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Ausgangsmaterial fiir Testungen

Tumor Blut

/N

DNA RNA Proteine Keimbahn DNA ctDNA
PIK3CA/AKT/PTEN  Genexpressionsassays ER, PR, HER2 BRCA1/2 ESR1
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Ausgangsmaterial fiir Testungen *
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Liquid Biopsy — ctDNA
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Unterschiede der ctDNA Assays

_ Tumorinformierter Assay Tumorunabhangiger Assay

Ansatz Individuell, basierend auf vorheriger Universell, erkennt krebsbezogene Mutationen
Tumorsequenzierung. ohne Tumorsequenzierung.
Spezifitat Hoch, da tumorspezifisch. Niedriger, da allgemeines Mutationspanel
Sensitivitat Sehr hoch fiur bekannte Mutationen. Variabel, abhangig von ctDNA-Menge.
Gewebebedarf Erfordert Tumorgewebe. Kein Tumorgewebe notig.
Am besten fir - MRD-Nachweis - Mutationsauftreten ESR1
- Rezidiviiberwachung - Friherkennung
- Therapie-Tracking - Breites Screening
Einschrankungen  Nicht nutzbar ohne Tumorgewebe Geringe Erkennungsrate bei niedriger Tumorlast
Kosten Teurer wegen individueller Sequenzierung. Gunstiger und breit verfligbar
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Liquid Biopsy — Testzeitpunkt ?
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Liquid Biopsy — Testzeitpunkt ?
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Potentielle Einsatzmaoglichkeiten der ctDNA

ctDNA genotyping ctDNA dynamics for Tx switch
for Tx selection
L &=

Lo | I
@ ewm | o

Normal DNA
oL
Tumor DNA

BRCA1/2

Detection of emerging Predicting complex
PIK3CA ESR1  MSI-H resistance mechanisms phenotypes
Pembrolizumab '
Elacestrant @ Q c d
: ?
B sl ks
+
m\ Radiologically

Alpelisib M — M
Integrating ctDNA dynamics and imaging response
a2 Bone only disease  Stable disease ¢

GBG
e ’ 22. Annual Scientific Meeting 06. — 07. Marz 2025 Amato O. et al. NPJ Breast Cancer 2024



Detektion der Tumorheterogenitat
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Mutationsdetektion ctDNA vs Tumorgewebe
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ctDNA Testung in der Klinik
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Standardtherapie gBRCA1/2 Mutation

(auch bei drohendem PARP-Inhibitor?-14

Organausfall) Ansprechen > 6 Mo

CDK4/6i= + Al oder
CDK4/6i2 + Fulvestrants:6

AGO++ ETx + Everolimus'é

Langeres Ansprechen und ESR1 Mutation

CDKa4/6ia Elacestrant'd
+ETx? sPIK3CA/AKT1/PTEN Alteration
Fulvestrant + Capivasertib??

Bei drohendem
Organausfall und sPIK3CA Mutation

mangelnder endokriner Fulvestrant + Alpelisib'?
Sensitivitat
CTx-Kombination'-4
oder Mono CTx

Ansprechen < 6 Mo

CTx'4 +/- Bevacizumabb:15

Endokrine Resistenz

CTx + Bevacizumab®

Sacituzumab Govitecan?'

Al, Aromataseinhibitor; CDK4/6i, CDK4/6 Inhibi CTx, Chi h ie; ETx, ine Tl ie; gBRCA1/2 ion, BRCA1/2-Keil ion; HER2, i 2;
HR, MBC, i i i PIK3CA. sPIK3CA/AKT1/PTEN Alteration, somatische PIK3CA/AKT1/PTEN Alteration; T-DXd,
T D 3in Préi

+ Paclitaxel oder + C
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EMERALD

Einschlusskriterien:
+ Manner und postmenopausale
Frauen mit fortgeschrittenem/

Elacestrant

metastasierten Mammakarzinom 400 mg taglich™* PDoder ~Co-primére Endpunkte:*
+ ER+*HER2- Ruckiritts- — «  PFS bei allen Patienten
kriterium***

+ Progression oder Rezidiv wahrend .
oder nach 1 oder 2 ET-Therapielinien
fiir fortgeschrittene Erkrankung, von
denen eine in Kombination mit einem
CDK4/6i gegeben wurde

+ =1 Chemotherapien fiir
fortgeschrittene Erkrankung

+ ECOG PS 0 oder 1

Wahl des Priifarztes (SOC):
Fulvestrant
Anastrozol

Letrozol
Exemestane

Startifizierungsfaktoren:

= ESR1-Mutations-Status*

» Vorherige Behandlung mit Fulvestrant
+ Vorliegen viszeraler Metastasen

*Dokumentation eines ER-positiven Tumors mit 21% IHC-Farbung; **Studieneinschiuss von Februar 2019 bis Oktober 2020; ***Im Protokol

#ESR1-Mutations-Status wurde anhand ctDNA-Analyse mittels Guardant360-Assay bestimmt (Guardant health, Redwood City, CA); #¥#CT.

PFS bei ESR1

Follow-up ' Wichtigster sekundérer
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FRANKFURT /MAIN

Endpunkt:
- 0s
Patienten mit mESRI-Tumoren

1004 Elacestrant | SOC |
_. 904 N 115 113
& gl Ereignis (%) 62 (53,9) 78 (69,0)
= 70 Medianes PFS (Monate) 3,78 1,87
% P-Wert 0,0005
= 604 Hazard Ratio (95% KI) 0,546 (0,387-0,768)
;u 504
# 40
s 30
s 4
& 204 1= L 3]
a —— Elacestrant

104 __soc

D L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L]

01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 2
Zeit (Monate)
Elacestrant 115 105 54 46 35 33 26 26 21 20 16 14 11 9 7 5 5 4 4 1 1 1 1 1 o0
SOC 113 99 39 34 19 18 12 12 9 9 4 1 1 1 0O
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ctDNA-abhangige Therapieumstellung
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Optional
Step #1 Step #2 cross-over
T R1 mut S {8

HER2 mBC § eo0o0o0ooooo £
« No prior treatment Al+PAL g ctDNA analysis (blinded) .

fonmn 000000— | 2 000000000 5 @000 1017 eingeschlossen
* Evaluable disease Rising bESR1 o 5 H

D LR & ﬂﬂ_ £ Eﬂ!ﬂ’ 283 ESR1 Mutation detektiert
rogression . .
prog 172 randomisiert
Progression-Free Survival, from randomization
100%
Arm of randomization FUL+PAL mPFS: 12.8 months, 95%CI [9.3;14.7]

80%

60%

40%

20%

Progression-Free Survival (%)

0%

-+ AI+PAL
- FUL+PAL

Al+PAL mPFS: 5.8 months, 95%CI [3.9;7.5]
PFS HR= 0.54 [0.38;0.75]

Optional cross-over (N=49 patients)
mPFS: 3.5 months, 95%Cl [2.4;5.4]

0

N at risk 88 (0)
(censored) 84 (0)

Y

AmPFS=7.0m
3 6 9 12
Months
63 (4) 40 (8)
40 (0) 19 (1)

15

18 21 24
18 (11) 9(14)
10 (1) 7(1)
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ESR1 Mutationsliberwachung unter Therapie

bESR1,,, after 2 months on therapy
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<2 AI+PALarm FUL+PAL arm N=163 pts with ctDNA results available at 2 months
E Undetectability rate:
SE 0
= MAF(#) FUL+PAL: N=58/85 68.2% [58.3%;78.1%]

'.:g o Not Detected

-] « MAF 0% - 10%] AI+PAL: N=25/78 32.1% [21.7%;42.4%)]
ER o« MAF [11% - 20%)]

-I:§ o MAF [21% - 30%]
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ctDNA-abhangige Therapieumstellung auf SERD 225

1L standard of care treatment with Al (letrozole or anastrozole) + CDK4/6i (palbociclib or abemaciclib)

A
AstraZeneca -~

Study treatment?
Screening (n = 3000)° ESR1m surveillance Second screening®

Camizestrant demonstrated highly

Every 2-3 treatment ) ; statistically significant and
cycles Switch to camizestrant I .. l 1 . l
» Histologically confirmed * ESR1m detected by central sy o) . clinica y meanlngf U
HR+/HER2- ABC Tumor imaging per standard— | testing of ctDNA Maintain same CDK4/6i Improvement in prog reSSlOn'free
. ITetceweid =6 montths olf 1L Al of care * Evaluable disease Add placebo for Al SurUiUCll in 1 St'line adl)anced HR'
(letrozole or anastrozole) Centrally tested plasma | * No evidence of disease L. .
plus CDK4/6i (pa|b0C|CI|b or CtDNA for ESR1 status progression by invesﬁgator pOSltlue breaSt Cancer LUlth an

abemaciclib) therapy for S
ABC with no evidence of
* ECOGPSof0or1

disease progression
« ECOG PSof0Oor1 * Adequate organ and marrow

. function .
* No prior exposure to Continue Al

camizestrant, fulvestrant or ESR1m Maintain same CDK4/6i

an investigational endocrine AGd DIacebol

therapy (in any setting) Negative camisjscft?ar?t 2l -
ebruary

Discontinuation upon
disease progression

Randomization 1:1 RN emergent ESR1 tumour mutation
in SERENA-6 Phase III trial

GBG
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ctDNA Nachweis - Rezidivrisiko 22,ASM

N=1250 Stratification factors rPE NELOP 5-?

= HR+/HER2- breast cancer = Nodal status: ypN 0-1 vs ypN2-3

= no pCR after NACT Age: <50 vs >50 yrs

= CPS-EG score 23 or 22 with ypN+ Ki-67: >15% vs < 15%

Region: Asian vs non Asian

CPS-EG Score: 23 vs 2 and ypN+ Palbociclib

125 mg once daily p.o.
Neoadjuvant ‘ Surgery +/- ‘ R
Chemotherapy Radiotherapy 1:1

d1-21, q28d for 13 cycles
All patients received concomitantly endocrine therapy according to local standards.

Primary Endpoint: iDFS

Placebo
d1-21, q28d for 13 cycles

Baseline Cycle 7 EoT
Samples for ctDNA analysis: 1 l 1

) PenelopeB ET + Palbociclib/Placebo ‘
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ctDNA Nachweis zur Baseline und Outcome
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IDFS DDFS
100% 100%
80% 80%
o 60% »  60%
E HR=8.8 (3.3-23.4) E HR=12.0 (4.2-34.1)
= 40% p<0.0001 Q  40% p<0.0001
20% - 20% —
time (months) time (monthps)
0% T T T T T 0% T T T T T
0 12 24 36 48 60 0 12 24 36 48 60
detected 7 4 3 1 0 0 dbtectnd 7 4 3 1 0 0
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ctDNA Nachweis zur Baseline und OQutcome

Invasive disease free survival

Test for
interaction:

p=0.5456

iDFS

detected, péibociclib
- — detected, placebo

GBG ]

100%

80%

60%

40%

20%

0%

r==o

1
' 5
|
L
]
I
time (month
I | | [ |
12 24 36 48 60
3 2 1 0 0
1 1 0 0 0

22. Annual Scientific Meeting 06. — 07. Marz 2025

Split by treatment
allocation

Groups too small to draw
conclusions

Turner N et al. ASCO 2023



SURVIVE Studie — ctDNA in der Nachsorge

* Primarer, unilateraler oder bilateraler, histologisch
gesicherter Brustkrebs.

e Patientlnnen mit einem mittleren bis hohen
Rezidivrisiko, definiert als eines der folgenden
Kriterien

* Indikation fir eine (neo-)adjuvante
Chemotherapie (unabhangig davon, ob
diese durchgefihrt wurde) oder

* GroRer Tumor (> 50mm), oder
*  Positive Lymphknoten (> pN1mi), oder
* Hohes Grading (G3).

*  Komplettresektion des Primartumors mit freien
Schnittrandern (RO).

* Beendigung der primaren Tumortherapie

GROUP

GBG
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Medium-High-Risk

Early Breast Cancer
N =3500

Randomization and Blinding
ilaal

Standard Surveillance Intensive Surveillance
Guideline-based Standard Follow-Up Guideline-based Standard Follow-Up
+ blood drawls (biobank) + Liquid-Biopsy based Follow-Up
(Tumor Marker, CTC, ctDNA)
N=1750 N=1750

Detection of minimal residual Disease
OR Metastasis-specific Symptoms.

Staging Examinations
—

Metastasis-specific Symptoms

Guideline-based Diagnostic
Measures and Therapy

—07. Marz 2025
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ctDNA Monitoring zur Deeskalation — Safe-DE 2245

%)
© CtDNA
2 surveillance _
< Adjuvant
-k
Primar 23 — CIDNA  Completelocal 5 Becomes—> chemotherapy
) 8P undetected  therapy*™* CtDNA detected ~ (* (rastuzumab
SRS > < /pertuzumab)
or;glhB%I\_/\gth O 5 j No systemic
— 2 SH= adjuvant
Clinical 7 ilslfelDfs
Stage |
|, Postsurgery Adjuvant chemotherapy
CtDNA detected (+ trastuzumab/pertuzumab)
Off study if not *delayed in patients with operative complications
path stage | ** radiotherapy if indicated can be given whilst waiting for ctDNA result at investigator discretion

*** andocrine therapy in ER positive may be started after the 3 month timepoint
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ctDNA Bestimmungszeitpunkte B

Post i .
i — ctDNA surveillance )
surgery !
> i
ao |
5 :
v |
Exploratory 2 week 4 week 3 months 6 months 9 months 1 year 18 months 24 months
pre-surgical or prior E and post
sample toRTif : RTIif

indicated ! indicated

Signatera genome — WGS powered MRD detection
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ctDNA - Praxis und Ausblick 4

= Bestimmung ist klinische Routine zur ESR1 Testung

=" Therapiemonitoring - frilhzeitigen Therapieumstellung
= post OP- Minimal Residual Disease

= Nachsorge

= ctDNA Bestimmung zur Therapiedeeskalation
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Heilung durch Innovation, Kompetenz
und Partnerschaft — fihrend in der
Brustkrebs-Forschung
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