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Prognose in Abhangigkeit dgrCRbel
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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Years since Landmark date (30wks after randomisation)

Huober J et al. Eur J Cancer 2019

Event free survival

100%

80%

60%

40%

20%

HR positive

p-value

e pCR
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No. No. 6yr EFS Hazard ratio
patients events rate c.f. Tras
pCR 50 10[6] 78% 0.69[0.50] (0.32,1.35) 0.30 [0.13]
MepCR 150 41[34] 71%
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patients events  rate

87

cf. Tras
19[13] 77% 0.47 [0.34] (0.27,0.81) 0.008 [0.001]

124 48[45) 57%
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Metaanalyse G357¢ Rezidive H

DDEFS

nachpCR

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 ESMBreast2019
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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 |

03 05 1 2 4
- HR =

Longer 08 Shorter 0S
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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 ESMBreast2019



Kantonsspital
St.Gallen

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 ESMBreast2019



Kantonsspital
St.Gallen

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 ESMBreast2019



H Kantonsspital
St.Gallen

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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Filipa C. Lynce®, Christopher Gallagher®, Claudine Isaacs®, Marcelo Blaya®, Elisavet Paplomata’, Radhika Walling®,
Karen Daily?, Reshma Mahtanil?, Michael A. Thompson??, Robert Graham?!?, Maureen E. Cooper?3, Dean C.
Pavlick??, Lee Albacker?®, Jeffrey Gregg'®14, Jeffrey P. Solzak®, Casey L. Bales?, Erica Cantor?, Fei Shen?, Anna Maria
V. Storniolo?, Sunil Badve?, Tarah J. Ballinger?, Chun-Li Chang*®, Yuan Zhong?*>, Cagri Savran®®, Kathy D. Miller?,
Bryan P. Schneider’

Indiana University Simon Comprehensive Cancer Center, Indianapolis, IN, “Medical College of Wisconsin, Milwaukee, WI, *University of Chicago,
Chicago, IL, *University of Alabama at Birmingham, Birmingham, AL, *Georgetown University, Washington, DC, ®Memorial Healthcare System,
Hollywood, FL, "Winship Cancer Institute of Emory University, Atlanta, GA, *Community Regional Cancer Care, Indianapolis, IN, *University of Florida,
Gainesville, FL, ""University of Miami, Miami, FL, *Aurora Health Care, Milwaukee, WI, “Erlanger Health System, Chattanooga, TN, **Foundation
Medicine, Inc., Cambridge, MA, **University of California at Davis, Davis, CA, **Purdue University, West Lafayette, IN
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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)
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CLIA panel
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drug association,
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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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Association of ctDNA with Distant Disease Free Survival (DDFS)

Distant Disease Free Survival (%)

Keine pCR nach neoadjuvanter Therapie
Zusatzliche Prognoseabschéatzung durch cDNA

= ctDNA-Negative

40
ctDNA-Positive  ctDNA-Negative
Median DDFS 32.5 mos Not Reached
— 2-year DDFS 56% 81% ’
P =0.0055 <l ctDNA-Positive
N =142 HR = 2.99 (95% CI: 1.38-6.48)
0

0 6 12 18 24 30 36 42 48 54 60
Time (months)

Radovich M et al SABCS 2019
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