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Présentation du laboratoire

» Activités
- Marqueurs Tumoraux
- HPV

- Oncogénétique constitutionnelle

Oncogenétique somatique
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Présentation des activités d’oncogénétique somatique

L e TR e Crei e

Prélevements tissulaires

s ADN
- SNV, indels (panel 53 genes) (n = 2472) AdiVar
- CNV (n = 751) MIAms 2 runs / sem
- Instabilité microsatellitaire (n = 572) ifCNV

- Altérations génes voie HR, MMR (n = 353) Oryci _
- Instabilité génomique (score HRD) (n = 135) sWGS } lrun/15]

s ARN ArcherDx™
- Transcrits de fusion : panel « Lung » (n = 645)
- Transcrits de fusion : panel sarcome (n = 116)

} 1a2runs/sem

Biopsies liquides
< ADNtc (n = 520)

- Panel plus large : NGS (en dev)  ctSOM
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- Transcrits de fusion : panel sarcome (n = 116) Pipeline commercial
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< ADNtc (n = 520)
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Panels transcript de fusion : a Rennes et MTP

Panel FUSION lung (17 genes)
BRAF, ALK EGFR, ERBB2, FGFR1, FGFR2, FGFR3, KRAS, MET, NRG1, NRK1, NTRK2, NTRK3, NUTM1, PIK3CA, RET, ROS1

Panel FUSION sarcoma (63 génes)

BCOR, BRAF, CAMTA1, CCNB3, CIC, CSF1, CTNNB1, EGFR, EPC1, ERG, ESR1, ETV1, ETV4, ETVS5, ETV6, EWSR1, FGFR1, FGFR2, FGFR3, FOS, FOSB, FOXO1, FUS, GLI1,
HMGA?2, JAZF1, MBTD1, MDM2, MEAF6, MET, MGEAS5, MKL2, MYOD1, NCOA1, NCOA2, NCOA3, NR4A3, NTRK1, NTRK2, NTRK3, NUTM1, PAX3, PDGFB, PDGFRA,
PHF1, PALG1, PRKCA, PRKCB, PRKCD, RAF1, RET, ROS1, SS18, STAT6, TAF15, TCF12, TFE3, TFG, USP6, VGLL2, YAP1, YWHAE

Données personnelles de I'orateur



Geénes de fusion dans les tumeurs solides
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CML identified as identified using ( (E&® (i )
t(9;22)(q34;q11) translocation | | lymphoma DNA v 4 % /
4 \k ( 2 (
//7 8 e = \\\\ 8 \\\
® \ [ @ \ @ \

1(3;8)(p21:q12) fusion ® ¢ ® ? ®

identified in salivary Salivary cancer / \ /\

gland adenoma ® \ ? /e o ® N0

r 40 / / r / r {
/ |

t(17;22)(q22;q13) fusion
identified in DFSP

Later found to be
COL1A1-PDGFB*

t(11;22)(p24;912) BRAF fusions
fusion identified in | | found using
Ewing sarcoma Ewing sarcoma
DNA

s g- : \j | /;

\ @ Stomach

|
|
[ . \ | ’
/ 7 \ | \ / / @ Liver/gall bladder
Primary brain tumour " L] \ \ { [ \ g :mas NTRK2

| | idney

\ : | .O ( J @ Colon/rectum

\ f \

NTRK1 fusion identified e | \ /
::':;I:Bﬂl:ﬂ’ thyroid Thyroid cancer \ / !
NTRK1/2/3 FGFR1/2/3 BRAF/CRAF
/'/T\* TN /’/T\ @ Brain
TMPRSS2-ERG and { f ® { @ Parctidgand
TMPRSS2-ETV1 / ) oS
fusions identified Prostate cancer e 3 < % ( © Oesophagus
[ \ | Head and neck
in prostate cancer A\ - ¥ ®
RS . . g : - / > . \\ @ Thyroid
B Karyotype EML4-ALK fusion 1 pr— ( A \ A g \ ® Lung
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Fusions in solid tumours: diagnostic strategies, targeted therapy, and acquired resistance. Schram AM, Chang MT, Jonsson P, Drilon A. Nat Rev Clin Oncol. 2017



Fusions NTRK? .

Ovary; 6.2% n = 51

Soft tissue
L

sarcoma;

9.6%
P;48% n=4
n=79 / CUP; 4.8% n=40
Salivary gland;

B;T:f/:; / 4.2%; n=35

Glioma;

/ 41%: n =34
Thyroid;

“ < 3.5%; n=29
Pancreas;
3.4%; n=28
Prostate;
/ 2.5%; n = 21
Melanoma; 2.3%; n=19

/Bladder; 2.2%;n=18

o — Oesophagus; 2.2%; n=18
< Endometrial; 1.9%; n=16
\ Leiomyosarcoma; 1.6%; n =13

Cholangiocarcinoma; 1.3%; n = 11
Head and neck; 1.1%; n=9
GIST; 1.0%; n=38
Stomach; 1.0%; n=8
Biliary; 0.8%; n=7
Fallopian tube; 0.6%; n=5
Uterus; 0.6%; n=5
Uterus sarcoma; 0.6%; n=5
n = 4 each: cervix, peritoneum, unknown primary-neuro; 0.5%
n = 3 each: adrenal gland, bone sarcoma, kidney; 1.1%

n = 2 each: angiosarcoma, endocrine-neuro,
rhabdomyosarcoma, small cell, small intestine; 1.2%

n =1 each: chondrosarcoma, ewing sarcoma,
female-neuro, gi-neuro, liver, male-neuro, skin; 0.8%

Genomic context of NTRK1/2/3 fusion-positive tumours from a large real-world population C. B. Westphalen Precision Oncology (2021)
Identifying patients with NTRK fusion cancer J. P. Solomon Annals of Oncology (2019)




Classification moléculaire des Sarcomes
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Functional Classification of Fusion Proteins in Sarcoma Wachtel et al. Cancers 2024



Présentation des activités d’oncogénétique somatique

Prélevements tissulaires
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Les prélevements tissulaires
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Prélevements tissulaires : Circuit du prélevement en amont

Transmission au laboratoire Transmission au

Obtention du prélevement
P d’anatomo-pathologie labo de BioMol

v

v

* Copeaux

. : Inclusion en paraffine Cerclage de la , ,
* Fibroscopie P Jone tfmorale e Macrodissection
* Ponction sous scanner orés coloration 3  Carotte (punch)
* Aspiration P

I’hématoxyline-éosine

Chirurgie...
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Prélevements tissulaires : Prélevement hétérogene

A Biopsy Sites
R1 (G3) R2 (G3)
R3.(G4) QO wng Q
R4 (G1) Qmetastases
M2a
RS (G4) % Q
X ’ ¥ M2b Chest-wall
Primary tumor Metastasis 1 R —E8 o Pactastasis
i ‘ ! : (® 5 R7 (G4) e RS (G4) @
: . v | | ° i L I Perinephric
@ i : i : . 10 cm metastasis
E - ' g | M1
Normal cell : ~ : ; i
! e B Regional Distribution of M
: =D, G S NN . SO Ubiquitous Shared primary Shared metastasis Private
i .

Founder clone

] 1O § g ek |

Subclones : . : b :
1 | 1 !
i i |
| C Phylogenetic Relationships of Tumor Regi D Ploidy Profiling
W Ubiquitous
H ! Shared primary R':l(RZ R2 R4
RS se et s T R e s 4 L s R et J M Shared metastasis R (e Ty
W Private KDMSC (missense and frameshift) \Pr P etrapiok
mTOR (missense) o
10
SETOZ (frameshif) e 3 J
SETD2 (splice site) ‘s
Normal tissue A f. R9 M2b
Réa Di=143
DI=1.81
VHL 7 /
SETD2 (missense) /
KDMSC (splice site) M1 W
M2b "
prem M2 Propidium lodide Staining

Gerlinger et al, NEJM 2012, 366:883 12



Prélevements tissulaires : Prélevement hétérogene

v’ Tissu hétérogeén .
ssu heterogene v' « Contaminé » par des cellules non tumorales

Lnter—tumou'r Infiltrating stromal cells (e.g., ‘
cterogencity cancer-associated fibroblasts)

‘ B S Infiltrating T cells 1
i against tumor
= Intra-tumour 5 ]
"I heterogeneity neo ant}gec?s —p e
recognize
as non-self

Normal cells

Subclone sensitive to
targeted therapy

@%@@ Subclone with

intrinsic resistance to
selection pressures

Blood vessels

___________________________________________________

Dominance of clone 1 Dominance of clone Mixed dominance

N

Primary tumor
Jamal-Hanjani et al. NE/JM 2017
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L'importance du prélevement

v" Evolue au cours du temps et sous pression médicamenteuse

—> Nécessité de re-biopsier gquand possible
ou d’utiliser d’autres matrices (ADNct)

Savoir a quel moment du parcours de soin
a éteé réalisé le prélevement

Koren and Bentires-Alj. Molecular Cell. 2015

14



Exemples de prélevements tissulaires

+* Piece opératoire +» Biopsie

Selon I’échantillon :
- Contamination avec du tissu non tumoral
- Paraffine perturbe I'extraction d’Ac nucléique
- Faible quantité de matériel disponible

- Nécrose

30% cellules tum 70% cellules tum 40% cellules tum 15



Quelques chiffres

s Type de préléevements réceptionnés

Liquide
3%

Piéce opératoire
26%

Biopsie
71%

+»* Pourcentage de cellules tumorales

(Recommandé : > 20% cellules tumorales)

<20% cellules tumorales

16%
<10%
6%

10-20%
10%

20-50%
26%

16



Probleme de I'inclusion en paraffine

A ... (1)  Liaisons covalentes ADN-histones
- i (2) F.or'mation d’adduits ADN—FormaIdehyde ADN non amplifiable
(3)  Liaisons covalentes ADN-proteines
—@ formaldehyde crosslink (4) Liaisons covalentes ADN-ADN

(5-6) Déamination des cytosines
(7)  Perte de bases d’ADN
(8)  Fragmentation de 'ADN (150 a 220 pb)

‘ DNA strand breakage | Augmente la détection d’artéfact

(Do and Dobrovic, 2015)

T— Nécessité d’adapter les techniques

8
(8) 200 pb 160 pb NB: Prélevements osseux

S 7 . / .re . , .
P @/’ﬁ W@//ﬁ ﬁ@ﬁﬁ\\@ nécessite décalcification -> dégradation ++++

17



La technique Juno et
les pipelines associés



Recherche d’altérations a partir d’ADN : Technique Juno

+» Avantages de cette technique:
- Panel modulable

(/T\_# ‘Sszfrj - Nécessite peu de quantité d’ADN (recommandé 20 ng, possible 212.5 ng DNA)
[l ’ l - Temps technique réduit (1,5 j pour Prep librairie)

@ |:: . 2o - Technique amplicon : plus adaptée aux échantillons dégradés et avec peu d’ADN

s TH - Indexage réalisée lors de la PCR

I\L__J_:::‘ i 333l

— « \ 2

s Panel INCa_v3

53 target genes | 243 kb | 1508 amplicons
~19,000 pathogenic COSMIC IDs | >35,000 total COSMIC IDs

20 genes
31 genes 24 genes . :
. full-length coding
actionable hot spots CNV targets
DNA sequence
AKT1, BRAF, CTNNB1, EGFR, ERBB2, ERBB4,  AKT1, ALK, BRCA1, BRCA2, ALK, BRCA1, BRCA2, CDKN2A,
FGFR2, FGFR3, FOXL2, GNA11, GNAQ, GNAS, CDKN2A, EGFR, ERBB2, FGFR1, DDR2, HIST1H3B, JAK1, JAK3,
H3F3A, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, FGFR2, FGFR3, HRAS, KIT, MET, NF1, NOTCH1, PALB2, PTEN,
MAP2K2, MAPK1, MAPK3, MET, MITF, NRAS,  NRAS, PDGFRA, PIK3CA, PTEN, RAD51C, RAD51D, RB1, RET,
PDGFRA, PIK3CA, RAC1, ROS1, SMAD4, TYRP1 RAC1, RB1, RET, RICTOR, TERT, STK11, TERT, TP53, VHL
Svste ] TYRP1, VHL
steme Juno . .. er -
y + ajout de 8 loci microsatellitaires,

+ H3F3B
+ augmentation de la couverture pour les hotspots 19



Recherche d’altérations a partir d’ADN : Technique Juno

<12,5 ng dans la réaction +»» Détails techniques
7% - Hotspots ciblés par deux amplicons chevauchants

- Double librairie pour minimiser I'impact de l'inclusion

e 2 12.5ng “* Altérations recherchées : pipelines maison
- SNV, indels : AdiVar

- Amplification de genes (MET, HER2) : ifCNV

- Instabilité microsatellitaire : MIAmS

Rappel : 16% ont <20% cellules tumorales
+* Résultats :

Uniquement 5% échantillons rendus « non analysable »

Remarque : ex. échantillon problématique En général, parce qu’aucune mutation détectée

3 ng <> 1000 Cellules
si 20% cellules tum ¢ 200 cellules

e R Remarque : 70% ont une quantité d’ADN < 3 ng
Si hétérogénéité tum (mut a 50%) <> 100 cellules

20



Pipelines Bioinfo pour recherche altérations ADN

** Gestionnaire de workflow

+* Rapide

X4

Double librairies

L)

K/
0’0

Amplicons chevauchants

o

Fiable

L)

+» Adapté a la technique et adaptable aux échantillons

NGS
sequencing

Demulti-
plexing

=

R

Metrics

gathering

CNV
calling

Adapter
trimming

Quality
control

Alignment

Reference
genome

L
FASTA
[

SNV
calling

MSI status
calling

Learning
model

L]
JSON
[ |

Variant
filtering and
annotation

Interface

generation

&

Variant

databases

[
VCF
|

21



ADIVaR: A pipeline for SNV analysis

Masge spits oms mas)

Gompar o sampies groups expectec v
......

ADIVaR
h

Process quality metrics (FastQC) Trim Nlumina adapters (cutadapt)

Metrics
Align reads (BWA mem)

Frederic Escudié (Toulouse)
Charles Van Gothem (Montpellier)

Transform run metrics (InterOp)

Metrics

22



ADIVaR: A pipeline for SNV analysis

Tag reads by amplicon (home made based
on R1 and R2 start position)

Get depth distribution by amplicon (samtools
depth + home made)

-

ifCNV

Frederic Escudié (Toulouse)
Charles Van Gothem (Montpellier)

Split BAM in groups of non-overlapping
amplicons (home made)

Detect variants (VarDictJava)

23



ADIVaR: A pipeline for SNV analysis

Apwvan
130

Deac ariats VarDictiava)

3

Fomara variants detacled on primers 2rd
wihoul pass s mgen

|cm=" sampies greups pxpecis due

| y varans pets ivame rade|

If & list of constitutive
variants is provided

Tag variants where AF is under the
constitutive noise (home made)

Y

Add filters tag on variants. These tags are
based on annotations and on depths and
frequencies (home made)

v

If & list of restricted
ranscripts is provided

(home made)

Filter annotations on selected transcripts

Frederic Escudié (Toulouse)
Charles Van Gothem (Montpellier)

Filter variants (home made)

24



ADIVaR: A pipeline for SNV analysis

Meics
Agn e v mam)
Tag reads by smpican (b made basad
an Al s A2 ar poson, T 1
B e

Compare expected to observed variants Convert VCF to TSV (home made)
(home made)

Metrics e

Variants table

Frederic Escudié (Toulouse)
Charles Van Gothem (Montpellier)

25



MIAMS: Microsatellites Instability by Amplicon Sequencing

MIAMS tag
1.0.0

Step legend MIAmS tag
Based ftw;
depencenies 1.0.0
Home made

Step legend:

Are sequences of
adapters provided ?

Based on softwares
dependencies
1 Home made

Trim lllumina adapters (cutadapt)

T Yes Mo

Are sequences of
adapters provided ?

Align reads (BWA mem)

Selectreads pairs on targeted areas (vased

on overlap length on Z01) Trim llumina adapters (cutadapt)

Tag each locus and sample as MSS or MSI
or Undetermined (MSINGS)

I I y

Filter loci on their sequencing depth and Merge metrics of loci coming fram the same
reprocess sample status sample

Combine R1 and R2 for each pair

Align reads (BWA mem)

Tag each locus and sample as MSS or MSI
or Undetermined

Merge resuits by sample and create report

Escudié, Van Goethem et al. Bioinformatics, 2020.

Data by sample Report

26



MIAMS: Microsatellites Instability by Amplicon Sequencing

MIAMS tag
1.0.0

Trim lllumina adapters (cutadapt)

Are sequences of
adapters provided ?

Step legend
Based on softwares
dependencies
[ Home made

Align reads (BWA mem)

Tag each locus and sample as MSS or MSI
or Undetermined (MSINGS)

|

Filter loci on their sequencing depth and
reprocess sample status

Selectreads pairs on targeted areas (vased
on overlap length on ZOI)

Combine R1 and R2 for each pair

Merge metrics of loci coming from the same
mple

Tag each locus and sample as MSS or MSI
or Undetermined

Tag each locus and sample as MSS or MSI
or Undetermined (mSINGS)

!

Filter loci on their sequencing depth and
reprocess sample status

Escudié, Van Goethem et al. Bioinformatics, 2020.

Merge resuits by sample and create report

Data by sample Report

Select reads pairs on targeted areas (based
on overlap length on Z0I)

Combine R1 and R2 for each pair

Merge metrics of loci coming from the same
sample

Tag each locus and sample as M3S or M3|
or Undetermined

Use of a deep learning Al



MIAMS: Microsatellites Instability by Amplicon Sequencing

eeeeeeeeee

eeeeeeeeeeee

nnnnnnnnnnnnnn

Escudié, Van Goethem et al. Bioinformatics, 2020.

Merge results by sample and create report

v v

Data by sample Report

Uses 8 microsatellite loci

>100 samples from different tissues were
used to train the model

Se and Sp > 0.95

28



Détection de CNV : Développement de I'outil ifCNV

ADIVaR |, readsper ) ° J o
.bam files talgel 2 .o 4 1
= (©) = =
S o
L 9 o - Re
read.s = ~ & | 965(90
matrix 3 | @9@5@0 41 )
Isolation forest algorithm |59 19 o
CNVPOs CNV"e Mean
samples samples
\ /

Isolation forest algorithm

assumed altered
targets

/Scoring and thresholding

Y ‘
significant altered

regions

\ 4
html

report

Cabello-Aguilar et al. Mol Ther Nucleic Acids. 2022.
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Détection de CNV : Développement de I'outil ifCNV

ADIVaR I reads per | (6] | o

target

.bam files ’7

reads ] "_o__,— ~ g@g@o
matrix | @g@?@o | .

Isolation forest algorithm 159 19 o

99th percentile
|

1st percentile
1
o

b

CNVPos CNV"d Mean
samples samples

N

/Isolation forest algorithm _

assumed altered
targets

Se=1&Sp=1
for amplifications

/Scoring and thresholding

log(CNVP®)

Y ‘
significant altered

regions o

\ 4

html log(mean(CNV"¢9))
report

Cabello-Aguilar et al. Mol Ther Nucleic Acids. 2022.
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Interfaces

L e TR e Crei e

» Convivial
+» Efficace
% Aide a l'interprétation : lien avec des bases des données

** Permettant le report des variants sans intervention manuelle



Détection de SNV, indels (AdiVar) : Metrics

Samples :

& C22D00335
& C22D00337
& D22D00351T
& D22D00368
- D22000370T
- 0220003717
& E22D00340T
= E22D00356T
& E22D00358T
& N22D00321
& N22D00339
& P22D00285M
& P22D00319
& P22D00320
& P22D00326
& P22D00344
- P22D00349
& P22D00364
& P22D00365M
& P22D00374
& TNO1

& TND2

& TND3

& TPHD731
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Yo
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= S A ——,
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| 29
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Détection de SNV, indels (AdiVar) : quelques exemples

¢ Echantillon de bonne qualité : ¢ Echantillon avec peu de cellules tumorales :
40% cellules tumorales 15% cellules tumorales

15 ng dans la réaction 5 ng dans la réaction
& P24D00207 & P24D00196

@ Summary @ Summary

p4

= Lib A: 1511 / 1536
Lib B: 1509 / 1536

n Lib A: 8474300 Lib A: 1514 / 1536 Z
Lib B: 8616362 Lib B: 1512 / 1536

a Lib A: 4188986
Lib B: 4447706

Number of variants

Number of valids reads Amplicons (> 100x) Number of variants

Number of valids reads Amplicons (> 100x)

L4 Reads by sample
m
reads by sample = L Reads by sample
™ reads by sample =
M
. s m 70 T 4735070
462176
Y
an
sM
:
z ]
M 3
5
E
™
™ -
o
P24D00155
® only_primers cross_panel @ out_target @ invalid_pair 0
@ pairunmapped @ unpaired ® walid Frapoorss
® only_primers cross_panel @ out_target @ invalid_pair
® pair_unmapped @ unpaired ® valid
Highehares.com
Z Variants
Sample Gene  Localisation  DNA Protein  Protein VAF  Consequences Filters op oP
name position position  position libA libB
Copy (selected) Excel (selected) CSV (selected) Copy (all) Excel (all) CSV (all) It I v
letter) letters)
Sample Gene Localisation Protein Protein Consequences Filters DP libA DP libB I P24D00196 KRAS  Exon 2 — e TR SET i Pass e 122;2145'
name posltlon position position
a 3 v P24D00196 CDKN2ZA Exon 2 €.184T>C p.L6SP p.LeuSPro  1.78%  missense_variant PASS 7/399  4/220
letter) letters) P24D00196 ERBBZ  Exon 20 €2473T>C  pW82SR  p.Trp825Arg 1.59% missense_variant incomplete  1/90 3/162
P24D00196 MAP2K1 Exon 2 €.278T>C p.VI3A p.Valo3Ala  1.34% missense_variant incomplete  0/91 5/283

P24D00207 KRAS Exon 2 €.35G>T p.Gi2v p-Glyi2val 9.69% missense_variant PASS 565/6678 742/6809
P24D00196 ERBB2  Intron 20 €.2493+6C>T NA NA 1.19%  splice_region_variant;intron_variant incomplete  0/90 3/162 33




Détection de SNV, indels (AdiVar) : quelques exemples

+* ADN non amplifiable : dégradé ou cross-linké ¢ Echantillon avec beaucoup d’artefacts d’inclusion :
70% cellules tumorales 70% cellules tumorales
17 ng dans la réaction 20 ng dans la réaction

2 D24D01345
& P23D04086

@ Summary

n Lib A: 712562

Lib B: 1685586

@ Summary

& Lib A: 27456

Lib B: 19566

Lib A: 1224 / 1536
Lib A: 34 /1536 Lib B: 1412 / 1536

Lib B: 5/ 1536

Number of valids reads Amplicons (> 100x)

Number of valids reads Amplicons (> 100x)

Sample Gene Localisation ~ DNA position Protein Protein VAF Consequences Filters pP pp
name position libA libB
(3 letters) M
letter)
Il Reads by sample
D24D01345 KRAS Exon 2 c.35G>A p.G12D p.Gly12Asp 27.73% missense_variant PASS 164/774 726/2436
reads by sample =
40k D24D01345 TP53 Exon 8 c.916C>T p-R306* p.Arg306Ter 24.19% stop_gained PASS 103/310 203/955
36 714 D24D01345 SMAD4 Exon 12 €.1595C>A p.A532D p.Ala532Asp 15.99% missense_variant incomplete  0/26 47/268
5k D24D01345 GNA11 Exon 4 c.553C>T p-P185S p.Pro185Ser 9.82% missense_variant incomplete  0/21 16/142
P23D04086 A
pair_unmapped: 742 D24D01345 TP53 Intron 5 €.560-6T>C NA NA 9.69% splice_region_variant;intron_variant incomplete  25/187 0/71
S0k Total: 36714
D24D01345 TP53 Exon 6 €.568C>T p-P190S p.Pro190Ser 8.14% missense_variant incomplete  21/187 0/71
25718
25K D24D01345 FGFR2 Exon 9 c.1210A>G p-T404A p.Thrd04Ala 8.12% missense_variant incomplete  0/21 16/176
8
2 D24D01345 FGFR3 Exon 16 c.2101G>A p.E701K p.Glu701Lys 7.19% missense_variant incomplete  0/37 11/116
; 20k D24D01345 FGFR2 Exon 9 c.1147A>G p-1383V p.Ile383Val 6.32% missense_variant incomplete  0/21 12/169
2
E
E D24D01345 STK11 Intron 2 c.375-5C>T NA NA 5.78% splice_region_variant;intron_variant incomplete  0/55 19/274
15Kk
D24D01345 ALK Intron 20 C.3359+7G>A NA NA 5.36% splice_region_variant;intron_variant incomplete  0/19 17/298
10k
D24D01345 FGFR3 Exon 7 c.884G>A p-G295D p.Gly295Asp 5.15% missense_variant incomplete  0/66 22/361
D24D01345 CTNNBL1 Exon 3 C.94G>A p.D32N p.Asp32Asn 4.68% missense_variant incomplete  0/84 19/322
5k
D24D01345 EGFR Intron 18 €.2184+8C>T NA NA 4.57% splice_region_variant;intron_variant PASS 26/257 8/487
0 D24D01345 FGFR3 Exon 7 c.877G>A p-V293M p.Val293Met 4.45% missense_variant incomplete  0/66 19/361
P23D04086
D24D01345 CDKN2A Exon 2 c.283G>A p-VIsM p.Val95Met 4.42% missense_variant incomplete  10/151 0/75
@ only_primers. cross_panel @ out_target @ invalid_pair
@ pair_unmapped @ unpaired ® valid D24D01345 KIT Exon 9 C.1427G>A p.S476N p.Ser476Asn 4.21% missense_variant incomplete  0/69 18/358
D24D01345 HRAS Exon 4 c.310A>G p-K104E p.Lys104Glu 4.20% missense_variant incomplete  0/76 19/376
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Détermination du status MSI (MIAmMS)

_ crps s '

Sample
Method Score Status
SVCPairs 0.825 MSS

Fragments lengths

Nb ampiicons

s L R S S T T B S T I T A RS S S $ P A0 Ak A AL 4D SV ol o PP P P P PP D D0 D D Al AP A0 AR WD A 20 oD 4D IR S PRL - P P A I TP I\ B PP L I S I
LEIPFFFEFPPFEPIIFIFLIPPPIIFEILEIIELELIPELFLIIELFITELLIFTELIPT PP PP PP PP FEP PR P FE R LI T PP L E TS0 PP P

Lengtn

© NR27 @ NR22 HT17 NR21 @ BAT26 @ NR24 BAT25 @ D55346

Selectall Unselect all

Show| 10 v |entries

Search|

Position Name MSINGS nb reads MSINGS score MSINGS status SVCPairs nb reads SVCPairs score SVCPairs status
11:102193479-102193564 NR27 58189 MSI 2328 0.864 MSS
11:125490736-125490816 NR22 28924 MSS 21484 0.943 MSS
13:31722591-31722667 HT17 59038 MSS 55830 0.488 MSS
14:23652317-23652397 NR21 40464 MSS 16056 0.923 MSS
2:47641530-47641644 BAT26 43739 MSS 33948 0.94 MSS
2:95849332-95849414 NR24 24003 MSS 13650 0.94 MSS
4:55598161-55598266 BAT25 44370 MSS 23946 0.86 MSS
5:112213649-112213749 D5S346 10824 MSS 121086 0.644 MSS
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Détermination du status MSI (MIAmMS)

_ e . _

mple

Method Score Status
MSINGS 0.875 MSS
SVCPairs 0.825 MSS
Fragments lengths =
250
Reset zoom
200
g 150
2 100
) I I
R —_ 0 == m W I ., o
126 127 128 129 130 131 132 133 134 135 136 137 138 139 140 141 142 143 144 145 146 147 148 149 150 151 152 153 154 155 156 157
Length
® NR27
Unselect all
Show| 10 v | entries
Search:;
Position Name MSINGS nb reads MSINGS score MSINGS status SVCPairs nb reads SVCPairs score SVCPairs status
11:102193479-102193564 NR27 58189 MSI 2328 0.864 MSS
11:125490736-125490816 NR22 28924 MSS 21484 0.943 MSS
13:31722591-31722667 HT17 59038 MSS 55830 0.488 MSS
14:23652317-23652397 NR21 40464 MSS 16056 0.923 MSS
2:47641530-47641644 BAT26 43739 MSS 33948 0.94 MSS
2:95849332-95849414 NR24 24003 MSS 13650 0.94 MSS
4:55598161-55598266 BAT25 44370 MSS 23946 0.86 MSS
5:112213649-112213749 D5S346 10824 MSS 121086 0.644 MSS
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ication de MET

exemple d’amplif

Détection de CNV (ifCNV)

e A e S

P24D00137

Search: |

Show - entries
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Reads ratio
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tion de ERBB2/Her2

ICa

exemple d’amplif

Détection de CNV (ifCNV)

P24D00174

Search:

Show - entries

Score

Reads ratio
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Conclusions

* Pipelines constitués de logiciels personnalisés en libre acces
 Métrigues pour une interprétation facile par l'utilisateur

* Interface graphique conviviale

e Adapté pour traiter des échantillons difficiles

Wet lab

0"'
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