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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.

BEHYRKS ; 197



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 4.4and 5.1).
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BICERENIES 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
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* As a single agent for treatment of HER2-overexpressing breast cancer in
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.
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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)
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and radiotherapy (if applicable) (see section 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 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 mg/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
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immediately after the subsequent doses of Herceptin if the preceding dose of

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 20-30 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
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for 1 year (18 cycles three-weekly) or until disease recurrence.

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
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Herceptin loading dose should be administered as a 90-minute intravenous
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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1) Phase IlRandomized Study Comparing Docetaxel Plus Trastuzumab With Vinorelbine Plus
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.”
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(30.9%. 3.6%) Tholo, Eiz, WTIAORIZIEL L7z Grade 4 DA FEFGIL, HIMEK
DE (15.1%. 8.7%). 4FHEKEE (37.4%, 15.4%) . FEBPWELFHFERBAME (2.2%. 0.7%) .
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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 5D Ja AT A T FLa XA THESRME T © & 5 U RPUBMEIEG A X T R % v DS o
(EFPER & RO G- SUIAREDO B 5% I RBETT L BB 2R L LT, Iv ¥
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BRI (X BE) S0P AR L o X B OIS (XH BE) OB & 3 2 2
R [ IR 2 AL 35 LR B iee il B 28 S X 47z,

ik - HEE, ARIKIIWIE 8mglkg, 2 [BIHLE 6mglkg % 3 @[ 1 [Blf5., v & e id
2,500mg/m?/ H % 2 M A 5% 1ERKRES S 2 & &S,

HIWEICOWT, FEFARER O TTP O R ElL, X BE5.6 7 H I LT XHEE 8.2 7 H & XH
FEOAEREENRD 5N (HR=0.69, P=0.0338), FIKIHIEH TH D FEHRIT X BE 27.0%,
XH #f 48.1%, AfrHIM O RfEIL X #£ 204 7 H, XHEE 255 W H Th 7=,

LEVEZOWT, LRV SIER (X BE78 6, XHEE78 6 (LA T, [FIH)) 2h W\ THE
L7z Grade 3/4 DFEHEFGD 5L, WITNMORET 10%LL EIZFEO HALZFRIE, TH (18.9%,
15.6%) K OVNZEZAL (FRIEGEREZT) (24.3%, 32.5%) Tholz, I oMMELASE, KO LVEF
ED 40%LL F~DIK T XUFAR— AT A BB D 10%LL EOIK T IE XH BETOAHE 1 (1.3%)

ICRD BT, AFFGICE VIR 2k LB, X BT 10 ffil. XH #£T 8 filT
Holr, MEEE DAEFRIZLDETITRD LN oT,

(2) Peer-reviewed journal D8R, * % - 7+ ) S XAFOHERR

AHLD HER2 BEPEFLIE I3 D HFLOBEIE (IZ DWW T, LLFICR T,
1) Anti-erbB-2 antibody trastuzumab in the treatment of HER2-amplified breast cancer. Investigational
New Drugs 2005; 23: 391-409

AR DO T T, HER2 s MERLE IS L7 U 2 F® L o T Az YRl
8mg/kg. 2 51 H LARE 6mg/kg C 3 MIC 1 I G L7 BROARIK O EFIRRED M PR 1T, ASK
% B C )] 4mg/kg 2 IEI H LARE 2mg/kg C LI 1 ARG L2 B R & X FRER T
bHHE LT, ARET HEENZ 1 FEEGTHER IS TWD 2, EYEREREROFE RN S, 3

AN 1 [\ 5 b\f%ﬂﬁ%@ﬁﬂ MEREIFRF SN D & STV D,

(3) HEEE~DFREMBRE L TORLEIRR

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

W 1 BEED T AV XA 7 EREOHRIT, BREEGEFEKETHY | WP a
?@H‘é TEMTE D) Ll TWDg (IRICEE T4, BEEERNEIC OV TR EM TR
U 7= AN R AE (2 DWW T 3) BO15935 7llik |) .

(4) ZFREXIFEBFEOZEAA FS5 4 U~DEEHKR

1) National Comprehensive Cancer Network (NCCN) Clinical Practice Guideline in Oncology/Breast
Cancer V.3.2010 ™
HER2 B5PED F38 AT AR D7D DL E LM FHRIEL U A v & LT, AEDEH
FiEZ RGBT h T 2 X<=7 8mglkg & 1 H BIZHEARMEZ S (IV) . IZ 6 mg/kg
3WEMMEIZ IV] LEidk STV D (RIS T4, BEENEIZOWTREMTERM L 72
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oG R R BR AR I oW T 3) BO15935 ik ),

6. AMTORARERR (B RUEAREIZIONT
(1) EERRICRLIEBTORRERT (B&) FIOWT

EIPNBAFE R L

(2) BERBICHRLSAMTORKABRBRER VERRERAREICONT

AFRIZFN T, THER2 s L 12 xﬂ“é M 1A HIE) 1Tk LT, I
ERAR BRI T SN S LTy, £72, HARANICEIT S HER2 BatEis A m B I iﬁ“éﬁ
> 3 EM 1 a1 515 T ORERHER X if“fﬂie&%%@?&ﬁb TN TELT, RERE%H
BIZB W THAIED 3 1 EEGIEICET 2 HERITE S TR,

LorUL7en 6, BRIZ, THER2 BPEFLIE OIF R b FHRIE] (ST, AFIT 3 1M 1 1]
P 515 TR éﬂf%@ IR ERENTWD

T2, BRMEHERICOWVWT, ¥ X Di‘mtﬂéﬂf:@ﬁﬂi%iﬂ‘%& L7=7 v r— MREORE
RIZE D & HER2 BaMEa ML B 13 2 — IR COARIE RN E 5T oM HAE X
M 1 R HER N LM 1 FEGIETEREN 24% K% T 76%, fOFTENEREE A & O ff
&G CTOM AL, 280 N 710%ThH -7, 2B, “RIGEUKEICKIT 5 3 M 1 B 5
ERONLER 1 B GIEOFBERABEICOWTIE, —RIGEORI E RE2ENTRNEE X LR
5&LT\7/&~F%Ei%MéﬂTw@mo

WEET V7 — NIRRT N T RS ORISR TH 5 72O TOMH EREE IEHE ’%ET}%
THZ LI TERNEEBZL DD, BRI 243K 3 WM 1 [ FIZo>0»T—
DOIEAFEREDR B D LW 5 Z LITFREE B X 5,

7. DEBEOZLAMIZONT
(1) BEERNRBIZEREAINEANIZBITAIETURARVBARANICZE T2EDEOKREETMIZD
T

1) HER2 tEsfe L 1C k95 3 MM 1 [ 5y OWEIMT 31T 5 A 20 O FF
EU FE[E TlE, #5485 [WO016229: 5%, MO16982:i&5R (LI 25 BRI IAHK o B 5.) |

BO15935:&8k (/X7 U XX /LHEH) LKOMO1641958 6k (KX LI ReXFkL L
X2 PR ] (T4 BEANFIZ OV TREMTHENE L 7= RGOV ©
HE M) OpfE 2RI E L T HER2IG PSR PEFLIER 12 LT, [958 mg/kg. 271 H L6 mg/kg
Z3WFELEIE G- DML - HE320084F9H ITAR I N TN D

FRRAREBR C ORI, B 5REZI319% (W016229ait5ﬁ) J023.4% (MO169825k5h)
2L, 787 U Z R OFFHRECIE59% (BO15935:Ek) . R & Xt /L & Ot CIX
72.7% (MO16419:8k) 733 H AL T W5, —J7. HERZ2BGMEEAEMEFLIE 16T D ARFED[E N 7K
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BHETH 2 LAMLETHE S LIZBEOTRNRICOWTIL, B 5 CTlX15% (H0649g kbR
2y %7 U B xRl OB ARETIZA1% (H0648g 3R 0) . KO Rt X X+ L Off T
1361% (M7700138:™) NG5 TWA, M EX Y, BEEROERYS ZETE A0/ H
0 R BTN EE & 5 2 5 b O D HER2BG MR LI (2 %3 2 A D 3l 1Rl H-1A1T
BOTH, ARFEOLHEMLEE 5L L FRIC —EORMENHIFFTE 5 &2 5,

2) HER2 [GPES MR IZ 32 3 1 B 5350 B AR NIZE T DA 2O R
THER2[G A MEFLIE 263 2 3 [l 1Bl 5 | o [EI N ERIR R N OYEFI SR & 1372 S T
WV, L LS, ACREEICAR SN TV S HER2BGMEFLIE IC B 1T DI E MBI Lk T
%, RIEDOJWEHILEIE G SMEH S TR Y | YEKGRIRIL & 72 o 72 [EER I [E 55 TAH R
(HERA # k) OfER., AFE LK OHUROEWRARIEDOFEICH 2 2 EBIIREL 2L, H
NTHIES & AREICE DI TE D L SN TV AY, fa, AREIFTLEM A5 O
J715C HER2IG MRS ME R BB 12 L CREIAEGR S TR . A< TWD

L&Y | HER2FG IR ML 25t U CARSE 2 3 LRI 5 L 7B D B RN B TOE#®
FHEoNTHRNE DD, OHER2GMEFLIE DT MBMEFRIEIC N T, AREITHARNBEE
ENENBE & DI bR RIEZEIT R —EDAIMERRO b TWnD Z & Qs
BRIZEBUW T, HER GRS E R BE 12T D ARIE DM LB G- COFMEITHIFRFTE 2
EZEZ DT L. @BARN HERBGEEARE M FLEE B (kL CLAERMLRIE 5- 06 7 1E TR
HOBFIEPFERIN TS Z L, ZHE 25 L. HARAND HER2BGMEEAB M LE B E (123t
T o ARIEIMAM LA G- OFMEITIFRFCE 5 L& X D,

SE LA 5 & LA LR 5 0 BRI OV Tk, EER 2 B ES I TE i S T 5 J,
e GIECOF RO ZR . RO EMITFEICO WX, ARk EE x5, £, #F
T HA RTA4 VRORONERC, BENSRHINZT V7 — MNRERE RO D, B
FLpE BT D ARFE DM H B3 ML 515 L 0 b LELEE 51D 508, D
mWNEBZD (16, (2) BERENEITIR D AHTORGEARFERARE & O AEH FEREIZ D\ T DIF
ZH), Lo L, Betaikid, ARTEMICEY G Ih2ERTHL L BETH L, OF
M3 2 MOPUEMIREAICRE ORBICEVEEFENERTE L2 LICL - EOERLH
% & LT,

U EDORNE, kOB TOARRBRGHEHERGER L, ER EOMNEEOROWRATRE -
WISV EREIEE (UUF, M) T, HER2BMER ML (54 5 3 M 1E# 5-12
ARIROFINEIEFIRY: LA TH D LHlrT 5,

(2) ZEERRICRDINBEANICEFESIIET VARVBEARANIZE T HREMDOREFHEI<D
Wt

1) HER2 BElin M3 12642 3 3@ 1 [B13% 545D 1T B M OB R &
KRN CORGEARIE R & 7o 72, MR [WO1622955k, M0O169827ik%Exk (LA F27 kX
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ARIEOEMEE) . BO15935:E (/X7 U X X /L0fH) KO MO164195E (K& ¥t/
XiZREesFRLEIRZEPM)] L EIC, LTOEBY BERT L GBRNEDRE
A, T4, BENEFITOW TRIEMTHEM L 72 NRARRBR AR 2 DWW T DB,

AFEOFHEA 72 EIER & B 2 B 5 Lk & O Infusion reaction (22T, L 1EIE G- &
LA G- & DRBRWDERIZLLTD LB TH D,
LEE K O infusion reaction DRBEE (BEHS)

Bz 5 fl DHUTEMENEE A & o Of # 5-

- BO1593538k (F-32431))
O RS T R OBEA13% (540 |
BER6% (2651) . A%, DIEFEE NOS
KOVDFERETRE 3% (41451
LVEF X F40% (10/25f)

- WO1622950% (F1105H))

BR3% (361) . A%, B, LIEK
W D2 AR —7 LML EE NOS
RO ERREAEE1%LL T (%1641)
M MIL1M | LVEF X T24% (16/674)

BE1E

- MO16419:85%

—HD #EEF11061 0, SR K O'Eh5455%
(%561 . DA, NEAR, RIRK DN
FRATHEA 1%L T (%161)

LVEF K F17% (16/93f1)

—HDX FfEr11260 . Hlk4% (441)
K OE BHEERRA3NUT (43
B) . OARAE, IR K OSE )RR 45
1%LLT (4% 1451)

LVEF {£T19% (19/1003)

- MO1698275%  (F7241)

g, EERRRK OVAPERIRE 1%L T
(%1451

LVEF /& 10% (6/61f)

D

- HO648g 78k (Ft234f) 9™
HR11% (2641) . L AR429% (224) |
FEARAE8% (1961) /LB THE K UV
FEA-6% (%1361 | D& FEE3% (66) .
POE2% (4B | DIER1%LLT 28 |
AR, LEARE, IR, TR O
BISLH O, BB IR R OV E
PEBARS 1%L T (55 141)

LVEF IZB83 DRtk 7e L

- HO649g 78 (Ft213f3)) 2

BIR10% (21451) . LETLHES% (10631) .
DR24% (8f1) | O B 3% (661) .
LEBLE | DFE, DME R RO L ARL2% (454
£ EERE S ) . AEEARI% (3F]) . OB 1%
PUT 2FI)  BROE, OABKR K OVt
FEARE 1%L T (- 161)

LVEF (B3 ik 7 L e
- M770013%88 (3Fo2fl) 1972

HRT% (6651) . BFE 3% (3f) . LAR4E
2% (261) . LEFEM. EERL LUK
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PR NOS & 1%LL T (45141
LVEF K TF17% (15/86f) .
- WO16229:% 5% - BO15935:% 5%
54% (57/105(51) . S LEFE3MH 13% (4/3205) . 5 B EFE 20
3 [ 11A]
BH3ER | - MO1698234 Bk - MO1641974 54
58% (42/728) . > HEE124] HD 4% (4/110f)] . HDX F¥<1% (1/112
Infusion F) . > bEELU (HD H)
reaction - H0649g 75k - H0648g k™
62% (132/213%1)), o LEE18H] 56% (127/229%1), > LEEARH, &5
138 fAT 1 1=] k7L
BehE
- M770013452
2% (2192%81) . > HEFE2H

LVEF £ IOV T, LVEF D=2 T LI TLURILL B ST ER] 2 3 SIS et S 7,

*1: HO648g 7R ; [N U & F kL, IT v b IFHA 7V URER] (RFYAET I EALE YY) + &
7 maRA7 7 I R G

*2 0 MT7001385% ; N& & %tV 0

*3 : infusion reaction D EEIT, 24RFMILINICRI L- g BB RS L Sh T 5,

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

L E DA REREClE, IR EEOIFHIEAIEN R 5720, LEMLEE G-k & 3 A 1A
Bk OBREFLORBBURIZ BB T2 Z L3 L WEE X D, L, LiLoREEM
Hix, 3WMLEER G LTS, LAMLEEGE & FREROEE TOAR4 K O infusion reaction 7358
DHNTWD, o, MAFFERITBRRICAERERFICER T XEAEFELR L LT, BENGRA
SCETCHEEMAEL D 72 STV D 08, HER2FG MRS R FLEE 133 2 3 M LE# 51518V T
IS EERLERFELLEZ D,

2) HER2 (s EsLm s x5 3 1 B G5O BARANCB T 5 2e2 o Hh
THER2[GMEEAEMEFLIE (53 2 MM LR 5 ) OEWNERRHERIT, TS Ty, L
2L, AFEDOIJEMLE G- 0 ik - HETBEAGED THER2MGMEFLIE Otz i B b 7%k 1
B LT, HEELRFIMRE (HERA ) NAARZETRI9VETEmINTEBY ., HAA
FLIE B T OB L FIRIEIC BT AR E 10 535D 2 2MEFER A G LTV b,
ARERO AARANBEE EAEANBEOAESFREKR LI 2 A, HAEABEITHSTHARA
BEIZB W THBENLI0%L, EEho oA HEFERE LT, SIHIAK (39.2%). 2L (16.4%) .
NOFEE (12.3%) ., K OVRIREE (11.4%) 28O L TNDH 2, UELHEGI O W CIBEICEN
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AT SCETHEERE A RSN TRBY ., BYIREHEN e SWIUSEATTRER TR L B2 5D

F7o. KR TO THERZBGMEEES MRS ] O W EIRFRSEARF IR S 7o A3 A Bl c 1
15 U7z ENE TR (MKC-454-0258k) TOLEMNT v 7 7 A Vi, WO
PEFLIE B (AR 2 B C LB LRI 5 U 72 BR RSB & RIECh 2 LA d EICFid s
T VY %) 16)

M4 R (WO0162297- 05k, MO16982ik5%k, BO15935:5 & 18 MO16419586k) Tl Hi
e BRI LOFFEFRRO 5 5, BAFOAEDENIRA LETFEH S N TORWERT
WO01622975#% }z OY BO15935585k CTILFE 8 H LR - 7253, MO164197-5k Cld T2 /& JEE R 22
HE (HDX B£51% (57/112f)) . HD #£6% (7/110f%1) (LAF, [FIE)) . JRiEHEIN (22% (25/1126)
20% (22/110%51)) R ONREMEZE (13% (15/112f1), 13% (14/110%51)) 723, MO169825 5k TIN5
ERRYE (11% (8/7241)) MFR®D 7z, MO164197ER TRl od B A7z FE I KRR B E, it
TN K OREBE L, Z ¥ o RPCEMIEGROREN L LTabn ey, JFHER DR
BOWRMELBZbND, —FH, AEZFMEE L7z MO169825ER Tl T XUERYL 238411
RBOLNTZR, WTRLIEEETHY . REOERFMEIC OV THREROMEIZ W EE X D,

F o, AIEOIMM LA GEIT HER2BGMHEFLIE I3 B I Bh b2k CENBEAGE T
HY, —EOREMERPEBEINTNDL I EE2HE XD & BAALFEEIEITRER LI ER

XY, EUNCEMERNER I, LEIZIG U TRIEENEUNICER SISO ThuX, H
KA@FEM%@%%%&E*%’ﬁ#éﬁ%@Bﬁﬂ@&@&_omfi HHARE L &
2D,

(3) EERRICRALHMBFOZEMEICDONT

RN Tl 4 SOUBAMER BRI IS & | HER2 P EnBMEFLIE (2% L CASR D 35 1 [[]
BN, KR EN TV D

H$A®Ham%$%%$%ﬁ$% FBUWOARIE 3 1 [ G IEOAMMEIRTE S
EE2L (17 (1) BELEAFIRLIMEANCE T 5T AR RHARNTEIT D2 H8MED
BEFHIICHWT) OIESM), £/ Ao 338 1 [EH%5951% HER2 B HEFLE IS 31T D1l
B RIEIC R U CBERGRAE TH D Z &b, #E@ﬁé¢%ﬁﬂﬁﬁéMT%@\
H AN D HER2 M EERRE M FL B 1Tk 9 2 AR%E 3 @] 1 B GiEIZ DWW TR *k%
25 (7. 2) BENFIRINEANCB T LT VAR HAANIC Téﬁ PEDFA
FHIZOWT ) OESR),

U EOWNE., RKOBFRESTA RT7 A4 EOFTLHNE LT E 2. Metaiid HER2 B5kiA
BRI SR T 2 AR 3 M 1 [\ GiEOF AMEXEZIEY: BN S HETATRE & 5 25,
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8. i MERUME - ARSORBOB LM OLT
(1) %éE - MRICDONT

[ZhHE - 2] (B[l B BE 3~ 25 i 05 D A PFE)
HER2 18 R BLA RS S LT i M FLE

BEAGROWNEDN G BIEE « ZRITHOWVTERITZR,

(2) A - AEICDWT

ML - HEICOWTIE, LTOREL T2 I LY EMFTE#KITE R D, £ORYMEID
DV TLULTFIZEE Y,

[ - FE] CHBEBINESY)

HER2 B R|7 B0 RS S 7= MLl CIFAE UIBEE A 4%, HER2 i@EIZE BN

Sh =i Tém%ﬁ%m%ﬁﬁ IIBEA AT 5, HH&@%%%%%E%%?%%

UIBRARBE /2 AT « RO B ISt O FTEPERREA & O OFH CBIEE T 5,

AL B, ﬁk IXRFLTLIHLIE, FTRAY X7 & LTHREFESRIZIE 4mgkg (RE)
Z . 281 B LAREIE 2 mg/kg % 90 4y LA BT € 1 RIS CaAERE T 5,

BiE i@, AR LTLALE, hTAY X7 L L THEFEERIZIT 8 mg/kg (IAH)
Z. 281 LAREIT 6 mg/kg % 90 4y LA 7 T 3 BRI C A ET 5,

728, WIEEEL- O BN B THIUX, 2 [ B LD BG-RRIE 30 /0 £ THEAM T 5,

[ E D2 Y I >V

7. (3) BENFIRDAFHFEDZLEHEIZONT ] IR LB LD | K%®kﬁmﬁ
FIFEBLD R SN MEFLE (S 69 D ik - HiE & LT, PRI 5-R8 mglkg (IRH) |
HLULR%136 mg/kg (AH) % 3 M RHIMGE CRliid: (Bik) 2%ET 5 & @@T%ékﬂﬁ
L7z,

9. EERNBICRIBELIFRAREFESFTOVLEMEICONT
(1) BEERBIIODVWTHBATERNDIET URFEIFERFEAEENRTELTLS S
DEEIZDT

ENICB W T, THER2IBFRIFEBL TR S AV T e S0 (e 9~ 2 3l MR G- 1B %
AR SEAR T IEHE L 7 BRI BB OJE B 1345 H v T,

LA L22 5, BHARAND HER2EFIFEBL N HERR S AL 7 5B M AL B 1T 3B W TARZE D 31 [t
1A EEOFEIIECE 5525 (7. (1) BENFIREANCBIT T v
A RO BARNZBT 2HIMEORAFHMIZONWT ] DEEBM),

F 72, THER2BMESLIE O M Bh L2 iE ) CIESEMRIE 535 CTRRBEZ T, K< A
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SINTEY, —EOLZEMEFRIIFEINTVDLEEZD (17, (2) BEAFITRDIEANIC
BT AR THAARNIET 2 ZEMEOREFHEIZOWT] DESH),

L7zh- T, BIRERT, B ~ERBOUTREII RV E B X D,

(2) £ (1) CTEHREKRERAEENTELTWSGERIE. RELINLHIFERAEREHAEEORA
RIZDUNT

L

(3) Zoth, MRRIZETHIEERIZONT

L

10. &

L

11. BEXH—E

1) BADREHREZ RS, DNAOHKE (2008 Gl . HIVEAD AAFFEHR B,

URL.: http://ganjoho.ncc.go.jp/public/statistics/backnumber/2008 _jp.html

2) Slamon DJ, Godolphin W, Jones LA, Holt JA, Wong SG, Keith DE, et al. Studies of the HER-2/neu
proto-oncogene in human breast and ovarian cancer. Science.1989 May 12;244(4905):707-12.

3) Baselga J, Carbonell X, Castaneda-Soto NJ, Clemens M, Green M, Harvey V, et al. Phase Il study of
efficacy, safety, and pharmacokinetics of trastuzumab monotherapy administered on a 3-weekly
schedule. J Clin Oncol.2005 Apr 1;23(10):2162-71.

4) Leyland-Jones B, Colomer R, Trudeau ME, Wardley A, Latreille J, Cameron D, et al. Intensive loading
dose of trastuzumab achieves higher-than-steady-state serum concentrations and is well tolerated. J
Clin Oncol. 2010 Feb 20;28(6):960-6.

5) Leyland-Jones B, Gelmon K, Ayoub JP, Arnold A, Verma S, Dias R, et al. Pharmacokinetics, safety,
and efficacy of trastuzumab administered every three weeks in combination with paclitaxel. J Clin
Oncol.2003 Nov 1;21(21):3965-71.

6) Wardley AM, Pivot X, Morales-Vasquez F, Zetina LM, de Fatima Dias Gaui M, Reyes DO, et al.

Randomized phase Il trial of first-line trastuzumab plus docetaxel and capecitabine compared with
trastuzumab plus docetaxel in HER2-positive metastatic breast cancer. J Clin Oncol.2010 Feb
20;28(6):976-83.

7) Andersson M, Lidbrink E, Bjerre K, Wist E, Enevoldsen K, Jensen AB, et al. Phase 1l1 Randomized

study comparing docetaxel plus trastuzumab with vinorelbine plus trastuzumab as first-line therapy of

metastatic or locally advanced human epidermal growth factor receptor 2-positive breast cancer: the
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13) Slamon DJ, Leyland-Jones B, Shak S, Fuchs H, Paton V, Bajamonde A, Fleming T, et al. Use of
chemotherapy plus a monoclonal antibody against HER2 for metastatic breast cancer that
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Il trial of the efficacy and safety of trastuzumab combined with docetaxel in patients with human
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15) —ZUKGEHGE THER2 i RIFE BN HERE S M7= LRI I8 1T D i mli B b e | O F AR EF OF
B% 20 4 1 A 16 B fY)

16) AFEHIFE THER2 MBRIFEBLA RS S M isB gl | OFAWEE CF 1343 A 8 HAY)

% 1) KEOUHTCE (Full Prescribing Information), Herceptin

2% 2) PRINOUSFTSCE: (Summary of Product Characteristics), Herceptin
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