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15 WEREZ ~ 12 0.06, 0.3 K TN 1.5 mg/kg o FH T A PN BL a1 % G- L 7= IR oD . i v i
FEHETE oottt ettt ettt ettt ettt anans 36
16 HMEMEZ » M2 1.5 mg/kg O & THIANHERL ON 1 & H G 2 [ 5 L 72RO )
A FRTEEFEHERS oottt ettt 37
17 HEVED =27 A P2 0.5 KON 2.5 mglkg O & TN BLRIEE 5 L 7= F oD ik
TERIEHERS oottt ettt enne 38
18 AMGO0001 KO DY (OC AR K TN LN K) DFEECX e 39
19 FRBEDMEMEI oottt 51
vi
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ISR 1 WF7EE OB K O 344

g 20 BES A~ (FEGRVISCE) . FEES, [FEREE

AR 3 TERIEFEORIEM O BB SFIEEICSOWT) CEK 446 7 29 A)
IR 40 o RPE A M R e s IR R e A R B X OBk
TR 5 2B RS (70 Y = AN E R Z FRL)

Vil
KOBE UNIVERSITY HOSPITAL ¥ 2.3/ 201541 H 14 H

29



30



1 EBEEFARERMEDOAN

WBEBIIRAAERE (HSEMEBIIRRE(LAE B OV E = L A —) % %15 & L= AMGO00L OOFFAIPIE
BT & B A 1R

2 MREEFERVETOMOMAREBORLLUICHEX
B FaRMRICRE-ITRE

21 KREEEEORZRVEXNY H%E

FH R A2 B S A
TRERAR L 2%
AR IR PR BT 78 50t D -6 Mo OMIFFE AR D REHT

22 HBESEHEUNOEFEMEEORLZRVIEYT HEE

2.2.1 FR RO 25 7 tE =AM

xR R R A7 B B I

THEBRERNEL  HEHR

BHEORE, BE~ORPALOEORST, HRRBLIE, 2RHE
PN R A2 B R I A e

TRERAE R BhE

B ORE, BE~ORPAKOFEEORST, WRBIE, 2AHE
Ay B CEVRPNG SV SHITK RN S

TEERA AL AFEIZ

A OEE, BE~OHH R OREORG, BRBIE, DIRHE
N R R A2 S Bf Jd

EER&GNE LYo T U b

BHEOBEE, BE~ORHLOREORST, HRBIE, 2R
B2H & R R A2 A I

MERmNE LT b

BHEOREE, BE~ORMLONEORAT, HRRBLIE, 2IRAE
ST IVAWN R A2 B R I A e

TERENE Lo T v b

B ORE, BE~ORPAKROFEEORST, WRBIE, 2AHE
FF K CVRPNG VRS SHIT N e 5

fEER&GNEE LT b

A OEE, BE~OHH R OREORG, BRRBIE, DRHE
MM R A7 I S I e

fEER&NE LT b

BHEOBEE, BE~ORHLOREORST, BB, 2RHE
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2.2.2 ZTDMDEERARIHZHE (SR

R KRB R = 2 S e i e

BAE - mIENE B

%% RIEG R ZEIC B 1) D IR DK HE
2L B R R SR e

TR NEE Bz

% it i JL IR ER PRAIFFEIZ 35 1T 2 1t )0 St R e B O Fa B
mAR A A iy BB R I S b I B

MmAEsEE 2z

% it i I [RIEE R WF R 12 35 1T D 1 )0 2kt R AR B O #e Fh
FHEAS R J G =R 7B i e

O E SR iz

2t e S R BRI T2\ 35 1T 2 W ) Skt e B B D fa 1
e B (RS NE ]
TEBRA T Bz
2 e 26 [RBRIRIFIEIZ 35T 2 W /) FEhi = B B O e 15
B IR R = b @ i e
BN - miENE B
2 it i IR BRI FE 2 35 1T 2 18 )0 St R e B O Fa K
B FE— =N Ve oy A
TEERANE Hdx
%t % L RIEE R ZE I 35 ) D 1 )0 FEhti AR B O 4 kR
7Y A MG BRI
RETHFEALE
AMG0001 DML, EER O EfE, AMG0001 OfE, FEEK, EKT —
X 77 E Ot

3 RO Bk U E DR

& BRI REEE R R

PT{E T 650-0017 S Raf = i g XAEHT 7 T H 5-2
(TEL) 078-382-5111 ({{3&). 078-382-5846 (fiEER#=E})
(FAX) 078-382-5050 ({%#). 078-382-5859 (fifiEs#sF})

4 EBRFAEREBERBEOERELEBMN

4.1 HEECFAREBEBRMREOER

AMGO0001 %, KFRARFIZ L 0 BIRL S Av7- & B B EMEH 2 4 3 2 BHaPE o & i BIE
I CTH D, RICKZFLEZEIERGEC BT, AMG0001 % FV 7= KA ME i & 0 (18R
FEMEBREE(LIE « © 2L —h5) &% L Llmdn - IaRREMTZENS 22 Bl i s -, %
OFEF, ARBUZKTT 2 GMENRIE S, ZePEICE L CHERR LIFE & 72 2 BIER I3RR
WHNRNST-, FOBDOBIIL. 7oY=& MG HRRSH (Rt KBJFA AT, U 7
VYA ICR Y EEIN TV D,

)
||
i
J8

HLI

i
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T2V AT, 2008 4 3 H 27 HIC THEIAEREIMAE (iR, ) A3 5 %M
REE(LIE « © oL — ) 2R O & U CRUEIREARIGE L7z, MiARHREIC
BT DAIMEZ R T - DB E LC, TPAZEMBIIREE(LIE 2 x5 & L7 7 T & AN IR
VEZ b — SRR | 23S0 S A, RIS B OVEIAE R O S 350 B LTz,

BERERBR DT —Z RE &NV ) Z & T P = A4h1% 2010 4 9 A 17 H 2 %Ik 58 K 28
HEBT S,

PLEDORED S AMGO00L 1L W FEZIFAGRIZE > TORNA, ZIVE TOKRBR DR
RBIE, CHEEIFE L OEBGOWENIRNIGOND Z LT H2Ilff TE L& N5,
L2y LBUE, 7 vy = 23ECik, A COBME N FHERRBOER T CH Y . EN TR
B AEEEL L CET 2 HEHIYm RN E NI RITH D, LoT, AlEl, ERfinNFES
% T ARG FHRRIFZE 2 9206 L . AMGO001 D AR M I 44 96 BRI 569~ 24 22 g g K O 055
BEDRE TR T2 T, S%OBBROSE LT 452852 BiET & &

277,

42 HHEGFORERPIEOEB

JHHRE 4 5E R 7~ (hepatocyte growth factor :HGF) 1%, JF#lfa 4 HE4E3 5F 1 & LT 1984 4
W AVEER R R S AU[L]. 1989 2 cDNA N7 v—= 7 Ziiz[2], HGF 7= A HEIX, I
B SR B T LDk o TR ER & OV 72 & ORFE RIS L » THEA S, FFEHIRO E/R
HIRRSRI B & 20 CHAEZMR T Z XM BN TRV [3]. MMk E O FPEHER I B 7 25
ERIELTWS, ZROHOERIZINATHGF 72 A FVE L, & PRI 88 ) 2 a5/ E A %
ALTEY, MEFECHEEREEHZRLZLTWDZ ERHLNZEN TV S[4-6],

AMGO001 (IKEA v Ehr Y= R EL TS 77X F DNA X7 2 —Th D
PVAX1 Z AT E L, & b HGF {51 (cDNA) Z#lAIAATZTZ A K DNA Th D,
AMGO001 |1 A X 7= Ml NIZ T HGF {5 1% %8l L \HGF 7= A I 23 PEAE X%, AMG0001
ZHWTEBEIRE T, EA LT HGF 72 A B E N IEFiAE & s inz & 76 L, M iE
WadET L Z L2k, BEIRPAZE (PAZEMEEIIRIE(LIER O E 2 L T —I0) OIRIREE
ELTOMERR S NS,

YELEAR FIBPE RIS Tlk, ROBREHE D R #7212 MEEhIRPAZEAE  (PAZEME S IRAE e S %
v o VA —95) BB A RS AMGO001 % R Y O A NI R FT# G- L | Z2RRIREE R (Fontaine
SPRE D) M ONESS (Fontaine 2048 IV EE) DIRFEN R M V2 A RRIICHGTT 5 2 & &
HiyE 3%,

5 EEFARBRMEOXNREERVZDEEER

YELEARS IR RIS Tld, SEMIRRIREIME T, SVEHRITENE 01 H 73 R 7 18 B R PH
EE  (PAZEMEBNIRMELIE XX E 2 v —) BED S 6, LUTF OEKIER A A3 2 B3 2%t
G LT5,

- LEEESE  (Fontaine 233 11 JE)

- J&J% (Fontaine 328 IV )

PUFIZ, 18 EEhRPHZESE  (PAZEMEBNIRME(LIE X E 2 VT —W) 2 Yakd s T In e B AR
SEOXGIRR L LB h 24 5,
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51 WMEORS
TG IR IRER R 5E

52 NREBICHTHREFATOHMR

5.2.1 = TE - RE - fRRE

PAZEMEBNIRM{LIE (arteriosclerosis obliterans: ASO) & 1%, VWU OBHIRAIRAE X IXPA%E & & 7=
L. FHEBSEMEREZRIRERBTSH D, F OEEEROEEE/EICIZ. —f#&AIC Fontaine
SPGB AL, LB MERESR . la B RERPERRAT (ERED) . lb FE RERMEBAT (PEE~E
FE) NN EE: RZERREEE . IV O TR, YA SERSETT I S, RRS. I EE ROV IV I EE
TRZME M. (Critical Limb Ischemia : CLI) & PFEIEN., UIli&2 RER Shb 2t b ot HE
RIRRETH D,

v 2V (X— % —J%) (thromboangiitis obliterans: TAO) & 1%, BHZEM: e i & 4% &
HIEEI, PO EHEIIRICHENEO WE SR E X - THEBTH D, FFZ, THRENRICAR
FE LT, BRMER & U CRIRMEBATOL ARG, {85, SR X723 HEATH S,

5.2.2 &

HnETO ASO OFABEEZ NANSRE L2 b DIXR S22 A3, illaTio & 5 il
TR 74 e DER 971 45 2 %12 ASO 2R R & vz & iy STV 4 [7], 2010 0 H
AROBNOIT 1452735 TATTI0OLL EO NODKI 2121 TATH D Z LD, 2 %OME %
HTIEODE 2 T NREL D, KK CEIEMRME (critical limb ischemia: CLI) Z#H# L7z
WEBITIX. A0 10 5 AH72 0 1.3 At &b, CLI @ ASO IZH® 2 BT
15~20 BELETH Y, UKL 221 DIX25 e SN TS Z & 5[9]. CLIE 10 HAH
720 5 FIFEEE, CLI ® ASO IZ O HHEHES 15 %95 & ASO X 10 H AH7=0 33 4], AH
13{EE LTCA3 HARE L 72D, —J7, BERIFIZH OIS ASO b LT H D & BERIFD 0.5
~3 BRI THERIPE R R AN R SN D & S TWA[10], FeasE o R #EE % 900 H A &
REL, BHREOHLHEE 15%E T 5L 14 TN FIZ, FERFEZDHMFT 5 ASO I
ASO D 30~40% TH D7, YiZHEH 35% L 95 & . ASO A HIE 40 5 AFRE L HEH &
N5, Ml 40 T, Bl U7z 42~43 T ARE L IRIE T 5, LEn-T, BAE
D ASO BHEEUL, 40 T AL LZEZ OGN D, MZBUHICIX, EEMEMED ASO ITE £ TEH
53 ASO (215D D HIEMENED E D23 20~50 % & SN TWH 7280, BIEFEEDOLDEE DD
& 50~80 7 ARtk DBERE L HEF SN D,

B 2 LT — IR OSBRI AR O B EHEFHEE K 10000 A (95 %fE HHIX[#] 8,400~12,000
N) THY., BEiL 0.7 % 1 EERIIZHER SO, HEEFRIEFIIT S 2L © 30 {25 40
KRB H o LB EZNN, BEOBREOHLNI 45 %05 55 TH Y, BEO LI RIS
TWA[11],

5.2.3 ZHERE TR

ASO 2K 21BRIE L LT, i@, LT OIRFEENERIR ST 5,

(1) HEBPRER T v R 7RO A S ETE . PSRRI IREE LA R O A 1T
BINREELD ) 27 77 72— (BERE., ISERFESCEMTIER ) Ok
(R U < 1P e ORIBER T 2 A+ A B IEG S 5)
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(Q HFEHIRCALILELZ 777 hE LTHWAROIZ T2 Fdd 5 ik
(R FE DRTERVEB AT, eI K OV 2 AR A (s S )

(3) M/ IMREEEMTIAI L O T v 2% 75 v EL AR 8 X D IRERE
(BSE B 7> O HE TR Mg £ ThRJA <A STV D28, fEFERZNR IR C
X HHANIAFAEL 72 0,)

T =T JAZ KB MAEDRIRINT RS A /S A i 72 & O MATHAMNIIIEF A TH Y . AT
BT ORINE, BINRBEIEROEMRE b2 64, L LR, BT —7 M2 X D imEdkE
BRANT I ARF IS T BB~ SR BB IR D PHIE MR 251 2563 D TR AR LR B C L IRZAEEBAL 23 RSP I Z o
7= DA AMETILEIC & 2D Loy, £z, BIIRO&EEAIRILIC X 5 I E R RE
DEA, run-off REKOAEIHEIC L2 2 REBOE(ZR EOFTRAG T 2EBEITB VT,
MATFRMARE RS E b H Y. URY 77 7 2 —RESCHMIREIC X AIRAFRIE*C L &
B X5 &S, BHEEIWr & 722 5 B DR AT 2,

* (RAEIRIEIE, BNRO YA PATE & IR TR T 5 IAIRIE TIa AR < | SEMRAVEREE 00 55 &R0 S RHA T 1705 PRIEE 72353
BIATOIL, FHEME OUUHE TR MR T 7 & & duts & U7 38FR L, FHEPICES2 2 &1 &0 Jlgl]
AT 2 367 S 5 BRI CFRE (R, BIE, MISMER ) ooy ho— Lo & o Lk
EHRH D,

R RCK CIEAERT 100 7 A & 72 0 9 120~500 51| D g 3 KU & A 7e < ST 5 [12],
72, ASO |E, DILEREREZLGTHZ ENEL, AmTPRITWO THRETHY ., ZDIE
KO FH UL B AN i DR B OIK I AT B Tl o B v s, RIBRIERATIEE O 5 R OAFH
1% 70 %HIith. 10 458 TiX 40~50 % CTH Y, CLI B3 Tid 1 4108 20 %23 B L, 544
DAEFRITEBL T THDH[13], S HIT, HIED ASO OAMT#IL, FLE-C K EE 04
MmTPHEHE L THRR EWVDATVA[14],

FAARICBWTH, BARMEIEFAFEC 1992 F10lE S -3 151 Lu CLL A
F DK 25 BB EIBIZE > T\ 5, S 61, THEUIBEGOEM TR BN LMo T
BY . TEEIE 5 %113 30 %23k G, 50 %73 E 13 25 &5 i b & 5 [16],

B o VA IRkt UCid, M 2 5 D 7o AR E 72 B O R, (RIS T
T EOIMEDERE, BATHICEBIFIEN AR 2GR S L TiThhu T\ 5, BEBRIKTE
FRIZPTIRIE, Rk, ZRARET 7 1~ 7« YIBRIT & OUAT I O 4 SI2 K& <ot
Hiv, FREHCTEB RSB 280 2 581 1T. BERAIOR#EE IR & 32 JRPrEE N T
b TW5, SEEEIIHI MR & T a2 4 75 v DU RBRIOR SR ERTH D, 1EE
TERL & 22T 2 5 2 DIEBI T D3RRI IGIEQSE B OV T, SR ML T
AT OIS S ZET D MEN D D, ARETEIRAEAIC X 2 A PHE &1L e 0 REmE E
AN 72 B T2, MATHFROEINN & SN DIEF S 2\, ABEIE, O, T, K&
AP sZ LidenizoAEmPRICB L TR TH DM, 13-23 O BRF TIHMED
U2 B e 3% & DiE b & [17]. BT ROBUER D QOL (quality of life) 3 L <
BT Z bl 7R,

5.2.4 HEEBERUVESHHE

ASO BHE DEIRIE(LIZTEH IC KA TND EEBEZBINLD Z L, ASO DUHERE & 2k
Dic v BERIEIL 28.7 OB THE L, MRS, it OoR B R ORnEX, 2nE
#1237 %, 22.8% KU 49.6 NDME THAFEL TWD & STV 5[16],
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F7-. ASO BEDOFIREIIREIC LY 60~70 %IZ72 A 60D AZEMIRENRD b, #
B MR & 2 S ROBIZE CTIE, SFEIIRD 50 %LA EIC K& SERAEMERZE DS 26 %IZF88
5 5[18],

JEA TR W FEIEIC B T D 2EFRE ORI CIL, PERF%Z 13.7 %, @fE% 29.6 %, is
MIE% 15.2 %278, MM EFEE% 8%, MBIt LIEEE 6%, FAREVETARMELIEZ 5 %1278
» 5[19],

5.2.5 S REEDETIER

MEGEAR TR ZE ClX, SEMIGHIRPIME C. AVBHTEHE 1 H A3 IR 7 12 P B R
SE (PAZEMEBNIREEALIE UL B 2 VT —90") BED 5 B iR (Fontaine 734 11 )

XIXiE% (Fontaine 204 IV ) 2 A3 5 CLIBENKR L 25, Yi% CLI BREIZBWTIT
QOL NFE L L#Hebiv, M THRLARTHL Z EnHiEIN TIN5,

BRI, SRR, SVRHOTEIR O 23 IR 7e CLI B Tl VBRI 23 e Nr L C
BOT, FEIREIEORBEAEIF STV 5D,

PLEDZ &t ZHLTE (Fontaine 2338 I EE) XiXi&IE (Fontaine 488 IV ) AT
5%%éﬁﬁ#$f\%ﬂMP%®ﬁmw 72 EBIIRPAZESE  (PAZEMEBIIREE(LAE S I3 B
2V —IR) BE A YRS TR R RO SRR E L CRET D Z &3S ThH 5 &
EZTN5D,

53 HECFAEREBRMEOME

AMGO0001 % H JRAEPREEE CHR L. ORI % LT 1ELH7= 9 0.5 mg §°
D8 (BFEF4.0mg) IZHHANEET 5, BhIX 4 B ORIREEZ &HITT 21T 5, 1R 8
TR WD CUEE A AR DR WIEAICIE, EIC 3 B HO®RE2ET 5, AR
LZEMOFHEIL, AMG0001 @ 1 [6 B #4512 8% 12179,

ﬁﬁ%®AMﬂ%l@l%U%t@@&5W£i30mLkL B OE Y VAVIN AL ol
1F2.0mL FTRL TRV, EREALIE MLORTEIC L0 gpd = L IikET 5, AP, Sk
ORI,

BB TR, YIRS 6 (8 A 1% 0N 12 & A RICBEREE CRBE) 217V, wlEk 5
24 B AR, KPiERE & LBRWERMEMHEREOT- D OB E I HEZ1T 5, Uikl {s 1%
ﬁ%ﬁ%@ﬁ%%.lu%?um?o

Ag  1mA 2 [l 5 mA i
R s Bl s 0 i
@ @ @ e e >
2 43 4 RS EE 55
6. 12 ffi A % 24 1 A
=4 NI
i || P R 2 SR T

1) 3EBAHEIE, 2 [ B ESHOFHER RIS X EfmO S 2 ¥ 5,
2) 3[EIFBLGOHE T, RBRIGEHREIL 8 A & 7220 | BSR4 M L 25,

X 1 HEZE(S AR R E OB
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54 MOAEEEDEERVEGFAREZERLEH

B KRR BIR O PZCPH R AN EIT T 5 & KM COMITERENEL 720 | 5%
IIMARRL, W&, LO%L, BERYER T2 EOER S HI, BEARICEE2E -7 L9
725, BITIERPEITT 5 & ZRRFEIR S MIXOMRRESE (5K OEE) ~ &SRR HEIE
b9 %, 20X 5 RN EIE L U7 B Tk, KM H (run-off) REZF 567
%< D) HIATHEN AN @I & 72 52V EBE Tk, BREOIE AR E R ST on
BRTH D,

2D &S REMERPAZEE (TIPAZEMEEIIRMELIE X OV E = L 7 —) BT LT,
W LT ORBENRIRE N TS,

(1) EEWERIELK QT v N T O A ST e AR, T R PAZEMEE R (LAE B E OB A
ROV 27 7 7 72— (BERWE, IRERFESCEMEER E) OFRE
(REE L IXPEEOMBMENIT2 AT 2 BFICEHE S ND,)

(@ HEHFRSCATIMEZ 777 ~& L THWIARRICITZ T 2 ik
(PR B O BRMER AT, ZEFRINPAR I ONES 2 9 U AR (Sl S 3D )

() IM/IMREHEMHIFI L T 0 A& 7T v EL A VI L D ERRE
(BRAE B> & HIE PR MR & TR < EH STV D P, MEFERENHIFET
X D HANIAFIE L 72 0,)

HT =T WA X D IME LRI A R 20570 & O AT AR ITIER A TH Y . mATH
T ORI, BIMREEHRIEROEMRZ 7259, L LARRE, BT —T /W X 5 mEk:
SRINT IR IS TR~ B AR D PAZEMER 251233 2 IR BRI LR B C L BRASEBAL 23 RSP IZ o
7= DA ARETILEIG & 2D Lol e, £z, BIIRO&EEAIRIIC X 5 IE KR
DOEAL, run-off REKOEIHEIC &2 B REBOE(N R EOFTRA AT 2 EE BT,
MATFAMNNERSE b H Y, U R T 77 7 Z—RESCIHEYIEIEC L D IRFAREIC L vk
WBIEE X5 G, MU & 722 5 B R A AT 2,

DXV R T 7 7 B—ERESCEMIFIEIZ X HRARIEIC L 0 RBEIEE X5 21570
WE D BT D BTRIRRIEOBOER EOBERITMO THWEEZX D,

R 5E A - (hepatocyte growth factor :HGF) 1%, AFHtfia% #5328+ & LT 1984 4=
Wl ABEBE DR EHU[1], 1989 4£iZ cDNA R 7 v —=2 7 Ziiz[2], HGF 7= A HEIX, I
i o OB i L > C R A L OV 7 & ORI BER A & » CTREAE SN, FREMZE O LR
AR E X 20 CTHAEZMET Z ENMBI TRV [3]. MMk B OE 5 MHERr - B2 22 5 E
AL TWD, ZHHDOEMICA T HGF 72 A FVE L, (N R o 5R ) 72 BE5EVEH %
ALTEBY, MEHECHEERERHZ R L TCND ZERH LTSN TV H[4-6],

AMGO001 (T KEA B hr Y= HRIEL TS T 7 AI K DNA X7 X —Th D
PVAX1 ZJHAEMK L L, B b HGF s ¥ (cDNA) ##lAIAATZT T A K DNA Th D,
AMGO0001 (T A X 317 MR N IZ T HGF {5 1% 8L L HGF 7= A A3 FEAE 4 5, AMGO0001
Z W85 IR Tl FEAE LT HGF 7= AU B AN A e & My in a2 72 5 L, MEIfiiE
WRaEUET L LIk v, BIEEIREAZERE (PAZEMEBIIRIE(LAE L OV E = L T —)  DIRIESE
ELTCOMERIIFEEND,

IR~ HGF AR 8 A X 2 T TOMN 72 HGF pEA % F28L3 5 AMG0001 (2
LD FIEFIEL, AT CORMAREIMEVER 2R E T 2 BFICHE L-EE THDL 5
25,
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6 BEIEFOEERVEDEAFE

6.1 ENIBATHEGCFOBELHEE

6.1.1 E MIEATDHEELFDEE
AMGO0001 DFEIE A X 2 |2~ L2, AAFI,

EEREHKE LTS,
IXDNA U7 F L CTHY | mVBETFEAZNE L BIEFRBNRELEX L TN DR LT,
REOESN 2 DPERT 252 LT, 77 A RAMEERAKRICERVIAEND Z L0, ol
tarn=y A heoinsntszgsh s, [ 2000 2k
DT aE—H—F RN —fFEEZF L TEY, TOTRICHEAAENT-E b HGF &
5% (cDNA) (X, A INAMIIZIB W THRINTIHBL L, HGF 7= A HENLE L THEAS
N5, £72. HGF EaT O FiticiE Y VERLVE VB FHEORY ANy 7 vt
£ L. HGF mRNA OZEM, OWTIE HGF ZARE OB Z M\ LS 2@\E NH 5, bk
HGF cDNA LIAMZHr 72 124 AN S 78S 4 OSSR A NIC >\ T . A EHR LRSI ME
=t & OO EOESNEE L TVRUY,

&, puUC ori m\
CMV promoter

AMG0001
(5,181 bp)

Kanamycin

human HGF cDNA

\{J‘.H poly(A)

2 AMG0001 D

6.1.2 ERZEATHELFDEE

t b HGF X, b FHAKR 7921 1T LTk Y, Miyazawa HiIZ k> T/ n—=r73h’-
[20]. HGF 7zAHEIE, 728 7 X /D672 2 —AREOHIERAD 7' L 71 HGF & L THKS
. 3L TN LIR DY T T ARTTF RRESh %, Mt~ shsd, Eio, 2
AT v T a2 T T ER69 KD D o HEKI 34 kD D BEHO~T B X A ~— L
2%, ST HEIL82~85kD TH D, AMGO00L IZ5 £ 5 HGF & {m T (cDNA) X, ik sh
TWbE h HGF E24[201 & [Fl—TH %,
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6.1.21 BABEGRFIMODERYOBERVETDEYES

HGF I, & HE Ol 3\ CHIGE-CR B Zﬁ'ﬁﬁ/ﬁi Wb >TWAZ ERNMBNTEY,
FR—HMEZROHMAFERZN L THRESCERERIZEG L TV EBZXNTND
[3,21,22], E7=. HGF I35 78 Al BB 5l | :%2&%52@“\ WEHERR D B 2 A S 5 2
ENB ST EN TR [23, 24] R 22 7 LEiH 2 & BT By S 5 [2], B
HGF DY RS RIETH 5 c-met & N AIIICIEE L TV A[25], — 7. bFGF 1% 7L id
FlaRil-7 . L0 EOVEE EANRNLEC /D, HGF OMEIEL VEGF EHEEL L TH 1 |
aFGF X° bFGF 73 -7 i il fal oAl MR SR E I 2 &2 2 & &35 7R - TV 5[26-28],

HGF |2 X % K528 & PN BB O BB 1E H % A o> R B 72 1fL 5 N B2 OHE5IHIR 1~ T 5 VEGF
R bFGF &bl d™ % &, HGF b M aEFEFIR i Rk oo /& PG 6k L C VEGF &[5 D
F7-b b REWIRE SO B N AAEIZ 6 LTk VEGF X° bFGF X ¥ 88 /) 7 BAGEIEHEVE A % o
97[29,30], Z D& =, KEMRACKILENEGHIEIZ HGF & bFGF % [FIRFf& 5-3° 5 & HE5R{EEED)
FIIANBN B AR [29], — 7. HGF & VEGF % [ f 5.9~ % & IR i ok ifi 2 P Rz Hl i
CIIHIFAIRHE R S TARNAY T & 5 73[29]. KBIIRH i 0D M8 PN BRI CIIAR IR ITFR D 720
[30].

F7-HGF X M FRIRE Rk o i & N R 5 L VEGF X 0 & R g E R EEH 258 6
ZDNFIX VEGF LHEMTHH[29], & BT, LAATE Y HGF 1Z ™7 o ffi I & i 3k o if A&
WEZAIEIZ L% UPA DPEAZET Z E DN BV TV N3], e, M8 PN ECHIIE - & 57
AP CIE L VIRE L7 « 7Y Vg A5 R Lisias 5 OIS %ZE7%: MT1-MMP @F
AR, MMP-2 OfEEZ . HGF it | H/ZJ@1“&/J\E[LH¢I7\1&1‘HJH@&UE BRI B2 Al
WTHTRT 5 2 L AVRENTZ[6], £7-  HGF IZ b A& IR M2 PN Rz i K 5 Flk-1 (VEGF
L7 % —2) OFBEHHRT D& bRINTVWSH[32].

—777C c-met/HGF L& 7" & — Xl & F i i Ml & AF7E 9 5 A3[33]. HGF IX bFGF & #7210
T OMFEIC IR A LIE ST, M N B R B A 2R BN - T h S AR IR AR
*F L C HGF |3l = O e, g e iz & 2 HGF B & <° VEGF OFEATSE[29], %
7= MMP-1 OFRBLLHE 72 & DO AEMIEEE R,

Z D X I HGF [ i PN BRI G D ¥ 5 A R BRI R LoD, WAGHIRRIZ & 2 Mgk~
U w7 Aok, Wi, EWE AR ERET 5 7o Eo i EBSTAEER 289, B2 HGF il &N
BRI 3 A B ER X2 0 C7e < A& A fE &2 L7 ER. £ 7 & BE T VEGF-
Lt 74 —Z DI B E ORBERIC GEERE L, HGF 13 &I & T BGRFE O
A7 AT a— P —MREREREL TWAH EWVZ S,

F7o, MENEGHIRIZ kT 2 EAEEER . WEEIREER ., B AER 72 £ i & 52 K
T& LTDHGF & VEGF |13l m b 2\, EEICHHIC X 2 MEHHA I Ets-1 &5 3
HOFRGKF-2MENTND Z N> TnWd, Ets-1 I Ets 77 I U —IZE ENDHIRER T
T85 ﬂ’ﬁ"l@?’ NS D Ets R AA N & o THEMEE T 0O > AEHIRICAFIET D Ets &G
EF—ZITHES L RIn T AR BT 5, Ets-1 1 X RIHER S DR CA < FEBLSGRD H LD 23,

178 2L e D 8 N BRI CHRE BN EE 9 LA TRk & T & & HICiE9 4 %, HGF ¢ VEGF
HNEAIICEIT 5 Ets-1 OFRBIZMEET 5 Z L2V 5 TRV [34]. uPA X° MMP-1, 3, 9
7o PRI E RS T OB AZFHE LTV D, FBIZHEIT Ets-1 1E c-met X° FIk-1 O35,
ZHIRT 5 Z ERH LN E e o T2, HGF M IE B MIECRE D7 7 F 7 %A MZEBWNT
VEGF ORBZFHE S5 Z L L HHHE[29, 32], HGF & VEGF DA — A v F 7 v a L Fh, &
L<IZZ B A =7 RDOIFAENTBR I NG,
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—J7 Y8R 72 3 5 HGF & VEGF O IVEFHiI AR F & L TOMHEDEN B TR > T 5,
Hi— m£W&mWﬁﬁm%ﬁmﬁﬁ&®xhvx Ehanb L, VEGF ORBUT EH9
6b%@F®%ﬁ W2 U, WE DR RBEEAZZ T VWA Z L E R LTS, £
18 38 A= (vasculogene5|s) WREICBIT A MEOKREI LR ->TWDH L) ThDH, mMERLEI
iﬂmﬂ@F@%t#&%mﬁtT%&ﬁﬂ%w#\¢@<&%km%//77¢bﬁ%%%
W EHT OFESR B 1E, VEGF B L <IZFD Lt 77 —DlInF /KR Ie~ 7 AT KNG B D
%EﬁMXi%®&®m %@%%TA X O BHEEIEIZEY . VEGF-L & 7% — R M
RGO AL e O I MZADIR - CTh H L E 2 HIHDITRE L, HGF X° c-met DER T+
KK~ 7 A TlEImE ?@Eaiﬁ%fﬁ@#ot( ﬂ%@VWXTi%ﬂ@%WE%#%
OBV, THDBRBEMENAE O ARIZE DO TH D AMHEMEIXH 5) [35], F7-AERKICE
% I FEE M2 B U C VEGF 13 Y RIS 23 6 A= 3 2 1 35 ids i P T THEIR 1 (vascular permeability
factor) & LCRIESINTZZ EnDHbnD L) I OFBEMEERNICTUHET 5, EIRIC
Hémﬁﬁﬁ&WﬁiMMy?/t4T%ﬁ#é k#f%éﬁx%ﬁFi%@%ﬁ®m%k
B0 MG HENEZ R TCHES 2 OISRk L HGF I I & B P E TTHEE 1358 8 & 7172\ [36],
LLFIZ HGF | ;5maﬁémﬂ%%%%l3_m¢o

Bz FRIRFES
h?'f‘b—*/x
HGF““—— ‘_—"' Efs_
c-met /
VEGF \‘\\
mEHFE <+ Flk-1 MMP9
Flt-1

™ UF’A MMP3
Collagenase UPA-R

(MMP-1) \\;\

HGFE1E
X 3 HGF (2 X % i #iAE 0 5y 1-Hihis

R

HGF IZIEH b MERRTIZ, ZEACOMBTHRILL TWDL Z ERH LN TS, F
PO EEREASME LT, BR, HEE O & S, MR MR+ O HGF 13 24 & #fk
MHDGWTEH D EFH 2 HILTUW S, Nakamura &1, IfiLif HGF 1 fadt % # C 0.381+0.020 ng/mL
Tholobiftdi LTW5([24,29], — 77, JAATICEIT D HGF FEAEIL. %< Dlifids TR I T
B O[25]. DHELOULE BN TS HGF A SN D Z &G STV 5[30,31], IEIC
BT D HGF L, b M4 123V T 30~40 ng/mg protein T Y [6]. MLif HGF J& (2~
D THEETH 5,

AMGO0001 (ZHEEH TS HGF 72AHEIX, V=X &7y N TOMRTIIHA L HGF
CDNA o THEINATAXERUTH Y, BENEGHD K ONTF/M 72 & O FER BN
BV THAHE Z W HGF 2 & 5- L 72354 & (6 UR B RTEE 70 & O EWTEYE 2 A3 5 2 & D3R
ENTWD, FEHNTER <5 & AMGO0001 (% HGF 7= A BE ORIBMATH 5 7 L 7 110 HGF % jE
AL, ZOEMBIZIZ, uPAITINZ %< O 7 a7 7 —E 1N HGF OIEMELICBE S 425 Z L 23
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HILTW5D, EBR, RN CREER~DEBEANZL D AL FT v A KT =R F
vy METIEMEERRS 5T 5[32, 33, 35, 37-39],

HFI, B L7 HGF 7= A HE X, invitro & OV in vivo O % TR 2 B HGF & [k DO EWTE
MERLTCWD, 7 v b FHEEIMET V35 38]. 7YX FHEEIMET/V[38]. 7 v MIhiHZE
E7V[33], T v MFHEEET NV[ELDT v MUEEET L[36]78 & TEDORENRINT
W5,

6.2 AWMRHAEBETHERTSHZOMOMEERZ DNA DB ELHE

MBI IRPRER R AT ZE Tl BRI~ AMGO0001 DE AZRZ7 X —ZfH L7V,
*7- HGF cDNA 23 A S L7~ 77 A X KDNA Tdh 5 AMGO001 LIAk o> DNA X H L7,

6.3 BRI E L-MEOBEER VAR O % ME %
EZErofHa & L1-1EH

YR IR IR 221 B AR B AN A 553 % ex vivo BAa IR Cl7ze < (EHEE,
75 A2 3 F DNA ZERFARNICHE ST 5 in vivo B FIEETH 5, YUiZlln - TamREE R
FEDOXIRT o HIEPERARPAZEE (PAZEMEBNRGELIE X OV = L 7 —J9) 1, TR i 23 A
THIET DT LD, 2 TO HGF BIEZ BN S92, BIMERALD AT HGF 2 & B
LB FENBBNTH D, SN G RE, Bl R~ EEE G L e
%o, 77 A K DNA OFFANEGIZOWTIEL, Y WO & CEAEE -3 5 2
D Wolff HIC XA SN TRV [40], BELLIZEE 237 ) AMIFHA SN D HESRITMmR S T
s, &< f;m&#&iénﬂ\ém 42].

O L) END, AWM A Y LB R IREERIRITIEIZ 36 1T 2 AR S8 L 7e,

6.4 EBEEREFEAFTEOBBRUAKEATEEERL-EH

6.4.1 B FEASEDERHIERL

HANS~OBGFEANZBE L TIX, VANARTFI—ROIETANART Z—nH VB
W5, Htﬁfﬂlﬂﬁ##’\ﬁ”%ﬂiﬂﬂf&pé7‘_&5 LU A VAR Z—I—RIIZIZEEH S
TV, 7T ) A NVART Z—L, FRICBWTHEIERO OB FEARH LN S
U, MAEFAEOEKICBW T I E “C“GenVecH:&:J: AHVEGF121iE{s 7. Berlexthiz L AFGF-4
BT, GenzymethiZ K 2 HIF-LE (& 1% ORERRER N T S v C& 7z, LavL, it
RIS EM DB ST T ) T A VAT Z—OERIIT LM EOBENED, £7-,
IWHETIFAAVR Y =R L U F T A VAR =N LND Z ERB DN, RHOREN
W CE LM, 7/ A~DMIAFRIZ L DY A7 XEE D,

FETANARY Z =2 HWEBETEANEE L THTF A=y 7 VKRV —L, HVI-U AR Y —
LR ONT T Z I RDNAIC X B HERF BN TVD, HVI-U R Y —A3EL, W E G S AL)
RERKR T8, FREREOBRFBH2I2Tb TR0, 19904 (ZWolff S 1%, 77 A
2 FDNAD EEHANE G C L0 SSREBE TS HRMIENIOEA S D Z & 25 L7-[40].
F 7. Acsadi 51, invivo T 7 A X RDNAZNIEBLT 2 OIIRGRUH IR U, k. sk, i,
TE. H. AR OBE T, fﬁx:Pmm%ﬁ%&@bf%ﬁ%&v&wfwﬁﬁ%%
Bl m@%ﬂfwﬁw L EHE LTV D[43], A= ALE UTEEL N
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=2 X DEVALDIRE SN TWBH[44], 77 A 3 RDNAH AFIEN O & TR L[40].
77 MRS DRI TR EL et SN TR0, R EL RIS 200
LB Z D41, 42), FEEE, EHIEE M S D VI EBRPERE AT 2 %t 4 & L CHGFE(E . VEGFE=
. FGF-1i#{m 1~ (Sanofi-Aventistl) %5 % 72185 TIRIEN 3 S v, il = OE#Zeit
Bk IR SRS TV DS, BERARREWEAIZHE STy, 48, LiR—4% —#a1
T, AR LT A I M S EHIM OB HE SNT23[40], AT L—3 a RfhoFRm
DOEEREIC X0 | FEERO 7 A BEZEBLEILE A R & iy 24T 0 [45], AMGO0001IZEAL Th
T Y = AREOMNRBRIC B W CRBROFER BT LT D,

ZNHDOENG, 7T A RDNADOTRNE G N LZEEICB N TR BENLTWD LB X T,
—J7. HGFD L 9 7253 Wi A HE % 2 — R T 5B FORFTEAIZB W TTERB FHEAL)
KK TH, EEOAEWFEN IR ERE LS EBEZ WD, EDWTEAREIZL DiE
BT EADOLEIE, ZOERPNEAINTMRICIRRE SNDD, "7 7714 ANEHEZAET 5
W T VB K DBEIRRIX, (ERNZ OREAMIAOELIC R OEAZNE ORI H#)
DI NRE BT D AEEMEN B 5, EERICEIER ML 2 x4 & U7 HGR#E B TR O AR
BRCIix. EMEAEDIZHANE 535 2 & TR RAEDR RSN TN D,

6.4.2 BIZFEAFEDER

(1) BGHitk O RR
MBS U T, GRS FESALIC T v b A B ) —7p ECREIEEZIT D,
TESTRF OV OFRFLIZ X VIR ADGEBIET 5 Ll S A 5a0%, Al (RLa Ly
B FY =72 NSAIDs) LGz, MBS U CTRBEBAMEHT S (FEFro
BTGB T 556513, AFFELE L THETS),

(2 AMG0001 D FHH
AMGO0001 DFFNIEL, 7 U —2 XU FNTHREICIT 5, fifE L 72 AMGO000L (%, 6
WREREILAPICEF L, 1 df 2 1 g & L Cflivla, 72, #Al L72 AMG0001
IXTELMRYBCHZERTHZENHEE LY, TITEHALRZWEAIL, HT2
FCHURE AR CEDE O, MR G L, T2 RERILAINICEE T 5, FAIE. ot
2159 AMGO0001 Z i L7222 &2 o 728 80E . BelN O Ge: E R M) B
T HHY PRDITHE - THEET S,

() HHE
AMGO0001 % H R PRRHEIR CAVR L, SRR OB MmEBAIZ s LT 1HLH7= Y 0.5
mg 32 8 FL (At 4 mg) ICAFANE S35, 51 4 BBOMEE H )T 2 BT
9. RIRE 8 A IZER W CUEMH AR DR WIEAIZIE, BIZ3REO#REEE
M35,
A% D AMG0001 D 1272V OEHHREIT 3 mL & L, FHGmma/hsn
BAIZIE 2 mL £ TRC TR W, FEFERAI R I OREEIC L 0 W & L ICiRET D,

(RH)
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6.

N

4 FERTINIEZ— (HEF) oBE
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7 AREGTFARERKRMEICET SEEMAE., X8R
Bz AL -THERR

7.1 EEHREEZAVV:-RERE

AMGO0001 ZE A L7-HifuN 2 b Mk E I oW SN AHEEA YV = A X T ay
MEIZ X VRN L72[47], = ORES. BtECch 5 b MHE X HGF (thHGF) @ o 8 Y
Bfé ERLEICHED S R &7 2 &5 AMG000L AV B h HGF % pE4=,

WT DHIEEEF L TWVWD Z ENRS T,

AMGO0001 ZFERJHIIL CTH 5 IEH b MERARFZMAICEA L, 24 REE# L%, B
EEFOE N HGF R A ELISAVEIC X 0 IE L7-[48], = DfER, 24 FifEt: D153 LG+
IZt N HGF RS ivs Z &R s v (X 8)

6.0

*

4.0
2'0 %—
0.0

pVAX1(1 pg) AMGO0001( 1 ug)

rhHGF(ng/mL)

8 AMGO0001 At MEHAHMILIZ 31T 5 HGF DFH
TEHE+HEERZE (n=3)  *p<0.05 (vs. pVAX1, Bonferroni/Dunn #iE)

AMGO0001(Z £V J8L4 25 & F HGF DAEMIEMEIZ DWW TIER & N /& N EGHIRIZ xt7- 5 Y
BEIEME 2 PR LT L 72[49], AMGO00L %3 A L 7= fifa D854 FiE A & b HGF J#E2S 1, 3
F V10 ng/mL & 725 KIS Rig, b Ml E N ERIRICHEIN L, 48 REf1% O MR H 5l AE
FFAM L 7=, AMGO0001 3 AKIIEIC L v PEA Sz B b HGF 13 3~10 ng/mL TR E
I A N R - B < B 7 (109) . AERIEBEXIRTH D rhHGF & [RIFEE T - 7=,
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KOBE UNIVERSITY HOSPITAL % 2.3 20154 1 A 14 B

52



1.000 r *
0.800 - SR

0.600 -

OD50.620

0.400

0.200 -

0.000

pVAX1 1 3 10 1 3 10

rhHGF (ng/mL) AMGO0001 (ng/mL)

9 AMGO0001 EH AME OB EIE L&A G17-t N HGF O I & N R MR o B G TE e
EAME YRS (n=6)  *p<0.001 ( vs. pVAX1, Dunnett 1)

72 ZERBRBMERVEHERR

7.2.1 DY FEAVEREERUVERERRORE

AMGOOOl B HROIRE R ONR & & b HGF 8B KIE T 5B DU Tt L 72[50-53],
. BEREAERET A BT, & b HGF R BRI ZE (b 2 81 %2 L 7-[54-55],

Tﬁfﬂw;%r;m&ﬁ BV, B5IREE LEMH7-0 2.0 mL THEE LT, 0.01 mg XX
0.5 mg ® AMG0001 % 7 ¥ DFINNIZE G- L, 5% 7 HORG5EALICEIT H e N HGF
IR % ELISAYEIZ L W IE L7z, ZOR5E, AMG0001 % 0.5 mg/2.0 mL TH G- L7=84615,
2HITE b HGF EBIARD S 7255, 0.01 mg/2.0 mL T G- L728H41%,. & b HGF JEHL)
MRS T I EARIZ LA R & 720 AMGO001 (2 1% & b HGF BT B 5l (ki 4%
Z e Ehie (K10),

R BEORFHIBWTIE, AMG0001 O# &% L (i&H7= v 0.5 mg IZ[EE L, # 5K
4 05mL (Img/mL) H»25WE20mL (0.25mg/mL) 12725 X ISR LT, XD
WNIZH G L, 5% 7 HO®RSEAIZH T 5 e s HGF B &% i Uiz, = O 5%,
TP e b HGF #2E1X AMG0001 @ 0.5 mg/2.0 mL # G5B W THEICEEZ R LZ (1K
11),

t N HGF %8l & ORI L ORMFHZ BT, AMG0001 % 7 5 X F 454512 0.5 mg/2.0 mL
OHETELS L, #4541, 7, 14 X128 HOEHIENHWNICEIT 5 B b HGF 2 % JE
Uiz, ZOfEHE, & b HGF BBLIE 5% 1 B Lo Blgsh, #5% 7 HickKERY, *
D% L, 5% 28 A CiEm FIRERE 72o7 (K 12), LLEORER G, HllEEE:
IZ L DNENWEETT 5 4 WREZICHFEICHE G T2 L 1dmYThr EEx b,
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[
30 o
25
el
g
Sp 20
L= =}
uD
BE 15 i
=
=
10 g
:
5
LLOQ Bl
o L ﬁ

0.01 mogizite 0.5 mgisite

(o : E¥){E+SD)
10 AMGO001 5% 7 H H O 7% XHIENICE T 5 & N HGF O3B
(n=20 FH&) : #BA7H7= Y 0.01 mg/2.0 mL vs. 0.5 mg/2.0 mL

a5 I;,
30
w25 s
ey
%:I
_L-E 20
u o “
= [
ES 15 | 0 &
B [ g a
[ B g
10
i g
c [ lp g
5 F o
N

0.5 mbU/zite 2 mL/site

(o: FHIE+SD  *p <0.05 : t-test)
11 AMGO0001 (0.5mg) O 5% 7 HH OV XHANICEITH E b HGF D381
(n=20 F%) : 5 0.5mLvs. 2.0 mL/site
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12
o
10 °
1
T
58 ° :
- g E
Al wa
5o
B 4 |
i i o
o LB
L g B
I & B
0 " £ = 1 o
0 7 14 21 28
#E5EBEH (B)

(o : TFHYfF + EEUER %)
B4 12 AMGO0001 % 7 % FRIAZFH PPN A G L72% (0.5 mg/2 mL/site) D
FPH e N HGF HL O (n=20 T IEk)

722  MEHREERADRE

7 v bEAZEMEEIRMELIERIETE T L& VT, AMG0001 OIft & #rAEH 2 #Et L7z,

7 v b ORERBREN R L N OB i 2 5%k OIBR U CER L 72 FIOE W Re £ 7 11
AMGO0001 % 0.1 /% 1 mg/body D H & CTREMEBLATRNIZE G L, 5% 14 KTV 26 HO'F
i B A JIE Lz, ZOfES:, AMGO00L $5¢5-1F Tl HRHE & bl U T B e s i)
Rz (K13), S5, i R AMG0001 £ 5-F0% ok 2 B L C i N Rz
fag~v—H—L LTTAHY) T4 A7 7%Z—F (ALP) Y ziTu . EMIMEEZHE LTz,
ZDOfEF, AMG0001 @ 1 mg/body £ 5-HE CTHE 2 MLE O MARBD vz,

PLEOFERN S AMG0001 (345 5550 fH A CL g AR 2 755 U, B i TRk oo ifn 7 & 4 4
MEELZENRPHBMNETST,
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2]
=

|
o

s3]
=

AETE ittt (%)
£n
=

P
=

L
=

E5H 148 268

EHEHEERZE, n=15-16, **P <0.01 (pVAX1 #5-8 L D LbER) WE: Dunnett #E  (MifR1)

KERENIRAEERT: 10 B (#5801 W ONT pVAXL, AMG0001 @ 0.1 mg & T8 1.0 mg % 5-1% 14 RO
26 HIZ LDPI Z AW CAA O FRIMEEZRE L, £4H0 FRIMEEL TR Lz,

13 7 v M FEEMET /VIZIT 2 AMG0001 o i it FHEN{E

7.2.3 FER B Open Circular {KIZBE T 5185

AMGO0001 ® FZAEHH T & % Open Circular {& (OC &) DAEMIEMEIZ-SUWT, in vitro K&
WVin vivo (2317 5 & h HGF FEAERE A HRIEIC. RE(IKTH S AMGO0001 & D LT 21T
- 72[66-58], fX## OC {&1% in vitro [Z45V ) Tidk AMG0001 (RZE(KIK) @ 86.4 %D HGF %
BUEYEZ 7R L7223, in vivo i NN 5-12351F 5 HGF FELIGMEIIRZ bk & tig L T L <
Koo Z Eonh, R OC IKITAEBRNTIHIZE A CTEEE RS B2 b,

8 REMIZOLTOFH

8.1 EEFEAFENZEMH

8.1.1 BEFEAICAWSTISRI KR4 — (3BIK) OfE
AMGO001 Jii EE DRI E TR DML AR HBRIE H . B L OHR 22 11T,

% 1 AMG JFEE D fili 5 2Bk K OIS

AREBRTE A AR Bk
f& = H13K DNA TEH: PCR ik 50 ng/ug LA F
i £ HIK RNA T v — A7 VB R UKENE 20 ng/ug (2%) BAF
T A VE vy o= gk 2 ug/mg (02%) LLF
5 EHR-AHE HCP ELISA i% 6 ng/mg LL T
5 UNARREET R Y L TV LDk 0.5 pg/mL LA T
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8.1.2 EFICRETHIVE (EH) OME
AMGO0001 LA D i FEFER DM 12 AR D alBRIA B . BB T 1E L OIS 2 3% 2 12RT,

% 2 AMG U5 o fi s wl ik J DA%

AR IH H allk 715 Birg

R T-AAE B a = Rk 2 ug/mg (0.2%) LAF

8.1.3 MY« )L R BIRO e EeE

AMGO00L I, FETVANANRT Z—ThHRIBEHKD T Z 2 I K DNA O pVAX1I™ (1
e bhuYaAl) BEAREKE L TWSZD[46], BGEME Y A L AR BT S ATREME T A
AN

8.1.4 BIEZFEAICAWSTSRAI KRS 42— (HIK) OEBEESE

PVAX1™ X, DNA 77 F > OB H®EEZ B E LT, kERNESNE (Food and Drug
Administration:FDA) @ [Points to Consider on Plasmid DNA Vaccines for Preventive Infectious
Disease Indications| (1996 4 12 H 22 HREAT)ICHEI L TRRGEHF N7 7 A RDNA X7 ¥
—Thd[46], ZD7=H, KIGWIZIHIT 5 ER &K ONTHIEMIICIS T 5 B A FE O
IZLBEDRWE N7 LEMEMEO®H S X 5 72 DNA BANETE 2RV PR THY . &
R Qe R~ DAL O ATREVE S B/ NRIZHI 2 IV TWD, F£72, B b HGF cDNA DIAMTHT
T AZHEA SRS 0 OHEEERLSIINIZ DWW T, A 57 DNA Blo e MBS & OMRME
DEWESNEIE £ TR,

AMG0001 @ DNA WIHHEEAFRIEOMETZ AR E LCER L7ZT v M W=l =
Ay NT vl TiE, MRE LML OBIRO VT OIREHT BT DNA WIHHR G5
TERITRRD BTV,

EDZ e REOFHKRANE G L > T, Ml SRRk 5t U TEE %2 5 % 5 AlRetk:
3D TIRW B 2 5,

8.1.5 {ARDZFHIMELS DM~ DEEFEADTRES

WEGEAR T IRWRIERAFZE Cld. AIANICZ 2 A 2 F DNA (AMG0001) % E#:853 %,
fttig 23517 D HGF A IS5 2 L 72 < | WAL O T HGF IR E A ¥ S & 5 %%
ERHENLEE LW EDDLHANEEGEZRIR LT,

1990 2 Wolff 51X, 77 A I K DNA O RN GIZ X0 | S ks s 03 m Al N IC
MASND I & & LZ[40] . Acsadi |E, invivo TOZZ A 3 K DNA ORISR I
PR L. B, NPk, Mo, 7=, H. MR OVESE ClX, 77 A3 KDNA ZE#E&R S L C
HLAEBER L UL TOBMGFRIUTED STV D & 28l LT 5[44], M ~niE
ARAT = AN UC, MLk Ol & m Lt 7% —IZ X D BUABR DB RIZE S TN D
[45].

F7o. 77 A R DNA [IHAMBEN O THRELL[40]. 7/ LA S5 13
TRV, Folo< RV EREINTEY ., BRERHIZBIT2%% Y A7 13 md TR\ EE
% 5[41,42],
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8.1.6 BELUNDNIEGFNEA SN S ATREMSE

77 A X F DNA G2 A7 & 37, DEn T 2 B oSO RN L 2B D%
BRVEMECRICRE T 2164 TRRIS N D2WEICHRZY LV, 77 23X FDNA B3 g5 sl
BEMS . BEUNDE =E~DAKNARTED ATREME L7220,

817 REAANEGFHIEARFTFNDIGEEDOMER

PVAXI™ (I & N7/ L EMEMED®H D X 572 DNA BANEITE SR PR TEHY |
t b GRS OFIAR O AIREMES R/ NRIZHI 2 BT 5 [46], £72. B N HGF cDNA L4k
W72 ITHR A S T O BRSNSV T H . AE7 DNA Bt &1 & O
MO OELSTIE & TR0,

FDA O Rfg L LTix (http://www.fda.gov/ohrms/dockets/ac/00/slides/3664s1_04/index.htm)
77 A X K DNA ORFTHEGIZE N TRERA~OBE FHLALZNE Z 5 U A7 TR\ EDE
ZWRENTND, 77 A3 KDNA &~ 7 ACHRNES LZEE, HRMRICEA SR
7277 A K DNA ITREEROIMMCREE Y | MAAEND Z LTV ERREINTWD
[40], 7=, ARNDOEREHK THD pVAXI™ LFEELIZ, DNA 27 F L L TR INT
WHTTAIRDNARIZ—5 T~ Z7 V7T 7F LT, 77 A3 F DNA %)
WG L7232 IS R~ DRLA R DI T DB X, HARZEIRAS LR L bl L C & IEHT I
EFNTHDZ L E2RTHRRPBRE STV DH[41],

KHZ T > M 1.5 mglkg O & CHARN BRI G- L72HF, 241 bp Z HYiREaEE & 3 5 81E
ETIE, &G% L 0O, AR, GO, I AT, ERE. BENE. BRI, BRI A OV TR
M, &5% 4 AT, oMo THRIBS ., 5% 7 A TIET X ToMkCER
TIRERGE Ch o7z, ZOR, 7 my MEEZHWEZREHZ LY, &5 I ARFNIEin
HUZRATT 5 & 300G SRS TR BURR & FF 2 2 W ARG MR R IR s 72 2 2 &
DRI TV D,

PLEDRERN S . RFI O RIFTE 512 X 2 85 1% Clk, #5300 & O REIRER 2
BWT, P fRA~OBETHEIARDNEL D U A7 FIEF IR EE XD,

8.1.8 MNAREDE

AMGO0001 %47 -5 3200 kDa (5181 bp) ™77 A K DNA TH Y., AMG0001 D4y
R OMEE NS, AMG0001 73l fafe 2 @i L C DNA YR B8 % K3 FlREME
HMENEZZ HNDZ L, WHO in vitro F&0F F CTIEARITHNIZA SN LG in
vitro B s R R 1 X 580 L 72 o 77,

7 v M AW RRIRN S 512 L 2 Y Ehaealings L L 0 . i+ Iic847 L7 AMGO000L |%
BN ATE AR A S v, G O F Figias CTIIARIEME /oMl i & L CEEL
TWAZEWNRENTZ, LoLZeRD, 7 v I AMG0001 # kN $E G L72BS, 5% 1
H EIZBW TR O IR CIEIAAIAR IR Z < RO LN Z L b, 2 b DliFEs x5 5
KFNDONIA = —a MNEHEBRFTT 720, 7y beHWiZlgass=2 A v b7 vk
A ZEhi L=, ZORE, W OlEERIZB VT AMG000L (2L % DNA fIHIHR G R F
FIERD H9, AMGO0001 (21X N AA = m— g MEHIT RN Z ERfER SN Z, K
BEHIARKN O 2 ~DOmaEGEZ B & UTEIRNE G T L TR Y | BREGERKE TH D
N GIZBWTIE, SO0 REHEOMENRARETH DL EE X LT,
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72%5. AMGO0001 DIEARFHE CTh 5 pVAXLI™ 13 1996 4= 12 H 22 HIZK[E FDA 726 A0 &
#U72“Point to Consider on Plasmid DNA Vaccines for Preventive Infectious Disease Indications”(Z
HEPL L CEXEFESIL, B T AL HHEMED 5 L 5 72 DNA BLAIIN TE LR D HEfrS v Tk
0. QLR ~DALIAT D FRENE DS e/ NRITHN 2 H 40TV 5 [46],

8.2 EIRFEMOLREME

821 BAEBGFORBEEVMOINARME

AMGO0001 DFBLEY) T H HGF Lt FONKMEZ A FE ThH Y A4 i LT DNA
RGN ICEHEE B E KT L, BPAA = =—v a UMEREAET 5 LIEE X b7
ZLnb, EEEE 326 S (NS AT v ) n D — IS HERNOIERIC I T D e
fili) (2SN T, B b HGF A HE % BE Liclne bR =2 L o7, S 51T,
THETIZE M L2 ERSHEERBRICB W THA AR 2 /RIET 5 X 9 2 R BT 7GR
HILTWRWZ &2 D HGF 2N IEF#RE A 23 Uik 5 "lRetEIXR VW & & 2 5,

HGF 3 OEEEEE 268 T2 2 LN L TE Y . ZOZFRD N AJFES
TTohdc-Met THDHZ LD, G 2 EHAY 2 B IEHEE T & 5 i 54
TEHZ I LR EH &2 RZ T AREMEIT A E CTE RV, L LR b, 7y FEHWE
HRARIN % -0 L 2 S higsBiai R L 0 . i HIZBAT L7z AMGO00L [35ECH S ARIEPER
WAREH S AL, G ERALDASN O B ER CIE AR 72 R T & UL CTFEL TV A Z LR E
IWTNDZ 0D, BHEMALUI ORIV TE b HGF 72 A B EA S5 FlHE
PRI TIRWE B 2D, iz, 72 Y= AN EN U7 BB AR ZEE  (PAZEMEEh R (L
SiE T N— 2 v —I) A Z xR & U AR RS & OVEE 28 E SO R & kg & LT BRR
BRI BV T, AMG0001 D52 L 0 fifEH e b HGF 253 AMGO0001 (22K 3% A BRI
IREEHIPH 248 2 5 X 9 72 ER- 2R LTCRERNTRE O HAL TV RN Z & 925 [59-65], G5 IZ
BWTHRIBLLIZE b HGF 7= A HEN 2T IS E L KT EEIRWEE 25, T b
Z W2 RN A 3 G- BRI 380 ) Tl AMGO0001 ORI ISR [R5~ 5 RIEMEZ LA
P GERAL CRIZR 72 DM B ERT IR D H LTV R0,

L2 L72 A3 6, AMGO00L $¢ 55 B M E L2353 12, B N HGF e A%
S DRI U CTHIRER %2 KA ATREMEIC O W THETT 2 0 ER H 5 L & 2. b Ml
FHRERE 2 KERE R FICBE L2 X — R~ 7 A2 W T, AMGO0001 % [T O KERER A% A
WICH G U, IR AT T B 2 sl 3 25 A F20i L7z, & OfESL, TEEHE5E M OVl
BHEB~DRBITRD Lo T,

DEDZ Enb, AMG0001 ORI GZ X 28 a FIREOS S, BAFEED Y A7 1%
FisH TIRWE E 2 D,

8.2.2 BAEEGEFOREEYORERYE

PRI TE, miFHICHie b HGF A D FATENHUR ey, TR A
FHZxE T 2 5% ERS & B 2 bz,

Fio, TV AEMENE U7 EAERE I (PAZEMEBNIRGE(LIE 3N — v —I[) A%
X5 L U T BRI OV & E PR OE R & k5 & U T2 BRI 35 L il T HGF
PURDFEAITRO T, 757 4 7% 2 — SRR H /e i - 72 [59-65].
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PLEDZ 5, AMG0001 DR GIC X 5 i8In TR DS A . ANAI DS G005 % #i
S5 AREMEITIEE IRV E B2 BT,

8.3 JEERRRETEMHER
8.3.1 HEREEMHR

8.3.1.1  Sv FERFHRNRSEEHER [66]

SD RMEiEZ ~ - O KERFAINIZ 10.0 mg/kg (5 & : 4 mL/kg) @ AMG0001 (S-F HLAl)
PHEEEZE L, TORME, ECHIT/R< . AMG0001 5 (2B L=k H i /e mn
o7 FREEMCF I, RGNS D BRI O 1= M55 AMGO001 £ 5-FE D 71258
ST (- 25 B, M- 15 B, Wb I<E\EENSIRERENTHY . AMG0001
BHICEE L2 b 1B 2 N,

HEWE O F A B T & 312 10.0 mglkg ZHE 2 HETH - 7=,

8312 S FHIRNERRSEEHER [67]

SD S&MfEREZ ~ b DREFIRANIZ 10.0 mg/kg (BeGE : 4 mL/kg) @ AMGO0001 (S-F #5i)
EHEERG Lz, ZORE, THIE/e <, AMG0001 $5-(ZBE# L7z Z{bH iR Hive
o7, WEERFAURRA Tk, I <BEOFIRN I OILE A AMGO0001 £ 5-FE D 1 fil o
B TR b, AMGO00L & 5-(CBHE L 722 b L IXB 2 b v o T,

REWE D AL Bl I MEifE & 612 10.0 mglkg 2B X 5 B TH -7,

8.3.1.3 ELEMZRDOEL S AMG0001 HEID S v FEEIRNERIIRE5S14EHER [68]

R D ¥ 72 5 2 O AMG000L 847 (B-H #I  Of S-F ) % 10.0 mglkg (5
ik - 4mLikg) O FIEC SD RUEHET v b OREIRAICEERES LTz, ZOfE, LT o
BUANCI T HIETHIE 2 < . AMGO001 4 (c Bl U 7= Z5(LITaRed H/em o1z, e
ORI, BRI O 2 AT (B-H BUFIRE - Mk 1/5 4], S-F BUAIEE - 1 2/5 5. it
WRHE < i 1/5 1) ROVERME (B-H BUAIRE : i 1/5 ) TRRD BN, < B DR
Bl THo7-,

B D FLIE RVE O T ORANC I T bR S B2 100 mglkg &2 5B TH Tz,

8314 HIIHARNEREZSEHRER [69]

WD =27 A4 VL ORERFHFANIZ 25 mg/kg (5 : 1 mL/kg) @ AMGO0001 % Hifa]#
L7, 28R, THiL/ia<, AMG0001 # 5 (2B L 7= Z(LITRE® b ivieino Tz, Il
PRIV T, PR R L O EOEE (U3 #) 235880 bAvzns, IEF fapHE %
DTNCHEZDREO—REDOELTH D Z Enb, BENREBLThHD EEZ LN,

HERE DEIE BV IMET 2.5 mglkg B2 D ETH - 7=,
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8.3.2 REXRSSMHHER

8.3.2.1 v FHAN 1 & AR 4 BRE5SHRER [70]

MEREZ >~ N ORBEFINIZ 0, 0.5, 1.5 X T85.0 mg/kg (F% 5% & : 2 mL/kg) @ AMG0001
Z1EAMRTARE®REG Lz, 361, HHEHEEE 5.0 mo/kg & 548FCix, 1 & H OBIEHER
Bk 217 o 7o, JRERALARE R Cid, B G- EBALICF 1T 2 WM 2 23 e R (e - 1/10 B31))
M R5.0 mglkg # 58 (Bt - 2/10 i) THLNTD, Wb ZT<EERZE(LTH -T2, I
HEPOPLE kN HGF Huikflid EF-A3 1.5 mglkg & 5-8F (5 : 1/10 61, #f : 3/10 4i) K % 5.0 mg/kg
B GHE (B G0 ¢ e 0/10 f51l, ME 1/10 51, [RIFEHE - HE O/5 51, M O/4 f5]) TIEDH B,

SEFEVE B TR & 312 5.0 mg/kg/ H TH - 7=,

8322 S hHAR 1 ERHMERS5 BERSEEHRER [71]

WEREZ >~ - O RERAHAINIC 5.0 mglkg (#5-fk & © 2 mL/kg) @ AMGO0001 % 1 [H[H k& T
5HE Lz, &6, Rk 5% 41 (28 B DRIEMREBRZ1T - 72, FlIEcia
H% 4 BIZ38 LTz, BRI A TlX, AMGO001 # 5-#F 0 KERf; (FG-50) 12k
W, RRREDOZENE - BE3E - FAE, R O, HEHMARIRE K ORHE(L A kT BREE & Lk L
TEHEEICA LN, Zh 5D kL AMG0001 DORFEIEICEKT 5 D &% 2 bz,
TBERBETH Y, WAL NREEENRD SN D, BRI E R ERS
TN EEBZ bz, mIFHIZHE b HGF FUAIXA B ivie o7,

MEFE PR M & 112 5.0 mg/kg/iE TdH o 7,

8323 Jv MM 14 BEIRERE SRR [72, 73]

MEEZ > S OREFRIRINIC 0.6, 2.5 &0 10.0 mg/kg (575 : 4 mL/kg) @ AMGO0001 %
14 HRERS L, & 50R a5k Lz, 5o, *HB#ES 10.0 mglkg £ 58T,
A& 5% 14 A ORHEMERBR 21T - 72, BB SR A ClX, AMGO00L 5D 5-
AL () 2R\, HIEHIRIRE TR b7z, 02 kid AMG0001 O fIlE Lz L K5
2bDLEZXLNTEN, TBEREILTHY  FT-H L RBEHEEDNRD N &b,
FHEFICERZBER IRV EEZ LN, MIGHICHE b HGF JUikiX A b ieinoTz,

SEFEVE B TR & $ 12 10.0 mg/kg/ H TH o 7=,

8324  HILEAN 1 & AR 4 BRS5EMHER [74-77)]

T OKBEFHNIZ 0.25, 0.8 & TN 2.5mglkg (BEHE & : 1 mL/kg) @ AMG0001 % 1 & H
MR 4G L, k& G% @A ICHIR Lz, BT, HIEE 2.5 molkg &G4 Tld,
HH XV 1 @A OREWRBREIT 572, BRI CIX, &5 WM &K ONEE k28 C T,
2.5 mg/kg B 5REDOME 1 $1] T FHIAFERD HAL7Z23, AMG0001 #¢5- & o B I AR TH - 7=,
A B AR A Tl B GBI I8 1T D BRI A kR A2 3 D 7= 2 TR b L
B, INHOEIXTSEREThH 72, MIFFIZHE N HGF JUKIZA b2 o T2,

SEFEVE B TR & 112 25 mglkg/ H TH - 7=,
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8.3.3 BEinEHHER

AMGO0001 |X7"7 2 X KDNA TH Y . @ D in vitro 504 F TITHIBENIC AL 202 &)y
5. invitro B nEtERBRITE Lo 72, —J7. AMG0001 % 7~ FERARINICHE % 5- L
TBR. B 5% 1 BIZBW T L OV Tl AMGO0001 25l < B b= Z Enb, &
O DIEEIT 3T 5 AMGO00L DFEMN A A =S =—3 a NEHAEZRET 5790, Lo A
v N7 A & L7-[78],

~ DR ERPIIZ 10.0 mg/lkg (#&5-H: - 4 mL/kg) © AMGO0001 % 24 I§REI[EFE < 2 [l
H L., Wi OVEiglZ 3317 5 DNA %ﬂﬂ;ﬁ?é{%%‘%% PEZ et Lo, ZORHR, WIholEgkicds
W% DNA PR ERERIEMITRED e o Tz,

8.3.4 MNARMEEER

SEBRERBR OFE R S AL OG8N T, B b HGF BPEA S5 Af

REME TR TR < | MRS HY G| _Eﬁﬂ“a“‘éﬁ EMEITRVNEE X BT, pru,az’fi% P 548
U@ﬁw IS AMFAE L7 85612 AMGO00L $¢ 5- 23 IE S il | - 5 8 4 KA Wl REME 1345 2 C
X0, AR TIX, AMG0001 @H@%i%h IRIFT BT D720, b ] Hif“ AR
Z B G-I IS L 72 X — R~ 0 2O KEREBFH PINIZ AMGO0001 % #5-L7-[79], &
NESSEARRRAR X, in vitro BUBRIZI VT HGF 2B TH 5 c-Met DIEELKL Ve N HGF 12 X 58
FEARHEVE R A3 ERE S 472 Mewo (b NEMERE@EER) LOVHT-29 (b MG HR) -ﬂﬂﬂ’j
BRE W o, ZOREE WO IEEARKRIZ 350 T b EEHEAR I H K OVEEER 1
O ORI Tz,

835  AEEASFMEHER

N RN B & - S B e B AL R 0 . AMGO0001 %= NG LT-354 .

5)%9? IBWTIEN 1 » AiIcblz»> Tk b HGF ZRBLIE 208, mMikHIicBir L
AMGO001 (THCNTATEMERICHRE S du, B GHALLIS Dl TIER ?ﬁfﬁf;#ﬁétﬁﬁk L
TIEELTWVWAZ EIVRENTZZ EMnD, AMGO001 73 &5 S8 % K IE 4 alREME IRV
EEZ BTz, AMGO001 LV BT 5 N HGFIZB L Tk, 7 v MHRNE G _ot % )
B R D | B GEN A ORIV T B b HGF 28 pEAE S D wl Rl 3
TRWEEBZ b, £o, VHXHRARGZOMIET & N HGF JREE W3 L ORI E R
RUICHEWNTHER FIRMEARN CTh o722 & | BRRBRICBS W TARIORGIZ LY it e &
HGF % F£ 3 AMGO0001 | ’tlﬁ‘éifiﬁ’ﬁ%ﬁ“’“l%ﬁié X972 ERAIRUTZEFITRED 5
NTWRNZ LD, IS TRILLZE N HGF N EH IR L IEJ nlfelt
RN EB 2 iz, Ei w_amm&ﬁ&m%ﬂmi&—@ X D EE G EMERRRIZ BN T
T, AHN ORI R T B RIEMEZAA LD e G CRLES S L7 AN F AT IR D i
NQAY Y,

AMGO0001 D EFiE 3 A wtE el 3 532 hi Lﬂw@ewﬁ AR T > b & W RN 5T
%A ERER SR TlX. AMGO001 (FMEMEZIZ LA I LW ERRINTE @
AMGO0001 738 « B ICEEEMA T 2 ffREE IRV LB 2 vz, GEIX 8.4.2.5 25 H)

AMGO00L ([ZHIFBATR & D0 E 5 DT ENERBR I Z B WO TR S TW 203, ;—;ﬁm
L 7= S EhRERAER K OB R BR O FE S & . AMG0001 K OVEHL L7= & ks HGF 28 gLt 1T
0 RN B L KT T R RV E B 2 b7,
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8.3.6 BRI SR

0 WX A TSR D F 7 % 2 FiEFEHO AMG0001 45 (B-H A KON S-P B o
VA JR T IR A& e L 72 [80, 81], AMG0001 o 0.17 mg/mL ¥k (Euur“ﬁﬂ%o;%r“ ) 1mL % v
X ORERIMUAFC B G U, 5% 2, 7 KO 14 BICHHAREEEIC OO TR LTz,
Bt 2 OV T H T, MsRMEDZ M K ONESE, %ﬂ%ﬁ&iﬂ‘?&(ﬂ%ﬁ%ﬁéiﬁ@i&?ﬁﬁ\ AP O H if
MR ST, 5% 14 BICiE, O OFTRIZHE ITER L7, %544 2 BICHD
NI b, FEMERHIR O A BLAIER © b [RIFL R B iz,

8.3.7 R ER

R D7 B 2 F¥EO AMG0001 FH] (B-H HAI & O S-P #AD OHUFMEZ T 2
7o, ~UAEHWERESHEET 7 4 7% — iR (Hetero-PCA lR) . £/1F
v MERWER2FWET 7 4 7% U—RIGERER (ASA R MRS HEET 7 47
X — sk (Homo-PCA §BR) % i L7-[82-84], BAEL 7=~ 7 A K ONE/NLE v DIl
1E P AMGO0001 HifA% ELISA ETHIE L7z, T X TOREBERIZEZETHY . WTho
AMGO0001 ANZ L PURMEIT RV EZ 2 T,

8.3.8 TeMEBRHER

Z v b R O LD AR R ONS L O R - FEBR 25 R (269 25 2 e 3R HE R 2 GLP
WS CEM L7, FOREE. AMG0001 |2 L A EMITED Lo T,

8.3.8.1  HEMRERICKRIFIFE [85]

SD SRHEMEZ ~ MT 0.5 X TN5.0 mglkg (F G-k : 2 mL/kg) @ AMGO001 % Hi[H] 5 A PN ¢
B L. Functional Observational Battery (FOB) k% VN TH G512 168 FfH] F T Hfk it &
:)S’a ETERZBEE LTz, ZORE, —BIER, 1TTEI M ORIRICEEZ LTS R0o72, £

. Pz 025 2.5 mg/kg (5 - 1 mL/kg) @ AMGO0001 7 HEJFREE T G H [R5 A N
?Q—@ LTH, [TH~DOREBITREO b ol

8.3.82 IR - BIRBBRICKITTHE [86, 87]

WM =27 A4 P12 0.25 TN 25 mglkg (F¢5-#k i © 1 mL/kg) @ AMGO0001 % fERREE T C
HEFHNAEG L, &5% 24 R £ TR O G% 168 IfficT L A B U — RO/ 2 —i0
FE 2 AV TR - fEBRERICKITT B L BIE L, 2O/, mE, LD,
ODERICHEITRD bnoTe, o, M NCEBIRIL pH, CO2/3E, O BEX T
O, FIFNEE | TR I A B L7 o T2,

8.3.9 EHEROFELED

AMGO0001 @ 7 v ~HRIF; AN & OFIRN G123 1T 2R O BEE &L, W o & 5%
FAZFBW T 10.0 mglkg &2 5 & THh - 7o, AMG0001 O /VHLIRR AN G231 21
I DOBIE T 25 mglkg 8 %2 HETH > 72,

Z v AN 1AM 5 B GEERBR L T v MR 14 B RE G-tk c
X, AMGO001 #&5-RED & GIAIIZ BT AMG0001 DRI LN 5 & & 2 b D RIAE

PEZALDSGTRD DAL=, WIS T<BERZMTH D . E-HO0REIEMENFEO il
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ZEmD, BHEFMICERRERIT VW EBS O, FOMIZ AMG000L £ 512 B L 7=
FACITRRO Lo T, 7 MW 1 H R 4 B G EERER Ik, mEhosie
HGF Hifkffi > EF-A 1.5 mg/kg M O 5.0 mglkg #5855 EI TR Sz, MM,
Z v SRR 16 H R0 4 [E3 G- BR T1E 5.0 mo/kg/H . 1 @RI 5 [E3 5B
TIX 5.0 mglkg/lE, 7 > MERIRI 14 B MBS #5730 TlE 10.0 mg/kg/ B, LA 1
5 A [HI8E 4 [l 52 R B Tl 2.5 mglkg/ H TH > 72,

AMGO0001 DFENPAA = =— a ANERZHRETT 2720, Ml kO IRIZH1T 5 DNA 4]
HMBEFHBIEICOWTT v " EfiEgR = A > N7 v ZHWOTHHMh L7, ZORER, Wi
DRIz BN TEH AMG0001 (21 % DNA #IWIHREFHBIEMITRO bivienroTz, £,
AMGO0001 DFEBLFEY) T o 5 HGF I TG EER R H 5 Z ERMmb TN Z &
Mo BB AT A% W T RGO B R B 2 i L 7=, ZOREE, HR A~ T
A TlX AMGO001 (& X 5 IS5 K OGRS ~ D W2 TGR D bR o 7z,

AMGO0001 BAIDOEERE A (0.17 mg/mL) (2B 2 /T A8, AaiR b 13
[RIFERE &5 2 L7, AMGO001 OFUFMEITE D Hivien- 72 (ASA KT PCA il Ttz fa
PE).

LEARVESKPEER OFEFL) S . AMG000L (2O THIHRMIR A . MR, - fEBSEE R~ B8 T
AR NDRE (% =3V dWy it

8.4 EYEHREHER

8.4.1 AT

A Z v AP ELE] K OV R B, BRI B R 5-HF D AMGO001 7341 ekt 2 5 i
L 72, AMGO0001 J#FEHI7E (213 TagMan®~<— X ® Quantitative polymerase chain reaction % (LA
T. Q-PCR k) %M 7=, AMGO001 % o E & FRRfE (LLOQ) %, ik T 10 == &*—/uL,
JRC 50 =2 ¥'—/uL, #f#% T 50 = £ —/ug DNA T&Hh - 7=, AMG0001 DAL T I Id
FroTmy MEZRHWE,

8.4.2 VKl

8.4.2.1 v MARRNER R SFOMBS A, mMPREHT [88-90]

AMGO0001 % M7 »~ M2 1.5 mglkg D& CHEANHLIRE 5 L72RE, 5% 1 H, 4 H X
V7 B OFEAEFIREE A 79 bp e TN 241 bp Z ¥R S 32 2fH O 74 ~—& v FEZHW
77~ Q-PCRIETHMIE LT, £7-. HEMET v MCAFRNEER G L2, %54 14 H, 28 H,
60 H &% Y90 H D 5-5RALH AMGO00L £ % 2FifHD 7' F A ~—1& v & AW THIE Lz,

AMGO0001 ZHEPES » M2 1.5 mglkg @& CHI W HFEE 5 L 7= KO & 5500 A
AMGO0001 JJE % 79 bp A HihmEaE s & 3 2 E Sk THIE L=, A+ AMGO0001 i D 514
14 BLIED typ 1%, 21 B Thotz, £72. 241 bp ZEIIEGE &4 M EETIE, BT
AMGO0001 #REEIE, #&5-1% 60 0 CTE & FIRMEAN & /e >72 (X 14), AMGO0001 % HfEREZ

N2 1.5 mg/kg @ & CHREAIN BRI G U72IF, 79 bp % HEEaEIk & 5~ 2 IEEIC L 0 Mk
AMGO001 JRFEZMIE L7z, 5% 1 B, HECIE+s AMG0001 R X 0 SR 2 8 L7zl
v o MBI, BESERAIARIN, M. FEEEBATAR A, PN, O, PN, B ORIE Ch o
7o METITIMEEH AMGO00L JREEHNE & FRREARNM CT&H D . AMG0001 A3 S 7= figkds -
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FARRIE, B GEAIA, BL GO, B, . FEREGENIAA K ORI T H o T, B H#%
4 H LI Tl G A 2 B < MRk IC B W TR E & TR Ch 7=, —F. 241bp %
gtk & 2 JE L TR G LIS O HK e OV S 8 % 5 04 C DA% T AMGO001 (X
R TIRERE Ch o 7o,

AMGO0001 Z = ~ 12 0.06, 0.3 KTX 1.5 mg/kg O & CTHKRWNEE S U=, 1Lk
T AMGOO001 2P 1L, MetET » - T G5-4% 2.1 Wi, 1.3 R MO8 0.31 BEfE, #E:— » b T
6.5 IFf, 0.44 IR L Y 4.3 FICZ NI K CTh - 7= (¥ 15), HEET v N TO tp I3,
0.06 mg/kg T 4.5 ], 1.5 mg/kg T 4.0 K] TH V. 0.3 mg/kg TIFHHTE 2o 7o, MENE
Z v FTO typ 1%, 0.3 mg/kg T 0.99 K], 1.5mg/kg T 3.7 KfflTH 0 . 0.06 mg/kg TlLHEH
TE o7, AMG0001 % 1.5 mg/kg O H & TR LRI 5- L 7B AUC bR L7z
BT EOWRINRIL, T >~ b T02%, T v hTOT% Th- 7z,

100000000
—/— (79 bp)

—O— (79 bp)
—A— (241 bp)
—o— It (241 bp)

10000000

1000000

100000

10000

1000

B5A S AMG0001 JBE (3 E—/ uyg DNA)

100

- oo

10
0 14 28 42 56 70 84 98

BB %85ME (day)
(n=4 ., FHHE+IEHERFE)
14 WEREZ »~ B2 1.5 mg/kg O & CTHE I EIE 5 L 72 IREO ) Py Fh R EE HERS
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10000000 10000000

i —O— 1.5 mg/kg —O— 1.5 mg/kg
—{3~ 0.3 mg/kg —3- 0.3 mg/kg
3 1000000 ¢ 2-0.06mokg 3 4400000 ——0.06 mg/kg
~ ~
| |
u u
I 100000 I 100000
jitd Jiid
i o
8 10000 S 10000 G}
o o
15) o
= S
< <
g 1000 g 1000
g =l
100 100
10 10
0 24 48 72 96 0 24 48 72 96
B 5 %R (hr) K5 %M (hr)

(n=4 | FHME +IEERZ)
15 MEMEZ >~ 2 0.06, 0.3 K& TN 1.5 mg/kg 0> F £l A PN B [R]85 U 72 B oD I % A 6 S HE /%

8422 Sy FHAREEKRSRU 1 &EARKR2 BRSEROHRARVCNHREEHTRE [90-92]

AMGO0001 # 7 ~ Mz 1.5 mglkg D& THAN 1 » AN 2 [BlEG Uzkg, 2 B H &
H%7H, 14 B, 28 HXUN60 H TORGHENLA A AMGO00L L 2 79 bp K& UF 241 bp %
BRI & 92 2 O T 7 A4 ~—F% v N &ZHV - Q-PCRETIHIE L=, A+ AMG0001
R FE VXA PPN HEL AT e & [RIARICHERS L, $55-1% 14 HLIRED t2 1348 H Th - 7= (X1 16),
e 5.1% 60 H ™ 79 bp J OY 241 bp % HAlEAENK & 95 Q-PCRIETOFAHRIEDLE LV | 7
R AMGO00L 1, Ki/rad e b HGF FEAREZ R 2o WG 2R BRI I 7e o - L B %
LT,
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100000000

—— BE 5 (79 bp)
—A— BEE5 (241 bp)
-O—- 2[E#% 5 (79 bp)
-o— 2[E1% 5 (241 bp)

10000000

1000000

100000

10000

1000

BN AMG0001 iRE (3 E—/ ug DNA)

100

10
0 14 28 42 56 70 84 98

BE5%FR (day)
(n=4., P+ IRHERE)

X 16 #HEMEZ » BT 1.5 mglkg O M & TR ER KL O 1 & A [k 2 B G L7k o
157 PR P R JEE HERS

8423 Sv FEIRNERKRSHEOBES M. MAREHTRE [90, 93-96]

79 bp Z¥HIEEE L T HREEIC LY . F5% 1 B KO 4 B TlE AMGO00L (3R %72 A%k
TR S, #5%7 B CIEs6. M. Ok, B RE. I8, Mg O TRl &
i

241 bp A MR S T D HEE TR, &5% 1 B CMEE, Ol Al AL EE. T,
s, g, RIE R OKRIM TR S, 5% 4 BTk, BEOMIRO TR & i, 40
2 B —/ug DNA 2 r L, #54% 7 0 TIERGE L7 2 T oML CER MREARN CTh - 72,

AMGO001 % =~ ~ M T 1.5 mg/kg O & CHEJRN LRI G- L 72K, g AMGO0001 =
FED L, MEEZRENE G554 155 ~2 W[ T 6.8 /0 (6.2 45, 5% 4 WERILARE T 7.0
R[] R DN 12 IF [ T do o T2 MERE T o~ b O 5-1% A WFH LARE O t1p (ICH B 72220355880 HALTZ3,
fthd PK /3T A —& — %, MEHET ~ b CTiEW T2 < AMG0001 OFRRFRFZEALIZMEZE T /e &35
Z b,

8424 Y HARNEERESHOMFPEEHTE [90,97,98]

AMGO0001 % it =27 A F I 0.5 KO8 2.5 mglkg O & TN BRI G L 7= R, ik
1 AMGO001 2 % 79 bp % HEiEAEIK & 9% Q-PCR #:THIE L7z, 0.5 KT 2.5 mg/kg T i
2+ AMGO00L JEFE D tmax [T Z3LENE 1% 3.0 RER A OV 0.50 il TH - 7= (X 17), ik
I AMGO0001 JRFE 1L 2 I ED B — 27 2R L, 05 &N 2.5 mglkg $E5-RFD tip 1ZZFE 4 6.2
R K OV 11 R T o 72,
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1000000000 o 2.5 mglkg
100000000 —+ 0.5 mg/kg
10000000
1000000 £
100000 £
10000

1000 ¢

100 ¢

&+ AMGO001 iR (2 E—/ pL)

10 ¢

1

0 72 144 216 288
5 &R (hn)

(n=3, FHIfE+IEHERE)

17 HEVES =27 A Y2 0.5 K TOY 2.5 mglkg O CRRAIN ELEI 5. L 72 IRF D
ML R EEHERS

8425  RREEFEITIE [99]

1RE4S 3VLDATNR 13 Hiin D 7 v I D RIS A 12 A B R /K X3 AMGO001 % B [E] # Al
WG L, If - lgE~D AMG0001 D454z fiat L7-, AMGO001 ¥ 5-#(% 0.15 mg/kg, 1.5
mg/kg. BHIREIL 0.6 mL/kg & L, FEETH L, 2, 4 BRICIWRELOFEK, T2, -1k
R, OMERE, BT ORPWNESRR) ZEECL 72, AMGO00L 1%V 7 /L& A A PCRIETHIE L7

(E HEFRSME : 50 = ' —/ug DNA, i HBRAUE - 10 = ©°—/ug DNA) .

ZDOFER, 0.15 mg/kg #G-EE TR GHAHAICIBWT, &5 1 Bt RK (140,127~
1,693,900 = £"—/ug DNA) T 4 H# £ TO2H]T AMG0001 23 it 47z (2 H#% : 5,205~
35,004, 4 H :1,250~1523 = t°—/ug DNA) , —J., Mk, HBELOTFETX 4 HEO
2B FIOFE T, FAREOWE - JRIRTIZ 1 BEO 13 FIOHE - JRIRIZI W TE & RS A
THRILENTZOHRTH -7,

1.5 mg/kg $G5-8F  (BRIRHEE FH B0 20 fi5) TIXRGHMHRICIB VT, &5 1 Bk & i
K (251,253~10,479,400 =2 £°—/ug DNA) (Z 4 H % F TOAH]T AMG0001 23k H X7z (2
H# :18,296~45521, 4 H% : 4,651~14,258 = £"—/ug DNA) , % Tl& 1 H& o 1/3 #i|T
355 =1 "—/ug DNA, 2 H1%® 1/3 ] T 89 = £"—/ug DNA ¢ AMGO0001 73Kt & AL 7= LASH
TRTERD DWVITRHBIMERGE CH o7, BEEOTETiE, 1 A% U3 BloaE T
70 = v'—/ug DNA, 1 H# D 1/3 |+ T 124 = ¥—/ug DNA @ AMGO0001 23k Hi &7z
LISMEIT R TERD D WVITRHBRUER CH 72, 72, FARKLOWE - BIE T, 2 A
D 213 IO « fRIIZ I\ TE BRSYERM T =D A Th o172,

PLEDOFEREN S, AMG0001 DL « FERA~OBATIFHGD TO7pn 2 & R S Tz,
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85 {tH

8.5.1 In vitro {31 [100]

—#%Z7"Z A 3 K DNA (%, Covalently Closed Circular & (CCC {4). Open Circular & (OC
&), Linear {& (LN &) OmE&RHEED RS 3FOBEO W THFET S (K 18),
#rF D AMG000L (XK 43 A3 CCC A& LTFAEL T\ D Z & BN ERBR D B R STV
%, AMG0001 # t b} O¥F v MALEF TA > F 22— 3 > L, AMG0001 O RZE(ATH
% CCC A ® in vitro TOMRFHHEE 2 Ll L 7=, AMGO001 (L HILE TR 5 & H<e)r T OC
B, LN RIS S 4L, CCCHRD iy, #EH T 5 &, & MILETIL 37, 7 > Mg Tl% 28
BWTdH o7z, CCC HROMRHHEEICE LT v MIJER TEITRD HiLT, WIThoimig
FIZBWTHIERC IR S L7z,

KAk (CCC 1K) K& (OC &) Y (LN {£)

XOOOOOX

18 AMGO0001 K U2 DR (OC A TN LN 1K) DX

8.5.2 In vivo X5 [88, 89, 93, 94]

AMGO0001 % 7 v MIFHANEL L, o7 ay MECTRE &2 o0 LT, 6 Cix
MR HIZ OC AR KON LN ARA M S iz 23, REIKRTH H CCCIRITRE D baLigmoTz, &
IR b SN TR &5 2 DD A A T A S 72, AMG0001 % §IRiN$ 5- L.
[EkR D 71k TR PR 2 i LTofESR, B 5-1% 1~5 43 C CCC iRt &, & L
T OC RSN LN R RIS 4172, & BIZ 55 15 7 Tid OC R L OV LN (R & f i < 4vd7,
SRS AL S NIRRT R & B2 DND A AT ORPBE ST, LLEX Y, AMG0001
[ ZAERNIZ T, CCC A D OC K D% LN AA~Z8{b L, e #&B9i21d DNase (2 L 0 iEPE%
Frrc o V0B A ~E R s s L& 2 6T,

8.6  HEM

8.6.1 Z v RN EER S RO FRPHE [93, 94]

AMGO001 % i~ ~ M T 1.5 mg/kg O & CHIRN LRI 5- L 72K, JRH AMGO0001 2 &£
% 79 bp ZBYMEAENL & 45 Q-PCR ETHIE L-kE R, & 514 168 Bt = To &% AMG0001
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BEIIE CER PRI AR CTh - 7=, BIRFFMIL, 501, 0~8, 8~24, 24~48, 48~72,
72~96, 96~120. 120~144 }x (X 144~168 B[ & L7~

9 AMGO0001 EzFAEEBKRMERVEEKRAED
=ik

Z AU E CTEE S vz AMG0001 O [E N/ O KA EIRIE BUEE B xf 5 & U T RRRIEIE M OV
KB O 2 5% 3 1TRT,

# 3 AMG0001 O bR ek B OB

=t [ KT
ABpES (FhE) KHAE SR 2B ) JEIE xE& g S
Vg
- ZetE EORBEIX e n
AMG0001-JN-100 n 2.0 mg x 2[E1(0,28 H %*) o1,
RBRFERIRAT 7 Eig%gf}i e | app | AOMOX2EO0BATE) | - 64 ORI TEBOL
(R#) psoxiitro | * BHIOSHIT-14AE | #sEmD L, 62%0
[59, 60] 1204 g $2 5 HE I C RS O
BENFRD b,
< 12BRZIZBNT
AMG0001-IN-101 441 AMGOOOLEE TH 72
EAIGIES . o BFEOWEN DAL,
(A ) %;Eiméﬂi%ﬁ ;i FH2901 1 40 mg x 2/51(0,28 A ) BELZHEBEETYH
f61] : B A HEEEROL,
154 - 2otk E OB
>77,
AMG0001-JN-102 < 1218 IZEB VT H6
e e SEEOSREL R
TR meeae || | 40mexamo2sn @f{ﬁ"%@ A
(RA) 3 - e =
o +5TAO (561 FICEBMBSTTHE) | | ooug
27,
- TcPO2 TH B 72 M3
ELL:R5Y g Wl
1040 CJEHEY A RIS R
AG-CLI-0202 0.4 mg x 301428 ) HENAD ST,
R HIER Mk % H ZE | SR 78 4'0 mg « ZIEI(O’ZBVEI #) - EFRFRIR T2 S
Okl % ASO I P mgx3|EI(O’1428Elﬁé) B BRI ST,
[63] - ~m - SF36 (KOJiH) T
DRB BT,
< ettt EoREIT e
DoTz,
276 - TRIGIRR . AR |
AG-CLI-0205 MmATENREME (TP,TBI)
SEVIANLEREN HEEMEEZH ZE | FEH214] . CTIZAMGO001#E CTE
4.0 mg x 3[(0,14,28 A # e
CKE) +7%ASO Bt | oy | OMOIOMBEE L e,
[64] 6171 < AN E ORI

D f:o

ASO:FAZEMERIE(LAE, TAO:/N— ¥ —J, TPUZBLIME, TBI 2 B/ ki

KOBE UNIVERSITY HOSPITAL
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9.1 AMGO0001-JN-100 E& (EMRER) [59,60]

MAT PN D23 7 < o D> DBEAEDONBHHINERE D M5 70 PHEEME B REE (LI e OV e = L T
—EBE A G L LT, MRS REORRKMEL L TEBINT, A7 —Y T,
AMGO0001 0.4 mg O T 5-TLEVEIZRIENFERD RN 2 & D3RS S vz % . AMG0001
20 mg % 4 BEMMET 2 BERG LIZBOREEERRFI SNz, ZO®%E A7 — U T,
AMG0001 2.0 mg & 4.0 mg @ 4 EEIRE 2 4% 5 CHESHEDORRT (5 A7 —) »3MTH
i,

ZOFEF, AMG0001 @ 4.0 mg £ CTORBMENHER I NIz, £72.8 A7 —Y TiL2.0mg
L 4.0mg THIMEIZEITE O biLiehroTz,

9.2 AMGO0001-IJN-101 }KE& (EREER) [61]

AT FFEENT O JE T 23 R 8 C 2D BEAF O NFHTRIR 7N 1 2h 72 BE I if i & 9 % PAZEMEE)
ARfE (L iE B3 & %8s, AMGO001 DA A et Lz, EOREE. FRIEIT IV T
AMGO001 #ED 77 B ARFEC KT D BB S RGRES Nz, £/, eS0T, AMG0001
DEEMEIHEITRD b o T,

9.3 AMGO0001-JN-102 }E& (EREER) [62]

AT FEET O R T T 23 R T SEEAF O NEHTE IR N B I iE 5 2 A3 5 © oL B — ik
F a2 R, AMG0001 DOF R & ZetEE et Lz, ZORE, {BEOUGEICB W TR
RANEDS R ST-, £ BRVEIZ OV T, AMG0001 O AAMEICRIEIZ A H e h o 7=,

9.4 AG-CLI-0202 #B& (4L etER) [63]

(AT PP D R A3 732 B R M i A A3 2 PAZEPE B IREE L E 2 xF 4212, AMGO0001 0.4
mg @ 2 # M 3 [ 5, AMG0001 4.0 mg @ 4 #E M 2 5., AMG0001 4.0 mg o 2 H#EfH
i 3 [ 5. O T v R OREVE R OHIEO R &2 KEIC T T 72,

ZORER, AECOWTUIRHEER OO E > Th D TePO2 DAL & CIEARER I/
FHNCABEIRETRD IR o720, BIEMIH TS TePO2 DU TR &AL TR 2 Fr
W2 JERIRNT ClL, 77 BARlEE 40 mgx3 L TREFFIABREDRBO bz, £-. &
BPEIZOVTIE, AMGO0001 4.0 mg @ 2 JEfilE 3 [Elix 5 F TOREVEICIIEIL A B ivie o
77

9.5 AG-CLI-0205 &#B& (iEBsIaiER) [64]

EN D AMGO0001 O ERARFER Tl G- J715 % M M0 & 8 Tz 2s, KIES 11 R C
IR E 4T, BN 4 ST S IR ERIGHEETED TR Y . HARORER LTk E K HE
METp o> T, 22T, RBRIT B ARORER & [AERIC PR OB M 52 HiETHE
BE S A7z, AT AR O3 i 723 7 O ELE R 0B A A3 D PP B IR AE AL JE A& xS,
AMGO0001 4.0 mg @ 2 #ff4E 3 [ 5 K O T 7 & R 5 O 24 o O 2hiE O Ft 2 K EIZ
TAT o7, LU BRMEO B M 21 5 50 A 1 0 K 0 2R EAE OSEFI 2 < Bk S,
BNMEDFAM S NS L pr Sz 2 & 0 BEED 48 il L 27 B3 Bk S L7z I A TR
BUE B gz ik L7z,
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10 B FARAEBKMEDERENTETH S & HIB
L1-EH

AMGO0001 % f 7= [E NSO BREIRAFZE K O IR SR > 515 D a7z I A5 & . AMG0001
DLEEWT 0 7 7 A N E et LR, AMG0001 [ZHA DR T REFEHLIIRD B
TR,

AMGO0001 (X, MEHAEEHZAT D77 AI R DNA THDHZ Enb, — AR EERD
A7 L LT, BEIMALITHICR T 2 B e & gid, &GEALLAA O REl g (2 31T 5 i
BHVEIE O AERIGOIA, O AMG0001L (%9 % 18 22 6 A DR REMEN & 5,

LnL722 b, Akl @ U CHBRE WS TR b A HFHFRIL, &5 FHIChE
THHERTHY , FGIRAL T O R A S R e i B AITRD b e o7z,

1R RIS~ DRI SN T, BRI VT AMG0001 #% 5 1HE K4 % MLt HGF
BEDO EFEIALNTWRNWT & MEHAEICER T 2 2 & 38 2 HAGEHE R p ke 2
DAEEFZOREITRD HALTVRINT & LW in vitro #ERIZFV T AMG0001 25 & M IfiLiE
FCHSMNMTE SN D Z L AURENTWD Z L5 b | BN LIS O3 Wi o~ 2 %
FIEFTV A7 1HRNEE X D,

7235, AMGO001 & DRRBARMDERITITAE Shie o oA HEFG L U CEMEELE D 6 4
7R BV, 2 OFG A FEHMICHRE LIRSS, W3 hvd AMG0001 & O BEEME K
W EHIBr LTV S,

Fio, WEISEOGDOFELNR T L 72 0 155 X 9 B RHUROEAITRD Hivd, AMG0001
DNGPE B e A S D AREMEI R W 2 E AR I D,

TAVE T AT & 2 ERIRRBR ORGSR, BRI CUEOR D LAV WBIYERT T, &
FRIEAR M O 2 A9 2 PREEME B IREEALAE S & = V0 — IR B 2 BT D i KA T
LERRNE . TEEIROWEN RO b TW5,

ZHVE TIT N Z 4172 AMGO0001 DIEREIRFRER ., ERIRAFIE K ORGSR DR 5L 2 5 I H)
WrL. AMGO0001 DEGIRMFIEZ EliiT 5 Z &1L Th 5 LT 5,

11 EfFaRERRMEDOEEE

11.1 ®WZEEK

RIRIEIR DS N B 7 2 PR BN AR P FEAE  (BAZEMEBIAREE(LAE XX B 2 b T —JK) BEICxT 5
AMGO0001 D5 NP5 DA 50t fe V22 BV 2 R RSG5,

11.2 XRES
EBHEEIREAZEE (FRIEMEBINRAR(LAE U E = L 7 — )
11.3 ERFRPEREDFTEINDFIR ETHE

11.3.1 FHEINLFHE

T AVE TITHENE S 2 FRIRDFTE L OWRIRRER 2\ T SRMTRIRIEIINE . AMRHIR IR D
D3 IR B2 S PEBIIRPAZEIE  (PAZEMEBIARAE(LIE 3L =2 L0 —I0) SEH DL FHFE IR & O
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TEPHEIR O SEHE T 25D 5TV 5D, AMG0001IE, BEFFRIEN R 7 Y5k BB 1o 5
JERZ U ET D 2 LA S NS,

2B, Uil FIRRIERATZEICBINT 5 Z LI K 0 RBRE DSl EoRigEZ T D 2
SN EIIE, F T UEGE s TIREIRIANTIEIC X 0 B U D M EERE I IR IR IR T D
HLOE L, ZIUT L HEBRE DEEN RSN RG220 D 2 L3, Bk, YiEis T
TRIREERIRIETEIZ K > T D D IR RSN E D3R4 25200 5 2 L1720,

11.3.2 FEINLSIFHE

WGBS T IRIRERRIF 7RI 1 2R BRIGH X, #iRE OERIC X v | 43k - AW ho
IS HAREE 725, ARt T %A 1L, T OWBIZERMOHEHIZ L0 ZOMOAETE IR X
nbHZElhhd, £o, NMINSLTPRINDIAFFRS] BT HAEFFRNAEL 5 AlRett
D0 ZOGEITIL, WPt AR EIC X DREPMEL R L5508 5, 1. AMG0001
I3t FTOMBHARBRIZS D L OOBBEMEICH Y, THHDEERGICIVEENEDL L
0, FEEOAFEME b B RITITHRE TE R,

F7m. AWERICB T HRREBENFER TCOAEELGNE LSO MEICE L T
[11.22.2 fEREPEOHIEE] IZED D,

11.4 EREAE

1141 #HEREZRRORREE

PBRA BRI UL T OREEDO R TOIHHE 272 L, FIMEEO TR OEA I HI
filt L 72 WA 2 A & D,

11.4.1.1  BIRE#E

(1) AADHBERIZ L5 CERENGONTE,

(2) [REBUSRF OAH 23 20 mklA 1 85 kA D&,

(3) #ERZEMOERABRENR, BFEEIIR IR FOBEIARIZ, CTA XL MRA IZ XV ffgsd
S D PAZESUTIRAEERNL N o D

(4) #5550 o BIEIHR O BAFI0E O SEEE A 70 mmHg X iE ABI 23 0.6 LA O (7=
7L, Ea b H—IRICEL TUXZ DR Y TiXZAuv),

(5) PAZESUIIRAZTANLITIEE N 2 LU T ORSRIER 269 53
- ZZERIEEIE  (Fontaine 430 11 BE)

BIEHIR O VAS 28 20 mm LL E
- &% (Fontaine 437 IV FE)

(6) BeH-RRME O mATHEEN (hENIEEE ETe) O REER 2, XY R I A
AHETILZARWA, Fiick 2V 2703 H 5 LS54,

(7) BETFEONEHTERECALE 23 R BB 2 BRELL EFi S hafT S v, RIEESE . YR
FEOMLE & 2 BRILA E (RHEREZRMIE) Mkt L CbH. 5 IREOIERGEIGED Hi
TRNE,
< TEEENRD b &4 5 B >
© BRI AT 5
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I'VAS Z2{bi (J8id) 2% 20 mm A )
- WEAEETLHE
Fiﬁﬂﬁﬁ%kﬁéﬁﬁﬁk%é(VE%X@@)@Em%(%¢)%%%$

it |

(8) [RIEHRAG H 2~ HIRHEI 12 1812 £ TR il IC K D8ETTE (22 F—2 %) T

BT Z2AT O Z L ICRE LT,

(9) AP, FhRDBNIZMH A0,

11.4.1.2 BEIREEDHRTIRMN

1)

2

(3.

(6)+

(8)

©)

BER NN ERFZEONRE 2+ i L. BEBERICY & DX ERME~DSMIZ
FETAHZENMNETHDLEEZ, BELT,

RIRIEBOERG 2 ZE L. FIRIZEDNZKHIC B W CIREE 28T 5 72 DI E L,
IR G RO E & 5 8 LR E LT,

4). (5

P& 5- %G DO BRI PAZE LI ARASEAL D352 S 4v, AMGO0001 D REAM A3 7] RE 70 2 IRF
IR BB A AT A2BREE RSB ET D0 E LT,

(7)
NEAGFIBRIGHEAIEIC B4 24681 R0 B= MSRR% ] 18D 8%
W THREAARETH-ORE L,

AMGO0001 DAEFHRIZKET B LZBVEIL, TN L TV AR TIE N2 L,
HEVERRDT- IR E LT,

PBRE DIRIRBRBE 2 IHREIZIRE T B - OIZERE LT,

11.41.3 [BROVEE

(1)

2
3)

(4)

Q)

(6)

()
(8)

e G-t QI ST IERT GRS L L T 205, I ST E R L T 21854 A
ToHH,

[R L HASAT 90 A LANIZ T /L 31— UARAFIE SUTFERMURATIE & 2 S 7

EMEES OGO, BHEOH 5%, 772 L. S8R L2 K& O SRR 13BN 3 5,
Fio. EITHOWTIEAE RS 10 2L ERTNIZSER LR 206, £ OO
JEFFHZDWTIE 5 4ELL BRTIZTEE LI WA I8 & 35, 7'r ha—L
THE LD A V== THREZT T L TR TUTR bR,
BEEODRE, BERE, mikEE [ TEELEORIEHOEEE S FIEIC SV T
CEHc44E6 H 29 R) o7 L— R3] 27T 5%, 12120, LEHEMEHERRZT B
whr<,

HIV L« SURD D,

[ USRI 90 H LANIZ #5550 G B ST I Gl o0 A 7 FFR Al . GIlr ity 2 32 10 7= % (7=
72 L. /IMIIBA. Necrotomy, $&JI\72 & O RETALE IXERL ),

(R HUSAT 90 A LA A2 At B Rl ST A& ARt 7 e 7 2 521 T4

PUBE A CHRIGE S R 22 O FRYE (B Rid, Memikk, Vo EXRRE) & f
LTWaBH#H,
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(9)  RIGH SUTIEFHRB UM O HEFEPERE PRIFPEREREAE 7 U < 1307 A= i 8 8 o0 ik B 22
PEREZ BT 5,

(10) WEIRPIERRIE S (APLIE /S AG KRR REETE) 247 LTV D,

(11) [FIEBUEAT 30 H ANICOIERRICSIN L TV - B3 (JRBREE, RIS MR S
Bino T GE % kR< ),

(12) WERICEETIRREZT-H (2721, AMG0001 D #5552 1) 1=F 135k <),

(13) 4w, A OLlE, IR LTV D AREMED & 5 ZebE . SUTRGRIFZE R IR & Ay

2 Y 7 i
(14) ZOfth, EEREBFFEH Y ERR 2N Y 5kl fn - IR PRI R T IE DO x5 & L CRmE Y & Hr L
7=,

1.4.1.4 BRONEEOFRTERRL
1). (10
AMGO0001 |2 & B AZMED IR LIS W DITEE LT,
(2) Yz TIREEIRMFE ORHMIC B A KT RN & D 72 OIZERE LT,
(3). 4. (5). (11). (12). (13)
PR DR RVEMER DT DICERE LT,
©6). (1)
YR T IR G R8O FEAN I B % JE T W REMEN & 5 7= IR E LT,
(8) AMGO001 (Z LB HMENHIFF LIc< W2 &, £72, At ES 2 RN H 5 2 &
MBRE LTz,
(9) AMGO0001 OF 5z L VIR AL T 5 AlREME DS B D T2 DR E LT,
AMGO0001 |2 X 28 ERN I LIc < WZ & BBRE O LZ2VEMR O T DR E Lz,
(14) AL L THRETRETIFI RN E X VRELT,

L

11.5 RERSF

11.5.1 RERBAXERVEREEDER

[ SO T4 C O E K O OFER R ER T 5 X 5, AIREZR IR Y B
2R FEE AR . SES A FHLAE O CERT 5,

7, AEZROFEREEOREALIER I TWE, (REE) FAEREE 3R)

11.5.2 ERERAXZERVREZEDHE

[ SCE K ONAE BN E S mA L, BEICERRIFZEIC SN L C WA HERE 12 B0
THWESNZRAERHCEIC LY HFUOHHEZITV., HREZ CEICLVEET S, 2B,
BEICAFE & T L T DR I2IXZE DR Y Tlid7ewy,
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11.5.3

RIEHARUVRERGORYHDTE

WHEEALA I IED AT, YR R IR IRERIRIETE~ D 2Nt & 72 5 A AR NI
LT, MEBRASCEZRIE L, T0Rdil 21T o 7otk GBI FRRIBRIFTE~DZ IO
[ 2 SCE TS T 2, (Y% InFIRRIRIRMTEIC BT D A7 —L R -3t b
(ZBT D FIHE ) 220

B MR IRRIERIIZEIC IV TE, B TRIEZ G TE 20 E3ERE & L

VY,

11.6 &£k

LLF OFNEIZGE SR E 2 88k T 5, RE OBERICHOW TR, Yikals T IR RIS
BT D THERE OB T 5 FIEE] IZED D,

(1)

2

3)

(4)

©)

(6)

()

[ 7 D i

FEh % DU FEEATH AT FE o HF L, S s IR ER R FE~ D Sl
AR D IBEARNITH LT, FEMISCEA R L0723l 21T o 7212, YikiEis
TIRIRBGRMF I~ DB O FE % SCE TS 5,

(MN15 FERSE] 2Z2H)

PRIRF 44 8 DAERK

FhE s O FCEATAT, WFFRoLH AT 13 1%, ARSI S CE ClRlE %
PRI BRIk LT, Rk 2 — R &G L, T9ERs 40 ) (CRedl4 5, WFoe
BALH IR A A2 e 3 2,

PR TR 2 — NI, KBCRFEFEMERLC BT 27 n Y =7 MGEE T &
FEET D6MT DT, Mgk & 5 e 9 5 2HT DFT-, Wt 2 e 2 3T DTN 6
W S5, %E OMILEE &2 BT LB (2001& 0 HIEICE S 2 595,
AL ) f A5 D T it

FEhtE % DA FEEATH AT GE 1L, ARSI SCE CRIE 2 5 72 4R
LT, M11.10 @5 - RERA P a—) [T TAY V—=u T 5 FEfiT 5,
SiE BB R EE D AR

Feht % O FEEATE TR HE L, BEERROR TV —= 0 FRERICE
SWT, T11.4 EFEHENE | CTHRIET 2 BERFORPILEDO T X CTOHA 27 L, &
NFEEOWTNOHEBICHEZEY LRV & 2R L. MBEFIBRGRE | (LB FHA
FTRCRfli 7 5,

ABUIE B B B 22 DK A

FEhtE it OWFTEEATA . BRI AT 8 1x, TIOEFI BRG] OJFAR %
TIFRGRE & BICRE L, SRR RIERI AR B RICZ DT L ZFAXT 5,

R D] E

%tk L RIEERAFIE B RIE. FAXCRZE L7z MUERIESHE (5) ] ORHENE
(ZHEEDW TS ME 2 R T 5, Sk LFRERRF R FE /I, ZORAFAD K
FEFI SR (B) | 2ET 5,

B Sk

Z ek LRI B %, g &OHE LB, R & OE S v g

B MRBEFES) 25 L, BRESLTE L7 [EFISGRMERE] %, K
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iE (9 B Gk B A 25 U 7 fiti ik DA FE AT M PR FE BB ICFAX T 5, 20 T
JiE B BRAEREEE | A5 L 7o e T g &HIE L 7o B A i & LT ROk
L7zt D E 45, Rfg s HE LEEEIE, ORI 2 Al ig | 224
LA TR BT S OWFER G BT ICFAX T 5,
(8) Rtk DIRAY - BIE2DOBALE
FEhte a5 DM FEEATH AT IE 3 HE 1T, ZE LT ORGP SRR ZE ) 1 TRs
RETOENEEINTND Z L 2R LT, OO VLB - B2k
T2,
FEMiftix OWFFEE T W HE USRI D%, TERI SRR XX
MREERIZ IS T D REAERE ) 28 U, TUEGPRERMERZE ) IZR0H S 7RO
A A R E A IR D,
() A%k
et fita 5% DM IE AT AT IE 3 HE 1, AiBE MM E a3 N S - B8N
TRTET L, BTOT—ZPHi> 2R T, 2 TOMKEELZ RO E, TAEH]
BRI | % Sk AL FIRRAFE B RIS FAX $ 5, Sl s el R SE S 15 SR .
ASE G EREL DN D D BERO A 2 L, [BRAE R OB O 2 Uit E
B8 KO TR FE B LI FAX 775,
O TBEFEROBI S| A LR T, kg COHE L RE AR
LT IREER) Li-bDET 5,
(10) AREERtE ORBRIBIE O BHA
Fehta i g DRI EATHE XATIE B 1L, ZE L DBRESEROBM O] 1TK
BEGET DENFT SN TND Z L 2R L T, ABEE OME A - BEK O
ARIBIE A B AGT 5,
FEMiftix OWFFEETH . W HE UMW D3 1E, B RoBmbE) %
R L, [BEREROBH O | (SR SN ARBRGEE 2 a4 Bl 2,

(&H)
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11.7 AMGO0001

11.7.1 AMGO0001 (E#)

(1) AMGO00014x (i) :  AMG0001

(2) —A: R )P ST TAIR
(INN : beperminogene perplasmid)
(3) fbF4: bt NIRRT %2 = — 9% cDNA ZHEZMa TR ¥ 2

R B HNL 2 & T 7 A X K DNA, KGE DH5a % W Tl & d,
5,181 ¥ %t (Cro1083H126988N38804062172P10362; 70 &: 3,201,254.7) /)
575,

@) 77T & CioiossH126088N38804062172P10362

(5) i

AMG0001
(5,181 bp)

human HGF cDNA

‘\BG‘H poly(A)

11.7.2 AMGO0001 (&%)

11721 EBERUHIE

AMGO0001 % A FR A IRMRE L 7= FEHAFITH Y . 131 7Lz 25 mgimlL % 2.1 mL &
ﬁ‘a—éo

11.7.2.2 AMGO0001 DaXEMERUVERT

(1) %A= 13mm/3.0mL Type | RV A BT AL T v

(2) AMGO0001 (HAI) DT ~ILFR K VIR RES:
AMGO0001 (B DT ~L, aHEBREEICHOWTIL, Yikals IR R 7E D
TAMG0001 (f4A)) OFHFNEE) 25Dz &,

11.7.2.3 AMGO0001 (E¥%|) OFERLAREVREEHE

AMGO0001 (HU%)) 1%, —20 COMRIFSRMETHERMZETH Y . =R (25 °C, #r) 748
22 CTH 5,
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AMGO0001 (BLAI) 1L, fifE FTREZR 7 U —F— 2B\ T —20 C FFrE#P : —50°C~—157C)
TIRET 5, YiZBIE TIRRERIFZE D TAMG0001 (HU5]) OB HFIEE ) 12HEV, KA -
B RFIRE 208 U, 2 OfEH % Fi % DAMG0001 (FUA]) DEHH Y F NGk 5,
TRAFSRMEDSRERIASN TH D 2 L AVHIH U360, Ehahaak OB B2 32 1T, Y ikhtiak o
WRFEEATH K O PR E B LA IS E B ICEE T 5,

FERAWIRRIL, Ml s I EEREMZED TAMG0001 (BUA]) OEELTIEE] I2ED 5,

11.7.24 AMGO0001 (HF|) DEE

AMGO0001 (BUKI) - EIX, YiZdin - 1aREEMZED TAMG0001 (i) 4% Ff
FNEE] IZ/ED,

11.7.2.5 AMGO0001 (Bi%|) DB

AMGO0001 (BHI) DFEANL. 7 V=2 XU FWNTEENIIT 9, Y%Al FIEOZEMIT,
Wik s TIRIEIERMFZED TAMG0001 (Rif) OFHEFIEE ] 220z b,

7RH. A U7 (A 13, TEAEHESCMICHERT S Z N E L, A,
T LAWEAIZiE, AERD S U o 21E, HHS 5 £ Tk 2T CTARE (2
~8 C) IZRE L., T2BFMLINIZER T2 Z &,

11.8 ERERAZREMETE

1181 THAUDOE
(1) Hfiax - Zhiex: Sl

(2) RBROH: — WA SR

Q) THA o ZlaRdkRA—T T LB
(4) xIPR: pil3

(6) T H ik pil3

(6) ek (ER) (b %E

11.8.2 THA UOERTIEM

LR IRIRER R FE O X R T & 2 1@ MEBIIRPAZEIE (PAZEMEBIIRAELIE ST B = L T —
i) D95, Fontaine I (ZEHREIR) UIIVE (R 2 23 28t . 4
FHOTBIR O AR N2 B2 L, IRENTWD, L7ehi»> T, Hikis AR e o B
L LTS R B8R TH 2 LFEHFIC, BEEERIERIE T H 5661 2R 5720121
B el C OIEBIELFRE O FAT A REMEDMB O TR Z &b Zlis L FIBRIRBIZE & L7z,

F7o, YKB R FIRIREERNIIE O TR B X, PREZRAEDEHECH D, Lizhio
T, Tv e, it (BRfb) | iR S To 720,

11.8.3 BEZHEBREY - HHREZHRUME - HREkIRHE

(1) BEERgERES 6fl
(2) PBRFEREINE: 1
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WYL AS TR IR S R 28 32 it 5 1 23 5 1 IR R G R A JE 5 4
FRDNKR I, BEFEREOFEMED TRZHS-1%, Wbt
BOFERMFFAINEMIND, TO%, SlEEERBHRGE 21T,
WEHEENKR I N HZM2ERIG H & L, v b R,
PRE A BT 5,

(3) WFFE S Nt 1$

% s TR I R AT FE FEHi 5 1 73 S8R - VR R il R AJF 78 58 A
FRERTEREN, BEFEREOTEED TR Z57-%. Wbt
FEOFEMHFAINEMEIND, D%k, FTEERBHEEZITV.,
WEHFENKR SN H 2R E L, 2 b ELINIZ
AR OIS ERE T 5,

11.8.4 BHEEHZEREHROEFEOUEEM

T Y = AR, ENTHENME L 7-AMG0001-IN-101748 (if42: ASO) K *MAMG0001-JN-102
a%(ﬁ%"mo)@rmﬁﬁﬁf%ﬂﬁbko%@#% YELEAR T TR R FE~ D1l
FEREHER G- U, [MEBUS S Ao B 2 e L= & 2 A, VEMICeB 2 E/T 57012
W7 i R KK A B iR k%mhto

L7203 o T, Uikl n HIRIRIRIARFTE Cld, B RS erpibra6f 2 g g e cd 51
FERNCIERE T A 8litiix TO MR ILREERMICZ R E L TWAHZ &, B EREREEK
OERBIIRELE 2 5,

ﬂllli

11.8.5 ZO o LBEEE

11.85.1 O FILEBEBEDER

M E T IRIER RSB I A7 1 s a/LiaiE L 1L, AMGO00LDOH 5-FRtE 5 . ik
W E o1 B $eG-BAG1208 % £ T T 5,

11.85.2 Ak

(1) BEX
ABE SISO NTR B AT E 5,

(2) AMG0001 DFRAl
AMGO0001 DOFAFNL, 7 UV —> X FWNTEENIIT S, MR L7- AMG0001 I,
6 REFILAPICHE A L, LAl 2 L i & LCfEnbl 5, E7-, #841 L 7= AMG0001
X TEDRY BT HZENLEE LY, TITHEALARWESIE, AT
% E THAEZ BT CEDE T C, MBI TR L, 72 RFFLINICER T 5, Al
R & 57 AMG0001 Z i L7 2 & (27 o 7355018 BEN O YL ME R 77 F BEEY)
(BT B HL D PRt > THERET 5,

() #&HFHik
AMGO0001 % A JR AR E iR CTATIR L Rk o e Mz s kF L C 1 & 72 v 0.5
nmfos%ﬁ(A%4m)’%WW&5¢5 B 503 4 M ORMEE &1 T 2 BT

o TR 8 WL I BV CTUFMEM 23FRD IR WIGEIZIX, i 3 B O %

%M?éo
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%D AMG0001 D 1 i dn7c v O GHREIZ 3 mL & L, HER]GHA/ NI
I 2mL F TR C TR, HESHBALITE Mo RIEIZ L 0 s = L ICikET 5,
BBISWIME T2, WIEEeE 6 (A % L O 12 6 H % ICEMEA OkBL) 2170,
WIE 5 24 5 H 1210 KBe % 3655 & LWL EMEOT- DO E B & %179,
IR O 2 LU IR (X19),

=

Kifl

AN
=

5

FIE 1[E1H 2EH 3[EH A&

T8 w5 w5 s ey
O—&—@&—@ | T
2 4 4 4 6. 12 6 H % 24 5 %

=P i NIAYY
s || ATE e T

1) 3RIB#EEIX, 2 [AE&EEZOFEMERIC L FEHO A &2 HET 5,
2) 3EFEDEAEIL. RBRIGEYRIZ 8 AME 2y HEEMEIX 4B LD,

19 B OIS

11.8.5.3 BtRHAHE
YiLE s IR RRIR A ZE O 5t G DIRFREIZAR D OF AL 1L K OV ATRE 7216 E & DL R IR
T 7ok, AiBLEIMBRAATT £ CICAMERRE N TOIL TV D Z &, A2 & 1R B2
R T £ T, R IR I A B2 T 5,
(1) EYEEIRPAZERE (PAZEMEENIRAE(CIE K OV 2 0 7 —9) (253 D IR
1) ORI
- PR T a s

2) {FHIRE
- REBICKIT 5T R TOIRFRIEK
AL MR AR ) O R B WIIA T £ ¢, EAOL T RO E (1 B P4
B L5 E B2 A 13Th7n,
TR EEIARPAZENE (PAZEMEBIAREE(LIE M OV = VA —399) (2 fE D T X 2 169
1) PFMZELL
c T4 TTAN
2) PFHATEE
- PIIFIERCRE, FHRRETE ., MRS R O & 2 S8
- BB O8RE A B & L= A
AL BR LA 2 O B T £ C, EHAOL T RO E (1 B FEEH
B L5 5% Z 2 A 13 T2,
3) iR L
« EREQLS OG22 HA, WER, Vi CEO RPTILE
 ABIEERAL O G K ONERYL T 15 D 7= & O HLE A
< BB TR ST W DA OB - LRINT 7 R~ v

)
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(3) EMEENIREAZESE (FHZEVEBNIREE(LIE K O = b 0 —I5) 1Tk O ZEFRFEREIS S 5
159
1) fFB%ELE

- TSN R
2) OffwTEE
- RToOHE/M (EHEET)
ATBLEEIIRIBR AR D 12 B WIRIE T % ©. 3RO L K OB R X, 1635 Lo
FMEZTRD IR WVER Y ITH7R0,

(4) AIEHIRIERS

1) fFB%ELE
- PG B U IE SR o AT FR AN (AN TR b & Te)
- YW 7o 1A AR AR BT

(5) ZDfhDIEE

1) PFHZEIE
- L OIREREE & OB DI B e ARRGRIA R (T %)

[Of IR DB E L]

(1) BEFEOWEHIER A X 2 HELLE (R8BI 175> THUEENRD bW E
FHEMBLELTHVDZ D, BRIV TRIBLEM D Dkt L CHRRNIIIER %2
OHHT A Lidn e Lz, 2L, R T 7 v 7 I3 OFM A A A 6E & 7o
DO IE LT,

) 7477 AMIMEHENTORATHY, AMG0001 & DHAIEANRHATHH7-
DERIEE Lo, OB A A9 D FEHI O R0 o A9 B DR 1,
BIE FEMZ R E LTSI Enh, fHHETE Lz,

() B A O HIT F NI H Cd 5 L RRIR ORI ~EHEE T 2 b 00, THEA
DER RO EE L] &0 ) BTk i B2, HEZE L, 272
U, MRS R RREM I A AR ATRE & 72 D 7= BRI & LT,

(4)  MATEFREEINT. BT SO A IERARRR BIBRTR 73 B -k Gt o i AT B HE o ONE AR TR Bl
B2 DRI -0, kL Lz,

(5) HEKR LSOOG Z LKIETAREMEN H 0 | RS O L MM L5 2
E LT,

11.8.54 X¥FAEE

(1) B5RitkOEExHR
VBTG U T, WERNZHERTERNLICF v a b A B Y —7p ECREME AT
Do TESTRFOEIR ORI KV RANEIE T 5 &l L2581, #URAl (R
ZLrend Y =7 PO NSAIDs) L3k, MBS U CEEE A H TS (S
AL O RFTROG BT D351, AEFLLE LTlET5),
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11.85.5 ®AE

Fu b WA TR T T 0 kU RS OIRFRIC W TCIE, [11.8.5.3 HFATEHE)
KO 111.85.4 SCRpFIE] & RERICHEDI 2GR 21T 9,

11.8.56 70O O JLABETEDOHRTIREN

MBI G FIRERIRIZEO YL - B, 7o Y= Ao EfE L= TAMG0001 & BHZEME:
FhREE(LIE 2 )R & L7z —H B MG (AMG0001-IN-101 56%) | K& O TAMG0001 O &
2V IR L U kiR B (AMGO0001-IN-102 #%%) | Of&ELFE—TH Y, A
%1% AMGO0001-IN-102 55RO 2 [F] H % 5- TR D2 W GE X 3 B G- 2 vRE L
% AMG0001-IN-102 5k & Rl —TH 5,

L7cho T, BEICE b CORKRBRICIEW T, ARMENTRB SN, ZeP R I
E-HEEZREHAL TS Z 0D, UBE FIREERRIIZEO 7' 1 N ) WiEHGHIIE2Y ©
bDH LB XD, YL FIREEARMZE TIiX, AMGO0001-IN-102 5T 3 [FIF 54125 10
Bl 2l & D7 o Tl Z DD HIRERIZEM L, RIS HDERTT 21T 9,

11.8.6 EEREEREOWHES AR

BEBRE OMFFESINWIIE, (OB H D THRMEE LT 5,
(1) ATEIZEMIE (B 5BLGET) @ 20H DN
(2) HABIBESM (E5HE) - 4 ~8PH ]

() ®BIEWIH (k5% THR) 0 - ABIGRIHSGEK OGEE, sl 2RIERS)
- ARBRIGRGIE 28I O5A 1T, 4l QGERE)

(4) BB -+ AMGO001 #IlEl#5 57> 5 6fi H 1%
+ AMGO001 #lal#5 57> 5 1214 H 1
(6) TRWMA: + AMGO001 #IlEl#5 5-7> 5 24145 H 14

11.9 EZE&HlIEE R UEIRIEHER B

11.9.1 EEFMIEH

[T BlE0I 12 Wie CUTH IR OZFRZJR VAS (visual analog scale) iR D
RES]AZHOWT, UTOUEREZIED, TOUERZRD D,
(1) Fontaine 4348 N1 £ D B3 O FLYE:
LERREER (VAS) 23, GR1E2D 20 mm UL BRI L2856 % ek L E#R
T2, 72720, UToHEE, Tl &3 2,
BhATE iR L, SEREAIOMEHEN L3 42 B2 254
(2) Fontaine 738 IV £ ((83) OEHE QLB
TRl S & LB ORE S (ERXFER ) 2, BSRMEND 75 %L FiC
MLt [M#) EEHRT D, 2L, UTORAIE, THEk#E] L9 5,
RIBTREEI U X R BLE R . B GRS E 72 72 i i M 23 U= f
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11.9.1.1 T EFHEEB Ol /5%

(1) RFERIRFETE O FHm

ZEHRIRFETR ORI 1X VAS % Vv 5,

PAE (BRI (OofH) B SUIMHER 137) 13, BLED 100 mm @ VAS ik
WA BRE IC TR L, BT 2 AT 2 ZERER ORIEEZ LI FTORFIO X 912
MCERAIED (HIEOT — X IIHEREICER Le),

FHNE (WFREME () FXIEHIE) A T7— L ERWT TE-o72<JE
FREAN ] IS OREEE GEA: mm) Z RIS 5, MU TRA LIZEEIE, £ OF]
DHFLE VAS A0 5850 £ COMERBEAZFHIIT 5., VAS stk AKX M sk TRE
T 5, AHIE SRR BRI AW L ClR— & & 35,

-

| / |

| /’ |

F ol AL N NP EDORAITEZ S
VRN T FERE ETR L

VAS#ZM T 2 micfa Tl Zawn,  fl

(2) BB

IEOEREEREFNNT 2 Gl ERXER TEET D),

TR & R LT8R & BRI RS /-1, BB XRBE Y ORRE . BT
HEAOENME (R mm) AT 2, KRR ISEOIR A2 LT
b, ABIZEIBAAARFICHIE L7 B L RIS T 2 AT 2 ET 5, MERSHIE
REDFEITIT, BERORBMETDHZ & TIU,

BIENZREOYE | A TOREZ Ml 2, 5t R OIEE O AL A Fiek L.
WLEST HEE No) 2ME&T 5, 7277 L, FEMc g3 8lE 2 8% Ic BT
FH AT RE 7R B IR & T D,

TS, AT IIBH AR, AL 2 ML, 1 RIS 8 AL, KOV1[EIH S 12
W% CUIH IR ICFERET D, TEEEORIL. 27— Va2, #IZH—
Hi, F—fENSRET D, RE LEEEIL, AR o — R R A 250H
L. FEhilsk CHRET 25, Tofh, BIERICBWTYH, ATHERIR Y TEHR % it
T 5,

BB ORI YGRS OFEMIT NSO A NGB EGZ O FIEE] (2189,

11.9.2 FEFHBHIEE DHRTERHL

(1) FontaineZ FA I 0 B D UE SR ELUE O R AR YL
YL S TIPSR IE DXt 5 Cdo 2 @ MEBNIREAZERE  (PAZEMEBIIREE(LIE K OV e
= /L H—5) @ Fontaine 5358 N B T2 Rem | 13, RFTAZeEmic X v 5l &t =
SNDEHIRETH D,
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JRFTOAGHED X, MG ER THIVLEMEICIY 2 Fi, TAHALNTERS
LD, RPTNCEMITMEREENAE T 5 & 2 OEAIAEHED A L,
INHDO—EMRBWME L L UREZReZ2E S EREE Lo SR 27T, M
IR AMEMEAL L T2 9RRE S, 1BMEENRPAZEED TZFRER] Th o, [HERER
PRERTERRE: 2P (A ARG A&, 2010 /£ 7 H)  (LUF. EMEEmRIAH
fagt) 1 IR BRI, 6 DL BB S IEDAMEDIEIR & S, SRR E
ZARRIETE ., AR AR K OVLIRIMEES R O 3 BRI S D,

L7223 T, YRLBAS TIEHEE R FE 0 b 2 o 18 M Eh AR PAZESE O Z R R © 12
PRIETRD— 2T D EBZ HILD, 1BMEEEDOEIFMEIL, —HXAYIZ visual analogue
scale (VAS) . numeral rating scale (NRS) . face scale 72 & DFEAT A 77—/ &2 H 5
Z e MEMERIREREHC R S LTV D,

2D XD L YRR FIREERIFFE T, %m oR B O R4l © —AxHII i
WHILTWD VAS T 5,

F7o, R EERNS D EB 2 HND VAS O/ NE(LEOHEIX, ATFTDLEY
WL ODFET D,

1) 13mm (95 %fE4HXH 10~17 mm) [1]

2) 18 mm (95 %(EHIXTH 16~20 mm) [2]

3) 12mm (95 %fEHX[H 9~15 mm) [3]

1 Todd KH, Funk KG, Funk JP, et al. Clinical significance of reported changes in pain severity. Ann
Emerg Med. 1996;27:485-9

2 Todd KH, Funk JP. The minimum clinically important difference in physician-assigned visual analog
pain scores. Acard Emerg Med. 1996;3:142-6

3 Kelly AM. The minimum clinically significant difference in visual analogue scale pain score does not
differ with severity of pain. Emarg Med J. 2001;18-205-7.

ZO XD WEESEBI, YL IRRERRIIE Tl AMG0001-IN-101 7R &
AR, BERME2 D 20 mm DL LoDV %Z Ttk EERTHZEE L,
AMGO0001-JN-101 &R Tix, HEFOEFRFME L ik L7ors R, SEEA o6 &2
BHRIND L3 FEB =801, VAS Bl 2% 5. 2 5 REMEDR S E TE 20
ZEnD, EdE) E LTS Z L L LT, YU n TIRRIERITZE T
YR A OW IR R RAT 2 L 25,

(2) Fontaines3XAIVE D B DLk R I HED 32 E R AL

YELBR TR R A SE O X R Ch H1BMBNRPAZEE (PAZEMEBIARGE(LIE K OV e
/L —9) @ Fontaine 5373E IV EECiX, NEE OAZz(RET L, 2L, &5
XFGE T IER BT, B L LTV 218, U ESEH L W AIEEE AT
5 BE X, AMG0001 D H%h %7 WifF CX 2 ATREMENMENZ E bRt & L,
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AERICB T HREIEH G4 22 ) (Rllalfe G-~ 5 27 (& A %)

RIEA HEHLBIEL RIVEH BB
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C-I S 4 38N 765 (31.8%) | Mo Ein 151 (4.5 %)
3 ifn EREHS 0 361 (13.6 %) | TEGHEBALALEE 15 (4.5 %)
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RE 7 o EGE A (18.2%) | PUBASPRLI 15 (4.5 %)
HEEL A (182%) | Bk 15 (4.5 %)
ifn H LR I K SRR H 66 (27.3%) | FfEE-> (Mg br<) 151 (4.5 %)
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Z 9 FERE 205 (9.1 %) PR H I B 35 (13.6 %)
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L A R AL 305 (13.6 %) | BEfili B iE 2% 15 (4.5 %)
BETF 1451 (4.5 %) B% 151 (4.5 %)
EERES 161 (4.5 %) E) 261 (9.1 %)
B 1451 (4.5 %) P 1651 (4.5 %)
iy R 251 (9.1 %) T i B 35 (13.6 %)
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AENBEH 1, 205 (9.1 %) FEAEMEE R 2051 (9.1 %)
BRSO A 251 (9.1 %) ity i 205 (9.1 %)
WML TE 2 205 (9.1 %) HoBYEHED 2051 (9.1 %)
VU 251 (9.1 %) IR 25 (9.1 %)
I JAi e 205 (9.1 %) b5 FE 2051 (9.1 %)
PN REES 245 (9.1 %) T RE R 1% (4.5 %)
DU e Eh e e A2 205 (9.1 %) TR 15 (4.5 %)
Wi~ =7 T T I ) N T AT 2T —

115 (4.5 %) P HIN 115 (4.5 %)

5 e 1651 (4.5 %) B HTE19-948 15 (4.5 %)
RITNZ AR SR RN 151 (4.5 %) g oD EAER A9 1651 (4.5 %)
SRk 15 (4.5 %) RIEREY IR A 205 (9.1 %)
S 1651 (4.5 %)
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Bl 4 1F) IO BT, T D5 H 24 2 1% AMG0001 & OB HEMENGRE TE 220
ko%L&ﬁszéﬁwﬁﬁﬁﬁi$%ifmiﬁﬁjkF%%ﬁ%JT%D\
w#h%Amamn&ﬁﬁfm@%nt$%f&6ﬁx PERHIZE BB W CEE

uﬁﬁéhk%%\Awwmlk@%Lfiﬁ“%@k#ﬁéhtkowml§
ﬁﬁmﬁwéﬁtmm%mgn@#oto

# 6 AMG0001-JN-101 #Br A7 — 1IZRBT 2EIWER a4 41 61)

AMGO0001#¢ 51 7T R LR
=k, 28/l 1341
FEBLEIH | FBIE | BB | HBIR
A B K O B R Pk g 5 17.9 % 1 7.7 %
TESTEBAL TR 2 7.19% 1 7.7%
VESTER A ALBE 1 3.6% 0 0.0 %
TS AN 2 e 1 3.6% 0 0.0 %
S o 1 3.6% 0 0.0 %
TR SR 7 AR 1 3.6% 0 0.0 %
SR 2 1 3.6% 0 0.0 %
VRS HH afi. 0 0.0 % 1 7.7%
i R A A 5 17.9 % 4 30.8 %
C-I ik 4 1 9 3 10.7 % 2 15.4 %
1 5 1 3.6 % 1 7.7 %
TP BRASE N 1 3.6% 1 7.7%
TI=r T IR T 2T — RN 0 0.0 % 1 7.7 %
TARGEUET I bT A7 =T —EHM 0 0.0 % 1 7.7 %
tfiL /N N 0 0.0 % 1 7.7%
15 b 4 14.3 % 0 0.0 %
FERGR Y — 3 10.7 % 0 0.0 %
W A 2 1 3.6% 0 0.0 %
Ol 1 3.6% 0 0.0 %
LS PARIVE 1 3.6% 0 0.0%
JEYLIE M OV A B 1 3.6% 0 0.0%
Rl B 2% 1 3.6 % 0 0.0 %
i 6 S S OV G Rk e 1 3.6 % 1 7.7%
A JEe i 1 3.6 % 0 0.0 %
il I 0 0.0 % 1 7.7%
RAE, R OFE AR OF A L 3.6 % 0 0.0
(K ORY —7T & ET)
AT e 1 3.6% 0 0.0 %
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AMGO0001#% 51 7T R G RE
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FEBLGIH | B | FEBGIS | B
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PRI 1 3.6% 0 0.0 %
M OVR B P o 1 3.6 % 0 0.0%
o e 22 L 1 3.6% 0 0.0 %

B ¥ B OBz Tt b o5 1 3.6 % 1 7.7%
P2 ¥ FE N 1 3.6 % 0 0.0 %

% O FEIE 0 0.0 % 1 7.7%
MK VY v SRR 0 0.0 % 1 7.7%
2 1 0 0.0 % 1 7.7%
JITE 3 R B 0 0.0% 1 7.7 %
JIF R e 2L 0 0.0 % 1 7.7%
ifn A PR 0 0.0 % 1 7.7%
IETH 0 0.0 % 1 7.7%
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12 3 1F), AMGO0001 & ORFEMENGE S e - - EEREEFSR FEIEM) 1372
Mol

FLHNL, BO LN T,

(99 AMGO0001-IN-102 7kl (TAO — MRl A Al & W 714 i )

AMGO0001-JN-102 75k (TAO —fXERAER: R TH%HE) TROONT-AESF
UL, BEAHAE 15 M H %0 O BHI TR 24 B H% £ T (489~792 HiZ £ T) D
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UNGEHZE ), TRER R 2 OREgE) . TERAI) RO TIMIAERAME) . WTing
AMGO0001 & DBIHEMEIFERE S 472,

(&H)

69 /96
KOBE UNIVERSITY HOSPITAL # 2320164 1H 14 A

99



#* 8 AG-CLI-0202 BRI 1T 2 RIER: WllElf G~ 5 12 {5 A% (%15 104 1)

s, 77 ;GJT AMG0001 AMG0001 AMG0001
. \ . 26 f3i 0.4 mgx3 4.0 mgx2 4.0 mgx3
(B RIRBERT ) o | Een | 27 6
H b
s SSE 0 1 (3.8 %) 0 0
i 0 1 (3.8 %) 0 0
HEMEE IR A 1 (3.8 %) 0 0 0
H P
AL 0 0 1 (4.0 %) 0
EGARY —7 0 1 (3.8 %) 0 0
L HEEE KOG R FTRRE
S PN Y i 0 0 1 (4.0 %) 0
TG AL ALEE 1 (3.8 %) 0 0 0
VRS H i 0 0 0 1 (3.7 %)
SRR IR 1 (3.8 %) 1 (3.8 %) 1 (4.0 %) 1(3.7 %)
TG NR 1(3.8 %) 0 0 0
RAG I 0 1 (3.8 %) 0 3 (11.1 %)
R R Ok E
BRI 0 0 | 0 1 (3.7 %)
O B R SR B O LR P
BaHfE 0 1 (3.8 %) 0 0
RES 0 0 1 (4.0 %) 0
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A B R 0 1 (3.8 %) 0 0
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Bk, BEMEROSEMAHOHEY (BRAEKOR) =75 ET)
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EOWREMENH 5,
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THEBEHERT 5,

TS A LE D IRYE
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LT, PR ABEE Ly b, T - I LTk, SIS U TR iE %
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KA M Z 31T 5 CRP & Y LDH @ |5
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11.12 #HEEE & DKM ERIEORERVFIE

11.12.1 #HEBECLDOHFIEESE
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ZDO
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MRIRMTIEZ ik U, Al TR ST L0 iR Olislf 2 a8 U, AR 2 E Gl
EXTEAEFHEE (eCRF) (ZRLHT D,

() FRHBOB( X IAERESE (BOIHEOELEETe) O®BL - HENED LN\
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YEESRE O E P IET 5,

FEBRBOE(N KL OHEERFRRICONWTIEL, UTFTORANEESND,
JRR B DA B RRI D KK
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BT B AR ALE AT D L & bIT, MBI U CBIRE L i L, #RE 0%
EVENFER TE 5 E TLEEMGET D,

(4) FEEEIMICIHENT, RSN TWAOFHEE - OFIRIEZ 2T 72356 S
DOWFEE RIS 5,

(5) BRI, PBRE DNERRILUEZ - L TR o2 2 LAV LB S, Uik
DO FEEF 1T 5,

(6) [11.14.2.1 WFZERIRO W « RIEOFAE ] (2 20 Yi%EE IR ERRITIE 2R 3
1B ST S A, i O WERE O BERAFZE 1T FTRE g B A T Ik Sk Pk
Do

(7)  Fofh, FEfulugk OMFEETE IR0 HE . FFEo ik 2@y & L e %
Ay YExEBRE o2 R Ik T 5,

11.12.2 #HEREZLEDOHIEDFIE

FEhta sk OWFFETATAE DY Y g bR OO BRI TR DAGE 23 FTRED & 5 2 Al L A AlHE e
LA IEO T E 21T,
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=
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(7) 3[EIR ® AMGO0001 £ 5-2° Day 63 & CTIZFMi Tx 2G4

(8) Ffth, FEliliiak OHFFEELAE OHIWHT LV | U5 s TR R IR FE O H Ik 5
PEDFRD BT HE

11.13 FEFRMARERETEZENEST. R XIIEE

11.13.1 EERWMERERETEZEDEST

YR TIBRERRAT TR L, R E OB RO E[FHET 57200 H D Th 55 ERK L
DEGRWGE ZRE . ARG 2T L TR D,

11.13.2 ZEEEEENSDEMXIIIER

St i i OBFFE BT IIWFTE S HE (T, PRE OBREDfERE BT 5720 Db D TH
L ER LRV 2R WEE R DU, REREBEND OBRB (T Z LN TE D, TD
B2, OFEREE IS, WA K OBEH 2, alfeZefR Y AT mbeR M OB eG4 2%
T, FEhuhtisk ORUS TIRRRRM EFEZ B RIS T 5, £, IFEEMEE SUINIES
Fld, ARFERFEHEE D SR LS8 3B A OWNAIC L 59, B2TIhERET 5,

7o ARFEFHIEO L - BOENE YR AITIE, £ DRz R RS SR L
St it i DI i T FEM R O B IR BR R R AR A A TR L T OAGE
w30, BRICER U TUILE 2 2 L OBy, B2, LOESAYZ GOV TR
BT D, @ - AFICER L COF/mE L, YLl s FIRRERRIIIE D TRRIRIFFEE AL )
(28D,

11.14 EERMAFZ DR T XL 1k K U kR

11.14.1 HEDRKRT

FASIE 1] D 2§ T e WIRINAS R T L7236 BERIE ] O S FFE IS T 1 2 WFFE Dk
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11.14.1.1 |

Ykian IR EIRAFIE O TEERIFZE ISR E ). KON THRRAFIE O F 1k, W 34T
W32 FlEE] 120,
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11.14.2 WEEAOHE - FIEOREERUFIE

11.14.2.1 BRSO - it H

WIERIEEME X, LT OHEIS, IR Z I SUIH R 2,

(1)  RERKRZFEFHHERPE TR EFR AR 55D &, RIRKFET
BB IR BE IR B e 3 B A TIRIRER IR R R B DB R 2, BRIRWFSE % fkfe 3
NRETRWERE L, MFERIESTE BN L35S, Yihs s FIamBmRmr s 4
Hikd 5,

(2 HEELHEFRLEOBERKZFENEE LA, Yikilts HIRRERMEZ L,
11.14.2.2 FFFEREO R - FIEOFNE] (2989,

() W=7k DL T Y LR IR PR R ZE 0 FE il R B % AT FTREME D
b HERLEHRE AT LIS, Yikilts HIRIRERIRFE 2 il L, [11.14.2.2 #F9E
EEROFW - PIEOFIE] 12D,

(4) ZOMOEHEIZLY | MRS ELE DS Y%E B HREERM R 2 Ik _&T
bDH, TS R ARETH D & HIl LG, U85 FIRHRER RIS 2 1k 9
el

11.14.2.2 BAREEDFE - HILDOFIE

[11.14.2.1 WFFERAEO P - PIEEYE] O@1) ITX 2P ILDLE. IFERIEEEE 13T
IR R ORGP IR 2 PE L EMtis DA TE LA ARz D, FEhi T O #ERAE ORI
Jeld, FREARRF R THIET D,

(2). GNTEDHWDLEEL, EL NI FE SR OO TEFALH 1 IIRPER M ORI 5T
BITHE T D & & BT, FEh T OPBRE OEFRIRAFIE 2 ATREZR R Tl L, 42208 C T
Y708 F OIRIRZE 24T O F 7o, WFFEREE B IR, 7o e iR oo X bk v Wy 2 5 ftd i
BOMIERAEA N ARET D, 70d8, KRICRZZEZE M BB R S B aHa R R e A &
BEROERZZT, Mk ATRETH 5 & DIREL T LIZBEITHHT 2 2 L3 TE 253, ke
TARE TRV EDOWIEZ T LIEEAITIE, Yiklis FInRERIE 2 Pk T 5,

BRRATIED TP IE DB E T NT OGS | AR A1 3E 02 2 S M ik DA 7E3
R AmE U, Ehih i O 78 = 8 1 RbeR (S P Ik Ol 21TV Fhihiax ORbtii3iE
(BB PRERRNIE R AR AR SESL TS T D,

WFTERIR TR 1S, TE DRV ECICHRRMI e s 5 2 Bk L 2 i D e
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FoIAK
Z £ TIZ, VEFG165, VEGF121, HGF, FGF-1, FGF-2, FGF-4, HIF-la. o &4
K+ cDNA Z A NVANRT X =L T A RRXT Z— T BIA T B IEE AR
(2 & B R ENIRE B (preriferal arterial disease : PAD) (2%} % s 1S RIS T
EQAY

# 10 RE§MEIREBITET L BARF R

Author Year | Study Level N Vector Product Delivery Clinical Outcome*
Isner 1996 | open label trial | 1 Plasmid VEGF 165 | catheter mediated -
Baumgartner | 1998 | open label trial | 9 Plasmid VEGF 165 IM Positive
Isner 1998 | open label trial | 6 Plasmid VEGF 165 IM Positive
Baumgartner | 2000 | open label trial | 62 Plasmid VEGF 165 IM Equivocal
Rajagopalan | 2001 | open label trial | 5 | Adenovirus | VEGF 121 IM Equivocal
Comerota 2002 | open label trial | 51 Plasmid FGF-1 IM Positive
Makinen 2002 | controlled trial | 36 | Adenovirus VEGF catheter mediated Positive
Mohler 2003 | open label trial | 21 | Adenovirus | VEGF 121 IM Equivocal
Shyu 2003 | open label trial | 21 | Adenovirus | VEGF165 IM Positive
Morishita 2004 | open label trial | 6 Plasmid HGF IM Positive
Kim 2004 | open label trial | 9 Plasmid VEGF165 IM Equivocal
Matyas 2005 | controlled trial | 13 | Adenovirus FGF-4 IM Equivocal
Kusumanto | 2006 | controlled trial | 54 Plasmid VEGF165 IM Equivocal
Marui 2007 | open label trial | 7 Plasmid FGF-1 IM Positive
Rajagopalan | 2007 | controlled trial | 34 | Adenovirus | HIF-1lalpha IM Equivocal
Powell 2008 | controlled trial | 104 Plasmid HGF IM Equivocal
nikol 2008 | controlled trial | 125 Plasmid FGF-1 IM Positive
Baumgartner | 2009 | open label trial | 6 Plasmid FGF-1 IM Equivocal
Shigematsu | 2010 | controlled trial | 44 Plasmid HGF IM Positive
Powell 2010 | controlled trial | 27 Plasmid HGF IM Equivocal
Gu 2011 | open label trial | 21 Plasmid HGF IM Positive
Henry 2011 | open label trial | 12 Plasmid HGF IM Positive
Morishita 2011 | open label trial | 22 Plasmid HGF IM Positive
Shigematsu | 2011 | open label trial | 10 Plasmid HGF IM Positive
Belch 2011 | controlled trial | 525 Plasmid FGF-1 IM Negative
Niebuhr 2012 | controlled trial | 72 Plasmid FGF-1 IM Negative
Makino 2012 | open label trial | 22 Plasmid HGF IM Positive
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*Positive clinical outcome defined as improved perfusion, reduced pain, or decreased amputation.

VEGEF: vascular endothelial cell growth factor; FGF: fibroblast growth factor; HGF: hepatocyte growth factor;
HIF: hypoxia-inducible factor; IM = intramuscular
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ANBRAMRESNLCHE T, BRERICSISHON., HEZOBABRIIFRESN
FIDT, CRMLTIESLY,

27/ 34
P ASES AR E22H 2014598208

1563



SR, BBELEMEREZZINLHES. Bk D COBKAFRICSILTND
CEZMROEBEICHINSEIDCENBDET. FE. tRICHITDHRIZD
ZBRBERZE CEHVWZESTEDNDHDEINDT, CTTERSV. ZOEICE. 5
JEHTHRIZISEBSBTVNEESET.

*1: BRIKTARDBERSE » » - BROBE. ECFEREBARMARBEAZERDE
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B TOBRERD
TDEASE

AMGO0001 X, Invitrogen CREA >EhOP ) BB LTWVWAT I A K DNA
R —TH5 pVAXI™ 2 HEFIEE LTS, pVAXI™ O/ #RIZ DNA V27 F
CTHD., BOERETEADER OB FREMREZERL TNDE0H25T, FED
A ZEBOPRT 52T TIAI FOEERBEICIHDAENS Z &5, oMl
WL A FEDERPNENEIZEBINTNSpVAXI™ I A RAAOT1 )V AH
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LTEEENS, £/, HGF B TOTFRIZIEY VERIVE VEETHEORY A
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# 1 FEA BRI R R

¥ #5 piiaca: ] AMG0001
HBREE AREREA B R : B R
KERE (18 1) #5 & (mgke)
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101-G
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107-G e ’ 2 mﬂﬁ@ﬁ?ﬁﬁ
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HA 5 5 s YR 0,10.0
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(S-F @)
A001-TC- R i B OEIEE
102-G s ' > 2.5 mg/ke
A001-TC- 1 & A IR 0,0.5, 1.5, 5.0 MepER
104-G _ 4 [ 501 @ 1) mg/kg/H 5.0 mg'kg/ B
A001-TC- R T 0,5.0 e
v MSD o i :
111-G 5 [El1%5-(4 i) mg/ke/ikl 5.0 mg/kghil
R 5 —
A001-TC- : 14 O 0, 0.6, 2.5, 10.0 M B
1.V,
108-G,-G1 i (14 HF) meg/kg/H 10.0 mg/keg/ [
A001-TC-108-G, 1{# 0,0.25,0.8, 2.5 LR
H=r490 | im. . i
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Lipraes=1" 1hd
Sz A H
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TC. ENEY M 23 e
AL ¢ se ﬁrﬁ?ﬁﬁf (B-H/S-P 11
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ERBEICHNTD 10.0 mgkg 2B A DR THo7z. AMG0001 OB )L HEfHRNE G I
B LB OBFERIT 2.5 mgkg 2R A ZRTH o2,

Fw MHAN 1ERBER S mR5HEERREDYT v MEIRA 14 B B E&R 5 5 %R
BT, AMGO0001 #%5-8E D% 58I 31T AMG0001 OFFEICERT 5 EEZ2 5
NBREMBEARD SNEA, WEND S BESELTH D, FeW5NREEE
BRH LN ENE, BHPFMICERRERIZZNWEE X 17, TO/MIZ AMG0001
1 B L 7 (V780 B AV 5 Fe. Ty MM 1 6 I 4 E 5 BB T
W, i OBt b HGF Hiff o LF4% 1.5 mg/kg T 5.0 mg/kg #:5-8 O DI TR
5N, EFEERE, Ty MHAN 1 AR 4 ESEERR T 5.0 mgkg/H . 1
JE RS0 5 EI G BR T 5.0 mg/kg/il, T v MR 14 H [ RE#RGHEERRT
14 10.0 mg/kg/H, HIVATAN 1 & H bR 4 Bl 534358 T 2.5 mgkg/H Tho iz,

AMGO001 DFED A =2 T—3 a AR 2T 5729, ik UEIBICHT S DNA
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F /7. AMGO0001 OFIFEY TdH 5 HGF IS EEREER DI H S5 Z Lot s
TWbZENS, BRATT X% AN EBEEAN O EERRBE LML /. TOR
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PLE, AMGO001 QAT 7 71 VBT U z#EE, AMG0001 I2HE OFEHT R
FHERRIIBD SN TR,
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4. FEEMICREEFHO T N TERBMTERVIL, TOMic THHE ( ) OoLbb) L. MMERET

FHEE - A 27ERN, #BETE-EVES L,
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9 AMGO0001 A DOE:FE LI B 15 b7zt b HGF o il PN KRR o HEFETE
................................................................................................................................... 23
10 AMGO001 #4547 H H O U HFHAMNIZEIT S5 b HGF OFEBL (n=20 TiX) :
AL 720 0.01 mg/2.0 MLVS. 0.5 MG/2.0 ML ..eourererreeeeeeeeceeeceeeeeeee e 24
11 AMGO0001(0.5mg) ¥ 54 7 H H O U4 FHHENNICIKIT 5 F HGF DFEHL (n=20
T ¢ B 0.5 ML VS, 2.0 ML/SIE «..vveeeeevceeeeeecee ettt 24
12 AMGO001 % 7 % ¥ PRI NN LRI 5- L 72#% (0.5 mg/2 mL/site) DOfiNH &
kN HGF FELOFEIFZEAL (N=20 T o 25
13 7 v h FREMET MICE T 5 AMG0001 O M EHEMIEA oo 26
14 HfEREZ » M2 1.5 mg/kg O & TR B G U2 O A iR EH#HER ... 35
15 MEMEZ ~ 112 0.06, 0.3 KT8 1.5 mg/kg O FH: T A PN BRI G- L 7= B oD I g i
FEHETE oottt ettt ettt ettt ettt anans 36
X 16 #EMEZ >~ M2 1.5 mglkg O & TN KON L & A B6E 2 BlG L2 RO
A FRTEEFEHERS oottt ettt 37
17 HEVED =27 A P2 0.5 KON 2.5 mglkg O & TN BLRIEE 5 L 7= F oD ik
TERIEHERS oottt ettt enne 38
18 AMGO0001 KO DY (OC AR K TN LN K) DFEECX e 39
19 FRBEDMEMEI oottt 51

AR 1 WFSEE DOREIRE K OMJF7E 2645

TR 2: BB S A~ (RIERIICE) . FEE, FEREE

WATERE 3 TEEFORIWER O BEEESHEEIC ST (446 H 29 H)
TR 4 R RFE IR R s IR R A R R AR B R O E R —3
WAHERES: 2B S (7 v Y = A0 fNERHEBR <)

vi
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1 EBEEFARERMEDOAN

WBEBIIRAAERE (HSEMEBIIRRE(LAE B OV E = L A —) % %15 & L= AMGO00L OOFFAIPIE
BT & B A 1R

2 MREEFERVETOMOMAREBORLLUICHEX
B FaRMRICRE-ITRE

21 KREEEEORZRVEXNY H%E

B F— PR R A B S I A
TRERAR L 2%
AR IR PR BT 78 50t D -6 Mo OMIFFE AR D REHT

22 HBESEHEUNOEFEMEEORLZRVIEYT HEE

2.2.1 FR RO 25 7 tE =AM

Rl il BRSPS e bt o 7 A

TRBRARNEL %

BHEOEE, BE~ORAKOFREORAT, HRBIE, 2hHARHE
T e B REEE SRR

TRERANEL B

BHEOEE, BE~ORP K OFEZEORT, BKRBIE. AHE
PEJE B ERERFESEIM R

TEERAS AL Bh#

BHOREE, BE~OBRA K OFREOLIGT, BRBIE, RHE

2.2.2 ZTDMDERAEIHZHE (4HE8)

EZ PN SERE Sy

B - mIENE Hd%

2 Jia g 3L [FRSIRWIZEIC 3517 D BRI OIS
FASF il R R 8 il

BRI R %

2 it e IERIERIR A TE LS 36 1 2 B ) S e b B D e 15
HAR AT Al BRI E R I R R b

TIREPARE 653

2t e LRI IR DI TE LS 36 1T % 1) ) SR M b B oD e 15
e R R A2 B R I A e

fEERas N 2%

% Jiti i 3L [FIERIRBIT 8L 31T 2 1 0 FEft PR MR BE D e 1
FEA e J s B R 72 6 R e

i SR %
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% ek 3L RIERIRDT TR 35T 2 W ) FER BRI OB 1S
e Bl [l SNE ]

TEERANE Hdz

e 3L RBRRIT TR IZ 35T 2 W /) FEhti = B B O 15

E BB Pt e pte a0 g p A
B - mi RN Bz
2t s He R R IR A 2212 35 1T 2 1k 0 S = SR B DA F5
TP = A MG A
REBHFEAE
AMGO0001 DOft, SVERBROIEfE, AMG0001 O SVE ., FERGIR, KT —
X 73 E OB

3 EESHROAMRVZTOREH

% B AEERERE SR R
FT{EH :  T849-8501 {eEHMSIL I H1EF 1=
(TEL) 0952-34-2364 ({EBieaNE})

4 B FARERERERBEOEREBMN

41 HREGEFARBERFREOER

AMGO001 1%, KFRKZEIZ L 0 Ak S 7= i &g A E R 2 A 5 2 MEG M E o iR BIR
BT H D, RIRFELE BB T, AMG0001 % FV 7= RRSPE M A2 e (18R
FEVEBIREE(LIE « = L —IR) Zxtg L Uz Bin IRIGIRAFZER 22 Bl CRli S iz, %
DGR, REBITT DA MER R S, ZAMEICE L CHERR ERE E 72 2 BIER 3R
DO T-, FOHBDORIIT. 7oy = A MG MRS (Rih: KIFAAT. T 7
Yz AR Ik ERESNL TV,

T2V AFETIE, 2008 453 H 27 BT [EAEEMAY (LR, 5 283 5 %N
FIRAE(LIE « © =L —9) Z2hE M OhR & U CRUEIREAGEHGE Lz, HAGERHEIC
BT ODAIMEZ R T T DEIRRERE LT, TPAZEMEBIIREE(LIE &2t R & L= 77 & 7t FRUE
VEZ AL — SRR ) M ENE S v, RPN & ONE IR OUGERN R BB biviz,

i

o

BEERERER DT — X R &V H Z &7 V> A1E1E 2010 4 9 A 17 HIZ Y% lEiR 52 kiR
AR,

UL EO#ED S AMGO00L 13V E 72 FEGRIZE - TWRWA, 2L E TORKRER O
B bIL, BRFRPER K OB OUWEIRPEONDL Z L idtaicifscE s &2 0 b,
LN LBIFE, 72 AT, M CoBINGE N AR RBR O Yefm b < v . [EN TR
RER AL U CEMT 2 HHIUAARNE VIR TH D, LoT, Al Efi it
5 TR G B RAFFE 2 i L. AMG0001 o AR fi 3 9% U a9~ 5 2oy M OIS
BENRE BT 52 T, AROBOSE LR LT — 252152 L RET L L

ST,
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42 HEEGEFORERTED B

frEHmIEsE 5l 1~ (hepatocyte growth factor :HGF) (%, AF#liEZ B854 581 & L C 1984 4E
(T2 AEVER R R &[], 1989 4EIZ cDNA 237 n—=> 7 & 7z[2], HGF 7=A &%, JIF
o o SO P L Tk o TR NS S OVl 72 & OFE R L » TREA S, BERESO EK
AR SR X 20 THAZRT Z ENMLN TRV [3]. fkkisE O F R T 72 H
ERELTHWD, ZAHOERICIZ THGF 72 A FE X, W& EHIR o5 22 BaslE %
HLTEY, MEFECHOEEREEZRT-LTHDZ EBRHLNZEN TV S[4-6],

AMGO001 (I K[EA v Ehr Y= A REL TS 77 A K DNA X7 X —Th D
PVAXL ZHAEMK L L, B b HGF {51 (cDNA) Z#AIAATET T A K DNA Th D,
AMGO0001 IF3E A ST MIfENIZ T HGF B a1 2 8Bl L \HGF 72 A B3 FEA S % . AMG0001
wHWTBE IR TIX, PEA L7z HGF 72 AUV E DS I Bk & iz 72 6 L, e
WadeE+ 22 &2k, BHEEIRPAZEE (PAZEMEENIREE(LAE &L OV E 2 L T —9[) DOIREIK
ELTOERHGESND,

YELEAR TR RIFZE Tl ARBRIEHR D N #7202 MEEhIRPAZERE  (PAZEMES RAE(LIE X 1%
B o LB —90) B A xSRI AMGO001 % HEIfL I O fi A NI S T - L | 225 REPE R (Fontaine
SV NN ) M ONEES (Fontaine 2358 IV ) ORI L 22 BREIICHRGTT 2 2 L %
B L35,

5 ERFAERBRMEOXNREERVZDEEER

WELB R TIBREERATTE Clx, SRR RIRIUEC. SVRHROTRIE 01 ) 23 IR 5 70 18P Bh ik B
FENE  (PAZEMBIRMELIE ST B = L T —98) BHED S b, LT ORKRIERZ A7 2 8% % %t
BL95,

- TEFIEESR  (Fontaine 233 111 %)

- &% (Fontaine %34 IV i)

LIz, B PEEIRPAZERE  (PAZEVEBIIREE(LAE SUX B 2V —0) % ik s 1 1R i A
JEDXGIER & LTS il 2 i3 5,

51 WMEORS
G BRI BT SE

52 XREZRIIHNITLIEHEBFATOMER

5.2.1 TR EE - fREE

FHZEM:ENRME(LIE (arteriosclerosis obliterans: ASO) & 1. DUk D EhRI A X% LY & 7=
L. FEABIOAEREZ RIERTH D, £ OREEIEROBEIELSHEIZIE, —%A9IZ Fontaine
SNV GIL, | SEER . Na BE RIERMERAT (EEE) . Nb B BB T (PSR~
FE) N EE: ZEREREE . IV TEE, BEE SJEIRSE T S, BRI, I ER NIV E IR
THZHE ML (Critical Limb Ischemia: CLI) L FEEI, UIlMi2 RERLS SN2 L HHKRLEE
RIRRETCH D,

3/96
SAGA UNIVERSITY HOSPITAL % 23R 2015 1H 14 H

185



v 2L =¥ (3= % —J%) (thromboangiitis obliterans: TAO) & 1%, BHZEM: ke 4 7¢ &
HIETAL, DO EHERICPHZEME O IMEEE R Z 72 TRERETH L. Frlo, FRERICL
LT RIER & U CHRMEBATOLFRRN, 185, WA T EETH D,

5.2.2 EE

FBETO ASO OFABEZ N A GMET L7z b OITR G20y e o & 5 ik
CIEHER 74 mEOIER 971 447 2 %12 ASO 23 R &7 E s STV A[7], 2010 4D H
AONOIX 152735 FATTI0WU EONORKI 2121 FATH D Z 0D, 2 %O A
HTIIOHDE 82 T NREL 2D, KIKCHEAEE ML (critical limb ischemia: CLI) ZFA#& L7z
WEB]TIX. AH 10 T AH IV R 1.3 AU & Tun%, CLI @ ASO T8 % BT
15~20 REETH Y, UM L7251 D125 & SN TS Z &2 5[9]. CLIE 10 A H
720 SBIFLEE, CLI O ASO I EH H#EEZR 15 %E 45 & ASO 1L 10 H AH7=0 3341, AH
13BE LT HAREL D, — 07, BERFICA OIS ASO 26 R THD L& BERED 0.5
~3 YRR ITHEIRIFTERIFE N A OIS & STV H[10], Fens[E o RIHFEE % 900 1A &
TEL., BIREDOHHMEEL 15%ETHE 14 T ANERY . T, FERBEEZIFET S ASO 1
ASO D 30~40 % T 576, UilHHE A 35% LT 5 &, ASO HEEIE 40 7 AFRJE & HEH| &
N5, MEEEE 40 T ANIE, B U7c 42~43 TARRE L ZIE—%T 5, LEn-T, BBE
® ASO BFEHUL, 40 HAHItkEZEZ BN A, MZBfIciX, MWEFEMED ASO X5 £ Tk
597, ASO (2 d5D B EIEMEMED H DN 20~50% & SN TWA728, BIEFEED L DEED D
& 50~80 5 AR DRER EHEGH S D,

v 2 V9 — IR O BEROL AR OREHEEHBEE 03K 10000 A (95 %[EHEHIX [H] 8,400~12,000
N) THY ., B3 0.7 3t 1 EEEIIZBENRZ O, HEERIEFERITE L H 30 {5 40
RBZH o E B2, BUHEDOEE OF LT 45 305 55 i CTH VD . BEOFEEMEIRIE S
TWA[11],

5.2.3 FERBLETR

ASO (2T DIakE L LTI, @HE, DLFOIRRIENERS LTV 5D,

(1) SEERIER O v T A ST e EINRE, N RRPASENEB)REE (LI B OB
fiREE DY X7 7 7 72— (BERF, IRERFIESCEMIEER ) ORE
(RPER U < IXH SR OMBMEAT2 A7 2 BF IS S D)

(2 HEHIRSCATIELZ 777 bE LTHWARICITZ T 25 ik
(7R BE O RIS AT, ZERRINFATR S ONESS 2 9 B AR Ll S D)

(3) I/ IMREEMFRIFI KR N T 0 A& 7T v EL A YT L D ik
(BRSE B & HIE PR MBS F TIRA < EH STV D P, MEFEARENIIFEC
E D HANIAFEL 72 0,)

KT —T WA K D ME BRSO A SR 572 & O AT RN IZIER A TH Y . AT
T ORI, BINRERIEIROEfRZ 7253, L LAans, B7—7 /Wi X 5 mEk:
BRI IR IS TR~ R EIAR D PAZEMER 2512 %3 2 IR L R B CL IRASEAL 23 IR fiPH L2 o
7= B AR RME IR & 72D b ol i, Fiz, BIROEEEA RIS X B I E R EE
DOEEAL, run-off NEEKOEIHEIZ L 5B REBOER EOF A2 AT 2 BFIZH W T,
MATHEEARE LRSS H Y, VAT 77 7 F—RESLEYIRIEIC L DIRERIESC L VR
WL X5 A5, U & 72 2 BE D AT 720,
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* RIFIRIEIL, BIIRO A0 ZE A EEEMNICUE T DIREE Tldie < | ERDRE DGO/ FT A R 72 35
BAThI, HREME OUHE T eR T 0578 & & Fuls & U2 3RAEE, FHEICERIT 2 2 &2 X0 [lgl]
MATEE A3 E S 2 EEFRER OFER (BRF. ®ifE, SIEMERE) ooy ba— o882 L oLigiE
ERH D,

I K TIZAER 100 A & 72 0 £ 120~500 {5l D G 3 KU & 472 < STV 5 [12],
£7-. ASO |E, LMERERZEITHZENEL, AMmTPRITBO TRETHY . ZDIE
KD E UL B AR i DR BN AT B Tl o B s, IR TEE O 5 B OAFR
1% 70 %R, 10 4% TlX 40~50 % TH ¥ . CLI FBE Tix 1 FH%I1TH 20 %3381 L, 5 4FE%
DOEFERITLEHL T THH[13], S HIT, HIED ASO OAEMmTHIL. FLEC KNI EE 04
MTHEHELTHERE L WDILTWA[14],

FZARICENTYH, BARMEIEFETEIC 1992 F 12 S S - EFH151IC L hviE CLI i
%®%%%ﬁﬁ%@ﬁ IE-TWND, EbIT, FHUIEZROEM TR LENZ ERMLNT
. PGk 5 F2 I i%%ﬂﬁ%k@m 50 %A LT 5 L9 i b & H[16],
t:ww it Uik, FIEEMYE 2 5 o 7o 28I £ - B OMRIR, PREICES o Tt
T EOSMEDERE, HBATHIECEBIRIEN AN 2GR E L TITh T\ 5, BEITE
FIZRPTRE, Wik, QR E 7 v > 7 - BB &R OMAT RN O 4 DIZKRE 3T
Hiv, FREEICTEBEACSCE 2 380 2 55113, EERAIOMRHEE TR &4 2 RPrEEN T
O T\ A, S FEIIHU MELE & 7 a A2 75 o D RIBIOR 5N FERTH S, HE
TERK & ZERRIEIE R 2 5F 2 2 IEF] T, D3 D IEMTER IR OIEFNC SV Tk, SVRHY AT B
AT OWIS S BET D MENH D03, AREFBIREE LI X 2 MAFPHZE & 13872 0 RN E
AN 72 5720 MATHEOMBIN & SIDIEF S 2V, ARBEEIEL, O, B, KIE
BrAPrdsZ LidenizoAEmPRICB L CEREFTH DL, 13-23 %O BF TR
Ui a2 LB E 35 L OWE S H Y [17]. s FEROMAFESMED QOL (quality of life) %% L <

BT b b2,

5.2.4 HEERERVEHE

ASO FBE OBIRE(LITEFIZRATND EBZHND Z LD, ASO OFHfFRE S 2z
D120 BEREIX 28.7 OB THHE L, M ERE, it EREOELEX, 2
AU 237 %, 22.8% KTr49.6 DME THHF L TV D & STV 5H[16],

£7-. ASO BFE DRI IC LY 60~70 %72 A b DAEMIRER D Hiv, 8B
B M R A L 2 B ROBIZE TIrX, SHEIIRD 50 %LL EIC K& SERAEMIRZE DY 26 %IZF88
55 (18],

JEAE B WIIEECB ) D EERAE O R TIX, PR EZ 13.7 %, mifiJE% 29.6 %, FillE
MIE% 15.2 %IZFE 8, MMM E [EE % 8 %, MM EEZ 6%, PAZEMEBIIREE(LIEZ 5 %I
» 5[19],

5.2.5 MREBDETEH

MELEAR T IRREERIFZE Cid, SEMIRHAREIME C. SVBHOTRIE 0 73 IR 7 18 B R B
%F(%%ﬁ@%@kﬁXiEJWﬁ~f)$%®9% LERIEIE  (Fontaine 2378 111 )
SOXIEES (Fontaine 2008 IV ) 2435 CLI BENRKSR L 725, Yi% CLI BAFICBWTIE

QOL FE L #Hbiv, AMTHROLARTHL Z EnHEINLTND
%_\%%éﬁﬁ#ﬁf\%ﬂ%ﬁﬁ@ﬁﬁ#lﬁ&cu%ﬁfi\%@%ﬁﬁ%jbf
BOT, FEIREIEORBEN/IF STV 5,
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PLEDZ Lt LEHRpESE (Fontaine 4708 11 ) X XiEis (Fontaine 47J8 IV ) 2 A1
% SRR HUE ©, AVBHTRER g H A IR e VEELREA ZEAE  (PAZEMEENIREE(LIE 3T e
2V H—IR) B A YR T IRRERR IR ORI SER L L CGBET A L IIRYThH L
EZz T\,

53 HKELFORERMEDHRE

AMGO0001 % H AEPREEER CHR L, RO E MEAIZx LT 1 EMLH7= 9 0.5 mg §°
2 8 (BFF4.0mg) IZHANEET 5, 51X 4 B OREEZ &I T 2EIT 5, 1REY 8
BBV THEFF B bNARWEAICIE, FiC 3 M HOKRS 2EidT 5, AR
LZAAMEOFHIL, AMG0001 @ 1 [ H #4512 %2179,

A% O AMG0001 D 1 Fifiido 7 © OFGIREIL 3.0 mL & L, BHEREHZ/N S WA
(£2.0mL F TR UCTEV, EHREBALITE M ORIEIZ L0 iRE Z L ICRET 5, AP, 2k
ORI,

BRI T4, VIR G 6 @ 0 % L OV 12 8 1 % IBHGRE CER) 21TV, ¥llas
24 BHBIZ, KBta B & LAWEEMHERO O OB E Y fiEE21T 9, Yikliis AR
R TE OBENS 21X 1 12LL Fl2Rd,

=3 1[EH 2= H 3[EH ik
we & e s Sl
Oo—@ @ @ o 2> -nnmooooeeneee >
2 JfH] 4 JfH] 4 JAfH] 4 WE G225 MEF G55
6. 12 1 % 24 6
= MY
Tl e BN BB T

1) 3mEBHEE, 2 [ B &5% OFHIRRIC X 0 Ehi OS24l 5,
2) 3[EHREGOHEIT, REBRIGRYIHIL 8 A L 7220 | HBIEHHIX 4 M L 25,

X 1 Y% m IR OB

54 DB EEEDEERVEEGEFERZERLEH

P& R BIAR OB ZECPAZEIR A NI T 5 & R COMITERENEL 720 | %k
DAL L, @&, L%, MR T2 SR A H L, B AEiRIcKEE2 &7-9 X )1
2%, HIIERDELT T 5 & LRI M OMMIET (BB &K OBEE) ~ & ER D EE
b3 %, 20X ERPEIE(L U2 B CIk, REAIERE (run-off) REZfE 5 5E M
£2< . 2O LMATHERDEIG & 72 B WEE T, KIS REL < SN THDH 00
R TH D,

2O XD B MEEIRPHZERE (T B PAZEMEENIREEALIE & OV E = L T —IR) B 23 LT,
W LT OIREENRIRE TS,

(1) EEERIER O v b 7R A S /AIRHRE . T REPHIEM B IREE LIE B O IX
BREE (LD Y 27 7 7 72— (BERIE, IRERFESCHEMLEER E) OFrE
(R L < ZTEEOMBMENATZ AT 2 BFICEHE S ND,)

(2 HFEHIRCALILEZ 777 hE L THOWARIIZ T2 FaEd 5 5k
(7R B D R RIERG AT, ZEBRINEATR S OIS 2 R 9 B AR Il S D )
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() IM/IMREEEMGIFI LT v R & 7T v ELRAZ: Bl X D3Rk
(BB D O HE PR B £ TRIAEH STV D, EFERZENIRFT
& DHANIFEEL 72 0,)

HT =T WA K D IMEIEBRINTC /S A S 2 0570 & O AT RN ITIER ICAERCH Y . AT
T ORI, B2 BERIEIROEME L7253, Lo LR L, 7 —T7 /T X2 A&k
SR IR IS T R~ 2 S EIR D PAZEMESR 251269~ D IR 1IN R CL BRAE 03 A Iz
7= A GAECEAMZE TIREIL & 72D b ol e, o, BIROEE AR X B R
DEAL, run-off KREKEROEGHEIZ L DB IREBOHE(R LD A2 A3 2 BFIZHE VT,
MATHENNREREELH Y, VR 77 7 B —RESCHEMIREIC L DREFRIEIC L VR
WMBLEE X5 AT, BHEEIWT & 722 5 B DR A AT 2,

TDEHRY AT T 7 I H—FRESCIEYIFIEIC L D IREFRIEIC L D RIBBSRE X5 257
W& D BT D HTRUR A DR O ER EOBERIIMD T B X 5,

JH MRS 5E K 7~ (hepatocyte growth factor :HGF) 1%, JF#lla 4 H5E3 5F 1 & LT 1984 4
W AVEVE DR L S AU[L], 1989 2 cDNA N7 v—= 7 Ziuiz[2], HGF 7= A HEIX, I
i e SO B L o CRREE MR ER & OV 72 & ORFERMIIC k- CTHEA S, FERmISO _ER
HIRE SR8 & 20 CHAZMR T Z ENM BN TRV [3]. MMk E O F PEHER I B 725
ERELTWS, ZROHOERIZINA T HGF 72 A FVE L, & NI O 88 ) 22 HaGE/E A %
ALTEY, MEFECHEEREHEZRLT- LWL Z ERHALNIESN TN S[4-6],

AMGO0001 (I K[EA B hr vz U hAREL TS 77 A K DNA X7 ¥ —Th 5
PVAX1 ZHAFH & L, & b HGF {51 (cDNA) Z#lAIAATZT T A K DNA Th D,
AMGO001 |3 A XL 7- Ml NIZ C HGF I8 {5 1 2 %8l L HGF 7= A B 23 PEAE X4 %, AMGO0001
Z W8 m IR ClE, PEAE L2 HGF 7= A B E N g Hrd & gz £ 7= 5 L, fE il
WadET L Z LIk, BEIRPAZEE (PAZEMEEIIRIE(LIER O E 2 L T —9) ORI
ELTOMERIFFESND,

FEAIHIRE ~ HGF #1{n 8 A X 2 JRAT COMkHiny7e HGF A% B4 25 AMG0001 (Z
L 2B TIREIE. AT CORIMIREMEMERN 2EREZ R T 2B ICHELZIBECTCHDL L5
25,

6 BEFOEERVZOEALZE
6.1 EMCEAYZEETOMELIHE

6.1.1 EMZEAT DHELFDEE
AMG0001 D& Z X 2 12~ L=, AFIE,

EAFKLE L TND,
IZDNA U ZF o THY | mWEETFEANFELNEEFHRIADFELZER L TNDLDHRR LT,
REOEHN 2 PRS2 2 & T, 77 A RV ERAERICEVIAEND Z &<, o
INISESVPIANTNE VNS RGN =~ (O FENTUASL PSP
DT BE—F =R N Y—fEKEZH L TEY ., TO FICHAAE - b O HGF &
=+ (cDNA) 1F, BAINT-AIIZI W THICHREL L, HGF 7 AV HENLZE L CTEES
b, Flo. HGF BIn 1O MLy YRR /VE VB FHKRORY ANy 7 v nts
fEL. HGF mRNA OZENM, OWTIL HGF A HEDORBLZ R\ LI E2@En"H 5, & b
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HGF cDNA LIAMIHT 7o AT S 7l i 4y OISOV TH . AFHARSIE b
{5F- L DFFEPED @B E £ TV,

/ CMV promoter

Kanamycin

AMG0001
(5,181 bp)

human HGF cDNA

\QH poly(A)

2  AMG0001 DO

6.1.2 EMIEATHEELFDHEE

E M HGF X, b MR 7921 ICAE LT Y . Miyazawa bl k> T/ r—=v 7 Sz
[20]c HGF 7=AEEIL, 728 7 X VW6 72 2 —AREOHIBKAD 7' L 7' 1w HGF & L CA S
. 31 T BOBIRD VT FNAALTF RRBRESHZE, MR~ Ehs5, FiC
AT v 7 EZIT T, i Ef69 kD O o 5L 49 34 kD @ Bf‘é@m%u&‘%v—&
2%, 531X 82~85kD Th b, AMGO00L |25 5 HGF i#fx - (cDNA) (X, Wi Eh
TWAE b HGFELAI[20] & [F— T 5,

6.1.21 BAEGFNODERYOBERVZDEYTEHE

HGF (3, S OMIfEIZ I THIIECRR B, IEREIZARIZ B > TWAD Z LN HIB L TEY |
kR — EPHT\;‘%—M)*HEVEFH AL TRESCERBEMRICEGS LTS EEZEZXZ LN TWD
[3,21,22], F7-. HGF LI I8 fifa il s 5 2 9, NEMIRO 22 B S E 5 2
ERHLMIEINTE V) [23 241, BRI 72 o 7 VECE 2 b BRI & i S B [2], IS
HGF D ¥V HRTH 5 c-met & NEIILICAEE L TV D[25], —J7, bFGF (X7 f/vﬁa
FEFil 3, LV BWEBEFEADRENNEIZ /D, HGF OMEEIX VEGF LML TH D,
aFGF <> bFGF 73 i il oM I L B E R 2 &> 2 & 213 R e - T 5 [26-28].

HGF T X % 55210 PN R AR O HEFEE ) 2 th O (R W 72 8 N 2 O 885lIR - T & D VEGF
X bFGF & b4 % &, HGF I3t MRk b >k oo i 45 N EGHIA L Z6F L C VEGF & [Rl1% D
F7ob KBRS A R L Clid VEGF <2 bFGF X V) 98 ) 7e B sl /E 7‘5’/T
729,30, Z D& &, KEMRH KIS N EAIRLIZ HGF & bFGF % [RIRFI 532 & HyGEfedE2h
RIS R %2 7~:9[29]. — 7. HGF & VEGF % [RBs# 592 & I shik b s i 8 PN R i
CIIHEARIEE R SN T & 5 23[29], KREMIRH I 0 8 PN EGHAE CIEAR IR IT78 D Ze 0
[30].

F7-HGF X MR aflRE R oo ifn /& Vﬂ&fﬂiﬂ’j ZxF L VEGF & v &3 BE eV E 278
ZDNEIE VEGF LRI TH 5[29], & 51, LART X © HGF 137 o B I 4 H >k o i 5
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WEGHIEIZ L5 UPA DBEAZET Z LR HAVTWZ233L), fealr, /8 PN ESHIAE -3 i & 587
EOMMBREClE L VIR L7 4 7Y U@ a o Ll 5 DI MT1-MMP DFE
AR, MMP-2 OJEMEZ . HGF 23 b b BFFHUN IS N EGE B OV e R efBh RN BB 35
WS 5 2 L AVURENTZ[6), 72 HGF 13 b i ERR I PRI K % Fik-1 (VEGF
L7 E—2) ORBEWERT L2 L HRIINTN5H[32],

—J7C c-met/HGF Lt 7" & — LI E i in M2 & £2(E3 % 23[33]. HGF (X bFGF & #7211
T ORI A RIE S, M PN R BA 2 A T B, A AR
*F LT HGF I 3MifalE e, i i iniaic X 2 HGF B & <° VEGF OpEAFE[29], *
72 MMP-1 O R B 72 & O AEMIEMEEZ R,

Z O X 512 HGF 1 ifn & PN BRI E 0> B85 % R LA IRt LoD, WECHERRIZ L 5 Aiflash~ b
U v 7 AR, lEdE, BEIER AR A eSS 7o PR i EETAEMER 28T, B HGF I3 N
BB B BEAEIE D 0 T2 < | i SEE ML 20 U7 AEH, £ 72 & RE T VEGF-
L7 & =R DI EORBA/EMIC HHEEE L, HGF 13 % S IZHME 2 8 T RO FE DA
AT T 2a—P—WRERERBEL TWDH EWNWZ D,

F7o. MAENBGIARIZ T 2 AR EEH . WEEREER . EEAER 72 & i a8 AR R
T & L TP HGF & VEGF /33t m b 2\, EEICHmA I L2 M AICIT Ets-1 &y 3k
BOERER A MENNTWND Z B> T D, Ets-1 1T Ets 77 2 Y —IZ& F ARG T
T8 DT IV EEID 72D Ets R A A N2 K- THEMEG O ¥ ARIRICAAET D Ets A
EF—ZITHEA LB s T2 BT 5, Ets-1 1XRIHER Hh Sk DML A < FEEDERD H LD D,
10 A8 AR R D 1 8 PN B AR TR BN IR LB TERL O T & & HICEH T 5, HGF & VEGF
HNEHIIIZR T 5 Ets-1 ORBAZHEET 5 Z L85 TR Y [34]. uPA < MMP-1, 3. 9
72 C M AE BRI SN E B T ORBAFHE LTS, HIZHIT Ets-1 13 c-met X° FIk-1 O %5
RIS 5 2 ERH LN E e o7, HGF M IE B MIECRE D7 7 F /A MZEBWNT
VEGF ORBZFHET L Z L & HH[29,32], HGF & VEGF DA — hA U F V7 v a vk, #
L<IEZ B A =0 ZDOFENTBR I NS,

— 5 YR 5 HGF & VEGF O I E#HT ER 1 & L TOMEOBENHH 602> TN D,
BN S B IS A 72 S0 2 LRI E B &5 &, VEGF OFEBIT ERT
%08 HGF OFBUT IR L, WA DR D5 8BUHIHAZZ T TS Z 2R L TWD, £
M54 (vasculogenesis) WFERIZISIT HHliE DEEI LR ->TNDH LS THD, MEHAEIC
BT HGF DR THRENIARIEARA LGN L WR, Dl ELBIET/ 277 v N a A
W R OFER B 1%, VEGF & L IZF D Lt 7% —DiEn R E~ 7 23 KR/NEFZ D
FEA B TE D% DOMAE R OFEREIT I O IBMEESEICE D | VEGF-L 7% — 208 %
R DM QR EIZMEADR A TH D EEZ HALDDIZx L, HGF < c-met DiE{x T
KIe~ 7 A TIEIMAE R O R IZEEE Tldeho Tz (2B D~ 7 A TIIMBRO IR 1353
Do, ZNDEBMENE OFRARIZ LD O TH D AEEMITSH ) [35], T4
% M EFEMEIZ B U C VEGF 13 Y #IEE 23 pE A 3 2 i i e UK 1 (vascular permeability
factor) & LCRIESNTZZ LD NS LD ICE OFEMEEZRNICTTET 5, EIRICE
5 A FEEIEEH L Miles 7 > A THEHTT 25 Z L3 TE 503, VEGF IZZ DI RO HK E
B0 IME HENE 2 582 TCHE S 2 OISkt U HGF I I & B e TTHEE 1358 8 & 1172\ [36].
LLTIZ HGF IZ X A BB AED 75 1 2 X 3 12T,
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Eiﬁ?%fﬁﬁﬁr
h?fh—/z
HGF*"—— ‘—"" Efs_
c-met /
VEGF \‘\\
mEHFE <+ Flk-1 MMP9
Flt-1

e uF’A MMP3
Collagenase UPA-R

(MMP-1) \\.

HGFE1E
X 3 HGF (2 X % i B AL 5y 1-Hih

R

HGF IZIEF & MERRCIL, 1F LA EOMBCTHRILL TWD Z BRI LNIR> TS, £
T BEREAMA E LT, B, L O H T i, FEER MR T O HGF X Z 7 & #Hik
MHEDFUWTH D EHZ HILTUW S, Nakamura & 1, 1L HGF 13 fadt % # T 0.381+0.020 ng/mL
Tholo bWt LT\ [24,29], —75. JRATZHT 5 HGF PEAIL, £ < Dlifigs THER ST
B [25], ClEK UM ICB W TEH HGE MPEEA SIS 2 &R HE ST\ 5[30,31], M4
BT 5 HGF BT, b % 123\ T 30~40 ng/mg protein T& ¥ [6]. MfiLii§ HGF J2FE (2 b,
D CHETH 5,

AMGO0001 (ZHERT % HGF 7mAHEIX, VT AHZ 7 uy M TOMGETIITHFHA L7 HGF
CDNA MO TRREIN LT A XELFRUTH Y | 5ra N B O/ 72 & o4 FE 5T # Ml |2
B THIE X B HGF & 5 L 72356 & A CHIBEAE M 7e & OAMTEEEZ 32 2 & D3R
ENTW5D, FEMCIR <% & AMGO0001 |% HGF 72 A B DRIBMATH D7 L7 v HGF % &
AL, 2O, uPAIZNZ %< O a7 7 —E N HGF OIEMELICBE 532 Z L 235
LTS, FEER, BFBNEGIIRE OCREMER~DBANIZ LD SAFT oA KRy =2 H
7 u ey METIEMEERR O 5TV 5[32, 33, 35, 37-39],

HFI, RBEL L7 HGF 72 A REIZ. invitro X OV in vivo D% TRl#E 2 B! HGF & [RIEE D AWTE
HERLTWD, 7y b FEEMLET V35 38], VX FEEMET /V[38], 7 v NOhfi%E
ETIV[33]. T v MFHEAET VBN TT v MMEZETET V[36]72 £ TEDORENRENT
W2,

6.2 AWMRABETHERATHZOMOMERZ DNA DB ELHE

WSS R IEEEG IR RS T, AR~ AMGO0001 D AT~ X —Z i L7,
%72 HGF cDNA 23 A S 7275 2 2 K DNA T 5 AMG0001 LLA D DNA L L 72 v,

6.3 1RMMilEL L-MlROBRRVEYFHIRFHAEVICLZMERZE
RRliie & U-EE

YRR IR RO 7E 13 s T8 ML 2 5597 % ex vivo AR F-1aiE Tid/e < E#E,
77 A X K DNA ZERFGFRNICE LG5 in vivo BI5 FIER TH 5D, Mi%il(s HIniE R
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FEDOXIRT o HIEPERARPAZEE (PAZEMEBNRGELIE X OV = L 7 —J9) 1, TR i 23 A
THIET HZ LD, B TO HGF IRE AN ST, BIMERALD AT HGF i 4
S LB HFENBBNCH S, SRR EL kL, Bl PR~ O EEE S L e
%o 77 A K DNA OFFANEGIZOWTIEL, Y IO & CEAE{E 7238815 2
& Wolff 512 L0 s STV [40], BB LTZBE 1137 ) AT SN D iR ITMm e T
R, BN & STV 4141, 42],

ZOLX) RN D, MM AL Y LB IR ZEIZ 35 1T 2 ARS8 E L7e,

6.4 BIEFEAFEOUMBERULAZEALTEZZERLEH

641  EEFEAFEDERIIRM

RN ~OBIRFEAZE L TX, VA NVART Z—ROIETANVAXRT X —nHN B
TW5, HRMIANIESZMn TH L=, L a7 A L ART Z— T —REICIMER &S n
TV, 75 UAINVARY Z—%, BHRICBWTHRIEROE RIS AN SIS
AU, I B AE OREIRIZ BT 2 E TGenVecthiZ X HVEGF12158 (s 1. Berlexthiz X 5 FGF-4
BinT-. GenzymeftiZ X HHIF-LE(n 4 ORIRAER NS I S TE 72, L, Ml
TIEHIEEE OB DT T ) A NARY X —Of TR 2 EOBENEZD, £7-.
THFETITAAVR Y Z—R L T A VAR Z =P WD ERHDN., EHOREN
WrrcEom, 7/ LA~OMIARIZE DY A7 13EE D,

FTVANART Z =2 HWEBETFEANEE L THTF A=y 7 VKRY—L, HVI-U AR Y —
LR ONT T A RDNAIZ L B HEDNH G TS, HVI-U R Y — AT, EWEEEAR
RBERRE LT D, EEEEMEOBRFR 2T hIL TR, 1990 IZWolff & 1%, 77 A
I RDNAD EHEFMHANE 512 L0 SR8m0 HAMENISE A SN D 2 & 2 L7-2[40],
F 72, Acsadi H X, invivoT7 T A2 X RDNAMN BT 2 OIIEEUHIZIRIE L. X, D, .
. H, MR OENESE TlE, 77 A3 FDNAZEH#EE L THLHEZR LUV TOEGFIE
BUIRO BN TN Z LA HE L TWAH[43], EHI2, AH=ALE L TEBEL N7
A= X DEIARDBTRE STV DH[44], 77 A X RDNAZAL AL O 2 TR 8L L[40].
) DTHRA SN D RIS TIRW A EL RV ERE SN TE Y, KR LSRR 5200
LE X D[41, 42), FEBR, BEIERE ML S 5 VIR BT 2 %15 & L CTHGFE s . VEGFEx
+. FGF-13&{x+ (Sanofi-Aventistl) %5 % /2B 5 FIRIEN Fi S v, il = D2 et
B B S SRS TV D3, ERZBEWEAIIHE ShTunn, 49, LiR—% —#E T
Tl R~ T2 IR SRR OBBLAME SNTZ[40]. A TF L—a Mo KM
DI LY | EBRO T A FVEFRBLUTLE H AR & #e 40 CTH 0 [45], AMG0001IZBE LT
7Y = ZAEOHNRBICB W CRBROFER DT LT D,

INHDEDNG, 7T A I RDNADOHH ARG N EZBVEIZB WD TR OENLTND L& X T,

—Ji. HGFD X 5 o ipihic ARE % 2 — R 8B T DO RATEANCB W TIER -8 AR
FREL TH, EBOEWFEN LR ERE LGS LB TWD, ESWTEAHEIZL DiE
BEADOLAEIE. ZOEHPEASNMIBICIER SN, 7774 AEHEHET S
SYWT AN X DB IR, MERSZ OREAMIRO I A O ST E #)
TR AEREET D AREMEN B D, EBHCHEIER M 2 x5 & U 7= HGFE G 1R O AR
BRClx, MEMERAZ R AN 595 2 & TRERAER RSN TN D,
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6.4.2 B TFE AR EDORRE
(1)  BGRIR O RR
VBN U C, BGRNCHER T ESIICT e b A B Y —/p O CREMREEETT O,
TESTRFOEI R OFRFEIC K VIR ADNEBIET 5 Ll S s 5003, 8mAl (RLrs Ly
RuF Y =720 NSAIDs) &3ILiZ, MBS U TREB B AT S QESEA o
JRFTBOG DS EIET D513, AFFRE L THET5),
(20 AMG0001 D FHHAI
AMGO0001 DAL, 7 U —2 XU FNTHERICIT S5, fif L7~ AMGO000L iX. 6
BEREILAPNICRE A L, 1 FA 2 1 gBeE A & LCflivel s, 7=, 4l L 7= AMG0001
IXTEDLRYHCNIHEHTHZENEE LY, TIFEHLA2WEAIX, HHT5
FCUHURE AR T R T, MR TR L, T2 FERILINICEE T 5, AR, St
159 AMG0001 2 H L7222 L2 7258 1%. BeN O RRGeEEw H FEsEw 2 B8
T LD PFDIHE- THIET D,
() #&EIIE

AMGO001 % H JRAERR AR CAR L . MDA LT 1HMLH7= Y 0.5
mg 32 8 FL (At 4 mg) IZAANE ST 5, 513 4 BEBOMEE H ) C 2 [BIFT
9. IR 8 A IZH W CUEMH TS DR WIEAICIX, HIC3EEO®REZHE
35,

A% D AMGO001 @ 1 dr7= 0 DGR AL 3 mL & L, & 538/
A2 ml £ TRC TR W, RSN SR OMRRE I XV iRE 2 L ICIET D,

(&H)
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6.

N

4 FERTINIEZ— (HEF) oBE
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7 AREGTFARERKRMEICET SEEMAE., X8R
Bz AL -THERR

7.1 EEHREEZAVV:-RERE

AMGO0001 ZE A L7-HifuN 2 b Mk E I oW SN AHEEA YV = A X T ay
MEIZ X VRN L72[47], = ORES. BtECch 5 b MHE X HGF (thHGF) @ o 8 Y
Bfé ERLEICHED S R &7 2 &5 AMG000L AV B h HGF % pE4=,

WT DHIEEEF L TWVWD Z ENRS T,

AMGO0001 ZFERJHIIL CTH 5 IEH b MERARFZMAICEA L, 24 REE# L%, B
EEFOE N HGF R A ELISAVEIC X 0 IE L7-[48], = DfER, 24 FifEt: D153 LG+
IZt N HGF RS ivsd Z &R s v (X 8)

6.0

*

4.0
2'0 %—
0.0

pVAX1(1 pg) AMGO0001( 1 ug)

rhHGF(ng/mL)

8 AMGO0001 At MEHAHMILIZ 31T 5 HGF DFH
TEHE+HEERZE (n=3)  *p<0.05 (vs. pVAX1, Bonferroni/Dunn #iE)

AMGO0001(Z £V J8L4 25 & F HGF DAEMIEMEIZ DWW TIER & N /& N EGHIRIZ xt7- 5 Y
BEIEME 2 PR LT L 72[49], AMGO00L %3 A L 7= fifa D854 FiE A & b HGF J#E2S 1, 3
F V10 ng/mL & 725 KIS Rig, b Ml E N ERIRICHEIN L, 48 REf1% O MR H 5l AE
FFAM L 7=, AMGO0001 3 AKIIEIC L v PEA Sz B b HGF 13 3~10 ng/mL TR E
I A N R - B < B 7 (109) . AERIEBEXIRTH D rhHGF & [RIFEE T - 7=,
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1.000 r *
0.800 - SR

0.600 -

OD50.620

0.400

0.200 -

0.000

pVAX1 1 3 10 1 3 10

rhHGF (ng/mL) AMGO0001 (ng/mL)

9 AMGO0001 EH AME OB EIE L&A G17-t N HGF O I & N R MR o B G TE e
EAME YRS (n=6)  *p<0.001 ( vs. pVAX1, Dunnett 1)

72 ZEREBRBMERVEHERR

7.2.1 DY FEAVEREERUVERERRORE

AMGOOOl B HROIRE R ONR & & b HGF 8B KIE T 5B DU Tt L 72[50-53],
. BEREAERET A BT, & b HGF R BRI ZE (b 2 81 %2 L 7-[54-55],

Tﬁfﬂw;%r;m&ﬁ BV, B5IREE LEMH7-0 2.0 mL THEE LT, 0.01 mg XX
0.5 mg ® AMG0001 % 7 ¥ DFINNIZE G- L, 5% 7 HORG5EALICEIT H e N HGF
IR % ELISAYEIZ L W IE L7z, ZOR5E, AMG0001 % 0.5 mg/2.0 mL TH G- L7=8414,
2HITE b HGF EBIARD S 7255, 0.01 mg/2.0 mL T G- L728H41%,. & b HGF JEHL)
MRS T I EARIZ LA R & 720 AMGO001 (2 1% & b HGF BT B 5l (ki 4%
Z e Ehie (K10),

R BEORFHIBWTIE, AMG0001 O# &% L (i&H7= v 0.5 mg IZ[EE L, # 5K
4 05mL (Img/mL) H»25WE20mL (0.25mg/mL) 12725 X ISR LT, XD
WNIZH G L, 5% 7 HO®RSEAIZH T 5 e s HGF B &% i Uiz, = O 5%,
TP e b HGF #2E1X AMG0001 @ 0.5 mg/2.0 mL # G- B W TAHREICEMZ R L (1K
11),

t N HGF %8l & ORI L ORMFHZ BT, AMG0001 % 7 5 X F 454512 0.5 mg/2.0 mL
OHETELS L, #4541, 7, 14 X128 HOEHIENHWNICEIT 5 B b HGF 2 % JE
Uiz, ZOfEHE, & b HGF BBLIE 5% 1 B Lo Blgsh, #5% 7 HickKERY, *
D% L, 5% 28 A CiEm FIRERE 72o7 (K 12), LLEORER G, HllEEE:
IZ L DNENEETT 5 4 WHEZICHFEICHE T2 L 1IExYThr EEX b,
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[
30 o
25
el
g
Sp 20
L= =}
uD
BE 15 i
=
=
10 g
:
5
LLOQ Bl
o L ﬁ

0.01 mogizite 0.5 mgisite

(o : E¥){E+SD)
10 AMGO001 5% 7 H H O 7% XHIENICE T 5 & N HGF O3B
(n=20 FH&) : #BA7H7= Y 0.01 mg/2.0 mL vs. 0.5 mg/2.0 mL

a5 I;,
30
w25 s
ey
%:I
_L-E 20
u o “
= [
ES 15 | 0 &
B [ g a
[ B g
10
i g
c [ lp g
5 F o
N

0.5 mbU/zite 2 mL/site

(o: FHIE+SD  *p <0.05 : t-test)
11 AMGO0001 (0.5mg) O 5% 7 HH OV XHANICEITH E b HGF D381
(n=20 F%) : 5 0.5mLvs. 2.0 mL/site
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12
o
10 °
1
T
58 ° :
- g E
Al wa
5o
B 4 |
i i o
o LB
L g B
I & B
0 " £ = 1 o
0 7 14 21 28
#E5EBEH (B)

(o : TFHYfF + EEUER %)
B4 12 AMGO0001 % 7 % FRIAZFH PPN A G L72% (0.5 mg/2 mL/site) D
FPH e N HGF HL O (n=20 T IEk)

722  MEHREERADRE

7 v bEAZEMEEIRMELIERIETE T L& VT, AMG0001 OIft & #rAEH 2 #Et L7z,

7 v b ORERBREN R L N OB i 2 5%k OIBR U CER L 72 FIOE W Re £ 7 11
AMGO0001 % 0.1 /% 1 mg/body D H & CTREMEBLLATRNIZE G- L, 5% 14 KTV 26 HO'F
i B A JIE Lz, ZOfES:, AMGO00L $5¢5-1F Tl HRHE & bl U T B e s i)
Rz (K13), S5, i R AMG0001 £ 5-F0% ok 2 B L C i N Rz
fag~v—H—L LTTAHY) T4 A7 7%Z—F (ALP) Y ziTu . EMIMEEZHE LTz,
ZDOfEF, AMG0001 @ 1 mg/body £ 5-HE CTHE 2 MLE O MARBD vz,

PLEOFERN S AMG0001 (345 5550 fH A CL g AR 2 755 U, B i TRk oo ifn 7 & 4 4
MEELZENRPHBMNETST,
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2]
=

|
o

s3]
=

AETE ittt (%)
£n
=

P
=

L
=

E5H 148 268

EHEHEERZE, n=15-16, **P <0.01 (pVAX1 #5-8 L D LbER) WE: Dunnett #E  (MifR1)

KERENIRAEERT: 10 B (#5801 W ONT pVAXL, AMG0001 @ 0.1 mg & T8 1.0 mg % 5-1% 14 RO
26 HIZ LDPI Z AW CAA O FRIMEEZRE L, £4H0 FRIMEEL TR Lz,

13 7 v M FEEMET /VIZIT 2 AMG0001 o i it FHEN{E

7.2.3 FER B Open Circular {KIZBE T 5185

AMGO0001 ® FZAEHH T & % Open Circular {& (OC &) DAEMIEMEIZ-SUWT, in vitro K&
WVin vivo (2317 5 & h HGF FEAERE A HRIEIC. RE(IKTH S AMGO0001 & D LT 21T
- 72[66-58], fX## OC {&1% in vitro [Z45V ) Tidk AMG0001 (RZE(KIK) @ 86.4 %D HGF %
BUEYEZ 7R L7223, in vivo i NN 5-12351F 5 HGF FELIGMEIIRZ bk & tig L T L <
Koo Z Eonh, R OC IKITAEBRNTIHIZE A CTEEE RS B2 b,

8 REMIZOLTOFH

8.1 EEFEAFENZEMH

8.1.1 BEFEAICAWSTSRI KR4 — (3BIK) OfE
AMGO001 Jii EE DRI E TR DML AR HBRIE H . B L OHR 22 11T,

% 1 AMG JFEE D fili 5 2Bk K OIS

AREBRTE A AR Bk
f& = H13K DNA TEH: PCR ik 50 ng/ug LA F
i £ HIK RNA T v — A7 VB R UKENE 20 ng/ug (2%) BAF
T A VE vy o= gk 2 ug/mg (02%) LLF
5 EHR-AHE HCP ELISA i% 6 ng/mg LL T
5 UNARREET R Y L TOYDUA LDk 0.5 pg/mL LA T
26 /96
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8.1.2 BEICREITIVE (HFE) OHE
AMG0001 FADOFETABR DML (ZAR D FABRIEH . SBRITIE L OB 2 & 2 12T,

% 2 AMG U5 o fi s wl ik J DA%

AR IH H allk 715 Birg

R T-AAE B a = Rk 2 ug/mg (0.2%) LAF

8.1.3 MY« )L R BIRO e EeE

AMGO00L I, FETVANANRT Z—ThHRIBEHKD T Z 2 I K DNA O pVAX1I™ (1
e bhuYah) BREARERKE L TWDIZD[46], BN T A L AN BT S AT HEM R
AN

8.1.4 BIEZFEAICAWSTSRAI KRS 42— (HIK) OEBEESE

PVAX1™ X, DNA 77 F > OB H®EEZ B E LT, kERNESNE (Food and Drug
Administration:FDA) @ [Points to Consider on Plasmid DNA Vaccines for Preventive Infectious
Disease Indications| (1996 4 12 H 22 HREAT)ICHEI L TRRGEHF N7 7 A RDNA X7 ¥
—Thd[46], ZD7=H, KIGHEIZIKIT 2 ER & IFFIEMIRIC IS T 5 BRIV A FHEDOFH
IZLBEDRWE N7 LEMEMEO®H S X 5 72 DNA BANETE 2RV PR THY . &
R Qe R~ DAL O ATREVE S B/ NRIZHI 2 IV TWD, F£72, B b HGF cDNA DIAMTHT
T AZHEA SRS 0 OHEEERLSIINIZ DWW T, A 57 DNA Blo e MBS & OMRME
DEWESNEIE £ TR,

AMG0001 @ DNA WIHHEEAFRIEOMETZ AR E LCER L7ZT v M W=l =
Ay NT oA TiE, MRE LML OBIRO WT I OIREHT I T DNA WIHHHR G5
TERITRRD BTV,

EDZ e REOFHKRANE G L > T, Ml SRRk 5t U TEE %2 5 % 5 AlRetk:
3D TIRW B 2 5,

8.1.5 {ARDZFHIMELS DM~ DEEFEADTRES

WEGEAR T IRWRIERAFZE Cld. AIANICZ 2 A 2 F DNA (AMG0001) % E#:853 %,
fttig 23517 D HGF A IS5 2 L 72 < | WAL O T HGF IR E A ¥ S & 5 %%
ERHENLEE LW EDDLHANEEGEZRIR LT,

1990 2 Wolff 51X, 77 A I K DNA O RN GIZ X0 | S ks s 03 m Al N IC
MASND I & & LZ[40] . Acsadi |E, invivo TOZZ A 3 K DNA ORISR I
PR L. B, NPk, Mo, 7=, H. MR OVESE ClX, 77 A3 KDNA ZE#E&R S L C
HLAEBER L UL TOBMGFRIUTED STV D & 28l LT 5[44], M ~niE
ARAT = AN UC, MLk Ol & m Lt 7% —IZ X D BUABR DB RIZE S TN D
[45].

F7o. 77 A R DNA [IHAMBEN O THRELL[40]. 7/ LA S5 13
TRV, Folo< RV EREINTEY ., BRERHIZBIT2%% Y A7 13 md TR\ EE
% 5[41,42],
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8.1.6 BELUNDNIEGFNEA SN S ATREMSE

77 A X F DNA G2 A7 & 37, DEn T 2 B oSO RN L 2B D%
BRVEMECRICRE T 2164 TRRIS N D2WEICHRZY LV, 77 23X FDNA B3 g5 sl
BEMS . BEUNDE =E~DAKNARTED ATREME L7220,

817 REAANEGFHIEARFTFNDIGEEDOMER

PVAXI™ (I & N7/ L EMEMED®H D X 572 DNA BANEITE SR PR TEHY |
t b GRS OFIAR O AIREMES R/ NRIZHI 2 BT 5 [46], £72. B N HGF cDNA L4k
W72 ITHR A S T 5y O HEFS NSV T H . AE7Z DNA Bt &1 & O
MO OELSTIE & TR0,

FDA O Rfg L LTix (http://www.fda.gov/ohrms/dockets/ac/00/slides/3664s1_04/index.htm)
77 A X K DNA ORFTHEGIZE N TRERA~OBE FHLALZNE Z 5 U A7 TR\ EDE
ZWRENTND, 77 A3 KDNA &~ 7 ACHRNES LZEE, HRMRICEA SR
7277 A K DNA ITREEROIMMCREE Y | MAAEND Z LTV ERREINTWD
[40], 7=, ARNOEREH THDH pVAXI™ L[FEEKIZ, DNA 7 F L L TR INT
WHTTAIRDNARIZ—5 T~ Z7 V7T 7F LT, 77 A3 F DNA %)
WG L7232 IS R~ DRLA R DI T DB X, HARZEIRAS LR L bl L C & IEHT I
EFNTHDZ L E2RTHRRPBRE STV DH[41],

KHZ T > M 1.5 mglkg O & CHARN BRI G- L72HF, 241 bp Z HYiREaEE & 3 5 81E
ETIE, &G% L 0O, AR, GO, I AT, ERE. BENE. BRI, BRI A OV TR
M, &5% 4 ATl oMo THRIBS, 5% 7 A TIET X ToMkCER
TIRERGE Ch o7z, ZOR, 7 my MEEZHWEZREHZ LY, &5 I ARFNIEin
HUZRATT 5 & 300G SRS TR BURR & FF 2 2 W ARG MR R IR s 72 2 2 &
DRI TV D,

PLEDRERN S . RFI O RIFTE 512 X 2 85 1% Clk, #5300 & O REIRER 2
BWT, P fRA~OBETHEIARDNEL D U A7 FIEF IR EE XD,

8.1.8 MNAREDE

AMGO0001 %47 -5 3200 kDa (5181 bp) ™77 A K DNA TH Y., AMG0001 D4y
R OMEE NS, AMG0001 73l fafe 2 @i L C DNA YR B8 % K3 FlREME
HMENEZZ HNDZ L, WHO in vitro F&0F F CTIEARITHNIZA SN LG in
vitro B s R R 1 X 580 L 72 o 77,

7 v M AW RRIRN S 512 L 2 Y Ehaealings L L 0 . i+ Iic847 L7 AMGO000L |%
BN ATE AR A S v, G O F Figias CTIIARIEME /oMl i & L CEEL
TWAZEWNRENTZ, LoLZeRD, 7 v I AMG0001 # kN $E G L72BS, 5% 1
H HIZBW TR O IR CIEIAAIAS R Z < RBO LN Z L b, 2 b DlFER x5 5
KFNDONIA = —a MNEHEBRFTT 720, 7y beHWiZlgass=2 A v b7 vk
A ZEhi L=, ZORE, W OlEERIZB VT AMG000L (2L % DNA fIHIHR G R F
FIERD H9, AMGO0001 (21X N AA = m— g MEHIT RN Z ERfER SN Z, K
BEHIARKN O 2 ~DOmaEGEZ B & UTEIRNE G T L TR Y | BREGERKE TH D
N GIZBWTIE, SO0 REHEOMENRARETH DL EE X LT,
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72%5. AMGO0001 DIEARFHE CTh 5 pVAXLI™ 13 1996 4= 12 H 22 HIZK[E FDA 726 A0 &
#U72“Point to Consider on Plasmid DNA Vaccines for Preventive Infectious Disease Indications”(Z
HEPL L CEXEFESIL, B T AL HHEMED 5 L 5 72 DNA BLAIIN TE LR D HEfrS v Tk
0. QLR ~DALIAT D FRENE DS e/ NRITHN 2 H 40TV 5 [46],

8.2 EIRFEMOLREME

821 BAEBGFORBEEVMOINARME

AMGO0001 DFBLEY) T H HGF Lt FONKMEZ A FE ThH Y A4 i LT DNA
RGN I CEHEE B E KT L, BPAA = =—va YEREAET 5 LIEE X bt
ZLnb, EEEE 326 S (NS AT v ) n D — IS HERNOIERIC I T D e
fili) (2SN T, B b HGF A HE % BE Liclne bR =2 L o7, S 51T,
THETIZE M L2 ERSHEERBRICB W THA AR 2 /RIET 5 X 9 2 R BT 7GR
HILTWRWZ &2 D HGF 2N IEF#RE A 23 Uik 5 "lRetEIXR VW & & 2 5,

HGF 3 OEEEEE 268 T2 2 LN L TE Y . ZOZFRD N AJFES
TTohdc-Met THDHZ LD, G 2 EHA 2 B EE T & 5 i 54
TEHZ I LR EH &2 RZ T AREMEIT A E CTE RV, L LR b, 7y FEHWE
HRARIN % -0 L 2 S higsBiai R L 0 . i HIZBAT L7z AMGO00L [35ECH S ARIEPER
WAREH S AL, G ERALDASN O B ER CIE AR 72 R T & UL CTFEL TV A Z LR E
IWTNDZ 0D, BHEMALUI ORIV TE b HGF 72 A B EA S5 FlHE
PRI TIRWE B 2D, iz, 72 Y= AN EN U7 BB AR ZEE  (PAZEMEEh R (L
SE T S— 2 v —I) A 2R & U B RS & OVEE 28 E P OE FR AT & 5 5 & LT RRR
BRI BV T, AMG0001 D52 L 0 fifEH e b HGF 253 AMGO0001 (22K 3% A BRI
IREEHIPH 248 2 5 X 9 72 ER- 2R LTCRERNTRE O HAL TV RN Z & 925 [59-65], G5 IZ
BWTHRIBLLIZE b HGF 7= A HEN 2T IS E L KT EEIRWEE 25, T b
Z W2 RN A 3 G- BRI 380 ) Tl AMGO0001 ORI ISR [R5~ 5 RIEMEZ LA
P GERAL CRIZR 72 DM B ERT IR D H LTV R0,

L2 L7 Ay 6, AMGO00L #5555 I M E L2353 12, B N HGF e AR %
AUS ORI U CTHBEIE 2 RAZ T RIREMEIC DWW TR T 2 LR H D & & 2. & Mg
FHRERE 2 KERE R FICBE L2 X — R~ 7 A2 W T, AMGO0001 % [T O KERER A% A
WICH G U, IR AT T B 2 sl 3 25 A F20i L7z, & OfESL, TEEHE5E M OVl
BHEB~DRBITRD Lo T,

DEDZ Enb, AMG0001 ORI GZ X 28 a FIREOS S, BAFEED Y A7 1%
FisH TIRWE E 2 D,

8.2.2 BAEEGEFOREEYORERYE

PRI TE, miFHICHie b HGF A D FATENHUR ey, TR A
FHZXE T 2505 RS & B 2 BTz,

Fio, TV AEMENE U7 EAERE I (PAZEMEBNIRGE(LIE 3N — v —I[) A%
X5 L U T BRI OV & E PR OE R & k5 & U T2 BRI 35 L il T HGF
PURDFEAITRO T, 757 4 7% 2 — SRR H /e i - 72 [59-65].
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PLEDZ 5, AMG0001 DR GIC X 5 i8In TR DS A . ANAI DS G005 % #i
S5 AREMEITIEE IRV E B2 BT,

8.3 JEERRRETEMHER
8.3.1 HEREEMHR

8.3.1.1  Sv FERFHRNRSEEHER [66]

SD RMEiEZ ~ - O KERFAINIZ 10.0 mg/kg (5 & : 4 mL/kg) @ AMG0001 (S-F HLAl)
PHEEEZE L, TORME, ECHIT/R< . AMG0001 5 (2B L=k H i /e mn
o7 FREEMCF I, RGNS D BRI O 1= M55 AMGO001 £ 5-FE D 71258
ST (- 25 B, M- 15 B, Wb I<E\EENSIRERENTHY . AMG0001
BHICEE L2 b 1B 2 N,

HEWE O F A B T & 312 10.0 mglkg ZHE 2 HETH - 7=,

8312 S FHIRNERRSEEHER [67]

SD S&MfEREZ ~ b DREFIRANIZ 10.0 mg/kg (BeGE : 4 mL/kg) @ AMGO0001 (S-F #5i)
EHEERG Lz, ZORE, THIE/e <, AMG0001 $5-(ZBE# L7z Z{bH iR Hive
o7, WEERFAURRA Tk, I <BEOFIRN I OILE A AMGO0001 £ 5-FE D 1 fil o
B TR b, AMGO00L & 5-(CBHE L 722 b L IXB 2 b v o T,

REWE D AL Bl I MEifE & 612 10.0 mglkg 2B X 5 B TH -7,

8.3.1.3 ELEMZRDEL S AMG0001 HEIDS v FEEIRMNERRE5S14EHER [68]

R D ¥ 72 5 2 O AMG000L #4747 (B-H #UI  Of S-F #ll) % 10.0 mglkg (5
ik - 4mLikg) O FIEC SD RUEHET v b OREIRAICEERES LTz, ZOfE, LT o
BUANCI T HIETHIE 2 < . AMGO001 4 (c Bl U 7= Z5(LITaRed H/em o1z, e
ORI, BRI O 2 AT (B-H BUFIRE - Mk 1/5 4], S-F BUAIEE - 1 2/5 5. it
WRHE < i 1/5 1) ROVERME (B-H BUAIRE : i 1/5 ) TRRD BN, < B DR
Bl THo7-,

BN D FIE RVE T ORFNC IO T Bk S H12 100 mglkg &2 5B TH Tz,

8314 HIIHARNEREZSEHRER [69]

WD =27 A4 VL ORERFHFANIZ 25 mg/kg (5 : 1 mL/kg) @ AMGO0001 % Hifa]#
L7, 28R, THiL/ia<, AMG0001 # 5 (2B L 7= Z(LITRE® b ivieino Tz, Il
PRIV T, PR R L O EOEE (U3 #) 235880 bAvzns, IEF fapHE %
DTNCHEZDREO—REDOELTH D Z Enb, BENREBLThHD EEZ LN,

HERE DEIE BN IMET 2.5 mglkg B2 D ETH - 7=,
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8.3.2 REXRSSMHHER

8.3.2.1 v FHAN 1 & AR 4 BRE5SHRER [70]

MEREZ >~ N ORBEFINIZ 0, 0.5, 1.5 X T85.0 mg/kg (F% 5% & : 2 mL/kg) @ AMG0001
Z1EAMRTARE®REG Lz, 361, HHEHEEE 5.0 mo/kg & 548FCix, 1 & H OBIEHER
Bk 217 o 7o, JRERALARE R Cid, B G- EBALICF 1T 2 WM 2 23 e R (e - 1/10 B31))
M R5.0 mglkg # 58 (Bt - 2/10 i) THLNTD, Wb ZT<EERZE(LTH -T2, I
HEPOPLE kN HGF Huikflid EF-A3 1.5 mglkg & 5-8F (5 : 1/10 61, #f : 3/10 4i) K % 5.0 mg/kg
B GHE (B G0 ¢ e 0/10 f51l, ME 1/10 51, [RIFEHE - HE O/5 51, M O/4 f5]) TIEDH B,

SEFEVE B TR & 312 5.0 mg/kg/ H TH - 7=,

8322 S hHAR 1 ERHMERS5 BERSEEHRER [71]

WEREZ >~ - O RERAHAINIC 5.0 mglkg (#5-fk & © 2 mL/kg) @ AMGO0001 % 1 [H[H k& T
5HE Lz, &6, Rk 5% 41 (28 B DRIEMREBRZ1T - 72, FlIEcia
H4% 4 BIZ38 LTz, BRI A TlX. AMGO001 #2580 KERf; (F55407) 12k
W, IRRAEDZENE - BE3E - FAE, R O, HEHMARIRE K ORRHE(L A3 R FREE & Pk L
TEHEEICA LN, Zh 5D kL AMG0001 DORFEIEICEKT 5 D &% 2 bz,
TBERBETH Y, WAL NREEENRD SN D, BRI E R ERS
TN EEBZ bz, mIFHIZHE b HGF FUAIXA B ivie o7,

MEFE PR M & 112 5.0 mg/kg/iE TdH o 7,

8323 Jv MM 14 BEIRERE SRR [72, 73]

MEEZ > S OREFRIRINIC 0.6, 2.5 &0 10.0 mg/kg (575 : 4 mL/kg) @ AMGO0001 %
14 HRRERS L, & 50R a5 Lz, Fio, *HREES 10.0 mglkg £ 58T,
A& 5% 14 A ORHEMERBR 21T - 72, BB SR A ClX, AMGO00L 5D 5-
AL () 2R\, HIEHIRIRE TR b7z, 02 kid AMG0001 O fIlE Lz L K5
2bDLEZXLNTEN, TBEREILTHY  FT-H L RBEHEEDNRD N &b,
FHEFICERZBER IRV EEZ LN, MIGHICHE b HGF JUikiX A b ieinoTz,

SEFEVE B TR & $ 12 10.0 mg/kg/ H TH o 7=,

8324  HILEAN 1 & AR 4 BRS5EMHER [74-77)]

T OKEEFHNIZ 0.25, 0.8 & TN 2.5mglkg (BEHE & : 1 mL/kg) @ AMG0001 % 1 & H
MR 4G L, k& G% @A ICHIR Lz, BT, HIEE 2.5 molkg &G4 Tld,
HH XV 1 @A OREWRBREIT 572, BRI CIX, &5 WM &K ONEE k28 C T,
2.5 mg/kg B 5REDOME 1 $1] T FHIAFERD HAL7Z23, AMG0001 #¢5- & o B I AR TH - 7=,
A B AR A Tl B GBI I8 1T D BRI A kR A2 3 D 7= 2 TR b L
B, INHOEIXTKBREThH 72, MIFFIZHE N HGF FUKIZA Lo T2,

SEFEVE B TR & 112 25 mglkg/ H TH - 7=,
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8.3.3 BEinEHHER

AMGO0001 |X7"7 2 X KDNA TH Y . @ D in vitro 504 F TITHIBENIC AL 202 &)y
5. invitro B nEtERBRITE Lo 72, —J7. AMG0001 % 7~ FERARINICHE % 5- L
BR. B 5% 1 BIZBW O L OV Tl AMGO0001 25l < B b= Z Enb, &
O DIEEIT 3T 5 AMGO00L DFEMN A A =S =—3 a NEHAEZRET 5790, Lo A
v NT v A & F i L7 [78],

~ DR ERPIIZ 10.0 mg/lkg (#&5-H: - 4 mL/kg) © AMGO0001 % 24 I§REI[EFE < 2 [l
5L\%&U%ﬁmﬁﬁéEWAW%%%%%&%@%LKO%@%%\wfn®W%mﬁ
W% DNA PR ERERIEMITRED e o Tz,

8.3.4 MNARMEEER

SEBRERBR OFE R S AL OG8N T, B b HGF BPEA S5 Af

REMEIIMRD TR < | NEEEFHIC BT 2 Al TRV & & 2 b7, L75>L,7‘£75§f5 P 558
U@ﬁw IS AMFAE L7 85612 AMGO00L $¢ 5- 23 IE S il | - 5 8 4 KA Wl REME 1345 2 C
e\, ARERTIE, AMGO0001 DIEEEIEFHIC KT T EL KRG 2720, b | Hif“ AHREAR
Z B G-I IS L 72 X — R~ 0 2O KEREBFH PINIZ AMGO0001 % #5-L7-[79], &
NESSEARRRAR X, in vitro BUBRIZI VT HGF 2B TH 5 c-Met DIEELKL Ve N HGF 12 X 58
SAEHEE S R S 7z Mewo (B MEMEREEE ) L OVHT-29 (b MG HR) -ﬂﬂﬂ’j
BRE W o, ZOREE WO IEEARKRIZ 350 T b EEHEAR I H K OVEEER 1
O ORI Tz,

835  AEEASFMEHER

N RN B & - S B e R AL R L . AMGO0001 A NS L7-354 .

5)%9? IBWTIEN 1 » AiIcblz»> Tk b HGF ZRBLIE 208, mMikHIicBir L
AMGO001 (THCNTATEMERICHRE S du, B GHALLIS Dl TIER ?ﬁfﬁf;#ﬁétﬁﬁt L
TIEELTWVWAZ EIVRENTZZ EMnD, AMGO001 73 &5 S8 % K IE 4 alREME IRV
EEZ BTz, AMGO001 LV BT 5 N HGFIZB L Tk, 7 v MHRNE G _ot % )
B R D | B GEN A ORIV T B b HGF 28 pEAE S D wl Rl 3
TRWEEBZ b, £o, VHXHRARGZOMIET & N HGF JREE W3 L ORI E R
RUICHEWNTHER FIRMEARNN CTh o722 & | BRRBRICBS W TARIORGIZ LY migHh e &
HGF % F£ 3 AMGO0001 | ’tlﬁ‘éifiﬁ’ﬁ%ﬁ“’“l%tié X972 ERAIRUTZEFITRED 5
NTWRNZ LD, IS TRILLZE N HGF N EH IR L IEJ nlfelt
RN EB 2 iz, Ei w_amm&%wa%ﬂm%}—a X EH G EERRRIZ BN T
V3 A ORI LN T~ D RAEPEZEAL AN G-EBAL TRIEE S - SN B ET IR D b
NQAY Y,

AMGO0001 D EFiE 3 A wtE el 3 532 hi Lﬂw@cwﬁ AR T > b & W RN 5T
%A ERERER TlX. AMGO001 (FMEMEZIZ LA B LW ERRINTE @
AMGO0001 738 « B ICEEEMA T 2 ffREE IRV LB 2 vz, GEIX 8.4.2.5 25 H)

AMGO001 ([ZHIBATH & D70 E 5 NTFEWT BRI B W TR STV RS, FEE
L 7= 3 ERe AR M OB BR O FE 52200 5 . AMGO0001 K VB L7= & b HGF 23Ut #4712
0 RN B L KT T R RV E B 2 b7,

32/96
SAGA UNIVERSITY HOSPITAL % 2.3/ 20154F 1 A 14 H

214



8.3.6 BRI SR

0 WX A TSR D F 7 % 2 FiEFEHO AMG0001 45 (B-H A KON S-P B o
VA JR T R A et L 72 [80, 81], AMG0001 ¢ 0.17 mg/mL ¥k (Euur“ﬁﬂ%o;%r“ ) 1mL % v
X ORERIMUAFC B G U, 5% 2, 7 KO 14 BICHHAREEEIC OO TR LTz,
Bt 2 OV T H T, MsRMEDZ M K ONESE, %ﬂ%ﬁ&iﬂ‘?&(ﬂ%ﬁ%ﬁéiﬁ@i&?ﬁﬁ\ AP O H if
MR SN2, BeH% 14 BICiE, 2O OFTRITHE X ITEH L7, #&5% 2 BICAHD
NI b, FEMERHIR O A BLAIER © b [RIFL R B iz,

8.3.7 R ER

R D7 B 2 F¥EO AMG0001 FH] (B-H HAI & O S-P #AD OHUFMEZ T 2
7o, ~UAEHWEBESHEET 7 4 7% — iR (Hetero-PCA #lR) . £/1F
v MERWER2FWET 7 4 7% U—RIGERER (ASA R MRS HEET 7 47
X — sk (Homo-PCA §BR) % i L7-[82-84], BAEL 7=~ 7 A K ONE/NLE v DIl
1E P AMGO0001 HifA% ELISA ETHIE L7z, T X TOREBERIZEZETHY . WTho
AMGO0001 ANZ L PURMEIT RV EZ 2 T,

8.3.8 TeMEBRHER

Z v b R O LD AR R ONS L O R - FEBR 25 R (269 25 2 e 3R HE R 2 GLP
WS CEM L7, FORESE. AMG0001 |2 L A EMITED Lo T,

8.3.8.1  HEMRERICKRIFIFE [85]

SD SRHEMEZ ~ MT 0.5 X TN5.0 mglkg (F G-k : 2 mL/kg) @ AMGO001 % Hi[H] 5 A PN ¢
B L. Functional Observational Battery (FOB) k% VN TH G512 168 FfH] F T Hfk it &
:)S’a ETERZBEE LTz, ZORE, —BIER, 1TTEI M ORIRICEEZ LTS R0o72, £

. Pz 025 2.5 mg/kg (5 - 1 mL/kg) @ AMGO0001 7 HEJFREE T G H [R5 A N
?Q—@ LTH, [TH~DORBITREO b oT,

8.3.82 IR - BIRBBRICKITTHE [86, 87]

WM =27 A4 P12 0.25 TN 25 mglkg (F¢5-#k i © 1 mL/kg) @ AMGO0001 % fERREE T C
HEFHNAEG L, &5% 24 R £ TR O G% 168 IfficT L A B U — RO/ 2 —i0
FME 2 AV TRER - fEBR SR RICKITT B L BIE L, 2o/, mE, LEEED,
ODERICHEITRD bnoTe, o, M NCEBIRIL pH, CO2/3E, O BEX T
O, FIFNEE | TR I A B L7 o T2,

8.3.9 EHEROFELED

AMGO0001 @ 7~ h HREIfT AN K OFRIRIN £ 512351 2 O EE Eid, W o & G4k
FAZFBW T 10.0 mglkg &2 5 & THh - 7o, AMG0001 O /VHLIRR AN G231 21
I DOBIE T 25 mglkg 8 %2 HETH > 72,

Z v MHAN 1AM 5 B GEERBR L T v MR 14 B BRE G-tk ¢
X, AMGO001 #&5-RED & GIAIIZ BT AMG0001 DRI LN 5 & & 2 b D RIAE

PEZALDSGTRD DAL=, WIS T<BERZMTH D . E-HO0REIEMENFEO il
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ZEmD, BHEFMICERRERIT RV EB O, FOMIZ AMG000L £ 512 B L7-
FACITRRO Lo T, 7 MW 1 H R 4 B G EERER Ik, mEhosie
HGF Hifkffi > EF-A 1.5 mg/kg M O 5.0 mglkg #5855 EI TR Sz, MM,
Z v SRR 16 H R0 4 [E3 G- BR T1E 5.0 mo/kg/H . 1 @RI 5 [E3 5B
TIX 5.0 mglkg/lE, 7 > MERIRI 14 B MBS #5730 TlE 10.0 mg/kg/ B, LA 1
5 A [HI8E 4 [l 52 R B Tl 2.5 mglkg/ H TH > 72,

AMGO0001 DFENAA =2 — a MEHERETT 2720, Mk OEIKIZI17 5 DNA )
HMBEFHBIEICOWTT v " EfiEgR = A > N7 v ZHWOTHHMh L7, ZORER, Wi
DRIz BN TEH AMG0001 (21 % DNA #IWIHREFHBIEMITRO bivienroTz, £,
AMGO0001 DFEBLFEY) T o 5 HGF I TG EER R H 5 Z ERMb TN Z &
Mo BB AT A% W T RGO B R B 2 i L 7=, ZOREE, HR A~ T
A TlX AMGO001 (& X 5 IS5 K OGRS ~ D W2 TGR D bR o 7z,

AMGO0001 BAIDOEERE A (0.17 mg/mL) (2B 2 /T A8, AaiR b 13
[RIFERE &5 2 L7, AMGO001 OFUFMEITE D Hivien- 72 (ASA KT PCA il Ttz fa
PE).

LEARVESKPEER OFEFL) S . AMG000L (2O THIHRMIR A . MR, - fEBSEE R~ B8 T
AR NDRE (% =3V dWy it

8.4 EYEHREHER

8.4.1 AT

A Z > AP ELE] K OV R B, FIRP BRI 5-HF D AMGO001 7341 ekt 2 5
L 72, AMGO0001 J#FEHI7E (213 TagMan®~<— X ® Quantitative polymerase chain reaction % (LA
T. Q-PCR k) %MV 7=, AMGO0001 £ o E & FRRfE (LLOQ) %, ik T 10 == &*—/uL,
JRC 50 =2 ¥'—/uL, #f#% T 50 = £ —/ug DNA T&Hh - 7=, AMG0001 DAL T I Id
FroTmy MEZRHWE,

8.4.2 VKl

8.4.2.1 v MARRNER R SFOMBS A, mMPREHT [88-90]

AMGO0001 % M7 »~ M2 1.5 mglkg D& CHEANHLIRE 5 L72RE, 5% 1 H, 4 H X
V7 B OFEAEFIREE A 79 bp e TN 241 bp Z ¥R S 32 2fH O 74 ~—& v FEZHW
77~ Q-PCRIETHMIE LT, £7-. HEMET v MCAFRNEER G L-F, % 5% 14 H, 28 H,
60 H &% Y90 H D 5-5RALH AMGO00L £ % 2FifHD 7' F A ~—1& v & AW THIE Lz,

AMGO0001 ZHEPES » M2 1.5 mglkg @& CHI W HFEE 5 L 7= KO & 5500 A
AMGO0001 JJE % 79 bp A HihmEaE s & 3 2 Ek THIE Lz, A+ AMGO0001L i FE D 514
14 BLIED typ 1%, 21 B Thotz, £72. 241 bp ZEIIEGE &4 M EETIE, BT
AMGO0001 #REEIE, #&5-1% 60 0 CTE & FIRMEAN & /e >72 (X 14), AMGO0001 % HfEREZ

N2 1.5 mg/kg @ & CHREAIN BRI G U72IF, 79 bp % HEEaEIk & 5~ 2 IEEIC L 0 Mk
AMGO001 JRFEZMIE L7z, 5% 1 B, HECIE+s AMG0001 R X 0 SR 2 8 L7zl
v o MBI, BESERAIARIN, M. FEEEBATAR A, PN, O, PN, B ORIE Ch o
7o METITIMEEH AMGO00L JREEHNE & FRREARNM CT&H D . AMG0001 A3 S 7= figkds -
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FARRIE, B GEAIA, BL GO, B, . FEREGENIAA K ORI T H o T, B H#%
4 H LI Tl G A 2 B < MRk IC B W TR E & TR Ch 7=, —F. 241bp %
gtk & 2 JE L TR G LIS O HK e OV S 8 % 5 04 C DA% T AMGO001 (X
R TIRERE Ch o 7o,

AMGO0001 Z = ~ 12 0.06, 0.3 KTX 1.5 mg/kg O & CTHKRWNEE S U=, 1Lk
T AMGOO001 2P 1L, MetET » - T G5-4% 2.1 Wi, 1.3 R MO8 0.31 BEfE, #E:— » b T
6.5 IFf, 0.44 IR L Y 4.3 FICZ NI K CTh - 7= (¥ 15), HEET v N TO tp I3,
0.06 mg/kg T 4.5 IK§f], 1.5 mg/kg T 4.0 KffH]CTdH ¥, 0.3 mg/kg TIFHHTEZehoTz, MM
Z v FTO typ 1%, 0.3 mg/kg T 0.99 K], 1.5mg/kg T 3.7 KfflTH 0 . 0.06 mg/kg TlLHEH
TE o7, AMG0001 % 1.5 mg/kg O H & TR LRI 5- L 7B AUC bR L7z
BT EOWRINRIL, T >~ FT02%, T Y hTOT% Th-o 7z,

100000000
—/— (79 bp)

—O— (79 bp)
—A— (241 bp)
—o— It (241 bp)

10000000

1000000

100000

10000

1000

B5A S AMG0001 JBE (3 E—/ uyg DNA)

100

- oo

10
0 14 28 42 56 70 84 98

BB %85ME (day)
(n=4 ., FHHE+IEHERFE)
14 WEREZ »~ B2 1.5 mg/kg O & CTHE I EIE 5 L 72 IREO ) Py Fh R EE HERS
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10000000 10000000

i —O— 1.5 mg/kg —O— 1.5 mg/kg
—{3~ 0.3 mg/kg —3- 0.3 mg/kg
3 1000000 ¢ 2-0.06mokg 3 4400000 ——0.06 mg/kg
~ ~
| |
u u
I 100000 I 100000
jitd Jiid
i o
8 10000 S 10000 G}
o o
15) o
= S
< <
g 1000 g 1000
g =l
100 100
10 10
0 24 48 72 96 0 24 48 72 96
B 5 %R (hr) K5 %M (hr)

(n=4 | FHME +EEERZ)
15 MEMEZ >~ 2 0.06, 0.3 K& TN 1.5 mg/kg 0> F £l A PN B [R]85 U 72 B oD I % A 6 S HE /%

8422 Sy FHAREEKRSRU 1 &EARKR2 BRSEROHRARVCNHREEHTRE [90-92]

AMGO0001 # 7 ~ Mz 1.5 mglkg D& THAN 1 » AN 2 [BlEG Uzkg, 2 B H &
H%7H, 14 B, 28 HXUN60 H TORGHENLA A AMGO00L L 2 79 bp K& UF 241 bp %
BRI & 92 2 O 7 7 A ~—% v N &V Q-PCRETIHIE L=, A+ AMG0001
R FE VXA PPN HEL AT e & [RIARICHERS L, $55-1% 14 HLIRED t2 1348 H Th - 7= (X1 16),
e 5.1% 60 H ™ 79 bp J OY 241 bp % HAlEAENK & 95 Q-PCRIETOFAHRIEDLE LV | 7
R AMGO00L 1, Ki/rad e b HGF FEAREZ R 2o WG 2R BRI I 7e o - L B %
LT,
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100000000

—— BE 5 (79 bp)
—A— BEE5 (241 bp)
-O—- 2[E#% 5 (79 bp)
-o— 2[E1% 5 (241 bp)

10000000

1000000

100000

10000

1000

BN AMG0001 iRE (3 E—/ ug DNA)

100

10
0 14 28 42 56 70 84 98

BE5%FR (day)
(n=4., P+ IRHERE)

X 16 #HEMEZ » BT 1.5 mglkg O M & TR ER KL O 1 & A [k 2 B G L7k o
157 PR P R JEE HERS

8423 Sv FEIRNERKRSROBES M. MAREHRE [90, 93-96]

79 bp Z¥HIEEE L T HREEIC LY . F5% 1 B KO 4 B TlE AMGO00L (3R %72 A%k
TR S, #5%7 B CIEs6. M. Ok, B RE. I8, Mg O TRl &
i

241 bp A MR S T D HEE TR, &5% 1 B CMEE, Ol Al AL EE. T,
s, g, RIE R OKRIM TR S, 5% 4 BTk, BEOMIRO TR & i, 40
2 B —/ug DNA 2 r L, #54% 7 0 TIERGE L7 2 T oML CER MREARN CTh - 72,

AMGO001 % =~ ~ M T 1.5 mg/kg O & CHEJRN LRI G- L 72K, g AMGO0001 =
FED L, MEEZRENE G554 155 ~2 W[ T 6.8 /0 (6.2 45, 5% 4 WERILARE T 7.0
R[] R DN 12 IF [ T do o T2 MERE T o~ b O 5-1% A WFH LARE O t1p (ICH B 72220355880 HALTZ3,
fthd PK /3T A —& — %, MEHET ~ b CTiEW T2 < AMG0001 OFRRFRFZEALIZMEZE T /e &35
Z b,

8424 Y HARNEERESHOMFPEEHTE [90,97,98]

AMGO0001 % it A =27 A F I 0.5 KO8 2.5 mglkg O & TN BRI G L 7= R, ik
1 AMGO001 2 % 79 bp % HEiEAEIK & 9% Q-PCR #:THIE L7z, 0.5 KT 2.5 mg/kg T i
2+ AMGO00L JEFE D tmax [T Z3LENE 1% 3.0 RER A OV 0.50 il TH - 7= (X 17), ik
I AMGO0001 JRFE 1L 2 I ED B — 27 2R L, 05 &N 2.5 mglkg $E5-RFD tip 1ZZFE 4 6.2
R K OV 11 R T o 72,
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1000000000 —0— 2.5 mglkg

100000000 —+ 0.5 mg/kg
10000000
1000000 £
100000 £
10000
1000 ¢

100 ¢

&+ AMGO001 iR (2 E—/ pL)

10 ¢

1

0 72 144 216 288
5 &R (hn)

(n=3, FHIfE+IEHERE)

17 HEVES =27 A Y2 0.5 K TOY 2.5 mglkg O CRRAIN ELEI 5. L 72 IRF D
M R EEHERS

8425  RREEFEITIE [99]

1RE4S 3VLDATNR 13 Hiin D 7 v I D RIS A 12 A B R /K X3 AMGO001 % B [E] # Al
WG L, If - lgE~D AMG0001 D454z fiat L7-, AMGO001 ¥ 5-#(% 0.15 mg/kg, 1.5
mg/kg. BHIREIL 0.6 mL/kg & L, FEETH L, 2, 4 BRICIWRELOFEK, T2, -1k
R, OMERE, BT ORPWNESRR) ZEECL 72, AMGO00L 1%V 7 /L& A A PCRIETHIE L7

(E HEFRSME : 50 = ' —/ug DNA, i HBRAUE - 10 = ©°—/ug DNA) .

ZDOFER, 0.15 mg/kg #G-EE TR GHAHAICIBWT, &5 1 Bt RK (140,127~
1,693,900 = £"—/ug DNA) T 4 H# £ TO2H]T AMG0001 23 it 47z (2 H#% : 5,205~
35,004, 4 H :1,250~1523 = t°—/ug DNA) , —J., Mk, HBELOTFETX 4 HEO
2B FIOFE T, FAREOWE - JRIRTIZ 1 BEO 13 FIOHE - JRIRIZI W TE & RS A
THRILENTZOHRTH -7,

1.5 mg/kg $G5-8F  (BRIRHEE FH B0 20 fi5) TIXRGHMHRICIB VT, &5 1 Bk & i
K (251,253~10,479,400 =2 £°—/ug DNA) (Z 4 H % F TOAH]T AMG0001 23k H X7z (2
H# :18,296~45521, 4 H% : 4,651~14,258 = £"—/ug DNA) , % Tl& 1 H& o 1/3 #i|T
355 =1 "—/ug DNA, 2 H1%® 1/3 ] T 89 = £"—/ug DNA ¢ AMGO0001 73Kt & AL 7= LASH
TRTERD DWVITRHBIMERGE CH o7, BEEOTETiE, 1 A% U3 BloaE T
70 = v'—/ug DNA, 1 H# D 1/3 |+ T 124 = ¥—/ug DNA @ AMGO0001 23k Hi &7z
LISMEIT R TERD D WDITRHBRER CH 72, 72, FARKLOWE - BIETIE, 2 A
D 213 IO « fRIIZ I\ TE BRSYERM T =D A Th o172,

PLEDOFEREN S, AMG0001 DL « FERA~OBATIFHGD TO7pn 2 & R S Tz,
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85 {tH

8.5.1 In vitro {31 [100]

—#%Z7"Z A 3 K DNA (%, Covalently Closed Circular & (CCC {4). Open Circular & (OC
&), Linear f& (LN &) Om&kiEEDR: 2D 3SFEOBEOWNT NN THET S (X 18),
#rF D AMG000L (XK 53723 CCC A& LTHFAEL T\ D Z & B ERBR D B R STV
%, AMG0001 # t b} O¥F v MALEF TA > F 22— 3 > L, AMG0001 O RZE(ATH
% CCC A ® in vitro TOMRFHHEE 2 Ll L 7=, AMGO001 (L HILE TR 5 & H<e)r T OC
B, LN RIS S 4L, CCCHRD iy, #EH T 5 &, & MILETIL 37, 7 > Mg Tl% 28
BWTdH o7z, CCC HROMRHHEEICE LT v MIJER TEITRD HiLT, WIThoimig
FIZBWTHIERC IR S L7z,

KAk (CCC 1K) K& (OC &) Y (LN {£)

XOOOOOX

18 AMGO0001 K U2 DR (OC A TN LN 1K) DX

8.5.2 In vivo X5 [88, 89, 93, 94]

AMGO0001 % 7 v MIFHANEL L, o7 ay MECTRE &2 o0 LT, 6 Cix
MR HIZ OC AR KON LN ARA M S iz 23, REIKRTH H CCCIRITRE D baLigmoTz, &
IR b SN TR &5 2 DD A A T A S 72, AMG0001 % §IRiN$ 5- L.
[EkR D 71k TR PR & i L7ofESR, B 5-1% 1~5 43 C CCC iRt s, & L
T OC RSN LN R RIS 4172, & BIZ 55 15 7 Tid OC R L OV LN (R & f i < 4vd7,
SRS AL S NIRRT R & B2 DND A AT ORPBE ST, LLEX Y, AMG0001
I ZAERNIZ T, CCC A D OC K D& LN AA~Z8{b L, e #&B9i21d DNase (2 L 0 iEPE%
Frrc o V0B A ~E R s s L& 2 6T,

8.6  HEM

8.6.1 Z v RN EER S RO FRPHE [93, 94]

AMGO001 % i~ ~ M T 1.5 mg/kg O & CHIRN LRI 5- L 72K, JRH AMGO0001 2 &£
% 79 bp ZBYMEAENL & 45 Q-PCR ETHIE L-kE R, & 514 168 Bt = To &% AMG0001
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BEIIE CER PRI AR CTh - 7=, BIRFFMIL, 501, 0~8, 8~24, 24~48, 48~72,
72~96, 96~120. 120~144 }x (X 144~168 B[ & L7~

9 AMGO0001 EzFAEEBKRMERVEEKRAED
=ik

Z AU E CTEE S vz AMG0001 O [E N/ O KA EIRIE BUEE B xf 5 & U T RRRIEIE M OV
KB O 2 5% 3 1TRT,

# 3 AMG0001 O bR ek B OB

=t [ KT
ABpES (FhE) KHAE SR 2B ) JEIE xE& g S
Vg
- ZetE EORBEIX e n
AMG0001-JN-100 n 2.0 mg x 2[E1(0,28 H %*) o1,
RBRFERIRAT 7 Eig%gf}i e | app | AOMOX2EO0BATE) | - 64 ORI TEBOL
(R#) psoxiitro | * BHIOSHIT-14AE | #sEmD L, 62%0
[59, 60] 1204 g $2 5 HE I C RS O
BENFRD b,
< 12BRZIZBNT
AMG0001-IN-101 441 AMGOOOLEE TH 72
EAIGIES . o BFEOWEN DAL,
(A ) %;Eiméﬂi%ﬁ ;i FH2901 1 40 mg x 2/51(0,28 A ) BELZHEBEETYH
f61] : B A HEEEROL,
154 - 2otk E OB
>77,
AMG0001-JN-102 < 1218 IZEB VT H6
e e SEEOSREL R
TR meeae || | 40mexamo2sn @f{ﬁ"%@ A
(RA) 3 - e =
o +5TAO (561 FICEBMBSTTHE) | | ooug
27,
- TcPO2 TH B 72 M3
ELL:R5Y g Wl
1040 CJEHEY A RIS R
AG-CLI-0202 0.4 mg x 301428 ) HENAD ST,
R HIER Mk % H ZE | SR 78 4'0 mg « ZIEI(O’ZBVEI #) - EFRFRIR T2 S
Okl % ASO I P mgx3|EI(O’1428Elﬁé) B BRI ST,
[63] - ~m - SF36 (KOJiH) T
DRB BT,
< ettt EoREIT e
DoTz,
276 - TRIGIRR . AR |
AG-CLI-0205 MmATENREME (TP,TBI)
SEVIANLEREN HEEMEEZH ZE | FEH214] . CTIZAMGO001#E CTE
4.0 mg x 3[(0,14,28 A # e
CKE) +7%ASO Bt | oy | OMOIOMBEE L e,
[64] 6171 < AN E ORI

D f:o

ASO:FAZEMERIE(LAE, TAO:/N— ¥ —J, TPUZBLIME, TBI 2 B/ ki

SAGA UNIVERSITY HOSPITAL
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9.1 AMGO0001-JN-100 E& (EMRER) [59,60]

MAT PN D23 7 < o D> DBEAEDONBHHINERE D M5 70 PHEEME B REE (LI e OV e = L T
—HBE ARG L LT, MEF FEORKRIIE L L TEMmI Nz, A7 —Y T,
AMGO0001 0.4 mg O T 5-TLEVEIZRIENFERD RN 2 & D3RS S vz % . AMG0001
20 mg % 4 BEMMET 2 BERG LIZBOREEERRFI SNz, ZO®%E A7 — U T,
AMG0001 2.0 mg & 4.0 mg @ 4 EEIRE 2 4% 5 CHESHEDORRT (5 A7 —) »3MTH
i,

ZOFEF, AMG0001 @ 4.0 mg £ CTORBMENHER I NIz, £72.8 A7 —Y TiL2.0mg
L 4.0mg THIMEIZEITE O biLiehroTz,

9.2 AMGO0001-IJN-101 }KE& (EREER) [61]

AT FFEENT O JE T 23 R 8 C 2D BEAF O NFHTRIR 7N 1 2h 72 BE I if i & 9 % PAZEMEE)
ARfE (L iE B3 & %8s, AMGO001 DA A et Lz, EOREE. FRIEIT IV T
AMGO001 #ED 77 B ARFEC KT D BB S RGRES Nz, £/, eS0T, AMG0001
DEEMEIHEITRD b o T,

9.3 AMGO0001-JN-102 }E& (EREER) [62]

AT FEET O R T T 23 R T SEEAF O NEHTE IR N B I iE 5 2 A3 5 © oL B — ik
F a2 RGBT, AMG0001 DOF R & ZettEmat Lz, ZORE, BEOUGEICB W TR
RANEDS R ST-, £ BRVEIZ OV T, AMG0001 O AASMEICRIEIZ A b ho 7=,

9.4 AG-CLI-0202 #B& (4L etER) [63]

(AT PP D R A3 732 B R M i A A3 2 PAZEPE B IREE L E 2 xF 4212, AMGO0001 0.4
mg @ 2 # M 3 [ 5, AMG0001 4.0 mg @ 4 #E M 2 5., AMG0001 4.0 mg o 2 H#EfH
i 3 [ 5. O T v R OREVE R OHIEO R &2 KEIC T T 72,

ZORER, AECONWTUIFHHER OO E > TH D TePO2 DZEAbE: TILARERNICH R
FHUCAHBRETRED bNRD o2y, BEHHTIZ TcPO2 DUGENTED b IV IER] % bk
W2 JERIRNT ClL, 77 BARlEE 40 mgx3 L TREFFIABREDRBO bz, £-. &
BPEIZOVTIE, AMGO0001 4.0 mg @ 2 JEfilE 3 [Elix 5 F TOREVEICIIEIL A B ivie o
77

9.5 AG-CLI-0205 &#B& (iEBsIaiER) [64]

EN D AMGO0001 O ERARFER Tl G- J715 % M M0 & 8 Tz 2s, KIES 11 R C
IR E 4T, BN 4 ST S IR ERIGHEETED TR Y . HARORER LTk E K HE
METp o> T, 22T, RBRIT B ARORER & [AERIC PR OB M 572 HiETE
BE S A7z, AT AR O3 i 723 7 O ELE R 0B A A3 D PP B IR AE AL JE A& xS,
AMGO0001 4.0 mg @ 2 #ff4E 3 [ 5 K O T 7 & R 5 O 24 o O 2hiE O Ft 2 K EIZ
TAT o7, LU BRMEO B M 21 5 50 A 1 0 K 0 2R EAE OSEFI 2 < Bk S,
BNMEDFAM S NS L pr Sz 2 & 0 BEED 48 il L 27 B3 Bk S L7z I A TR
BUE B gz ik L7z,

411796
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10 B FAEEBKMEDEEMNTETH S & HIB
L1-EH

AMGO0001 % f V7= [E NSO BREIRAFZE K ORISR 2> 515 a7z I A5 & . AMG0001
DLEEWT 0 7 7 A N E et LR, AMG0001 [ZHA DR T REFEHLIIRD B
TR,

AMGO0001 (X, MEHAEEHZAT D77 AI R DNA THDHZ Enb, — AR EERD
A7 L LT, BEIMALITHICR T 2 B e & gid, &GEALLAA O REl g (2 31T 5 i
BHVEIE O AERIGOIA, O AMG0001L (%9 % 18 22 6 A DR REMEN & 5,

LL722is b, Akl @ U CHBRE WL TR b A HFFRIL, &5 FHIC B
THHERTHY , FGERAL T O R A% B 7o L T AR TRR D B ie o 7z,

1R RIS~ DRI SN T, BRI VT AMG0001 #% 5 1HE K4 % MLt HGF
BEDO EFEIALNTWRNWT & MEHAEICER T 2 2 & 38 2 HAGEHE R p ke 2
DAEEFZOREITRD HALTVRINT & LW in vitro #ERIZFV T AMG0001 25 & M IfiLiE
FCHSMNMTE SN D Z L AURENTWD Z L5 b | BN LIS O3 Wi o~ 2 %
FIEFTV A7 1HRNEE X D,

7235, AMGO001 & DRRBAIRMDERITITAE S ie o oA EFG & U CEMEEL S 6 4
7R BV, 2 OFG A FEHMICHRE LIRSS, W3 hvd AMG0001 & O BEEME K
W EHIBr LTV S,

Fio, WEISEOGDOFELNR T L 72 0 155 X 9 B RHUROEAITRD Hivd, AMG0001
DNGPE B e A S D AREMEI R W 2 E AR I D,

TAVE T AT & 2 ERIRRBR ORGSR, BRI CUEOR D LAV WBIYERT T, &
FRIEAR M O 2 A9 2 PREEME B IREEALAE S & = V0 — IR B 2 BT D i KA T
LERRNE . TEEIROWENRD LTV 5,

ZHVE TIT N Z 4172 AMGO0001 DIEREIRFRER, ERIRAFIE K ORI RRER D5 5L 2 5 I
WrL. AMGO0001 DEGIRMFIEZ EliiT 5 Z &1L Th 5 LT 5,

11 EfFaRERRMEDOEEE

11.1 ®WZEEK

RIRIEIR DS N B 7 2 PR BN AR P FEAE  (BAZEMEBIAREE(LAE XX B 2 b T —JK) BEICxT 5
AMGO0001 D5 NP5 DA 50t fe V22 BV 2 R RSG5,

11.2 XRES
EBHEEIREAZEE (FRIEMEBINRAR(LAE U E = L 7 — )
11.3 ERFRPEREDFTEINDFIR ETHE

11.3.1 FHEINLFHE

T AVE TITHENE S 2 FRIRDFTE L OWRIRRER 2\ T SRMTRIRIEIINE . AMRHIR IR D
23 IR B2 AR PE B IRPAZEIE (PAZEVEBIRAE(LAE 3L =2 L0 — ) EH DL FHFE R & O
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TEPHEIR O SEHE T 25D 5TV 5D, AMG0001IE, BEFFRIEN R 7 Y5k BB 1o 5
JERZ U ET D 2 LA S NS,

2B, Uil FIRRIERATZEICBINT 5 Z LI K 0 RBRE DSl EoRigEZ T D 2
SN EIIE, F T UEGE s TIREIRIANTIEIC X 0 B U D M EERE I IR IR IR T D
HLOE L, ZIUT L HBRE DEENFLINIFRE &2 20 D 2 L3, Bk, YRR T
TRIREERIRIETEIZ K > T D D IR RSN E D3R4 25200 5 2 L1720,

11.3.2 FEINLSIFHE

WGBS T IRIRERRIF 7RI 1 2R BRIGH X, #iRE OERIC X v | 43k - AW ho
IS HAREE 725, ARt T %A 1L, T OWBIZERMOHEHIZ L0 ZOMOAETE IR X
nbHZElhhd, £o, NMINSLTPRINDIAFFRS] BT HAEFFRNAEL 5 AlRett
D0 ZOGEITIL, WPt AR EIC X DREPMEL R L5508 5, 1. AMG0001
Xt FTTOBHRBRIZS D L ODOBREMEICH Y THHDEERGICLVEENEDL L
0, FEEOAFEME b B RITITHRE TE R,

F72. AFERICB T H5RBREBENER TOAEELNE L BEOMEICE L TIX
[11.22.2 fEREPEOHIEE] IZED D,

11.4 EREAE

1141 #HEREZRRORREE

PBRA BRI UL T OREEDO R TOIHHE 272 L, FIMEEO TR OEA I HI
filt L 72 WA 2 A & D,

11.4.1.1  BIRE#E

(1) AADHBERIZ L5 CERENGONTE,

(2) [FEHUSRE O 23 20 kLA L 85 ik Al D,

(3) #ERZEMOERABRENR, BFEEIIR IR FOBEIARIZ, CTA XL MRA IZ XV ffgsd
S D PAZESUTIRAEERNL N o D

(4) x4 o BlE M o & BRI i O FEEE DS 70 mmHg X ABI A3 0.6 L FOF (72
7L, Ea b H—IRICEL TUXZ DR Y TiXZAuv),

(5) PAZESUIIRAZTANLITIEE N 2 LU T ORSRIER 269 53
- ZZERIEEIE  (Fontaine 430 11 BE)

BIEHIR O VAS 28 20 mm LL E
- &% (Fontaine 437 IV FE)

(6) BeH-RRME O mATHEEN (hENIEEE ETe) O REER 2, XY R I A
AHETILZARWA, Fiick 2V 2703 H 5 LS54,

(7) BETFEONEHTERECALE 23 R BB 2 BRELL Efi S hafT S v, RIERSE. Yizls
FEOMLE & 2 BRILA E (RHEREZRMIE) Mkt L CbH. 5 IREOIERGEIGED Hi
TRNE,
< TEEENERD BV LT A e >
© BRI AT 5
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I'VAS Z2{bi (J8id) 2% 20 mm A )
- WEAEETLHE
Fiﬁﬂﬁﬁ%kﬁéﬁﬁﬁk%é(VE%X@@)@Em%(%¢)%%%$

it |

(8) [RIEHRAG H 2~ HIRHEI 12 1812 £ TR il IC K D8ETTE (22 F—2 %) T

BT Z2AT O Z L ICRE LT,

(9) AP, FhRDBNIZMH A0,

11.4.1.2 BEIREEDHRTIRMN

1)

2

(3.

(6)+

(8)

©)

BER NN ERFZEONRE 2+ i L. BEBERICY & DX ERME~DSMIZ
FETAHZENMNETHDLEEZ, BELT,

RIRIEBOERG 2 ZE L. FIRIZEDNZKHIC B W CIREE 28T 5 72 DI E L,
IR G RO E & 5 8 LR E LT,

4). (5

P& 5- %G DO BRI PAZE LI ARASEAL D352 S 4v, AMGO0001 D REAM A3 7] RE 70 2 IRF
IR BB A AT A2BREE RSB ET D0 E LT,

(7)
NEAGFIBRIGHEAIEIC B4 24681 R0 B= MSRR% ] 18D 8%
W TEREAEAR LT H-ORE L,

AMGO0001 DAEFHRIZKET B LZBVEIL, TN L TV AR TIE N2 L,
HEVERRDT- IR E LT,

PBRE DIRIRBRBE 2 IHREIZIRE T B - OIZERE LT,

11.41.3 [BROVEE

(1)

2
3)

(4)

Q)

(6)

()
(8)

e G-t QI ST IERT GRS L L T 205, I ST E R L T 21854 A
ToHH,

[R L HASAT 90 A LANIZ T /L 31— UARAFIE SUTFERMURATIE & 2 S 7

EMEES OGO, BHEOH 5%, 772 L. S8R L2 K& O SRR 13BN 3 5,
Fio. EITHOWTIEAE RS 10 2L ERTIZSER LIER 2 0GE . £ OO
JEFFHZDWTIE 5 4ELL BRTIZTEE LI WA I8 & 35, 7'r ha—L
THE LD A V== THREZT T L TR TUTR bR,
BEEODRE, BERE, mikEE [ TEELEORIEHOEEE S FIEIC SV T
CEHc44E6 H 29 R) o7 L— R3] 27T 5%, 12120, LEHEMEHERRZT B
whr<,

HIV L« SURD D,

[ USRI 90 H LANIZ #5550 G B ST I Gl o0 A 7 FFR Al . GIlr ity 2 32 10 7= % (7=
72 L. /IMIIBA. Necrotomy, $&JI\72 & O RETALE IXERL ),

(R HUSAT 90 A LA A2 At B Rl ST A& ARt 7 e 7 2 521 T4

PUBE A CHRIGE S R 22 O FRYE (B Rid, Memikk, Vo EXRRE) & f
LTWaBH#H,

44 /96
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(9)  RIGH SUTIEFHRB UM O HEFEPERE PRIFPEREREAE 7 U < 1307 A= i 8 8 o0 ik B 22
PEREZ BT 5,

(10) WEIRPIERRIE S (APLIE /S AG KRR REETE) 247 LTV D,

(11) [FIEBUEAT 30 H ANICOIERRICSIN L TV - B3 (JRBREE, RIS MR S
Bino T GE % kR< ),

(12) WERICEETIRREZT-H (2721, AMG0001 D #5552 1) 1=F 13k < ),

(13) 4w, A OLlE, IR LTV D AREMED & 5 ZebE . SUTRGRIFZE R IR & Ay

2 Y 7 i
(14) ZOfth, EEREBFFEH Y ERR 2N Y 5kl fn - IR PRI R T IE DO x5 & L CRmE Y & Hr L
7=,

1.4.1.4 BRONEEOFRTERRL
1). (10
AMGO0001 |2 & B AZMED IR LIS W DITEE LT,
(2) Yz TIREEIRMFE ORHMIC B A KT RN & D 72 OIZERE LT,
(3). 4. (5). (11). (12). (13)
PR DR RVEMER DT DICERE LT,
©6). (1)
YR T IR G R8O FEAN I B % JE T W REMEN & 5 7= IR E LT,
(8) AMGO001 (Z LB HMENHIFF LIc< W2 &, £72, At ES 2 RN H 5 2 &
MBRE LTz,
(9) AMGO0001 OF 5z L VIR AL T 5 AlREME DS B D T2 DR E LT,
AMGO0001 |2 X 28 ERN I LIc < WZ & BBRE O LZ2VEMR O T DR E Lz,
(14) AL L THRETRETIFI RN E X VRELT,

L

11.5 RERSF

11.5.1 RERBAXERVEREEDER

S ST T T OWRE K OB OFRR ERFRTE 5 X 5, AIREZR IR Y B
2R FEE AR . SES A FHLAE O CERT 5,

7, AEZROFEREEOREALIER I TWE, (REE) FAEREE 3R)

11.5.2 ERERAXZERVREZEDHE

[ SCE K ONAE BN E S mA L, BEICERRIFZEIC SN L C WA HERE 12 B0
THWESNZRAERHCEIC LY HFUOHHEZITV., HREZ CEICLVEET S, 2B,
BEICAFE & T L T DR I2IXZE DR Y Tlid7ewy,
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11.5.3

RIEHARUVRERGORYHDTE

WHEEALA I IED AT, YR R IR RERIRIETE~ D 2Nt & 72 5 A AR NI
LT, MEBRASCEZRIE L, T0Rdil 21T o 7otk GBI FRRIBRIFTE~DZ IO
[ 2 SCE TS T 2, (Y% InFIRRIRIRMTEIC BT D A7 —L R -3t b
(ZBT D FIHE ) 220

B MR IRRIERIIZEIC IV TE, B TRIEZ G TE 20 E3ERE & L

VY,

11.6 &£k

LLF OFNEIZGE SR E 2 88k T 5, RE OBERICHOW TR, Yikals T IR RIS
BT D THERE OB T 5 FIEE] IZED D,

(1)

2

3)

(4)

©)

(6)

()

[ 7 D i

FEhE % DU FEEATH AT FE o HF L, Skl s IR ER R TE~ D S
AR D IBEARNITH LT, FEMISCEA R L0723l 21T o 7212, YikiEis
TIRIRBGRMF I~ DB O FE % SCE TS 5,

(MN15 FERSE] 2Z2H)

PRIRF 44 8 DAERK

FhE s O FCEATAT, WFFRoLH AT 13 1%, ARSI S CE ClRlE %
PRI BRIk LT, Rk 2 — R &G L, T9ERs 40 ) (CRedl4 5, WFoe
BALH IR A A2 e 3 2,

PR TR 2 — NI, KBCRFEFEMERLC BT 27 n Y =7 MGEE T &
FEET D6MT DI, Mgk & 5 e 9 5 2HT DR, WRE 2 e 2 3T DTN 6
W S5, %E OMILEE &2 BT LB (2001& 0 HIEICE S 2 595,
AL ) f A5 D T it

FEhtE % DA FEEATH AT GE 1L, ARSI SCE CRIE 2 5 72 4R
LT, M11.10 @5 - RERA P a—) [T TAY V—=u T 5 FEfiT 5,
SiE BB R EE D AR

Feht % O FEEATE TR HE L, BEERROR TV —= 0 FRERICE
SWT, T11.4 EFEHENE | CTHRIET 2 BERFORPILEDO T X CTOHA 27 L, &
NFEEONWTHOHEBIZHEZY LN 2R L. BUEFPSGEE | (Z LB RIHA
FTRCRfli 7 5,

ABUIE B B B 22 DK A

FEhtE it OWFTEEATA . BRI AT 8 1x, TIOEFI BRG] OJFAR %
TIFRGRE & BICRE L, SRR RIERI AR B RICZ DT L ZFAXT 5,

R D] E

%tk L RIEERAFIE B RIE. FAXCRZE L7z MUERIESHE (5) ] ORHENE
(ZHEEDW TS ME 2 R T 5, Sk LFRERRF R FE /I, ZORAFAD K
FEFI SR (B) | 2ET 5,

B Sk

Z ek LRI s . s &OHE L7 B, ks &OpIE S Lo iR

B MRBEFES) 25 L, BRESLTE L7 [EFISGRMERE] %, K
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iE (9 B Gk B A 25 U 7 fiti ik DA FE AT M PR FE BB ICFAX T 5, 20 T
JiE B BRAEREEE | A5 L 7o e T g &HIE L 7o B A i & LT ROk
L7zt D E 45, Rfg s HE LEEEIE, ORI 2 Al ig | 224
LA TR BT S OWFER G BT ICFAX T 5,
(8) Rtk DIRAY - BIE2DOBALE
FEhte a5 DM FEEATH AT IE 3 HE 1T, ZE LT ORGP SRR ZE ) 1 TRs
FOETOENTHINTND Z & 2R LT, OB OVER R - B 200
T2,
FEMiftix OWFFEE T W HE LI D%, [EBI R SRR | X
MREERIZ IS T D REAERE ) 28 U, TUEGPRERMERZE ) IZR0H S 7RO
A A R E A IR D,
() A%k
et fita 5% DM IE AT AT IE 3 HE 1, AiBE MM E a3 N S - B8N
TRTET L, BTOT—ZPHi> 2R T, 2 TOMKEELZ RO E, TAEH]
BRI | % Sk AL FIRRAFE B RIS FAX $ 5, Sl s el R SE S 15 SR .
ASE G EREL DN D D BERO A 2 L, [BRAE R OB O 2 Bt E
B8 KO TR FE B LI FAX 775,
O TBEFEROBI S| A LR T, kg COHE L RE AR
LT IREER) Li-bDET 5,
(10) AREERtE ORBRIBIE O BHA
Fehta i g DRI EATHE XATIE B 1L, ZE L DBRESEROBM O] 1TK
BEGET DENFT SN TND Z L 2R L T, ABEE OME A - BEK O
ARIBIE A B AGT 5,
FEMiftix OWFFEETH . W HE UMW D3 1E, B RoBmbE) %
TR L, DSRS0 D) ICFEH SN AR 5 & 95 A 4 81 5ol 7 5.

(&H)
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11.7 AMGO0001

11.7.1 AMGO0001 (E#)

(1) AMGO00014x (i) :  AMG0001

(2) —A: R )P ST TAIR
(INN : beperminogene perplasmid)
(3) fbF4: bt NIRRT %2 = — 9% cDNA ZHEZMa TR ¥ 2

R B HNL 2 & T 7 A X K DNA, KGE DH5a % W Tl & d,
5,181 ¥ %t (Cro1083H126988N38804062172P10362; 70 &: 3,201,254.7) /)
5725,

@) 77T & CioiossH126088N38804062172P10362

(5) i

AMG0001
(5,181 bp)

human HGF cDNA

‘\BG‘H poly(A)

11.7.2 AMGO0001 (&%)

11721 EBERUHIE

AMGO0001 % A FR A IRMRE L 7= FEHAFITH Y . 131 7Lz 25 mgimlL % 2.1 mL &
ﬁ‘a—éo

11.7.2.2 AMGO0001 DaXEMERUVERT

(1) %A= 13mm/3.0mL Type | RV A BT AL T v

(2) AMGO0001 (HAI) DT ~ILFR K VIR RES:
AMGO0001 (B DT ~L, aHEBRESICHOWTIL, Yikals IR R ZE D
TAMG0001 (f4A)) OFHFNEE) 25Dz &,

11.7.2.3 AMGO0001 (E¥%|) OFERLAREVREEHE

AMGO0001 (HU%)) 1%, —20 COMRIFSRMETHERMZETH Y . =R (25 °C, #r) 748
22 CTH 5,
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AMGO0001 (BLAI) 1L, fifE FTREZR 7 U —F— 2B\ T —20 C FFrE#P : —50°C~—157C)
TIRET 5, YiZBIE TIRRERIFZE D TAMG0001 (HU5]) OB HFIEE ) 12HEV, KA -
B RFIRE 208 U, 2 OfEH % Fi % DAMG0001 (FUA]) DEHH Y F NGk 5,
TRAFSRMEDSRERFASN TH D 2 L AVHIH U723 603, Ehahak o & B 2 38 1L, Yikiiax o
WRFEEATH K O PR E B LA IS E B ICEE T 5,

FERAWIRRIL, Ml s I EEREMZED TAMG0001 (BUA]) OEELTIEE] I2ED 5,

11.7.24 AMGO0001 (HF|) DEE

AMGO0001 (BUKI) - EIX, YiZdin - 1aREEMZED TAMG0001 (i) 4% Ff
FNEE] IZ/ED,

11.7.2.5 AMGO0001 (Bi%|) DB

AMGO0001 (BHI) DFEANL. 7 V=2 XU FWNTEENIIT 9, Y%Al FIEOZEMIT,
Wik s TIRIEIERMFZED TAMG0001 (Rifl) OFEHFIEE ] 2o b,

7RH. A U7 (A 13, TEAEHESCMICHERT S Z N E L, A,
T LAWEAIZiE, AERD S U o 21E, HHS 5 £ Tk 2T CTARE (2
~8 C) IZRE L., T2BFMLINIZER T2 Z &,

11.8 ERERAZREMETE

1181 THAUDOE
(1) Hfiax - Zhiex: Sl

(2) RBROH: — WA SR

Q) THA o ZlaRdkRA—T T LB
(4) xIPR: pil3

(6) T H ik pil3

(6) ek (ER) (b %E

11.8.2 THA UOERTIEM

LR IRIRER R FE O X R T & 2 1R MEBIIRPAZEIE (PAZEMEBIIREE(LIE ST B = L T —
i) D95, Fontaine I (ZEHREIR) UIIVE (R 2 23 28t . 4
FHOTBIR O AR N2 B2 L, IRENTWD, L7ehi»> T, Hikis AR e o B
L LTS R B8R TH 2 LFEHFIC, BEEERIERIE T H 5661 2R 5720121
B el C OIEBIELFRE O FAT A REMEDMB O TR Z &b Zlis L FIBRIRBIZE & L7z,

F7o, YKB R FIRIREERNIIE O TR B X, PREZRAEDEHECH D, Lizhio
T, Zv e, it (BRfb) | iR Ei3ATo 20,

11.8.3 BEZHEBREY - HHREZHRUME - HREkIRHE

(1) BEERgERES 6fl
(2) PBRFEREINE: 1
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WYL AS TR IR S R 28 32 it 5 1 23 5 1 IR R G R A JE 5 4
FRDNKR I, BEFEREOFEMED TRZHS-1%, Wbt
BOFERMFFAINEMIND, TO%, SlEEERBHRGE 21T,
WEHEENKR I N HZM2ERIG H & L, v b R,
PRE A BT 5,

(3) WFFE S Nt 1$

% s TR I R AT FE FEHi 5 1 73 S8R - VR R il R AJF 78 58 A
FRRTEREN, BEFEKREOIEED TR ZH-1%. Wbt
FEOFEMHFAINEMEIND, D%k, FTEERBHEEZITV.,
WEHFENKR SN H 2R E L, 2 b ELINIZ
AR OIS ERE T 5,

11.8.4 BHEEHZEREHROEFEOUEEM

T Y = AR, ENTHENME L 7-AMG0001-IN-101748 (if42: ASO) K *MAMG0001-JN-102
a%(ﬁ%"mo)@rmﬁﬁﬁf%ﬂﬁbko%@#% YELEAR T TR R FE~ D1l
FEREHER 7= U, [MIEBUS S ATRe e 2 e L2 & 2 A, VEMICeB 2 E/T 57012
W7 R KK A B iR k%mhto

L7203 o T, Uikl n HIRIRIRIARFTE Cld, B RS erpibra6f 2 g g e cd 51
FERNCIERE T A 8litiix TO MR ILREERMICZ R E L TWAHZ &, B EREREEK
OERBIIRELE 2 5,

ﬂllli

11.8.5 ZO o LBEEE

11.85.1 O FILEBEBEDER

M E T IRIER RSB I A7 1 s a/LiaiE L 1L, AMGO00LDOH 5-FRtE 5 . ik
W E o1 B $eG-BAG1208 % £ T T 5,

11.85.2 Ak

(1) BEX
ABE SISO NTR B AT E 5,

(2) AMG0001 DFRAl
AMGO0001 DOFHAFNL, 7V —> X FWNTEENIZIT O, MR L7- AMG0001 I,
6 REFILAPICHE A L, LAl 2 L i & LCfEnbl 5, E7-, #841 L 7= AMG0001
X TEDRY BT HZENLEE LY, TITHEALARWESIE, AT
% E THAEZ BT CEDE T C, MBI TR L, 72 RFFLINICER T 5, Al
R & 57 AMG0001 Z i L7 2 & (27 o 7355018 BEN O YL ME R 77 F BEEY)
(BT B HL D PRt > THERET 5,

() #&HFHik
AMGO0001 % A J AR E iR CAr IR U RS O 1 ML A7 1S kF L C 1 & 72 v 0.5
nmfos%ﬁ(A%4m)’%WW&5¢5 B 503 4 M ORMEE &1 T 2 BT

o TR 8 WL I BV CTUFMEM 23FRD IR WIGEIZIX, i 3 B O %

%M?éo
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%D AMG0001 D 1 i dn7c v O GHREIZ 3 mL & L, HER]GHA/ NI
I 2mL F TR C TR, HESHBALITE Mo RIEIZ L 0 s = L ICikET 5,
BBISWIME T2, WIEEeE 6 (A % L O 12 6 H % ICEMEA OkBL) 2170,
WIE 5 24 5 H 1210 KBe % 3655 & LWL EMEOT- D OB E B & %175,
IR O 2 LU IR (X19),

=

Kifl

AN
=

5

FIE 1[E1H 2EH 3[EH A&

T8 w5 w5 s ey
O—&—@&—@ | T
2 4 4 4 6. 12 6 H % 24 5 %

=P i NIAYY
s || ATE e T

1) 3RIB#EEIX, 2 [AE&EEZOFEMERIC L FEHO A &2 HET 5,
2) 3EFEDEAEIL. RBRIGEYRIZ 8 AME 2y HEEMEIX 4B LD,

19 B OIS

11.8.5.3 BtRHAHE
YiLE s IR RRIR A ZE O 5t G DIRFREIZAR D OF AL 1L K OV ATRE 7216 E & DL R IR
T 7ok, AiBLEIMBRAATT £ CICAMERRE N TOIL TV D Z &, A2 & 1R B2
R T £ T, R IR I A B2 T 5,
(1) EYEEIRPAZERE (PAZEMEENIRAE(CIE K OV 2 0 7 —9) (253 D IR
1) ORI
- PR T a s

2) {FHIRE
- REBICKIT 5T R TOIRFRIEK
AL MR AR ) O R B WIIA T £ ¢, EAOL T RO E (1 B P4
B L5 E B2 A 13Th7n,
TR EEIARPAZENE (PAZEMEBIAREE(LIE M OV = VA —399) (2 fE D T X 2 169
1) PFMZELL
c T4 TTAN
2) PFHATEE
- PIIFIERCRE, FHRRETE ., MRS R O & 2 S8
- BB O8RE A B & L= A
AL BR LA 2 O B T £ C, EHAOL T RO E (1 B FEEH
B L5 5% Z 2 A 13 T2,
3) iR L
« EREQLS OG22 HA, WER, Vi CEO RPTILE
 ABIEERAL O G K ONERYL T 15 D 7= & O HLE A
< BB TR ST W DA OB - LRINT 7 R~ v

)
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(3) EMEENIREAZESE (FHZEVEBNIREE(LIE K O = b 0 —I5) 1Tk O ZEFRFEREIS S 5
159
1) fFB%ELE

- TSN R
2) OffwTEE
- RToOHE/M (EHEET)
ATBLEEIIRIBR AR D 12 B WIRIE T % ©. 3RO L K OB R X, 1635 Lo
FMEZTRD IR WVER Y ITH7R0,

(4) AIEHIRIERS

1) fFB%ELE
© PGB U I SR o AT FR A (A NIRRE b & Te)
- YW 7o 1A AR AR BT

(5) ZDfhDIEE

1) PFHZEIE
- L OIREREE & OB DI B e ARRGRIA R (T %)

[Of IR DB E L]

(1) BEFEOWEHIER A X 2 HELLE (R8BI 175> THUEENRD bW E
FHEMBLELTHVDZ D, BRIV TRIBLEM D Dkt L CHRRNIIIER %2
OHHT A Lidn e Lz, 2L, R T 7 v 7 I3 OFM A A A 6E & 7o
DO IE LT,

) 7477 AMIMEHENTORATHY, AMG0001 & DHAIEANFHATH H7-
DERIEE Lo, OB A A9 D FEHI O R0 o A9 B DR 1,
BIE FEMZ R E LTSI Enh, fHHETE Lz,

() B A O HIT F NI H Cd 5 L RRIR ORI ~EHEE T 2 b 00, THEA
DER RO EE L] &0 ) BTk i B2, HEZE L, 272
U, MRS R RREM I A AR ATRE & 72 D 7= BRI & LT,

(4)  MATEFREEINT. BT SO A IERARRR BIBRTR 73 B -k Gt o i AT B HE o ONE AR TR Bl
B2 DRI -0, kL Lz,

(5) HNEK LSOOG Z KT T AREMEN H D | HBRE O L MM L E 2
E LT,

11.8.54 X¥FAEE

(1) B5RitkOEExHR
VBTG U T, WERNZHERTERNLICF v a b A B Y —7p ECREME AT
Do TESTRFOEIR ORI KV RANEIE T 5 &l L2581, #URAl (R
ZLrend Y =7 PO NSAIDs) L3k, MBS U CEEE A H TS (S
AL O RFTROG BT D351, AEFLLE LTlET5),
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11.85.5 ®AE

Fu b WA TR T T 0 kU RS OIRFRIC W TCIE, [11.8.5.3 HFATEHE)
KO 111.85.4 SCRPFRIE] & RERICHEDI 2GR 21T 9,

11.8.56 70O O JLABETEDOHRTIREN

MBI G FIRERIRIZEO YL - B, 7o Y= Ao EfE L= TAMG0001 & BHZEME:
FhREE(LIE 2 )R & L7z —H B MG (AMG0001-IN-101 56%) | K& O TAMG0001 O &
2V IR L U kiR B (AMGO0001-IN-102 #%%) | Of&ELFE—TH Y, A
%1% AMGO0001-IN-102 55RO 2 [F] H % 5- TR D2 W GE X 3 B G- 2 vRE L
% AMG0001-IN-102 5k & Rl —TH 5,

L7eho T, BEICE b CORKRBRICIE W T, AN TR S, Zeti R I
E-HEEZREHAL TS Z 0D, UBE FIREERRIIZEO 7' 1 N ) WiEHGHIIE2Y ©
bDH LB XD, YL FIREEARMZE TIiX, AMGO0001-IN-102 5T 3 [FIF 54125 10
Bl 2l & D7 o Tl Z DD HIRERIZEM L, RIS HDERTT 21T 9,

11.8.6 EEREEREOWHES AR

BEBRE OMFFESINWIIE, (OB H D THRMEE LT 5,
(1) ATEIZEMIE (B 5BLGET) @ 20H DN
(2) HABIBESM (E5HE) - 4 ~8PH ]

(3) ®BIEWIH (kG4 TH%R) 0 - ABIGERIHSAEK OGE, sl 2RIERS)
- ARBRIGRGIE 28I O5A 1T, 4l QGERE)

(4) BB -+ AMGO001 #IlEl#5 57> 5 6fi H 1%
+ AMGO001 #lal#5 57> 5 1214 H 1
(6) TRWMA: + AMGO001 #IlEl#5 5-7> 5 24145 H 14

11.9 EZE&HlIEE R UEIRIEHER B

11.9.1 EEFMIEH

[T BlE0I 12 Wie CUTH IR OZFRZJR VAS (visual analog scale) iR D
RES]AZHOWT, UTOUEREZIED, TOUERZRDD,
(1) Fontaine 4348 N1 £ D B3 O FLYE:
LERREER (VAS) 23, GR1E2D 20 mm UL BRI L2856 % ek L E#R
T2, 72720, UToHEE, Tl &3 2,
BhATE iR L, SEREAIOMEHEN L3 42 B2 254
(2) Fontaine 738 IV £ ((83) OEHE QLB
TRl S & LB ORE S (ERXFER ) 2, BSRMEND 75 %L FiC
MLt [M#) EEHRT D, 2L, UTORAIE, THEk#E] L9 5,
RIBTREEI IR BLE R . B GRS 7= 22 i MBS 23 U=
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11.9.1.1 T EFHEEB Ol /5%

(1) RFERIRFETE O FHm

ZEHRIRFETR ORI 1X VAS % Vv 5,

PAE (BRI (OofH) B SUIMHER 137) 13, BLED 100 mm @ VAS ik
WA BRE IC TR L, BT 2 AT 2 ZERER ORIEEZ LI FTORFIO X 912
MCERAIED (HIEOT — X IIHEREICER Le),

FHNE (WFREME () FXIEHIE) A T7— L ERWT TE-o72<JE
FREAN ] IS OREEE GEA: mm) Z RIS 5, MU TRA LIZEEIE, £ OF]
DL E VAS A0 5850 £ COMEREAZ FHIT 5, VAS stk AKX I M sk CRE
T 5, AHIE SRR BRI AW L ClR— & & 35,

-

| / |

| /’ |

F ol AL N NP EDORAITEZ S
VRN T FERE ETR L

VAS#ZM T 2 micfa Tl Zawn,  fl

(2) BB

IEOEREEREFNNT 2 Gl ERXER TEET D),

TBIEERAL & _ERAL L 7= 5L & PR I RO 7= 1%, RIS DR L. BT
HEAOENME (R mm) AT 2, KRR ISEOIR A2 LT
b, ABIZEIBAAARFICHIE L7 B L RIS T 2 AT 2 ET 5, MERSHIE
REEDOHAICIE, BEOKMAETHZ ETh,

BN ZRIEDLE | B COWRBGE T 2, #5555 D15 O A4 7idk L.
WLEST HEE No) 2ME&T 5, 7277 L, FEMc g3 8lE 2 8% Ic BT
FH AT RE 7R B IR & T D,

TS, AT IIBH AR, AL 2 ML, 1 RIS 8 AL, KOV1[EIH S 12
W% CUIH IR ICFERET D, TEEEORIL. 27— Va2, #IZH—
Hi, F—AENSRET D, R¥ LEEEIL, EBREHSRN o — R R R 250
L., FEliisk CTHRE T 5, TOM, BILZRICBWTH, ATHERIR Y BEE i 2 i
T2,

T OFHI & VG By OFEIEL a0 L NG ERE O FIRE] 12D,

11.9.2 FEFHEEHEDEERN
(1) FontaineZ FA I 0 B D UE SR ELUE O R AR YL
YIS TR R ERIR IR O X5 T o DB MEBIRPAZEE (PAZEMEEREE(LIE R OV

=)V H—¥) @ Fontaine 4358 1 FE T22EIE ) 13, RIFTAZ2EIMIC L v 5l &2
SINDHEETH D,
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JRFTOAGHED X, MG ER THIVLEMEICIY 2 Fi, TAHALNTERS
HINDN, RPTNCEMSTMEREENAE T 5 & Z O ED M L,
INHDO—EMRBWME L L UREZReZ2E S EREE Lo SR 27T, M
IR AMEMEAL L T2 9RRE S, 1BMEENRPAZEED TZFRER] Th o, [HERER
PRERTERRE: 2P (A ARG A&, 2010 /£ 7 H)  (LUF. EMEEmRIAH
fagh) 1 IR BRI, 6 DL B S IEDAMEDIER & S, SRR ITRE
ZARRIETE ., AR AR K OVLIRIMEES R O 3 BRI S D,

L7223 T, YRLBAS TIEHEE R FE 0 b 2 o 18 M Eh AR PAZESE O Z R R © 12
PRIETRD— 2T D EBZ HiLD, 1BMEEEDOEIFMEIL, —XAYIZ visual analogue
scale (VAS) . numeral rating scale (NRS) . face scale 72 & DFEAT A 77—/ &2 H 5
Z e MEMERIREREHC R S LTV D,

2D XD L YRR FIREERIFFE T, %m oR B O R4l © —AxHII i
WHILTWD VAS T 5,

F7o, R EERNS D EB 25D VAS O/ NE(LEOHEIX, ATFTOLEY
WL ODFET D,

1) 13mm (95 %fE4HXH 10~17 mm) [1]

2) 18 mm (95 %(EHIXTH 16~20 mm) [2]

3) 12mm (95 %fEHX[H 9~15 mm) [3]

1 Todd KH, Funk KG, Funk JP, et al. Clinical significance of reported changes in pain severity. Ann
Emerg Med. 1996;27:485-9

2 Todd KH, Funk JP. The minimum clinically important difference in physician-assigned visual analog
pain scores. Acard Emerg Med. 1996;3:142-6

3 Kelly AM. The minimum clinically significant difference in visual analogue scale pain score does not
differ with severity of pain. Emarg Med J. 2001;18-205-7.

ZO XD WEESEBI, YiLBs IRREERIRNIYE Tl AMG0001-IN-101 7R &
AR, BERME2 D 20 mm DL LoDV %Z Ttk EERTHZEE L,
AMGO0001-JN-101 &R Tix, HEFOEFRFME L ik L7ors R, SEEA o6 &2
BHRIND L3 FEB =801, VAS Bl 2% 5. 2 5 REMEDR S E TE 20
ZEnD, EdE) E LTS Z L L LT, YU n TIRRIERITZE T
YR A OW IR R RAT 2 L 25,

(2) Fontaines3XAIVE D B DLk R I HED 32 E R AL

YELER IR R A SE O X R Cdh D 1B MBRPAZEE (PAZEMEEIAREE(LIE K O\ e
/L —9) @ Fontaine 5373E IV EECiX, NEE OAZz(RET L, 2L, &5
XFGE T IER BT, B L LTV 218, U ESEH L W AIEEE AT
5 BE X, AMG0001 D H%h %7 WifF CX 2 ATREMENMENZ E bRt & L,

YRS FIRIRERIRITZE Tk, NEE) OUEERIE & LT, AMG0001-IN-101, 102
kB & RIS OM R AT 5 2 & & L7z B0 K E &1 AMG0001-IN-101,
102 3B & FERIC, BEAROERMEBIIRFSEIEERED T o AL 75 Vv BT )V
H A THWE TRESEROMFEEY (|EEmmxEEmm ) | Huv, #5
AN S 75 BLL F~Dffi/h e [e#) EERT DL Lz, 2L, lBRIAHY

55/96
SAGA UNIVERSITY HOSPITAL %23 20154-1 H 14 A

237



MBI I, BG FURIBICH 7= e i B AN E Ui e, TRk

ELTHIO,

AW%%HNNllMﬁ%@%F@%¢W:OwTi YD EFHE & ik
U723, 75 %LL T O/ NS5l S AVTHIERR 2% PEBR L2 FR EEFR DO & 5 i
m@&%M%kﬂm#é_kk@otom%ﬁ%ﬁ@&%h% X, —RIC50 %
INEFEREIC LTS K 9 Th DA, AMGO00LDHA . AEHOTAR S INEE T, BEAFSK
WZHBE (T Ay b AT 4 - =—X) OWHRETHH Z EnD, YiklEF
HEFAZE1375 %/ & O PR A IR L 7=,

11.93 BIRpIHEEE

(1) AEE

1)  ZHERHEW
B G-PMGRTOVASIE & 2RI A & 5-418% (LI IER) OVASIED &L 45T
g%, sEAhTVEIE. 111.9.1.1 FEFHME B OFHi 7 iE) 2302 &,

2) B
BGBRBATOIRGORE I 6, 2E HiG4%E CUITIER) OEFEOKRKE S
ORE/INRZ M9 5, FEMF . 111.9.1.1 EEFHEE A ORI 5] 25 Bo
Z&,

3)  ABI (ankle-brachial systolic pressure index: & BE&i/ b faiifn & Lt)

B 5-BRERRTOABIORIEM > &, 1B H & 5-1208% CUIH IER) ORIEMOZA L
Z a5,

a) aEfiTE
ABI (% 10 73 I LA B2 AR D#2 (2. AMEAML T 1 [HIE S 2,
ABl (X Ry 7T —IfifiatZ vy, G o B AIE IR 13102 I8 5 Bk o U 5
MED @G Z 5l & U, [RERD 571 CRIE L7z EREROGHE S fE (4
FOHHEWHEERMA) IZxT 506k 5,
MEARTERRWIEAIZIZ, 0 mm Hg Eftdi L. F72. MERRERGAICT
P ARl 5,

4)  Fontaine/)%H
BeG-BtARTOFontaine 3 B O . eI B & G-121 % CUIFIERE) OO
ZAb A il 5,

a) aHfiTiE
PR ORER DG | Fontaine /3 FEIZ AR Y 3 29 2 5Eli 9~ 5,

56 /96
SAGA UNIVERSITY HOSPITAL % 2.3/ 20154F 1 A 14 H

238



Fontaines3 %8

Jri i [NZRTERIN

I HESE AR

la RIEREBE T (BBRET)

Ib BRI AT (2 B~ 5 )
1 LRI

\Y; 1005, HUH

5)  SUmAINEEE ORI
P 5-BR RNy o SR AL B 23, eI B R 5-1200%  CUTH LR (2 88 A 23 R 22

(< 75 WA AT
a) AFili
BGOSR DAL | TR, 1H (B R, LEM b7 Y ol
PR 2 R 5,
(@ et

NAZNAA v BEFRAE, REERRE, RRE, DEMBRER LSS, A
HFER, BIEH, BER2AFEFREZHNT D,

11.9.4  EIXRMIEFEIE B D ERN
(1) ARE
1)  ZEERHETR
AMGO00I A IMEFAEER 2325 Z Linh, miiAck#Ed 5 Z & 12 X V| Fontaine
HIEE B DL 2 5T 5 Z E NI SN A -0 E LT,
2) E
AMGO001I M B EMER 2 A3 5 Z L b | Mk &9 5 = L2 X Y | Fontaine
IVEE B OB OGN RS SN AT 0 E LT,
3)  ABI (ankle-brachial systolic pressure index: & B/ = Lt)
AMGO00I N IME B AEMER 2 A3 5 Z &b, MEAdET D Z &2k v, miTHh
MEZUET D2 ENHIF SN DT ORE LT,
4)  Fontaine7) %A
AMGO00I M E B EMER A2 A 35 Z Lnh, MKALET D Z LIcL Y, ZHlE
VR SUTTEIB OISR 23 L, Fontaine /3 SO 7' L — R 3ET 5 2 & A HIFE
SNDTORKIE LT,
5)  SEYEAIRE A OBEE
AMGO00LI MBI AEMEHZH T 5 Z L b, MKALHET 52 L2k, ik
PRI USRI OSER S SGE U, 80 Al O F &0 R MR T 972 2 & SIS
SNDT=ORKIE LT,
2 ok
AMGO0001 1T, [EWNATHRAGETHD Z LD, REMEFEENBIRENTH D Z & 2k
E L7,

57196
SAGA UNIVERSITY HOSPITAL %23 20154-1 H 14 A

239



07¢

H¥PL HTdy9103 ¥4 €3 % "TVLIASOH ALISHHAINA VOVS
96/ 8S

‘G R O S N R Y RN EEYNT TS Y (U OHE Y CQOEE 0 T HE
I IAEEIE L °C LIIE2 QB OF Al Bl dURIN0d 9% °C LTIED BF OF AlSURNOY (0 Y WW 0T s H) SYA &0 3 [ HE UeNod ¢ ¢ °¢ (2 [0 G W (VSA) FHREW “NH R NHHZ 4 —
LOY “BHORY 5 —LOMARE ¥ SR ¥ “C CTENEEZE 1000DAY “HEHOER) ‘v T HME € S LWEREHOEE € NE RS HATD @R EERRN Y SR E 8BSl BB T |
< © > __ BHHEEY
© HGLE
[ F M AOH £
B
B BRI Al
B¥pl Y 4 < Rl
A2A 04 ~hi)
B — oL — B
B¥RY
g
o LR
¢ 20t SVA
W\%/hw uiejuoq
[ 19V
» §¥ VIN/VLD
¢ BHOHETE
¢ NG e
£ 1000ONV
10 B fig) Tk
5.0 © HE B
© BB [E 2
95L~00L | 8L€~0S€ | 961~891 16~LL €9~6¥ Se~1¢ 0 I-~%1- | SI-~1¢ feQq
HE v HE Tl HE9 £1 T ch BTl ] By Bl -t BT El YIUOIA / JOIM
== %7 [ f 2 Gy
MM B _ H35E € 10009V _ _
7 G _ [l it 2 G e
H3E T 10009V

A
v

0o
©|©

©|©
©|©

©|0|0|0|0|0|0|0|C|©|O
©|0|0|0|0|0|0|0|0|©|O
©|0|0|0|0|C|0|0|0|©|0|O|0|0|0|O

©|0| |6 |©|o
©|0| |6 |©|o

©)

e Als DBy B (e g = pep

N—TLLYEE - EH LO0L'LL
N—TLLYEE - 524 0L'LL



11.10.2 #= - KR&IEH

(1) teBREE =
1) #BxEmEA
a) PERE Y

b) MU

c) BEAEIEE:

d) &fHiE:
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#% 5 AMGO0001-JN-100

AERICB T HREIEH G4 22 ) (Rllalfe G-~ 5 27 (& A %)

RIEA HEHLBIEL RIVEH BB
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C-I S 4 38N 765 (31.8%) | Mo Ein 151 (4.5 %)
3 ifn EREHS 0 361 (13.6 %) | TEGHEBALALEE 15 (4.5 %)
TG SR AL H i, 3B (13.6 %) | {ESEAL I SLE 1651 (4.5 %)
A ERER B 56 (22.7%) | {EHHELZ 9 PR 15 (4.5 %)
RE 7 o EGE A (18.2%) | PUBASPRLI 15 (4.5 %)
HEEL A (182%) | Bk 15 (4.5 %)
ifn H LR I K SRR H 66 (27.3%) | FfEE-> (Mg br<) 151 (4.5 %)
ifn. oL I K SR ) 1451 (4.5 %) FETT 2L 15 (4.5 %)
PR iR E BRI 4% (182%) |al7 = hF a1 4N 15 (4.5 %)
M 5 2051 (9.1 %) 7BV R27 72 —2Hhn | 26 (9.1%)
U L SER- BRI Al (18.2%) | FEHRVEERUEH M 35 (13.6 %)
3 1451 (4.5 %) 1 R B D 2051 (9.1 %)
Z 9 FERE 205 (9.1 %) PR H I B 35 (13.6 %)
IR 1451 (4.5 %) FA AR 15 (4.5 %)
L A R AL 305 (13.6 %) | BEfili B iE 2% 15 (4.5 %)
BETF 1451 (4.5 %) B% 151 (4.5 %)
EERES 161 (4.5 %) E) 261 (9.1 %)
B 1451 (4.5 %) P 1651 (4.5 %)
iy R 251 (9.1 %) T i B 35 (13.6 %)
EES 205 (9.1 %) A7 ERECHE N 151 (4.5 %)
HERECHE N 36 (13.6%) | + —F5MHEE 205 (9.1 %)
AENBEH 1, 205 (9.1 %) FEAEMEE R 2051 (9.1 %)
BRSO A 251 (9.1 %) ity i 205 (9.1 %)
WML TE 2 205 (9.1 %) HoBYEHED 2051 (9.1 %)
VU 251 (9.1 %) IR 25 (9.1 %)
I JAi e 205 (9.1 %) b5 FE 2051 (9.1 %)
PN REES 245 (9.1 %) T RE R 1% (4.5 %)
DU e Eh e e A2 205 (9.1 %) TR 15 (4.5 %)
Wi~ =7 T T I ) N T AT 2T —

115 (4.5 %) P HIN 115 (4.5 %)

5 e 1651 (4.5 %) B HTE19-948 15 (4.5 %)
RITNZ AR SR RN 151 (4.5 %) g oD EAER A9 1651 (4.5 %)
SRk 15 (4.5 %) RIEREY IR A 205 (9.1 %)
S 1651 (4.5 %)
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(R LTz, ZeVEREMix 5 41 il 39 41 196 {4 (AMGO0001 £ 28 il 27 4 139 {4,
77w AR GRE 13 Bl 12 1 57 1F) ICAFFLBFRO L. 200 HRIEMIX 25

%1 43 1 (AMGO001 $5¢ 5-#f 28 it 18 5] 28 {1, 7' F & AREE 13 Bith 7 1 15 44:) TH
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Bl 4 1F) IO BT, T D5 H 24 2 1% AMG0001 & OB HEMENGRE TE 220
ko%L&ﬁszéﬁwﬁﬁﬁﬁi$%ifmiﬁﬁjkF%%ﬁ%JT%D\
w#h%Amamn&ﬁﬁfm@%nt$%f&6ﬁx PERHIZE BB W CEE

uﬁﬁéhk%%\Awwmlk@%Lfiﬁ“%@k#ﬁéhtkowml§
ﬁﬁmﬁwéﬁtmm%mgn@#oto

# 6 AMG0001-JN-101 #Br A7 — 1IZRBT 2EIWER a4 41 61)

AMGO0001#¢ 51 7T R LR
=k, 28/l 1341
FEBLEIH | FBIE | BB | HBIR
A B K O B R Pk g 5 17.9 % 1 7.7 %
TESTEBAL TR 2 7.19% 1 7.7%
VESTER A ALBE 1 3.6% 0 0.0 %
TS AN 2 e 1 3.6% 0 0.0 %
S o 1 3.6% 0 0.0 %
TR SR 7 AR 1 3.6% 0 0.0 %
SR 2 1 3.6% 0 0.0 %
VRS HH afi. 0 0.0 % 1 7.7%
i R A A 5 17.9 % 4 30.8 %
C-I ik 4 1 9 3 10.7 % 2 15.4 %
1 5 1 3.6 % 1 7.7 %
TP BRASE N 1 3.6% 1 7.7%
TI=v T RNFURT =T — BN 0 0.0 % 1 7.7 %
TARGEUET I bT A7 =T —EHM 0 0.0 % 1 7.7 %
tfiL /N N 0 0.0 % 1 7.7%
15 b 4 14.3 % 0 0.0 %
FERGR Y — 3 10.7 % 0 0.0 %
W A 2 1 3.6% 0 0.0 %
Ol 1 3.6% 0 0.0 %
LS PARIVE 1 3.6% 0 0.0%
JEYLIE M OV A B 1 3.6% 0 0.0%
Rl B 2% 1 3.6 % 0 0.0 %
i 6 S S OV G Rk e 1 3.6 % 1 7.7%
A JEe i 1 3.6 % 0 0.0 %
il I 0 0.0 % 1 7.7%
RAE, R OFE AR OF A L 3.6 % 0 0.0
(K ORY —7T & ET)
AT e 1 3.6% 0 0.0 %
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#6 AMGO0001-JN-101 B 27— LICBIT HEWER Gl 41 ) (%)

AMGO0001#% 51 7T R G RE
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FEBLGIH | B | FEBGIS | B

PRI R B 1 3.6% 0 0.0 %
PRI 1 3.6% 0 0.0 %
M OVR B P o 1 3.6 % 0 0.0%
o e 22 L 1 3.6% 0 0.0 %

B ¥ B OBz Tt b o5 1 3.6 % 1 7.7%
P2 ¥ FE N 1 3.6 % 0 0.0 %

% O FEIE 0 0.0 % 1 7.7%
MK VY v SRR 0 0.0 % 1 7.7%
2 1 0 0.0 % 1 7.7%
JITE 3 R B 0 0.0% 1 7.7 %
JIF R e 2L 0 0.0 % 1 7.7%
ifn A PR 0 0.0 % 1 7.7%
IETH 0 0.0 % 1 7.7%

(3) AMGO0001-JN-101 7R (ASO %5 N FHFRER A 77— 1) D REIfEHTxF 4% 3 il
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1 CRIMEEM) RO Bz (B35 - 1a¥l 12 1% £ T3 10 i 3 61 (30.0 %)
12 3 1F), AMGO0001 & ORFEMENGE S e - - EEREEFSR FEIEM) 1372
Mol

FLHNL, BO LN T,

(99 AMGO0001-IN-102 7kl (TAO — MRl A Al & W 714 i )

AMGO0001-JN-102 75k (TAO —fXERAER: R TH%HE) TROONT-AESF
UL, BEAHAE 15 M H %0 O BHI TR 24 B H% £ T (489~792 HiZ £ T) D
9 & H f] T 8 Bl 5 i 7 1 (62.5 %) . KM 4R A 24 5 A %5 36 & A #% £ T (793
~1157 H#% £ T) D 12 AT 8 il 341 4 4F (37.5%) [T D b, IR
Wi B OB (~1157 B £ T) ik 10 9 10 1] 88 £ (100.0 %) (ZHFEFSHN
R bz,

BIERIL., B P#FHE (489~1157 H# £ T) (2B T, M (1611 1)

DR AV, FSNREFIF s B S 72 2RI E B 212 L 0 B E R B
IZE D E TORKE & BB ISR S 4L, THARREIC & - TIHBLL 72 Rtk
ME] s L,

HEERAEEGIL, BYHE 15 A %O R PR FRE 24 5 H % £ T (489~792
AHttET) O 9BAR T8 BId 24124 (25.0 %), EMITHTAAE 24 @ H %15 36

68 /96
SAGA UNIVERSITY HOSPITAL 23K 201564 1H 14 H

250
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(B RIRBERT ) o | Een | 27 6
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A E W ENEDZIET 1 FIEK 3FZICHED bV BalE o 1 611X AMG0001
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B IEIE G~ P - 12 15 %)

SAGA UNIVERSITY HOSPITAL

70/96

252

2.3/ 20154E1 H 14 A
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JRIGHEIEIE S D ERHLOREITRD LI TWARNT & KWin vitro ikBRICI W T
AMGO0001 25 & MILJEF THLNIMRHH SN D Z LR EINTWD Z L% D &5
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FoIAK
Z £ TIZ, VEFG165, VEGF121, HGF, FGF-1, FGF-2, FGF-4, HIF-la. o &4
K+ cDNA Z A NANRT X=X LT T A RRT X — T AIA T BB IEE A E KN
(2 & R ENIRE B (preriferal arterial disease : PAD) 2%} 2 s 1S RIS T
EQAY

# 10 RE§MEIREBITET L BARF R

Author Year | Study Level N Vector Product Delivery Clinical Outcome*
Isner 1996 | open label trial | 1 Plasmid VEGF 165 | catheter mediated -
Baumgartner | 1998 | open label trial | 9 Plasmid VEGF 165 IM Positive
Isner 1998 | open label trial | 6 Plasmid VEGF 165 IM Positive
Baumgartner | 2000 | open label trial | 62 Plasmid VEGF 165 IM Equivocal
Rajagopalan | 2001 | open label trial | 5 | Adenovirus | VEGF 121 IM Equivocal
Comerota 2002 | open label trial | 51 Plasmid FGF-1 IM Positive
Makinen 2002 | controlled trial | 36 | Adenovirus VEGF catheter mediated Positive
Mohler 2003 | open label trial | 21 | Adenovirus | VEGF 121 IM Equivocal
Shyu 2003 | open label trial | 21 | Adenovirus | VEGF165 IM Positive
Morishita 2004 | open label trial | 6 Plasmid HGF IM Positive
Kim 2004 | open label trial | 9 Plasmid VEGF165 IM Equivocal
Matyas 2005 | controlled trial | 13 | Adenovirus FGF-4 IM Equivocal
Kusumanto | 2006 | controlled trial | 54 Plasmid VEGF165 IM Equivocal
Marui 2007 | open label trial | 7 Plasmid FGF-1 IM Positive
Rajagopalan | 2007 | controlled trial | 34 | Adenovirus | HIF-1lalpha IM Equivocal
Powell 2008 | controlled trial | 104 Plasmid HGF IM Equivocal
nikol 2008 | controlled trial | 125 Plasmid FGF-1 IM Positive
Baumgartner | 2009 | open label trial | 6 Plasmid FGF-1 IM Equivocal
Shigematsu | 2010 | controlled trial | 44 Plasmid HGF IM Positive
Powell 2010 | controlled trial | 27 Plasmid HGF IM Equivocal
Gu 2011 | open label trial | 21 Plasmid HGF IM Positive
Henry 2011 | open label trial | 12 Plasmid HGF IM Positive
Morishita 2011 | open label trial | 22 Plasmid HGF IM Positive
Shigematsu | 2011 | open label trial | 10 Plasmid HGF IM Positive
Belch 2011 | controlled trial | 525 Plasmid FGF-1 IM Negative
Niebuhr 2012 | controlled trial | 72 Plasmid FGF-1 IM Negative
Makino 2012 | open label trial | 22 Plasmid HGF IM Positive

84 /96
SAGA UNIVERSITY HOSPITAL % 2.3h:20154 1 H 14 H

266



*Positive clinical outcome defined as improved perfusion, reduced pain, or decreased amputation.

VEGEF: vascular endothelial cell growth factor; FGF: fibroblast growth factor; HGF: hepatocyte growth factor;
HIF: hypoxia-inducible factor; IM = intramuscular
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Fo, Y7 TR, 2011 4 12 I VEGF BAn %2 77 A X R 2 —|JAIA AL TE B G
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