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Sonic Healthcare Germany

Federation Model

Each subsidiary remains medically leading while also being part
of a larger network - with benchmarking and continuous quality
assurance.



Sonic Healthcare Germany
MVZ Trier

A nationally recognized diagnostic institution for decades
Became part of Sonic Healthcare Germany in 2018

Certified by DIN EN ISO 9001; accredited by DIN EN ISO 17020

Disciplines: histology, cytology, molecular pathology -
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> 300.000 patient/case numbers in FY25 (~ 1.200/day)




MVZ Trier

Molecular Pathology

Only Molecular Pathology of Sonic Healthcare Germany

Founded in 2008

Staff
Team: e _
» 9 biologists 1
» 15 technical staff 0
23 24 25
Year
——=Technical staff e===Biologist




Molecular Diagnostics — Our portfolio

PCR, MALDI-TOF,
Sanger, NGS

Single Gene
Mutation
Analysis

Pathogen
Detection

Chromosomal
Alterations
Detection

Molecular
Signature
Detection

Comprehensive
Gene Panel
Analysis

MSI, TMB, HRR, HRD +
BRCA, Clonality, Methylation




Next Generation Sequencing

NGS Cases
Molpath ~12.500 samples 2025 —
NGS ~4.200 samples 2025 »
~ 32,8% of all samples are NGS 0 . .
9 increaSing m2022/2023 m2023/2024 m2024/2025




Customer Expectations are our challenges

* Increased sample number
= Complex requests
» Training of technical staff

What are
the
» Price Performance customer = Poor quality of FFPE material
=  Automatization needs? » Panels stringent quality requirement
= German healthcare system High

Quality

-> Mission: Continuous improving
o 6

TAT= Turnaroundtime




Implementing a new NGS-Pipeline

What was our baseline?
What are our needs?

What was our timeline?

What are the risks?




What is our baseline — Start off 2025

Multiple NGS Panels

- Thermo Fisher (FOCUS, BRCA and OCA)
- AmoyDX (Classic, HRD and HRR)

- lllumina (TSO500)

Multiple NGS Technologies
- Amplicon based
—> Hybrid capture

Multiple Sequencing Platforms and bioinformatics
pipelines

- S5 (lon Reporter and Torrent Suite)

- NextSeq 550Dx and NextSeq2000 (ANDAS-Software,

Preferably
~— an all-in-one
solution.

Basespace, ICA and IClI)

e
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Poor quality of FFPE material

- Panels with stringent quality requirement

- It is not possible to follow a simple, structured
procedure in the laboratory

Not all panels can be automated
Rising costumers' expectation
Analysis pipeline

Cost effective

VDR compliance




What are our needs?

Important Moreover

Increased report quality E

Cost effective

) [

Increased performance
- Samples with poor quality

Meet customers' rising expectations | I ||

Increased efficiency

> All-in-one solution \ “/iQ IVDR compliance “EU-IVDRv
> Easier workflow

- Automatization

Analysis pipeline

O




Timeline

First face-to-
face meeting

Visit of UGM
OncoDNAin
Cologne

September- Multiple test
November runs and
2025 validation

Starting in
routine lab

On-site Wet
lab training

Training of
technical
staff

Continuous
improvement
of lab routine

Bi-weekly
meetings

10




Timeline and Risks

First face-to-
face meeting

Visit of UGM
OncoDNAin
Cologne

September- Multiple test
November runs and
2025 validation

Starting in
routine lab

On-site Wet
lab training

Training of
technical
staff

Bi-weekly
meetings

Continuous
improvement
of lab routine
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Functional, technical and operational

requirements are not fully covered

Unstable pipeline (from wet lab to final

reporting)

Key-person dependency
Scalability and reliability
Increased TAT

Lack of automatization




Implementing a new NGS-Pipeline

What was our baseline? Validation and Training plan

What are our needs? Routine plan

What was our timeline? Improvements

What are the risks? Automatization
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Validation and Training plan

First face-to-
face meeting

Visit of UGM On-site Wet
OncoDNA in lab training
Cologne
September- Multiple test Training of
November runs and technical
2025 validation staff
Starting in Bi-weekly Continuee
: : improvement
routine lab meetings

of lab routine
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Validation and Training plan

Finding the right QC parameter
In-house Validation
Training technical staff

Adapting protocol to the routine workflow




In-house Validation

1. QC performance (defining minimum QC thresholds for library prep)

Overcoming challenge: poor quality of FFPE-tissue (especially punch biopsies)

- Most samples do not meet OncoDNAs criteria for library prep
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Aim: Analyze and evaluate as many samples as possible, including those of particularly poor quality
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In-house Validation

1. QC performance (defining minimum QC thresholds for library prep)

Conc.
Sample

[ng/u]

DV900
[%]

(fe] [
Library
[ng/ul]

Mean

Coverage

[X]

Conc. DV900 Conc. Mean RNA-QC
Sample %] Library  Coverage Conc. Conc.
[ng/wl] . [ng/wi] [X] Sample  DV200([%] Library
I very strong correlation [ng/m] [ng/m]

(ofo] (o
Sample

[ng/ul]

I very strong correlation

DV200 [%]

I Conc.
no correlation Library I
[ng/ui] no correlation

Strong correlation between DV900/DV200 and library concentration

DV900 and DV200 as critical quality indicators for sample selection
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In-house Validation

1. QC performance (defining minimum QC thresholds for library prep)

Correlation DNA quality and library yield Correlation RNA quality and library yield
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Use of DV900/DV200 as internal Quality-Based Exclusion Criterion
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In-house Validation

2. Analytical performance (defining accuracy, sensitivity and specificity)

DNA

Reference NGS panels:

* Focus Research Assay (TF)
« Classic (AmoyDx)

 HRD (AmoyDx)

* HRR (AmoyDx)

« TSO500 (lllumina)

Mutations

100 % accuracy

RNA

OncoDEEP®

47

100 % sensitivity
100 % specificity

Fusions

OncoDEEP®

20 0

100 % accuracy
100 % sensitivity
100 % specificity

Very good performance for mutations and fusions
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In-house Validation

2. Analytical performance (defining accuracy, sensitivity and specificity)

Genomic Biomarkers

MSI TMB HRD

OncoDEEP® OncoDEEP® OncoDEEP®

5 0 3 0 1 0
1 6 1 0 2 7
92 % accuracy 75 % accuracy 80 % accuracy
86 % sensitivity 78 % sensitivity
100 % specificity 100 % specificity

« Limited number of samples Two fal . . ifi
available to date (customer © 'wolalse _negatl\(e cases identified .
* One associated with a VuS BRCAZ2 variant

demand |ncreasn_19) - not classified as relevant for HRD by
3 lidati d routi * One false negative case OncoKDM
ome cases (validation and routine) identified, likely attributable to co

classified as MSS by OncoDEEP® but borderline TMB score in both * One associated with a borderline GS

MSI by reference methods score

Discrepancies between OncoDEEP®
and reference methods

C@ More samples need to be tested 18




Routine plan

First face-to-
face meeting

Routine plan

Experienced technical staff

Biologist for analysis and interpretation trained

Reporting documents changed

Bi-weekly meeting with OncoDNA

Improvements

Assistance for an easier workflow

Automatization

ongoing

Visit of UGM On-site Wet
OncoDNA in lab training
Cologne
September- Multiple test Training of
November runs and technical
2025 validation staff .
Starting in Bi-weekly : SemiieLe
: : improvement
routine lab meetings

of lab routine
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Improving Lab-Management

Issues:
Missing LIMS for Mol-Path
Difficulties with generating sample sheet for sequencing and master datasheet

Problem solving:
Generating a program with Excel, helping the technicians to generate files

|SampleDet [HEB2-Status: |IZG |e e |BunPlanDet| YellPlate Anlhﬂshl
ails | Entitst HR Status] [2] _|IDNA] |IBNA] lails DNA |ails BNA DNA pe Hemato Solid BunlD it
1 ONA__[RNA_|-D -R deep-dna-m] ] 2025-11-28 | 271112025 _|Bitte hier Datum mit ‘t' geben. z.B. sufuxt20nx
[m] [m]
O o Stepl ‘ | 1st - Loschen ‘
g =] 2nd - Kopiere die Proben aus MPT Liste und fiige sie in
= = Spalte 'B' ein
a a Step2 [ | 3rd - hier klicken ‘
3 = =
g o 4th - erste Well Position in Spalte K oder L eingeben und hier
= = Fe03 Klicken - 2.B. A03
u] 0 Stepd F | Sth - hier klicken, um Proben-Liste in Spalte 'AC’ zu erhalten ‘
=] =] Sep [ | 6th - hier klicken, um Proben-Liste in Spalte Y zu erhalten ‘
] E oS 7th - hier klicken, um Protokoll abzuspeichern -MOL-NGS -
O =] ot OncoDeep - Protokoll Ordner
5] 0 8th - hier klicken, um das csv File fiir LRM abzuspeichern
0 ; Step7 ‘Template_OncoDNA_USI_96_ PlateA_' CSV file. -MOL-NGS -
g = OncoDeep - SampleSheet LRM Ordner
B g Oth -hier Klicken, um MasterData_Template abzuspeichern -
O = step ‘ MOL-NGS - OncoDeep - SampleSheet OncoKDM Ordner
[u] [m]
a o
L )
Y lund2 ini 1 2 3 a 5 6 7 8 ] 0 i 2
A
B
c
- o i on oo - - D
Bitte verwenden Sie diesen Tab ausschlieflich fiir die manuelle Dateneingabe — keinen =
anderen Tab. Danke :) F
G
H
1 2 3 a 5 6 7 8 ] 10
A
B
C
D
F

Programm NeuProtokoll PlateTemplate SamplelD_Sx MasterData_Template ValidationData + HE |

( e PP B — =
S

Medical Informatics Specialist: Ifrah Ahmad




Future Perspectives

OncoDEEP® cases 2026
More to come 400
% 300
Ny : £ 200
-> Automatization (Hamilton) 5 100 . I I
; ° Jan Feb Marz
Month

mincluded mexcluded duetoQC

i . Mean Coverage [X] Aligned Reads
- Alternative sequencing o I
platform (AVITI) 0 ‘0000000
;gg 'l I 20000000
0 = = 0 - -‘
] o 12 3 4 5 6 7 8 1 2 3 4 5 6 7 8
-> Testing additional panels

* OncoSELECT®
= Large RNA panel
* ONncoXPLORE®
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Key Take Away Slide

N\
Implementation is a multifactorial process -
and it does not begin in the laboratory.

DNA/RNA quality is a critical factor in molecular pathology.

The customer is king - continuous improvement is essential.

Susanne Gonder
Susanne.gonder@patho-trier.de

MVZ FUR HISTOLOGIE, ZYTOLOGIE UND
MOLEKULARE DIAGNOSTIK TRIER GmbH
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Dr. Marina Wierz
Dr. Norbert Arens
And all members of the MOL-Team
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Dr. Dan Brudzewsky
Dr. Jean Baptiste Mariaux
Dr. Jean-Francois Vanbellinghen

@

2026



