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The implementation of genomics-driven cancer medicine, including the technical infrastructure required
and challenges faced, have been well described, confirming broad implementation of NGS testing in a

clinical setting is feasible
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Feasibility of Large-Scale Genomic Testing to Facilitate
Enrollment Onto Genomically Matched Clinical Trials
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Comprehensive genomic profiling (CGP) is a next-generation sequencing (NGS) approach that uses a single
assay to assess hundreds of genes including relevant cancer biomarkers, as established in guidelines and

clinical trials, for therapy guidance.
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Centralized/outsourcing vs in house

Y

Centralized/outsourcing

Comprehensive genomic profiling to detect different biomarkers
sparing precious samples to obtain a single report.

In house



From one sample, in one assay run, you can deliver
truly comprehensive genomic profiling based on
DNA and RNA analysis of >500 genes...

®
Single-gene Multiple-gene gsu )
. . a9
biomarkers biomarkers ﬂ&;@ )

- FEEERERBE R E

. Copy - Tumor Micro-
g:tva;f:j number mG:ntaDl::::: Mutational mutational satellite
indels) variants (LOH) y signatures burden instability

{CNVs) (TME) (M)

... without having to compromise on:

»

Input Testing Bioinformatics Automation and
requirements success solution hands-on time

Low FFPE sample input of i encing A streamlined bicinformatics End-to-end, highly automated

solution including reporting workflow supports lal

can be tested

fficiency

Oncomine
Comprehensive Assay
Plus



Oncomine Comprehensive Assay Plus "

Profile 500+ unique genes

SNVs, indels, CNVs, known and novel fusions, and splice variants

Tumor mutational burden (TMB) microsatellite instability (MSI)

Variants in 42 HRR pathway genes and genomic instability with loss of heterozygosity (LOH)

Highly automated workflow and streamlined bioinformatics analysis




OCA Plus Network — Overall Strategy and Structure

n=5 centres with OCA Plus capability

Performance validation :
1.SNVs/InDels

2.CNVs
$ 3.MS|
4.HRD/LOH

5.TMB

®

Clinical Applicably: FFPE resections, solid tumors




OCA Plus Network — Study design
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Project status summary and examples

B HGSOC

Out of targeted 125 clinical FFPE samples, the analysis of 51

samples have been completed so far. \\\“

Analysed samples represent various cancer types, majority of
which are NSCLC, Ovarian, Colon, GIST, Melanoma and Breast EE
Cancer. '
)
\\]\e\a(\o(‘(\’d.
2 samples were discarded due to low uniformity. '
Samples have been pre-characterized with diverse methods on

specific end-point (ex: NGS, low density WGS, MSI, FISH, RT-PCR,
MLPA, etc)

B Endometrial carcinoma
B NSCLC
Colorectal cancer
B brain tumor
B breast cancer
B Melanoma

W GIST

B Unknown
B Adenosarcoma

B Lung Cancer

Cla/
5 4

B Neuroendocrine Tumor

COIOre
Ca n CEr

M orbita cancer, B-CLL
W Stomach Adenocarcinoma

Uterine Carcinoma




SNVs and InDels evaluated using OCA plus
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Oncomine Comprehensive Assay plus detected with high sensitivity expected SNVs and InDels

* Allelic fractions detected were similar to the expected value




Copy Number Variants evaluated using OCA plus
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Oncomine Comprehensive Assay plus verified with high sensitivity expected CNVs

Samples were pre-characterized using different methodologies including NGS, FISH and IHC




Chromosomal Level CNV evaluation using OCA plus

Oncomine Comprehensive plus standard result

Low-density WGS OCA plus confirmed
region status cytoband copy number
1p loss 1p36.33p12 x1 \/
3p loss 3p26.3p12.1 x1 \/
3q loss 3911.1929 x1 \/
8q gain 8911.22q24.3 x4 v

Melanoma sample characterized with low-density WGS

Oncomine Comprehensive Assay plus verified all
chromosomal alterations adding detailed cytoband
coordinates

The analysis view with genomic segmentation analysis can

aid on advanced research analysis

= copy number log2 ratio

logR

Reads)

P

log odds = In(Tumor Reads / Reference

Oncomine Comprehensive plus genomic segmentation
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Microsatellite instability (MSI) evaluation using OCA plus

Oncomine Comprehensive plus standard result Oncomine Comprehensive plus mutational signature
C>A C>G C>T T>A T>C T>G
RT-PCR OCA plus : sBsas
Sample type Concordance
result Status Score i
Colorectal cancer MSI-High | MSI-High 65.67 \/ i Al “| " ” . | I | | I|I|I|
Endometrial cancer = MSI-High | MSI-High 82.89 ‘/ : mwﬁ_ T s e — m———
Gastric cancer MSI-High | MSI-High ~ 219.61 \/ H l
“Mq!‘lmlulu|wa: uuuuu |u||u|'u|m||u|“- -“ |‘ || || ” lf**

C>A C>G C> T>A T>C T>G

*  Oncomine Comprehensive Assay plus verified the MSI- e
High status
|||||||.| UUUUUU [ — |_.l,_!|;r L
* The analysis setting with mutational signatures can aid Cen e Cmn me 1>
on advanced research analysis T
Y '“'I' SR “,lll”‘l |”|| l' |“| | I'

*SBS44 is mutational signature associated with DNA mismatch repair (microsatellite instability).



BRCA Exon Level Alterations using OCA plus

Ovarian cancer research sample with BRCA1 Exon 15-22 deletion

Ovarian cancer research sample with BRCA1 Exon 20-21 deletion
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Both research samples previously evaluated with MLPA

Oncomine Comprehensive Assay plus verified the exon level alterations




Homologous Recombination Deficiency
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* HGSOC sample with BRCA1 p.Thrl677llefsTer2 mutation
detected with OCAplus resulting in 38.99% LoH score.

TTTTTTTTTTTTTTTTTT

* HGSOC sample had resulted in 34.9% LoH score with L_____ i P o PN b, T8 b e i
alternative method, confirmed with OCAplus resulting in
26.85% LoH Score. The patient received PARP inhibitors.




Conclusions

Oncomine Comprehensive Assay Plus is a true CGP:

It can detect biomarkers at nucleotide-level resolution and typically comprises all major genomic variant
classes (SNVs, indels, CNVs, fusions, splice variants), as well as large genomic signatures (TMB, MSI),
maximizing the ability to find clinically actionable alterations.

Oncomine Comprehensive Assay Plus is thought and produced to be an in-house testing

All the pathology assays from H&E stain to IHC and complex molecular assays can be done in our Labs.
We can achieve a patient-centered system keeping molecular profiling in house.

We can decide on the test flexibility based on the amount of sample available

Is sending samples to commercial laboratories abroad an ethical issue?
In many European countries the healthcare system is over 90% publicly financed. If we spend this money
outside the system we do not support it and not enable its development
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