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Cancer

« Una de las principales causas de muerte a nivel mundial, 10 millones de muertes en 2020.
« Se estiman 19.3 MM de nuevos casos en 2020 y 28.4 MM en 2040.
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Sung et al. CA Cancer J Clin. 2021
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Falzone et al. Front. Pharmacol. 2021



Medicina de precis

L 4

on

¢

¢

Receptor-
ligand

Anti-EGFR
monoclonal

antibody Cell me

1 of ¢ ancer-cell cycle arrest and potentiation of anti
activity of cytotoxic drugs and radiotherapy

Clinica

Alemana

A
g
<
c
S
T
]
&
a
No. at Risk

Cetuximab plus best
supportive care
Best supportive care

alone

100+
80-
60
407 Cetuximab plus best
] \\ supportive care
20 Best supportive ™o M
] care alone M
20—
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Jonker et al. N Engl J Med 2007
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Krapetis et al. N Engl J Med 2009
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Radiographic Progression-Free Survival (%)

No. at risk:

Olaparib
Control

Overall Survival (%)
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Treatment Events, Median OS,
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Mateo et al. JCO 2024

N N
o O
| |

40-

Progression-free survival (%)
Ul
o
|

Chemotherapy alone

Chemotherapy and rituximab

log-rank p<0-0001

Clinica

Alemana

Chemotherapy and rituximab

80  Chemotherapy alone

30 log-rank p=0-0001

Overall survival (%)
Ul
o
|

BN W
© o o o
I

o

|
12

| |
24 36

Time (months)

|
48

60 0 12 24 36 48 60

Pfreundschuh et al. Lancet Oncol 2006



Clinica

) DNA ANALYSIS ’ @hgél




Alteraciones genéticas en cancer

Deletion Duplication Inversion Insertion
: : : : : : " Before " After
"“". ..... i
I' """""""; 20
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4 4 4 4 4
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Translocation
" Before " After

National Human Genome Research Institute
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Alteraciones genéticas en cancer

Normal Protein
‘ Open reading frame G
Amino acids Met Thr Asp GIn Pro GiIn Tyr Glu Leu Ala Phe Lys Ala —
I I I I I I I I I I I I
AUGACGGAUCAGCCGCAAUACGAAUUGGCGUUUAAGGCG
mRNA /o LLLLT]
Codons

Protein
Missence mutation
‘ Open reading frame s -
Amino acids Met Thr Asp GIn Pro GIn Glu Leu Ala Phe Lys Ala —
I I | [ I I I I I I I I
AUGACGGAUCAGCCGCAAUICGAAUUGGCGUUUAAGGTCG
mRNA /o LLLLT]
Codons
Substitution
Nonsense mutation
Protein

‘ Open reading frame ‘
Amino acids

Met — Thr ~— Asp ~— GIn — Pro — GIn = STOP —
| | | | | 1 |
AUGACGGAUCAGCCGCAAUAGIGAAUUGGCGUUUAAGGCG

mRNA i

Codons I
Substitution

National Human Genome Research Institute
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Alteraciones genéticas en cancer

Normal Protein

‘ Open reading frame

Amino acids Met Thr Asp GIn Pro Gin Tyr Glu Leu Ala Phe Lys Ala —
1 I I I I I I I I I I I I
AUGACGGAUCAGCCGCAAUACGAAUUGGCGUUUAAGGCG
mRNA mlﬂﬂ

Codons

Antisense strand (Non-coding strand) ‘ |

TACTGCCTAGTCGGCGTTATGCTTAACCGCAAATTCCGC
| | | [ [ | 1 ]
ATGACGGATCAGCCGCAATACGAATTGGCGTTTAAGGCG

Sense strand (Coding strand)

DNA

Frameshift mutation Protein

Open reading frame

Amino acids ‘ Met Thr Asp GIn Pro @ @ @ @ @ @ STOP — 'g;
I I I 1

AUGACGGAUCAGCCGCA AUACGAAUUGGCGUUUAAGGCG
mRNA Z LT

Codons

Antisense strand (Non-coding strand) h

TACTGCCTAGTCGGCGT TATGCTTAACCGCAAATTCCGC
ATGACGGATCAGCCGCA ATACGAATTGGCGTTTAAGGCG

Sense strand (Coding strand)

DNA

Insertion

National Human Genome Research Institute
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Efecto de alteraciones genéticas Alemana

Oncogén normal Oncogén con la mutacion

Estimula la proliferacién celular Conduce a una proliferacién celular inadecuada
"1 () cuando es necesaria i




Efecto de alteraciones genéticas
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Oncogén normal

Estimula la proliferaciéon celular
cuando es necesaria

Oncogén con la mutacion
Conduce a una proliferacion celular inadecuada
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Efecto de alteraciones genéticas Alemana

Gen supresor de tumores normal Un gen supresor de tumores con la mutacion Dos genes supresores de tumores con la mutacion
Retrasa la proliferacion celular Genera imposibilidad de detener la proliferacion celular
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Efecto de alteraciones genéticas Alemana

Gen supresor de tumores normal Un gen supresor de tumores con la mutacion Dos genes supresores de tumores con la mutacion
Retrasa la proliferacion celular Genera imposibilidad de detener la proliferacion celular




. Como se estudian las alteraciones?

FISH: chromosomes

e
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" fusions
[ amplifications

PCR: DNA/RNA
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IHC: proteins
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expression
L] fusions
N T EGFR
”” MET = HER2
£ AN S S BRAF KRAS NRAS

: o | HER2 HRAS
f: ‘ f'\
micromutations T - e \ I /U\
! fusions e /\ },\‘L’,v W L
] amplifications
NGS: DNA/RNA o
MET = HER2

7 micromutations
fusions

I amplifications
! genetic profile

BRAF KRAS NRAS

HER2 HRAS

Tumor
Mutational
Burden

Imyanitov et al. Explor Target Antitumor Ther 2024
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Hibridacion in-situ fluorescente Alemana

FISH Her2 DAKO
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Hibridacion in-situ fluorescente Alemana

FISH BCL2 ZytoVision
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Hibridacion in-situ fluorescente Alemana

FISH BCL2 ZytoVision
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Inmunohistoquimica Alemana

Epitope
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PCR Alemana

s )

DNA with sequence of interest
5 3

IBEEEREEEERERERE] —
LAty tltl]l First cycle Second cycle - Third cycle " \

3 5'
T ELREE LR RN T
LLL Primer s gaHHHHHHHHHHH 20 to 30 cycles

DNA polymerase
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e
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qPCR

Annealing
Primer |_Probe |
Primer
Extension
\ @
|
Cleavage

Signal detection

Relative fluorescence
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Target input
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qPCR
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055

050
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035

8

Norm . Fluoro.

020
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010

Threshold

Control
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EGFR Mutation Test cobas
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Secuenciacion

Determinar el orden preciso de nucledtidos en
una molécula de ADN

Determinar el orden de las 4 bases nitrogenadas
gue componen una hebra de ADN




Secuenciacidén Sanger

1 Reaction mixture
» Primer and DNA template » DNA polymerase
» ddNTPs with flourochromes » dNTPs (dATP, dCTP, dGTP, and dTTP)

Primer

Ll o e g g

T e e 5
Template —
ddNTPs
ddTTP @
ddCTP —@
ddATP -9
ddGTP -9

2 Primer elongation
and chain termination

5 P Te Y

e e e

L] e o £

L o o o o o e e o

5 T Ty 3

L e o

5 PRy I
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5 T T T T T T T T repeppp———)
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3 Capillary gel electrophoresis
separation of DNA fragments

Capillary gel

Chromatograph

4 Laser detection of flourochromes

and computational sequence analysis
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Secuenciacidén Sanger
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IDH1 SEC ANALISIS_F_Synthesis_129.scf-->

Quality(0-100):94

5.000f
4.000;
3.000f
2.000;
1.000}

S->

IDH98-H1-FW_C03_03_BDxFastSeq50_POP7_l.ab1-->

Quality(0-100):40

2.000;

1.500}

1.000}

500}

2.00

1.500}

1.000}

S00j

2.00

1.440

1.540 1.560

1.680

1.500}

1.000;
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6.000}
5.000f
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2.000;
1.000}
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Secuenciacion Sanger Alemana

L | |

R-->  IDH1SEC ANALISIS_F_Synthesis_129.scf--> Quality(0-100):94

sood 4 145 150 155 160 , 165 170 175
4000 -~ 5ok e e

3.000-{-
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S-->  IDH98-H1-FW_C03_03_BDxFastSeq50_POP7_l.ab1--> Quality(0-100):40
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Secuenciacion NGS

\
s SRP
N W A% = /
AR A\Y 2 o/
SN N e
Prepare Clonal Isolate Positive lon
DNA/RNA Library Amplification Sphere™ Particles

Library Preparation Template Preparation*

R

—

Load Chip and Sequence

————

2 [ % C3 100

Data Analysis

DNA Sequencing* Data Analysis

ThermoFisher lon Torrent

A Library Preparation

Genomic DNA

l Fragmentation

—m -

=

Adapters - -

l Ligation

Sequencing
Library

NGS library is prepared by fragmenting a gDNA sample and ligating
specialized adapters to both fragment ends.

C Sequencing

olofo-oNay

Sequencing Cycles ( )

Digital Image
Data is exported to an output file l

Cluster 1 > Read 1: GAGT...
Cluster 2 > Read 2: TTGA...
Cluster 3 > Read 3: CTAG...
Cluster 4 > Read 4: ATAC...

Text File

Sequencing reagents, including fluorescently labeled nucleotides, are added

to the flow cell and the first base is incorporated. The flow cell is imaged and the
emission from each cluster is recorded. The emission wavelength and intensity
are used to identify the base. This cycle is repeated “n” times to create a read

length of “n" bases.

Clinica
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B Cluster Amplification

l Flow Cell

Bridge Amplification
Cycles

F““."-‘ il " Tk

L W@ WL e
0 o kO,

Clusters

Library is loaded into a flow cell and the fragments hybridize to the flow cell
surface. Each bound fragment is amplified into a clonal cluster through
bridge amplification.

D Alignment & Data Anaylsis

Reads

ATGGCATTGCAATTTGACAT
TGGCATTGCAATTTG
AGATGGTATTG
GATGGCATTGCAA
GCATTGCAATTTGAC
ATGGCATTGCAATT
AGATGGCATTGCAATTTG

Reference  AGATGG TATTGCAATTTGACAT

Genome

Reads are aligned to a reference sequence with bioinformatics software. After
alignment, differences between the reference genome and the newly sequenced
reads can be identified.

[lumina SBS
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a Library generation

@ Bind avidite _ Wash —>  Detect base —_— Remove avidite —_ Step with block —>  Remove block Library A I e m q n a
Qe ‘0 ~ e .O [e] ‘ Reverzil?clreze‘zgn;natid molecule —_——
Q Q 1l O
o o e RN o) i . =
e O Q Qo .‘ A G T Polymerase 2 —>
Iee - Rollir?g_ cir_clc
< amplification
t DNA nanoballs

Patierned array in
low-volume flowcell

C Ligation-based sequencing

Element Biosciences SBA = Probes

c

{
Nanopore DNA sequencing J)
\ Ligase
g -
< E’ :f:f!»....’.’
:::;:iing é Genomic DNA
Nanopore L Degenerate anchors allow

62-70 bases per spot

*;m;’\\ _ d Imaging

A

lonic current

Oxford ONT More spolts per image MGI SBS
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Secuenciacion NGS Alemana

Mayor velocidad y volumen de informacion

qq’% QQQ Qé) Q,\Q 0,\63 Output per instrument run
N v V % V 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010
[ o0
[ 1990-2001: Human Genome Project o
1993: Development of pyrosequencing B 1o
0o
1998: Single molecule emulsion PCR =
5 100
777777 1998: Founded Solexa £
O 1o¢
. 2000: Founded 454 Life Sciences
" 2005:454 GS20 sequencer 10 >
. 2006: Solexa Genome sequencer 102
9 2006: llumina acquires Solexa 0
(0 2007:ABISOLID
ABI 3730xI 454 GS-20| Solexa/lllumina| ABI SOLID| Roche/454| lllumina GAllx, | lllumina Hi-Seq
- 2007:Roche aoquires 454 Life Sciences capillary pyrosequencer sequence sequencer Titanium, SOLID 3.0 2000
. sequencer analyser lllumina GAIl
2008: GS FLX sequencer
. 2008: NGS Human Genome Sequencing 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010
TR 1,000
. 2010: Hi Seq 2000 1,000 Genomes, Watson Genomes pilot
g Draft h H Microbi d HapMap3
. 2011:lontorrent g;om:man HapMap Project begins | ENCODE Project begins ume:)r:ojelgg blggi]: pugﬁggtzzi anpubﬁgatiz':s
- 2012: PacBio ENCODE Project| First tumour:normal Human genetic
pilot publicationsl genome publication syndromes publications

B 2014: Oxford Nanopore

Projects and publications

D. Dhawan. Progress and Challenges in Precision Medicine 2017 Elaine R. Mardis. Nature 2011
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molecula, clonalmente amplificada

Next Generation Sequencing
Call por Consenso

 El basecalling es para cada

&

* La senal proviene de la poblacion

Sanger Sequencing
completa de moléculas.
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molecula, clonalmente amplificada

Next Generation Sequencing
Call por Consenso

* El basecalling es para cada

NGS

jacion

Mayor sensibilidad

Secuenc

+ La sefal proviene de la poblacion

Sanger Sequencing
completa de moléculas.
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Secuenc

Mayor sensibilidad

Next Generation Sequencing

Sanger Sequencing

* El basecalling es para cada

molecula,

+ La senal proviene de la poblacién

completa de moléculas.

clonalmente amplificada.

Call por Consenso
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10% senal G/ 90% senal A

No distingue senal del ruido
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Flujo de trabajo NGS
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ABC

PHASE |
Enzymes

PHASE! DRUB
100
GENES
St DNI:\ el ) Targeted DNA enrichment
preparation
246 246
Subjects Subjects

L | CYP2C9
I l'l|I | I I I I l I Chr10:96741044 96741064
12345867839 T o
I l l l l I ' ' l CAG AGA T:g g;; g:c CTT CTC
10 11 12 13 14 15 16 17 18 CAG AGA TAC BT SaS 1T eTC
CAG AGA TAC CTT GAC
L caa ac TAG G1Y 6A_ 1T °TC
TR caa aon 1A% BT SA2 STT 8T8 A
Paired-end i o -.Nlonmaﬂ*_tothe‘i e Variant detection Annotation
aired-end Sequencing Hyman Reference Genome N\ e 2R b1 1T ) (dbSNP, EXAC, CADD)
246 2451 235% 235
Subjects Subjects Subjects Subjects
Stage 1: Stage 2: Stage 3:

Raw sequencing data Read depth statistics

Variant calling

Gullilat et al. BMC Med Genomics. 2019
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Flujo de trabajo NGS Alemana

1800 E v s nere oo 1 ................... J .................... ' ERERaIRIE v ......

L,
' 7 7

RFU




inica

.

Alemana

Cl

o NGS

Flujo de trabaj

» Mayor tiempo con muestras escasas o dificiles
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Coverage Overview

Revision parametros preanaliticos

— @5
%
o ©
o«
8 < 4
3
=3
>
S
® T T T T T T T T T T T T T T T T T 1T 1
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Filtrado de variantes

Filter Options

Variants

~

« Filtered In Variants|(8334)
« Hidden Variants (0)
o Filtered Out Variants (0)

Samples

« DNA Sample: ONCO501-208_v1
o Gender : Male
o Percentage Cellularity : 20
o Sample Type : DNA
« Fusions Sample: ONC0O501-208_RNA_v1
o Gender : Male
o Percentage Cellularity : 20
o Sample Type : RNA

Chromosome
All =
Filter Chains
No Filter - k

No filters selected

=

Location in exonic
Variant Type in INDEL, LONGDEL, MNV, SNV

Variant Effect in missense, nonframeshiftinsertion,
nonframeshiftDeletion, nonframeshifiBlockSubstitution,
nonsense, stoploss, frameshiftinsertion, frameshifiDeletion,
frameshifiBlockSubstitution

0.0 == 5000Exomes EuropeanAmerican MAF(20161108) <=
0.1

UCSC Common SNPs = Not In

My Variants = Not In

__Location__1 in utr_5, splicesite_5, splicesite_3, upstream
__Variant Type__1 in INDEL, LONGDEL, MNV, SNV
__Variant Effect__1 in unknown

0.0 <= __5000Exomes EuropeanAmerican
MAF(20161108)__1 <= 0.1

__UCSC Common SNPs__1=NotIn

__My Variants__1 = Not In

=
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Filter Options

~

Variants

« Filtered In Van'ant4 (23)
« Hidden Variants (0)
o Filtered Out Variants (8311)

Samples

« DNA Sample: ONCO501-208_v1
o Gender : Male
o Percentage Cellularity : 20
o Sample Type : DNA
« Fusions Sample: ONCO501-208_RNA_v1
o Gender : Male
o Percentage Cellularity : 20
o Sample Type : RNA

Chromosome
Al -
Filter Chains
CAS FILTER ONCO161-... Gk

Filter chain query applied:

Location AND Variant Type AND Variant Effect AND
5000Exomes EuropeanAmerican MAF(20161108) AND

4 >

F N



@ Analysis Results

Analysis Name: ONCO22_v1_4e4c0faf-be79-4398-86f9-57c8a23...

Visualizacion de variantes

Functional Population Ontologies Pharmacogenomics Somatic Qc
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T TIA
A AIG
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Variant Effect

missense

missense

missense

nonsense

missense

missense

missense

missense

TAGAACATAT TAGAACATATCA missense

Coverage
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753

% Frequency v
C=98.53, T=0.00
36.13

A=35.31, G=0.00,
T=0.00

23.58
22.66
20.06
18.36
712

T=0.00,
TAGAACATATCACC=

C MyVariants

Phred QU...

11933.9

2726.99

6636.48

2348.43

2817.32

1600.59

549.456

164.548

32.1352

Coding
c.215C=G

C.2164G=A

C.34G=T

c.1051A=T
c.331A=G
C.1742A=T
c.215C=A

€.4298C=T

€.2039T=C
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Download Selected Variants « Send to Report Role Switch To v Generate Report

Amino Acid Change
p.Pro72Arg

p.Val722lle

p.Gly12Cys

p.Lys351Ter
p.Met111Val
p.GIn581Leu
p.Thr72Lys

p.Pro1433Leu

p.lle680Thr

To learn more about reviewing your results, visit the help guide.
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DNA reads 1
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chr4 ~
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(V11CTRLDNA v1) NM =33

XM =231

AS = 160

XS = -2147483647
XZ=0

Sequence = | G G A A A C T C C C A T T T G A G A T C A T A T T C A T A T T C T [

Refseq Genes mﬂ
Preferred Transcripts (RefSeq.v20] o
v




Visualizacion de variantes
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Proband reads 1
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(Custom Ampli...RNA Fusions Pa

v
GGCTCTATGGGTTTCTGAATGTCATCGTCCACTCAGCCACTGGATTTAAGCAGAGTTCAAAAGCCCTTCAGCGGCCAGTAGCATCTGACTTTGAGCCTCAGGGTCTGAGTGAAGCCGCTCGTTGGAACTCCAAGGAAAACCTTCTCGC
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DNA Variants (vef)

Oncomine Myeloid.20230105.53|

Oncomine Myel....designed.bed
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DNA read coverage 1
(V18 v1)

DNA reads 1
V18 v1)
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ASXL1_13.1.188566

Insertion: G

MD = 102G151
ZF=27

PG = tvc

RG = F8l4L.lonXpress_016
ZG=443

ZL = ASXL1_13.1.188566:-6:245
NM =5
XM = 254
AS =232

Sequence -

RefSeq Genes

Preferred Transcripts (RefSeq.v20]




Interpretacion clinica

@ Analysis Results

Analysis Name: ONC022_v1_4edc0faf-be79-4398-86f9-57c8a23...
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C MyVariants Download v Visualize Send to Report Role

Switch To » Generate Report

To learn more about reviewing your resulis, visit the help guide.
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Informe

ESTUDIO DE MUTACIONES PANEL CAS-ONCO50 B23-00040 DE LA MUESTRA H23-01525

Diagndstico:
MUTACIONES DETECTADAS:

-MUTACION A767_V769dup EN EGFR (Frec.: 64%; c.2300_2308dup; p.Ala767_Val769dup;
rs727504263).

Diagnoéstico:
ALTERACIONES DETECTADAS:

~AMPLIFICACION DEL GEN EGFR (114.3 copias)
~AMPLIFICACION DEL GEN MYC (14.0 copias)
-AMPLIFICACION DEL GEN FLT3 (5.2 copias)

ESTUDIO DE MUTACIONES PANEL CAS-ONCO161 B21-01841 DE LA MUESTRA H21-18952

-MUTACIC}N R175H EN GEN TP53 (Frecuencia: 65%; c.1669C>T; p.GIn557Ter; rs28934578).
-MUTACION Q557* EN GEN ARID1A (Frecuencia: 68%; c.1669C>T; p.GIn557Ter).
-MUTACION V270I EN GEN SMO (Frecuencia: 83%; c.808G>A; p.Val270Ile; rs111694017).

Clinica

Alemana

Diagnéstico:

ESTUDIO DE MUTACIONES PANEL CAS-ONCO501 B25-00359 DE LA MUESTRA H25-15713

ALTERACIONES DETECTADAS (por orden de frecuencia):

SMARCA4 Y R320* EN DNMT3A.

-CARGA MUTACIONAL TUMORAL: 71.75 mut/Mb (ver comentario).

-INESTABILIDAD MICROSATELITAL: DETECTADA/ALTA (Ver comentario).

-MUTACIONES R2471Dfs* EN KMT2D, R58* EN CDKN2A, G826Efs* EN SPEN, P327Lfs* EN BTK,
R273C EN TP53, K1108Nfs* EN RICTOR, S813L EN SMARCA4, N2002Mfs* EN SPEN, A182Lfs* EN
MARCO, R271* EN TNFAIP3, P262Hfs* EN PSD, R318H EN TP63, T169Dfs* EN TNFRSF14,
G416Afs* EN TCF7L2, M296* EN PALB2, R80* EN CDKN2A, R210* EN PPP6C, G289Vfs* EN
NOTCH3, G139Dfs* EN LRRIQ3, G95* EN BCOR, S1203Afs* EN PTCH1, G325R EN RAD54L,
Q1334del EN ARID1A, S485Hfs* EN BAP1, R406* EN MSH2, c.2921+1G>A EN ATM, R1447* EN




Clinica

Experiencia del equipo es fundamental Alemana

Permite resolver problemas con la muestra

Permite optimizar el pre analitico

Permite interpretar mejor los hallazgos

Contexto clinico es primordial
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@ Analysis Results ——

Analysis Name: ONCO50-170_v1_f36777dc-8e5b-4241-944a-a84. ..
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@ Analysis Results

Analysis Name: ONCO50-170_v1_f36777dc-8e5b-4241-944a-a84 ...

Summary Functional Population Ontologies Pharmacogenomics Somatic n

]}
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Classification

0.
O + v [Unclassified v]
O + ~  [Unclassified v
O + ~  [Unclassified M
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0+ + [Unclassified v]
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Locus

chr4:55593636

chr4:55561763
chr4:55561764
chr4:55592178
chr4:55592202
chr4:55593431
chr4:55593464
chr4:55593481

chr4:55593583

chr4:55593586

chr4:55593587

chr4:55593588

chr4:55593589

chr4:55593591

Genotype
cic
GIG
ciC
AA
GIG
AA

AA

Ref

A

A

Type a No Call Reason

INOCALL | &STDBIAS0.999977>0.95&STDBIASPVAL0<1

REF

REF

REF

REF

REF

REF

REF

AACCCATGTATGAAC AACCCATGTATGAAC REF

CCATGTATGAAGTAC CCATGTATGAAGTAC REF

CATGTATGAAGTACA CATGTATGAAGTACA REF

ATGTATGAAGTAC/AT ATGTATGAAGTAC

REF

TGTATGAAGTACAGT TGTATGAAGTACAGT REF

TATGAAGTACAGTGC TATGAAGTACAGTGC REF

Delecién no fue reportada por el software por NOCALL (strand bias >0.95)

Debido al mapeo incorrecto el software no llama la variante
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Download v Visualize

P-Value Phred QUAL Score
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0.00001
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Send to Report Role

Switch To » Generate Report

To learn more about reviewing your results, visit the help guide.
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Revision y adaptacion del algoritmo de analisis
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Analysis Name: ONCO50-170_Output MNV
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Pharmacogenomics

Genes
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Variant Effect
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missense
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C MyVariants Download v Selected Variants « Send to Report Role Switch To

To learn more about reviewing your results, visit the help guic

Search Go Preferences
Coverage % Frequency v Phred QU... = Coding Amino Acid Change dbSNP COSMIC/NCBI  Variant ID
1016976398
9813 4443 50.0 c.1701_1727d¢ p.Asn567_Leu576delinsLysAsp rs(17)

971 1.44 11.5252 .4732_4734d¢ p.Val1578del rs761020817 COSM13047
rs587776716

249 1.20 6.07957 ¢.227C=T p.Ala76Val @ COSM13766

>
1-3of3items

Medical Patie!

isolatiion

{solated!

KIT: N567_L576delinsKD, Variante patogénica
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Mejor toma de decision clinica Alemana

MTBS Comité
EXCELLENGE Molecular

Q Participants: oncologists, physician
« The meetings are usually held scientists, precision oncology
Comités Moleculares de Tumores de Tumores . X"ji%’éﬁ'gﬁgig:ﬂ%’f&hly r

FORO MULTIDISCIPLINAR de EXPERTOS

to provide treatment coordinators, haematologists,

recommendations in pathologists, patient advocates,
a timely manner

scientists, cancer geneticists, clinical
{ )\ P &é m{i’ fellows and/or residents, studies

radiation oncologists, surgeons and
‘ G clinical genetics counsellors
« The treating physician presents I 1
. g:(e’vci:s: 8;:225 iﬂ:m nE = The scientists provide the tumour
d hi thological | ==/ 4 S genetic profile of the patient (e.g.,
d?argr?g;?sp cll?rflczz: c&?agc;?:ristics 5D§ ( TMB, MSI status, fusion, the status of
¥ — . .
and any previous therapies of the = | S biomarkers or immune markers)
patient

il
[11 kg1

* MTB members with clinical
expertise should propose matched
targeted therapy

« Non-molecular matched approved
and investigational therapy options
should also be considered

MTB members and patient
advocates should provide input
regarding treatment
recommendations

T3

Consensus recommendations

Sl el =0
should !:)e provided in writing by — The conclusion should be
the chair of the MTB, and they i — ized by the chair of the MTB
should be clearly communicated = St L L L
to the treating physician =

Treating physician to make %
the final treatment decision ' )

|

Nat Rev Clin Oncol 20, 2023
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# BTK Mutations # MYD88 Mutations

# SOCS1 Mutations
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Mejor toma de decision clinica Alemana
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Para llevar a casa Alemana

» El estudio de alteraciones moleculares es cada vez mas relevante en medicina de precision
 NGS permite el estudio simultaneo de biomarcadores con utilidad clinica

« La experiencia en el flujo de trabajo es critica para obtener resultados confiables

« El analisis de variantes debe incluir un proceso de visualizacion y contextualizacion clinica
» Los resultados de un NGS deben contextualizarse bioldgica y clinicamente

« ElI maximo beneficio clinico del NGS se logra integrando competencias
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