in lon Reporter v5.12 and later

165 genes with recurrent hotspot mutations

333 genes with focal CNV gains or loss

227 genes with full-coding DNA sequence (CDS)

>1 mb Exonic footprint for Tumor Mutational Burden (TMB)
MSI-H/MSS Markers for Microsatellite Instability (MSI)

49 Fusion driver genes

MET exon skipping detection at DNA and RNA level
Cellularity (Tumor fraction) calculation

46 genes in Homologous Recombination Repair pathway
Loss of heterozygosity (LOH) detection

Mutational signature analysis

For research use only.

CNV gain genes
Full CDS coverage

only

ABCB1 ABL1 FGFR4 PIK3C2B ACVR1 MYOD1 ABRAXAS1 CDKN1A FANCA MAP3K1 POLE SOX9 CALR
CTNND2 ABL2 FLT3 PIK3CA ATP1A1 NSD2 ACVR1B CDKN1B FANCC MAP3K4 POT1 SPEN CIITA
DDR1 AKT1 FLT4 PIK3CB AURKB NT5C2 ACVR2A CDKN2A FANCD2 MAPK8 PPM1D STAG2 CYP2D26
EMSY AKT2 FOXA1 PIK3R2 BCR NTRK2 ADAMTS12 CDKN2B FANCE MEN1 PPP2R2A STK11 ERCC5
FGF3 AKT3 GATA2 PIM1 BMP5 NUP93 ADAMTS2 CDKN2C FANCF MGA PRDM1 SUFU FAS
FGF4 ALK GNAS PLCG1 BTK PAX5 AMER1 CHEK1 FANCG MLH1 PRDM9 TAP1 ID3
FGF9 AR H3F3A PPP2R1A CACNA1D PIK3CD APC CHEK2 FANCI MLH3 PRKAR1A TAP2 KLHL13
FGF19 ARAF H3F3B PPP6C CD79B PIK3CG ARHGAP35 CiC FANCL MRE11 PTCH1 TBX3 MTUS2
FGF23 AURKA IDH2 PRKACA CSF1R PTPRD ARID1A CREBBP FANCM MSH2 PTEN TCF7L2 PSMB8
FYN AURKC IKBKB PTPN11 CTNNB1 RGS7 ARID1B CSMD3 FAT1 MSH3 PTPRT TET2 PSMB9
GLI3 AXL IL7TR PXDNL CuLl RHOA ARID2 CTCF FBXW7 MSH6 RADS0 TGFBR2 PSMB10
IGF1R BCL2 KDR RAC1 CYSLTR2 RPL10 ARIDSB CTLA4 FUBP1 MTAP RAD51 TNFAIP3 RNASEH2C
MCL1 BCL2L12 KIT RAF1 DGCRS8 SIX1 ASXL1 CUL3 GATAS MUTYH RAD51B TNFRSF14 RPL5
MDM2 BCL6 KLF5 RARA DROSHA SIX2 ASXL2 CUL4A GNA13 NBN RAD51C TP53 RPL22
MYCL BRAF KRAS RET E2F1 SNCAIP ATM CuL4B GPS2 NCOR1 RADS51D TP63 RUNX1T1
RPS6KB1 CARD11 MAGOH RHEB EPAS1 SOS1 ATR CYLD HDAC2 NF1 RAD52 TPP2 SDHC
RPTOR CBL MAPK1 RICTOR FGF7 SOX2 ATRX CYP2C9 HDAC9 NF2 RAD54L TSC1 SOCS1
YAP1 CCND1 MAP2K1 RIT1 FOXL2 SRSF2 AXIN1 DAXX HLA-A NOTCH1 RASA1 TSC2 STAT1
YES1 CCND2 MAX ROS1 FOXO1 STATSB AXIN2 DDX3X HLA-B NOTCH2 RASA2 USPO9X TMEM132D
CCND3 MDM4 SETBP1 GLI1 TAF1 B2M DICER1 HNF1A NOTCH3 RB1 VHL UGT1Al
CCNE1 MECOM SF3B1 GNAll TGFBR1 BAP1 DNMT3A INPP4B NOTCH4 RBM10 WT1 ZBTB20
CDK4 MEF2B SLCO1B3 GNAQ TRRAP BARD1 DOCK3 JAK1 PALB2 RECQL4 XRCC2
CDK®6 MET SMC1A HIF1A TSHR BCOR DPYD JAK2 PARP1 RNASEH2A XRCC3
CHDA4 MITF SMO HIST1H1E WAS BLM DSC1 JAK3 PARP2 RNASEH2B ZFHX3
DDR2 MPL SPOP HIST1H2BD BMPR2 DSC3 KDM5C PARP3 RNF43 ZMYM3
EGFR MTOR SRC HIST1H3B BRCA1 ELF3 KDMG6A PARP4 RPA1l ZRSR2
EIF1AX MYC STAT3 HRAS BRCA2 ENO1 KEAP1 PBRM1 RUNX1
ERBB2 MYCN STAT6 IDH1 BRIP1 EP300 KMT2A PDCD1 SDHA
ERBB3 MYD88 TERT IL6ST CASP8 EPCAM KMT2B PDCD1LG2 SDHB
ERBB4 NFE2L2 TOP1 IRF4 CBFB EPHA2 KMT2C PDIA3 SDHD
ESR1 NRAS TPMT IRS4 CD274 ERAP1 KMT2D PGD SETD2
EZH2 NTRK1 U2AF1 KCNJ5 CD276 ERAP2 LARP4B PHF6 SLX4
FAM135B NTRK3 USP8 KLF4 CDC73 ERCC2 LATS1 PIK3R1 SMAD2
FGFR1 PCBP1 XPO1 KNSTRN CDH1 ERCC4 LATS2 PMS1 SMAD4
FGFR2 PDGFRA ZNF217 MAP2K?2 CDH10 ERRFI1 MAP2K4 PMS2 SMARCA4
FGFR3 PDGFRB ZNF429 MED12 CDK12 ETV6 MAP2K7 POLD1 SMARCB1

Not for use in diagnostic procedures.



Tumor Mutational Burden with OCAPIlus

Robust TMB estimation

40
Comparison of TMB between OCA Plus, in-house assay T and
commercial service provider F: OCA Plus
30 Assay F -t
6 samples with TMB ranging from 3 to 33 mut/Mb § ® Assay T
=
* |on Reporter™ OCAPIus w1.0 workflow £ 20
aa .
=
 Good concordance between all three assays -
10— - - - -
* In-house test T & OCA Plus show best concordance - N

« Same clinical classification (TMB-high cut-off = 10 mut/Mb)

1 2 3 4 5 6
Sample no.

TMB assessment with the OCA Plus Is concordant with other assays of similar size

ATAAT P~ T S

T o
I L O M e e v ol v P ¥ N O e : P T LT V= U s NI ST VR T Ty ¥ TR T A ~F
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OCAPIlus: NSCLC - TMB and relevant alterations

Oncomine™ Comprehensive Assay Plus tested on 17

NSCLC samples, ICI treated retrospective cancer case

studies: response and PD-L1 status available. (8 durable
clinical benefit (DCB), 9 no durable benefit (NDB).

* Analysis of TMB, mutations, MS-status.
* TMB would misclassify 2/8 DCB and 2/9 NDB.
* KRAS+KEAP1+STK11 detected in NDB samples.

* STK11 truncating mutations in NDB only

DCB
MS-status
PDL1 B B N Il B
30
TMB 2 20
il]l]ﬂn[l:ﬂ[l 131]DDDDDDEIEI
40
PFS 3‘? 301
tioilo0ole  "lhecc—ao--
EGFR 0%  BRRARZ
KRAS | 2% | I )33%
Lung-cancer 3 II Bl 7= BBl BB 78
recurrent BRAF | 12% 0%
PIK3CA 1 = ) 11%
keapt I B2se BB
Predictive ST 0% I II 33%
for /O | MAPKI 0% ] 11%
JAK2 0% ] 11%
PTEN I 2% | 11%
POLE b 12% 0%
Associated BROAZ II 25% 0%
with DDR Am || o IED B 4%
BARD1 | 12% 0%
PaLB2 | 12% 0%

Alteration

B Missense
B Truncation

DCB

DCB
NDB

MS-status

MSS
B MSI

PDL1

0
B 15
M 60
B 100

*DCB = PFS > 6 months

aade ol >

SH

PRI T aaks da g g e i e AN T VPR TR T v e a2k v A

UnlverS|tatssp|taI
Basel

R

P P - g0,
A . e ST V= U ot I, SRl - -
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Unpublished results



OCAPIlus: NSCLC - TMB and relevant alterations

B2M
TAP1
TAP2

HLA-A
TAPBP
JAK1
JAK2
JAK3
STAT1
SOCS1
CD274
PDCD1
PTEN
STK11
KEAP1

Antigen Presentation
Antigen Presentation
Antigen Presentation
Antigen Presentation
Antigen Processing
Resistance/Response to ICls
Resistance/Response to ICls
Resistance/Response to ICls
Resistance/Response to ICls
Resistance/Response to ICls
PDL1
PD1
Resistance/Response to ICls
Resistance/Response to ICls

Resistance/Response to ICls

DCB
MS-status
PDL1 B B N Il B
30 30
TMB 2 20
“lll.o00  Fhonoebec
40 40
PFS 3‘? 3‘1
$§ DDDDDDDD $§ SO0 oo
EGFR 0%  BRRARZ
KRAS | 2% | I )33%
Lung-cancer 3 II Bl 7= BBl BB 78
recurrent BRAF | 12% 0%
PIK3CA 1 = ) 11%
keapt I B2se BB
Predictive STKT1 0% I II 33%
for /O | MAPKI 0% . 1%
JAK2 0% ] 11%
PTEN I 2% | 11%
POLE b 12% 0%
Associated BRCAZ II 25% 0%
with DDR A |} I IlID B 4
BARD1 | 12% 0%
PaLB2 | 12% 0%

Pr— . Pra— r—

Alteration

B Missense
B Truncation

DCB

DCB
NDB

MS-status

MSS
B MSI

PDL1

0
B 15
M 60
B 100

L o e TPt s .

__| Universitatsspital
Basel

TIPSR S I R T v Do TRAAI I v %7

For research use only. Not for use In diagnostic procedures
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*DCB corresponds to PFS > 6 months



OCAPIlus: CRC - MSI and relevant alterations

Oncomine™ Comprehensive Assay Plus tested on 8 colorectal cancer samples: comparison
with Bethesda panel (NCI; BAT-25, BAT-26, D25S123, D55S346, and D175250) and IHC for

MMR proteins.

IHC status I ]

OCAPIlus
MLH1 _ - IHC status
% NS Bethesdj:)0 Loss
Ma's N |
A OCAPIus '%®- B Norma
. " ' - . 0-
- x..: a.\“(: o Ko .\)‘,){ b ] q Bethesda - MS status
SR8 S A VT ) Y - mS
: e TN 60 4 MSS
"‘,'d" . ‘,_-' A-\"‘ [l PR Dl:l
MW avk N0 >
T U ALY X T ', : (: 75 MLH‘I I |
- ( LAty S D, Alteration
"‘,j.:: 1, / » MSH2 I I B Missense
AKX 5 MSH6 I B Truncation

PMS2 I

* MMR protein loss (IHC) = truncating mutations detected by OCAPIus

* Good correlation with MS-score and number of unstable Bethesda panel markers

CRC
recurrent

Predictive
for I/O

Associated
with DDR

IHC status 'S
OCAPIlus

Bethesda

KRAS ll llll 75%
arcll BB 38%

BRAF |} 12%
PkscA | I Bl 50%
skl || J 50%
SMAD4 ] 12%
B2M B Jos%
TAP2 Bl 25%
Jakt B 25%
STAT1 g 12%
PTEN B | P 38%
STK11 B 2%
CASPS8 Bl 2%
BRCA1 Bl 25
BRCA2 B Pas%
CHEK?2 B 12%
ATM | L
ATR - | [l 38%
RAD51B g 12%

Alteration

B Missense
B Truncation

DN TR O P T TR ADUASTROL W SRR e e . =3 -3 7 R s v I O > AN M

*Credit for MMR IHC image: Aldo Scarpa.
For research use only. Not for use In diagnostic procedures
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OCAPIlus: CRC - MS|

Oncomine™ Comprehensive Assay Plus tested on 8 colorectal cancer samples: comparison with NGS assay T.

IHC status B I

OCAPIlus
Bethesda

400

OCAPIlus ']

0-

4 _

Bethesda -
0-

60 -

TMB  40-

20 4
O_= ] ﬁ

IHC status
Loss
B Normal

MS status

MSI
MSS

MLH1
MSH2

MSHG

PMS2 I

I Alteration

l Missense
B Truncation

Assay T [% instable site]

¥

100

80—

60—

40—

20—

=

20

100
OCA Plus [MSI score]

150

Confirmed MSI-h

* Analysis performed on lon Reporter with early access 2.1 workflow

Good concordance between OCA PIus Bethesda PCR, and IN- house NGS assay T

{

3!

- i TN

UnlverS|tatssp|taI
Basel

Lt o o oo
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OCAPIlus: mutational signhature

@ Analysis Results
Analysis Name ||| |GG vArD 0157

m Oncomine Functional Population Ontologies Pharmacogenomics Somatic Qc

Tumor Cellularity Percentage: 52% (auto)

Tumeor Mutational Burden (Mutations/Mb): 292.1

1)

C MyVariants

Download « Selected Variants - Send

TMB classification (based on specified parameters): Undefined  MSI Status: M5I-High

1)

MSI| Score: 49.12

1)

L

Universitatsspital
Basel

For research use only. Not for use In diagnostic procedures

.. Classification Locus Type Genes Transcript Coding Amino Acid Change % Frequency Oncomine Gene Class Oncomine Variant Class ClinVar

[] == | Unclassified ~ | chr2:47698180 SNV MSH2 NM_000251.3 cA738G=T p.Glus80Ter 37.64 11 Loss-of-function Truncating Pathogenic

B Uncertai

U [Unclassified v chr2:47630430 SNV MSH?2 NM_000251.3 c100G>T p Val34Leu 43.43 1 neeramn
significance

(] o= | Unclassified v | chr2:47656909 SNV MSH2 MM _000251.3 c.105G=T p.Asp36STyr 41.80 7

_ Likely

. = | Unclassified v | chr2:47653203 SNV MSH2 NM_000251.3 c.1759+2T>C p.? 37.99 1 N .
pathogenic

[] o= | Unclassified v | chr2:47709980 SNV MSH2 MM _000251.3 C.2697G=A p.-Met859lle 4118 16

(] o= | Unclassified b | chr3:37053589 SNV NM_000245.4 c.BTEC=T p.Arg226Ter 3053 8 Loss-of-function Pathogenic

(] o= | Unclassified v | chr2:48032763 SNV MSHB MM_000179.3 £.3563G>T p.Ser118slle 3423 T

(] == | Unclassified ~ | chr12:133253151 SNV NM_006231.4 c.890C=4A p.Ser297 Tyr 3222 9 Loss-of-function

[] == | Unclassified v | chr12:133208944 SNV POLE MNM_006231.4 c.B6287T=A p.Leu2096GIn 3193 45

_ Uncertai

i [Unclassified v chr12:133218761 SNV POLE NM_006231.4 c517342T>C  p.? 2817 38 neernan
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OCAPIlus: mutational signature
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OCAPIlus: copy number variants

NGS is routinely employed in Clinical Research for the detection of clinically relevant variants in cancer specimens.

Copy-number variation (CNV) analysis through NGS has not yet been established to meet clinical standards.

Methods currently used in the clinics: arrays (array-CGH, single-nucleotide polymorphism (SNP) arrays, OncoScan™ CNV Plus kit).
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OCAPIlus: copy number variants
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logR = copy number log2 ratio

OCAPIlus: percentage LOH and HRD

10 11

Clinical research sample, high percentage LOH and good

guality segmentation profile.

No BRCA1/2 mutation, however potential PTEN loss
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Need for validation of percentage LOH.

LOH Percentage: 70.96 %

(PTEN associated with high HRD score, Takaya et al.
2020, Mansour et al. 2018, McEllin et al. 2010).
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Comprehensive Genomic Profiling

Conclusion

* Higher probability of identifying relevant biomarkers

Need for clinical validation and clinical utility assessment

Standardization and harmonization between different assays, In

addition to assessment of clinical utility in large prospective clinical
studies, will be key for establishing novel biomarkers and CGP In

routine cancer care.
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