NG &9 D APl « ESERIITEIC 1T 7 EMEFH DI # i
B3 SRR FIEE

J\RTHiLAERL
TRlER

2. ORERAEA A+ 2021456 H30H
1. ThRAERCAEA B SERk29 (2017) 425 H 30 H
B 1MRIERAEA B« Rk27(2015) 4 H1H



1. HY

AFINEET, NBINRBIIRBO T, BRENE T D N & k5 &35 EmMB: - [EERFIEc VT,
EERAEFR R EORZEMEROB NET 5 FIEEZEDH D TH D,

[1EE]

ARFNEEDHEZH) DD BT, JBTINIRGEOERL 2B 2 FH0RAE LI5A1E, Bihg RN
SRbEER LR = 2 7V ICANY . TR ) IS K A EDETH D Z LITHE S
7o, ML DNEBMNDRbE RSt~ =o7 1) 230z b,

e (fo T u b e La— MEHD) 1B 2FERRE
O FUEEE - EOt—77 4 —~v R —Tp—
© e

2. EF
AFNEEZBT HHEEZLL T DL S ITED D,
2.1. gt
NERIG &I DEMBNE « SRR BT D MMERERT  (BFN SAFESCERI S « RSB - FfE
ERETRE 1 S) AR,
2.2. NERG LT HEMBY: « EYSRHSE
JEMNABE IR T
NERGE LT, RO () XL Q) 2 N E LTS NDIEHZ D,
(1) koD, @, OXTD%EE LT, EEROEEEOLEHEHE S IBE OEFR D ORIER U < 134T
DEDW G a5 Z L,
O EIRORKR (BT D hk 2 72 FROBE L OGRS Z A DI % 5.2 58K %5
te, ) OPRfE
@ JRREDHEfR
® EIRO TR ITIEDOUEE U IAIMEDOHEE
@ EFRZBT D2 E L OB EDUGE XA M EORRIE
(2) NHRORE} - fHEHREZFHWT, & M A RUSEG O U IR NS B O & B35
BUCBIT e so 2L, (LUT, BT e L))
2.3. WoEEE
IR DO OIHER OGN} « THROIUE - 11T 2 EBEIHED ABIHRE 2 I,
2.4, WHRE(THE
JUBTNIRBRIZIBWN T, AR D & & BT, WRRDEEEFIETHEE VD, B, %
PEBILFEWIIEI AR D35 A, MBUTS LT, MFEEAE ZMIEAERE LRz 02 L LT 5,
2.5. WSRO
INBTNIbE bR a7,
2.6. fRERALERYE
BTSRRI R AERZE S B L O [[ERESEHEES 21T,
2.7. It
EOIFEEEE B L O HEE LT, THEEE] 20 9) AERE I L CHIFER T, ADEFREIC
BET Dk 72U T R 52 D FHR (RO IRFHEEIZ D723 D1 TEN R OBEIRIZ BT 25RO T, 2
WU HEREOT=DOREE, S EETe, ) OATIRREZHET 2174 (B ORIREZEZ 5 ERT
% Th-> T, MEEMTIHEIT 2L 0EET, ) 29,
2.8. {=Hl
WEERIC TS 290, YIBH, S HOHRIRE, CAsMEIZith 287 & FeksE o
IXIBRAEENTEHPE LD Z 20D, REED H b WFFERIEE O A TREMIZAE U D855
AN NSWEO% [IB7REE L),
2.9. AEHES (Adverse event, AE)
HFEADSIN L > THERE A UTe, SO AR FAERSG AL, FHE LI ASREEEOR

1



BUFH: & ORRBIRZ D720,

Tebbh, MESIPOPREAIM O E LR, HDWITER L il (RERSREET) |
JER, R PSEOHEEAETe) 72 EWVEUTGATE, MikFZE0 Elit L 72 ASCREKE OB T &
DORERROF D LT, JFHIE L TENOITEEFRIRYTIHDOLE EHXHETH D,

2.10. RIEH

WFE~DOSIN L DB T EFRO O b, Y52 U 7= ARBEEOBRITH &

RERBHRIC DN T, D7 & HRBEWRITREM N H D b D, FHRNEBRE ST CE RV LDEFET,
2.11. REA%L

RSP T RET DATIE~DOBNNC L W PERE IR U A EFLR D H b, Yikgeoikat, f5&, Bot.
PoE, RO AT, T OBHECMEEIR R 2 EORE & OIRERHRICOWT, D7l &b AN
AREMER D b D, FTIIREEHREGE TE WV DO EFET,

2.12. EENAESEL (Serious adverse event, SAE)

HEFGTH- T, PR T OGS T2 L0 E R,

B7H ha— U E R D ERETED DRI, BREREERE R L DGR ESMEE LT,
WHFEEIZ L VI D Z & 25720,

() FITESTZHD
FFE~DBIMPOTRTOIELE, BILUBHHE THROEL Th - THIZE L DIREEHENGET
XRWVWHOEFET, HIDNTHIFE~DOSIEBIR L7a\, JFUROFRBHEITIC KL D505 £
A%

(B) AEfmEENLIZHO
WFFE~DBINHFNHERE IS FEEISEDSERRIC S B SN-F, BLUOBIE THICHA LR
FROELTH T, WFE~DOBINE DINEBURNEETE RN OEFET, BAIZIE, KE
NIH-NCI |Z X 2 A EFROFHGEAECTCAE (Common Terminology Criteria of Adverse Event)
28T “Grade 47 (EmEEnd; BRWELZETHH0) ITHYTHIHEFLOHYT
Do

©) TBROT=DABEE T IR OIER DM EL L e o T- b D
TRIERHBIDO N, EIIINGEIRIERE SN E L 2o 7o b DEFET, 72721, WFIZEE, AFTEREE.
Wil . T O M RZHF e E ORE AR & 92 S DITE 720,

(D) JKfgerE T2 TR 7P - BREAR 2T T2 b D

(B) JeRMERFEOHAEREZA L0

(F) BVEEIZAMZE N LIZ 0 ERABRITIIE L2 &b, R 2 EARIc IS5 Lz, ERE®)

~E) DX RFEFICE SR ODE Z L L2 b 0D,
2.13. THIL W EERAEER

EHEWAEFEFR CTH- T, Nt T ORME LT H L0500,

1) FKEoOHD

2) BEMTH LN, ZOMWESCHEIEE @S ATRE 2B HERICE D LT L 20 b o FRticks

WCRET ST, WEEFEGN T e ha—)b, ERLORMNSGE, SRS, RO E
72 EMEEE DB E S SR S TTUVVRN D L AN D,

T, WHESHRATRE R FER X, FRRORSCEIN A, YR ORGyB OREE Thi
XM 9 H_ERIVER - REASECEET 5 7P aWiEOsSREOFIE R, 36 JUWIHY A%
(2 L DIEEMEE DT Ol S CEE 257,

3. MMEHDOER
MTE L, REEE MO OB W CEE A EFROBELZ M- T-5A1003, APIRESEITHE
U, WP e~ VBB AR U5 & & BT, O THIEEEE IS L it o
720,

4. WHEEIEH OF;



4.1. JFHI
(1) fEBROEF IMb & ZEaAfefR
MR, MHEDOFE > TTRIESNAfEREz L. F0MbEX>7- E T, 7ok
VAR TR TE D SN CE RWEAIZIE, JFRINE U COYIEE 6 L Cidie b7z
U,
(2) AR o D HEE
R, REEZEOMREEEL L O LT 258123, SO0 U, WISt EEICERE
TR ERLDEAE LT BB S I T~ S FIC RS9 2 FIEA GO L, Mz PIRICHE-
CHE ED> DRI T0i D K O MEEEE 25 Ul TiuTe 720,
(3) LW T- D DIFHUINEE
W9e% ST 255013, BEBRE DLREE TN MR T 5 Z EDFHCEETH Y . IR
FERROFARCLE ENEDOME A I ERIC O T, HFBEE T £ THITIRICED 2T udie b
AN
4.2, FEENAEFLRE LORESEOMERE RS L OWITHEE D E~ Dt
WFFEETETE, MR B 2 EE A EFSG N ORESEORAEL -7z & Z X, OIS LERE
IR E RGO SE O OV PR AR B SICE R AV BT, 2O B2 OR I
HE Bz, 41 JFAIKLUS. 1 OBUEIC L2 FIEEFIE, #7202 KO 2 U b, F
7oy BN YREFTE DN T DIFFEE IR L, YA EFROREIMRHIEREZIA Leidh
X722 5720,
4.3. i LRfse i) 2 EERAEFLB LOREEEOWE
(1) flfEs~DWE
MBI, OORFTERES & IR 2 389 28 52, Sekth O TR DAL BT
Floxt L, Bl CRAE L7 BhEd 2 EE A ERFS R R A2 WS L iudss
SYAAN
(2) WHTREEAD RN XK 2 8k~ )
WFFEETE TR, MITESEAD R T 5 Yesth ORFFERSEI~D oW C Wi L iudze s
AN
4. 4. BEVEFROE, Ml @
(1) THROBLER L UG
FEERATEE, ARV TERT A ARCHEEORIFHICE L <, EPhcaRsni:
WFFEREF DA, [EIPNAMEHS B2\ Tl SN 7= 222 R EORE B MO L O
FHIEDRTIUT e B0y,
(2) EHEE)OBRGME T D REMIEM AT GG OWE & Xt
BT 3 R DL B0 2 ) OB AN A B D e MR- A1,
HHIZZE DB EMNIHEBEDE~EIT 5 & & Bz, MBI U TR EZ 28 LT iud7s
SYAAR
4.5. WFFEFERERILORER
(1) 7w b a— Ll OfHR RS L OMRE
R, WFSERHE) D OBMEE DO RNEEI 72 TN DN TOWE /R &, Yz a %
RITEN T D ECRERTFRODUERS L UOWGEHIE O RT U 720,
(2) EE)OBEMAET LT 0 b a— UiE RS 2SR A OIS Lk
WIFEE AR, R DL B 2 B OB AN 2395 7' 0 b a— Uikl %
BEAITE. BEBIZZEOEEMESEORICEMT 5 & & bio, MBS U TSt &4
H LT UEZe 70,
4.6, AR
MR, AE 1B FEORERRIRD NG EFHR L OREEEORARN AT DR
HEL2TUTR B0,
4.7, WEEOHRIEE7ITHET



(1) HEGEBERA T2\ S
WFFEETE TR, WFEORKEEC L 0 WIRFS U AFRE L D L Z 0 55 fER E O &l S 55
Ay HDOWEBRZIHE LRI & 0 0ol MG B TGAITIEL, Mg A I E 72k
KT LT hudZenreuy,

(2) PR IO T OIS
WFZEEEETE, AgEa I L, UK T LIEEAIDE. £ OB 2SR O R~ Lt
X2 5720, ZOEAITEWT, MRICL D IFRFSNAFIRE X 0 Bt Z 0 155 faknsm o &)
Wr S DA 78 EEAMEOmWW BRI K 0 YA A IR U T T LISA I W TE, B
BTHI RN 72 < 2O B FFERERE D R~ L7221 uT e H7auy,

4.8. FFZEBERERE OISR, wis,

(1) TR LWt
WFFEETE T, MIREK T35 CTOM, YeiFFecBhET 2 ENINIRIT 252335, i
RFEOER CLT BEERIERE) L0 ), ) IZOWTHYRT D & L bIT, YRGS
DOWT, WITHEBIDBATHER IS LV ERERSE T2 L 9B b0 L T5, RBReMES
T HRFFEREE AT LIGEE, B <O RICHiE T 5,

(2) SHEsRILFRIZECdo1 T 2 B RO HAT
FFZEERA T L A ORFFEEEE & SLRICIfYE & Elitid D31 f88 LI RBEFREIC OV T
M ORFIEHSBADRIZEE TEE TR L, WREHEE T2 X 98050 L35,

5. WHIEREO R DER
5.1. JFHI
WFESB DRI, IR 2 A HFR L OVREAS T U TR S h 33 & FIEICBA L,
AFIEEZAERRL L, E IR FNEE > CRIED ORI THOND & O WEARHEEZ#E L S b0 L
T D,
5.2. HEELHERSGE IOREAEA~ORL
(1) FIRHES
FFEEREO R, WFEETE ) DIFFEIC BT 2 EE A EFR R OREAEOFRAEIZONT
Wt LT, TEEAEFESORERE] L)) BReINiGailcid, By EZextis
179,
(2) PR ARESSE~OWRER L OE R
SRR, ERAERGOREREN 2 SNEHAIIL, TONE L MR ERE A%
WL, BRAERDDLDET S,
(3) WEEHEDIAT
FFEEREO R, ERAEFSORAERE T 2 MEFERESEOERE AT LT2HAI
L, ZHVEEE L CHIESRENICIT DB EZ R U A b D L35, T 2T, MBIk E
L RO ETE T Dl raairb D LT 5,
L. 7'\ ha—b, FPSGE - [FESE, SFEPIEE SRR CEOUGET
RROUETIC RS DT HE O —EMEE RS, B L OVEGEO B
MR FEOBERF T 2 FIREOBUS,  F 23R 0%k L O OFtekO/ERK
YEIFSCBIRE T IR, FHEE. 7 FL—=2 V0%
. ZOfh, YEERFIED MR NI L 2 B D E
5.3. ZhiakdLRIFEIC 1) 5 EE A EERE L OVRESZEOE M
WFZEREREDRNT, WFFEE A7) DAMOIFZEREE & 2ER L Tf T COBAIZEIC I 5 EBEARA EHL KL
AEAEOWED 2 SN Hra, MRS O 2T, Si%ifiE OO TR~ JE
HEZTIbDET D,
5.4. JFAGHERESE~OHRE
(1) FHL2WEEARAEFRGLOREGEDORATR, W
WSRO R, REMEZE T2 AZLE D MIFRIZI T, WFFEICERE S 5 T3 L BB

SIS

=

4



AHEFZRMOREEFENRE UIZGEITIE, SiEFRITBT D5 EORI - #ERE /RS D &
&b, BAGBREI Oz U, NEAGTEIRESE L), ) ~IE
DIFARC LD BRHETHHD LT D,

(2) SHIBSEFENIZE 31T D MR~ E N D%
WO RIT, SREFRD SR LFIZE W TRAE LT b O TH H5ETIE, WIEEME
FHOWEAFT, Uil NAZ LFENIEEEE A~ 5 b D L 975,

6. LM ROHRETFIA
6. 1. JNETORbE CRAE LT EHE A EFRICET Wi
(1) BFEEEEIT, WFECBWCEERAEFGIRAE LIS, Bl EeMIcarEDENX [HE
BIAEFGMONEGICET2HEE BE65) | ZHWTHELFR L, ETNIAGHERR
WA LZ BRI 5 2 &, TRINETERAREE o 2 — 235,
BRI 2 —
T A—/L : masakazu.kagawa@hosp-yao.osaka.jp
Tk 1 072-922-0881  (PHS 2924)
FAX :072-922-0754
[FE] : SENES\BTNDREBEOERZRIC D b DO THHEEIL. Bk (RS S
HIEE | ISR DHREPMETHDZ LICEETDH L,
(2) WEFITFOET 2F T, JFAlE LCELToOSHEE 35,
LA, W GE 1. B2k )
2. WEES
JFHIE UCTHERAE DS IE T 5, (Ot LR O )
3. WFFRIZRET 2 1EH
O #&FEEF S U\ BINIRbE AR ER A Z B S)
FRIRH AT SN2 b D,
@ HARRBEER S
UMIN FRPEaRBRESE, ClinicalTrials. gov 72 EOBEKID
SRR ISV
@ WFEaREES
HGRFD H D,
@ BEEEEIIT & s LFFIEOR|
(SHaR L FIFTE DY A Attihtiak DFFEE T ~OASFENOF S 150
® WFZehH /1D &
PERE AT G LTAE R OfE AGERIID  GlEfE rIsEEA IR 5 H )
4. EERAEFZRIET HEHR
O FERFGS @) | TlleTEerE @R - AR50
@ FBH (EEFHR)
© HEE LW L8 (FETE U TR HER, M%)
L, FECOBEI, AGSUIAGEIFOIER., fEE, FEEOBZEN
FROICHEC CEE, KRB
@ fiaiE JFRIE LCTRREEMBEIR, 1 -o04) BXOEodwre (FEEEA H)
[HE, L, RERE, RBEEDHD ., KT, 1
5. ST ANICBET 216 (3OS, EEREGROMH, a0 I L)
O 5« K - Fhafii (FEEFHA H, BltGH - # T H)
Q@ AEFS L ORERR (FRibHEER)
[ETERN /) BETED / AH]
@ MAICEHT 2 EEAFFSRGIGOEE, ZR%ORBR (L - HERY)
[Hik / WiE / Z28E3 / ME / A/ 4T/ 2o () ]

5



6. WEHDEH
O WFFEORKEH B3 2 kT
(edT / T / Hhak / #&T / 2o () ]
@ FROHWHIRET A2 b
D HHTT 5 EOME GBREETAREEERR L)
2) WA HWTT 2560 (' ha—VSGT, FlsGE - REEUGET72 )
3) Wt E IR « (& T A A O
7. AEFROBE
O PERFICEET DI (Fln, PRI, R, DPR8ER &)
@ HBRIGHEOMER AT —Z 2 (] 410 2—AREHTTEDE a—ARK TS )
@ HEANATHTFEREDON AN B . FRBREERS% 2 A AIZ-) )
@ FEHIPHECOWRMRL, 72, &0 S TR LIZEROAOHETH ] (4 HIB
#H)

(3) PIeBREEORME, Frio s T X BIMERME SN A L, PR Ak [ (8
BRAEFGMONERICET 2GS BE6E) | ZHWTHE T2 L, 2O, FlNE
L FREDOWT I TH LD ETH L HOETHZ &,

1. AIEIE CTICEREATHY . SR AEOER BEEFSIAEE TORER L)
2. AOEIE TITHMEEATHDHN, SHEE L 727185 H @RlFny)
3. ABEIETITBEM LR (REFREZORSE, FrilH L7omdfEre &)

(4) ZHEBIHLRBFZE DS A THh > T, YiddhFfgE 7 N — 7 A EFGRE AW S ERERRED
TWADEAIEL, BT IRGEERAOFHNAED 9 HEET DOV TR, SigiEE R
(LSBT DAL 5 2 L2570, 7277 LEE L ORI R R TR Z &,

6.2. ERRMIICE 2 —Id, WEEORNEZ TG, e SO R~EMT 2 & & bI2, Mk
BREREA~ YRS 25 LER A RO 5,

6.3. fRFEHAZERTL. B SN HEONEEMERB LWL, BRZERITE > ¥ —% 18 U Chf
FERATA KO D Re~dFnd 5,

6.4. FITEEEADRIL, MEERERESSOERZEEE %, YiiHSENICRT LU FOLE o iE 2 U
%,

(1) MHEETHE~OFR @B ~OXGR, BIMEROME, OISO ETE~DEH,
Z DOAMDVE 2 HEE)

(2) Sl LFIEDYsE, OB~ JE

() KIOEERILAEFZOYE . JEATEIRESE~DEE

(4) ZOMMOVE

6.5. JNEBINIABELIAN ORI TSR TR A LI BRI G ERGoHRE

(1) WFEETET, St dtmrseicionC, SRR OILRIRFSTHERE CI A L= 7o
ERBOEREST G, INBTNDRBTEDOEX [ RECET 2 HEE BR65) |
(O YREILRIRFF SR DA ARG L. 372 < WFBEEBE DR~ 35,

(2) FiiEEORI, BRI 2 — LT 5,

7. PR SN HEEORY H

7.1 ERRMIEE A —Id, EBEORNEZII T, B U0 R~EMT 5 & & HIT, mEsk
BERERFEAYHRE T LERZRD D,

7.2. MEERAZRESSL. B SN EONE A GRS LU L. BRAERRCE 2 —% 8 U T
JERA K OWHTHEE D R~dknd 5,

7.3. WFEEEIORIY. MESEERESSOERARE 2, YIS RT DL T OB o i E A U
Do

(D) WHEETE~ONR @ERE~ORNG, BIMEHROWE, Z OOV i)

(2) ZOMOME I E



8. HERAEFROYFME
B ERFRENRE LIGAI2T, EHOBREIZESNTT O SEOIED, ORI EE SR
FRY REEADOWEDEL 72 D580 D, i25T D561, &% OHEIZIE> GEYICHREZ1T 9,
8. 1. FREHTIS L, WHEICREET 5 TH L W B e A EFLOY RO FIE
(1) HEOTR I e T DA TBRESEIAT Y DD & L, EOEBEERARMEE & —h3litke
T 5,
(2) HWEITBR L QIR A TREDOEXEEHT 5, RSO Rl L ORI o 2 —
DYRICE VIFFEE(EEDMER L, THEERRISEE v # — 03l MBS U O E EDfs
TREAT D o BN FHEEE D R ORER 2/ T T 5,
() EAEFHREA~DOWENFIL, INBTNRPERARI SRR E S, EFLEES BT D,

9. THIL72WEEHEESICEET D 1HHRAR
JVEBHNIRBE B CRAE Uz, WFZREICEERE U= P LW B A EHSI L, T ORGSR
\ZOWTC, nFET 5,

10. JUBANIRBRICIB N CRA: LT B A E RS O E F

10. 1. BEERBISEY 2 —1d, I\RHNRBE TRV TRAE LI EERA EFLOWEICE LT, YEliEoAmE
BLOF AT OWENRICBET A IEREIUE, FHT 5,

10. 2. WUE L7 d3EF LB & A L, NBINDRPEZ T 2 EE A HEFLOWENEIIATh T
L0, EMINCHERT D,

11. Zofh,

1. 1. BAEFGOWEETHIIHY | KPIREZETT LM, EEZII U T H8HRIES - @ - 14 R
FTA AFNNE., JETREREOSA] - WHEZELESFT 550835,

11. 2. APIEEOUGETIE. BTSRRI HFEAER B R b NI SRR T, iR ORGEE1S
HHDET D,

oLk
BRI 251.0 IRk (CPRk2T 44 A1 H)
ARFNEEI TR 27 42 4 A 1 HXVHEfT3 5,

BRI 21,1 Rl CERk27 AF5H30H)
ARTFNEEIT R 27 £ 5 A 30 AL Ve 1792, 7272 LR TICHT->CiL. FeEHEICER2942 H 28 A STEREH
A AR EORE 1 B OB b LT,

BRI 252, Okt (2021 (45F03) 4F6H30H)
AFNEEIT2021 (BF3) AE6H30H L Vi T3 5, 7277 UEfTicdhi-> Tid, fastiEimmen (2 RHEF5385
B780323551 5, [EEIE032355175, 20210322 PSS AFI3E3H23H) OEEIIHED LD ET 5,



