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ctDNA

ctDNA in Clinical Practice: From Early Detection to Clinical
Decision-Making



Usos de la Bx Liquida

 Deteccidon precoz de multiples tipos de

cancer—> limitaciones: baja sensibilidad y
falta de evidencia suficiente.

 Ensayos de deteccién precoz en pacientes

de alto riesgo podrian ser viables como
complemento.

 Ensayos ultrasensibles para la deteccion
de la enfermedad residual minima (ERM)
estan ganando terreno.

e Deteccidon de la enfermedad residual
mediante ctDNA: indicador temprano de la
respuesta al tratamiento.
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FLAURA: Molecular disease progression
(week 6) on osimertinib predicts shorter PFS
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NHS-Galleri: Primary Results From a Randomised Controlled Trial to Assess the Clinical Utility 05
of a Multi-Cancer Early Detection (MCED) Test in Population Screening GecCcPpP

Charles Swanton, MBPhD ung cancer

research
Prueba MCED: detecta una senal de cancer a partir del ADN libre circulante en sangre y predice el origen de la
sefal de cancer para orientar la evaluacion diagnostica.

Negative
(No cancer signal
it I E)

B=280s8!
mEmE=a=
SE=EE_E.
= e
EEEEE=ET
& T 1 8 F 1 0]
- -

Positive
(Cancer signal detected)

|
-

Predicted CSOP
Tumor sheds cfDNA Blood plasma isolated Targeted methylation Machine (e.g., head and neck,
fragments into bloodstream (contains clDNA analysis of cfDNAS learning lymphoid)
fragments) (sequencing, mapping, classifier

alignment)




NHS-Galleri: Primary Results From a Randomised Controlled Trial to Assess the Clinical Ut|l|tyf.§-

of a Multi-Cancer Early Detection (MCED) Test in Population Screening Gecp
Charles Swanton, MBPhD lung cancer
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NHS-Galleri: Primary Results From a Randomised Controlled Trial to Assess the Clinical Utility g»
of a Multi-Cancer Early Detection (MCED) Test in Population Screening GeCP

Charles Swanton, MBPhD lung cancer
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Osimertinib monotherapy vs osimertinib plus chemotherapy in advanced mEGFR o
NSCLC with persistent ctDNA mEGFR at 3 weeks after osimertinib monotherapy GeCP
initiation: a multicenter randomized trial (FLAME study) reseren
Jia Zhong

| Patients with locally advanced /
metastatic EGFRm NSCLC who recelve 3.
weeks first-line osimertinib

Osimertinib 80mg QD + pemetrexed ' _
'S 500 mg/m? + carboplatin AUCS (Q3W ~ Followup:
| Snsdby for 46 cycles RECIS‘F 5 2 m
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Osimertinib monotherapy vs osimertinib plus chemotherapy in advanced mEGFR NSCLC with -
persistent ctDNA mEGFR at 3 weeks after osimertinib monotherapy initiation: a multicentGeCP

randomized trial (FLAME study). research
Jia Zhong

n=448 > 134

5
é e TR:50vs. 35%
§ * DoR:15,6vs. 10,5 m

* Perfil de seguridad conocido

SLP: 23,1 vs. 12,7 m
HR 0,53 [0,31-0,92], p 0,02
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Clinical validity of ultrasensitive single-digit parts per million ctDNA detection in non-small o
cell lung cancer. GecC
James R.M. Black'2 .

* n=431 EIA-IlIB intervenidos.
* Objetivo: SLRy SV.
 Muestras: pre-1Q, post-Qx y en seguimiento (Sistema NeXT Personal de Personalis).
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EMITT-1: Broad & durable clinical and pharmacodynamic activity with the oral ERAP1 inhibitor N
GRWD5769 and cemiplimab in 6 completed Phase 1b expansion cohorts in solid tumors with ="
anti-PD-1 resistance or MSS-CRC (NLM).

Fiona Thisltlethwaite

J A =

Phase 1a: Monotherapy Phase 1a: Combination Expansion cohorts (in progress):

N =24 therapy with cemiplimab Combination therapy with cemiplimab — Simon 2 n=63. CNMP: n=14
N =45 stage design
25, 50, 100, 200, 400, 800 mg/BD 100, 200, 400, 800 mg/BD IS
Patients had no further standard » Patients had no further standard » 6 indications, ~ 14 patients per cohort
of care (SoC) therapy available of care (SoC) therapy available EA82 G 3 : 4%

and no restrictions on number of and no restrictions on number of

lines of prior therapy lines of prior therapy Dose 400-800
ose =

Key outputs Key outputs Dose 400 mg/BD combo with mg/BD combo with
Dose escalation with no DLTs, Dose escalation with no DLTs, cemiplimab cemiplimab

MBAD determined as 100 mg BD RP2D determined as 400 mg BD Max 2 prior lines of therapy, Have not failed TR: 1 3_ 36(y0
based on PK/PD outputs must include anti-PD-1 anti-PD-1

Expansion cohort objectives and endpoints

Primary Secondary
Safety and tolerability 1. Response evaluated by RECIST 1.1/ iRECIST with 2. PK'and PD

of GRWD5769 scans every 8 weeks parameters

MBAD, minimum biologically active dose ; NLM, no liver metastases; R2PD, recommended Phase 2 dose

2026 AS‘ o #ASCO26 PRESENTED BY: Fiona Thistlethwaite, The Christie NHS Foundation Trust and University of Manchester, United Kingdom ASCO e ey
ANMNUAL MEETING Presentation is property of the authar and ASCO. Permission required for reuse; contact permissions@asco.org. KNOWLEDGE CONQUERS CAl




ERAP1

EMITT-1: Broad & durable clinical and pharmacodynamic activity with the oral ERAP1 inhibitor
GRWD5769 and cemiplimab in 6 completed Phase 1b expansion cohorts in solid tumors with
anti-PD-1 resistance or MSS-CRC (NLM).

Fiona Thisltlethwaite
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68Ga-SS0120 o
CP

LuSato-1: Phase | study of 777Lu-SSO110 with 68Ga-SSO120 companion imaging in patients with extensiVe.

research

stage small cell lung cancer (ES-SCLC) on maintenance treatment with immune checkpoint inhibition
Surein Arulananda

o+ ARICEUM KEY ELIGIBILITY CRITERIA n=20
Standard of Care Induction: M
, bt s ; aintenance: S : . 0
.I“ELsmse(;T:\Cerapy Caflmztr"‘; "C’h‘zzig'l:t/ lfm‘i’:o‘:e* e Checkpotnt inhibhor * Histologically or cytologically proven ES-SCLG EAs: 90%
in ES-

. 0
4x3 =12 weeks Up to disease progression (+/- beyond) ¢ Positive #Ga-SS0120 scan at screening IrEAs: 50%
. B . 5 o 0
Long Term Follow Up (+3 ¢ Completed induction therapy with platinum, Disminucion dosis: 20%

Treatment (24+ weeks) years)

etoposide and ICl, and be eligible for Sto P por EAs: 20%

maintenance |Cl therapy = L ;
17],1-550110 Therapy Mas frec: fatiga (12/20)

Investigational 68Ga-$50120 PET/CT Q6W (+1W) +/-6W max ¢ Brain metastases deemed clinically and trombocito pen ia ( 13/2 0)

Product 4 cycles (3 in case of benefit)

; radiologically stable
BOIN dose escalation

¢ Excluded any Grade >3 irAE during prior or e SLP:3.7m (2 5-5 4)
° b b b

PRIMARY ENDPOINTS SECONDARY ENDPOINTS el . SV:8m(4,8-9,7)
° b I
»  Safety and tolerability of 7Lu-SS0110 | | '+ Efficacy of "7Lu-SS0110 (including L L
and 88Ga-SS0120 PFS and 0S) coagulopathies or unstable vascular
¢ RP2D of "7Lu-SSO110 malformations were excluded
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Analysis of spatial atlas of ADC targets in immunotherapy-treated NSCLC and other solid tumors to o®
link compartment-specific target expression with tumorimmune contexture, clinical outcome, and GeC P

lung cancer

on-treatment remodeling. Fedsarch

Antoine Italiano

- Objetivo: generar un atlas de los target de ADCs de los tumores mas frecuentes.

Methods

] “ Two precision medicine studies:

NSCLC

1.Trop 2 es el target de ADC mas frec.
2. Heterogeneidad inter e intra

- STING (NCT04932525, Gustave Roussy, Villejuif, France) pacientes
Bladder - BIP (NCT02534649, Institut Bergonié, Bordeaux, France) 3. Alta co-expresion dianas de ADCs

Gastric duales o bioespecificos:

- EGFR/MET + HER2: ADC CNMP

- TROP2/B7-H3: en CNMP
escamoso.

Endometrial

Panel 1: ADC targets Panel 2: receptor set Immune contexture

CLDN18.2, TROP2, B7-H3, B7-H4, panCK, ERBB2/HER2, EGFR, MET, STEAPZ, CD8, TIM3, LAG3, TIGIT, PD1, panCK
CD45 panCK, CD45
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Terapia con células T-T con receptor de células T (TCR-T)
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Tumor type Frequency of TP53 R175H ;5
mutations G e C p
Colorectal cancer 10-11% s
Breast cancer 6%
Esophageal cancer 4-6%
NSCLC 1-2%
All ovarian cancer 3-5%
GBM 6%
Patients (%) .
100~ MAGE A4/8 expression: Adapted from the
Human Protein Atlas
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DLL3

Results from the Phase 1 study of LB2102, a dnTGFBR2-armored, DLL3-targeted autologous
CAR-T cell therapy, in patients with relapsed or refractory SCLC or LCNEC

Zhonglin Hao MD PhD

e n=20 * TR:28,6%
e TCE:78,6%
* DoR:6,5m

e EAs=G3:45%
e Miden el PK, y es mayor en aquellos con RP

DLI DL2 DL3 DL4 DL5 DL7 Overall
[N=3] [N=3] [N=3] [N=3] [N=3] [N=5] [N=20]
o000 n (%) n (%) n (%) n (%) n (%) n (%) n (%)
S ORR (PR) 0 0 1(33.3) 1(33.3) 0 2 (40.0) | 4(20.0)
a —— Dose
g . e DL1N=3|| DCR (PR+SD) 0 3(100) 3 (100) 2 (66.7) 3 (100) 3(60.0) | 14(70.0)
3 =
Py ‘ @ DL2N=3 DL, dose level; PR, partial response; SD, stable disease
@ 1000 @ DL3N=3
= . 0 DL4 N=3
K ‘ DL5 N=3
5 DL7 N=5
=
O 1004
Best Response: PD SD PR
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Lung Cancerin Never Smokers (LCINS): The evidence is rapidly evolving

The mutagenic forces shaping the genomes of lung
cancer in never smokers

LCINS accounts for 25% of all lung cancers

Marcos Diaz-Gay, Tongwu Zhang, Phuc H. Hoang, Charles Leduc, Marina K. Baine, William D. Travis, more common among
Lynette M. Sholl, Philippe Joubert, Azhar Khandekar, Wei Zhao, Christopher D. Steele, Burcak Otlu, never SmOkerS fl"om North America and
Shuvro P. Nandi, Raviteja Vangara, Erik N. Bergstrom, Mariya Kazachkova, Oriol Pich, Charles Swanton Eu rope

Chao Agnes Hsiung, |-Shou Chang, Maria Pik Wong, Kin Chung_Leung, Jian Sang, John P. McElderry, mutations more common

.. Maria Teresa Landi®™  + Show authors among never smokers from East Asia

Nature 644, 133-144 (2025) ‘ Cite this article MUtatlonS and Shorter telomeres
observed among never smokers from
regions with high levels of air polution




Efrén J. Flores, MD

@ Discrimination over 1y

100+

80

OUSPSTF 2021
60

40-

True-positive result rate, %

P value for difference <.001

INTEGRAL-Risk model

AUC, 0.88 (95% Cl, 0.85-0.91)
= PLCOM2012 model

AUC, 0.79 (95% Cl, 0.75-0.83)

0+ : ‘ ‘ :

20

Biomarker-Based Eligibility for Lung Cancer Screening
Validation of the Protein-Based INTEGRAL-Risk Model

Hana Zahed, Pthl; Xiaoshuang Feng, F'hD"; Karine Alcala, PhD': &t 3

0 20 40 60 80 1(|10
False-positive result rate, %
USPSTF 2013 USPSTF 2021

Model (specificity=87%) (specificity=75%)
USPSTF-2013/2021

True-positive result, No. 88 114

Sensitivity, % 48.9(41.8-56.1) 63.0(56.1-70.3)

quasi-NNS 192 (149-246) 290 (230-360)
PLCOM2012 model

True-positive result, No. 100 126

Sensitivity, % 55.5(47.2-63.1) 69.7(62.4-76.4)

quasi-NNS 169 (132-215) 262 (210-321)
INTEGRAL-Risk model

True-positive result, No. 135 154

Sensitivity, % 74.4(67.2-81.4) 84.8(79.4-90.1)

quasi-NNS 126 (100-158) 215 (174-260)

Discrimination over 2y
100+

80+

3

g

o

= 607 O USPSTF 2021

g

3]

=

z QUSPSTF 2013 .~

o 40

=3 .

g

= P value for difference <.001

20 INTEGRAL-Risk model
AUC, 0.84 (95% Cl, 0.81-0.86)
= PLCOmM2012 model
p AUC, 0.79 (95% Cl, 0.76-0.81)
04 . ‘ : : ‘
0 20 40 60 80 100
False-positive result rate, %
USPSTF 2013 USPSTF 2021

Model (specificity=87%) (specificity=75%)

USPSTF-2013/2021

True-positive result, No. 166

Sensitivity, % 42.8(38.0-47.7)

quasi-NNS 102 (83-126)
PLCOM2012 model

True-positive result, No. 201

Sensitivity, % 51.6 (44.7-58.0)

quasi-NNS 85(70-102)
INTEGRAL-Risk model

True-positive result, No. 238

Sensitivity, % 61.3 (55.1-68.5)

quasi-NNS 72 (60-86)

222
57.1(52.2-62.2)
149 (124-176)

269
69.4 (63.9-74.5)
122 (104-143)

303
77.9(72.5-83.4)
109 (93-126)

Discrimination over 3 y

100+

804

604 .
OUSPSTF 2021 .~

a0 [ foUsPsTF2013

True-positive result rate, %

P value for difference=.005

INTEGRAL-Risk model
AUC, 0.81 (95%Cl, 0.79-0.83)
= PLCOM2012 model
AUC, 0.78 (95% Cl, 0.75-0.80)
0+ : ; ; ‘ :
0 20 40 60 80 100

False-positive result rate, %

20

USPSTF 2013 USPSTF 2021
Model (specificity=87%) (specificity=75%)
USPSTF-2013/2021
True-positive result, No. 234 326

Sensitivity, % 40.1(35.8-44.3)  55.9(51.9-59.9)

quasi-NNS 73 (59-89) 102 (85-120)
PLCOM2012 model

True-positive result, No. 294 401

Sensitivity, % 50.5(44.0-56.0) 68.8(64.0-73.2)

quasi-NNS 58 (48-70) 83 (70-96)
INTEGRAL-Risk model

True-positive result, No. 317 424

Sensitivity, % 54.5(48.2-61.2) 72.7(67.2-78.6)

quasi-NNS 54 (46-64) 78 (67-90)
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Integrative
Analysis of Lung
Cancer Risk and

Etiology
( )
Protein-based
Risk model

captured 85% of
lung cancer

cases compared
with 63% by
USPSTF 2021
and 70% by
PLCOmM2012
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External validation of a Deep learning CT biomarker to predict first-line inmune o®
checkpoint inhibitor monotherapy-associated survival in PD-L1-high metastatic NSCLC. GeCP
Ravi B. Parikh. Abstract #:2534 researeh

1.00 1 Log-Rank P-value: 0.001 Variable N HR (95% CI) p-value
HR (95% Cl): 0.56 (0.39, 0.80)
HR Wald Test P-value: 0.001
ECOG 0-1 125 0.43 (0.27-0.71) <0.001 e —
7
Q075 - eCTRS High ECOG 2-4 64 0.91 (0.51-1.62) 0.742 °
8 159 ~—— eCTRS Low
© months Age <65 54 0.87 (0.41-1.86) 0.723 °
€
$ 0D oo v e B i i o o o 0 ) o 9 o Age >=65 151 0.47 (0.32-0.71) <0.001 o
‘: i
.tQ 5.1 : Male 107 0.48 (0.29- 0.81) 0.006 .
2 months
2 0.25 Female 98 0.57 (0.31-1.05) 0.070 —— =
=0
At Risk (Censom'm : White 145 0.58 (0.38 - 0.88) 0.010 -
125 (0) 180 (3) 57 (18) t 39(26) 33 (27)
80 (0) ;34 (4) 22(7) l 17 (8) 14 (9) Non-White 37 0.45(0.19-1.04) 0.062 —_—
0.00 - ,
0 183 365 548 730 - . - e -
Days from ICI start 0.0 0.5 1.0 1.5 2.0
OS Hazard Ratio (eCTRS High vs eCTRS Low)

Baseline CT-derived QVT score as predictor of Bevacizumab benefit in advanced non-squamous
NSCLC: A retrospective biomarker analysis of SWOG S0819.
Kai Zhang. Abstract #:8549

QVT score (quartiles) n BV effect (HR) p

01 84 0,89[0,56-1,42] P,64
02 83 0,70[0,44-1,12] 0,14
03 83 0,54 [0,34-0,85] 0,01
04 84 0,40[0,24-0,65] 0,0003
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Machine learning-optimized multi-biomarker panel for discriminating lung cancer from ;‘

LDCT-benign pulmonary nodules.

Sugjoon Park. Abstract #:10539.
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Model Performance Metrics
Sensitivity Specificity

PfimarYMZ::iff'ma"“ 94.4% 82.2%

True Positive Rate True Negative Rate

0095 84,2  93.T«

Positive Predictive Value Negative Predictive Value

Validation AUC Accuracy

Validation cohort, n =180 8 8 ] 3 0/ 0

Overall Correctness
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