LKEFHRERND

A 22 67 (3), 172-175 (2007)

A & BREETE BN 72 DDS Eeiy o B 5

NS

# Naoya Koizumi

[ERIB SN & v

1. & C & (<

B2 EEHZRICT v F—2RETZBIL,
SHETHMYEVTVS, HFE 0 IGBFIEERRY 4
AR DB IR AOGHE B D T 58§ 5 3H 525812
REL-ZETHY, CAPHMEERELEOEG%
Bz EFHECRY, LW & THLA R F
RBIWHE L, BEITH 5 HESHREEE R
SERFR 222, I T & ik (BURFAISER K2
¥oz), FIIIEM T BRI REMER) 25, %
HNTNEUBTHERIMEONL L VI EONH X %
HWATHE, WTIHS TREBEANDOHEFZ YL
7o, L LAAs, HFRE~NDOREBEFAHGEE
X8 AEEL, HHETH - FEHIIRFWITITZ
D8FHTH -7, MRMITEFIREBENDHMEF
R LETZDTH 5705, FIIEFZFAYEIMBA
R T — AHE L2720 F ) XY T
NDIADI=DTH A, ORI ANAEDMZ -5 EiH
BLEZEIIHEECZ W, R¥BRICEXEL, 35612
KELUREE & % o 72O A3 7 PR3 o £ i i AR FFE
DORIZEFR IR (BLEE I G bE 2R A HAs )
DIEET B AW MEBIINRITEAE & LR IERIC
%Y, KIOMZEAMEE BEELBENEN 7 o

A LT 17 ERER R F R F BRI e RHE
TR T, i GEER). HATBOE A BRI IL A H A
WEFE T BT FE 3R B A5 T EABIM T 1 ¥ = 7 MIRED
REZRT, T 18 4 4 A SR KRS A LR
P, P18 FEHEiET - TUNY —WfEEE 6> v
AU AR EZE, HARERFLSE 31 MEA £ 3
J — Postdoctoral Presentation Award 2 &, HAEIZE
5. WFEDE v + — : Enjoy Science!! @R H X 5,

&y, A —=K—=F, v=0r7, BEKDZI—
74 7.

V7 b)) —=F—) OFTHRIETHNZZ LT
»bH. KOMZEALDT, SHOMET —<TdH
% Drug delivery system (DDS) 7 7/ 74 V&
N7 5 =X B BIETFEABMOBIIHED L Z &
BTEZLEIHEZRIFHTH Y, ZORUIIHIZE
BOBEERE LIz, €Ok, WLEUHREORIZH
JER T RE) S TR S N (BIRBR KB
) L OWEERHE, IEHEELTOER
Fie¥z2 CTHW2, ZEHOWIELBIEIL L DREN
Lo E S THW I L 2BIZL TV
B ERENE L, AN E oMV IINEE
ELTRIZT vy F—RbDTH o7 BHEIIKD
WAFIERL R A TR B IRBUR O T, KEHITH R
THWZ LB FAGEIRITT XL, HH LRI
WREHTHHHTH B, HITFEREIILL DL E
FIEETHEHH- TR I I LRADTEH5HIOEHT
b5,

T, MEEVPREL o2y, SFMETFURER
ADA5 M THEPSE T2, £
WCRFBEB LORA F 7R (BE3EIERATEFT &R
FEAHEHTT Y =7 ) OMRERTHY, Z48
Pk BEREVE 2 PR FE S 2B 7 7/ v 4 VR (Ad)
N7 7 —ORBHET BHEZHMANTH. A%
X, BUEFEPRY A TOWLBIZTFY N —Y
AT LDOWEE, 5T A= XL %FH L7238k
PO 2 RDOBEE 25T D, BHELRERN 25
WTHATHWTWS@mE OBFRICA L TH R %E
Fo THIFEFEWTH 5.

2. 77AN—HEE ADNT 2 —-DFF
BIZFIRBE X [EHOBHRE HIE LTEIES

172 3 Al 4 Vol. 67, No. 3 (2007)



@A T2 EA LM E AoRNICkE35 2
L LEAGBEORMICERINTEY, Lo
FECHA, HERH L Wik Th 5. BIZT
BRI, 1990 4EITT 2 Y A THEIRFZE S AR 1Y
WCAZ =1L, ThETE L DOBERITH L THRIL
MENTEZD, HMEZOLRTVRL) EDOH
WHB:L R %57, —~HORBEROT TS REHE
EPEOSNTORVOPBIRTH L. ZOHRKD
JERIE, HRMOMBBIZEET 2 AN 72008 AH
Mids, LELEELZ TSI TwENZLETH
5. 2%, HWOMBICRIFE L S BIETEZEAL
HI DA OB 3B %2 5 2 v (RIVEH Il k)
HEOBEPA T THo722 s, IhoKEE
oW HBEETEANRY 7 — ORI BE K AT
bhTwad, —J, AdNZ ¥ —@ZEVWEETEA
RO 0D, Bt M OBIE IR

PEEBAARY5— BEBAIRNYE—
®
(] ®
] 1\

AT ~NISSURRE 1779 NSO

CAR :Coxsackievirus and Adenovirus Receptor

Fig. 1. WZERIAIRZ ¥ —O &K

LN319 CAR(+)

BRICH o L BRMER TV R BIETEARY & —
D—DOTH2V, Lal, BETHBOEELY —
7y M T H 5 — oS R 4 Dl A I
1, Ad ZHEAEDOFEIIMEL Ad X7 & —HHIRLIZHS
HTERVD, BIETEZTHICEATE RN L
BHONTWSE 23, T, FHOIIEETHE
HXZ7 74— LTHHENTWSE AdNRT ¥ —%
E5 5 LT, fii OMBBIZEIZEADTRE %
BIR7 ¥ —%HFBE L2479, 2 ), MK ST
ELTELK DML TS, A 77 U %
7RI T ViR & Gk UG ] ik Ze 8 2 Ad X
75 —%F L, ZOEMEFHERHNZ ¥ —-L LT
ODAMEEBRF Lz, Ad X7 5 —ORMfa~D &G
EATY FERAETH S 7 74 3 — L MiaLE o
coxsackievirus and adenovirus receptor (CAR) %
WMBTAILEDVE ATy T THAHY., £ TAd
N7 F—=DT 7 A=A 77 v L OB
HERTRGD(TAX= V=7 Y V=T AR5 F
VEE) BEH, FEART VR E AN E RS AR
VY Ty (DT rhaTo) BAEMARAIET 7 4
N—YEMAd XY ¥ — (£h €N AdJRGD-L2,

AdK7-1.2) Z/EBL7: (Fig. 1). ThH7 74 13—
WER Ad N7 & — @Ml oA 7)) YR
NORT IR % R LIRS B TAH Y, CAR BN
MIBLI X UCHERAL Ad X2 ¥ — (Ad-L2) @ 100
UL LOBIETEAREEZ R L (Fig. 2)9. A%
ERAd N7 ¥ —OBSIE, ChE CHRETEAN

Ad-L2
AdK7-L2
AdRGD-L2

LN444 CAR(-)

10" 102 10° 10* 105 10

Ad-L2
AdK7-L2
AdRGD-L2

SF295 CAR(-

10" 102 10% 10* 10° 10°

Ad-L2
AdK7-L2
AdRGD-L2

10" 102 10° 10* 105 10°¢
Luciferase activity (pg/10° cells)

. . ——
O
>
Py

|

Relative cell number

Fluorescence intensity

Fig. 2. Comparison of Luciferase Production in Human Cultured Cells Transduced by Ad-L2,

AdK7-L2, AARGD-L2.

Cells were transduced with 3000 Vector Particle/cell of Ad-L2, AdK7-L2, AARGD-L2 for 1.5
h. After culturefor 48 h, luciferase production was measured by a luminescent assay.
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Fig. 3. Intratumoral Luciferase Production in Mice
after Intratumoral Injection of Ad-L2, AdKT7-
L2, or AARGD-L2.
Ad-L2, AdK7-L2, or AdRGD-L2 (1.0x%10°
VP) was injected intratumorally into B16-
bearing mice. Two days later, the tumors
were isolated, and luciferase production was
determined.
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Fig. 4. Luciferase Production after the Intravenous

Administration of Ad-L2, AdK7-L2, or
AdRGD-L2 into Mice.
Ad-L2, AdK7-L2, or AdJRGD-L2 (1.0x101°
VP) was intravenously injected into the
mice. Forth-eight hours later, the heart,
lung, liver, kidney, and spleen were harvested
and luciferase production was measured by a
luciferase assay system.
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Fig. 5. Liver Enzyme Levels in Serum after the
Intravenous Administration of Ad-L2, AdK7-
L2, or AARGD-L2 into Mice.
Blood samples were collected by inferior
vena cave at 48 hours after intravenous
administration of Ad-L2, AdK7-L2, or
AdRGD-L2 3.0x10° VP). Alanine Amino-
transferase (ALT) levels in the serum were
measured using a Transaminase-CII kit.
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