%ennext SOMATIC
o

FOR MOLECULAR PATHOLOGY

See the whole picture
in somatic variant analysis.

An integrated analysis experience, from DNA and RNA
findings to evidence review and reporting.

DNA + RNA Accelerated processing Data at your institution

Integrated review %30 minutes / sample Federated architecture



GENNEXT /| SOMATIC INPUT AND QUALITY

One workflow, from file to analysis.

Choose DNA, RNA or DNA+RNA analysis.
Add your files, start processing and review sample quality.

01 / ANALYSIS AND FILE TYPE

Process Type i

< Mixed

Choose analysis per sample

[ G . ® .
ermline Somatic
[ ] [ o]

Inherited genetic variations analysis Acquired mutations and changes

Analysis Type i

— DNA it RNA ™= DNA+RNA

Somatic Testing Somatic Testing Somatic Test
File Type 1

i Fasta = sam & ver

Raw sequencing data format Binary alignment/map format Variant call format

Gennext also supports germline variant analysis.

02 / BULK FILE UPLOAD 03 / REVIEW QUALITY

{. Download Template ] 2. Import from XLSX QC Summary il

Mean Coverage . Median Coverage
o @ 590.64 ‘—’\é 571.00
Drop sample files here
__ Total Reads Avg Length
Drag and drop, or click to browse. Files matched by filename. = 28.3M L 150bp
. 30X 50X 100X 500X 1000X
Import sample details from Excel, then upload GEEEEE GEEEEEEED GEEEEEED D .
. . 100.00% 100.00% 100.00% 63.00% 4.00%
the associated files together.
Read depth distribution of 767 gene

~ Top covered weighted mean 581
~ Hac10 —_— 2kx H3ce — 1.9k
H3C4 — 1.8kx H3C1 1.5kx

H3C7 1.4kx

MET — 1.5kx

H3C1 —_— 1.4kx H3C14

minutes [ sample w77 Do |

DNA + RNA together

QC Summary: read metrics, coverage thresholds and gene distribution.
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GENNEXT /| SOMATIC FILTERED VARIANT VIEW

Prioritize by tumor type.

Variants associated with the tumor type selected during upload are highlighted.
Refine your review with clinical and functional filters.

SELECTED GENE AND VARIANT / MET

MET V4
Detail ISPP ClinTrials Disease
Selection (7 Flags External IGV  VariantType  Consequence  cDNAChange  Protein Change AD/DP VAF
s Likely Oncogenic
= - ’ MET
— None H O DEL frameshift deletio ¢.2888.2919del p.D963Efs*0  51/784 0.024 NM_000245.4
exonld chr7:116771667 TACTGTTCATT... i
PTCH1
cDNA Change Protein Change AF:  0.034 AD: 38
rsci y €.2888_2923d.#  p.DI63_RI74.. DP: 1101 LoD-C: 0.000
MRE11 Therapeutic Options (Likely Oncogenic) 72
Level 1 2 treatments.
Selection (7 Flags External IGY Variant Type Consequence cDNA Change  Protein Change ~ AD/DP VAF Capmatinib  Tepotinib

NSCLC example - MET p.D963_R974del - Likely Oncogenic

Filter clinical trials, step by step

01 / SELECT CRITERIA 02 /| REVIEW RESULTS

4 NcTo5429866 ([EEED RECRUITING v

Q
L NCT03475953 RECRUITING v

YV Advanced Filters 2 A

Rhase Use Apply Filters to narrow the list, then open a
Phase2 x matching study to review its details.

Status

Recruiting X

Location
In this example: NSCLC, Phase2 and Recruiting. Two

Select locations... .
matching study records are shown.

Apply Filters

Select condition, phase and status.
Add a location if needed.

Gennext gennext.bio SOMATIC
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GENNEXT /| SOMATIC DETAILED VARIANT VIEW

Explore the variant and its evidence.

Review classification, allele fraction and therapeutic options.
Access current literature through the variant’s citation records.

PIK3CA p.E545K /| DETAIL PANEL ISPP /| SAME VARIANT
Detail ISPP ClinTrials Disease Amino Acid Conservation Predictors
SUVP
Oncogenic T ——
PIK3CA FATHUM-AKL
L y———————————— |
NM_006218.4 SIFT |
exon10 chr3:179218303 G > A @& SIFT4G
., ]
Mutationassessor G
VST |
cDNA Change Protein Change AF: 0.427 AD: 1190 :H'OVTA/: .|
. Y rimateAl |
€.16336>A L p.E545K w DP: 2850 LoD-C: 2.942 ESM1b
0.0 0.2 0.4 0.6 0.8 1.0
< >

Compare functional-effect predictions for the same
variant.

LoD-C: read support

99 Citations 8
| e e s The same 5% AF may represent 5/100, 50/1,000 or

500/10,000 reads. LoD-C uses read counts to assess
statistical support for a true variant signal.

Alpelisib Plus Fulvestrant in PIK3CA-Altered and PIK3CA- v/
Wild-Type Estrogen Receptor-Positive Advanced Breast...

a Alpelisib for PIK3CA-Mutated, Hormone Receptor-Positive v/
Advanced Breast Cancer.

 Show 5 More Citations LoD-C > 2.5: significant statistical support

Clinical relevance is assessed separately.

IGV /| SEPARATE READ-REVIEW EXAMPLE

MET rs38852 - Alternative A: 236 (+), 230 (-)
reads

Pink: forward (+) - Purple: reverse (-)
Reads sorted by base at the variant position.

GenneXt gennext.bio SOMATIC
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GENNEXT /| SOMATIC DNA AND RNA FINDINGS

From copy number to fusions.

Review copy-number changes by gene and genomic position.
Add RNA findings to the molecular profile.

CNV /[ GENE-LEVEL REVIEW
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Review copy-number changes across oncogenes such as MET and MYC. In this example, the gain in the MET
region is visible in the gene-level plot.

GENOME-WIDE COPY-NUMBER CONTEXT

chr1 chr2 chr3 chrd chrs chré chr7 chr8 chr9 chr10 chr11 chr12 chri3  chr14 chr16 chr19 chr22  chrX chrY
(Gene Annotations

‘€apy Number Variations
-1

2 — . —

R ) . T —

-2

Review RNA fusions with their evidence.

Assess fusion partners, breakpoints and supporting reads together. Arriba and STAR-Fusion results support the
review.

GenneXt gennext.bio SOMATIC
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GENNEXT /| SOMATIC QUALITY AND BIOMARKERS

Review biomarkers together.

Move from TMB, MSI and HRD results to the measurements behind them.

TMB - MSI - HRD

@, Biomarkers

From result to detail.

TMB Status TMB-L
TMB Target Region Size 2.67 MB  TMB Value 1.87 Muts/MB

Variant Count 5

Review biomarkers in one panel.

MSI Status MSS Open the MSI and HRD plots to
M MSI  otarsites 208 examine the underlying

Unstable Sites 2 [l View MSI Plot

MS! Percentage 0.96% measurements.

HRD Score 24
Z HRD HRD-LOH n

Tel Al
elomeric 7 4 View CNV Plot
LST 6

Gennext biomarker panel - actual application view.

MSI / ACROSS CHROMOSOMES

chr1 chr2 chr3 chr4 chrs chré chr7 chr8 chr9  chr10 chr12 chr14 chr16 chr18 chr22 chry

N S e, NI I A s g Ry R e e e T e
-0.2 ° ¢ »
-0.3

-0.4 ° [

The plot shows microsatellite sites across chromosomes in the “Difference” view. Red points indicate sites classified as unstable;
blue points indicate stable sites. In this example, 2 of 208 sites are unstable (0.96%), and the result is MSS.

HRD /| SCORE AND COMPONENTS

HRD Score 24
2 HRD  wro-ton 1

Telomeric Al 7 [ ul - View CNV Plot ]

LST 6

Review the components behind the score.

Inspect HRD-LOH, telomeric allelicimbalance and LST values. Select “View CNV Plot” to explore copy ratio and allelic
distribution.

GenneXt gennext.bio SOMATIC
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GENNEXT /| SOMATIC FEDERATED NETWORK

Your datais processed
and stored at your institution.

Gennext Worker Node processes and stores genomic data at your institution.
Manage the workflow through Gennext.

Shared management

&ennext
o

Your local environment

/

g|> =

Gennext Worker Node

\.

Authorized access

Authorized access from anywhere.

Share access to your analyses according to user permissions.

O oL ©

Only you Analysis team Authorized institutional users

Supports workflows aligned with KVKK and GDPR requirements.

The local Worker Node deployment and access locations are illustrative.

GenneXt gennext.bio SOMATIC
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GENNEXT / SOMATIC GENNEXT REPORT

From raw data to reporting.
In your institution’s format.

Your institution’s report format is configured in Gennext.
Selected findings and clinical interpretations are reported in that format.

Example report - Page 1 MORE FROM THE REPORT
Gene panel content
Report - Page 3 / excerpt
NIA N/A
e - CcYLD CYPI17A1 DAXX DCUN1D1 DDR1
DHX15 DHX9 DICERT DIS3 DIS3L2
= 2 DOTIL DPYD E2F3 EED EGFL7
o ELF3 EML4 EP300 EPCAM EPHA2
EPHB4 ERBB2 ERBB3 ERBB4 ERCC1
ACTIONABLE VARIANTS
ERRFI1 ESR1 ESR2 ETST ETVI
EZR FAM175A FAM46C FANCA FANCC
FANCL FANCM FAS FAT1 FBXOT1

Coverage details

Report - Page 4 / excerpt

OTHER VARIANTS.

REGIONS BELOW 50X COVERAGE

CLINICAL TRIALS GENE MEAN DEPTH MIN DEPTH
HLA-A 5x 0x
HLA-C ox 0x
VARIANTS - DETAILED
PPP4R2 534x 2x
ons
wer — HLA-B 71x 16x
RB1 608x 7x
e
NF1 696x 18x
N—— RANBP2 615x 2ax
MAGEC3 156x 33x
ANKRD26 567x 50x

Examples from pages 1, 3 and 4 of a Gennext training report. Institution and identifying details omitted.

Learn to use Gennext step by step with Gennext Community.
Scan the QR code to explore our somatic analysis tutorials.

Video Tutorials

Gennext gennext.bio

info@gennext.bio - +90 (216) 500 44 71

Discover Gennext.

Gennext is a product of Geniva Bilisim Saglik Anonim Sirketi.

youtube.com/@GennextCommunity

icerenkdy Mah. Kayisdagi Cad. Acibadem Universitesi Tip Fakiiltesi 08
C Blok No: 32-36C, TEKMER, Atasehir / istanbul
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