#R= C-19
HEREMHBIEHERRBESE

V2 248 6 H 7 BEUE

MEEE  FEEEMER
FFZEAR - 2005~2009
REES 17016014
MEFERL (FIN) DPABRBEDEODT T/ 74 ILVARNY A —EXUHERBHIES X T LD
¥
HZEERESL (EX) Development of adenovirus vectors and expression systems aiming
cancer therapy
HEREKRE

=ik £ ( SAITO 1ZUMU )

REKE - ERZEMER - HiR

MEEES : 70158913

R OME (F1) :  FFREESCEBEEZR S THICRZZ2WA A 1T 8 s FiREE
DU, AR BWRBIREG Lie WA RS ERBLT T ) A VANRY X |
DOBAFREIT -T2, FFRMEOM NI 7 e e — 2 — 2 AW, BWERETRE L
RS IR OMIERF R T 0 — X — b E WO X R A R T Cre ZREBLTH A vF2=v R &
Cre IRIFAICHR 172 70— X =00 ABIE F 2 RETHEN 2=y FE[F—_7 ¥ — kiZ
AL, TRy 77 —REM) HHo T80 UM ) X7 ¥ —OERNEZ i LT,
FOWET, X7 X —1EH-AFZ Cre B — 7RI L BMRI ¥ —OERITEEEZ 525 Z LK
WA L7272, Cre (12632 RIF 2 bR HT 0 7 L shRNA DFRIEZITV, EfiET ¥ —
DERITRL) LT, AWFZECTHENL L7227 Z—1%, DA TOREWIEIREZ R L Tz
7o, BREMEO D AT DIREDRERFT DO DET NV~ T ADMHNL BT 72, BITAK
WFZE DMBFE T RNZ E 7= Cre 3 5\ T FLP OE(GF BRSSO WNT SR 22, [FER
WCEEORT X —ER A WREICT 2RO 2 —EREDOMENLIZ S B LTz,

WFIER R OBEE (330) : Aiming gene therapy for * unvisible cancer” such as disseminating or
transferring malignant microtumors, we developed a “single-type, cancer-specific adenovirus vector
with high-level expression” possessing cell specificity and high expression efficiency. For addition of
high specificity, we used a cancer-specific promoter. Construction methods of two vector systems, a
“stuffer-deletion type” and a novel “excisional-expression type”, were established. Each system contains
two expression units: a “switch unit” expressing Cre under the control of a cell-specific promoter with
very low activity, and a “target unit” expressing under the control of very high activity depending on the
Cre activity. During the process, it was found that Cre was expressed at a leak and influenced on
production of the purpose vector. Therefore, we produced and screened dominant negatives and shRNA
against Cre. Using them, we succeeded in the development of high-purity production of the
“excisional-expression type” vector. Because the vector established here showed high expression
efficiency selectively to cancer cells, we then established a model muse system for examining effective
treatment to disseminated cancers. In addition, we also analyzed RMCE (recombinase-mediated cassette
exchange) reaction of Cre and FLP, and succeeded in establishment of novel production method, which
enabled us to produce many vectors simultaneously.
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