offl 22J0I0 MEA W} Ail

pertuzumab 0.42g (30mg/mL)
HAGFAEEW), EEF2H)

0O gs ait

- Aol Tt
Aol Aglte] tfs] F-HER2 X85 Tt 3stedy X585 w2 o] ¢l HER2
I FAZA Aol e HA B 4 AR FHY SAA =AEA
2 A" 8o

- fHrete] 4 A X% QW (neoadjuvant)
TaAWY, A2 w27 BANZ 2m 27)e HER2 %4 Guor shAol
Fe A BxoYPoRA EFEeA, A3 Fu Al Mol F R ¥ A~ uknto] =(FEC)
e 7R ESGES xS Am 9 d3tez o] oy A" W =AEAS
-85

O 24HZHLIIAHH? o
20179 MI2X %S HBIIHAL] - 20179 2& 9¢
- gAY Ao 1 20149 19 159D, 20159 49 1592

% ofAlHgIIeId S BrbA T T AlkEAle] ddd vl sidshe e (A A A,
A7 H ool BrE Tl g, AAFLYE Tl 5)2 SNHALNA AL S5 U T

_ ) ) B UZEPUATEI
ddoln ehHet g RelE S0Pl U wdIp|a

_1_



HIRA

JL 8II 2t

ol
oR

sE-CEIEEED

)¢l HER2
=3

2cm =

=

3 el A=Y, A

Z71 SA A

T
-

T

-HER2 A&

5}

ko)

f

HER2 &4 A 2A Aol = HA E7ls3h o

0

dtuto] =(FEC)

Ea

!

!

ol
Hin

Hjo
100

Bo

T
o

1
Njo
Njo
o
o
~dl
ijN

"

=
=

ERGER

RS B EAPNE
}{ B E AT

=R 100/100

o

F

]

FoZ

’

3T

]_

1

o 2A

-2

-HER2 X

3

kel

gl

I

2
Jpo)e

HER2 ¥4 #2424 deold =& dA 27k
7h 2

=RV
IS

o

| c

-
ik I

(FEC) jn st

=

2 2ok Teie

shofol
ot Oz =2

st o

I~
-

Ry

=

A5t o

Ll BII g



"

HIRA

EAERAS BEFT s7F e AR, T ASTol IS FATE T A H
| Fedststayor Faudso] glo] oA
9]

=i

= -

o] 9lal, trastuzumab+docetaxel 2
4 B7E71E B A ol e ot A

hsd 5e me A, kAl 8%

A== vEAl sttty A E oFA)

o o

- A S HER299] dimerization domain(subdomain 1)< 34 2= 3} recombinant
humanized monoclonal antibody®, HER2¢} HER family members(EGFR, HERS3,
HER4 *¥3h)°] heterodimerizatione 2}©@3F+=(HER2 Dimerization Inhibitor; HDI) 7]%
o FAAY 5

- HER2 %A Aol FH9t dxte] 13 X5 _W o R trastuzumab + docetaxel (or
paclitaxel) s°] %loH ’d@%% oo W& Foste (M%) o= FHH
] Z7) el 3xe] i A/F BEaH o= 1) AC(doxorubicinteyclophosphamide) — docetaxel
+ trastuzumab, 2) TCH(docetaxel+carboplat1n+trastuzumab) ool AHEFS HE Fo
3= @Wo] F=HE 6)7)8)91011)12)13)

- A Ee] dATdEer AHold  HHY FH, data cut  off AlF =
trastuzumab+docetaxel ™% 3% A4AIE 3H(CLEOPATRA)MY % 2 HZEQW
T4 2 AdAAE 28 (TRYPHAENA, NeoSphere)o] 74

= [l <]

o

[ Hold Hghe] disl] x5 Ao] gl HER2 ¥4 3¢
32 (n=808)S Ao = F2AYulA, olF WA, v}, trastuzumab+docetaxel tZ
34 XA e Ay Al A FE+trastuzumab+docetaxel W8 29 median PFS
TR A7 E 187MEE E 124709 v 984 A5 A3L(HR 068,
95% CI 0.58-0.8, p<0.001), median OS(HAA] AE717H+= AAHF FoAT oA 565
ME=2 tiza 40871E di¥] fFojstAl AdE (HR 068, 95% CI 0.56-0.84,
p<0.001)

vV gREe o] dmtEe =AHEA FoFotd grade 12 5H FTlE, TE A
7Fadk A A E A E(left ventricular dysfunctlon rate) ¥ FHAHAHEE(left
ventricular ejection fraction) 74167} 2HF FoldtolA A YERE (
6.6%(27/408) vs. 8.6%(34/396)), 6.1%)(24/394) vs. 7.4%(28/378))

= [Fe A BExQW] 2384, 4548 v 27 HAMEAHF 2am 23S HER2
T S0 g, wold, N, FA9I A, phase T AFAI RIS A 14}

}{ ALY

AA5LD XSt ARSI A0t BRI REID| 3=



"

HIRA

24 H7F AEQJA LVSDe wAE LVEFS 742004, neoadjuvant
2| 8.7]17+9] 142 LVSD 2HAE-2 B (pertuzumab+trastuzumab+docetaxel) ol 41 7+
2.1%, LVEF Z-@LZDE o HEE 56%, 53%, 39% oA, 2x 2 WA ES
pCR(pathological Complete Response)?D2 W2 61.6%, 57.3%, 66.2% ©°]om,
objective response(CR, PR)& Z+Z} 91.8%, 94.7%, 89.6% =
vV oES 3284, A5 e 27 9AHE 2em 239 HER2 A %
ghapz2) i, v T2, phase I 7A@ A2, 12 F24
7} A &2 pCR(pathological Complete Response)2d pertuzumab+trastuzu—
mab+docetaxel oA 45.8% %, trastuzumab+docetaxel 2] 29% wH] £2]3%k
ZFol & Hd (p=0.041)

1)

- Y%} Oﬂ}\ﬂt, Aol ol A AdHES EF8MelH, 7|+ taxane + trastuzumab©ll

7 670, 1670Y Aoz dAH

oM 217+ HER2 oug z7]
= o

7}
%—g 9 31.2502627)28) Z=de A R % QW
= ! z

2]

sl
=

_4

N

= = o=
= = =

F 8ol

)
-—

o P

g :
o 4% A= ANT 5 QA s g <? o} o]

.

O ulg EIAW

- [AolAd Y] wdA, AAKEAH, w9497l 2 sgIod T&  a# s
trastuzumab+docetaxel, trastuzumab+paclitaxel 2 HS A FA 2 HAASF o, 157]

(3F) Fopu &2 AAF e I o=, A FA ) I <

Bt} 317k
» AAE ¥3 QW (pertuzumab+trastuzumab+docoetaxel) 2  trastuzumab+docetaxel
Q¥ dv] FZ8 AE=7|IHPES), AE7]H0S)E FostAl MAAFHoEm =2
a
[e)

A ol sk, Blal ofAIQ
H&-a8(ay) &4 ZA3 ICER=

-3¥ = HE-838% B
trastuzumab+docetaxel QW& Hl

I <) /QALY

-

.

- NAEFS AFEG Agg¥elm, Akt ANT ARG #I@A 9
(aY 8T ATP mE EESEH e A ICERE

“[Fe A mzen] add, JEEAd, FerlE 9 e 58 wesiol

x ALY

A25L0 OHFGH 9 R R5HE Aojte

ric
Hl
a
10
tp
-}
N
i)
|

N
I



HIRA
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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
739 757 777

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

18)

Schneeweiss A. et al.,, Pertuzumab plus trastuzumab in combination with standard neoadjuvant
anthracycline-containing and anthracycline-free chemotherapy regimens 1in patients with
HER2-positive early breast cancer: a randomized phase II cardiac safety study (TRYPHAENA),
Annals of Oncology 2013, 24: 2278-84.

19) left ventricular systolic dysfunction

20)

21)

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

ypT0/is (ie, absence of invasive cancer and in the breast irrespective of ductal carcinoma in
situ or nodal involvement) = A ¢Jst ypTO ypNO (ie, absence of invasive cancer and in-situ
cancer in the breast and axillary nodes)2. = Aol¥l pCRL ZF oA 50.7%, 45.3%, 51.9% =
LhER

22) Av, B, Cit, Do & 1:1:1:1 F2F9] i A
A" B C+* D+
Trastuzumab(H)+Docetaxel(T) | Pertuzumab(P)+Trastuzumab | Pertuzumab+Trastuzumab Pertuzumab+Docetaxel
437 +Docetaxel 45 7] 457 N
1074 10773 1078 96

23)

24)

25)
26)
27)
28)
29)

A2451 0 QG ¢

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.

defined as the absence of invasive neoplastic cells at microscopic examination of the primary
tumour at surgery. Remaining in-situ lesions were allowed.
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