HAEHBA: xxoxx 4F xx A xx H
DOHHAR® At P B2 2R B ) RERTT® (GESHH - Z 2R Pt ARyt

TS 1 ZER DT 35

AR A 1 W 5 R A R T 5 R A

5
DIREAE, WHERN, fHER RSN AG
DIIRAE

HH1 22 B BT 2 3 SO M AR PR o g 3805, HL e A S5OR ™ B A JEE A 1 22 B P
HIHFE R RIGITHEE PR

FEZE T M 22 PR BIG T AT A SR T AR T Rt O s DB EAT VR . FE IR R
FH WO IR B AL L e (S R G ST B b, BT LR 2 PR TR T .
WE RN i S B

FH 22 BR B 470 2 3 BU™ E AR B A SO AT A S L K2 HR AL T, SR
A AE 2 BRI R B 24 /N P o KT R AR IR DR BRI R S PRI oL R R
&, NSRS IR AE R R, R BT M E R e k. kAT
(5O 1K= 8 & % N 1D 3 2 e s S R S = ER A e (T Do 2y VA ke o
JR =R

2SR i ZER T 2 SRR D KGR B AN A B R A AL
HET o 7] B S IR 8 RS, A S SR MU R0 1 3 2 i it ) o 4%

[45m47K]
WA T 2 BT
P44 s DUAIER®
JEW 4. Trastuzumab Injection

WiEHFE: Zhusheyong Qutuozhu Dankang

EYISRANZG S R SCRE AR A BT AR B DO AR B SR A R R L 2
M2y AL, JF A IR S R ZE R AR U 5 5 AT Ul B OR FF— B

1 UL 46 T



[sitir]

WTERAT: 2R

2 Bk B P2 — M ZH DNA fTA RO NIEAL B se BEDUAA, 2 s i 77 T o B e 4t
AR R E ROV CHOD A =i, 24k d AR AL HEHRE R (1 2 K Al
LERDIR, SRR R R A RN 1A

Bkl L-ERAHERR, L-HER, oo _KEY. LA 20,
(4R ]

IS IR A Z ER BT R 150 mg, N HE TR R OYURERME. EE N LEE
W th, IR EMELOCE, SN o AR5 2 BR TR DY 21 mg/ml.

&ERDE]
AL

A fhiE I F HER2 BT RIFE A ME LR - 119 i — 29iay e id 1A ei MEsr
JT R I 5 RN B 2 TU b BRI &, T RIS T e Re PESL B B

BT
AR fh3d FH T HER2 BH A4 A 5391 2L B e -

o R TTAR. HEIEIUAERMPALTMBOT (ARG JE IR BET .
o  ZRUWENMBBILIST 5P SIA M 5 X288 2 PH b 38 IR & i BIR T -

o S UHMMIEA-R ARG M BIGRTT .

o  SALITEREFHBIGTY, GRLAHENAYT, M RN (BRI SRR

1%>2 cm B FLIRIE o
ERHEEE:

AR R B 5- SR M e A EE T BEAT R4 52 R R A VB IR T T 1Y)
HER2 BRI R 1 B e el B 8 8 A8 F e .

ith 2 2k gt R R T HER2 BHYE R R v B e B3, HER2 PR SR A S50 E
RSN 5 113 2 IHC3+E IHC2+/FISH+45 R .

(3% ]
150 mg/Jifi



[FZAE]

i MES” MERNEB RS RIT RO RREER.
FEAR GIGITHT, NEHT HER2 Rl

58 F FC AT T 22 W ] i BARTBAEAS b T B T PR B 38

2% R B B E 2R ES

BRI S
4525 77 %
BIG6 G g 5 AR S AR S A 7 4 mglkg. B KA 90 23 Bh DL b
YERE e EUORSEE RN 2 ma/kg. QSR B L B IR R A2 R A, WS
B AT O 30 4 f
KW
WIME AN 8 mglkg, BEJE 6 mo/lkg B =A% —k. HEHE 6 mgkg H=F%
Zj— I I T 279 90 434 o G SR S8 38 AE B AT NI 32 1 R, SR R4 T 50 30

/

R

EREEE

FVCR R = IRME 25T %, Y16 tumriil B 8 mglkg, FEJA 6 molkg &F =445
Zy—IR. HUHER 1208 90 704h . AR A 1E B RIVE R I 32 1 R 4f,  Ja 28R4l 2L
N30 p Bt YEFRARTT HERIWHERE
T

o RSN IR R T 22 BR PR BTIR T B A HE R BN TR B2 R

o  FLJIR R A ] il 2 BRERPTIRYT 1A B SR BN AT 32 I (LA

BN o AEWEBC EKIGITHT 14,

o BRI B e B A 22 Bk FRPTIR T A 2 R AN R TR Z R
TR
FERMN

o XA AR A R R A S B R B BRI RV R

o 0o IR R ¥ E i A O S AU o H 5 5 S v DR

o NP NG KA A AE SN B SR AN UK AT IR 2 Bk PR T A R




L

it Z Bk BT ARV T T ROEEAT e S A M 80 (LVER) RS, R 97 IR 2 42 %
DI LVEF. HILTHIEGES, Rifs b Z ek pduinsr 240 4 B, & 4 RN 1K
LVEF.

o LVEF BIRIT AT HUE T FE>16%.

o LVEF KT iZAa I+ O 1EH YE 1 I B LVEF B0R 77 BT 4% B8 T F>10%.

e 4~8 &N LVEF [0J1 & IE% JE 8L LVEF BH6 97 B 460 50Ul T F4<15%, Al IR AH

JH o 22 2R B
o LVEFHZE TR (88D , Bi# 3 kL LR EFE M 1 i Z Bk s biinyT, B
KA LEAS R it 2 BR T
Y224

I PRAR IS A 9 2 A P ok it 22 Bk s ZE AR 5 S50 AT 300 P B i R SR AT

R RS P AR L, R A D B AR AT 2570 R R AR TR T, 7E L R) R % D) M
3 HH I R PR A R D I R E o
Y ik

n S A U T ZBR BRI — A, SRR 45 R R 1 it 2 2R
(B — RIS TR 2mglkg; &= JH— IR 25775 6mglkg) , AFREHRE TG
ST MO, R —IREUE = A — IR IR 277 RN AIAE T R 21 RG4h T4
FEE 0 i Z Bk P,

R EF IR M 2R s O, SR PREEN S T AR U R it 2R
CBEJE— RIS 2977 %8 4 mglkg: B =J—RMEZT7%: 8 molkg) , kRS [AIZ)2 90
Sl b BbIE, W TR ke = IR 2T RN AR T ORECE 21 R4 T
SRR 7 1 ot R P R R — IR 45 24 77 %2 - 2 mglkgs B = JA — IR 45 2477 %8 6 mglkg)D .
BRI

R R b, B AT A0 AL FE 2 PR S . o AR I 2 IIRR, SRR SE RO AT I i 2
TREPBUISIL, LA G 5 I 24 ) WP 22 BR PR 1 79 2
VAL

RS AEL B R, LR TE A R TG B R A o SRR SR P it 2 Bk L R EH K R A
K CRIRE) Rk BCHIEr 0 i Z 2R PRIk 228 21 mg/ml, pH{E£) 6.0 el SE R
SR B 2 R B A1) B WA o VRIS UG TG 0K 7 AR R AR € 5 o i SRAE TG 1 2% 1

A4 T3 46 T



TR, BCHILF IR AT 2~8°C 5 FIRAT 48 /BT, ATHA R,

FHIE GRS 45K 7.2 ml K BETES P KR A 2 BR TR TR I P MO P 22 18 E N
BARENER T2

BRI EE. AMIER!

P ARV O] RE = D BEIRIR, RS PE MO 1K 2 5 708
Mo B 3 R

AR 1 22 PR IR UR 54 77 B 4 molkg B )5 4 18 2 mo/lkg 445 715 T 55 o 7 T
AR

fAE (Kg) x & (4 mg/Kg fMfrEE 2mg/Kg 4EFF &)

B VAT AT =
e 21 Cmg/ml, it B P VR (VR )

AR 1 22 PR ST UR 74 77 B 8 mg/kg B J 45 3 &) 6 mg/kg 445 715 T 5 o 7 T T
AR

B i b = o (Ke) X (8 me/Kg F oK ome/Kg AEFFH)
] E A =
21 (mg/ml, i B BRI

FIT 5 F 0 DN R IR JS DN 250 mil 0.9% SEAGANH RS, AT 5%11)
HEFR R MEERD  MBARRRMAIRS), B GEr 4. s 2 Nt
5 I A IR AL 8 e AORE 7 A AR . — ELBRVEVRSC B S RIASE P o R A 2 e il AN e
FEAE AR A I ATE SO T B 25 R HEAT B, RRE S AOVR TR FT AE 2~8 CHfRAF 7 K, AN
FEANHEE 30°C A E IR N ORAF 24 /NI
VT

5 FH 2R P A AR R L% 21 AR W SR 2

ANBEAE ] 5% M & BRI D T i B 1 R 5

AT 5 HE 2500 & B .

REESFHI 2507 L H 2500 HI AL PE

O £ R P el 24 b AE IS5 P (RRE TIN50 557 1 BROK BRAE VS Bl o n
WL GRS, A 2 R GOR R A B0 245 it O J0 28 3R AT BT AR =4 i )
SORMEARAE A AL 24540 o

JOLT AR ST AR J LA R A YA AL By S 4 A A [ A 25 0 225K



o JESFERAESRAREE S .
o I MESANES 85 DRAFAERI BRI ER & rh (BRI I — IR TR o

[(FRRM]
LA AN RS B £ 1 B 45 (0 HL AR 38 23 30 4T SE VEAR (17518«
o LA A (W LEEFHD] D
o kAN (W [EREFI D
o JRARFEE
o AT shEM T ERIAN MR RE I E (W DEREF I D
o JiEEA N (W [VEREFI D

il 22 Bk s U ad B 7 FUIRE S T AU Va7 P i WA R N A R
Mlsy MR BRSO BEVE. YL, EWOINE . SRR, = 1. PERAE. BB, SRk
MR DE . TR« 75 B A W Elds 1 2 2R P E T IO B O B B FE . Fe O
T, EOEIREI R N B A SR SN AT SN

MZER B P TR BRI, & LMARRM (>10%) , BS54y Zasatt
Hi 22 Bk B PTHEE IN>5% AN B B A& Rk g s/ e . i8Vs. = 0. #iif. B 4.
PRE . EPIRGE RS R I/NRIBDRE « R 2RE . ShPR 28 FIR e 15 . BR TR
SRt EAN, & WS EUF IEVRIT A B RN A B JEYE A1 #4: w pHbr 4  gak /D i
I R ARLE A B R L

F£ 1 Bgh 7B IE RS il 22 2R b R B S A T 2B il A |
SRV o T ARVE# 3 T OCH I RIS s s K AE 2R . T 2 2R R S A AT A
JTEREE T, DRI AR ME A R FAE S5 € ZW1T807 IR R 22 R

FEF GO BN AH AR S LT DU . o0 0L (17100 « W (>1/100
£ <1/10) . L (>1/1,000 £ <1/100) « ZF W, (>1/10,000 & <1/1,000) . 47 ZF W, (<1/10,000)
AR CGIENEEIEAEND BN EERDEN, AR RNIE KA Z & 2G0T
HH



R 1 ERKRE TR M ZIRBGGTHEE R ENSEYA B RS 4

BERGSR RRRR* REX
I 2 12 YN 80 %% 4
kY 5y
Tk L,
v L 2 R e i 7R H
A % H L
BER L,
£ % H L
PR i H L
JRA H L
130 B R G Z1L 4y L
ML/ 4y L
o B R AT B i o
20 /b 1 4 /b o o
L D o 4
95 R G A H L
R I R SR 0,
i B 52K TRE T o
A 39 o
AT o
LI ER YR o
AR H L
& L
&N RGBT 3o 43 W
S 5
TR S 43 W
R R o
Wk B 5
Bk ot W
) FE o 225 H L
W i H L
HL 22 BT %A o E
Sk 4y
5 0k 4 K0 H 18 1,
28 B B 115 B0 B 4y W
Lo b B O e W
TR (Fa k) WL
YIRS H L
Lo W
DAL B 18 11,
785 5 bk B e IR EEL 7K 4y L
WA 5
A ML R L
1L H L
M % H L
WU RS S NI IR R 5 W

57 /4L 46 T




] o E
1R PSSR 53 L
W 5 E
£ 4
B L,
Jiti 5 H
B s U WL
K Y i % H L
JEE YL PE I 45 18 1,
BN 1 1,
W 2B J 75 5y L
MR it 4y L
Tl 4y L
e 5y L
WA R o
(Gl o
C % 4
HTHH 2 G550 440 i 25245 H L
o] =)
k5 R R 250 LB o
(22 o
it K 4
FRLAIE o
15 Fp AR 4
TS H L
H %% H L
B Sk T4 H L
2 H L
B H L
REPE H L
FF 47 W W
s 18 0,
LA B 5 45 40 24 S0 A 4y
FL 4y
KAk H L
598 H L
B H L
L e H
Bt W
I P H L
A B VPR 548 2oL =7 4y L
Bl R R g6 4y L
FE i o E
P o E
TREDR 4y L
e A 4y L
FER 5 L
KA 5 E

2 8 /4t 46 TL




AN JE P K i 153 L
R R % +435 I
il i L
AN i L
FRE PEEFARIRE | R R +435 0L

* MR B R (ADR) T SE J9E B b — T B AU R R 5 6t LR B 2 A 22 2 /b 2%
(A B 2k 1t 2% FADRS 2 3 FL7E T 3 B kB P 10 5 7 R AR SR N FI5E 24 (1) R i 48y 49
(SOC) 432k,
T RROE WX R RS R A
L S R AR B R B MG R N . R TR R B ) ELATT 4 H
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& 3: % BCIRG006: LVEF fHXFELE KT FE=10%HEZKT 50% T R F X E

BT B RBRR AR
.50 —
045 AL ->T [dowonubicin + cyclophosphamide - docefase )
] === A .=TH|dosorbicin + cycophosphanide -» dacetaxel + Herceping
040 = = TCH {docetaxel + carboglatin + Harcapling
o 035 o
i
E 030 —
¥ 035
ﬁ 0.20 —
=
a0 015 o
0.0 =
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0 il (3 14 24 i
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Pl 2 7 % 523 250 258
AC->TH 1 75 474 18 4
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1] O ZEoRBEAL 4L ) H A

TE 122 BRSBTS 1 = ORI ARG, ik B3 b 3/4 L ThREAN 4
CHAERM 7R MO 1388 (CHP) ) RAF 557 51 M 2 Bk s mia 7 it 38 AH 0
(0.3 - 0.4%) . FERLenthZERBPUIREIR T BF K ER&E (2.0%) . % 3 F, #%
AC—P (ZRIAE + BB L 2 5 FHEMEETT) +H (ZERBPD /7 BFH OIEAR
TR RIS 3.2%, 11 AC—HP AT EE N 0.8%. 5 FERATT HIA W2 7O A R F4F &
RSP

fE 5.5 i, AC—D (ZFRILE+IBERIEZ )5 HZ 6 3E) . ACHDH (ZRHLA+
IBEBENEG, < 5 2 i3+ thZEkeyD M DCarbH (ZHifh3g. REIFI M 22k hi)
BIT AR O IE A5 LVEF 470008 1.0%. 2.3%H1 1.1%. X TH 4R CHF
(NCI-CTC3-4%,) , AC—D. AC—DH Fl DCarbH 9741 5 F K %4358 0.6%. 1.9%
A1 0.4%. AC—D 5 DCarbH 2H 35 5 A=A Rt O I T4 B B8 A4 XUR A O HLARALL; AR
Xf AC—D A1 DCarbH 974, AC—DH iGJ7 4K AEARER O EA RS04 59 KUK,
FIAREDIRE OIEA REFAFEL LVEF F0 St R AR R SFEEIE 2 2.3%, -0 BG T
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BE I NYHA -1V 20 /132 MR 0.6%. HALRET ] 3.6 )5, szl 2 eks
PURTT —F )5 WEE CHF FIZE O = IR 4 KA % 7358 0.8%F1 9.8%.

TERF 9L BO16348 H, WA B VG A 8 SRR 4E IR, 8252 i Z Bk s puih T — /5 EE CHF
(NYHA -1V 27) KAFEN 0.8%, BHEERERMEAICEER MO EINEEA S K EFR N 4.6%.

il 2Bk B P0VARYT BB T, T1.4%EE EE CHF vl i CGE SUNE KA G /DS il 2
LVEF fH>50%) ; 79.5%%FHEFTREAR A2 BN Re AN B Nl . 29 17% 0 I EA 4
MR RFHLERE T 2R BRI TERG .

FEWTFE NSABP B-31 1 NCCTG N9831 W 7T Ik & 7o i h, X ACHPH 4 (ZRHLA
+ NG, 2 5 R+ i 2R GD hALBEYT 8.1, 5 AC—PH A Ak 2.0 4
BT ATHILL, B R O IhEEAR R R % (et LVEF 48 4k: 18.5%ff AC—PH
N LVEF {H 4% 10%~50%. £ AC—PH 0 H BT A REIR A e O HZ8smm A, A
64.5% 1095 N 7c 0 EINRE AN AT, TERGE —RBE VTR CREIR,  90.3% A9 A 58 4 Bl 43
LVEF k& .

BHIZEE (BT

FE R B PE IR PR 106 MO16432 v, il 22 B LTI A B A B AL T (B8 3 AN I 2 5L
B, H B 180mg/im?), #IZEREHTRTTH AR O DR 2 R AEFRIX 1.7%. B
K&, EREVEIRRIRS: BO22227, Hh-ZERHBHUKEHAMIILST (B 4 NIRRT
B, HRFHE 300mg/m?) HRE YT 70 AN A, fi 2Bk bT GERIkGS 215D 2
0o 3 ZEIBFE L O A 230 B R A2 0N 0.3%

HBIE

£ BO18255 R4, ik AR, UIRMENE/ET (FP) ZH N il 22 Bk BT + J80 IR W g /It
1 (H+FP) A AL LVEF {H 4371 64% (JEH 48%~90%) 1 65% (] 50%~86%) -
B i ZERAPTIRIT A 1 &4 B (ML LVEF [ RGO EEE) 4, BO18255 5
RN 2 5L LVEF T BT IR ACRE IR o
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LVEF T [k 85 s & ME IR E /N5 i 2 2R B/ e /R H
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LVEF T[> 10%, F#Z<50% 1.1% 4.6%
#i %A <50% 1.1% 5.9%
"LVEF FF§> 10%, F&%>50% 11.8% 16.5%

A AL FER VT BT LVEF R 25 7 vk ¥ Z 6 LVEF K AR 8% (FP, n=187 5H
+FP, n=237)

R 4: DFEASREMH (BO18255 R

SR /A A 22 B BA T /R R M A
(N = 290) (N =294)
(BIIT L BEE ) (BIGIT LB EH 4 )
RO EAS R FHH 6% 6%
>3 2NCI CTCAE 3.0 Jix *3% **10%
"9 4 8 O i H A
4 4 B RS A

SRS, DIBEAE TR T AN IR 2 [FoR LB Z R R

BEHHERY (RR) &R

TE BT 22 B S0 1A I PR 6 H 0 380 e ik it Z 3k st R 4B IRR, T A/
ORISR AR . ARG SRR, Oalid il AR R R AR
(W [EEFEmY )

IRR Iif R AR X 5 8 s AR X 79

WA FE NAE . #ZER 5T 5407 B AR T BUR 25757 - ANFEIR B RE T, %
W98 2 (A& 2% IRR [ R A 2E A [q .

R ANRE B, M ZERRPIEAIRIT A IRR KAEFRAE 49%ZE 54% 2 (7], Tt
HR257R Y7 HAE 36% % 58% 2 (8] (Rl Be L& HABAYTY) - fIZERBHECEIRITA, EE IRR
B FLLED) 1A 5%% 7%, XTIEZ5769T HiA 5% % 6%.

AR g, #ZERBPIEESIAITA IRR KR 18%E 54% 2 6], X
2RI AHAE 6% % 50% 2 (7] (FT R & HANAL T ) o M ZEkAPIBEEIRITAH, EE IRR (3
B Pl ED) 15 0.5%%E 6%, NFHEZSE8IT4HI% 0.3% % 5%.

1E AT i B vk 5 R R (B022227), IRR R AEZ S FikiIE R R I 45 5 —5,
Frlikint g2 37.2%, EEM IRR (340 RAEFRR 2.0%, %A KL 429152 IRR.
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LR 5 B PETE F 52 M Z BR AT R 25307 IR PR BB R AN L, WHO 43 4% 3 i
MR /SRR I S AN BT I R A FR AT 1% AMERE] WHO 43 4% 4 i1, il
FRR PGS ARG TT WHO 7324 3 9751 4 25 I L0 2 B 1k s T A2 W B 2637 (1 e
(34% Lt 21%) . M ZERERPUBCA 2 VUMb SEIRYT 3 Pak 4 M 2 2k = T 2 Pl fh 2 .
PRRTT B (34 b VR Mg D e K AR 3R 32% LK 22%, F NCI-CTC #5df) o i %
BR BB 22 P A SRR TT (¥ S R A rp MR 4 ek /D i 5 R L A ek /D P R v
T2 VIR B2 IR (23% L 17%)

F NCI-CTC #rifE, 7E BO16348 i{ia i, Hi-ZERFPriasT 4 0.4% B I KF L
Ft38% 4 2%, X4 N 0.6%.

AUl

BEATLXT BRI AR, il Z Bk PN ST I BB 3 i T ST (0 R, ST
KRR (30%vs21%[B0O16348 i%:]) « NCI-CTC 2~5 I MLk kA (12.3%vs
6.7%[NSABP B31]) , & Z 4l HI7L M4 K42 (0.1% vs O[NCCTG N9831]) . ik
HPLHZG (H0649g H) V697 )5, NCI-CTC 3 HFT MK A< 1%. £k BO18255 (f4F%
PEERD A2 BR A S BT AR B, SR R AR 2R D 28%F1 21%, NCI
CTC 3/4 Z3X 173514 12.2%41 10.3%.

LR DA

TR A B T T B BE AL R RS0, 22 Bk SR S AT A e T R AT R
&, NCI-CTC 4~5 2t 40 i gak /R ) & A2 28 (1.7%vs0.8%[NCCTG N9831]) A1 2~5
2 MR AT IR ARE I R A 3R (6.4%vs4.3%[NSABP B31]) o #5814 LI BB LY B I
ARG, 2 Bk UG A B AT 1 58 NCI-CTC 3/4 2 Moo 4t st /DA 1
AER (320% vs 229%) AU A i R A0 Mo D FE Y A AE# (23%vs17%) i T E AL 7
&3 . 7EIR50 BO18255 (Rt ) . M ZER Ryt & 7 45 sl by T 2R AR L,
NCI CTC 3/4 Zgh kL4 s K A2 2653 73 2y 36.8% 1 28.9%, Bt o MKL A g ok 2 > 4
B4 5.1%F1 2.8%.
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SR G
PR

2 Bk AU 2GR T I R BRI, A 12% 83 & B WHO 3 5% 4 AT &1, 1%
B 5 60% 82 I I IE IR 2k J A K

8B RZGETT B AL, M2 2R R hT S B BEIR T I B R A WHO 3 B
4 JIFEEMERIICR AL (7% vs 15%) o F H XA W3] WHO 3 8¢ 4 205 IE s 1 R A4

MZER T L E, SIWEESEA S /ANERI S B R 25 B A i o B R AR
[B]7E Bl Z Bk B PUIE T TR UG 4 A H 2IKZ) 18 /N A 18] E REF R BE R BLA « BEVE B /NBR B 4% .
R kPR INERIEAL, L ST 4ERE B /NER'E 58 o B IR RORE A 2 = e i SR 7 A v 0 ) 3

FEBILER
£ BO18255 46, ARSI PR I LA T A B FE B A 5 T B 2 1 22 5

NCI-CTC AE (3.0 i) >3 ZUE E &P MiAE FP+H Ak AERREEm T FP A
(PR EZR 7008 3% M 2%) .

NCI-CTC AE (3.0 i) >3 AR FME (SOC Hh TR AFIEZIRAS R FH4F) « R
fME— AN R FE NI R I, HAE FPPHH AT RAERREZE ST FPAH (FHKE
RN 1%M<1%)
2y

M Z BRI ST R B, & TR RS E . R SRR R (46% Vs
30%[H0648g]) + NCI-CTC 2-5 2 /s 4x/ Jx #uH: Hh P L 4 A 3 I e Rk AR 26 (24.3% vis
13.4%[NSABP B31]) 1 3-5 ZRJEGx/ Jk H i v 14 4 4 o 9 2 i s A R A2 % (2.9% s
1.4%[NCCTG N9831]) . 4HBIiGIT H G & A 1 de iy WAL A . B PIRGE . B AR IE .

&

#E 5 BCIRGO06 H, HI-ZREHHARINZE AC-T I IR G i R AR R TF v, Hih 22k
PUANINE TCH KR FH5E[44% (AC-TH) , 37% (TCH) , 38% (AC-T) 1. —=4if NCI-
CTC 3-4 Zy g R AEZFMPA[25% (AC-TH) , 21% (TCH) , 23% (AC-T) ].

0T R Ik L B A B BT s PR R v, o 22 BR BRI 4 - B T 1) AT 29 A
BE R AR IR T PRI D RE R A AR R T (23% vs 17%) HAALT T .

it 2 TR B GTIR T A B WL B RG  R AE A En, 32 BR e R T U AR P 0

16 T/ 46 TH



A BRABHEE 16T

FLMRE 4 Bhia 7 Btk R b, 2 BRSPS T I s = T T I R
NCI-CTC 2~5 ZJiitiiifi Je B2 [ & A2 % (14%vs 5%[NSABP B31]) , NCI-CTC 3~5 Zfiiti#if /2
LT ] A ARE ) 2 20 R PRI HE A A2 % (3.4%vs 1%[NCCTG N9831]) . i ZERkEaHilE &1k

JT R BRAG T B R e L B B S B A R PR - CNCI-CTC 2~5 4 11.8%vs
4.6%[NSABP B31]; NCI-CTC 2~5%: 2.4%vs 0.2%[NCCTG N9831]) .

it RABHR A A A A, 2 BRI T I BB N 0.7%, HOMAETT I D 0.3%.
ZIREPURTT R EE T, 3P AEBOCIER R A, Hrb 1 GIRIINZ T4 IR i &
fiE. BT B T, LR AR BRI R v

BB

P32 M2 BRELGTIRTT B Fe R L e 2ok S Ml B MR R AR R A N . S i
AN REAEAE M OB — o AR BT RATIRIE, B SORERZE IREUIUAE . PRI
e SR S S AR AR oV T K P A S R B 0 SR B AL . B WA F ).

VialiE g

FEVY I FEALOT R A PR, =058 R I, 2 2R B AT B AR T i)
R T AL T ) B (2.6% vs 1.5%[NSABP B31], 2.5%#11 3.7% vs 2.2 %[BCIRG006]
F12.1% vs 0%[H0648g]) -

Y 224
EN

FUME A Bia 7 B 2otk A, il 2 Bk R HTECE T I = T T B R NCI-
CTC 2~5 ZJI8V5 K42 (6.7% vs 5.4%[NSABP B31]) . NCI-CTC 3~5 {5 &K A% (2.2%
vs 0%[NCCTG N9831]) . NCI-CTC 1~4 JGIEKEZR (7% vs 1%[BO16348]) . fEik%k:
BCIRG006 ', %52 I ZERBEHIEIT i Lt i 3-4 HEIE[5.7% AC-TH, 5.5% TCH vs.
3.0% AC-T] % 1-4 2 575[51% AC-TH, 63% TCH vs. 43% AC-TI KA FT . 852 22k
PR ZIRTT R I S BB RS K AN 2T%. et sl e, szt Z ek
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HRE AT I BB BA ST I BB RIS M R B R
FBHE

7£ BO18255 46 th, & i Z Bk BHIAIT AN R b2 A 109 44 8 (37%) A
80 4 3 (28%) B 1 & 8 L I IR TS AR NCI-CTCAE 3.0 hi 1™ 5 & b i,
FP ZH A1 FP+H 2H 4 5 4%A0 9% (1) B3 I >3 R IHTE .

LRI

£ R AL (EBC) #HriliBhpf 5t BO22227 f, wh{rkEiimt e 70 M H N, i
BREAPT (BRI 2587 A 10.1% (30/296) [F1EF P4 T Hih Z RSB b bk, 74
30 BIA SIEIT R, A 2 1) 1 3R 2R Ja A AS FR ORI 21 A R T i 22 BR BT PR

XSG A 1 s PRAE S M i ANTE 48 - BT HH 2 2R 9T B TR A i I 254080 J12%, 7 380 [1%
i 2 SE A AR R (pCR) YN AR A (EFS) 1Pl M 22 4 PE[MR IS G T7 A0 5% [ M.
(ARRS) FHH 1] ICH2 A

71N % NG SV5 W SR SYl) - 7 ol R P DR 53 G TR S 2 B AT M v Rl ESITEDEAIREN
FHPER CREERAGUR) e 2RI e AR, Wik, FEANAREE . FEA I
SR FERERZ90R T ML E RS IR . T XL A, PR il 22 B BT A B A
FLE P S U B B 2 AT RE 2 18 N IR

EiEER

LA 254N R S oA 2 BBt BT e e 36 TR A I AN RONE
R 5 ETERTHHRE A RRM

BERGAE RS

7 ik B 2 G B [
e VEML N
GIE RO o R R N

R BRI

R E P FEE A

IR P LRI
LRl

TR ARG AR AR

A LRI T B
R

LR M5

e
AR AL G AT
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PR 70

il - 44k

R

Mk 7K i
B I K PR 2 B9 9 B NERTE B

Ff ThRE 35
GEURIYT. A P R il B A4

HREAE

FKL D

AREF

MR W T DMERS i Z R PUATT I EE TG A RFAE . B TR R
[ 22 2R T 5 I LE A 2 [ A AE REROC &R, ARV BT IR I, N IS R FAF AR
)& T U .

*6: FRIMH

HERGHR NREH
TG 512 G R P IV B ¢

XAER
IStk B2 R G 1ML
FRME RGP Ik L6 92

PN 5
H 5 2K P8 A%
WP R Gt M S AR Wg. 3%

55 11 PR
H EE

JER MR 5
WL % 15 46 4 2H 235 0 LT
B S R 22 8 9 HEFR H A
B 2 585 FUIR FL 75 %
4 S VR S 25 P AT &R S B AN IE

(#=]
S5 T QR it 22 R BRI B AR AT A il ARk R R
[ERFEN]
— BN
N T SEEEH b R, S SO R MR G S (A D B 24l B T A4
Mt .

1 L DU A 7 O DS A M B 7

2519 TU/4t 46 7T




LI EEAE
— R IEERT

it Z Bk BB AT SR A0 B REAN A L ORI L AR O S S L O
ALOVEMEAE T, AT 5ERARER I 20 = 5 M2 BU(LVER) FEIK. i ZER S htinyT B Kk
AT O 3 (CHF) (L0 IR T [NYHATNI-IV 27 8TCRE IR O I REA 4= 1 X
R I IX LA W T E 2 BR BT R 2 B S IR (R E R E) T
TR S BB IIBTT R . O IR A 1T A A R ) E P O S AT T AR A
Ko Hhb, OIEMK R BlinE i RSP . CHF. §F5kDIRe A4, ZHFEN) 1
BFEEA

HEA LGB ) AR R AL B, 4525 7 AR, AR s 75 m] BEAT iHh 2 2R S ihk
W (W E 5] ) o ERIZEREPUR, B2 BRI IR B LTI REAS
G XS5 78 R HESE A -

DI RS W] R g G e 15 F il Z 2R B UE 7 N H NG TR ESUERBAGWIRIT . &
i AR Y A SR P B, UL ) 00 8 L T RE

2T E N Z IR R AT, Ar R R S ARG UE R BRI N B, BT R
OMEVEAL, AFER L Ak, O HE (ECG) BLA IR I LA B MUGA BURH 0 1T
EIGR) . MR B B IhRE A A R, AR CHF ARAEATAEIR . FELRI
BEAT B RE VAL, YRS IR AE 3N HER IR, ZibinT R 6 N HER IR, HERFILL
it Z Bk B PLL 25307 5 24 N H .

4 LVEF (A B2 N EE 10 a0, JFH R FEE 50% AT, U 8 452 4 22 BR
YL, JFEL 3N ER PG LVEF. # LVEF L, st —5 T, sl ImkE
XY CHF, JU5m 20 & 1 b i 2 BR T 2, BRAFAON B 3R KT . X TR
TAERO I REA N, NAEMN (A6 6-8 Ji 1K) o & BH WL 0= T RERF S
B, ERFFIAEIR, BTN REAIEIRTT, BRAFI IR B B3R KT XU

Xt T B T REAS 2 (1) JBE 4R SR BRI A i Y h 2 R AP 2 ek, H AT C
HITHE PERIE TC o 2 75 1 22 BR B TIR ST IR A A AT REIR R 0 38 3, I SEASE P 0 ) 3238 (HF)
HIbRHE T IRREAT BT o AESRBEMERIR T, KRB HUR AR /138 5 BUTCAE AR B Lo T REAS 22 1) 2R
BT IERTTJRIEIRA B 7 GE . X SRR R T A L R AL (ACED #dI7
oIS B K B S AR B ) CARB) AN B BH# 71 o K2 H0A Lo IRE IR A il 22 Bk BTl PR 3R 2
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(KR, FEARERRESZ i ZBR A PUia T RE T, R BUL e AR e .
FBMA A (MBC)

FERRVEFLBEIR T, i 2R PUMEA S E R ARG I
RH]A R (EBC)

XtT EBC i, JRLMEAT ARV, B IS N EE Ik, &IkiGyT a6
MHEE R, BEEILMZERATLEIT)E 24 DA . 2 GERPERTIES
WD, BN ARE—IK, BRERAMZHRAPFLL4IRIT I 546, S I RLVEF
RS BT M U B 1) B

ith 2 Bk B H L 4 e T IR RS FERR AT O UBEZE (MDD 52, TRZGIIRIT I O
Ji. CHF (NYHA I -IV) Bo s HAMCIUR . REPIRIT I OEERH . BA IR AR = X
oo JFE I PSS B S8 vy L s 42 ) A OB o 24 W42 ) 2 10 o UL W] 38632 it 2 BR BB H0R 9T
A BRI R LR B 72 1) B

W77
GBI R, TR R RSB R 2

EBC &, SEEZ b RAEARRIA RN HIEL, SRR
Ja A2 i Z R RYUR YT 85, AR C AR A AR G0 o i ZER BT 5 KA b
KA IR TT P RER A TSR O R A A2 R B R AZ e e BN 2 BR BP0y S W &
T KM FIR TS, KEDAEIROAEA R EFAF R AR R8N H A

4 TURRRBYE T O AR, DRSS R R s m g (>50 %) o LVEF JEZK
PRI LVEF KPR F%E (<55%)  SAZEE. H2BRBAGUIRYT AT ERYT o LVER ZK-FIRAT
WA 3 SRR A 4 U 2990067 o 58 Ul Bh AT J5 32 i Z R iRy T B v, 0
ThREAS A2 A b5 if 2 R SR AR VR YT I 45 T IR R R AR 3R T & BRI = 5 A4 L 4
¥ (BMI>25kg/m?) i .

FHEIT

TEHAH AT EBC B, NAHM M2k mii 5 BN EAER G I6EIT, FHHAN
TR T B3 . IR E R RIAERIBIT T R R KERFEA BT 180
mg/m? (ZZHE) 55360 mg/m? (KFEHLE)
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U R S W BT 1 B AN B ARG UE R 5 M Z BRSBTS I 253877,
WA G AN B 2 40 B PEALTT

65 & LI b BB il G T i s R 22566 R o
Lo ZYFERET

2T E N Z IR PUZAT, MR VR B O ThRE, AR L R O i
FLEIEE MUGA GEUPECIMAEIER) Hfi&EE LVEF (H. KRS, %
RIS [A] 2 HEREAT O D RE I -

o JFUIEBR AT W R LVEF 2L

o HITBRHFCATIIAGG 34 AT Kk LVEF SR, ELAEIAT 4R 7K

o MEIHIGUETT AU SO BE P 6 A LT K LVEF W

o MEHGUEE LD SRR LG, 1 4 AT K LVEF iR L DT
BT

fENSABP B31 1, AC-TH#H15% (158/1031) [{1EFE (8.7 a1t Al 5, H T 0
EEAE R F ) LVEF (ZEZSME0 N BRI A IE3E 1 W il -2 2R B 5067 .

7£ BO16348 4 M —FERI 2B BHiGIT) F, fEPhr12.6 DNHEEVINE S,
A 2.6% (44/1678 i) 1) 3 RO JIE B 1 5 LA P il 22 Bk B 95 . 72 0% BCIRGO06 -,
TCH #4H3£2.9% (31/1056) HI&EE ((LITHIrB1.5%, F257597F B 1.4%) , AC-TH Z4H5.7%
(61/1068) HIEH (ALIrBrEl.5%, H2506 7P Bd.2%) PO RREIEE I T #1222k i,
164 11252 5l Bk 7 HBL7E i 0 77 32 38 (CHF) 1) &35 1 (NSABP B31. NCCTG N9831),
LALBRFEIETONUR, — Bl EF /A, iR, 33 Bl 3 7E S5 — IRBE VI IE 822
O REZPNATT o fERSE —IRBEVTIN, 2 24% )47 175 B35 1 0 28 106 7 O s 4 i 4080 (o S
N> 50%) , HAEGRSEHEZER Sty ok it O il R ARG TR 7. K5
HH I 22 R BT AT B0 0 B T REAS A 1 J 5 4k 2 bk 52 il Bk B BT IR T I e Ak

R 7. FLAEHENRIT BT P T O 3R R AR

R 78 ML O Fy 3 vE A
GES HIBZSZ RN ol
b b k2 jier 37 &
NSABP B3l& NCCTG ACT SRR IZIRE 0o (oapo00)  1.3% (21/1655)
N9831 Bt
BO16348¢ A7 — 122k B 2% (30/1678)  0.3% (5/1708)
b w7 >
BCIRG006 Q_LC_% P i 3+ il 52 B 2% (20/1068)  0.3% (3/1050)
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BCIRG006 i AR IR+ R ISIRE ) 00 a056)  0.3% (3/1050)

L IRINSABP B31 FHF 512 1 AC—TH 40 i w4 B 15t 7] 8.3 4F .

PRI (ZEIE) MBI

CALFRL R A BB o U I BB B L ) R A T AE S R R RRBE ) B

LA g 34 ) B S Bk AR T L 12.6 AN H BE VI A]I K NYHA 11 & IV ZRIEMEBET

iR 56B016348 CHMI—ER I ZERAPIGTT) 1, AERAI8 EFE VIR RN, HEER
MAEO 1328 (NYHA T ZAIV 20 BIRAEFN0.8%, BHEAHFEARMIHE R A O=ETD)
BN R AEF NL.6%.

Re: HBUIBRH IR OTRALS RAER

NYHA I-1V 2% NYHA [I-1V 2
i HA it Z 2k Xt HE i Z Bk BT Xt HE
H0648g (AC) ° OIREA 4 28% 7% 19% 3%
HO0648g (A2 OIIREA S 11% 1% 4% 1%
H0649g DI EeA A 7% N/A 5% N/A

AZ5 MO I BB B TCREIR [ LVEF 2 0 2 5 M40 505 2 R % .
PRIAK (ZRILERRZILE) MHBEEE.
AL 1R AR BT ORI B .
155 BCIRG006 H1, & HZERH.P177 L1 NCI-CTC 3/4 Z.Co WUk ML/ HE g A2 35
(AC-TH: 0.3% (3/1068), TCH: 0.2% (2/1056)) =T AC-T(0 1),
BEMEXKRM (IRR)

5 FH 1 22 ZR R SN L IRR

IRR I R _FAR M 5 BUS B X 43
A SEHTRVAIT D IRR A& A XU

MvE S SRS — RIPIEIR, RIS JEM, B/RESAE G, WKk, Am CRRLe
BIFEMPRAALD Sk, EER. PRIRAME, RMLE. M=) (K IARKRET ) .

i P il 22 BR RGO AR I ™ B IRR RGN RAE . IR BENS . SORERZE . La)
REE AT R B PRI E R L R PE A R A SRS (IR R MDD .
LI RAT IRR IR . A Wi ik A7 B BESSREIR, eSS Ja, ATk
LA 2 . BRUR 24 B FAERUR 24 IR B 0E B L RS SR Y, BTG 2 A SR S W TR T
PAESRER . ™ S NI AR B-S2AR AT T R IOR S5 SCRF TR T IR T AE L5
WG, XL N RE S BE AT O  H T B TR R O AORE B HE 5 B EOIR
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R PR R e ) BB, B MRS SO S AT R B e . (R, IR R AN R s %
ERELHTIRIT

FITA e A I g R ¥ Bl i R ™ LK I s 1) S 2, 22 BR SR pu v e B iz R B, [R5 T 24
YIRTT . Z9WBFEE IR ROTCRIEEERCGR . RigR . CREY IRAIA AR BAZTT
At RTEE TR HD N 0 A8 3 B B FE R AL 58 A2 2R . BT R AR 7™ B A s I 1) BB 3 I 2% e 7k
AF4.

HETAAE ST S REE ) 1 3 B 5T I N 5 38 v DA IR 2 4 iz 52 it 2 Bk SR i
IT IR B R G M TRl R IR B2 I 2R BTG TT /0, &0 1 P 5 4 S
S TR 1 . FH e 2H i 24 R BSONE B bR, — SR AR BRI 2 B R i 2 Bk B PUIR YT, T
— L R R R TR 2 E I R R A T RN
Yiek i

ZAYR A A 2 2R R pT 0 IR ) LG Rt E . B ERE T, ZIE 2 2R
FPECEAKIE D R H G R A A BRI JLAET . B WS B Lo MRl A Hh 2 Bk
AR BN LM ZIRAS o B 0 A 3 2 A P 2R s i DA S 2 5 7 AN H WA aT ge et
fa)Lig s, e E R EE R AT RIS (L [ZA WA aZH25]1 ) .

Jiti 5 =

FE b 2 R BT A e PR N PR oA iOE ™ B S B, IR & B
FETS, WATHER IRR HIEE > RINEIEE R . BLAh, CARIE R G 7] BTIERZR R il
R« SVERPREIEER AL WA ARRGPERT A . BRI PR A SRR
ANEIR D REAN 4o

T 00 A A R e R PR 304 2 i i S8 6 T R i £ G A A7 e
FVRTT, W HEE. H P KA ABOT o DR 00k 88 I R R4 5096 T
R e SRR A TR I e £ 58 T R A 30 S P SR B o DRI, X 288 £ O 422 52 i
Z IR EPURIT .

Ay 5 5 A o A AR kel B B

2 /2 BR B PUBR S AT VR T F R I LB RO BEML X B R g, R B BE S AL
I 259677 4 NCI CTC 3~4 Z VR 20 B gk /e AT A K r P 4 R i B ) i A 2
beA gty . PIBUAURE SET AR AR R LA L (L DA R RBLT D
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HER2 &3l

Rl HER2 FH M2 0 126 1 5 2 52 ih 2 Bk S PTIRTT B 83 P 250, B8 A HER2
BH: () B AR B B ANTET R 32 2510 . HER2 b ZRIA R HER2 JE IR 48 (A6 01 197 1% Fh 4
DAUE RS T8 L TRURF 57 AR 1) S 56 235 56 B o AN T AR AR, 8 A A A [ e A R 2H 21
B SR E G 1 B E BORTE B A ARG IE S I, TR S ECR TR
@

— S R A ) RIS A B T Ml R BRI T B IR R X R
HercepTest™. FICONFIRM™ anti-HER-2/neu (4B5) Primary Antibody (HER-2/NEU $if4)
(IHC #:1) ; HER2 FISH pharmDx™. INFORM HER2 DNA Probe (HER2 DNA ##41) .
Rabbit anti-DNP Antibody (DNP #if&iR7) Al INFORM Chromosome 17 Probe(17 ‘5 et ik
%) LA K DDISH HER2 Probe  (DDISH HER2 #541)  (FISH A& o i i & N 2 i ix gt
R S e i B W, DL A TR WU (0 3 VR 4 R HR A T

R IASHME CRERIE IHC 510 RIPRE. R g5 SRR ih 22 Bk sp pr e 1 RIA M B
B R (FISH J7i%) BRSSO — AN T L HERR it Z Bk B HTIR T WG L2 28 AN A]
HUo FISH BIPEZS A REHERR HER2 i 2 21k A Ml Z BR APty 7 R EZ S T e . %
BPEFLIE (H0648g) Y7 H IHC F1 FISH Kl 57697 45 M R AR 13, FLARF 4B
I (NCCTG N9831 Al BO16348) 1 IHC Al FISH ¥l 57697 45 RAI< R WE 9.

PR B HER2 i JERIA N HER2 JE R4 38 W A3 FH A U HE FROAG I 7 vk, 3 — pont
BN EE, Xl T B MAMRNALURE S E S, GRS O B HER2
BN L iRk . BO18255 LG H A 1 IR 1A AR 15 ok R IA (K AR DG AN e
FUIRE R ICRELT . 2T HER2 BN (BO18255 iR36) MaE AL ERIE (IHC) Kl
ZEOL) B IR YT SR LA 16.

T B HER2 17 /% #6345 HER2 FEA19 1519 . 0

HH1 22 Bk BTN AT DAL A FH AR R 80 7 V5 e HER2 1 ¥ Rkl HER2 R A4
WA P . HER2 i B FRA R A T2 A0S (IHC) 1 I8 & g H 28 FAN
%o HER2 PR 39K FH [ 52 b 88 ZH 2R 5 6 SR AT %5808 (FISH) Bl fe (0 J A3y A A2 1%
(CISH) . G R & 1) HER2 1 B2 304 5 i 7» ok 3+ (IHC) B FISH B CISH 45 14,
VU545 12 BR SRR YT R
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NPRUESE R FIHER PEA S BLE, 30 20 T [T S = S, PATE 7 PRE e 20 B 1Y

HERE PO IHC Bt SR 7 MR SL i R

P Peta R HER2 BH M 1A
0 To G il < 1053 2 ffa s e £, ¥

1+ RGN > 1096 (118 4 H 5 G 0 B L LA R, g | BE
PEEEIT T S

2+ ARSI 3> 10% b8 200 0 4 ¥R e € 0y 5 31 45 Cif=3
P
3+ ARSI > 1096 R 4 A 4 PR g s e FH 1

— ML T, WS IR 4ERHER2 RN #5 D14 Je 417 $5 DB L 2 KT B4
T2, BTG EOARLT X LB AL T, W SR IR 2H I HER2 JE K #% DLEOK T4, WAL A
FISH BHT%:.

—FRABOUT, W R T-50% AR 4 A P RS A X HER2. SR $% DLk 5 A,
AL A CISH BHTH:

A RVEM BRI AR R B E TR R, 15275 FISH AT CISH A 20ker il 75 i 1 i 1
o, WA PUER A E 77 % HER2 Al i) i i

INARK AT H e JvA VS HER2 R H Bk ARk, LA ZiAE B W% B it e et A4
ROk B TVE R LI S S . MRS AURAT A2 8 AR 5 FEAVEERA B, UK H HER2
AL, JF HAAZRENS X 7 A8 H I (2+) S5mPHE (3+) HER2 il JE 33 2 [H] i) 2 57+ .

F i HER2 1 /8 76436 HER2 /A7 18 19 #5 )

IR FHERF RIS 2000 77 VA I HER2 1 B 3RIABKHER2 JERY 1, HEHEIHC /N
A 77 2, i HOE T ERMIHER B2PR SR, JUJ0 Z50R: FH AR 1 58 J5 (07 4 58 1% (SISHD
BUFISH Ky, B2, WURTZEREN #EAT MR AL RS F R, HER K A SISH
REDYE o RARUERTIN 72 A8 2 e R A5 HA HERf BE AN P 45 2R, M AE L4 & T
TEN L5250 % L HER2 Kl o G DRI 5 VA0 45 AR R VEQH UL, 135 PR A I
HER2 a7 vE R SR AL 1 7 45 B 1 B 5.

1EBO18255 R UG H, [ a4 B 2 IHC3+EXFISH FHM: (1 B2 3 4k 72 WHER2 FHM: 3%
ANHRE . FETZIGRIRIG SR, AR THER2 & ARKKFHRER B, RIIHC
N3+, BIHC 23 HUh2+ 5 HFISH 45 5 S B .
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F—T 5T (D008548 14 ) , SISH A1 FISH A&yt B i 23 1Y) HER2
FER PG I 2k s B —30 (595%)

7E X HIHC BISH K MHER2 HIZRIARS, N SR FHAH X o7 i iy 2H 21 8] 5 4 =X
HEFEHIPE IHC et R K B R G R

| AEEEEY) A - Gl TRAEA - et e HER2 ['H

# PEVE A

0 | Jo/R NP BF <10% M6 4 g ATAnT f e 240 A e I B FA T
H AR 2 B

1+ | > 10% A fi e 2 it AR 35/ ) L ARSI PR J e 200 L 1 IR AR 5551 ) L FA T
TSRS AR | WA, AN RE R 4H L gt
H BLALE B 0 4 A "okt

2+ | > 10 IR 40 A HH B g5 21 e ARSI PR J e 240 M B 5 8 b SRR A %E
SEREE A E S AN BAMUIRE | BERIAEE. RAMUL sRAMI RS, AN
Ny B REME A et T o b

3+ | > 10% I fhed 240 H BLAR 52 1 ARSI PR f e 240 D S BLAR 5 4 BHE
SR JRAMIM L E MU R N b JRAMI BAMM B SR, AN FE

AN gt a2 L

— BB, G RN R AN I HER JE K 4% DU S Yeta ik 17 $2 DI #2888
T2, ML ASISH BYFISH 2P,

B MBPAEN LA HIBE ST

it 2 T LU0 25 ZEATERAE AL AS (M B J0 A SR 52N, IR 7 AR Pl e HH Bk 2 A e
L OARKMYT D o HIRIEMIER (B GESSHH] 30 “AEMRRM” O 1 E
B AE AR 5 2 IR AT ANE 25 22 s AR L AR -
[ZE RIEFAE ]
21

U R 300 ) T 3 S 1 P 22 R BRI AE R BER 198 AR R 2 1 KT X R LA T
£ SG B A RS Y 22 2R B PTIRTT

A IRIELE LR ImPR A, PRS0 IR Y 22 BRE PR 2 0 Bkt D, R )ik
SUESZEYERR LR B AR . B LA 222k ptia T WIm BRI T8 oR s 7 4
HRCRHUE Rk 228 it (S LA B /22 D) « N R 2 BB iR LA E T gedt.
U R 2R 22 BR B PTIR YT, B R AR il 22 BR E TR YT 8] B R Ja — R 2 Bk T
W7 T HANE, 2R RS AT # ORI AN JRAE i 2 Bk BT 15 520
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HEFERE ST ARSI SIS B IR R A s R AR B B IR LA fEE

HZ BRI JE, IR T AR L 2 Bk B 0 B 2 BB A A T IR T I R 2
KIS BL R AR D FPIAE, RIUNITR B AR« B 55 e LAET . X i
s B AR 2 ER PR SFKIE RO R A L B R SRR BeE e YR i 2%
BREPURIT, FAKE SRR

ot TR G IR R R 2 BR BB Tia T i &, BN S R AR SR K D an R R AR AR K
b, W NAEAIE WA G RHE A48 5 R AT A A 7 A0 W o 5 SR RN Bl 22 B B
VEIT I AR R 2E K D BT RO AN 5E o

FETE R AR R AT, AR NSRRI (2mglkg) 1 25 £ R A G, MR
HiEHE R IG LA F. SR, 4305 T AR A a7 i UG s, e 52804 HER2 5%
PR TE BELE 15 IR R R 8 1 B B A = b A2 A 1) 5 A8 /)N B VR IR A8 T 4 1 2 T 2 Fe A
W, (IR (Z2H 20~50 &) FIHGRHH (Z268 120~150 &) W82 3| i Z Bk FR i g is i
fa%t .

H 7 IE A 038 22048 F il 22k s 7 R ST A B R e & S iR LA mE. sk
BT 70 5 7 VB IR HE 2 B Hh 22 2R SR U AR B e D G ) LA E
WG B HT %

WA 2 B Z R PR R I BT, T AREEREA (1gG) "4 WEIA
e, 6B LRVEEFE AR, BT A2k B puie T R N i . ER R
BEEH . LT TR IR A GE R EBEN B LI J LRG3 R .

PR BT — T 58, EUR 120~150 K LAEHBKIETEL T 25 5 N K 44575
(2mg/kg) HIHHZERHST, 25 REK I ZER PR W B fE AT . TENREE T
IR BB SOBEAT I3 M2 Bk Pt S H A S LN H AAEK KB BAEMAR K

AVARS

W T 7R 2 25 e 20l BN FLVE B 22 2R P v] e SO AL 2 LU AE M AN R X
Bz, PRI, AR 2 2R FR TR 7 A F e e AT B4 (8 B 9 5 T R A 745 R L
B 1 BRI .

[LEMAZ]
/N 18 % R AR i B 2 A VR AT T RO AR L
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[(ZERZ]

FERERZ T B v FLUIE VA J7 [H0648g A1 HO6499] a4 BliA 77 [NSABP B31 Al NCCTG
NO831] i ¥ rh, LA 386 e 7E 65 % LA R B E (A 1 ih 2Bk yiinyT (o,
FUBERBNGIT A 253 1, R MEFLIEA 133 61D « B4 B O IR A K A R fE fs it
B TR A . BT il 2R BB AU S B TE T 1R 4 TR PRI 0 e v AN [F) R0 2540
AR SR BRI, ASREAINTE A 2 vh il 2Bk P TR R B AN TR 3 . CHOE MG
IRZ BB ANRE 70 40 M Ui B, TERE R I AU AT AN FL I i Bhia T b, 2 AR iR i 2 ke
PURIT 20 AR, PO BB ], AR, TmAEFND R EARE T Hrmgm
TEWY/NT65 I .

[BomAERE]
ARG B A1tr flas, B DHREAS 20t i -Z ER B PU A AL BICF W o
(ZYHEEM]

[ AR AE N AR AR 2B 4T 1 Z BR BT 29 WA AR IR I I RS s A i 5 L E 259
SHMA)E, RERIARKRESIMEAER (S L4RE1775#1 ) S

EW RIS R, 2Bk i SRR I, 22k b MBIk FE A 26 T e 1.5
. FEAWIMEAER R, 5 ZERAHiBAR, 2RI 2GR0 /1225
KA

EHZER AP 5 2 P EE. R4A. BIR dEmeA B e b, X 2 W e il 2 Bk BT
IR BN 1 AR KA SR

B Z Bk A RN Z R (L F BRI 6-0 FRIELLAZEE (POH) AT
FEME (DOL) ) HIWE.,

{ELH 22 B BTl eSS I — P 2 R EL 2 ACUY (7-i4A-13- ¥k Z R LENR, D7D)
ME R, D7D HAEDDETEAZAC MR BT = il R = SO AN B . SRAZ IR 2 2%
P ERAFAERS, BB U B 2 BR B PUIR EE 1 e

2y BAR Bk B VEAG 1 R AR ANIEA S B S 2 BR TS O 25 AR SN
1% (PKD o /BRI LG SRR, REMEADIE AR (1 5-FU) 12
2 1715 AN SR £ 25 BEA + i 2 BR B PG G B . 2810, 5 i 2Bk pi e
FEHZGIS, R R SR B IR BN (s ] i e R ], R 25ah 7157
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ANBEREAIE S I 25 B R B A+ il Z BR R GT A 25 5 . 2B RN il 2 R 47T
MBI AT VPO
[(ZYdE]

A R 8 A R A e o R 22 R BT, RS2l 7 & >10 mglkg .
[R5 ]
FLEVE
A BRAERIENIEIT

FEXTPIRENL . TR R IR GREENSABP B31 FIiAKNCCTG N9831, #ift 7%
BLIE 1) B 2 AR 0 T P A 4063 2 o) o BB = TRAEAL . JFRUEIR RS GRIE
BO16348, LU —4F M % Bk ryTia YT 45 A2 (¥ i 28 TE R A A7 W1 i vh 41645 3386 %%t
PEY R IUIEENL. TG AR IR K (X3 BCIRG006, 353222 i i) BEATHIA I /04T
r, PEH T R AR B BT VAT HER2 283K FURRE 1 Lok iy 22 4k A A 2%
P

I AR5 NSABP B31 #il NCCTG N9831 1, FLARMIEFR A LRI H HER2 BHTE
(IHC sill7s 3+) BRIy 1 (FISH A NATE) - HER2 A A AERENL 7> 4 A b ot s
K=tk (NCCTG N9831) EUERIESH LI = 58 (NSABP B31) . HAEIRAI. A
S L FL L TBUR S B 2 I I 43 R IO S B M0 P SR B R B e R 1 e IR (R
5K [5>100mmHg BRI 45 [5>200mmHg) & H ANBEA 4.

BEBHL (1. D 322 RWRFIRBBILE 7 SR (AC>RIZE) SRR
TN ZER AP (AC—EA R+ ZERLHD) V9T 72 2 NREe T, BHEEZT 44021 K
ST AR 2 2 L2 60 mg/m? INA R % 600 mg/m? (7697 . 76 NSABP B31 H, K4
(80 mg/m?) BAE 3 A (175 mg/m?) 45%j—iX, JHA 12 Fl; {ENCCTGN9831 H, KN
1T RA 2. % ERBHILL Amg/kg HIWIGA A R BE RS RIRRIT M H S Y, 2
JE R UL 2 mglkg HIZERERIE 4R 24, &2 52 . IR O ) s s R sk v R Rk RS
FEH ML BT B, RUK A i Z 2R B HUET (A TREHEY ) - RS Tl
BHEYT, —MRMNAETERAIT fEFaG . ER BHEA/EL PR BHEER B E W2 MR IRIT . kG
7RG AT I F2 B2 SR o AEAE I (DFS) 38 SN MBI 2H 21 H 3 R S 5] 2L
o R R R BT BN T
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3L 3752 I B E N T LS A A B £ AL 2.0 SEREVI IR, AC— BAZEE
+H1 2 B BPUALI DFS. BCA 20T R TS TR (K 5 28 OS 3 M AL 4% 4063 1 3, AT %4>
PrHS [E g Az 8.3 4EBEVT 5, AC—EAZ I+l 2 BR R GTH KA 707 BIFE TR . & 91 1Tk
% NSABP B31 ({2 J2 5% NCCTG N9831 =M 4l iiwidl, #EATH totr. =
T DFS i LSS B E A R 49 % (JulE: 22-80 &5 6% >65%) ; 84%[fHE
BHNAN, T%NEN, A%RTEIEF N, 4% NTMNCRFRE SR BIRFIEEHE 90% N
R SEAHLE, 38%AN T1, 91%NHMELEZ R, 27% N ERHE, 66% M R EE,
53%:4 ER+FI/EL PR+MET . 7EH AL 8.3 EBEVI G, A RIEFIFAN AR ACEAZEE+ith
ZER AP AR BN D Geit E IR A A AL

7£ BO16348 i5uH, FLAMEARAL 0 s2e Skl 7R R HER2 RFIdRIL (IHC
3+) B (FISH) o RS 4 IV B8 i) FL IR 73 JHAA AL T-> Tle A RENIE . 78 I 1
0 ) 3E B LVEF <55% . Uil [E PR oA 2R 0 L 7 290697 LS00 I PR S 25 1R Co S5
ECG B niBBeEE O, 5 L2 I A (U6 7% > 180 mm Hg B &7 5K &> 100 mm Hg)2%ix
EFHAEES 5

5 BO16348 1) it N7E HER2 FHPE R IFL e b, FETR. BT FIR
ST (UB&ERD J&, WHRPE— KM AERNR = — kil ZER R PTaTT S ER4UET . 1F
TR E M T ARG DL 2D IUASTFRERIALIT I, 2R F WBENLA T (1:1:1) AAEZ Ml
WYY, B —AE I R ERBRPUIR YT B AR I ZER P TIR YT o AT IR ERIBRA ¥ B3 IR S
PRUETRYT o ER+FI/EL PR+ B E 1L IR A E M thog, 2 S MBI ERIRIT. 148
mg/kg RCLA IR, SRJERHR 6 molkg, = —IRIJE SRR T Z R, FHEL R
febs NI AEAFI (DFS) , Mg 5 NSABP B31 #1 NCCTG N9831 H[A

22 Bk PR P 12.6 AN B U7 IR RV 3T F 92 07 SR (K R A et o A, Xt
— M ZERBEPUIEIT H S M H AT LR, T B S B 2% DFS 45 R B4k HE
BEHL B 2 M EEH (n=1693) FhZBREHT—FIRIT4H (n=1693) (1) 3386 il & fir
RN 49 % (N 21-80 %) , 83%ANHEAN, 13% AN FRHE: 94% i
S, 50% 4 ER+AI/EL PgR+FHTE, 57% kL5 B, 32% kg5 BT, 75 11%0)
BET, HTRAREZEHMIST, TIPSR . 96% (1055/1098) [k 4h
FR P9 588 A e SRR - 7E 1098 45117k E2 45 B M 83 v, 49% (543) 4 ER- 2 PgR-,
47% (512) Jy ER M/8E PgR +, JF H 2/DAH LT S ERHEH B — I i B R/ KT
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2. cm, 2-3 FEEAFRE< 35 % . FERENLT AT, 94% ) A H s ad DU IR A AL ) A0 T T

Ko

FEAAT SR 5 — i Z R PR IT A i DFS 4535, AT RIS R
AT, Z T IEAE AL 8 SERE VI, X4 5 YA 2 BR BT T EAT U AR %)
BT, B 2 BREHTIR ST K PR AR T — IR T RSN IR f [ = VR B ATT)
th, AR I BRSBTS — R 2 Bk BB YT I TC R AEAE I (DFS) KUK = 0.99 (95%
Cl: 0.87, 1.13) , p{E=0.90, &AL (OS) =0.98 (0.83, 1.15) ; p{E=0.78].

R 56 BCIRG006

7ER 5 BCIRGO06 H, 7% ZE 7L M i AIE S HER2 JE R4 1 ([ FISH+) , 7EH 0 SE
Ry = AT E o B TE AW AR, BUEA k25 PP B T 8 s R e
HR R/ —T0: ER/PR BT, MR K/h>2cem, F68<35 %, BUALZR 20 SR B 7 0N
28R 3%, At i, O, 3 HKEk 4 O ERE . FREGYIRITIOES
Y BT PR SRR O RS AME I L (F75K > 100 mmHg) « {E 4] T4
B N2 B AT N3 Bk M1 FL AR s 1) 8 R AS ST 7t .

BAWHHE (LD N2 R BRI 2 g (AC-T) , 23
Ev 2 R e % 22 7 i 3% 0 il 22 BR S BT (AC-THD , B2 P 8RR il 2 Bk 4t
(TCH) . AC-T 471 AC-TH 4 34%: 3 45 T — 1k 60 mg/m? £ ZZ Lt 2 K2 600 mg/m? BRI
f, JPUANTRE; B 3 45Tk 100 mg/m? £ P53, JLPUASTRE. TCH 4% 3 4T
—IRZ P2 75 mg/m? K41 (HAs AUC N 6 mg/mL/min, %k 30-60 738D , LA
ST BHZERPURER A 20— IR (WIGGFIEA 4 mglkg, SRJ5 NEEE— K 2 mglkg &)
A TEUTC, AREMERNLYTIES 3 ALZ—Ik (6 mg/kg) , 3L 52 . TEFEMAMITIE
FREYT (IR T o ER+FI/EL PR+ 838 12 yT 0. F 45 R AR bR oW A A7
# (DFS) .

£ 3222 Bl RENL O LIV 83, PRI N 49 % (uRIN 22-74 %5 6%>65 %) o
PRI ELAE 54% 9 ER+AI/EE PR+, 71% ik BE5 I . fERENL AT, P i st
1T T WAL F AR

DFS 45 (i3 NSABP B31 fl NCCTG N9831 ({4 4. k% BO16348 Flik%:
BCIRG006) LA & OS 4 5 (i3 NSABP B31 F1 NCCTG N9831 )4 F 4 T K ik 3 BO16348)
HF%% 9. k4 NSABP B31 fil NCCTG N9831 1, Hi{i; 2.0 4E[f 1 f§ AC—TH ZHITHH
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HAE IS T8 4, v 8.3 FERET I AC—TH 2H 10 5 AL A7 1% T B 5. % BCIRG006 )
ToIR AT IS I 6. TEATE PUIURR 78 h, TE5 % DFS 70 i, ARSI N 1 s A
B, TVEHERIT RN S SR B AR B A Z 5. IR s R iR Fhk
W (BN FIEF AN, WIHANCR PR REE) AMEE. Fi>65 SHEE. Wik
NSABP B31 Al NCCTG N9831 H1, OS JX[&; Lt 4 0.64 (95% CI:0.55, 0.74) . fEH {7 8.3 4
BE T [AC—TH], {1t AC—>TH HAETF3H N 86.9%, AC—T 44 79.4%. X% NSABP
B31 Al NCCTG N9831 HJf & OS 7 Hr&h AR W], #24EIe R ZAAOIRAS L FHVEMR S 454
FIIRE /N 53 G B T ARITBUTT 43 2510 OS 3R g 5 s i N AR BROVR 7 3808 — B FERIS <50 %
[ 53 (n=2197) 7, OS XU bl 0.65(95% C1:0.52, 0.81) , TE4E#4A>50 X ) £ # (n=1866)
H1, OS A EEA 0.63 (95% C1:0.51, 0.78) o TEFME I E T MRS NBHME (ER BHPEFI
/5% PR FHYE) BEBE WA F (n=2223) , AL HARI KRSt 0.63 (95% CI1:0.51, 0.78) .
TEBIR IR ZARIRE N (ER FAMER/EL PR FAME) MEE F4ld (n=1830) , &
AR L 0.64 (95% CI:0.52, 0.80) o 7EE K /N <2 em B WA H (n=1604) ,
A A HIR AR B 0.52(95% C1:0.39, 0.71) o 7E iR K /N J>2 om #5835 W20 Hh (n=2448),
A RS B 0.67 (959% C1:0.56, 0.80)

£9: HWENSITAIRERE LR GRBNSABP B31 AINCCTG N9831., BO16348 BCIRG006)

DFS 14 DFS JXJ: tt HET. (0S 0S K& p 18
(95% CD) H1
pfa
NSABP B31 HINCCTG N9831°
AC—TH 133° 0.48P4 289° [0.64°d
(n=1872) ° (0.39, 0.59) (0.55, 0.74)
(n=2031) ° p< 0.0001° p< 0.0001°
AC—T 261° 418°
(n=1880) °
(n=2032) ©
B016348"
7 — 127 0.54 31 0.75
fih 22 2k H bt (0.44, 0.67) p=NS"
(n=1693) p< 0.0001°
7 — 219 40
W 5%
(n=1693)
K I BCIRGO06'
TCH 134 0.67 56
(n=1075) (0.54-0.84)
p=0.0006 °’
AC—TH 121 0.60 49
(n=1074) (0.48-0.76) p<
0.0001 ®
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AC—-T 180 80
(n=1073>

Cl= Bf5XIA,

#303%: NSABP B31 fl NCCTG N9831 5 %: LRt EMIABEILF LB (AC-T) SN
22kt (AC—TH) .

° B R ARG AT, AC—HTH 4178t A12.0 4EFEV J5 1K 1 2EDFS 43047 .

G R T VEAS NBE, 7E707 BIFET: (AC—TH 4 478.3 FEBET) J& (8 240S 4347

IR . UE ST S AR R R AR A B, SR Cox [ 43 B it KUK
k.

© I3 2 B B ARG

T4 il 7 R B OA T L T ST B I 1] 912.6 A H [R5 Z4DFS 4347 .

O X ERRAG LG -

"NS= R,

"RI6 BCIRGO06 /7 %: £ 2 LU FIFRBERE T 31 2 P9t 3 (AC—T) ESEAE N 2k i
(AC—TH) ; ZPiflZEfm-K40mihZEk$ Pt (TCH)

VAT EL R fR UM o 7K SF2490.025.

E4: BZIERETREENERERE GRIENSABP B31 RINCCTG N9831)

@
»
L 05
=
z
[¥]
=
=
E os-
<]
o
0.z
== == = w= AC > TH (doxorubicin + cyclophosphamide -> pacltaxel + Herceptin
AC -= T [doxorubicin + cyclophasphamide -> pacltaxel}
0.0
I I I t 4 I
Q.0 a5 1.0 18 20 25 3.0 33

Disease-Free Sunaval (years)
Number at risk
1480 11582 926 €89 534 375 195
ACT+H 1872 1526 1240 997 TG4 578 426 239

El5: BRI AT EE R BAEF GRENSABP B31 FINCCTG N9831)

1.0

S ——

2os
<
c
=
=
=3
=9
g
a 04
0.2
AC->T (doxorubicin + cyciophosphamide->paciitaxel)
ACHT +H (GOXOIUBICN + CYCIOPNOSPNAmIce->Paciitaxel + Herceptn)
0.0 .
o 1 2 3 4 S 6 7 8 -] 10 1"
Overall Survival (years)
Number at nsk
AC>T 2032 1981 1883 1806 1732 1843 1538 1377 o79 €30 399 151
AC L 203 99 257 1807 1843 1787 1714 1633 1w 787 485 159
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E6: EZIAMERMBIEITNEENERAEFYE GRKBCIRG006)

1.0
08
3_:
Y%
t 08
2
w
c
g
o 0.4 -
g
0.2
meem AL .>TH (dooniean + oydophosphamide - docelaxed + Hercepan)
- e TOH (GUOMG01 + CHOEIN « H0sting
— AL ST 000U + S hOGENAMICR <= CoCStiesd
0.0
T T T T T T
1 2 3 4 5
Nusnber 1 risk Disease-Free Survival (years)
AC>T 1073 971 602 417 103
AC->TH 1074 1023 885 457 126
TCH 1075 1018 877 447 126

0 f
AC=doxorubicin and cyclophesphamide, T=docsetaxel, TCH=docetaxel, platinum salt, and Herceptin, TH=docetaxsl and Herceptin.
Kaplan-Meier estimates are shown

MRE HER2 i RIA B PR 1, 5 ] 345 rvCo S 58 S A o4l 1) 1 36 NCCT G N9831

FB0O16348 & 4T T DFS R ZRE M HT .

gE W2 K10, FiRINCCTG N9831 7, FRIHC 3+/FISH+P4H (5 A £ 1) 2 &t
NBL%AL, FAEE S . BT AU, AR A S HAR T A Y 1A R I BR R 2 S
RIS BO16348 H RS- # 2 LAERA IHC 3+/FISH AR &1TV2H % FISHH/IHC A %03V 25 H %

DFS ¥ 23 R .

#10: RIENCCTG N9831 MikHB0O16348 1, RIFHER2 T REREF Y W HRIBITE R

RIENCCTG N9831 RE:B0O16348°
HER2 fa il 45 5 BEHE DFS JXU; b BEHE DFS JXU; bt
(95% CD) (95% CD)

IHC 3+

FISH (+) 1170 0.42 (0.27,0.64) 91 0.56 (0.13,2.50)

FISH (-) 51 0.71 (0.04,11.79 8 —

FISH %0 ol 0.69 (0.09,5.14) 2258 0.53 (0.41,0.69)
iHC)3<3+/ FISH 174 1.01 (0.18,5.65) 299 0.53 (0.20, 1.42)
+
IHC & %1 / FISH — — 724 0.59 (0.38,0.93)
(+)

& FE L 526 5 HEAT IR F HercepTest VI IHC & % ] PathVysion v FISH (HER2/CEP17
ELAE>2.0)

® R EEBO16348 H L5 I T4 5 Bl 5 M IHC 2+,

¢ —AE il R PTIRTT R A BE VT R 12.6 1 H .

BO16348 A5 A FE Rk B F E 122 il (W54 41 A0 2 Bk F bt 15575 )7 4168
1) o 122 5] E B PR A6 B (26~67 %) o 4R 2R (92%) 5 % iy i
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KA NE B o 500 B Nk Es (M, WIS S5 B B & 40%, I8 1090 &
& TR OB AT T VR TEAS R AR o MEVRER S AR PH M R 41%. 919% 1)
FARBIGIT T I R R 2, 26% 1) BB B T BIR KBS B R AW Ba T . 1B
BO16348 i\ 4247 DFS Jp i, H [F & vh W A A0 2 BR AT 1 AR IR T 4110 2 S0
A7 TN 81.4%F192.9%, HHZERIAPL 1 4F I8 97 FEAK B8 B B R 5 B8 T2 R
[ (HR 0.29, 95% CI 0.08-1.08, p=0.0489). H [ & #4252 #h Z Bk L B U BA T J5 Il AR 3R
a5 B016348 e BT A — . W11,

F11: BO16348 RieH+, HFEEBEFETHRTHR

hEHBE (BO16348 i)
AT — B2 Bk BT IT — W %2
(n=68) (n = 54)
FEAQ
DFS 1% 3 8
A 0.29
UK HE(95% CI) (0.08, 1.08)
pE 0.0489°
RELR
0S FH14-4 1 3
KU Eb95% Cl 0.30
KIE] NSP
A S BB A
bNs=F g E2R,
PRI F R BT

MO16432 (NOAH) %1, X3t 10 ANHrad Bhibyr e & th 2 BR B py 7 AE. CEM RS
HERAMEESE (AP+H) |, 42 UL P+H, F46Z UL CMF+H) [f2e A PERIA sl AT 1T
Fio WA T HSWIHRIMIEH QN D s8R AEYE HER2 RIEFHMEM AL B . &
S 2H AR AR - IR T 25 it 2 SR UG R R 24, R RRZEL R BT R B AT, 4k DAl
TERBHUHBITIE, BT 14

R 12: SRR (MO16432/NOAH KK

ZH g7 +ith = Bk e X AsT
(n=115) (n=116)
RS b
To A A7 46 59 (95%CI)
LS R R 0.65 (0.44,0.96)
p=0.0275
SR HE 2R 4 40% 20.7% p=0.0014
ZEfiR* (95% CI) (31.0, 49.6) (13.7,29.2)

* ST LRI S R LR 45 Ak 25 oK HE I AT IR T 8
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XHFEER A S EFS, BB ZER RGO BT IR, akE il R T B
B, 3AIT 52 B, IR R e I AR N B 35% . XU LA AL Xt Bk e, DA 3 4
TR AEAA R AR, SR B i ZER ik, WfES S 18 a0 s (65% vs
52%) .

L e

FE—TREHLAT BR . B A AT O IfG R R 36: (H0648g,  n=469) FM— T T3 f B 24 fs AR X 36
(H0649g, n=222) v, X Ml2Z Bk BB TT R T3 72 11 2L Mg 01 22 4 1t A0 251t sk
1T THEFL . 2 MMAEG A5 X HER2 B 0 JE R IA I R R 1M FL e S . oo S = F e 4.
APt rEg 41 2R 2 53 Pd FERIAHER2 B H (40 N0~3 40 WA 75 N %1

PR BT — 267677 (H0648g )

HO648g —IBEAL. T 2 H O I RIS, 7E 469 7 AR B2 4T 1 R M L s
BT IRARAL IHC A CIGIRBE TR, CTA) , #20. 1+, 2+, 3+iF4y, 3+
FoRIEBAYE . A 2+80 3+BAYE M MR FF A 1 (CRZ) ST 33%) o BFHFENLEEZ
P07 B A 2 BR BB YT . M R ER AU T R S R Amg/kg BRIk, 25
B 2 mglkg GEHFEFRIERYT o X TAERBhIAYT o B BRI IR, TR
LR (175mg/m?, ERlikEnE S 3/NeF, 21 RN LITHRE, &40 6 MTfe) 5 HihdsH
W7 R IR R I BB % (AC: £ Z2 A 60 mg/m? Bk 2 L A2 75mg/m? + PRk
% 600 mg/m?, 21 KN 1LI7FE, 6 ANMTHRE) o fEULIRIGH, 65% RNl m—yr K
BAETEPR R B2 th ZERRHURTT, VALY R — 3455

RPN o AR A, SOUEZ T I EF AL, BRI i Z 2k bRy
F) 5 v S R RN [A) S 2 A, RAZEAR%E (ORR) /1, AL MARRSEN (A fE K . B
WU 2 Ml 2 Bk B TR T ) SR R LA A TR (L3R 13D o IXMBYRYT ROR BE LT %
Z RN R R, T2 fh 2R RPN AC BB, (HEERE R B4
BT
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F* 13: H0648g: #HH AR —LRIBIT R

e RIS ey AL AC 4l
MZERPT AT MR BB #ZERR AC
+

+ +
PG 7 N AC?
(n=235)  (n=234) (n=92) (n=96) (n=143) (n=138)
FELR
R TTP () BiC 7.2 45 6.7 2.5 7.6 5.7
05% H{Z[X [d] 7,8 4,5 5, 10 2,4 7,9 5,7
p 1 d <0.0001 < 0.0001 0.002
REL R
D 45 29 38 15 50 38
95% H{Z[X [H] 39,51 23,35 28, 48 8,22 42,58 30, 46
P (i <0.001 <0.001 0.10
o fir SR AR 1) () b,c 8.3 5.8 8.3 4.3 8.4 6.4
250, 75% 0 437 % 6,15 4,8 5,11 4,7 6, 15 4,8
A2 () © 25.1 20.3 221 18.4 26.8 21.4
95% B 15X [H] 22,30 17,24 17,29 13, 24 23,33 18, 27
p d 0.05 0.17 0.16

& AC=HIR 251 (% T2 LR 50K T2 LB ) R T o
Ot ST O 2 1 2 A
€ Kaplan-Meier {4t «
d s Hekir i
R L
H0648g M s To~, IaRIT 2052 25 £ MR T HER2 SR I R IA /K- (3+) )

BE (WEK 1D .
F14: H0648g Y67 MR E5HER?2 PHIEERY W IR FR

HER? Fril 25 BEHR GORUEN AR JE AR ke
(N) (95% CI) (95% CI)

CTA 2+ or 3+ 469 0.49 (0.40, 0.61) 0.80 (0.64, 1.00)
FISH (+)* 325 0.44 (0.34, 0.57) 0.70 (0.53,0.91)
FISH (-)* 126 0.62 (0.42, 0.94) 1.06 (0.70,1.63)

CTA 2+ 120 0.76 (0.50, 1.15) 1.26 (0.82,1.94)
FISH (+) 32 0.54 (0.21, 1.35) 131 (0.53, 3.27)

FISH (-) 83 0.77 (0.48,1.25) 1.11 (0.68, 1.82)

CTA 3+ 349 0.42 (0.33, 0.54) 0.70 (0.51,0.90)

FISH (+) 293 0.42 (0.32, 0.55) 0.67 (0.51,0.89)
FISH (-) 43 0.43 (0.20, 0.94) 0.88 (0.39, 1.98)

* WSk 11469 4 B 45l 2 B, FAFMIFISH Kl R .
** FXHERAEAER ST AL, 22 ER Tk 4Lk R BAE T U
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FEREMEA BN 2656 —2674/7 (H0649g)

E—TiZ s, FFRUR ARG RRLS: (H0649g) Xt HER2 BHH: #4414 FL i &
HHEAT T M BRI R 2, XL R AT A R R M e e 1 B2 AT . A
1% 222 fr s, 66%I B el He 2 L BT, 68% R SE R Bz it 2 Pk T I7 RiBYT
RS PRI, 25% R E P T TGS G M E AT . B et i R P A A
4mglkg FEKEE, Bl JE AR IR 2 mglkg 4R KR T -

FH ST O PPAN 25 R 2 PG, ORR (SEAZZMR -+ M) N 14%, Hrh e 2k
2%, HRTGEMEN 12%. 58S AR T iR e A BT B IR Ak EE 45 0 S IR s U
N CTA 3+ B FH AR RN 18%, KA CTA 2+ B E AR F N 6%.

L2 qe=p

FE—TREAL(L:1) XL TR 2 e IR IREE: (BO18255 14 ) wh kb4 1 il
TER PR R iR 5-FU RURAAYATT HER2 BHVE MBS R 1t B 8 2235 10 e 4 Rk
SAINZAR ) B IR R 32 I iR I e B I B A A . EEIA
FEbR NS IR 594 Bl 2, ML E KA 314 45 (53%) . TEIHRINIE =
KA T 25 SR B et 5 UG, SRATZE R0 . 7 BT 3k 351 I BEHL N ZH 1) &
HHETI: WTHEZH 184 B (62.2%) , LA 167 #il B # (56.0%) . ZEIET IG5 &
I REZR I A R

LN SHGHATRNIL 3 2 PORFERE (RS REMD o BRI (8 vs. B
BERLI L AR E B vs.E) « ECOG A IR (0. 1vs. 2) FIERmERE (R
B vs. B5-FURMENE ) o BT B8 HER2 ZE N1 (FISH+) B HER2 i 1A (IHC
3+) , HESREFHFHAEYH0EDIEE (W LVEF >50%) .

TEAE I ZER PRI T Ay, DA RS T i 2 ek b, &LE7E 8 mg/kg,
JREEHIE 6 mo/kg, 3 AWK, EEHBRER. ERAMRRAT, A 1 RKIFE,
KA LL 80 mg/m? FIEHEAT IV 4525, e 2 /N, 3 A —k, e AMEM. ERAIF
FAH, ¥R B LA 1000 mg/m? & HE4T F RS 24, 4 H P 7Rk CE H 71 & 2000 mg/m?) ,
BT 14K, BANEM21 K, e MEM. Hob—RalRme B REIT ik, AE L
REH 5K, ESFNKME (CIV) 5-#UREEIE 800 mg/m?/ R, 4 3 H—k, 61
JE
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WIS ABEP A FE 60 & (EH: 21~83 ) 5 7T6% AN HM; 53%AEM A, 38% M
BIMZEN, SY%ATEHEF N, 5% NI EHIEIAF; 91%[ ECOG PS M 0 8¢ 1; 82% i
RYEB R, 18%EE MR GEZ R, X EEd, 23%Eid BUIRTFAR, 7%H
523k TR BT R SR BTV, 2% 1 BUR T

KA log-rank K36vE 3T B S RAR (0S) , BT 351 ANFUTR A 1) He 24
OS i d A Gl 3 (B R EMIKF 0.0193) , fEREMT—FEZ )G, Wi T
OS o ir. HREBETHAMER HTIIE LSRRG, IR 15 FE 7.

# 15: BO18255 H: ITT ABFEERZH

FC 4 FC+H 4
N=296 N=298
e 2 (U R ) e AR A7 3
TR (%) 184 (62.2%) 167 (56.0%)
EREDAI:] 11.0 13.5
95% CI (H) (94,125 (11.7,15.7)
95% ClI (0.60, 0.91)
p B, XUl 0.0038
B 11 A 77 3
BT A (%) 227 (76.7%) 221 (74.2%)
HALE 11.7 13.1
95% CI (H) (10.3,13.0) (11.9, 15.1)
A B 0.80
95% ClI (0.67, 0.97)

* 542 R 2 /KF0.0193 AH L .

B 7. BBt EEEEPTREAEFIERER (ToGARE)

Product-Limit Survival Estimates
With Number of Subjects at Risk

205

0.8 4
£
= 06
-
e
a S
= :
E 0.4 ‘Kﬁ
2 g

ﬂﬁ\
0.2 4 g, -
H"""*h "*’*‘*_ ey — - —
0.0 +
206 207 130 60 34 14 3 2 o
2| 208 232 158 86 ag 24 11 5 o
T T T T T T
o 10 20 30 40 50
Duration of Survival (months)
SEFREELEE - EREEIEE-EEEAR
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ER PRI IT ARE LT HER2 JE NP4 (FISH) A& [IdRIE (IHC) A& 45 F it
1T 7 OSRZEMAMT, GRS RHER2 FHPE(IHC 2+ HFISH+ 5 IHC 3+) &%, 7 its iz
BB S AT A e A A A IR 4 B e S A & 11.8 AN H, HR 0.65 (95% CI 0.51-
0.83); AL HERATEI 5 7.6 N H K554 H, HR 0.64 (95% Cl0.51-0.79). H: A%
316,

R 16: RAFEFNBAEFRLE R HER2 KRR SRR ES TSR

FC FC+H
(N=296)? (N=298)"
FISH+/ IHC 0, 1+ W.4H (N=133)
TET R In (%) 57/71 (80%) 56/62 (90%)
HA2OS B E](H) 8.8 8.3
95% CI (H) (6.4,11.7) (6.2,10.7)
A EE(95% CI) 1.33(0.92, 1.92)
FISH+ / IHC2+ .40 (N=160)
SET-HE In (%) 65/80 (81%) 64/80 (80%)
H A0S B E](H) 10.8 12.3
95% CI (H) (6.8,12.8) (9.5,15.7)
A EE(95% Cl) 0.78 (0.55, 1.10)
FISH+ or FISH-/IHC3+° TF 41 (N=294)
SET-HE /n (%) 104/143 (73%) 96/151 (64%)
H2OS IFIE[(H) 9 13.2 18.0
5% CI (H) (115, 15.2) (15.5, 21.2)
A EE(95% CI) 0.66 (0.50, 0.87)

ARIRB MWL, B TEC P FEIFISH+ (EIHC IRIATE) 8,
D i pRB MMM R, IR T 4 BT ER MBLZG A P AL RS BIFISH+ (HIHC IR IR B 28 % .

CEHE T A6 B BHZERBPTA10 FIFISH-. IHC3+5%, fhy7 418 . 2Bkt 418 BIFISH R
IATERIIHC 3+53 .

B2 B A S R (Rt HBH 2000 £ 1 H 7 HD

FEA 15 FFRH LS5 T ZRK, B 614 Bl EH% T HER2 ik, HER2 PH%
N 22.7%.  {E HER2 BHE M b [ &2 v 85 B R & 7 N sl AAIRIG . il Bk f
H 36 11, HhyTHH 49 . HPAIEIT AR EE N DG FRE. SORRE B BLRFETLAL
SERE G JRRGREAL. TSN ECOG AR JPRUAILIT 5L 35 R
U . 2] 95%H) B EH HA R m, T EIFEREAAEEE (£)80%) . £ 80%HH) & ECOG
RIPIRGEA 0~1, B 1 BIEFHSMOFTE S H 2 T -REHhIR IR .

SEREOR, SHMITHILL, T TR GRURMENE FUBET) 38 il 2 2k B hTia T
HER2 FHYES A1 B e b [ &, AR RIE (h A 12.6 M H vs 9.7 1 H),
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FP+H 4L FET KBS 5 FP 441K T 28% (HR0.72; 95% CI[0.40~1.29]), 5 BO18255 i
5 SR NBFIR S BI85 RARFE T — 30 (RALAEAFEIA 13.8 M H vs 1.1 N H, HR 0.74; 95% Cl
[0.60~0.91]) (& 17) .

R17: REFHRE (FAS)

SR I I it 22 2R BB/ RUR
(N=48) W W /I
(N=36)
LR 28 (58.3%) 19 (52.8%)
T A B 20 (41.7%) 17 (47.2%)
IR AR CHD
AL 9.7 12.6
7 $11195% Cl# [6; 18] [10; 18]
U EE 0.72
95% ClI [0.40 ; 1.29]
SR MENE . FHAF 70 I B A R B AR BR5- FU
* DR

# Kaplan-Meier $¥

# A4E CAUR I F= AR R R S B st

B = Ja MR VAL B 25 s i B e H 3 Bl <86 3 1A) B il s i H B e e
Ja TR IR TT B B e 3 BA I B T R B s H T R e ) H

FAS: &7rtde, GiFEDER T — R ZYK P BN &

SR Kaplan-Meier fhZ8 W1 8 o, PIZAHIZRTE 4 A H Ja W S22 AR Hr
T ERE.
&l8: o ETAHRERSAEFHKKaplan-Meier £ (FAS)

EFE

1.0

0.9

Log-Rank Test
P=02659

T2 f & & W0 W W m’m Ny A B A NN ¥ N

07 Bt1E (A)
126
e AT
HEMGNDH 44 45 B 2 8 14 1 v B 5 2 1 1 1 1 1 40 0 @
GEeHEReEND ¥ 35 30 23 19 13 12 % 7 4 4 3 3 3 3 2 1 0 0
TRITER  mmmmme— . PRAZ BEAI SR — Tk BN ELR AR RE /TS

42 T3t 46 TH



T H A BT A i CnToidk R AR A I (PRS) | it R 8] (TTP) | Z&fi%
e PRIR 26 28 RN AR fp 20T (] 3595 81 7 2%, LB R SRR Es R — Bl (R
18) .
R 18: REFBHLRBE (FAS)

25 SRR i 122 S LR T4
N =48 N = 36
Tt R
g (D 5.5 6.8
HR (95% CI) 0.69[0.41 ; 1.15]
PRI it R I (]
g (D 5.7 7.2
HR (95% CI) 0.67[0.39 ; 1.15]
TE ALl 2 (4.2%) 2 (5.6%)
I 22 fi 14 (29.2%) 11 (30.6%)
PR R E 13 (27.1%) 13 (36.1%)
P 13k JE 9 (18.8%) 5 (13.9%)
B AL 10 (20.8%) 5 (13.9%)
Zf N (CR+PR) 16 (33.3%) 13 (36.1%)
IfiR3KzE 3 (CR+ PR +SD) 29 (60.4%) 26 (72.2%)
RIS [A]
ST AR E
16 (100.0%) 13 (100.0%)
DA QS 4.5 5.8
HR (95% CID 0.56[0.23 ; 1.35]

HER2 1A 2 M 2Bk mytia 7 e A, P E AR HER2 PHIEM 38 ik FP
Y 344, FP+H 2H 2815, HER2 FH1%5E SN IHC 2+/FISH+AHT IHC 3+, —IUHRR M T K
I, HER2 BAE S FP+H 4L FP AL vh A7 A= A7 1 230 9 16 A~ H A1 9.7 4~ H (HR 0.55:
95%ClI [0.26; 1.18]) - X—45 34N, HER2 B B E 52 M Z Bk e PiiR )7 nT R 23k 15
ZIIGRZ 78 7£ BO18255 156 (1)L 73 Al 2 Hh -t Bk 1 AHABAI) £

[ 2]
ZHEAERA

HER2 J5ji 5 K B c-erbB2 4w Hws 32K 85, 70154 185kDa, H:4hik) 5 HAh R
B AR 732 AR KA. il 2 BR B HUE AR SN RS ARt 38 w4 HER2 vy 34 i 83 241
{DpEy T

22 Bk BT AT SR DT SR 2 S . (ADCC) » fEARSMIE T, ih%Z
RGN F ) ADCC ZNAE HER2 15 3R35 1 4 o L HER2 JF iy 23 fr) 8 4 Mt o SEAL
VTG o
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HHAA

BTN fEAnE Ames IS AT SME Mk 240 B AR50, i 2Bk B PTREIA
#5000 v g/mL I, R WL ECRAR OB o FEAR N SOz Be PRI R ST 2 2R s B
118mg/kg BF, AR LT /)N BB A0 B G AR 5

AN AEMEVERRAE B i b, 2 R RG99 7R A I PR HERE R
2mg/kg/ Ji (11 25 A5, AR LT H 28 ARSI AT P 2R3, RIEZRXTE B 1A

Bom M RHEATEUB IR
(R3]

FERAZGB 1A, SRASR A 18 T 1 11 A0 11 #HiR56, 232 ih 2Bk i
Bk R ) FRYE T ¥ 1582 91523 1 R, nf il ZER BPLI Z4R 8N AT T VR
K A, TR A RS AT R R SRR M T B IS A R T R PP R S -
I TRI 2k o H TR AR 2RIV R A, T R e It 5 VR P B T v o FLJI (MBC/EBC)
LG RN 0127 L/H, BN 0176 LIH . AR RS HF, BORIFERE (Vmax)
Jy8.81mg/H, KIKHEE (Km) H892mg/L. FLIEEFEKhhEmfly262L, B
(AGC) H#7y3.63 L,

®19 CGHLHWD MK 20 Fa) a1 ALHEREE A 452577 M 3 W 452577 % 16T
Je S A B s B TR 25 B s B B B R 8 (5th-95th FT A8 A PK S 4
RAENGRAH AL (Crax A1 Cin) T HISE R

£19: LR BB B R EIKA T T R B RS ST S AR B RSR G-

BaMED
%%ﬁ% Eﬁﬂ*ﬁ%z—@ N Cmir'l Cmax AUC
(pg/mL) (g/mL) (g.H/mL)
8mg/kg + MBC/EBC | 1195 29.4 178 1373
6mg/kg (5.8-59.5) (117 - 291) (736 - 2245)
3 Y AGC 274 23.1 132 1109
(6.1-50.3) (84.2 - 225) (588 - 1938)
4mglkg + MBC/EBC | 1195 37.7 88.3 1066
2mg/kg (12.3-70.9) (58 - 144) (586 - 1754)
Y
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#20: FUBERIAGC B it BERAHIIKS 27 RIB AR N ¥ TR RS R B ELR (51

- 95 F4rpr)
BHHR | FRRM N Crninss Conaxss AUC,, |k | RENKE
JERA (g/mL) (g/mL) | (g.B/mL) | K CL EH (L/
() H)
8mg/kg+ MBC/ | 1195 47.4 179 1794 12 0.173-0.283
6mg/kg EBC (5-115) | (107-309) | (673 -3618)
LY
AGC 274 32.9 131 1338 9 0.189 - 0.337
(6.1-88.9)| (72.5-251) | (557 - 2875)
4mglkg+ | MBC/ | 1195 66.1 109 1765 12 0.201 - 0.244
2mg/kg EBC (14.9 - 142)| (51.0-209) | (647 - 3578)
Sy ]
B Thae a0 B

BOAAE W DIREA 2 B AT AR 5B 1520 7E . AEREIR 25 B 122 dr e
WoR, B IHREA AN ZER B PUIAL B
ZHEN

FERE R I Z BRI AL B A W tH
(58]
2~8°Cit G IRAT A Ml o
KI5 7196 2
FETC R 2R A N HRAE, AT 7.2 mI KR VE S FH 7K AR 5 7 2~8°C R A8 TR AT 48 /i .
ANAF A LI BRI U o
R AL Tt e Lk

& 0.9% AL BAVA V) FC AT H I Z PR R PURITERL,  PIER PGS 2~8°C ok M hRaE
RAF TR, AEAELL 30°CHI=IRAMF T IRAT 24 /Mo TRk I it -Z BRI & B
JEF, AT e, BN B AR R o R AR BT AR R L R R AR ATIE SN T
WA N TR, IR A BRI BE TRAT

TEZIE LR B BOAT 3800 18 s 24
2y bt NAF T NMZ IR ABIAL
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[a%]
150mg/iff, 1 /&
[EROH]
2~8CHENIRAFFIIZ i, 36 M H .
(AT HrvEd
B
€iin:3&=)
B
(2% LW REE AL
% B RIEREDURAEHI AR A A
AL EHEETIRIC X E L B 1289 5

(A4 4k]
b FR: iR R DR AR 25 TR 7]
Al R HTRIC X B 1L % 12895
MR ALY : 200233
HLiE50%: 021-33395800 CiaAl)
fEH51S: 021-33681208
o S M IS . 400--086-6800 (JE—ZE A H, 4 K24/
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