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4.1 Therapeutic indications

Metastatic Breast Cancer (MBC)

Herceptin is indicated for the treatment of patients with HER2
positive metastatic breast cancer:

a) as monotherapy for the treatment of those patients who have
received at least two chemotherapy regimens for their
metastatic disease. Prior chemotherapy must have included at
least an anthracycline and a taxane unless patients are
unsuitable for these treatments. Hormone receptor positive
patients must also have failed hormonal therapy, unless patients
are unsuitable for these treatments.

b)in combination with paclitaxel for the treatment of those
patients who have not received chemotherapy for their
metastatic disease and for whom an anthracycline is not
suitable.

c)in combination with docetaxel for the treatment of those
patients who have not received chemotherapy for their
metastatic disease.

d) in combination with an aromatase inhibitor for the treatment of
postmenopausal patients with hormone-receptor positive
metastatic breast cancer, not previously treated with

trastuzumab.
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Early Breast Cancer (EBC)

Herceptin is indicated for the treatment of patients with HER2
positive early breast cancer following surgery, chemotherapy
(neoadjuvant or adjuvant) and radiotherapy (if applicable) (see 5.1).

Herceptin should only be used in patients with metastatic or early
breast cancer whose tumours have either HER2 overexpression or
HER2 gene amplification as determined by an accurate and validated
assay (see 4.4 and 5.1).
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BN D HIRE (BIEMIZRIRER) ) ICREN4T 5,

FIEDOFIE Y A 71, Ml N B BRSO AETE 72 EOREER 112 ;ofﬁﬁﬁék%
ZHIVTWAN, IWFERHZENEOES S H Y | FEBEEEIXE NI CF 2 BIMERNIZ &
AFRIZFT 5 T OFERIRAEFIL, 2002 £ TR 4.2 5 A L HEE S, 2020 4E121, ﬁéf
LB A& bRl TH 1AL fié&?&ﬁéﬂfwé T2, BEHEICHOWT S EIMEAIC H
D . 2006 £E1TI3HT 1.1 AT, LMW TR ERE, JiE. fEICR O TE A TH -2,
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13K 300%FLE LK< D, AR FAEOEOCEAOMBENEEN T\ D, £/, HER2 %
Bk, FLHE TIT 20~300%FR IS0 B, ISR M LI THRARK T &2 502,
HER2 /7 T FERY A 2 F0IT U 7218 MR HER I Z S5 S LTV b

LLED X 512, HER2 1 %%ﬁ%%ﬁﬁﬁi%ﬁ#!%f%@ ZDOEEMIEE W &
b,

(2) BEEEOH R

LIFORIE Y | EFEEOFAMEIZOWTORYMEOHIWT LD T Fekizis ) TR
FIRIEICALE ST BTV D] IZi%4 T 5,

NI AV X~T7 (Bin i) (BT ARZE) 13, AFTIE HER2 iBRIFEBLAHERE S uiz
MRS L C LM L EEG (FIERE AR : 4 mg/kg, HEFFAH & : 2 mg/kg) DAL - H
5 C. HERZ2 FRIFEELO MR S A2 B2 31T Dl B b Pk LC 3 ] 1 [l 5
(WI[EE A& - 8 mg/kg. HERFH & : 6 mg/ikg) DL - HHETER IS TW5D, HAE TIIEE
U EOEWMICE > TAREOE G2kt Ch 2 BH D7 2| BEEAEES T
TH 3 L BIEGORE - HFETAEMNMEF T 5 Z &, BEKOEEEREMIC L T
AT TAT U ADNEEFUEEOSEICERD LD EEZ D, WWEBELEEEFEICTT DA
o 3 WM 1 BTG OME - HEIL, BRESTA R4 IZii#Esn Ty, —ED0AH
HIEH D EEZ D,

3. K4 HEOEZBIKRFIZDONT
(1) BRK4HDEORZBKRERUVRAFKTIOEEIZDONT

1) KE

ZhEE - ZhiR 1.1 Adjuvant Breast Cancer

Herceptin is indicated for adjuvant treatment of HER2 overexpressing node

positive or node negative (ER/PR negative or with one high risk feature [see

Clinical Studies (14.1)]) breast cancer

* as part of a treatment regimen consisting of doxorubicin,
cyclophosphamide, and either paclitaxel or docetaxel

« with docetaxel and carboplatin

» as a single agent following multi-modality anthracycline based therapy.

1.2 Metastatic Breast Cancer
Herceptin is indicated:
* In combination with paclitaxel for first-line treatment of

HER2-overexpressing metastatic breast cancer

* As a single agent for treatment of HER2-overexpressing breast cancer in
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patients who have received one or more chemotherapy regimens for

metastatic disease.

1.3 Metastatic Gastric Cancer

Herceptin is indicated, in combination with cisplatin and capecitabine or
5-fluorouracil, for the treatment of patients with HER2 overexpressing
metastatic gastric or gastroesophageal junction adenocarcinoma, who have
not received prior treatment for metastatic disease.

A - A&

AGBAEH (F7213K | HER2 IS BL S fesl S Lz s e sLm o k3% 3 Wi 1 G-
ENZBITDBEOA | - ABIZOWTIE, EKRBEIRTHAR,

1) (B AT > TV 72N (2010 4F 11 A 22 HELE)

5

2) H[E

AhHE - A

Breast Cancer

Metastatic Breast Cancer (MBC)

Herceptin is indicated for the treatment of patients with HER2 positive
metastatic breast cancer:

a ) as monotherapy for the treatment of those patients who have received at
least two chemotherapy regimens for their metastatic disease. Prior
chemotherapy must have included at least an anthracycline and a taxane
unless patients are unsuitable for these treatments. Hormone receptor
positive patients must also have failed hormonal therapy, unless
patients are unsuitable for these treatments.

b ) in combination with paclitaxel for the treatment of those patients who
have not received chemotherapy for their metastatic disease and for
whom an anthracycline is not suitable.

¢ ) in combination with docetaxel for the treatment of those patients who
have not received chemotherapy for their metastatic disease.

d)in combination with an aromatase inhibitor for the treatment of
postmenopausal patients with hormone-receptor positive metastatic

breast cancer, not previously treated with trastuzumab.

Early Breast Cancer (EBC)
Herceptin is indicated for the treatment of patients with HER2 positive early
breast cancer following surgery, chemotherapy (neoadjuvant or adjuvant)

and radiotherapy (if applicable) (see section 5.1).
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Herceptin should only be used in patients with metastatic or early breast
cancer whose tumours have either HER2 overexpression or HER2 gene
amplification as determined by an accurate and validated assay (see sections
4.4 and 5.1).

Metastatic Gastric Cancer (MGC)

Herceptin in combination with capecitabine or 5-fluorouracil and cisplatin is
indicated for the treatment of patients with HER2 positive metastatic
adenocarcinoma of the stomach or gastroesophageal junction who have not

received prior anti-cancer treatment for their metastatic disease.

Herceptin should only be used in patients with metastatic gastric cancer
whose tumours have HER2 overexpression as defined by IHC2+ and a
confirmatory SISH or FISH result, or by an IHC 3+ result. Accurate and
validated assay methods should be used (see Sections 4.4 and 5.1).

M- &

HER?2 testing is mandatory prior to initiation of therapy (see sections 4.4 and
5.1). Herceptin treatment should only be initiated by a physician experienced
in the administration of cytotoxic chemotherapy (see section 4.4).

MBC
Three-weekly schedule

The recommended initial loading dose is 8 mg/kg body weight. The

recommended maintenance dose at three-weekly intervals is 6 mag/kg body

weight, beginning three weeks after the loading dose.

Weekly schedule

The recommended initial loading dose of Herceptin is 4 mg/kg body weight.
The recommended weekly maintenance dose of Herceptin is 2 mg/kg body
weight, beginning one week after the loading dose.

Administration in combination with paclitaxel or docetaxel

In the pivotal trials (H0648g, M77001), paclitaxel or docetaxel was
administered the day following the first dose of Herceptin (for dose, see the
Summary of Product Characteristics for paclitaxel or docetaxel) and

immediately after the subsequent doses of Herceptin if the preceding dose of
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Herceptin was well tolerated.

Administration in combination with an aromatase inhibitor

In the pivotal trial (BO16216) Herceptin and anastrozole were administered
from day 1. There were no restrictions on the relative timing of Herceptin
and anastrozole at administration (for dose, see the Summary of Product

Characteristics for anastrozole or other aromatase inhibitors).

EBC

Three-weekly schedule

In the adjuvant setting as investigated in the BO16348 (HERA) trial,
Herceptin was initiated after completion of standard chemotherapy (most
commonly, anthracycline-containing regimens or anthracyclines plus a
taxane).

The recommended initial loading dose of Herceptin is 8 mg/kg body weight.
The recommended maintenance dose of Herceptin at three-weekly intervals

is 6 mg/kg body weight, beginning three weeks after the loading dose.

Weekly schedule

In the adjuvant setting Herceptin was also investigated as a weekly regimen
(loading dose of 4 mg/kg followed by 2 mg/kg every week for one year)
concomitantly with paclitaxel (administered weekly (80 mg/m?) or every 3
weeks (175 mg/m®) for a total of 12 weeks) following 4 cycles of AC
(doxorubicin 60 mg/m? 1V push concurrently with cyclophosphamide

600 mg/m? over 2030 minutes).

MGC

Three-weekly schedule

The recommended initial loading dose is 8 mg/kg body weight. The
recommended maintenance dose at three-weekly intervals is 6 mg/kg body

weight, beginning three weeks after the loading dose.

Breast Cancer (MBC and EBC) and Gastric Cancer (MGC)

Duration of treatment

Patients with MBC or MGC should be treated with Herceptin until
progression of disease. Patients with EBC should be treated with Herceptin

for 1 year (18 cycles three-weekly) or until disease recurrence.
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Dose reduction

No reductions in the dose of Herceptin were made during clinical trials.
Patients may continue therapy during periods of reversible,
chemotherapy-induced myelosuppression but they should be monitored
carefully for complications of neutropenia during this time. Refer to the
Summary of Product Characteristics for paclitaxel, docetaxel or aromatase

inhibitor for information on dose reduction or delays.

Missed doses

If the patient misses a dose of Herceptin by one week or less, then the usual
maintenance dose (weekly regimen: 2 mg/kg; three-weekly regimen:
6 mg/kg) should be given as soon as possible. Do not wait until the next
planned cycle. Subsequent maintenance doses (weekly regimen: 2 mg/kg;
three-weekly regimen: 6 mg/kg respectively) should then be given according
to the previous schedule.

If the patient misses a dose of Herceptin by more than one week, a
re-loading dose of Herceptin should be given over approximately 90 minutes
(weekly regimen: 4 mg/kg; three-weekly regimen: 8 mg/kg). Subsequent
Herceptin maintenance doses (weekly regimen: 2 mg/kg; three-weekly
regimen 6 mg/kg respectively) should then be given (weekly regimen: every

week; three-weekly regimen every 3 weeks) from that point.

Special patient populations

Clinical data show that the disposition of Herceptin is not altered based on
age or serum creatinine (see section 5.2). In clinical trials, elderly patients
did not receive reduced doses of Herceptin. Dedicated pharmacokinetic
studies in the elderly and those with renal or hepatic impairment have not
been carried out. However in a population pharmacokinetic analysis, age and

renal impairment were not shown to affect trastuzumab disposition.

Paediatric population
Herceptin is not recommended for use in children below 18 years of age due

to insufficient data on safety and efficacy.

Method of administration

Herceptin loading dose should be administered as a 90-minute intravenous
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infusion. Do not administer as an intravenous push or bolus. Herceptin
intravenous infusion should be administered by a healthcare provider
prepared to manage anaphylaxis and an emergency kit should be available.
Patients should be observed for at least six hours after the start of the first
infusion and for two hours after the start of the subsequent infusions for
symptoms like fever and chills or other infusion-related symptoms (see
sections 4.4 and 4.8). Interruption or slowing the rate of the infusion may
help control such symptoms. The infusion may be resumed when symptoms

abate.

If the initial loading dose was well tolerated, the subsequent doses can be

administered as a 30-minute infusion.

For instructions on use and handling of Herceptin refer to section 6.6.
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ARHEETIE, HER2 @I & THER2 Mt ofeFrl LT, THER2 Gt = Huwb,
KRN CHGR 2 B3 5 72 DI 21T K 0 FEii S 7= s R ER 4 3B D RGE ORENE & L
T, U TFTONEBRTEENRINTN D,

1) WO016229 5%

HER2 B2 HERR S AT —IRIRIR DI VE LI A8 2 X R I, ARSRBUMEE 512 L 5 A0
B OV e 2 it 2 FE B M IE B 2 (b 2 sk 3L R 55 T ARRER S E s S vz,

AL - HEIX. #al 8mg/kg. 2 [B1H BARRIX 6mglkg & 3 AMIC 1 Bl 535 2 & & &z,

BEEIZDONWT, |PIOT—H 1y A TRERT, 58285 (CR) 1% 24, #r%%h (PR)
1% 18 fil, R OYRELE (SD) 1L B3 HITHY, EEIIEE CTh H2%% (CR XL PR) 1%
19% (20/105 f)) T o7z, BM 12 B H OBBOKIZT v 75— b ST ORER, =240
L 20% (21/105 1) TH -7,

TRV DOWT, ZRVERRIT X5 105 B0 5 5 94 il (90%) CTHEFRMNFHIEL Lz, Fi
AEFEGL infusion reaction |ZBIE 2R TH Y . FEME 11 41 (10%) ., HE.C 10 B (10%) |
BN 16 151 (15%) . B 19 4] (18%) 4T~ 7=, Grade3 DAEHLRIL 25 ] TR S, 2
BILL EICis S HF IR N EE 4 5] (4%) . JER L OYESE 4% 3 B (3%) . M/KHTH
L OYREVETE 2 61 (2%) TH O PRI E & O KR & 1L ENEAREKE L ORFEBESRS D &)
WS-, £7-. Grade 4 OFEFGN 36| (FFHLREE, MM ERIEL LY VR —TF) 12
PO BTN ARFE L ORRBIRILZ L &l S 7z, TR F1Z 15 BlDSET 2578 B,
14 FIIRBEITICE A2 O THY . L FIIMMERIE (RE L ORREBERIZRL) 285D
DThole, REOEGHILIZE S ToHFFERIT 3 HITRD biv, WaRITEERERNED /= B)
i (LVEF) OIRT, M MERREE (X=X T A VR HRO HiL), KOS
IEZICEHR L7 DARE LFITHY , WTNHAREE ORRBEFENGEE TSRV E S,
BN 12 5 A OB OKIZT v 75— b SN IR B2 6 Bl CAEREL N B LI
N, BREEIINTRUOBENCHEETHY . ERAFFROFELRIUICK & 228IT7RD
LI oTz,

2) MO16982
HER2 PGS HERR S A7z — IR X “WRIBIE ORSRBIE LR BE 2 X5, REEBMER 512 &
LHANE, LRME AT 2 IFEMIFEIEA S ik 2[R 5 1/ IR 2 320 S Tz,
FHVE - A&, ARG E LTARZE mg/kg 2 1 HRIC 1 [RIOSEE C 3K LG L, 0
%, HEFFRG1EE LComgkg & 3EIIC 1 R&REGETH L L ST,

HRIEIZHOWT, HIERE Z AT DIER] 47 B THEF S, CRIX 361 (6.4%). PR 1% 8
(17.0%) . SD 1% 13 5l (27.7%) . Ji%iE4T (PD) 1% 20 {4l (42.6%) Td Y . Z%5hE1% 23.4%
(11/47 B) Toh o7z, 723 3/47 B (6.4%) XA WENFHG S 7270,

BEPEIZONT, KEPEGINT 72605 5, 65 6] (90%) I[CHEFRNREHE L, &=

7oA EHEL T Infusion reaction (ZRHHE T AIEIRTH U | W57 22 1] (31%) . HE.0r 19 6 (26%) .
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L 17 1] (24%) . 58 15 01 (21%) ., 410 B (14%) % CTh -7z, Grade 3 DA EFEFHFLIL
15 Bl TRD BTz, 2 FILL BICHE ST A EFERITERIREE 3 4, .OERY 7 — 7 L
2Ty, RN 1EIIAIEE ORERGES O &l sz, Grade 4 DAFEFZIT 2
B (i, FFEESRIEN) 1ZRD L=y, Wb AR L ORERRITZ L &N,
%%%%% 8 BIDIEL NGO HiL, WITNHIRBETIZE D2 b D Th o7, AEDOFEH
WCESTAEFRIIIHFATRD I, WRITAEEARE, [KERFIE &K RN 1 HlZER
6m\@E_owfiﬁﬁk@lﬁﬁ%ﬁbkﬂ%éMto

3) BO15935 5

HER2 B 03 el S V7B ML B8 A xR, ARIE L X7 U X 2w 0f RO A 2
LRVEEZ G 2 I EMRIFIEAE 2 L5 T FRERER A FEhE S 47z,

FYE - R, ARFIIPIE 8mg/kg, 2 [\ H AR 6mglkgz ., /X7 U & F& L% 175mg/m’ %
TNENIHEENZ LEEGTHZ L &S, RFETL6 A 70, "T7 Y EZXRMIL8H A7
G ST,

BT DT, ZR2h3#13 59% (19/32 fil) Td 0 . CR 1L 4 1 (12.5%) . PR i 15 1 (46.9%) .
SDIE 74 (22%) THhol-,

BAEMEIZONT, ZRVERNT RIS 32 Bl B CHEFSNRER L-, EhaEFguL, e
23 151l (72%) . MiPAJR 19 i (59%) . B 18 5 (56%) | ST 12 i (38%) . ¥ 57 16 i (50%)
HThoto, 16 PICEEOHEBFERENRRD Hiv, 2 FILLEICHE S A EFZUIREE T 3
], B8R, AR M OV EIRE 2 B CTh o7, T oo b, BEETR 3B, AN 2 Bl KOS H
L BNIAS L ORERRH O LTSz, EMmEErTaAERFRLE L CLERITFEN 1 4]
TR LN, RIEE ORERERITA L LS, BBRIIFETIC 3 B0 TRED 5
., WINBIRBEITICE 2D Th o7, 1RO GHIEICE - To A EFLIT 4 TR
Doz, 205 H3fIE, LVEF DR FICE 20 THY, 26T AK L ORREBEFRH Y &
I S L7223, 1 BT EIREIC K D RERBIREHG 3 72 S oz, 2o 1 filix
U X OPER %, BB O S A L, ARIEE 59 5 A1IEBR L & e
ST D TH-T-,

4) MO16419 5"

HER2 BG 23 iR S V7= RFTHEI T XTI S AR 2 PRI, — IR & LTARIEE K

4 ﬂ‘rﬂzwﬁ%‘ﬁﬁ ZHRT D IR F PR OA IR L2 E RETT 2 EREEA (L%
[ B[R] 25 TR EL e i A% FE i < AL 7,

FH% - IR, AFKITPIE 8mg/kg, 2 [\ H LAKE 6mglkg% . Rt & /L% 100mg/m*% %
NENIBBIC LG5 2L &N (HDRE), &56I12, B2 % B ud 950mg/m?od 1
H 2 BG4 2 BHE & 5% 1 RBKRIEST 2 2 & & &L (HDX#EE) . HDXEEICHB T D Fi
X X)L OF 8L 75mgim® & STz,

HIPEIZOWT, FEFHMEEE Th 5 E%h31E, HDX BT 70.5% (79/112 ), HD #EC
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72.7% (80/110 fil) TH YV, MK GEHEDOFZNRICHFFHIAEEITRBO bNroTc (P =
0.717), CR #OEIA 1L HDX #f 23.2%, HD #f 16.4%, PR f5lOE|A 1% HDX #f 47.3%. HD #f
56.4% Cd > 7=,

LEPEIZ DN T BEVEMNT RIS CTH D HDX BED 112 1] % O HD BED 110 > 5 5 HD Bf
D 1z RN TEFITHERFRPHI Lz, BILEED HDX B 99 5] (88%). HD Ff 89 {4
(81%) (LAF. [AE) TRDHIL, ZD 56, FH (69%., 50%). Hlr (54%., 35%). N
M- (35%. 27%) ZENEBREE ISR bivTe, B KO TRk 1X, HDX #f 101 511 (90%) .
HD 7% 87 % (79%) (LLF, [RE) TRDHOHN, TDIHH, BT (68%, 62%) K ONTE - &
JEFR IR A DIEMERE (51%, 6%) MNEMEICED b, £o, REEE KOG Rk
REIZ. HDX BT 915 (81%). HD RET 884 (80%) 23R8 HiL7=,

Grade 3/4 O EFGIL, HDX # 91 5] (81%). HD # 80 f5i (73%) IZHEL L, WTF o
BEC 10%LL FICHEBL L 7o F8%, AR ERAE (HDX #E 28%, HD #£25% (LAF, [FIE)) .
SR TP ERIE (15%, 27%) . R (11%. 5%) } V5 « R JE R R AR AR SIEMERE (17%,
<1%) THY, TDH5H, BRI L ORRERNEE TERWERIL, HERBAE (27%.
24%) . FEEELF R ERIBAE (15%. 27%). THT (11%., 4%) KROFE - BIEFREFRTE NEAE
BERE (17%., <1%) Toh -7,

T—HHw AT O 4% E TIZ, HDX BET 40 B (36%). HD £ C 46 5l (42%) DIET
MFRD BTz, RBEITUA OB IC X DT, HDX B CIXEE gk 2 ] (2%) . Rk
PRRYME, EHET ¥ F— v A RO IERR 4 1 6] (<1%) 73, HD BECIXAMEF A2, FEWE
IR ERIBE, R OMMIE BRI EY 5 v 7% 18] (<1%) 2SS NnT, T H 5, JRERIR
EDOREBEBRNREE TEX 2V & ENT-DiE, HDX BEORE % 161 (<1%) K OVHD &
3BDOAEEFERET ThoT,

RBRIROBERIEICE > - A EFSIL, HDX FET 1161, HD #¥ T 14 #il78 b7z, HDX
BEONGRIL, MR, RAEMHEREE =2 — a3 F— TUERRHL, RSBV 47 P ERIBE . LVEF
KT, FE - BRIERRMEARIEGR., GRS, RIgsEME, EE, LA, 3EH, KT
S 24 16, HD BEOWRRIE, FEEEAF FERIBAE K O LVEF IR T4 3 il 5. A
M=o —a T — FHmEE, BRI, OFR4, atEFAe, 2V o EE i, BiE.
BT VT 2 e, ROMRREES 16 Tho7-, 2D 95, HDX BETITOARE, HEE,
DU SRR, K% OF LVEF fﬂ%«l{m HD B Tl e, K7 V7 2 e, Bl KO
RO R EEAS 151, 3 ONT LVEF R 3 BiIANACHE & O [RUIRBIFR S E T & 2 Ll S vz,

5. BZARICHRIERNDLARIE - REBFICDOWNT
(1) BELLELERER, ROBEHBRFOLRMAXE L TOHRENRR

RER R AR SR OIS IZ OV T BUFISRT,

1) Phase IlRandomized Study Comparing Docetaxel Plus Trastuzumab With Vinorelbine Plus
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Trastuzumab As First-Line Therapy of Metastatic or Locally Advanced Human Epidermal Growth
Factor Receptor 2-Positive Breast Cancer: The HERNATA Study. J Clin Oncol 2010; Dec 13.”

HER2 [ DRV U RATEA TR B 25t I, — KB E L TR Ly
VOFHBE (VB ST AR L K& A0 (D B OEBIMEZ2 R 2 2t
[Fi) 0 /F 2 {1 565 TIAH P aIR 2% S = AL 7z,

Ak - ABEIX, ASRITIE 8mglkg, 2 [A1H LLKE 6mg/kgZ ., K& 4 SE/Lid 100mg/m*% 3

W 1RG5 2L &h, B/ L E i 30mg/m? )i 35mg/m?d 1, 8 H H#5-% 3
B Z LTy iRTZ & &Nz,

BEHEIZOWT, EEFHIE H OFBHEIT E COWIM (TTP) 1%, D B 124 7 AIZK LT
VEE153 A (HR=094, P=0.67) Thol-, £/, BIKFHEIEH T 5 EFHIM O %k
fEIXZh 21 357 W A% 388 H (HR =101, P=0098), HEMEKRED D HIEF (D #E
123 %, V #E 118 f5l) (2R 1T HZWERITVTNDORED 59.3% Th -7z,

TARVEIZOWT, VYT GUER] (D #F 139 . V AL 138 5 (LA, [FIE)) TIHL
72 Grade 3 DHEFLZD I L, WITNNORET 10%LL LR bz FRE, A mEBE
(25.2%, 12.3%) . 4 HERB/DEE (6.5%., 26.1%) . FEEMEL HERIB/E (35.2%, 10.1%) ., Ji&
YuiE (23.0%. 11.6%). & (17.3%. 17.4%). BEUK (11.5%. 6.5%), EH==2—m/3F—
(30.9%. 3.6%) ThH-o7=, £z, WITINNORHIHEIL LT Grade 4 OFEFFSIT, H M ERE
DIE (15.1%. 8.7%) . AFHRERIBUE (37.4%, 15.4%) . FEEWELFHERBUDE (2.2%. 0.7%) .
JEYYE (0.7%. 1.4%). & (0%. 0.7%). #EEUE (1.4%. 1.4%). PERNEE (1.4%. 1.4%).
FE (0.7%., 0%) T o7, LVEF DIETIZHOWT, _R—R2F A Al 5D 14%LL EDOIET
I3 D B 7.2%., VB 10.9%. LVEF & 40%LL F~DIE TIX D #E0.7%. VHE3.6%ThH -7z,

%‘%ﬁ%@@?ﬁff%qﬂm L7-##I1%. DREET 128 WJ VBT 120 Bl CTH - 7=, WaRIL, KA

CEXDLONDREETTH. VEETI B, EEETICE TN DRELE, VEES B, AEF
%& E2b0 (F: AFEFLOFEMIIAY) 22D ﬁi 28 f5il, VEEO I TH o7, (LD
HCIRBREDE G- 2t 1k LTIEBID 9 HK) 3 43D 2 OIEFNLF] & i & A 5.4 {k#i L C
N,

TBERHIC 133 FINET L, ZDOWN 123 FINEEETICE D2 b D ThH 7=, ZOMOEHIZ
KHHT 10605 6, DO LENIAEIOLFRIES OMAEIZ L VBT Lz, 72, VEE
D 1 BPNTEE L MRYEZ R L, BEBEZR ) ~MMLAREICE VT LR, ) > IitELR
ELEREROE ) ey EOREBEBRITZR L ERHE S iz,

2) Trastuzumab Beyond Progression in Human Epidermal Growth Factor Receptor 2-Positive Advanced
Breast Cancer: A German Breast Group 26/Breast International Group 03-05 Study. J Clin Oncol 2009; 27:
1999-2006.”

HER2 F5i: o JR T TELI S TSR LR © & & 0 L R BUEBM IS A S UT T X Z B LISt o
B IEA & AL D PRI G- SUIARIED M 5R IR EET LT B FE 2R L LT, A v ¥
VBB (X ) (S AR E v 2 B RE (XH BE) OEBEZ G 25 2
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R [ IR 2 (L 35 TILAH B iie i B 28 S X 47z,

M- B, AEIIYIE 8mglkg, 2 [E1H LK émg/kgs 3 M 1 [E#E, I Z 0T
2,500mg/m?/ H % 2 i MHE B £ 5% LEKRES 5 2 & &Sk,

BRMEICHOWT, FEFHMHER O TTP O RfElL, X #£5.6 7 HIZH L TXHEES2 I H & XH
REOAEREENRD b7z (HR=0.69, P=0.0338), FIKIHIEH CTH 5 FHRIT X £ 27.0%,
XH # 48.1%, MO RfEiX X B 204 WA, XHEE255 WA Th o7,

LEVEZOWT, LRI SIER (X BE78 6, XHEE78 61 (LLF., [FIA)) 2h W\ T3E
L7z Grade 3/4 DFEHEFGD 5L, WTIMORET 10%LL EIZFERO HAVZFRI1E, TH (18.9%,
15.6%) MO JEZEAL (FRIEGREST) (24.3%, 32.5%) Thot, I o MMELA4L, KO LVEF
ED 40%LL T ~DE T XUTANR—R T A DD D 10%LL EOK FiE XH BETO A 141 (1.3%)

ICRD BT, AFFGICLVIGBREOL G 2k LB, X BT 10 ffil. XH #£T 8 ffilT
bole, MEEE LAEFRICIDHEEITRRD LR -T2,

(2) Peer-reviewed journal D#&EE. * % - 7+ ) S XAFOHERR

ARIED HER2 BEPEFLIR % 2 #F OB IZ DWW T ISR TS,

1) Anti-erbB-2 antibody trastuzumab in the treatment of HER2-amplified breast cancer. Investigational
New Drugs 2005; 23: 391-409 ?

AFF DO H T, HER2 GRS MEAEEIC T LN U &2 L & O T, KRIEE Y)E
8mg/kg. 2 [0 H LAKE 6mg/kg C 3 EMIC 1 [l 5 L 72BROARIED EHFIRAED MR 1, A3
% B CHE] 4mg/kg, 2 [B] H LARE 2mg/kg C© 1N 1 [E#E L 7B o iR E & 1IXFEEET
oL LT, A T@E 1M 1 RS TEA STV D2, FEYEEREROR N6, 3

BN 1 [E# 5 ﬁwf%mﬁ@ﬁ@éﬁ%ﬁéM5kénfwéo

(3) HEMEF~ADEEBERE L TOREIRR

1) DeVita, Hellman, and Rosenberg's Cancer: Principles & Practice of Oncology, Breast Cancer, 2006:
p.215 10

W 1 BEED T AV X~ 7 EEOMRIT, BREEGEFEKETHY | @R a
?@m”é TEMTE D) Ll TWD (IRICENIE T4, BEEERNEIT OV TR EM TR
U 7= AR IR BR RS (2D T 3) BO15935 7lik 1)

(4) ZFREXIFEBFEOZEAA FS5 4 U~DEEHKR

1) National Comprehensive Cancer Network (NCCN) Clinical Practice Guideline in Oncology/Breast
Cancer V.3.2010 ™V

HER2 BHPED F38 AT AR D72 D DL E LM FHIEL U A v & LT, AREDEH
TR S L L bl F T Ay X~ 8mglkg % 1 B BICERRNEE S (IV) | RIZ 6 mg/kg
Z 3 MBI V) RSN TS RIS T4, EERFICOWTEFEMTI L7
MM R FRBRRR ISV 3) BO15935 ikl ) o
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6. AMTORFERR (B RUERAREICONT
(1) EERRICRLIEBTORFERE (BF) FIOWT

EINBAZEZR L

(2) BERBICHRLSAMTORKABRBRER VERRERAREICONT

AFNTIFBNT, THER2 PRI ERUR IS X3 2 3 M 1 I 595) 13 LT, B3I
BRARRBRIT S STV, F72, BARANICEIT 5 HER2 GElsf M Lm B3 12 iﬁ“éﬁ
D 3 T 1 B 515 T ORI SUDEFIREFEOREIT R INTE LT, RER7e%H
BICBNTHAIED 3 M 1 EEGEICET 2FHITAE S Tunian,

L L7226, BEIZ, THER2 BEMEFLE OB b 7L 12dn T, AR 3@ M 1 [
B HETERSN TR, ELHFHSATWD

T2, BRMEHERICOWVWT, ¥ L Di‘mtﬂéﬂf:@ﬁﬂi%iﬂ‘%& L7277 v — MO
FIZ L D & HER2 G MEERR M FLIE AR 1T )32 — WRIBHR C OARIEHIMEL 5. C o fi F B 1X
3R 1 EHIEE O LM 1 B GIETENEI 24% K% O 76%, BRI A) & O ff
&G TOMAMEEIL, 280 N 710%TH -7, 2B, “RIGEUMKEICKIT 5 3 1 B 5
ROV M 1 A GIEOMEREEIC OV TR, —KIBRORILE REAREWZRVWEEZ LR
é&LT\T/&~F%§i%Méﬂfwﬁwo

WHT v — MR FEM T IR OGN A TH D T2 O A I T Ol i ERE & Rk ’%ETE
THZEETERWVWEBZZDH00, BEMEFLEIIH T 2 A3 3 i 1 B 52OV T—
OERFERRN DD L BT 5 Z LIXFREEZE X D,

7. AHMBEOEZAMEIZDONT
(1) BEERRICEANBEANICETSHIETUVARVBARANCE T 5BMEORETFEIZD
T

1) HER2 [tEsfe L 1C k95 3 MM 1 [ 5y OMEIMT I 1T 5 A 20 O FF

EU F£[E TiE, #5485 [WO016229:4 5%, MO16982i&5R (DL 25 BRI TAHK o B 5.) |
BO159353&5k (/X7 U Z X AHEH) KO MO16419i86k (Rt X XA XIT KX Tk L
X2 PR ] (T4 BEANFIZ OV TREMTHENE L 7= RGBS DWW T @
S IR) ORGREZ L E LT HER2G SR FLIE 2% LT, [958 mg/kg. 271 H LAFE6 mg/kg
Z3WE LRI G- DML - HE2320084F9H ITAR I TN D

FRRAREBR C ORI, B 5REZI319% (W016229ait5ﬁ) K& 023.4% (MO169825k5h)

2L, 737 U Z Xk OFFHRFCIE59% (BO15935:Ek) . R & Xt /L & Ot CIX
72.7% (MO1641955) N1 H T\ 5, —7F ., HERZBGMEESREMEFLIE IR 3 D AR D [E N K

BHETH H1LEMLE TR E LZBEORYRIC OV T, B 5 TIE15% (H0649g7
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BR12 ) X7 U 2L L OfFHRECIE41% (HO648gEkER ) . O RE & &L & O ff K

TIE61% (M7700135™) BNELN TS, LLEX Y| BEFROERS BES & A0

oV R TR LB IR EE & B 2 D b O D HER2FGMEHEME AL 12 %9 2 ASK O 3f A 1A #% 594
IZBWTH, AEOLEMLEER G L RRIC—EDOAIMERERHTE 5B X 5,

2) HER2 MR M FIm 235 3 M 1 Rl 5350 B AR NI T 58 200 O R
THER2FG MR FLIE 1 k3 2 3 I LI 5- ) 0 [E N PR EUER M OMEFI i 1372 S 41T
o LM LR D AFTEEICARE STV AHERBEEFLIE S 31T DI MiB L3015 Tl
AFEOIJAELEE G- 2MEH S TRV | YEAGRMRIL & 7o - 7o | [EERILFESE AR (HERA
RER) OFER, AEKOHUKOEWAARIEOF NI G 2 2 BIEIRE < 2L, ENTHHE
%&ﬁ%’ﬁ@'i@ﬁ?%ékéhTW5moik\ﬁ%ihﬁﬁEﬁﬁ®ﬁ%ﬁ%T
HER2[G MR ME AL B 123 L CBRIZARR SN TR Y . IL<HEHI TN D

L XY | HER2FGMREARE ML 25t U CARFEZ MR LRI 5- L 72 B D B RN EE TOEH®
SN THRNE DD, OHER2MGMEFLIE DM MBMEFHIEICIB W T, AREITHARNBE
EHAENEE L ORI L7 RIEEITR S —EOFIMMERRBO LN TND Z &, Qs
BRIZI T, HER BB EFLE B8 1S9 2 AR OIE LB 5 TORMMETIFRFTE 5
EEZ DT L. @AARN HERBGIEEARE MR B 1k L CLARMLEIF 5- 0 71 Tl
HOFIEPHER SN TWDZ &, 2B 25 &, BARAND HER2BGMEHR M P BE 1Tkt
T HARSEIFM LR G- O NEFHFTE 2 B2 5,

35 M AE e G- & LA LE 5 O BRSOV Tk, B iR 1T i S h TR &7,
W GIEMTORAEOZR, BROMEMTEICONTX, RAfESE 25, £, #HF
A RTA UV ROORNRR, BRENLRBEEINLT V7 — FNREERN S, 0
FLIE BT D RSO G IEITSE LR 595 K 0 S LELEIEE G530 703, SR 2
mWEEZ D (16, (2) EENKFITHR D AH T ORGSR AR & O EREIC oW T DIR
ZH), L L, Rite#Eix, RERIEMCEV RGN EATHLZ L L EETDH L. IF
T B MO PEMEIERE ARG ORI L D EHEFENBIRTE 52 LICL —EDERND
% & LT,

L EORNE, KOYEN TORRRICHEAFERE S EE L, EFR EOLEMEOEORARIK -
BISAMERRSE OUT, Bitad) i3, HER2BMEEEBME L 63 5 3 1R 512
ARIEDOHIMITETIT LRI TH D LT 5,

(2) ZEERBRICHRANBANICETSHIETVARVBARANCIE T 2FLEOKREFHEIZD
WT

1) HER2 BEds ML S k95 3 W 1 Bl G5-3E DM M BT B Mt O R REGE
KRN T OAGIARIE B & 72 o 72 4R [WO162295 5%, MO16982i5r (DL E23ER1T
ARIDBMPEE) . BO15935:ER (X7 U Z XZE/L0FH) KON MO16419:48 (NEZ XL
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XiZREeZFRLEIRZEPM)] LRI, LTOEBY BERT L GRBRNAEDRE
A, T4, BERARFIZOWTEZEMTEM U 72 R ABRSGEIC DWW T OIS,

AIEDFHRA 72 BIVEA & B 2 55 ObEE K OY Infusion reaction (22T, LML 5 &
S fELE G- & DRBRIDERITLLTD LB TH D,
LEE K O infusion reaction DRBEE (BEHS)

Bz 5 fl DHUFEMENE A & o Of # 5-

- BO159353 8k (F-32431))
O RS T R OBEA13% (F44) |
BER6% (2651) . A%, (DIEFEE NOS
KOVDFERETR253% (4 1451)
LVEF {K T40% (10/25(1)

- WO162295% (F1105H))

BEIR3% (361) . DR 4, B, LIER
W D2 AR —7 LU EE NOS
K OVLERBEARALI%LT (5141)
M MIL1M | LVEF X T24% (16/674)

- MO16419# 5
—HD #£FH11061 9+, HIR &% OB EA5%
(560, DAL, RER, BIRE N

BehHk .
FRITE B 1%L T (4 141)
- MO16982&5x (F+72451)
LVEF X T17% (16/933)
@i, EERE K OVRAPERIRS 1%L T )
—HDX #1260, HRA% (441) |
(£-1151)
B OVEERERE53%LL T (43
LVEF £ F10% (6/614])
Bil) . A4, REEARL OB R B
1%LL T (%5161)
o LVEF {& T19% (19/100)

- HO648gak B (F234f) 9™
HR11% (2641) . L AR429% (224) |
FEARAE8% (1961) /LB TIHE K OV
- H0649gikBR (Ft213f)) *? JEA-6% (£51301) | /L B 3% (6451)
BIR10% (2141) , LETTHES% (1061) . | PRLiE2% (41) . DIERI%ELT (261)
ODARE4% (861 | LB FEE3% (661), | NENR. LEMEL, MR LfF1k, LFE
VERLE | OFE, CAFIE R OTE AR RE2% (F4 | BERE . OFEL, O3 IR R OV E
£ EERE S B) . REAR1I% (3F1) . LERRHHELI% | PEHEIRS1%LLT (% 1451)

PUF (2F1) , P, DR RKEOVLENE | LVEF IZBIT Stk 7 L
FEERA-1%LL T (45-1451)
LVEF (2R84 5 ik 72 L - M770013K8: (FRo2f) 972

BRT% (6651) . 3% (3f), L4
2% (2f) ., LFtk. EEA R OWRE
PR NOS & 1%LL T (45161
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LVEF K T17% (15/86%1) .
- WO16229:% 5% - BO15935:% 5%
54% (57/105(51) . S LEFE3MH 13% (4/3265) . 5 B EFE 20
33 [#] 1[5
B59ES | - MO1698234 Bk - MO1641974 54
58% (42/72%1). > HEE124] HD 4% (4/110%41)) , HDX F¥<1% (1/112
Infusion F) . > bEELU (HD #)
reaction - H0649g A5k - H0648g7kBA™
62% (132/213%1)), o LEE18H 56% (127/229%1), > LEEARH, &5
138 fAT 1 1=] k7L
PGk
- M77001352 ™
2% (2192%81) . > HEFE2H

LVEF £ IOV T, LVEF D=2 T UL TLURILL B ST ER] 2 5 SURat S 7,

*1: HO648g 7R ; [N U & F®L, IT v I HA 7V URER] (REFY LB I EALEY V) + &
7 aRA7 7 3R] G

*2 : M77001545% ; F& & &L 0F i

*3 : infusion reaction D EFEIT, 24RFMILIPNICRKEL L 72 HFE, BE SRS & ShTn 5,

*4 : infusion reaction D EF (L, AEOYEIF G HIZHE L7IERTHY . BIE RBE, FREL INTWD,

L E DA REREClE, *IBREEOIFHIEAIEN R 5720, LEMLEE G-k & 3 A 1a] &
kOB EFLORBBURIZ BB T2 Z 3L WEE X D, L, LiLOREEM
Hix, 3WMLEERGETYH ., LAMLEEGE & FEROEE TOAR4 K O infusion reaction 7358
HOHNTWD, £z, MAFFRIIBLICAERGRICERET XS AFFELR L LT, BERARMN
SCETCHEEMAEL D 72 STV D 08, HER2FG MRS R FLEE 133 2 3 M LE# 51518V T
IS EERLERFELLEZ D,

2) HER2 (s s x5 3 1 B G5O BARANCB T 5 2e2 R H
THER2BG A ME LI 203 2 3 LI # &) O ENEREBRIL, FESh Ty, L
2L, AFEDIEMLE G- 0 ik - A& TEAGR O THER2MGMFLE OMfite Bk 5%k 12
BI LT, EFEIEFEZF IR (HERARER) NHAZETe39 W [E TEINTEY ., HARAIL
5B T O ML FEIE ST 5 ARIKIE LRI GIE DR RMEFRAHE LTS, K
REBOBAANBE LAEABEOFERS LB LIZE A, SMEANBFICHITHAANR
FIZBWTHBLENL0%L L@ o A HERL L LT, SIFFHK (39.2%) . FEL (16.4%) .
NOFEE (12.3%), K OVRIRE (11.4%) 38O LTV 523, HUEEHEGII O W CIREICEN
B CETHEEREN RSN TR, HMUAREEN 2 ST ER AR SR L E2 5
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F7o. KR TO THERZBGMEEASMEFLRE ] O W BIRFRSEARF IR S 7o A 4 Bl c 1A
MLEE G L2 EWNE 1 AR (MKC-454-02i%) CTOLEMET a7 7 A )Wid, MO
PEFLIE B ISR 2 B C LB RLmI B 5 U 7= BR RSB & R Ch 2 LR ERSGEICTER S
Tb \ 616)

WM ARRER  (WO0162293A 5%, MO169827& 5k, BO15935:85k & (8 MO164195-5k) Tl Hi
Te BRI LOFFEFRLRD 5 5, BAFOAEDENIRA LEITFEH S N TORWERT
WO01622975#k }z Y BO15935785k TILFE 8 H LR - 7253, MO164197-5k ClId T4 /& JEE R 22
HE (HDX #£51% (57/112f%1) ., HD #£6% (7/110%1) (LLF, [FIME)) . VeI (22% (25/11241) |
20% (22/110%51))) M ONREMESE (13% (15/112f51), 13% (14/110%1)) 25, MO169825 5k Ti 5
ERRYE (11% (8/7241)) iR Hiv7z, MO164197ER TRl od B A7z FE LR BAE., it
TN K OREBE IR, Z ¥ o RPUEMIEGRORWER L LTabn sy, JFHER DR
BOWRMELBZOND, —FH, AEZFMESL Lz MO169825ER Cld T XUERYL 238411
RBOLNER, WTFRLIEEETHY . AROIEMEICOWTHBEOMEIZ R VWEE XD,

F o, AIEOIJMWM LA GEIT HER2BGMHEFLE 31T DI A B ik CENBEKGE T
HY . *ﬁ®§AT%ﬁﬁiﬁéhfwé*&%%iiék\ﬁhk?ﬁ%m%@ht@%

Xk, BEUNCEIERNER S, LEIE U TREENEYNICF M b0 ThiuX, A
KA®FEM%@%%$%E$%’ﬁ¢6$%®3ﬁﬂ@&@%LOwTi HHREE L &
2D,

(3) EERRICRALHMBFOZEMEICDONT

RN Tl 4 S OBAMER BRI IS & | HER2 B EnBMEFLIE (2% L CASK D 35 1 [[]
BeH0R, KRS TND,

H AN D HER2 B EEAR MR B E 12 BV COARSE 3 [ 1 B GIEO TG TE 5
&2 % (7. 1) BEAFIRLIABEANCBIT =87 VAR OHARNIBIT 268D
AT HWT ) OIESM), £7-. Ao 338 1 [ 5951% HER2 B HEFLE IS 31T D1l
BB RIEICK L CBERRRE TH D 2 &b, —EDORR ¢%$#ﬁﬁénfﬁb\
H AN D HER2 [ ERR R FL B 1Tk D AHE 3 3] 1 B GIEIZ DWW TIT AR TRE L &
2% (17, 2) BENEIURIEANCB T LT VARV HANCE iéﬁé@@%é
FHIIZOWT ) OESR),

U EORWNE., RKOBRESTA R A4 VEOFTHNE L E 2. MEtai#id HER2 B5kis
BRI SR T 2 AR 3 M 1 [\ G510 AMEXESZIERY: EA SR ATREE 5 2 5,

8. MEE - MRRUVAE - AEFOREFEDZLMEICONT
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(1) ZhEE - HEIZDINVT

[ZhEE - 2] (SRl ORI BEE S 5550 O I kr)
HER2 i8I R LA fe sl S L - s gLy

BEAGRORNENG . 2 « RIS OV TEE TR,

(2) A - AEICDWT

ML - AEICOWTIE, LTOREL T2 I LY EMFIEHITE R D, £ORYMEID
DV T TFIZEEY S,

[ - HE] CF#EEmERS)

HER2 @ RIF B HeRS S - i ME LI IS IXATESUIBIE A i 95, HER2 J@EIF BN

S Téffﬂééfﬁ%ﬁ)ﬂl:%ﬁﬂf IXB¥E A 95, HER2 i@BFIFEH 2 iR éhf’/’*%?

UIBRARBE /2 AT « RO B ISt O FTEPEIREA & O OFH CBIE A T 5,

AL B, EJZ)\ IXRFLTLIHLIE, FTRAY X7 & LTHREFESRIZIE 4mgkg (RE)
Z. 2B B LAREIE 2 mg/kg % 90 4y LA BT € 1 RIS O s %,

Bk M., AWK LTLIHLIE, hTRAYRX<T L L THIEEERIZIE 8 mg/kg (AH)
Z. 2 [81H LARE X 6 mg/kg % 90 43 LA b7 C 3 B FEIFEIFR C sl FfiEd 5.

728, WIREEL-OZEMEN B THIUX, 2 [ B URFEOBG-RIE 30 0 £ TR T 5,

[F%E DMz
7. (3) BEANKITARDANFNHFEDZ UM HONWT) IR LK L v, A3 HER2E
FIFE B R SN ISR A ik - & e LT, PR GR8 mg/kg (), 2[H]
HLAREIZ6 mo/kg (REE) % 3[R Tl (Bik) A ET 5 Z 1Lt Th 5 Ll
L7z,

9. EERNBICRIBELIFERAEREFESFOVLEMEICONT
(1) BEERBIIODVWTHBATERNDIET URFEIFERFEAEENRTELTLS S
NDHEEZDINT

ENIZHB W T, THER2IBRIFEBLA RS S AV 7o s ME R (k3 2 3 MR 5 (2B 5
AR SEAR T IEHE L 7 BRASRRBROJE B A 1345 H v T,

LU 6, HARAND HER2EFIFEBL N HERR S AL 7 5B M AL B 1B W TARZE D 31 ]
1A EEOFEIIECE 5525 (7. (1) BENFIRIEANCBIT =T v
A RO BARNZBT 2HIEORAFHmIZONWT ] DEZM),

F 72, THER2BVESLIE O M Bh L2 iE ) CIESEMBLRIE 535 CTRRBEZ T, K< A
ENTEY, —EOREEEFERIILEEINTVDEE 2D (7. (2) BEAFITIRDLAEANIC
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BT AR THEARNIET 2 ZEMEOREFHEIZOWT] DHESH),

L7zA- T, BIRERT, B ~ERBOUTREII RV E B X D,

(2) £ (1) CHREREAZEENTELTWSGEEIE. RELSWAFERAEEHAEEZORA
RIZDUNT

L

(3) Zoth, HMRRIZETHIEERIZONT

L

10. &

L

11. BEXH—E

1) NAOHEREZES. DNADOKEE (2008 44 . WETE NS AAFFEIRBL ],
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16) AFEHIEE THER2 MBRIFEBL A RS S M isBEdlm | OFAWEE CF 1343 A 8 HAY)
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