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Seigo Nakamura et.al,

Randomized Phase Il Study of
Primary Systemic Chemotherapy
and Trastuzumab for Operable
HER2 Positive Breast Cancer
Clinical Breast Cancer12—1,2012
https://linkinghub.elsevier.com/retr
ieve/pii/S1526-8209(11)00204-7
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Original Study

Randomized Phase II Study of Primary Systemic
Chemotherapy and Trastuzumab for Operable
HER?2 Positive Breast Cancer

Seigo N.lkamum, > Masashi Ando,’ Norikazu Masuda,” Kel]]ll‘() Aogi,”
Hiroyo Ino, Hiroji Iwata,” Yutaka Tokuda,® Naohito Yamamorto,’ Hiroi Kasai,’
Masahiko Takeuchi,'” Hitoshi Tsuda,” Futoshi Akiyama,'' Masafumi Kurosumi,
Yasuhiro Fujiwara®

Abstract

Primary systemic therapy for patients with HER2" (human epidermal growth factor receptor 2 positive) breast
cancer may be improved by adding trastuzumab to chemotherapy. This randomized phase Il trial compared
2 chemotherapy regimens comprising FEC (5-fluorouracil/epirubicin/cyclophosphamide), trastuzumab and
either PH (paclitaxel) or DH (docetaxel) in 102 patients. FEC-PH and FEC-DH achieved high pathologic
complete response rates. Breast conserving surgery was possible in more patients in the paclitaxel arm.
Background: In primary systemic therapy in patients with human epidermal growth factor receptor 2 positive
(HER2 ") breast cancer, improvements in pathologic complete response (pCR) rate have been achieved by admin-
istering trastuzumab. Patients and Methods: Patients with stage |l or IlA HER2™ operable breast cancer were
randomly assigned to receive four 3-weekly cycles of FEC (5-fluorouracil 500 mg/m?, epirubicin 100 mg/m?,
cyclophosphamide 500 mg/m?) followed by 4 cycles of 3-weekly trastuzumab (8 mg/kg week 1 and then 6 mg/kg)
with either 12 weekly doses of paclitaxel 80 mg/m? (FEC-PH) or 4 cycles of 3-weekly docetaxel 75 mg/m? (FEC-DH).
Results: Between March 2007 and June 2008, 102 patients were enrolled. Forty-nine patients receiving FEC-PH and
47 receiving FEC-DH were assessable for efficacy and safety. Eighty-four patients completed treatment and under-
went surgery. There was no significant difference in the pCR rate between the 2 groups (46.9% [95% CI, 33.7%-
60.6%] with FEC-PH vs. 42.6% [95% Cl, 29.5%-56.8%) with FEC-DH; P = .67). Analysis by hormone receptor (HR)
status showed pCR rates of 54.2% (32/59) in HR ™~ tumors and 29.7% (11/37) in HR* tumors (P = .02). Among HR
tumors, the pCR rates were 65.4% and 45.5% in patients treated with FEC-PH and FEC-DH, respectively (P = .13).
Conclusions: There was no significant difference in pCR rate between FEC-PH and FEC-DH. Both regimens achieved
higher pCR rates in HR~ than HR* breast cancer, and there was a trend toward higher pCR in HR~ tumors with FEC-PH
compared with FEC-DH. Further investigation is warranted to explore the relationship between efficacy and HR status.

Clinical Breast Cancer, Vol. 12, No. 1, 49-56 © 2012 Blsevier Inc. All rights reserved.
Keywords: Breast cancer, HER2, Primary systemic therapy, Trastuzumab
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Guidance for Industry

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

Endpoint to Support Accelerated

Approval

DRAFT GUIDANCE
This guidance document is being distributed for comment purposes only.

Comments and suggestions regarding this draft document should be submitted within 60 days of
publication in the Federal Register of the notice announcing the availability of the draft
guidance. Submit ¢lectronic comments to http:/www regulations.gov. Submit written
comments to the Division of Dockets Management (HFA-305), Food and Drug Administration,

5630 Fishers Lane, rm. 1061, Rockville, MD 20852, All comments should be identified with
the docket number listed in the notice of availability that publishes in the Federal Register.

For questions regarding this draft document contact Tatiana Prowell. M.D. at 301-796-2

LS. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)

May 2012
Clinieal/Medical

M2 REELER

Tatiana M. Prowell, M.D., and Richard
Pazdur, M.D.
“Pathological Complete Response and
Accelerated Drug Approval in Early
Breast Cancer” ,N Engl J Med 2012;
366:2438-2441
https://www.nejm.org/doi/full/10.1056/
NEJMp1205737

N Engl J Med June 28,2012

FDA

Guidance for Industry

Pathologic Complete Response in Neoadjuvant Treatment of High—Risk

Early-Stage Breast Cancer: Use as an Endpoint to Support Accelerated Approval(2012)
http://www.personalizedmedicinecoalition.org/Userfiles/PMC-
Corporate/file/fda_guidance_pathologic_response_breast_cancer.pdf
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PertuzumablCilian{bEEiEOnBNDA:R %
Accelerated approval C5-Z1=

ZEEFOEEIZKY,
ZZICHEASh TV -EGZEIBRLELT-

ASCO PostDirZE
The ASCO Post
FDA Approves Neoadjuvant Pertuzumab for Early—
Stage Breast Cancer(30/9/2013)
https://ascopost.com/News/8599
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Kuniko Sunami et.al,”Feasibility and utility of a panel testing for 114 cancer-associated
genes in a clinical setting: A hospital-based study”Cancer Sci. 2019 Feb 11 table1
https://onlinelibrary.wiley.com/doi/full/10.1111/cas.13969

NCCAZ ANZRIL EEARIT

114 mutation ¢ amplification ( whole exon) 12 fusion genes

ABL1 CRKL IDH2 NF1 RAC2 ALK
ACTN4 CREBBP IGF1R NFE2L2/Nrf2 RAD51C AKT2
AKT1 CTNNB1/b-catenin IGF2 NOTCH1 RAF1/CRAF BRAF
AKT2 cuL3 IL7R NOTCH2 RB1 ERBB4
AKT3 DDR2 JAK1 NOTCH3 RET FGFR2
ALK EGFR JAK2 NRAS RHOA FGFR3
APC ENO1 JAK3 NRG1 ROS1 NRG1
ARAF EP300 KDM6A/UTX NTRK1 SETBP1 NTRK1
ARID1A ERBB2/HER2 KEAP1 NTRK2 SETD2 NTRK2
ARID2 ERBB3 KIT NTRK3 SMAD4 PDGFRA
ATM ERBB4 KRAS NT5C2 SMARCA4/BRG1 RET
AXIN1 ESR1/ER MAP2K1/MEK1  PALB2 SMARCB1 ROS1
AXL EZH2 MAP2K2/MEK2 PBRM1 SMO
BAP1 FBXW?7 MAP2K4 PDGFRA STAT3
BARD1 FGFR1 MAP3K1 PDGFRB STK11/LKB1
BCL2L11/BIM  FGFR2 MAP3K4 PIK3CA TP53
BRAF FGFR3 MDM2 PIK3R1 TSC1
BRCA1 FGFR4 MDM4 PIK3R2 VHL
BRCA2 FLT3 MET POLD1
CCND1 GNA11l MLH1 POLE
CD274/PD-L1  GNAQ MTOR PRKCI
CDK4 GNAS MSH2 PTCH1
CDKN2A HRAS MYC PTEN
CHEK2 IDH1 MYCN RAC1

(Sunami, et al: Cancer Sci. 2019 Feb 11) 51
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