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HiREz o Z—0OF—F L0, XKETIE. BEORBERETOEORT2EBIREL, HAEETL

| BERBEERMLTE TS, EEICELTH. 2009 4213 10,036 ABFIURETEL 2

STW5, BISEIREOEMRTFRETRIL, 1950 F1X 0.5 LIEL-R, FOBRELBHL R-TH
v, 1975 4F1X 3.8, 19984FIT11 8.6 & 1975 FEDH 2. 3 BIZEMLTW 3, SEOFSIIREET-ROD
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REBTHD., HEELETERS FFu—F I LA REEORRBBAARCTHI LEZLRS,
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g i S, A NVARERICE ) T AN AT 0L O OEEHRRBANRIC LY EEE IR
TBFETHD, BERNTOTAVAOEREYFRARITRLo2, EFARTORAMER B R
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TOEBEOBENCBYTIEETH S, 2) HERHEV multiplicity of infection (MOL; FFaE &4 5 Ei
B A LREEREOR) TETOMROERSTETHS., 3) RRELETHOICLERY A VA
BEZFRASKLTREY, BERTREEZMADZE THRREOCKRESTETHD, 4) HSV-HITER
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o UANAREOFTH HSV-1 IHBHREICELTBY ., £k, (#2220 TOFMmB) v
ADHMIEEME) KEHDO LB G207 1358 I AERERRIIBVTELEICRENEDEEFTET S
FRLELRTWS, [EEFOBERUEOEANFE (OGITADEDZNEH WEHO LB F
MERICBWT G476 G207 K IE LEN - EERE /IR L RS Lo Z2W 4 FR1. G47AIL, B2

L DREE D BH A OHMERE TR X HSV-1 T, ST CFIKIREEERIIT BE OB

BICOLPRBPEFTE S,
(51 H3CHR)
1. Todo T, Martuza, RL, Rabkin, 8D, et al. Oncolytic herpes simplex virus vector with enhanced MHC
class I presentation and tumor cell killing. Proc. Natl. Acad. Sci. USA 98: 6396-6401.2001.
2. Varghese S, Newsome JT, Rabkin SD, et al. Preclinical safety evaluation of G207, a replication-
competent herpes simplex virus type 1, inoculated intraprostatically in mice and nonhuman primates. Hum
Gene Ther. 12: 999-1010, 2001,

BEFOBEA
BT WM A F
=

(1) MNTEATABEFOHE L ER

AFERAFE TiE, BEREEGETFAB L HSV-1 ThHD GATATO L O R EHEEEMIELEET S L
DTHY, BEBHTARCEAINIAEEFRETIZRZ, 2B, GATAIZIR YA LV AERME R
HT B 7= DIT KIBE LacZ BEF cDNA BBA SN TR Y, GA7TANER T 2 FEEMAE ¥ A Xh—
WHEICRREND,

(2) A EET D OERY OEBIER L UEYIESE

LacZ BmF 0O DERBDIIB-FS 7 b F—EThb, B-FF77 b F—FiZHFE116kDa
THEEL LTHEEL, 57 F 225 LTINVa—REHFS57 h—RARERTH, B-FFZ
rF—FIRRABIIH LEESEREZE L. [R2EBIZSVWTOEM )7 1 R OfEE
T RO | LacZ BEFERETIE EREHEEGFEE 2 HSV-1 TH B G207 2
1 EERRRICBOTADORA (BEERN) IZRE5ESNTHEY, LaZ BEFERDOELMEIT
RERTWS,

(38) KR CERT A FOMOMBEZ DNA D% Ly
ASHE T OB Z DNA HER Uiy,

(4) ERVHERE ¢ LcRB o B R UMM 2 ENMIg L LB H
AT OZRERERIREOEEMELTOLOTH Y, GI7TAD Y L=l Ty 1
ABERITON 28R TEARAESEREI NS,

(5) BEFEAFEOHKER P YZEAL LRI LULEH
GATARRESEFEIC L - THMRA~ERRET 5. BRIEMACRAESERSN, ENE
BEARARELDBLL, BRI VANV ATZRESVIL LR TELIFED—DOTH S,

(6) BRI A VADEMFAGSEE AT 5B

HSV-1 iR o _Re—7%2 0B DNA YA NVATHD, ¥ ADOKREEBE152kb TH Y
W DUANARBIEFEED, 7 AIXFESRICEENROELEFIND S, B rEEEL L.
[QEANLLR] L LTabh, AR YA N RAOTBERI—BIBREH A VRERKTHS,
Fhic, AEAPHEREL T, ~NNAPWEOREIXAAROTETIZEM 100 FAIZ29 A, B
ATIEM 20 FACIATHS, BEMERRV, RAFFRECHERR PHEERREETER &,
HSVA X7 A NVRMEERE LD LWL, MHBRESHITHHE L2V, RAD 60~70%3H
HSV-1 fEERFELTVWD, VALV AERFEL, BEOBAT /N, AT 7aili
FCIERENn3,

HSV-1 3, b hORREERT (BFIOBRMEE ~OEBEOREMIC L D B335, BEfmihiso
Bk, BIRLERERCERM L%, MRRED» bAEHRE (LU= mEe) i
TANAFRE S, BRERE (atency) RN T D, BRERIZBOL TR YA LV ADERIITD
e, BoFEZ~0RREEE LYy, BREER) CEEME{L (reactivation) HNEZX 3 &L, AN
AR GEEIEAE) THEAELL., KEEFRT S,

HSV-1 1, =¥ _u—7 R - BET5 L EHITREEE R, B olEhs L BE TR
7 B CHEIRT D, Biosafety k. J§FE (chemical disinfectants) 12343 % B2 M AT lipid viruses 12
SEIh, BEMOPTHBREIIHNTIBEERRELE . MERRTEEE (physical inactivation)

& LT, HSV-1 X 56°C(30 ) DOMELSEMNE RIS ), pH4 LT TEShHIRRMEE £,
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(7) GATADERLG &

PRI T b B EBIE R TR % X ERAVARR T A VR 1B G4TAL, BRAEAE & LT cGMP
W Ch B EERFERSFATIRE Y F BRI THESh S, REL. FEXFERFR
ESRFEE TR T ¥ — (RIEEAR) - HEHE - B AREZRES L LCiThnt, TA¥
ARy wARE—TANARA Ny TEIERA L, ERTEEDL oGMP ERO LD EIITE
%ﬁﬁ%@%wéﬁﬁbtoﬁﬁ®4lﬁ\?ﬁbﬁ\725wf»ﬂy9\%ﬂﬁ®¢4wzﬁ
Wi (AAZA—RR R BEEOTVA VA, BIUFa—TSEEORBECEANT, BE -
BioReliance Hir EE L UHERBRERIT LI, '

(8) GATAD S

Ty —TBIUEORNEON v 7Y FESETIHSV-1 EBLTHD, GO7THRTEDARD
EREZHL. —o0ERIBFTEBEROZVANAEREERSE., BEGAH AN E A
ERAEE TS L HSV-1 THD, G4TAIRE G207 DR RET, £ = { A SAGE =T RS X HSV-
[ ithr BT b, EEEE TRENYE TESRIEICISNTOLRY ANV AEREARIZT 51
B, TANAY ) AOBBEFEBIBRETI Y. I00RLERET (BF4ER) BARNCE
EFVVEARFELSh TS, Tabb, 203 E—REET D345 WEITOWHOREE, v—
B — D LacZ AT OEAIC L 3 ICP6 ®{EF (ribonucleotide reductase (RR)D A 7 2= k& =—
K+5) OFREE, BLUod7 BRIZFORKENVWIZEERZHT D,

G47ANE. 1345 BIZT R L ICP6 BEFAELDO —EXREH T 2 EETHIRA HIV-1 G207 O
DA NARYS ) BT, odT WETFOREFEREMZSL Z LIz Ko TEEENE, y3451 HSV-1 ¥t
BB Lo BT T, CAERESBEERKIERRRTO VA VARRIESE L CBETT
27 LB LTWA P, y34.5 WiEF A% HSV-1 BEEMIATRFREZ R, 20, MEGEME
TiIETERE WET DT LIS ORETHRSE LTABRTWD, i, EOAR=ALTRE
WA AN TE LY. N DD DE RS bR TWD, —20EFE LT, BEMRBIRT3
PKR (OEME LI EHMENE 2 T3, EFMIETIY AV ABRBEZ 5 & ZHFGIRNA &7
M7 11 5 3 % F— (double stranded RNA-activated protein kinase: PKR)HEHE(L S 4. ZTORERD
A AAEARESDEBANTOESEMER S, 1345 BEFEMHIIIEEL PKRICERLTY
ANAEEOERE LT B2, y34.5 BIEFRE HSV-1 IHER METHEER BTZHRV. —F.
ras 7 SR EEHE(L &7 NIH-3T3 482 Cit. PKR OFEMEARE T b, y34.5 BEFRED
HSV-1 THERITREL 725 L& 2 b TS Y, RRIZVA VX DNA BRICLHERZERETH DB,
r OBEFERELTD L, A NARFESEMBTIERTE T, 2HFPBATRREEOLR
L7 e a7 A NADKEBRBEIFEDON T A NVAERPTREL 2D,

o0d7 HEFOa— FTAHEAER. BXHROAEETEE b7 L AR—F ~(TADEEELT
PSR E D MHC Class | DFEBREMA B 2 LIXo T, VA VABRADERTEAM L, BEZORE
e A S5y ANLHENBERERET B, o Tod7 BEF RS HSV-1 TR EMIZD MHC Class
[SsEmAMERE S h, FIEEREMBICRT AR 23 L END, k. UTBEFRR
DRER, a7 7uE—F B USIEEFLEFLTELEZHETS &L 3 I2hdkw, FREHES
R UST] BEFHARREHICEE L, Thy34.5 RO second site suppressor & L THEE L Ty34.5
R 5 HSV-1 W BWTEBH Ui v 4 A ABEREE MEHRICR > TERZT 5,

TMLDOSELERICL Y. GATAN., UAALAEECEL THRWIEFFRERT L, BRI
R LB SRR BT 5 — 4. EFASTRBELRS 2V, HUA AR GO KHERL
€. TORAMBHER LAY L, HEEHRESRBICKESNE, £ 6207 2K~ HOAED
UALABEINEETESZEbHY, BLARTHLRVWREDRPHEFTE 5. GATARL VA
ARG ) hE. BIROER 4 EFROALMERLETDI I L2 b, FALEE HSV-1 IR D(revert)
TMEERAY OICE LWETHREEDE WS ) MEEL 2o TV 5, G47AIL HSV-1 strain F B3R T
BT Lk, 37°C THERT 321 39.5°C THRER LRV EWHREREEZET D,

(9) G4TAD AW FE RV

@ EEEMIITRBIT B VA L AFERED !

G47AY. BEBRISA S-S T R MELE G FHB X HSV-1 G207 DYRETHH L2k,
GATAD & B SRR 12 DV T G207 & OIERERER R S, © MEESFMIEER SK-N-
SH. t hEIEREMEAGHE USTMG. b MBI US7I. b MEEERERE ESCERIR 8Q208,
BIOTZUHI FY PRI Vero IZ3BWT, G47A G207 Ith LERIZERENZ R L,
mutiplicity of infection (MOI) = 0.01 Iz TRRHE 24 iz DELTANADERERG207IZHL 4

_5.
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2225 1000 fEE D272 U, UBTMG 1 MOI=2 THRRN 24TV, Bk 24 B %O YA LR DEIY
B G207 2L 12 8E o7 Y, b AT BEARASER LNCaP I8\ T h, MOI=2 T@*’“éﬁﬁ_
24 BRI 0D GATADIELE 7 4 NV ZAEEIE G207 12 kb L 22 fE@dr o i ¥,

T, UANARER - HERToTWB I ER2FHERTAED, MOI=01, 2FhY, 7ALR1
W23 UC 10 S IEEHRIC R ST LW I RET CREBDROBRN 21T, ZORETT
i, UAAARERELTI0EOMBEERSEE 2 & L5, BIRERIES LNCaP T day2
FETIIFELSTOMBAMAIER L. DUMS Tik day4 £ TITIZIFLTOMBAINER L=, PC3 ok
VT dayd F TIT 70% 8L L OMREHSFER Lz ¥,

GA7A L BRI HSV-1 & DB CliX, MOI=2 Wi8IT B EA Y A VN AOEINEIL. USTMG Clisk
Yu 24 BEMBIZBWT 9.5 25, U138 Tkl 22 BRREIEITBWT 12515, BF4AF HSV-1 Dig 5 48
G4TAL VE <, AR HSV-1 123 & G4TADERIBEIIRBE LT 5

GATAITHR A2 F Ik X ¥ v b 75/ %1 b (HKC) uowc MOI<10'C*'7/(
L AEENT L ARSI R EBE o0, G207 I MOI=0.1 TERERARLEEHRIAORE
BT BN T TA NAERI L3RI REH S hoie,

@ HERMRITIS T DRI R
b b ATSCAREE AR LNCaP & DU14S IZ38V T, MOI=0.1 T, G47AI% G207 iZL~_EFEIZEP
ARSI RA 2 L D, v MBEIEMIaK USTMG, U373, U138, t hEMEEEHIaLE 624
BLUESS ITBNTIIMOI=0.01 I2T, Eh~ 7 AMRIFEMILIEL Neuro2a (28 Tid MOI=0.1
[T, BHtg 3-4 BT G47AIEL G207 IZEE L X DIESonZ B2 5o S ¥z, USTMG #fakkic W
T G47A (MOI=0.01, day3) 4% 80% DR 2 LB S T/ DI L, G207 13 10% DFNE %2 FE5 & i
DHTHo Y,

@ RMIs EMRO MHC Class I BRicx+ 5%

v L ETSIIRE MR PC-3, DU145, LNCaP ioBV T, G207 IZEH 24 B LRI B a0
MHC Class ] ®FEBEIET X g 0Icst U, G47AIX MHC Class I DZBR 2 i L=, iz, MHC
Class I B2 DKV LNCaP M8 & s LT, MHC Class I 2RO &\ PC-3 MIBIZB W TE LY MEC
Class | ORIBEFHER LTV o, i, b MR DetroitsS1 B WT, B4R HEV-1 (strain
F) FE701E G207 1. Rl 24 BRI LAPUCIE HIBE > MHC Class I DREB % 0% RBEICE TET ¥

DIzk L. GATAIZ MHC Class ] OB % 100%#F L2 Y, v NESBEGEEREL v -8t
'cef,c MHC Class ] DS A TTREEBREI RV 938 BR & 1102 HRic BT, G47AIX G207 IT 2, R
# (D MHC Class | ORBUE T 2 FZICH#I Lz, MHC Class ] DREMN LI 624 %, 8384k, B
LT 1383 FRITB VT G207 L DEIZR bhiEho i,

@ MBS TR OBEELIER !

b FMEEEEERIEE 938 38 LU 1102 BT, GATARLEERNIT G207 B EEAERLIT
S, ZREFHOMEEKRICERCRET 2EERE THIERORMIZL S A VF—TcnydD
AW 25-40%MES I D, 8B ARICBNTid, EERE TR X5/ F—TzniyD
FHE GATA. G07 WL DBERIEEMITHIE L A YR Lhh o T,

® t FAZRARMER L Ot~ 7 AR REEIC S T2 AEEDRE (v AR TEEEF TR

)
Ty R u S AR S IR ISR Th A L b HONDA B X U 7 2 TRAMP-C2 # B\

T AR TEETTMIBWT, G4A7A% 2 FEERNERE T3 L REEEFEEICIEESES NS X
fro $iC. B HONDA #RBRIZ BT, 4 x 10° plague-forming units (pfu) EEENE & 12T 6 L4
2 JECREE AL L, EREFMICH LTI 2 x 10° plaque-forming units (pfu) 2 El, #%EF A
% LTIk 5 x 10° pfuz O BERBRE LTV, RAEVEELHAT S & & 5 ICIRES RO
BohiEd, AT VEERICRAVE LRSS 2V ER L MRS HONDA o5t LT
13 G47A®H§£‘§W&Ef BRI R 2R L Y,

® =y Xﬁéﬂiighﬁﬂ‘éﬁﬂsﬁ%»ﬁ% :

R—ReUADETIBREINZUIIMG L PV AR M=V ADETICERSLE
Neuro2a = 7 AMRFMARIE 1 x 10°pfu % 2 EIEEARET5 &, G47AIL G207 Ikt LEEILE
N IEEREMESREER L, USTMG K TIEEZH T3V AZBWT, G207 M TI12
MEA3I SRR b DIz L, GATATRER T 12LhsLiz A R bz, Y,

14
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< 7 ZPENIEER S USTMG & b 7' U A—<-° Neuro2a ¥ U AEBRFHEEIC L, Th
21 x 10° pfu EEB L2 x 10° pfu 2 EIOEHFAKRESE1T D &, G4TAR G207 ILHA~EFAR &
EE Lk, USTMG SHREEDEFSMRRIES 27 B CHoT I L, G207 IAMREEI 36 A,
cwm%ﬁﬁM4zﬁ&%%w$@%ﬁ%EELtqNwmhwﬁmTMﬁ%ﬁwéﬁﬁﬁ¢%ﬁﬁ
11 B Chokdicxt L. G207 IEHEEEL 14 B, GATAMRIEEIT 15 B L ATFHMZERT 2ERSRE

5,

@ < 7 ANLBEEF M RBIT EMERDR

= ¥ A S IE LR Mée 0 K FIER X ORASEEEDEF BN T, ThEh 2x10" pfa @
4 EIEENE SR E O 2 x 108 pfu DEEESENEESRET LI L 25, G4TAR GNO7 T LARR
ENT-HBESEE TR ULESY, T, b MEL#E MDA-MB-435 DRSABHEIERIC X L Tk
A HEH] b DUFE T 1x 107 pfy BE OEBRRREET ot & 25, HRBEOCLEFHRFREH
120 B Thol DICH L. GARERIZITAR LAERATHREZERLE ), LBLBRRE
fécxnnﬁgvaz%$»mﬁwf\zmeﬁammm&ﬁﬁ1@E%Wm&5Lte:5\
SRR D AR RER 5.5 BTH o OICR L. GATAERRERL 8.5 8 L A RICEN L RIERE
ErpmL SN,

® - 7 AR BT TR A REEDE -

< 7 AARRISIEIESE 2 ANFD)D B AR AEMEET 5 /v PO-SchA(39-121) line 27 IR W THEHE DX
X X HIREEAYIC MRIICCHBELE L 25, 1x107pfa @ 6 BB E 2 HO G4TABENRSIZ TIEE
BAEEANE AN AEANE LN, ERX— Fv U AET TR L NF2 BEHRO L MR
Eﬁw(,1xwwm®6Hﬁéz[mxwmﬁ%WEé%ﬁﬁﬁa\ﬁ%ﬁ&%%ﬁi%ht%

@ G207 # BVWiHEE

G207 Ix. b MM K LBV R E R L. invitro TR MO10.1 T3~6 AEL
RICIEEMIE 2RE TS, O invivo iLbRBEE R, MEEPHYFRMIRFIR 5T TR
ﬁ%ﬁwﬁﬁ?%éﬁm%éﬂTW6o%HF??ZK3H6&TE%%?wTﬁJﬂW&@K
¥ O AT L, 2% ETRAIBEOKIAERD, B, BERBRECBRLLE
b R TIZRE LNCaP MBEIC b G207 BHZTH D Z L BHRENTVS 7, G207 IFHIEE T 60
B Mgk RSN, FRIREIRBRLT. SO FOREEI (MiEEEZR) BHUTHD
T EBEIDLBNTVD,

EHALEFICBIT 5 G207 OHEESRIT, CS57TBLE vV A LFFRD TRAMP-C2 (HiliLRHE)
ROk FHEE. AJ TR ERAONIS (FHREMIIAE) A2 Neuro2a (RESSHRERAE) i

®%E%EIUﬁTE%%?N\ﬁi@BMBM?WX@@%(k%ﬁ)ﬁ?@%%fWT%&'

b, FORERE. G207 BEEEETEBONTHEVWHEENRE* 27204 4206F, HEAR
Eir Xy EEMFIEERE Y BET S0, AEESRNHEREINLZ ERFENRE, TONES
S IR BAY e MBS THAEN (CTL) OER2#ok, ALY ABBET VL TRT
b4 FEEOBEREL IS, REME TR THEBEAO YAV AERICERR ., &
x%t%&%&%&%@m%motﬁ\x?ﬁ%FE%ﬂ@fmmmﬁﬁwmﬁw#w,E%@
BIRERED Ui, 7. BRAD 60~70%1% HSV-1 KX T 2 ERET 5. THRESERD
HSV-1 #3825 U CHEZ BRS¢ 7 A TH~ATRER, G207 OFEENRIEIM T O HSV-1 i
iz BB IR T,

(BIAXHE)
3. Chou J, Kern, ER, Whitley, RJ, et al. Mapping of herpes simplex virus-1 neurovirulence to y ;34.5, 2

gene nonessential for growth in cuiture. Science 250: 1262-1266.1990,

4. Farassati F, Yang, AD, Lee, PW. Oncogenes in Ras signalling pathway dictate host-cell
permissiveness to herpes simplex virus 1. Nat Cell Biol 3: 745-750.2001.

5. Fukuhara H, Martuza, RL, Rabkin, SD, et al. Oncolytic herpes simplex virus vector g47deita in
combinatjon with androgen ablation for the treatment of human prostate adenocarcinoma. Clin Cancer Res 11:
7886-7890.2005.

6. Lin R, Martuza, RL, Rabkin, SD. Intracarotid delivery of oncolytic HSV vector G47Deltato
metastatic breast cancer in the brain. Gene Ther 12: 647-654.2005.

7. Liu R, Varghese, S, Rabkin, SD. Oncolyiic herpes simplex virus vector therapy of breast cancer in
C3(1)/SV40 T-antigen transgenic mice. Cancer Res 65: 1532-1540.2005.

8. Messerli SM, Prabhakar, S, Tang, Y, et al. Treatment of schwannomas with an oncolytic
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9.  Walker JR, McGeagh K.G, Sundaresan P, et al. Local and systemic therapy of human prostate
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LT
T O

(1) VA NAREFEO R

G47TADE 5T, BEBBEHET A FFIEESBRHCREMZIThN D, REBEZTEY A FTT
DEAEIZ DOV TIL, RRAZEZFE M BRTBREE TR, 4R 350-400 S5 ORI REHER
BEMICHETENTEY, BREOE»L LELSEREREIA TN S,

(2) TANADHE
BRI EICER I 5 GA7TARIAIZ, cGMP #HLD BEIER TH A HEAFER LT TR AR~
27 —BARBIEW T GMPAESINE, ¥y 7oy MEEF )b —2 v ItV EL
WERERETHIEBHEREINE G4TA%E By, WHO Vero #ilED < A F —® VA0 7 2 BT,
VA NRI—FA by 2 BEMINTE, REFEBRAILEED 4 TRIZBWT, #E BioReliance
iz FEFE L CTHERREET L,

(3) BERETIHEOMERVFDREM
EEPRAFIE GATAMENIT, cGMP EE &, 10% 7Y & Y /855 4 3 &2 K (phosphate
buffered saline: PRBS)DRBIK & L T, BERETRER A T MZSES I, -75CUT CHERT
EhTnb, BEICERET AL, cGMPAEORKETRE & L C#EE BioReliance HiZEFE L T
REREBRE BT L.

(4) HETEME 7 A SV 2 HER O AT REfd: :

GATABERBERARERTH DM, FiIR0EY, BHOBF2NM LT, TOUVANVAERI, &
WEEREME L o TIEEMIBIZER O, G4TAIL, VA NVAY ) ALk, HEOHN: A EETOAA
MEREFETHIENG, BFAER HSV-1 KRS (revert) ATREMEII Y o o8 Ly, B4R HSV-1 2SEE
IR LTV AREE TR EMENRC AR L HSV-1 285 L2840, BREAED HSV-
| OFEENZ2 BT 5 THEME (reactivation) IZ-2W Tk, —EXAGERENERFHEEEZ HSV-1 G207 &
RANWT=UATHEENRTEY., BREEEHSV- I OFBEFRL2VWILBETEShE, &
7. RiEBEIth OB AR HSV-1 DBRADEEIZSWTIL, PCRICTEHARIZHET S DNA BFE M
WIEE I/ L EREEL T,

(5) A N A DRI E

A/] = ™ R=2 BALB/c = 7 AL, HSV-1 KESHOBVWe YRR L LTabhsd O, Z8FES
BT AHESHAERNEEEFREE L HSV-1 G47AI. BEGRA B EeE 2 TRICES INE
E-HAHSRREFARZI HSV-1 G207 OZBEREVANRAT ) ALBICBEFIENCERY
Mz TEEERE, G207 OUWBHCH D, GATADEILBENBEEIZOWT, = 7R EAW e
I3 4T i, BALB/c = U A DRIMIRNIC G4IADREEE 1 x 10" pfu ZBERRE L L 25, 3
r BOBEPHTHOERLED T, B LEYTYALEELE T, —F., B4R HSV-1
(strain F) 58T, 1x10'pfu BEICTH DL TTREBETIC O EF IERFEC L, 3BES
TR~V ARELE L, FEABZNORE TR, MIARSETREY 2RO ooz
LT, AR HSV-1 RE#H TR, LEOKITEL, HEORERR O (MBS 52)10-
9~10) , BISZERAIBEIZEBW T, GATAIXEAR HSV-1 IR, 274 &b 1000 L EnReitd
ETAZ ENRENRT,

FEi. b MRRLIREMREE HONDA # AW~ U AR TIEEETT NV TOHEBKRRER TiX. G47A
 4x10°pfu2 BIEEAKRS LR, GATAKBRT2LEDLNABE TR DR o7, &bl =
7 ARTSL IR ALBEER TRAMP-C2 # H Wit FTEETT A TORERHAR TIE, 4 BEEAKRETYH
GATACERTALEDLRIAEEZRD o, EoT, ZOEFTATH., 4 BREXTELTH
B EBRENE,

Fi, MI=URRAVT, GATADHERNF S OREM*HRet Uiz, BFFAE HSV-1 (strain F; 2 x 10°
pfu) B LU G207 OTReZ RN E R (2x10%pfu) ZHBE LT, G474 (2x 10°pfu) DAMPIEEIE
EDRZEMEPERETES LY, FEEHSV-IIX 102 TIEE LD L. G207 11 2/8 [T
—BHEOBEEOABEE. G47AIX 1/10 LA—BEOBREDABEFEFELEIGAE T, BHNER
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BEIr 3 C G47AR G207 L REU EoRekEEF L TWA L &, BERHSV-1 Dbz L h
1000 =M L4 TH B L BAFRANSE (FFES52)10-1) o S5, G4TADBREERS., §
RASERE. EERUESES OReEE, BAERHSV (swanF) AR, 87 RLUBIRSIC
sk e, MNAEERS T, B4R HSV-1(2x 10° pfa) T 29/30 IEAFET LIzDICR L, G474
17D 1000 {58 (2x 10%pfu) G 30 LET, 2500 F& (5x10°pfu) C29/30 EAERF Lz, #Ik
PO [ER 5 CIE. B4R HSV-113 1x10° pfa T 11/15 IE, 1 x 10° pfin T 22/25 JL, 1x 107 pfu T 6/10
AT Liediest L, GATAIE 1x 107pfu T I0 AT, 4x 107 pfu TISELET, 2x10 pfa T
1%5@ﬁé#btuﬁ§wﬁﬁﬁ§@m\%&@HNMhhzxwwﬁ?m%mazxmwﬁv
2/25 PE. 2x 10° pfa T 3/10 IEMFET L DIH L, GATAIRBFREI B e 60 B THEFLE (]
xlfpﬁﬁ§5ﬂ\3xlfpmﬁ§%ﬂﬁ\1xMﬂﬁhﬁ20E\3x1@pﬁﬁ§wﬂg . SAEX V. BEN
MEHRE TR, GATAIRE AR HSV-1 12k~ 1000 (LA EOREMERT I L AFER I L, &
P IR EER SN EERE T, BAR HSV-1 THAMRTTIEEOBEERETS
TE B Aot it, AR EED D RERERFLETD L, VWTRORSERICBWTS,
GATAIZ B AR HSV-1 W H~t, A7 < &b 1000 558l LD E2EEET 5 T LT ENL,

A, First-in-Man BEEFERERAZEEXHHWRERETETF TH S W, BRBHFEEERN
Sr L. BEHARENET Y BEROE 1-TLaBORRT VA ThH Y. GITARBERND 2-5
FEFICAHVCEEEA L, 2BRNAIK 2 BERT 5, ERBRAER. REDECEIE L 26
SH TR EROER T, ENHHERSTERZE—O lon LEDRETHY, 18RULT
ABREE AP RETHBIRETHE L, BELRoTVD, FHEHRIZ3 7 ART, REMHED
SR EE T VRA v FChH B, EF2ES AICEESHEORRFFRLOLEH 2 F11 AiC
wEmEREEEIB L,

GATAIE G207 D BT A LA TH Y . G207 LB LT H s AV = BER 2R ST
b T A, G207 DRISLEREECELTYE, w7 AL A% ANERKFESTbRE Y,
BALB/c = & ADBIZIRAIC G207 ® 1x 107 pfu # HEHR S L& 25, 5~ R OBAEHHTHD
Ek bR, B Lievy ALEE LMo, —HF. 1x10° pfu OEFAR HSV-1 (strain F) 5
BT SO%ICTEMASES . EREEO< Y ARBB LI, 13 BETIREL L, BEBMRFIR
BT, G207 BREERTREEERDRI-EOITH LT, FER HSV-I REF T, EROEIT
wh. BEOEEMRRLNE, £, ¥ (4otus nancymae (owl monkey)) X HSV-1 [TERRAEDS
EWESEL LTHALhTRY, A (clnical grade) ® G207 ORISR S DL 4TED
A TLEMICRE AN D, G207 (1x107ph) ZEMIRAICERERELALL IS, 21 BB LS
128 B ORBELRE, AL ERER Th ok, Fio, G207 OFRRARSE. 7, 14,21, 28,
56 B BIChiE. MEdE, B, SWEGRE, BB, 0N, HEDEEDL, vAVAREORE
PREES NN, WPRORED D bRRE Y A VAR L TG207 @ DNA BB ERR P ST,
14 B BOBEEIB S T4 VAR SN, FRFOFDT THRE LT b bEREY A1
ARBHENZD 2T,

(6) G207 DEERFABR CORLEMDFER

G207 & BV B TREERRS, BRERS VI —<0BE 21 fiedRic, KEV—VE Y
kB LT 5 R KA Y H BRI TIThhE, BRERXTERSATVD P, —REETD
iz 360, 1x10°5pfu 25 3ETOREEEMPL T Ix 10° pfu T T, H#58 CT OHRIMLIC
EMRERC L VIEBERCEERS S, TOBR, G207 KRR T D grade 3 L EDFFERIT
ST, ELED adverse events & L UERE2 Fl, BEHE 1 HE2ROHL 1 &l (3 x 10° pf) 2SR 5
24 BRI RABEE L EERES 2 LS, BE 4 BROEMAERIZBEFRAOLTH
EEWBHT. HSVRFLRELEMEChok, 8535 B LB, EEEK TP TS 2V
ﬁﬁ%kﬁzﬂ%ctﬁ\“fh%EﬁT%EV%E%éﬁ@ﬁﬁ%otaéﬁﬁ“ﬁﬁﬁﬁ%f
185 i FEEESALRE 7 51 2 40T PCR 12T G207 DNA B &hie (5% 56 AL 157 0) . G207
4%, Kamofsky 2 27 DREMN 6 1 (29%) KB bk, #EHEFH MRIFHMEEIT o7 20 #i7 8
B EEDT/ N EF RSN, MIEETRT Lt 182 RV o af L THEEREFREDT, AT7eA R
BEIZ LD O, HA HSV-1 FUERRMETH o7 5 A9 1 FlICIBmE R0, HRPB5HT
Ahh. BEETZVThLRACAESELRD T, HSV-1 RELRERETH . 3 TER
Ao 1ESCER L. BEELEER LN X3 2BEHRE0AEMER~OZRL2REEED
ﬁmotam%%v%tbtlﬂfﬁﬁﬁﬁﬁ%%b&motc:@ﬁﬁﬁﬁﬁ‘@moamﬁ
pfu ¥ TORANBREORSMENER S Lz, AURET 587 REA—I VA MRCBNT,
G207 EHAVWCERERS ) A —~BF 6 f BT kETH b HBERRESTDI (2002 £~
2003 45) P, BEERHEEO 2F, G007 #BE5TA LI T basr UslTEhi, 1.5x%10°

9.
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pfu @ G207 ZIEFEAICE S Ui 2-5 BRI, EBEAFMICHHE L T2 OMBRIBALIC 1.0 x 10° pfa
DGNTEERE LR, G207 CEERT2EERFESTRIAIRDT. ~A_RPRST I/ 2tV EE
TAHLIRBER RO hotr, 15T GTHRE2 BRIC—FNAHEL RUBEREZE D
B, AFuA FREIZT 12REURICEE L, BEREOREZND 1 flok HSV BER I h,
PCR fE#7 TIZ£ T OIEER AT HSV DNA SR S, —F, EE, R, BB, h#iciE G207
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