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Klinischer Nutzen serieller CTC-Quantifizierung bei MBC

SA B (- S San Antonio Breast Cancer Symposium, December 8-11, 2020 ﬁ

Clinical utility of serial circulating tumor cell (CTC)
enumeration as early treatment monitoring tool in
metastatic breast cancer (MBC) - a global pooled

analysis with individual patient data

Janni et al. | 2020 SABCS | GS4-08
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' Clinical Trial/ Study / Institution
Wehwe”- gepo|’re Do’ren von CTC An0|ysen Clinical Trial / Study / Institution __

CALGB 40502 (Alliance) 11.2
bel MBC mitte |S Cel ISe I’Ch CALGB 40503 (Alliance) 231 5.7
— COMET 222 5.4
N o 4 O 79 . DETECT (ongoing) 273 6.7
Therapiebeginn und Follow-Up IMMC-01 189 46
N1031 30 0.7
. o NSABP B-06 7 17
Ziel: pradiktive Rolle der CTC e R I
TBCRC 001 84 21
.. European pooled analysis (EPAC; including updated data sets) 1060 26.0
FOI(US‘ GeSO mTU berleben MDACC institutional study 387 95
(N =3877 mit 2284 Ereignissen) Multi center Chinese study 220 5.4
Multi center Japanese study 106 2.6
Single institutional data (Athens, Aviano, Bruessels, Georgetown, Heraklion, 471 115
C U-I- O-H Z ] CTC un d 2 5 CTC Montpellier, Rome, Rotterdam)
TOTAL 4079 100.0
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1.0 Number of CTCs
at baseline
1 0CTCs .
=1 g e Uberleben gemaB CTC count
0.6 g Median OS | Hazard
(months) ratio

Log rank test LRI 4304 reference

P <0.0001
1-4 CTCs (n = 950) 30.55 1.44 1.27—-1.63 | < 0.0001

5-25 CTCs (n = 931) 24.16 2.01 1.78-2.26 <0.0001
>25 CTCs (n = 938) 15.44 3.01 2.67—-3.39 <0.0001
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1.0 - Number of CTCs
at baseline
1 0CTCs .
0.8 -1 14CTCs A
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Change in CTC status from baseline to first follow up

CTC change group
(cutoff for CTC positivity: 2 1 CTC)

[BHCTC neg/ CTC neg
[FICTC neg/ CTC pos
[JCTC pos / CTC neg
BICTC pos / CTC pos

Time from baseline CTC assessment to
first follow up CTC assessment:
Median: 29 days

Interquartile range: 26 — 54 days
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Change in CTC status from baseline to first follow up

Gesamtiberleben in
Abhé&ngigkeit zum
CTC Status beim
ersten Follow Up
Median: 29 Tage
IR: 26-54 Tage

Overall survival

CTC change group
(cutoff for CTC positivity: 2 1 CTC)

[BHCTC neg/ CTC neg
[FICTC neg/ CTC pos
[JCTC pos / CTC neg
BICTC pos / CTC pos

107 CTC change group

~IICTC neg/CTC neg
.ITICTC neg/CTC pos

CTC Status

08
CTC pos/CTC neg

~JITICTC pos/CTC pos

06 -
Log rank test
P <0.0001

neg/neg (n = 772) 47.05
neg/pos (n = 286) 29.67
pos/neg (n = 1054) 32.20

‘ pos/pos (n = 1765) 17.87

04 -
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0.0

T T T T T T T T
120 144 168
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Uberleben geméB Anderung des

Median OS | Hazard e
(months) ratio p-

reference
1.74 1.43-2.10 <0.0001
1.52 1.32-1.74 <0.0001
SIS 2.78-3.57 <0.0001

Note: Cutoff for CTC positivity 2 1 CTC)
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Change in CTC status from baseline to first follow up

Gesamtiberleben in
Abhé&ngigkeit zum
CTC Status beim
ersten Follow Up
Median: 29 Tage

IR: 26-54 Tage

Overall survival

CTC change group
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[BHCTC neg/ CTC neg
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[CJCTC pos / CTC neg
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Uberleben geméB Anderung des
CTC Status

Median OS | Hazard e
(months) ratio p-

47.05 reference

29.67 174  1.43-2.10 <0.0001
32.20 152  132-174 <0.0001
17.87 315  2.78-3.57 <0.0001

Note: Cutoff for CTC positivity 2 1 CTC)

Only baseline CTC-positive groups
(i.e. CTC responders vs. CTC non-responders)

Median OS | Hazard
(months) ratio
pos/pos (n = 1765) 17.87 reference
32.20 0.49

0.44-0.54 <0.0001

Note: Cutoff for CTC positivity 2 1 CTC)
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HER2 neg. Primarius & HER2 pos. CTC bei MBC
. ) San Antonio Breast Cancer Symposium® - December 8-11, 2020
Efficacy of the tyrosine kinase inhibitor lapatinib in the treatment of patients with HER2-negative metastatic

DETECT breast cancer and HER2-positive circulating tumor cells — results from the randomized phase 1ll DETECT Il trial

Tanja Fehm', Volkmar Mueller®, Maggie Banys-Paluchowski®, Peter A. Fasching®, Thomas W.P. Friedl *, Andreas Hartkopf®, Jens Huober®, Christian Loehberg®, Brigitte Rack®, Sabine Riethdorf”, Andreas Schr iss®, Diethelm Wallwiener®,
Franziska Meier-Stiegen!, Oliver Hoffmann?, Lothar Milller'?, Pauline Wimberger!!, Eugen Ruckhaeberle!, Jens-Uwe Blohmeri2, Klaus Pantel” and Wolfgang Janni® on behalf of the DETECT study group

“= DETECT Il
©
= @ g Standardtherapie
Screening-Phase g o N=60
. N= €E £ 4 CTC+
N=2000 - g g E N
* Metastasierter 2 E 3 [HER2+] Standardtherapie +
Brustkrebs, HER2- Ig i =2 Lapatinib
negativer Primartumor o o é N=60
(NN
T

Fehm et al. | 2020 SABCS | PD3-12

105 Patientinnen prospektiv randomisiert
CTC Detektion und Phenotypisierung mittels CellSearch
HER2 positive: IHC score 2+ od 3+

Median CTC Baseline: 43 range (1-5500) in Standard-Arm
29 (range 1-7656) in Lapatinib-Arm



%Universiiiilsklinikum UNIVERSITAT LEIPZIG

LeiPZIg sche Fakultét

HER2 neg. Primarius & HER2 pos. CTC bei MBC

Erster Follow Up: 73 Tage nach Behondlungsbeglnn (Median)

)

100 - CTC-Clearance 2
®m Nein

80 -

60 -

40 -

20 -

0
Standardtherapie Standardtherapie +
Lapatinib

0=0.89 (26.7% vs. 28.2%) 0=0.64 (53.3% vs. 59%)
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HER2 neg. Primarius & HER2 pos. CTC bei MBC

Erster Follow Up: 73 Tage nach Behondlungsbeglnn (Median)

100 CTC-Clearance = Ja Clearance HER2-positiver CTCs
® Nein 100 - »Ja
80 + 80 - ® Nein
60 A . 60 -
X
40 + § 40 -
§=
20 A k5 20 -
5
0 0 -
Standardtherapie Standardtherapie + Standardtherapie Standardtherapie +
Lapatinib Lapatinib

0=0.89 (26.7% vs. 28.2%) 0=0.64 (53.3% vs. 59%)
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HER2 neg. Primarius & HER2 pos. CTC bei MBC

Erster Follow Up: 73 Tage nach Behondlungsbeglnn (Median)

100 - CTC-Clearance = Ja Clearance HER2-positiver CTCs
® Nein 100 - »Ja
80 + 80 - ® Nein
60 - . 60 -
X
40 + E 40 -
§=
20 A k5 20 -
5
0 0 -
Standardtherapie Standardtherapie + Standardtherapie Standardtherapie +
Lapatinib Lapatinib
p=0.89 (26.7% vs. 28.2%) p=0.64 (53.3% vs. 59%)

Letzter Follow Up: bei Behandlungsende bzw. Progress

P=0.18 (33.3% vs 15.5%) P=0.63 (57.1% vs. 50.0%)

Kein signifikanter Unterschied der CTC- bzw.- HER2-pos. CTC-Clearance

zwischen den Standard-Therapie vs. Lapatinib/Standard- Arm bei erstem und letztem Follow-Up
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Progressionsfreies Uberleben Gesamtiberleben

c
31’0 Randomisierungsarm 1,0 Randomisierungsarm
o -+~ Standardtherapie o =+ Standardtherapie o
= =~ Standardtherapie + Lapatinib = Standardtherapie + Lapatinib
20,8 0,87
3 Log-rank-Test L= Log-rank-Test
20,6 p=0,14 0.6 p=0,008
) e!
G 2
20,4 £0,4+
) ©
7 3
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Progressionsfreies Uberleben Gesamtiberleben

c
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Progressionsfreies Uberleben Gesamtiberleben
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o HER2 pos Primarius & HER2 pos CTC bei MBC

Department ot Medicine-Hematelogy and Oncology - Feinberg School ot Medicine San Antonio Breast Cancer Symposium — December 8-11, 2020. | Abstract Number#1751 - Poster: PS2-11

CTC-HER2+ a novel subset in Stage IV aggressive: molecular correlations, outcome and clinical characteristics

in metastatic breast cancer (MBC) Qi 0

di Oncologla

W1 Northwestern iadicing
Fenbarg Schoal of Mecicre.

Paolo D'Amico'?3, Qiang Zhangl, Lorenzo Gerratanal, Youbin Zhang!, Ami Shah?, Carolina Reduzzi!, Andrew Davis', Saya Jacob?, Firas Wehbe?, Amir Behdad?, Giuseppe Curigliano*?3 and Massimo Cristofanillit
*Northwestern University Feinberg, School of Medicine, Chicago, IL; *Universita di Milana, Dipartimento di Oncologia ed Emato-Oncologia (DIPO), ltaly; *IEO, Istituto Eurapeo di Oncologia, Italy.

PFS in beiden Subgruppen
247 Blutproben von MBC Patientinnen mit

pos HER2 FISH Amplifikation in Gewebebiopsie
vor neuer Therapielinie CHER2,

HER2+ CTCs mittels CellSearch: cHER2,,,
kategorisiert 0,1+,24+,3+

Population mit >5 CTCs, Stadium IV

cHER2 ratio (Summe 2+ & 3+ CTCs) /Gesamt HER2+ CTCs
-> cut-off bei 0.75: cHER2 high vs. cHER2 low Subgruppen
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Department ot Medicine-Hematelogy and Oncology - Feinberg School ot Medicine San Antonio Breast Cancer Symposium — December 8-11, 2020. | Abstract Number#1751 - Poster: PS2-11

CTC-HER2+ a novel subset in Stage IV aggressive: molecular correlations, outcome and clinical characteristics

in metastatic breast cancer (MBC)

Paolo D'Amico'?3, Qiang Zhangl, Lorenzo Gerratanal, Youbin Zhang!, Ami Shah?, Carolina Reduzzi!, Andrew Davis', Saya Jacob?, Firas Wehbe?, Amir Behdad?, Giuseppe Curigliano*?3 and Massimo Cristofanillit

*Northwestern University Feinberg, School of Medicine, Chicago, IL; *Universita di Milana, Dipartimento di Oncologia ed Emato-Oncologia (DIPO), ltaly; *IEO, Istituto Eurapeo di Oncologia, Italy.

W1 Northwestern iadicing
Fon bog S of ke

PFS in beiden Subgruppen

247 Blutproben von MBC Patientinnen mit
pos HER2 FISH Amplifikation in Gewebebiopsie

vor neuer Therapielinie

HER2+ CTCs mittels CellSearch:
kategorisiert 0,1+,24+,3+

Survival Probability

Population mit >5 CTCs, Stadium IV

cHER2 ratio (Summe 2+ & 3+ CTCs) /Gesamt HER2+ CTCs :
-> cut-off bei 0.75: cHER2 high vs. cHER2 low Subgruppen 0 20 o 0 e 00

Time [days)

89 Events: 67 cHER2,, vs. 22 cHERZ,,
Median TTP: 87 Tage high vs. 209 Tage low
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HER2 pos Primarius & HER2 pos CTC bei MBC
ERBB2 in beiden Subgruppen

ctDNA aus Plasma mit Guardant360 NGS Assay

analysiert
CHER2,,

ERBB2 Mutationen haufiger in cHER2 high (p<0.05)

cHER2,,,,
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ctDNA aus Plasma mit Guardant360 NGS Assay
analysiert

ERBB2 Mutationen haufiger in cHER2 high (p<0.05) o
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ctDNA aus Plasma mit Guardant360 NGS Assay
analysiert

ERBB2 Mutationen haufiger in cHER2 high (p<0.05) o

«HERZ
=
=

low

Molekularer Subtyp in beiden Subgruppen

025

cHERZhigh cHERZlow

7% 000

HER2+ Subtyp mit 38% vs. 19% haufiger in
cHER2 high (p<0.05)

mER+ WHERZ m TNB In cHER2 low Subgruppe waren 65% HR+
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ctDNA aus Plasma mit Guardant360 NGS Assay
analysiert

ERBB2 in beiden Subgruppen

CHER2,,

ERBB2 Mutationen haufiger in cHER2 high (p<0.05)

Molekularer Subtyp in beiden Subgruppen cHER2,
cHERZhigh cHERZlow

7%

HER2+ Subtyp mit 38% vs. 19% haufiger in
cHER2 high (p<0.05)

mERs WHER2 W TNB In cHER2 low Subgruppe waren 65% HR+

Bei MBC Stadium IV (aggressiv) spielt cHER2 Ratio eine prognostische Rolle

cHER2 high Patientinnen ~ -> HER2 FISH Amplifikation im Tumorgewebe und

-> ERBB2 Mutation in ctDNA
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ESR1 Mutationen und CTC cluster =~

Zheqi (Vaciry) Li, PhD
Postdoctoral Associate
Mentors: Steffi Oesterreich, PhD & Adrian Lee, PhD
Department of Molecular Pharmacology, University of Pittsburgh
Women's Cancer Research Center, UPMC Hillman Cancer Center

onio Breast Cancer Symposium-, D

Hotspot ESR1 mutatlons are enriched in distant but not local recurrences

Screen ESR1 mutations in WCRC Cohort

Local
Endou( ¥  recurrence

Endocrine Resistance
Therapy Recurrence N=27 Tissue harvest Droplet Digital
. » » ” » & P PCR Screen
' DNA isolation Y5378
ER+ Primary tumor Regression Endocrine 45§ Distant
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Metastasis \ N=48 D538G
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Zheqi (Vaciry) Li, PhD
Postdoctoral Associate
Mentors: Steffi Oesterreich, PhD & Adrian Lee, PhD
Department of Molecular Pharmacology, University of Pittsburgh
Women's Cancer Research Center, UPMC Hillman Cancer Center

Hotspot ESR1 mutatlons are enriched in distant but not local recurrences

Screen ESR1 mutations in WCRC Cohort
Local
Endodl ¥ recurrence
Endocrine Resistance
Therapy Recurrence N=27 Tissue harvest Droplet Digital
. S o o » & P PCR Screen
DNA isolation Y537S
ER+ Primary tumor Regression Endocrine 88§ Distant Y537C
* Ny N=48 D538G
Metastasis
o

San Antonio Breast Cancer Symposium:, December 8 -12, 2020

Y537S ESR1 mutant cells form larger CTC clusters and promote metastasis in vivo
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MCF7 Cell Model
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Postdoctoral Associate
Mentors: Steffi Oesterreich, PhD & Adrian Lee, PhD
Department of Molecular Pharmacology, University of Pittsburgh
Women's Cancer Research Center, UPMC Hillman Cancer Center

ot ESR1 muiations are enriched in distant but not local recurrences

Screen ESR1 mutations in WCRC Cohort
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emo«l ¥ recurrence
Endocrine Resistance
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San Antonio Breast Cancer Symposium-, December 8 -12, 2020

Y537S ESR1 mutant cells form larger CTC clusters and promote metastasis in vivo

lbnn sl MNlab
MCF7 Cell Model
Intracaridac Injection Cancer Cell Distribution Inter-nuclei Distance
g MCF7-WT By Cluster Size iy o
/’ 7 40 . § -
4  Blood Harvest N 5 cell cluster 1.0-
“ CTC Enrichment = 4 cell cluster g .
CTC Imaging B 3 coll uster os{ s *+ °
T eS8 g %
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Distribution Distance .
-0.5-
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San Antonio Breast Cancer Symposium-:, December 8 .12, 2020

CTC clusters are significantly enriched in ESRT1 mutant breast cancer patients

Liquid Biopsy Workflow

151 MBC patients from
Northwestern University Cohort

}

Two blood draws
each patient

"\

CTC Enumeration cfDNA-based ESR1
CellSearch System mutation detection
at Y537 and D538 sites

Representative Images of CTC clusters

Pan-Cytokeratin/Nuclei

# This clinical study was in collaboration with Dr. Massimo Cristofanilli.

HILLMAN
U pMC CANCER CENTER This presentation is the intellectual property of the author/presenter. Contact them at zhi98@pitt.edu for permission to reprint and/or distribute. Fasssi
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CTC clusters are significantly enriched in ESR71 mutant breast cancer patients

Liquid Biopsy Workflow

151 MBC patients from CTC clusters in ESR1 WT vs mutant patients
Northwestern University Cohort 100% —
1 16.7%
Two blood draws - PR
each patient D
/ \ 8 60% 4
e
CTC Enumeration cfDNA-based ESR1 = 95.9%
CellSearch System mutation detection D 0% 83.3%
at Y537 and D538 sites e
o
Representative Images of CTC clusters g aoei
& J
0%

ESR1 Wild Type ESR1 Mut

[]cTC Cluster <4 [[ ] CTC Cluster > 4
Fisher's Exact Test p=0.027

Pan-Cytokeratin/Nuclei

# This clinical study was in collaboration with Dr. Massimo Cristofanilli.

HILLMAN
U pMC CANCER CENTER This presentation Is the Intellectual property of the author/presenter. Contact them at zh198@pitt.edu for permission to reprint and/or distribute. s
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San Antonio Breast Cancer Symposium-:, December 8 .12, 2020

CTC clusters are significantly enriched in ESR71 mutant breast cancer patients

Liquid Biopsy Workflow

151 MBC patients from CTC clusters in ESR1 WT vs mutant patients
Northwestern University Cohort 100% —
1 16.7%
Two blood draws ‘2 80%
each patient D
" "\ &
Q. 60%-
~—
CTC Enumeration cfDNA-based ESR1 = 05.0%
CellSearch System mutation detection D 0% 83.3%
at Y537 and D538 sites -
o
Representative Images of CTC clusters g e
¥ 8 '
0%
ESR1 Wild Type ESR1 Mut
[ ]CTC Cluster <4 [ ] CTC Cluster > 4

Pan-Cytokeratin/Nuclei
Fisher's E =0.
# This clinical study was in collaboration with Dr. Massimo Cristofanilli. ® xact Test p=0.027

HILLMAN
UPMC CANCER CENTER This presentation Is the intellectual property of the author/presenter. Contact them at zhi98@pitt.edu for permission to reprint and/or distribute. Fesseis

CTC cluster >4 CTCs sind mit ESR1 Mutationen in ctDNA assoziiert




Leipzig

Medizinische Fakultat

%Universiialsklinikum UNIVERSITAT LEIPZIG

CTCs number

50
1

ESR1 Mutationen und CTC cluster bei MBC

San Antonio Breast Cancer Symposium-:, December 8 .12, 2020

CTC clusters are significantly enriched in ESR71 mutant breast cancer patients

Liquid Biopsy Workflow

151 MBC patients from CTC clusters in ESR1 WT vs mutant patients
Northwestern University Cohort 100% —
1 16.7%
Two blood draws - PR
each patient D
/ \ 8 609
R
CTC Enumeration cfDNA-based ESR1 = 95.9%
CellSearch System mutation detection D 0% 83.3%
at Y537 and D538 sites e
o
P=00017 5 of CTC clusters g :
= @ 20% 4
@ o
T 0%

ESR1 Wild Type ESR1 Mut

[]cTC Cluster <4 [[ ] CTC Cluster > 4
Fisher's Exact Test p=0.027

100
1
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T R ETE CTC cluster >4 CTCs sind mit ESR1 Mutationen in ctDNA assoziiert

Davis et al Breast Cancer Research (2019) 21:137
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ctDNA als Surrogat-Marker

Bekannt aus 2020:
ctDNA nach NACT bzw. im Follow-Up
mit Rezidivierung assoziiert:

TNBC > HER2+ > ER+
Response-Marker fir NACT bei HER2+
(NeoALTTO)

- Pradiktiv nach NACT bei TNBC
BRE12-158 Trial

- Méglicher Marker fir Therapie-
Auswahl: PlasmaMATCH Trial
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Bekannt aus 2020:
ctDNA nach NACT bzw. im Follow-Up
mit Rezidivierung assoziiert:
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ESR1: 27,7 %; HER2: 2,7 %; AKT1: 4,2 %

Advanced breast cancer with measurable disease

TNBC > HER2+ > ER+ Progressed on prior therapy for ABC or relapsed

within 12m adjuvant chemotherapy
Up to 2 prior lines chemotherapy for ABC

Response-Marker fir NACT bei HER24 ¢

ctDNA testing
(N eoA LTTO) Droplet Digital PCR S »
Sequencing — Guardant 360 * - "acO‘;,'gzu,_;f;,‘,’: o \
d v L

l Actionable mutation identified |
| | I I

- Pradiktiv nach NACT bei TNBC |

. } } ¢ } !
BRE] 2_] 58 TI’IOI Cohort A Cohort B Cohort C Cohort D Cohort E*
ESR1 mutation | | HER2mutation | | AKT7 mutation AKT basket TNBC with no
(ER+ BC) AKT1 (ER- BC)
. . . . Extended-d Neratinib (plus PTEN mutation
- Méglicher Marker fir Therapie- ulvostiant. vesiantn | | capivasar, ||
. + and fulvestrant apivasertib
Auswahl: PlasmaMATCH Trial

' through recruitment (n=364), retrospective in remaining patients (n=436) *Cohort E to be reported separately
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PlasmaMATCH Studie

142 patients enrolled

(cohorts A+ B +C+ D) 3 did not start treatment
ﬂ """ | 9C1D1 sample depleted
10 no C2D1 sample

120 patients with paired C1D1
d C2D1 ctDNA d :
an ik e 1 patients non-evaluable

ﬂl::} (<14 days of treatment)
3 patients with failed
paired sequencing

116 evaluable patients with
valid sequencing for analysis
(Cohorts A,B,C,D: 64,19,18,15)
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142 patients enrolled
(cohorts A+B+C+D)

120 patients with paired C1D1
and C2D1 ctDNA sequenced

| —
116 evaluable patients with

valid sequencing for analysis
(Cohorts A,B,C,D: 64,19,18,15)
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PlasmaMATCH Studie

3 did not start treatment
9 C1D1 sample depleted
10 no C2D1 sample

1 patients non-evaluable
(<14 days of treatment)

3 patients with failed
paired sequencing

Optimal cut-off
Method for COR Peak
HR (95% C1) Harrel’s
C-index

Maximum VAF in C1D1

Maximum VAF at C1D1 or
c2D1

Mean VAF
Mean VAF excluding ESR1
Weighted mean VAF

Weighted mean excluding
ESR1

Weighted mean VAF of clonal
mutations in C1D1

2.42 (1.53-3.82) <0.001  0.608
2.59 (1.66-4.05) <0.001 0615

2.44 (1.56-3.81) <0.001  0.595
2.11 (1.35-3.29) 0.001 0.567
2.38(1.53-3.68) <0.001 0.619

1.47 (0.96-2.25) 0.08 0571
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Optimal cut-off
142 patients enrolled i et ere Peak
(cohorts A+ B +C+D) 3 did not start treatment HR (95% C1) ::l:n:l’s
ndex
ﬂ C————"—)  9C1D1 sample depleted Maximum VAF in C1D1 2.42(1.53-3.82) <0.001  0.608
. . A 1 C2D1 sampl Maximum VAF at C1D1 or
120 patients with paired C1D1 Ll pe e 259 (1.66-4.05)  <0.001 0615
and C2D1 ctDNA sequenced . Mean VAF 2.44 (1.56-3.81 0.001  0.595
; 1 pati non-evaluable Mean VAFea:cludin ESR1 2.11 :1 35-3 39: <o 001  0.567
ﬂl::} (<14 days of treatment) £an VAR excluding 11 (1353, i '
h failed Weighted mean VAF 2.38 (1.53-3.68) <0.001 0.619
116 evaluable patients with sl Weighted meanexcluding 4 45 006225) 008 0571
paired sequencing ESR1
valid sequencing for analysis
Cohort €.D: 64.19,18,15 Weighted mean VAF of clonal
[ orts A,B,C,D: 64,19,18,15) mutations in C1D1

PFS 7.3 vs. 2.3 I\/\ono’r_e

100

-~
e
i

~n
o

Progression free survival (%)
E
A

CDR<0. 168
CDR>D.188

O )
T T T
Q 3 € 9 12
Time post randomsation (months)
Numbar st mak (eanis)
coRrD 185 3% ) 0 an w 1Ll 13 ) L)
COR=0.165 77 (R n 29) o 4] 3 @ 1
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142 patients enrolled
(cohorts A+ B +C+D)

120 patients with paired C1D1
and C2D1 ctDNA sequenced

116 evaluable patients with

valid sequencing for analysis
(Cohorts A,B,C,D: 64,19,18,15)

PlasmaMATCH Studie

3 did not start treatment
9 C1D1 sample depleted
10 no C2D1 sample

1 patients non-evaluable
(<14 days of treatment)
3 patients with failed
paired sequencing

PFS 7.3 vs. 2.3 I\/\ono’r_e

100

-~
e

Progression free survival (%)
b R
1

CDR<0. 168

CDR>D.188
04
T T
Q 3 & 9 12
Time post randomsation (months)
Numsbar st mak {meeris)

CORD 185 3% ) 0 (an "w % 2 ) L
COR=0165 77 (R n 29) o 4] 3 @ 1

Optimal cut-off
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Maximum VAF in C1D1

Maximum VAF at C1D1 or
c2D1

Mean VAF
Mean VAF excluding ESR1
Weighted mean VAF

Weighted mean excluding
ESR1

Weighted mean VAF of clonal
mutations in C1D1

100
£ 15
2
:
£ w0
:
£ >
——— CORe0
COR>0

0
T T

o

Numiber il s (avents)
CDR«0 13 10) 3
CDf»g 103 [EA] n”

Peak
HR (95% C1) Harrel’s
C-index

2.42 (1.53-3.82)
2.59 (1.66-4.05)

2.44 (1.56-3.81)
2.11 (1.35-3.29)
2.38(1.53-3.68)

1.47 (0.96-2.25)

<0.001

<0.001

<0.001
0.001
<0.001

0.08

0.608
0.615

0.595
0.567
0.619

0.571

PFS 10.6 vs. 3.5 Monate

3 3 ]
Tima post rendomisation (manths)

e} 1" 4]
34) 1. L]

Frihe ctDNA Dynamik pradiktiv for Therapieansprechen bei MBC mit zielgerichteter Therapie
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e ctDNA als prc'idik’river Biomarker in EBC "

NA as a Predictive Biomarker in High-Risk Early Stage Breast Cancer Treated With Neoadjuvant Chemotherapy With or Without Pembrolizumab

na B St 7, E na shi sa*, Antony Tin*, Amy Delson’, Douglas Yee®, Angeta DeMichele’, Raheleh Salari?, Angel Rodriguez?, Bernhard Zimmermann’,

e A Erwast Gareser Sypromen | Sen Armaris, Tusss | Dussniber8 - 11,

TO T 12 T3 4 Biopsy

-SPY Trial FHa) o] 1N S
NACT + Pembro |

Verdoppelte pCR Rate ',‘fg[jj[,?f;;';fpan;ggg — -
bei HR+ und TNBC s 111D | | | RV

Neoadjuvant therapy
Paclitaxel Asthracyeline

.
.
!

TO T T2 T3
OctDNA(-] @ ctDNA(Y)

g

ctDNA préadiktiv fir Response & Survival?

B
Nach 3 Jahren DRFS>95% ? |

Mean Tumor Molecules
per mL of plasma

Sequence Tumar Tissue to GCustom Design and Manufacturs Use Signatera Assay to Test

n Identify Unigue Signature of E of mPCR Assay for Each Patient Patient’s Blood for Presence of
Tumer Mutations Targeting Clonal Mutations Fourd Circulating Tumor DNA
in Tumaor

138 Patientinnen, 511 serielle Plasmaproben
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e ctDNA als prédiktiver Biomarker in EBC

Personalized Circulating tumor DNA as a Predictive Biomarker in High-Risk Early Stage Breast Cancer Treated With Neoadjuvant Chemotherapy With or Without Pembrolizumab
ny Tin’, Amy Delson’, Douglas Yee®, Angela DeMichele’, Raheleh Salari”, Angel Rodriguez?, Bernhard Zimmermann’,

S A Erwant Ganoer Syrpoman | Sen Armaris, Tusss | Dussbar

I-SPY Trial EY:) e LI St
NACT + Pembro

Verdoppelte pCR Rate SUELTIRE e -

bei HR-+ und TNBC s 111D | | | RV

Neoadjuvant therapy
Paclitaxel Asthracyeline

.
.
!

TO T T2 T3
OctDNA(-] @ ctDNA(Y)

g

Mean Tumor Molecules
per mL of plasma

ctDNA préadiktiv fir Response & Survival?

B
Nach 3 Jahren DRFS>95% ? |

n Sequence Tumor Tissue to E GCustom Design and Manufacturs Use Signatera Assay to Test
Identify Unigue Signature of of mPCR Assay for Each Patient = Patient’s Blood for Presence of
Tumer Mutations Targeting Clonal Mutations Fourd Circulating Tumor DNA
in Tumaor

138 Patientinnen, 511 serielle Plasmaproben
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e ctDNA als prédiktiver Biomarker in EBC

Personalized Circulating tumor DNA as a Predictive Biomarker in High-Risk Early Stage Breast Cancer Treated With Neoadjuvant Chemotherapy With or Without Pembrolizumab

ny Tin’, Amy Delson’, Douglas Yee®, Angela DeMichele’, Raheleh Salari”, Angel Rodriguez?, Bernhard Zimmermann’,
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Sequence Tumor Tissue to E Custom Design and Manufacturs Use Signatera Assay to Test
Identify Unigue Signature of of mPCR Assay for Each Patient Patient’s Blood for Presence of
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in Tumaor
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ctDNA als prédiktiver Biomarker in EBC

A. ctDNA status at T1 and DRFS

1.00 ~

0.75 ~

0.50 1

Survival probability

0.25 1

HR: 4.35 (95% Cl: 1.27-14.69)
o.00] p=0.0097

] 1 2 3 4 5 -]

Time (years)
ctDMNA Negative 51 51 43 21 13 5 1
ctDMA Positive 78 73 63 29 19 11 2
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ctDNA als préadiktiver Biomarker in EBC

A. ctDMA status at T1 and DRFS B. ctDNA status at T3, pCR and DRFS
1.00 - 1.00
- 0.75
z 0 z
s =]
]
f=]
: g
=2 0.50 4 a 0.50
E -
s =
0.25 - 025 pCR ctDNA- HR: 0.17 {95% Cl: 0.02-1.31)
Mo pCR, ctDNA- HR 1.0 (reference)
HR: 4.35 (95% CI: 1.27-14.69) No pCR ctDNA+ HR 6.65 (95% Cl: 2.47-17.94)
o004 p=0.0097 0.00{ p<0.0001
0 1 2 3 4 5 G 0 1 2 Ti 3 4 s 6
Time (years) ime (years)
No pCR, ctDNA-
CtDNA Negative 51 51 43 21 13 5 1 "c : T: ?ﬁu 555 1:‘3 115 f 2
ctDMA Positive 78 73 63 29 19 11 2 Mo pCR, ctbNA%
PCR, ctDNA- 34 34 27 15 10 & 0

Frihzeitige ctDNA Clearance unter NACT signifikant mit pCR assoziiert
ctDNA nach NACT prédiktiv fir schlechtes Outcome
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Zusammenfassung & Ausblick
CTCs:

Serielle Detektion ist pradiktiv,
Therapie basierend auf Phenotyp,

Scoring/Ratios
CTC-Cluster: ciDNA :
Mit ESR1 Minimal invasives
Mutationen Monitoring,
assoziiert, Frihe Dynamik pradiktiv for
Resistenz Response/Outcome
Me’ros’rose,n zielgerichteter Therapien

W DNA Analysis
YOV — HBUROHRG
ook AHECHACH
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