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3 " 044,067 p=Ngs"
n=1693" p< 0.0001°
IR 219 40
n=1693"
BCIRG006'
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
n=1073"

80

Cl= HV A
a NSABP B31 NCCTG N9831 ‘ "
i ~ AC-TH A

b ~ T ~

AC-T
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I 2 * " BCIRGO006™

HER2 v T NCCTG N9831
BO16348 3 DFS Ne A
a 10A NCCTGN9831 T~  IHC3+/FISH+ \ D
W 81% ~ Huwb A G Hp b F Tirp A
BO16348 T Hup Y IHC 3+/FISH " 1 FISH+/IHC T
DFS A
10 NCCTG N9831 BO16348 T~ HER2 Ne
NCCTG N9831 B016348°
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Y A 50% Y - \ 40% 10%

G T 3 T T A (- \ 41%A 91%
' T | " 26% i = * A
B0O16348 DFSNe ~ T T ¥ 2
Noz w 81.4% 92.9% i1 v 0
(HR 0.29, 95% CI 0.08-1.08, p=0.0489)A T i i ' X
% b BO16348 ‘ W A 11A

11' BO16348 T~ T
T " BO16348 -

(n= 6;) (n= 52)

DFS Hb 3 8
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G h EFS i i+ T y i '

52 0/ ] 35%A oy v' Yy 3
N | N Tv ¥ 13a@ Ne ° 65%vs
52%~ A
y
W a . X (H0648G n=469) W 10X
" HO0649g n=222" T~ i G y N
ey A2 HER2 y AT &)
T 2 3 HER2 ~ Ne 0 3 ~ L p A
y 1% " H0648g~
H0648g 4 W a T X Y 4698 (. y
T A
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13 H0648g y W
AC
i i i AC
+ + +
- Ac? _
(n=235)  (n=234) (n=92) (n=96) (n=143) (n=138)
h
6 TTP - b 7.2 4.5 6.7 2.5 7.6 5.7
95% HM 7,8 4,5 5, 10 2,4 7,9 5,7
py d < 0.0001 < 0.0001 0.002
b 45 29 38 15 50 38
95% HM 39, 51 23,35




Yy H 17 " HO0649¢g "~

W T a i X " H0649g" T  HER2 y
2 3 3 o o i1 2 A
2028 66% OF t ' esw G T2
" 25% T ® 2 A i 3 3 3
4mgl/kg v W 2mg/kg 3 A
E w TYORR n T Ne Tw14% VT n Y
296  Ne W 12%A n G G A
W CTA 3+ r W 18% w CTA2+ W 6%A
W (1:1)a a T m x ~ BO18255 T 2
i Voo 5-FU HER2 N A
a v w o i An
Y A "~ 5940 T ~ 3140 " 53% A 78 H
T Ne i 4 T ANe " 3510 "
‘ 1840 © 62.2% ~ 1670 " 56.0% A L
A
Y N ONe - b ~aro B° VS,
~an " vs. TAECOGr z '~ 0ailvs.2 ~
T vs.5- ~ A 4 HER2 ~ FISH+ HER2 " IHC
3+ F i w "~ LVEF>50%" A
\ Ty 3 L 3 8 mgkg
3 6 mg/kg 3 W ¥ A He T ¢ 1 -
Y 80mg/m?3 v 2 3 W 7" 6a A Ha
T° Vv 1 Yy 1000 mg/m?s 0 - H © 3 2000 mg/m*™~
14 - @
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OS Ne
OS

T B
5%wu
18%

No

60

10

/

log-rank

A

5%w4 i

21" 83
[,

15 BO18255

0 76%wu

91% ECOGPSw4 0
T~ 23% i

A

~ 0S

0.0193" ~ No

53%4

®

G 35la

W

v 15

ITT,

.~ 38%uwu

1T 82%

A
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A

T 6 HER2 FISH™ ~ IHCY
2 0S Ne ~ HER?2 (IHC 2+f FISH+ [IHC3+) ~
i b T8 Nz w 16@ 1| 11.8@ ~ HR0.65 (95% CI 0.51-
0.83) T¢® Nez w 76@ | 55@ ~ HR 0.64(95% Cl0.51-0.79)A1 o
16A
16 HER2 ' ZsNe Ne
FC FC+H
(N=296)? (N=298)P
FISH+/IHC O, 1+ (N=133)
In (%) 57/71 (80%) 56/62 (90%)
TP OS () 8.8 8.3
95% CI( ) (6.4, 11.7) (6.2, 10.7)
(95% CI) 1.33(0.92, 1.92)
FISH+/IHC2+ (N=160)
) In (%) 65/80 (81%) 64/80 (80%)
TBOS () 10.8 12.3
95% CI( ) (6.8, 12.8) (9.5, 15.7)
(95% CI) 0.78 (0.55, 1.10)
FISH+ or FISH-/IHC3+°~  (N=294)
In (%) 104/143 (73%) 96/151 (64%)
TROS ()9 13.2 18.0
5%CI( ) (115 15.2) (155, 21.2)
(95% CI) 0.66 (0.50, 0.87)
a " Ne T° £ FC THPFISHf PIHC ' b ~ A
b Ne T- L = Y T50 FISHE P IHC ' b ~ A
RS 60 3 i 100 FISH-a IHC3+  ~ 8o a i 80 FISH
" b IHC3+ A
T "X 2000 1 7 ~
T 15 T ab= - 614 0 i 2 HER2 * HER2
w 22.7%A  HER2 T T 80 . 3~ %o " A i
360 490 AP H @ Lo a avil
Ne ) aro B a’ aECOG, z ' | T
A 95% i “h 10 B ~ 80% A 80% ECOG
rzZ w0 T 10 (VAR A
by - - T v i
HER?2 T il [ ST 126@ Vvs9.7e )
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FP H FP vy 3, 2896 HRO0.72;95% CI1[0.40° 1.29]) b BO18255
ro. G =W "~ T8 138@ vsl1llle =~ HRO0.74;95% CI
[0.60° 091 ~ 17" A
17 " FAS”
/ v/
~ N=48" /
~ N=36"
F Hop 28 (58.3%) 19 (52.8%)
) * 20 (41.7%) 17 (47.2%)
¥ Hwp . -
TR # 9.7 126
T8 95% Cl# [6; 18] [10; 18]
0.72
95% CI [0.40; 1.29]
' a \ 1 5- FU
# Kaplan-Meier T
#it v Hib =K v |
=« T o« T
T
FAS n Ne T W
Kaplan-Meier 8 T H 4 @ G
2 Ne A

Kaplan-Meier ~ FAS”

Log-Rank Test
P=02659
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A

i T PFS™ a ~ TTP™ a
X - [~ 73 FL . N W bl
18" A
18 " FAS
G ! 1 /
N =48 N = 36
T ~ - 5.5 6.8
HR 95% CI 0.69[0.41 ; 1.15]
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[ 50006 g/mL [ ) T i |
118mg/kg ~ r A
' Z T i 3 X 3
2mglkg/ 250 - * - z 1 A
‘ A
> "z O
ro Q7 oz Ne T~ 8 1an i i
L5 15820 | Ny i 0" z v EA
H N G T U y -
A ¢ v v 1 AY ~ MBC/EBC”
w 0.127L/ ~ w 0.176 L/ A a T° © Vmax”
4 8.81mg/ ~ ~ Km™ v 8.92mg/LA Y T W 2.62L
~ AGC” W 3.63 LA
19 1 - 200 - Fu %o
y T ¢+ 9° z ~ 5th-95th NeB ~  PK &
X i " Crax Cmin~ |7l A
19 ¥ T ro0” oz 1 ~ gth _gsth
N8 =
A0 N Chin Cmax AUC
® p/mL” ® g/mL” ~ g /mL”
8mg/kg + MBC/EBC | 1195 29.4 178 1373
6mg/kg ~ 58-595" ~ 117-2917 ~ 736 - 2245°
3 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 ~123-70.9 ~ 58 - 144" ~ 586 - 1754"

D t

%0 Ames
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th

20 Y AGC T i n" z "5
o5t N -
'1 ﬁ N Cmin,ss Cmax,ss AUCss
(g/mL) (g/mL) | (Mg. /mL) CL (/
() )
8mg/kg+ MBC/ | 1195 47.4 179 1794 12 0.173-0.283
6mg/kg EBC (5-115) | (107-309) | (673 - 3618)
3
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)
w bn
w b T T ol A r 9z Ne T
 w bnb i A
i ¥ A
o) 0
2~8 »G A
pl] b~ 7.2ml 2~8 G 48 A
b t w A
0.9% i " 3 T28 »plf
G 7
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