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Prognose in Abhangigkeit der pCR bei
unterschiedlichen Subtypen (N=4193)
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NeoALTTO Studie - Bessere Prognose bei pCR
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PCR status No. patients No. events 6yr EFS rate Hazard ratio p-value
pCR 137 29[19] 7% 0.54 [0.38] (0.34,0.82) 0.005 [0.0003]
0% No PCR 274 89 [79] 65%
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Huober J et al. Eur J Cancer 2019
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pCR 50 10[6] 78% 0.69[0.50] (0.32,1.35) 0.30 [0.13]
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Metaanalyse G3-G7 — Rezidive
nach pCR

DDFS
Parameter N=1217 Hazard Ratio p-Value
(95% CI)

Biological subtype 0.297
TNBC vs HER2-/HR+ — - 1.31 (71,24) 0.389
HER2+/HR+ vs HER2-/HR+ —-— 869 (.45, 1.7) 0678
HER2+/HR- vs HER2-/HR+ T 147 (78,2.8) 0.231

Histological tumor type

|Lobu|ar subtype vs other T = 2.16 (.95,4.9) 0.067 |

Ki-67
>20% vs <= 20% el 833 (51,1.4) 0472

Grading
G3vs G112 — - 828 (54,13 0.379

cT 0019
cT2vscT1 — 965 (57,1.6) 0.894

[cT3/4 vs cT1 —-— 1.83 (1.0,3.3) 0.044 |

cN

[cN+ vs cNO — - 234 (15,3.6) <.001 |

03 05 1 2 4 6
HR
Longer DDFS Shorter DDFS

Huober J et al ESMO Breast 2019
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(O 1)
Parameter N=1217 Hazard Ratio p-Value
(95% CI)

Biological subtype 0.237
TNBC vs HER2-/HR+ —T— 120 (56,2.6) 0.644
HER2+/HR+ vs HER2-HR+ ————=——— 588 (24,15) 0.251
HER2+/HR- vs HER2-HR+ — - 1.36 (.62,3.0) 0.441

Histological tumor type

| Lobular subtype vs other = 28 (11,72 0.026 |

Ki-67
>20% vs <= 20% — 685 (.36, 1.3) 0.248

Grading
G3vs G112 —a— 955 (.55,1.7) 0.870

cT 0.023
cT2vs cT1 — 1.19 (.56,2.5) 0.657

[cT3/4vs cT1 —®—— 248 (1.1,57) 0.030]

cN

[N+ vs cNO —-— 1.67 (.96,2.9) 0.067 |
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- HR =
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Five year survival rates for DFS, DDFS and O8]

DFS rate (95% Cl) DDFS rate (95% Cl) OS rate (95% Cl)

Subgroups

90.4% (88.4%, 92.2%) | 93.4% (91.6%, 94.9%) | 95.5% (93.9%, 96.7%)
82.7% (79.9%, 85.2%) | 87.3% (84.8%, 89.4%) | 91.6% (89.5%, 93.4%)

Huober J et al ESMO Breast 2019
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Detection of ctDNA and CTCs after neoadjuvant chemotherapr is associated
with disease recurrence in triple-negative breast cancer: preplanned analyses
from trial BRE12-158
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BRE12-158: A phase |l randomized control trial of genomically directed
therapy after preoperative chemotherapy in patients with triple negative

breast cancer

Patients with
Neo-adjuvant significant

Chemotherapy residual
disease

* Primary endpoint: 2-year DFS (N=196)

SABCS 2019 GS5-02
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Genomically
directed therapeutic

Plasma and CTCs at
Cycle 1 Day 1

Physician Choice

Plasma and CTCs at
first routine visit
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Keine pCR nach neoadjuvanter Therapie Hi oo
Zusatzliche Prognoseabschatzung durch cDNA

Association of ctDNA with Distant Disease Free Survival (DDFS) Asstid e oLaRNA NIt Overll Supiyal 10%)
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Keine pCR nach neoadjuvanter Therapie
Zusatzliche Prognoseabschéatzung durch cDNA

Disease Free Survival (35)

Association of ctDNA + CTCs with DFS and OS
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Overall Survival (%)

Association of ctDNA + CTCs with Overall Survival (OS)
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BRE18-334: A Phase Il circulating tumor DNA enriched, genomically directed post-
neoadjuvant trial for patients with residual triple negative breast cancer PERSEVERE Trial

TNBC Plasma Arm Therapy
ctDNA ‘ T

Opening
In 2020
\ L-‘f 2. No Genomic 2. Standard of Care
‘u" Target L&pﬂcﬂaﬁw ar Physician’s Choice
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ctDNA zur Prognoseabschatzung nach Kantonsspita
neoadjuvanter Chemotherapie

E At diagnosis
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Katherine Studie - postneoadjuvant Hi e

= cT1-4/N0-3/MO0 at presentation (cT1a-b/NO excluded)
= Centrally confirmed HER2-positive breast cancer
= Neoadjuvant therapy must have consisted of T-DM1
— Minimum of 6 cycles of chemotherapy 3.6 mglkg IV Q3W
* Minimum of 9 weeks of taxane 14 cycles
» Anthracyclines and alkylating agents allowed
» All chemotherapy prior to surgery
— Minimum of 9 weeks of trastuzumab N=1486 Trastuzumab
» Second HER2-targeted agent allowed 6 mg/kg IV Q3W

. . . . 14 cycles
=Residual invasive tumor in breast
or axillary nodes

Radiation and endocrine therapy

= Randomization within 12 weeks of surgery per protocol and local guidelines

Charakteristika:

* HR pos
72%

» Vortherapie Trastuzumab / Pertuzumab
18%

* ypTla, ypTlb or ypT1lmic and ypNO)
21%



Katherine Studie - Ergebnisse

T-DM1 Trastuzum A HR P-Wert

ab
3 J-IDFS 88.3 77 11 0.5 P<0.0001

(%)
3 J- 0.6

SRS 89.7 83 7
(%)

3J-0S 94.3 92.5 1.8 0.7 P=0.0848
(%)

Effekt auch bei: Pertuzumab Vortherapie

Residualtumor < 1cm und ypNO
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PATIENTS WITH HER2-NEGATIVE DISEASE AT SURGERY

14862 patients with HER2-positive disease enrolled

1195 (80.4%) pre-neoadjuvant samples 289 (19.4%) surgical samples

used for eligibility used for eligibility

Exploratory analysis on changes of HER2 status by additional testing on surgical specimens

. . " Surgical samples:
Pre-neoadjuvant samples: Additional - 775 patients (91.7%) HER2-positive

845 patients HER2-positive testing - 70 patients (8.3%) HER2-negative®

Efficacy: In these 70 patients, there have been no IDFS events among patients randomized to
T-DM1 (n=28), and 11 events in patients randomized to T (n=42)

Access siides at: https://bit.ly/3dYtolk

ESMU BREAST cANcEH 2020 =Two patients (both in T arm) are not included in this analysis: One did not have centrally confirmed
HER2-positive di: d dvertent! domized twi
VIRTUAL MEETING 253 HER2-negative and 17 HERZ.-unknown by IHG 0-1+1H unknown,

Loibl et al ESMO Breast 2020
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Zusammenfassung

Ein Teil der Pat mit einer pCR haben ein erhohtes Rezidivrisiko
Neue molekulare Marker (ctDNA) pra aber v.a. posttherapeutisch
- zeigen ein erhdhtes Rezidivrisiko an

- Identifizieren Pat ohne pCR und trotzdem guter Prognose

Bestimmung neuer molekularer Marker bieten Méglichkeit einer
zielgerichteten postneoadjuvanten Therapie

Bisher noch keine Evidenz fir die Wirksamkeit einer postneoadjuvanten
molekular gerichteten Therapie

HER2 Untersuchung des postneoadjuvanten Residualtumors war nicht wegweisend
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