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Guidance for Industry

Pathological Complete Response in
Neoadjuvant Treatment of High-Risk
Early-Stage Breast Cancer: Use as an

Endpoint to Support Accelerated
Approval

(FDA CDER, Oct 2014)
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@™ M Pathological complete response and long-term clinical
~ benefit in breast cancer: the CTNeoBC pooled analysis

Patricia Cortazar, Lijun Zhang, Michael Untch, Keyur Mehta, Joseph P Costantino, Norman Wolmark, Hervé Bonnefoi, David Cameron,

Luca Gianni, Pinuccia Valagussa, Sandra M Swain, Tatiana Prowell, Sibylle Loibl, D Lawrence Wickerham, Jan Bogaerts, Jose Baselga,

Charles Perou, Gideon Blumenthal, Jens Blohmer, Eleftherios P Mamounas, Jonas Bergh, Viadimir Semiglazov, Robert Justice, Holger Eidtmann,
Soonmyung Paik, Martine Piccart, Rajeshwari Sridhara, Peter A Fasching, Leen Slaets, ShenghuiTang, Bernd Gerber, Charles E Geyer Jr,

Richard Pazdur, Nina Ditsch, Priya Rastogi, Wolfgang Eiermann, Gunter von Minckwitz

Summary

Lancet 2014;384:164-72  Background Pathological complete response has been proposed as a surrogate endpoint for prediction of long-term
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=:EORTC 40983 Trial

Subjects: resectable liver metastasis from colorectal cancer

R

a FOLFOX4 pP{Surgery | FOLFOX4
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(o) (3 months) (3 months)
m

i

7 Surgery

e

n=364 patients

Nordlinger, ASCO 2007, abstract LBA5
Lancet 2008; 371: 1007-16
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EORTC 40983 Trial: Methods

o The primary trial endpoint was progression-free
survival, counted from randomisation to the date of
either progressive or recurrent disease, surgery if
metastases were deemed not resectable, or death of
any cause. To address the lead-time bias that was
Inherent to the design, the event time to have occurred
at 10 weeks was assigned in both treatment groups in
the following circumstances: any patient who was
operated upon but in whom the tumour was not actually
resectable, any patient whose tumour was resected but
recurred within week 1 and 20, or those who died
between week 1 and 20 of follow-up. Week 10 was
chosen as being in the middle of these 20 weeks.
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All randomly assigned patients

All eligible patients

EORTC 40983 Trial: Lancet 2008

., All randomly assigned patients
P=0.058
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— p=0.041 22/364(6%)
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(Nordlinger et al. Lancet Oncol 2013)
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Take home messages
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Thank you for your kind attention!!
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