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Bevacizumab (Avasti) X°  Rituximab
(Rituxan) & Vo 72 HUIREA O BRI FH 23
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(Kalergis AM et al. J Exp Med, 2002,
Dhodapkar KM et al. PNAS, 2005, etc),
7 =7 Z—FIZBW TS, Trastuzumab 73
FESEEAIAE MHC _F- o> HER2 HUFHER % /& 6D, CTL
WX MBS EIGMENER I N D B 2 LS
HE I TS (Kono K et al. Clin Cancer
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ECTHDHIEEBRE LT (TakedaK et.al.,
J Exp Med. 2004),
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Al L7z E 2ol E5nr56%E 2 T,
Trastuzumab & SyEEIELE OOFHIZ L 516
RO ENHER S TEY  (Wolpoe ME
et al, J Immunol, 2003, Repka T et al. Clin
Cancer Res, 2003). K[E Tl Trastuzumab
S IL2 fFH O pilot study HITHLN TV D,
FEESE R TIZ D16 & FELINHIZLE 9 ADCC
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L (Toh U, etc., Clin. Cancer Res. 2000) .
2004 FEITEAFEE D EEEEREE L

TRE SN, 2003 L0 “FIEFISIER]
X35 B OIEMEE Y > BRI LB lass
IR L N T R X~ T OFHEEICET S
5 1/1TARE BMTbhiv, £ OHERIC
DONWTIEFERIZBWTHEE Lz (7212006
FOAACR Fa, fth), RIBFRICHWOLIZH
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In vitro 28T Dt

X 1 ORRICHER AR Z 7 7 (HLA A0201+
or A2402+) DRFYIMEERA>S 1L-4, GM-CSF
ZHWZ@IEIZ LY invitro 12T immature
DC ZFFE L, HIZ, HER2 Btk allo FLuAHE
Jo Rk £ 721X % @ cell lysate. £ fll
maturation factor Zffifl L. mature DC %
i L7=, Trastuzumab ¥RAN < HER2 HUF 4
7 = AbDOF L I 5 DC phenotype DiE
UM DWW TR % & 4812, [F] DC @ HER2
KB CTL 3HERRIC OV COME 21T > 7=,

X 1.

X 2.

Effects of Trastuzumab (Tr) on DC in vitro
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Cytokine productions from DCs Increased ability of DC

generated with HER?2 antigen = Trastuzumab 0 induce HER2-specific CD8+ T cells
(IFN-y ELISPOT assay with HER2 peptides )

Method:

Day -1 PBMC from healthy donors
37°CON
Day 0 Plate adherent cells with rhGM-CSF and rhlL-4 in CM*

Day 5-6 Antigen stimulation w/o Trastuzumab . —

A. SKBR-3 cell lysate B. MMC-treated SKBR-3 cells
e o e 7
° ° Y |» DC characterization
HER2 V2 (phenotype,
cytokine production)
= Trastuzumab Iso(Rituximab) Trastuzumab
l 8-16h
Day 6-8 DC maturation with LPS/TNF-a..
l <48h -

Day 0 Antigen-loaded mature DCs + CD8* PBMC
L Day5 IL-2 50u/ml
Day 7-8 re-stimulation with DCs

Day 14-16 IFN-y ELISPOT assay with HER2 peptide**

k. X3 din< HRE2 BE:itva e (F-3)
FLE E BT xF L. JR) P M B o % R b
Trastuzumab FFHIZ K 55 1/11 FHEE R ER %
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Trastuzumab JEWEEEFE (HLA-A2, -A24 SEH)
DARFH L 2 VT BRI S HURURE B2 CTL
precourser asay #{TV>, TRHREAE & OFARS
IZOWTORB T TN D, %5 &k
Trastuzumab - RS REE O E G % &
T RAGI., AR A S DR R IR &2 V=40
BEFRIRRE 2TV, BRI N T A= —L D
FABAPEIZ DWW THEEHFRIRRET 21T > T <
TETHD,

3.

The Combination therapy of Trastuzumab and adoptive cell-transfer
Phase I/11 trial in patients with recurrent breast cancer
- at Kurume University Hospital

Trastuzumab
2mg/kg-wt (i.v), 4mg/kg-wt for the 1st cycle
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| Atter 3 days

Repeated weekly
Cell-transfer (6 cycles)
®Generated by MLTC with autologous tumor cells and 1L-2

®Including CTL, Th1 cells, and NK cells

®Injected at local tumor sites

Cellular Immunothrapy
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Case 4: age: 59
Origin:  MMK,
multiple LN, liver, bone
metastases

Pre-
cell transfer

Post. 9th
cell transfer
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