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LEFIZBEHZHOIC, € FOBEREOEARS MV i FICEMENR O TRIZFEHIC
BAHIETHZLZAL, BEOEULZERL2H L VBEREFOREICHFS T L HE
WKLTwa., SEELVEOT0 X EICHERMEERY:, REREFERVRE - RIETHEFED
B THIZEZ D /2.

AFERBE LT, FRTHE4RB I HHTHMIBENREREREZFFRRICAZEL, 45
McsEzmmE L7z, M4E8A 1 HRATREBME (BB EHIRFE/NER) 2»F%LEB,
TFAEI08 1 HATHE 7 (RVEMKERER, WAENE) 2 REEE LTRA
MEZHOL. SOLAELEIARBN THERMERDNDAXF2EML, ZOREL LTKE
HEPRB SN,

A. ERER#EBEFIME
a. REME MV RT7 1) X EOCH TEEFHME (REALEY, STHEH, HAKM)
AIEZSRZHRN, BRNERETEES*ETIRO THLZERRBEETHH. K41
HRE2HORERLBBREN L ZOREEXNRIC, TORELRBRELSTLXVCHEAT S
e, PIUAT ) VRIZEFOEREBREFTHL. 1TZF VUV DIFLALETOEERS)
TWRELZKR, BFIEIXHROMN LEEFICt.1210G—>A M IV a VEEND Y,
Glud04Lys 7 I / BREBWAHEE S N7z, T BEHKEON &S T 1213 nt.898%9899M C K &
BEEbN, ZORREETo TV,

b. GTP> 70k FOS—t 1 RIBEOREME CBETFARICET MR (ATHEH,
BIIEBXE, RBRIETF, $HAKRM)

GTP¥7uke Fuy—+ (GTP-CH) X7 b FuVYF 771~ (BH:) ® de novo &K
DHEEMETHY, TORFEIBLAMET L T2 3EEOFERT I/ BABRLEZORKE
PEET L. 20O GTP-CHRBERS 72 VT S VIERZ2— T SV AI v ¥ —
(FFa—=NV7IVROPEDTINY) ORZCIDEEZPREMEEE L, $7- GTP-CH 4%
RIBEBERETEI A V=7 (BIK) 2 RA4ET 2. LEMTREAEIC2O07 70—
FEEDTVE (MRZERM R, BEHREEEKERES R ERRFT ST EEFEHELRM L
D FEAF).
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i) YU X I a1—4&>2 b hph-10)RIEHE OB

hph-10 GTP-CH BfzF0& a3 — FHEBE OS5 * LR (=749-1) o> -2z v v 7%
BZH, ERIZDON ok, BESLIZLEREWREFTHS., —hFA7u~x bt - &
BEOWBECLVHELLERAT Y AOERBAF 7O 74 — VTRV ZVENVEVBRDPAERE
W, RENSY VBAEBIETLCBY, hloRBABGHOFERZEBEICRZL EE
Abhb.

i) EHNERAICL B ETFREAROERMR

E—BWL L CGTP-CHEGETERYY A2 ERT B0, ¥/ LBEFOIXFY V2, 3
FEOGHEB Y neo BIET L gpt BET 2 BB T2 £y VCBERRZZF—F v T4 v IR
7Y —RBERTH 5.

c. REM7I04 FRYZ2—0O/8F— (FAP) OREHEICET 32 FREFHME

(SRR, $#/AKHM)

FAP ORHEIZBHIN/A, BEMNFVAFALVF Y (TTR) 7 384 FICERINFEE
KEDFTHRBEIEIZHS TR, RABZIhE2STREZNICHEAT L0, BICHEL
eMEPSOER TTR HBEEICHE*ER, ChEEESHELMAEGHLE, BEREDODD
bEOLERETTRORZEEHERATTH 5.

d. NBEGEE (CTX) OAFEEENMAE (KBMZ, RBEETF, $5KKHM)

1978 ICH E S HE LARMEZF L EZLONDFHFEED “FRIREETELES 2
Cerebrotendinous xanthomatosis” OMEMICB T2 BEFRELXRET A I LI LA, K
ML) >~ 73 DNA #4881 & L T sterol 27-hydroxylase (CYP27) &z FWiH % PCR¥IEL, &
EEFIZREL2OHD (K EMBEARZ Y = v 7 L OEFRMNFZR).

e. BRI DNA DR (RIS, $HARKF)

JEPToO DNAMBMI B EHIWE LT, FF~7 ARABFORKDNA P LERL 2T
A7 —khe s ADNAICHABEZRT 70—V 2E, B cEDTWS. Zorsu—
VHOIEV VORBERANLENT, ThE 7 uo—7L LTHAEIGH L% 3 ~ 48D
TOM, FrEE, BB, MR (SHIEESRIBENAR) X DHH L7 total RNAICOWT /U7
Oy MEfTo2dY, BHREBED R o/, —F, TROHLOMBE ) il LA-RIK DNA IZoW
TAZ 00— O %Z PCR-YF 70y MIEXDVRAALLET A, BBEIGH OB & FFEIZD A
RrOa—VOFEERD. O Lid, REEIAHLZFSHMBFRWRIKDNARRD X 7
ZALDHEEERBTEIDTHE. T, TOFTA T —FhOBRYVELEN &L 70—
IZOWVTH@IT % ED, EICHOREFBRICOARBEINDESDEHFE TS, 70—
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YD O -V OMBRREECPEIPETRIAFTHS.

B. EIEBEEFHMT
a. BOT7ULTILN-T7EFINISZTT—F (NAT) ICEET 3R (NIEE,
LTWREF, $HKREKM)

HAIRED—EDIFIEIZE Y O NATZ RO FHRELBHET LI LATE L. NAT
IR SNTRROBEIIFBON DR, & ICMICHFET 2 NATOAEBEOHRHTH 2.
fti > NAT 122 OB IEMSE L MEMREMOFE,» S AT, FNATO X ) 24kETI VT I ¥
BTk, ROOHEBRTINT IV EREE L, —a—10 2 OIS SV Ix2 b Bk
Fys ETEERFEEZHY, H5EORRMEREICHTIEZHERAEL C0DE I LHE
Abhab,

AIFFETIE NAT ORA G A R OB EZ S 22123 5 — 4, MNATOWNEEEEDOE S
BHELTFXVZVIZEBL, NATORIELA ZAFREAR NV F YV PV REORRTHE
HENS “FXLoVRBE OFIMICEE LTV A2 ETFTAZLFHEEICLTWV S,
KIFFIIEGEERA Y — L7z,

b. O -XFINIFZUDNAXFIESLZXT125—F (MGMT) BizFSHOEEERY
WHZE (FLE 5=, RBREF, $HAKM)

TUFVALFNZ & 2 DNABBZ2BET28E MGMT OFERICIEHLBEREDOH L 2 L
PHRESINTVDE., RARZZENNFMGMT BIZFOLEIERT 2 iEELEEL, HRAA—
MeEH & 1 512 PCR-SSCP#IC &L W BIZFEREMBE L TEADS, FZIlBEZ0ERRN AR
FERERL, MGMT Bz F£EOFENFHS 2R o7 (K B1). HB2IW (F£R), Vi,
VOBRX Y TFNOBERIHE o THHET 22 L 2RT LI, BEANTUEEEK (VI/V2) 0%
WE L EOKk (I7) kA4 KGR, FREBCBELTVWE I EPEKE . RESEITE
BBEFEWIE, PRABEHRBSOSRTRLOEEREIEE SN,

SEBEIEREDVARROREmRE ThHKBBEZIOAND MGMT B FE B OG54 2 BEE
BOZNLLEBLAD, MEBCEEEZERZOON o7, T-REBEBR, OB L 724146
® DNARRARIZOWT MGMT BIZFOEREREL 72D, TO5MHITREFEEROKRME ) ¥ 3
REMBIZLCHBALODOLEEETIR P o, LA > T MGMT #ET £ R ISKEE O S E
S LTWATREBIZEEN THS. —7, xenobiotics DEG TR TRIBENB/S—F VY
VIRBEIOANDARSHBRFRI A TRITV, BEEBHLEB LN, AEEZIROH
Nhrole, RERPNR—F VY VIROBEICHE L TWLWHEEITENTH 5.

BEVL, V20RBEERELED TW5E (BN, BRESEHM, BEEBMLOLR
Brge).
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Structure of human MGMT alleles
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C. &% - Bz FAEENHAR

a. P77/ 9AINR - RI 42— ICLBEENERRY T FHA U BIZTEA

MR T 7 ) TA VR - X7 & —Z¢ b IL-6cDNA Z#ARAA, EEEE~ Y AIZEAN
BELEESHREZBE L (RK - FEAEL, KK - =W - BREZHE L 0HFEM%).
vt MNEEELSICT T AREEABRBCB VY IRIEELREZRZLTVWIMAEL LTS —
THIfL (Tc) BTSN 5. TeDHLBRICIE Te LR F (KHF) OFEENLETH S &
T, RABZWOTHMEL, ~EOEBRCTHEMEZHO ML TEL., 25 TH, IL-6IFKHF & L
TERL, Vary¥+r bMIL-6&HEE~ Y 2S5 LIEEMNREZRT L, RO IL-6EETF
BAFMEzEE~ Y ZICKRS LERLZRESHR LB, S0, L) ESHOMEEBICHEBT
BTHDLTT /) TANARI S =% HOTH S b I 4 Y BIEFHEBELETL.

i) ILGBIEFEBALETT/IMILVR - R72—cAVEHEDE (RALT,
AP, ZBRIEF, RALF, SHMF, AHRTF, $HAKM)

IL-6EIZTEAT T/ 74 VAT % — (Adex 1 SR IL-6: Adex IL-6) % FBL-3 (HI#%)
H#E CO5TBL/6< 7 A2 i- p#H&G L7-#R60% (10/EH 6 L) DELERBERDDL. SHIHN
7% CD8'FBL-3%FZM Tc S HFE S h, TLEBEMATL 5 &7z (KCL).

e MEICBVLTIASESRBEREEE CTH Y, Lido TRIZY 7 AEREERE RLS 2T
RO ELA4A) Y 8fEREFVELTHWE., SRODOEHER L7-EE< 7 212 Adex - IL-6%
B5 L, BOLEWALRMEHGNE L EGHEIEOONL, TLEEAOK - ) » 38 - PEC
TCD8 EBERFRENT I —THHFEINL., Thbb, F5-TOFHLFEIBRD THETD
BARGIERMEES IS LT Adex IL-61k Tec HMbFEEZ N L CHEEME*REST L L8
=X (AR

FBL-3 RL % 2T ) EL-4
30} 30 30
Adex(+)
z
K]
S 20F 20k 20
S
S
6)
Q
2‘5
a
@O 10f 10F 10+
R
Adex(-)
"=z 25 50 =1z 2 0 0= 12 25 50
E/T ratio E/T ratio E/T ratio

B C1 Induction of cytotoxic T cells against syngeneic FBL-
3 tumor cells by in vivo transfection of IL-6 ¢cDNA with
adenovirus-vector (Adex 1 SR IL-6)
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i) IL-6EEFHIL-6L T2 —BIEF+gp130@zFEAICL ZHMEBGVROBRER

E5, IL6EEFOATLELIL6LET Y —BIEFE2TT/ TANVR - RXT T —ZHARA
&, FBL-3ESE~ 7 A ZH&G5 55 LM - 1) » /38 - PEC H112 FBL-3ICHFEH %2 CD4 8% 5 —T
FEEHEHICHERLZ. Thbb, (IL-6RET+IL6REET) EAKRD (IL-6EET +gp
130R EfEF) BEATHEHEITZD LN, & 512, (IL-6EIETF +IL-6R &fzF +gpl30R &
ZF) BAZL YV EDEBHRMEER (Adex IL-6EMOKS0fE) 25RO SN/, /2, in vit
ro T (IL-6#&fzF +IL-6R Bz F +gpl30R #EfnF) EAMRE THBTHRDENI2F 7 —T 451k
PRESNL, TROOKRID, AENCBVTEMEOBRBEO THiZICEAIR/ IS
DBRIZT LHEMBCEA SN IL6RIZTICE WV HUESERAOHERHRIBEIND Z L AR
®E Nz,

i) BeDx S -THIRMEICEASET3H 1 Mha 2 BIRFEE

Adex IL-6¥%5-i% Adex IL-2% Adex IL-7T#¢5 £ 0 b RLO2TEERMERI ROSHK D H VR
Boniz. (Adex IL-6+Adex IL-7) # 58 & (Adex IL-6+Adex IL-2) H5-# CHMiat o *
7 —EWOMFERPR SN,

b. SCID-huEFINERAVWTD IL-6BIETFEATTF/ T4V - NI 2-DEBENEGRAERS
&3k NEEMDR (AP, TBVEEF, RK5LF, SHFMAF, ABRF, KK,
HEL£7)

i, AWESCDYYRAICe FPBLEZHEGL, 77/ 9ANVA - Xy F—2Hw/=¥% A b
HAVBEEFEA LB THERAESEC (1ZI2100% OFEX) fiv MNEBREZHEELD
% SCID-PBL/hu (B L C SCID-hu) D&% £ TR L= (K C2).

. SCID-PBL/hu

Human Human
PBL Tumors

s i $ : ANTITUMOR

EFFECT
. INDUCTION OF
CTL
IL-6 gene using
Adenovirus Vector

X C2

—1256—



i) RAERR - £ MNEFICHT3HE MNEBMR

tb (BEAN) PBLEZi-p#5 L C/E® L7z SCID-hu ik + BEE M CESS (EB ¥ 1 v
ANFGVATA—LF) Zi-pEG5 LHEEREL L2, THIC, Adex IL-6% EHEAEKNIKRS
L7z, ZTOfER, Adex IL-6RGHTREBLEFRER LEGYRFRO LN (p<0.01).
Adex IL-6%5HTIIEENELGEHBE RS SHERICEAD L, BEHBRHEDR O FEEL 2.
ZNHD Adex IL-6IRSHTIIEMM L, PECIZHEWF 7 —EHIFE I N, ZoOFHEHI
CD3*CD8*t b - FF—TIZLk o THEIN, CESSICHEMNTH o 7.

i) B2k ME (AR) (CHT 2L MESHR

BREE ( 3HOBEEEE (GC629, GC408, K1 GC814) & 1 BloKBEEE (RC422) )0
PBL % # N ZN#5 LT SCID-hu 2 kB L72. TNRHIC& 4D HETHEEHES LM SCID-hu
EEBLL, Adex IL-6%EHE - p#&E5 L CTHEELITo 7. BEEE PBL L BT BERMAELE GC6
29% #% 5. L CIEBL L 7238 SCID-hu % Adex - IL-6 T3 % &, PBL# 5 14H 1% 0 & kA
M, PECHICHCOEMBICHERN L b CD3Y, CD8* % —THBEFFEIN:, T4b
L, Z0OF 7 —iEH Mo B GC408, GC814, KME#E RCA2Z2RMOKED & M EMAL I L
TiFEEO N o/ (KC3). —F, KEEEHE PBL & BOKEEMIL RC422% %5 L TE
1 74898 SCID-hu % Adex - IL-6CHEET 5 & T O KB RCA22ICHRM 7% L b CDI*,
CD8*% 5 —T HEMNTHL - FHEEN, HBROF T —T &3 BHE GCE29ITx LIFEN %
RE ol

EoIC, MEESEOMITEITo7:.  PVEEPBLLEC OB GC629% %5 L TIER L
724838 SCID-hu % Adex - IL-6CHEE LB TREERNRMOBBOESERIIEBD LML
Hot. —F, IL-6EEFHEAL TV 2\ Adex - SW THEHE L - B CIRIEEY O 5k & B
BB EH RO S,

(%) (%)
40 40

GC629 I KS62

30

20

O PBL+AdexIL-6

10 [0 PBL+AdexSW

% Specific Cytotoxicity

X A AdexIL-6
AdexIL-6 lé | g A
0 . L N L L 0
6 12 25 50 100 6 12 25 S0
E/T ratio E/T ratio

B C3
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c. (bcl-238EF+IL-6:E{=F) double transgenic ¥ X & B\ 7= f#4f

IL-6EEFEATT AL bl 2BZFEATY A2 KB & (bel-2+1L-6) double transgenic
X RAERERLE. IS0 IL-6GEET & bel 2@z T OMBEFAMEBER I ALY ¥ /35K
ZBWTidin vitro DA TR L, invivolZBWVWTHF T —T Ot - HHEDOHEHE DA T
Bl FT—EREREL-FIEMNEETAZLEZIILDTHL I L (KIRKEEZE L
REREEE S L OXFEFE).

d. 41 bH A > transgenic I ARVY A NS U BEF/ v I 7T MY IREAVIERE
& R ARET B D BEART

IL-6 transgenic (Tg) Y7 ATIRF T —TOMLFEE N L - HEHHE L HRIITRL 7.
—HIL6EEF /v 777 I ATRFS—THFEOMH & & ITHEENROERLZET
%77 L7, (IL-7T+IL-6) double transgenic ¥ 7 A TRREMI A4 bW A VEEFEATT ALK
N, ¥F7-THLFEOMEEIRZRL .

e. RARIEETFTINIIXEY S bHA EBEF

IL-62S RAEBOKRE - HWEEICWAICEE T 5 7%, IL-6 transgenic ¥ 7 A & F > THAT L 72.
IL-6 Tg BDF, ¥ 7 ATREFLVIS—F VEEHA*FEL, BEWRABKTETVERDL I L
BHELPI ko, EHICZDOY T RICIL-6RBIEF RV gpl30BIZF 2 EA LB 247% o
o, FORBRIVEBHLRBHRPFEINZTEEEIRBR SN (F& L THRBELTM,
MERBEEL, TH—FHELS L oRFERICZES).

¥ & B &%

FEHX

1. Sasaki,H., Wakisaka,A., Takada,A., Yoshiki,T., Thara,T., Suzuki,Y., Hamada,T., Iwabu-
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