4. Post-Marketing Surveillance HlEDEFEAIHIH:

2003.
T) ERESE 0328007 &, RAROEEUFROIIE: : BERED-DOBEORER L REOL
HIZDWT (ER 1743 B 28 H), 2005.
8) BARRETHBS BRFEEAKPMSBEI A 74— 1 [ReUEMMES | rROT
51 BT, BHABIETHHES, 2006.
) "sf‘é)%ﬁ 2%, TREFEMIIET2EMNEEERTHE PSUR) 12oWT (FH o943 H 27
H), 1997.
10) AARRETER S EERFMERS  FERAERSOBERIEH 3 LERc R AES kA
SHEESFOMERDOFE & (B 18 £A0), HARSETHIBS, 2006.
11) HAR RAD-AR H#£ : MR - OB SEHAL (PMS) & 5@%41#?“%, 2001.
12) EEES% 28 5, E%&oﬁﬁﬁl&ﬁw%ﬁﬁmﬁ%u%?%é‘* (CFR.9E3 B27H). 1997,
13) FEEEERE 0916001 5, HEAKHES 0916001 5. EXRSELUBEEOHEICOWT (Fik 17
£9H 16 B), 2005.
14) Buropean Medicines Agency. Guideline on Risk Management Systems for Medicinal Products for
Human Use. (20 November 2005)

15) Food and Drug Administration. Guidance for industry: Development and Use of Risk Minimization
Action Plan. (March 2005)

-107-

147



BERRIGE, EFEmPINA T EFERARFEDRR

1. IR EEEmRAR

1. BTN D EERRFE SRR

ANBORBEOHERF - MEEEROBREE, it
R EELRT—< ERBEEN TS, 2009 4F
48271 BIZfTbN/IREUHMETATI-TO
FINTRFEOMBL T, BFHIERREEEY
GDP 3%l ElzdaZ &, MR - BERAHM
DERZIZLEAT, KEUBHEMER (NH)
OFHEHMPHEHE~DFENFER IR, X
EDO&R 5T, REICBWT L EER - EREE
DS L THFRPREIS{OREL LTS
D, FOREIHFEINTVWBLIATHD, %
RS TEOAL LY, REOHR, ~VATT
EVIHEES FTETEER IR TS, LAL
hs, HARDEREG EFSHEEICBVWTE,
HADE LB BRI E | EEE LTRE
TETWEWEWV) ZEPBRAENT VS, 1/
R—Yary LAV AFLrOTFMEE DIFENEEH
B ThHb, TiE, L CEREEFECERGE
BEOREDRLEDHRML TWBLH TRV,
HEIRHEDD ) HAEEEKKE LCTh ) B
A/ R—a VBB LRLEFRVWEVWS T E,
FAGRICRELR EHIEREREIC BT P AL —
vari)—FoiEEEbETHL IR
TERZLTHHAD, BUR - fTEWNR, VAT
ATF9E & Va0 2 HERFAI TR SE - REVERDH T
BARELTEALZEPEREELLONE, Zhb
PEEDBEANLS AT TR, NEORHENED
OISR E o TWAILIREIETOLE
AR

NE #&%7

I. EERRAFEDOLHEG EIRIK

EIHEBARIC AL EEEPLEYEORELLY
flitk, SOESRETZE, JEFRAREER, HRREEEL Vv o
T-IRFERARERRY, & L&D, TR (PhEEEER
) BOBKRABRLELUERLE L TiTbht
Wh,e

MEAHOERZORBEOLDHICE, RiER
WAL R () OREICH DS good
manufacturing practice (GMP), E & L THic
BT AR AHEOFM GEBRRHEL L
5) D5 good laboratory practice (GLP), %
LTAEESRE L BKRBIEXERTH) 2T
DFEFR - WEYFZLELERT 720D good
clinical practice (GCP) & \» o 7z [EIBEAZ HE D H Hi At
HFELTWS (B@). 1 A—TY L LTid, EEdH
FFSICBWTIE, GMP IZRjo THERY = B L,
GLP iZHl» THPBRIRBEBR L ERL, ENHDT -
&% LICERBBOFE (Yo ban) 214
L, TERARBOHE BRARSABROZET) Off
GCP IZRl o THRABRET ERT 5 L I HINT
bBHo BRI, FHCE, KBoett
R BEYFMT A0 7 21— X 1 BB
ZEEEHEHEDTT 7 7 A VEFEMT B 00
72— X2 3Bk BBOMETH—0 T bay
KESWTHHFEER (H2\WitBEHE) Lokl
2179 7 2 — X 3EEREBRIC L o THERLE NS
B, GCPIEAVY ¥ FEEIZH o THRME
RERT A 7200875, ARLENELE TR
EHEMBARE EOITROMNEB TR LR 2T 5,

r key words -’} ,
GCP, GMP, E&KE=ER, IND, FDA, L' X255 MN)—H LT 2R ;

20

-109-



20 EEQOBRCH, P BHH]

1. ERFRAR%E & ESEdp s

BZEHE &0 X (28

BONEVI T EIZTASE
BEvw) FDAEEREYED
EZXFN wbWwET x—
X1ecGMP A4 ¥V ARELT
BRIND, FHEONL F
Trud—8H0 LS 0
TREREICHB R RETE
PHELTE VIS 2 ERE
WRFNOFE, SBWEEes
GMP TRETHLWH Z &
REBETHoTY, 7x—X
3, AFEHEFICHTTRESLE
GMP = #Ef35 5, T-Hik
HRABZII Lodh Lz g
DERKDTVW LW T &Iz
he DX, BIZITE
RABRD A OO IR L

EHEMIIEESNLEATHEILAVONRS D
DT, BEEMICERSNL 2D, FITEE
EH CkE, FRMES, BER) IBwTid, &5
UBBYAERROKBEENLDOF—F
SANDEZF - REAZERDIHABELT, E
HEREHIFATER S (International Conference
on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use :
ICH) »* kLT 5, ICHAERTAEH A &~
Ak, KELHTT, RE (quality : QIH), &
&tk (safety:SIH), BLUEM (efficacy:E )
Phlhbhe BATIHICHA A FI4 v ELS
BHEDES L LTRBERTVA,

RETH, BREABO72-X1, 7=2—-X2,
7r=X3 L) EEBORT, BREHEAO
REh2» 585 CRETIX cGMP LIFHT 5)
KELTOERBRICBHAAT y 7B LT
BELTWCZ L2 B0B L1k ) 20dh %,
ThbL, HEEBENOEECEEICHETS
BETH2 chemistry, manufacturing, and control
{CMC) &Y, 72— X 1128 T 5 GMP i
BREORLM Y BRT 2 Lo RERORE

T, XETRHEEZHEOR
ROBECFRKISHIE LTV D &) Btk
ENTWwEbITTH3,

ST, REPHRES SNIBIEGRTED L
D RGA  WECHREZRBETLADD, holE
ZHIRBIT I ERLAREHE LI BHh, T
EDX ) REWERADPEL) 23 HL I3 24
ERHDD, INHIZONT, ABICEELTH
NBEERHMBRICH L, MERPBHTEEYTHAN
A HEEIIERERABR L I PIT B, FEEEERRABRDSE
MOV TEHAFEOFREERBREIN Vv, 2B,
NAFT 2/ 0V —aBERES (EWEM) Tt
F OSSR YE, SEMEDIEEE
RBTHUEMES S, ROFBUABIGED T
WIRENH DDz, BN AFFy )P -
ISHERRDOIEERIZBIT A RSETMI-ET 2
HAFIALVHBEDLNTWEY,

. X470/ 0Y-EiliDEHE
ERIFRE

RRICRZ L, PTFEWFEOERIZLD,
BEFEREZ, TEEREEELABEFPAT
Gy DEENTREE 2o, 7, La—<

21

-110-

i el AT -

SIMONTHRFHIMN A



g1 W ESERGA, ERRY) 1 T ERRNRMHEOER

vy nsuadzy bOETICE-T, & MOK
2o KN OBHICHE LR EFAAL IR
Fro T, RBIHIE LGRETFRENTES
), HEORBRETFRS vy RENE LEE
B 4hbbaTENEEPHEER (FiERo
) Lo HITEHARORELVEIHIND
E3 kol O 0EHTERBRONFILS
Wik, HAEREEC2HFOIMERORY £
FOXGEEDE LTI TICEEL TS, 12
7L, HAEZEZaX PSSR0, RIS
EEEIHOERS L RBEOREEPL, SHBREW
BABRA LTV ZEFFREATNS. LT,
b DEA MIFEE] & &0k REARO
EIEm (B 5VIZAEMEH) ] EBENT, ER
BB CIEENCERIND &) KR BPVEED
EXRZHEOBLE 2T THD )0
FO—FT, 1990 FERE» S FRA B
me R SRER 4 R C AR S A RESRIE 1/10000 <"
WETTFHoTWA EEbNLS, 1980 EMAFE
T AYVHITTz—R1ICA2b00DH b
Trx—X3%RTLUTABHFBIIALBDIL20
~30% CTdolzh, FFEIZEM 1000 A FDA I
HEXNAERABROBT, 7x—X3%#TT
AERE R TEAETRSIL 1#TTh b, TDLD
i, EERBEEOF v RAGFEFIEL ZoTw
BEDTHbs

Tit, REERERBARIEMEIC 2> TELOE
B Mo BEICETHESTFLEWED ) HRL
Lise W) ERLH LY, LBOI ) BNAFT
p Oy —EROEFICE b o T, HLWEHA
DREE AWMU (LF2F P-4
VA) BEXRRELTHAEVIHAEVEHSC
ELTBDR, Thbh, ¥ 878 HBRE
W, OPAERE BEFHRE MIEER MEELE
UG & o 2ERRFITFICOW T, BTERRF
JEER, B E S E LTiIThh A EeWiER
Bz COIEBRSREE, LT bERE L
RatER, ABHBOTHRZERRABRLTHREREEE
e, BEBTHLVWEEFEZEEL, ¥H4
HOREDE LTWLLENHD, FON—FILD
ESRHERMELL T nEWn) g, HE

22

-111-

PEESBELEEC LTWA—RThhLEz
B ENTESY,

V. AHICH B ERAROMNE DRSS
LS

Fh FLERRIATE & 12, AMEDH DV AER
BohimERETREE L TERS DB
B TH D, "WYY FEFICH-> TEBSI NS
bDTHEY, ENEEMRPERBERFICLDBNA
BEED MABIEL, H5H 3 EOERITA TS
LY ABEMREL T ONG, TD) B, Kk
DOEEHPEEBRTHWTEOREECEY
HOEM% 1T HE, BHREOREDRIEL W)
BaErs, REWBWTIE, FDAPEERTH
DL Y B & T 5 Investigational New Drug (IND)
HIEE, [EFBERRF LW IS A » % Investigational
Device Exemptions (IDE) T, REKZEDEFE
Shd B\ RK) F F W BRRR 21T BB
&, FOBET (AR —) PRE, TR,
NAFRYFv—, BELEL Vo LBEC LA
bh§, FDAIC2PIREE L, HENFELE
PREAERFIE DR & F1T 5 LENH 5o KRR
DREMNHFTEINRT 72— X1, 2, 3 &EEITL,
B RERFEIITONARBIZWHET,
TEARNE A R > — Rl L CIT Bl oFEE &
L CRUBENIC T F8A4 A% 47w, AEVBZAZN
TEESZ EORERToTCw5H &) NS
BEViEde

—%, B, HATE, Bk L TEFEOR
EARTO [HBR] GEARMCEESER) L)
BATe PR e LBREAR% 1T 560
3B ATBE AR ERERRSR A (UT,
EFRGEE) TOEE AMEELILIC%ST
Wk, REFNOEEERET, &E0OHELTK
ek P OEESENER T ERGERE LTE
HAEBRCRE L EEERDLILHTEL L)
hote LALLRASAATHE, RKDOHH
EHHRA ThoTh, FEENOERTALLT
K7 L TERIRRRgE) & LCERT 2B EIR
BIET - MRS B DT~ DB H e EE
g2y (H0,.0). Thbb, BRFELY



H@ EEHAEOMEST

L EEREIE L BRRFE

RO HHFEICHT SERHBRNIEORIR

B LTORES - FIRINEL
* (EEHBHE)

B A E RSS2 AE
ICTEE, 3B

A

BT 3% E L TORYEN
(F®iE)

f.

LRI -
RREFNAF v — B
[EMER] Ak

, WEs—%
[48) (Em&ﬁmwf’"’fqi

/f %ﬁﬁ%t&@ﬁg\\

(EERBE)

e
e | ERTALLTO
SR Rt (BEAL)

/// s0iEmls L (EREE)

H 5N EEEFEHEICER

J*

MRHRE] - KRR EET
@ﬂ?ﬁﬁ%ﬁh\f%% /

[ FrAEERRRAN) BRMZE]

IBED, WHOL) 2ELEDOEWTHERE
EPRICHEVZ 2T Y ATHWL N RS, ¥
FELEOBBRIC LS WHIREARODERR L ED
NATE % [BEER] & T Fy7vi-=
YT ERHINTWEDTH b,

3T, BEQMBHTHESL - BT FTTHRE
TEO LA, BRRAR (AR BMETL, B
EFEE DS DEBHPBELND &, RARAITILEE
W E 2, BAOESREHE TOUHRERR

DERAFTEEE 2D, —7, [BRMZE] £ LT,
BEBETELL ARET e IT—NiE, ki
ERO & I YHERIERTTED L OERY
NEFLRBEVILDIIR S EEREEH
), B4 bHEROMAKCME, SEFER
WTEE IR BN F7 7 /0P —HERE (£
W) BT, BEORBREICLAEER
BHTOEEICALAENC, ERT0H0O0HEMmE
BRRECLOVWTOREEICETA2EE, T4b

23

-112-

“ﬁ
=
I
A
E
=
aa
%

PEOMBHRHMMN A=



1E ERSA ERRY/A A ERRRERORR

LEERLICBAWEL L ToBE{LERER BE
PPEIC T ARG TOEEIBE~OBFLF
EhigestEo [HRHEE] L LTERBEITLMT
V5,

Plbick Yy, EBRE TEERBIZE] &) 220
EHOFEEICLY, BAOBKRSBIX S DO
ﬁif)s‘g)é vz L9 aNn,

DIz KEOFRE IR, BERABROER/ICHE

LCFHFEICREANADND, 2F ), K&
OWEBEER EO X ) ICBERIER{EL TwiT
iFEwohrEwWH)EBIZZLV, T4, B
CEREMEOERIIOVWTY, T HEAEL
TWhHWVWEIEENEZ v, ZThik, EEHZTE
DEBRELIIBNWT, BRARCEEMNE
ERMErHETIHBFLCI P07/l L
LEREEZLbND.
QBENOERF BV, FREVXRTTH
WhBERIIEDERIZH o Tid, BHLE
% ) GCPOBTFAEB T oM Twizw, &
FEOMBHHIE, BRTHA ) LBHEMAT
HAHH) ERERBOFHRAYRI RGNS
LR EDLYRVWOIL, GCPHESFIZ LD
BREDRIBICENDLDEFRERTH 5o
62, HREDRS & FH I BRMEOE
Ml & oo Tk, REEHE L BRI L OV
bW BREBREIFTDLNL TRV, D7
¥, EFEEPEFOREIERL TV,
QBHEDHMEAICBVTIE, EEMEHEOES
BERBERH L v, BERELBBEIEE,ORE
HWENLEBROREDLICEET L, £5H
FRRIIE Y — XA DRBTEM S 5 BRER
Bk, KE% EOBEBBA NIRRT
BEprIEICEDERSINDE, 2, E
SR ) o B R BRI D
BEToTwhwiz®, HRBOERRFM
DEBREBF LIS, EEFHIERL %
Vo DDA REBROFY LY IDE
EOREREEL LB TES, &£EILDE
BEw)HBBEELE > ThroREINE
EPBLTLEIZLLHDE)THDH, B
KOBERBEDO AR ) YV — R IKEFDAI

24

-113-

ERTUIOBTTH Y, Bes ARMILL,
KREXLREPLLOEMZ ELHMEAM DS
AR, EHIEMBTADME Taby
MMATHEATIRZ CBUFET (RR) &L
TORGOLETHDEZRONDO

@EEMBRICEILRBSNIBEROAS

RS ERT B, KFER EHEBECZ0
MOEERETITON TV AR EEERHS

rEWEERERE L AL TS L
TWwiawE®, BRICBWTIREBRRAROE
WF— g N—ZAPEHISN T, B,
EINTHREKRMIEOEHF L v ¥ —FEFESh
D0HBN, FHEHT—FR—AWFDAD
LD R fTEORMIC X B —EEEE ST
WRWOT, FRRBREROEHIRIL L IERTTZ
OFFRH L RVOEBELZINTWRN,

® ERPRWEZE CHE E 3R & 0 BRI RBR % i

LTd, EEZFOEKRT— 5 RERNADITE

LR SIEGCPICARIENT— ¥ L ikl

AN, DEREOETOLZDICIEZORT

BEREFPERLES2TRER LRV, 201

B, =it a8 N E L THIRRAEZ TS

BE LU CEERRBROR Y — M b#RT

FTICEEA»»D, FRFORIEE, 6 ERAL

BOEEEEPVLRECBPILTLE I K

7 EORFEBE THIE S iz RO R

%, BRSO OL ICHECEFHRE T &

THEAVEVF 4 TbEbDRTLE S,

LR &2, ERETFSE & RO 2 D OERIRE
BEo CHITHMS L PREEHTH Y, BE
SH e IR RET A0, D
FEORTITHICB W TERSBHEOHEAN L H
D HOREL &ML, H50VIZEEMERBET
) DI EEEALYENLETHLLE
bbb, $hbd, FRERESEHVCER
BB wI R E 2L L, BERRE—X
fbL, BRGIRHEICTLEMN, ¥ — a0 ARHE
MELLHEEOTBEEEDAR L TAERET
AFITIHLTHIT) L) 2 ABRHEORL
PULEERbND,



=0 HRMFELLFaF R -4

1. BPRBI% L EIamb%R

ERFR & LR

P\\\‘\\

XBIHE

——

L¥17 pY-H{I 2T
N = HOREEME

/A

- e L¥asbU—
gﬁ;g%/afk #4 L RO
7
- e
KRR P,

Y

HHDI(C : TNHBDOEERREICSTS
L¥a15 hU—BA IV AOERE

KETE, EREZ0Z CWAIERLHE &
RABREEDOTIRE R L 72o REESLHEDED
FEZAPBLFLT M)A REE, B
Ban, B, RBREWELRE, AFLRECEESD
ZHEOBLEI>REREROLDIZ, £0EHE
fli, Z&% - HHBOFHE - iS5, ELTIZTR
RFERL AT L DH Y FieonwT, EBRETOR
% (Y xy M%) R ASERBIZE EFEHE (F
TAH%E), BERERBIEZELTHRE LTV NE
Thbd, BROBBTHVWONABEAGE, &
RELERS, 5 FILAYIC IR S 4 PEH (8
1477 /0y -83), BHEBRLEHTHY,
INTNOBYEE 2 -BRFE R,
EIREER, TSR RED FEIHEET bo L1zdo
T EERREISFOL¥25 ) —H (L
ACHLTE, SHUEMEEES» SRIBOER
DEROBBCOFERICT25 T TORBERIC
BUTEL TR AN TV RETHS (HO).

WIS, ITHEREERPHSICH L TEbALIEHER
MEZEHRREEL TV ELEETH 5,
ST, V¥ M) rAEnHE,
RERT S L [HilfE] LRshsZ &L
HEIFLTA /I N—VavOBER2ELLTLE
3L REEEEZAZELH B, Thidel
DRYThD, B2, BEERRZ2EICACLH
BIRM OBV Y EARGELT 254, 20
FBE ARG H R TR T 5 DA, BELZ
WOD, BEFENDY)AZIZEI 2T {DhE
Vo tBAHEELZ 7Y 7T LEWAED, HENE
PEDEKBESEITLILIETERV. 01D,
WEEEOEERIZBNT, FULREEMTZOF
EROMEL, BWERPERIRT— I POEK
SHOBHREIMB LT, FLLORENER
RITE - BHIOFA Fo4 o ~ERBL, KB%E
RFEL TV EWHI EZFIR, BEIICHHEE
ENTVBEZATHDY,
hABEBVWTS, bF2I M- (22X
NEOEENZEEL, ZOfEB*EEFLDIC
HELTWARVDREDIE, Fohl BERROE

25

-114-

%
[
A
&=
j=(a]
)
IAN
of
F
£
3k
i
B
5
2
B



®1E EEGE ERRY/INS A ERARFEROER

N EHHoThH, flﬁfﬁﬂjﬂ)ﬂiﬂiﬁ’}}'@ﬂ#ﬁ% Tk, INDDOYAFLDEA, KHOELELS
YonTLE - CEEHESCHEIGLTLED DTRI[EETZLENEHA ).
2% %o BRICHEDEE, 747"1‘41/1§}¥i

1) Food and Drug Administration : Guidance for industry: SVEFFIIC 2V T ICH-S6, 2000 4 2 A 22 HAY &%

INDs — approaches to complying with cGMP during P 3265 .
Phase 1 (draft), January 2006. 4y AlEER: 7 7 =¥ 7 43,1195-1200, 2007.

2) HERGOMEIZEAOKERREICHE LRZHE 5) Kawakami K, Yamane H : RCEIIS 1, 57-61, 2007.
BRI REFHOERERICOWT, 2001 46 6) Kawakami K, Puri RK : Dev Biol 116, 53-59, 2004,
H 21 BEEESE 899 7 . 7) N LT B . FRRRERE 34, 435-537, 2007.

3) NAFFrul—nBERROEERIZBITAE 8) NI LiET : EREIERHER 898, 7-10, 2009,

Jll.l:,.‘l S
1997 & m}c)\%lﬁ ‘%IF'S-H# <3 :
'J{‘Dﬂ-.%&”fﬁun[&”ﬁuur;dDA

ﬁm&ﬁ
,:“1;:

m&&x L %@E&&

, (&

26

-115-



E1E

T M AT LT T—

4. FERRPAREERZBHE T D
ABME - W2 RE - Il Lk

B hEMRE VEARESBRERET 2RICE, HREORLOBRRIERTHZ, Z0hy,
EEROERMEICK L THFEN 38 - FEEREZELSMICTIEITE L, AFICEn
(RS ERILDICEREBRY GRS TE2HBHEREET T2 -0 DOERE, BERR
ERIETALFICED THCREN H D, FRERBRTIE, SEARRPEFNVEBNICERS
DIEBMEEERASIE, BohAET—4»5, OAFICEVWTBENET3NREBI 510G
VIEEFERATORHE2 L3P E DI HORE, OMOFEBRSBRTCAVIHEEY, BRRARICS
FBMERSEORE, OAFICHVWTENE LEWEBYXESEANDRN 3086 % %
T3P ELRRMEBIEFrENEL 3,

5L 5%, (728089 RBEESELS 55

FUBHIT

ERMOEHDED, BEEICAVEEGE L
THRBINLDIZIE, FOWEOYWERLEE
RoOAL o, HSSNLEBIEEATED LD
REEZ L), COLSLBETHELRET
LD, POMELTIZRITI LR {RLHE

O FEFEROIN (o1 &1

THROPITELELNEDH DL, ThHIZDVT, A
RICERES LTS BRBRICH L, MR
vitro) REY (in vivo) % F\TH2 RAERITH
PRARFRERE PN S (FQ) Y. AIEIcH VT,
EIEROAZHFIZA VSN L IEFRERARRIZ OV
THHET 5o £/, IRERB IR EHERENE

ey words )

FRERPRAER, ERSMR, EHIITREG, BN SR BSUE %27 I X,
GLP, ICH #A K51 >, REPRIVEEHRSER, v 1 s0K-X

38

-117-



4. FERBRFREHET S

£@ AEAOMEIRS LGS DR EIFERREIR

G TNy 7 — S

FEW BhiE

FESZFEATLTR

bdiziactat g
RS EEHR
RIS

mafkis GLP EFREE R T

w7 7O—FELT, FECBNTORY L

l'rto
1. JEEGAREIBRDIESE

EEAOEHDHEIFERLE LTRTERTS
Pl BB ERRREE, AH L CRERER,
pEERE I EBERABRICOEINDG Y,
37 BRMNHRTHHEXELKOEHDEOWEL
%%ﬁﬂ.%ﬁénéﬁﬁ,%ﬁéﬂ%%w$ﬁ
BAHI L T, ERICERE NS HBROMBRD
GarsheiBRes, TAEHRRARICIE, BRI
REA G BIET HICHTzo T, AMENDERGHITD
NALFICERESNBLENDHLLDE (RO,
B SR ER A 46 DARE V- BR RSB RE LG U7z ERRERBR O
PR AR S OB LOBBIZL V8
MTERENELDMBH BN,

1. BB

AR, EBREROBRWEOMNEED
FAEMER A M ARER, ReiERR b
L URIAMIERBRBR L EXFH 59,

() phERDITHR (EHRERR)

BWhEEoTA5BRTIE, BERTTFEREEINLGK
S8EICI Y, BEShAEDRROILDHDDIEA
EF s, B X UBRSERTOAZRHREDRL
LB — 5wt s, B, AMEAOES5Z
TIMCERS N, BERRARE DO CEMT HF
FORLE LR T E-DDRWES 2L ST/,
LEVIE U TERFRBBRASBIMA & N7z 12108 INEE
ShBBGENH B,

@) Remmmsege

RRMEERBCIE, AR BT 2REEICH
SRR E: T AN o ab 8- S UREAARE: ALl
BEBE T2 e BB TH Do ST, P - 18

EBRBIUHIEMRER 2 EOEMGERICE o TE
BN ERIAT 2EREHORFIEII T Ny 7
) —HERE TN, MO CTERRARETIT) fNcE
T ALENRDE Y, T, TWOHOERE, K
FLTEBENAEREROAL L LT, FHERB
(k) o8B 2EMBEFCETDTEHFHSI DL S
END B, HEFEZFRINDERERIIT
53 50E LY, BOOCNCEEEROBRRR
SHBREZERECT A0, BSEEIMHHITED
W AENENERD D VAR TTFRINLER
FREEZ &, P2ZhlEedREE 35,
(3) BlRpVREHER
BlRESEESRI, R RoOBEREMOERY
B L AR sShAEERGREBRLEZWE
HErRHEOEFEICOVWTIHANLIRRTH S,
BEZS D@ T YT E L TiBIe gD S Bl i
DHBISFENDEEN D o 25, BB
FED T2 SN U 7 RERARR I RRR A EE SR &
LTHBIITARETHE, LAENITEHIEEK
B Abe T—HEERRETHR SN TV,
2. FYEjREER Y

B X O in vitro RERRE Vv TEBDOEA
EPRMERTHELZEIICLY, BB
Ao EERASR, ERARPHEURBTORE
BREMBMYEZ BF— 7 /BoNh, ToINnb
SBOBEEDBRICIRITAEI LN TERE
METHOHBRERBEZTUTEEBET—FLL
T, BRI TOEMNE - ReMr2EET LI
DEHEZERE 5. WUV TR M BEERE
B b, SOV TIIRENDS X UHEA
W, 7 b UNCHRER - BREBITHRLEFO S &
N7 EET EERFET 5. RBHI DWW T -
BR - BBt B L UL S osEdREE By, RE
W AR L FIUCEES T AREE Y, HRltico

39

-118-

.
5
5
&
E
%
ag
w
AN
q
7
E
%
|
i
%
@D
@
&



F18E BRIGE ERRY/ 17 ERMRHEEORSR

WCHEACHEE & IRk R & v TREEE
FEZRIDOTERBER L EELHELIICT 5,
F7: BESEARO—#E LT, EURBLD
BLECEYHELITFMTL P> aF2 717X
(BERBRICBIT 22 50BREOME) ¢ 12, MLk
DR - 75745 - HH - B 7— ¥ & FRICERE
RBRETOMICLELINTWE Y, £HNERE
EBHOBRIT—IREICEGELHEEDBEIK
Enean, BE5EREOHDLEERBROLE L E
MTBZERFBE TRV, ;Y IAFRF 122
T, MPEWEELEE LYW TOE RS
HRREALPICL, AMEICBIT B BERES Toll
AL & ORI SRR EN RS L BT
HIET, HEFZERLLABIIBIT LIRSS
HBRENDBE LT 5,

3. SR

EosESBRICE, AEENRR RERS5E
R, BEEEHER, FAREREREZ LMH Y,
TNENERBARE ERT Ao THEL
NLEBEFRPBED N TVE Y, 01, 45
FEERR D, REBWERE 205 BREEE
WEESNAHBELRFCEEROGRYE O
IS U CEticElE s,

(1) 2leEEERy

TERIZ, BUBELZHLI ST AHET, BEE
REFEUEBRFITONTEL, BEESHETIR,
REMOEHYHA % 2 MEOWLBYIcTFES R
5ERRIT SRR THERS L, ToWETIR
NEFERE, FETomETREELELHE T2
S KEESZHRRE RSN, SHICEE
RIGERE RO B Z EHWMEER & oL S
BEAVAZ LS L, LiL, BERBROAEOH
B9, SEBRIMHZ D b DIInrd 5 EE % T 5
CETRZL, BRRBRICBITSHREEORIE
ERHBI LD, ERBWOBECHEEIRE
SISBIT L) 2BRECOENET— & #5EEL,
AETOBREER T 2B KISR0,
COLHEEBRIZLY, SESHICOVWTR, &
RHEEHSPIT 0O BREHSRRC, &
MM O RAEI% SR8 % VOB % RE 0 T
flidszEairsh, BOLHDRE L B L L
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RERARSHFEERROLZ HIEERT 5 & ¢y
ZRESRTRR W, LaL, EHWES S
R BRES OFMILELEX NS B
REZEEL TV 258, DERL EOSMR
HICPET A ERIARTHY, 20k ) hkss
HITORREREEET 28 CIOB THus
Wb
(2) REFSSESRY
EXEmOBRHHReHABYICHEIE L
FLERE, AL 2ERELEIEEI 4R
£, BLUEEEOED SN2 WESER (1.
observed adverse effect dose level : NOAEL #1) %
RKOBo b BEEWANTE B % By CEl
NLFERREZESERBIC THO N BEERG
AN DO THRET 2BRARO HRREICES
CERRERTH S, AMENOMEIRSIZEEL L
CHVOLNDZEBO—HlLE LT, hERES
7o) TR o BHEOBRKEZET O 1/50 & AR
TORAKEERLTEIDOTHB W,
FExSSEFARTIE, FEINLERESE
BEC T, BESNABRTORSHIMICE LRE
BEOHMEMFED NGB, BRI E LT, H5HEH
EETE L T 2 BRIREBROBM L B LA A Tw
HLEDFHY, HEATEIND CHERREBEEIT b
W, o lEB LU o lmET 2 BRI Lo
BEREVPVELSNTWD, H5HBEO R,
WTolETIE 62 B, SRF-oEETIt9» AT,
ZOHE, L) RMOBERABROEHRATED bh
%o BB, KEHIERT CIE, BEINLER
FERHIEICG CC X ) BEOKESEERBRARkY
LbNBHI LAHb W,
(3) @EEHEMER
Edem & L TORRBHEERT) 2021, #E
FRECOVTEREWFMILETSH Y, 11
DFRERIZG TlkMe RBIEEMEZHOMICT A
R TERVYD, BRAIZEILTO L) 255
DEAEDOENLELE ENTWVE,
O iz v 2 BIEFERAERRE
@ WFLEMisE AV TREHIEBIE 2 M+ 5 i
vitro BRERDZ UKD B L D
@ o BRI % - B R B EBIE D10



&) in vivo REx

27, MO THRBBREITI MK, in vitro B
%uxéﬁﬁﬁﬁﬁxwﬁéﬁiﬁﬁ%ﬁmﬁm
24z TOBLENDBo
(4) DARIEERY

R COBAIDE L b 6 AU LT 5
g 2113 &) BHBL OV TRV ARYERER
pEfiTRELENTV A, T, BRICHAR
pA ST BHAR, EHDEOWESD &7
LEESTREND SO, RERGHERRARICT
HRARERRONIGER LR, PARERR
NERPHERENTYWS, 0L 2EE, &7

gl T T LSO o HEERE 7 v ~)
pHGEERSARERBRZEREL, UL
VR T OT o B R 72 n vive RERRIC

LR T AT L PERNLRERFTHb,

6) I\ AT /OI— R RERROZ R
n4tFy sav—-tRE#ES (LT, S4F4
EEG) Tl ZOSHREECENEE, ST
B e iEE A R AW, o, MEROFME
SERAEEI TRV ENH B EDz®, HllEN

{ FEHERKOEGREZ SO /-0 D—ikiy %2
FHIASRE N T R4 s BED LN TWD,
SDHARTA TR, BRBGE LTE NS
W ~7FF, Zno0fEfkBLrihbziE
WK & AR E SNTEY, Mgt
TR, GERBOME S LLRVANVAT I T2,
DNA 77 F >, fidilaEEs L URETFE
B LIGEE SR v,

B ONA FEEZITIEERENH 5720,
SEY) % B O BIR AT R T S I BE T
Hh, MOREPESEELRVEERE, B E
FTEEY BB I I YAV 22y 7BIR,
BRS o B EEMBLLBRTERY 5,
it WESWEFLVERACAEIENERREE
bhs, BRI ZEERRD L UERHBRICAY
LHEBRME L, BRRBRTRAICHEHTLFED
LOLRAETHLNENSD LD, N1 T ERRZD
e, BREBEBOERE L LCEETREOTAED
bbb B, 20BEEE, EEROEER
WEORSH 4 RTRBEILEICR 5o

4. FFERIRFSRTHET S

0. EHRREANERRREER S IERarRsER 0

BRARHRBRTEL LWEDPFELON Lo 4DF
BIATREZBMER OFETIZ L b, ERESOERD
BOBRENRPEENREZ LA vy, TAD
BLUBHOKE RBEEZHBERABRERT
OFEZERET#EITL DI, TELLTREC
AEZFRE LBRRBRCTHEERGYE LR
V=T 5THTEPLEELRD, TRETHEH—
EOIFEERRBRE R BICHERABRIEREINT
Wisht, REIERAERRERIL S BRI
Feiih, HBEREIFLEERLTERLZVEED
WO THBEOEY #FER L, EEAGTHENEIE
RRETTAZ LI LY, BEHORRBERYHEE
rOELLDTHDH. BREERWERABROME
B L WM EORENRIEENEEEICE,
PRI B E SN BE O BRERPTAEL 2
h, EBRBHIOBEE & DB EROFIR D
BHELEVIFNELH B,

BHERNERRAEBROD 1 2 ThHE Y/ 70 F—
AEEREARE, 1 EHRSEAT100 ug T, »2
HHRBREIBRRESEE L0 EWVIESD
1/100 # B2 2 WHRE MBS L, FAE)E
BXUSMICHTAEHRESRT, A2 —=07T
B 5L oh0MBEGDEL HRELS
N7z 1 DOEHWEIE D AL/ D ORKRRERT
BB, 470 F—AERABRTHELATICRTW
ERATE RO TERBEINESI NG, v1 71
F— XBERABRYICH L-HR 7O 7T LAOWER
i, B TEASRSICTELNAHENEED S,
EERARICBI A2EHHEL+FITHTE 5
E) P T A,

DQUCHR ETINNLLERERIE &S
L, hn# 2% B & D (accelerator mass
spectrometry) (2 & ¥, HLiEH R FEIR R OHER
W OREAE R R O R EHRE % FET
B

@ WEstERMTE CERL T2 VEBE OHKER
WE (cold ) %I5 L, BEREWMAFI/ O
b7 S 7 BRAWENC L ) BB 7 T
Bo
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£18 BRI, ERERCI\AFERRRARORS

@UCREDEY PO VRMEEIZL NIE#RES
BB RS L, BEFRSEEIREE
(positron emission tomography) (2 & ¥, [ -
BT O T RERFICET 50
BAgS <A 70 F—XERABROERMIZIZ,

in vitro TOHEREBSER L, [ EEOWILEOM

M2 AV TR BB % 3R - IR R B B R 5 SR 5t

L EBPELENTVS, ZOHIEREES

558, ERMCORKESHEEOME, 3

LA 20 F—XBERBBTTFELEN L

S5 ROTLMORET % BIICEREh, w10

F-XERABTFEINLIRGERT, BEE

SRICHEERGET 2 BRBET L L EhTw

bo BiHG 21T <4 70 F—XHEP, 0

HEDERDOBHERNWERRAR, BIUCIhbD

ERIC LR E ST B IEERBRICOVW TS T

BHAFTA VICHERIRTWE L,

0. ICHHA RSA4>&GLP™

EEMROMIEIE, EEE GCPR UM R
R TIT DB LEND Y, FEERALR
WKOWTHESFTRETAFFL yARENT
bo TOEPFR ZHAMAZ RO BHHE LTI
HK EU E5E GG FMEEE S5 (nternational
Conference on Harmonization of Technical
Requirements for Registration of Pharmaceuticals for
Human Use : ICH) 2% %, HA T, ICH ¥4
F743EEFHEL ) BEMSN, EEHBRE
DI=HDIEMRARARE KT 0L HEL 22,
ICH 2B T 504 ¥ Ak, RELHTT, &
% (quality, QIE), £4&M (safety, SIH), B
XU ERM (efficacy, EE) 2»57% 5, &M
NDSHETHE, FERTEHRRIIOVWT, &
PESRERRER, EMTERR, B L URESERR
(B XY aAFRF4IR) OHA P4 0P
BOLNTV B, —F, HEHRZBESTDEY
HHERABICHE LTk, EEZOBBHBE MRS
BRI RIZ L o CERBFRBL 7D DR ER
TRLENHY, BB DBIITL KD
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ﬁL,ﬁﬁéﬂ%%ﬁﬁ%%iﬁ?é?—&%@
TERTLENS Y, PORBFHEDLODEY
(RERBEEE) 0BT, HETAMEYR:y
B2 7 -5 2RTLEDNH B0, ZiUi+sy
e RERETH S E E B D,

EFEm & L TR S MBS LERIFRER
Bo ) bR enRERARSL X UEESER (86 )
Fvyaxiar4sR) B, BEHOCEEROR:
PEICBET B IEBRABROEROHEIE (GLP 44) s
W TRES N B LRI H D, GLP iz, &
ENLHET— 5 ORERZHERT 5200 4
E LT, BBREHKROEEEE, HEsm i
BREEESEP 70 b o & RREEs 45
ST ARELR EEEA, SETERSLE
REEMRBOTF— ¥ DZFANDEMEE 225
TWwd, =28, N FEERHT 5 FEERRe
BHRO—EICIE, BL2ICIIGLP R ICMAL
BB RFERFLDEREEND B, KLl
AHMREEIZ BT 5215 OFEEIC oW Tl
Al L7295 2 CHREBFFICE VD Z EAEEL &
nTwa,

BHHIC

Pt OFBEEEOHEE ENBE T VAR
(Paracelsus, 1493 ~ 1541) ¥ [T XTOYHIEH
THN, BTHIZZ2VIDORL2VWOTH-T,
AEFHELEZEHTLEOTHE ] L7050,
COBREERZOFTLHAM L REEREON
FIEIZOWTHREICE L2 b D TH o7, JEEF
AR, EEROBHEDEORE DL RIIBN
T, ZOWMEFERLIC [{Fh] kb irht
VI BVRITICZ B 70D, ERGTHOEE
RIERVSEON B BE L 2 5,

s
BEAERIZHAY, UBERTEREBR Y L v
A PEERFERICBRHOEEELET,



ﬁﬁﬁﬁ (NOAEL) ﬂ 67»@;5_!@&34’?% 18D

1) BARBEETERGS website [T D22V T & (T

by OEFERZE] .

2) FEERORETIWAOKERFIE LKLY
’&i:iﬁﬁ“s“«%ﬁﬂ@fﬁﬁi%ﬁkowf E;@ﬁ%
#8995, FL 134 6H21 H.

3) EEROBERARO Lo 0ERRELERBROSR
BRBICL2WTOF A FI 4 »icowT, ICHM3
(R1), BEES 1095, FRI0EL11 B 13H, B
AL 1831 5, TR 124 12 B 27 4.

4) REMFEIRBBTA FF4 Y I22nT, ICHSTA,
EXEERE 02T, FR134F£6H21 8.

5) FEERPRBMIESRIRN 4 K5 4 YitonwT, BHEE
4965, FRLI0E 6 B 26 8.

6) PELAFATA A (BERABIBITALEWR
BFOFHE) CBTAT A4 ¥ AI2onT, ICH-S3A,
AL 4435, PHREETH2 A,

7) BERMOEMBEFEUEAROT A F54 ViconT
ICH-S5A/ICH-S5B, ICH-S5B (M), 3. S5 (R2), &gk
#3165, FHKOFE4B14H, EFEFHH 1834
Tk 12412 H27 H.

8) EEROREFEARICETAIN S FS5L vicon
T, ICH-88, HEATFEIEFEE 0418001 &, FaL 1844
A18H.

9) HARUEBERSEHRBRTS F54 v OHFiz>
W, ICH-S4, JEHrEEE 8 & FElSESHI0H .

4. JFFEEIRBERZ G 2

10) &5 [&:PHARM STAGEé 29-37, 2006.

11) ICH Topic M3 (R2) Non-Clinical Safety Studies for
the Conduct of Human Clinical Trials and Marketing
Authorization for Pharmaceuticals :International
Conference on Harmonisation of Technical Requirements
for Registration of Pharmaceuticals for Human Use (H
X EU BERANBAERERE), 200946 H.

12) BEHFERR  ERAOBEEERROEEGHA
FIDOWT, ICH-S2B, EHHELE 554 &, Fak 104
7H9H.

13) BEROFABEMRBICHT LTS FI4 > ORE
oW T, ERFFRE 1127001 5, FHK 20 £ 11
H27H.

14) NAFF7 70V - SRERROFEGRICBIT 5%
M IS DT, ICH-S6, EHREE 265, TR
1242 A 22 1.

15) #Z\E—, BRESE, 1t FipksRib 34, 571-593, 2007.

16) =4 211 F— xmﬁmﬁmﬁm_m—m AR,
HAWFAFELE 0603001 5, FE 204683 H.

17) HABETERS : BEOEITH 200843 8 [4

3% [Eﬁinn”ﬁﬂﬁﬂ http://www.jpma.or.jp/about/issue/
gratis/ (20094£4 B 15 RE#7 27 £ R).

18) BESOZEHIHT A #mﬁ"ﬂl@-‘@%ﬁﬁwﬁlﬁk
P 5%4 GLP ik, BARSE 218, FERI4E3
A26H.
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EH UBAOHEBEZEROEES (CMCpart) ~EWES~

1. IND BEOFFEEDORE

1.1 & Cs&ic

KREIEBOTR, EXRTHRYRECTHHIERBRFAESEZEST FDA: Food and Drug
Administration) i€ & 222 1 TWERWERSPEMEEEHVTO clinical trial (BHRHER)
REMT BIFEN, TOEMK (sponsor) WAKEET HFITHEZOEMS 5 RETHEERN
T BRI, SRR, RIS A ARV F vy —LBEDE T, 25 FDA I X AHE, TAEST 3,
HEFEIXFTEDRRINTIND (Investigational New Drug application) Z¥&f# L, BERAROEE
O, RROBEBRE 7—4—K, WHOFH - TG L SUHR GEERHBRT—%),
FRERBRO T b a)l, BREEHERICEY 3HERRRDEELREZERT S HEREIR
%o TOIEH, T (FDA) Z X 5EANDREZEDERARO—TTEE, RENT—X O,
ERAOR#RY, T L TERERAOERLBE AR TN TS,

0WRARDSDNRA AT 9/ ad—BIOBRGRICEBI 5 2FERICL > T, BEOK
RICHT R, ZORIY, BWRROFIME, BETOFEL VB2 EBRCBVTY
RGBS FLAM LR IMR, THMEROREHLELEZ->TWS, T T, FDAYEE
LTh, NAZ77/ ud—HizfRELUEES THHEMBFOMREECN LT, REED
LOXBERBLTVS,

1.2 Pre-IND BIEDFIE

FDA MRBL TV BRREN AR L DI 2 2h —2 3 VDU L DI, PreIND W5
ENH %, IND BRI - T, HESBIRBEATEERILLEA—Ya T LEYF—Y s
MOAT }f¥v%ﬂa.§ U, INDEBRHERIKBI SRS, B, RRESKE% FDA I HET
BLLNTERLVIRIETSHS, BRATRENTEEENA TS,

1980 ERB LI FDANEMU AR IC X NE, ELROMRICIE LT, HIEEH DA
KEAMSERICHEBRTET LICKD, BRBRROESHMPEEHFIE (NDA ; New Drug
Application) i&hv 3 BEAKIBICERENS C L AREE Mo e, C 0)?::3.75, 1997 £0
FDA Modernization Act 1997 (FDAERALIE) WXk - T, FDA AABEEaTICEMMIE, bigE
PEEETY, PEEEEMRMICTIET % I Pre-IND HIELNRE S N, PreIND H#
KBWTE, FRATHEESR - ENEBIOREHORLME, Mg, S5OV T D Chemistry.
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Manufacturing, and Control (CMC), FEBRFRERERIC B 2R L2, FMHEDOT—4% (pharmacology
and toxicology) EHEHEK IO b INVDREICOWT, ARO IND HEADHY b E ST
BT - THY, BETE, FEFROZ LWNRRERESI4AR VF r—DHIE
59, NEEPKZEOWEELBENFIAL TV,

13 Pre-IND DEE

Pre-IND B35IZ, &%, IND %9 58 Hillic, FDA DYy 42— (EHRFIOBER
Center for Biologics Evaluation and Research ; CBER) iZN LT, XEHBZWRT7 v 7 AKKT
PreIND R ZRIT 5, ZORRTIE, HFHTS IND BED XS EE RO T ORREERX
@ﬂ.ﬁﬁﬁﬁtﬂ%ﬁﬁ@ﬁ#,&k,%h%ﬁ#kbtbﬁﬁ@$4/%ﬁﬁ#,twﬁo
LI DWTRET BRENS B. TLT,PreIND I—F ¢V FOHEEZHET 5, PreIND I—
F4 VAR, BRREFCLS 1 BEOF VLAY T 7S VALEBN, RERISUTFDA TD
NETORMERLT 5T L bHKS, N

Pre-IND DHIHI Ay r—Vlt, I—F 4 FRIEED 4 BMAIE TIZ DA I L A i
5\, Pre-IND &4 IND L FIHEIC CMC (product) HFHE, FFEEK (pharmacology and
toxicology) HEE, HK (clinical) HEED 3 AL, BECSLTED LB &> THEESR
Bizth, O3 DORIVavEMUT, REERF—ZOEWLHHELTHL, REEVHL
MU EZDRIZDNT, Bz 320t ¥ a vENTNLDOWTHRT 288N D 5,
FER/ Sy I, IND RIS B L TV B ERNE C O BRI B BB E o e {0,
DERERICE L, FICEBEBEORMEMINER, TADBEMOABIICBEEL zRIicDOn
TIREBALERLTBLCELNEEND,

FDA MDIEYUERR Tid, PreND S —7 1 V7 OHGE Ny r—VPMEYEIC K> TEEEN, W
HEDBIPRENI CMC (product), FERRPR (pharmacology and toxicology), BBk (clinical
D 3HDEHDENFNIRDVWTEERZIERS %, ¥5ic, TOMOYBERERDVTHEE
NERFZ LD,

2006 4EEM 5, CBER KBV TIZ, Pre-IND I —F « VOB B & - THEBICH
LT EROEERTS &> ickol (WA PreIND S—F 1 VB TOREDRTH )0
ZTT, PreIND S—F « Y OBESBIC BV TR, FEOBRSBIC OV THREES MG L
RIEDOVTRFNUEBEEZESET, LAKBRLE->TVRE S BRRFOMOREHEEIC
DWTDHERICEFT BT EPAREL o7z, PreIND 2—7 « V7 OHBRIC, 1FEOBE
BHOBOBESS L/ AV FIRFDAEKENOELH, HEEVCESELNERIAEUCERIC
Dﬁf/?%uthtéouhk&af HEE, EEEYEWSLLIRVLDIHDFT 1 XiT

91
-124-



SRUTERERT o TV A BERLARICBHESBICBR TR C EMNAELE - T3,

Pre-IND g5 R CIHITROMBYT —ERALE>TWD, L LEDRDL, ERDL 3,
I-F 4 VT OBFMOEEXBERETI L E MAfIOARERENC YD, SEITERY
xBCLLEALND,

Pre-IND ORI X, EMEFOBE+LRMRERET S DR ATRTH 3, Kic
HEEK > TEERC LI, BERBIEOVWTOXETS2ER% FDA BICREL, M
(product), FEEEFR (pharmacology and toxicology), BiFK (clinical) @ 3 RDZHAFhiZDn
r%%bo@oﬁbkbkgﬁéﬁﬁcavﬁ%ocht&oixxbﬁﬁﬁtﬁwmns~%4
VIEREMTBLENTEL DS, IND HEFEORBRRCAELRHBEERE, Bk > TRAXER
RBEEEZMALMMCL, Fi, BREROBHELIEToTHTLIREETH S,

14 IND E35%

IND Higicid, SRERRZERL LR ORI ITHY BRI (commercial), ¥z,
AARIC BN TR RERESLEH LBRAEICHEY T 250L LT, BIFEEM (nvestigator
IND), ¥ 2 H (Emergency Use IND ; 21 CFR 312.36), & # B (Treatment IND ; 21 CFR
31234) LWL H5, LrL, HREHOLDLEEENOBKRR L ARICEE SIS,
BEHO LR, AEEREOL VR BEOREES ZICHBE LTV 3, ER AV FIy
IRGYERNA AT U XLHHE 5D, Emergency Use Authorization (EUA) D& 5 i
LREEINTVS, BERIELTE, BEOIND BRSNS IND OFBREDBINGEEEICE
WCBRIhAFHELDTH S,

L{Fi, #1E IND OBEENRy S —I2BN L, FEOEE, HREBE O, amendment
SEEREIEDVTIRET 3.

15 IND BEE/ V& — D DX

SKERHE A OITEL R & LT FDA SNER T 30BN TEH 3 EXRMERHORL T,
21CFR 312 CI3 IND HFERRAIOEZCER L LTUTOX S IEHEL T3,

1. FRARAABREIFE®E (From FDA 1571) 21CFR 312.238 (a) (1)

1) HEEEDGIF - £/ - ERE 5) YVTNVES

2) FEENSZEE 6) HEERXSY

3) FRFEERRE 7 HYRROF v 7YX
4) 5 ¥TO IND,DMF HE#EES 8) ELM

2. HXX (Table of contents) 21CFR 312.238 (a) (2)
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3. FX (introductory statement) 21CFR 312.238 (a) (3)

1) IND EDHE 4) BREERER, B
2 FRENBHE - HE 5 LIRSS
3) A AR 6) KENDME R

4 BERTIFEEE (General investigation plan) 21CFR 312.238 (a) (3)
1) BRSHOBAFRARM 4) RBRFI A v
2) MEL T BEIE 5) ERKRER
3) FHES % 8) BFEURY

5. IND %ﬂ%é-(lnvestigator’s brochure) 21CFR 312.238 (a) (5)

| 1) & TORBRBROBE 4) JFERRPREAER | 3B - B, RN, RUEE
2) EACHET R 5) FRARAHE
3) W, MENBIY A5 6) SRPRABRRNE LOREE R

| 6. FEAREHEREMEEIE® (Study protocols) 21CFR 312.238 (a) (6)
BRpRARERSEEHE S (Form FDA1572)

1) HERBBE 1) B EEST
2) EIRELE - [RHVEHE 2) BEE

3) BERERTF A >/ 3) SEHER

1) SR, 15 9) B

5 FMERE - K 5) BFRHREERER

6) Mk - il 6 BEHBHEER

7 EbiEsE 7) BN BMOBRRBRE - 21— FES

8) RIfFA - RALE
9) HE - AEXE
10) EBPRABREE
7. %, BERUMEEHEICEEY %16 (Chemistry, manufacturing, and control data)
D FE-ge, BEE, BEAE 4 TE-ER ‘
2) BhE R LERAE, BEN 5) BE7 2 AA - (Environmental assessment)
3 F5ER
8. I3 . ZM (Pharmacology and toxicology data) 21CFR 312.238 (a) (8)
D %8, bEUaFRFoR ’
2) F-HERS, RERS, BEEM SEBE
3 RIR, 445, RERUHH
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4) HEME .
9. BREF{FARE (Previous human experience) 21CFR 312.238 (a) (9)
1) KERANDOERZR
2) & TOHBRE
3) RERERRUBEEE
10. E8i0f%# (Additional information) 21CFR 312.238 (a) (10)
1) ARG #EE
2) HEHEERR
3) /NREERERERER

IND 73w &“Vﬁzﬁﬁbiﬁb\fbi. DEDRICH > T L T T kici b, R, IND %
HE# (Investigator's brochure) IXFEFRABROEMENIA L D X 3 2 L HEEHRHBRORBRY,
R2AT7T—%, BREERT A P2V DWTHEHEZLTWEHDEHLEEXD, FDADELSE
LLHBEILET ZDICERRELHELDTH B, HENMDBWRICHEFRI NI,

H R/ I 4288 (Previous human experience) IDWT, FMERRXMREZHRMNT R Lk
ETHIRT % iz, b2, WERCKEEMICE T 2% (Chemistry, manufacturing, and
control data), ¥ - & (Pharmacology and toxicology data), PREKFRERFMEHESE (Study
protocols) {ZDWTIE, ZNFNBYOEMBEEENEEICDS,

16 INDEEEDRIRL BE

PO S IEFENINRy r—VE FDAKKKH U TR TS 05 IND HFERAZ—+ T
%, ¥, FDA DIEUFEFHFE, TN TNOHRORZER IND BEEZREL, HESIENT 5,
DIf%, BFEE L FDA LD DEDIZTDIND FESICK > TiTbh s,

IND HiF%13, 30 HELAIC FDAIBSIRENC X o THEE E NS, 30 H (LIPS, HEEEICH LT,
UEEEPRRBR DA AIRE (allowed to proceed) A, H2WIEAHA (clinical hold) MZDWT
MBHE NS, BT OBRER, BESBETOEEDR, AXEICK > THKEHREE, &
HABNEFEECH U TEGENS,

FHIE UT, {TBCS R IND s e R AR 5 8FI, BET 5, HHED 50T N TORE,
S gabhB, RRYOReH LM, BiEr REEE, BRI (scentific rationale), 7.
BUEAEORETL, JERRER, BRI MU, FEHPERIC A0 TEEL, FEAER
2o CREMICHBINZNEND S,
)mAﬁﬁﬁﬁ,%%%E%%E%%%b%mD$%ﬁ%ﬁéh.E%%Eﬁﬁﬁb%fB
N3, EWBKNT DV TIE, CBER TOHE IND (original IND) o 4EFAEER, k¥, #E
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RURESEICET 5158 (Chemistry, Manufacturing, and Control ; CMC data), 33 - Hi%
(Pharmacology and toxicology data), BSPREREASZMERIE® (Study protocols) ZHZNOHEY
D3Nk, TOLELED, BEHiE CMCEEENRAREL TAMRE NS IND B0 FDA
OB (receipt date) 5 30 HEA FDA DE LR THHH BEHE R TOHRAR (27 BEE)
# Bﬂl:gﬁo)ﬁﬁ’rb‘ﬁl hErHHoh, X IND ERFEEROKMA IEE (allowed to proceed) A,
2 WIEFRAl (clinical hold) »%RET S (decision date). Clinical hold DFEICITEH I HF
SN U TEBCTRENEES O, BEAXECL > TEOFARENEFENS,
AUSIEID IND EE kb, MERUAEERICETSHHR (Chemistry, Manufacturing, and
Control; CMC data), 358 - %% (Pharmacology and toxicology data), ¥ FRERERSEMEAT EIH (Study
protocols) D 3 ADIBLMEATH B, Phase 3 FEL EPEISU THEHENOBEE R,
# 7= combination product ® & 3 IZEZERPEREEE L OEAEHE TORKHBROHFFDES
i, FRTh0ELRE (BEXEHKOHEW Center for Dug Evaluation and Research ; CDER,
EfikiaDFEEICI3 Center for Devices and Radiclogical Health ; CDRH) »50arv# L&+
L a—EFENAR IR A TEEENRS,
W%, FDAWOBEEFLE, EA—), EE S0k CRETRNES NS, gL
FDAEEHE L OMI3, BHEZEOEF 2 VT4 HALPES DO ORVWEEQEERNL, BH
RIPYIATHAZI 2=y —avHHLND,

17 1BREEENAOH

BELRT LI, FDAHUTHRELRER, F—2%ELobD ERERL, i, 23225
VavEIKRATLIZX > T, ERPEHEREDORV LI ILBDHBLTHS, EDXI KL,
FDA IDBAERERETHS 30 A0S 5, BEREOMAH (27 RIRE) ZALICEEDS
#HAED F L HE N, Y IND EREBROFERARIRE (allowed to proceed) B, 3 5 W NERA] (clinical
hold) HASREE N D (decision date)s T T, #HITR 20 B— 27 Hifglcid, BEERIN L
HEEZEMENEBICH LT, F—2OBRPHAEICOVWTORE, BN EENET ALK
LidH3, 2CT, HEEMHBLER, WOTETF—2ET VA TESERIC U THIEH R
BESIHBLTH C LREENS, b UENSEEONME 2 ICSEMENICHS, BEY
B EDHREEVES, Eob PEBE CHKRBREMTE (allowed to proceed) i£%%
LOTHoT *E.-. A8 (clinical hold) Y%, REFRE LMD EHET R LHHREENS,
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