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DRFREZ0%ICERZEHTVWET. EBELZO L ERSLED, LEZRFFAVATELHAL
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w9 77 AREEIZBVHER
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HELHI e sTHhEeEOT a2y FREIZD

DALV TTY, HERZEBHASFAESIZHLT EH HATYEAEFRI0~15%0 8 3F A triple
i3, VAV AT AL S EES R LFEIZZS negative SLATA IS EA T
g ik o i ) Davidson Z@#% 4 7WiH A li EGFR u:|rn §E HE
Davidson T34 A LB, IZEH L ) 45 1THD
HE T, FFAVATAILETVanr ¥ LA RBENEY Migenz
BEOBRTEHEEVRELAES, RUTFSI AV AT VIR AE, iz’i;]]r negative LA BE *
THEMETTS - 37, @A Vi lapatinib -~ EBEANAIZH T D cetuximab # & 0 /) &w AEz
DY N 2 AR LtH» ToTwEd. 1 2O8(2 cetuximah BLH| M &
Davidson #f L v i+ fa. FPFAVAX= T T M oo e T BT (progression  disease ; PD)
fEF ol MM S HIZEU A Y AN WO D N Fo b1
DETIE, MW E6HNHESTF 2 E cetuximab

A7 %1 AZ LEMIBEvET LA LA,
' THhoBELAEEL. BUEERER
; ZEizL RN BHADTIE W IVATIE TS
WET Lo LLHEDEDS, h, EGFR &
UZRERFIZ{Ehd A Z LI E R LTwE+
B L, —EOERETEE
SHROEEED g;m rETAMITIZA

-
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7+ W~ — 2 D4
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LB ATWS

1 Z. ST HH - -
B ATY EwfEAL L9 &

BB EEOD DL
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Davidson 2%, S8 EFABTEEETLT
— 2 HEWENTVE DY TTh, Thoolikzi
WTHENZ+0—T v 7%TAIF, AELvT—Nh~—
MREREhA,E LhEEA, BE, EBHLLVAL
ZD3A4D 1 REREBOATVETH, BLELW
340 2iEEITIREVEVI I ETE, ®EDTH
2o TEDAH =L LHELIIZEND T L L
LTwv i To

£E WE, AR ICHEEE Y HERBEAL A
OEAFERLE LA, 20BERMMERL LTT
o b FAVAITE FE# 2K EDURR
EICiEREeEt, PDERZDE LA LAL, P72
w X7 T%MEE FEC 100(7 4o+l
¥orv+dooha7zr I FBRECERELLEZS,
FLVHEETL, TOHFMICL YMBENTLR
#% (pathologically comfirmed complete remission i
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#EHTHD, N4 FT—F—ERELTVET.
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oY rEEEREEEDE S LSRRI EL D
AHEIHe FLTIDRIE, (Lt W
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AZLIFERCEETT. BENEBEDOSELT,
SRz HEWENFROBHVTENRE, TDXAA
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tho FECREODZBHTTA.

P# TREHELrERTZCHLY, BFOAHE
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[CHIELTWE T
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IEFAHFBLEATVEDIITIRSH ) AN, &
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AHET HERBIETOMEMEN A 0N 2 E#(12
¥, FFAVEARTOBRTHIRVWERVET.
FLEVHEOBRIZIOVWTREILIATT. &
FRGBE TV, A PO P ZHEEICOVTHEATN00
g X hild, 0% L ki shizh 7080
R, IWHEE L Tr I EX 720 %8
REZIENTETY. wTHIEL, THLET—
A=zt BHERICIOWTIE, SEROMERENF
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F# HER2ZM LTI, ALAALSOEEICEW
TLAMRIANRRENI BN ET. LA
IO RIS IIEUEYS D, REAEOLI R
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EAREEA L TIRENH N T Jhuiown
TREDEIIIZBEATL LD

Davidson HBATAIZ2WTOHEIZIEH ICHBREE
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AR TORIEEERELTWE T, 278, FEIFAICM
LT, B bRy Ls70aBEcEMEL-T
i,

HRAEBAERIHNRNMEELY,
TN S DEFREER
F# MHER#AHIIMITIEBRECANSLLEE
CFbRd EBWETH, Wl LTHa2BELD
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HABELEON%EVINEEF Ty FTTH
6, HEBFELRHIOL, RLTEHTIRE L
A
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Improving the efficacy of trastuzumab in breast cancer

R wn P A

B RS LEARRA
HEHTIAFRSN - ERRBHSE (R IRAFAFREFHRHILEBAHEHE

SUMMARY
HER2BRBRIANFAICEVWT TEFRETF TS S
RSAVATT #, FIAYATTOHBICE 2 TS ICFENE
FEEhALIICE-2TVS. LA LENFS, HER2
ihA BHIANADLHAFZIOBREERGAZENFTELL
oo DLEETHS, FIRAVATTOVRERAHNZZX
B LEEDWTORBRERE LTRRALANSC, 20
ADCC BEAE ThICES(FEA D TLOER, ZLTE

NHBEOERLSUIZ, LHEML-REORRENFR
HTH2EELGN, AWMTR TORBEEICOVTHA
4‘\'6__
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Study In\;::::::::al Control treatment  n Hg;;g:;s p-value

Piccar-Gebhart MJ, et al'  {E3&E—H {e¥miE 3387 0.54(0.43~067) <0.0001

' Romond EH, et al'” AC—PH AC—P 3351 0.48(0.39~0.59) 2X10°"

Slamon D, et al™ AC—TH AC—T 3222 0.49(0.37~0.65) 4.8X107
TCH 0.61(0.47~0.79) 0.00015

Joensuu H, et al'’ TH—CEF T—CEF 232 0.42(0.21~0.83) 0.0078
VH—CEF V—=CEF §

AC HEBFXYNMNELLEL20H-A7TIF, CEF! ¥20HhA7 73 F, IMIEMEL L L7309 5
YW, Hi b2 A7Z=RT, P2V FHFEN, T FEs5 L AHS, TCH: FL & 3Lkl HA#
TaF kIR T2, V BGRY /) LVE >
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Study Neoadjuvant regimen pCR# Clinical OR
Bines J, etal™ Doc 36mg/im2 qiwk X 12(over 14wk) +Tra qiwk X 14 13 72
Burstein HJ, etal™ Pac 175mg/m2 q3wk X 4 +Traqiwk X 12 18 75
Buzdar AU, etal™  Pac 225mg/m2 q3wk X 4 +Traqiwk X 12 65 96
then FEC X 4 +Tra qlwk X 12

Pac 225mg/m2 q3wk X 4 then FEC X 4 26 a5
Coudert BP, etal™ Doc 100mg/m2 g3wk X 6 +Tra qiwk X 18 36 96
Harris LN, etal'®  Vin 2529/m2 qiwk-+Tra qlwk X 12 21 92
Hurley J, et al™ Daoc 70mg/m2+-Cis 70mg/m2g3wk X 4 +Tragiwk X 12 21 77
Van Pelt AE, etal"' Doc 100mg/m2 q3wk X 4 +Traqiwk X 12

Cis: »A7FF >, Doc! FE#3L LAY, FEC: 74303 L L+ MBI VILYL+2 205277
% F, OR:overall response, Pac 2321 ¥ %4+ qxwk ®every x weeks, Tra: F52 2 X<7, Vin: @6

B/ LAY
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Structures of human IgG and
Asn®-linked oligosacchandes

Human IgG1
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Chapter II1

ANTIANGIOGENIC PROPERTY
OF METRONOMIC CHEMOTHERAPY

Katsumasa Kuroi"" and Masakazu Toi’
IDivision of Surgery and Breast Oncology, Nyuwakai Oikawa Hospital, Fukuoka 810-
0014, Japan;
’Division of Clinical Trial and Research, Tokyo Metropolitan Cancer and Infectious
Disease Center, Komagome Hospital, Tokyo 113-8677, Japan.

ABSTRACT

Standard chemotherapy regimens are usually designed to kill as many tumor cells as
possible by treating patients with the maximum tolerated dose (MTD) of cytotoxic
agents. These agents are administered in a pulsed manner with breaks between cycles to
allow recovery of normal tissues, thus limiting the toxicity of these agents. This strategy
has led to a profound increase in the survival of children and adults with certain types of
cancer. However, for the majority of solid tumors, particularly those at an advanced stage
or associated with metastatic disease, neither complete tumor eradication nor sustained
regression is often achieved, Moreover, MTD-based regimens are often associated with
unpleasant or serious adverse effects that compromise the quality of life of the patient.
The MTD concept targets the tumor cells themselves, and does not take into account the
importance of the organization of a tumor, which consists of tumor cells and stromal
tissue including endothelial cells (ECs).

In contrast, recent evidence suggests that most chemotherapeutic agents are capable
of inhibiting tumor angiogenesis by targeting tumor ECs, and that metronomic, frequent
or continuous administration of the same agent at low doses (a tenth to a third of the

* Correspondence concerning this article should be addressed to:
Dr. Katsumasa Kuroi Division of Surgery and Breast Oncology, Nyuwakai Oikawa Hospital, 2-21-16 Hirao,
Chuo-ku, Fukuoka 810-0014, Japan TEL: +81-92-522-5411; FAX: +81-92-522-6244, :
Dr. Masakazu Toi Division of Clinical Trial and Research, Tokyo Metropolitan Cancer and Infectious Disease:
Center, Komagome Hospital, 3-18-22 Honkomagome, Bunkyo-ku, Tokyo 113-8677, Japan. TEL: +81-3-3823-
2101; FAX: +81-3-3824-1552.



