Rl 5-6

EELOVEMHOSVRARE - BN ERFRE
DNHBEADZYUEICRIBEE (F)
FSRYVZXTT GEGRFHEEZ)

HER2 BRI RIENHEZR SN -FIEICE 1+ ST B b P EE

1. BEEZREOHERICDONT

FY XN | k4L FTRY X7 (BETERZ)
TZEIE | R4 - N—t S TF S 60, [F] 150
AL PN Y SR O

WEEY | AREETHIEAN B ARILEES

HENE | 6E - IR HER?2 38 ol 56 BN e i S AL 7= FLIE 1S 38 U D IR AT BN b 22k
Mk - H& WE . AN LTLHLE, TRV X7 & LTHREIES
IRFIZ1X 8 mglkg (AHE) %, 2 [F1H AKX 6 mg/kg % 90 43 LA E
2>2FC 3 M R TR RS 5,

BRE « R K Y
W& - HELS
DELNE (7
IZEVIED)

e

2. EEARICBITHSERLOBLEMIZCDOINT

(1) WSSO BB

PITFOWILE Y | BEISEROEEMICOWTOML DM EED T7  EMICERRE
B HHEE (BRI RER) ) IT%4YT 5,

FIEOFIE Y A 7 1%, MEI B BEERCREIEEDORER FIC K> THRT L L& %
HILTWDD, T, RHIRZENEOES L H Y | %F$%ﬁilW%T$bﬁMEﬁK%é
ARIRIC I 5 I OAERI R RE ST, 2002 45 THI 4.2 5 N EHEE SH, 2020 4EiCiE, &t
XEEE A S THE LM E D HEF SN TWD, £2, LEEHICOWTHEIMEAICH
V. 2006 4F(CIEK 1.1 TAT, KRB W TCIEERE, W, IR TE 4 Tho T

1)

FUBIET 21T, ORISR ET RFEIIN U TRIRS LD 2N, FIN AT seRLrE 2 x4
LI E LT, —REIZRATIRIE T H 2 FITRIE R O BIRIEITINA T, UNMEB DR
i 4 H 45 Ltiﬁ’ﬁﬁf EZERRIE R O IIRIE) oG DR EBFARRRNFER S D,
EHRET, BEETREWGORIEICESWTARE SRR LY A UPREIREN D, L

%S ; 196



MUIRNRG, 29 LTCRREEM LI LThH, KRE L TEZOBEBERIGVEEDID%
7R

(2) E#E oA HME

LIFORILE v | ER EOHAMHEIC O TORSEO R EED [Y Fekickn iR
HIFEICALIE ST BV TV D] IS T 5,

IATRIB L R IR, IR L IRIE L RIS T v b T %A 7 U L RPUEBMEIEEA S &
X U RPUEMEIEG A 2 A A S DR TR L U A UL STV D, HER2 Bt D Tl
AIRERLIE T LTI 2005 4ELUIRRIC R T AV X~ (Eis T z) (LT, A3 Ok
OB LRI O FIVE 2 R 2 B R R BR KR 203 S, AFB T H AR E 7= 1f
ATFEB LRI OV CIE R E8RRR & L CEME SN 7245508 2009 4D ASCO 128V TR
FENTWD Y, E-, EEMREETA KT 02 % 19T HER2 Btk ORIHB L 7B
BIFAAEEZGDTIRFEL VA OERANERS N TWD,

3. BRK 4 HEOEZBIKREFIZCDOLT
(1) BFRK4HDEORBPKRERUVAFRKKIDEEIZDONT

1) KE

e - R 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
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metastatic gastric or gastroesophageal junction adenocarcinoma, who have

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
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hypotension
« 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.
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« Store reconstituted Herceptin at 2-8°C; discard unused Herceptin after

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)
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Herceptin is indicated for the treatment of patients with HER2 positive early
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
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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
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)
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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.

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
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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
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]
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Agent: Trastuzumab
[fAI4 ]

Brand Name(s): Herceptin®
[#17#]

Route(s): IV
[%h8E - 23]

Indication: Breast Cancer - Invasive

Recommended Use:

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

HER2 [5PEFLIE B 25 51, ALPRIEICARIE Z O L 72 BROMTRI B L 2iE L L To
AR OV NE 2 RT3 2 S5 AHRABR 2N 90 S U7z,

ik - EIE, AEFBEERETIE. 7327 U Z %81 (225mg/m® D 358 1 B 5) % 491
7 VERiIZ FEC ik (7041w Z 20 500mgim®, = E/LE S > 75mgim? O 7 1k
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2) Neoadjuvant therapy with paclitaxel followed by 5-fluorouracil, epirubicin, and cyclophosphamide
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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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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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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108 GEFIHE. U kAT T 4 T Rgeta2 a6ty Holz, Y10 T DilaiTHiB b
FIEDO LA NI TOLEBY ThoTe,

« A (F)E] 4mg/kg. 2 [B1H LAKE 2mg/kg) 18R 1 [EH#R G- K OVR7 U 2w 0 1R 1
[l 5300 3 M 1 [l 5, 12 1 2L : 8 ) 9

« AFE (#IIE] 4mg/kg, 2 [B]H LA 2mg/kg) 138 1 EHFR 5RO RKE 2 3= /0 3@ 1 [F
B4 Ao 2D

FNEND LY A L DOREBRICHOWNT, RFHIZLL TSR,

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

HEAT XITHEREAE D RE A KRS, X7 U 7 2 VOB LA RIEICARE L O L
TBRDARWE S OV VLA RT3 2 5 IARRUBR N i & 7,

A - &I, HER2 &t 32 filiciX, ~37 U & %)L 80mg/m? @ 1 H[H 1 [A35-723 4 4
A 7 VEE S, HER2 BtED 17 Bllcid N7 U # %%/ 80mgim® @ 1 ##[# 1 [l 50 4 ¥+

7V & CAZYIE 4mglkg., 2 18] B LI 2mg/kg 23 1ERIC 1 A5 16 R 5- S 7z,

HER2 [z K& Y HER2 [5ME T B FRIIZHER S CTh - 12 B3 Tk, FEC ¥#iE (5-FU
500mg/m?, T E/LE T2 75mg/m? (V7 AR A7 7 2 K 500mg/m® @ 3 [ 1 [mfFR S
INFEME S AUT=, IR PN WAERTE 1T AR LB S AR M I oD R B\ B S T,

BRECOWT, ZhRI%, X7 ) X 3BT 65.6%, AIEJFHRET 9M4.1% ThoT, £
7o, PCRIIAZENFHEETO A 5 HINZFRD BT,

LAPEIZOWT, BVEMERR DD T2 ORI STIERIDS 1 Bl - 7225 (T« BRI S
7 DERIFAHBETH D0, LkEBY OXFLTH DH,) . AIEFILEIE LERVE S TR
I, TICEE Lz, BELLIEAFHFLIIETGrade2 LT TH Y, Al (X7 ) ¥ %k
AVRE12 B AEGERREE8 1 (LLF. [FIE)) . BfEksAE (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, 541), Ml (124, 76D, FEH Q. 76D, FE 66, 26, TH 4 H 2
). fER (7 B, 34, BRI M 26 240, BRACIR (06, 2 #]). kg (0 fF, 1
Bi) . WHERZE (0B, 2410) . IRoZE b (0, 141, WHL (11, ofl) . wEuE (141, 0 4l)
ThH-oT-,

2) Phase 1T study of preoperative systemic treatment with the combination of docetaxel and
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trastuzumab in patients with locally advanced HER-2-overexpressiong breast cancer. The Breast 2010;
19: 370-6 )

JHPFTEITM: HER2 Bt EFLE s (stagellIB or IMC) % %412, MR LERIEL LTR
T2 XL LRI G LT BROF M OV a2 Gt 5 55 TARRER DS e S iz,

L - &I, RIEIZPE dmglkg 2. 2 [FIH LARRIE 2mglkg 2 1 R 1 [F#& 5, Fe&*
U 75mgim® & 3 L ARG L, ZhE 1A 7L e UTHTRNC 4 91 7 VE Sz,

AEMEIZHOWT, EEFHREE ThH 528405313 68%, pCR H|L 2% TH > 72,

LRV DOWNT, LDEMEIC O W TIIERME O OIRBEF S I3 ) > 72, Grade 3/4 DFEFH
UL A MERIRAE 10 B (40%) | 47 HERIVDIE 12 65 (48%) | FEEMELTHHERIE 5 B (20%)
Bl BACRR, 07, MEMMZR. Bk, HEZRL, MOMERERES 114F (4%) Th-o
Too BEHILICEST-AEFRRIT, BEMEMED 161 & BKEME S BERARIRD 110 2 4
Thote, MEMEMRIIRFRNER (LKL BRARIEDOA) TRIE LT,

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

RERVIR AR SO (ZHOWT, LFISRT,

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

AWFFETIE, 2002~2004 4FZAF S 7z HER2 Bt o R FTHES TR (x4~ 2 AR O R
Btk ofER (T#R) 23, Medline #i3: k UV ASCO & SABCS D i G D FEN S
A . LE a2 —3Nhio, ZORR, W< ONOH TR &L —HOOFEMHRRIZH T, A
EBZTIRR L VA NTEEERH Y | BRI SURE PR WENENF LD Z &R
AENTZEINTWD, £z, BRI TPHREKOLZREOT —Z I 3BREEATHELNATEL T, K
A WA B L FRIE DML DT O, B < FHE S 7 ERRREBR O Fha 23 2 & b F0
HEhTnd,

AF BRI LEREDRME (2002-2004 4F)

R HEEFERIE L 2 A v 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
T, AC: REYILEY Y + Y uakRAT77 I K, CDDP: VA7 TF o, H: A
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2) Integrating trastuzumab in the neoadjuvant treatment of primary breast cancer: Accumulating
evidence of efficacy, synergy and safety. Crit Rev Oncol Hematol 2008; 66: 31-41 29
AHFIETIE, 2000~2006 4124 F S 7z HER2 Bt o R AT TSLHE (x4~ 2 ARSE O R4l
B Ao R (F#) 25, PubMed 38 & TY ASCO, SABCS, ESMO D i D E
EPOHIHE - LE2— 370, TOREE, 5 TR, B IHERERO 23 ¥, 31585 fillziu
T, AEZZLRIRFE L Y A ALV BRI UIRBE SIS WRIRD G LI, RREE
H7a 77 A NDPRESnNicE STV D,
Az BT INATAEN L P IRIEDRAE (2000-2006 £F)

BEE b FRIEL A v e IS
s () A it (%) 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
19 PTX—FEC 23
Buzdar
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: TEAEYL, FEC: 7AART T/l + TEAE Y Y + Y/ aKkA 77 I R, PTX: 237 U Z %tk
U, DTX: REZFE, TCH: N7 UZXEL + WARTTF 2 + K AC: RFYLEV Y + 27
mARATZ 7K, CDDP: VA7 TF > H: AH

* 1 NSABP ik
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3) Trastuzumab-based neoadjuvant therapy in patients with HER2-positive breast cancer. Cancer 2010;
116: 2856-67

AHFFETlL, 2002~2008 4E(12/AF S 7= HER2 B3 o JR FT e TELI (S 59~ D AR O 7 Rirfl
b E DR R (TF) 25, PubMed FisR Kk VERHIEDEFEEN LA - L E 2 — 3z,
ZOFER, W ONOFH MR K R =>OHEMAARRICEB VT, KEZERIEEL VA
(2 &0 ERIRA SUTR B PRI R WEIRBG O, —EORZEMEDRHE TE TWNDH Z &R
INTcLINTWD, £, BRI | AL TR FHEE ORI A T
PEREET D THAH D &b SN TN D,

Az ST LR CEIMERR) ORk#E (2005-2008)

BEH B L O A v FEuhE
s () i it (%) PCR (%)
Buzdar 19 PTX—FEC L 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: RV LEY Y E: ALYV, FEC: 704 uu o)L + TELEY Y + Y7 akA 77 I K,
PTX : X7 U ZXE/NL, DIX: FEZFE/NL, CMF: 78R A77I K + A ML FHP—hF + 70401
Y5, EC: TEAE LYY + Y/ BRFEATF IR, X BV AE L, H: A

(3) HEEE~DFREMBRE L TOREEIRR

1) DeVita, Hellman, and Rosenberg's Cancer: Principles & Practice of Oncology 8th edition, 2008 %
WA IFAFABR RS (3 Clin Oncol 2005; 23: 3676-85) . K U B HNEEREAE (Clin Cancer
Res 2007; 13: 228-33) 723iC# 4L (15, (1) MEAEZ(LILiEGABR, M EhREaER % O N m 3 &
L ToOHERI] OHESM) | KRIEZ2 AT AR FFREEZ VWD 2 LT FirrhE7: HER2
eI O AFRFREZ@mODH EFZ X LND, LI nTWD,

2) HERIESY WETHS 2 i (2009 4E, H ARG RIEE2Am) 2
FUE OIBRFIEOEIZEB W T, THER2 BEMEILIEICRI T 2 /N 72 7 o & AL HRGER T,
TR RIEICAIE LN A 2 Z LI2 k0 . AFIEGFHEED pCR =R 26.3%I2xf L, HFHIHED
PCR H|L 545% & FEIZE £ o7, INATAKORMTRICET 57 —ZI1IELTH L2, D
R ELABRGFEOM LIZIIFGTLHEZL2LNTVWS, ) Lt Tn5,

3) KEEEKEEY2 (ASCO) 2007 =F ol — aF L7 v 2
HER2 5 L ORI B L2 RIEIC B W T, KA G OZIREL DA U HEE ST
Do
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(4) ZFREXIFHEBEOZEAA FS5 4 U~DEEHKR

1) gl A R4 GEpis) (2010 4F, B AILE ) 2

IV =HNTZAFa 120 1(2) IEHERTO NTAY X~T7 ) OHIZ, LTDEHY
R I TWND,

M. D. Anderson Cancer Center T HER2 [t R 12569~ D AR L FIEIC AR K 2 FRET 5
7 2 MEB MR LEGER D Tz, X7 U XXt/ 4 %A 7 V1RIZ FECA VA 7 Vi
5 U ACSEERICARIR Z PR3 28 & 0P L2 WERIZ W TR S vz, REIRNT O B <
ARIENEFIRECH B IEI 72 4228%0% (pCR 5% ; 65.2% Vs 26.3%. P =0.016) & o7
7o, REBRIITUIIZE > TWDH A, Z DO%ikRE S AL BBRIMER T b AT L 0 [[A%F D
PCR BN/ HN TS, 272 L. FECR EDT VAT WA 7 U RIEKNCARIEREZ NN 2 554,
IR REOZ 2N W TUIREH ST, bAETI Tz 7 v % AMEE T
GERBRCH, TV AT A 7 VDX X ATAREEZNHTH 2 LI12E D, 46.3% & &
PCR ENHEHN TS

2) National Comprehensive Cancer Network (NCCN 77 K< >~) Clinical Practice Guideline in
Oncology/Breast Cancer V.3.2010
HER2 B PEFLIE (231 DI LWL R L CAIREZ GO IR L ¥ A VMR S
T,

3) St. Gallen [EEE= & 248 2009 10

IR B L FZHIEICB LTk, & L CTHBERTO /M2 @ 5 7o i O+ 5y 7R
R RENTWND EBZHND, REFD /IR Y A MR, LETHIVUINITRIEBI L EEIEIC
IXE X RERET TV AT Y CRERDEENLRETHY, £72, HER2 kL
B CIIPL HER2 JRIENE ENHRETH D, | EDORMENRIN TV

6. AMTORAFERR (B RUEAREIZIONT
(1) EZ2RRICRLIEBTORARERET (8BE) FITOWT

EINBAFE R L

(2) BEERNBIZHRHAIRT ORI ER ARG K UK = A 2T

AFTIZ, THER2BMEFLIELC fémwﬁ%m%%@J_ﬁbf\m%mié%%ﬁ%@
Tl S TWRWA, ERIFEIEER & L C NCC-IDC-003:# BN Efi SN THB Y . LLFICAR
SR ORI 2 7~ 7,

1) NCC-IDC-003 & ©
HER2 [t Icxt L C, ARIEEZ S TTATMBMLFIRIE L U A > OF M Z REIC g
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Mitd 2 B CEE S,

A - A&, CEF %L (7 kA7 7 2 R 500mg/m?,/ /L E T > 100mg/m?/ 7 L
A a7 Lr500mg/im?) % 3 EMMIE T 4 Yo 7 i E Ltk ASRIZOWTHIENIE 8mglkg

(REE) | 2[5 H LARET 6mglkg 28 3 HEIIRE CRE 4 B SiEEE Sz, AL X7 ) 2%+
NEGFA LIZRE (PTX-T BE) TIdARISMZ, 7327 V) Z %+/L 80mg/m® 7 1 HRFERHE T 12
W, FeZFer 205G L (DTX-T ) TIEAEICZ, Fe4 ¥ &L 75mg/m?
25 3 MAFIFIRE T 4 BLRGEEE S iz, 1R A58 T Lo ITH%IeIR & U TR IRIE K OGS

A IR, NI IR 2 S0 L, e\ TIRTR ANIREE -4 520 L 7=,

BN DWT, FERHMIEE T % FAS X5 D pCR (X PTX-T HEAS 46.9% (23/49 1) |
DTX-T #25 44.7% (2147 #]) TH YV . pCR FHIL PTX-T HETHOT NI m Do 72h, I0IFEEEH

Z10%LL EDOZENRED e o7 Z Enh, BEEZEIZ WS O LIS vz,

ﬁé‘@hob\f\ AEES (EMEEHGECR L TG EFSILE AR v3.0 HAES
JCOGNSCO fifll  (CTCAE) # W etz M Tz, ) 1%, CEF #E MM CiXitiis
BREL b 100%, PTX-T « DTX-T [ Ti% PTX-T #£ T 91.8% (45/49 ) . DTX-T #£ T 95.7%

(45/47 B)) (ZRBDNRD HTZ, PTX-T « DTX-T i CHRVARRAER DR BRI b K& 77
MERO LA A FEFRIT, TS T (PTX-T # : 89.8% (44/49 ) . DTX-T #F :
48.9% (23/47 ) (LAF, [FE) ) THY . kT THMER™)  (61.2% (30/49 1) | 21.3%

(10/47 1) ) . [HEREZR mNZe (BERE/EMR) —%IR 0 ) (18.4% (9/49 i) | 55.3% (26/47
) ) ONETHIRERERIOZENKE o7, Grade 3 LA EOFEFSIL, CEF RiEFEHIM T
PTX-T #£ T 49.0% (24/49 f5]) . DTX-T #:C 38.3% (18/47 f3]) . PTX-T - DTX-T #iffI Tix
PTX-T #£C 12.2% (6/49 f51) . DTX-T #£T 21.3% (10/47 f3]) 1Z78® iz, PTX-T-DTX-T
HAM Tl Grade 3 LA LA EHEST, AME™ (6.1% (3/49 ) . 17.0% (8/47 f5l) ) . #Frf
Bk WERIER™ (2.0% (1/49 i) . 8.5% (4/47 #) ) . FEEMELFRERE (ANC<1.0x109/L,
FEE>385°C) (0% (O fl) . 6.48% (3/47 f5l) ) . PRERFETE : AN (4.1% (2/49 f51) . 0%

OF) ) . ~EZEEL® (0% OF) . 21% Q476 ) . U2 3EkEd (0% (%)) |
2.1% (147 ) ) | EENGE#EER S (2.0% (149 #1) . 0% (O] ) | F#iE (0% (06l |
2.1% (147 1)) ) | fbEE A (Sl (0% (061 | 2.1% (147 %) ) Th o,

RSB O G RIS E - 2 A EFLT. 2 TOHM T PTX-T # T 10.2% (5/49 #1) . DTX-T
BT 8.5% (447 i) THRD L, CEF f?/faéﬁmﬁ;ﬁﬁaﬁTOD&’%ﬂPJt X, PTX-T BT 3 fil,
DTX-T BET 2 FIZFRD H AL, WERIE PTX-T BETIZAERZIC L DT, MM O 1)
DTX-T #£Tix, 281 & biFEk MERIE® ThH -7,

FECHNE, PTX-T BED 1 GO IZFRBD B v, CEF ¥k 4 o — AR THEEL O PTX-T #iEBLA
TERICAROWMEN > T, HYEMIZ, IRLFRE & ORIBERIE BN DD |
EHE LT,

A EICREET S L EZ ONHAEFESL (PTX-T - DTX-T #[H) <TH 5 Infusion reaction
T bREIBRDEDoTeDIL, MRS & DESERREE]  (PTX-T B : 14.3% (7/49 #i) |
DTX-T #£:21.3% (10/47 #41]) ) & v . 27T Grade 1 TH o7, 7235, T HLLLS D Infusion reaction
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HETGradel L2 TH-o7z, £/, DIEFETE (CTCAE RO Lilgkefk) kOY R
k) ) DOFEHRIT, PTX-T HET 16.3% (8/49 f#l) . DTX-T BT 17.0% (8/47 f#l) THY ., &
BRAEERIT, PTX-T HOLEEIGEHAE RN 2L O DTX-T B [ MR OREEiPE AL R-
BT oF LI Th o,
MG EEICRHE SNz CTCAE Ta—7 1 v 7 SNi=FH %, %) MedDRA VI L IZFAHE A T2 b D& LUTITRT,
*1 [AmEk) (4 Grade) : [AMEREINA )  (PTX-T#E : 61.2% (30/49 i) . DTX-T B : 21.3% (10/47 f51) )
*2 DRSS AR (BEREMEIR) -184R | (42 Grade)
FTaA%]  (16.3% (8/49 Bil) | 51.1% (24/47 ) ) . TWHEHORAE) (0% (O ) . 6.4% (347 Bi) ) . [wHkZl
(0% (OfF) . 21% (U476 ) . RO THEHR) (2.0% (V49 f4) | 2.1% (1/47 Bil) )
*3 [AMmEk)  (Grade3 LAE) : THMmEREGRA ) (6.1% (3/49 Bi)) | 17.0% (8/47 i) )
*4  THFoERk BERIER(ANCIAGC) | (Grade 3 LA L) : TAFHEREdsD | (2.0% (1/49 f5) . 8.5% (4/47 f5i) )
*5 [~EZuby] (Grade3Lilb) : T~EZovrpEd) (0% OF) . 21% (147 41) )
*6  [HFHERk PERIER(ANCIAGC)) (B H-HIEICE o oA EFS (CEF FUEEMMIN) )
s T EREOEA ) (0% (0 1) | 4.3% (2/47 f) )
*7 T EEMR ORI REIR-ER - | (EERAESRS) « BRI (0% OfF) . 2.1% 1/4741) )

2) EERAEHEREIZOWT

AFRZFBNT, ARIKIT HER2BGMEFLE OB L EE L LT, "7 U X2 XA IR
T4 XL O TUAERLEIRE G I3E M LEIE GO HAGEICTHOW LTINS 2 &R
RS (15, (1) MAEA(LIEGRER, EMBERREOARR L L L TORERI] A H
@ T1) NCC-IDC-003#Bk] DEBM), L7=2 > T, Ao HER2BM:FLIE Ol BB b 7%
Bk T A HEHERIISH D L E XD,

7. DHIEBEOZEREMHEICDONT
(1) BEEARARIZERDINEANICBITHAIETUVARVBEARANIZE IT2EMMEDREEHEIZD
T

1) HER2 BEMEFLIE k3 D TR B L RE OMEIMT 381T 5 A 20 DR IR AR
ASKD HERZBGMEFLIE K3 DRI B L AT LT, X T E O UEIME KRR X5

JE S AL TWRWNAY . RIEOF 2R VLM 2 E L7 USRS ST, g EZ LT

(R GEMIEL, 15, (1) EA(EA LG, FYERERERE D ARFR L E L TOMERIL

DB, 72k, KEOEEFEL, OXV@ORER TIXLAMIER 51E03, @K UV@DK

BRI LRI GEPAH W BTV D,

O N7 U & VHEAEG%IC FEC JRIEZ AT 2L FIERE T 25%., (L RIEREICAR
O L 72 ARZEDFARE T 66.7%0 pCR FENE L7z (RERERIL 34 BloFe 53T LTz
e COARERGFHREO A IMERN GRS N LT — X=X U VI RESOEIEICLY
AR IESNTEY, Hi% pCR HFIXH IERF R OFERTH D) (J Clin Oncol 2005; 23:
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3676-85%),

@ OORBROBWIFIEZIC, B S ASKGEHRED pCR KX 545%TH VY, DDOR
B & DB EHER] T pCR %1% 60% Td -~ 7= (Clin Cancer Res 2007; 13: 228-33%) ,

@ HER2 sl B 1238 T (3 ARBRICIX HER2 (BHEFILIZN b B ST D), TR
XN ETANRTVEXEL ] - IXT Y EFE] - [ 7aRAT77I R+A Y b
LR E— R 7041 T T )b OLFIRIERET 22%, (L PRIEICARIEZ OFH L 7o ARFEDR
FBET 43% D pCR #7345 5417~ (NOAH 7B ; Lancet 2010; 375: 377-847),

@ HER2 MEFLE B 12T (3 ARBRICIE HER2 BEMEFILIAN b B E STV 5,) |
EAE Y+ 7R AT7 7 R - [ ReZ3t) OfLFRIERET 19%., (b FRaERt
(CARER AP L 7= AR HEE T 26% D pCR A3 % 517 (Breast Cancer Res Treat 2010;
122: 429-37%),

by, RKED HER2GMEFLIE OINAITMH B L FHIEIT KT 2 AMEIZ DWW T, st
FZAERD pCR FE O —EDANETR DO b D EE XD, 7o, NOAH R Tix, A% L Of
HEINEFEEL A BEFEAT THOONL LY A LT R D 2 LML
DIEGI TAIEDE G- T HOI TN D T &%, MRMRICEEPLERERH D DD, KHE
OF FH CHEER A OIER BRI RS TV 5,

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, —J5 ERIFEOENIRER (NCC-IDC-003:Ek) T, HER2EGM:F7 rTRERL
A KT CEF JRIER DO AIEDANIEIZ SN T OB BThN TN D, FOfE%E, pCR =
X AFKIZ R Y 2 5L ARG HRET46.9%, FE ¥ S L2 &G4 2R T44.7%
Thole GEMIX, 16, (2) HEENEITHR D AH TORGKFR G & OERKR A HIZREIC D\ T
DHEBM), Fio, KEDHRNBE T DG TRL S T2 ENERRRER - #F780
WENER I TS (15, (1) EIEA(LILEGRER, EYBERREOAKR L L L ToO®RER
W DIEBMR).

UEEY, BARNBEFIZEBNTO—EDOAMENTE D biLd &l LT,

B, BEME - HEESEMLRR G TH L5, ALTE, ~7 IV FFAIFEX*
v & OPFTAFIZLE M 1A 5 X I3M M LEER GO EIC THWS ATV D (6. (2) 2
LNEITSR D AH TOHRARTRERART K ORI FERBICOWT ) OIHBM), WikGiE0A Mk
DAEREZOVWTIETHMEETRNb OO, WMEGIEL BIHEHEERRH Y . ho—EDOANME
WREINTNDZ EEFBE L, Mmatadid, 3EMLIEEE O A7 6 LAMLIEE 51250 T
bLARNMELD D LA LT,

DB Y EREOBEEOROAKRE « EICSMERETZ#E (LT, BEtaE) 3, Eio
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ENA RS, HOHRESCH A R4 VEODBRNA AR E 2. A (LERLER S %03
HFLEEEE) © HER2BEMEFLIE S )T iR #i B LA & U CoOFMMEIZE IS AT
CHIMRTREE E 2 D,

(2) ZEERBRICHRANBEANICET DI ETVARVBARANCE T H2FLEOHBREFHEIZD
T

1) HER2 pPEFLIE 23 2 ARt B b ik s s 31T 2 2V DRI FAk

ARIED HERZBGMEFLIE 53 2 TR BI L PEIE ISR LT ARSI X DS R AR RS 1 352
M S AL TV RIEDOF M N OVZ M2 e L7 TS D STl D . ZatEofs
ROBINEZ LU NI GEMIZ, 15, (1) EAERCIEGER, FEMERERBRTE D REKiRm L
LCOHwERIL OESBM), 7ol REORL LT, ORUO@OERTIXLAEM LR 51k
N, @K@ CIXSBEMLEER SIESHO LTV D,

O  AFER Tl AL PHRERE R OARZKOFHEET (LU, [FE) | Grade 4 D4 H BRI E A 57.9%
R 91.3%1C, FEEMELF TR ERIBUDIE DS 42.1% K% 18 34.8%IZ 38 H LTz, AN DR % S E
& LT PRIV E L, ALFRIERET 26.3%, ARFEOHHEET 435%IZ78H Hiviz, 10 &K
4VFML®UEF®%T11@@@%%@%%@$%ﬁ%ﬁ?ﬂM%umbght#
I S M LARITHEEE LRO N7, T, ML bAEFRICLDHELCIE
¥ 577 - 7= (I Clin Oncol 2005; 23: 3676-85 %),

©@ OORBROT+u—7 v FOREVECET HRERNPRIN TN D, (LFFRIER Tl
ORFEZEDS 1 BNZERO BiLTe, FToITIERI 2800 U7 RSO HEE (BUF, iBINARZEDFH
BE) CTILIRE T2 NYHA Grade 1 O /DEREREE S L FIICFBO B vz, L L, AFKGF
FIRE R ONBIIAREGFAREZRBW T, 9 o MMEODAEITFRD ST, DI B L7238
1338 72 - 7= (Clin Cancer Res 2007; 13: 228-339),

@ NOAH #BRTIX, (b ERE L OARIEGHHAE T (LLF, [FE) . Grade 3/4 OFsEWNELFH
BRIBUMEDS & $1T 2%, Grade 3/4 D4 FERJAME DS 4% M T 3%IZF88 H A7z, Grade 3
® LVEF OIEF (9 »iffhiAR4, NYHAclassII) (2o Cik, AERGEHRE T 7 2%38
DOz, T OMODBEE A X kO Grade 3/4 DA EFROFBRICHEM CRE In
IFERD bRy > 7= (NOAH 7B ; Lancet 2010; 375: 377-847),

@  AFER T AL FEERE R ORSEDEHEE T (BUF . [FR) . Grade 3 D 4T HERTHZME A 15.5%
SN 14.5%1Z, Grade 3 DR ENAAT HHERIBAEDS 12.0% 5% TY 17.7%12, Grade 4 O i HER )
DREDS 32.8% K% TN 45.2%I2, 588 DT, ARIEGFHRETOA LVEF 28 50%LL FE TR F L
TEFIN 1 FICERD BT, MEE bAFFRICLDETITRD biv/enr->7- (Breast
Cancer Res Treat 2010; 122: 429-37'?)

2) HER2 [GPEFLIE kT DRI B L 29 E O B AR NI 1 2 MO IR pE
T 3BE D EPNTEER (NCC-IDC-003:85% @) Tix. Grade 3LL O HEESL DIHR|IAIE
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ERXT Y E XU (PTX-T B : 4961]) T122%, AL K3 A0fHEE (DTX-T
B 4A7TH) T21.3%IZERD bz, AP E T infusion reaction |ZRH# 4 5 A EEL T b %
ﬁ%ﬁ%#ok$ﬁi WRE L & IR (PTX-T #F : 14.3%. DTX-T # : 21.3%) THh 7=
HHFERIIETGrade 1TH Y . Z 1L D Infusion reaction BIHEF SRSV T Grade 1
ﬂ?%otoit DIEFEOAFFRRIHRL LTI, WXT#T%%@H}WXJHT
17.0%IZ78 8 HAV TNz, o, HERAFHEGIL, PTX-T #E Cld/e I ERRE DTX-T
BECIE B EME R OSEEIME IR A LBNZER O B LTz, 7rds, ARSEGFHHIM %tm
ST,

F7o. EMEZOENIEER (NCC-IDC-003:5) TR DAL RILFEI0%L, EOFEHG
DL, BEFEOREOENFMN LEICFEHIN T RWEERRIT, AFELE, EHTALX
JER MEEEH Th o7z, ZNHDHERIZONTIE, ¥ X 2 RHEAIORMN SCEICREIER &
LCBEICREHE SN TEB Y, PFRHEROREREZ D Z b, PFRER O CE D A
Bt L7z BT, AREPEUNHEH SN LA ICITREMER VB2 D,

JN%)@N@Kﬁbkﬁﬂﬁ%\&UE%£%®lﬁﬁﬁ(MIME@%%%)T%%
NEAEFRROMEIL., RN CEICEB SN TODEIER LR EE 2 B, ILEBICE
b P EETHL R T 0 7 7 A MICREREIT R NWEB R D, 1B, uﬁm_ow
T, BEICAREBE GRHCERE T REAEFRLE LT, M SCEOESEMCHEERE 2 e &
NTWD0, ERROBRERIZIBN T, AREDOHFHIZ L D ALFHRERM & ol U CLREE O R
BEIENEVHAIR AR OND T2, BIEHREEENLERFELRLER D,

UEXY ., DBAAFRIETHEB LZEMICE Y, BUICRERARER I, HBIISUT
RIEEDNE BN R S 412 D THIIE, BARND HER2FGMEFLIE OIRRTHT B L HEIE 63
LARFEDOPFRICOWTIE, BHEARELE XD,

(3) ZEEZARICHRDIAMBFOZHHEIZDONT

EANAORE LV, HER2BGEFLIE IS 31T DINRTHIBI b FRIEIC R LT ARk &
OF L72Bc, —EOFAAERREO LN TEY . HARABEIZE O THAREDOAF AMEIZE
T&HEExD (7. (V) BEENFIBRLEANCE T BT v AR OBARANIBIT 5680
DRAFHHIZOWTY, 7. (2) BENFIRDIMEANCBIT LTV AROTHARNCEIT 5%
AHEORATHIZ DN T) DEBER),

k. EMNSO@HE XY ARFKITUEMLEER S5 OI3BE/LEE G CHW O TE Y | ik
HIEOGRAMOZERESWTIAHTH L OO0, WiEGEE bICHEAEERH Y, 20—
EOFIMENTRENTND EE XD (7. (1) BEAFIHKRLIMEANCBIT ST A K OA
RNZBT 5 GEOREFTMZONWT) DESHR),

U EDOWNE, MOBRESLHTA RTA CHFEORRBNA L E 2. efadid, 3l MH1ERER
5 OB 1RGO G5B W T, RO HER2EGVEFLIE Ol b ik & LT
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DAL, EEIE EAMTH D &5 2 L XA L HINT 5,

8. FEE - YRR UVAZE - AEFDRHDZUMIZDONT
(1) %hee - HIRIZDUNT

SIE + ROV TR, WUFORRANEY & RASHIEE D, ZORYIH SN T TICA
7.

[%haE - 2] CRHREREINERSY)

OHER2i& FIFE Bl e 78 S AL 5B M S

OHER2iE I3 BN HERR S AU 7= FF 12 B 1) D TR 14 il Bh b 2
OHER BRI B S NI BIBR R REZ2HEAT - BRO B E

<ZhEE « ZhBICBIET A EoEE > (FEEEE. BV UBRHIERES)
1. HER2IEFIFFL DO A 1L, +0 708k 2 9 2B E IR 2B W THET 25 2

2. HER2IERIFE BN id S LI B O 5

(1) ARANC X A& b HEE DA 2 R OV VR RENL L TR0,

(2) BRI 31T A IR, AR 12 BE U C [ERIRAUE ] IO N 23 L |
WINEEORIREITO 2 &)

[FXE D2 IS T]
=Rl = O ENTEER (NCC-IDC-003 #llk) s AR L 0 | ARIED HER2 [ 7L fR
Floxt T 2 HMEIEERO SN D EHWT Lz (17, (3) BEHENRFITIRD AMBGEDZ S HEIZS
W DHEEBM),

L7ed3 o T, BATORMSCED <IHE - 2hRICBEE T 5 H LoFE > ICii#fis T
(2. RANZ X DIFATHBM L FRE OB M K O MEIEMENL LTV 7220 (XEIBR L., [Zh6E -
BhE] 12 THER2 @I BN HER S-S B T IR b s OWNEZBINT 5
TOIERY EEZDLN, PRE - ROKRLE LT, I tTAZ L bmEtah e & L E
ZTEY, ZORICOWTIEHARFERICHRFAINDGZENLEF LN EEZ D,

(2) Hiz - HEIZ2W\T

M - HEIC OV T, BUTORESPES & RET2#EITHE L5, TORLEIT OV TLUITICR
—g—O
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[ - HE] CHBELBINESY)
rmmk%%ﬁﬂ%;éntﬁﬁiﬁﬁ IXAVEZ T % HER2IE I BL A s S AL 7= SLs
BT DR AT IIBIE A T 5, HERIBREIRE B ifEsE S 7= LI mm

wﬁ%m%ﬁﬁ AL UIBIE AT %, HER2IBFIFEBLAERR S N7 inii UIBR A e

1T+ B O BT th O FTEMEIEE A & OO CBikZ 4 5,

AL @E . RIS LTLIHRLE, R T RY X7 L L THIEEERIZ 134 mglkg (KE) %
28] H LARE1E2 mglkg 29047 LA B2~ T Ll [ RR TR it 5,

B 5 @, A LTIALEL, h 7 RAY X<7 & LTHm&ES5F2IZ8 mgkg (KE) %
28] H LARE1E6 mg/kg 29047 LA B2~ T3 [ MR C Rt 5,

¥, WIEESOZEMEN B THIUE, 208 B LA S5RIZ300 M £ T T 5,

[BXEDZH Iz ONT]

ERNAORE TN T, HER2 BMEFLIE ORI B LA BT T 2 RO 5 55T 1

W 1 EEEE- 0T 3 M 1 B CTH Y | MEHIEICOWT—EDOH LS 5 & it
IHEr Lz (17, (3) EENFITIR D RHHFEOZSMHEIZONT] OHESHR),

B, WYER S 197 TIE, [ F 7 2V X~ 7 O HER2 tEia gL o k4 2 A3 D B iED
ik - AEOEM OEENRH TN TS, YENEDRRESINTEHE, SoMik - A
FIBANTEVY, HER2 B FLE 153 D IR L FHRIE T DA A ERERE S THZRVVIR
WEb, LL, YEARIZOWTEENFIZE LTV 7N T2 DItk i B IE IRt
HL LTV,

9. BEERNBICRIBELLIFAREFESFTOVLEMEICDONT
(1) BEERNBIIODVWTCHBATERNDIET U RFEIFERFEAEENRTELTLS S
NDEEZDINT

AWEISIENT 6 U TN I L - RRBRIZ RV b o, [EN THEME S U7z E R 388155
(NCC-IDC-003 #&B#) | ¥EFh TR S 7 BERRBR O I2 8\ T, A HER2 B FLFE IC
ia‘a“6ﬁfﬁﬁﬁ%ft%~f§/ﬁ@7ﬁﬂﬂ'mwnﬂéa%fu\z; F7-. BEKEEO THER2 BREIFEELH fe
BEINTEEBMEIE) & THER2 BRI B MRS S V7= I 1S B U 2 itk #fi Bh b 2 1%
B WWTC, Ao 1M 1 A5 3 1 FEGIUASERAINTEBY, —EDL4aMk

BFHIIER S VWb &2 5,
VbR S, BIRR T BN~ ERBSUTRHE TR WEE XD,

(2) £ (1) CEHREKRERAEENTELTWSGEEIE. RELINLIFERAEREHAEEDORA
RIZDUT

L
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