2 R XN I g EEDAE DB LR

BHIRN A S — PRI

ATLVEVT—VavIick BEER (ARGRZED) AT AFEHATENRTOEIN,
EFNLIEEE - GECEFNLET7 FNARZBNETIELDTREHY EFEA






—— & & o d i

e———— Nature ‘p747~752,406, 2000

lﬂw IH 11 A

i q----a-;a:-;w- ......... PNAS :p8418~8423,100, 2003
A aﬁ.i‘?ﬁ.il

PNAS:p10869~10874,98, 2001

||Ee .l.

..w.:.-m

ﬁ.ﬂ mﬁrm
“

Gene signiturelZ& %% %8

Luminal subtype A

Luminal subtype B

ERBB2+

Basel-like
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HER2[5TE Luminal B HER?2 type

HER2[Z 1% Luminal A Basal like
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HER2:E{LFE D IENNEFE

EiEFIE0E [ BEIREER

fMaE

A = HER2 DNA
B = HER2 mRNA
C = HER2Z&BIA

BRERE

= - BIzFDER

= - MRNADEEE

= - {HREZEADFEE

= - RN A ZBHROBH
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HER2FEIFIKRIZBHT S
N E SR IEBE D EFER

1.00 [ - HER2 H&ig7%iL
—i_i_i_i

I_I

HER2 1&18d Y

HER2#&IEHY: >10 aE—/#%
HER21#8187:L: <3 aF—/#&
h—5—S514>: B Log rank p<0.001

24 48 72 96 120 144
SECETOHIM (A)

Ross JS, Fletcher JA. Stem Cells 1998;16:413-28
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FSRAYVRART: VERRBE
MERAEE YA~ <O RHEE
EMEHER2E/SO—F LK

M.W. 148 kDa

Ek 1gG 95%, ¥R IgG 5% (4D5)

i)
EMEE

A HER2 7*F
w7 FcCY 2K

,L FSRAYAXTD
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GRiRIRTE HEEER
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9/19 (8[EI%X 5 %)

PaCO2 : 36.9mmHg
PaO2 :68.8mmHg

(room air)

= 581(7/10)

PaCO2 : 33.5mmHg
PaO2 :56.9mmHg
(room air)
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;A Y X277 study design

NSABP B-31

AC 338%&E x 4 —Pac 388 x 4

®/

\ AC 338 x4 — Pac 3% x4
+ H &8 x52

NCCTG

AC 3888 x4 — Pac &3 x 12

/
R—

\ AC 3384 x4 — Pac + H &858 x 12
—H &8 x 40

AC 3888 x4 — Pac &3 x 12
—H &8 x 52

HERA

RBH SRR

/

[R==5-57 5 k!
(i or k) (R)—" 3’%371;;
+ SR B A
H3B%E 24
(247 R)

BCIRGO006

AC 388 x4 —Doc x 4

/
R—

AC 3BHE x4 —Doc x4 + HEEX 12
—H 338& x 13

\ Doc + Carbo x 6 + H &3 x 18
—H 338&E x 11

Pac:/\71)Ax+t )L, Doc:FtE2F%t I, H:IFS RV AT T, CTALEE %, Carbo: LR TSF



MEREDISRAVAITZED
NCCTG N9831:tE&

Group A
HERZI}%'IE % Group B
(FISH+ or 1 —
IHC 3+) y-]
it
Group C
n=3,505

B = AC (FFVILED Y /29BRRT7EF 60/600 mg/m? q3w X 4)
B =T (/89U%%+)L 80 mg/m2/wk X 12)
W =H (FSRYZXYT #E4 me/ke. 2B B LI 2 mg/ke/38 x 51)



MEBREDISRAVAITZED
NSABP B31:5#E&

JFAY-) %=l ks
HER2[S 14
(FISH+ or
IHC 3+)

N=2,006

Group 1

B = AC (FFVILED Y /29BRRT7EF 60/600 mg/m? q3w X 4)
T =T ($99%%t)L 175 mg/m? q3w X 4 or 80 mg/m?/38 X 12)
D =H (F5RYRTT #E4 me/ke 2B B U 2 mg/ke/B x 51)



HER2+®MD & [l fE4T TR ER
N9831 + B-31M 27 —.Ls

&R (n=1,979) - AC =T

N9831 Group A

B-31 Group 1

SRV X TE# (n=1,989) - AC =»T+H
N9831 Group C

B-31 Group 2

B = AC (RFYILES Y /24AaKRRT73IR 60/600 mg/m2 3w X 4)
B =T ($HYAFHIL 80 mg/m2/wk X 12)

I =T (%9Y%%4)L 175 mg/m? g3w X 4 or 80 mg/m?/38 X 12)
W =1 (F5RYX<T #E4 me/ke . 2B B L 2 me/ke/88 x 51)



AFEEB/BREGL %)

N9831/B-31 ERIFHFT DT v T T—hk

BREFE

100+
AC = T+H
(N=1,989; /R & 222)
807 86.4%
60 -
AC=> T
(n=1,979; 41N F8 397)
40- N=619 /1 Rk
1 EEHR* = 0.48 (95% CI: 0.41-0.57)
¥ N\NHEER., SRARBRRR. /)3 ILDORPa— )L, FOra—)L
P < 0.00001
20 A
1,854 1,347 868 522 202 4 }Nur_nber
0 1,800 1,|235 7|53 4|60 168 g at risk
| | I | | | 1
0 1 2 3 4 5 6 7

BEREAR (£F)
KTTARU S BRE, HAIZELEOREE., 29E. FET



EFE (%)

N9831/B-31 € RIfEHFTDT7vTT—hk
HfFER

0]
100 97.5% 04 65
92.6%
95.9% 92 7o AC = T+H
0 89.4% AC =» T

80 -

60 -
RIRBEHICHELGARNIIXT710500)258(36%)
204 JEEHEE HR=0.65 (95%Cl: 0.51-0.84)
P=0.0007
20
1,886 1,419 938 570 217 Nur_nber
1,863 1,376 898 562 211 [ atrisk
0 T ! l ! T |
0 1 2 3 4 5

RN (%) —



BCIRG 006
4x AC 4xFE42%t)L

60/600 mg/m? 100 mg/m?
ACsT
Her 2B514%
(Central FISH)
4xAC 4x FE4%+t)L
2 INEERF® 60/600 mg/m? 100 mg/m?
1 AC>TH
or iIifmiminLI 11 1
INVYRD 15 FSRAVATT
IMTAY:-1) \
PE%E 6 x FEAXtIL+AILRTSFY
N=3,222 75 mg/m? AUC 6
'J‘/ﬂ_{@'ﬁiﬁ*?é?l’x)_b%‘/ TCH
ZBRRRRRISEY TN EEERER

14 FSRAYATT

Slamon D., SABCS 2006
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BRETE (%)

10

0.9

0.8

0.7

0.6

0.5

MIRAETFER - 20d p R AEAT

DFSAR Iy i xHE
(2-4FHi5):
AC—H>TH vVvs AC->T: 6%

TCHvs AC>T: 5%

BEH ARV
—1073 192 AC->T
— 1074 128 AC->TH HR (AC->TH vs AC->T) = 0.61 [0.48:0.76] P<0.0001

HR (TCH vs AC->T) = 0.67 [0.54;0.83] P=0.0003

2 3 4 5
BEHILH LD HARM (F)



EEFE(%)

FHEFER - 20 PR

0.8

0.7

BEYH ANV

— 1073 80 AC->T
— 1074 49 AC->TH HR (AC->TH vs AC->T) = 0.59 [0.42;0.85] P=0.004

—1075 56 TCH  HR(TCH vs AC->T) = 0.66 [0.47;0.93] P=0.017

0.|6

0.5

0 1 2 3 4 5
BELHEI DR (F)



HERASRERTH 1>

HER2[G D2 iME 14 R HIFL i
(HER2BS14: local labl=THI5E)
F 1t + (#i780) T2 CT = RT

- =

IHC 3+ or FISH+ (central lablZTHI5%E)
LVEF 2 55%

- .

BAEAAEET

CT, chemotherapy ({bZ#&i%) ; RT, radiotherapy (B St #RE %)
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SR E SRS

=4 I8 B
- FEFLM@IEH: DFS

- BIRBIEEEIER: OS, TTR, TTDR
Safety (IL#EEICRET 2T R7RA > b3t 0 hRAfEHT)

5 3hE D P EEEAT

- (N=475 events)

- ASCO 2005

- Piccart-Gebhart et al NEJM Oct 2005

DFS, disease-free survival (ZEJE £ HAE) ;

OS, overall survival (£ &£ 7FHIE) ;

TTR, time to recurrence (BFETOHEIM);

TTDR, time to distant recurrence GEfRBE FE TOHEIR)




% JiE 15l 3K

R rSRAYXTT
EHE<EE ‘
=~ 1ER 58
(n=1698) (n=1703)

FHh, %
<35 7.4 7.5
35-49 44.3 44.4
50-59 32.3 32.2
>60 16.0 16.0

(firgn T DAL &%
ETFTHAD) 5.9 5.9
ToboHA401), EZXHL 68.1 67.8
ToRSHAD) + 3F7HD 26.0 26.3




% JEIEL

R
(n=1698)

FMRYZXTT
158
(n=1703)

BRAEAR 5Ea
BRAE I
I~ EH
BRRRER

TRILVEVZRADFETIKR
=4k
[ 14

) INERERFS AR I
WTRME A BETEAT
f=1E
1-3
P

AVIRS
15.1

40.0

A LB R DK




Disease-free survival (ITT&##7)
Median24RA—7v7J: 24

{OE?)@J%& 100 -\zfvjﬁ FIR5H
. —
80 - e — }6.3%

60 -

3-year

40 7 Events DFS HR 95%Cl pvalue

204 —™— 218 80.6 0.64 0.54,0.76 <0.0001
—_— 321 74.3

O i i i
0 12 18 24

B @Erataing)

1703 1591 1434 1127 742
1698 1535 1330 984 639




Overall survival (ITTfZ#7)

Median_#+

EHIZL 100

(%0)

80 -

60 -

40 7 Events

_7\J7 2J:_
FSAVARI1ER G
=1 2.7%

BIERE

3-year

OS HR 95% ClI p value

59
90

20 A

92.4
89.7

0.66 0.47,0.91 0.0115

0 1
0 12

No.
at risk

1703 1627
1698 1608

1498
1453

18 24
B @Erataing)

1190 794
1097 711




1st DFSAARY MER{L
(ITTHRHT)

ARV (%)

R FSRAYVXTT
(n=1698) 1F%5 58
(n=1703)

AR

=fREFEAANE
iR AR T

BFTBFEANE

i {8l .92

LIS DEERE

BT (1RANRUE)

321 (18.9) 218 (12.8)
233 (13.7) 152 ( 8 .9)
22 ( 1.3) 26 (1.5)
68 ( 4.0) 45 ( 2.6)
9 ( 0.5) 7 ( 0.4)
8 ( 0.5) 6 ( 0.4)
3( 0.2) 8 (0.5)




IERFZEMIDFS Y75 IL—TfEHr (TTHRAT):
FMSRYAIT1Fi% 58 vs S8 (1)

Y5 IL—T (FEBIER) AR HR (95% CI)
S ol T vs BIERRE
3-0yN', BF4, BTN, A-RNUT, 21—V —TUN (2438)  —fl— 161vs 235 0.66 (0.54, 0.81)
7I7, BA (405) ' . i 2 21vs37  0.53(0.31, 0.90)

RIA—0Ow/X (369) : o : 23vs36  0.54(0.32,0.91)

R+ F 7 AYH (189) C - 13vs 13  0.98 (0.45, 2.11)
BT HE

<3557% (253) b -1 19 vs 31 0.57 (0.32, 1.01)

35-497% (1508) 89vs 150 0.54 (0.42, 0.70)

50-59 % (1096) : 71vs 97  0.71(0.52, 0.97)
>60 i% (544) : T : 39vs43  0.91(0.59, 1.41)
B {8 BRARARIR :
FRAFERET (491) b : i 43 vs 49 0.80 (0.53, 1.21)
FBH (1373) 70vs 135  0.48 (0.36, 0.64)
FA#%# (1535) : 105vs 137  0.75 (0.58, 0.97)
2 I EERFS IR 5
iTATE AT (372) C ] 39vs50  0.66 (0.43, 1.00)
f&t% (1099) | ot 34vs58  0.59 (0.39, 0.91)
1-3 & (976) : T 50vs 80  0.61 (0.43, 0.87)
>4 & (953) : 95vs 132 0.64 (0.49, 0.83)

HASEfAI2K (3401) : 218 vs 321  0.64 (0.54, 0.76)
1 1

N , 0.5 1.0
il SRR HR (7 R—F E)




IERFZEMIDFS Y75 IL—TfEHr (TTHRAT):

HIJ I —T (FEHIH)

REFEHESE
Any (fiTBTE 2 EETRIT) (372)
0-2 cm (1351)
>2-5 cm (1482)
>5 cm (171)

RILEVZRARIRKR
ER-IEME + PgR-FE14 (1627)
ER-F&14% + PgR-I514 (172)
ER-F51E + PgR-F&14% (460)
ER-F51E + PgR-[514% (984)

I L—F
3 - poorly differentiated (2047)

2 - moderately differentiated (1111)

[RFEZEZDHTH
FLERFRE (1432)

FLEYIBRTT (1968)

B ST R
Hl) (2606)

%L (795)

(fiTEN TR ML 2 REDIELE
7RI A0 (202)
TURSIH A, JER2FH (2310)
FUNSHA0) + 2%4H2 (889)

FRfEI %R (3401)

- 2R

I
0.5 1.0

HR(/\Y—KLE)

AR

T vs EREREE

39 vs 50
61 vs 95
97 vs 150
20 vs 25

126 vs 190
12vs 12
26 vs 39
46 vs 61

157 vs 201
47 vs 97

77 vs 121
141 vs 200

183 vs 265
35 vs 56

12 vs 15
132 vs 221
74 vs 85
218 vs 321

HR (95% CI)

0.66 (0.43,
0.65 (0.47,
0.55 (0.43,
1.14 (0.63,

0.63 (0.50,
0.77 (0.34,
0.82 (0.50,
0.63 (0.43,

0.73 (0.59,
0.46 (0.33,

0.59 (0.44,
0.68 (0.55,

0.64 (0.53,
0.64 (0.42,

0.76 (0.35,
0.57 (0.46,
0.80 (0.59,
0.64 (0.54,

1.00)
0.90)
0.71)
2.06)

0.78)
1.74)
1.34)
0.93)

0.90)
0.65)

0.79)
0.84)

0.77)
0.98)

1.62)
0.71)
1.10)
0.76)




AN (%)

EREEE FSRYXTD
(n=1466) 1558
(n=1688)

grade 3, ADEFEEZR
EREGEEER
RTICESIREZTER
yi=t;-daslln

88 (6.0) 190 (11.3)

97 (6.6) 156 (9.2)

3b (0.2) 9¢(0.5)
172 (10.29)

BLAE, BR, TH

ChM P H I, M EEE, SRR, RER, BEAE, FHGREEH, EE)V/NEE, 26|0RATELE

LAS D = R FE 1R D 5 EAZE)

IFEERICLDHIE: 6.8%, BEEHIER: 2.5%, FDth: 0.8%




JEBIEL (%)
kgl rSRYRXTT
n=1708 1FE% 52 n=1678

DM BE 1(0.1) 0 (0.0)

FEACHF* (NYHA I, 1IV) 0 (0.0) 10 (0.6)

FEARTECHF (11, 11, 1V) 3(0.2) 36 (2.1)

KB4 LVEFET 9 (0.5) 51 (3.0)

DEREEDSERIZED 72 (4.3)
FSRYXITRERIE

*congestive heart failure: S->ME LT 2




St. Gallen update

L= ER DY RV LS TR B

R DER

RZEHY

BZ AR

JEREZME

KVRY

YU INEERFEIEE TUT DEEEZ T RTH=TED:
RIEBZMESE=2cm

Grade 1

IREREE(—)

HER2/ neuiB B 53R or 1E1E(—)

FHr=35

RILEVEE

S|
/AR

RILEVEE

N
L

Controversial

)R Y

DN TUTOEREZ1 D TEHEETL0:

RIBEHIERE > 2cm

Grade 2-3

IREREE (+)

HER2/ neu;BFIFEIR or 1EME (1)
FHE <35i%

HLLI

2 INETERFE 1 ~ 31
HER2/ neuiB B F IR or 1EHE(+)

RILEVEEZBE Hor
e &iE—
RILEVEE
(e2EiE +
RILEVEE)
fSRAYXTT

e EE—
RILEVEE

(bZEE +
RILEVEE)

FRAYRXTT

L RE

FMRYZXTT

BUAY

2/ \EiERFE 1 ~ 3@ M D
HER2/ neuiB E|F IR or &R (+)

HLLIX

)2 \Eh 8RS AE Ll L

e &iE—
RILEVEE
(fe2gik +
RILEEE)
fSRAYXTT

b EE—
RILEEE
(b RiE +
RILEEER)
fSRAYXTT

(=293

rRAYXTT

* Node-negative cohort with small tumors (pT < 1 cm) may remain in the low-risk category even if higher grade and/or younger age.

* Clinical trial evidence indicates that chemotherapy and tamoxifen should be delivered sequentially but no such data exist to dictate sequential or concurrent use of chemotherapy with aromatase
inhibitors or ovarian function suppression/ablation. Hence, the option to deliver concurrent chemotherapy and some forms of endocrine therapy must be included. Specifically, concurrent gonadotropin-
releasing hormone analogue given with chemotherapy for premenopausal women is acceptable.

* Where feasible, trastuzumab should be added with or after chemotherapy for patients whose tumors show overexpression or amplification of HER2/neu. Concurrent anthracyclines and trastuzumab are

associated with increased cardiac toxicity.

A. Goldhirsch, et al. Ann Oncol

Vol.17 No.11 P.1637-1643 2006
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Tel : 03-3273-0881
e-mail : pr@chugai-pharm.co.jp
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Tel : 03-3273-0554
e-mail : ir@chugai-pharm.co.jp
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