T OB O OE K
FT44E8A31H

ABHFEA  BAEES @0
BB EE - A R EE SR
TNIERY R 5= S AR O EHIZOWT] OBIEIZDOWT
m=ic oW T, BIIRELO LB Y, AEENEELETEE (B) BRCiEkn

LELEZDOT, ELLBICHLARWETFEETIOLALSBEWW-ZLE
7






3

FEERFREEEES (B) B B

HAEREK0S31E3E
SfMA44£8H31H

EASBHEEE - AEEERERREETHRE
( & ®B 4 B )

[GER R L EEENDEROERICOWVT] OBWIEIZDWT

RS TIHEAPREOLNTWVER, BNTHRARIN TV RWVWERRSLHEIG
(AT TRAREZ] LW, ) oENEAICAT TR, TREAREEHBERS
SE RO TERLOLEHOBVWRARE - BISAERTEE] T IFRER
HERNEE LV, ) TORFIESSHROERZERVOAEZB U TRV Ml
Ll bic, MYTBIEAERMEREIGEHE (DUT IPMDA] £ H, ) OBE
BOME#AD L THIBEMEZDAELZEL CEEHROEHEER > T& 2,

ZHICEY, ARFEEICO D HRMCERTIVDLWYWE FIv 57 (FET D)
IXIEIEBHEENTEEZDND DD, AMICERREERHZEETH- T, B
FOREEBEICADRZLOREELZWRBOBAICIE, ERLOKFTEHIEDN S AR
FCOHMEZRH O EDNHERVBELFET I ENEZOND,

IHLEEBEREIX. BROSMEBICHZRZVBE KT HEBR~DOT 7k
AEFREIWBMMELR (ARR= Ry var—bax—2R) OEAZATZHRFTE
D, ERFOBROERICEELRITESRVI LZEHRIC. ABRRMNS, Y
RIERICSMTERVEFICH L TRARESE LR TEEIX T HDDOFR
[ZoNT, TAER RS EE SN DBBROERICOVWT] (FaK2841 A 22 A
FHTERAZEER 0122 F7EEEFBHEEER - ARFHEAREFEEETHEREREN) 1TLY
ALT&E T,

Sk, EER., EEBSSORE. AR UOREMOEREICET HIERED
—HEWIET DIEROMBEITIC S BRE S OBRMBEICET 2449 (Sm2EELEY
BESE 155 7)) OMTEEZEE 2. THBREDIEM XX TRENRIRERD
BHE| 2iTo-BBRHBEEREREELZRBITHEBSICERIEFRARBICH»DEREE
HTARZERY, TROLBVRELE-DT, BEENEMREE T L CEmME N
v,

i

paill

1. HlEORE
BRIz Tk, [Expanded Access Program] 355 VNI [Compassionate use]
FIEL LT, REBREEDOEE LZ2VWEIENREBZEDIREDT-HIZABH R
PO REAREORBEZITORMENBEIN TR LI ATHSD,
EELOBRIFERIZOVWTIE, BB, EOERVREEDOHEROBANG,
FAIE LT TEER, EFMSEORE. ARV REEORREICET S

1



WERE)  (BBFD 35 ARVEMRES 145 B, UT TEEMEBRESRE] &V, ) B
ZREREARRRSENT-bONEATH SO0, BRNREREDOERSE
WL oTik, RAREKEREROBLLERAIEBBEESNDZ 0D, &AM

WERREERHAREThH-> T, BEOHRBEEICAEDR D ORFELRVE
%@%ﬁ@tb RAREELBERFEATIHEEIIE., UBEABEKEDOHEH
ICEDB )R LHGESNABELORRT 4 v bOAT U RAERY 2D, ¥
EXLOBBRICXELZAE LRV LZEHRLELT, ITNHLDBENLDT 7k
AEFERTEILENRDLENTVS,

D, PREIZ :Jbb\’c%)likﬂékHﬁ@@a@%l)#wfﬁ‘fﬁﬁbhf-‘ét
N, BEEREMERASCIARERELZSISRITILIIRLRVE D, F,
BROEBICEEY 52 THARBDORAZEICEDEZZEIIRLRVED

WCIEERRR & FIERFNLE L ST,

Z 2T, ENOERRRELZER LSO, T0H Y FHITOWVWT, Fik 25 F
ENbLERLE [ERLEOMEEOBEVEREARE - @EAEDOT 7 ¥ AFEX
waEd | 2EUTRIEZITV., BROSBMEBIHZR2VBEICHT 2 AE
B RN D DERERTEREDERMLEDH Y FIzoWNWT, BREOBEREZBEI L TE
AR LEZEREO L, TAEBRNRA#MAOEBINDIEHR] CUT THEKIGER]
s, ) LLTEMEL, R 28 F1LANLGEREEREL TWVWDHLIATH D,

AEEIX. EANICIIREORAL THIRRHEOTICERIND Z &M
L. BRTBENOOEBICESWTHREKESE IIE OBEREERTLE
(LT THBBREMRE] L\WVW5, ) I L TIRIEBROERORET 2 EFET 248
RPBEEIC—HOERAARERDIIL LD IVBIRETRE. E%tbf%f
DIERDEBBNERRTH B,

. HEOBME
(1) %'JFFODXT%%Z@

o RK %%mﬁ%®L¢f&étw%%m AR END LIIEH RV, 4
K@Eﬁ*@ﬁl@%& BAENEE > TWARWVERDOBREOERTIX, 4
2. MIZEDRBEERRRRICH 72 LTH, BEBIBLNDINRT
4y NEFERTIBERND, REARESE~OT 7 EAZHELLTRDLZ

ITEETHAIRIEEZOLND, ZDH, AHEIZBW T, REAFE
LOWEIZLY., BENIZEENDIRRT 4 v hEEZTE HERMENER
HEWEEZ LN ENBREORKER THLIEER (BF. 2EE - DIRKV
At AER—EOBEZB L TRESNEBICEREINIBEIERVESE
MORRIEF BB E LB, UT T3R8 &), ) OEBEHDWV
TEED BANKTHEOLDOICRS, UTRL, ) OEBREZHNRLET D,

o KIEBROEMIZIOWVTIE, £ BEROMBREMICTE L 2VEE
ERIFTZILICEY., URERLORELZRNBIZEBESRLIBENRH DT
s, HLETHLELIRRICEEL RISV EXFRET D,

° RAREELFERT D) X7 LHFINDIBEMEORRT 4 v MTBIT D,
RET AL N VRIART U ZADBENS, RAIE LT, M Eﬁnu@ﬂ
HEE, ARRRBREAOCHEZ/H > LKLV, EMICERREEDN
HAHEBRTH- T, BFEOEEECAEDRLOBRFELRWVWRBORKREY
HBET D,



(2) BERABROAEST

ENTERINTOWRWVWREABEEOR S ICRB T 2 REMEHEE OB A
b, EEROEFRDRROEBOEEIIETIES] (ERIFEAELS
%28 B, LT [GCP &H4) &5, ) DNEAINDIEROBHADOF CE
35 (EKBRERIZ, EEXROUERFERZOAERVREROEREDOE
BIZEAT 28T (PR I6FERAEFBESE 1TLE) F25£F4HIIWVD
REIRERERAR S L T T 28805, )
TERIBRIZOWVWTIE, BBRHERZ2ENMCRETALNERD S, BHED

BHZESR L, BRAFEEEICBITS TYUZBHICET 3 ZoMholEsR) o
[ERRREROAMERT] © TRYOFESE] OEZ HEXIRR] 2T
AN (BT ME@#%E Lwo, ) +252¢, £/, EEEHRICETs20
fhoiFEE © TZof) OEIZ TEKIBER, £ 3BBROZAEEOO00
-O000) tE#HETHI L, 2B, AFEOERICHEN, TH31B88D
BREEEBEEICOWVWTY, YEBEHICETIZoMmoER] © EBERAR
DOALBFHT] @ T3Y0EFES] OIEIC (75768 &% T5Z L,

(3) FERIBBRDOEMITAR D IRFIERE L RO IS OIRE

IERIEERIL. AERNRHNSEREINDIIERTHDZ LD, IBREHRE
DERENCEMRT D Z & 2T,

ERKBROEMRITIEMNEZEZE TIIR L, TOEBOREIL. YZPERELER
T 2EFPRETHHDOTHD, L, VWHwAEMFEERRE LTIEX
BREERT I IHESIIE. YEEKRIBREEOERTHIENERED AFTH
BEEEBEEZ A ETRETHILOTH S,

ZEMREEDBENS ., IERIBROEROBRINTIZIBE ORIRE LB
HZEBEORR - REBAMKETHDII LMD, FIBENERERE ICHLRE
BOEMODEERITH>Z L LT 5,

NEW RIS, FIBEZRRY ERERVBENS DERIINZ D Z & 1H#
FINBHL0D, UTOBEBREIZLY, IERKEBRBE/RTCERVEASLEE
SNBD, 20X RBEITIE, IBBREBE L. EBREICH L, BEER1
PRAWT, EETERVWEBZONICIKEETIZEET A,
> BEFOREBEEBEIZEDRLOREET S, AVITEMTERZEERD

HEERRBRTIERY (FEZYMYER)
> WEREOMBIZRBN NI L% (BxER) ;
> EEBAEBROMANBEFTHIEDEE T 15RO ERICERZE

BEZBBENNDBZ L (FFRHHERS)
> BEORRICELT, BONCYRAIZRNBNI D, B2HEOB S

SILKIBBRA~DSIRED bz &% ([ERFEH)

FEBBRIZBMTERVIEETH- T, [HIEZYMER] ( MHEx%
UMEH] 280EROEROBALET, ) KX VEREROERMS T
RN EIRBRERE D ORIZEZZ T ERERVBEEN, IRRERESHEEL
7o THIEERZ S B TERWEES., EREIR., 2RI TER
W R OERTEBR OV BEMSE 2 R~ AR 2 I L A REHKEE 2. 15
BREBE>OZIIEIBERLICI2RZE 2R TEAFBEER - £
AREERLEEETER UT 'EEXLFEETHER) L5, ) CRRHETAZ
ENRTEBLDET B,

3



@ﬂ&ﬁi%ﬁﬁﬁit A, BEEFEE . REABESKRFTSRIIBWY
T, ERIEREBOZYMEICB T HIEZ Y EE~OZ YOS Z M
HZEET B,

FAEABERERNLSHITI VT, BIERSMEREICRY TS L SN
. EEFBAIL. 55 zté%%@%%%ﬁ%(wb@éE%E%%%
HoTik, UHBRZAOERTIE L URBROFRELRE L TV DHE,
UTRL, ) R L TIHRIEROERBORMNEZEFTLII L LT,

2T AR ERE L. WD THEREROEBOR G LR L. iR
EiCEETHZ LT 5,

BB, RAEAREBEERNESBORFERICOVWTUL, EEFTBE DT — L
—TRAETARILLLTWVWADT, £bbaBRaIn,

° . EMOHEIL., BCkOBELOHE L FEICEENTTI D TH D5,
BB OB RBN R VRS, E-3BBROBANET THHIEDHEMA
TETDEROEHICEELE X 5BZNRH 2BEXIIBEORRICES
TEEHEOB AN DIERIBR~DOSMBED b2 VWBEE, ERETEIRN
BALEEEND Z LIZOWTEMI NV,

(4) IBREMFTEE

o TERIEBR OISR EMEZIL, F-3BROERERMNEEZ EIZERS
NAZEZEHRE L, TEIEROBRERABDO S B, BEMORERIZE
BEBVWCEELXMZ-b0EEFL TS, B, BMRIED 72D OFE
AR D REEBSIIREOREERIFICXENEVEEH TR d 5 \VIdE
BTrZ eFELXARNLDET S,

® TERIEBROBBRERTBEEOIERICHT-> Tk, HEIZS U T PDA DIF
BRERELZFAT LI LB TE D,

e JFAILLT, MARBROBEER2ZIT TOOERERINT LD TH D8,
BElE LT, REREROHASMEZFESEWVWEBEINIEERDE
BB EERTARRICILE. X EROERERFTEEDEREMN O, L
RIGBRDERDOTE R ONERT 254 OILKIBROIGBREMEEEDIER %
BErT B2 ENEE LY,

. MREREROHSHERENF WV EBAEINSIERBITOWVTIL,

WADRE., UTOEERRFZLUTEED LTS,

> KEICBWTEME I TS EAP (Expanded Access Program) ® 9 5,
Intermediate size IND(protocol) XiZ Treatment IND(protocol) 75);‘%
HWMENTWAIERERR (EBETEZST)

> EERNERLIEEHE (GEERIEEREHE) CWHELEEES UF
EOhRE XU FIEIZRR D)

> FOBRBRAERROEELZZII-ERR (FEEDRESIIRAEIZRS)

> RAREERNEHCB T, EF EOUBHAT L L CHRER
Sh-EES (EFEDREUIHEICRS)

(5) XRBEH
® IEKBROXMNBIL, BMEFLTIEEICL > THRERESOFELZIRE
THEERLOTHS—F, E2ERICBITIMANEEZR/ZSRVE

4



ErIRKIRROMBRBEIZEDONDINE I NICHONTIL, BEEEROB
Rinb, BHE. RBORHNIIEEMREDOEB IZOWTEERICKRITT 54
ERdHD, 20D, ERELHDVIXERTOEE S8R0 ERFTEED
MANEEOFEBIZEAL T, ANEEZRD THES - HEMNITHEH
BETHD LHBENI2EEEHOBE L TRETH D,

0 WKREBROEHMELZLZZITAMMCIEKIEROEMEELER LZEET
o T VER LTcHERIGROERETE TIXEBE RSN TE RV &l s
NBHRITIE. SRERFEEZER L BRIORE LRI E S S BB %
FHREEET D, '

BB, ERFEEDCRE LAFRELRERICIE, TORATERFIEEZEDOR
ELZ{To5Z 9%, :

(6) EMMERROERE
® MIKBBROXMELLRIEELII. REABEETHID, HFREOLEM
ROBLE) L, RRAE LTHEERLZRELEZERLD Y, UZERN,
WL BBHERZICHT 2023 RREBELTCVEEICL > TEBEEIN
BRETHD, 201D, E=2EBEER L5 2 WIXERF OEFREEE
WKBWT, ZRI3BBOBREBEELEMUIERSHEEMICLVEREIND Z
EEFERIET 5,

(7) IBBRIZHDEBAAE
o  JFAILLTIRBRIBRI2BARERERENABTILOTH BB, IEKIE
BRIZEBWTIX, #BRE RS, Eff, THRRTFECIZFAERSE (72
L. BEEEBRPERSNRVES) IZhn3BRIZOWT, IERIBRIZESM
THREIIGGDEEEZRDLZZLELRDOONG,
2B, BEORBREERD, NBEMRHEMNOERBIND I LDOTHAI LI
B, BHEOIBRBR TR 2AEBREEIC OV TUIXET A LERZNLTL
HLENT L, : \
° BEICAHEZRD ABEICIIUTOEFE 2T &,
> BEUAXEIR, BEINI BEAHERVCZOREIKRI ZL %Y
FRCBRENBEMLOTWVWR D ICR&ET DL bz, +RFAEIT-
kT, REZRETHZ L, ,
> HBREROFRERSREICEYT 2RBIZONTIE, MERAERORM (K
MEXE) | (ERR 20 EFEAFBEERE 60 5) ICEHEINTVWEEEK
IZH o CIIEMEBLRVWETHDIZ &,
> WREROCEERECETIAENDIEE. BEEL TOBEICR
BEZFIZONT, EERBEEERIIHET D L,

(8) MM
o AHIERBBROMNTEBINDILOTHEZ b, FAIE LT, 4%
EELPEARBINEEES, FAEAREEINTEE. AOERBDONRNE L
LCHBEBLIR T ONBAEIBARNRPILEEINZBEITIE. TOBATK
TT3HDET 5,
2L, ABENOHERFTLZEBETDETOM., ML TERELZ RS
TAHAULERDIBEICIE,. BROEBEEEIZE LT, UTOXEEERS Z &,

5



> LEBROBES  AREE%BSNICRERTERBRARRICDVEZLDL
haL5, IBRHFBERERERERTEEICZOELTLHTLIEDON
RELTELLZ L, :

> EMTEBEROBE  ARZHPCERRARIOVELZLOND XD,
BRIHERERERERHEEZICFOEL2RHTIEOHIEE LTE
zZl, B, RUEET. BREME LR2TNIERLZ2VEEITIT,
BRI ERRBEEEHEBICHERTHZ &,

(9) #WEIz>W\T

IRIERRIT. BROBHE TERINDI LD THDI &G, GP HHE 14
SEXITE 5 EDIICESX B MEEEZRETHZ &,

3. HEEOREREL L TOREW

TERIEERIL., —RICEDIRBRITEAAN LN TWAEBE LIV B Y A7 R
BEVEENREENTWVWAZ LBXBEEND, Z0H, BEMETMT 28
EnD Y, KRB RIL, PMDA DEEEN LD RICESE, BERITDA
< &b 1 ENFIERIEROERIREZEST LBETHZ L,

Z OEE. PMDA OEFEIL. ILRBBRVBEORBRE IR LR, NEHRM

C DPLERBENBLDOTHDI b, BEREHERCI Y PFEITBER

BEPBNEIENRVEIRCEETILOLT B,

T, WRIERIZ, ARBEPLERBINDZENBEIND 2D, AR
BEROEERT —Z /v Fr—JIZEH D 2 LII—RITITBES R TVRY,
k. BERERICERMEESNIBEOLZEHICETIFEREEFA T
ABPENEZONDZ 0D, BRATESICHNERTERZTI ZLED D,

4. ERERONESE

IBRHEEEL LTPMACEITHOAEL DD S, EHIRREUIL
KIBBR %6HT®E%_wammmwT—AN—VT“%Té
> WREOEHR (RBRESTES)
> BEBREHELAROCERSE (277 L., EkikiL, JE—8%ERT5, )
> RREB
> BB (FIE%)
> IEREH T EHIHE
IEBREEAEEFICBWT, UTFOEEIMTb-5% WM®T Arl—
COEFHEITI,
> BRI DB
> AEMRMNBRBOER > :
EYORECTEITH LN HREREE Y R ORI GAESIE, TR
ERRRICARRG LT 5,
FE/- AIEBREOWERIEER L LT PMDA ICEITH LA IERHEREESEDE
|ZOVWTIL, BHEBARE BLIZ, PDA DFR— A=V RBWTART 5,



5. Zof, HXBRICERZERLOEESRS

(1) EREESICBIT BIEKRIBR~DE S OHREE .
TREBROVSAA CEE SN AILKRIBRIZ, REABEKELZBEFICRGTAHFEL L
Tix, BB SFENVEEERERIR OGN LD THE—F T, EmTsH4eE
WERBRAEZBRVNDEZLIZRBZI D, BRME., REEXEZFCHED
(CRO : Contract Research Organization) K& UNEBRMERZIEHEEE (SMO : Site
Management Organization) ZMBRHET AN TIX. KEIEOEEIC
EL, RREREOCAEND L THERIND LS, BEDHRBROZFE L IIXF]
LT, NERERORECZFTAILO ZHEL ZHHEBEVLEW,

(2) FRIBBRIZIRD GCP EH S OB
GCP AFITBWT, HEKRBBROEMIZYS-Y . YZHEOERREELFHD S
BR)D., BRERE OARBBEBIEAIBFENHEINTVS,
BRI, BIRBEEOBMESROZ L, '



(BUAEARC 1)

NIBE RHA B Ef S N DIRBRA~DBANTAR D 43k RAF

( EBEOKA ) 5

SMOFOAOR

BEHED | WAL LICERORHE (BB SHOKTE) +HEBOTLT 7y F4XTF] & |
I EHENRE LTS TS F) 20151225MHLF, 20151225phar, 20151225AbCd

1. EMFEERTMBICETSER

O BERFTEEA ¢

ORI %

® EERL (—R4LXIRFEL) 0 [RELTWVWEHEE]

@ BFH (X7=270R) OBELKRBAS -

2. ETERVERE

D BEH~DOZYUME  FEUTEILORTRF=y7T35)

™ 4 EE sy 4 2 (BFFEDRBECEDRLOBEET S, HEVITEMIEEREERH DK

BT
I ¥t = (BHBRIE DA RIS 2E)
r Bif,ﬁ}]ﬁggm {Ei;’:?‘;ﬁgﬁ@*ﬁﬂﬂ’b?ﬁﬁﬁ‘F%UDEEE'Gifcéf‘aﬁﬂiﬁm:%ﬁé@i’ﬁ-ié:J‘o‘
I~ {ERIEH (BEOHRRIZESLT, BONCY RZBENIEND, BEEOBRN LK

KIBBR~DOEMBEND S E)
™ xoi

©® HEHE (ERILIHEAZEHREDLIYRTRERTS)

LS S K 4 v
PB4 :
E BT
HRE  EBEE E-mail :




(BIERER 2)

NEH) FHD b FhE S LD IRRA~ DO BN D BREHERE

BEAEFBEER - ARHERERLETESER 56
STWOFEOCHOR

EHES ERBIEHOZELRHT D)

1. EHAEREICETAES GCERMCERONEEEEICERT )

O MERFTEFEES :

@ BRI E -

@ EFEmA (—RAXIIERES) 0 [RELTVWIEHE]

@ BRET (BB OBGRBL :

2. HDBEFEDIERE - WRETHARTLTHD LEZX ZERE

O KB4 :

@ BBEXIIEARREIC I 2B TR+ 2ERE

1) RIBR LB AR DEREDLTR

2) BFEMRBPATDITER TERVER -

@ E-HFRIIBMTERVER -

@ NERRHDOORBSNDIRRET I LEDRDH D & T DFRZERRAL
(EFDOERMOFHE - ARFEHMMSFTRVEH, YREREIC X DBRICL5ERRY
27 % LA EEZ5BEETHRT D)

{KFERERD K 4 -
T EEE R4 -
£ BT
A . EES . E-mail :

() TRRENE D DXT RN LI L 2EE 22 CREFBE RET 5 2 &,
9






