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NG, SBRBERBMNAEZNTNS,

MPMDEEIE. FHENES TN I B
T B I &5 FINEE LR ERILE G
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AEkt > %1 71V A (Hemagglutinating
Virus of Japan Envelope: HVI-E) 12X 515
X, B E SR EFHET AER S
PUEBREZFAL TR, BFEBEELE
WBE<B R AN LEIns, HiEE
MPMO B ET )L TOMETIX. E7FHRM
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Wizd LB TE S,
K RZFE IR BB TIL. 20094 L0

A H|Dnon-GCPEERAER (BiEREME, FisL
) ZEML . BKIC B 5 R &M 2 ER
U7ze E7z. FEHRGEAL DI IOHME /N NK
HHARYE (L, CTL ER4E, R TOEM bIE
Rz, AFORBICHETAHNEBMS L
PMDAR G HTET L. GEEL D R &/
BGCP L)V Dfirst in mani&BR AN EME B A
FEICR U TR S N/ 2015484 1213, &

SEGTUEBRER I IEEE I L THE
MEBRBRIBEDSTFETDH 2,

T I T AR TILFEERGUEIC 2o 72
BICHT 28 EZETLT 570, LEE
ERHEMPMICH T B EMEERER (551
M) 2L, —7 v CHERICEINEE
BRTENARZIET 5.
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/o BEDE ﬁ@t R FE R iR %
%ﬁbfmﬁmaﬁ%%%ﬁbUL%E‘
fig g eh 7 B 5855 T HMGB1 2 %E L7z, 6m
1 DERIM 2171 2400G, 6 7 FEI3 OALER 2 17
V) ELISA(HMGBI ELISA KitI ®,3> / 5 A
RS TIMEF O HMGB1 & L
/7o

ARRBRBERIZ OEGIT R % K TS —
7, BEALE, n'ﬁuk HEIRE . RDIRE. MoK,
IO SRR, ERIEKESTILR. R
KAILZEDOFE, M HMGB1 & & OAES
R Uz, 728 2 OFEIE SRR
HEPREHREREE ¥ —OlERARER
ZESCTAREZZIZOBRBINTN
%, Eiz AFEIZDONWTAE AT+
ZITWRIBENENOEAZERE. Lz
To7z.
AHFEOEMEBBRIFEOHRIT, L2
REEFEOEEWRYTEZETH D, BE
OEFEERULFEEII AT IF o+ XA B
L F B EE (CDDP/PEM) TH DN,
CDDP/PEM IZ AR TH o ThH. DL
HBRINETHEERH 5. FREEMRRIZ
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O AN RAANE B 2o 5 & U7z Bl O 5
SR ES 2 BN, BBORE - R E
PLMEHESEREL BT > (R
W SE ) L 2,

TRk U 7z 6 B s fant w3 & 50, sz
W N ST 2 72 0D | 5 G B e e &
RS (PMDA) Ol BT & % SE RIS HH 7
CERTERE. WmmBhE) 2R L. EHHD
P58 D IAEC D W TH B2 1570005 B3
R DY Rl Y S

BRI ERN B HoE T E Tk 5
7ZO FRED K DI AT Y a— V&L Tz,
I%% [ 32 25 3 B D U Ko OV i & S4B 9 B4
T OREEE CFRk 26, 27 )
TETHEEE LT, —HOEBEITDONT
VPR FESE T REHERE (CRO) . HBBRIEIC DN
T BIERALH S N E s T 5,
BFAFEYERE S FIETE (SOP) D i (R 26,

27 HFE)
R385 O e R L2 % =T
B SOP Z1ET %,

BEEREEE, BREREZBIURE
A EDORDIER (R 26 )
EEEES 5 EE T 22 DIC N BB R
EWEtEE. BREMEED L ORZHH
NEDODRZERT 5.

PMDA & QIEEMMMH (FBalmax. *m
BIE) DR (ERk 26, 27 FE)
BBRTYA bR E BETNA A

BT 2 ERMHEABIOREYE 2 EMT 5.

[ 56 0D 3 10 PR 50 38 00 0D I i I 7ol B oD s
B HERE L PMDA N5 O3 B2 B F 2 155
DT A P HEET 5,

5 HEMFETEES (IRB) ~OBBREB S

K ORGREAS CERE 27 4E 8 A)

PMDA & OS5 ORs J 2

Mol 7z & FEESEA IRB ICHIGE L, RBESG

Do IRB MED A % [ &1 T340

Z i b9 5,
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IRB 2 BIEHEORRZM T, Hhhae

PMDA ~$2HIT 5. 30 H AR Pz e

FIEPHIVIS L, MHER 2 EIE Lz

%, FIHEE IRB NEHHIGE 2T %,

@ ERFERSROEN (FPD)  CFRE 27 4
10 A)

Gl EEE R RMG & Tn 0 B DR

NZPET %,

® TR T RSO (CERL 28 4E 12 A)

Tt DR BRE B E 48T (LPO) L7215,

BT &% PMDA 2T 5,

O BHRIERSHEOER CFE% 2943 H)

EE S NTzGRT — & 2 FI AT L. B

IS EZIERT .

3) PMDA Hi#%
WeNIZEBEZ RN U TRREENTE
DRI, EBENRAEF %8 U T PMDA &
DERFMERK OS2 It TR 7.
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1) %3 - EHHR

HVIEBEK 1 DEDIIRIANTA 7T
ST A IV ATH 15kb D—Z4 RNA &4
JLELUTHEL, ERAEZRFD. T O
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HN R & T 2 ZF K 1X GDIla,
Sialylparagloboside(SPG) & VYo 7= B 4 77 >
JUFTRTHS (K1), HVI 1L ATCC &
DA L7z Sendai virus @ Z KR(VR-105
parainfluenza 1 Sendai/52)% f V), BFEEBINT
WX, BANEIZE D AR L7z (Bl
WEPER HVI-E 8AI3e MR TEAE X R,
4RO T LTHELTNWDS), LLCMK2
HIfRIZ HV) 2R X 8T 24 BRRLIRRICES
BHRTICEESND HVIIIREEREFEA
H (FO) =B LRl B ZR/=/2\0, 20 HVI
Z{KIREE (0.0004%) O RV L THUET
5EFL,RICARLBAEZFTFDOLDITR
%, %7z LLCMK2 fifEPIC HV) O HN i#
RFITHT S siRNA ZEBA L THBWNWT, 24
K21 HV) 2RI T L EEESIND
HVIIZHNEREBEZIZEAER L2V,
HV] SBKTHDHH 7 )F T RITHET
ETREREERK LU ANA LD, £
EEIREONY T E HVIICILE UEE
HE®D F, HN 250 L 7z@&ED /20 HV]
HER L7z WTND HVI HERIER(99
mjoule/cm?) TRIEHEIL L HVI-E & L7z, 58
EWXREELL TWVWE ZE2RPE SR/
JRIZHBIT BTV A RNA #EELET A )V A
HEEREDELEDODWTN ORI > T
WZ ETHERLUZ (B 2), HVI-E »YEHE
EFHE EHERREEECER S Wo 2%
ERTEBERZET S Z ST RS
AT )RR EDEETTTICHREL T
s (F3),

b~ MPM fifE & LT, RO MPM
itk (ACC-MESO-4), —#H% (MSTO-H211,
EHMES) , HfEA (ACC-MESO-1,H2052)
ORIk ZE AWz, IEFEOE TRk
& LT Met-5A 2Rz, Y72 MPM #ili2

& LT, AB22G2 % A\ /=, EHMES #ifi
BIRERFIOEE 221772, DML ATCC
FOBA L. HV] SBRAEOEET 71
F 3 ROFENIL. HPLC #EIZX Do 77,
HVI-E I 9 2L, 96well plate 12 1
well &7z 0 5000 & O# AL Z £E E A B, HVI-
E % 1000, 2000 moi (multiplicity of infection)
THEEWRPICREG L. 24 BRBOMIRERE
ZMITETHIELZ. RPT 470> b
—)ELTIE. T TCRRZEETHEZE
ZHELTWS E ML IREMAEE PC3,
DU145 b M UF T I X h—<HIEkk
U251 ZA Wz, E/-EMiRE HVI-E Of
MEZBRT 5726, PKH26 I K DEERL
7z HVI-E Z3E8EPIc&E U, SLEmes
TEZEL /.

RIG-I, MAVS @ siRNA(Sigma) (2D WTIE
BEIZ#H e L T\ B E2F(Clinical Cancer Res.
2012) % lipofectamine RNAimax (Invitrogen)
THE A L 7. Noxa, TRAIL, RIG-I, MAVS,
MDAS, IFN-BDFEIIZ DTl ¢-PCR TFF
272,
RULABRHESROMREEY I/ DT 7 —
DFRE, KT M1, M2 2 BFHEZT. LT X
SIZfT 2 /2. C57TBL/6N (Q) HiskB&hxH I %
10% L1929 S&HEMER RPMI TaEHIC
4.5x10%cells/mL. CTHEE L. 10cm FEIMIZ
10 mL (4.5%106 cells/dish) % #&#E - 5 L /=,
4 BB, BEERM 10% 8 (1mL) @ 1929
SR EMZ, HIC 3 AREELR-. B
EZEMICEEL TWAHIE RESEE< 7 O
Ty —TEUTEI Uz, RNEEERY 7 O
77— % RPMI SEEBEHIT 1x10°
cellsymL THE#E L. 100 ng/mL LPS (Sigma-
Aldrich Co., ST. Louis, USA) & % \Wid 10
ng/mL M-CSF (WAKO Junyaku Inc., Osaka,



Japan) & 20 ng/mL 1L-4 (WAKO) Z AT
6 /X7 L— 2 1 mL (12100 i) $fEL T,
24 W bgae Uiz, <0 Atk M2 <27

07y — A0 HVI-E Jl# I B0 T,

6 T L— NTHEE L 72 =7 A8 il 2k
M2 X717 7 —2 (1x10° cells/well) D%
Wz praz L, 700 uL @ HVI-E &4 G+
& RPMI Kb (2,000 HAU/mL) ¢ ks a8
UZzo 1 IR, A& 7% 10 ng/mL M-CSF
& 20 ng/ml 1L-4 725 X DIZFH R L 72 RPMI
Seaiiiha 300ul A, 23 RERIRGAE U7z,
X7y — PIE OZE, 1L-6. 1L-12,
TNF-q., IFN-B. IFN-y, NOS2. Argl. Fizzl.
Yml, T-bet, Eomes, STATI, Granzyme A.
Granzyme B, 188 DIEH &2 1) VIV 51 I
RT-PCR {Zd» TMlGET % 2 &4 K0 s
U7z F 7231 NOS2. i NF-kB p65 (Santa Cruz
Biotechnology Inc., Texas, USA), 1 Argl. #1
p-actin (Sigma) . 11 Yml (Abcam, Cambridge,
UK) . #i RIG-I . $iT TBP (Cell Signaling.,
USA)  $Hidk%Z Fiv /= Western blot 1242 T
HfTo/z. IHIIv a7 y— Uk g
D IL-6, TNF-o.% ELISA #:CHlE L, NO
I @ Wl % % Griess Reagent System
(Promega., Tokyo, Japan) % A\ ZTiTo 7z,
NF-«xB ORHES &G, FiHRE M2 <7
07 y—3% 700 uL @ 30uM NF-kKB p65
FH 2 &l (JSH-23) (SYMANSIS., California,
USA) S AEIMEAS RPMI B #iT 30 &
. 37CTHEL =,
ROAPKBEETIVIEEERELT, E R
R g B P Rz A Ak MSTO211H (2 x 108
{&) Z CB-17/SCID < 7 Z DB (A g fE py ~\ 4%
LU THERL-e MEEER A & EEE<
U ZACH U, B 9 HHIZ HVI-E OEE
NEE RS NICHEBEA AT ST 05

Efroie. Flo, TO T HE%ELD HVI-E @
TS E 2 BT, YU ADEFER
el U7z,

BRI DLW T T T KB R R R
MR TOHELEEZZITTHD, TOLEEE
B ORI THTT S 472, FE7/IR |
Z DNA OEBIZOWTIL, filif 2 DNA 3£
WEtm OB PIREEMNF N TH D, KEE
BT D42 DNA SR> T 7
277,

2) il

HVI-ED — i) 75 g Rl ik 9 Tici& 7 L
Tna (1) . ZEIEIMPMOERN 8
B\ 5 V) 2 M 55 PN 4 - 0D 22 4 P 2 Tl
LD EL T, FFOFRT o
7 2k (TGRSR %92 5 72 D Vg
TREREOINY) F—a ke g L.
A RITA L EBEICLT, MEHOZY
PE, BEME, 74 & OBt LoD
WPkl B E i L, S OR RN S
P EEMED B 2 3 Lz, BAHEICDW
T Phalr O Bn 5 5%E U 72N HE
DTN TF—a idlEEmRL, BEL
il E ks L TZUTH DN E
FER L7z,

HVJ-E @ MPM BN~ DE D%t %
Wit g 27201 R T77UNT I R
A Evans Blue @EZEA L. JEHENIEA
RLIERZITo /2.

WA D LRz ZEREAT Epithelial Mesenchymal
Transition (EMT) ZFHX57-%., FOEME
PR A549 &b MRHESFMRARE B WLWT, B
ETICEAEOMBREEFETT M1
DOELEZRE L. MIEERE DO BE-cadherin,

N-cadherin, Vimentin Z BT, EMT OF

2 EERNICFHMOL 7z,

3. WGBS GMP &l
R OHVI-ERANL, /3574 74



IZBNWTEENETL XN, GMPELIEDI ] BE
IZizoTWwd, P/ 374 7#IEHEVIO
b MNERMB TORELEEICKRIIL, 45858
DI AERNW-HVI-EXSSIEEE LT,
IO TN EREGEEAE L THBETH
U0 AU LR Eic ke et TE 5 2
ERRIEEINTVS (K4) . SEOERE
BISER DEFEIZ L EIIRBEE 2+ TR
HERT 272012, BREOBELEETEZRE
U7z 89 IREP OBRBREBFEEZEDORE
ZREL. BREEONICED B7DIZ4H0
ERBREOLERBICDNWTEEERTS /2.
FOWRICEDNT, BREBETIIKNE
RBREOARE. ERABNERKRE R R
NE LR DAL ERD., HREORELZE
HAR Q12 A~242r A) & B L CELEEHE
DRE =T /o, TR26EEL, Z DOFHHEIZ
HEONWT, REBAERBBREDOARSE R
BY BHDITHERER (FE) ZiRkREE
GMPAHMLTRIE L=, 6 2 BB R
IZHED Te DITIA B/ IR B IEGMPELE D A
=T v TE FDBRDEEREZGMPEEA
DLNINWVT w FITDNTIE. BEIFROERIC
IR CTEREMICEDZENEBYTHS &
A, T DD AT =)V T v T DN
THRFTOMED AT —INDOBITE, LN
VT TIZDNWTIENA T EETERIC
BZEMRRAENDS TN IA—AT T )
OY—%HA L ehEErL = BT
TEHEOREZITo/m. BITOEETRED
NEZEEL., @YX r—I 7y &0
BEL T AR OMEETWV., BETE, B
T2, BETE, BAfk REER TEOD
- 27—V Z2REL. FHEOETEZERE
U7z TORBEICHED T, FRR6FEEIIER
TREBETIBOAT—IVTY v Thitz R
B, BERAONY I ERBEANS LD
VW, IQ : Installation Qualification (HE{TH§
A% R % X 0Q : Operational
Qualification (BRfEI1EREREIETERERR) £ T%
EREL T,

C. e

1. EmMEEBRBROEREER

1) Jovr hokREHE
FER26FE1TASHICEZEN ML TFv Y
FULEEREL. EREEBRREEZEIC

HETIDDEHBIEE, AT Ta—))
bEDBEREOHLBERBEMELL, B
H4 B E S E O THBRN A L—AHED
KD RE /R ERAEFI ZBEL . A5
O BEER., BHE L TIEMID (maximum
tolerated dose) ZRET 5 Z & TlaR<, &
A2 FEMEEE L. EEAER RN,
BIREBE LU CTEDEOFMZTTS ik
BRITHZEEL,
FEEDEREDZDIT, 20124F 4 A XD
2014 4F 5 B £ CIiE# P IumbE iR B
CE—IZBWTER SRz EZ=ZIT TS
GHRIREEE 190 Bl 72 5 TN R P 7 FE 12 41
(LR BS 4 ), AIER 4 ], F DMAAREE 4
B, ffifE 14 Hl O 13 HMGB1 Z2HIE U7z,
R iR e Rz FE L R 3 2 - M2 1o C
WS NTER E LTz, AREEE TOMm
EH HMGB1 {3H9fE 2.2ng/ml( 95%CI:
2228)ThHo/z. MBEEELPRERET
@ Ifi 3 HMGB1 I f 92 6.0ng/ml
(95%CL: 4.7-9.0)TH O, BHUEBZEZHFEL
TWRWERZEEELODBEEIIHW
HMGB1 &R U7z BEAMRERICBNT
ERFT R, BLERE, 5. Fiis & HMGBI &
& DOASINRHBEE RN T2,

AWFFL D EE EEERRFFE ORI, L%
BEEGIEOBEREFEETH D 720F
FEIERIIEIC S 2 S BER O R Z ML L
o o0 ZEROEZRNEEETH 2
Naftopidil 1d. o;p ZEAREEIEM &1
212, TNF-alpha, FasL. OFBZ#EiE 1L .
caspase 8 241 L T caspase 3 Z{EH{t =&
THEEMRICY RN AZRBITE
WHSNIIZo /2. Fi2s AATT /0%
BHRENT 2HREEMBOTY RN —AFH
BIZ L RERER. BRSAIC TS



VIR e BT CH - 1D T, T T
Sy T 2V HEA EHNA IZ L 5
BHREMR L EZA MiRRNOY 7/
COWIMNEIC L0, PE RO Y R k-
o A DARE, ST G2 AR S A7z PR
WA TR R B U TR, AR
THREC A 1% U 77 Naftopidil analogue 2371
RG24 9 5 SN T,

2) GBI T R S, 2 O
OD ¥ M ) T 4 OD A e

TR AHENE LT, —HOEHIIDONT
VI Fill 2 5 B O SRR IR O & S LN O
CRO 73857 L, [EHl 32 501 WA i 2 W 4 L
Tzo 7z BUIR OV [l A2 380G B OO Y V200 22
75 SOPS DZ& 444 U, WM EME MR, 15
SRS R R 2R L Tz,

3) PMDAR%
BB R 2 R U Cia G A T E
DI DN, FEERNEAH % U CPMDA &
DHEFIHR O 2= Il Tk 7z, &
PRIV, 1EE 2 R265E7 HORIZTT VY,
RERERRE. WENEGEREIZDNT
FIREL . MEIGERRADEEIZDNTEDY
Uo7 RTS ZEEED SN/, KN
201443 A FRIZIT D PETH S,

2. HlE. FEIBREED 720 OIER R 5
1) #EZh - FEPE R

MPM 8D HV] ZBKTH 28T > 7
U4 R%& HPLC T#r U7z, HVI ZHE
TdH% GDla, SPG DB > 7 U+ R
IZ 5 8 % El A 1d . METO-H211; 3.3%,
EHMES; 15.5%, MESO-1; 10.7%, MESO-4;
6.7%, H2452; 40.9%, Met5A; 10.2% TdH o /7.
fOEBME S KREREBEWT N0/, B
IRHITI T A MPM LD AB22G2 1d 0%
THo7z., PKH26 &% L 7= HVI-E %2 MPM

il o TR S A2 A AR O FE B O AR »
METO-H211 IZ{EH &/ 5 & gl IE e
@ DU145 &bk et/ — 35 5.,
[ U957 HVI-E &OEFERREN~,
2T HVI-E %45 MPM Ml ER & &,
FEFER A MTS assay 1ICH OPE L2, ED
b MPM il b RS PC3 &
[l U kD 7afiiusenifEg s, EFEEOK
TIROE ZE N, 2B D Met-5A 1357
BARD S DB NN 5T, fIIIET S
o Bhole, IBEEMEDINT T A
MPM #lla0D AB22G2 V34 < a2 )i
Mo 7o JEERAR U 35 Uy TR N 5 b Rz
JE (MPM) V& HVI-E (2895 Wiz i %
AL THD, MPM i< 7 A\ DR FEIEER
BN TEWRIEEZ RZRD 5z (GF
BAEAE 395 H vs O bo—)L#E 27
H)o S5, MK TR SN TV D HUEA
AT TF > (Smg/kg) HER 512 HVI-E
e LY U RERETI, AT ST
AR GRS D bR A I O R
iR, HVI-E AT I5F 2 EDHHRIC
K HMEDRERDZ (F 57 HULE vs
42.6 H).

BIRDHEL W MPM D 1D TH D MHED
EHMES 2 HVI-E Z{Ef S 8720, #ix
TN — 2 EEBPCRIZE - TR L
7o TTICMEL TWBEDITHVI-EITX
B EEMIRIR 72 7 R — > 2 DRI,
RIG-I, MAVS IZ XDV T FIWVIRETH 5
(Clinical Cancer Res. 2012) . RIG-I I Typel,
I @ IFN KX5FHENPASNTND,
RIG-I1Z U251, PC3, DU145, PNT2 (IE##iL
i R HIBEAR) THRE S 15 0Y, EHMES T
B EAEFEINRN D7, MAVS OF
HFHEILIEOHBICIBWTHIEEALERD



SNIaholz, T HVIST ) AERRE LR
VY RNA Z840D MDAS 13, Eofiigics
WTH HVI-E ORI TP LA Lz, #ilg
JEIZBEE T B TRAIL, Noxa 3L U IFN-BD
IR % H 5 & EHMES Tl D fEEHIE &
[ U< HVI-E IZX % Noxa DREFFENS
Zo7zm, TRAIL ORI 2 FEEL ME
BXNRMN o To, 72 IFN-BIIMt DL & 13
B, 2<FHERRSNLENO/.FIT
RIG-I, MAVS @ siRNA % 2T TRAIL,
Noxa DB FREZFANNS &, RIGIG &
D siRNA 137 X THIHF]EE), MAVS

(sIMAVS-1 O BHIHENZ D) Z3H L 7=IR

BTHHIZHNND 5T, TRAIL, Noxa &
H HVI-E I X B RBFEIIIH S o
2o TITCTTRP—ADHEERELT
Pan-caspase inhibitor Td % z-VAD-fmk %
WT. HVIE X 2MfE~DEEE Rz
& A, zVAD-fmk TIIHHNE< A5
Iano iz,

HVI-E OHEEGZEEECIERICBITS
77y —YOEGEMRIE L. BHEE
M2 X717y —IZ HVI-E 285 L /=K
DECFFRIROEI/LE mRNA KUY 2/
JELRIVTHRE Lz, ZO/ER. M2 <7
07 y—Y® HVIE FIEICK?D L6,
NOS2, TNF-a OFIH EH & Argl. Fizzl,
Yml OFRFUEKTNY 7 I ¥ A L RI-PCR
WEo THRIN/. £/ HVI-E f#EZ
£5 NOS2 FHHMEME Yml FERAND
IAH 70y MZE o THRI L. IL-6,
TNF-a.. NO D7 eSS ELISA & TX NO
B> THRI N, 51, 713
IRSTRWAL, M2 7107y —T® HVI-E
R & o T, NOS2+ MIfEAY 10 fFi248
9 % Z &A% FACS 12Xk o THLMNIZR

oz, INSDOFRERMNS, HVI-E Rz XL
STV AEREE M2 707y —
N M2 RIBENS M1 RERIZT ML
e EMBASINE/ZD HVI-E Y M2 V5
Ml NOBESWMHEZREEZET D I EAURE
Iz HVIE FlEic ks M2 7075
—20 M1 HEHFBICHBNT RIGI 7
535085 L7~ HVI-E fl# M2 <710
7y —2IBITSH RIGI BROELED
TAY 70y ML ODBREL 728
HVIJ-E #l3#C X o> T RIG-I R EEINS
WEIEDHEEREN . £7/2, RIG-1 &/
WIFTTBHIET M2 Y07 y—
2@ HVI-E FlEIcXk 5 NOS2 HHEER &
Yml FEIRETFHIH S 7z,

— I, o707y — Y OEELIZIX
NF-kB WEETHD, Ml X707y —
ANDHWIZVE NF-kB D p65/p50 EEEMN
BHRAANBITTH2DIZR LT, M2 X707
7 = A\DHRBIZIE NFkB @ p50/ps0 #
BEDBBERABITT S 2 ERH 50T
%5, €TZTHVI-E I X5 M2 v70
77— O Ml 52BN T, NF-kB
p65/p50 DIEMEALDIBE G L TS DN ER
Hl7z. £9 M2 x70757—I® HVI-
E FIBEIC X D IREMKAFRIIZ NFKB p65 @
BRBITMEET 5 2 LR L 72D T,
KIZ. NF-kB p65 FHEH| (JSH-23) I2&k o
T HVI-E flicks M2 707y —o
O Ml AR I NS N ERFLZE D
A, M2 X—H—BRF (Argl. Fizzl.
Yml) FEEUTIIE DD - 7278,

NOS2, IL-6. TNF-a &Wo7z Ml ¥—7
—EBETFORENMEHI NS Z EHE S,
x0Tz, INLOFERMNS, HVI-E H
Bicksd M2 xr7n77—Y0 Ml 29



(213 NF-kB p65 OFEMHAL G T 5 2 &

MEZ NS,

KIZ HVI-E fleo M2 <707 y—
W T MREEE LT 2 EDhERND
72OV, HVIE Jili~ 27 07 v — 2 & i
T #ile & 3ehsaE Uz, Jei53E 48 IR

Filit L TwWa T filezmuel ., )7 by A
s RT-PCR T T fIayE G I B9 558
T2 L. T OR 5, HVI-E 13
M2 Y07y — & OIEEER TS
{t Th1 ¥ —H7—TdH %5 STATl EiETEL
CDS*T M~ —H—TH D77 1 A
A. B OFEH] LRI S Nz, Fiz. Rk
WALEE L 7= T i B30 2 a0is e Y >

INERZ—J—TdH 5 CD69 DFEHZ FACS.

W ROt Ujze € OF59. HVI-E Fli M2
XA 7= BWNT CDE9T il [
DY 2 fEHINL TWA ZEHHENETo
Jro ZALE OFEFE HVI-E #li% M2 v 7 1
T v — DM T A 2T L L. Thl 2
SRR D BRI L TN D,

- AN
5 Fil 3 A TR LT 2 i 5 95 9 %
SO ERT 5720, hFaFx
T4 7 il (TKEE) & U TERTED
HEBEOZ YT DTN F—3 3 ik
oz, NUTF—a VEBRICBIT SR
EE DN Z R ET 27201 Pl 2 £
L. BEROZLAE, HEE. i DM
B/ EQHEBE O, FNTUC DMT%%
@%% T%t@@%l%ﬁ%bt
FERICEDNT, NUF—3 /K%%%
%bt%%‘mfmwﬂﬁﬁﬁtomfﬁ
RRE LR EOEHBN &SR 5F 0 H S )
&Eb3ﬁibtﬁ%&ﬁ EERRELT
ZETHDH>ENMHERS Nz,
ZBRJEREFFE AL Z VY, Evans Blue 4
£% 20~30%RNU T 7 UIINT IR =TI

EATS &, b‘)b@@f“?ﬁ\ﬁ@ z ETHEWE
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GTH WEEGFERE 4~5), 0.5~1mL O
BEEZPAFN S WIRT S <, EA
I 5T EIH T,
HVI-E RIS 707 y—oh 6
A RIA EFWSELOT, FRITHRAEN
DY A B AA 2 IL-6 W23 H LTI R &
AS549 O I 2 [W 3% 1T Epithelial Mesenchymal
Transition (EMT) 2155k L7z, A549 filin 4
TGFB & IL-6 & & HITEET &, EMT
DB RE SN2, b MEMESERRE S
TGEB & 1L-6 12 K DGV & 41, EGF. TGFp.
1L-6, VEGF DPEENEIINU 7= HkHESE
DO EFE 3512 20 AS49 i fia o EMT 28
fieite & N7z KA, B bAE R 29 5 &
SEONTWHEENN 72 Z R (EL AN
CAF OFEREZIHIT 200 E 5 In & fE L7z
ECA BT DR AT &0 kSRR
MED Type 1 57— & 1L-6 DFEED
= 7z,

. 1RERER GMP 5%

ﬁm TCETH LT Uy D g 5T v 7 8 2 5t
G & D[RR A B OO 2N\ B v
HEOAFEEREL Uz, e OEN] =
DNEING, EM B0 THEL AL EE
U SERIE DO/ (B 230, 5hefil) &
wBAK (BHEH. FH12610) Mo, BNEE
KOABED RADZRDT=FER, H/NT222
A, EKT4444, BT ORBEELE T,
Ny F 720 O REEARITI2224KTH
5729, RIEBROERIZITHE N ERKT, Z
NFNEBIE Z 1Ny F L2\ v F4y 4
LNEINHDENASNETn o7z, BITT
BB ZEET 5720 OFRE (FE) 13, B
%%U\»?%t@4mj%~y\;?&ﬁ
WETHHD., BET H1EREELE
ERRT A1 REELEZ RN EHRKT, z‘ ‘
NFNSNYF 10Ny FH OELENNE
THHENHALNEI2 DT,

BBROMGEZFIICERT 570123, &



BREVNELREAE THI2R2EDEREBEEER
icaliETcEs LD, BRETHAIEEDH
BEEDTBILEND D720, ER265E
EEVFEIANI N FH OEE I HE T
DTSNy FHOEEZTo /2. IBBRE

GMPATH T CTHEZ5E T L2 RIEITDNT,

FREICEESTINEDNEHERT /29D
W EEERBREER LR, REL
BREOHANTHL2ENHSMNERD, B
HETHEBRECERGERAERE TOEEZ
ST ULz, INETRERL -ENLEE
RBOIERNS, BREDRERZEEN21
rANG245 ATH D20, SHRIEBRIER
DEBRNZEBL THRREOEEL, B
SN FoDREREZED HEETH
3,

KRIZE 2 HEBRANBHICED /2D ITHET
H5, BEZ T —IVOHEKE, EXEFGMP
FLENDOBITIZHERL X)L T v FI2DWn
TR 2 Em L /=, BT TIXIOLRA 7 —
IWTOBRBEOHEZERKL TWDH, 52
TV B AR BB 304000 B SOMAITE BE I T2
HEFREND/=0. FHEL TWBERNME
Eyak (BREERE6HIN 5 1261) 12 LT
AREN S5 EDIRBRIENKREIZ /25 & TRl
NIz DD, RITD5E X — )1 (50L)
ANOIEREZEZEELTAT=IT v 7O/
EEELZ, BITOAr—)LOEETE
EDOREEDHRE . IFREEFBGMPAD
VRN TEBELT, AT=IVT v
DOAMMEZEKRE L. BEELX)LOHVI-E
OELGETRIL, BETRE., B TR, BET
B, BRI RO4ERICHEINDS, BE
TREBBRIRBICOWTIR. 80ON1 T
EETERICRDEEZOND )V
— AT/ av—EHERAL. Ar—I)V &5k
DO (10LN550L) THRHRETESL
FRCHEDDEE L, BETREICDWVWTIE
NI LEE—BIZLTH T ABOIKTH
BT HZEEL. BEERLRNANDOETE
ZRLT. NILEBIEDERZITOEL
Uiz, HEALTRBICOWTIHBETESET
DL ZERLUZRRTHEZEDDE L
UTze FRR26EEIT. BHIECBEIED
AT—=NVT7 v T eEmllz, BHRIEIID
WTIE, BNy 7 I B ORKE T
ELTEBARLUEEROEBRES /i EH—EE,
BRIBIIOWTIIEEARMEEREL -

N LOHEmERZ, TNETIRESLT
1Q : Installation Qualification  (H&{JIRF A&

#2) . L T'0Q: Operational Qualification (%
B EREEISTERERD) Z M L 2 fE R, W
DIEBRICDODNTHHEEL T 2HEEOHHA
NTHE2EPHALNERD, AT5—)VT v
T OZEEDIREE S Nz

D. R

PMDA & OIEFHIEHKOARTICLD. X
TPa—)VDEENHHAREEIIEETE
TRV, BRA T P a—)L EB D HEfENE
ATND, IUAPEZIEET IVIEEERIC
BWT, HVI-E OFWHEESE2HERT
. HUBAI & OOFRIBEER TIIMHEED R
ERD, SBAANLFERESZATS
F 2 ERWHERBEICHVI-E Z20fA L
TBEERZTOTETH 5.

HMBG1 [ ZBuiEE S a v 7. BER. DIC
LEOREERERBETEHTHIENREINT
Wa, EBEHRAE. BEE. EL 0o
7 EMEETO HMGBI D FH g X
NTBDELEERBICBWYTHNI Y=
— L L TOREDVHFENS, SEOMET
THEMBER LG L TEEKEBED
(F%E - Bl oh &2 ) T3 ¥ HMGB1 138 &
IZEVW HMGB1 fEZRLTHD . AMER
FIZBWTESERBO R RIZ HMGBI
BIENERTHLHRENEZ SN, &
% HMGBI1 & EMERRE 2 IED RS & DR
RS MNCERESTEZENORBZ RT3
FETH D,
AFEOEMEBRHERIEORRIT. bF
REEFEOBEMErRETH 2. BE
OIFEENLEERICATIF o+ A b
L&t ftREE (CDDP/PEM) TH 5,
Naftopidil ®° EHNA [d = KEHRIZ/20D 5 5
DT, BEOEREDBRICHEEVVLETH S,
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HVI-E 17 & % MPM #l l8ZE75 32 B9 L T,
PEHDRERE LT HI2 2 AT Z X LDIRE S
1%. HVI-E 2L 0 MPM flfRlc B0 TH
JEE 5 LSRR A 7 A6 85 Z 1) L Noxa D
TGN S N /z, LA L RIG-1, MAVS @
SIRNA Tl Noxa Ol GEPEALEANH = 41
73735 7 . pan-caspase inhibitor @ z-VAD-fimk
THME T TR b — > ZOTHEMEL
<Trolz. G S BITFEM AR EE 2 o
JENERIE S & TITD CEVMETH S,
BEEE R T, EHMES 3 HVI-E (2 0l
o DWr Fr AL AR I I E T ETB 5T
Al Uz kD in kK E Tz o F g
IR TR T 5 XD Bl Tn
Do Foa 3BT, Caspase 8 K E D PR F
ANBIZ W HVI-E 12 Z A llIRsEnids 2 5
N, FNET R M- AT RS T TS
PMEENTZF 7 O—2 A(F 70 h—2A)
ThHHEZ2WELTND
2014), F O & E=1213 virus RNA % RIG-L
MAVS ORE537n <, TEEE R S
D calcium JEE % 75 8D T CaM-kinase % 151k
LU T RIP-1 DML & RIP-1,-3 DA
TERk 2 29 . Rk 7n A J1 = 0 L7 MPM
JATHHEEL TWaRREERH 5. Ll
Caspase-3 [3FEH L TH O, MRIFED IS
73 Caspase-8 REIZ L % Rip-1 DIEHEALTIE
BIEHSTH D, T sfbanizxs
—3 Z ORHZEA|ITH 5 Necrostatin DL,
TEER R OFEEOHRSEZFTEL TN,
—%. bo EMEEMICHIIEEICEE T 5%
EFERRT B2, CRISPR/Cas9 F %
PRI 22 &IC L. §TIZ CRISPR @
guide RNA ZBEHLZL > FIUAINADT
ATIV—=2AFL TS, ZNT 1 &R
FIZ 6 DD guide RNA sequence =& H D

(Cancer Res.
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T, Cas9 DFEHMLIZ., DL F 1)
A e, HVI-E 12 L A HIIE3EMN 5 &
VN B 28D T, £ O guide RNA @
Bl 41 2 il o — 2 =T T, B
= T ERS SN2 6D TH D, TT
12 Cas9 &2 fE N FEHT % EHMES il i i 2
U7z, a2 )b E LT HVI-E
ZHOE T VAT 52— U251 il
IZBWTH Cas9 FEBIWR 2 L 720

HVI-E OFilfEasEic b~ o0
77 =P OGO WTIL, (RSN T
VW 7eo iz, HVI-E ORI & U THesk
B 5 DT T o T 72 A & AR i A
e ooy —PIKEHLEDOE, AT
J =< EEHEOMET HVI-E RS #%IcT o0
Ty =P ORMMEE THDH I EN 1 DT
HbH, TOMIZ, T bOETFIZHVIE &
540 virus RNA O JG1E 2 Wik L 7= % 5
WChEoTnbd, TOEAE, virus RNA 138%
HEAL TV 24 R CIAT 0B Y >
JSHITC 1 NI ZEIEFEREL TWz, I
oA FRTFORTFEGEEMUY A L
dA—ATHO, AEMEICNZy 72N T
B8l EZRBRLTWS, FAED.
HVI-EWL XD/ 07 7= M2 5 M1
WML, 2D T cell O HIE DK S
hEBDDHERES T, SEITIEEY Y
ANSERBLEZI 7077y —2THDHDT,
RIFIEEEE~< 7 07 7 — 212 HVI-E M
ERLT Ml KABTESZNE S NEMEE
THILENDD, For/OROx—hEE
VR —LEBRELTHEEAOTZOT ¥
— D EBRELZEIZ, HVI-E OHEEDR
MEDLDWCEEEZTINERNDL T &
MEETH D, EROBE T EREEET
07y —Y%RET S EHEED RS



WMI. EEMIRINS. LML HVI-E
ZRWEROTEBEDIRIL, /07y —
PBRERCID LB INSDTIEHRNNET
HIND, WTNICLTHMO TEERE
BTHdERBBL TS,

—REIT M1 7 O T 7 =IO
NF-kB p65/p50 YA Y —L F ol —F—
ELUTHELTWASZ EMNHM 5, HVI-E
O M2 X707 7y—THRIBIZES ML 4
MWFEEIZBWNWTH NF-KB p65 DIEHELMN
BERKREER-TIENHERINZ, L
U, NF-kBp65 BHEAIZEGIZL > T HVI-
E flc k3 Ml ¥~—Hh—EET (IL-6.
TNF-o.. NOS2) OFEEIFUHEITIIH S /=55,
M2 ¥ —H—B{=T (Argl. Fizzl. Yml) @
HENGE MR 52 S ahol. 20
FERIZVHVI-E fligic ks M2 <2707y
—I0O Ml SWFZEIZIX NF-KB p65/p50
AT TR TFIVBEFEL T
W5 Z EERBL TS, HVI-E 11 RIG-I
DEEICEZ ST M2 X7 T 7y —2D
Ml S ZEFET D Z LRI NZD
RIG-I {EHELD S 7 F)IViE TRAF6 &4 L
77 NF-kB #&#& & TRAF3 24 L7= 1 BA
E—T O UREEREE T D Z &0
HINTWS, EREIC, HVI-E fIE#ZO M2
07y —YRE TIE NF-kB REEIEMK
FFRY72 IFN-B FHEMO R I Nz 1 &
A —T7 O EESEZ M1l SEIZ
BET2EVWIMENHBZEMN5, HVI-
E flEizckad M2 2707 57v—20 Ml
S ABFEEICIE NF-KB p65/p50 JE L7201
Ti<1 B 0y —Tzn filEbEEL
TWBHEREEDN D 5,
BAXTTICHVI-EQ FEHERY 7 O7
y—POBEEABEICEA L TNFB DI

FEEMLL T IL-18 OEEEERT S
EVWIHRZETWVWSE, ZOIENETY
07y —YOBERMEICF ZERNHD &
DWIRBZNEM, F THREN 2. FER
HevwuaxrzaZy—PHIBEETH S
P388DI(Z DHIEICHBWVWTH HVI-E I2X0D
IL-18 DOERENEE ST ND)DESE % (E
RERT RELBRIT 200 E, BROZ
BARBEFDPR DN > THD, §8X 5ITHE
WEEDLFETHS. ZOL Ty —%
NLizxrn7y—2 OBEELEOTRENE
HTRHdEEZLN., TNEMATSLZ
Ed. BPUEBREOEECEEBICE<HL
WHIRZIRHETESLTHA S,

MPM #EICELIL 2T I ANDIEAERT
I ml AL THEATES ZEME. HVI-
E 13472 < &% 10000 mNAU (FRRIFZE T
AWshizmKE) $RE5ETES,
BN 2 B VW2 B8R T IL-6 78 EMT 27
B HUEEEND D I ENREINTNS,
UL IL-6 [ ZHIEE T MR omseisic
HLUNETHDLOTUHEDOYA N &E
ZTW5, BRTFE TR, M IL-6 fE3 k
H5H9, 2D, HVIE HEHFADOAT J—
THECHEEOMKIIH o720, EEMR
WHLBL 72N IR0 5 s o 7. MPM

THHREHOMEEOIREZEERT TIEE
T HHEND B,
E 5w

FOEE D EFHH/IBIREE TH 5 HVI-E D
EHREPEEREEEZNSRE U CEMEE
BEBROTZD DB ER TS T IEERAR
ZfT0, EFRICEEEANET L T B,

% HMGB1 I3 G#RBEESE & s U il
BT EEA CREERLTBDE
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