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(57) Abstract: In order to improve the efficiency of gene
introduction in CAR therapy employing a transposon tech-
nique, provided is a method for preparing genetically-modi-
fied T cells which express a chimeric antigen receptor, com-
prising: (1) a step for preparing non-proliferative cells ob-
tained by stimulating a group of cells including T cells us-
ing an anti-CD3 antibody and an anti-CD28 antibody, and
thereatfter, subjecting the cells to a treatment for causing the
cells to lose their proliferation capability; (2) a step for ob-
taining genetically-moditied T cells into which a target anti-
gen-specific chimeric antigen receptor gene has been intro-
duced using a transposon technique; (3) mixing the non-
proliferative cells prepared at step (1) with the genetically-
modified T cells obtained at step (2), and co-culturing the
mixed cells while stimulating the mixed cells using the anti-
CD3 antibody and the anti-CD28 antibody; and (4) a step
for collecting the cultured cells. Also, provided is a method
for preparing genetically-modified T cells which express a
chimeric antigen receptor, comprising: (i) a step for prepar-
ing non-proliferative cells holding a viral peptide antigen,
which cells are obtained by stimulating a group of cells in-
cluding T cells using an anti-CD3 antibody and an an-
ti-CD28 antibody, and thereafter, subjecting the cells to cul-
turing in the presence of the viral peptide antigen and a
treatment for causing the cells to lose their proliferation
capability; (ii) a step for obtaining genetically-modified T

cells into which a target antigen-specific chimeric antigen receptor gene has been introduced using a transposon technique; (iil) mix -
ing the non-proliferative cells prepared at step (i) with the genetically-modified T cells obtained at step (ii), and co-culturing the
mixed cells; and (iv) a step for collecting the cultured cells.
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2Fv 7 (2) TlE. FSYRARYVEICE > T, EHRREBENT A S
NMEZSEFEGCTIAEAINACEGTRETHMREEZ1S 2, 815, AFEB T,
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Insect Mol Biol. 1996 May;5(2):141-51.; Wilson MH et al., Mol Ther.
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91: 501-510.) . Frog Prince (Miskey G, Izsvak Z, Plasterk RH, Ivics Z
(2003) Nucleic Acids Res 31: 6873-6881.) . Toll (Koga A, Inagaki H,
Bessho Y, Hori H. Mol Gen Genet. 1995 Dec 10;249(4):400-5. ; Koga A, S
himada A, Kuroki T, Hori H, Kusumi J, Kyono-Hamaguchi Y, Hamaguchi S.
J Hum Genet. 2007;52(7):628-35. Epub 2007 Jun 7.) . Tol2 (Koga A, Ho
ri H, Sakaizumi M (2002) Mar Biotechnol 4: 6-11. ; Johnson Hamlet MR,
Yergeau DA, Kuliyev E, Takeda M, Taira M, Kawakami K, Mead PE (2006)
Genesis 44: 438-445, ; Choo BG, Kondrichin I, Parinov S, Emelyanov A,
Go W, Toh WC, Korzh V (2006) BMC Dev Biol 6: 5.) ZEZEDO SV ARV Y
ERRALEREEFER TS EICLTH LV,
FSVRARYVVHRICLDZEABRERBETHT AL BEOXE (HIX

([dPiggyBac k 5 ARV »IEICDWTIX LB DNakazawa Y, et al., J Immun
other 32:826-836, 2009, Nakazawa Y et al., J Immunother 6:3-10, 2013
. B¢\ i&Saha S, Nakazawa Y, Huye LE, Doherty JE, Galvan DL, Rooney CM
, Wilson MH. J Vis Exp. 2012 Nov 5;(69):e4235) H»"&E(C/4 b, AFEBED
FELW—REMRTIE. PiggyBac M S YRRV VEANEAINS, HEMNICIZ
. PiggyBac kS > ARV >3k TlEPiggyBac kS VY RIRF—F A 1— KT 28
BFERFLENISI— (MSVARF-—ETSRIR) & BHOS /A
V8% — F9%EET (CARERTF) HpiggyBacit@m = RIEBFTICH E N
BEERADZNIY— (S VARV TSRIN) 2ARL. IhHITD
DRy Y —EBHMIRICEAN (RS> R7x29>3Y) §5, hSVARATx
giaviliiz, Ly hoRLb—ayv, XAz oar, VRO
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[0016]

[0017]

[0018]

[0019]

gav, VYBAILIOLEKGE, SEFEZFEATES,

CARBIzF&ZEANY ST (FERVHERE) & L T. CDARZM4HCDSFEM4THARE. CD4
FE4CD8RZMETHARE. iPSHARE D SRS I N/ATHIRE. « B-THERE. v & -THHRE
HEFDIENTEDS, LEEOMEITHEXIZFIRMEZETED THNIE,.
A IHIBRERZAWS &N TEDS, REMH SR ET N SPBMC (R
B 35 LWENMIO—D THh 5, Blb. FF LW—REKRTIL. P
BMCITXt L CBIEFEARIEEITD .. PBMCIZE ETHAKM I NIE LV, . PBMC
DA FEICDWTIE, Hx X, Saha S, Nakazawa Y, Huye LE, Doherty JE
, Galvan DL, Rooney CM, Wilson MH. J Vis Exp. 2012 Nov 5;(69):e4235%
BRITDIENTE D,

BRFEAREERAMBIIZATY 7 (3) OHREBICEINZ N, 5
v 7 (3) DORIIC. BRFEAREROMABEETHEEMEAFT (B A IEIL-15
PIL-7) OBFETTEEITDZZ&ICLTH LWL,

CAREBIEFIZ. BREDENMEERBEB T 2FASHEZEE (CAR) 20—
K9 %, CARIZ., BHICHENLHREARNRAA V&, REBRFXAA Y, RUR
BHEOIT 209 —HBEEO O DOMBERS JFIL KX A Y EEU#EEET
HB. LT, ERAAVICDOWTEHBAT %,

(a) fAREA KX 1>

MRS KX A VIZBNICREN RS ER T, Bl MEA X1
&, FUEMTE / y O—FIILIREDscFvifF #5284, T2 TOE/vO0—F)L
mAEE LT, flAE BEE (7R Sy b 90 FLE) OHE E R
ik, b MEFRAEZEFBVLNDG, b MEE/ ZJO—FILHEIE. O
B WAETIZP®S Y ) OFE/7O0—FILHEOESEE & DR EDE
EICEUSEERATHY., MFOEBEROAE L MAGOEDICERL
b B X ST, RUOEEBEEEA ORI ELERICETET 5C0R (HAMRE
$Ei%) LIADE DA MMEADOE DICER L/ b MEICDR#ZHE (CDR-grafted
) Hufs (P.T.Johons et al., Nature 321,522(1986)) %=, b ~EICDR#%
WA OMBEEFREABD 570, YU ARG EHERMEOBEWE MED
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[0020]

[0021]

[0022]

L—£o—2 (FR) &#BIRT 55%. HEMOSWE NUELRAEZERT S
Ak, E MREICT O XCORERBHE L /2R I SHICFRIBIO 7 I /VBEB#RT 5
TFEDHBRREMS T TICHFE I CKERETEEL5850895. KEFFTFHE569376
15, KEFFEHES6937625 . KEFRFEFEHE61803705. RRUMIFEFE4512165, BR
MAFET 886820405, 5575528283405 K525 HR) . b MeimADERICFIA
THEHTED,

scFviifi & ik, RES/ O 7Y > OREAIEES (VL) & EHEAIEHEE (VH
) DYV A—EN L TERBINLBERTHY, MEEOBEREEFTLT
W3, UohA—& LT, BIZIERTIFRY) A—%2AVWDENTE S,
RTIFRYUA—&IF, BEERICTIVEBIERLAXRTFRHOLRBZ Y >
H—TH>, RTFRVA—DODRKBIE, TVt ) o hoBERIN
51)>Hh— (GGSY > H—GSY)h—) THD, GGS)>H—KUG >H
— BT TFI/BTHDI T ERY VIR, FREEDH A AN
. UYH—KNTEREBENMERINICCW, VYA—DRIEFICRES
nawn, Iz, 7/ BBERERSS~25@DY Y H—EHWVWE I ENT
X%, VDA—DRIEIFELCIX8~25, BICHFHELIZ15~207T
b5

BRICIE, BRI, ESMRICEENRRRISRD SN RE/AV
5Nhbd, TITO MNFENGRIR] S BEEUAOHMRICIEER L TERER
WLEBEAFREINRO SN B & EULW, BEUAOHREICEWTE L FIR
DRVWEDICRE T 2EMIG GV, BHMEDOHIE LT, CDI9ER, CD20%7
B, GD2#i/E. CD22#%/E. CD30#L/ER. CD33#i[E. CD44variant7/83%/E. CEA¥L
BE. Her2/neufiE. MUCT#iE. MUCAHTEE. MUC6#L/E. IL-13 receptor-alpha?
AL 0O7Y VEREH,. PSMAHL. VEGF receptor2 K& ZEIFBH I &N TE
%

Iy M S8 4M AR BUBRARRE IC FIR L T UL B GM-CSF (EEfuIkE kI 0 = —f)
BET) SEFREZENICTZIEETES, Z0DFES. CARZERKRY % a4
KX A 2Zid, GM-CSFRBEHED ) HY RTHBWM-CSFABVWSENE, ZL T
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[0023]

[0024]

[0025]

[0026]

. BERESOBDMAFRME. BIIRRISRMEE. 8IS A CAR-THERZ D
B sy, SHIBEMER. SHEMN. SHEEEMERERE (CMML, JWML, C
ML. MDS/MPN-UC) . E#EEFARERE. RUEHERMREFDO T - AR
EA AR AR A AR T N D,

(b)) BEBE XA

FEEME N XA ik, MEN KA1 EMBERS T K XA > OBICNIT
95, BEERNAA>ELTIE (D28, CD3e. CD8«. CD3. CDAXi%4-1BB7R
EOBEBRAAVERAWDIENTED, ATHICERLZRURTFR
DORBEEBRXAAVERVWDZEICLTHE LW,

(c) MIBER TFILRX A Y

MRS TFILRAA i, REMEOI I 04 —#EOREBICHER
DTN EERET B, BB, #lEARLA UPENONREES LER. &
FEHREOEMEICICHERS TFHIVERET S 2 &P FTRAOMIERS IR
AAVHBAVWLND, MRS VIV KX A VICiE, TCREEGEEN LYY
FTIWEERETDHEOHDRAAY (FELE. TE1TRXAMY] EER) &0 H
R TN ELETDHEODRX ALY (FEE. TE2 KX EMER
) BAEEND, F1 RXA42E LT, CD3ZL DM, FceRIvyHDMBEAN K X A
VERWBIENTES, HELLIE, CDILPBEVWLNDE, Fh, B2 KX
142 &E L TIHRBOTFOMBER R X1 ABEVWLNRS, HRlEaTFE L TC
D28, 4-1BB (CD137) . CD2, CD4, CD5, CD134, 0X-40XIZICOS%EHIRY 3
ENTED, IFF L <IE, CD28XF4-1BBOHIRRIAN KA A1 =BT 5,

BT RAAVEE2 RAA VOERBERIIFICREI NGV, IFFELL
IZ. BEDEMICHWTCDIEL ZEMICDODBWVWEHEICHREI S Eho &
ZEDRMENTWEZEN L, REBRAA VAICE2 FXA VZEET S
o M—XIFEFBDOEHBOMBEARARAA VEIVTFTLIRITEF LTET KX A
VEBRLTELWL, B2 RAAVILDWTERKETH D,

B RAAVEB2RAM V. CNOHEZEREEHELTE. I S5OBIC
D)o A—%NEIETHELWL, VA—&LTRBZERTIFR) 2 AH—%
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[0027]

[0028]

[0029]

AWBZENTEZ, RTFRYUvh—&id, BHERICTIVEBINERLE
RTFRIRDLRBDYVA—TH>D, RTF RV H—OWEE. FHEILRIHR
DiBEY THD, HL. TZTONV U A—ELTIE. TV VDA LEBHRE
NZHEDEAVTHLIWN, UVH—DORIBEFICREI AW, FIXIE 7
T/BEREEN2~T15@DY Y H—ERVE I EANTE S,

(d) ZDDER

CARD AR 7=DIC. )V —F—BE5 (S TFIRTFR) AREVWLNS
o BIZIE. GM-CSFLEF4H—D") =4 —EIERAVWD I ENTE B, i,
HHREA R XAV ERBBRA A VUDBZAR—Y— XA EN L TERBLAE
BILTDEIWVWHEEDLNH D, AR—F— KA1 UiE CAREEMIIIRE DFES
HREIEZHOICAVWLONS, BlZiE. B Mge (fIAIFE MIgGl, & Mg
G4) DFchiFZAR—HF— KX/ ELTRHWSZENEX D, T, CD28
DFAREH KX A > D—ERCD8 o DHAREA B X 1 D—EBFHE AR—H — R A
AVELTRAWSZEHTED, M. REBRAM Y EHBARY 7FIL KX
AVOBICHEAR—Y — R ALV EFRITDIEHTE S,

B, N FTICCARZFIA L2ER., BRIKIARAEDHREN VNS DHHY (
5 2 iI£Rossig C, et al. Mol Ther 10:5-18, 2004: Dotti G, et al. Hum Ge
ne Ther 20:1229-1239, 2009; Ngo MC, et al. Hum Mol Genet 20 (R1):R93-
99, 2011; Ahmed N, et al. Mol Ther 17:1779-1787, 2009; Pule MA, et al
. Nat Med 14:1264-1270, 2008; Louis CU, et al. Blood 118:6050-6056, 2
011; Kochenderfer JN, et al. Blood 116:4099-4102, 2010; Kochenderfer
JN, et al. Blood 119 :2709-2720, 2012; Porter DL, et al. N Engl J Med
365:725-733, 2011; Kalos M, et al. Sci Transl Med 3:95ra73,2011; Bre
ntjens RJ, et al. Blood 118:4817-4828, 2011; Brentjens RJ, et al. Sci
Transl Med 5:177 ra38, 2013) . Ch5HDMEESEIC L TAFKBEDCARE
BETDHIENTED,

FSURARY Y TFSAI RRICBEWT, CAREIRZF O TRICIER Y AT
TFIVEH%ZEEY B, RUYAMIMS JFIVEIDOFERICL > TEHEEZHRT X
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[0030]

[0031]

#3, RUMIIS ZFFILERSI E L TIESVA0D R Y AMSHNERS. o BkRE
RILEVEEFORYAMIMEIEEZRWD I ENTE S,

SRRV TSRI FICMEBERERF (LR——EEF. #HlaXE
MBS ENQEBEERT. BRY—HD—EBETFRE) . T>/\YH—H5I. WRPE
BINEZZHZHIEICLTH LW, REBEETFIE. BEHLEY FOBAD
REPHIERDHIE. CAREGFORIEOHREXIIFHIRMEDHIE. CAREEF
DFEIF L CHEOZBIRPDE. FICAAINS, —A. T2/ —EID
FERICK > TRIRIEROE LA ONS, MEBEMLGTELTE, AT A
UL T BMMEEN ST BneolBIZT. hF VAP UVHEIIRTIMEETS
3 Bnpti&{sF (Herrera Estrella, EMBO J. 2 (1983) . 987-995)%nptIIl&
f5F (Messing & Vierra, Gene 1 9:259-268(1982)), /NA ' O< A > > iCxd
¥ B Wit &t 53 Zhphi&{xF (Blochinger & Diggl mann, Mol Cell Bio 4:2
929-2931). X% hL F¥t— MINT 2M4E%ZNS5 T DdhfriE{nF (Bourouis
et al., EMBO J. 2(7))%E (Ut, ¥—H—EETF) . LTS5 —VFERTF

(Giacomin, P1. Sci. 116 (1996) . 59~72 ; Scikantha, J. Bact. 178 (19
96) . 121) . -7y O=4—+ (GUS) ;BEZF. GFP (Gerdes, FEBS Lett
. 389 (1996) . 44-47) ®>F DWEME (EGFPXd2EGFP/R &) FDHH; Y v /X
VEOEBREGFT (UL, LR—Y—BEF) . BN LS v ER EEHER
EFZAE (EGFR) B TFHEDEGETFERAWSD I ENTE S, REAEET
iE. BIZE. N2 hazDy ZERIEES) (FIZIE. Y IRY — ALNERERE
Bl (IRES) ) »BHOREAERTF RE20— RJ 3EF %N L TCAREETICE
HLTWD, BOBERRTF ROFIEThosea asigna virusfED2AR FF K
(T2A) TH DN, THIIREIND EDTIEARL, BEHEERTFRELT
B A LR (FMDV) ERD2ARTF K (F2A) . 9<EKAT A1 JL R (ERAV
) EARM2AR FF K (E2A) . porcine teschovirus (PTV-1) FREM2AR T F
Kk (P2A) EHFISNTWS,

AFv 7 (3) TlE. A7y 7 (1) THARLULIEEBEEMIEE. RT7T vy
7 (2) THRELEGTRETHEZES L. ACD3FLAE KR U 1CD284 4 THRIEK
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[0032]

[0033]

[0034]

LOoDHBEET S, ThiCk>T, IBBEMMRICEDZHRBSFEZNTLE
R & BrCD3HLA R T HCD28H LR IC & BRI A D Y., B FRETHELE
it 2E&EHIC. TOERF - IBENMEI NS,

HIFFICHERAT IEBEMEMBEOR & B FRETHMEOBDOLLE (FF8%E
MR O B FRETHEOR) ZEICBREIAWA, FlxiE, 0.025
~0.5& 9 %,

MBOEER MEEREBD D HIC. KEBORE. THEEMEEREF AR
INEBERAFERAT &LV, THIRREERT S L TEXIL-15AFETH S
o BFELIE, IL-BICHIAIL-TANRIIS NS TERZ AW 5, IL-16D7N
(3B Z 1d5ng/ml~10ng/ml & 32, BRRICIL-TORIMNEIZHIZ 1E5ng/ml~10
ng/ml& 9 %, IL-15, IL-7EOTHIFIBIER FIXEEICK > THRET I I &N
TXD, . TRBZFBEITDIIEHTE S, & NUAOEMEDTHIREIE
SERFOFEREZHIRT 25D TIEAWS, BF. THIEEERFIZE hEkO
HE0O MEMRZAETH->THELW) ZHWVWD, & MIL-15, b MNL-TEDIEIER
FIFARICAFTZRIENTEDS BIZEINT=Z—/( FF U, R&DY
AT LZXHEFEMEHTS) .

miE (B OB, 7 YBAFMERE) ZRMULAEMEZRAWLWTE LWHN
BEMFEMEZRAIBZIEICEY., BRIGAT 2BEOZE2MENE. B2l
FOv MEDOEICKZEBYUERDEVHIHICKWEWDIFEEET 5%
AEY D EHNAREICR D, THEROMIMBELESH O EA4F)IETexMACS™ (L
Fo—NAFF %) . AIM V (B5%7F1E) (Thermo Fisher Scientifickt)
THd, MF=AWVDHBEICIE. BS2ME. B, R7v 7 (2) THELN
LELTFHETHEDOBER TH DEAFE (HERICITARADOHRESGETELN
L2FASHMESEFRECTHRETHRROES 22T 2EE) NOERILME
ARAWD E LW, EREHICEATHREOEEICELZEODEAVNAIELLS. B
EBEZFNIX, EIBOTexMACS™, AIM V (B4REREE) TH D, TOMDEE
BERMAE. THREOEEF, BEICELZBDTHNIFLL. —BHUAEDEEK
AdhidLn, Bz, 37CICERE L7C0 1 > F ar—4%— (COIRED%) W
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[0035]

[0036]

[0037]

[0038]

[0039]

TEETRIE LV, E. FACDAERUHCD28HAIC L DHREBIE R 7 v 7 (1
) DIBEERKRTHDD. TOHRPEEIRT 5,

257y 7 (3) ICHTHHEEOHEIE. FIAIETHEH~10H. FFLL
IF1TH~7H. BICFELLIZ2B~4B8T5H 5, EEHPRANTET D+
DBMREHINLESH T, IFEPEANRT X5 & HEOEE (£%0) OETEHFD
BENDDH B,

ATy L (3) IKHmK ATy 7 (4) Tid, BEEROMBEAREIXNYT 5, O
IIBEITEETIT ALV, FIZIE. EXRyvFT 1427, BOUEBEICEST
BT %,

HELW—EBKTIH. RFTv 7 (3) &xFv 7 (4) OBEIC. HiEER
DOHIRE % THIRRIEER FOFEETTEEI DA T Y 7172, TDAT v FIC
EhiE, HERMAIRAREESTEEICAY ., T, MEOEEFEREFH IR
tH D,

THIRIBIERF & L TIFIL-15, IL-7T&EZAWVWS I &N TES, HFELLIFE
ATy (3) EEMEIC, IL-15&IL-TERMML -1Eth TigEd 5, BEEHT
BIEFAIET1TBE~21H, FEL<IE5H~18H. BICFELIE10H
~14HTH?, BEHEAIET 2 EMBERO+SRIENEEDT. BE
HIEMNRYT T2 & MiaOEE (£HH) ORKT. MiROEE EHEOHT
nNHHz, BEOBRPTHALTH LW, k. BERIBBEICH U THED
Rifed 5, FIZIESIHIC I QIOEETERERD1 /3~2 /3REEHL
WIBHIIC TR Y B,

2. DANRRTFRZRZFLATHRE OXEESSOHZE

AFRHDRIDRERR (B2 DHABGE) 1F. VAL RFENQF A SRS
BAHREGETHRETHMRE (AT, T AEENCAR-THIAE] &MER) %R
TBIHICET 3. UL ABRMCAR-THIIEE. BRBIEICHET 2BEC
E0 A I ATHIRESSEN SDORBUC KL 5 EAFEEOR EANEDH D E. H
ERMEICRIAT 2BSICIERICEERZER (GVHD) OBEIC & W ZHE K+ —
DS DOCAR-TYERIAAIREIC /Y . LA EEE 3FE KF—D 5 DOCAR-THERE %= |
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[0040]

[0041]

fbTEZUREMNHD &R E, BRIGAL, EELNREET 5, EBE.
T A4 AEFENCAR-THIIEA L Y RBHICEARICEHK T A &R EINTWLWS
(Pule MA, et al. Nat Med. 2008 Nov;14(11):1264-70.) ., F7/-. HE3I&EH
SREBVIS ZMICTLERERIZTMERE (Annual ReviewlMi®2015, 201551 B F47.
RAEZR) ICLY. VML RFENMHREEMTHR (CTL) ox£Ess
W EAEDTITENTWS,

COEBOBESEIUTORATY T (i) ~ (i v) #5858, #. 5K
LaWEIE (B2 E. THiaZ2OMBRESORMAE. D34 Kk UHiCD2
BIIARIC L DRIBOE AN NIRIF, BIEREEZEBRIEI2NEBOAE. PSR
RYVEICL D EBEEFEADERE. HIEBOEANLIRE. MEOLRINSGE
F) IKDOWTHLERDE1 ORBAEZERAKRTH D2, EET 2HRPEEE
B&EL. W 25RA%EAT %,

(i) THfE%Z SUHRERZ DA KR OHCD28IA TRIB L 2%,
AINRARTF RREFETFT TCOEERCIEERZ A I B DUNIEBZTI I &
ICE>2THBLND. DAIILARTF FRELZRF L/-IFEEMHREEBET
LZR7Tv 7

(i i) PZIVARARVUVZEICE>T, ENREFENF XA SREZEEHE
GFIPEAINCEBGCTRETMREEZE2 2Ty S

(i ii) ZFv 7 (i) THRULFSEEEBERXRTY S (i i) T
BrECTRETHMELARE L. HIEBETIRTY S

(i v) BEXOHMBEEZLEINT 2Ty T

A7y 7 (i) TlE. 7. THREZSOHMEER % HCD3FLA K U HiCD28
PAETRE L. EHETHIEAE 2, TO%. VM ILARTF RRREETT
DIFESIBIEREAZRAIETDNIBEEZITI, TNICK>T, IEBEMHED D4
IWARTF R EMEREICRFT L /EE BT U TO9A4ILRAR
7F NMREFFEIETEMEAARE ] SHR) BAIELND, TAILARTF NRRER
TCOEEE, BHEREEBAIEI2NIBOIEFIFRICREI AV, > T
VAN ARTF RREREEFETTEE LARICEBEREZERIETH, HW
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[0042]

IFIETERE A BRI BRIV AN ARTF RPIRGEETCERETZ 2 &ICL
THEW, FFELLIF, BIEREZERT IRIOANTANILZARTF RFED
HYAADLYRFTHD D EWSHHFIORIEDIEFZRAT S, V1)L
ARTF FRBEEETTEET 7-0ICE. HlAE. 91 ILRARTF KRR
MHRMI NS E RV IE LWL, HWE, BERICTAILARTF RRR
EEMICHRMTNIEEI W, DAV ARTF NIRERORINREIEF 2 18£0.5u9
Sml~Tug/mle& 3%, BFEHBEIIAZIET O9~5E. FELIF2049
~3BEFEET B, RBPHEICEITD (DAL ARTF RRE] £E. BED
VAR ENMRSEMTHME (CTL) #3852 I N—RTF
RELFIEN—TE2ECOVIRTFREWVD, VA ILARTF RTRE
LT, ThSICREINDEDTIEBWE, BIZIETT /714 (AdV)
DHFERTF R (FI AL, WO 2007015540 A1ASEE) . Y4 X HODA I
Z (CMV) DIMERTF R (Bl AL, $5B92002-255997 52 R, 45B92004-2425
SN, RFEE2012-871265 R EESH) . TTREY AV /N—ILTAJL (EBV
) OHERTF R (FlZIE. WO 2007049737 A1, 45EE2011-1774872 /048, 4%
F2006-1885135RHMABHE) . FEAWVWDRIENTE S, TMIILARTFNR
MRIZEBIERICE D X BE (BIASHEBERE BHEEGHRE) CTHART S
TENTES, Fle. VAIINARTF RFAROFICIEHTRINTVWEHDH
Hb5 BIZEMASHEFTEMZERRAA. D534 F. IT=—1F
Ty URENRET B, )
1RBEORERERTFREAVWDZEHTRETHZH,. BFIF2BEULD
MERTF R (MERTF NEEYW) 2FEAT 5, flxid. AdVinEXR7F R
BAY. (WHERTF REESMNXIZEBBVIERT7F REEY. iz hnd
MERTF NEEYMOFROZ DU EaHAsEbEH O (BIZIE. AdVIRER~NR
TF REEY. C(WIRERERTF MEEMRUVEBVIEXRT7F KEGYWERE L
HM) AW, 2BEUEOMERTFREHEAT I EICLY . BN
(ERTFR) HELQZEROFEHCTHEEZE S A TE, AFRBPOHRE
HHETRHONSCAR-THIFED B AAERE R (BE) OBX (AN—FR0DMHE






