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(1) MAEZRALEEGARR, EYBREHBRE IR D AR E L ToO®ERN

<XERD TR FT1E RBRNORBRESE) . MRER., Uik - RESOEEH
e o> B I 45 >

[F— 4% =] EfiET — % ~— R, Ovid MEDLINE(R) In-Process & Other
Non-Indexed Citations and Ovid MEDLINE(R) <1996 to Present> (2014 4= 11 H 14
H R 5% 52 it )

[z ]

HAFE . ("erbB-2 Receptor"/TH or HER2/AL or U Z°JL/AL or triple/AL) and (f&
/AL or negative/AL or 47 4 7 /AL) and (FLEESG/TH or $LFE/AL or FLAS
Au/AL) and (Carboplatin/AL or CBDCA/AL or /v 7R 77 F /AL or JM8/AL or
JM-8/AL or "jm 8"/AL) and CK=t h

JiE o1 (carboplatin$ or cbdca or jm8 or jm-8).mp. or 41575-94-4.rn. (10893)
(HER2 adj4 negative$).mp. (1843)

(triple adj4 negative$).mp. (3456)

breast cancer.mp. or exp Breast Neoplasms/ (182824)

1 and (2 or 3) and 4 (73)

5 not HER2-positive$.mp. (59)

limit 6 to (english language and humans and yr="2003 - 2014") (38)
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1) A randomized phase III study of iniparib(BSI-201) in combination with
gemcitabine/carboplatin(G/C) in metastatic triple-negative breast cancer(TNBC).
J.Clin.Oncol.29(15_Suppl):Abstract 1007, 2011.*% 7’ [NCCN Guidelines Version
3.2014 5| HCiEkE = 28]

BMEITHLEZED LB THLTDEKT 5,

2 ) TBCRCO009: A multicenter phase II study of cisplatin or carboplatin for metastatic
triple-negative breast cancer and evaluation of p63/p73 as a biomarker of response.
J.Clin.Oncol.29(15_Suppl):Abstract 1025, 2011.%% ¢’ [NCCN Guidelines Version
3.2014 5| H Tk 5 11]

METIEEED LBV THLHTDOEKT 5,

3) TBCRC 001: randomized phase II study of cetuximab in combination with
carboplatin in stage IV triple-negative breast cancer. Journal of Clinical Oncology.
30(21):2615-23, 2012 *#%)

BMEITHLEZED LB THLTDEKT 5,

4 ) Paclitaxel and epirubicin versus paclitaxel and carboplatin as first-line
chemotherapy in patients with advanced breast cancer: a phase III study conducted by
the Hellenic Cooperative Oncology Group. Annals of Oncology 15: 1517-1526, 2004

TH-10)

MEIIELEED LB THLEOAKRT D,

5) A randomized phase III study comparing three anthracycline-free taxane-based
regimens, as first line chemotherapy, in metastatic breast cancer. A Hellenic

Cooperative Oncology Group study. Breast Cancer Res Treat (2009) 115:87-99 *%°!

1)

MEITHELEED LB THLHEOAWT D,

6 ) Neoadjuvant carboplatin in patients with triple-negative and HER2-positive early

breast cancer (GeparSixto; GBG 66): a randomised phase 2 trial. Lancet Oncol.

2014 Jun;15(7):747-56.%%5)

- FRIRERBR 7 4 7 ARG EE 1 AR,

- Xf% stage WL O R Y FVXHT ¢ 7Hp S L <L HER2 Btk D FLE 296

i,

SRR IRRIMESEERIE L L CAFIT N7 U X %10 80 mg/m® OG-
non-pegylated liposomal doxorubicin 20 mg/m?* O f¥E £ 578 18 MK 5 S .
YNNI T 4 TREFNIZK LT EIZA_NANT X7 15 mgkg 3 HE%,
HER2 BHEFICx LTl b9 2 X~ 7 %)l 8 mg/kg., 2 [0 H UL 6 mg/kg




3WE, 7 F=7 750mg AL, O OEREZEERZIC LR
Z7F 2 AUC2.0 D& G ZBINEGT 58 & IFRGREICE O H T 72, &
AT 2 I L EEOBLAR LD AUC 1.5 & LT,

- AEVEREAG - EEERHmE B IX, WEFREME (pCR) F, pCR FX, B/ AR
T TF RGN 43.7%., FEEGRED 36.9% CTh o 7= (4 v Xk 1.33,p=0.107),
N TNV TT 4 TRHEOY T 7V —Tr Tix, IVKRT 7 F o RGREN
53.2%. FEBEERE36.9% TH 7= (p=0.005),

AR h VAR T T F ok ERE, R G ORIERIZENE L. Grade 3/4
DR ERIEA 65%. 27%. Grade 3/4 DE M 15%. <1%. Grade 3/4 O I /MK
D 14%. <1%. Grade 3/4 O FHl 17%. 11%TH > 7=,

7 ) Impact of the Addition of Carboplatin and/or Bevacizumab to Neoadjuvant
Once-per-Week  Paclitaxel Followed by Dose-Dense Doxorubicin  and
Cyclophosphamide on Pathologic Complete Response Rates in Stage II to III
Triple-Negative Breast Cancer: CALGB 40603 (Alliance). J Clin Oncol. 2014. [Epub

%-6)

ahead of print]
- BRIRERER 2 A 7 BEEA L 1 FEERBR,

« KR stage IV O N Y 732 0T 4 7 5L,

CVBIRIE IR BRI L LTARIC R Y Z XL 80 mg/m® D E G &
12 BEBES%, RV Lrevy, YZukA 77 K& 2lE4 A7
B, TG OEREZBIEBIZINVRT T F 2 AUC 6 % 3 44 7 VS
THREEEREGREL DRIV X~ 7 10 mgkg & 28 9 VA 7 V59
HREEFHRGRCEI VLT D 2x2D 77 7 FUTATH AL L LT,

- BEVEREAL - EEEFHmE B L, WEFREMAE (pCR) F, pCR FX, H/LAR
TITF UGN 60%., FEBEGRED 46% (p=0.0018), SN X~ T HFKEREN
59%. FEFHGHED 48% (p=0.0089) Th -7,

o ML VR T T F G RETIX Grade 3 DL E O AR EREAD & /R
WANRE L, "N X TRETIEEME, Y%, mAeZERE, i, %60
JEN Lo 77,

< HARIZB T D HE KRB >

1) Randomized phase II study of weekly paclitaxel with and without carboplatin
followed by  cyclophosphamide/epirubicin/5-fluorouracil as  neoadjuvant
chemotherapy for stage II/IITA breast cancer without HER2 overexpression. Breast
Cancer Research & Treatment. 145(2):401-9, 2014 Jun.®* *’ [ICH-GCP 25 O [£ fifi
J2 B R AR ]

c FERIRRER X2 A 7 Sk AR AL U ARRER, X7 U ¥ X+ /L—-CEF (V7
OFRAT77I R+ AV +5-T a0 #EEE7 U ZXE L




+ AR (WNWVARTZF ) -CEF & g,

- %5 HER2 @ FIFBL O 72 W FLs, AE E I CEERE 2.0cm DL EH L < I

WG U o BRI O BRIR S B II~1IA ., 4E#6 18~70 &%, &k 181 i,

< VBIRE %27 U XX & L 80mg/m? ¥ 1 [A]x12 [Al-CEF (¥ 7 vuhR A7 7 I K
500mg/m*+ = E /L E Y 2 100mg/m*+5-7 /LA 1 T 7 L 500mg/m’) x4 2 —
2 (PHE) L %7 U ZXE/L80mg/m* # 1 [Hx12 [+ A (HLRT T F )
(AUC=5) 3 #f#x4 a1l >CEFx4 =2— A (CP #%),

BN EREAM - R AN E X, B E AR (pCR) 3, pCR 3%, CP # (n=88)

31.8%. P B (n=91) 17.6% (p=0.01) &I NKRTTF o2&t CP HENARI

B,

< ZARMEREAM : Grade 3 LA E DI R ERIANE, CP RED /X T U & & L/ AR IKIGE

HIZ 58.0%., PRED /N7 U Z X IERFIZ 9.9%, /X7 U &Z F &L/ ARG H

D BN P ER D 2.3%. Grade 3 LA oo & I/ /I D N E N E R

15.9/1.1%,

SICH-GCP #EMLO EE R AEBR ICHOWTIX, FoSE#+5 2 L.

(2) Peer-reviewed journal DR, A X « 7 F U v R EDOHREIRDL

1) Platinum-based compounds for the treatment of metastatic breast cancer. [Review]
Chemotherapy. 57(6):468-87, 2011 *%°1 %)
WEITELEED LBV THLHTOEKT 5,

2 ) Breast cancer: review of platinum-based cooperative group trials. [Review]
Journal of the National Comprehensive Cancer Network. 2 Suppl 2:S2-9, 2004 *% 1 4
MEITEEED LBV THLHTDOEKT 5,

(3) BREF~DEEN R L L TORLHEARN

<A BT DB EF >

1) DeVita, Lawrence, and Rosenberg’s Cancer Principles & Practice of Oncology 9th
edition, 2011: pp.1401-1446, Table 106.25) *% 15

WEITELEED LBV THLHTOEKT 5,

<HBRIZBIT DHEREE>
1) FERIEEY WETHE 3R (2012 42, H AR EESSm) %910
FhEC e L

(4) FRNIFHMBEFEOBIETA FT A4 » ~OFL#HIRI




<MW BITFTLTA RT A %

1) NCCN Guidelines Version 3.2014 ®* %) : >([¥ National Comprehensive Cancer
Network(NCCN) T A N7 A > (BF ., BRKRER &K OO ERERSLEZEH T2 H R
fER 5 O LIZEREET A KT A )

Invasive Breast Cancer CO R F L ITHB I OILFEIEL VA L LT, L
ToLoiciEficshTnd

- Carboplatin $%’Jf’§/£gm °)

Carboplatin AUC6ivd.l 21-28 HfF
- Gemcitabine+Carboplatin Jf L")

Gemcitabine 1000mg/m” d.1.8

Carboplatin AUC2 ivd.1,8 21 Hfg

2 ) ESO-ESMO 2nd international consensus guidelines for advanced breast cancer

(ABC2)E* ) BRINEG IR B 22 WA KT A

BRCABHHEH NU N2 AT 4 7T E2IEHNDWIIHIED, 7o AT A7 U KRN
XYV U BEROHHWBBMEIEICIE., 779 F T 2G5 LU AR T A
LU IC THRITS L TWA5

<HRIZBFDHA RTA4 %>
1) BHEEARILICEE S ILBBIR T A K7 A4 UIRER 2013 4ER. p.9-12 %!

7)

7V =HNT 2 AF 32O [ R/ IC 3 LTk 8k
TEID BB O T(3) 7 %A THIOEYIEERIN] BT, U L
AHT 4 THFCK L TUET 7 FFRPumA e Mg 0 AHRBER VD <D0
TP . BRCAl ZERAFTHHABIIK L TEWERREAG L1- L OREZ1S)
b DN, B CIIERERE L 7T F T RPUEA & AW iBR & i L7 5
I ARBRIZITONTE LT, 20V 7 X A4 FI0H LIALFRRIEL VA 30 E
FEHLMNTIE W ERTEHINATWD

(5) BENEIZHDLARTOEKABRAE L ORARMFEHERL (L5 (1) B
) Iz oW T

AT, WFEEELEZGLRE L, REICL I AREOBEKRBRIIEE ST
AN

— . R TOEKRFERERBIZONWT, Pl LT, BT EE 4 4
TO S-1 L OAKDOPEHFEEICBET2WEES1 X7y 22w L 0l LT
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BROSEGIHREEE 20 NE 1 HMEINTEY (T OHE THIEE OGNS A
B TWD,

F o, RIEOFFEEYIM I E N U726 H A (1990 4F 3 H ~1994 4F 3
H) I TEENT= 5,786 BlD 5 6 28 FINFIEEE TH Y HEx 2L v A
Y (b RTAY X TOMRAIEIN TR BDHNLA TV, Kifld
TIX, —HOEFI THRMEN 2SN TE Y, BEEMENPRD b HmRE
L|EINTWND

uiib\xﬁ IBWT, AEOILEEE COMAEZRIIH D L HWT 25 2
CIFFREEEZ DN, ENTHAHSN TV LI AREDOERLG HIEEIAHTH D,

(6) Efto (1) 6 (5) ZEF2-EEORYMHIZHONT

<gtﬁ/j] ’)(j‘]% k_.‘/Dl/\VC>
EHERL,
KIEDHHE - HEICBNT, T L LTHICKRSH TN 5

FRETESFEN I #8672 HER2 GO FLEIZ T 2R L 8 T A Y X~v T K H
XY RPUEMEREA & OFRARE OB O YRS ESD T, %
AE » W EIC THER2 ) OWNRFZRLTHZ LIF@EY T itcmé:@#ﬁutﬁot
D, RIEOHEE - DRICHOVTIE THE) XD LERELRD D, AFRIC

% ICH-GCP ; #@E%E%%Wﬁ%%%%S)W&O)ﬁ@%k%@ﬁﬁ\
R ENRE RN (TR DA FCHR E L CoOHERN < BHARIZEIT 2 K B
> OEZM) LV, HER2 EIFEHEO WA EF I L CHHAMERRED S
Nz e, e - WROEXFLE LT, THiE 32 ¢nRH¥LEZ S,

<HEEME - HEIZHOWT>
TR ZHIBRT 5,

2. O

L»—;*z V) L=z 7 (L
\ =

T, RAIZ iﬁw¢77%/&bf 151E3m~mmgm(%%ﬁ
) 251, 2Ry 3EBKRESTS, Zhx17—nE L, 52
K, 7ok, REEIL, BREOWREBICLV#EERT 5,

H- > X7 4 B M B e X DAL L= >

HER2 FatEo 3L icx U<, LAFICARTEB LV, 1300mg~400mg/m*> & 3

BRI 1B ERETDHIENRYLEEZD,

® RIRIZIEIT H HER2 FaMh 3L O AR & RS2 BT, 7 U &
F L DO TARIE AUCS @ 3 [ 1 BIFEEG Th o7z, £72, NCCN D
A KT A E0D g, AIEEIT AUC6 O 3~4 JH 1 A 55%9 7
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LI ZEEDPHTIZ AUC2 % dayl,8 IZH7E L 3 BEmOFKEET) i
RE STV,

® — . HER2 GO HEE OGS WAARBREE ., BRESH A K74 DL
HANEIT, FTAY X7 RO X5 o RPUEMEEA & OO T, A
AUC6 O 3 A 1 M5 Th -7, MEta# Tl HEZR TiX AUC £l
TORENNASNTVD EEXDLN, AUCICESSK RERBEZHHT 572
DIZHLE L 70D GFR DL EfEICH T2 HEE LTare ARG
SN HENRWE YEARTA— X 2HEBEOREICHEAELRLOLE L TH
e ARICREE T2 LMY Cidewy., 720 AUC6 O &R EIIAR
THEE L 7= RIER T ERRE (AUCEICE S BRGICB T LMt EH
M2 R T A2 E i L 72BN T, 1 ZFEAVEDREEAREOHED
#PHAN (1 18] 300mg~400mg/m®) (ZULE > T2 Z &0 h, BEAGRME -
FRORRENZY WL, BEAGEAREO mg/m® & Shiz®%),

O [EAiTERBRIY, KED T AV X< 7N S ARWEEOAE RN
REINTZ &, WHTARTA KO ARIEHEFREGE D LD A @R L
LTHDIEMD, P TAY X T RO XV U RHEMEERER & 0tH
DFLH ZHIFRT 5,

<FRIRAIALE ST 2DV T >

HER2 & FIFEBL O 22 WELEE I X3 21T RT - ik k¥R e LTk, 7oA T
YA 7V RYUEMEIGEA N N Z XY RUEEERER 2 S b LY
AUNERRRETHLETT, B, NIRRT T o THEIE,. FRY A7
MEWTHEABRHETH L0, 40 FIENHREE TCONRERITED N7 % A
TTHDH T, AERFICEZEOBE N b mb T B ER ) EEE)
AINZ I 1T 5 A FEFHERREBR ISV T oweekly /N7 U Z XL & RKIEDHFH
+CEF At sis i, BEENFRIETH D weekly /X7 U Z % & /1 +CEF
RIEL LT, AEICEWREFZHZER2RZNE (pCR F) 3G H7z, pCR
D35 B IVTIERNZ B W T AEFBIR S, pCR 15 LR 0o T JEFNZ B R R 4T
THDHEP2D 2 Lnd AT EEORBICAAEEZ LT EEZOND,
BHREPHNICEE L TREORIE - ESHE YT hbiuiuiX, AL HER2 2%
L O AT - Wb FEIEE LTHERZRERTH S,

F 72, HER2 [EMEEER - BREABEOBFICEB W T, BEFOREREEZZE L
LU AUNBBIREND, BUIE, TV RATH A7 U VRYUEMERER N O H %
U RYUEM RS H5% O 3 WL OLFEEDO —> L LTid, YAy 2 E
VISHERES TR ER R ORI S A B EOPFHIZ LY | IR S
A ESNL N, ARV AL O—2L7 0G5,

4. BT _RERBOMELE F 0 HER
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BTy BN N ERBRSUIMEIT RN EE R D,

AN BT, ICH-GCP 8T o [ fifi E 3 B AR R Bk & v 7' HER2 il
FEOR VIR EZ I L THAERRO N Z &6 HER2 MO Fgw
BEICH LT, KEOFNMEITHFHTE D LE D, £z, Bz VT,
MFEETH 208, —EOLZEMEFERPEFHRL TNDEERD,

5. 5
< Z D fh >

6. 2% Lk —'&

1) EEEICFHE S 7 Sk

B MEE NS AW SEHRBL A [ AR 23 AU DFEER 09

BiYH.2. Harris JR, Lippman ME, Morrow M, et al: Disease of the Breast: Prognostic
and predictive markers, p675-696, 3rd ed., Lippincott Williams & Wilkins, 2004

W3 HAABFEESH BRI E S ERENA RT4 v B - §
WM 2013 4ERR, p230-231, &5 H AR S 4L, 2013

BiH_4. Slamon DJ, Clark GM, Wong SG, et al., Human breast cancer: correlation of
relapse and survival with amplification of the HER-2/neu oncogene. Science. 1987
Jan 9;235(4785):177-82.

B HE.6. Isakoff,SJ, PE Goss, et al. TBCRC009; A multicenter phase II study of

cisplatin or carboplatin for metastatic triple-negative breast cancer and evaluation
of p63/p73 as a biomarker of response. J.Clin.Oncol.29(15_ Suppl):Abstract 1025,
2011

PH-7. O’Shaughnessy J, Schwartzberg LS, Danso MA et al. A randomized phase I1I
study of iniparib(BSI-201) in combination with gemcitabine/carboplatin(G/C) in
metastatic triple-negative breast cancer(TNBC).Clin.Oncol.29(15_ Suppl): Abstract
1007, 2011

B9, Carey LA, Rugo HS, Marcom PK, et al., TBCRC 001: randomized phase II
study of cetuximab in combination with carboplatin in stage IV triple-negative
breast cancer. Journal of Clinical Oncology. 30(21):2615-23, 2012

B 9.10. Fountzilas G, Kalonofoonos HP, Dafni U, et al., Paclitaxel and epirubicin
versus paclitaxel and carboplatin as first-line chemotherapy in patients with
advanced breast cancer: a phase III study conducted by the Hellenic Cooperative
Oncology Group. Annals of Oncology 15: 1517-1526, 2004

BAH_11. Fountzilas G, Dafni U, Dimopoulos MA, et al., A randomized phase III study
comparing three anthracycline-free taxane-based regimens, as first line
chemotherapy, in metastatic breast cancer. A Hellenic Cooperative Oncology Group
study. Breast Cancer Res Treat (2009) 115:87-99

BiYH_13. Shamseddine Al, Farhat FS, Platinum-based compounds for the treatment of

3
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metastatic breast cancer. [Review] Chemotherapy. 57(6):468-87, 2011.

H 214, Pegram M, Breast cancer: review of platinum-based cooperative group trials.
[Review] Journal of the National Comprehensive Cancer Network. 2 Suppl 2:S2-9,
2004.

PEH-15. DeVita, Lawrence, and Rosenberg’s Cancer Principles & Practice of
Oncology 9th edition, 2011: p.1401-1446, Table 106.25

EHE_16. H ARERRIER W, BrismERE S &GI8 3 i, p.368-380, miLAE

(2012)

P17, AR S : FHFEARIUCE S SHIBEBRAT A K7 AV DIEF i
2013 HEJR. p9-12,4 J7 H IR Tz 1, 2013

H24-18. Silver DP, Richardson AL, Eklund AC, et al., Efficacy of neoadjuvant
Cisplatin in triple-negative breast cancer. J Clin Oncol. 2010;28(7):1145-53.

BIEE-19. Pk, WEK T, Kiekli—, i, 5% - BRNI T2 HT 07
JLE (TNBC) &6t L CHNR T T F o +S-1 L& JifT Lz 4 JEH. H AL
B amaET e V7 AV 19 B, page 498, abstract P-1162(2011.9)

Z-20. dLJIR. 4w b L AHIRAE, fi, PTX+CBDCA §f R %5 Z il Al ¢ 5-
U7 OB & DF e o0 1 ). 8 & ALFRTE 39 & 6 5 pagel013-1016,2012

BAYH.21. Fisher B, Bryant J, Wolmark N, et al., Effect of Preoperative Chemotherapy
on the Outcome of Women With Operable Breast Cancer. J Clin Oncol
16:2672-2685,1998

P22, AR =MW« FHFAIRIUCE S SHBEBZRAT A KT A4 DIEF
2013 AR, p79-85, AR H IR x4t 2013

-1, BRI L OMENED & WARAGEEE « BISAER R 2R, AR O S M

CfR D @mEE . LR TTF o (HE)
(http://www.mhlw.go.jp/shingi/2010/05/d1/s0521-5x.pdf)

1= 2-2. Brian D. Lehmannl, Joshua A. Bauerl, Xi Chen2, Melinda E. Sanders3, A.

Bapsi Chakravarthy4, Yu Shyr2 and Jennifer A. Pietenpoll

Identification of human triple-negative breast cancer subtypes and preclinical models

for selection of targeted therapiesJ Clin Invest. 2011;121(7):2750-2767.

doi:10.1172/JC145014.

1423£-3. Ando M, Yamauchi H, Aogi K, Shimizu S, Iwata H, Masuda N, Yamamoto N,

Inoue K, Ohono S, Kuroi K, Hamano T, Sukigara T, Fujiwara Y. Randomized phase 11

study of weekly paclitaxel with and without carboplatin followed by
cyclophosphamide/epirubicin/5-fluorouracil as neoadjuvant chemotherapy for stage
II/ITIIA breast cancer without HER2 overexpression.

Breast Cancer Res Treat 145(2):401-9, 2014.[Epub]

123-4. NCCN Guidelines Version 3.2014

{23£-5. Neoadjuvant carboplatin in patients with triple-negative and HER2-positive

14




early breast cancer (GeparSixto; GBG 66): a randomised phase 2 trial. Lancet Oncol.
2014 Jun;15(7):747-56.

12 3£-6. Impact of the Addition of Carboplatin and/or Bevacizumab to Neoadjuvant
Once-per-Week Paclitaxel Followed by Dose-Dense Doxorubicin and
Cyclophosphamide on Pathologic Complete Response Rates in Stage II to III
Triple-Negative Breast Cancer: CALGB 40603 (Alliance). J Clin Oncol. 2014. [Epub
ahead of print]

{23£-7. ESO-ESMO 2nd international consensus guidelines for advanced breast cancer
(ABC2). Ann Oncol. 2014 25(10):1871-88

15




