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BEY  FREFH KH53313

BR 7B X SRR OB AERILITHE DWW /8

IR DFFE

BT B OKRBRRFERZEER
ot 7t & M| ER

HREE RGD 77A/3—3a—F U T T /IANARIE—E T, LT Rh—
Ay BRI FEEALHBHIRHIRRT 75 2RIML . in vitroF5 8B RICHEITHRIEFEN
WA BTN in vive TEIEE T WA BT AR G S e (C > WTRET L -,

A. BIRE®

IR S 8 F OB (T LT, bkx TR 1T HHE
JEREHTRL (tumor-associated antigen:; TAA) O[E]7E
DA TAA R REVZ MRS ENE T MM (cytotoxic T
lymphocyte; CTL) B & A LW $TAZLTHEE
HEBRL SO &4 A6y FRik A i iR OB TR R L L T D
EMAHESIL 225D, N ThH, REROFEFELL
TH RGBS E B IO EREISE O & ORI #HE
ORI (dendritic cell; DC) 7 ¥ a8 hELT
X, invitrolZ T TAAZEALT-DC &V /F kL
LTAEKICERETOMREERENTEREZRD TS,
ZofDC WEEHRENT, vVAET AL TORMICE
WG oA R U T AR R S S
ENTWDHIENE, BEIC TAA EA DC U7F 20
TehF v AL —rat )4 —F B L OHFEHE TH
BHEN TS, LA L SLI O BEMFRIZE VT,
FOERERHDLNIHRIROERRL 7Tl L1216
BEBHFELNTWRVONBRIRTHY, DC FRFEHE
DO BETOF DI DO TR BEA R LS
BHENBICES>TWeW, ZOLIREROLLE. DC @
EBRHIRAE RO DN A AR ORISR LT
LaSTT, DC MRS RRIEOR MMM L2 HrEL T
AR E T2 DC 77F - OBRER B RRICRES
HBH-HDFERDHRBEANITOR TS,

HEERPIZELS 4T3 DC L. ARMBBALTE:
BmIRE (PR L - aRL-%. MRANTHRES
FExEb—T T FRE~EFRE (Fakui )
FTHEEBICHTRY o/ Hi~EEEL . EEMMKE SR
{57 #E1E (major histocompatibility complex; MHC)

BFENLTCHA—7 T filasHs i3 A€ —T fila%
FURRE REITBAE - 1EME(L 35, 372bb, DC BRE
WIEICEWTIE, 5L DC D2FnY 3 filing
BlEL, T MfaEFLEACH EERL T TRES
BRSNS, LLLSbRE0mRIZE\T, Y
I7F L TERE LI DC OAENFEMIFHLL L
Bfp (4 BREE) THHIL, LR EHMINLE
BRCATRY 238 ~LBB1T9 5 DC Ehk 5Miago
BTN 1%CbW2nl, B TE, T
DOFRED—2iF, &5 DC V7F - OTHb—RIZL
HHIRAFETHY, “EEI-HIR" % 555 DC £ e i
EORELE I, TMREEITHS DC VIFy
DEERNFROIER, ThbOLEENBLENO V]
AN DC 7o F o DAENTIREER LEELT 7R
—FRFHTHILEZ NS,

TR ZH#E &L T FEM2 Bel-2 family 57
Fid, EIbaFUTHE EICREL T aA e 2
EOTHRM L AHERFOHHEZHIETH N5
nTWa, £, BEETARB TH-7- DC DAEKNE
| EEEHE - Bel-2 family 4y F25E<BI 5L, DC m4
DA T EHRETDH 3 F2A4~—"LLTHET
DHIEMHALYNERD D285, Bel-2 family 53-F DM
THHIC Bel-x ¥, DC BB FOMaKin LICBERL
TV % CD40 R TLR4, TLRY %/ L 7=l #h - &t (A B
ERHBRICRELA—ANC LR T2, DC D
AR LS TR ICHER S F THLILNTR
EhTW3, EBIZ, Bel-x, DAy T a4iatn)vITD
= AH #D DC & BTG, Bel-x, " DC 1Y
YAEI~DOBITHSCEOROREFEENERTD



ZENHBMEAESTEY, Bel-x, 73 DC D% M AE% #E
B4 ELTHEERZRFTHAILNRBIN TV,
FITHEH L, AR Belx, LA RALT R L
Io& 5T Bel-x, DIba FUTHE~OR AR L&
V7 Rb— L AEMEEEZERE (Bcl-xFNK; FNK)
ZTAABADCUIF ARBIEDHILTI TR —
AEHME DC Vo F U IR ARSI L0 TENE, DC
ToF DA ENFIREEOWEICIES DC #HhE
FIEOTRBA 2 MR LIZRBBOTIIRVDED
BRICE-T=,

—#%IZ, DC 1= TAA T FRE/LA, E1213 TAA
EAHYARSEDLHIEEHEL T, DCICTAA Y F%
BIETELTEATHFEIEIL, TAA 23 DC W THNTEM:
PUREL TRiAIZRBIL , CTL ORAE-TEHEic
D MHC class | 3 FE2M LIRS R ~EE
SNBHH, VR T Va3 MEMEERL -7 DC
T0F o ORIBIZERBIENBEEINTVWS, Lizhio
T, TAA GFEEBICT RN —2 A5 F 2R TEL
T DC T BATHT7 Fu—Fi3, TR RIEHH
{5 L7 DC 72 F  DAIEIZ R L TR THERRT
Ta—FThdLEILND, £ZTAMFETIL,. DC ~
OEET B AZRIER AN END RGD 774733
a—HRTT JPANA (ADRGD) <7 —kBFETS
L Eo T HIT R = A FORIE FIEMA ML
7= DC DREFHIBRELRBRITL . BN RERIEEL
3% DC 77F L DAIRICRE 3 2 EaEMNF RoOIE
g LY e

B. BfRN®E
[ARGD ~2# — DR L U]
KRN T 7 /UA /LA type 5 (E1/E3 18
R H) FEARRRETOIEMME AIRGD ~o5—
. An#@mzEL (ERERUFER) LORRBLE
improved in vitro ligation method (2 #E#LL TYERIL /-,
Bel-x, cDNA &5 E FNK cDNA Z##L 7= 77 A3
(pEF1BOSbel-x 3L ¢ pEF1BOSbel-xFNK) (A A
Bt (BAERKFRFREFZNER) Lofksx
%, CMV 7aE—4— 3B FIZ Bel-x_ 5V FNK
EFE S5 AARGD-Belx, L TAIRGD-FNK AL
Too EToARMZEITIE, LARNICHEL-=0UREIRT

7322 (ovalbumin; OVA) &HAWNEAT /—~BEHLR
D—2>ThHD gpl00 #FHE T 5 AIRGD <74 —
(AdRGD-OVA BLT* AdRGD-gpl00), 25Nz b
B— )L R F—L L TN 72 7—EREE AdRGD <4
— (AdRGD-Luc) Z{#EML7=, & AdRGD ~Z7¥—i%
HEK293 Mgz AV CTHIEL 728, kv ABE
A)EIELETHRIL . HEK293 M % F\ v/= end-point
dilution method (2~ THEEH: 1 fli (plaque-forming
unit; PFU) Z® L7,

[Bel-x, 3L FNK B HORBEMR]

Bk A B ¥ AB49 #ME B (= AJRGD-Belx, .
AdRGD-FNK , & % \ {3 AdRGD-Luc % 50 MOI
(multiplicity of infection; PFU/cell) T2M{EREES
ZLTRIEFEALR, B5% 48 BeR%ICEIR L 7-#ik
Db E R R A TR L . £ SDS-PAGE/western
blotting Z4TH9Z&IZL>T Bel-x, AV ViE FNK BEAH
DFEBMEREAToT, 7o, 1 REUAIZITHL Belx, T
fk, 2 PURIZIT HRP #3kBi~ 7 2 [gCrbifkz i L
oo Flz, RIERICEE T8 A L7 A549 Hi AR L Hi R s
WA HEL . 1 RbuikE L TH Bel-x, HiiE, 2 khifk
LU TFITC ik fi~7 R 1gGxk light chain fii{& % v =
flow cytometry (FCM) ff4rd - TiT -7,

(=7 AB 8% DC OFMLBEE T MA]

C57BL/6 ww A (H-2") OB HiMka% GM-CSF 17
ETFT8 HRESETDILICLY, KA DC 245{LiHN
L7, DC ~D# (s 8 AL, fie D MOI ICFRRIL-
AdRGD ~2 7 —8&®iA AV T DC % 5 x 10° cells/ml
(R, 15 BRI R L )G 37°C T 2
B A v Fa~—aLiz, PBS TH#iE, LEBEOE
BRicfitL7-,

[/n vitro ¥53% B2 3515 DC A F RO M)

50 MOI @ AdRGD-FNK %Vt AdRGD-Luc Tilt
{Z7 8 AL7-DC % 48 BERIE R L, 7H— L AFHHA
T#D staurosporine 2 Fli 4 DPEECHIFITTELIZ
20 RER RS L7, DC OAFRIIMTT IR TRIELT,
F7-. 256 MOl @ AdRGD-Belx,, AdRGD-FNK, HAU>
{% AdRGD-Luc Tilt{=-7# AL7= DC & GM-CSF (DC



ORI ) IEAFE T CHRERL, MAMLREFERR
{b# Pl Qe@ikiZ CREARL 72,

[DC DHIFRHRERLIVCERE~—I—REL~/LD
b ]

50 MOI @ AdRGD-Belx, , ARGD-FNK, &5V i
AdRGD-Luc T#{a7# A L7 DC % 24 FF[HIEEL . 1
mg/ml FITC HEi7 ¥ ArT> (FITC-Dex) #EHT5
PBS T 5 x 10° cells/ml (2@ L 7=, 4°C E72iL 37°C T
1 Bl A ¥ a—TarLictk, kmLic PBS THilD
% 5 [EIBEH L, FITC-Dex DHIFENEVIAZ (FUREA R
fi£) & FCM (ZTHEHT L7, E/=, FERICRIR T HAL
7= DC @ MHC class I/l 4, 3L#I# 5 F (CD4o0,
CD80, CD86). 311X DC =—H—"Tdh5 CDllc DH
HL~LE, TNENO 5 F IR RV HUAE Rz
FCM fRHTI LVEFRL 7=, 7235, IBADC LLT1 pg/ml
D LPS 2L T 24 RefElEs# L7- DC 2 AL

[DC 128115 MHC class | 3 FE T LIcHURERL A~
NORE]

50 MOI @ AdRGD-Belx, , AARGD-FNK, HA\ X
AdRGD-OVA % Hidh o\ i34 DA GhH TH
WTDCIKRETHAL, ZhOoDBIGFEADC %
10° cells/well T 96 /5% 7L —MIREREL | B ERAH
B 0.05% 7 VENTALTERERAWTEELE, Zh
BOY T NAT OVAre ~~7 FFE MHC class [
(H-2K") 5 TO/E L5 RAIZERL T IL-2 2
445 CD8-OVAL.3 #ifa% 10° cells/100 pl/well TH
hnL. 24 BERE OISR EIEPICEEND IL-2 BREE
ELISA (ZXOREL =,

[E.GT-OVA B HE K28R ]

25 MOl @ AdRGD-Belx, . AdRGD-FNK .
AdRGD-OVA, 5V \ix AIRGD-Luc #HilHHV T
fi 2 DM A EDETHWTRIEFEALL DC % 24
BEREE L, 5 x 10" cells/50 ul/mouse T C57BL/6 =
TAOHEMBEBENICRERS L, 1 A%,
E.GT-OVA #iB2 (OVA cDNA O+FV A7z 757k,
H-2% # 10° cells/50 pl/mouse TV AEMIEEEN
WCHORERRL, R ANICERE KR E=2U T LT,

AT FORICiE->TRHL, B0 EEHR
20 mm A=V AITL ST,

(FEFF ARG mm®) = (WEFO R mm) « (EHORIE,
mm)? x 0.5236

[B16BL6 [ HEE#E K8k ]

25 MOl @ AdRGD-Belx, . AdRGD-FNK .
AdRGD-gp100, 35V X AdRGD-Luc #Hiil&HDHU L
e DA ELETHWTRIEFEALZ DC & 24
HERIEE L. 1.5 x 10% cells/50 ul/mouse T C57BL/6
< AOLERESE A RER S L, 1 BR&E,
B16BL6 #ila (TAA &L T gpl00 ZFB,; H-2°) %5 x
10" cells/50 pl/mouse Tt AZE (IS0 B P91 2 B e e
fEL, FECLEEEICE A IS AR e =2Y 7L
Toa

[OVA % RAOKINHE# B (' Cr-release assay)]

25 MOI @ AdRGD-Bclx, . AdRGD-FNK .
AdRGD-OVA, 5\ T AdRGD-Luc # HUanHV I
fx OB EbETHOWTRETFEALL DC & 24
BEREE L. 2.5 x 10" cells/50 pl/mouse T C57BL/6
<V ADL RIS AIC &R S5 L1z, 1 AREICZ
NOED~TANGMEEA R H L, HEEL 72 A e %
E.G7-OVA fifat 5 B 3L t%3 (in vitro HUR A0
TARIETC 77— A RN, =725 —H
FADEETEMIL ¥ Cr-release assay IZJVRIEL., F—
7 RIRRICIE E.GT-OVA filBLUEOBKTHD
EL4 #ifa (H-2%) 2{ERL,

[DC DV /384T M 4]

EGFP Mo AV ==y s~ A (H-2" KIRARZFEMLE
WREFZEET M B Rogts) OB A
DC #FML ., 25 MOl @ AdRGD-FNK & AV it
AdRGD-Luc # MW Tls T8 ALz, 24 WEREE# &,
B FHA DC 2FAR Y AOKEEAIC 2 x 10°
cells/50 pl/mouse THG-L7=, £ A HNZFTRY L Hi
(RREY >/ 3) 2EMLL, 4% /3T LT VT ERT
BEEL-#%, HEASHEO R 2ERL, ZhbDERE
HOCBRMSE T IS TEEBL, 1 9 R 7=V EGFP A
fa¥z T s bickoT, #ELIZDCOY i



1 RAFFAEL,

[Vt iitd T MEaEELL ~ L OfgT]

25 MOI @ AdRGD-FNK 3%\ X AdRGD-gp100 %
Hidh o idfix oA EGbEt THOTR{EFEA
L7-DC # 24 BefHEE# L, 1.5 x 10° cells/50 pl/mouse
T C57BL/6 =V ADEMMHENICRERE LT, 1
B EICEHUFTURY 23 (REEY /2 Hb
Vo IR AZ JIRIL , B16BL6 HEfaL LI+ 5oL
T in vitro FUR BRI B % 0 % 1=, 3L553€ 18 B IcT
WOEEERERMLTEHIC 6 RS #EL, FITC
EiP CD4 hifkdh A\ X FITC #E# B CDS8 Hitk% A
WTH R AL, SHICHIBBEE SN AL - %,
PE £Eibt IFN—yHIA T, FCM (2L i
fapoiEME(E (IFN—yPEA) T MY 7ty holEE s
iR L=,

[t B E ~ D EC I ]

ARRICHIT DB B RRIT, [BET %R
ZEMEOERFEORICLDEYM DO ZEMEO KR
(B3 BiE#E | 2 M5FL TiTo72, AARGD <27 #—n1{E
AN BETEARBRRLGICRE T E AL DC
I DEM TBRIT P2 L~ E LIADRERR N TITV ., 88
Reffa - @B RS < TH— /L —7HELT
MHREETHIET, R/ —DRE~DEHBITFHLT
BREOMEERL, 2B, BEHFIIKRKERETF
iz EREZESERASNOAEICHE T HRRES
T TWD, B EBRITT KRR B ER 56 ) %8
SFL. ByfE k- BEORAICE SV TERLI, FriC
FHEEBRLIILD LT IMBBEEZ v RIC
DUNTEE, MBS 20 mm A8 Z 7= B 5 TRk - LD
KRN BEBL, RBEKET LU, $o, vUR~D
JEg Mg RS L DC #51%, HMAEMT D720
(CHREE T TITo 7,

C. BrRksH
[Bel-x, BLXUFNK EREORH)

AdRGD-Belx, 2\ ix AdRGD-FNK (2 L0 i#t{x 74
AL7= A549 MfROTERIR AU Bel-x, fiiExAvT
western blotting L72&Z4, Bel-x, @47 7t (28 kDa)

(T ICBER e SR 33RO BT, £/-, FCM #ir o
&R B, ARGD-Belx, 3L TF AdRGD-FNK 1%, 50
MOI D75 —HETI0%LL EOBETFHEA - R
RERLE, 28, 3 hp— LR — (AJRGD-Luc)
A LT A549 MERS T, MTHIE RICHBWT Belx,
RHTNT FNK OR B HEhieh -,

[Bcl-x, 5V X FNK B 7% ¥ ALK DC DT Rh—
VRG]

THRh— 2B A THD staurosporine LFFE T CHF
ELILZA, RGFHEAL T2V DC (mock DC) #
LUarto— 74— (AdRGD-Luc) ZEHIL7-
DC (Luc/DC) Ti staurosporine & fFH) 72 A 173
DIE T SO, Zhbal-bo—/L DC EHELT,
AdRGD-Bclx, 5V & AdRGD-FNK (2 k08 78 A
L 7= DC (Bel-x/DC, FNK/DC) X, WF h o
staurosporine #EA FIZHE N TH 0% RERWARESR
FHERFL TV, F/2, DC WIS HADY A AT
5% GM-CSF # & £\ E#IE T mock DC BT
Luc/DC ZIFELIZLIS, TNOLDOAFRITEAMIC
(ETFL. 5% 7 B BICBWTIZH 30%ICETETFLE
(Fig. 1), — %, Bel-x,/DC BLIFNK/DC DAEFEIZ,
b3 4 B HET 80%LLEATRL. 7 BRIZBWTHHA
60% DR ETEL TV, LIohi> T, Bel-x, $5\
i3 FNK BIEZFOEAN, DC IZ7Hh— A EHHE
(T 5TCELT7Fa—F THHZLBHALN LI -7,

e @ FNK/IDC
O Bcl-x /DC
| B Luc/DC
80 < Mock DC
33 60
2
E 40
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Fig. 1. Improved viability of DCs by transduction of Bcl-x. or
FNK in GM-CSF-free culture condition. FNK/DCs, Bcl-x,/DCs,
and Luc/DCs were prepared using corresponding vectors at 25 MOIL,
and then these transduced cells and mock DCs were cultured without
GM-CSF. The viability of DCs was determined by propidium iodide
staining at the indicated day. Each point represents the means + SD of
triplicate cultures,



[7Ab—RiEHME DC DR IY]

Bel-x,/DC 3L TF FNK/DC (245 FITC-Dex HthiA
HIEME B LIZEZA, mock DC BLU Lue/DC &iE
FRSTHY, BRI FHEALEIZES DC OHFAR
BE~DEBIRIZEALROLN DT, — 7, LPS #i
BC LRS- DC Ti, K72 mock DC LEigL
THLMARHIFEEREOE THEROLN, /-, M
FFED MHC 5 B L ORI S T OB L~ %
Mg L= 6 %, Bel-x,/DC. FNK/DC, LU Luc/DC
I BW TR DC (mock DC) LOHRBIL ~LHiHY
AN TEY, K DC (LPS/DC) (W RBL/ 4 —
MR b (Fig. 2),
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Fig. 2. Flow cytometric analysis of surface markers in DCs
transduced with AdRGD-Belx, or AdRGD-FNK. DCs were
transduced with AdRGD-Bel-x;, AARGD-FNK, or AdRGD-Luc at 50
MOI. DCs treated with 1 pg/ml LPS for 24 h were used as positive
controls for phenotypical DC-maturation. At 24 h after transduction,
cells were stained by indirect immunofluorescence using biotinylated
mAbs of the indicated specificities (solid histogram). Dotted
histograms rcpresent cells stained by phycoerythrin-conjugated
streptavidin alone. The data are representative of three independent
experiments, and values indicated in the upper part of each panel
represent the mean fluorescence intensity (MFI) of FCM analysis.

[ 7H— R EH M DC 123845 MHC class [ 3 F%
SrLichiR#ERL V]

OVA _FFKE MHC class | OB EERMLT
IL-2 25WT5 T M A7 IUF—< (CD8-OVAL.3
#ha) %R\ bioassay (CLY, EF AALF#E T Th
% OVA B{nF 34T Bel-x D\ FNK B 744
AL7z DC O B e hilf it Ry ~ B LA L 7=
(Fig. 3), TDFER . OVA #t{c - HIL ¥ A DC
(OVA/DC) i, Bz EA® 2 B HTE®WHURE
RL~LERLTWV OO, 153 4 A BICiI3REUE
FL, ##%& 7 B HIZERHBALUT Thote, — 75,
Bel-x, 33V M FNK & OVA #t{nF &% L8 AL DC
(Bel-x,+OVA/DC, FNK+OVA/DC) TiZ, % 2 A B

IZBWT OVA/DC b @W iR R~ &L,
FOHRAHRRERTELALDEKTFIIROLNS
OO, FEETAHICEWTH 2 B BD40%EREOCHIK
RV ULDEERF S LTV, LT2di> T, DC IZhUR
BIm L&D Bel-x, 50T FNK B F28AT5
ZET AEFHMOEREENICHEIHUFERI#ED
RHHERs 2 ERR TE D LD LR T,

2500
H FNK+OVA/DC
O Bel-x, +OVA/IDC
2000 [ ovapc
O Mock DC
E
& 1500 =
=
T
>
2
~ 1000 =
=
500 =
. 0., N.D. N.D.N.D.
Day 4 Day 7

Cultivation time

Fig. 3. Antigen presentation levels in DCs transduced with OVA
gene alone, Bel-x, plus OVA genes, or FNK plus OVA genes. DCs
were transduced with AARGD-OVA (50 MOI) alone, AARGD-Bclx,
(50 MOI) plus AdRGD-OVA (50 MOI), or AdRGD-FNK (50 MOI)
plus AARGD-OVA (50 MOI) for 2 hr, and then these transduced cells
and mock DCs were cultured without GM-CSF. At the indicated day,
the levels of OVA peptide presentation via MHC class 1 molecules
were determined by bioassay using CD8-OVAL.3 cells. The data
represents the means = SD of three independent cultures. N.D.: not
detectable.

[7HRb— A EHME DC (L XD HUEE 2R

TAA LLT OVA 2R 5 E.GT-OVA £ 7 /v
123V VT, OVA BisF L3S Bel-x, 50T FNK i#
LT EALRE DC OUIF - PREFMELILLEIA,
OVA/DC ZENGIELI-=0AIZBWTEDLLLZE
16 8 W4 A Zh B A4S . Bel-x,+OVA/DC & 5 W\ ik
FNK+OVA/DC #Z&ELA-HTIILY —R@iR /1R
7= (Fig. 4A), ¥£7/=. OVA/DC ®&EB TIE2FIicinT
EEAENRDLNDIZX L T, Bel-x, +OVA/DC
HIERE B I TUFNK+OVA/DC & Tidr Hud 10 4
3 Tl OEEE#EAGED LN (Fig. 4B), &6
o A/ —=BEHRO —2ThsdH gpl00 ZEEAEL
O sF o Fuba— w7581, Bel-x Bix
F-A 4L A L7 DC (Bel-x,+gp100/DC) &5V M3 FNK
248 A L7 DC (FNK+gpl00/DC) # gL =+ A
IZEBW T, gpl00 BE -HME A DC (gp100/DC)
GIFBEL OGRS IR RN H 2 R T AL TE
foo INLORBRIT, FUFRREFOHZEATDUER



D DCIIF LT, TR R 5L
7= DC DIF o HIMEICENET I FAETHAD
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Fig. 4. Vaccine efficacy of DCs co-transduced with OVA and either
FNK or Bel-x,, gene against E.G7-OVA challenge. FNK+0OVA/DC,
Bel-x +OVA/DC, and OVA/DC were prepared using corresponding
vectors at 25 MOI, and then these transduced cells were cultured for
24 hr. C57BL/6 mice were immunized by intradermal injection of
transduced DCs into right flank at § x 10" cells, One week later,
E.G7-OVA cells were intradermally inoculated into the left flank of
these mice at 10° cells. (A): The size of tumors was assessed using
microcalipers three times per week. Each point represents the mean +
SE from 5-10 mice. (B): Each point represents the percentage of
tumor-free mice in all tested mice.
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Fig. 5. OVA-specific CTL response in mice immunized with DCs
co-transduced with OVA and either FNK or Bel-x,, by AdRGD.
OVA/DC, FNK+OVA/DC, and Bel-x +OVA/DC were prepared using
corresponding vectors at 25 MOI, and then cultured for 24 hr. These
transduced DCs and mock DCs were vaccinated intradermally into
CS7BL/6 mice at 2.5 x 10 cells. One week later, splenocytes were
prepared from these mice, and were re-stimulated in vitro for 5 days
with E.G7-OVA cells, Cytolytic effects of re-stimulated splenocytes
(effector cclls) against E.G7-OVA or EL4 cells (target cells) were
evaluated by *'Cr-release assay. Each point represents the means of
three independent cultures.
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Fig. 6. Accumulation and survival of FNK/DC in the draining
lymph node to administration site. DCs derived from
EGFP-transgenic mice were transduced with AdRGD-FNK or
AdRGD-Luc at 25 MOI, and then were cultured for 24 hr. These
transduced cells were injected intradermally into the right flank of
C57BL/6 mice at 2 x 10° cells. The draining lymph nodes were
harvested at the indicated days post-injection, and the frozen sections
(6 pm) were prepared. The number of EGFP™ DCs per section was
counted under fluorescence microscopy. Each point represents the
mean = SE of three mice.
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