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1 mL % pertuzumab 30mg, (14mL/% % pertuzumab 420mg)
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3) human epidermal growth factor receptor 2 protein
4) FDA(full prescribing information), EMA(summary of product characteristics): Mechanism of action
5) Harrison’s Principles and Internal Medicine, 19th ed. (2015) Chapter 108: Breast cancer
6) Cancer, principles and practice of oncology, 10th ed. (2015) Chapter 79: Malignant Tumors of
the Breast
7) Perry’s The Chemotherapy Source Book, 5th ed. (2015) Chapter 32: Breast Cancer
8) Abeloff: Abeloff’s Clinical Oncology, 4th ed. (2014) Chapter 91: Cancer of the Breast
9) ESO-ESMO 2nd international consensus guidelines for advanced breast cancer (ABC2), Annals
of Oncology 2014
10) NCCN Clinical practice guidelines in oncology, Breast Cancers v1. 2016
11) Primary breast cancer: ESMO Clinical Practice Guidelines for diagnosis, treatment and
follow—up. Annals of Oncology 2015
12) NCCN guideline(vl. 2016)°l 4+ pertuzumab-+trasuzumab+docetaxel & ©] categoryl & Hil ¥
13) data cut off A% ol w2 AT ofgie} o, MAHFE A OS medianztel =
el FH ARl 20149 29 cut off (NEJM 2015.) +31S Q9F3)
@ 2011 59 data cut off: Jose Baselga, et al., Pertuzumab plus Trastuzumab and Docetaxel for
Metastatic Breast Cancer. The New England Journal of Medicine 2012;366(2):109-19.

@ 20129 59 data cut off: Sandra M. et al, Pertuzumab, trastuzumab, and docetaxel for
HER2-positive metastatic breast cancer (CLEOPATRA study): overall survival results from

a randomized, double-blind, placebo—controlled, phase 3 study. The Lancet Oncology
2013;14(6):461-71.

@ 20149 29 data cut off: Sandra M. et al, Pertuzumab, Trastuzumab, and Docetaxel in
HERZ2-Positive Metastatic Breast Cancer. New England Journal of Medicine 2015; 372

724-34.
N AR, &2 A8 AZE7)7 AH AZ7)7F (0S
JAL B TS o/ <l fa=rg Rt y
LA Regimen N (PFS, median months) HR median months) HR
CLEQOPATRA(20144 | Trastuzumab+Docetaxel 406 12444 0.68 (95% CI 40.874€ 0.68 (95% CI
24 data cutoff) Trastuzumab+ Docetaxel+ Pertuzumab | 402 18.7/1¢ 0.58-0.80) 56.5714 0.56-0.84 p<0.001)
CLEOPATRA(20124 | Trastuzumab+ Docetaxel 406 12.4704 0.69 37.670€ 0.66 (95% CI
54 data cutoff) Trastuzumab+ Docetaxel+ Pertuzumab | 402 18.7744 (95% CI 0.58-0.81) Not reached 0.52-0.84; p=0.0008)
CLEOPATRA(2011 | Trastuzumab+ Docetaxel 406 12474 0.62 (95% CI Not reached 0.64 (95% CI
54 data cutoff) Trastuzumab+ Docetaxel+ Pertuzumab | 402 18.574 € 0.51-0.75; p<0.001) Not reached 0.47-0.88; p=0.005)

14) Sandra M. et al., Pertuzumab, Trastuzumab, and Docetaxel in HER2-Positive Metastatic Breast
Cancer. The New England Journal of Medicine. 2015; 372: 724-34.

15) 2011d 5¢¥ data cut off A|&olA 12470€ thH] 1857/1€E =2 2]k xo]lE R (HR 0.62; 95%
CI 0.51-0.75; p<0.001): Jose Baselga, et al., Pertuzumab plus Trastuzumab and Docetaxel for
Metastatic Breast Cancer. The New England Journal of Medicine 2012;366(2):109-19.

16) The rate of left ventricular dysfunction, as defined by the National Cancer Institute Common
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Terminology Criteria for Adverse Events, version 3.0, and the New York Heart Association
17) LVEF (left ventricular ejection fraction)
18) 10% or more from baseline to an absolute value of less than 50%
19) AT, B, Co = 1111 529 wiA

At Bt Ca
FEC+H+P x 3 — T+H+P x 3 FEC x 3 —» T+H+P x 3 TCH+P x 6
73 757 777

FEC: 5-fluorouracil, epirubicin, cyclophosphamide; H: trastuzumab; P: pertuzumab; T: docetaxel; TCH: docetaxel, carboplatin, trastuzumab

20) Schneeweiss A. et al., Pertuzumab plus trastuzumab in combination with standard neoadjuvant
anthracycline-containing and anthracycline—free chemotherapy regimens in patients with
HER2-positive early breast cancer: a randomized phase II cardiac safety study (TRYPHAENA),
Annals of Oncology 2013, 24: 2278-84.

21) left ventricular systolic dysfunction

22) LVEF (left ventricular ejection fraction) of >10% points from baseline to <50% over the
course of neoadjuvant treatment

23) AT, B, Cit, Do 2 1111 F2H¢] wiAg

A" B+ C+* D"
Trastuzumab(H)+Docetaxel(T) | Pertuzumab(P)+Trastuzumab | Pertuzumab+Trastuzumab Pertuzumab+Docetaxel
457 +Docetaxel 457 457 4571

1077 107 1079 96

24) Gianni L. et al., Efficacy and safety of neoadjuvant pertuzumab and trastuzumab in women
with locally advanced, infl ammatory, or early HER2-positive breast cancer (NeoSphere): a
randomised multicentre, open-label, phase 2 trial. Lancet Oncol 2012; 13: 25 - 32.
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