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ANNALS o
ONCOLOGY

driving innovation in oncology

GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE

SPECIAL ARTICLE

ESMO recommendations on the use of circulating tumour DNA assays for
patients with cancer: a report from the ESMO Precision Medicine Working
Group

J. Pascual’, G. Attard’, F.-C. Bidard**, G. Curiglianos's, L. De Mattos-Arruda’®, M. Diehn®, A. Italiano®'%, ), Lindbergn,

). D. Merkerm, C. Montagutls, N. Normanno"’, K. Pantelﬂ, G. Pentheroudakisls, S. Popatm'm, )L S. Reis-FiIhou, J. Tieu’u,
). Seoane®>?®, N. Tarazona’®?’, T. Yoshino?® & N. C. Turner'®?%

ctDNA testing if tissue not available.

Ovarian cancer \

Endometrial cancer

Prostate cancer

Urothelial cancer

Thyroid cancer

Soft tissue sarcoma
/

/Non-small cell lung cancer
Gastric cancer

Pancreatic cancer
Hepatocellular cancer
Cholangiocarcinoma
golorectal cancer

Pascual J et al, Ann Oncol 2022

Tumour type

Indications

ESCAT tier and level of
evidence

Recommendation

Non-small-cell lung
cancer

Breast cancer

Gastric cancer

Pancreatic cancer
Hepatocellular cancer

Cholangiocarcinoma

Colorectal cancer

Ovarian cancer

Endometrial cancer

Prostate cancer

Urothelial cancers

Thyroid cancer

Soft tissue sarcoma

EGFR (for common, uncommon, exon 20 insertions,
T790M and other resistance mutations e.g. C797X).
ALK (for fusions and acquired resistance kinase
domain mutations).

MET (for exon 14 splice site mutations, and acquired
resistance mutations)

KRAS (for G12C and non-tier 1 other KRAS
mutations)

BRAF (for V600E)

RET (for fusions and acquired resistance kinase
domain mutations)

ROS1 (for fusions and acquired resistance kinase
domain mutations)

NTRK 1/2/3 (for fusions and acquired resistance
mutations)

MET (for high-level copy number gain/amplification)
ERBBZ (for exon 20 insertions and transmembrane
mutations, and amplification)

BRAF (for non-V600E class I-lll mutations)

PIK3CA mutations

ERBB2 amplification

BRCA1/2 mutations

ESR1 mutations

MSI-H

NTRK 1/2/3 fusions

ERBB2 amplification

MSI-H

NTRK 1/2/3 fusions

NTRK 1/2/3 fusions

MSI-H

MSI-H

NTRK 1/2/3 fusions

IDH1 mutations

FGFR2 fusions

MSI-H

NTRK 1/2/3 fusions

BRAF (for V600OE mutation)

MSI-H

NTRK 1/2/3 fusions

KRAS/NRAS mutations (exon 2,3,4)

ERBB2 amplification

EGFR-ECD (for mutations in the extracellular domain
5492, G465, $464, V441)

BRCA1/2 mutations

MSI-H

MSI-H

BRCA1/2 mutations
MSI-H

ATM mutations

PTEN mutations/deletions
PALB2 mutations

FGFR mutations

FGFR3 (FGFR3-TACC3) fusions
NTRK 1/2/3 fusions

BRAF mutations

RET mutations

NTRK 1/2/3 fusions

NTRK 1/2/3 fusions

150
1A

121-125
1A
126,127
1B%
128
1B

129,130
1B

131
1B

132,133
1B

|c134

"AISS
"BBG—IBS

I

Iclﬂ?
|c134
IA'_=19
IA'_SC
Ic'_ﬂﬂ'
Ic'_}l

1AL
147,152
1A

|c134

N/A (resistance biomarker)
|B57153,154

IB?B

IA'_SS
Ic'_ﬂﬂ'

|c147

IALES
Ic147
"ALEG

™"
I 156,158
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1Bl
1ci
|g1o0161
|B162163
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ctDNA genotyping recommended in treatment-naive
cancer patients and resistance upon prior TKls.
Caution should be kept as ctDNA assays will miss
histological trans-differentiation.

ctDNA testing may not have adequate sensitivity to
detect MET true high copy number gain as
resistance mechanism to osimertinib or lorlatinib.
Amplification and fusion detection is suboptimal
with ctDNA assays, and should be repeated in tissue
where possible.

ESR1 mutations should preferentially be tested in
ctDNA. ERBB2 amplification and NTRK fusions only
when advanced tissue biopsy not available.

ctDNA testing if tissue not available or when fast
turnaround time is needed for urgent therapeutic
decision making.

ctDNA testing if tissue not available.

ctDNA testing if tissue not available.

ctDNA testing if tissue not available or when fast
turnaround time is needed for urgent therapeutic
decision making.

KRAS/NRAS/BRAFS®°E/MS| for chemotherapy-naive
metastatic colorectal cancer is recommended when
tissue testing is not feasible or urgent therapeutic
decision making.

KRAS/NRAS/BRAF/EGFR-ECD for pretreated patients
if EGFR rechallenge is planned.

In women with no germline pathogenic BRCA1/2
variant found, testing for BRCA1/2 pathogenic or
likely pathogenic somatic variants may be carried
out if tissue not available.

ctDNA testing if tissue not available.
BRCA1/BRCA2/ATM for potential PARPi therapy.
Caution is needed when interpreting results of
ctDNA assays due to false-positive CHIP mutations in
DNA repair genes.

ctDNA testing if tissue not available.

ctDNA testing if tissue not available.

ctDNA testing if tissue not available.

ESCAT tier | refers to evidence for tissue target-drug match resulting in improvement of meaningful clinical outcomes (synonymous to clinical utility). ESCAT tier Il refers to
investigational targets that likely define a patient population that benefits from a targeted drug, but additional data are needed. Readers are directed to individual ESMO practice
guidelines for detailed discussion of individual tumour types.




Tumour type Indications ESCAT tier and level of Recommendation

GOOD SCIENCE AN NALS evidence
BETTER MEDICINE OF " " T30 . = 5
BEST PRACIICE Non-small-cell lung EGFR (for common, uncommon, exon 20 insertions, |A ctDNA genotyping recommended in treatment-naive
cancer T790M and other resistance mutations e.g. C797X). cancer patients and resistance upon prior TKls.
|A121-125

driving innovation in oncology ALK (for fusions and acquired resistance kinase Caution should be kept as ctDNA assays will miss
domain mutations). histological trans-differentiation.
MET (for exon 14 splice site mutations, and acquired IB"*%"*’ ctDNA testing may not have adequate sensitivity to
SPECIAL ARTICLE resistance mutations) detect MET true high copy number gain as
KRAS (for G12C and non-tier 1 other KRAS B+ resistance mechanism to osimertinib or lorlatinib.
mutations) Amplification and fusion detection is suboptimal
H H 1 BRAF (for V600E) B with ctDNA assays, and should be repeated in tissue
ESMO recommendations on the use of circulating tumour DNA assays for petaime i L0 DO e bty
1 H . H¥ ir H domain mutations)
patients with cancer: a report from the ESMO Precision Medicine Working e e

domain mutations)
NTRK 1/2/3 (for fusions and acquired resistance IcL

Group

mutations)

). Pascual’, G, Attard’, F.-C. Bidard™”, G. Curigliano™®, L. De Mattos-Arruda’®, M. Diehn®, A. Italiano'®*"'%, ), Lindberg'?, MET (for high-level copy number gain/amplification) IIAE;BS

J. D. Merker'?, C. Montagut™®, N. Normanno'®, K. Pantel’, G. Pentheroudakis'®, S. Popat'*??, J. S. Reis-Filho™, J. Tie’>*, ERﬂtaf_ (for ext;n 20 :.r;isertt.mn,s and transmembrane IIB

24,25 26,27 . 28 19,20% mutations, and amplification)
). Seoane , N. Tarazona , T. Yoshino™ & N. C. Turner BRAF (for non-VBOOE class I-lll mutations) B2
Breast cancer PIK3CA mutations 1AM ESR1 mutations should preferentially be tested in
ERBB2 amplification IAf“""“ CtDNA. ERBB2 amplification and NTRK fusions only
BRCA1/2 mutations AL when advanced tissue biopsy not available.
ESR1 mutations - R
MSI-H 1c
Few) - 134

Breast cancer PIK3CA mutations IAMY ESR1 mutations should preferentially be tested in
ERBB2 amplification 7 S ctDNA. ERBB2 amplification and NTRK fusions only
BRCA1/2 mutations A when advanced tissue biopsy not available.
ESR1 mutations |- ks
MSI-H Ic*
NTRK 1/2/3 fusions Ic**

A% T T T T Y

MSI-H A metastatic colorectal cancer is recommended when
NTRK 1/2/3 fusions 1ct tissue testing is not feasible or urgent therapeutic
KRAS/NRAS mutations (exon 2,3,4) N/A (resistance biomarker)  decision making.
ERBB2 amplification |go7sa e KRAS/NRAS/BRAF/EGFR-ECD for pretreated patients
EGFR-ECD (for mutations in the extracellular domain 1B” if EGFR rechallenge is planned.
$492, GA65, 5464, V441)

Ovarian cancer BRCA1/2 mutations 1AR® In women with no germline pathogenic BRCA1/2
MSI-H 1 variant found, testing for BRCA1/2 pathogenic or

likely pathogenic somatic variants may be carried
out if tissue not available.

Endometrial cancer ~ MSI-H Ic1Y CtDNA testing if tissue not available.
Prostate cancer BRCA1/2 mutations 1ATE BRCA1/BRCA2/ATM for potential PARPi therapy.
MSI-H IC’_ED Caution is needed when interpreting results of
ATM mutations IA™® ctDNA assays due to false-positive CHIP mutations in
PTEN mutations/deletions ™" DNA repair genes.
PALB2 mutations 11B 5%
Urothelial cancers FGFR mutations 1B*? CtDNA testing if tissue not available.
FGFR3 (FGFR3-TACC3) fusions [[5
NTRK 1/2/3 fusions I
Thyroid cancer BRAF mutations 1 S ctDNA testing if tissue not available.
RET mutations |pe1e3
NTRK 1/2/3 fusions I
Soft tissue sarcoma NTRK 1/2/3 fusions I ctDNA testing if tissue not available.
ESCAT tier | refers to evidence for tissue target-drug match resulting in improvement of meaningful clinical outcomes (synonymous to clinical utility). ESCAT tier Il refers to
investigational targets that likely define a patient population that benefits from a targeted drug, but additional data are needed. Readers are directed to individual ESMO practice
asCual Jeta nn Uunco
,

guidelines for detailed discussion of individual tumour types.



Liquid Biopsy for Advanced Non-Small Cell
Lung Cancer (NSCLC): A Statement Paper from

the IASLC

Patient with NSCLC progressive or recurrent disease during treatment with TKI

Perform molecular analysis* on liquid biopsy (ctDMNA)

Targetable
resistance resistance

mutation absent mutation present

¥ \

[ Tissue re-biopsy ] Treat with SOC
therapy based on
presence of
oncogenic driver

Targetable

[ Feasible ] [ MNot Feasible ]

\ \

Evaluate the potential benefit

Perform molecular analysis* on

tissue biopsy specimen #; NGS is of other therapy for marker . )
preferred +; Treat with SOC unknown or best supportive cobas/ddPCR for EGFR mutation
therapy based on presence or care NGS preferred for ALK and ROS1
absence of oncogenic driver; ) )
Perform PD-L1 IHC as needed # Strongly suggest tissue sparing
to facilitate participation in clinical trials

+ While NGS is preferred, based on
availability, other validated assays are
acceptable

Rolfo et al, ] Thor Oncol 2018



Catalogo de Pruebas Genéticas y Genémicas

Acceso Administrador

A Consulta de Informacién ~

Inicio / Busqueda Avanzada

Blusqueda Avanzada

Biblioteca Mapa CGEN

Manual de Usuario

Area

% Oncohematologia de adultos

Cddigo CIE-10-ES Diagnésticos

Seleccionar

Tipo de Estudio Genético

Seleccionar

Tipo de Técnica a Utilizar

Seleccionar

Genes o Regiones a Estudiar

Grupo de Patologias
v % Tumores solidos
Cddigo ORPHA
v Seleccionar
Tipo de Muestra

Biopsia Liquida/Plasma (acidos nucleicos
libres circulantes)

Tratamiento Farmacolégico Asociado O

- Seleccionar

Patologia

Seleccionar

Utilidad Clinica

Seleccionar

Tipo de Alteracién

Seleccionar

Estado

Seleccionar

Introduzca los genes o regiones a buscar, separados por comas




Incorporacion de las determinaciones en biopsia liquida
en el Catalogo de Pruebas Genéticas y Gendmicas

Catalogo Genético

Acciones Estado

ACTIVO

ACTIVO

ACTIVO

ACTIVO

ACTIVO

ACTIVO

ACTIVO

ACTIVO

ACTIVO

ACTIVO

Area

Oncohematologia de adultos

Oncohematologia de adultos

Oncohematologia de adultos

Oncohematologia de adultos

Oncohematologia de adultos

Oncohematologia de adultos

Oncohematologia de adultos

Oncohematologia de adultos

Oncohematologia de adultos

Oncohematologia de adultos

Grupo de Patologias Patologia

Tumores sélidos

Tumores sdélidos

Tumores soélidos

Tumores sdlidos

Tumores soélidos

Tumores sélidos

Tumores sdlidos

Tumores soélidos

Tumores sélidos

Tumores sdlidos

Cancer de mama

Céncer de pulmén

Cancer de pulmon

Cancer de pulmén

Cancer de pulmén

Cancer de pulmoén

Cancer de pulmén

Céncer de pulmén

Cancer de pulmoén

Céncer de pulmén

Caédigo CIE-10-ES Diagn¢ Genes o Regiones a Estudiar Tratamiento Farmacol6gico Asociado (O

C50

C34

C34

C34

C34

C34

C34

C34

C34

C34

ESR1

RET

NTRK1, NTRKZ2, NTRK3

MET exon 14

ALK

EGFR

KRAS G12C

ROS1

EGFR inserciones exén 20

BRAF

Fecha Ult. Revision

Ver Informacion v 11/10/2024
Inhibidor selectivo de tirosina quinasa de RET 11/10/2024
Inhibidor selectivo de tirosina quinasa de NTRK 11/10/2024
Inhibidor selectivo de tirosina quinasa de MET 11/10/2024
Inhibidor selectivo de tirosina quinasa de ALK 11/10/2024
Inhibidor selectivo de tirosina quinasa de EGFR 11/10/2024

Inhibidor selectivo de tirosina quinasa de KRASG12C 11/10/2024

Inhibidor selectivo de tirosina quinasa de ROS1 11/10/2024
Anticuerpo bi-especifico dirigido contra EGFR/MET 11/10/2024
11/10/2024

Ver Informacién v
r



Molecular testing : single gene or NGS

NGS
Amplicon
qPCR based
Digital Capture
PCR based




Several liquid biopsy-based technologies are approve
by the FDA and backed by major guidelines

cobas® EGFR Mutation Test v2: Idylla™ ctKRAS and ctNRAS-BRAF therascreen® P1K3CA RGQ PCR Guardant360 CDx:
NSCLC patients for erlotinib Mutation Tests (CE marked EMA): kit companion diagnostic test: First liquid-based panel NGS
treatment? CRC patients* Breast cancer for PI3K inhibitor companion diagnostic test’
treatment®
March 2016 November 2017 May 2018 August 2020
.................. [ YO (VU Y V—  WS— Y., WA
June 2016 November 2017 May 2019 NGS-based
liquid biopsy
approvals
OncoBEAM™ RAS CRC Kit NCCN guidelines state: IASCL release a position statement: FoundationOne Liquid
(CE marked EMA): “Physicians may use a cell-free “Liquid biopsy can be considered at C.Dx5
CRC patients! plasma DNA assay to identify EGFR  the time of initial diagnosis in all Liquid-based, broad-

panel NGS companion

mutations when tissue is limited or patients who need tumor molecular _ ’
diagnostic test8

insufficient™ profiling™

CE:
IASLC: International Association for the Study of Lung Cancer; NCCN: National Compre

0O

onformité Européenne; CRC: colorectal cancer; EMA: European Medicines Agencx; FDA: U.S. Food and Drug Administration; )
ensive Cancer Network; NGS: next-generation sequencing; NSCLC: non-small cell lung cancer.

1. GMP News (2019) Available at: https:/ %mpnews.net/2019/08/sysmex—obtain_ed—japanese—approvaI—for—oncobeam—ras—crc—ki_t/ (Accessed February 2020);

2. FDA press release (2016) Available at: https://www.fda. ov/dr_ugbs resources-information-approved-drugs/cobas-egfr-mutation-test-v2 (Accessed February 2020); )

3. NCCN NSCLC Guidelines V4.2017; 4. Genome Web (201 B)Avaﬂa e at: htt s:/{www. enomeweb.com/pcr/biocartis-gets-ce-marking-two-colorectal-cancer-liquid-biopsy-tests#.XkrHImhKi70 (Accessed February 2020); 5.
Rolfo, C., et al. (2018) J Thorac Oncol 13(9):1248-1268; 6. FDA press release &O 0) Avallable at: httpsf:gwww.fda.goy/news—_events/press—announcements/fda—_approves—ﬂr_st—pﬁk—mh|b_|tor—breast—cancer (Accessed FebruarK/I
20201; 7. FDA website ﬁ2020 Available at: https://www.fda.gov/news-events/press-announcements/ a—approves—ﬂrst—||q7U|d—b|opsy—next— eneration-sequencing-companion-diagnostic-test (Accessed February 2021); 8. FMI
website (2020) Available at: https://www.foundationmedicine.com/press-releases/445c1f9e-6¢cbb-488b-84ad-5f133612b721 (Accessed February 2021).



Hospital del Mar experience with NGS and liquid biopsy




Hospital del Mar - molecular testing activity (2024)
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Infografia del Laboratorio de Diagndstico Molecular,
Dr. Sergi Clavé



;. Cual es la situacion en Espana?




Estudio SEOM 2025

Implantacion y regulacion de la Oncologia de Precision en Espaiia

Principado de Asturias

La Rioja

Comunidad Foral de Navarra
Ciudad Auténoma de Melilla
Cantabria

Aragén

Regién de Murcia

Pais Vasco

Islas Baleares

Extremadura

Galicia

Castilla-La Mancha

Islas Canarias

Castilla y Ledn

Andalucia

Comunidad Valenciana
Comunidad de Madrid
Cataluna

Encuesta SEOM enviada a Servicios Oncologia Médica
Tasa de participacion del 58, 6%
82 respuestas

IHHHHH

= > 1.000 camas.

W wwow

= 501 - 1000 camas.
I 5

I 5
_________________________
I —— 7

® 200 - 500 camas.

— ]
. 9



Estudio SEOM 2025
Grado de implementacion de las pruebas genéticas y
genomicas del Catalogo Comun del SNS

Hospitales de
menor tamano

Global

9; 11,0%’

® En proceso de implementacion. Se
estan incorporando progresivamente,
pero aun no estan disponibles para
todos los pacientes que lo requieren.

8;25,8%
= Parcialmente implementadas. Solo se
utilizan para algunos tipos de cancer

o en soluciones especificas.

40; 48,8%

= Totalmente implementadas. Se
solicitan y utilizan de forma rutinaria
en la practica clinica.




Estudio SEOM 2025
% Disponibilidad de tecnologias diagnosticas para la determinacion de

biomarcadores. NGS (ctDNA),

cancer de pulmon : 32 centros
cancer colorrectal: 27 centros
cancer de mama: 23 centros

Se observa una tendencia
creciente aunque todavia
en fase de expansion

EI/HQ ®FISH ®EPCR ®RNASeq BWES/WGS BNGS (tej.tumoral) ®BMSI BNGSctDNA ®Sin tecnologia



Estudio SEOM 2025
Disponibilidad de tecnologias diagnosticas para la determinacion de

biomarcadores.
Global || |

Hospitales de
menor tamano

NGS (panel) NGS (panel)
ctDNA ctbNA
W Lab. Hospital W Lab. Ref. CCAA

m Lab. Otra CCAA

M Lab. Privado . Financ. Externa

® Lab. Privado conc. Hospital

. , m Centro invest
B No se dispone de esta tecnologia
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Estudio SEOM 2025
Acceso a Comités Moleculares

B Sin comité. ™ Autondémico. M Propio
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19,51%; 16

26,83%; 22

Estudio SEOM 2025
Financiacion para la realizacion de las técnicas diagnodsticas

1,21%; 1

74,39%; 61

m Presupuesto del Hospital

® Financiacién finalista o
presupuesto Consejeria
Sanidad

B Acuerdos con industria
farmacéutica

® Presupuesto de
investigacion

® Presupuestos Unidn
Europea



Para solicitar la determinacion de ESR1

Deteccion de mutaciones en ESR1 en CMM

Y] TEST ACCESS SYSTEM&mm
|

Link de registro: https://test-access-system-spain.com/welcome

TODO EN UN SOLO LUGAR

Bienvenido a la herramienta TAS Espaiia

N —
ESR1 er =
ico HR+, HER2- mw ) . +
L ‘
E — e
Introduzcs su emad pars registiarse o incis sesidn -
Solicite el analisis de Gestione el transporte Conozca el estado de su Reciba un informe de
o muestras de sangre de muestras hasta el solicitud en tiempo real resultados para integrarlo
laboratorio de en la historia clinica del
m excelencia (CoE) paciente.
Flujo de muestra para el analisis de ESR1Im
E Solidtudes de analisis
Ardusis sctres@E) Muestrasscnas @) Andlss Completados @) Andlsk Rechacscos (O ) Anblsscancelaio @ Andiss wises D)
R it s ‘) pecoscs o e b ot i st
UNA -ms:nmn ;’;ﬂmg'&: MUESTRA POR MENSAJERD s

e" ‘ “ & e [ e
i ~} =3 ‘ t = Buay = " % ) 5 :

) o) Solkitare Hdmers Salicind 3 regids - Muesta v Rewmprlén  Téonka - Cilterios “rem
) N ‘ ¥ muestn de registre dekit rdbide  nwesws  recogibe enlab. sefisis  colided  Rewitsde  Informe  iforme  COE  Asawnds  Info
& = C] [ERIEEE ST - B - R~ v e = o [ =]
&
e"Nmmmn uummuun? - B o e e b = h— o
. Transporte 3l laborataric central - 24h
Y _ = [rp— 0 = oo e = P B Acceda ala herramienta web
*a *‘g-ﬂ“—‘ de TAS Espafia:
— = Ej sy @ @ = [ | = B | https://test-access-system-
ENTREGA AL &l
EAeatobo 6;.1:.?‘”“ 7;@%“5 . E— : i - spain.com/welcome
Los HCP recibiran el informe en un plazo de 14 dias B

desde que se recepciona en el laboratorio central (Cok),

A, Crowe
Email de soporte: tas.spain@crowe.es A
"Esta harramianta de soporte al testing ha sido yes ionad por Growe. El soporte yelp para su son p, por Et ¥ la op ive S0 resp ilit iva del tercero 6 /!Z’?’J\ mee
"Esta fe estd di: i COMo un soporte io para el pr i itario. Los. son de cardcter ¥ no y deben ser il por el médico a la luz del historial clinico completo del paciente y otras pruebas
di icas. La decisi ica y el di ico final son bilidad iva del médico tratante, quien iane pi su fa elinica & ind\ ia p ional.”
“De conformidad con la normativa vigente de proteccién da datos (RGPD), Crows actiia como resp bl dnico dal de los datos p y de salud i idos en esta plataforma. Menarini Stamline no tiens accese, en ningin a datos identificativos da los ios nia

los i I racibiand: it informes agregados y a imizados con fines isti -




= SPAIN | CURRENT SITUATION ESR1m TESTING

® 25 sites ready* for ESR1m testing in Liquid biopsy
¢ Only research funding: ESR1m not reimbursed

Labs mapping for ESR1m in Liquid Biopsy in Spain (2025)** .
100_pp ’ h ey in Spain (2025) Preferred ESR1m testing method

‘ S o = NGS LBx & dPCR LBx
. | L 8%
801 Reference hospitals
¥ Big hospitals ‘, f & 8%
Academic hospitals = NGS LBx onl
= 601 ® |n-house testing *‘ y
40 = dPCR LBx only
20+
m NGS fresh tissue &
0- implementing dPCR
Labs mapped Labs ready*  QuiP quality control passed LBx.
Category

* Sites with technical capabilities for ESR1 testing but only research funding, not routine

** Information aligned and confirmed by the SEOM Precision Medicine Report (Nov 2025)

Survey conducted by Menarini Stemline.



MAF %

Early Advanced disease
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DYNAMIC Il —multicenter randomized in resected stage Il colon
cancer

ctDNA-guided approach was not inferior to SOC, significantly reduced by half the
proportion of patients receiving adjuvant chemotherapy (28% vs 15%)

C
100% -
Week 4+7 ctDNA-Guided Management T Hﬁ_\h___ 92.1%
post-op ctDNA g 90% - 55 50 88.3%
. i ctDNA-Positive = Adjuvant Chemo o4 87.2%
(oxaliplatin-based or single agent FP) $ 80% 7
@
ctDNA-Negative > Observation  70% -
= : HR (95% Cl): 1.01(0.56, 1.81
ctDNA-Positive = Positive result at week 4 and/or 7 S 60% 4 - CtDNA-guided management logfrank B l o 92; .
o - Standard management )

50% —— I T T T |
Standard Management 5 5 2 3 4 5

Follow-up time (years)

Adjuvant treatment decisions based Numbers at risk
on conventional clinico-pathologic = e e &= i - L
Criteria = | 147 142 134 134 127 46




DYNAMIC Il —multicenter randomized in resected stage Il colon
cancer

ctDNA-guided approach was not inferior to SOC, significantly reduced by half the
proportion of patients receiving adjuvant chemotherapy (28% vs 15%)

C

/\ 100% {
\MAAl A7 —_ _=IB‘="-_|.

ctDNA guided approach met its primary endpoint:
Reduced % of adjuvant CT without compromising
efficacy in resected stage |l colon cancer

On conventonal Clinico-patnologic et Bk oy Bis
. . 147 142 134 134 127
criteria
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Mensajes claves de la presentacion

La incorporacion de la biopsia liquida en practica asistencial sigue siendo limitada a pesar de las
recomendaciones y la incorporacion en la cartera de servicios de pruebas genéticas y gendmicas

Existe una necesidad de incorporar este abordaje en la cartera de servicios asistencial de los
centros

Se observa una tendencia creciente en la incorporacion
de la biopsia liquida, pero todavia hay camino para
recorrer

Se plantean cambios de paradigma que se apoyan en
las determinaciones de biopsia liquida — es necesario

que el sistema incorpore esta tecnologia en la

WPLEMENTACIGN BropSIA LiQuioA

realidad asistencial
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