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HRGY | R TAY AT GEETHMEZ) | FTAYA~T (EIETHIHZ)
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1.1 Kl 5T 58410, (MLOMMIC XY TESNIREINE
NBRZIE, LT BV EETHZENREE LU,

711 B5FPEBRB LY GEAMUNORBALTES T AEIL. AJETIX
2mg/kg% . BIETldbmg/kex 515,

7.1.2 #EFEA L IBEMEZBX RIS T8, S TH)E
Prh (A Clddmg/kg. BiETlE8mg/kg) THEH1TH. B, K
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8.2 Infusion reaction®FEHIALEEZE A HAYE LzmikdE (Jie A ¥
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[11.1.9BM8]

8.4 KAIDHEMIZHTz> T, AHIL —HAPELUL TS F TRy
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T, [1.2, 8.1, 11. 1. 1&M]

9.1.7T EMEENEERILIFDOREIROHZEE
DAREHEDLEENR G LTV, [1.2, 8.1, 11. 1. 1ZH]
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Xyoo 7, BEHERIKT, REMEZES) DEEY g v BEER
B) . BVRE (BEERER) . DEEHRETRE (0. 1%) . OFHE (0. 4%) . L
RKOHEEARB) . AEENR (1. 4%) . IR (0. 1%) ERHEIHTWD,
HEDPED ONGAITE, 1B EOARMENEMRMEE ERS & of
Wr S DIGEIT OB Gk & at L, @B E17o 2 &,
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AT B G- rp U B 5B AR 24RF I LANIZ £ < & B 41 D Infusion
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Br1. HER2BGME DARIAEIBRARE 2R HEAT - P38 D MR R L2 6t 9 2 EI N R R AXBR  [HUON-
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AL ST, BAEN | . WO, BOEDOR | g8, IRBEIRUMIE. SR | . ML, U
S WEP . A | DRER, SRR ODJRIE 9, TIEIEBEIN, 1A
TV YRR | PR i I, K, K
B ERERS | AT i RIS AR, 7%

(5ge. g
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L

11.2. 3 HERZBRIRBEAHER SN AEUIRTRELET - BEDEE

10%LA 1 2~ 10% A 206 AT

R # | =2 —moRF— BRTERE . IR E U, FIRE, | 6, HEIR
G SEREH
TR | EOD WERL, RACRIR, T | BEE, MR HIERE, AW

Sl AR, GRS Wi, T REE
e i i W WAL, ST
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B FAE - REERRITEAR S | QRILFREE, DBIE, NORE, | REEE
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N
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14.1 BHRAFKOEE

1411 AFIORBEFIL, TROKEDHY OBFEXICL Y H5IC
MERRERY mERET L2 &,

<AV
Il HERD R () = ;k1g>(m:/4m L()mg/kg)
CERME HEEOR L) - (Zklg)(m:/zm()mg/kg)
Bk -
I BEBOR () = T8 <2k1g>(m:/8mL<)mg/kg>
2[R A LA WEHROE (L) = K5 (kg) *x6 (mg/kg)

21 (mg/mL)
14.1. 2 FREFIZIE. AREN K, BRABSEIRISMNIEM Ly
Zk,
¥14.1.3 7 FUMHAR EBEG LI2HE, BERBENEZ 28206
D720, B RS AT B RAEBR IR (S F60mg: 3. OmL,
IR 150mg ¢ 7. 2mL) WK VIR L TR AY X7 (BIET
HHZ) [T Ay X< T3] 2lmg/mLOPRIE L L=, LEEE
HHETHRERY . BEHIZH RAEBRAER250mLIZART 5 Z &,
14.1.4 KANIARY Y N_R=FE2EFLTEY AL LT WD, &
FRIRFIXERCHRERRF L. SETENTE 2 D £ CROMIKE T 5,
14.1.5 FRFARLL . FHRGIECNITH AT 2 &, E7-. B35
FTTHIL,
14.2 ERIHBRSHOZE
14.2.1 KA E5%7 R UMERKZRA L6, BREBENREZ 58
FNRHDHTD, T R UBRIK L ORAZBET . AHIL 7 R BEE
WOR CAlET A > ORI GI3ATh RN &y,
14.2.2 il & ORFEEZ Lz &,

15, ZOHOEE

15.1 BRER{EFAICE D < 53R

15. 1.1 RFIESICE 0 HL N7 2 X<~ THIERHBL LT & oW (921
BIFRUE) 238 5725, MRPEFNZIB W CTRWERIZERD baioTz,

15. 1.2 AKI & o HUEEPERE A4 OFH L7 BE T, Atk A s, B4
RIGAUEMERE (MDS) BNHELIZE OWERH D,

15.1.3 MEAEZ L aBRIC <. BRI & A 3 5 fth O PR ]
AR Z O L7i5a. £ OPUEMEIREH M & el USRS B4
BRI DORBRN LH LI ORERH D,



16. EMENE

HEEGHOMIER N7 2V X< 7 REHS

16.1 mARE ;g:/.u
(RED
16.1.1 S E% 1 A5 Pt
SN e 150 —-—2 n=3)
SAE AL R 2 x5 & LT ARIUILIT N A ER S A fn :;:ﬁ:“:
: -

6mg/ ke Jil B CHE AR 5 L7= & & OERWBIIE S 2 — X K " oo | BT

iR A LA T IR, i
i HE R B (AR LU JEAT /A A TR 3K % 6mg/ kg 0 F ik C HE[ETHIR %
WNEE LT & X OEWBIEE (T A — X

ST A= 5 O 0 '(') ] S
57 A= (i) HHl St AR A R
(N=34) (N=35)
Cooe (p g/nl) 159+26 174+31 HERERD N5 2 A T OHEYERENNT A —F
AUCipee (g * hr/nl) 35700+ 6287 385106569 [EEE s — Cous tie cL v,
AUC,e (u g« hr/mL) 371306305 403306994 (me/ke) (i g/nl) (day) (nl./day/ke) (nl./ke)
CL (mL/hr/kg) 0. 166+0. 026 0. 153+0. 025 ! 5 19+2.8 2.4+0.4 16+3.8 P5ET.5
V. (al/ke) % 1482 S 7469 2 3 43+8.5 2.6+0.7 13+1.4 49+12
oo S13+12 920412 4 3 72517 5.9+1.5 7.4+1.0 63+15
L) 8T A— 2 3B + B 25 o LT, 8 5 17719 5.56£1.5 6.812.4 51£6.5
mean==SD

TR 217 AR ST SR TS A A [ 3 5, 2 6mg kg O i £ G HA [ £k
W5 Lz & & o mFEhRERER (hdefm) ™

170
160 ]
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BT (hr)

A RFITE (n=34), @ : JAT A AEFT (n=35)
72) ERTFMR (0.5u g/ml) AGIT0 p g/mLE L THEFHEZ ST L7,

FEAT A A EIREEH KT D AANDCps AUC, o 2 UAUC, 0D S {01 -5
TED L DI % EFX T, FRICHE L= FFAHFIHN (80%~125%)
CEENI LoD WAIOEYENEIC I T B IREMESHER S,
#) JAT A AERS, < Herceptin® BUCAR SN h T AY X7 (BIETALHZ) WH)
(N—t TF R 51F60 - 150)
16.1.2 BEREIZESH

H A AHER2 B B HE BLAL B E 8B F T AY X~T L L Tl~
8mg/kg™ A 904 I AIEHATE L= & 2 OMmE T IREIZU T O L E0
Tholee FTAY X2 T OMIER N DOIERIFFESCH T, HRHE
FHZI-T3 = N A2 T VE Y IO TR Uz ik 5
BOMME & HICHEE L, 5B 1ng/kg™ TIiZ2.4H. 8mg/kgTiZ
5.5 Cholz, Ml iRE (Cu.y) 1A BB A BN R %
AL, ZU 7T A (CL) I EGEOHEIMI > TR T L, 55370
R (V) Tk, B EOBINCHE S 2080 by, IR mER
‘BICHYS LY,

1E3) KR SN L - JARIIAIE B 5 R dmg ke, 2001 H LA 2mg/ke 2B 15 (A1R) R
OIE % 5 Ke8mg/ kg, 2001 B LAMk6mg/ kg % SBATLEE 5 (BIE) Th b,

16.1.3 REHRER

(1) A A A\HER2i@E Rl 58 3Ly R 1841 b 7 AY X<w T & LTl~
8mg/kg™ %904y M ATHHES 210 B X v . B 1EI904y 5] A e &
MR LU E &, PR S5#430 BIZBT 25K (Cyy) KO I
HEHRE (C) BUTOEBY Tho72Y,

FEHRGRORELROCREWETD 7 AV X~ 7RE

(iij) I ( xtcg;;an) ( xtcg;;nL)
1 4 6.72+0. 869 26.7+3.18
2 2 2.14, 24.7 60.1, 64.4
4 2 74.9, 116 134, 220
8 4 200+20. 6 327+41.6

1. 8mg/kg : mean=SD
(2) HER2iBFI % Bl B A 21301, F T AY X~7 L LTHIE
4mg/kg, 201 H LAK:2mg/ ke % B 18] SO S FFE L2 & & shed$it
JE (RE 7> © e U 7Z HER2AIIAMEIR) R — R T A VRN FEE
THDIER D T AY X~ THEARMIFHIE (Co) 1E, KEZ R
THEARD 5 GHEAT—2),
16.1. 4 BEEEYBIERNT
HER2:t ol 5 BLSLA FB A 47661 (7272 L3I LIS O BE) 1T b
A A~<7 & L CHlEl4mg/keg, 2[0] H LLFRE2mg/ ke % i 1101904y [#] S 15
RIEFRE (16611X10~500mg % HLEI# L) L7z & & oM hiRE % A
V. population pharmacokineticsfi#t 2 Eh L7z, &7 /MRS ORE
Ro-a = h AU MET NN E A, B (1)) 1328. 50 (FF
SR, 95%(SHE IR [ : 25. 5~32.8H) TH 720 UrE AT — %),

Population pharmacokineticsfffi2yH& BT N T AY X<v 7 DI
e T A —X

(o Con ™ AUC™Y tis CL
(u g/mL) (ug/mL) (mg + day/L) (day) (L/day)
66 110 578 28.5 0.225
14) NETEE L7BRoEERER (192008 TEIE) o TRIfE
16.3 %

(N—t TF 560 - 150)
HER2IEFEIFE IR DIES & 2 TR L7 X — R~ 22, P HE#K - 7 A
Y X< (10mg/kg) Z HEIFARNE G L7z & & BNHEO EF Ak
SOBATHIIARD o 7=, BT ORI BE I3 B -1 245 I B e i %
R LT, BRI E<HER L, MIEHIRE S IZIERROR
FETHHR L7, MiETBEREDIFE A LIZ FFRAY X~ T Th-o
7!»:12)0



16.5 HEttt

(N—t TF 560 - 150)

16.5. 1 HERZBRIKIRILESE
H A ANHER2IE R FEHABEEIHIC N T AY X~T L LT~
8mg/kg™? 29045 [l ST EEIE L7 & & | 5 52405 O RZLE DR
HHRERIE, 0. 01% AT Tdh o729,

16.5.2 EETHR
EFE~D AP N7 AY A~<7 (10mg/kg) % HREIEARPNZE S
L7z & & B 54T H £ TORSTRED Rt R O kR 13T 2 h
ZRIJ VL TH Y . METEILZN2UB OB T 7=, 5576
HE TTHRAETZNLZN%L 2% TH 0, METZ 4L Z465% % Ot
20 TH -7, L, R FFAY X< 733 LA ERD LN
oot

17. ERKRAHE

17.1 BEMERUVREMEICET 558

(KRFED

17.1.1 BRI MEER
HERZE IR L3R S N7 m B 2 A1 A FLBE 7074 & X1 5
LU AR+ N7 U Z XTI LT AL AR+ N7 Y Z R
% i 2 [E BRI (R 2B AR RER & FEh L7z, 28 %1% 1 71 E L,
RN SNTHEAT /S A A BEIR LY E 4mg/ kg, 28] H LA 2mg/kg % 451
A 7 NVOHEL, 8, 16K U22BIZHE Lz, /X7 U Z %% /11%80mg/m*
EEYA 7 NDEL BRI AICHE Lz,

EEERHEH A
HPCHIEI X D B33 R DB BRI R & LL TSR T,

HPRIEI 5 F33N R DA T

AFA AT AR YR
(N=352) (N=355) (95%{ZHEIX[H])
FERUTH S ZN TR0 B 220 (62.5) 236 (66.5) 0. 940
ni-wBER (%)
(95 %15 HE X [H]) (57.2, 67.6) (61.3, 71.4) (0. 842, 1.049)

BEBZZNFED Y 2 7 HD95%F XN AN BLE LS E~— (0.80~1. 25)
DFEBANTH D, FIAIOAT DD RS AR S hiz,
#) SEAT/SA AEFES  Herceptin® (RUTARE NS b TR Y Xv 7 GRIET-HHfZ) HH)
(IN—t FF RTEF60 - 150)
(HER2:BRIRIRAFEER S T-3L58)
17.1.2 BN I HERKREAER (MKC-454-0251E8)
HER2IE IFE B O s M FL BT & R R, AAEEE L (1~
8mg/kg) *V, PUBERORBEIITED LBV Th-7219,
BIERIELL14/1861 (77.8%) WZHHL LIz, FABIERIL, B4 4%,
ASTHENN22. 2%, WEM:16. 7%, HEFE16. 7%, PEEUK16. W& TH -7,

HER23E 5% B Ly FB AT (23~ B HiE S 2h SR

Be bt CR PR MR NC PD NE it
Img/kg — — — 1 4 1 6
2mg/kg — — 1 — 2 — 3
4mg/kg — 1 — — 2 — 3
8mg/kg 1 — 2 1 1 1 6

Ha 2 (11.1) 3 2 9 2 18

NE : Not Evaluate SEGIE (6)
LERI8HINC I D AKI O G HIRIX1~100E (FRfE : 10) TH-o

oo E7z, A (65R%LL L) ~O®EII TN R o7,
VED) KRR S - R 58 an/e. 200 H DAV 2me/ke % LRIRIRG TS (A
) KOOI S 8ne ke, 207 B LAREGng/ke & MG CR G (B Th D,

17.1.3 5V TAEERPREABR (HO551g5BR)
HER2: T 58 BLOBRR ME RIS R & 56812, AR Z MG L7 (1)
[E1250mg, 2[E] H LLMEI3100mg % 7 B G 10IH B8 5-) =V, SEAf T AER]
43610 5 HLREFHENISH] (11.6%) THo7='7,
RIVEIX28/4661 (60. 9%) IZFEL L7, ERAEMIZ, STeiT21. 7%,
FEENT. 4%, THI5. 295 Th o7,

17.1.4 5V THEERPREABR (HO552g5BR)
HERZIBFIFE B DU E LI B E 26 RIC, AR AT TF o L ff
Ac#E L (91E1250mg, 28] B LA (X 100mg % 7 H 452 83 4% 5-)
DS ATREFISTHI D 5 HIEEITIB] (24.3%) TH-o72'Y,

BIVER 1Z22/3961 (56. 4%) \ZF B U 7=, F2RBIERIZ, MEF79E28. 2%,
JEENS. 0%, NEAL18. 0%, STplF15. 4%, AMERIAMELS. 4%% Td -
72

17.1.5 SV EMAAERERSER (HO648g5kB%)

HER23t8 8 B DA MEFLIE B & xPRIT . AH & b9k & fF
FATHS Uz (W)lEl4mg/ kg, 28] B LA 13 2mg/ kg % LA MR T 5)
FEMMER Th HHBEITE TOMMO T REIL, T T HA
7Y+ rakRA 7y IR (AC) PRFRBEA9. 084 A, ACHIREEA
6.487 A . /N7 U Z xR LGHHEENG. 8T A, 37 ) Z ¥k LEM
FE232. 89 H T o7z, HERZIBFEIFEELOFLEER] O EAAEST £ TOH
MO P YeEx, ACOFHBECIXS+HHED9. 060 A, 2-+FEA9. 114 H |
R Y Z R UPRHRECIZSHREMNT. 140 H ., 2+BE085.300 A Th
ST, FBNE, ACHEIEEAN80/14361 (55.9%), »37 U Z & /LHf
JREA38/9205] (41.3%) Th-7=',

BIVEF I XACOFFRETIX122/14341 (85.3%) . 7327 U Z X /L HFAEET
1X78/91451 (85. 7%) \ZHHL Uiz, F/eRIVERIFACOFEECIE, FEEL
28. 7%, WE525. 9%, M JJAiE25. 2%, S Tei723. 8%, NEnt:18. 9%, THI18. 2%,
PERRLT. 5%, MERINEEL6. 1%5%, X7 U X R L0FHRECIE, STl
36. 3%, 4 FJHES5. 2%, FEEA29. T%, IE23. 1%, J&IE22. 0%, THI19. 8%,
FEIB1T. 6%, WNEM:17. 6% T > 7=,

17.1.6 S EMAAERERSAER (H0649g5KB%)

AL FHAEL~2 L ¥ A AT I TR AYIR 8 B AU 7 HER2 B R EL D
TR MRS B &t s, AR &5 LT (W)El4mg/kg, 201 H DA%
¥2omg/kg % LEFEIMME T 5), EEMEERB T 3 HEGEMRIZo
WC, TTTAEAT SRR 22261 D 5 BN FIL345] (15.3%) . FFAT AT
REFI207H D 5 HFNFNL34F] (16.4%) T o7z, REMEITETO
WA O s ABIES. 147 A Tdb o 7z, HER2IERIFE B ORR L I DR E8ES T
ECOMMBOF R, 3+HEEMNS. 3D A, 2+HBERL IV H THo 72
20)

RIVEF 12182/21301 (85. 4%) IZF&BL L 7=, /e @IVEF 1%, R EL36. 6%,
Fpl)35. 2%, HESE2T. 2%, WEE21. 1%, FIA17. 8%, UEJR15. 0% T
HoTm,

17.1.7 iS5 ERIREBR (HO650g5%8%)

(L2 BRIEARTE IR OHER2 S I FE B DU T R & et B, AH %
Be5 Lz (FEl4mg/kg X iX8mg/kg, 2[0] H LAREIXZ 2 112mg/kg X1
dmg/kg % G IR CTH5)), EHEFHMEIEE Td 5 HUEERIc >
UNT, R TRER O 2011 T, Amg/ke—2me/keREANT /3361 (21. 2%) |
8mg/kg—4mg/kgBEAIS/2905 (27.6%) T 712,

BIIVEM 13 4mg/ kg—2mg/ kgl TI1340/59%1 (67. 8%) . Smg/kg—4mg/ kel
TIEA47/5561 (85.5%) IZRB LTz, E/2RIVEMAIZ4mg/ kg—2mg/kght
Tk, MEJJIE20. 3%, FEIE20. 3%, S TeiF20.3%, FEEN1S. 6%%%
8mg/kg—4mg/kglf Tlx, STe1F29. 1%, FEEN25. 5%, MEJJHE25. 5%, M
K18, 2%, JEIR16. 4% Th o7,

17.1.8 iBHVERIREABR (HO659g5%B%) [HO648giKER M 5 DHEHTELER]
RSB ARG ARG (H0648giR) (25N LR MEFLIE OHETT A3 Fe
RENTBEERNBRIIARNERS Ui (ks L5k, &
PR O VT R & OOFTATER) . 3 ATREBI 1656100 5 B2
BElkeeml (14.2%) THo7=2,

FRBERIX, MIAELS. 4%, XTeiT18. 4%, FEEL16. 4%, MEA15. 6%
EThoT,

17.1.9 iBHVERIREBR (HO693g5tBR)

{E5RIEA 3L ¥ A UL BRI T2 R 23588 B AL 7- HER2IE R FE B
DEBMEFLIR R 2 5T, ARF 2 EEHEN R LB E & O ci G-
L7- (WllEldmg/ke, 2[0] B LARE I 2mg/ kg % 1IE B E R T 5-) o 3 EA1G AT
HEFI DN FIIEL5/154%1] (3.2%) T 7%, BIVEMIE240/3601]
(66.7%) |ZHBL L7z, F/REIERIL, JEA26. %, Teif25.8%, &
JIHEL0. 6%, MER(10. 3%% TH - 7=,

17.1.10 ERERFEIMEHER (HERASKER)
HERZIBFIFE BL DO T ATREFLEE B E ©. Tt HHRHMTHIIITE
SRWFE B ORI (IS L 7R D 50) 258 T LImBREE S
)L L, AAlZYIESng/ke (KEE) . 208 H LUK6mg/ ke % 318 R
TUEMER G U BEUIERE S LR . ARIE S LS
BEL CHPMZ LB LTz, 7B, AFIEGRICRE WL, EHNZR
LVEFRHIIZ FE S & | ARFIOF GRS 2\ E k23l S vz,



R RATRE S BlE R i 12 H IR ST R R ARAT A3 S S A,
ARFNVEES GBI TR LT, SR ARSI 50 X0 B %
BIENFRICEE SN, 7ol ARBRIZBIT 2EA D OB e
B ORI ORI E T DA X2 FHEBIRIL, VERS5HET. 3%
(3/41) . %IWRHE13.0% (6/46) TdH o7z,

HERAGABR D 5 HARKI N5 S7=1, 678FI T, B 236004
(35.8%) IZ@RDH BT, FRFEWEMIZ, HIETSE] (4.5%) . FAFR614]
(3.6%) . FEENGSH (3.5%) . BLOS20 (3. 1%) . JEF75141] (3.0%) . BR
L5161 (3.0%) HCTholz, D HH, ARERICHIMNLIZ[H
WIEFI4LENIZ VT mITER 232361 (56. 17) BB AL, FERREIE
FITIEIE6H] (14. 6%) . FEEAGH (12.2%) . 7561 (12.2%) . FHIED
B (12.2%) . MOBEESH] (12.2%) % Thol,

o S FRATT ol SR + 1B I F) Sl (IS A e AL C IR DS M S vz, AR
PTG BRI B C BN AR I B 5 A1 X RSB
AREICEEINT, AFERGHE VERGHEOEIE, 74 A
(LD 1271 H %ISR D ETE L T DR 12 L TR ST,
AR 2EE GO BT AT ICHET 24 <0 b FE B L23.6%
(367/1,553) T, M4EFERE (23.6% [367/1,552]) ICLENTHER
WD BN -T- (HR :0.99, P=0.86) 2,

F, LEMEIZOWTIE, 3, 35501 (I4EHRGREL 682051, 24E# 5.1
1, 67361) DENTRSR E SH, 7 L — R3XUTADH EHG K OMEE
PESUTIESEGEME O e RBRH R (LVEF) (KT id, HERERICH T
R GRECHRIFRNEVEADRD SN[ 7 L — R3 T4 FE
G ERERE6. 3% (275/1, 682f) . 24E ¢ 5820, 4% (342/1, 673
Bil) | AEREAGME TR RE M D e RERH SRR T« 14E 8 574, 1%

(69/1, 682f51) . 28 F 577, 2% (120/1,673%1) 1, [7.2. 25 H]

1E2) HERAGER T3, FRIERIE CHRIGHI TN N TTHE T - 7o SR MEFLE RS 2 /% & Lz,
Feds, WY o SER IR TSR LenBl F OB, (LSS SR B
RS T o T,

O HFE BRI ERIDRY) . XMUSLES. FURELS O “ s (H R o SLESHII S &
O LR, FE S LRI A R <) ORIE, ST GERIZRDZ)

3

VR G M O R O I AR I B 2 1 > B REHR O Lk

.y A~ B geE .
oy e -
JEBIEL it GamR) AN R P
LA IR i HREE 1693 219 (12.9%)
R 0.54 <0.0001
Lo i | VG 1693 127 ( 7.5%)
L o HRAREY 1697 570 (33.6%)
i . 0.76 <0.0001
gy | VERGEE | 17027 471 (27.7%)
E4) SPRBECE, PRI R R O, AR ORG 2B MA UTAER]2352. 1% (884/1, 697)
GENT,

7E5) A T RAE 120 A RIS T 2T D720 0 H v A7 R XD % TRBICT > 7 4
{L STl DO RS EnD 2D SEBIEITHIED & 5.,

(HER2:BFIRIMAFERR S NI A BUIBRTREET - BROBE)

17.1.11 ERERFEIAGER (ToGASER)
HER2IBFIFE L (THCYES + SUIFISHIERME) OHEST - RO EH UTH
B GENE B (L FRISRIRR) 584051 & x4 AL F9Eik (I
RUFEVH VAT ITF ORI TINAR T TN RATTTF)
EATEPRE + A % k9 2 55 AR ER AR BR 4 SEht L 7=, ANANEH)
[E18mg/kg ({KEE) ., 251 H LARE6mg/ kg% 3 [EI[HIfR T, {L2Fik ik
HIRBAET AR D ETR—OME - HETHR S Z2ikE Lz,
(LERIRIEIT, 2 2 B 1000mg/mP D1 [ 2[E114 A MR A% 5t 7
A mw T v 800mg/m D5 H R IRNEE G L v AT FF
80mg/m* DEARN B - % 3T MG CT1T o 72, FFEA N2 M ERDTEURRE
RO BFEATIZ RN T, (LR + ARAN AL R IE BT TR T,
FHEFHHIEE Th 2 2AEFHMICB W THERIER 25D b it
T3 ALFFRIEDOWNFRITE8ABIH I~ Z B+ A7 T F h3611
Bl, INAAB T TN+ AT TFURFICTH o, ENTIE
2] (1014)) IZBWTHRTH B+ AT TFURER s,

ToGAFRBR D 5 B ARKIR B 5 E 722946112 F T BIE 232834
(96.3%) (D BTz, FAREIERIL, 018661 (63.3%) . #FHEK
JDELSTHY (53. 4%) | WEM12961 (43. 9%) . BAKARIR12141 (41. 2%) |
WeSr8THI (29.6%) . THISHEI (28.9%) . FIE « BEIFEFRAEARLLE
BERET25] (24.5%) . APNZ66H] (22.4%) S ThHoT=, TDHIH, A
FERICEIN L= EPEFIS 1B BV T, BITERAS5041 (98. 0%) (238
OO, EREWERIZESCRIR436] (84.3%) . L4145 (80. 4%) .
R FEREREE LB (60.8%) . AFHERIAE3OB] (58.8%) . N H-29
(56.9%) . 572961 (56.9%) . HPNZ26H6] (51.0%) ., Lo < Y204
(39.2%) . FH - BIEEFIRMFE R RIEGEELIB] (37, 3%) . EFL18%H]
(35.3%) % Tdholz, [5.4, 7.35H]

LA TEWIM] OKaplan-Meier gl

1.0 =
1 &= —_— i A AT
. o N — o
- "
g “'-.,“ N [ H(957% (S BIKR)
: E u 2 0.74(0.60-0.91)
? e i ) P=0.0046
e,
J _
- Y
A 1.1 13.8 T
0‘ 0 T L L] T

T T T 1 1111115717

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36(H)
<YRTHEBDREX>

LeE#fiE+ 204 277 246 202 173 147 113 20 71 6 43 30 21 13 12 6 4 1 0
FIRIZYS

ALitik 220 266 223 188 143 117 20 64 47 32 24 16 14 7 6 & 0 0 0

18. FEipEe
18.1 {EFR%RF

k7 A X< 7 IIHER2IC AR BAICHRE & L7t NKHIR, BHERZ/EH

AR & U 7= PUR KR AIRG /B R (ADCC) 12 & 0 HUiESZh AL 4 5

ﬁﬁ‘éz‘r" 26)

F7o. R T AR T &5 2 &I & 0 MR s 7 v 23 sk

L. ZOREE b7 2 X~ 73 EHIICHIIRIETE A B35 & ok

FbEzZ6h57,

&)
18.2 /in vitroitE&

KAWL in vitrokBRICB W T T OEMZR L%,

- HER2IZKF LT, JeAT/ 3o A BRI & AR OfRSATEEE R LT,
HERz%iﬂﬁ B9 5t LA SK-BR-34% D BB & Bl L. F
PIHIEMEI L IEAT A ARG ERRE ThH o7,

* SK-BR- 3$7k Tk 2 NKGRIIEL B OV I L% BR OADCCEFRE L, £ D
ADCCIRMEIT AT A A EIAL L RRE CTH o 72,
#) Jef T3 A EFRA  Herceptin® (BUCAR SN kT AY X~ 7 (s z) 8K
</\—t 77 UREET 60 - 150)
18.3 HEEBHR

HER2HFEBL D X — K< 0 A [ AEME © 7L (MCF7-HER2, BT-474 (i

24 7= v OHER2 L& 7 % —4=1.0X 10%) KOt | H¥# (NCI-N87)

L2k LB A AR )m”f””” F 7=, NCINSTIZHR W T, o

PUEMEIERA & OO TSN B DTN TR BTz,

MCF—?—HERZG:%TLTlir’ﬁ%?ﬁ’ﬂ—-g3~100mg/kg BRI 5) O T,
NCI-N87\Z5f L CIdid % 5-870~280me/ke (6[EIF5-) D#iPHTHE

IRAFHN RN R 2R L7220, —J5, BT-47412%F LTI, 1H

570, 1~30mg/kg (8~ 10[E1$¢ 5-) D CH EARTF A HEFH N H]

NFZR L, Img/kgbh £ @ AR 517 CIIEEE O 52 218 HE H #Bl42

Sh7=,

18. 4 HuRREF MG EIER (ADCC)

bt FInterleukin-2 CHLEE L 7=t b ARMYIMELZERZ ERMIDE LC,
Na®'Cr0, C T 7 ~)L L7z TRt OAR AR 2 VE F AR « AR =
25:1, 12.5:1, 6.25:1, 3.13: 1K TRAL, 0.1ug/mLd k
FAY R T EREMU, AL L7 (37°C. 5%C0,), chrome
release assaylZ X ¥ ADCCIEHMEZHIE LT,

b hILIR R AR I8AALER (HER2FEHL L1 =0.3)

b hELEMAEMCETIE  (HER2FEBL L~ L =1.2)

b BEABEMKNTER  (HER2FEHR L1 =16.7)

b ILEAMIESK-BR-3F (HER2FEH L~/L-=33.0)
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19

éj\

éj\

%S

20
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22.

) b MELIR BRI 184K DHER2FEHL L~ L& 1. 0 & L7z & & O
ZOFRER, T OEMAME ML ERIZB N T Y, Ml
TEME & HER2FEHL L~ L ORI IT @ WAHBINTR D i (TR « AR
FOMI=25:1, 12.5:1, 6.25: 1, 3.13: 1O, T FHR*=0. 93,
0.92, 0.87, 0.66), K7 A2 X~ 7 |IHER2EZSELAINAIZ . L Vs
MRS EENE 2 RBIET 5 2 LAVRENEZD, 1272 L, HERIERELO
fEIERE (MCF7) TliE, in vitroDRBRIZBWT, N T AV A~ T H
EDADCCTEMEI TR D TEI TH Y . Fiz, EHEAY M /E
A (FFAYRX<=T O~ 7 ZABHURTH H4D5% i CTiThiT) IX
B BN D - T725),
.5 HER2Z FH# DR
b ALy AESK-BR-3 (HER2/@ L~V 38 Bifk (a4 7= » OHER2 L&
FH—3=9.0X10°)) K OMCF7 (HER2{K L ~UL3HKL Glia47- v
DHER2 L& 7 # —$=2.2X10")) % kT AY X~ 7150 u g/mLOTF
TE, FEEAET CLH & 255 A RIS Lok, MR OHER2%L % R
7oL 2 A WFROHNE T HHER2D L~ULMET L7227,

. AWM ICET S EEFEHMR
EATR: T AY X~ 7 GRIGFHHEBZ) [ N T AV X~ 73]
Trastuzumab (Genetical Recombination) (Trastuzumab Biosimilar 3)
T BB (CorostaaoiNass0672516)

B (CroaoH1500N277033556)
2 £9148, 000
B FIAYRRT (BioFM#z) [ 72V Xv 7 %3] 13,
WETHf L MEE/ 7 —F B THY, ~ T AHE b EE
RN -5 8 k28 (HER2) €/ 7 a—F A HURDFMEMERER, &
F7L—AT—7 KO MgCIOEF RO D, NTAY X
7 (EEFHEEZ) [T AY X~ T #%E3] X, Fr A =—A N4
A2 —IREAIRIC KV EAIND, T RY X~ T (BB FHEHRZ)
[~ F 2y =T #ki#e3] 1 d, 460D 7T I/ BFRIED B HHEH (v
18 2R K ORIME DT I ) IR IEN B2 DL (k 80) 2R TRERL S
NofEX L RIETH D,

. BV EDEE
AAFPRE IO L CRIFT D 2 &

. EEREH
EH ) A7 BHEEE 2 RED L WIS L,

23

(FZRY X TBSmidaEER60Mg (77 4 H—1)

AT

(FZRY X TBSmidFHER150mg (77 4 4 —1)

23.

iy

2)

3)

4)

5)

6)
7)

AT

FEER

FEIR EOMEMEOR OAEKRE - BN ERES S AmEEE~
DFEUMIARDWMEE  FF AV AT (B{s 7k z) HER2i®
TR LS HERR S AU 7 L (T 3 1T D IR L S

FEIR EOMEEOR OWAKRE - IS ERESE AmEEE~
DFEUMIARDMEE  F TRV AT (B{s 7l z) HER2iE
FIFEBLOHERR S T ISk DI B (L ik & L C oAk
(AR RS) OmE - HEOBEN

FEIR EOMEMEOR OWAEKRE - IR ERESE AmEEE~
DFEUMIARDMEE  F TRV AT (B{s 7l z) HER2iE
TS BT ST B P E AL DWW C, S LA 50 fik -
HEDBMN

B ER BEBITE (~N—t 7 F U OEE A - 20014E4 5 4 H K
A, HFEE R E A~ 2-2-3)

B ER W TRBIT (~N—kFFUOEE A - 20014E4 5 4 H K
R, HFEE R~ 2-4-2)

FEPNERE : SMESS T AR

EWNE 1R — RSO M iRE (~N—t 7F Ot
A 20014F4 HAB7KEE, HEEERHEEE ~. 3-1-1-2)

10)

1)

12)

13)

14)

15
16

=

17)

18)

19)

20)

21)

22)

23)

24)
25)

26)

27)

28)

29)
30

=

31)

24.

EPE 1R — R E RSO M P EE (N—t 7F Ot
FH : 2001F4 A 4 H &G, WS EEHBEZE~. 3-1-2-4)

HESME IR BR — RKIEH S (N— 7 F O - 200148494
A7KGR, FEEERHEEE~. 3-1-2-3)

Bruno R, et al. Cancer Chemother Pharmacol. 2005 ; 56 : 361—
9.

B ESR IS - TR E (ON—t 7 F U ;- 20014F4
HARER, W@ ZE~. 2-2-1)

ES RE ON— FFUCEH A 2001454 H 4 H KGR,
FRE R EE~. 2-3-1)

FENE [ HRBR— R (~N—' 7 F O A 200144 H 4 H &
. PEE R 3-2-1)

I RIEPHEN (N—t 7 F CEE ¢ 2001424 7 4 A 7k
. PEEE R 2-4-1)

TR RE - E R R

FEIPNE [ FHEEARERER (MKC-454-0238R) (IN—t 7' F L ®u

FH 0 2001F4 A 4 H&GR, WIESERMBEZE b, 1-1-1-1)
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(Z%5)

VEIREASA T AP LORERY & (L) OR%

A Bik
I (kg) Bl (ml.) 2[A1 B LAFE: - (L) Bl (ml.) 2[A1 B LAFE: - (L)
35 6.7 3.3 13.3 10. 0
40 7.6 3.8 15.2 11.4
45 8.6 4.3 17.1 12.9
50 9.5 4.8 19.0 14.3
55 10. 5 5.2 21.0 15.7
60 11.4 5.7 22.9 17.1
65 12.4 6.2 24.8 18.6
70 13.3 6.7 26.7 20.0
75 14.3 7.1 28.6 21.4
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