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ZhEE « Zhi 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 asingle 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
« Asasingle 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
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not received prior treatment for metastatic disease.

ML - &

2.1 Recommended Doses and Schedules

Do not administer as an intravenous push or bolus. Do not mix
Herceptin with other drugs.

Adjuvant Treatment, Breast Cancer:

Administer according to one of the following doses and schedules for a

total of 52 weeks of Herceptin therapy:

During and following paclitaxel, docetaxel, or docetaxel/carboplatin:

« Initial dose of 4 mg/kg as an intravenous infusion over 90 minutes
then at 2 mg/kg as an intravenous infusion over 30 minutes weekly
during chemotherapy for the first 12 weeks (paclitaxel or docetaxel)
or 18 weeks (docetaxel/carboplatin).

« One week following the last weekly dose of Herceptin, administer
Herceptin at 6 mg/kg as an intravenous infusion over 30-90 minutes
every three weeks.

As a single agent within three weeks following completion of

multi-modality, anthracycline-based chemotherapy regimens:

« Initial dose at 8 mg/kg as an intravenous infusion over 90 minutes

« Subsequent doses at 6 mg/kg as an intravenous infusion over 30-90
minutes every three weeks.

[see Dose Modifications (2.2)]
Metastatic Treatment, Breast Cancer:

« Administer Herceptin, alone or in combination with paclitaxel, at an
initial dose of 4 mg/kg as a 90 minute intravenous infusion followed
by subsequent once weekly doses of 2 mg/kg as 30 minute
intravenous infusions until disease progression.

Metastatic Gastric Cancer
«  Administer Herceptin at an initial dose of 8 mg/kg as a 90 minute
intravenous infusion followed by subsequent doses of 6 mg/kg as an
intravenous infusion over 30-90 minutes every three weeks until

disease progression [see Dose Modifications (2.2)].

2.2 Dose Modifications
Infusion Reactions
[see Boxed Warning, Warnings and Precautions (5.2)]
« Decrease the rate of infusion for mild or moderate infusion reactions
« Interrupt the infusion in patients with dyspnea or clinically significant
hypotension
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« Discontinue Herceptin for severe or life-threatening infusion
reactions.
Cardiomyopathy
[see Boxed Warning, Warnings and Precautions (5.1)]

Assess left ventricular ejection fraction (LVEF) prior to initiation of
Herceptin and at regular intervals during treatment. Withhold Herceptin
dosing for at least 4 weeks for either of the following:

o  >16% absolute decrease in LVEF from pre-treatment values

o LVEF below institutional limits of normal and > 10% absolute

decrease in LVEF from pretreatment values.

Herceptin may be resumed if, within 4—8 weeks, the LVEF returns to
normal limits and the absolute decrease from baseline is < 15%.

Permanently discontinue Herceptin for a persistent ( > 8 weeks) LVEF
decline or for suspension of Herceptin dosing on more than 3 occasions for

cardiomyopathy.

2.3 Preparation for Administration
Reconstitution

Reconstitute each 440 mg vial of Herceptin with 20 mL of Bacteriostatic
Water for Injection (BWFI), USP, containing 1.1% benzyl alcohol as a
preservative to yield a multi-dose solution containing 21 mg/mL
trastuzumab. In patients with known hypersensitivity to benzyl alcohol,
reconstitute with 20 mL of Sterile Water for Injection (SWFI) without
preservative to yield a single use solution.

Use appropriate aseptic technique when performing the following

reconstitution steps:

« Using a sterile syringe, slowly inject the 20 mL of diluent into the vial
containing the lyophilized cake of Herceptin. The stream of diluent
should be directed into the lyophilized cake.

« Swirl the vial gently to aid reconstitution. DO NOT SHAKE.

« Slight foaming of the product may be present upon reconstitution.
Allow the vial to stand undisturbed for approximately 5 minutes.

« Parenteral drug products should be inspected visually for particulate
matter and discoloration prior to administration, whenever solution
and container permit. Inspect visually for particulates and
discoloration. The solution should be free of visible particulates,
clear to slightly opalescent and colorless to pale yellow.

« Store reconstituted Herceptin at 2-8°C; discard unused Herceptin after
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28 days. If Herceptin is reconstituted with SWFI without

preservative, use immediately and discard any unused portion.
Dilution
« Determine the dose (mg) of Herceptin [see Dosage and

Administration (2.1)]. Calculate the volume of the 21 mg/mL
reconstituted Herceptin solution needed, withdraw this amount from
the vial and add it to an infusion bag containing 250 mL of 0.9%
Sodium Chloride Injection, USP. DO NOT USE DEXTROSE
(5%) SOLUTION.

« Gently invert the bag to mix the solution.
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4.1 Therapeutic indications

Breast Cancer

Metastatic Breast Cancer (MBC)

Herceptin is indicated for the treatment of patients with HER2 positive

metastatic breast cancer:

- 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.

- 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.

- 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
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breast cancer following surgery, chemotherapy (heoadjuvant or adjuvant)

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 gastro-esophageal 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- &

4.2 Posology and method of administration

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 administraton 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
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Summary of Product Characteristics for paclitaxel or docetaxel) and
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 B0O16348 (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? IV 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
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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.

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/ Kkg;
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
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to insufficient data on safety and efficacy.

Method of administration

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 health-care 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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(NCCN Drugs & Biologics Compendium]

(]

Agent: Trastuzumab
[fAI4 ]

Brand Name(s): Herceptin®
[#17#]

Route(s): IV
CGERESIES

Indication: Breast Cancer - Invasive

Recommended Use:

Preoperative chemotherapy in combination with paclitaxel followed in
combination with FEC/CEF
cyclophosphamide), for patients with human epidermal growth factor
receptor 2 (HER2)-positive stage IIA, 11B, or T3, N1, MO disease (ductal,
lobular, mixed type, or metaplastic histologies) that is node-positive or

regimen (fluorouracil, epirubicin and

node-negative and 1.0 cm or greater, who desire breast preservation and
fulfill criteria for breast-conserving surgery except for tumor size, or for
patients with locally advanced disease (stage II1A, 111B, or HIC, including
inflammatory breast cancer)
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5. BEZRARICHRIERNDLARIE - REBFICDOWNT
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REETIE, THER2 ERIFIL | & THER2 Bt ofeFre LT, THER2 (1t 2 AW 25,
RFEWIR ARG L OMREIZDOWNT, LLFITRT,

(vt ]
1) Significantly higher pathologic complete remission rate after neoadjuvant therapy with trastuzumab,
paclitaxel, and epirubicin chemotherapy: results of a randomized trial in human epidermal growth
factor receptor 2-positive operable breast cancer. J Clin Oncol 2005; 23: 3676-85°
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OF FHRE T 13/23 ] (56.5%) TITHodL, D 9 b If PEREUDAEIZ K 2 IR 130 AR IERE T 5/19
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7o, ML bAEFEFRICIDETITR O ONRo T,

2) Neoadjuvant therapy with paclitaxel followed by 5-fluorouracil, epirubicin, and cyclophosphamide
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chemotherapy and concurrent trastuzumab in human epidermal growth factor receptor 2-positive
operable breast cancer: An update of the initial randomized study population and data of additional
patients treated with the same rejimen. Clin Cancer Res 2007; 13: 228-33°
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OF FARE KR ONBINAFEOEIBE DA E 45 Bl T BRIRINZ2 9 o PR L ARITRD s, O
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TV,

3) Neoadjuvant chemotherapy with trastuzumab followed by adjuvant trastuzumab versus neoadjuvant
chemotherapy alone, in patients with HER2-positive locally advanced breast cancer (the NOAH trial) :
a randomised controlled superiority trial with a parallel HER2-negative cohort. Lancet 2010; 375:
377-84 7
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BRVEIZOWT, HEFHMIEE Th 2 M EFHIFIC OV T, HER2 BEPERFIZHIT S 3
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NHEEICSESIN ONF— R 059, P = 0.013), F72. pCR HIZNLH 22% (26/118
#) . 43% (50/117 %) TdH->7=,
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4) A multicenter randomized phase Il study of sequential epirubicin/cyclophosphamide followed by
docetaxel with or without celecoxib or trastuzumab according to HER2 status, as primary
chemotherapy for localized invasive breast cancer patients. Breast Cancer Res Treat 2010; 122: 429-37
12)
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5] (32.8%) . 28 5] (45.2%) . Grade 3 DFEENELFFERIBAEN 7 61 (12.0%) ., 11 61 (17.7%) .
Grade 3 @ 5§ J OIS 0 51 (0%) . 2 f41] (3.2%) | Grade 4 0 2§ K& OYTVAS 0 4] (0%) . 2 44 (3.2%)
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109 CEBIHE, L he AT T 0 ThBFE2 &) bolo, Hil0MIc T Difmitbhik
FIIED LA NIUTO LB ThoTz,

« AR (#IE] 4mglkg. 2 18] H LAKE 2mg/kg) 1 38R 1 B 5- ROV 7 ) Z %0 1R 1
[ 530 3 M 1 Bl G, 12 91 7 v 8 )P

- ARER (W)lE] 4mglkg, 2 [E1 B LA 2mglkg) 1M 1 ARG &R 2 R0 3 1
5., 4% A 722

FNENDOLY A ORERIZONWT, REBZLLTIZRT,

1) Neoadjuvant Weekly Paclitaxel with and without Trastuzumab in Locally Advanced or Metastatic
Breast Cancer. Anticancer Research 2009; 29: 517-24 **

HEAT XTI D RE A KRS, X7 U 7 2 VOB LA RIEICARE L O L
TBRDARWE S OV VLA RT3 2 55 IARRBR N il & 47,

A - A&, HER2 Fatto 32 filicik, 787 U & %k L 80mg/m*d 1 HR] 1 [F]# 523 4 4
A 7 VEE S, HER2 BED 17 Bl iZ 327 U # /0 80mg/m?d 1M 1 350 4 o
7 v & OFH AR 4mglkg, 2 [5] B LAKE 2mg/kg’ 1 I 1 [A15F 16 R 5 S vz,

HER2 (&1 &% HER2 [ CHERZEAIC S-S C b - 72 38 Tl%, FECH#T% (5-FU 500mg/m?,
TELE T 75mg/m RN 7 B R AT 7 2R 500mg/im* o> 3 1RO G) 23k Sh
T2 TR NI UMRIEI T AR V8 2 ARG I oD /B (2 FEh S ATz,

BEMEIZOWT, BhEIE, /X7 U ¥ FRLRET 65.6%, AEJFHRETIUI% TH o7, &
7o, PCRIIAZENFHBEETO A 5 HINZFRD BT,

LM DOWNT, FEMEMR DD I ORI SIVIEFID 1 il > 7253 (F : BRd S
e OFKIIAHR TH DM, LEEBY ORI TH D). AIEFNLEIE EREANVE L TIE
I, TICEE Lz, BELZAEFGIIETGrade2 LLFTHY . Al (X7 Y ¥ ¥tk
AVRE12 B, AEGFARE8 1 (LLF. [FE)) . B EksAE (15 B, 7 61) . i/ asid e (0
Bl 160, BEBAE (29 B, 16 f) . KM= =2—rm 3F— (16 #il, 9 #). AW, BIEH

6, 5%1), Ho (246, 76D, T Q. 7H). FZE 66, 24, THE 4 H 2
). fER (7 B, 34, BRI M 26 2 4. BRACIR (06, 2 #), kg (0 fFl, 1
fi) . WHEEZE (0 3], 2 61) . NoZE{b (0, 1410) ., WAL (1), O @), WEeE (141, 0 f))
ThH-oT-,

2) Phase 1T study of preoperative systemic treatment with the combination of docetaxel and

trastuzumab in patients with locally advanced HER-2-overexpressiong breast cancer. The Breast 2010;
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19: 370-6 2V

SO T HER2 Bt EFL s (stagellIB or TMC) Z %412, MR LERIEL LTR
T2 XL EARIEE G LT BEORE L OV 2 it 25 58 TR £l S 7z,
FE - HEE, AREIIVIE dmglkgz . 2 81 H LAREIS: 2mg/kg# 1 1 B, FEZ Xk
JUiE 75mgim* A 3R LG L, 2 1 YA 2 e LTINRNC 4 91 7 VFEi Shi,
ARMEICONWT, ZEFMEE Th 2 E2h%13 68%. pCR L 2% Th o7z,
ZEMIZOWNT, LB OV TUIEBENEO DIREEF SR I1X /e 0 ~> 7, Grade 3/4 DA FEH
03 A BRI IE 10 1] (40%) . A ERIE 12 61 (48%) . S EWELS R ERIB/E 5 1] (20%) |
B, BECRE, 957, MEMMZ%, Bk, HEZRL, KOMRBRFEES 114 (%) Tho
Too BHPICE -G FEFEGIL, MEMEMEO 1 F & BKEES BECRIED 1 O 2 f
Th o, MEMERMBIIRFINER (KL BRFIEDOH) TEIE LT,

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

RERVIR AR STEROME (ZHOWT, LTFISRT,

1) Incorporating trastuzumab into the neoadjuvant treatment of HER2-overexpressing breast cancer.
Clin Breast Cancer 2005; 6: 77-80 %

AHFFETIE, 2002~2004 4F(2AF S 7z HER2 Bt KT HES TSR (x4~ 2 AR SO AT
B RE ORGSR (TR) 23, Medline B2k & UF ASCO & SABCS Dl G D FHEND
AL s LEa—&hie, TORER, W< O0OH THHRE & —S>OHIAERERIC BV T, A
AL L VA TEEERH Y | BRSO RE PR WENEN G LD 2 &N
RENTEENTWD, £, REIPRAOCLZENEOT =2 3BRRATROATEL T, K
2 M ARTATHB LA RIE DL DT O, B < FHE S 7o FRRRER O Ei 2 2 & 670
fishTns,

A E ETRETMENEFIRIE DA (2002-2004 £F)

e I CFRRIE L 2 A N
WEE () — — = (%) pCR (%)
fhrafi s
Hurley 34 DTX+CDDP+H AC WL 21
. IHC3+ : 84
Burstein 40 PTX+H AC IHC2+ - 38 18
. . . AC. or
Harris 28 Vinorelbine+H AC+PTX 93 29
Schiffhauer 16 DTX+H FrEwd 60 25
Bines 33 DTX+H FrEwd 70 12
Van Pelt 22 DTX+H AC+H 77 WAL
Coudert 33 DTX+H L 73 41
19 PTX—FEC 2L 23
Buzdar g
23 PTX+H—FEC+H 7L #E 65

FEC: 7WARDU T )L + TELEY Y + Y7 RAAT77 IR, PTX: X7 U ZXE)L DTX: KeE&Fx
/L, AC: RE¥YALEY Y + Y7 ahkA773I K, CDDP: VAFT5F> H: K

2) Integrating trastuzumab in the neoadjuvant treatment of primary breast cancer: Accumulating
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evidence of efficacy, synergy and safety. Crit Rev Oncol Hematol 2008; 66: 31-41 2¥

AHFFETIE, 2000~2006 4E(ZAF S 7= HER2 B D R AT A TR S %9~ 2 A o fi Bl
B ARIEORER (F&) 23, PubMed 5% & T ASCO, SABCS, ESMO D&t nEE
ENHIHE - LEa—8NT-, ZORE., HIHRR, SIAERERO 23 #H. 7585 filick i
T REEEGDIREEL VA L0 BRI SUTRE 2B WESRNMG S, BifFRase
MW7a 7y AP RINTEINTND,

A& S OWATRB L ARIEORAE  (2000-2006 4F)

BEE b FRIEL A v e IR
s ) i W (%) PCR (%0
Steger 9 H+E+DTX 22
Wenzel 14 H+E+DTX 7
Carey 22 AC—HPTX + H 32 22
Mehta 8 AC + GM-CSF—TCH 71
Untch 119 EC—PTX +H H 37
Buzdar 19 PTX—FEC 23
23 PTX + H-FEC + H 65
Buzdar 22 PTX + H->FEC + H 54.50
. AC IHC3+:84
Burstein 40 PTX +H IHC2+:38 18
Schiffhauer 16 DTX +H 60 25
Bines 33 DTX +H 70 12
Van Pelt 22 DTX +H AC+H 77
Molucon 18 DTX +H 67 28
Limentani 31 H + DTX + Vinorelbine 84 “breast :_39
breast and axilla: 45
Jahanzeb 31 DTX + Vinorelbine + H 65 “breast :_45
breast and axilla: 39
Griggs 18 DTX +H AC 33
Coudert 26 DTX +H 47
Lybaert 13 Capecitabine + DTX + H FEC+H 54
Fenton 18 Carboplatin + PTX + H 78
DTX +
11 DTX + Carboplatin + H Carboplatin + 36.4
H
Chang DTX +
11 DTX + Carboplatin Carboplatin + 9
H
AC in breast : 23
Hurley 30 DTX +CDDP+H breast and axilla : 13
. . . AC. or
Harris 28 Vinorelbine + H AC + PTX 93 29
Gennari 11 H 9
Torrisi 30 H + Vinorelbine 73 10.7

E: =ELEYY, FEC: 7LABRU T + TELEY Y + Y7 uiRAT7 73 K, PTX: X7 U H %%
b, DTX: RE&ZFE/L, TCH: N7 U ZFENL + DARTTF o + K AC: RE¥YLET L + 7
mARATZ 7K, CDDP: VA7 TF > H: AH

* 1 NSABP ik

3) Trastuzumab-based neoadjuvant therapy in patients with HER2-positive breast cancer. Cancer 2010;

16
HEE S ; 196




116: 2856-67

ARFZETIL, 2002~2008 4EITAFE S 7= HER2 Bt o0 R A 4T SLIE 1 S k9~ 5 ARER O I BiTf
BULFHREORER () 23, PubMed B R OV FERHEOEFEN LA - L B2 — S,
LT ORH, W< ODOE MR A C=2>OHMHABRICE VT, AREZTTLIRHL VA
(2 &0 ERRA SUTIR BRI B WERRED GO, —EOLEEDHE TETND I LR
INfcINTWD, £7o, BB BRI LY | A3EZ2 5 TTaTHI B b =RIE O BRI A H
PHERHEET D THAH bt TN D,

A2 SN AR BIERRR) D#E (2005-2008)

BEE MBI L O A v KR
s () i it (%) PCR (%)
Buzdar 19 PTX—FEC 7oL 26.3
23 PTX +H—-FEC+H 7oL 60
115 A+ PTX—-PTX + CMF L 77 23
Gianni A+PTX+H
13 —PTX +CMF + H H 89 43
EC + H-DTX + H->X + H
EC+H->DTX +X+H H + Tamoxifen 31.7
von Minckwitz 445 EC+HoDTX + H
EC—-DTX —X
ECHDTX + X H + Tamoxifen 15.7
EC—DTX

A: R¥Y)ILEY Y, E: ZENLEYY, FEC: Z7VvAumw o730 + TEJLEY Y + YT aikA 77 I R,
PTX : X7 U ZXE/NL, DTX: FEZFE/NL, CMF: 78R A77I K + A ML FHP—hF + 70401
7TV, EC: TNV + VI UBRAT IR, X ARUHE Y, H: A

(3) HEEE~DFREMBRE L TOREEIRR

1) DeVita, Hellman, and Rosenberg's Cancer: Principles & Practice of Oncology 8th edition, 2008 %

WA AR BR RS (3 Clin Oncol 2005; 23: 3676-85) . K UM% B INEEREAE (Clin Cancer
Res 2007; 13: 228-33) 2SS4 (15, (1) MEAEZ LB, FEWENRERER % O NFKam L &
L ToOHRERI OHESM) | KREZ2 IR T AR EFREEZ VWD 2 LT FirrhE7: HER2
PtEFE DB L RO DL EBZ LD, LS TVn5,

2) HGRIEES SETH 2 iR (2009 4E, A AEGRIEE 2 2

U OIBRFIEOEIZEB W T, THER2 BEMEFLIEIC )T 2 /N 72 7 o & ML HRGRER T,
AL RIEICAIE LN A 2 Z LI2 k0 . AFFEGEFHEED pCR =R 26.3%ITxf L, HFHIHED
PCR H(F 54.5% & AREIZHE £ o 1o, INATAKORM PRICET 67 —ZI13EDTH LR, &
R EBABEBRGAEROR LIZIEFGTLHEEZELLNTVWS, ) LTV D,

3) KEEEREEY2 (ASCO) 2007 =F o — g F L7 v
HER2 [543 ORI L AERIEIC B W T, REEEOIRFEL DA VAR ST
Do

(4) ZEXFEBHEOLENA K54 U ~DEHIKR
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1) g A R4 CGRps) (2010 4F, H A=) »

V=N 2 AFar 120 [(2) MEHERTO P T AY X=7 ) OHIZ, LFDLEBY
Ll STV D

M. D. Anderson Cancer Center T HER2 [ht HE 1269~ D IR L A BIE IO AR 2 LY 2
7 2 MEB MR LEGER D Tz, X7 U ZXtE/v 4 %A 7 V1RIZ FECA VA 7 Vi
B U ACSERERICARIRZ PR3 28 & 0P L2 WERIZ W TR S vz, REfRNT O B <
ARG O S IR EEA52 22405 (PCR 3 ; 65.2% vs 26.3%. P =0.016) A3 -7-
7o, REBRIIFUIIZE > TWDH A, Z D%k S L7 iBRIMER T b AT L 0 [F%F D
PCR BNHB LN T WD, I2TE L. FECREDT VAT %A 7 U v RIEHNAKIR A N2 D54
IR OEREOZ NI W TUIREH ST 20, bAETI T 7 v % AMEE T
HEERBRCH, TV AT A 7 Vo BOX XV NCREELIHT L2 L1280, 46.3% & Eu
PCR EAE LN TS

2) National Comprehensive Cancer Network (NCCN7 4 K< > ) Clinical Practice Guideline in
Oncology/Breast Cancer V.3.2010
HER2 [5MEFLIEIZ 31T DITRTAHB L P HEIC R L CAREZ EOTIRE L U A U isHfEiE s
TWad,

3) St. Gallen [EFE =t H %4335 2009 1

(TR B LRSI LTk, £ & L CARRAO ATRENEZ R D 5 72 DilIs O-+43 7e R
RRENTNDEEZBND, REFD/ AR Y X MR, LETHIVUIMTRTHHBI L FRIEIC
IXE XU RERET TV AT U CRERDEENLRETHY, £7-, HER2 kL
JECIIPLHER2 JRIEN G ENDHRETH D, | EDORMENRREIN TN

6. AMTORAFERR (B RUERARERREIZDONT
(1) EZ2RRICERLIEBTORAFERE (BF) FITOWT

EINBAFE R L

(2) ZEEARICHR DA TORKABRBRBER VBRRERREIZONT

ARERTIE, THERZBGMEFLIE IZ 1T DUTRTHI B L EE ) 1oxF LT, RIS K DR AER X
FEhE STV, ERIFEIEER L LT NCC-IDC-003: BN Efi ST Y . LLTFICAR
B OMERE % 7797,

1) NCC-IDC-003 #E®
HER2 BRI Ioxt LT, AR E ST LG L ¥ A v OF M2 TR L
Bt 5 BT Sk,
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Mk - FAEIE, CEFRYE (7 ndk A7 7 2 R 500mg/m®/ = /L &> 100mg/im?,/ 7 )L A4
770 500mgim?) % 3 JARIFINET 4 A 7 5 Lz, AREIZ-OWCHIEIE 8mg/kg

(RE) | 2 [B1H LARRIE 6mglkg’ 3 MK Tt 4 BIAETE Sz, AEKE X7 ) X%+
NEGEA L7ZRE (PTX-TEE) TIEAIKICIZ, 327 U % %1 /L 80mg/m*As 1 3 [ IE < 12 ¥
M. ReZ vz ffifks Lt (DTX-TE) TIEARICIZ, RE¥F'/L 75mgim?7s 3
R T 4 FAGEEE Sz, 1BREE T LI B IIRIRIE & U CRITE K OG0
AT, Ny 2 30 U, e\ TR A SRR 5.4 920 L 7=,

BN DOWT, FERHIIEE T % FAS X5 D pCR (X PTX-T FEAS 46.9% (23/49 1) .
DTX-T BEDS 44.7% (21/47 f3]) TH Y . pCR I PTX-T BETOT NI Em Mo 123, 1RRHER

Z10%LL EDZENFED Hivie ol Z Enh | BRI itﬁb\%@k#ﬂﬁé%ﬁ_o

ﬁéﬁh/)b\f AEFESR (EMEMFECR L THEESILENGENE v3.0 HAGES
JCOG/SCORK) (CTCAE) # MW= gink:z i rbhi=, ) I, CEFE@&;@J&@%@F&JT‘ (X WIE
JERE & b 100%., PTX-T - DTX-THIM TIZPTX-THE T 91.8% (45/49 i) . DTX-THET 95.7% (45/47
B) (ZHBEBFRD BTz, PTX-T « DTX-THIM Ty MR OBBLRITER b K E R ZENR
SNT-AEEGL, [ReEE  ger) (PTX-TRE : 89.8% (44/49 5) . DTX-THE : 48.9%

(23/47 f5)  (LAF, [IE) ) THo, kT TEmEk™  (61.2% (30/49 fi) | 21.3% (10/47
B ) . DRSS TINZE (BEREEIR) 384K : ) (18.4% (9/49 i) | 55.3% (26/47 i) )
DNETHTEFRBEE OZEN K E 0o 72, Grade 3 LA EOFEFS L, CEFREF M TPTX-T
T 49.0% (24/49 f51) . DTX-THET 38.3% (18/47 ) . PTX-T « DTX-THI Tix. PTX-THE
T 12.2% (6/49 f) . DTX-TEET 21.3% (10/47 f5l) (258 Sz, PTX-T-DTX-THiR Tix
Grade 3 LI LA EHESE, AME™ (6.1% (3/49 ) | 17.0% (8/47 f5) ) . fFrEk, /HEks
EK™ (2.0% (1/49 i) . 8.5% (4/47 f5) ) . HEWELFHERNRD (ANC<1.0x109/L, %#4>38.5°C)

(0% (0 fl) . 6.48% (3/47 i) ) . kMR RN (4.1% (2/49 #51) . 0% (0 ) ) .
~EZE e (0% (0 6 . 2.1% (147 B) ) . UL oSERE (0% (0 1) . 2.1% (147
fl) ) . FEEIGHEEREAR A (2.0% (1/49 f511) . 0% (0 %) ) . V#iE (0% (0 . 2.1% (1/47
Bil) ) . AEE B (EisE) (0% 0 #) . 21% (V4T H)) ) Tholo,

TRRE OB H P IRICE -T2 A EHERIT. £ COYM CTPTX-THET 10.2% (5/49 f5l) . DTX-T
#C 8.5% (4/47 f) TEE® BTz, CEFRIEENMIM TG H ki, PTX-TE T 3 4, DTX-T
BEC 2 BNCERD B, WIRIIPTX-TRETIZARKIC X D501, MRM: & VLA 1 5], DTX-THE

T, 261 E bafFpEkEERECTH - 7,

FECHNE, PTX-T BED 1 GO TR B v, CEF ¥k 4 o — AR TEE O PTX-T #iERLA
TERICAROWMEN > T, HYEMIZ, IRILFRE & ORSBERIE BN DD |
ECHE LTz,

ABGICHET 5 B2 BN EEFRSE (PTX-T - DTX-T#R]) <T& % Infusion reaction
T O FEBURDE N DL, MG E b TS (PTX-TH : 14.3% (7/49 #1) . DTX-T
BE 2 21.3% (10/47 §3) ) THY ., &£ TCGradel TH-o7=, 2B, Z LIS DInfusion reaction
2 TCGrade 1 X2 Thoto, £7o, LEfEE (CTCAERGEHD Tifgam ) KO TREAR) )
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DFEBIZRIT, PTX-TEET 16.3% (8/49 f5]) . DTX-TEET 17.0% (8/47 #i)) ThH Vv, HERAH
HGUE, PTX-TEED /& BIUFHRE R 2 L ODTX-TEED [ RSP & OFE RIS R8N« 7
DHLBITH T,
MIEHEEICRHE SNz CTCAE Ta—7 1 v 7 SNi=FH %, %) MedDRA VI L IZFH A A 72 b D & LUTITRT,
*1 [AMEk) (4 Grade) : [AMEREINA )  (PTX-THE : 61.2% (30/49 fi) . DTX-T B : 21.3% (10/47 f1) )
*2 DRSS Mk (BEmepEdR) -1 ) (4 Grade)
O] (16.3% (8/49 #l) | 51.1% (24/47 f)) ) . TWHEADARAE] (0% (0 B . 6.4% (347 #) ) . TRHkZk)
(0% (OfF) . 21% (W47 ) . RO THEHR) (2.0% (V49 f4) | 2.1% (1/47 Bil) )
*3 THMmEk) (Grade3 LI L) : THMmEREGRA ) (6.1% (3/49 fil) . 17.0% (8/47 ) )
*4  ThPHER /ERIEK(ANC/AGC))  (Grade3 LA E) : TAFAERkEsiA ) (2.0% (149 ) | 8.5% (4/47 f51) )
*5 [~EZuby] (Grade3Lib) : T~EZovrpEd) (0% OF) . 21% (147 41) )
*6  [aFEk “BERIER(ANC/IAGC) | (B G-HILICE - oA E RS (CEF FEEEHIH) )
o T EREOEA ) (0% (0 1) . 4.3% (2/47 f) )

I

*7 TRV R ORETERER-EIR . ) (ERLAEFSR)  BEMER (0% (061 | 21% (U476) )

2) EERAEHEREIZOWT

AFRIZFBNT, ARIKIT HER2BGMEFLE OB L EE L LT, "7 U X2 XA IR
& XL OfFH CLEMLRRER G XIE3WEM LR G- O A FEIC THOLBR TS Z &R
e Stz (15, (1) MIEALIEGER, EMEERREOAKR L E L TORERI) . KRIHE
@ [1) NCC-IDC-0033tBr] DIEBM), L7z - T, A HER2FGM:FLIE DA BI L2
BICRHT A ERAEERIISH D L E XD,

7. DHIBEOREMEICDONT
(1) BEEARARIZERDINEAICBITHAIETUVARVBEARANIZE IT2EMEDREEHEIZD
T

1) HER2 BtEFLsE (253 2 iRt B b 2tk O MaM 3817 5 A 50 O B bR i
ASKD HERZBGMEFLIE K3 DRI B AT LT, ABRETFE O UFEIME KRR X5
i STV, AREOFRINE R VM2 e L SCIR SN STl Y . Bl EZ LT
T GEMIEL, 15, (1) MEAEALbiGRER, KBRS O ARR L E L TOHRE RN
DHEBM), 72k, AEOEEHEZ, OXRVC@ORER CIXLEMLEIE GIER, @& V@D
BRI LA BESAH W BTV 5,
© "7 U ¥ X VHAIE %I FECHE & ifT 3 DAL FHRIERE TlE 25%., (L ARIERRIC AR
Z P L7 ASROEARET 66.7%DpCRENG LIz (R BRIT 34 BlOH G KT Lf:ﬂ%
ST KGO AIMEN R ENT-E LTTF— 2 =2 ) VI EELOBEICL VR
BRsd kS TEY . YHEpCREIZH I E DR TH D) (J Clin Oncol 2005; 23:
3676-85"),
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@ OORBROBWF LI, BRSNS HREDOPCREIL 545% TH VY, ODORER
A FHEFITDOPCRHE L 60% TdH -7~ (Clin Cancer Res 2007; 13: 228-33%) ,

® HER2 PtEfl B IcH VT (1 : ARBRITIZHER2 B HEBILISL b B RSN T D, ), TR
XYNET U ARTYEXRL] - X7 EXEV] - [ 7aFRAT77 I R+A Y R
LXtE— 704 n 0T o] OFERIERT 22%, (L RIEICAIEZ OF H L 7o AR3EDR
JIRET 43%DpCRE 73S b 417 (NOAH#ER ; Lancet 2010; 375: 377-847),

@ HER2 B EAEIZHB N T (T« ARBRIZIZHER2 GPEFILIS & B STV D, ) |
P+ ail A7 7 R — [ ReX X80 OLFEEIERET 19%, {bEIERE
(ZASR 2 OFH U 7= RSO RE T 26% D pCR=K 1345 5 417 (Breast Cancer Res Treat 2010; 122:
429-37*9)

PLbED LY RIED HER2BGMHEFLIE O RIAIBIM L RIEIC R 2 BB DT, s
KRERD pCR BN DO —EDOHIEITRD D EHE XD, 728, NOAH R TIX, AIELOF
SN FFEL DA DBEARALTHONOND LY A EITRR 5 2 E0MMRICH —5
DIEBI CARIEDOE GITON TN D Z L%, FERERICEERLBER AR H D DD, K3
OF A CHEF AEFHIR OIER RN R I T D,

2) HER2 BGPEFLIE 6T 2 MR BN LA D B AR NIZI 1T 2 A 2hik: o BRIR AR

AIED HERZBGMEFLIE 53 2RIl B L FHEE ISR LT A3 FE O ENERA R332
i STV, —J7, ERIFEOENIRER (NCC-IDC-003:kEk) T, HER2EGM:F7 rTRERL
WA 51T CEF JRIER O AKRIEDHINEC SN T OB TN TS, FOfEHE, pCR =
IR AREKIC 7 ) L B E T DRET46.9%, Kt Z XL 20K G D8 T44.7%
Tholo GHEMIEL, 16, (2) FEENEITIR DA T ORIRRBR A & ORI A FEEBIZ VT
DEBM), £z, RIEO HRNEEHE KT 2 G MEDR /L ST 5 ENEERRER - BF7EO
WEPEE SN TWD (15, (1) WIEA(LRGER, EYEERBRSEOARR L E L To®mER
Ml DIEZMR),

UEXD, BRNEZICBON TS —EOFIMENRGRD b s &l L7z,

B, BEME - HEESEMLRR G TH L5, ALTE, ~7 IV FFAIREX*
v & OPF TAFIZLE M 1A 5 I3\ HLEER GO EIC THWS ATV D (6. (2) 2
LNEITSR D AH TOHRARTRERART K ORI FERBICOWT ) OIHBM), WikGiE0A Mk
DERFEIZOVTITHME TR N DD, ﬁﬁ%%f?ﬁE&:%> WAERERERH Y | 2O —EDHME
DRSNTWDZ EaBRE L, Mataaid, SEFLRR GO H 7 5 FLRE LR G250 T
bLARNMEITD D LA LT,

UbEXY ., EREOHEMEORmOWARARE - @R (CUT, BRta) 13, EiLo
EWNAARB A, ROEREST A NI A CFEOTRENE LB E 2. 2K (LAMLER S X U3
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BRSO HERBGIEFLIE ISR DIARATHBI L FRE & L CORDIEITEF KT EAK
CHIWTAIRE L B R D,

(2) ZEERNRICEANBEANICEITHIETUVARVARANCIE T 5LEHEOREFFHEIZD
LT

1) HER2 BPEFLIE 23 2 TRt B b ik s 31T 2 2V DR IK FiA
ARIED HERZBGMEFLIE 53 2RIl B L P EIE ISR LT R3S X DS R AR RS 1 352
M S AL TV, RIEDOF M V2 B2 E L7 SCHRE D STl D . ZatEofs
ROBINE 2 LU NI GEMIZ, 15, (1) EAERCIEGER, FEMERERBRTE O AEKiwm L L
LT@#&ﬁtWRJ DIHEZM), i,c:ib ARIEOLE FiEE, OLC@ORER CIXLHEMLE B 595
. @K@ ER CIESEMLEER 5EN AV LTS,

O  AFER Tl AL PHERE R OAROFHEET (LT, [FE) | Grade 4 D4 H BRI E A 57.9%
R 91.3%1C, FEEMELF TR ERIBUDE DS 42.1% K% 1F 34.8%IZ 38 H LTz, FAI DR % S E
& LT PRIV E L, ALFRIERET 26.3%, ARFEOHHRET 435%I278H Hiviz, 10 &K
A v FULEDOLVEFOE T i, LR ERE T 26.3%, AIRGEFARE T 30.4%I2380 HLT-08,
) oMM DAERITHEEE LRO N oTz, Fio, WML b HAEFRRICL DT
¥ 577y 7= (I Clin Oncol 2005; 23: 3676-85 ),

Q@ OORBROT+v—7 v FOREVECET HRERNPRIN TN D, (LFFIER Tl
DHFZED 1 BNZERO B ALz, BT IIER] &80 U7 AREEOEAEE (LT, BINARZENEH
#E) TITTEEL THITNYHA Grade 1 O.ODHEREREE S L BIZERD BTz, LavL, AFKHF
FARER ONBIIASGEARICB VT, 9 o MDA 2IEERD ST, DRI B L7281

L3 ey~ 7- (Clin Cancer Res 2007; 13: 228-339)

@  NOAHER TIZ, (L PHIERE R OAREIFHEET (LLF. [FIE) . Grade 3/4 DFEMMELTF HER
A RED & 12 2%IZ, Grade 3/4 D afFHEKDIED 4% % N 3%IZF8D H A7z, Grade 3 ™
LVEFOIE T (9 st A4, NYHA classlll) (2o Cidk, AEPEHEETO I 2%:8 8
bz, Do LR 4,\/ k&% O'Grade 3/4 DA EFROIBLRITHER TR E 221X
b b o7- (NOAHRER ; Lancet 2010; 375: 377-84 ),

@  AFER T ALEHRERE R OARIROFHEET (LU, [AE) | Grade 3 D4 HERIBAE A 15.5%
N 14.5%1Z, Grade 3 DR EAAT HHERIBAEDS 12.0% K% TY 17.7%12, Grade 4 O i ER )
ADIEDY 32.8% M N 45.2%12, B Bz, ARIEOFMHEETOILVEFA 50%LL F £ TR T L
TEFI 1 FICERD b, MEE bAFFRICLDETITRD bivien->7- (Breast
Cancer Res Treat 2010; 122: 429-37'?)

2) HER2 FGPEFLIE IS5t DA B L FEE O B AR NIZI 1T 2 B DGIR g
T 3E O ENTEER (NCC-IDC-003:85% @) Tix. Grade LA O HEHSL DIHRIIAIK
LX) BB LBERE (PTX-TEE : 490]) T12.2%., AL R 2w L0 HEE (DTX-TEE :
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A4701) T21.3%IZ3RD b=, A% 5 CTinfusion reaction|ZBE 9~ 5 AEHER Thie b R BLHR N
BT HERIT, WREE L EIERIE (PTX-THE : 14.3%., DTX-THE : 21.3%) ThH o743, 4

M HG T2 TGrade 1TH Y . Z LISk DInfusion reactionBHE =42 2> T $,Grade 1 X132 Th
o, Flo, LEFORFFFLRIRL LTI, MXTHTHH%&UWXT%TNWMWL
DHNTWE, £72, BEERAEEFRIL. PTX-TH CIIAEIHEKAE R~ 22, DTX-TEETIX
SR OSSP REEARS S LBNCFE O BT, i, ARIEOFHBIM IR CHITERD b
o7,

F7o. EMEHOENIEER (NCC-IDC-003:5R) TR DAL RILHEI0%L, EOFEHG
DI L, BEFOREOENEMN LCEICEHIN TWRWEEFEFSRIT, AELE, ERTNLXK
JER OMEEEF TH 7=, TNHDHERICHONVTIL, X XY REHIORM SCEICEIER &
LCRREICR i SN TH Y, IFHEAIORENZE X bND Z LD, PEHIEHI O SGE 2
Bt L7z B0 RIERHEUNMHEA SN DGEITITRFEMER W LB X 5,

KAL) O~@IR Ly, L OEMEEOENTEH (NCC-IDC-0037ER) Thifsd
NE-AEERROFEIL, RASCEICGGEHR SN TOW2EER LR EEZEZ N, HLEICB TS
ML FEE TOL RN T 0 7 7 A MICRE RETRNWEE X D, B, DEFEIZON
T, BEICAREBE GRHCERE T REAEFRLE LT, M SCEOEEHCLIEEMRE N 72 &
NTVDHD, ERROFRBRICIBN T, RIEOPFRIZ X 0 ALFFIER &tz U CTORE D3
BREIGDEVMHANALNDT20, SIEHEFEDLERFRLEZ D,

PLEXD ., DALFIREICKE B L-EMCE Y, WOICEWERARNE RIS, KEIZSTT
IREEEDN YN E G SN D DO THIUEX, AARAND HER2GMEFLE ORI b B o4
HAARIEDGEHIZONTIL, BHAREEEZ D,

(3) ZEEZARICHRLIAMBFOZAUHEIZDONT

ENAORE LV, HER2BGEFLIE IS 31T DINRTHIB L ARIEIC KT LT AR bk &
OF L72Bc, —EOFAAERREO LN TEY . HARABEIZE O THAREDOAF AMEIIE
T&HEEx5 (7. (V) BEEANFIBREANCE T BT v A RO ARANIBIT 5 A0
DRAFHHIZOWTY, 7. (2) BENFIRDIMEANCBIT LTV AROTHARNCEIT 5%
EPEDOMAFTHHIZHOWT ) DEBR),

k. EMSO#HE XY ARIKITLEMLER S5 OI3BE/LEE G RO TE Y | ik
HEOFRAMEOEZ RSSO CERHATH L LD D, ﬁ&%&&%uﬁ%%%#%@ Dy —
EOFIMENTRENTND EE XD (7. (1) BEAFIHKRLIMEANCBIT LT A KA
ARNTEBT DAIEORA MOV T DIEEM),

UIEDOWNE, ROBRERTA RTA EOREMNAEZEE 2. Matadid, 3@ fM1E#E
5 OB 1RGO G5B W T, RO HER2EGVEFLIE Ol bk & LT
DOARPEZ, EFEFEEANTHL 952 LR L HWT 5,
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8. M - MRRUAE - AEFDERBDERHMEICDOINT

(1) =hee - HRIZOWT
SHHE « DRI OWTIE, LT ORLEDE Y & Mt R#&ITE X D, £ ORAMEIC OV TLITICE
EE

[#hig - W] (PSR BINERSY)

OHER2:& JIF Bl e 7 S AT i ML
OHER2iE FIFE BLMERR S AL72 FUB8 I 31T 2 MR S84 i Bh b i
OHER 18RI T B R S N IRIEUISR AR RE 22 AT - PR30 B

<ZhRE « BhRACPET A EorEE > (FAREZEE. BV IE UREIERES)
1. HER2IBFIZFE BL O R A 13, 0 708k 2 A AW B E I A i IC B W THEET 5 2

2. HER2IEFIFE BLAlEiR S 7= B DG A

(1) ARENZ X DIFEMILFHIE DG MR O AVEITHENL LTy,

(2) BEAEEIRIZ IS T 2 FUSTNL, ARSI B U € [ERRARE] OO WA 2 B L,
WS BEOBRINEZITH Z &

HIEDZHBMEIZHONT]

E%iﬁ@lm%%(Mm{mmnﬁ%)%ﬁﬂhﬁé%in ﬁ%@HE&%%ﬁF%
FlZxt T 2 AEIEERO LD LW Lz (17, (3) BEENFITIR D AMBIFE DY ]
W DIESMR),

L7zmdo T, BATOUWRMN CEO < « WRICEET 2/ LOEE > ICiR#H I T D
[2. ARHFNZ L DHTRIAHBMLFHRIE DG E R O VEITHEN LT 1xEIBR L. [#h6E -
BhF] 12 THER2 @FIFEH MR S - IL 2B 1T DRI FIE ] ONKEZBINT 5
TEIIRYEEBEZDLMN, e WROEFFLE LT, [HE L7752 bmatahssxssE
ATHY, TORIZOWTIIABFHBRICHTIND ZENLEE LN EE R D,

(2) iz - HEIZ2W\T

AL - HEIZ OO T, LT ORHEEY & MiT2S@EiEB 25, TOZEYLMEICHO VT TICE
j‘o

URiE - E] CFRRERIEINESSY)
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HERZLﬁﬁJ FEHLDERR S VTR I ZAE & 77 5 . HER2IW RIS L2 e i S AV 7= FL
B DRI IIBIE 2 5, HERIBRIF B MERS S 7= FLIZ B 1) Dl

ﬁufﬁﬂfﬂt%ﬁﬁf AL IBIE A 95, HER2IBFIFE LA RS S T2 1Ri YU BR AN RE 7o it

1T+ B O B/t O FUEMEIEE A & OO CBik &4 5,

AL @E . RIS LTLIHRLE, R T RY X7 L U THIEEERIZ 134 mglkg (KE) %
28] H LAREI1E2 mg/kg 29047 LA _E 2~ T L [ RS C i it 4 5,

B 5 @, A LTIALEL, F 7 RAY X<7 & LTHm&ES5-F21Z8 mglkg (KE) %
28] B LARE1E6 mg/kg 29047 LA B> T3 R C Al it 5.

728, VIR OFFENBAIFChIVX, 2] B LA O 5RERIE3047 M £ THfE TE 5,

[ E D4 MoV

ERNAORE TN T, HER2 BMEFLIE ORI LB IS 2 RO 5 H1ET 1

W 1 EEEE 0% 3 M 1 B CTH Y | MEHIEIC O W T —EDOHAMEILH 5 & it
IXpEr L7z (17, (3) EENFIIR D RHHFEOZYMHEIZONT] OHESHR),

B, BYEERE 197 TlE. [ T 2V X~ 7O HER2 BRI o542 A3 D B iED
Mk - AEOEM OEENRH TN TND, YENEDRRESINTEHE, SO Mik - F
BBV, HER2 BPETLREL iﬁ“éfﬁf&%ﬁ%lﬁﬁéd&f@@A{2&75> RE S TUVLZRVR
WEb, LL, YEARIZOWTEENFIZE LTV 7N T DIk B IE IRt
HL LTV,

9. EERNRBIZRIBLLIFRAEEHFEFOLEMEICONT
(1) BEERNBIIODVWTCHBATERNDIET U RFEIFERFEAEENRTELTLS S
NDEEZDINT

AEIE SR U CRENER LZBERRBRIZ 2V b 00, EN CTHEM S 7z A 855
(NCC-IDC-003 #f#) | S TIME S L7 B RFRER O WA 123\ T, RIED HER2 BETEFLIEIC
iﬁ“éﬁfﬁﬁ%ﬁ%ft%fé?ﬁ@?ﬁﬂ%'miﬂﬂéa%fu\é F7-. P& THER2 J&IFEE )3 e

REINTEEBMEIE) & THER2 @RI B RS S V7= I 1S B U 2 itk #fi Bh b 2 1%
IZRWT, Ao 1M 1 ARG 38 1 FEGIASERSN T, —EDLeMk
BFHRIIER S VWb &2 5,

VbR S, BIRR T BN~ ERBSUTRHE TR WEE XD,

(2) £ (1) CEHREKRERAEENTELTWSGEEIE. RELINLIFERAEREHAEEDORA
RIZDUNT

L

(3) Zoth, MRERIZETHIEERIZONT
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