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cycles of docetaxel (EGD) in patients with early BC

A Sponsored by the DBCG

A Launced in 2008

A Included 2012 patients

A 5 year results at SABCS 2016
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READ Trial; Aim

A The aim of the present trial is to test the
hypothesis from the previous DBCG 89D
trial of CMF versus CEF that patients
withTOP2A normal tumors will derive no
benefit from anthracycline

Knoop AS, et al. J Clin Oncol 2005; 23: 7483
Di Leo A, et al. Lancet Oncol 2011; 12: 1134
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Improved outcome for substituting methotrexate with "
epirubicin: Results from a randomised comparison of

CMF versus CEF in patients with primary breast cancer

Bent Ejlertsen, Henning T. Mourids@rjtMignsen, Jgrn Andersen, Saren Cold,-Per-=- |
Edlund, Marianne Ewertz, Brita B.Jensen, Claus Kamby, Bo Nordenskjold, Jonas Bergh:-

Patient selection
A. Premenopausal, high risk,

DBCG 89D Trial-Schema
node negative

CMF Y&l N=629
Mastectomy or
BCS plus XRT
! —HOISD'E A N=595
B. Premenopausal, node

positive, ER/PgRnegative C: cyclophosphamide 600 mg/m?

or unknown F: 5-fluorouracil 600 mg/m 2

C. Postmenopausal, node _ > i
positive, ER/PgR negative M: methotrexate 40 mg/m
E: epirubicin 60 mg/m?2




DBCG 89D TrialResults
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Anthracyclines

A Anthracyclines are topoisomerase Il inhibitors

I The mode of action is identical for doxorubicin and
epirubicin
A In early breast cancer anthracycline-based
chemotherapy provides an absolute 3% benefit in
survival at 10 year compared to CMF

A Average benefits observed in randomized trials or
meta-analyses may be explained by a small
number of patients having a much larger benefit
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Retrospective Analysis of Topoisomerase Ila
Amplifications and Deletions As Predictive Markers in
Primary Breast Cancer Patients Randomly Assigned to
Cyclophosphamide, Methotrexate, and Fluorouracil or
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DiseaseFree Survival

Favors CEF ' Favors CMF
N . HR 95%Cl P*

TOP2A ;
Normal 589 —w— 094 0.73-1.20 00
Abnormal 178 § 0.52 0.34-0.79 |
HER2 ,
Negative 523 T 0.84 0.64-1.09
Positive 244 i 0.71 0.50-1.01

O.'3 | O'.5I o I1i.0II *Wald test of interaction

_ Hazard Ratio
Knoop et al. J Clin Oncol 2005

Nielsen et al. Acta Oncol 2008
Ejlertsen et al. J Clin Oncol 2010 o]
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> @ % HER2 and TOP2A as predictive markers for anthracycline-
Lanceroncol 201112113442 containing chemotherapy regimens as adjuvant treatment
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DFS OS

HR (95% CI) I:)Interaction HR (95% CI) I:)interaction
TOP2A(normal or altered)0.64 (0.50-0.81) 0.018 0.67 (0.52-0.86) 0,045
HER2(normal or amplified.71 (0.58-0.86) 0.0486 0.73 (0.58-0.89) 0.072
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READ trial design s

Cancer Grou

Selection Criteria
Invasive breast cancer
Comorbidity index < 3
High risk

1. Node positive

2. High risk node neg.

S Altered TOP2A
Ratio < 0.8 or O 2.0

A Young age

A ER negative

AHER2+ |, Normal TOP2A
AT size Ratio 0.8-1.9

A High grade
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READ trial design

Cancer Grou

Selection Criteria 3x EC 3 x Docetaxel
Invasive breast cancer 90/600 mg/m? 100 mg/m?

e Altered TOP2A - - -
Comorbidity index<3 ™o\ o < 0.8 ‘o . . .
High risk

1. Node positive

3x EC 3 x Docetaxel

2. :igh risk node neg. 90/600 mg/m? 100 mg/m?
Young age >N N I
A ER negative I I I
AHER2+ |, Normal TOP2A 6 x DC
AT siz Ratio 0.8-1.9 75/600 mg/m?
S A EEENEMN

A High grade
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