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EDEE. BEPRINERETET S, GH. BEORBICLYERRET 5.
(BROABIZFEEBEDRRER T HT 5 =B MERTILRE)
BE. BAIZIZA S/ TELTIE0 mgx1A2ME, AK%KET 5, thOEXREHRAT S
BEIEX. PESTOVERIATIRVOIL RZVAOVEHRTD L, HE. BEOK
BICKYBERET 5,
(TR Y FEERETE OIMR) OET - BROFERREICSITETILNLTYT (Eim
FHMZ) ZECEEREROMTESE
TN D GEGFHERZ) EOFAICELT, &%, RAICEAS/8) TELTIE
300mgZx1H2ME, BOKET D, GH. BEEOREBIZKVBEERET 5.

3. HAmDRAIFHRIE
ZELan
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4 BEFRICEAL TEAMT SR

BIEEAICEY 2EH.

= &
BEEARES ( Ko oE | P FA b SRE
EERYRYEEFAE RWP) 5] (T1-6. RWPOE] DESH)
BMOYRIEMEESE L ERNEEBITEN (TanNLTT GEEFHR
THREN TSR A GRE .
CAZITAUT AT REEERSAA R
5 (TXMmM-2. ZOMhOEEER] OESHRE)
BEMITEM (TanLeTd GEETFHHZ) 4
A
A TAVCDRBEZTONEAA
(ITXM-2. ZOMOEEENH] OESHE)
REFEREEHA K514 i1
IRISEAL OB ESEIE;EL EELEEMBAELILONEE - DHEEZEDLEFIZHES
= 5 |BEFEO-SUEFOLT (SH4E8R24E
RES0824512)
(TX-14. REHMTLEDZE] OEBSR)

<@mPERFAEER>

(20263 A BF )

- KEE TBRCABIGFEEIGEDINERE] ' 2 FEMRERITHR E LT2017TEIA24BICEE
FBMREICLY. FOERRAEEROEE BEES : (295 F4008] 2T TS,
- ARF| X TBROABIEFEERGHEDF M ARERIIBRIEI 2 FEMRERITHE L L T2017
FIRAVRAICEEFBREICLY  FOEBAEERDETE (BEES : (29%) 5F4055]

EEZITTWS,

- REL TBRCABIFEEBEDRBUIRT R G EEICE (T HHBRE] £ FEMREXIL
MR ELT220F3/1TRICEEFBREIZLY . FOERFAEEROETE (HEEES

(R2E) 54655] =X(FTWL S,

- KENE TBROABIGFERBEDIEICH T HMEREMERE] L FEIREXETHREL
T221FENA2BICEAFBREIZEY . FOERFAEERROEE EEES : RIF)

§5215] £ZITTWS,

* 1 RBRSNIRRER IR : SROABGFEEGMEOINEEICE (S AL REEAROMEFRX
*2 RBENFT-HRERITHR : NALEREED H 5 SRAEBEFEEBGEN DHER2Z MO F M AREXR (IBHIE
*3 RBSN-DEERITHR : LROAEIETFEEGUEN DHER2ZME TEHES ) R U DEEICH T 5 iR EYMEE

5. ARBEHRUVRE - A LOFHRER

(1) AEB&EMH

EERVRAVEEHEZEREND L, BUICEHEST S &, (I1-6. RIPOBEE] D

Ep i)

(2)

St

Z8 L7

E - ERLOFIREIER
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6. RWPOEE

RHEER - HMTE12A
EEmM R EEFE RWP) OHE

R VIR EIE
(EEBHEESREYRY]) (ESHBEN) RY) (EE4 T RIER)
- BERIE - SR EES L
- E MRS BE - RRIREH
- BSARILAS EARSE BHEREEEADORS
- BE
C FRFIKE (TN T
GEGTFHMmR) G
CEmEEmM (TN D
GRETHEEZ) B
AWMEICET BRAEE
L
| ERIZE S REMERDEHOED | ERIZESCYRIBIMEDT=0bDEE
EXRRLUERABEORE ) 24 BIMESHEIOBE
BEOEERRSMEREH BEDY R BIMEES
BIER. Bk - 22 EBRR VN ERBERESED EFAXRUBEAEZR A/ Rk D158
IR - R - T IR S REFEDREE (B 2
V=)
EMOEERRSMHEREE BMD Y R BIMEES
- BROAEIZ F RIS O A m IR T 8E 12 B (< CERREENTEMOER. BE (FaSL
BHIELRAEMESHESOILERER <7 GEEFHMmZ) G
DFREDBEERRE LI-—RERMAR - BEATEMOER. BE (FasLed
#E GEGTFHMmR) G
- BROAEIEFEEMB A DHER2IEH THRES 1
R DAEBREICH TR HEEMBEEERNR
& LE-—BERRERE
BEYHICET 3HE - REROFEOBE
L

RATOFERIT. BIITEEA ERXRERBSRAUBOERRBEBRRNA—OTHELTILSLY,
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I. &AWMICEYSERE

1. BR5t4
(1) #4
1) L S—4 52100 mg
1) L S—4 52150 mg

(2) *4
Lynparzaes Tablets 100 mg
Lynparzaes Tablets 150 mg

(3) AMDEFE
2L

2. —H#&
(1) f%& (8%
3807 (UAN)

(2) *#& (W%%)
Olaparib (JAN)

olaparib (INN)

3) RTL4L
poly-ADP-Ribose polymerase inhibitors : -parib

3. #HEXRIT TR
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F= : CasHasFN4O;
> F = : 434. 46

&>
H
felo

&

u\

. eZEE (i) XITKE
4-[ (3-{[4- (Cyclopropylcarbonyl)piperazin-1-yl]carbony|}-4-f luoropheny!|)methy!]
phthalazin-1(2# )-one (JAN)

. BR%. 4. KBS, 58S
BEREQ— k., FRO— FES : AZD2281, KU-0059436
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M. A ICEET HRE
1. YEEFEHEE
(1) 588 - K

BE~MAEBOH®RE

(2) BfEH

pyL S mE (°C) BERE (ng/mL) BRI

X 37 0.12 FEAEBRITEL

TEr=kFUL 20 3.1 ATz

I4%/—JL (99.5) 20 5.5 BIFIZC LY

A8/ =)L 20 10.6 PHFEFIZC W

DAFIRILLT KR 20 48.0 POB T
(3) iRt

TEEEREEL,

4) fm (PER) . BR. BER
Abra : 199~206°C

(5) ERIEEFRBETEL
pKa : -1.16 (1EE) RU+12.07 (E)

(6) HECIREL
SEZRE (Log P) :1.49 (Ao %/ —JL k. 25°C)

(1) ZDHOELRMEE
ZEEHGL
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2. ANASDERFHTICETHRE.

] RELH
e REME R R
BE BE *

HI{RTERER | 25°C | 60%RH | — 60 "
EHRERR 6 soEEE = 1
R ER 40°C | 75%RH| — RYIFL IR 61 A REA

oy SEBER) T
soc [*2TTS] | FLYRSA 65 A BIER
B
TR EE1205 Ix-hrilt
" ZEDREE RU
— | T ®E ruzrios mEsmszax—| FED
200 W-h/m*LLE

AEEE R, ARTHN. XD, BE
3. BRRS DHERFERE. EED

FERRERE - RONMRINRRY RILAIE X
EE%:®/AEKIOI NI ST 74—
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V. RAICET HHE

1. &l

fz

(1) HFDORXA|
T4 NLa—TF 4058

(2) HEDNEE TR

(3)

(4)

(%)

BT 4 1) Ls/X—H$£100 mg 1) Ls/S—H§8150 mg
#7 HE~BEED RE~REFEED
7 TJANLa—F 4T TJANLa—F 4T
s\ (Fm) oR 100 0P 150
o ) =
s (BIE) — @
REE (BB £914.7 mm #14.7 mm
RES ER £97.6 mm #7.6 mm
XES (BY) £94.7 mm #96.8 mm
BE #90.41 ¢ #90.62 ¢
FHAO—F
BR5E 4 1) L/S—H$£100 mg 1) LisX—HE150 mg
HAlo—F 0P 100 0P 150
SCEIGAT fEFIRmE fEFIRmE
RN DYE
ZuBEHGL
ZDft

ZH LGN
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2. RENDHEMK
(1) AR (EHERS) OEERVEHMNA

3.

1) L/X—HEE150 mg

R34 1) Ls/S—H$£100 mg
15 15
MRS *A35/)J AU )
100 mg 150 mg
aRE Ry, BEEKTA(B. D- | aREFY, BEEKS (8. D-
U b=, IRIVBRTTY | V= k=L, FILEBXTTY
Al ILFRYSDA, ETFOAO—R, | JLFFYDHL ETOAO—R,
< /ad—)L 400, BgiEFA2 2. | o Bd—)L 400, EBEIEFH .
EBEZ B EEZZEbH. B2t

(2) EREFORE
ZELlan

(3) BE
ZH LA

AMIBBROHEBKRVERE

& LG

A
ZL LA

EAT DAIEEED & 5 RHMY

WEICHL
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6. RADFEEUTICEITIREN

REEHE
SER REREE REHAR R
BE | EE | %
EHIREESRE | 25°C | 60%RH — PTPE%E 481 B RN
] A9E ER 30°C | 75%RH — PTPE%E 481 A RN
NN ER 40°C | 75%RH| — PTP&E % 61 A8 LA
w |yt "
50°C S — PTP&E13E 3n A RN
HEA. &
AEHEEBET
25°C | 609%RH — et 1nRA* HBKSD
MR H
Lhit=,
SRS SN, 5%
BAEIEB T
30°C | 75%RH — et 1nRA* HBKSD
EamAEDH
Y (=
EBE1208 Ix-hr
| - | mx | mas BE | smsm
Bm N e TR —
200 W-h/m?

AEER - thK. SfRERY. BHE. 28
*SEREIEE : K5

1. REERVEREROREN
ZELan

8. FlEDEEEIL (HELFHEL)
ZHLEL

9. BHM
B AV AR

10. Rz - A%

(1) FEMNRELGRS - AF. HEI’RRLEES -
ZHLaEn
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(2) a%
(V) Ls/S—4H4 100 mg)
568 [8%2 (PTP) x 7]
(1) L S—H$E 150 mg)
565 [8%% (PTP) x 7]

3) PHEE
B LA

(4) RHEOME
PTIPE%E : PILS VLTI R— T qILL, TILSZILE

11. BEREE IS EME
ZL LA

12. ZDih
ZL LA
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V. ARICET SEREE

1. $hEEX(IZNR
OREZRMEMESGRRZMEOBRENRECE T S FERE
OBRCAEBEFEEBMHEDIMNEREIZH (T2 WAL REAZOHFEE
OMFMBABERBERT HMBREICETEINNCITT (EEFHRR) 228C9E
LA R DHFRE
ONAALZFEED & % BROAEIE F R EBG T M DHER2IZME D F I TR R (T B R ELE
OBRCABIEFEEBMEMN DHER2IZE THRS ) RV DEEICE 1T SR EMEE
OBLRCABIZFEEBEDERIEB AT 2 EXZERIEALIRE
OBRCABIEFEEBME D ARUIRTRLGEEICS T o8ERNEBLESH ZECLRRE
BROMERE
OISRV yFIEEHEEESE (EMR) DEIT - BROFEREICEFST 2T (B
EFHRZ) ZE8CLPREROMEERE

2. HREXITHRICEET HEE

5. MEERIIMRICEET HFE

(BERNBEESHIRZEOBRNEECE 1T HHERE

5.1 BERKOBERNEMESH ZEC LERETERINIMEFESATLIBEEZAR
ETBHC &,

5.2 ERAREERICHAANON-BHRICETHRERNEBERESRRZETIELREERT
EHOOBEBRFETCOHM PFD) FITOWT, NI ERBEI OEEORNBERIL .
FEDEHNERVREMEETDICERLELLT, BRBEEDORRETS C &,
[17.1.1, 17.1.2&8]

(BRCAERIGFEEBGIEDINREICE T 5 MEILFRERDHERFEE)

5.3 EREIRAFLES (FIG) ETHIENHXINVHDINRELZH SN, BERR
EHEEF ZSTCHEEREETEINHEBF SN TVIEEZRRET D&,

5.4 EBPEINFANZHAERRRIER#EY 2RAVEREICKY. SROAEEFE
BEZHEIDH LN ERSNEEBICRET S L,

5.5 BRRHERICHEAANONI-BEHICE T HRUAREZFICONT, N7 ERIKEEI DIE
DRBZRAML. FFOEMNERVRERZTRICERLEZLT, ELEEDE
RzET52&, [1.1.188]

(HRMEMZEERIBEZATHIMEREICETERNVXTT (EEFHBRR) 28T

FEMEZ2RER OMFFRIE)

5.6 ERERAFLES (FI) ETHIFIHXINVHADNEELSZH SN, BER

NBEHEBFIRUANND YT (BEFHEBRZ) Z22CPREPRETEDNHE
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BEINTLWIEEERRETHI L,

5.7 RBIN-ANZHAEERXIIEEREREY 2RV-REICKY ., BRMERZE
BRIEEZETDHLENERINEBEICRETEHI L,

(DAL EEERED & % BROAEIEFE RGN DHER2IEME D F M FREX (B FHELE)

5.8 AFID/EETSHRICIK. FURSHA4 V) DRRBEHERRIRVE XY R
NEMESRFZECILFBREIEOH I BEERNELETHI L,

5.9 RRBIN-HWNZWAEERRIIEREREY 2HVREICKY . BRUAERETE
BEEHTH LDV RSN BFICRET S L,

(BRCABIGFEREBGEMN DHER2IZETERS Y RV OIEICH 1T 5T RENEE)

510$H®ﬁﬁ§%ﬁ%&Lrwﬁﬁﬁﬁwﬁéﬁ@ﬁﬁbtuﬁu

5. 11 BRREGRERICHAANON-BEDEEST ) RV DER. ALAEEFICONT. M.

ﬁmﬁjwﬁwmééﬁﬂb AEOENMERUVREMEE+HICEBE L LT,
BIEBEDRBRETOI2E, [17.1.688]

512 RRBINANZEHARERRIERERY #AVREICKY . BROAEEFE
BEEHTH LDV RSN BFHICRET S L,

(BROABIEFEEBHEDEIREE EH T 5 EZBIERMERTIIIRE)

5.13 AFIDOMZEEEL L TCOEMMERUVREMITFEL L TLVELY,

5.14 RBINT-ANZHAEERNIEIEEEEY TRV REICKY . BRUAEEFER
EETHENHERSINBEICRETHI L,

515 BRRREBRICHAAN DN -BEDORNAEEFICOWNT, M7 ERKBE] DIEORA
BERHL. AFOFENMERVREMEE+HICEBLI-LET, BRBEZEORERE
T52&, [17.1.7, 17.1.88H]

(BROAEIEFERGHEDBRUIRTEGEEZICS 2SR NEBHEBER 2801

BEROMHEFERE)

516 REIOFHOMBIEEL L COEMERVRESMIFREIL L TLVEL,

517 B2 R REHESH 28T LRERETERELETHIROONTOEVEFTENR L
?é‘t

5.18 ERERHBRICHAANON-BEDRKRY. AR NBEUHEBRZEOIL2EEDE
%ﬁﬁ%tomr\HI&M@ME@E@W@&%%L\KH@%%E&U&@E
F+HICEE LT, BIREEOEREITS L, [17.1.958]

519 RBINANZEHARERXIEREREY #AVZREICKY ., £EMABRRTI
DBRCABIZFER (FHEEXIIRWEREL) 28T LPERSIN-EE
HEE5EIT B L,

(TRT Y FEEREEE OWMR) O#ET- BROFEREICEITETIILNLTT

(EEFHRZ) #ETIERERIEOMITEE
5.20 TN T GEEFHER) RUBERREBEHESRIZETCILREEATERR
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5.21

EANEHOONTVWENEEEZRFET DL,

TR LERBEETIREBEEXIIREBRICE T IREICL Y. pMWRARER ST
BEICEET S L, RECHE>TIE, RRBINWANZHAEERXIIER
e = [ AT

) ARRSNEANDHAEERAREERERFICET SERICOVTIEI. UATOY LT
YA ENOAFARETHSD :

https://www. pmda. go. jp/review-services/drug-reviews/review—information/c
d/0001. html

(f#R)

(HERNEMESHRZIMEOBRINEEICES T HHEFERE)

5.1

5.2

FENZE VTR SNEMEAEONDEEZ OGNS EE [AEHFRZHERIN
RESRET. OERHAZESTCEEREZRELDOAVERTLTEY., BEEOBE
HHZECRPEREL DA VIZH LTEY (RE2FHRFASTER) ZRLTL
SEBE] ZEVICERTILEND D,

BISEEDRERZTS LT, BRERICHEAAN OGN EZBEICEITS5EERME
MESHZECEFRERTRAOBREITOHAM[ PFI) FOWT, BEFHEX
D M7 ERREAE] DIEORBTZRAL . FFOANMERVRELE+7ICERFET
BENEETHD,

(BRCAEBIEFEEGIHEDINREICE T 5 MEILFRERDHERERE)

5.3

5.4

5.5

AENZEVEIF SN AINENTOoONS EEZONLHEF[FIGOETHADBEMAAR L
NVHADOETMERZTHALZH SN, BERNEMESR ZECHEILZEEET
£ (RERVRIHZED) HHEFIATHWLIEE] ZEYITERT ZBLEN
Hb,

AFNCK VB ININEEBD-DICIL. BROSEEFEERGHEE . KT TR
NEBEUGREICEYHERT IVELH S,

SOLOTEABR Tl&. #IEMLFEE L DGR FMEILFEFRERDOHFRELE LTAN
VAT (BEEFHIBEZ) OBRSEZHTEEBEIRENASEALTEY., AN
AR IDBREENHHBEICHT D2HFREE LT, XHOFIMERULL2EE
BELBRREBREEB O TR &N D, SOLOIGREBORE SNT-EF
DRCAEEFZEFARXD M7 RKFAE] OEICEHL, TEBRET LS &L
=,
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(HREBRABERIBEE T IMEERICBETERNIXTT (EEFHERR) 2809E

LR EE R OHEERE)

56 ARFNKVEFGINIHENEONSEEZAONLHEB[FIGOETHAEMEAR(E
NVHAOETMERETHILZH I, BERNBUHESFIRUANS XTI (&
GEFHEBZ) ZECHELERERETEY (ZR2EWXEWIEY) MHFIAT
WEHEE] ZEVICERT IVLENH D,

57 ABNZKVHBFINDINREEZHRS-DICIE. HEMEBRZIEERBOEES. AT
ARRBESN-BULREICIVERTILENH D,

(DAL EERD & 5 BROARIEFEEBEAN DHER2IEZME D F TR ER T B RELE)

5.8 OlympiADERERDKER. LIEMBERIIDLRCAEIEFEE (RMEEXIIRMEERSE
LY) BHEMNDHER2ZIEZMETHY .. EZ2EEE (T2 b3 A4 0 ) U RINEMRESRR
(EBRTRWES) RO XY UREMRESGA] 28T 5FHTEXITERIE
BEICK L CERERMERENREINEZZ LML . 0lympiADRERDRREBEZEIZEITS
LR2EEEOFEMZLEHL. TERET S L& LT,

59 AFNZKVHBHININREER/RE-DICIE. BROAEGFEERBGHEE . AFMTKR
NE-BEUGREICEYERT IVELNH S,

(BROABIZFEEBGMEMN DHER2ZEZEM TERES ) XV OEICE T S EREMEER)

510 AFIDMATRMEEL LTOFIURVREMITHEILL TRV, BIEMFER
DHERAMNLEE LT,

511 BEEEDRIREZTS LT, BERARICHAANON-BEICB T IBEESY X
VDESE. IBEBZFIZOVT. BFHAXD NT.BRKBIEI OEORBTERAAL .
AEDENERVRLEETRICERI L ENEETH S,

512 RFNZ K VEAFE SN DN EEBE-DICIX . BROAEEFEREFHI D EEERRT
ARRBESN-BULREICEIVERTILENH D,

(BROABIEFEEGHDERIER EH T 5 EZBERMAIIIRE)

5. 13 AEFIDFMDMBNMEZEEICE TE2EMMER VT EMEFEILL TG ®H, T
BHEYT S L E L,

514 RFNZKVEABFE SNDNEEBE-DOICIX . BROSEEFEREFI D EEERRT
ARRBESN-BULREICEIVERTILENH D,

5.15 PROfoundiXB& TI&. MERRRIEAIILEUKEARILEY GRH) ZFId=—X /724
TR FOBREXITEABERBRFTNERESINIZ, TOFILFIFRIETEST
AVEFBIXTILICKHALEENESNTHY .. HRRERICEE T H150EEZEFOL
TNNCEREHT HnCRPCEE " £xtH & LT 5, F1=.PROpe | 58E& Tl&.mCRPC
[Zxt T 2 EMBEED LN 2mCRPCEE ZXR E LTS, ZD1=8. PROfoundix
ER R UPROpe | ERERD MR & SN-BEDRIEREFZEFARAXD 7. BRRHE]
MDIAEIZE&HL., TEMET S L& LT
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* 1 BRCAI. BRCA2, ATM. BARDI. BRIPI. CDK12, CHEKI. CHEKZ2. FANCL. PALB2, PPPZRZA. RAD5TB. RAD51C.,
RADSTOR U/ RIS RADSLEIRFEREET HEE.

*2 EEATTIHAEMBIETOEAILZ S FL LS S FEORT Y FOF U RIOERIFHEE SN,
Ff-. MRPCELBFD T HFILA I K, 7/ULA S K, XIFFALE S FOEARIOVTE, £
NS ORBERITHREETHN AL, BEABIFFI12: ABLLRICERSART LTV SIESICRY
HESNT-, RBMENIIIREICKT DA - MEEMREPRVEREBEET S RLEVRER
HRIREICE TS FEA X EILOFEAE. ThoOARPXITARERICAEREIRITREE
TOBENBOH SN TLETIIFEFR SN,

(BROAEIGFEEGHEORBEUIRTREGEEICE 1T S FEE)

5.16 AFIDFHDMBMEZEEICE TE2EMMER VT EMEFEILL TLVEWL®H, T
BMET S L E LT,

5. 17Kk U5. 18
POLOSHER TId. ATEMRARIIDLRABIZFERGY (MHWERXITRIHEELELY)
T. HERNEMESHZ228C —RILF2RETIGERULFZETIAA DN TL
WL MEREREERNRE LTSS, FEMET I LE LT,

519 RFNZKVEFINDIHDBREH/LH=-OICIE. EBEMRERIIDBRAEIEFEEBGH
(RHZEXTRHERREL) . A TERBIN-BULGREICLYERT S0
BENHD,

(TRT Y FEBEKEEE OMWR) O#ET - BROFEREICEFTLSTaIL/NLTT GE

EFHEMBZ) Z2ETLRREROMTERE)

5.20 RFN-Z K YHIFT AMENGBGONSLEEAONSEE (BEEFEZESTLEREE
ETALNLITOHABRERITKRBETARBOONTVENESE) ZEYISER
RTDBELNH B,

521 RFNZKVEHRFINDIHDRE/LI-OICIE. +HLERBRBREATHIREEXTIRE
MEERICE T, pMREARR TRBIN-BYLGREICIVER T ILENH D,
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3. RERUAE

(1

(2)

RERUVHAEDRS
(HERMBHESFIRZHOBFRINEREICE T #ITEE. BROABGEFEEGHED
IRREICE T HUEMLREERDOHTRE, SROARGFEEGHED BB UIRTREL
BEICET5RERMELESRR Z sV LFREAROHEEE

BE. RAICIEAS/8) TELTIEZ0 mgx1H2E., £#OKET S, 4H. BE
DKREICKYBEEBET 5.

(AR Z EERBER T IMBEIZETEANV AR T (EzFHlfrz) 280
MEMEZ A E DM IFERE)

RNVXRT (BEFHEZ) EOHRBICEVT, B8, BAICEA S/ TEL
TIE300 mgZz1H2E., BAKET S, BH. BEORREBICKVYERERET 5.
(DNAALZEERED H 5 BROAE I FE RGN DHER2IZ D F MR REX (T B HELE.

BROABIGFEREBMEMN DHER2ZIZME THES ) R 7 OIEIZE 1T S MR EMEEL)
BE. RAICIEAS/8) TELTIE0 mgx1H2E., £OKE5T S, =1L, i
BEMEREDEGS. BREHBIIIEMETET S, 4H. BEOKREICKVERR
29 %,

(BROABIGFEEBGMDZRIER ZH Y 5 EZZHEMIERATLIRE)

BE. BRAIZIEA S/ JELTIEI0 mgx1B20E, #AKET 5, thoEH| &
BRI HEEIF. TESTOVHBRIRATILRUT L RZV OV EHRATSHI L,
BE., BEOREICKYEERET 5,

(TRT Yy FEBEKEEE OWR) OET - BROFEREICETETIL/NILTT

(BETHBRZ) ZE8TEFERILROMBFESR
TN T GEEFHEREZ) SOBRAIZENT. B8, RAIZEA S/ T&
LTIE300 mgz1H2E., #OEKET S, GH. BEOREBICKXVERREYT 5,

RZERUVRAEDRERE - RN

'v-5 (2) 2) @45 1 8588 [D0810C000245X8&% (Study 24) 1 | RU V-5 (2)
3) By E M4A5KER [D081DCO0008EKER (FXBR8) Part Al 1 MDIEZSE
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4 RZERUVAEICEHEY HIE

1. BZERUVEAZEICEET 55
(Zhee &)
7.1 100 mgfE &£ 150 megieMEYMEMRIEFHIITIN TV L&, 300 mgzik593 5
FRIZIX100 mgfe 2R LGN &,
1.2 ARBEIZEYEMERIGIREL-EESICIE. UTOREZZEL T, KE - BH=E-
fikgsHI &,
BMERRRFORERETRAE
2 {E BE® NE BHEROKREE
=yl ANESFOEY | AESJOEVE| - 1AEOBEROBE. BE
fEAGrade 3X | =9 g/dLIZ[EE BT’ E5T 5,
[F4niHE TEH5ETHRKXSL| - 2EEBEOBRMEES. 1M
BEAKRES B, 250 mgE1H2E TR ET
T ER R D Grade 3 X (&4 | Grade 1 LL F IZ 5,
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FEMEZRER OMEFRIE)
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SOLOTERBR TIE., HDIMEMESH & OHAFREF S TRV, TERET
SENHDEBEZRTE LT
HERNEBEUHESF ST EILRZEEAIC K 2BMHHF SN TV DR4EIEF
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7.10 ARATICK B 8BED L VEZENR E L ARFI BG5S OBRKRRERILER L TL
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% 1 %8 |D0810C00001 | BARANAESTE | IEEFR T4 12451 Hh Tt ILE|
SN mEdEzx | AEis 100 mg 182[H
KELEEI 200 mg 1H2ME
HERER (h T 400 mg 1H2[E
t JLE)
% 148 |D0810C0004T | B R I H ™ | ZHRE | Aot 162451 hTEILF
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HE REETHE | [ REMHILER | 100mg 182E
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HonE | BRIEEE | ik

EENREL | —FER
FERLEAE | F5 ek
TiaRR T

PKP : ZEEhie 7 = — X, CSP : #k#ik5 7 = —X. CSEP
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ORI A IEERIBEE T ZMEEICE T EIRANC XY T GEFliz) ZaCHEEEEER
ROHMFRE
OMAALZEERED & % BROARIZF R RGN DHER2IEME D F T T RER (SBHRELE
OBRCAEIRFEEBMEMN DHER2IZME THES ) R 7 DEEICE T M REMREA
OBRCABIZFERGIEDEREB EH T S EBEMMRTLIRE
OBRUABIGFEEGHEDABUIRTRELEEICS TR NMBHESEH 2 ST ILPRERDHR
Bk
OI RV yFBEMIEEE (MR OHET - BROFEREICSTETUNILTT (EiEFHEE
Z) EECLPRIROMTRE
AZRUVAZ : (AERNBUHESHBRZMOBRNEREICES T HHFRE, ARG TERGEONRECST
BHEMEFFRROMFRE,. SRABGFERBHORBYRTREGEEICS T aER BN
BEHEH S P RARDOHERE)
BE. RAICEA S/ TELTIEBZ0 mgZ1A2E., #A%KS5T 5, BH. BEOKREICLYE

HEEY 5.
(AR A IEERBERTIMEREICETEIANIIATT (BEEFHERZ) 2ETUELEREE
ROMFRE)

RN XIT GEETFHER) LOBRAICENT, @%. RAIZIEA S/ T & LTIE00 mg
1826, BOKET S, 46, BEOREICLIYEERET 5.
(BDALEBEED $ 5 BROABIETERGED DHERZIEM O F M TRER (T B FHILE. SRABETE
EBMN DHR2AZME TEES ) R OREICH T 2 M EREMRE)
BE. BEAICEAS/8) TELTIEB0 mex182E., #AKET %, L. MiEENREDS
B, BEHRRNERETET 5. BH. BEORBIZIVYBEERET 5.
(BROABIZFEERBGIEDEREB EH T 2 EZEMNMRTLIRE)
BE.RAICEAF/8) TELTIEROmgx1H2E., #O%E5T 5, thOEFI L HRAT 215E1E.
FESTAOVEBIRATILRVIL RV OV EHATE L, BH. BEOKEICLYBER
B9 %,
(SR YFHBEHEEE WR) OHET - BROFEREICSTETUNILTT (EiEFHEE
Z) EECLPRIROMFTREZ
TN T GEEFHER) EOBRAICENT, &%, BRAIZIEA F/8) T & LTIE300 mg
Z1B2E. BOKES S, 4H. BEOREICLIVYERERET 5.
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(2) ERERZREABR

1)

2)

EIRI%E 148508 (D081BCO00015HER) 1> 19

BANETEREZEE2G [AEHMEHIAR— K G4H) RUak—kr2 74D .
AT R— k3 (1261) 1 £RRIT, AH200 mgX(£300 mg (2 7R— k1 : 200 me,

a/R— F2RUaKR—F3:300mg) #1A2EREHTRELI-EZFODRLEERVASN
ZRRET L71=,

HRERNBEECETHVETERITAF18/2361 (ah— k1 1/4], aR— k2.
7/1l, 27/R— k3 :10/1261) 2B oh, 2/KR— F2RUIFR— FIHKBLI-E
BERIF. BRBREVELTH -, BREFENABETESLVEELEEER.
REICES-BEBREIRBOHoNGMN o1,

-, AEFHIREE OL) FROIT. BRABEITE O TAHFIZ00mg 182E
BREDERUEMNEO DN, RABRTIXI00 Mg BZ 2HEIRIFSATLE N
&. &RKtE ND) [FFETELEM o1,

#5155 1 4BEKER [D0810C000245%8% (Study 24) 1 " (BAEAT—4)
BOATIE, AS/N) TEOHICTHATEILEIORENTHA., ETHEKARICENT
100mg 1H2EIX(F200 mg 1H2ME & ELE L T400 mg 1H2EMN &L MESEELNS
Mot=C&hin, MEERVIEICHLTL00mg 182EAD TEILFIOHERE
ELTHRESN=, EDER. BENLVERLGHAITHLIRFNDFAREN G SN, &
FlDA TEIFIHT BHER/NAFT AL S E Y T 1 2459 HD0810000024 5 5%
EXRELI=. RRRE2DD/NA—F FEHNAFTTARASE) T4 B/ — b, #
BREImA/AA—F) hoEmsh, ETEREREH (REERTHRER
196f5) ZHAANT-, WERSIER/ANA— FTIE, §FFI200mg 1B2EMN - RAEZH
L. FEHIZE T ANTDDRE R U D T /LFIA00 mg 1H2E & DR LM & RER R
ROLBRZETo1-. RBRHIZEEFI200~450mg 1H1~3END:EAHEEXIFHEREE
DENENDRE - AENMRE Sh =,

WEREMARNA— FORAEFHE T 2 —X (KHFI250, 300, 350, 400, 450mg 182
Eiz5 JAEH6H) OFEEMN L. AFI450mg 1H2EIZEFHFATELVMRSE
MRVHEEORAELFICL YBEREMES . ERMRAKRSICES GV EHIES
. RFI400 mg 1H2EAHAME MID) EREShi=,

MBI SRR/ NN — b DeBROABIEFREEH T HAERVINREEEERIRE L.,
RAEDTELFTHESEDHIRRUVREMEZLBELEZIL—T (JIL—T6) 1286
WT. REEERAICETOIRSERRATHOESY (A X 2R LEER. B
YA ZOELFEE, FFI300mg 1H2EE (134 &HTEIILKIA00mg 1H2EE
(134) TRBETHY. NZRFEDEF. 8% (95%CI : -22.8~26. 4,
p=0.881) . F{AI80%MCI LRIEN12. 1% THY . BHIHE L1=15%KETH >
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3)

=2 &M B, FEFKIB00 mg 1H2EIR S (&, A TH/LEI400 mg 1H2EIHRS & RIFE R
BEMEERY ERER/DIT =,

AHRTIE, BEIRTOBETHEZRNIHFULREO O, RREOSVES
FRIF, BD, B, EFRUVENTH =, ChiF, A5/ TOBHMOR LM
TOJ7ANERETH . BELERORBXERUVEEEIL. £RBICEH
400mg 1B2EICEM o1z, ARERNBEETERVRTHAIH (Z2—FEPR
Ta4ANY) =ik, RFIBOmg 182EKFEDNEEESE) BHonl,

LY BUNMRUVLLE BRARETOT 740, TVICT1A2EEFEEDEEDF
EEMHREMIZHIET L. §EX300mg 1H2EHRENFEMBHBROEFIFREDHE
AE&LLTERS M=,

B4 5 I 4/A5KER [DO81DCO0008:AEE (5XER8) Part A] 19

FE2 XL B8O ILERERELZR T HSNEANGBEEDEINERILRZEESEC
Bl [a/—Kk1 @BF) . ak— 205 L—T1 (T6) RUVTL—F2 64) 1 %
MEIZ, REIETESTOVERIRTILEZHARELEZLZDRERRUER
MEwet L=,

aR— M T, KF200mg*!' 1A2ER V7 EST O UEEET X7)L1,000mg 18
1E##ALTREROZE Lz, ah— 207 )L—TF1TIE, KHFI300mg*? 182
E#EBTREROBS LERICTESTOUEBETXTIL1,000mg 1H1E %6
ALTREROBS Lz, AR— 205 IL—T2TIX. TESTRVEBRIXTIL
1,000 mg 1H1EIZHHTREROERS LI-RICAFI00mg*? 1H2EZH#AL TR
'EO’SE L,

LHIHEEZRMNED O, KEBSHHCTCAE Grade 1X(F2TH o1, A7R— FIX
FAR—R2OVTHIZEVWTELARFRV7ESTOVEBRIXTILOREFHIRE
e (DLT) 1B >N > F=1-, D081DC00008:HER (5%E&8) Part BTH7ES
TOUEFBET X T)L1000mg 1RTERS EDHBICE T 5EFI00mg 1H2EES
DRAZEFZERA LI LT,

*1 100 mg#E & 268

*2 150 mg#E & 268

(Part BIZ TV-5 (4) 1) @iEHHEAPEAMANIIREZNRE LZENE THER
E% [D0O81DCO00085tER (5XB%8) Part B] (MEIAT—EEL) | OESHR)

F) A TRLBIIERBREETHD
3) AFOERNTOERZAS

HMEERIIHR  OBERNBRESHRIEOBRNEREICH T HHFRE
OBRABIZFEEBHEDINEEICH T 2 EMLH AR OHEFRE
OCHEHBRABEREBEETIMEEICEFTINNLXTT (EzFHMR) 28T

AEME R FE R DM FRE
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OB AALZEERED & 5 LROAEIL FEEG D DHER2IZH D F M ARER (EBRELE
OBRUAEBIZFEEBEN DHERZIZE THEHES ' XY OREICH T MR EMEE
OBRCABIEFEEGHEDRIREEE EH T 5 EBERMERILIRE
OBRAEIEFERGHEDABYIRTRLERICS TR REBERHESFIZETLE
R B D ERE
OISR YFBEKEEESE (OMR) OET - BROFERBICETDTIL/NLTT
(EEFHBRZ) #ETERREROMERRE
RZRUVAE . (BERNEMESFIRZEOBRMEREICH T 5#IFERE. SROAETTFERBGED
IRERZICH T HHEILEERREDOHIFEE. SRABGFERBHEDBBUIRTEEL
BRICB 582 REBERESF ST LREAROMERE)
BE. RAIZIEASARY TELTIEN0mgZ1H2ME., #O%ET 5, HH. BED
REICKYBEERET 5.
CGHEMRRZ BERIBEE T AMERBICBIT AN XY T (EeFiEz) 2580
MEME SR AR OMERL)
RNVRAR T (BiEFHEEREZ) COHBIZEVNT. B, BRAICEAS/YTEL
TIE300 mgZx1R2E, #BO/ET S, HH. BEOKRBICLVYERRET 5.
(DAL EERED H 5 BROAEIEFEEB N DHER2IEE D F A RER FBERELE.
BROABIZFEEGHEMN DHER2IZEMETE RS ) RV DIEICHE T SR EWEER)
BE. BAIZEAS/8) JELTIE00mgZ1A2ME, #AO5T 5, = L. fiitk
EMREDISE. BEYPBIXIEMETET S, 4H. BEEOREIZLIVERRE
ERE

(BROABIEFERGEDERERZET 2E2IERMERILRE)
BE. BAICEAS/8YTELTIE0 mgEZ1A2E., #OBE5T 5, MOEXRE
AT IEEIF. PESTOUVEBIRATIRUILFZVAOVEHRAT R &,
hH. BEOREIZLYERRET 3,

(SR YFIEEMHEEE OWR) DOEIT - BEOFEREICEITST /AT
(BEFHERZ) 28T PR EROMFTERE)
TR T GEGFHERZ) LOBRICEVT, &%, RAICEA S/ T
LTIE300 mgz182E., #A%KET 5, BH. BEFEOKRBICLYBERBET S,

(3) RERIGERRAER

'v-5 (2) 2) B4 1 485888 [D0810C000245K8&% (Study 24) 1 | RU V-5 (2)
3) By E M4A5KER [D081DCO0008EKER (FXBR8) Part Al 1 DIEZR
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(4) HRELRYEAER
1) AR EEER

@ BROABIZTFERZAY HASHABRZEBRINEEEE ZRNR E LERLRFEMARRERS »
[D0816C00002 (SOL02) FER] MWMEAT—2EL)

=] B | 2L A VU EDBERF|C L HIERFERICTEERD ((R) XIETEMHES (PR)
ERLTWSLROAEIETFRERERT HBRMEEEEIC, RHEHIFRELLTHE
WIRE L EORBELEFHAM (PFS) %, RECISTHA K354 > (B I
o TRARIBLEMAEGIM L. ZDAMMEE TSR EEBRET S,

HEBTY A | SUFLE ZEFHR. ToEARRE, SR, EERELRHER
(16HE: A=A FZVT. RXF—, TSP, HFHE. TTVR, FEAMY. 14X
ST AFYT7, BR,. AS504, R—=3 2K, AL 7, ARA U, BE, ®EH.

KED)
xt & | BEHANL D EFRERICEDNERL TV SLROARGFERERT S [FHY

FEXIFHERRLD (BE HEOBKICOENSZZENABRMXIETTASH
%) BROAIXIEBROAZEGFDEEMNTHFINTIND] BRESEVERRMEINEE
25 (REMEEEERV XIMEEREEFELZEL) XEESEUEHNENRES
£
BXBARER : 2956 (BARAN144)

[REIZE19645 B . TS EAREI9H (641) ]
REMMFTRRES - 2945 (BARAN1445)

[AFIZE1954 B . TS5 EARE95 (661) ]
* BROABIGFZEEIRRDFERIZ(IMyr iad Integrated BRACAna/ysis? pMERE 1=,

FEEREE| - BEEACKDABEZLECLELLDAVRITTVWDIESE

HANBDREN S2BEDILEEEIZOVTDEY

-ASHEFEEFRITNER SN

—AE%. ASHFRZIUIERINA TS [ASHAZ & 52 EERRIR
ERTHBREETHIRO ONLZVER (PFI) ALE L1600 AMEEE]

“ARNVARTEED-HBEEEZTTCOEEALHEANTTETHS

S LMEERDIEEEEAIZOVWTOEY -

—AEEIC. ARIBLUEMICK YR (ER2ETIZK H0RXIEPR) LHIES
ni=. RIFEBHRHENT (LREEICKRELEERDFHNITHNT
WBIEE) . HD. CAH1250FERIEDENEEBE LREZEZ 51548, 2E
B (#WENSTEUE) QOREEN/DEINS15%ULEEFENEH NGRS

&
-AEHEE (WVRTSFUORIESRTSFY) I2&BIeEEE. ®RIEAYAY
JLZ(T1=

“ANVRAYTDBREEHABRERFHFREE LTRH TV TEAL LN
“EFREORKRIZEANSSEMBLURIZ, BEEZI VFLELBETNELR 5%
LY
- 18m% LI £ TECOG PSH0O~1DEEH
"I UALERI28ELURNICHMZERZ (TS . AES OEUA10.0 g/dLULE, #xt
FHREREAT.5x10°/LLAE, m/MREAI100x10° /LU LD ESE

FERBRNEE| -HRICERTIENOEFEERB2VA IV ILDICEKFLF—D22 T E8F

A5\ TEEGPARPEEERIIC L HABBEEZRBEICRITECENHIES

- RRELDERICENT., 4EBUNO2E AL ETATeh 470 msecE B2 5. XiT
TERERBORKEENAHDEE

- RN DA A CYPIMIBBERIZIREL TLSEE

- BREEMREREE (MDS) SEMEHMEANE AL OfEF

CRERERD., MERETIY FA—LTEHVKEEREET 8L

OB A & | FEBIXEITSEARBICEUTT L. KFBOmgRIE TSR H2EEDRE LT,
BEHME  RBETEHESINDGET, RIFEERAR T4 v bAH D EHHEh,
ZOMOPIEELEITEMLGWVERY ., 5 ZEMIEL,
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oMM E OB | Auit:
FTEFMER  ARELEMOFMIEIPFS [SUFLELI-ANLHEL
f=RECISTHA F3 4> (B 1R ITE DK REETXITRT
F TOHOHM]
BIRMEHEIEE - &4 FHH 05 . SUFLEMNMGZREFTETOHNM
(PFS2) %
T2t FEER. BRRE F
f& M A K| - PFSIE. BAllog-rankiREIC & YT LT=. /\— FLEIE, CoxtLflNG— FET
L (tiesEfronRUERMEEREZHEE LT H) MoHELT, ClIZ, TRnT7
AIWVEEZEERVWTHEL,
- PFS2R U0SIE. PFSOEFEMT LRIV, RLAEEETILEFERALE,
L R | At . sXBITHRER ; FAS

FEFMMIER : PFS (T—2Hh v bA 78S : 2016598 19H)

F—RHhy b4 THEEAT, 187/295 (63.4%) [TREEITHNERDH LN, FORRIE
AFIEEN107/19661, TS5 HREEMNB0/9BITH o 1=. ARIFICENWTTSERELL
L. ABRIBYEMAOFMICED (PFSOMTFMICHEELERELARO N (\HF—
KEEO. 30, 95%CI : 0.22~0. 41, w1AIp<0. 0001, EBRllog-rankiRE) . REEITRIE
RTDYRIDTIOBET LIz, . FEBHTIE TS 2REL LR, PFShR{EMN
13.6 0 BER L1z, 60 AR RICE T BEEAFISEAFIH TS REL Y21
EEL<. 24n ABETIEABIBIEI TS EREL Y2 8Eah o1
BRTHIIPREFMODEEM (BICR) (ZEDPFSOMBITHEREMN S, AERIEUERMDET
fBIZED K PFSOERDTERIENER S M= U\F— KLE:0.25,95%C]:0. 18~0. 35,
MifBIp<0. 0001, B 5!l | og-rank&E . PFSH R1E : AF|F$30. 20 B. TS5 /RE5. 50 A) o
Ffr. BRABEBEAOARFFEFICH T ZABRIBUEMOTEICE D LPFSIX, 75 ¢
RELLURLT.2BFEAL—BELEZERARD O [PFSOA4 AN Ml# (K
FIE#3/84l. 7S ARES/66) . /NY— FE0.22, 95%CI : 0.04~0.91, A
p=0.0261. log-ranki&3E] .

EIEEAFHIM OKaplan-MeierghfR (FAS. GABRIE LEHERIC & 2 51)
—AFIEF (196 #I)
— =7 StAREE (99 )

1.0
09
08
0.7
0.6
05
04
03 1'"1 _
02 e L
0.1
0.0 L] L] L] T L] T L] T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36
EERIIMHPSOEARE (B)
Number of patients at risk

196 182 156 134 118 104 89 8 32 29 3 2 o AHIEE (196 )
99 70 37 22 18 17 14 12 7 6 0 0 0 7ZtREE (99 fl)

DB} HF Sl e

——— e —
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"Eﬁ = £ ABRIESEMOFECES PFSOEY (FAS)

r=F ) (F—&Hhv hAT : 2016&98198)
RFIE TS e RE
196451 99451
PFSDA R FHIEL (%) 107 (54.6) 80 (80.8)
BEME HR (95%CI) @ 0.30 (0.22~0.41)
W {AlpfE® <0. 0001
PFS (T&fE) (B) ° 19,1 5.5
67 ABACOREEEREE (%) °© 82.8 39.3
12hABEATOEBELAFIE (%) ° 65. 1 20.9
185 BB ACOREBEGFISE (%) © 511 16.2
245 ABATOREBLFEE (%) ° 3.0 15,1

a. CoxtbflNTF—FETIL BIMLEHRZHES LT D) HHHETE
b. EAllog-rankiREZ#RALTEH
c. Kaplan-Meier;xZRWLTEH

BIRAEHMEIER : 0S. PFS2 (F—A2 Ay FA B & : 20165F9A19H)
PFS2IZE LT H. TS5 RE & B L TABIE CHATZNICEEL DERKRMICESR
DHAIEEMNZED bNT- (I \HF— KEE0. 50, 95%CI : 0. 34~0. 72, EAIp=0. 0002,
BAllog-ranki®TE) , £f=. T—2AHY A THET, ST—2 LA R kD +H
2R 5N T VERRE [24. 496, 72/295/5] (A FIE$45/19661, 75 RE£27/9941) ]
THo--HO0SDHhREFEHTELEN>T=. TIERBEELE L TEARFIEIZSL
T. LB EEZ LGN o= N — FLEE0. 80, 95%CI : 0.50~1.31, w{l
p=0.4267. BB log-ranki®E)

T2l REMBHINRER (T—42A v bA TJ8A : 2016698198)
AEIDEESNT-1956] (BARA8HIZEL) 19265 (98.5%) IZHEZBZRIRDH
b, EHEEERIE, BD14841 (75.9%) . Bm84EH (43.1%) . 57744
(37.9%) . NERET7345| (37.4%) . THi6445 (32.8%) . EHE61H (31.3%) T
Hot=,

RAREBBRIEETCETLHEVEASERORBREL., KHFIF92.3% [180/1954 (BAXA
8/8f5l) 1 TTStRE$62. 6% [62/99%5 (HARANI/6HI) 1 LEBELTELI DTz, £
D535, ZLAHON-BRIL, RFFH T, BED66. 7% (13041) . &E1m39.0% (76
) BRUYEF29.7% (B8HI) THY. TS ERETIE., Ei20.2% (20461) . £EAH
fiE10. 19 (10451) B UMEF8. 1% (845l) THo1=,
ARBEFRINEETELVEELEEBRIIKFIBEICOA#18/195F (BAAA0/84)
(9.2%) BHBN, TOSBE2HLULICRHENI-BRITBMmL 6Fl. 3.1%) OH
Tholzo AREFZRMABETELHVERCHIEL. KEFETOAIH (RHEEFFEEAML
fm) BHoNT-,

TSR LELRKFFHTIREHMIARLS., REFHTIEUL, RUV2EULEEES
MRFESINTVEZBEEDEEGIL. ThEN62.1% (121/19561) . R1U30.3%
(59/19545) THoT=DIZH L. T ERETIX. ThEN21.2% (21/994) . &
U9.1% (9/9945) THY. #3EEHh o1=, REMICHI=>TH S/ TEEE#
BLE-EBEECLATERBEEOEVITEBINGEN o1,

REFICEWT, NEABRF LB L TARABRETRERNOWULEN>1-F
EFER(E, Bm [BAXA 561 (62.5%) . SAEA : 7961 (42.2%) . L. BEIE] .
1P ERERREA (b 5 (62.5%) . 965 (4.8%) 1 . BIMEBREEIL (561 (62.5%) .
6451 (3.2%) 1 . BAUEE [3 (37.5%) . 4045 (21.4%) 1 . OR# [34l
(37.5%) . 174 (9.1%) 1 . U/ ek#UR4A [315] (37.5%) . 36 (1.6%) ]
RUBER [36] (37.5%) . 2 (1.1%) ] THo1f-c BRABEIIRLTEK
FABREESNEZBEREIRONATEY .. FEORLEODERNNEICTDONTHLERYT S
CEIZIFRELHZI DD, NEABEBLLEE L TARABETRERNEN O
B, B, FPEREED. AORBBELOFTKRE - BERUSHEREICK Y EE
ARETH o=,

NY—FRHE, AE TSR TIKBETHNERFHETREETOY R EFLSETND I L EFRT,
a) Myriad Integrated BRACAna/ysis: Myriad BRACAnalysis CDx & ST REIC DWWV TRIFENEZE S TLVS,
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Q@ BEHFBRIUBREREMNBEREEARE LEBAETRAR O TwLHE)> »

[D0810C0001958ER (Study 19) 1 (SFEAT—%)

=] ;]

LAY LOBERKNEECIAREEZET 5. OEHFRZHOBRERNL
BRBEIC. #5307 AT LFE#HFEREE LTRRRE Lz ZDRE
ELEHFHM (PFS) %, RECISTHA K54 > (8B1.0MR) (24> TAERELERMM
EREHEL. Z0EMEE TSR ELBRRET 5.

BT YA

SUSLE, ZEER. 75 ARAE. SHEREEGR

(161E: A—X+SYT7, NL¥—, FzaHfE. TX+=7, F4Y, 41X
SIN, AFHF. ISVR A5V, R—=5 VK, L—<=F7, ALT7, ARA
. 954+, EE, XEH)

xt & | AERABZHOFRFRENEEZE (RETERERVNEEZED)
R REE 2656 (5,30 TERI6H. T5wARE12960)
ZEMBITARER : 2646 (45,3 TEHI13661. TS5 tARE12861)

FTERBREE| -BREC2LIDAVULIOBERFZECHREZRT LTVWLHESE

AAERZ A, RENS2BHOASEREFSUILEEEICH LT
—SABRZICEEEARZELEEZEINS [AEEFFTREEETENI OGRS
EITETOHME PFI) »6HrBRLEEERE]
AARERE KA. EEDIEEEEITRLT
-ASHFEEETRTNIET ST,
-EHNEY [EBRZHICL2TL2EY (CR) XILEHEM (PR 1 AR
ShTWbZ &,
—RBRELRSASELURNICEEEFNZETEBL O AV OREBEREEZRTL
T3,
~EEEEII I —AREAT AL B D,
) BIREZEOEGZFTICHLY. 2BHOBRSEFEELL DA VO
HAALERE L TLBBEILLELY,
- 18#% LL £ TECOG PSH0~20EE
RREBRESHIEHURADAES OE NI 0g/dLil b, #xtiFhIREMNT. 5%
10°/LAE., BmEREEAI x 10° /L8, m/NREEAN100x10° /LUl EDEE
- JAMEEICA-12581FE (L. TROBEZH=T,
-VIERIEENERANEEELREFANTH--5E. TOEFEHKREL., L
BOY U TIVETFEELET S,
-EEEENEEELREEBZ 56, 2B8E @EMSTEHLURA) OBRIEE
MNEIEIMN515% U EER L TWWBIHEE,. TORFEIREEET D,

TERMNEE

- EREE (JL—F) ONREEZFEIHESE

- RABREBEAT, EPREAEI2Y A VLTEKNLT—DER-8F
 ZIRURERREMEEHELTCVSES

- BEICPARPREER| (F5/8) TEL) 2E5IN-EEH

* AV PA—LTERMEREH S REREZHT HEE

- BAGCYPMBER R IFEHOERAEET HBF

H OB A K| ASNYITEETSERECEIFL, #5807 ATEILFL0mgXIETS
TAREFIA2EZOKS L REFERIBEUELIT. BRER2EBIIESEEE
Z1=. )
BE5HM: RBETEROEET. RILBRMIAR T 1y EHABR LV EHIBRT 5E T,
HENEFDMOBPIEREEICZUT HET, BEMKEITREE LT,
O E OB | A3

FTEFMEE : ARIELEMOTMICEDIPFS [T o4 L1k L=BMH SRECIST
HAESA4Y (BE1LOR) CEICRBETREIRTETOH
]

BIRMFHEIRER - £4FHE 05 . RBREMR F

et FEFRR. BRRE F
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2 W A & | -PRSIE. CoxtbBINHF—FETI (RHBREBFICHERFZET L OAVDORR
MAL2EBEBNI—ADNET BL YRBETETOHRH. AARBFATRIEDH
ERANESC LA VITHT I FENRTDIRVRKREALZEL LTHE) 12X
YT LT, SAERIFIABRE ZD80% KR U95%CIHIZ & YIHEE LT,
- BRIEAF EBRCAZERREICE >TERSNDIY TV L—THD—EHR T
SOICBENEREFRAOREZREL =,
+0SIF. PFSERUCAZERMEETIVERALE,
L R | At

FEEIEE : PFS (F—4Hh v bA JHE : 2010866H308)
<@mAREHSIRER (FAS) >

TS REISH LA T/ TRIZHE T, ABRIBUEMAOFMICE DL -PFSO#
HEMICAEELRERARD DN (N — KH0.35, 95%CI : 0.25~0. 49, w1l
p<0. 00001, Coxttfl/\tF— FfRHT) . HWEBOHETRIIFELED ) XU H65%IET L
foF = . TS EREIZH LA S/ THTIL PFSOBRIEMNS. 61 AER L (F
SINYTE8. 4nA. TS5EREL 81 A) .

<FASDgBROABIZ T ERIREERIY T JIL—T>

gPROABIZFZEEIGMH * EM6HI (581 TEL3MFI, TSEREAMMG) (ZHIT5
AR UEMOIEEICE DN PFSIE, TS5 REBELERAF/N) TEHIZE T,

HMET2MICHEELRERNRO OGN (W\F—FLH0.17, 95%CI : 0.09~0. 31, w1l
p<0. 00001, Coxtbfl/\+— FERAT) . REETRILFHELTD ) XU H83%IET L 1=,
Ft-. TSERBICHAF S/ TETIE, PFSOPREAT. 1Hh BER LT, BEK
MICEEDHIAREANRT 4y MIURBETIIELTD ) XY D50%EVERL
T-eBROAEICFHER /ERTHDEEREMI SO, ebROABIEFEEREICHLT
FTRTOYITTIL—TTRHLNT=,

* g BROABIGFERIRTOMESRIZ(IMyriad Integrated BRACAna/ysis?® hMERENT-,

EEELFROKaplan-Meier tifR (FAS. SRERIE HEEARIC & 5 ET{E)

1.01
0.9
0.8
® o7
= 06
£ 05
gj 0.4
& 03
02{ — &HIE (136 41)
8‘(1) — FSuAREE (129 )
"0 3 6 9 12 15
. . BUERBISHOOEIRE (B)
Number of patients at risk .
136 106 53 24 7 0 AHIEE (136 41)
129 72 24 7 1 0 FStAREE (1294
= PFSOEH (T—2HAy b4 7 : 201046H308)
FAS gBRCABIGFEE gBROABIRFE AR/
Bt ER EETHOEREMH
AR TEE| TS wAREE | A5/ TR | TS EAREE | 7T/ TR TSR
136451 129451 5341 43451 5041 64451
24
ARk 60 (44.1) 94 ( 7@ 3:7;6( 44 (68.
iz (%) ' 72.9) (48. 8)
2.1) )] 0)
PFSeh gL fE 8
(8) 4 4.8 11.2 4.1 8.3 5.5
NHF— KL 0.50 (0.29~0.82
(95%C1) 0.35 (0.25~0.49) 0.17 (0.09~0.31) )
p<0. 0000 p=0.
H
pfE (Wl p<0. 00001 1 00572
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( #%& & ) | FASIZEBI1F+EH/\H— FEEIF0. 73 (95%CI : 0. 55~0. 95, w{flp=0. 02138, Coxktkffil/\
H— R THo0SOPRETHEBFTRBETH > 1= (F35/8) T#29.8%
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& OSOEH (T—42Hhv b4 7T :201655H9H)

FAS eBROABIGFER gORCABIRFEF R/
lEEEE BEETHOEREM
A5\ TRE| T5RARE | A5\ TR TS5 RARE | A5\ TR TS5 ARE
136451 129451 5345 43151 50451 64451
57 (89
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1)

0SH 1B
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NF— Rl 0.73 (855%0' 0.68 (©.42~1.10) 0.83 (0.54~1
(95%C1) ) R e . 26)
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CoxELffil/ N4 — FE#T

Tttt REMHET (T—4%h v b4 JKR : 201655 9H)
<REMBTRRER>
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BiobWiahr o REBICH= > TA SN TR EZHELE-BEETLHES
REFHEDENITREESNGEA ST,
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YDOERKETHo1z. £, eBRABRFEREDKRREAS /) TOREEE DM
[CHELGEREZEO oNEM o T,

NF— KL SR T/ TSERTIRBETHNEA SN TEHTHBETOIVRI EFLEETNBEIEERT,
a) Myriad Integrated BRACAnal/ysis: Myriad BRACAnalysis CDx & M HEEEIC DLW TRIEMAER I TS,

F) A TELBEIEEARERTH .
3) AHOERATOERZAE
HERIIHE  OBERNEBMRESHRIMOBRINEEICHS T HHFRE
OBRABIZFEERBHEDINEEICE T 2 EML 2 RE R OHEFRE
ORI A IEERIBEE T ZMEEICE T EIRANC XY T GEaFliz) ZaCHEEEEER
RO IERE
OB AALZEERED & % SROABIZFEEBGM M DHERZIZE O F T RER (B RILE
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BERBET 5,
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RNVRATT GEEFHEERZ) COHRICBLT., BE. BAIZIEZAS /%) T & L TIE300 mg
#182[E. B#OHK59 5, 4H. BEORECLIYBEERET 5.
(DSAALERERED $H B BROASIEFERIB MM DHER2FE D EM R EER ITERIE. BROAEETFE
EBEMNDHERZIZMETHEHER Y RV OIEICZH 11T 5T EMEE)
BE. BAICIZAS/8Y T ELTIE30mgZ1H2E, #A%E5T 5, =L, HEEYEREDS
&. REYPRIINEMETET S, HH. BEOREICIYEERET 5.
(BROABIEFEEBGEDZEREB £HT 52 ERMERILIRE)
BE.BEAZIEAS/8) TELTIEN0mgZ1H2E, #O%5Y 5, thOEH EHBT 258,
FESTOVHBIATIRUILREZVRAVEHRAT S L, GH. BEOREIZKYETR
295,
(SR Y FIEEMEELEE OWR) OET - BROFERRICETDTI/LY T GEETFHEE
Z) EETIERREEOMHIRE
TILNIWT T (BEFHEER) LOHFRAIZEVNT, &%, RAIZIEA S/ J& L TIE300 mg
#182E., #OK59 5, 4H. BEOREICLIYBEERET 5.
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ERBRETRELETOBRIETUANEHOSNT, CA-125ELFEANRH S
NNz &
-BAEHA|IZ &k ZIEEEEAIL. RIE6Y A UL, JRRIVA VL THITNIEE S,
ARERHICHIE LETNEE S BV RIEAT A VLRI TORITAIEE S
A A
“HEIEEEEIZBVNT, ANVATI TR EHABREXILGHRABEROM®
BEELELTZITTLTIEES ALY
~HIEMEEEEICE VT, ABREOREEZRITTLTIEAES ALY
~EEEEDRRIZEN SSARURNIC, BFEEFS VA LIELAETFRIERES AL
- 1835 LI £ TECOG PSH0O~1DEE
- BRBERSIIALADOEBRUBHIEENEETHIEE (NEJ/DEVNY
10.0 g/dLEL b, 5FehEREAST. 5x 10° /LLLE . m/MREEAY100x 100 /LELE)

TERMNEE

ARICEZT AEANDIEEEERE2YA IV LBICEK R LT —CFZ T2 EE

A5\ TEEGPARPEEERIIC L HABBEEZRBEICRITIECENHHES

- REBDERIZE T, 4EBLIAD2E S L ETATcA 40 msec B2 5. XIE
TERERBOREENHDEE

- RN A FCYPIMIBEFRIZHAL TS EE

- BHEEMREREE (MDS) SEMEHMEANE AL OfF

CFEREED, MEBRETIY MO L TELRVNEREET 58E

A B A &

AEIFEXIE T 5 AR (F L. AFIB00mgRIFTZERZE1B2EZOKE LT,

BREHRE  REETEHESNDGET, RITBFEART 1 v bAHLEHW S, £
DD I M LB VR Y RR2EMXEREBEDRBETHARD
bNBHETHRE LIz, REM2ERDFRRTREEERY (EBRZHTHRE
BL) AHFSATVRESRRSEHIEL. BE5RB2FROFKRTHR
EAHER SN AR LEMAERBEICKY SR EINRT 1 v FHH]
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EBFEEE  ARELEMOFME S PFS [SUFLELEENSRE LS
RECISTAA K54 > (H1. 1) S£5 CRBETRERETETO
]

BIRBEREAR : 05, 5% AMbh D RETRIIFECETOMR (PFS2) %

Rett: HESR. BRRE %

fiz

oA

&

* PFSIE. ERllog-rankiREICK VEF Lz (RBRIZBIT2EHDARNY bAD
®ALIZ(EBreslowiz#RALNE) o /N — FHERUCIHEK, CoxttflNdF—FETIL
(tie=EfronR U BAMLE#ZEEE LT D) HOHEL.CLIXTRI 7M1 ILEE
EERAWTHELE,

I IW—TEITE. NF—FLERUCIZ, #5HOHE. BF (HITHIL—
7)) RUBREBRLAFLEOHERRZEOLxEHNT—FETFTIL
(ties=Efron) MSEHELT-,

- 0S(F. PFSERIBFICITL. RUAEEETIEFERAL,

At . RKREBHAXRER ; FAS

FEFMMIER : PFS (F—Hh v bA JB5E : 201855/17H)

FT—RAy bATEE T, 198/3914 (50.6%) [THEBEITNESH LN, TOAR
[EARFIEEMN102/26045, TS5 ERENIG/131BFITH 1=, RFIFICEWLNTTS R
BLLHRL, ARIELUEMOITEICE D PFSOBHENIZAELERNTEO LN
(7\H— FEE£0. 30, 95%CI : 0.23~0. 41, 7H{8lp<0. 0001, [EAlog-rankiRTE) . &
BAHETRIIELED Y RO MNTI0%IET Lz, Fi=. PFSHRIEFTARFIE TREZE, 7
SERBETB8HATH 1z, 21 ABRICEITIBRIEELERESIEIKRFET
87.7%. 7S5 tRETH1.4%.48 1 AR A TIXAAFIEF T52.6%. TS RETI.4%
THot=o

ERTHRIPRTFEDOTMIZE D PFSOMEMERLN S, ABRIBLUEMOITMEICE
DLPFSOERDOTERMENER SN N — KE0. 28, 95%CI : 0.20~0.39,
{2p<0. 0001, B Al og-rankiRE . PFSHRE : AFIEERENE, TS EHRE14 10 H) .
Ft=. BRAREBER S8 TEIMEL, TSEREG) (CHITHARBBUE
ERDFHEICE D K PFSIX., TS EREBOEMK. 41X FENDLGZNI EIZKY,
INF— KEEDI5%C] DIEMNLEL . /NF— FELEOHEEDEBIENEN o 1=1=8,
AFBHETSEARBEZEYICHERT S LIZRETH - 1=,

B mERELFHROKaplan-Meier thfR (FAS, JAERIE L [EAMIC & 5 FHiHE)
1.0

—&FEF (26061)

0.9 TSR (1314)

0.8
0.7 4
0.6
0.5
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OpEERHFSEmEEH

0.3
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0.0
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Number of patients at risk BB DO OHE (B)

AREEE 260 240 229 221 212 201 194 184 172 149 138 133 111 88 45 36 4

3 0
TS RE 131118103 82 65 56 53 47 41 39 38 31 28 22 6 5 1 0

0 0
0 0 0
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x ARELEMOFEICE D PFSOEL (FAS)

(T—2Avy +47 :201855A17R)

AHFE TS RE
26041 13145
PFSDA R FIE (%) 102 (39.2) 96 (73.3)
BESE HR (95%CI) @ 0.30 (0.23~0.41)
iRl pfiE® p<0. 0001
PFS (spfE) (A) ° REE 13.8
67 ARFR THOREEBLEEFEE (%) ° 93.9 80.6
2HhARGRTORERELFEIS (%) ° 81.7 51.4
24n AR TOREELRFIE (%) ° 73.6 34.6
360 ARRTOREELRFIES (%) ° 60.4 26.9
48h AR TORBELFEES (%) ° 52.6 1.4

a. CoxtEBlNT—FETIL (BILEREZHEE LT D) M OHHETE
b. EHllog-rankiREZ AL TEH
c. Kaplan-MeierixZRAWLTEH

BIXRAEEMIER : PFS2, 0S (F—42 A v bA JHFE : 2018FE5/17H)
PFRAIZENTH. TS uRELLE L TAFBE THAEMICHEEN DBRNICER
DHAIEEMNZED bNT- (I \HF— KEE0. 50, 95%CI : 0. 35~0. 72, E{Alp=0. 0002,
BAllog-ranki®TE) . £z T—2Hhy FA TBET. SDA XY bR+ ZIZHEDS
NTUVEUERRE [21. 0%, 82/391451 (A FI#E55/260461. 5 ARE27/13141) 1 T
HY. SOBRIBEIEKRENZETH o= T ERELLEL TREFEICH LT, 0SH
EREINDERIEEOSNEM o= (I — FEE0. 95, 95%CI : 0. 60~1. 53, Fa{l
p=0.8903. BRI log-rankigE)

T2l REUBHINKRER (T—42Ah v bA TS : 2018FE58178)
AEID"E SN T22606 (BARAIFIZEED) $25640 (98.5%) [CHESBZRMNE
Hion, ELEEZBRIE, ED20146] (77.3%) . E710645 (40.8%) . MEM104
51 (40.09%) . &m99% (38.1%) . THi89H| (34.2%) ThHo1=,
AREENIEETEEVEATERIE. AFIFE T 2% [245/2605 (BHARAN11/11
fBl) 1 &7F5=/RE#70.8% [92/13041 (HARA3/3HI) 1 LHBELTELI >z, %
D35, ZLROONT=BRIL, KRBT, BT0.49% (1834) . BIM36. 2% (94
). #533.1% (86%) R UMEM30.4% (7961) THY. TS ERETE. B
31.59% (41451) . 9&F516.9% (22451) . THi7. 7% (10451) R UENAE6. 9% (9451)
TH-ot=,

RARBBRIEETETLRVEELGEETSRIIAFIE26/26045 (10.0%) (BARAI/11
) . FTSERE2/130%1 (1.5%) (BARANO/3H) I2RHENh, ZDS5H3IPILULE
[ZEHONF=FBRIIBM (166, 6.2%) DAHTHof=. ARBEFENEETEAHL
REHlE. AFIETOH2 (REEHEANK BoHohiz, To7RELELEN
AFFHTIEEREHEIARL . RIX5HRIOFRIEL., KFIFTI106. B:8M[H ($9254
B) . TS5 tuRETIL60. 38R (#1441 8) THY. FFFHTITH2ED0ERE LM
THoT=,

AEFICEVWT. HEAEZ LB L TEARAEETEEREENMIBU LS =F
EFERIT. BRZE [BARAN: 76 (63.6%) . SFEA 4451 (1.6%) . LT, FIE] .
gim [645 (54.5%) . 93451 (37.3%) 1 . fFehEk#UEA [645 (54.5%) . 1443
(5.6%) 1 . BMIRECHD (56 (45.5%) . 1141 (4.4%) 1 . KEEE [54]
(45.5%) . 6345 (25.3%) 1 . Mo L7F=2Em [445] (36.4%) . 174l
(6.8%) 1 RUMm/MMrEELD (4451 (36.4%) . 5%l (2.0%) ] HTH-o1-, BF
ADWEMEZEEROMEREEZICHT 2RFNOEBRERRIIBOSATLEIELEDOD.,
ARBERENSIL. BRABRFIZEVWTHLICEEZET SEEZRIEROONE
Mhot=,

NHF—FRIE, A TS5 RTIRBTHNEAFIF CTHRBETD ) R EHPSETND I EERT,
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ERMEHMEIER : Myriad myChoice® HRD plusi®REZFAUN=PFSOY T4 )L— T
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- BEE. ATRIOBEE (Fil. E2EE. RITRGHRERE) #8 TR, °EnlE
RASEMUAIZ, =FZLEL EH12BMUAICARRIZS VA Lk H 2 &L
L7,

FERKRNEE| -EBHIBEORSE

A5 TEEOPARPEEERIZK DABREBEICRITLI LA HIEE. RV
RIFEREORERICHT 2BBEEZET HEE

F CREEREROERSE

SEYIIERERT TV A EMEGELNORER. BAKEAERERZITTLS
FEHEMLERRNE. ERHMEIERE (ductal carcinoma in situ of the
breast) . I1HIDY L— KIDFEREZITHEANTE L=,

S UALEDSELULRTICZH SN, —ABETOILEEELZZRIT. BEE
ICEESRHONGEMLOBERERERUY) U/ E (BfEsH0aLy) (&4
AnFE L=,

- REEDERICE T, 24EBLAO2EE L ETATcA 410 msecE#B 2 5. XiE
TERERBORKEELNHDEE

* S VA LERISABMANIC, £FIEEEEERITTLSES

- S UALACRI2ZBRLIAIC, HEMBSHIREEERIT TS ESE

- BERI D3R A RITZFEEDCYPIARREH. 32 A7 XIZFEEDCYPIAZEHR| % 6 F
LTWSEH

- BEDEAEIZESEM (CTCAE Grade 2LLLE) AL TS EE, -1 L.
B E5E K& U'CTCAE Grade 2D KIEMEEEEMKR <,

-MFEENES. RITOEEEESEERELCT VY O—VHOEBEOEEED
EREXIIBEENAH L EE () U\ EIKRL)

SR LMERTIBERIURIZKF N EZ (T8

- REEHBHEOREENHDIESE

FHEBMHEANAN20BLANICENEME 2 (T -EE (FROBEGERRERCIM/NMROE
mmi&ar)

H OB A R | AFEITSEARECINZBIF L. AFBOmgXIE TS EHRE1R2EEOKE

L7=s

BEHME 15, RIFEEOBRELIIHFBETELVEEIZEOONEETE
5‘[/1':0

BEH. RRU/XIEPREEEEDIGE. EEDZESA FS5 4 VIR L. AW

BEMNMRAIN

oMM O\ OB | AR

FEFHIER : IDFS [AERIBUERAHIE LZIDFSA A b (REMELEORESE.
BFEX. EREE. SAZEELE. LEUNOZEEZREE
HESRUVREZBOLZED) FTOHM]

BIRETEIER : 0S. =fRBAEFLHAM ODFS) %

Z2M  FERR. BKRE F
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fi#

oA

&

- IDFSOEEMHFTTIE, 5 U F LIELEFEDORBRRFIZ & > TREAME L 1= 1 og-rankikE

ICEVIRSHMELERL, TOpEERDHTIz, SUFLIEBEORBAIREFIZE->T
BRI Lf=Coxte Bl N\ — KETIL (ties®EERULMIEfronjEZALV) AW
TIDFSZ#EHT L. CoxZHn LEEH (FBOIFHLENTE) OERKEIZKY. 7
SEREICHT AARFBEDOHRERD. 5%CIHETO I 7ML AEELZRAVTHSE
L1=, £1=. IDFSDKaplan-Meier 7O FZR L. IDFSA Ry kABDHLNI-E
EDENERUARY FOFEE (BHEXIIRT) #REHMNEHL,

-DDFSB U0SI&, IDFSHOEZMITFR T, TEMNICERL-RLMITAELET

IWERAWTERLE,

cE-REOBRZEMAL%ICEEICHIET 570, AMUEOETEFTMER (IDFS)

RUEZELEIRMEHMEEE (0S. DDFS) ICZEREFIEZERL-. FT2THD

Bok#E (MfI5%) ZAWTIDFSZREL. IDFSAFETH =155, EAMT
(T LI=HEK%E (DDFSOIEE TIEMEI4%. 0SDIRTE TILMAI1%) % FLVTDDFS
BUO0SERRTE L 1=, (RERMAZEA SN TRV BIRMFFEIEE (CEBEKELEF
AL, ZBENEATOWEVTEERICETOABKENEY BTohf-L T BRE
ZhikgbHl &L,

Bt
FRIMMEE - ZIABITARER : FAS
IDFS (F—% A v b4 T8 : 20208£3A278)

T—A2hy bA TEER T, 284/1836% (15.5%) IZIDFSA R RAERBH L. K
HIE£106/92145 (11.5%) . TS5 wREE178/91561 (19.5%) TH-ot=. AFIFH
IZBVWT TS ERBELLE L. IDFSOMETZMICERELERLSRO O (\F—
RFEE:0.581, 99.5%CI : 0.409~0. 816, FfAlp=0. 0000073, [EHIlog-rankiRiE.
Bk W{10.5%) . REMEEEREXIIFETY X H41.9%ET L1,

REZCROOENEIDFSARY M, RBEEHE (hiEHERXIEIEFIRAER)
Tho1=,

ERKANEEMERENTVETEEREEDEEIX. AHKIFS5. 9%, TS5 /RETT. 1%
THoT=,

BEMEADO L WA OKaplan-Meieriig (FAS. JAERIBUERMIC & 5 5F()

100 e
90 B
iy iy
@ 80 W«]H-mwwmmk._ [rT———
2 704 MUt o 4 i B = H R
E 60 1
#B 504
£ 0l
ﬁ
= 30+
(%) 201 — T
== TTURE
101
0 T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60
EERBINHSDEFE(R)
MG
AFIEE 921 820 737 607 a477 361 276 183 108 55 15
TStikE 915 807 732 585 452 353 256 173 101 49 12
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x REMERBEOGTWVWAEFHROEN (FAS, AR L ERRIC & 557

AHIB TSR
92145 915451
AEIEE vs TS UARE
AR MMIE (%) 106 (11.5) | 178 (19.5)
NY—F i 0.581
99. 5%CI"° 0.409, 0.816
pfis (R ° 0.0000073
EHER (hkiE) (8)° 2.3 [ 2.5
EEMEREOLVEREE (95%CDT
[E3E 93.3 (91.4, 94.8) 88.4 (86.1, 90.4)
2EBA 89.2 (86.8, 91.3) 81.5 (78.6, 84.0)
SRS 85.9 (82.8, 88.4) 77.1 (73.7, 80.1)

a. NY— FLLOHEEE. B CoxtbHlNYF—FETIVIZEIWVWTEY BRHRFIEER log-
rankiRECAWV LD ERMLETH o=,

b. ShfEfEHTD o HEIZRET HEY RHICHEL. HEBIL 1=,

c. NY—FHIZHTBCETRI7AILEET To—FE2RAVTHE LT,

d. BAllog-rankiREDpfE, BEKLE : WI0. 5%, BAIIZ. LPEEEOEMRY QfF : fif
B EE vs WTRMERESE) . RILEDZHREOIRE 2fE : ERERUV/XIXPgRIGHE. M
DHER2[E™ vs TNBC) . HEHACKZAEE 2E: HY vs HL) IT&>TiThh
o BANEREIZ. SV LV RTLTHERASINATIY—IZEDWNTEHY .  pooling
strategylZ &k VUsBIR &N 1=, pooling strategyhNBEHIND &, RILEVZRIFREDR
AHEEFDAIER S LI,

e. EEEREDBIREARIMD hR{E(Lreverse censoringiEE# AN TEH L=,

f. BEDEISIKaplan-MeierH#EE., 95%CI(XGreenwood DX EFAWNTEH L=,

BAANBEEHICETHIDFSIE, £HEHICEH TS IDFS & Mta—2 L TL= [IDFS
DA R MK AFIFE6/64%5] (9.4%) . TS AREEIL/T66] (19.7%) . /NHF—
EE0. 502, 959CI : 0.179~1.239, T{Ip=0. 1469, [E7llog-rankiRE]

BIRGHEBIER : RABTMREM : FAS

0S 2EIEDOSHEBFDT—2 Y b4 T8 R : 20215F78128)
0SA R hE, AFIBET5/9214] (8.1%) . T EKRE109/91541 (11.9%) T
HY. REBEETSARECH L, OSOMAZEMICHRLERARO NI (N
H— FEE : 0.678. 98.5%CI : 0.468~0. 973, Wifilp=0.0091. EHllog-ranki®E.

Bk - AN, 5%) .

AEBROEREIGE, AFIE89.8%. TS5 RE#86.4%ThH>1=,

DDFS (F—#% 7w bA THF s : 20208£3H27R)
DDFSA R k&, AFIEB9/921451 (9.7%) . TS5t RE152/91541 (16.6%) 1=
RO ontz, RFFIT TSR L. DDFSOMAZMIHRLERARD 5
L (N — KL 0.574, 99.59%CI : 0.392~0. 831, WifAlp=0. 0000257, [E%Hl|og-
rankiRE . BEKZE : @HI0.5%) | ERBRIIIET) XV H42. 6%ET LT,
SERRDERBFEFES L. AFIFF87.5%. TS5 AR#80.4%THo1=,

R REMBITNRER (T—42hy b4 IR 2021F7A128)
AFINEE S NG (BARANABIZED) $8366H1 (91.8%) IZHEBERNR
Hoh, THEEEZIE. EBO51945) (57.0%) . #&F36645] (40.2%) . &Mm215
5l (23.6%) RUIEL206%5] (22.6%) TdHh >t
ARELEMAARBRELOBREEHY LHHLE-ASERIL. KHIF80.8%
(736/911451) . 7St HREEL3. 1% (480/90445)) THEHOHN., FD S H20%L LT
BEOLN=BRIL, KFET, BD4745] (52.0%) . 5&52901 (31.8%) . &AM
188451 (20.6%) T&H 1=,

Grade 3LLEDEEERIL. AKIE24.5% (223/91141) . TS5 EREH11.3%
(102/904451) TEHHN., FDS3B5BULTEDOONE-BRIE. AFFETAMII
Bl 8.7%) MDHTH-T=,

EELHEEERT. AFIFS. 7% (79/91141) . TS5 REE8. 6% (78/90445)) TEE
Hoh, TDIB1%LUETRDON-ERIE, RFIFETEMISE (1.6%) OHT
Hot=,
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a B | AREOCHRETLEICES-HEBRIE. AFIF10.6% O7/9114) . TS5 tRE
( #& & ) |4.6% (42/904f5)) TRHLEN, TDSH1%LULETROONZBRIE. FFFHTE
1951 (2.1%) . Bm1661 (1.8%) . EF1441 (1.5%) . 3FeREREUE 94
(1.0%) TH-oT=,

BEFRICK DTG, AFEH (MEL) | TS5 EREMG (AHEEREEAN
. NEE) TH-oT-,

NF— R, &F/ TS5 ERTIRBTHNEFFB CTRBETOY R EZRDLESE TS EERT,
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@ HRREFEEZFEEBGHDEBMRBIERMEAIIRE (MCRPC) BEEZHRE L
[E % 24 1R 55 T AR S BR > Y

[D081DC00007 (PROfound) EXER] (MEAT—2ETL)

=] B

7Y RO UZREEZMNIE ARAT) (ICLZFTABRAEDTHY . HRREZKIZES
TRDEEBEFOVTIMNIER? #59 BnCRPCEFIC. ERZMEICED (EiE
ELEGFHRA (PPFS) #IBZEL LT, ABEDOEMEZAERIE LERMAYGEIR L /ARAT
(oYW A S RRIFFTESTOY) ELBURET 5,

HEBETYH 1Y

SUALME, FEER, EEMBLEE. 2%, EEERRER
200E : PLEVFY, A—RSUT =R NUT, T2, hFH4. T
U= ITSVAR KAV ARSI AR T BR. ASVE . /Lo —,
BE, ARM L, Auz—T2, BE. bLa, EE. XE)

a7R— bA+B HRREAZEGFICFIEDNDEREH T % *'mCRPCEH)
BRI RER : 3876 (HARASTH) [AFIEF2564] (34451) . ARATE¥131
5 (23451) 1
TEMBITHREM : 38645 (AARANSTH) [AFIZF2564 (34451) . ARATE130
i (2341) ]
a7R— A [BRCAT. BROAZRIZATHEIGFICFREDNEREHT % *'mCRPCEE]
RABARER : 24560 (BARAN326]) [ARFIBE162%1 (1941) . ARATES3
B (1341) 1
TEMBITRARER - 2456] (BAA32(])  [AFBEE1626]1 (1961) . ARATE#83
i (1341) ]
a7R— kB [BRCAI. BROAZRISATHEIGF LIS OHRRESEEIZFICFIEDNERZFR T
% *mmCRPCEE]
BRI RER : 14261 (BARAN256]) [AFIEIMF (1561) . ARATEE4841
(o) 1]
REMBTARER - 1416] (BARA2HD)  [AFIEE45] (1561) . ARATER4745
o0 1
| MENFMERER T HARIIHFUEENEODND (AENOBEORKICE
B ENBARITFRAESND) . HRREEEGRFERKTOFERICIEFMT CLIA
HRR CTA BRE MERA SN,
*2 BROAZRIFATHEGFICEREHB L TLH4BIDEEMNR > TIR— FBIZHA
Anont= [F5/3) TG (BROAZEIFEEBHI6]. ATREEFEEBGE
2451) . ARATE15] (BRCAZCORERFZEBIME1H]) ]

*

FTEERREE

- FMI CLIA HRR CTA B®RZ&E &Y. BHEMAMICATEOHRREEEEFEEIHER
hTWbEE

- BRSO A EBENICER I N ESE

F ERRSMRLIRER U RITEZIEUMERIILIRSE (CRPC) 2t LARAT (5l : =>
PILFIFRU/RIETZESTOVE) ICLDANABRTICKRBETL-ES

- B R CmCRPCE R FTRMNEOH LN, TUHILE I FRIE7ZESTAVIZEK
LRBEORNR LG DEE

S USALERIZBUROMET R FRXAFA A0 ng/dLLLTF (1. 75 nmol /LEL
T) OEH

- BBFMEOBVEFRIZOVTIE., ERERRILEVKRERILEY (LHRH) 7
F04 (FdZRAMREFTFUAIZRER) [C&DBEEZITTEY., AR
hHABREMRT 2ERNHLESE

FHEBHEANBATT Y FOSFUBREEREY (RITAERBEBEMETEA) T
HY. BBRZHICEDRBETHREOONI-ESE

- ARERSIBHLAOEBRUOEHEEINIEETHSIEE @OLEZ(FTL
HUMREETAES OEUA10.0g/dLL L, #5537 hBREAS. 5 10° /LA L, M/
REAS100 x 10° /LLL L)

- 185% LIt TECOG PSH0O~2MEE

10




FTERBRNEE| - AN ITEESCPARPEBEICLZABBEEBEICZTEIENHIESR

-DNAICHES 52 2HMREEHILEREZZTLIENAHDHEE, f=FZL. HiIiL
REUSN OBEISEIR L TO/RETHY . mEBEENS T U LEE TOHEHN
SEHFBZ T =BEIXERL,

- BEMEMICHOEREBES#HFELTWLIES

- BHEMRIERE MDS) S AMEHtAmE AIL) DHEFE,. XIEMDS/ANL%E =
BT AEENHONDEE

- RRERSRBISERLURNICHSHREEZR EGNBEREZRIT TV ESE

- NEEREE BT A LA - TR ESE

- EREIDBR AR ITPEEDCYPIAEERZHAL TS5 EE

HOEBR A | RNBIBEEXIFARATEIZEIMF I+ L=,

KENE - KXF300mg 182EZFOES

ARATEE : AERIBLEEIAEIRLLUTOWThnZERE L1,
- IVUHFIILAE I K 160mg 1B1EEAOKRS
- 7ESTO21000mg 1TH1EIFEARLE, predonisone® 5mg 1H2[E % #
=]

B . TERTOT—2Hhy A TBETIKRECISTHA K54 (BRERHEL:
RE) RUPWG-3EE (BRZE) IR >R T TOIMIL PR
(BICR) . XEMFTDT—A2 A v b4 7 HLIRIXAERIE LEO A
KYEBRZEHICE D BEHRMNRDETLHESNSETABREDNRSE
g i O

HH., MABEFERTZZTTOAEVESE ., ERIEAILECRERLEY

(GrRH) 73 =R FRIET7VE2 =R FEENMBGE SN,

oM E OB | Ak
FEFHHBIER : rPFS [BICRICK ARECISTH A F5 4 U E1 1hR (EEHEBRE) XU
PCWG-3E % (BRE) (TS -ERZHICE D BHIFEHETX
FREZMEHLEVETCETOHME] —aKk—FA
EELBIRMEHMEIRE : #EORR—27R— bA, rPFS—a7k— bA+B, EEIBEET
DR (TTPP) —2a7k— FA, RU0S—a7R— kA
Zett  FEFER. BRBREF —aK— FB, F

# W A x| -rPFSIE. BRMEL7zlog-ranki@EIC L YT L1= (ties@ERIELMIBreslowi:%
AW o "= FEERUCHE., BRIRFEEEE LT HC0oxtbffl/N\F—FET
IO SHETE LT (tiesOERULMKEfronskxZ ALV . WAIS%CIETo 774
WEEZZERWTER L=, 75/ TORR T4y b EXYHERIZTT O,
BEKEZBIATIAECLIREREFIEZAWV RGGREET 2. £E
FFfEIEE TH S a7h— FADrPFSICIR 5B THEAZNICERLENRO T
BEICIRY . mAL%OEEKELZBFNAL. EELRIRMNEHEERIZDOULT.
ORR (a7k— kA) . rPFS (a7Rk— FA+B) | TTPP (37k— KA) . RTUOS (aK—
A DIETREZERL .

- ORRIEZ. 2 XY U REHFCKIAABEDAEICIYARBLEEOD AT v EE
ETLERVTHE Lz, ORROBFEREA VX LEZDTO T 7ML EEIC
HD5<95%CI R UpETRLT=,

- 0SI&. rPFSOEXEMTNERMUAZRVETIVIZK YA LT,

<Y J5 I — T
rPFSE0SIZDLZTIE, O R— FATHEHBRIIZHEESN8BEEORF [ XU %
E2EEEDIABREOERE. A—RX S/ VHORAETREREDHE. A—X 3
A UBEDERRBEA., N—X 54 UEFOECOG PS (0. 1. 2) . S U F LILRHROEH
(<65m%. =65m%) . Mg (Zo7. 3—Ow/, FTAUAH) . AFE (AA.
BARIETZVARTAUVAAN, TOT A, TOM) . R—X 54 UBEEDOPSAE
(KHRfE, =2HR{E) ]I12DLVT, aR"— FA+BTIEaR— FADSIE B IZHRRES
EEEF (BROAI/2EED155%E) DOEERRREMZ IBEE TY I JTIL—T#
WHEESI NIz,

"




HABRHEICH T FELGFMMRERA T R— FATH o 1=HY, BEBINO KRS
FBICHTY (BROAL2EATHEIEF DEEKRAN DY T T I — THITERICEDEY
B&Y TBROABEFERBGIEN ) ZXRE LI-FEFTORENMER S, BIRETHIE
B (ORR. PFS2, PSAZ#hE. TTPP, fZEREEEWLZAE) LREMEHEREBICDOWVT
BT ERR L

Btk

FEFHER

rPFS (F—4hw bA T8= : 201946 §48) —a7k— RA (FAS)
T—AhAy bATERT. 174/24541 (71.0%) IZBEBHARBETIIFETHEE
O, TORNRITAFIEEAT06/16245], ARATEEA68/83BITH o 1=, AFIFEIZEH
LVTARATEE & LB U, BICREFAMIC & HrPFSO#METFMICAE CHREKMNIZERD
HEERMEOHON (NP — KR 0.34, 95%CI : 0. 25~0. 47, E{#Ip<0. 0001,
Bl log-ranki&E) . MBETIIFHETED Y XY H66%IET L1, £, rPFS®
PREFARFIFETT.4n A, ARATE T 61 ATHY . RFIBTILARATE & LR
rPFSO R R{ENI. 85 AR L=,
RERIBLEENO M & & rPFSOFEMTHERIX. BICRIZ K HrPFSOEMTHER &
R—BLTHY., rPFSOEROEEMENER SN \F— KL : 0.24, 95%
Cl:0.17~0.34, wE{A1p<0.0001, EAllog-rankik3E. PFSOHRIE : KKIF9. 85
A. ARATE$3.65 A) .

X EgZEICE D EEELFHROKaplan-Meier g
(37— +A : FAS. BICRIZ & % 5F4f)

e 1.0+ —— Olaparib 300mg bd (N=162)
E Investigators Choice of NHA (N=83)
2 094
7]
& 084
k 0.7
0.6
)
0.5+
0.4
E
0.3
o
S 024
2 01
0.0

T L S e e e e LIS S S S B S S S e e —

o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21
Time from randomization (Months)

Number of patients at risk

162 149 126 116 102 101 82 77 56 53 42 37 26 24 18 11 11 3 2 0 0 0  Olaparib 300mgbd
83 79 47 44 22 20 13 12 7 6 3 3 3 2 2 1 1 1 1 0 0 0 Investigators Choice of NHA

% BICREMEICEDIPFSOEH (T—2H v b4 T : 201946 H48) —a7k— FA (FAS)

AHFE ARATE#
162451 8345
rPESDA R MMl (%) 106 (65.4) 68 (81.9)
rPFS (p#fiE) (A) 1.4 3.6
REHE NY— R (95%CI) ° 0.34 (0.25~0.47)
pfE (R ° p<0. 0001
61 AR TOIPFSOEIE (%) ° 60.0 22.6
121 AR TOrPFSOEIE (%) © 28.1 9.4

a. CoxtbfBiNGF—FETIL (BAMEEHRZHEE LT D) HOHHETE
b. EHllog-rankiREZHLTEH
c. Kaplan-NMeieriEZRHWTEH
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EZLEIRMFHMEER :

FEEORR (T—2Hhy b+ T8 : 201956 A4R)

)
a7/5— FADBICRIZK Z2HEFEORRIZEWNNT, O R T 1 v I EIRHHTIZ K YARAT
BLEBL CARH CTHAEZMICEECHRRMICERDHIUELNREH NS

[AFIEE - 33.3% (28/84451) . ARATEE : 2.3% (1/4341) . # v XLk : 20. 86,

959%C]I : 4. 18~379. 18, MfAIp<0.0001, A AT 4 v o EIRIZEZTAT7AIL
EEIZEDLC] . Ay Xthk U, ARATEF &L LB L TAFIBTIL., BEORRLSES
a4y X EM21EEh o 1=,

0S (F—ARHhy bATHm : 20208£3A308) —ask— kA (FAS)
OSOERMEM &L Y. ARATEEL LB L TAFIB CTHRETEMICEE LA TR OE
EATREN (\HF—FLEE:0.69, 95%CI : 0.50~0.97, wE{Alp=0.0175. EHIlog-
ranki®E) . £EFHRO D REIARFETIN 11 A, XBHETILTAATH-
1=

—aR— A (E=BETE AT AESR

Y ITYIL— T
BRNCEM S NT=BRCAI. BRCA2. ATHEIGFERR (RET 2 EGFEEDH
AROoN-BEEH) RUBRAREGETFEEGHER DA EDBBROIRIZE
BROAZEILFEEARO on-BEEH) OBITHERITROLEYTH 1=

& BRCAI. BRCA2. ATMEIGFZEERDrPFS
(BE—nHERMBIRZIEEREEEFEEEE S 2EEEM, BICR)

. AFI|EE ARATE% ST

BRCAT | 8 | 3§: OZ,_ 52 | ° | a 7:: Sg_ m | 12: 4:. 39)

w02 | 8| 1, mom | Y| e a0 | 010 03
62| ey | | s 129 | ol ve

a: ®5#. REGFERE (HY -%HL) . BERLZEGCFEREOXRAEEREZEH=Cox
EHINF—FETFIVIZEYEH

B EgZEICE D CEEELEFYROKaplan-Meier i#R
(BROABIEFERIGIESER. BICRIC & % FH)

100
90
—— B (n=102)
80 —— $JBABE (n=58)

OpRERHF SRR A~ O Bt 77 BRROSR B
3
1

T T T T

7 8 9 10 11 1213 14 1516 17 18 19 20 2
) ) EEARUTIT D SO (B)

Number of patients at risk

AREIBE 102 93 87 83 78 77 67 66 48 45 36 33 23 22 16 8 8 2 2 0 0 O
FEREE 5856 30 27 1010 6 5 4 3 1 1 1 0 00 0 0 0 0 0 O

LI
01 2 3 45 6
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'!Eﬁ * xR BROAIXIEBROAZEGF O VI NORIEEAICEREE T HEEICHEITS

B F ) rPFS. 0SRUEHSBMFIZ &3 < FEEORR
AFIEE ARAT B

5%k 102 58

rPFSe b hgfE (95%CI) 9.79 (7.62, 11.30) 2.96 (1.81, 3.55)
AR MEE (%) 62 (60.8) 51 (87.9)
NS — KL (95%CI) 0.22 (0.15, 0.32)
LI 102 58

0 tgfE (95%CI) 20.11 (17.35, 26.81) 14.44 (10.71, 18.89)
AR MEE (%) 53 (52.0) 41 (70.7)
NF— KL (95%CI) 0.63 (0.42, 0.95)
LIE 57 33

FEEORRYY | 4 RN REIEL (%) 25 (43.9) 0
Z v Xt (95%CI) *° NC (NC, NC)

a : BICR

b: 58, BROAEGFER (B - B . BEBLARAEGFERDOREEREBEZED
f=Coxtt BN — FETFILIZK Y EH

c: AR, YBREFRUVARLFAFOXREFREZARLEZOSRA T v VEIBFETIL

d : AR D 7= sH DBINFRAT

et

REMBITIHNEER (F—42hy bA T8E : 201956684R)
AFINEE S NT2566 (BARAN3MBIZED) 24445 (95.3%) ICHEBEM
BEoHoN, TLEEERIE. BMm1186] (46.1%) . ED10661 (41.4%) . BWX
JaR775 (30.1%) TH-o1=,
BRI LEMAGRRELOEELDY L LE-AETEROXRBRE, KHIEH
80.5% (206/256451) TARATE$46.9% (61/130%5) L LB LTEM 21z TDS
5. BLROLNI-FRIT. AFIFT. BM37.1% 541 . ED35.2% (90
) . BAEER22.3% (B7H) RUEH21.5% (G561) THY. ARATE TIE.
JEF11.5% (1541 . Fix9. 2% (12451) . #AET. 1% (106]) RUBER
6.2% @Bl TH-o1=,
ARIBLUEMNARELOEEEHY LHBLE-EELEEBRIEIAFIH
13.7% (35/256451) . ARATE$3.8% (5/1304) FEHLN., ZDS>H1%LUETER
HoNFERIE, REFETOHROH LN, BIMN6.3% (1661) . FHBREDE.
/DR AME R OB £1.2% Q) Th-o1t=,
ARELEMNERELOEEEHY L LAERETICE-AEERIE. K
FlIEE 16 (MRBRERUGFHEREAGE) . ARATEETIE (9K TH-o71=.

BROABIEFEEGHER (F—42hy b4 78S 201946748)
AFINEE SNT=102(5198%5] (96.1%) IZHEEEEMNROHLN., TLEEER
X, Bm4sHl (47.1%) . ED45F (44.1%) . BAER27H] (26.5%) . &
552545 (24.5%) THo1=,

Y — FLlE, AFE ARATETIRBTHNIERFIBHTHRBETO YRV EFLSIETWNS I LETT,

F o Xthlk, AFIE ARATETIZBI CONIERFIHTREETOV RV EFLSETNSE I LETRT,

FESTAY : FESTAVHBIRTIL

a) BRCAI. BROAZRIFATMEIGFEREZE T 5EBEZ a-— MAIZ, BARDI. BRIPI. CDKI2. GHEK]. CHEKZ2. FANCL. PALBZ.
PPPIRZA. RAD51B. RAD51C. RAD5TD. B/ RIFRADSABIGFERFH T HEEEZIR—FBICIRY B+, ak—
FAMNDaR— FBOHRREAEEGEZFEEEH T HEE L KR— FAIZIRY 55 1F7=,

b) FMI CLIA HRR CTA #RZ : Foundation Medicinett (FMI) @®Clinical Laboratory Improvement Amendments CKE
IZH T EEERBEEREE. (LIAN) RIAREREZTEHRT 5. HRREEEGETFERZH/HT 4Clinical trial assay
(CTA) DRE,

c) BERRER

d) EMFHEAAEEER : A—X 54 UBICAETREREEE L TV EE

e) FREIREFEHED -8 DEMEEMN
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EBUEESERENIEREERRE LETESTOLEOHRISETS
R A H MRS *
[D081SC00001 (PROpel) EAER] (MWEAT—2ED)

=] 8 | mCRPC& o = RICHIBGZT L RRER VT v FO7 U RBEMITHIZE  (ARAT)
2k BABEDLZLMRPCEEIC, AF FTESTOVEHALI L EDEKRDHE
[CEICERIBEBAFHM (PFS) ZWIFEEL T, RH 7ESTOOOEMMEE
T353R/ TESTOUHRARE ELBRET .

REBETFHF A 2| SUFLE, ZEER., To5ERAB. SHESEERRER

A7THE =R +SUT7, RLF—, TSP, hF+4, FU, Fza#AE.
TSR, FA4Y 442 )F7. BAR, BE. #3524, XAN\F7, ARL Y, b
Lo, EE. XE)

pu & | mCRPC & 73 o f= & IR G E AL R IE B ARATIC & B AEED 72 L '/mCRPCEE

RABITARER : 79661 (BARANTIF) [AF.7EST0O8399%] 3664 .
TSR /"TESTAUEINGE 414]) ]

REMMITRER - 19461 (BARATIH) [(XF-7EST 0O U8398H1 (366 .
75 AREE396651 @14) ]

F EGERE E | - AARPUXEHERZNICHNIIRIREEEEZH I -BEEE

s BRAEX v URIICT/MRIBETI AU EDERBEEAXETCHIEIN-ESE

+ —JAEOMCRPCEH
-mCRPC & %2 o =112, HIRISE LR E. RATR (LD L B EEIZ L BAE

BN WNEE, 72 OS5 VKREREIFNE LT,

SSUSLIEDRIIZE—HRDOM T FOSXVE (EAILESF, JIL4 3

FZ) ICKPABEZHHLEBFTHANTRET M. 4BAROY+ v

SaAaTFTYNEHRFBRIEE LT,

~-BRE MR IREICX 3§ B HTAT X iR P AT R UmHSPCE R T K24 &

TIICEZHREREOHLHIEEIL. EXAFRPRITARERITAEREDINITR

BHEHTOBEN G > IGEICHANTRE S LT,

-mCRPC& % B HTIZ, ARAT (FESTRAVERL) IZLBABEENAHY. AED

IZPSAIZE DK RBEIT /ERRMNR B ET BEBRZHICE D RBETHE

HonEho=BEIE. SUFLEDI2 ARMETIZYZAEEZRIELTL

5BEICIRY. SAANTEEE L=,

s dF R rAEVKREBIILED 7O RISEAFREERBHMFICE Y ERNLGT >
FOSFUBREKETHY. SUFLIEFIZALUAOCMET R FXTOUMN
50 ng/dL (2.0 nM) RFETHSEBEE. KABREANBRTTY V> FATUVREEREE
ZIFTTWSEEE, HRAMZEL RIS L& LT,
RBETHIXETHERIN, PESTOVEEICELEERE, BBEANKAT
DRBETIE. UTDIDOREDS B, 7o FAST UBREBRERITI DU EZS
L-t5&ELEELT=,

PSAMED EFMNTEBULOEREESNT2EUEEEEZ LI-PSAICE I KRS

T, R —= T KEEOPSMEIXT peg/L (1 ng/mL) LIE*

-RECISTH A FS 4 U TERIN-EESBBREDHEEELT,

SIEOBERF ¥ U C2OULDHFH - EERELEREERZ L-BREDRDET
FARERSAI2ZHLUADOEBFR UV BHEBENEETH - -EE (BE28BLUNRN
ICEMEZITTORWNRETAES OEUA10.0 g/dL L, #ExPFhEREA
1.5x10° /LA b, M/MREAS100x10° /Ll E %)

- 185k LI T, ECOG PSH0O~1DEH

* PCWG-3EL#E(CH D <
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FERBRNE E | - BESFRHICHEEBETHAZEOON:., RITABBZELEINOEHEENHDZ &
MNEBAL-2E

- MDS/ANL O 283 X (IMDS/ANL % RIZ F 45D H b - BE

- BE6H ARICERRERMICERGDMEREENZBOONI-EE. EEEL CEF
ZEHDE. DEMBELLTAEZET S TOMDOTRERNZBOON-EE.
X(ENew York Heart Association® MRS EBII~IVEDLDARLELLIERY
==V DI EEE EREE LS EILFF— P RAF v UIZ& > TF
i L=iDBEHEMNS0%RETH-1-BE
IDMEFMXIEBRRMBEBIREEFNFESN TV ES

- MITEEMNOBEENH L EE

AV FA—ILAROEMENEO SNI-EE

AV FA—LFAROTEAXFEIBRETLOBEROHLEE

- EPMREE X (Tprednisone? S TLU RV O VDEANLERLELEZZDMD
FIRNEO OhF-BE

»prednisone? /L F=vV O BETIOmg/BEOIILFIRATOA K& 5E5
FETLEEERNBHON-EE

CEEHR, OV FO—LFREORREER,. EEEBLUNDOLERER. XIZEHMHET
OV FA—ILARERDREEDT-H. EELDY R INGVEHIEISn-EE

- HANBTOIIEEEIZERET ACTCAE Grade2 2 X 25 HEL TV -8E,
BREEIXR <,

- ERRE AR LN BE

- BHEE AHIEEIL. ABREATHY. LERMICHTz > THREKMIZRE L TWL
SEEFEANTRESE Lz,

- BERUEEEBONA CTREETICOVWTEHER L RS

A SN TEECPARPIEREEDERENH D EE
ARERERARFISERLUANIZZFIEZEREARIEBENEREER CRGFAREEEZ
(+1-8F&

- CYPITRREH (FESTAO. orteronel® &) OFERENHDHEE

- BEEND3R N RIEFEEDOCYPIAREH. B AL R IEHEEDCYPIAFZEH % 4+ H
LT =8EF&

H OB A E|AFSTESTOVEXIEITSEAR - TESTOUEIZE|FF L., AFI300 mgXIik

IStuREIR2EEORS L=,

FESTFOVIE, HEEORMXEIZ{E> Tprednisone? XIEFL K=y O bmg 18

2EBO/RS LEDGAICH LT, 1E1000mg=1B1EEOKRS L=,

58 RECISTH A K354 51 1R (EEMERRE) RUPCWG-3EE (BRZE)
125 > TABRBUEEATHE L - EBREICE D (RBLET. FETE
BOEHORR., AREETEZENDE LLWAEFRIEIEEORERE O
WINMDPEIDET., ARREDRSEMELT,

oM E OB | ARk

FEFMEER : (PFS [SoFLfbEnf-BA 5, RECISTHA F5 1 UE1 1R (&
Ep¥B) RUPOWG-3RZE (BRE) (4> TAERIAIEERAGTE
LEEGREREICE D CHFRBET. XEREZMAHEVETOLTH
MEVNFOERE TOHME]

BIREHEIEE : 0S. HJADRERDOFIBRIIFETETOHM (TFST) | PFS2 %F

Zett . FEFR. BERRE F
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fi#

oA

&

- rPFSIE. =IREBEL (FEDOH. WNiFE. XIEZDM) RUmMHSPCERTOH K4
FEIIZKBABERE (HYXIFHL) I2KYRBERMELTzlog-rankiREZHWT
fEfT L1z, RBFRBEA AN MIXT 5 0IEEfronzZE ALY, BIIRFEHEE
& LT=Cox b BINSF— FETILEFRANTNF—FERUCIZH#HEL, TRT774
IWEEXREROTHAI95%CIZ&EH L1=, rPFSDKaplan-Meier 7O v k&% 58
AIZRUTzo rPFSOHRfEL & B2, RBETRIEIETCDA RN FEHRBE LA
FEOBFHBEUVEEH LA RN FDFEFE RECISTHA RS A VIZE I REHE
7. BREDRSHET. XIERT) #H/REHANIZRLT=,

+0SI&. rPFSERI L AETHENET >z, TOMOBIRNFFEEE XL EREFIE
IEDEN N, TSR/ TESTOUVRELBKLEEEDASKY T/ T
ESTOVEDARR D 4w b EHRBT S5-DIZHET LIz,

ARBRTIIBEOT—42Hhy AT (DC0) EERTEL71=. rPFSEREICIX. FEIEE
7K#£0. 025% 8| Y 15 TH=, rPFSOFERIMEATEMICHEETH-BE. BEEEIC
L YOSDRERERIET D & & L=, Maurer EBretzDERREIZHITD5 5D
FICEDKZEREFIETIE. 2AOKBIOFEIFEDBIREE2 5%IZHIE L1z,
rPFSO & %E 13DC01 K UDCO2MDEF s T . 0SO & E (XDCO1, DCO2 K TDCO3 M B i T
Mdd&E Lz, PRBTEERET HEFHHERBIZDULNT, 0'Brien-Fleming
EICKDEBREAKZRALT., DCONIZEIFR080 R HEMETICH T H2HEEKEN
0.0005%#BAELNESHIR LIz ET.EBICEBEINARY FMUIZE DSV THE
WICAWSHEEKEZEH L., 2AKOFIEOALREFFIEHT LI L E LT,

s rPFSICX T B ABENRO—EMZ5H T 576, BAEF. BELE S (Eastern
Cooperative Oncology Group (ECOG) Performance status (PS) . 5 14 LibhF
DI, i, AFE, XR—X 54 UBEMPSA] R UHRRE EEGEFEEIRER DY
TN —THREEELT=,

Bk

FEIMIER  RAETRRER : FAS

rPFS (F—42Ahw b4 T8E - 20214£78308)
rPESA Ry FHRENGIE. XRB TESTRUE42 1% (168/399%]) . 75+
RATESTRUED6.9% (226/3974) THoTz, AFI FTESTOUEELT
SER/-7ESTFOVEICHL., PFSOMAZHIZAELERNZEOON (N
H— FEE:0.66. 959%CI : 0.54~0. 81, F{Alp<0. 0001, EHllog-rankiRE) .
BEMICEDFBETRIIETED Y X9 MNM%IET L=, £f-. rPFSOFR{E
IFRE, Z7ESTOVET24.80 8., 75K/ 7ESTOVETI6.6hAT
HY. KB/ FTESTOVEIITSER /" TESTOUELLER, rPFSO T RIE
M8 2n AER L=,
ERTTOMIDREFM BICR) 2L BrPFSOMEFFERIL, AR L EMDT
Ik DrPFSOEMERE—BLTHEY., rPFSOBEROERMELER SN
(/N\H— FE - 0.61, 95%CI : 0.49~0. 74, TH{AIp<0. 0001, BRIl og-ranki&sE .
rPFSORRIE : KF FESTOVH#H2I 608, 75€R/ 7ESTOUE
16.4n A) .
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X EgZEICED CEEELFHROKaplan-Meier g
(FAS. RERIB L EERIC & 5 5HE)

1.0 ¢ ~— Olaparib 300 mg bd + Abiraterone 1000 mg qd (N=399)
Placebo bd + Abiraterone 1000 mg qd (N=397)

0.1 4

Probability of Radiographic Progression-free Survival

© 1 2 % 4 5 6 7 % 9 10 10 12 1% M 15 36 37 35 19 20 21 22 23 M 25 26 27 2 29 0 M

Tine from randomisation (Months)
Number of patients at risk

379 395 367 354 340 337 313 309 301 277 274 265 251 244 227 221 219 170167 163 104 100 &7 59 57 2% 26 26 5 4 4 O (1300 mg bd + Abi 1000 mg qd

397 393 359 356 338 334 306 303 297 264 264 249 202 228 198 190 186 143 141 137 87 M4 7Y 45 43 21 47 16 2 2 1 o  Plabd+ Abi1000mgqd

& ARBELEMOFEIZE D rPFSOEH (FAS)
(T—2 Ay b4 7 : 202147H308)

V.- TSRS
FTESTOVUE 7ESTOVUE

39941 39745
rPESDA N> ~plgh (%) 168 (42.1) 226 (56.9)
NHY— KL (95%CI) @ 0.66 (0.54, 0.81)
mHlpfE © <0. 0001
rPFS (dhR{E) (B) 24.84 16.59
61 AR TOrPFSOEIE (%) 85. 82 79.94
125 BB TOrPFSOEIE (%) 71.84 63. 44
181 BB TOrPFSOEIE (%) 59.37 47.65
241 BB A TOrPFSOEIE (%) 51.41 33.59

a. N\YF—FLRUCHIK, TELHBRAEZTERL-ZH EREGBIHL (BOH. A
fg. XIExZDfh) . mHSPCEETHD FE2FEILICKDEER (HYXRIEEL) 1 T
SR L f=Coxlb BN —FETILERAWVWTEH L=, tiesOEFZLMIEfroniEZ ALY
T=o

b. MEIPEEEZELGZRBHEETERLIZERLRCERICK SER log-rankiiE = A
WTEH LT,

BIRGHEIEE : KRBT RER : FAS

0S (F—4Ahwy b4 78A : 20214£78308)
FRBITERICE T30S/ Ry FRBEISIE. AF - 7TESTOUE#H26.8%
(107/399451) . TSR 7ESTOUE3.5% (121/3974) THo1-. KHl
STESTAVEBETSER /" TESTAVEIZHL, 0SONTF—FLhO A#
ElEIE., BEMIZBIFCTH o= (U\F— Kb :0.86, 95%CI : 0.66~1.12, Wl
p=0.2923. EHllog-rankiiiE) , OSHR{EIMFEHEELEHTETH o=,
245 AR OEFREE. AB 7TES TRV 3%, TS5 R/ FESTAH
#63.2% ThHoT=,

TFST (F—4Hhw bA JBA : 20214£7830R8)
TFSTDA Ry b RIBESF, AF - 7ESTOUE45.9% (183/3994) . 75
+AR+7ESTOUEDLS 1% (221/39761) TH-ot=. XF FESTFOVEE
T5eR+7ESTOUEICHL, B LHMHEZNICAELRERNIRDH O
[/\H— KLt : 0.74, 95%CI : 0.61~0.90, & HpfE () p=0.0040] , F£t=.
TFSTOhRfEIX, KB FESTRAVETS. 00 A, TSR 7ESTOUE
TO.99ATHY., RB TESTOVEITS R TESTAVE LR,
TFSTOHRIEMNS. 1h BEELT=,
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PFS2 (F—%& A v FA JBs A : 20215 7H308)
PFS200 1 R +HBEIA L. A7 7ESTOUET. 5% (70/3096) . 75+
RA7ESTOUE2. 1% (94/3976) ThHhotzo AF/ TESTOUEET
SR/ FTESTOUHICHL., 2B LHHENICEELGERNARD LN
(/\¥'— KLt : 0.69, 95%CI : 0.51~0.94, & HpfE (R p=0.0184) , Ft=.
PFS20 R fEISmiR5EH L EETETH - =,

HITI—T@EF (FT—42Hhy b4 TJ8R : 2021478308)
BRMIZENE SN T-BROSEIETF (BROAIRILBRCAZEIEF) ZEDHERIDIPFSK
VOSHOBRFERIIZTNENTRDEBSY TH- 1=,

R BROABIZFEEDFRADIPFS (GAERIE L ERFIC & 5 EFMf) K U0S

BT " " FRfiE (5 A) NHY—KLEa
TR et e [95%C1] [95%C1]
AH 1 -
BRCA | 7ESTFOVUE [—, -] 0.23
[Tt TSRS 28 8.4 [0.12, 0.43]
'PFS FESTOUE [5.5, 14.8]
AH 21.9
srea | 7esFoom | 21 [16.6, 25.2] 0.86
paise TSRS 213 16.7 [0.66, 1.12]
FESTOUE [13.8, 19.4]
AH -
oA | 7eszovm | Y [—, -] 0.39
[Tt TSRS 28 23.6 [0.16, 0.86]
0s FESTFOVE [17.8, —1
AH -
srea | 7esFoum | 2 [—, -] 1.10
paise ISR/ 213 — [0.78, 1.57]
FTESTOVUE [— -1
= {EFRA

a. BE#. PROAECTFEERDHE, RERLRAEGFEEDHELOXREFRAEEZS
HT=FERBANCoxLLBFINY— FETILIZK Y EH

b. EFHEBRARIMBRIADDLE EL—AIZBEVWTARUBEFEEGEDES

c. [EEBMBBRARVINFERAOEAICE VTIRAEEFERIZEDEE

K rPFSMKaplan-MeierghfR (EHEMAMRARIIIMBREADDLIGZC LS
—HIZBIT BLROABIEFERGHER. AR L ELMIC & 2 5Th)
1.0

0.3

DhBEHHFHEE A U P RS E

S -
0.2 H
— Fl/ PESTOUR (n=47) bemeo
0.1
— - Fotm/PESTFOVE (n=38)
0.0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

AR TS O/ (B)

Number of patients at risk:
8/ FESTOUE 47 44 43 40 40 38 38 33 32 27 16 14 7 5 o
TSR/ FESTOLRE 38 33 29 22 20 168 13 11 10 7 [ ] 2 0 o
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T2 REMBITHRER (T—2Hy b4 TBR:1202147H30H)
AE/TESTOUNEREENT3986] (BERANIFIZEL) H38746] (97.2%)
ICHEEZEZPROON., THFEFRIT, EMm1814] 45.5%) . FED 11241
(28.19%) . JEF1114 (27.9%) THot=,
ARIELEMAEREEOBEMSH Y LHL-BEEREI . XFHTESTOY
B76.9% (306/398%) . TSR FTESTOUEL5. 1% (218/396f%) T
b, TDS3H15%ULTREOON-ERIE. XF FTESTOVET, EMI163
Bl (38.49%) . FLT76] (19.3%) . J&FH5764 (19.1%) TH 1=, AERIELEAR
NERELOBEENHY LK LE-ERELCASTERE. KF A TESTOUE
10.3% (41/398%5) . TSR "FES TR 5% (14/39661) TRHLN.
ZD5351%ULTROONEERE, XH /- TESTOUET, Am214
(6.3%) . FhEREAMG (1.0%) THot=
RTICES-AEEREAF - TESTOUEHTION 4.0%) . TSR/ TE
STAVETIN (4.3%) TREHLoN, TOSLPILULICEOONE-AEER
(T AH . 7ESTO T, COVID-19 56 (1.3%) ,COVID-19fm#24%] (0.59%) .
TS5t R/ " 7ESTRUET, COVID-19 341 (0.8%) TH-o1=,

NYF—Flid, XFE - 7ESTOVETIRBATHNERBFI B TRBLETOI RV ERLSETVWSE I LETT,
7ESTOY FESTOUEBIRTIL

a) ERRER
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@ LFEEEEZHT SEBEEZERMEIIREREZTRE LB E THHARY

[D081DC00008 4%k (AR 8) Part B (AEAT—%)

=] ;]

FE2 XL Z2ETCIEFREEZEH T 2EBMEBERMATIRE MCRPC) £E
. AZRNY T/ FESTOVEGHFRRALEEZOEBRZIICE D BIEEEFHM
(rPFS) ZF¥fiL. ZOREMMETSARETES TO U HARE EBRET S,

HEBETHY A

SUALE, ZEER. TS5 tARAEB, SERERFER
MHE: RUVFX—, hF45. FzaHAHNE, 750R A 2VTF. X505, R—
SUR, OY7., ARA v, ®EE, XEH)

xf % | FEAXtILZEOER2EREEEE T AnCRPCES
BRBRMNKER 14260 (KF - 7ESTAVEINE., ITS5ER/ 7ESTO
ET140)
REMMTHMRER : 1426 (AF - FESTOUEINE., F7S5ER - FESTO
ET10)
FEEIREE| - ABEOEHEEEMICENIRE EEESH SN - 18U LD BHEE

BB ESERERNLREANE TR SN, TESTOVEEORRLLEDE
E, IERRREEL. BRF v U RIICT/MRIBEI AU EDERFENER SN
KEELEZ LT, ZREHUIMIRET. 7> FAYVBREBRERVTRA CRT
O MNESE (50 ng/dLLLT) THBICHhAH 5T, PSAMED LFE X (TthDFS
ETOBIENAHONBEEEE LT,

- EGOS PSH0~2T. @EK25EMIIZEGOS PSOELAHA SNEENVESE

- AFIRERRABINERLUA (EXKRRARA—FRES, T/ A ITRVUIIILFO
AT AA FlEdi< &L XREREMBATSERLA) (2. ZEFRXTAEOEEN
HWEELEHALSAVEZHTTNSESE

S UALEBRET, ERE AP ERENNIREICNL FE2 X 2ILICk B
FEEZTTWSESE, L. S0 K4 X wILOREEHIEL, TIL
A—REBRT LGN =EHE. DELEL2HA I IILDILEREEZTEBE
ICRYB#FRSINT,

TERMNEE

CUTOWT D DBEREZ(T-EE

-ARAT (PESTOVERUIVHILE I RE) OBR5EEZIT-8%F

- MR REICN T A2 — A LU EDILZEEREDH D EE

- IREICH T 2 REERERIES OV L220EREDH S ESE

-CYPITIEEFIDEREDH S EE

~CYP2D6DEE & 75 HABRBREDILVER (FAVEFDUE) OFEREOHD
£2E

—RBRESEFI2ARMLIA  (St. John's WortlX3BRILLA) 12347 7%CYPIALREE
RIXIEFEROFEAEOHLHEE

-AF = EOPRPESHIOFEAEDH S EE

- SAERAEBAIAR A T, BIAEIZ & ACTCAE Grade 2% B2 A=A L TLV:
E2E JFFrOEVKERLEVZIZR FOBEAICEET SREBEXTEM
=<,

- BEHEANXINKEELNH S EE, BERE. BUAETRELTE Y. M OHRA
BB DV LE L EHLERBIMSORTOA RELREELE LEVEEZRLS,

AV FO—LABROSME. FEEHmMERRE. BREAF L. CRAFX. £ FRETR
24 I)LR HIV) E0EFBMRPEZECEENF IV FO—IILTBROEGMH
EEREABRBYEMICEYHRIN-BE

CUTOLEBEEONTAMICKZET HESE!

SEIDLERAIEICK Y/ ONI-FIYREHATcH4T0 msecE B X DEBEE

-RRHBLDERN) XL, GEXIIHEICERNICEESEEEFH OEE (.
EEEMIAvY . EIFELTA YY)

—IDARE B Y D LAME. ARETEREER. (TEREFRXIZ40FRET
DEAFHOEARFROREE. ATRIRBEZERSELS LA MoNTLSGH
ERE (TERDYR I XETERERD) R ZERESEIRATFEHEDE
=
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- BESFELUADOHMOEMRES. =L, BUIARSI-ERBERER. X
SFULKREDARAGVMREHAREZT-EREADLGEVNY V\EZELE
Dt DERIES LR -

- BRTREXTEHFEEDT+TDEE (NEJ/ B EUAI00 g/LKRME. Hxisf
REREAN. 5 X 10° /LR, M/MREA00%10° /L %)

- BREMAERS MS) /2EEHIEEME AL 0FH

&

RE TESTAVEXFZTSER /" ZTESTOUECER L, £FI300 gL

StARZE1A2EEO#KSE L1z,

7ESTFOVIE1EI1000 g1 B1EERIZEORS L=,

BEHME  REET. ARELEMICK YEBRKRMAR T 4y RO E BTSN D
FT. XFZ0OMDOTSHIUEREICEZUT EHFET. BREDCEE T#R
L7=o

i &

B

FEFHBIER : rPFS [T LfLEShf-Bn 5. RECISTHA K54 V1 1R (8
B4R RUPONG-3E#E (BHFZE) (CEDVTARIBLEMAR
SEITEHIIT HFET, RIFETT 5 F TOHM]

BIRGHEIER : 50 LA L ZRETRIIRTETOHM (PFS2) | £4FHM
0S) %

et FEFR. BRBRE F

oA

-rPFSIE. log-rank#&RE # FALNTHEMT L. log-rank#fizt2 Z ALV T/\ P — K. 80%
Cl. RU95%CI #H#E Lz, BIZ. FAIRUMEApEEZELE L. NF—Fk=1 (&
BEMRAEL) 2REERS. N\YP— KA G5/ TIZTEYPFSAER) XL
e L TREMBREZ R L 1=,

FFELGAR-RSA UEOAOHHENRVZOMOEEE B, £8. AE.
ECOG PSZ) MitrIZ. ATM. BRCA. BRCA/ATH. R UHRREEEEGEFOEERIRRICE
D&, FASERAWTEBIC log-rankiREZ AL TIPFSOH I 5 L— T %17 -
fmo Y TTI—TEIFIE, S TTIN—TOEEBERIC+D B4R~ GHILLE)
NROONBRICERT S &L L1,

FEFBER - RABTHRED : FAS

rPES (F—2 Ay bF T8 R : 20179822H)
rPESA Ry FRREIGIFT, KF - 7ESTOUEEL 8% 46/7146]) . T5tR
STESTOUETE 1% (54/116) THo1=. XE/ TESTAVEETS
RATZESTOVEICH L., (PFSOMEZMICHELGERNRBO SNz (1
H— KH:0.651, 95%CI : 0. 438~0. 969, wE{AIP=0.034, E5llog-ranki%iE) ,

& EGDHICEIPFSOER (FAS)

AH| IS5uRS
TESTOVE TESTRVE
11451 11451
rFPES D 4 N > b il % 46 (64.8) 54 (76.1)
(%)°
rPFS (h{E) (B) *° 13.8 8.2
NY— K (95%C]) 0.651 (0.438, 0.969)
i ElpfE 0.034

a: RERB Y ERMIC K BRECIST 1. 1RV XIZPOWG-2I2&k Y EZE LF-ETAN ., XX
R GETZELLZVERIEBHELL)

b : Kaplan-MeieriE#RAWLVTEH L 1=,

AEBERTFE L TRV log-rankigE TR LT,

NS — PR UCIHE, LIFETESTET L L EIZES LN UMt L VIRt D HEE L1z (ties

DEELMIBreslow” F7O—F ZRLV:) o
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& R | BIREHMAIER : AEHTXRER : FAS

( & & ) |0S (F—4Ahy bAT7EEA:2017F9R22H)
0SA Ry FHEBENGIE, AF TEZTHOE60.6% 43/7141) . FS5tKR/
FESTOUE63.4% (45/7145)) ToH-o1= (U \HF—FLk:0.911,95%CI : 0. 600
~1.384) , 0SOHRIEF, A5/ T/ FESTAVET22. 158, F5tR
ST7ESTOVEET2. 90 BATH-T=,

PFS2 (T—%Hhw b4 JB& : 2017498228)
PFS24 Ry FRIREIAE., FF. - 7ESTOUE52. 1% 37/714) . FS5ER
STESTOVE63.4% (45/114) TH-o71= (NH— FEb : 0.788, 95%CI
0.511~1.215) , PFS200chRfE(X. A5/ T/ FESTRUET2.358. 7
SR/ FESTOVETIS.5AATH- 1=,

T2l ReMBETREER (T—2hy b4 TR 20175F9822R)
AE7ESTFOUNEESNIE=T146666 (93.0%) [CAZEEZH,NBHLN,
FLHEBFBRIE. BO274] (38.0%) . Em2241 (31.0%) . EEERVEMRER18
B (25.4%) . EHIE166] (22.5%) . EFH156 21.1%) THo1=.

AR NEMAGRRBRELOEERHY LHLE-EEZRIEL AF - TESTRY
£$63.4% (45/7145) . TSR/ TESTHOUE22.5% (16/714]) TRERH L.
FDS5H15%LULTROONEERIT. AF 7ESTOUET., B84l
(25.4%) . A7l (23.9%) TH-oT=,

ABRBLEMNABRELOBEESEHY LM L-EELASTERIE. KB TES
FHVE 9% (/16 . TSR/ FESTOUEL 4% (/71146 TRHL
h, ZD5362BILULETROONE=BRIE. KB FTESTOUET, EMm3fl
4.2%) ThHh-o1=,
ABRELREHMPREREEEZIOBALURNICEEICE-AEERIE. AF - 7E
STOVEM MRk, EOERKES, DAL, BEX) . T5ER/ T7EST
O (BEBEBR) TH-oT-.

NYF—FliE, XFE - 7ESTOVETIRBATHNERBFI B TRBLETOI RV ERLSETVWE I LETT,
7ESTOY FESTOUEBIRTIL

(Part Al TV-5 (2) 3) @458 M+HELER [DO81DCO0008 EXER (FXBX 8) Part Al | DIESH)
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BROABIZFERER T SO SRR U 0GB MIERE R & LBNEIHEHRS ¥

[DO81FC0O0001 (POLO) FHER] (SFEIAT—%)

=] B

BROABIEFICEREZA LASRANZET - RILBRERICRBETHED LN T
W WEEBMEREEEIC, EEEBLEFHRE PFS) ZHEFEE LT, FHOBEMmMR
BEDAMMZ TSR LKL CEHliT %,

RBET T A >

SUALE, ZEGR. 75 ARNMBLE. SHEERER
(12HE: A=A EZUT. NF—, hF5, ISR, FAY. A1 XTI,
42T, FS205, BE., ARA 2, EE, XH)

xt Ed

gBRCA (gBRCATX 1ZgBRCA2) EBIZFITRMER* XITRFNEERRZ I HD L FHIS
N3 (RH HEERREZE LD EMNBRMXIEFAINDG) TEFZHL, a€E
Flzad—REEBREFZIGEAMULBE SN -RITRBETHRO SN TR
R MERRERSE
RABHRER : 154 (RFIF20. 75 KEH6241)
REMMBHITRRER : 151461 (XFFIF. TS ARE604)
* gBROABIEFERIR R OTERIZIEMyriad BRACAna/ysisXI(EBRACAnalysis CDxi&
T AMERSNT:,

TEEREE

AR ITHREMNICEIRETH D EAFERE S, EBEREICH L T—X
LBEEEZTTHY BEDRICRBETOIET URARO ATV ENES

s R—X 54 VEIZCT (RIICTHAZRZDIHEEIINRI) TEHESNI-AIEREERER
U/ RIFAERIFLEEFT A XITEFIKE (NED) ThHhS EE

 Myriad BRACAna/ysisXIEMyriad BRACAnalysis CDx (A TIT)—: D IEH
EE| . Q@ IRHWEERSEL . Q@ TBBEMEETHDONAY T M . @ TEEF
ZROTAEEMN] XIEG MEEFEE ) ) FIZKSHRET. BRCAI X IXBRCA2D##E
BREZELDHZERE (LRONEHTII)—TIHROREIQIZHZLTIER) =8
LTWAEE XIIEHEEREEICE T EPRABCFHEE CARCAEBIEFERSR
LTW3EE

CEEBMEREICH LTESHES (ORTSFU, ALRTSFo, RiFAFHY
TS5FY) 2EO—FTABLIDAVEZITTLWSEEDL., 16EFEULEDTSF
FEEOBRGREEZTTEY GARIBUEMOTMIC & YRBETOIETY
ANRHLNTNAENEE

CBERICE CIRES IIXTIRABEOTEEMENHDAEEE L TRITEREICS
T HMA/MREMELZE LTEHSRFO®REZZT TS5 . A28F %S
CIEREEORBRIRENSEBEEREICN T 2A28F 2STE2EEDHE
HRETIZNAAUERBLTWSEEICHEANT ET D,

RBREOHRSIMABEMLUAIE M SN ER RV EHEBESEETHIEE (B
E28AMICHMEALLCATESTOE UM 0g/dLl . FREREST A
1.5x10° /Ll b, m/MREI00x10° /LALE %)

- 18 Ll L CRIEES B DECOG PS AA0~1DEE

TERBRMNEE

s gBROATR U/ RIS BROAZEIGF EENRMEE TRV EEZ ONDESE

- EBHEIREICHT 2ASRFEEST—RIEBEERABMNS T VA LIEETIC
RBETHEOON-EH

YA ONLIDERS1BER28B URICHREEEE S EEEEARILIERILE Z
MEEEZIT-8%E

A58 TEEOPARPIRERIC K B AREZBEICRITI=-2ELNHIEE

- ORREEESEEHELCVLIEE

- REFFODERREICHS T, 24FM LI D28 = L L TATeH 50 msec A L TH D
RIFOTEREZEERORERZET 2525

- BREEMREREE (MDS) S2MEHMEANE WL OfEF

- BEEND3E A 4CYPIAM/SIRERIZHAL TS EE

84




&

AEIFEXET 5 ARBEICEIFFL. AFIBOMgX(ET T RE1B2EEO/RE L=,

BREHRE  EFREDREIRSRI~ AR DM ICATRELR Y E LM BRED R
BEERB Lz, ARIBLEMMARERECISTHA 354> (1. 15R)
ICEDSKEZRZHICEP2FRNRBETARO NS ET., XIFA!
BEUEMICE > THRAR T4 v bAH D LHIMF S, hIEEE T
LEWRY., BRENKRSZ#ELE,

i

15

Btk
TEFHEIRE : PFS [ERT CTOMIIPRETM BICR) (2K HWERECISTHA 5
12 (BLIR) ICEISEBRURBETIERET (FEETHE
WESIIRERZRHY) FTOHM]
BIRMIFHEIER : £4FHE 05 . 5 U5 LEA L ZRETRIIFHETE TOHAM
(PFS2) %
Tt FEFR. BERRE F

#r

- PFSIE. log-rankiBEIZL YT L= (tiesD#kULMIBreslowsmZZERHLV=) o /\
H— KR UCHIE, LIFETESTETIL M S EERD-URUVIRFEN SHE L 1=,
- OSRUPFS2(%, PFSOFEHEMEBMUAELEETIVICK YEH L=,

Btk

FEFMMIER : PFS (F—Hh v bA JB5E : 20191 /158)
<@mAREHSIRER (FAS) >

FT—2AY A TEA T, 104/15445 (67.5%) IZEEHHHRBETIIIFETHER
. FORRRIEAFIEHN60/9261, TS5 EREHII4/626]1TH 1=, KFIEIZHL
TFS5EREELLEE L, BICREHEIZE D K PFSO#FEFMICEE THRKRMIZESRD
HAHAEENROON (U\F— KL :0.53, 95%CI : 0. 35~0. 82, W{Alp=0. 0038. log—
rankiRE) . FREETIIFTED) R H4T%IET LIz, 1=, PFSOHRRETAR
KBTI 4nB. TS5 ERETI8HATHY. FREEHTIEI TS REE L LLRPFSD
PREAS 65 BER LT,

SRERIR L EER D FTMIZE D < PFSOBETEEHT A 5 . BICREHEIZE D < PFSD#ER D 7B
EEIER I UNF— KL : 0.51, 95%CI : 0. 34~0. 78, w{Alp=0.0017. log-
ranki&E) .

% BICREFlICE S KPFSOERH (FAS) (F—%Hh v b4 7 : 201941815R0)

AHRE T RE#
92451 62451
PFSDA R Ml (%) 60 (65.2) 44 (71.0)
BESE HR (95%CI) @ 0.53 (0.35~0.82)
i lpfE® p=0. 0038
PFS (FRRfE) (A) ° 3.8
7.4
6 ARATHORIEELFIE (%) ° 53.0 23.0
12n AR TOREELEFEES (%) ° 33.7 145
18n AR TOEBELFIES (%) ° 21.6 9.6
24 AR TOEBELHFIE (%) ° 22.1 9.6

a. log-rank#fist 2R U log-ranki&EZ AL THEEH
b. Kaplan-Meier;ZZ AL\ TEH
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ﬁ = B SEEEROKaplanNeier B4k (FAS. BICRIC & % SH)
1.0 ¢

00 4 —— B (9268)
' —— TSR (62

0.8
0.7 1
0.6

0.5 4

D23t HF e e 2

0.4 4

0.3 1

0.2

0.1 4

0.0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50
) . EEBENTIIH S DR (B)
Number of patients at risk

A 92 69 50 41 34 24 18 177 14 1010 8 8 7 5 3 3 3 3 2 1 1 1 0
T RE 62 39 23 10 6 6 4 4 4 2 2 2 2 1 1 0

S RAETEMIEE - 0S. PFS2

0S (F—4 Ay b4 78EA : 201941 8158)
T—RHhY bATHEET, S/ R+ (BELE) DOHRIFIE|EIX46% (71/15445)
Thot=, SOPRIEIEAFIETISINA, TS ERETIB1HATH 1=, /N
Y—FiekY., REETIEOSANDBEZEIREINGEMN >z (WF—FL:
0.91, 95%CI : 0. 56~1. 46, W{Alp=0. 6833. log-rankiRE) .

PFS2 (F—4A hy A TJB& : 201951 H15H)
To5ERBELER L CAFIBTHEFMICEELEREIRDH OGN >N,
BRERBICEZDHIERBERAMNZEO SNtz (N\F—KLH:0.76, 95%CI : 0. 46~
1. 23, WIp=0. 2597, log-ranki{&%E) ., PFS2DHhR{E(L, XK TI13.25A. 7
SERETI2HATH-T=.

Rel  REMBINEER (F—42Hhy b4 J8A - 2019F1/815R)
AFIMNZE SN I=91455874H (95.6%) [CHEEZMAEDOLN, ELHEETERII.
JEFA1B] (45.1%) . ED415 (45.1%) THo1t=,
BRELUEMAABRELOBEED Y LHHL-EEBRORERT. AHIE
80.2% (73/914)) TFStKRE60.0% (36/60f5) &LLEBELTEMI D=, TDS
5.2 BHONEBRIE AFHT.EORVIET £31.9% (2941) .&E1m20.9%
(1961) . BER17.6% (16451) . TH12.1% (114)) RUFKS11.0% (104))
ThHY. TS5ERETIE. 5EH18.3% (11461 . E5.0% (OF) . TH. EFE.
FSEERVIRM £6.7% Af) TH-o1=.
BBRIBLEMANRBRELOEEEDLY CHLE-EELESERIIAFIET. 1%
(7/9141) . TS5 tHRE3.3% (2/60f5) RBHEN, AFIFFTAMS. 5% GH) . B
KIRBEE TAE. ERRUIU/MREELD &£1.1% (6 . TS5 RETELRRY
2 &1.7% (14 TH-1=,

REICES-AEERIE. AJE., To5wRELELITEM T,

NF—FRIE. RAL TS5 LR CIRBTHNERAE CRIENTD )R ERDE R TNHEERT .
a) Myriad BRACAna/ys /sX4BRACAnalysis DX : IR IA & DRISHEAHER S N I=BRACANalys i SBHF & X T LS
VRS UBEIESE L THERERR SN TS,
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@ L2FEBRDLVET - BROFEREEEEHIRE L-ERARFEMARRS *

[D9311C00001 (DUO-E) BRI MWMEAT—2EL)

=] B

EHRERDGEVET - BEOFEREBEEERRIC. ALRTSFURTE Y
DERMBMESHIE T ANV TOHRBR. T 1INV T EXREC L HiEFR
EXFT AN TITEDMFREDENEERETT D,

RBET T A >

SUALIE, ZEEHR. 7S5tRAE. SHERER

222HE : A=A FSUT, AUF—, TSTIU, A+ 4, fE, aOVE7, T
Ab=7. FA4Y. FII%, BB NVA— AV E A RXRZIT)L, BXR,
F7=7. Axa, R—5F &E, O 7, DUHR—IL, ARAL 2 KE)

*t & | LEEEEDOLET - BROFEREZES
SABHANEER: 71865 (BAARA88H)
[(RF T 2R T /bR EERE23945  (264)) .
TNV T L EEEE238401 (304) | AR
241451 (32451) 1
REMBTHRER : 7094 (BAA8845I)
[RE| /T 1IN T/ ERER23841  (2645)
T 2ILNILR T /bR EE 2350 (304)) . fbPERAEE
23661 (32451) ]
TEEBREE| -RVY—ZVTBIZESRNSEULTHI MRS
SRR IEMDH T REASEMNICEEEFERELDHINEE (BAELA
AndiEL L. FEREFBANTTE L)
CUTOWTFhNZZLET EE
-FIGO#FTHIS4E (2009%FHR) MEAD S5 H. FMRITERRICRECISTHA K5
A2 (FELIR) CESCAETRFRENEO o5
-FIGO#THIS$E (2009FkR) NVHIOEE (FMXIERBOBREFREOEE
L4 7%LY)
~FMiEEOARERICKYIBAT SAEHENMEVEROERSE
- ERMBEERRICK S —IABEROEWES
-BRFEREREIIBVLVTCOH. 2ERBEEEE. 7OV MREELT
BESh MR/ MHREMRERZD—BE LT, L¥RIHEEELFRX
FZDHTH&L) | MO ENMBEEEIORREBEEANLSZOEROBRET
DOHEA12h AU EDIBEICRYATE L=,
- EEABMTFRNCRYHE I Ry FIEEHE IR REHKR (EE -/ XRE) N
BohTW3ESE
< RERER B RAAETTH IR DECOG PSAOR X1 THHEE
FE RSN E E | BEXTBERIC, HCREREXIIRXESERENERINEE

CEIMOREERETSEOHRTIENHSEE

- fE%. BRIFFHR, CRFXAVAILR, RIFE FREFEVAIILR HIV) FOFEH
MREEETHEE

- PARPIHERIZ L B AEREDHHEE

- REIFEIFOREEREZFTTOSEEXET 2L/ TOHERSHT14H
LINICZIT-8F
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A

B A

&

A TNV T AR, Ta\LY T e2EEE. b2EEEO L
TN BT L=,

AHE T 2NV T AL EER

{EEEEGRBICE. DULRTSF (AUCSXIX6F1RERAA 1T CTEIRNIRE) +
IR )AL (175mg/m? % MM T TERMNIRS) *£3JBEMIE QW) &5
TRARHA LTI IEEDIZ. TaII/NLT T1120mgZQWTEARNIZS L=, 1t
PEEAGRAHOBR TR, #IEFEEIHIZE. EENREETAROONEN > -EE
ERRICT IRBETHIBOONBZETT IL/NILT T150mg 4 BRI E Q4N T
BIRNIEET 5 & EHI2AKKI300mg (B2H) ZF1H2EES L=,

TNV T /b ERiEE

EREEGRBICIE. ALKRTSFL (AUCSXRIZ6ZE 1BEREA 1T TEARNIRE) +
IR Y B X)L (175mg/mZE IR 1T TEHIRNIKRE) *ZQWRETREXR6Y A4S
AT EEBIT. TN T1120mg ZOWTEIRNIE S LT-, L¥EBREGAY
DT &, HIFEEHICIE. BENFRBETHIRO OGN SEFERNRIC. K
BHTARD SNDETTAILNIILT T1500mgZ 0N TEIRNIZRET 5L EHITK
HoTS5wR E&F) #1A2EES L,

LB gRARE -

{EEEEGRBICIE. DULRTSF (AUCSXIX6F1RERAA 1T CTEIRMNIRE) +
IR )AL (175mg/m % 3BEHEA 1T CTERAERE) *ZWWEE5ETRR6Y 1Y
WIS EERIT, TaNLITDOTSEREZQNTEHRARE L=, b2EEM
RO T % MIFEREMICIK. FERURZETHIED OGN - BB ERRIC.
REETHARDONDZETTAMNLT IO TS REVUNTEHIRNIZEE T 5L &
HIZAFDO TSR EHF) F1A2EEFS L=,

x ALRTSFo+10 ) 2 X LBEIZ L B2 BBERGHAFER LE-BEECIE.,
DALKRTISFURV@IRI Y EAXEILEFNEFNDIRTSF RV
JAXEIL (FILTIVERR) I FE2FEILKNYICEET S AT
e Ent-,

[
=}

i IH

=]

B
FEFHBIER  ABRIEUEMOFEMEIC & HPFS [RECISTH A K54 > (8116 (<
HEOCEBHREBETXERT (REBETHZVGSEERERMD
¥) FTOHMI
BIRMIFHEIRE - £E£FHHE 05 . FHEHRHE ORR) . ZHHRE DoR) . 5
VELEN L ZRETRIIFRTETOHAM (PFS2) #F
Zett  FEERR. BERRE F

A

&

*PFSIZ. BAllog-rankiREIZ &k Y #EHT L1z, /\HF— FLE(E. Coxtbffl/\gF— FETF
U (tie=EfronR U BAMLE$F£EE LT 5) MoEEL, ClIX, TRno7
AIVEEEZRERWTEE LT,

- 0SI&. PFSOEEMFTELBMUAELETILEFEA LT,

* MWRODIREERIIZ &k BPFSDY T IL— TR EEHE L 1=,

Aot RABTSRER ; FAS

FEFMMIEER : PFS (T—2Hh v b 78R : 20235F4812H)

FT—RAhYy bATEAT., 438/71845 (61%) [CHEHMNFEZETRIZFETHARD S
N, TORRIEEKE] T 2ILL<T T AL EEEEN126/2396]. TN D
AL EERENN139/23841, {LEEEFMNTI/ 2415 TH - 1=,

AF/T I T AL EEE (\Y— Kb 0.55, 95%CI : 0.43~0.69, i@
{Ap<0. 0001, EAIlog-rankiRE) BRUT2IL/NLT D bEgiiEE (\F— KLt
0.71, 95%CI : 0.57~0.89, WM{Alp=0.003, EHIlog-ranki&E) TIXWLWFh+t=H
BUEB L LR L THETPMICEELPFSOERMNESH SN f-, PFShR{EFAF]
TaAWNLT T AMERBEEFHTIS I n A, TN T AMEZEEFETI0.25
A, t2EEHTI6OHNATHo 1=,
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® CARIBAEMOMEICE D PFSOER (FAS) (T—%Ah v b4 7 : 20235F4H128)

AEL/ TN T| TN T R
e Sepgrm | CTRER
239451 238451
PFSDA RN > ~plsk (%) 126 (52.7) 139 (58.4) 173 (71.8)
BEMR
HR (959%CI) 2 vs {b2E%EE | 0.55 (0.43~0.69) |[0.71 (0.57~0.89) -
W {AlpfE p<0. 0001 p=0. 003
PFS (hRfE) (A) ° 15.1 10.2 9.6
65 ARFRTOD
BT RS (%) © 83.9 83.8 82.5
121 ABRTO
WREE S (%) ° 61.5 48.5 41.1
181 AR TO
WS (%) © 46.3 37.8 21.7

a. CoxttffiNTF—RETIL (BRIMLEHREELTELT ) M OHHTE
b. FEHRllog-rankiRE = AL THEHH
c. Kaplan-Meier;(ZRWTEH

Y ITIN—T8B (T—8hy bF TJ8R : 2023F47128)
PMRDEZEF R UVIWRD BEZER BT SPFSOBIERIETATLATROLS

UTH-ot=,

= PMRDEBFEEFICE T BHPFS (FAS, SRERIE L EARIC & 5 5Hf)
(T—2 Ay 47 :202354812R)

AEL/ T2 TT | Fasuwd .
Ak Ry e ki
S 191 192 192
hRfE (95%CD) (B) | 15.0 (12.4~18.0) | 9.9 (9.4~12.5) | 9.7 (9.2~10.1)
HR (959CI) *° 0.57 (0.44~0.73) | 0.77 (0.60~0.97) -
HR (95%CI) * ° 0.76 (0.59~0. 99) - -

a. JEEAICoxLfFINY— FETILICKYEE
b. {bZEAE L DLLE
Cc. TN I AMBEEHLEDLE

& IMROEBZEEFICE T BHPFS (FAS, SRERIE L EARIC & 5 5Hf)
(T—2 Ay 47 :202354812R)

AEL/ T2 TT | Fasuwd .
Ak it erRiin
Lk 48 46 49
31.8 REZE
PRIE 959%CD () | (10 4 k) xmE sz | 10 6.7~149)
HR (959%CI) = °® 0.41 (0.21~0.75) | 0.42 (0.22~0. 80) -
HR (959%CI) = ° 0.97 (0.49~1.98) - -

a. JEEAICoxLFINY— FETIVICKYEE
b. {bZEAE L DLLE
Cc. TN I AR EEHLEDLE

PFSDKaplan-Meierpi#® (PMWRDEZHEEME) (FAS, SRERIE HEARIC & 5 5T

— FH/ T2 TALE AR (n=191)

1.0
------ T2 LR TR (n=192)
------ TS H RS (n=192)
0.84
128
2 067
S
= .-
5 ‘%,;f‘&
&l oo
=] - - e
. T et
0.2 L
_H‘-_-'l_* ___________________ -+
0.04

T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32

Number of patients at risk RAEREI 00D ORI ()

AR/ T2 T gER 191185 183 168 164 159 157 141 134 132 114109107 77 75 72 46 46 35 32 31 20 19 19 12 11 10 6 5 4 2 2 0
FaMLR T RiEE 192 186 182 174 169 159 152 128 113107 83 81 79 53 53 50 36 36 31 27 27 17 1515 8 7 7 3 2 2 0 0 0
e giAE 192184178 172170 163 156 126 113108 77 76 73 44 40 37 25 25 21 13 13 8 7 6 1 1 1 1 1 1 1 1 0
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BlxAIEEHIER - 0S. ORR. DoR

0S (1RB OHEBFTOT—2 Ny bF THE : 202354F128)
T—AHhY b IERT, S/ b (FEL) OFRBEBIEX27.7% (199/71841)
THoT1=, OSHREIIERE] T I/ T AL PEEHTRIE, TN
T MR EEBHTREE., EEEEHTD. 90 ATH>fz0 ARE/ T2
TIAMEEEREE (ONF— FE - 0.59, 95%CI : 0.42~0. 83, mfHlp=0.003*, =
Bl log-ranki®5E) RUT L/ T b2 EkiE N — FEb: 0. 77, 95%CI :
0.56~1.07, W{llp=0. 120*, BRI log-rankig@E) TIEWLWTFhi PR EFELLEL
THEITFMICEELEERO oG 2T,

*BENZE Y BT oONEHEIEEKEIERR TNV T AALERER vs £

FRiEEE - p<0. 0006, T2 )L/ LT T/ {b2EEARE vs (LA RE  p<0. 0011 TH o 1=

ORR (F—4Ahw hA JBEE - 20235F48128)
ORRIFAL A BESD. 1% L LB L TAAE T 2L\ T /b 5&EE63. 6%
(v Xt :1.44,95%C1:0.95~2.18) RUT 2)L/NLY T /bipiEi%EE61. 9%
(7w XLk - 1.32, 95%CI : 0.89~1.98) TH o7,

DoR (F—%Hhw hA TJBEA : 2023F4R128)
DoRFIRIEIEAF], T 2N T AL EEEEHT21.35 A, TN T/
b EEBETIS IhA., LR EHTLIHAATH- -, BEEZTULBTON-E
EDS55.18p ABATEMNAEREL CO=EFE. AF TN I 1t
FEGEEET55. 7%, T IL/NLR T /b EEEET46. 6%, L EREEE T14.8%
TH-o1-,

et REMUBANEER (F—42Hhy b4 TBEA  20235F48128)
<MBFEEEY FFXREFZOTSEROEHERSANCRLEEMBMETET
RIFEBRERSP I ZRANOEGEREFABEABEF COVTANERLA) 12D0Y
THEHLE, >
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Rottenberg S., et al., Proc Natl Acad Sci., 105, 44, 17079, 2008

Copyright (2008) National Academy of Sciences, U.S.A
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Rottenberg S., et al., Proc Natl Acad Sci., 105, 44, 17079, 2008
Copyright (2008) National Academy of Sciences, U.S.A

BROATRASIE G MM RI AT BAEE TILICE (T 54 5 /8 THFEREICKL S
EFHEOERER

— xR F5Y 7 - 28 ARIRER

_j—i;\i;’— 100 ARS8 VATSFTFURERE Kaplan-Meier (34008 % = TH
120 1 (39 wnmman — 132455 BEFRETRT MilcoxonDFE
MRS AT OT 0 AMREE e e DRI R E 4 5
yJ-28BMEE#HOLET
P<0.009 (n=7) .xtEBREEEA S\
7-100 B E#% 5 8 0 L8 TP<0. 009
(n=7) . #Z/8) J-28B x5 E
EASNY) T-100BEZEHDL
B TP0.009 (n=7) \YRTSFV
BERLERTSFUo+FS/VY
J-28 A% 58 0 LB TP<0. 019
(n=9) RIS FUEREHLIR
TSFo+A5/,81) T-100 B 8%
S5#HDLEETPK.014 (=) T
Hot=,

100

80 -

EEHH (%)

20 4

Rottenberg S., et al., Proc Natl Acad Sci., 105, 44, 17079, 2008
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J (BEFHEBRZ) FETIERREROMHERERE
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AERUVAE : (AERNEBELESRIBRZHOBRINEEICS T HMFRE. SRAEBCTFERBGE
DMERZICE T HMEMLPREROHIFRE, ARG TEEBEDBBUIRT
BEUEEICH T 5 HERNBRESH £ 28T PREROHIERE)

BE. RAICEAS/8) TELTIERBO Mgz 1826, #OKST 5, 4H. &
EORBIZLVEERET 5.
(HREBRABERBEETIMREICEFEINNCIYT (EFHBR) %
BUHEML AR DML
ANVXRT (EEFEER) EOHRICEVT, BE, RAICRES/YTE
LTIE300 mgZz182E, #OKET S, BH. BEOREICLYBEEREY 5.
(NAALZBCEE D 8 % BROAB I F R E B DHERIEME D F M A EER (T B FHELE.
BRCABIZFEEBGMEM DHER2ZE TERE U R U DEEIZS 1T 5 iR EYMEE)
BE. RAICIEAS/8) TELTIE0mgE1H2E., #A%KS5T 5, =120, fif
BREMREDSE. REFHRFHETET S, 6. BEOKEICLYBEER
895,
(BROABIZFEEGEDZERERR EF T S EBHERMERTIIRE)
BE. RAILIEAS/8) TELTIEB mgx1H2E]., #O#%E5T 5, hOEA&
AT HBER. TESTOVEBRIRTILRUIL =YDV EHATH &,
TH. BEOREICLYBEERET %,
(SR Y FEEHEEE OWR) DT - BROFEREICETST2I/NLT
J (EEFHRIRR) Z2E8TLPREROBERE
TN T GEEFHRER) EOBAICENT, BE. RAICRA S/ 0T
& LTIEB00 mgZ1 B2[E. B2AKRET 5. 56 BEOREICLYBEERET 5.

Q@ REKRE
BEfsEEE 96 (IZKFI200 mgR U300 mgx1H2EIREZEAOZRS LI-LEDELS
HBEICEHF2A SN TOMBHRERBRUVENHEASA—F2BUTOES
YTHoT=. F1=.300 mgi 5BFIZE 1T HAUC o-12mm DBRIBRFREEUIHN.8TH o1,

BARANEREZEEZEICAFI200 gk U300 mgx 1 A2EREROHRELIZEED
FBISEBICHITAMERA S5/ TREHR (BN TEHELRERE)

—o— & 1 300 mg (64)
—o—F & 1 200 me (31)

MmEEARA S8 TRE (pe/mL)

BERER (FE)

& BARAEWREBEZEICAHF200 gKRU300mgZz 1 B2EIREZOZSLI-EED
BISABICEITEF T/ TOENHE/NS A —4 (EifFEHELRERS)

Fﬁ% {5“%& Cmax (ﬂ g/ml—) tmax (h) * AUC(O—IZﬁFﬁ) (/J g h/ml—)
200 mg 3451 8.16+3.34 1.50 (1.00~3.00) 41.1x20.9
300 mg 6451 8.86+3.14 3.00 (1.50~3.93) 61.9+40.5

* . R{E (HEE)
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3) FEOERNTOEZEAR

SEERIEHR OB ZRNEMESFIRZHEOBRMNERICH T 5HHEE
OBRCABIRFEERGHEDINREICH 1T 2 EML B LR OMIFEE
OHEMEMAIEERIBEET IMEEICHTEINNCXT T (ExFlEBR) #

ETHEILRZEEROHEERE
O AALZAERED 3 B BROABIZF E RGN DHER2IEH D F i AR LB HIE
OBRCAEBIZFEEGHEMN DHER2IZETERES ) XV OIEICHE T R EWMEE
OBRCABIEFEERGHDRIBER EH T 5 E 2B MAILIRE
OBRAEIZFEEBHEDARBUIBRTELERCE TSR NMERESFIZED
[#=20 -3 Re IO i 2E -9
O RTYFIEEWHAELEE (PR OET - BREOFEREICEITETIL/AALT
J (BEFHEBRZ) FETIERREROHEREE
AERUVAE : (B2RNEMESFIRZMEOBRINEREICH T HMFEL. BROAEGTERBHE
DIREEITH T2 UEHLZEE R OHFRERE. SRR ETFEEGEDABURT
RGERICB TSR REEESF £ ST LREREROMFRE)
BE. BRAIZEAS/AY TELTIEZOmgZ1B2E., £AOKET S, 4H. &
EOREIZLYEERET 5,
GERME R BERBEAT IMBEIZETI2RNVAY T GEFHEERZ) %
ST VEILZEE®ROHRRE)
RNVRAIT GEEFHEEER) EDHRICEVT, BF. RAIZEAS/RY T
LTIE300mg =1 A2E. #O#ET 5, 4H. EEOREICLYBEERET 5.
(BAILZBEED H 5 BROGEIZFEEGHEN DHER2IZED F M A EEX (EBHKEL
2. BROABIGFEEBEMN DHER2ZZE THHES U RV DIEIZE 1T 5 iR EME
&)
BE. BAICEAS/AY TELTIEOMgE1B2E., #OBE5T 5, ==L, fif
BEYEEIDGE. REPBINEBMETET S, GH. EEOREICKYVEER
£7 5%,
(BROAEIZFEERBGEDEREE 2 H T 5 EZEIIERTIARE)
BE. RAIZIZA /M) TELTIEZ0mgZ1B2ME, EO%5T 5, thoZEH &
RT3 58EF. TESTOVEREIRTILRUTL RV OV EHRATEI L,
hH. BEOREICLVEERET 5,
(SRT Y FIEEMEEEE OWR) DOET - BROFERFREIZHEITETIL/LT
7 GEEFHfz) 8T E2REAZOHBESL
TN R T GEERFHRERR) LOBRIZENT, &%, BRAICEAS/UD
ELTIE0mgE1B2E. #O/RS5T 5, 4H. BEOKREICLVERERET 5.

XN

2) S EAER

@ BEEES
NEANEREZEEEICAFKSOmgZHERBEOKRES LI-EEDA /N TOEDERE
NFGA=BFLUTOELY THoT=,

EEEICETHMEPRE GHEAT—5)Y

x& SNEAEREEECEAFBOmgzHEEEARS LEEDAF/N)TO
EMERE/NS A —F (BEHFEBRORE. EMTHECRERE (HI%K] )

Crax (12 g/mL) toax (h) * AUC (u g h/mL) tiz (h)
7.69%2.55 1.50 (0.50~6.00) 54.5+35.8 14.9+8.21
[102451] [102451] [100451] [10041]

*  IR{E (#E)
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@ R#EHRS

NEABREEEICAFOngZ 1 A2EREZEAREL-EEDEEREICE T
BTN TDEPHENTA—FEUTOESY THoT=,

NEABMEBEICAHF0 gz B2EREROKRS Lz EDEBEREIZE TS
migrhA5/\) TIREHRE (ERERORME. EMfTEHECRERE. n=167)

(ug/mL)
16

i
=

o -

o N A

14
12
10
8
6

R’ E5#ERE

1
10 12

(BfD)

x SNEABEREEEICEAF0 gz B2EIREROKRS LEEEDEERE (v I2HTD
T3\ TOENEENS A—5 (EHHRBROME. HNTHELRERE H1%] )

Cos,max (2 g/mL)

tss, max (h) *

Css,min (ﬂ g/ml—)

9.72+3.64
(1664511

1.50 (0.500~8.02)
[9541]

2.44%2.09
[16641]

64.7x£32.7
[16141]

*  IR{E (#E)

3 AFOERTORRBARE
PEXEHE  OBRERNBUESHBRIMOBRNEEICE T HHMERE

OBRCAEIEFEEBHDINEZEICH T 2 WEIL 2 E LR O HEE

OHEHERABERIBEZET IMBEEIZETEIRNI XY T (EEFHEIEZ)
ETUEILEEER DML

O AALREERED H % BROAEIZFE RGN DHER2IEE D F M FREXR (S HEHELiE

OBRCABIRFEEGHEMNDHER2IZEHTERS ) XV OFEICE 1T TR EWEE

OBRCABIEFEEGHDRIBEE EH T 5 E 2B MRILIRE

OBRABICFEEBHEDABUIRARLERCE T R NERERFIZED
bR Ek kDM ERE

O RTYFIEEMAEEE (PWR) OET -BREROFEREICEITHETIL/ANLT
J (BEFHBRR) 2ETEREEROMERERE

%z

AZRUVAE: (BERNEMHESHIBRZMEOBRINBECE T 5HFRE. SRASGTFERBKE

DINRIEIZE T 2 MEILPREARDOMITREL. SRARGTFERBGIEDBEUIRT
RGEEICS TSR NBHESH £ ST PREROHRE)
BE. RAICEA S/ TELTIEBO mgZE1A2E., #O%KE5T 5, 4H. &
EOREIZLVEERET 5.
(R A BERIBEAT DMERICEFTEHANIXTT
BUHELFREROHFRE)
ANV RXTT GEEEFHER) LOBAISENT, BE. BRAIEAS/YTE
LTIE300 mgz1B2E., #OKET 5, BH. BEEOREICEIYEERET 5.

GEfzFH#frR) %
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(DNAALEEGERED 8 5 BROAB IR FE RGN DHER2IZE D F M T e (T B RILE.
BROABIEFEEGMEN DHER2IEM THEHER ) R 7 DIEIZH T MR EMEE)
BE. RAIZIEA S/ TELTIE00mgZE1B2ME, £AKET S, ==L, fif
BEMEEOSE. BEYRIXERETET %, BH. BEOREICKYETR
295,
(BROABIEFEEGEDZEREE 2 E T 2B ERTLIRE)

BEE. BAICIEA S/ TELTIEOOmgE 1 H2E., BA%5T 5, OEHR &
HRTAEEEF. TESTOVEBETIRATILRUTL VRV EHRTEHIE,
EH. BEEOREICLVEERET S,
(SR YFEEHEEEE (MMR) DEFT - BROFEREICHTETIL/NLT
J GEEFHEERZ) 28TIEZREROMIFRE

TWNILT T BEEFHEBRZ) LOHRAIZBLT, @&, RAIZEA /YD
ELTIEI00 mgE1 B2, #O%RS5T 5, HH. BEEOREICLVETRET 5.

(3) Bk
LR L

4) BE - FEEOHE
1) BEOBE GHEAF—5)7®
EREEE (G66) AN neERE (BIEWE) RUZEEOE. HKEHH
A CHERS L. BEEEIEY. 45781 TDCw£21% (90%C] - 14%
~28%) BT L7=A. AUCIZ8% (909%CI : 19%~16%) &L 1=, AICOEB®%. “ZfE
B DLLDI0%C] (LA MEHFSE LR (0.80~1.25) DHEANTH> 1=,

x EREREICEERXXIIEERICEAFBOmgZEERELI-EED
TR TOEYPERENT A— 2B VI ZORARN_FFIEDL

P SATHE [EBEH (%) ] %ﬁﬁﬁiiifﬁwm
BHEE TS Atk T
Crax (1t g/mL) 5.48 (40.5) 7.00 (35.0) 0.79 (0.72~0. 86)
AUC (g h/mL) 45.4 (57.1) 43.0 (55.2) 1.08 (1.01~1.16)

E)$ﬂ®@mr®%hmg
SEEREHR - OB RNEMESFIRZHOBERINEEICH T 5HFRE
OBFRCABIEFEEGHDINEREICH 1T 5 EILEEE R O M iFEE
ORI ZEERIEEZETIMERICHETEINNIAYT (BEFHIRZ) %
ETUEILEEER DML
O AALREERED &H % BROABIZFE RGN DHER2IZE D F M FEER IS HEHELiE
OBRCABIRFEEGHEMNDHER2IZEHTERS ) XV OFEICE 1T TR EWEE
OBRCABIEFEEGHDRIBER EH T 5 E 2B MANLIRE
OBRABICFEEBHEDABUIRARLERCE T R NERERFIZED
bR Ek kDM ERE
O RTYFIEEMAEEE (PWR) OET -BREROFEREICEITHETIL/ANLT
J (BEFHBRR) 2ETEREEROMERERE
RAZRUVAZ . (HERNEUESRIRZMOBRINERICE T HHEEE. SROAERGFEREBGH
DIREEIZH T2 WAL ZEE R OHFRERE. SRR ETFEEGHEDABURT
REERIZE TR RELESF £S5 L2REAROMHIRE
BE. BRAICIZAS/) TELTIEIOmgE1B2E., #AKRS5T 5, GH. &
EOREICLYEERET 5,
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GERMRZ BERBEZAT IMBEIZETI2RNCAT T GEEFHEERZ) %
ST UEILZEE R OHEERL)

RNNVRART (BEFHEZ) LOBBICENT, &%, RAIZIEAS/ ) TE
LTIE300 mgZx1H2E., RO%KET S, HH. BEOREICKVERERET 5,
(DNAALZEGERED 8 5 BROAB IR FE RGN DHER2IZE D F M T RE R (T B RILE.
BROABIZFEEGEM DHER2IEME THRES ) RV OFEIZHE 1T 5 ik EMEL)
BE. BAICEAS/NY TELTIE0MgE1B2E., #OBE5T 5, ==L, fif
BEMEEOSE. BEYRIXERETET %, BH. BEOREICKYETR

£9 5,
(BROAEIEFEERBGEDZEREE 2 H T 5 E 2B IERTIARE)

BE. BRAIZEAS/AY TELTIE300mgZ1A2ME., #OB5Y 5, fthoZEHF|&
RT3 58F. TESTOVERRIRTILRUTL RV OV EHRATEI L,
hH. BEOREICLVEERET S,
(SR YFEEHEEE (OWR) OET - BROFEREIZEITHT2IL/ALT
7 GBEFHEERZ) 28T PR EABROHFRES

TN T GEERFHRERR) LOBRIZENT, @%. RAICEAS/UD
& LTIEI00 mgZE1 B2E. BOKRST 5. 4B EEFOREBIZLYETRET .

2) BFREDOEE

@ CYPARREHI L DHEEMER WEAT—2)
ElfzzEE (G761 12UV CYPSABREARITH S 5 3F VY —I)L200mgx=1RH1E]T
HBEHZES L. 558 BICKFN0mgZfARE LIz E. 7F5/8) TDCuld1. 4
f& (909%CI : 1.3~1.54%) [ L. AUCIE2. 74& (909%CI : 2. 4~3. 0f%) (Z#EmL
=9, £, £BEFMERBEETIVICKE DI aL—2a b, AF[100mgs
S5LCYPABHERITH D 7ILARF Y I U EDHRATIEA T8 TDCha B UVAUC ot

[CHEBEFGWEHTESN-LOD, PREREDCYPABEER THSI7/ILaFJ—ILE

DBATIEAF/8) TDCa B TAC oy [EZFNETNFH IMERT2. 21451 MT
BEHEESINED

® BEREEECAFNOmgZEMRVOA 523 FY—IL200mgs FFRATEREKE
LI=&Z2DA SN TOEYBE/NS A —2 BRI EDEFAR/N_RTEHYEDL

P SETHE [ZBEY (%) ] A T DL
BiEs HARs PR B
Cene (/L) 2992 (48.2) 4236 (37.7) 1,42 (1.33~1.52)
AUC (g h/nL) 14.78 (75.4) 40.09 (72.1) 2.70 (2 44~2.97)
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@ CYPASZEEBHIL DHEEER MMEAT—2)Y
EfsEEE (2240
M5 L. BEIOBBICKFBOmgZHARE LI-EE. £5/3) TDCwld71%
(90%CI : 67%~76%) . AUCIZ87% (90%CI : 849%6~89%) €T L71=,

[ U\CYPAZERFITHS ) 77 EL600mgZE1A1EI3H

x EREBBEBICAFIBOmgZEMRUY) 77 0 EL 2600 mgs ftATHREIRS
LIz Z2DA /N TOEYFE/NS A —2 B RICEDEMAR/N_RTHEDL

EETHE [ZBHRE (%) ]

BAIRNZFEFEDOL

NS A—4 (909%CI)
BERks HRAKS idic -t
Cuax (1 g/mL) 8.052 (24.3) 2.239 (53.4) 0.29 (0.24~0.33)
AUC (u g h/mL) 55.20 (67.4) 6.791 (46.4) 0.13 (0.11~0.16)

@ CYP3ARUCYP2B6DEZ L MHMEER (/n vitroiRER)
#4581 TIXCYPIAIZx LEEEERAZTR LY | CYP2B6I-xf LEFEMEAETR LS |

@ UGTIAMMOEB L DHEEER (/n vitroitR)®?
AS/N) TIZUPH LY O UEsErisEER (UGT) 1ATICX LIEE/ER (RETREERE
100 pmol/LT51.9%EE. ICsfE : 96.7 umol/L) ZRLT=A. UGTIA4, 1AOR TN
BNIZDWTIE, BALAGHEEEREZ RS LGN ST,

® NP WEEFOREER GAEAT—42)%
EfEEE (166) F#RRIZ. XFB00mgE2EXS 7z 20mg 181ED) . 7
+2rAY—)L (Img 1HIE) XiZL kAY—)L (2.5mg 1B1E) EDHARS

ZiTot=& 2B BIBIFTENEN26], 22 K U2561)

RAEEH oG, o1,

ERREMEE T HFEEE

& BEREBEIZEHFLBOmgR VAT BEREREFRATRERSLEZLEED

EEIRREIZ 1T B Css nax B FAUC,: D EE IR/ EF I ED L

#5507 ERABIEA]
P IR SFRNFTBOL 0%C) | HARN_FTEDL ©0%C]
DEHE [BFF A5 /51) 78] [ P53 AR 00
CSS, max AUCSS CSS. max AUCSS
2EFLT7x |0.80 (0.71~0.90) [0.73 (0.63~0.84) | 1.13 (1.06~1.22) | 1.16 (1.11~1.21)
FFHAEBY—IL |0.94 (0.84~1.04) | 0.89 (0.76~1.05) | 0.90 (0.84~0.97) | 0.86 (0.80~0.93)
Lkoy—)L  [1.09 (0.99~1.21) [1.15 (1.07~1.25) | 0.94 (0.91~0.98) | 0.95 (0.91~0.99)
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® "NVATTEDHEEAR GHEAT—%)%
ETERERE B6) ZXRIC. AF200X(£400 g H TILFITIA2ERIER
5L, B58HBIZRNL XY T10mg/keDERAES (194 2)L : 148/H) 25
L., RIE2OA VIR L=, 75/8) TOEEREICH (TR ANEEEZ KFIHE
MEEH (RS4~TEEOWVWTHHLDOH) RUANL XY JHARSHE (R58H
B) ISEMEL=HER. FEOEWHE/NS A —F (FERIRE LNV AT THA
BRELTREETH-T-.
% ETEMEEECAH20R 400 ng & EIRE YA KT THAT
TE2ERE L= EDEBREIZCEITAA /N TOEYERENS A —4
AFOAE (1H2RE)
ING A=A " 200 mg 400 mg
200 mg 5%k FRNRORTT 400 me 2 +RASZTT
ES 3 3 4 4
Cos,min (1 g/mL) 0.544 (191.2) 0.612 (158.6) 1.602 (46.05) 1.254 (43.94)
Cos,max (10 g/mL) 4.739 (35.56) 5.237 (49.04) 9.078 (27.18) 8.067 (17.15)
AUGss (u g h/mL) 25.79 (70.02) 26.57 (18.12) 58.08 (29.37) 50. 33 (23.05)
AUC, LEP N/A 1.030 (11.96) N/A 0.867 (6.082)
Css, maxE° N/A 1.105 (22.06) N/A 0.889 (12.21)

EETHE (KEBERE. %)

N/A : HEA&E

a: AFI200 B TIFIBFITAS /N TOEMBENRS A -2 cHHTEEM o=,
b : AF|EIHFEREDAUCIZRT 5NN X7 THAZRSFHOACD L
C: Kﬁ']ﬁﬂ?ﬁ';}ﬂ%@cssmax(:ﬁﬂ'%)&/‘DX? 7{#%?&'—37-5#0)03”“0)&

@
i)

TESTOVEDOHEEER GMEAT—%)%
D081DC00008EHER (FiE%8) : Part A, aA7R— k2

FE2 XL 28T EEEZE T PEBERZENRMIIREREEERRIC.
TL—T1nEHE 6F) IZiE. AFI300mg 1A2E#3~TEHMEERZES L. EERK
BEICHIT2MEEhAS/8) TREZAELEL-ZAMNSKFB00mg 1H2HETES
TOVEFERTXTI/)L1000mg 1HIEZEMUERE Lz&, #5X)TETES
TOCOMmMBREEZRE Lz, JIL—T20FF 64 121X, TEST0O B
IXTIL1000mg TATEIZS~TEMBEMRES L, EERECETIOEFTES T
OVEEZAELL-ZAMNLAHFI00mg 1H2EETFTESTOUHBIRTIL
1000mg 1H1EZIAMULRE LI, A5/ TEFESTOUOMEHEE
ZRIELR,

ZTOHR. BEMTOFMET o126 (JIL—F1RUV2&YE6H) 1ZHLVT,
IR TOEEREBICE T HMBERREF,. 7ESTO VBRI X TILHAR.,
FHtABCREECTH -1,
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ERREBICHITDMBFRA S/ TREHRE
(pg/mb)
1
Ere3
th
T
7
AY
)
7 S
- T e ————— s -
; d

B (B
BT E + RIIRERE
® +35/\1) T3I~THMEEZS (n=6)
B A5/ T3~TEHRERER, TESTOUEBMIXTILSEMLUEGHA (n=6)
¢ 7ESTOUHBRIZTILS~TERRE®R. 735/ J3EEULHA (n=6)

A5N) JEBEBERRIZAS ) IRVT7ZESTAVEHBIXTILHERARSD
mMAEEZITEEE 4H) OT—20#ZAVT., TESTOVEBIXTILGA
DA Z/) TORNBEICRIFTEZEZBERNTIHEL -, F#HKIC. TEZTAY
BB TR TIILBEMBERRIZA SN IRUVFESTAOVEBIX TILHRAKRS
DOEEEZIT-EH GH) OT—2DHFERVT. A5/ THAENTESTO
CORRNEBEICRIFTHZELBEERN TG L =,

FTOHE, ASN)IREFFZESTOVOBREENMEFOHAICKIEEEZ
THELETRBTDESHHBRITBDONGEM ST,

® TESTOVEOHANT SN TDBRBEICRIFTHE
(&K MR T o 5Tl

te
INTGA—=5 (FZ1\) T/ 7ESTAVHARKRS)
SEASNY TEERES

0. 8454 (27.59)

0.685—1.22

0. 9859 (20.89)
EB - BRATTEHE REAEIHRM. %) . TK: H#H
n=4 (A5 TEBBEERVA SN TRUVTZESTOVEFBIXTILHAREOMAESR
(T1-8%&)

Cos,max (1 g/mL)

*FESTOVEBRIRATIVIZERRIZET 2LENHY ., BERFDLGL ELRE2EMINLKRE 1 B
FRFEFTHREL, A—&HZE2TORRERERISEAL.
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® AINYTELEOHANT7ESTEUOBREEICRITT EZE (EARNTOFEE)

te
INT A=A (FZ\) T/ 7ESTAVERBETRATILHAKRE)
STESTOVHBIXTIVEMERS

0.8131 (85.06)

Css.max (£ g/mL) 0.376—1.75

0.8663 (55.43
AUGss (g h/mL) 0 463—(1 52)

EB - BRATTEHE REEIHFRE. %) . TK: H#EH
n=4 (FPESTOVEBRIRATIEBRBRERUASNYIRUVTZESTAVERBRI R TILGA
REDMAZEZIT-EHE)

i i) PROpe | 5B&
M ESIERMAIIREREZXRIC. XFB00mg 1H2EETES T 0O UEE
IRXT)L1000mg 1HIEIZHALTHES LEZEICEVTOH. +5/8) TomiEs
REZBIE LT,
ZDFER.PROpe IR TTESTAVEHBIRATILLHARELIZEEDF TN
TOEEREICEITSPBRBEL. WOFMERBRTAH I\ TE2EMBELI-L
EELRBEETH-T-,

B ABIERMAIIREEE ZRMRIC, FFIB0mg 1H2ERFTSERETE
STAVEHEIZATIILIOOng 1BIRIZHALTHRELEZ—EHDEZICENT. 7
ESTRAVRUZDEMRBYMTHIA4L-TESTAVEZRELI-ER. 7ES
TOUDEEIREEEDC s ma R PAUC oo ITEDCIRTBET, MIXEGHMTREET
HY. KHKI00mg 1H2EZEEOHAITESTACOERNBREICHELERITS
B ENRENT,
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£ T7ESTAVRUAL-TZESTAVOEEKREBIZETH2EMHE/AASA—4

ST EE A& FESTFOL ISR/ FESTFOY
5 A—% EFBE T X 7 IL8# EFEA T X TILEF
(N=66) (N=58)
Cs. max 112.6 (136.9) 105.4 (105. 6)
(ng/mL) (n=64) (n=56)
e . Cos.min 7.711 (92.41) 8.454 (95.10)
FESTRY (ng/mL) (n=54) (n=44)
AUC g, 393.7 (107.5) 339.5 (77.99)
(ng- h/mL) (n=54) (n=44)
Cos, max 3.019 (101.8) 3.903 (100.3)
(ng/mL) (n=65) (n=58)
N Cos.min 0.4907 (79.39) 0.7086 (68.02)
A-TESTRY (ng/mL) (n=54) (n=44)
AUC 5, 11.72 (80.30) 14.65 (70.99)
(ng- h/mL) (n=54) (n=44)

EETHE GRAZBRE. %)

) AT LBIEARKRERTH D,
) ABIOENTORZEAE
MEERIEHR  OBLZRNEMESFIRZHEOBRMNERICH T 5HHEE
OBRCABIRFEERGHEDINREICH T HEML B LR OMIFEE
OHFEMEMAIEERIBEET IMEREICHTEINNCXT T (ExFlEBR) #
ETUEILRZEER DML
OB AALZEERED &H 5 LROAEIL FEEBG N DHER2IZHE D F M ARER (EHRELE
OBRCAEBIEFEEGHEMN DHER2IZETERES ) RV OIEICHE T R EWMEE
OBRCABIEFEERGHDRIBER EH T 5 E 2B MRLIRE
OBRAEIZFEEBHEDARBUIBRTELERCE TSR NERESFIZED
[#=20-3Re IO i 2E -9
O RTYFIEEMHAEEE (PWNR) OET - BREROFEREICEITHETIL/AALT
J (BEFHEBRZ) FETIERREROHEREE
AERUVAE : (B2RNEMESFIRZMOBRINERICH T HMHFEEL. BROAEGTFERBHE
DIREFEIZH T2 UEHLZEE R OHBERE. SRR ETFEEGHEDABURT
RGERICB TSR REEESF £ ST LRE IR OMFRE)
BE. BRAIZIEAS/AAY TELTIEOmgZ1B2E., £OKET S, 4H. &
EOREICLYEERET 5,
GERME R BERBEAT IMBEICET RNV T GEFHEERZ) %
ST VEILZEE®ROHRRE)
RNVRAIT GEEFHEBER) EDHRICSEVLT, BF. RAIZEAS/RYTE
LTIE300mg =1 A2E. #O#ET 5, 4H. BEEOREICLYBEERET 5.
(DAL EERD & 5 BROABIEFEEB D DHER2IEMHE D F M AR (T B HILE.
BROABIEFEEGMEN DHER2IEM THEHER ) R 7 DIEIZH T MR EMEER)
BE. BAICEAS/8Y TELTIEOMgE182E., #OBE5T 5, ==L, fif
BEYEEDGE. REPBINEBMETET 5, GH. EEOREICKYEER
295,
(BROABIZFEEBGHEDRRIEE £ 8T 5 Z 2B MR ARE)
BE. BRAIZIZA /M) TELTIEZ0mgZ1B2ME., EO%S5T 5, thoZFEH &
AT A5E8EF. TESTOVEBETIRATILRUTLEZV RV EHRTEHI L,
hH. BEOKREICLVEERET 5,
(SR YFIEEREEE (OWR) DET - BROFEREICH TS T 1ILNILT
J GEEFHEERZ) 28TIEZ2REROMIFRE
TN T GEEFHRERZ) LOBRIZENT, &%, BRAICEAS/UD
ELTIE0mgE1BH2E. #O/RS5T 5. 4H. BEOKREICLVEERET 5.
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2. FEWLREMRI/NT A—42
(1) fE#HAHE®
J oaAN— kA NMER

(2) RIREEEL
HALEHTL

(3) HKEEEM
HMLARAL

4) Y9ITSR®
NEAT—4H)
BEfREEE (1004 [CHRFOmgZzEEEOKSLLZEEDEOIYTI VR
(CL/F) MEMFEIMERT. 4L/h BFRERFE:3.9L/h) THot=,

(5) IR
HEAT—H)
EfAEEE (1006]) [SAMI00 gz BEROKSE Li-L SORHER (/P OF
WFEI58 L (EERE : 1361) THo

(6) Tt
BZUBEMGL

I FEIOENTOERZAE
HEERIIDE  OBERNBMRESHRIMOBRINEEICHS T HHFRE
OBRABIZFEERBHEDINEEICH T 2 EML 2 AR OHEFRE
OHREMABERIEEZET T HMEEICE T E2ANIXYT (BEFHBRZ) 2ETHEE
FREROMEIERE
ONAALREEED 3 % BROABIEF EEGEN DHER2IZE D F M FRER (T EHFLE
OBRCABIRFEEBMEMN DHER2ZME THRES ) R U DFEICE T M EREMRE
OLRCABIRFEEBIEDEREB EH T S EBHERMERILIRE
OBRCABIGFEERBHEDARBYIRTEEAEEICE T 2SR NERESH 2 8T LRRER
DHEFFRE
OS ATy FBEMEEE OWR) DET - BEOFEREBICETET /LT T (BiE
FHAMR) EECIERREROMFRE
AERUVAE : (BERNBHEGHIRIMOBRINREICS (T HMFRE, SRAEGTFERGIEDOINRE
26T MR FREROMFRE. SRARGTFERBEDBBUIRTELEEICS TS
BERBHESH 2T LRREROHITRE)
BE. EAICEA S8 TELTIE0mgZ1A2E, BAKREY 5. B85, BHEDKEIC

FYBEBET %,
(HEREBRZIBERIBEZETIMREICEFTEANV AT T (EGFHERZ) #E8THEIL
FREROMHERE)

NNV T GEGFHEERZ) LOHRIZEVT, &8, RAIZEA S/ JELTIE
300 mgZ1 B2, #OKRES D, 4H. BEOREICLVERHRES 5.
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(DAALERRERED 5 FROFEIGF E RGN DHER2IZME D F MR RER (B HEE. BROAEIR
FEEBEMNDHR2IZE TEES ) XU DBICH 1T HEREMEE)
BE. BAIZEA S8 TELTIEZ0mgZ1H2E, #OK%ET %, =2 L. MiREYMEE
DiHE. BRI ERETET S, B, BEOREICIVEREREY 5.
(BROABIZFEERGIEDERER EEH T 5 EERMERILRE)
BE. RAIZEAS/8) TELTIERBOmg%1 820, #O%5T 5, tOEFILHHET 55
BlE, PESTOVEBIRTILRVTIL FZVOVEHATEI L, B, BEDKEIC
FYBEREY 5.
(R YFEEHEEE (OWR) DO#ST - BROFEFREICEITET /LT (BEF
Hfz) ZECIEPREIROMTRE
TR T GEEFHEBR) EOBRAICENT, BE, RAICEA S/ TELTIE
300mgZ1 B2, #OKREY S, BH. BEOREICLYERRES 5.

3. B&EH (REaL—>3av)
(1) fEH7AEY
IREEEE. FLERE. IIRESRE. RUTOMOETEEREEZNRE LIBRKRE
B (1MER) ITHAANSNT-6596IM5FELNI-AEH8019IRDMERRET—42 %
AWTERBEEMRETVICKSBINET o=,

(2) NFA—REHER®
NEAT—2ED)
BEAEVMBREHEMOFER. ECOG PSR 70D EE £ LT, ECOG PSR 7H1D
BEOEOV VTS URIF21%EL . ECOG PSR F7HA2LL EDEE TIHS1%IEN, >
fzo RIGEETEH Ka) [FEEFISEITKEEL. 2BEOHRAEF Z LHLET 5 £100 mg
FEDKalE150 mgfig kL Y HREC . WUNASEWVNC ENTRENT-, Flr, KE, VLT TF
ZUONT IR, BEEE. MR, AFE, JEIE. BROAEIGFERREA /N TOHEA

BEICHEFRETHEELALTETEEM 2T,
4. W YR
HEAT—4H)

EfsfEERE (1026 (2AFI300 mgZBERAKRE LI-LE. 75/ TORIRIFELH,
T. &5#%&1. 5[ (PRfE) TReEMEPRECIEL,

E) AHOENTORRAE

PEXIHE - ONLRAEMESABIHOBRMNEEICH I ML
OBRCABIEFERB DI H 2 MELLAAR DR EIUE
OMFMMA EERBERTIMEBICHHHANC XY T EEFERR) *a09EE
e oY T
OB AALLRCEED 8 % BROABIE T Z RIS DHERISHE D FHFEER (LB SIS
OBRCARIE T ERBIAN DHERIEH TERE U R0 QLB H 1 B REMBEE
OBRCABIEFEEBHEDERER EET 5 EBIER RTINS
OBRCABIEFERBIEDABRTFELIEEICS 1 2 AL RABHESH £ 2T L2AAR

DR

OIRT Y FBEMETE IR OEST - BROTFEWMECEIZT1ANLIT (R
FHEA) ESCIEEREAROERRE
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AERUVAE:

5. 7

(AL RMESESFIBRZEOBFRINEREICE T EBEE. SRAEGTFEEBEDOINERE
I2H 1T 2 EHEREREOMIFEE, BRAERGTFEERGHEDRBYUIRTRELERIZESITS
BERNMERESF ST L2 EEZOHMFEL
BE. BAICEAS/8) TELTIEZ0mgZE182E., #O%5T 5, 4H. BEDIKEIC
FYBEERET S,
GERMRBRZ BERIBEAT IMBEEICEITEIANVATT (EEFHEEZ) 28041t
PREBRDOHIFRE)
RNVXTT GEEFHIRZ) EOBRBIZENT, 8%, RAIZIFA SRy TJELTIE
300mgZ#182E. #OKE5T S, 4H. BEOREICLVERRET 5.
(DAL EERED $ 5 LROSEIGFEEBEN DHER2ZEME D F M ARER (TBRILE. PROAEIT
FEEBHEMNDHERZIZE THERES ) RV OILEIZH 1T TR EMEE)
BE. BAIZIFAS/) TJELTIE0mgZ1H2E., #AK%ET 5, =L, #REDEX
DiHE. REHMFIEMETLET S, GH. BEOREICLVETRET 5.
(BROABIZFEEBGHED R £ 5T 5 EZ BRI ARE)
BE. RAIZIEAS/8) TELTIEZ0 mgZz1B2[E, #O%E5T 5, thOFER L HAT 15
BlE. TESTOVEBIRTILRUVOIL RZVOVEHAT I, HH. BEDREIC
FYVEERET 5.
(R Y FEEMEEESE (OMR) DH#EIT - BREOFEREICESITET /AL TT BIEF
R ZETIEBREROMITEE
TR T EEFHEEREZ) EOHRIZENT, &%, RAICEA S/ TELTIAE
300mgZ#1H2E. #OKE5T S, GH. BEOREICLVERRET 5.

(1) &k —h B e @ 1
(v bk, x2R)D
HEDFERS v FRUE MEBERESHEAaME-116 HCT-116) #BEL X —F
IORICHCIEEA /) JZHEEROHKRE LIz L&, MATEIERRUERTIERE
IhiEmot=,

(2) mik—RaAERIFT @B 1%
BZUBEMGL

(3) HAA~DBITH
BZUBEMGL

(4) BER~DPBAITH
BZUBEMGL
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(5) ZDMDMBB~DBITHE

(v bk, 2R

HHEDOHRS Y I CEEA SN JEEEREORE L& &, RETRERE 2
BWcam Lz, BLRERRER GIE. BRER. v—F—RERUVERS . L8R
UTEVHIEERIR. M. BRRENRUVBRTED LN,

S5IT, HCT-116%fHE L X — R D RIZ"CIEEHA S/8) JZERKROKS L1
EEBHBEES Y FERZDAMERLZ, LA L., BEEBICE TSR RERE
FMEREYES . HRIBRTH I D I\ TEESHEBICETTS
CENTBESNT,

(6) MIFHEAHFEERD
(in vitrosRER)
A5/ TOMBEEEESEIE FTODCufTiE (10 pg/m) T82%TH-ofz. &
S TDEELHREAZEBEIOEFTILIIOTHY FEEE: 56%) . o I-FEEE
BHELDHEEEFI0 /M T29%TH 1=,

6. X &
(1) HBIERAL K R SBHRERS

HEAT—4)
EfEEE 66) 12UCEZA S/8) J100mgxh T FCHEZORE L& =,
BE12BEEFEF TCOMRPICEVNTERREA F/X) TTHo1- (TP METEE
70%) . METFHOERBFWIEMN2 (EXRT D URRAKDIGKERILRE) . M5 (T4
ARV IILED A F L oEKERIEER) BRUMS (EXZDUEDIGIKEIEE) T
Hot- (MITFHMETEEDI~14%) , IREASERBBETCORRVEFERICEVLVTER
BEMSTH o7z (RRUVEBPBEFEED TN ETNE~6%) .
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EMIEFEAS/8) TOHETE R BEER

*: WEDH KEIFHERBREE. ATHRBYIEE FEPOERED. (

o
q R o
NH NH
N N
/7{ °
NN o NN T2
NN £ (o
F I M12 (isomer of M14) Human / Rat Nuran® mfg\an*
M22 Ring:open piperazin-3-ol
Human*/ Rat* M14 (lsomer of M12) Human* gggg‘;ﬁ’%el”a‘ed Monoogygdgnlated
Monooxygenated dehydrogenated piperazin-diol
(or Isomer) \ f
o
o Y NH
H N
200H)
N — N
NN M9 QAN
Lnpe N ’\ro” Human® F
F l\/N o piperazin-diol
M20 (isomer of M17) F
o M17(isev;|ero‘fM20) M18 H\{mgn_éRat \
Human* / Rat! piperazin-:
NH o Manooxygenated \ / M7b (somer of M18) Human® NH
~—_ !
i ) 2 oH
Q) i W g S
N
Mila P Nt | — [ Her bNZO
Human* Mab
Manooxygenated N/\l Human®
cgeplydroge)nated piperazine o NN ) «— : NN Fluorophenal
or isomer) orop
'\,NIO Olaparib piperazin-ol
o M11b \ o
Human*/ Rat*
b Diaxygenated \H Gluc
N o [] N
NH
NN \ NN
F N ﬁto ¢ N . (ny0
M5 o8 N oH Z
D maryieyc | N-sulf O‘H s
= te
Bes catbonykyciopropy| N-sulfa M3 F ° Fluorophenol glucuroride
Human*
0 Des-carbonylcyclopropyl o NH
'
e ° Iy N
N N
Q Q N
N W . ] HO' F
K,N 0 . k/” 0 M15 OH
F M16 Human / Rat M23
Human* / Rat* 4-fluorophenol Human*
N,N-desethyl (hydroxy) methyl Fluorophenyl
dihydrodiol
M35
Human*
Monooxygenated N,N-desethy!

) IZHPLC-MSH TR DM E R T .

(2) RBICEEE5T 2BF (CYPHE) OHFiE. F5F
(in vitrosRER)
In vitrosE&m™ 5. +5/81) TOERBERIICYPIAML/STHS Z LRSI NT=,

(3) MEBBENRDEERVEZDEE
ZUBEMGL

(4) REYMOFHEDOEERWEMEL., FELE
(/in vitrostE®)
AN TOERSEY M5, M2RUMS) DOEBZHEFELEHADFTSLIEFLALE
TWEEBZLND,

F) A TRLBIEERHTRERTH .
I) FEIOENTORZAE
DEREIHR : OBERNBUESFBRIMEOBRENEEICH T 5HFRE
OBRCABRIGFEEGHEDINEREICH T 2 WAL ZEER DHIFEE
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OHEMERZ BERBEZE T IMEEIZE FTEIANVATT (EEFHREZ) 280
MEMER2E AR O EERE
O AALREERED H 5 BROABIZFEEB N DHER2IZE D F M FEEXR IS HEHELiE
OBRCABIRFEEBGHEMNDHER2IEETERS ) XV OFEICE T TR EYEE
OBRCABIEFEEGHDRIBER EH T 5 E 2B MAILIRE
OBRCABIEFEEGHEDABRUIRTREEREICS T5AERNERESRIZETLE
SRR DR
O RT Y FIEEMHAEEE (MR) DEIT - BROFEREIZE T2 TN T
(BEFHEREZ) 28T LR EROMTEE
RZRUVAE . (BERNEMESFIRZEOBRMEREICH T 5HIFERE. SROAETTFERBGED
DIRBEICE T 2B EEERDOBIFTEE. PROAEGTFEEGHOABYIIBRTRER
BRIZE TR REMESF ST L2 AR OMEERE)
BE. RAIZIEASARY TELTIEN0mgZ1H2E., #O%ET 5, HH. BED
KRECLKYEEBRET 5,
GERMRIR A BERIBEE T IAMBEICEIT RNV AT T GEEFHEERZ) 280
MEME S E AR OHERL)

RNV RATT GEGFHEZ) EOHBIZBVWT, BE. RAICEAS/YTEL
TIE300mgZx18A2[E., #O®RET S, hH. BEOKBIZLIVETRET 5.
(DAL EERED & 5 BROAEIEFEEB MM DHER2IEE D F A RER FBERELE.
BROABIZFEEBEMN DHER2ZIZEETHES ) R OEEICH 1T 5 g EmEE)
BE. BAIZEAS/) JELTIEO0mgZE1B2ME., #O&ET 5, f=F-L. g
EMREDISE. BEYPBIXIEMETET S, 4H. BEEOREICLIVERRE

T35,

(BROABIEFEERBGEDERERE EE T 5 EPENIERLIRE)
BE. RAIZEA S/ TELTIE0mgE1EH2E, £OKET S, HOFEHF &6
BAY258F. PESTOVERIRATILRUTIL RZVOVEHATE L, 56,
BEOREICLYBEERET 5,

(SR YFEBEBELEE (EWR) OH#T - BROFEREIZETDT LT T
(BEFHRR) #5OEERERDOHRERE)
TaNLT T GEGFHEER) LOHFRAICEVT, B, RAICEA S/ TE
LTIE300 mgZz182[E., #A%KET 5, GH. BEFEOKBICLIYBEBET 5,
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1.

8.

B it

HNEAT—%)

BEfEEE 66) (CVCIEHEA S/ J100mgx A LRI CHERORE L&, #&
E&TBETHRSTREDREUNRSIRERFAEEDE% TH Y | 44%MRHAIZ. 42%HEEH
[CEICKRBME L THM SNz, RERUVEFEFRICIHITREOKBHN/RE SN, &
LEVHREA S/ T (RELR) TRPPMI15%, EER6%TH 1=,

) W T LBIEARRARETH S,
) AFOEATORZERE
PEEXIEHE  OBLRREMESFIRZEOBRNEREICH (T 5HIFERE
OBRCABIRFEERGHEDINREICH 1T HEML B LR O IFEE
ORI Z BEERIEZH T IMBERICEFTEIANVATT (EEFHRZ) 2800EE
PRABR DML
OB AALZEERED &H 5 LROAEILFEEBG D DHER2IZH D F M A RER (EHRELE
OBRCABIZFEEGHEMNDHER2IZEE TERS ) XU OFEICE T TR EYEE
OBRCABIEFEEGHEDRIREER EH T 5 EBER MR IRE
OBRUABIGEFERBHEDARYBRTELEEICS T2HEZNEMESR £ 2T L2EER
DfFEE
OSSR Y FBEMEEESE OMWR) DO#ET -BEOFEXREIZEITSTINLYT GEEF
Hfz) 2ELEREROMBFERE
RZRUAE . (BERNEUESFIRZMEOBRINERICHE T DHBERE. SRAEGFEERBHEOINEREIC
BT 2 ELREEEROHIFERE. SRAECFEEBEDOARUIBRTRLERICS T8
FREHESF = SOIEREEROMIFEE
BE. BAIZEA S/ TELTIE300mgZ1B2E., #O%5T 5, L. BHEOIKEIC

FYBEEBET 5.
(HRBMZBERIBEEZETIMERICETEINNIIATT (EEFHEZ) 2ETWE1E
FRER ORI

ANVRART GEEFHIREZ) LOBRAICBLNT, BE. BRAICEAS/YTELTIAE
300mgx182E. #O%59 5, 4H. BEOREBICLIYBERTRET 5.
(DAL REFED & 5 BROABIGF E RIS M DHER2IEME D F M R EE R (I B HILIE. BROARIE
FEEBEN DHER2ZIEME TERES ) RV DIEIZE 1T 5 i EMEE)

BE. BRAIZIEAS/8) TELTIE300mmgZE1B2[E, #OKET 5, =1L, fiikEdE
EDGE. BREHMIIIEMETET S, GH. BEFOREICKYEERET 5,
(BRCAEIZFEEBGIEDEREE 2 H T 5 E B IERTIARE)

BE. BRAICIEAS/8) TELTIEB0 mgZ21H2[ME, #O%59 5, thOEFEHRT S5
Bl PESTOVEBEIA TRV IL RZVAOVEHAT DL, BH. BEDIKEICEK
YBEERET 5
(R Y FEEMEEESE (OMR) OET - BROFEREICESITET /LT T BIEF
1 z) EETEPEEIBROMEFERS

TILNILT T (BEFHEEREZ) EOBRAIZENT, @88, RAIZIEA S/ JELTIE
300mgx182E. #O%59 5, 4H. BEOREBICLIYERRET 5.

b5 URKR—52—I2BT S5

(in vitrosEg)

A58 TIIP-HEBE (P-gp) OEBETH -1 . £z, #5731 T(&P-gp. 0ATPIBI,
OCTI R UMATEI ZFRE L 1= ,

BNEICK HBRER
ZEEHGL
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10. HEDERERT HEFE
(1) FEEEEOHIEEICHSITL2EMEE GEAT—2)?
FHREDERCEMEREELUICERE (Child-Pughm$8A) X(THZEE (Child-Pugh
4EB) DFHEEEEZE T SEMERE ZXRICAF00 gz EERZOKE L1,
BERTHEEEEE (96 TEFHEEEE (36D ITERFS5/3) TDCwlT13%
(909%CI : -18%~56%) . AUCIE15% (90%CI : -28%~83%) &iEZRLT-. HEE
AFigeElEEE (861 TIIHFMEEREEZ (136 (ST F/3) TDCwmIT13%
(909%CI : -22%~37%) {EfEZRLT=A'. AUCIZ8% (909%CI : -34%~T74%) =EfE%
TLEBERUPFEDOHHERESICEVEBRELBEL RIZEFIEDHONEN

f=o
x KHEEZTOSEEENDOL /N TOEYEE/NTA—F (ENFHELRERE)
FRERED | ., . _
EEF‘; 15']@ Cmax (ﬂ g/ml—) tmax (h) AUC (/J g h/ml-) t1/2 (h)
E 13451 8.02+3.52 1.53 (0.93~6.00) 62.7+42.6 20.3+12.5
BE 941 8.87+4.00 2.05 (1.50~6.08) 66.8+35.7 18.4%9. 62
PEE 8451 6.96+2. 67 1.54 (0.50~6. 00) 81.5+94.4 14.4+4.05

*  IR{E (EE)

) AEOERNTORIBAR
MEERIEHR : OB R NMEMESFIRZHOBRMERIZS (T 5HHEE
OBRCABIERFEERGHEDINREICH T 2 EML B LR OMIFEE
OHEMMZEEREBEZAET IMBEICE TEIANVIAT T GEEFHREZ) 280
MEME R E AR O EERE
OB AALZEERED &H 5 LROAEIL FEEBG D DHER2IZH D F M ARER (EHRELE
OBRCAEBIRFEEGHEMN DHER2IZETERES ) XV OREICHE T R EWMEE
OBRCABIEFEERBGHDRIBER EH T 5 E BB MANLIRE
OBRAEIEFERGHEDARBYIRTRLERICS T8 RBHESFIZETLE
BB OMIFEE
O RTYFIEEMAEEE (MR) DEIT - BROFEREIZETE2T LN T
(EEFHBRZ) #ETERREROMEIRE
RERUVAZE : (HERNENHESHIRZHEOBRMERICE (T 5HFEEL. SRAESGTFEEBED
DIREICH T2 WAL EERDOBIFTERE. BROAEGTFEEGHOABYIIBRTRER
BRICB T 582 NEBERESFZ ST LRERROMERE)
BE. BAIZEAS/8) TELTIEN0mgZE1H2ME., #OKET S, BHE. EED
KRECLKYEEBRET 5,
CGHEMRRZ BERIBEE T AMEREICBIT AN XY T GEeFifz) 280
VAR AR OHEFEE)
RNV RATT GEGFHEZ) COHBIZBVLT, BE. RAICEAS/YTEL
TIE300mgZz1H2E. RO®ET S, GH. BHEOKREBIZLYERRET 5.
(DAL EEED & 5 BROAEEFEE G D DHER2ZIZME D F M FEER (E B HELE.
BROABIZFEEBEMN DHER2ZIZEME THES ) R OEEICH 1T 5 ik EmEE)
BE. BAIZEAS/8) TELTIE0mgZ1A2ME, #OB5T 5, =L, fitk
EUMEREDISE. BRE5HMIIIEMETLET S, 4H. BEEOREICLVYETRRE
T35,
(BRCAEIGFEEBGIEDZEREE Z2H T 5 EPEIIERTIARE)
BE. BRAIZIEAS/8) TELTIE0 mgE182E, #£O%KS5T 5, thoZEH &6
R385, PESTOVERIRATILRUTIL RZVOVEHAT I E, 56,
EEOREICKVEERET 5,
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(SRTYFEEHEEEE OMWR) OET - BROFEREIZETETINLTT
(BEFHRR) ZS5TIEFEEBROMZTEL
TR T GEGFHERZ) EOFRICEVT, &%, RAICEA S/ T
LTIE300mgz=1A2E., #OH%KE5T 5, 4H. BEOKECLIYBEERET 5.
9.3 FFiaEEERE
9.3.1 EEDOHHEEEDOHDEE
AEIDMPEENLER T H2ETNNH S, -, EEDOITHEEES (Child-Pugh 52580 =&
EREELE-EURVREMEIEIE L L-BRARITERL TULAL, [16.6. 138]

(2) BHREERZEOHDIBEICHSITL2EMEE GMEAT—2)?

BHEOEELCERERS

(CrCL : 81 mL/minkl L) HMrIz8RE  (CrCL : 51~

80mL/min) XIXHZE (CrOL: 31~50mL/min) OBHEEEEL2E8T IENREEEL
MRICKFIBO mgZ HEFEOHREG L=, BEBSHERESE (136) CEEBEHEERSE
(12451) 12EERF S 7%1) T DCrayldE15% (90%CI1 : 49%~27%) . AUCIE24% (90%CI :
6%~47%) BiEZ R L=, PEEBREESE (136) T, BREEEE (1246)
[ZHARF S/81) TDChalE26% (909%CI : 6% ~48%) . AUCIE44% (909%CI : 10% ~
89%) mfEZ=LT=,

% BREBEOEEENOAS/ Y TORMBE S A —4 (EHTYEIEEREL)
EX 444 b 122 =
DRREREO ) i | (ug/m) e () * AUC (1 g-h/nL) t ()
s 12451 7.53%+2.25 1.99 (1.07~3.03) 48.4+22.7 24.3%+9.75
BE 13451 9.73%x3.76 1.55 (1.00~3.00) 85.1+50. 3 17.5+8. 04
hEE 13451 10.9+5.00 2.00 (1.00~3.00) 95.5+67.4 16.1+9. 38

* . R{E (HEE)

I) FEIOENTORZAE

MEXEIHR : OBERNBUESFBRIMEOBRENEEICE T HHFRE
OBRCAHBRIGFEEGHEDINERICH T 2 WAL ZEERDOHIFEE
OHREMABERIBEETHMBEICE T EANVXYT (EinFHBRR) 28T

AEMEERE R OHFRE
ONAALEEEED 3 % BRARIEF R RGN DHERIZE D F T FEER (T EFH LS
OBRCABRRFEEBMEMN DHER2ZME THRES ) R U DFEICE T M REMRE
OBRCABIZFERBGIEDEREB EH T S EEMMRILIRE
OBRCABIZFEEGHDABURTRAEEICS T5EHERNBLESH 280 1LE

BAROMERE

O R Y FIEEWHAEEE (MR) DEIT - BROFEREIZETET LN T

GEfzFMMZ) ZECPREIROMITRE
(A2 RNBHESRIRZEOBRNEEICH 1T HHFEE. SAAEETERBED

HERUVAE :

IREICE T 2HEML 2 EEROMEFHERE. PRUABIGFEERGIEDREIIRTRER
BREICE T 5AERNBMESRH 2 8 LPREROMERE)
BE. RAIZFAS/8) TELTIE0mgZE1H2E, #OKET %, BEH. BED
REIZKYBEERET 5.
(R IBERIBER T 2MBEICEITEIANI YT (EFHBRR) 280
AEME R FE R OHERRE)
RN RAIT GEEFHIER) EOBBAIZENT, B, RAICIEAS Y TEL
TIERB0O mgZ182E, #OKRET S, 4H. BEOREICLIVERRET 5,
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(DAL EERED H 5 BROAEIEFEEB N DHER2IEE D F A RE R FBERELE.
BROABIZFEEBEMN DHER2ZIZEME THES ) R U OEEICH 1T 5 g EmEE)
BE. BAIZEAS/) TELTIEO0mgZE1B2ME., #O&ET 5, f=F-L. g
EMREDISE. BEPBIXIEMETET S, 4H. BEEOREICLIVERRE
T35,
(BROABIGFEEBMH DEREE ZH T 5 EERMRIIIREE)
BE. RAIZEA S/ TELTIE0mgE1EH2E, £OKET S, HhOFEHF &6
AT 258F. PESTOVEBEIRATILRUITL RZVOVEHAT I L, 56,
BEOREICLYBEERET 5,
(SR YFIBEMREEE OWR) OET - BROFEREIZE TS TIL/NLTT
(BEFHRR) #5OEEREROHRERE)
TaNLT T GEGFHEER) LOHFRAICEVT, &%, RAICEA S/ T
LTIE300 mgz182E., #O%K5T 5, 4H. BEEOKBICLYBERRBET 5,
9.2 BHEEETERSE
BEEZEETHELLIC.BEEOREZLVEEICEERL. ETEROXRRIT+MEET S L,
AFDMFEENLRT E2ETNLHD, BH. EEOBEHREEEXIRPEEFE U LT7F=
DO YFTZUR (CrCL) :30mL/minkdF) BEERZRE LEEMERVREMEEIEEZEL LIZBEK
SERIFSERE L TULMVRLY, [16.6. 28 88]

1. Zoft
HLEHAL
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. &2t (EALOIESF) ICEYSEE

kS

M

ETDEMH

— |
= | o

[
of

AFE. BEFCHARETEDIEEMERICH T, DNALEBEEECHLSLLMSE - &
BREFDODEMDL & T.AFDOFERIEY EFIE SN DEFICODVTOAEET S
Lo Fih-. BEBBICELL. BEXEZFORKEICEDERUVEREZ TS
AEZBTHhOERET LI L,

(FZER)

EXGEMERAZORBICEL T, hOEEMEA~DIREESTOHEEEH. TRLE
BREOEMEFICKPHELE

TERBA L .

B ER
R OEY AR AT RE R ERERICHE VT, BNAILERE

RITHRRHE - BBREBODEMOE L T, AFNDEZSHEY L FIET SN BEHIZDL
TOHEEETSENBEYEER, RBEZHRELT,

AFEREICHEATHEH A0 Tr—LFRa vt FOBRIBBOBESLETHY .
Tz, FYBNLEEBEOTCHERATILENDH D,

2. ERRBRLETDER
222 (ROBHICIFFESLGENI L)
AFE ORI LBBECBREEDH HEE
(fZE)
EERO—MBHTEEFRELTRELTWS,
AREOBD I3 LABECBREDH S EEICERE LZBE. BBUENRIET HATHEMEN
BLWEEZLOND, KEIZFILUTORINEENTLSDOT, BEICEL CIEMZEE

T, SNLDEDIZx LBBUENEREDHSHEFICIE, BELGWNI &,
5%, i i AL o)

awm#l () L/SA—HE100 mg)

ARE Ry, BEEKTABE. D-v2= b—IL, TRILEBEXTFTIVILF Y
DA, EFOAD—R, ¥/ BIT—)L400, BRIEF S L. ER=ZZEL

(1) L/X—4§E150 mg)

ORERY, BEEKTABE. D-T o= h—JL, TTILEBRTTYILF Y

DL, ETRAR—X, ¥/ BT—)L400, BRIEFHR V. ER=_BIEHk.
3] 53

3. MEEXRIIHEICEET HFE L ZTDER
TV-2. $HEEXIIHRICEET 5:FE 1 #SBIT L L,
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4 RERUVRAEICEET HIEELETNEH

rv-4.

RERUVRAEICEET 5FE] 23R8I D&,

5. EELGERMIE L ENEH

8. EELEARMIE

8.1 BRHIFIAH o HNDZ EANH LD T, AFREFRIBHT R Vx5 F X EHMIZ MK
BREZTV., BEORBZTHICBRESI S L, [11.1.18H]

8.2 HFHEEREENH oHON D EAH LD T AFIRERMIBAT R VRS DL EHMIZFF
WEREZTV. BEORBZT2ICETEIT S L, [11.1.785H]

(f#R)
8.1

8.2

EERRARICENT, AEDELBHENRELNBHMTH L EAHERINTS
Y. HERPREXER [SOLO25KER. SOLO1EXER. PAOLA-15%XB&. OlympiADZxE&R. PROfound
ABR. PROpeli®B&. POLOELER. DUO-EEAER (HEFFAUEHN) 1 TAM. FHERED.
/MRS FEOBREINFIAER S TS,

A, FhBERED. mMMRED E V- MESEE. BULRE=2) VT PER
MMThnABEWNEES, HEEEORBRERECEXLGEEZE5Z. BAEEOREY
REICELFREMLHY . BRHICEERBRICEEZEZ58TNNHDH &N
5. AETREFBAITAUERSDEIEHNICMEREFTL. BEEOREZ+2IC
BRI DOIDENDH D,

BRINENEDONEBEICE, [VLNR—HE BEEROEOHDHA K] %
ZHROE, EYGTLNERVAEREZITI L.

REARGKICEWT, HAREUT -2 ~A—X BEXHEN S DBEHREBFEZ . FF
EEYMEIFEE & ORRBERICEEMGATREMD $H S & $IHT L. CODSIZZEMIERTIEE
[CBET B AEMEE B L. BRNICEVTH BFALNEIBEL TS L2 BFEAR.
FraeEEICET S EEMEERE L=,
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6. BENEEZATHEEICEAT S FE
(1) AHE - BERZEDHZEE
BRESNTLALY

9.2 BHEEETERE
BEXEETDHLLLIC, BEORBLZLIYEEICHEL, AEFROXKRIT+HS
FABRIT DL, AEOMFRENERTEETNAHD. BH. EEOEHKEERS
XIFKPBERE U LT7F=2HUTF752R (CrCL) : 30 mL/minkATF) BEZEX
FELEEWHERVREMZEZE L LEBRRHBRTERE L TULAL, [16.6. 28 8]
(fEE%)
BHEDEELEREEELUICERE (CrCL : 51~80 mL/min) XILHhZE (CrCL : 31
~50 mL/min) DOBHEEZTZET IEREEE L RICHEHF00 g HEROKZS L
&l Hh, BETHEREE (134D TIXBHREEESE (1260) (X, £35/8)T0
Crax[&15% (9096C1 : 49%~27%) . AUCIZ24% (90%CI : 6% ~47%) HIEZ L. B
EEHEEESE (136)) T, BREEESE (126]) (TN, Culd26% (90%CI : 6%
~48%) . AUCIF44% (90%CI : 10%~89%) SfEZFRLT=. ([VI-10 (2) BHEEEST
DHHBEICETHEYEE] OIESR)
BHREREOEEENS K BAHITHL, BEEOEMARO N b, BHEERE
EOEEEICHEVETERORERIEMT SATHEMARE SN, BREREEOHIE
EADEEORE, BEEZEET D EELIC. BEEOREZLIVERIZERL, 5FS
ZOERBRITHRERTIVLENH D,
BE., EEEHEREEERVURABTLEEERRE LT —2E B oA TLVRL,

(3) FFtkrefEEEsE
9.3 FFiRelEERSE
9.3.1 EXEDHHEREDNOHDEE
AEOMPRENERTEEETNNH D, F=. EEOIFHEEREE (Child-Pugh
2480 BEZEZXRRELE-BVIURVREMZHEIRE LBRKREBRITIERLL TL
T, [16.6. 158]
(f#3R)
AEFECHTRE SN D, FHREDEECEMREEELRICERE (Child-Pughs48A)
XiEHhEE (Child-Pughf4EB) DIFHEEREZA T SEMEESE T RIZEEHI300 mg
ZHRAROKRS LA, BERKERSE Of) TEAHEEREE (136)
A, Craxl&13% (909CI : -18%~56%) . AUCIZ15% (909%CI : -28%~83%) E{E% R
L= REEFHEEEE 6F) TIXAFHREEESE (136 (S, Cudd13% (90%
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Cl : -22%~37%) {EfEZTR LA, AUCIE8% (90%CI : -34%~T74%) EEZRLT=,
BERVPEEOHHEERECLVEBRELMEL LIEEFIROonGEM o=, (V-
10 (1) FHEEEZEOHLBEICETHIEDHE] OESE)

LaLahn, EEOHHEREDHSIBETIE. T—224/FohTELY. BEED

=) i et

FYEMERDRR YRV EFSARERLEZA OGNS DD, BEFEEICIT

5 C&?ﬁiﬂ\gf“ﬁ)éo

(4) 4TERRERY 5F

9.4 KJEReEHI HE

9.4.1

9.4.2

WEIRY S AIREMED HAHKMEICIE, FHIRESHRUERIEE®R6DARICE L THE
B HLEMRVEUGEEITEICDOVTHRAT S &, Tz, FIRPICKF ZH
5350 RHERESHOBENTIRL-GEE. RRICEENELC HFREMENH
S EEBEHITTAHRBAT S L, [9.5. 15.28]

BHICE., RRBREPFRUEREERIAABICEVTANYTE QY F—L4)
FARAVTEIET SLEMRICOVWTEHRRAT S L, [15. 28]

(f#R)
9.4.1

9.4.2

1EIRT D RIREMED HAHXMIZIE, AFIREHRRUERIZSHEEH» AMICE L TEIET
HLEMROEYGEIEEICDWVTERRAT 6 Z &, AT, RE5FRARRICIEIRA HIBA
LTWBIBE. RIFEEFOEEIN TR LZIBEIE. BEICEELNLE L HAEREMELH
5l &%, BEICHLTHZHBAL, XFREORIEZHERICK/LIZ L, BH. TE
BLORSICEET 2MIOLBEMEICETIANA T VR (BEEER02165
15, BERH0216518) ITEDOE6H AMOBTEMEEEL-, (TVI-6 (5)
pEsw] RU TVI-12 (2) JERRERERERICE D K11 DESHR)

BEEUERAR (Fry4=—IXNLRZ—NEMBEZAWNS /0 vitrokBAREER
BRUSy BRI [CEWT, 2EKEREFEUELIRBDOOATNS, *
FNY) TRIEZDOREYDOFERP~DOBITHIEIFBALA, BHEICE, XEFEREH
BEUSKREBESHIAAMICEVTAYTE (v F—L4) ZAVTEHETILE
MIZDOWTEHRBT S L, . EXROBRSICEET 2HIEOMLEMFICH
TEIAAFUR] (REEBER02165E15. BELFK0216518) ITEDOE3IHAM
DETHAMZHRE Lz, (VI-12 (2) FFERREAEBRICE D IEHRI DESER)
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(5) BE4%

9.5 1E4m
PR RIFIEIR L TS FRIREM D HAHKIMEICF AR LEDE RN ERMEZ LERS &
HE SN BBEEICDARETH L Ty FERAVEEMRERICE T, BRESE
EZTRLHAETHE - RERTRUESHIE (RKEE. #ERUHWEORESE)
AmESNTNS, [9.4183H]

(f#R)

Sy rEAVARERESERRICEVTIMBEDOZRENDRZE XA NG 2 F=H,
HEANDREREDREICE VI - RREFROETARBD LN -, £, FEMRAIC
BFEZFZIN)TOESICEY, BRIZCHTLIEUNBOONMLGVVHAETH S
0.5 mg/kg/BIZEWNT, BMRETERD LR, MEKEDHD. MEDORERTR (FEIRIK.
INREF) RUME /B FHORERERNBO NI, 0.05 mg/kg/BETIL. BRI
EHFERIIHTIREERO oG, >=A, REFE (AARRXZTIRKBREIGZE
) OREXEIEVFFTHY ., RESHICHTLIESHEFTEoNG, >, TV bk
ZRAV-IRTOEERESHHRICEVT. RO oN-MTRFES (I FRRAE300 mg
1H2EE S TERSNSE FNEEECEATELS, BEREOFRFITRBEOREICHLT
FELGHEERIITARENHDS ENTREINT,

UEEY, IEERIFER L TOSRIEEMED HH KT, FFIDIRSIHES L,

(6) #ZFLIF

9.6 RELIF
BRLOAZMRUBIARBEOASEMZEE L IR OBBEIIPILEZRETT S
Lo FEDIHARPADBITEFTATH S,

(f#3R)
FYRORABICEVTHBREIRE SN TE T . AFDALATRADBITEFHATH 5,
FERRFEBR T — 2 RV GBRKEBRNA TN EMD, LEADEZEIEETEAL,
UE&Y., REPOLXEICIE, FAARSHBPERILEZPLETILSIBERT LS &,

(7) /MR
9.7 /MR

INREERE LI-ERREERIIER L TULVELY,
(FRER)

IBBRBDEEICEITHEARRMNA LGN EMD, KIREZHRELT,
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(8) =t

9.8 BiEE
BEOREEZHBELUNLREICKRET S &, —RICEEIE T, £EEREINE
TLTWA,

(fZE51)

Al (300 mg 1H2[E) OBEMESHET—FITHVT, 6bmKiEm (114564)) . 65~74
% (3344) . 75~84m% (103f) KRUBSELLLE (66]) DEEMRH THORFDORLMT
A774)L%,. BESRORBRRICEDETHRELI-LEIA, BEFREREAL-EE
DEIEE. ETOEHREL THELL TV, EELATBRORHE(L, 65mKH20. 4%
(233/1145451) . 65~747%28. 1% (94/33445]) . 75~847%33.0% (34/1035) KU 85m%
LI E66.7% (4/661) TdH>T=,

AE DB ERIICE->-HEERORBERIT, 65 MK 4% (85/1145641) . 65~74
m11.7% (39/334451) . 75~84m%21.4% (22/103f5) R U85mLAL33.3% (2/6651) T
Hot,

—fRICEEHE CITEBEEENMETLTWSZENZNI MG, BEOKREZEHRLA
DoARFZEEIHETILENH D,
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1. tHHEEA

10. fREER

AFF., EICCYPSAIZK YU RBEN S,

[16. 45 H]

(1) HEZREZTDOHERA
BRESN T

(2) FREE L ZDHEH

10.2 HtRER (BHRICEET S &)

B S EE

RERAEIR - HHETIE

Wi - BIREF

3 L \CYP3ARRE I
A +3aFJ—
)y rFEL
RyarvJy—ILE
2 DCYP3ARRE I
vZaonxyiy
CILFTEL
TYyRAOTAT Y
iLarJ—
RSNNI)LE
[16.7. 13 ]

BEFRORBRERUVEEEMNE
myeEETNNHAHDT, CYP3A
FREMERADE X IETENEEIA~
DRBZEEET S L, PTZE
79 PIEE XA CYPIARRE
FlztRAT SRICEXRFDORBE
EEETHEEBIC, BEOK
EBEEEICEEL. BIFRAXE
[T+REET S &,

gL—JIIL—vESR

AEREBHEITL—TIL—Y

ChoDRAFD
CYPBABREE R IZ &
Y. REOKBHAMEE
Sh, MHARENER
I HEREML H Do

™ (St. John' s Wort)

EHERF
[16.7. 28]

B EERSREEMLLEVKLSEE

5L,

CYP3AZZ & AEIOBNENBBETI2ETN | TN DEFHEFE D
yo27rvELY HNHAHDT, CYPSAFZEERADL |CYPAFEEMEAIT &
AN EEY WEHR~ADRBEZEET S | Y. FEOKRBIFHED
Jx/NILEZ—)L | &, FEINDH. KF
Jx= kY OmPRENMETT
A4 I3ADF KXY Y BEREENH D,
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(f#3R)

CYPSARREFIDH AL, CYPAREERZE T AN EELITL—TIIL—VEFERD
BERc&Y., FElomMPRENAER L. BMERORBARRVEEEMNMEMNT S ATEEIEN
5. CYPSABRERI = 6T 515E(E. CYPSABREEADGELIEBVER~NOREEE
BT 52&, PUEF/THEEXTEOCYPABRERE5HAT 2EEICEAFIDREE
ZFREIDELBIC, BEORBZEEICHEL. BMERARRICHRIET S &,
£, FERARIZ, JL—TIL—VERRGOEBEREE TS L, (TVI-1 (4) 2)
HHREOFE O OESR)

CYPAFZEERZA T HEFEARFOHAICEY | REDRBFUENFE S, FFIDM
HREMET L. KB OFWEANRBBET 2HEENAH DD T, CYPIAFEERD L LEA
ADREEERT DL, (V-1 ) 2)GHRAEDEE @) DIESR)

BE. TEFBF] OWMO FEOCYPSARREHL . THIEZEDCYPSAEEHAI] . XU TCYP3A
FEH OBIRIZOVNTIE, BRAREERER MWEER) CEVLTHRHEDHEEERLIHE
BENTVWBERITHSA FF3FY—LRVYIT7oEDVIZMA., TEXRRRAFL
BEGERIZBBO-OOEYHREERAA F314 2 (&EE) | (FR26FETRA8AEH
IR ESBICBRAERARICAREFRSINLIAREEZZERELEFZRHE L TWL D,

8. El¥ER
11. ElER
ROEMERABHOONEENHAIDT., BEEZTHITITV BRENZE O OIS
BIZEEEZHPILET HLEBBYNGLNEZTI &,
(fRER)
BMEAORTE ( THRFEREB] "RV FMmMEEM] L) (12D TIK. SOLO2EKER.
Study 19, SOLO15%E&. PAOLA-15%XE&. OlympiADEXER. OlympiAsKE&. PROfoundsXE&. PROpel
FHER. POLOGAER B LADUO-EEABR (MEFFAEEHD) [CHUVT. ARIELEMKI VAR EDER
BENEETELVEFBEIN-EZROLEH LE-HREOHEFBIHERICESLTL
%o
* KEIRUT 2L THABORIERATH S Z Ao, DU-ERHEBRDOAAF] T 1)L
NIV T/ REEBOMBREHRICE VT, AFIIET 2007 T EORRBIE
NEETELREFDREREEZRE L 1=,

(1) EXGEIER & DHER

1.1 EXGEMERA

11.1.1 ZEeHH
&I (30.2%) . sFHREKEA (13.7%) . BMBKED (12.0%) . ') /3 BKiH
4 (7.0%) . Mm/MRED (6.8%) Edbobhd &ndHd, [8 15H]
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11.1.2 MEM%MEER 0.7%)

11.1. 3 F#ARMATIEISAE
FHEEMEE (0.4%) | EEREFARMAZEE (0.1%) ZHOHARMEERENHOHONSZ
ENHB,

11.1. 4 RR&EgE
fii (0.4%) FOEELGRPENHLOONDZ ENH D,

11.1.5 FRFERE (1.6%) @
AFNET NIV T GEGEFHRZ) LOBAIZENLT. FFRENHLHOND
ZEDHD,

11.1.6 AmHEEMm (1.6%) @
AFETINILT T GEEFHEIRZ) LOHRICELT. FoHENLHSHN
5 EDHD,

11.1.7 FHigaeleE (EETRE) [8. 28]

) REEEL. ERHFEFEIHEHER OU-EHRER) (265, AFIRVT /LT T (&

EFHBRZ) GrREALEET LT,

(fRER)

.11 RHOELGERENBZENBRTHSZ ENHER SN TS, £, S0L025HER,
Study 19, SOLO15£E&. OlympiADEXER. OlympiAZXE&. PROfoundZ{E&. PROpe | 5HE&.
POLOSREE R U A T I B ZETHET—F12H LT, CTCAE Grade 3L LDEIE
ANERL T S, SOLO25KER. Study 19, SOLO1EtER. PAOLA-15£5&. OlympiAD
FHER. OlympiAGXE&R. PROfoundiXB&. PROpeliXER. POLOZRER B UDUO-EZHER (Hf+F
BEY) TORBRRICOVWTIE MVI-8. EER SBIERMEE—EXR) DIE%E
SRI D&,

AFEEREME VRGBT EERNICOREELITOEREEOREZ TS
[CHEL. EENROONHEICE, KE, BEXRFEREZHILET HFDEY
TREZFITOI &,

AEITEICEY ChosDBHEITZROIGEICE. EFHAX . BERUVAE
[CREEY FE ORMEFARBEROASEREAELESC ) LAA—HFE BEFERD
=o0HA R LE8BTSHI L,

11.1.2 KHEOERNOREKRHR GRABEZEST) (CHWT, ARIELEEHOFHEC
FYVERBEABECELVEELCHEMMERENIBESNTEY FETH LM
& S 1=, SOLO25KER. Study 19, SOLO1ZXER. PAOLA-154B&. Olymp i ADFRXER. OlympiA
sAB%. PROfoundsXB%. PROpeliXEX. POLOZ{ER K UNDUO-EZAER (MEfFmiEZHEl) T
EBRR(ICOVTIFII-8. BIER SRIMEREE—ERINDEZSEI S &,
BEOREZTHICHREL. EENROONBEICEK. 52D LET H5F50DHE
VGREZETSI L, BFAX . RERUVAEICEET 55 ORMERARE
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11.1.3

11.1.4

11.1.5

11.1.6

11.1.7

BFORERMEECT) LNXA—HiE BEFEROLOOHAS FILSBITEHI L,
PROpe |FXERT. XHRE L LLE L TAFIZ 58 T, CTCAE Grade SLLERUVEEL
BIRMEEREORRENT MERLNRO Sz, LRUSNDEBRKRERLEO T
AFKIOERNDERREERIZH VT ORBRIBLEEOFEIC & Y BRERAEET
EHRVEELGHIRMEERENRE SNz, SOLO25KER. Study 19, SOLOTELER.
PAOLA-15XB&. OlympiADEXER. OlympiAZXER. PROfoundiXB&. PROpe|5XER. POLOGH
ER R UDUO-EERER (HEIFAUEHED) TOFRBKRICOVWTIE NI-8. EMERA @&l
EREE—ER] ODIEZSBI L L,

BEOREEZTHICHEL. EELNROONEEICE. 55D LT 5250
VGREZETS L, BFAX . RERUVAZICEET 5EE ] ORMEAHKE
BFORERMEECT) LAXA—HFiE BEFEROLOOHAAS FILSBITEHI L,
PROpe IFRERT. XHBE L LB L TAFIIZ SR T, CTCAE Grade SLLERUVEEL
BIROEEREORRENTIMERLED Sz, LERUNDERHABRL SO
AEIOERNOERKRFRRICE VT ARIBLUEMOFEEIC L YERBERLEET
ELRVEEBLGREENMREINA TS Y., BT B IRE Sl SOLO2EKER. Study
19, SOLO1EtER . PAOLA-154B&. O1ympiADEXER. O1ympiAZXER . PROfoundiXE& . PROpel
iR, POLOEAER B ADUO-EEABR (MFFEUEHD) TORBVKRICOWTIX MVI-8.
BlIfEA SRIEREE—ER] OEZSRI L&,
BEOREZTHICHEL. BEENRDOONGEEICE. 55D LT 5250
VGREZETS> L, BFAX . RERUVHAZICEET 58] ORMERARR
BORASMAMELEDSI) LN—YiE BEFERO-ODHAS FILSEBT /L,
DUO-EERERICE W T, AFIET /LT THAKRESIZE Y R L I-mREMEAE
AbNSEELGKRFKENRESNT,
AEIRERIFBRETDITITD.TAANLI T EDOHBRETIZE N THRFSK
BORFEONDERIRBO oNIGEICIE,. EFFAX . AERUVASCEET S
FEIORMERAREBNORAERMEEOC/ I T4 0D - A2 FOBEEFRAHA
FEZ2BOL MBRHMEMELEEL. KRRV TIULNILITOEREEH
LY 5FOHENGTMEZEITI &,

DUO-ERRBRICH VT, RFIET /LT THAKREIZE Y HIE L - wREMENE
AbNAHEELGBCREHINEENNARES NI,
AEBRERIFBARETDICITV.TAANLITEDOHBRETICELWTEHE A
EHAOHENAREHONSERNIRBOSNZIGEICIE. BFRX . BERUA
EICHEET IR QRERRRFORAERAGEELCAII T4 0D -4 D2 D
BEFRAAA FEESRBOL. Eﬂi&lﬂﬂﬁF‘ﬁl’itE%’% L. AFIRVT 2/L/NLT
TOHREEHPIET ILZOBUNLGREZEITS S

EEAR#ZICENT, HAREET—I~A—X, Fﬁiﬁiﬁk%?b\%d)'rﬁ#&’éﬁ’é‘ii\
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ARF| & EMHERES & ORRBRICEEMN A ATREMEM S & HIBT L . CCDSIZZEY)
MHEECET SIERELZEE L, ERIZEVTE, BHEANKEL TS
CEEBFEZ, FHERSICET 2 EEMELRTE Lz, ARIRSHBITRUE
EhEEHAICHEREZTL. BEOREBZTAICEET L L,

(2) ZDtDEIER
1.2 DD EI1ER

109% L £ 1% ~10%K 5 19%K SEE A
s ®E BEAE. KIS | LEMHEZE
| FEETMEATBE
e T EE. FEMH
HEL
e Mgk . Ao PR 8¢

B (47.4%) . | HIEFR. &
ISR NERE, T, BRAR | . . OKN

B, REEE *. LIEETE
® 5 - B AhE
45 7
(36. 6%)
HL7Fy | EHFMBHER
ZDit
i & (Mev) iin
(fRER)

SOLO2:XER. Study 19, SOLO15XER. PAOLA-15£ER. OlympiADEXER. OlympiAzXER. PROfound
FXBR. PROpelifBR. POLOFAER B ADUO-EEXER (MFFEH) THESATLLAZTER
T, BRIBELSEMI VAR EDRRBRENSBETERVETMSNFERD S bREXR
H5% LU EDERKRUCCDSIZEEEHD HHEREFLH L 1=. COOSEEHERICDOULTIE, B
EICH T SAF BB SHBROHEBITRERICEIVTEHL T D,

BE. 0% ULDREBEABOONEFRIZOVNTIE, FREEEREZHEL .
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SEIEFREE—%
SOLO2ERERICE LVTAHF  (F) MNEE5EEINF1956] (BARASHIZEL) 1804
(92.3%) (2RO BIMEA. Study 19I2EWLTH TEIILEINERE S f=13641512241
(89.7%) IZER®H oM T-EIEM. SOLOIGAERICHE LN TAHR (BeF) »xk5Sh-26041 (B
AANFIZEED) 2454 (94.2%) IO onTF-EIVEA. PAOLA-TEHBRICE LVTAA (5
&) HEESNTE354 (HAAIFIZELD) 47141 (88.0%) (RO SNI-BIEA.
Olympi ADEXERICH LNTAA (FHFD) M5 EIn1=20561 (BRAISBHEEL) 1774
(86.3%) IZERHONEMEM.0lympi ARERICHE UL TARE (F&H) MEESNLI114 (B
ARAN64FIZEL) 7364 (80.8%) IZFR&SH o f-EIVEFA.PROfoundiRBRICH LNTAHI (8
&) HEEEINT-2566 (HAA3MIZEL) 2064 (80.5%) [ZFRHSNI-EIEA.
PROpe | FHBRICH LNTAHHF (F&H) HHEE5 SN 139861 (HARAIH EZEL) 3064
(76.9%) (ZRHSNT-BIVEFA. POLOGKERICHLNTAFl (GeHFl) AR5 S f-9145I7345]
(80.2%) ICERHONT-EIEARUDUO-ERER (HEBAEH) (CHEVLTAHA BHF) »Mks
SNTz1925 (BARAN2061%FET) 156651 (81.3%) ICROLNI-EIEAD—E%E. UT
IZRY,
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IREE Z RR & LT-SOL025KER. Study 19, SOLO1EXER. PAOLA-1ERERIZH 1T 54 F/\) THOEEFRAKRE—&
(RERETARER)

Bl 1€ AR IRAEHIER(%)

BRIK S = [EEE

ffjjgf/f \%Eer/ff = SOLO2 Study19 SOLOT1 PAOLA-1

(N=195) (N=136) (N=260) (N=535)
% Grade |Grade3LlE| % Grade |Grade3LlE| £ Grade |Grade3LlE| £ Grade |Grade3LlE

£2EIER 180 (92.3) | 58(29.7) | 122(89.7) | 23(16.9) | 245(94.2) | 79(30.4) | 471(88.0) | 183 (34.2)

BPES LVFERE
E5 0 0 1(0.7) 0 0 0 0 0
OEES 0 0 0 0 0 0 1(0.2) 0
HMEREIZL 0 0 0 0 0 0 1(0.2) 0
[EXH 1(0.5) 0 1(0.7) 0 1(0.4) 0 2(0.4) 0
ieL P 0 0 0 0 1(0.4) 0 0 0
FERERX 0 0 0 0 0 0 0 0
FEIE K 1(0.5) 0 1(0.7) 0 1(0.4) 0 0 0
BB R 2 1(0.5) 1(0.5) 0 0 1(0.4) 0 1(0.2) 0
HARAH A AL R 0 0 0 0 0 0 2(0.4) 1(0.2)
& 0 0 0 0 0 0 1(0.2) 1(0.2)
AR %2 0 0 0 0 1(0.4) 0 1(0.2) 1(0.2)
Ea% 0 0 0 0 1(0.4) 0 1(0.2) 0
REERRE 0 0 0 0 0 0 0 0
D 1(0.5) 0 0 0 0 0 0 0
Bl 0 0 0 0 0 0 0 0
FEEBANIILRR 1(0.5) 0 0 0 0 0 1(0.2) 0
ESlnE 1(0.5) 0 0 0 4(1.5) 0 3(0.6) 0
B~ )RR 0 0 1(0.7) 0 0 0 0 0
ANILRZDA )L AR 0 0 0 0 0 0 0 0
HIRES 0 0 1(0.7) 0 0 0 0 0
IZES 0 0 0 0 0 0 1(0.2) 1(0.2)
AUV IUH 0 0 0 0 0 0 0 0
MREE % 0 0 0 0 1(0.4) 0 0 0
TRERE 0 0 0 0 0 0 0 0
ZLAR % 0 0 0 0 0 0 1(0.2) 0
BB % 0 0 0 0 0 0 0 0
FIREE S 1(0.5) 0 1(0.7) 0 2(0.8) 0 0 0
BENUHE 0 0 0 0 0 0 0 0
IRHIRAES 0 0 0 0 0 0 1(0.2) 0
OEA DS E 1(0.5) 0 1(0.7) 0 1(0.4) 0 1(0.2) 0
SNEX 0 0 0 0 0 0 0 0
RE# 0 0 0 0 0 0 0 0
EE % 0 0 0 0 1(0.4) 0 1(0.2) 0
NHEE % 0 0 1(0.7) 0 1(0.4) 0 0 0
i 2% 0 0 1(0.7) 0 0 0 5 (0.9) 2 (0.4)
=itk 42 0 0 0 0 0 0 0 0
2% 0 0 1(0.7) 0 0 0 2 (0.4) 0
B M gE 0 0 0 0 0 0 0 0
MR AR 0 0 0 0 0 0 0 0
HELAPS 0 0 0 0 2(0.8) 0 0 0
RIS 0 0 0 0 0 0 0 0
Rk 0 0 0 0 0 0 0 0
B 0 0 0 0 0 0 3(0.6) 0
[ER 0 0 0 0 0 0 0 0
T RERE 0 0 1(0.7) 0 2(0.8) 0 3(0.6) 0
PREZRRE 0 0 1(0.7) 0 3(1.2) 0 6 (1.1) 0
[HREES 0 0 1(0.7) 0 0 0 0 0
SHEER & 1(0.5) 0 0 0 0 0 0 0
SNEERIEH D HE 0 0 1(0.7) 0 0 0 0 0
B ep Bk iE A M BRI E 1(0.5) 0 0 0 0 0 0 0
HERES 0 0 0 0 0 0 0 0
FIREEH DA fE 0 0 0 0 0 0 1(0.2) 0
ERES 0 0 0 0 0 0 1(0.2) 0
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BRIK S = [EEE
ffjjgf/f \%Eer/ff = SOLO2 Study19 SOLOT1 PAOLA-1
(N=195) (N=136) (N=260) (N=535)
% Grade |Grade3LIE| % Grade |Grade3LlE| £ Grade |Grade3LlE| £ Grade |Grade3LlE
RS 0 0 0 0 0 0 0 0
BREHh TR 0 0 1(0.7) 0 0 0 0 0
EHRNRE 0 0 0 0 0 0 1(0.2) 0
EEMRISEX 0 0 0 0 0 0 0 0
ERgIREERE 0 0 0 0 0 0 0 0
NZEEERRE 0 0 0 0 0 0 0 0
PR 0 0 0 0 1(0.4) 0 0 0
OfEA LR 4(2.1) 0 0 0 1(0.4) 0 2 (0.4) 1(0.2)
P3RS 0 0 0 0 1(0.4) 0 0 0
Za—FVRAFRAARF AL 0 0 0 0 0 0 0 0
PR EES 0 0 0 0 1(0.4) 0 0 0
ERgRERAEAERA 0 0 0 0 1(0.4) 1(0.4) 0 0
B, BEESLUHMTHOFLEY (F
BELUVR)—TE#ED)
SR8 MR 0 0 1(0.7) 1(0.7) 0 0 0 0
SMEHEamnE 1(0.5) 1(0.5) 0 0 0 0 1(0.2) 1(0.2)
REXE 0 0 0 0 0 0 1(0.2) 1(0.2)
FF e I 5 @ 0 0 0 0 0 0 0 0
A5/ AMERR 0 0 0 0 1(0.4) 0 0 0
FFeci% 0 0 0 0 0 0 1(0.2) 1(0.2)
EHERMBEERE 1(0.5) 1(0.5) 0 0 0 0 3(0.6) 3(0.6)
OFENRETE LERE 0 0 1(0.7) 1(0.7) 0 0 0 0
O LUORRNE 0 0 0 0 1(0.4) 1(0.4) 0 0
MEH IV NREE
a1m 76 (39.0) | 36(185) | 17 (12.5) 2 (1.5) 94 (36.2) | 52(200) | 194(36.3) | 89 (16.6)
ERFEREE M 0 0 1(0.7) 0 0 0 0 0
BERRHEAM 0 0 0 0 0 0 1(0.2) 1(0.2)
AAmEE 0 0 0 0 0 0 10.2) 0
FREK R AME 0 0 0 0 0 0 0 0
FEEVE ST BRI A E 1(0.5) 1(0.5) 0 0 1(0.4) 1(0.4) 0 0
B M EK IS I E 0 0 0 0 0 0 0 0
B Bk ME 19 (9.7) 3(1.5) 2(1.5) 1(0.7) 15 (5.8) 4(1.5) 72 (135) 9 (1.7)
1) s SERIE INSE 0 0 0 0 0 0 0 0
2B E 2(1.0) 1(0.5) 1(0.7) 0 11(4.2) 2(0.8) 75 (14.0) 23 (4.3)
K 7 M ERAE 0 0 1(0.7) 0 1(0.4) 0 2(0.4) 0
EREHDHI 0 0 0 0 1(0.4) 1(0.4) 1(0.2) 1(0.2)
37 BRI AME 15 (7.7) 4(2.1) 5(3.7) 3022 38 (14.6) 13 (5.0) 55 (10.3) 21 (3.9)
A ER R A AE 0 0 2 (1.5) 2 (1.5) 1(0.4) 0 1(0.2) 1(0.2)
/MR E 15 (7.7) 0 4(2.9) 0 20 (7.7) 1(0.4) 28 (5.2) 6 (1.1)
FREFERIE 0 0 0 0 0 0 1(0.2) 0
REREE
TFHI45F—RiE 0 0 0 0 0 0 0 0
ZE B EUE 0 0 0 0 1(0.4) 0 0 0
BEUE 0 0 0 0 0 4(0.7) 0
EHETLILY— 0 0 0 0 0 0 0 0
RS EE
BT S 0 0 0 0 0 0 0 0
FAKIREE 0 0 0 0 0 0 1(0.2) 0
FRAKBR B RE TUEAE 0 0 0 0 0 0 0 0
KB HEREIE TAE 0 0 0 0 0 0 0 0
REEELURBET
FIUR— X 0 0 0 0 0 0 0 0
7 ILa— LA 0 0 0 0 0 0 0 0
R oK 3(1.5) 0 0 0 3(1.2) 0 0 0
HERTR 0 0 0 0 0 0 0 0
EMRZ 0 0 0 0 1(0.4) 0 0 0
BHILT ) LINE 0 0 0 0 1(0.4) 0 0 0
BaLRTO0—/LIE 0 0 0 0 0 0 1(0.2) 0
= M 1(0.5) 0 0 0 0 0 0 0
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. 5 - INERE

ffgﬂuxﬁ#ﬁ/ ExiE SOLO2 Study19 SOLOT1 PAOLA-1

edDRA/J Ver.24.0
(N=195) (N=136) (N=260) (N=535)
% Grade |Grade3LIE| % Grade |Grade3LlE| £ Grade |Grade3LlE| £ Grade |Grade3LlE

BhY) 7 L IEE 0 0 0 0 0 0 2(0.4) 0
a3 L ME 0 0 0 0 1(0.4) 0 0 0
a7 LIAE 0 0 0 0 0 0 0 0
&y g) Y FiLiE 0 0 0 0 0 0 0 0
= PRER I AE 0 0 0 0 0 0 1(0.2) 1(0.2)
E7 LISV MmE 2 (1.0) 0 0 0 1(0.4) 0 1(0.2) 0
{EHILS ) L 2 (1.0) 0 0 0 0 0 2(0.4) 1(0.2)
{E M ¥E 0 0 0 0 0 0 0 0
{EA) Y L MIE 3(1.5) 0 2(1.5) 0 3(1.2) 0 1(0.2) 0
BT 37 L ME 9 (4.6) 0 4(2.9) 1(0.7) 6 (2.3) 0 0 0
{E S+ L e 1(0.5) 0 1(0.7) 0 2(0.8) 0 0 0
B> M 0 0 0 0 0 0 0 0
BN 0 0 1(0.7) 0 0 0 0 0
BHRZ 0 0 0 0 0 0 1(0.2) 0
ZERIE 0 0 0 0 0 0 0 0
E43IVB12RZ 0 0 0 0 0 0 0 0
E4SIUDRZ 0 0 0 0 0 0 0 0
BEYRE 0 0 0 0 0 0 0 0
ik 0 0 0 0 0 0 0 0
IEEEERE 0 0 0 0 0 0 0 0
7 IIIJIUMmE 0 0 0 0 0 0 1(0.2) 0
REBE 0 0 0 0 0 0 0 0
BEMER 31 (15.9) 0 22 (16.2) 0 39 (15.0) 0 33(6.2) 0
=g M 0 0 0 0 0 0 0 0
BYOLTF=UIME 0 0 0 0 2(0.8) 0 3(0.6) 0
B73I5—FMiE 0 0 1(0.7) 0 0 0 0 0
2 HER IR 0 0 0 0 0 0 0 0
=S diithd 0 0 0 0 0 0 0 0

AHES
BIEEE 0 0 0 0 0 0 1(0.2) 0
o2 0 0 0 0 0 0 1(0.2)
s 1(0.5) 0 1(0.7) 0 2(0.8) 0 2(0.4) 2(0.4)
BT 1(0.5) 0 0 0 0 0 0 0
FHELIKEE 0 0 1(0.7) 0 2(0.8) 0 1(0.2) 0
5255 0 0 0 0 0 0 0 0
5% 3(1.5) 0 1(0.7) 0 5 (1.9) 0 4(0.7) 1(0.2)
Z2ERD 0 0 0 0 0 0 0 0
$I08 0 0 0 0 1(0.4) 0 0 0
TRERSE 2 (1.0) 0 3(2.2) 0 8 (3.1) 0 2 (0.4) 1(0.2)
SR 1(0.5) 0 0 0 1(0.4) 0 1(0.2) 0
A IR SE 0 0 0 0 0 0 0 0
SR EE 1(0.5) 0 1(0.7) 0 0 0 1(0.2) 0
[N EE 0 0 1(0.7) 0 0 0 0 0
BT 0 0 1(0.7) 0 1(0.4) 0 0 0
EbEEDHS 0 0 0 0 1(0.4) 0 0 0
FEREE 0 0 1(0.7) 0 0 0 6 (1.1) 0
BESE 0 0 0 0 0 0 0 0
BIETRE 0 0 0 0 0 0 0 0
AHEE 0 0 0 0 0 0 1(0.2) 0
RRARBFPEEAE 1(0.5) 0 0 0 1(0.4) 0 0 0

HIEREE
BREHK 1(0.5) 0 0 0 0 0 1(0.2) 0
FThHhITT 0 0 0 0 0 0 0 0
B= 1(0.5) 0 1(0.7) 0 2(0.8) 0 0 0

FEE 0 0 1(0.7) 0 0 0 0 0

EB KR 0 0 0 0 0 0 0 0
YOEARE 1(0.5) 0 0 0 0 0 1(0.2) 0
i £ 1fn. 0 0 0 0 0 0 0 0
Hii i & FE4E 0 0 0 0 0 0 0 0
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BRIK S = INERE
ffjggf/f \%Eer/ff = SOLO2 Study19 SOLOT1 PAOLA-1
(N=195) (N=136) (N=260) (N=535)
% Grade |Grade3LIE| % Grade |Grade3LlE| £ Grade |Grade3LlE| £ Grade |Grade3LlE
BHLANILDOET 0 0 1(0.7) 0 0 0 0 0
EEAEE 1 (0.5) 0 0 0 0 0 1(0.2) 0
EFEESHELN 10 (5.1) 1(0.5) 8 (5.9) 0 25 (9.6) 0 8 (1.5) 0
AL FELN 0 0 0 0 0 0 0 0
BEERE 0 0 0 0 0 0 0 0
HiEEE 0 0 0 0 0 0 0 0
KELE 33 (16.9) 0 5(3.7) 0 52 (20.0) 0 38 (7.1) 1(0.2)
MEESEE 2 (1.0) 1(0.5) 0 0 0 0 0 0
H iz 0 0 1(0.7) 1(0.7) 0 0 0 0
BEER A IR 0 0 0 0 0 0 0 0
SEYE 23 (11.8) 1(0.5) 10 (7.4) 0 23 (8.8) 0 38 (7.1) 2(0.4)
FRE 0 0 0 0 0 0 0 0
HEBE 0 0 0 0 0 0 0 0
BERE 0 0 0 0 0 0 0 0
BB 0 0 1(0.7) 0 1(0.4) 0 0 0
BRERIE 0 0 0 0 0 0 0 0
RETEEE 0 0 0 0 0 0 1(0.2) 0
RERR 0 0 2 (1.5) 0 1(0.4) 0 0 0
REEE 1(0.5) 0 1(0.7) 0 4(15) 0 0 0
FAHRIREEEE 0 0 0 0 0 0 0 0
HEETR 0 0 0 0 0 0 1(0.2) 0
L3 0 0 1(0.7) 0 1(0.4) 0 0 0
=1 —0/ 8 F— 2(1.0) 0 4(2.9) 0 2(0.8) 1(0.4) 10 (1.9) 2 (0.4)
ST 0 0 0 0 0 0 0 0
BEME T EESE 0 0 0 0 0 0 0 0
R 1(0.5) 0 2 (1.5) 0 3(1.2) 0 0 0
IRE RS 1(0.5) 0 0 0 1(0.4) 0 0 0
R EE) —1—0O/\F— 0 0 0 0 1(0.4) 0 0 0
REMRE = a—O/F— 1(0.5) 0 0 0 3(1.2) 0 0 0
ZH—1—0/NF— 0 0 0 0 0 0 3(0.6) 1(0.2)
KHE-TRIDIKEE 2 (1.0) 0 0 0 0 0 1(0.2) 0
AHEE T 1(0.5) 0 0 0 0 0 0 0
L EWER 0 0 0 0 1(0.4) 0 0 0
EERE 0 0 0 0 0 0 0 0
BEEE 0 0 0 0 1(0.4) 0 0 0
BREHEK 0 0 0 0 0 0 0 0
{ERR 2 (1.0) 0 3022 0 727 0 0 0
K 0 0 1(0.7) 1(0.7) 0 0 0 0
— B AN I S 4 0 0 0 0 2(0.8) 0 0 0
R 0 0 1(0.7) 0 1(0.4) 0 1(0.2) 0
THEE 0 0 1(0.7) 0 0 0 0 0
SUTEE 0 0 0 0 0 0 0 0
IR IREE 0 0 0 0 0 0 0 0
RHEE 0 0 1(0.7) 1(0.7) 1(0.4) 0 0 0
TRRES A R REAE IR EE 0 0 0 0 0 0 0 0
B HiZEE 0 0 0 0 0 0 0 0
I P ZE o 0 0 0 0 0 0 0 0
HEMRERERRE 0 0 0 0 0 0 0 0
thEM =1 —0O/F— 0 0 0 0 0 0 0 0
1o B RAEREE 0 0 0 0 0 0 0 0
B RE MR 0 0 0 0 0 0 1(0.2) 1(0.2)
HIEHR 0 0 0 0 0 0 1(0.2) 0
KREEE 12 (6.2) 0 17 (12.5) 0 12 (4.6) 0 0 0
IREE

ERfERS 0 0 0 0 0 0 0 0
ARRZESE 0 0 1(0.7) 0 0 0 0 0
BAE 0 0 0 0 0 0 0 0
FERER 2(1.0) 0 0 0 0 0 0 0
B/ 1(0.5) 0 0 0 0 0 0 0
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. 5 - [EEE
fﬂggﬂ"xﬁﬁ/ ExiE SOLO2 Study19 SOLOT1 PAOLA-1
edDRA/J Ver.24.0
(N=195) (N=136) (N=260) (N=535)
% Grade |Grade3LIE| % Grade |Grade3LlE| £ Grade |Grade3LlE| £ Grade |Grade3LlE
FSA474 0 0 1(0.7) 0 0 0 1(0.2) 0
AR 0 0 0 0 0 0 1(0.2) 0
ARf& 1(0.5) 0 0 0 0 0 0 0
ARRRIERE 0 0 0 0 0 0 0 0
FRE M 0 0 1(0.7) 0 0 0 1(0.2) 0
EEEEEZE 0 0 0 0 0 0 1(0.2) 0
ERERAERR 0 0 0 0 0 0 0 0
1) 2 (1.0) 0 3(2.2) 0 1(0.4) 0 0 0
HAET 0 0 0 0 0 0 0 0
HBAOEE 0 0 0 0 0 0 2 (0.4) 0
RETFRZEY 0 0 0 0 0 0 0 0
BIEEE 0 0 0 0 0 0 0 0
IR R ISEIR 0 0 0 0 0 0 0 0
EBSURKBEE
R 0 0 1(0.7) 0 0 0 0 0
H#E (0.5) 0 0 0 0 0 0 0
HE 3(1.5) 0 1(0.7) 0 0 0 1(0.2) 0
EIEREDHFEL 0.5 0 1(0.7) 0 3(1.2) 0 10 (1.9) 0
BELLMEEEREH FEL 0 0 0 0 0 0 0 0
BEHIET 0 0 0 0 0 0 0 0
BZ5FEE 0 0 1(0.7) 0 0 0 0 0
NEfE 0 0 0 0 0 0 0 0
DREE
SHLHEE 0 0 0 0 0 0 0 0
HliE 0 0 0 0 0 0 1(0.2) 0
TEERR 0 0 0 0 0 0 0 0
DEHE 0 0 0 0 0 0 0 0
RAR 0 0 0 0 1(0.4) 0 0 0
DAE 0 0 0 0 0 0 1(0.2) 0
2HLTE 0 0 0 0 0 0 0 0
SoMEbAE 0 0 0 0 0 0 0 0
EEEE 0 0 0 0 0 0 0 0
DEREE 0 0 0 0 0 0 0 0
EiE 0 0 2 (1.5) 0 6 (2.3) 0 2 (0.4) 0
IDE# 1(0.5) 1(0.5) 0 0 0 0 1(0.2) 0
TRESERR 0 0 0 0 1(0.4) 0 0 0
L EHHIRGE 0 0 0 0 0 0 0 0
HER 1(0.5) 0 2 (1.5) 0 0 0 0 0
D E AR 0 0 0 0 0 0 0 0
ST EIREIEE 0 0 0 0 0 0 0 0
nEEE
REREE 1(0.5) 0 0 0 0 0 0 0
AL 0 0 1(0.7) 0 1(0.4) 0 0 0
g 0 0 0 0 0 0 0 0
BimE 1(0.5) 0 1(0.7) 0 1(0.4) 0 27 (5.0) 12 (2.2)
BmES)—t 0 0 0 0 0 0 0 0
{EmE 0 0 0 0 0 0 0 0
Yo igE 0 0 0 0 0 0 0 0
FCIMHEmE 0 0 0 0 0 0 1(0.2) 0
8 1(0.5) 0 1(0.7) 0 0 0 0 0
R 0 0 1(0.7) 0 0 0 0 0
FEMEEES 0 0 0 0 0 0 1(0.2) 0
B T EIRILIEAE 0 0 0 0 0 0 0 0
e AR 2 0 0 0 0 0 0 1(0.2) 0
REM M HEFRIR 0 0 0 0 0 0 0 0
AR AE 1(0.5) 0 0 0 0 0 1(0.2) 0
B4R MAZE 0 0 0 0 0 0 0 0
REBERAR AR AE 0 0 0 0 0 0 1(0.2) 0
IxTY 4(2.1) 0 3(2.2) 0 4(1.5) 0 2 (0.4) 0
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e /A - [EEE

ffjggzt/f \%Eer/ff = SOLO2 Study19 SOLOT1 PAOLA-1

(N=195) (N=136) (N=260) (N=535)
% Grade |Grade3LIE| % Grade |Grade3LlE| £ Grade |Grade3LlE| £ Grade |Grade3LlE

ERE 0 0 0 0 0 0 1(0.2) 1(0.2)

IER 2R, BERE KUHIRIES
IS 0 0 0 0 0 0 0 0
KB XILRAE 0 0 1(0.7) 0 0 0 0 0
1% 5 (2.6) 1(0.5) 5(3.7) 0 7(2.7) 0 6(1.1) 0
IHMERZ IR 0 0 0 0 0 0 1(0.2) 0
HEEEE 1(0.5) 0 1(0.7) 0 0 0 2(0.4) 0
IF 0f BR] 12 (6.2) 1 (0.5) 7 (5.1) 1(0.7) 18 (6.9) 0 15 (2.8) 1(0.2)
FAYETERFIR RS 1(0.5) 0 0 0 1(0.4) 0 2 (0.4) 0
Sdim 0 0 0 0 2 (0.8) 0 9(1.7) 0
I il 0 0 0 0 1(0.4) 0 0 0
Lpo<Y 0 0 0 0 0 0 1(0.2) 0
B RS 0 0 0 0 1(0.4) 0 3 (0.6) 0
R 0 0 0 0 0 0 0 0
fffEE 0 0 0 0 1(0.4) 1(0.4) 0 0
£FA 1(0.5) 0 0 0 2(0.8) 0 0 0
2B 0 0 0 0 0 0 2 (0.4) 0
fgsK 0 0 0 0 0 0 0 0
MIREsE 0 0 0 0 0 0 0 0
i ¢ 1(0.5) 0 1(0.7) 0 3(1.2) 1(0.4) 2 (0.4) 0
S T4 I 1(0.5) 0 0 0 1(0.4) 0 1(0.2) 0
fifi5o 1 0 0 1(0.7) 0 0 0 1(0.2) 0
FHERAE 0 0 1(0.7) 1(0.7) 1(0.4) 1(0.4) 1(0.2) 1(0.2)
A1 0 0 1(0.7) 0 0 0 0 0
FLILEX—HER 0 0 0 0 0 0 1(0.2) 0
28R 0 0 1(0.7) 0 0 0 1(0.2) 0
B 8MES5-o1m 1(0.5) 0 0 0 0 0 0 0
Y 0 0 0 0 0 0 0 0
FEAR B T IRAE IR 0 0 0 0 0 0 0 0
MR M 7 s 0 0 0 0 0 0 0 0
SR 0 0 1(0.7) 0 0 0 0 0
RE X HAE 0 0 0 0 0 0 1(0.2) 0
MEREE AR 0 0 0 0 0 0 0 0
SHEEE 0 0 0 0 0 0 1(0.2) 0
BIREEE 0 0 0 0 0 0 0 0
IHEEENE LR £ 0 0 0 0 0 0 0 0
THEE D XA 0 0 0 0 0 0 0 0
O REIEGE A R % 1(0.5) 0 0 0 0 0 0 0
O REIREGEE 0 0 2 (1.5) 0 0 0 1(0.2) 0
+ REAEIREE 0 0 0 0 0 0 0 0

BEEE
REER AR 1(0.5) 0 2 (1.5) 0 727 0 0 0
8 BB i 3(1.5) 0 8 (5.9) 0 7@ 0 3(0.6) 0
[EEr 11 (5.6) 2(1.0) 15 (11.0) 2 (1.5) 13 (5.0) 1(0.4) 47 (8.8) 3 (0.6)
TR 2(1.0) 0 1(0.7) 0 1(0.4) 0 0 0
LIS E 9 (4.6) 0 12 (8.8) 0 26 (10.0) 0 14 (2.6) 0
EEEE 0 0 0 0 0 0 0 0
REER SR 0 0 1(0.7) 0 0 0 0 0
BEE 0 0 0 0 0 0 0 0
AL 1(0.5) 0 0 0 0 0 0 0
[mp=im)=5 0 0 0 0 1(0.4) 0 0 0
IIMERES 0 0 0 0 0 0 1(0.2) 1(0.2)
TI23%ES 1(0.5) 0 1(0.7) 0 1(0.4) 0 2(0.4) 2 (0.4)
FRE 1(0.5) 0 0 0 0 0 0 0
OF% 1(0.5) 0 0 0 0 0 0 0
BHEEX 0 0 1(0.7) 0 0 0 0 0
AE% 1(0.5) 0 1(0.7) 0 1(0.4) 0 0 0
Efp 15 (7.7) 0 8 (5.9) 0 24 (9.2) 0 17 (3.2) 0
FEEa 1(0.5) 0 0 0 0 0 0 0




2l F S IRE B $2(%)

. 5 - [EEE
fﬂggﬂ"xﬁﬁ/ ExiE SOLO2 Study19 SOLOT1 PAOLA-1
edDRA/J Ver.24.0
(N=195) (N=136) (N=260) (N=535)
% Grade |Grade3LIE| % Grade |Grade3LlE| £ Grade |Grade3LlE| £ Grade |Grade3LlE
T 27 (13.8) 1(0.5) 21 (15.4) 2(1.5) 47 (18.1) 5(1.9) 63 (11.8) 8 (1.5)
ORNEzIE 4(2.1) 0 2 (1.5) 0 4(1.5) 0 1(0.2) 0
BEDAXZARIT 0 0 0 0 1(0.4) 0 0 0
HIERB 15 (7.7) 0 20 (14.7) 0 25 (9.6) 0 17 (3.2) 0
HETEE 0 0 0 0 0 0 3 (0.6) 0
B 1(0.5) 0 0 0 1(0.4) 0 0 0
ERE 0 0 0 0 0 0 0 0
B3z 2 (1.0) 0 2 (1.5) 0 6 (2.3) 0 4(0.7) 0
HEE [E $uE 0 0 0 0 0 0 0 0
gl 0 0 0 0 0 0 0 0
Bx 1(0.5) 0 1(0.7) 0 1(0.4) 0 3(0.6) 0
BEREE 0 0 0 0 0 0 0 0
EREFRMEER 5 (2.6) 0 3(22) 0 6 (2.3) 0 2 (0.4) 0
BEEE 0 0 1(0.7) 0 0 0 1(0.2) 1(0.2)
JHIEER A 0 0 0 0 0 0 1(0.2) 0
A M 0 0 0 0 0 0 2 (0.4) 0
k] 0 0 1(0.7) 0 0 0 1(0.2) 0
T 0 0 0 0 0 0 1(0.2) 0
= 0 0 0 0 0 0 0 0
I {E HEt 1(0.5) 0 0 0 0 0 0 0
% 0 0 0 0 0 0 0 0
FREAZE 0 0 0 0 0 0 1(0.2) 1(0.2)
BB R AE IR EE 0 0 0 0 0 0 0 0
m)=3 0 0 0 0 0 0 0 0
ORERNEB TR 3(1.5) 1(0.5) 2(1.5) 0 3(1.2) 0 1(0.2) 0
B 130 (66.7) 5 (2.6) 87 (64.0) 1(0.7) 183 (70.4) 2(0.8) 269 (50.3) | 12(2.2)
] 0 0 0 0 0 0 0 0
BiER 0 0 0 0 0 0 1(0.2) 0
O ARk 0 0 0 0 0 0 0 0
OERNE 0 0 0 0 2(0.8) 0 1(0.2) 0
SRR 0 0 0 0 0 0 1(0.2) 1(0.2)
EEAR 0 0 0 0 0 0 0 0
AP A B 0 0 0 0 1(0.4) 0 0 0
[EZ gl 1(0.5) 0 0 0 0 0 0 0
LyFoy 1(0.5) 0 0 0 1(0.4) 0 0 0
ERRER 0 0 0 0 0 0 1(0.2) 0
PSS 1(0.5) 0 1(0.7) 0 1(0.4) 0 1(0.2) 0
RERA{E 0 0 0 0 0 0 0 0
Om % 12 (6.2) 1(0.5) 9 (6.6) 0 18 (6.9) 0 16 (3.0) 0
FHERE 0 0 1(0.7) 0 0 0 0 0
ERa) 0 0 0 0 0 0 0 0
=EE 0 0 0 0 0 0 0 0
Pyl 0 0 0 0 0 0 0 0
e 0 0 0 0 0 0 0 0
BEANIL=T 0 0 0 0 0 0 0 0
& it 50 (25.6) 4(2.1) 29 (21.3) 2 (1.5) 79 (30.4) 0 88 (16.4) 6 (1.1)
AP H I 0 0 0 0 0 0 0 0
BIFD RAE 0 0 0 0 0 0 0 0
OFMELRS 0 0 0 0 2(0.8) 0 0 0
TEGHEB M 0 0 0 0 1(0.4) 0 0 0
ERET 1(0.5) 0 0 0 0 0 0 0
1B ER AR K 0 0 0 0 0 0 0 0
S 0 0 0 0 1(0.4) 0 0 0
=5 0 0 0 0 1(0.4) 0 0 0
BEELSY 0 0 0 0 1(0.4) 0 0 0
00 RE 0 0 0 0 1(0.4) 0 0 0
ODFERE 0 0 1(0.7) 0 1(0.4) 0 0 0
FREE R 0 0 1(0.7) 0 0 0 0 0
+_ieHEB R 0 0 0 0 0 0 2 (0.4) 0
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2l F S IRE B $2(%)

e /A - [EEE

ffjjgf/f \%Eer/ff = SOLO2 Study19 SOLOT1 PAOLA-1

(N=195) (N=136) (N=260) (N=535)
% Grade |Grade3LIE| % Grade |Grade3LlE| £ Grade |Grade3LlE| £ Grade |Grade3LlE

HILEEREE 0 0 0 0 0 0 0 0
SRS 0 0 0 0 0 0 0 0
UbAMRER 1(0.5) 0 0 0 0 0 0 0
HERL 0 0 0 0 0 0 1(0.2) 0
EREEE 0 0 0 0 0 0 0 0
RLP9Z5FEAE 0 0 0 0 1(0.4) 0 0 0
AP E A Rk 0 0 0 0 0 0 1(0.2) 0
EFRRLE 0 0 0 0 1(0.4) 0 0 0
e B RES 1(0.5) 0 0 0 0 0 0 0
B®iE 0 0 0 0 1(0.4) 0 0 0
OREiEEE 0 0 1(0.7) 0 0 0 0 0
I E 0 0 0 0 0 0 0 0
EEE 0 0 0 0 0 0 0 0

FFREEREE
REt5o0% 0 0 0 0 0 0 1(0.2) 0
FFHBERE 0 0 0 0 0 0 0 0
s 0 0 0 0 0 0 0 0
FEMERFR 0 0 0 0 0 0 0 0
s 0 0 0 0 0 0 0 0
SEVIILE Y miE 0 0 0 0 0 0 0 0
PA AR ML A2 iE 0 0 0 0 0 0 0 0
FFHE R Eh AR 0 0 0 0 0 0 1(0.2) 0
EBrSURTIF—FME 1 (0.5) 0 0 0 1(0.4) 0 0 0
EYMEREE 0 0 0 0 0 0 0 0

RIESLUETHEES
IE 0 0 0 0 1(0.4) 0 1(0.2) 0
BB AE 6 (3.1) 0 2 (1.5) 0 3(1.2) 0 11(2.1) 0
biban 0 0 0 0 1(0.4) 0 0 0
SRRt AR 0 0 0 0 0 0 0 0
P 0 0 0 0 0 0 0 0
SEREE R 0 0 0 0 0 0 0 0
FUILF—HRER 1(0.5) 0 0 0 0 0 0 0
£ SRR S % 0 0 0 0 0 0 0 0
AR 6 (3.1) 0 2 (1.5) 0 2(0.8) 0 3(0.6) 0
BEAK H 1 0 0 0 0 0 0 0 0
P 0 0 0 0 1(0.4) 0 0 0
sy 3(1.5) 0 2 (1.5) 0 6 (2.3) 0 11 (2.1) 0
E2iZiak: 0 0 0 0 0 0 0 0
FEETTEAIRE 0 0 0 0 0 0 2 (0.4) 1(0.2)
EEREEE 0 0 1(0.7) 0 0 0 0 0
EEEE 0 0 0 0 0 0 1(0.2) 0
EHMAZERE 0 0 0 0 1(0.4) 0 0 0
T 0 0 1(0.7) 0 2(0.8) 0 0 0
MER 0 0 0 0 0 0 0 0
MOEE 0 0 0 0 1(0.4) 0 0 0
MO RAOTa— 0 0 0 0 0 0 1(0.2) 0
BT 0 0 2(1.5) 0 1(0.4) 0 0 0
JTUER R BEAE 0 0 0 0 1(0.4) 0 1(0.2) 0
FE-REEFNETSAEIZH 1(0.5) 0 0 0 1(0.4) 0 1(0.2) 0
g 0 0 0 0 0 0 0 0
sUKH I 0 0 0 0 1(0.4) 0 1(0.2) 0
FeHB I RS 0 0 0 0 4 (15) 0 0 0
TOERE 5 (2.6) 0 3(22) 0 3(1.2) 0 6(1.1) 0
E32 1 (0.5) 0 0 0 0 0 1(0.2) 0
b3 4(2.1) 0 6 (4.4) 0 6 (2.3) 0 14 (2.6) 0
FIBIE R 0 0 1(0.7) 0 2(0.8) 0 0 0
KR 1(0.5) 0 0 0 1(0.4) 0 0 0
HXEBKES 0 0 3(22) 0 3(1.2) 0 0 0
EPHRE 1(0.5) 0 0 0 0 0 0 0
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B VE R IRAEBIE(%)
. 5 - [EEE
ffgﬂuxﬁ#ﬁ/ ExiE SOLO2 Study19 SOLOT1 PAOLA-1
edDRA/J Ver.24.0
(N=195) (N=136) (N=260) (N=535)
% Grade |Grade3LIE| % Grade |Grade3LlE| £ Grade |Grade3LlE| £ Grade |Grade3LlE
TOEMRS 0 0 1(0.7) 0 0 0 0 0
B 1(0.5) 0 0 0 0 0 0 0
RELER 0 0 0 0 0 0 0 0
RSB 1(0.5) 0 0 0 0 0 0 0
RS 0 0 0 0 0 0 0 0
bEi=ES R 0 0 0 0 1(0.4) 0 0 0
REBRFRD 0 0 0 0 0 0 1(0.2) 0
RIERIB 1(0.5) 0 0 0 0 0 0 0
BERE 0 0 0 0 0 0 1(0.2) 0
KEESE 0 0 0 0 0 0 0 0
EmMT 0 0 0 0 1(0.4) 0 1(0.2) 0
B R 0 0 0 0 0 0 0 0
BEKE 0 0 0 0 0 0 0 0
JIIR2E ] 0 0 0 0 0 0 0 0
JTUER Bt S8 0 0 0 0 0 0 0 0
EEBEREE 0 0 0 0 0 0 0 0
R ISTESS 0 0 1(0.7) 0 0 0 0 0
RIS 0 0 0 0 1(0.4) 0 0 0
SCRIM 0 0 0 0 0 0 0 0
hEHRE 0 0 0 0 0 0 1(0.2) 0
IS=E % 1(0.5) 0 0 0 0 0 0 0
M 0 0 0 0 0 0 1(0.2) 0
TR ERE 1(0.5) 0 0 0 0 0 0 0
IR FRE 0 0 1(0.7) 0 0 0 0 0
NEB IR S 0 0 0 0 0 0 0 0
RIEERE 1(0.5) 0 0 0 0 0 0 0
RERE 0 0 0 0 1(0.4) 0 0 0
BEERSSUEEHEBES
ks 4(2.1) 0 4(2.9) 0 23 (8.8) 0 37 (6.9) 2(0.4)
EEES 0 0 0 0 1(0.4) 0 0 0
LEE 2 (1.0) 0 0 0 3(1.2) 0 0 0
B 1(0.5) 0 0 0 3(1.2) 0 2 (0.4) 0
{BIRE BRI 0 0 0 0 2(0.8) 0 0 0
BAETBHI& 0 0 0 0 0 0 0 0
BAETEE 0 0 1(0.7) 0 0 0 0 0
BAETFERR 1(0.5) 0 2 (1.5) 0 1(0.4) 0 0 0
FREEE 9 (4.6) 0 4(2.9) 0 3(1.2) 0 6(1.1) 0
i 1(0.5) 0 0 0 0 0 0 0
MmAET 2 (1.0) 0 2 (1.5) 0 5 (1.9) 0 0 0
HEERE 0 0 0 0 0 0 3(0.6) 1(0.2)
ke 5 (2.6) 0 2 (1.5) 0 11 (4.2) 0 17 (3.2) 3(0.6)
EEEEE] 0 0 0 0 1(0.4) 0 1(0.2) 0
R BAETAE 0 0 0 0 0 0 1(0.2) 0
BRI 0 0 0 0 0 0 0 0
pcli53ES 5 (2.6) 0 2 (1.5) 0 4(1.5) 0 5(0.9) 1(0.2)
SHiE 0 0 0 0 1(0.4) 0 1(0.2) 0
P38 &1 B B 2% 0 0 0 0 0 0 0 0
REMER 0 0 1(0.7) 0 0 0 0 0
fE % 1(0.5) 0 0 0 1(0.4) 0 1(0.2) 0
FR A 2% 0 0 0 0 0 0 0 0
HHE 0 0 0 0 0 0 0 0
MR 1(0.5) 0 0 0 0 0 1(0.2) 0
BiBAE 0 0 0 0 0 0 0 0
RS 0 0 0 0 0 0 1(0.2) 0
HERIARZE 0 0 0 0 0 0 0 0
mEERIE 0 0 0 0 2(0.8) 0 0 0
MEREE 1(0.5) 0 0 0 0 0 1(0.2) 0
HEETIRE 0 0 1(0.7) 0 0 0 0 0
TR 0 0 0 0 0 0 0 0




2l F S IRE B $2(%)

. 5 - INERE
ffgﬂuxﬁ#ﬁ/ ExiE SOLO2 Study19 SOLOT1 PAOLA-1
edDRA/J Ver.24.0
(N=195) (N=136) (N=260) (N=535)
% Grade |Grade3LIE| % Grade |Grade3LlE| £ Grade |Grade3LlE| £ Grade |Grade3LlE
PH AR R 1(0.5) 0 0 0 1(0.4) 0 0 0
;& RIGIE RS E 2% 0 0 0 0 0 0 0 0
SIL7FUMmE 1(0.5) 0 0 0 0 0 0 0
EHE 0 0 0 0 0 0 0 0
EIRH B R AE IR 0 0 0 0 0 0 0 0
BB LURBES
EBR 0 0 0 0 1(0.4) 0 0 0
HEPRE 8 0 0 1(0.7) 0 1(0.4) 0 0 0
mpR 0 0 1(0.7) 0 0 0 0 0
RELIE 0 0 0 0 0 0 1(0.2) 0
EHRAE 0 0 0 0 0 0 0 0
RESER 0 0 0 0 1(0.4) 0 0 0
SR 1(0.5) 0 0 0 0 0 0 0
EHR 0 0 1(0.7) 0 0 0 1(0.2) 0
ExXEe 0 0 0 0 0 0 1(0.2) 0
PREEE 0 0 0 0 0 0 0 0
i85 0 0 0 0 0 0 1(0.2) 0
EHaEEE 0 0 0 0 0 0 0 0
JERR s & 0 0 0 0 0 0 0 0
B4 B s 1(0.5) 0 0 0 1(0.4) 0 4(0.7) 1(0.2)
SNEEE 0 0 0 0 0 0 5 (0.9) 0
HBERBLVEEEE
AER 0 0 0 0 0 0 0 0
AEER 0 0 0 0 0 0 0 0
AREH#E 0 0 0 0 0 0 0 0
ZHILELE 0 0 0 0 0 0 0 0
A#ZFP g M 0 0 0 0 0 0 0 0
FRIRHRREK 0 0 0 0 0 0 0 0
THRAARE 0 0 0 0 0 0 0 0
HEoRsE 0 0 0 0 0 0 0 0
B 0 0 0 0 1(0.4) 0 0 0
fE= i i 0 0 0 0 0 0 0 0
SHIZREE IR 0 0 0 0 0 0 2 (0.4) 0
TESSH I 1(0.5) 0 0 0 0 0 0 0
432 H M 0 0 0 0 0 0 0 0
EEAKHM 0 0 0 0 0 0 0 0
SR, REES LVEEEEE
DIILA—)LIEIERE 0 0 0 0 0 0 0 0
— -2 BEESLUERSEMLOKE
& NE 47 (24.1) 5 (2.6) 13 (9.6) 0 49 (18.8) 5(1.9) 0 0
BB A IR % 0 0 1(0.7) 0 0 0 0 0
iR 1(0.5) 1(0.5) 0 0 0 0 0 0
BE 1(0.5) 0 0 0 2(0.8) 0 1(0.2) 0
EBMET 0 0 0 0 0 0 0 0
TR 1(0.5) 0 0 0 0 0 0 0
B EE 0 0 0 0 2(0.8) 0 0 0
%] 58 (29.7) 1(0.5) 59 (43.4) 1(0.7) 86 (33.1) 5(1.9) 251 (46.9) | 25(4.7)
ARk 0 0 0 0 0 0 1(0.2) 0
Bk 0 0 0 0 0 0 0 0
HITEE 1(0.5) 0 0 0 0 0 0 0
AETER 0 0 0 0 0 0 1(0.2) 0
AV IINIUHHKRE 0 0 0 0 1(0.4) 0 0 0
BERk 4(2.1) 1(0.5) 0 0 7(2.7) 0 3(0.6) 0
FEIREL IR 0 0 1(0.7) 0 0 0 0 0
FEIED RAE 6 (3.1) 0 2 (1.5) 0 14 (5.4) 0 22 (4.1) 40.7)
HIEES 0 0 0 0 1(0.4) 0 0 0
FHE 0 0 0 0 0 0 2 (0.4) 1(0.2)
RAETEZE 4(2.1) 1(0.5) 3(22) 0 9 (3.5) 0 7(1.3) 0
& 0 0 1(0.7) 0 0 0 4(0.7) 0
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Bl 1€ AR IRAEHIER(%)
e /A - [EEE
ffjggf/f \%Eer/ff = SOLO2 Study19 SOLOT1 PAOLA-1
(N=195) (N=136) (N=260) (N=535)
% Grade |Grade3LIE| % Grade |Grade3LlE| £ Grade |Grade3LlE| £ Grade |Grade3LlE
RITHEEDRE 0 0 0 0 0 0 0 0
FE 0 0 1(0.7) 0 10 (3.8) 0 2 (0.4) 0
EEERERR 0 0 0 0 0 0 0 0
08 0 0 0 0 0 0 0 0
LIRIE 1(0.5) 0 0 0 1(0.4) 0 0 0
RE R 1(0.5) 0 0 0 0 0 0 0
RHEIERR 0 0 0 0 2(0.8) 0 0 0
fREHEE 0 0 0 0 1(0.4) 0 0 0
£ EREKEERL 0 0 1(0.7) 0 0 0 2 (0.4) 1(0.2)
A 0 0 0 0 0 0 0 0
HEER 1(0.5) 0 0 0 0 0 0 0
BETETFMHE 0 0 0 0 0 0 0 0
ERa 0 0 0 0 0 0 0 0
i 1(0.5) 0 0 0 0 0 0 0
FEER 0 0 0 0 0 0 0 0
PRAE 1(0.5) 0 0 0 0 0 0 0
EYRk 0 0 0 0 0 0 0 0
D fE R 0 0 0 0 1(0.4) 0 0 0
BORSEHHE 0 0 0 0 0 0 0 0
BRERBRE

Emtﬁuﬁhnﬁr\j’vx?zﬂ%mﬁﬂ 0 0 107 107 0 0 0 0
FSZUTI/NSUARTIS—EEM 6 (3.1) 0 1(0.7) 0 72.7) 0 0 0
FI5—EHEM 0 0 1(0.7) 1(0.7) 0 0 0 0
gﬁé;f#’ﬁi’%?:/b“lej 3(1.5) 0 0 0 9 (3.5) 0 0 0
BEEYILELEM 0 0 0 0 0 0 0 0
mep7ILAYKRRI7E—E 0 0 0 0 0 0 0 0
s HFIRBILE M 0 0 0 0 0 0 0 0
meEYJLE B 1(0.5) 0 0 0 2(0.8) 0 1(0.2) 0
mehIEE&E Y JLE UM 0 0 0 0 0 0 0 0
mepaL R FA—)LED 0 0 0 0 0 0 0 0
mealL RFa—)LiEmn 0 0 0 0 0 0 1(0.2) 0
mepyLT7FoEM 0 0 0 0 0 0 1(0.2) 0
M oL 7 FoRA Ry +—EEm 1(0.5) 1(0.5) 1(0.7) 1(0.7) 0 0 0 0
me L 7F= 8 4(2.1) 0 3(2.2) 0 13 (5.0) 0 9(1.7) 0
M ERELD 0 0 0 0 0 0 0 0
mepJRo#EEEmM 0 0 0 0 0 0 0 0
o ELERRR K R EF RGN 1(0.5) 0 0 0 1(0.4) 0 0 0
M 2 LiFD 3(1.5) 0 0 0 0 0 0 0
Ao LiFd 0 0 0 0 0 0 0 0
meAY LM 0 0 1(0.7) 0 0 0 0 0
mELSR 0 0 0 0 0 0 0 0
mep-k) o LGEd 0 0 1(0.7) 1(0.7) 0 0 0 0
1 AR BRI AL BB 0 0 0 0 1(0.4) 0 1(0.2) 0
mep kY5 REM 0 0 0 0 0 0 0 0
e RN 0 0 1(0.7) 0 0 0 0 0
C—RHEBEM 0 0 0 0 0 0 1(0.2) 0
CD4Y 2 BRE A 0 0 0 0 0 0 0 0
BILTF=- )TV REM 0 0 0 0 0 0 0 0
BIOLTF=2 -9 )T IV RBL 0 0 0 0 0 0 0 0
DERQTER 0 0 0 0 1(0.4) 0 1(0.2) 1(0.2)
DERTR S 0 0 0 0 0 0 0 0
SFEAEREUE N 0 0 1(0.7) 0 0 0 0 0
J471) DA A4<—1EM 0 0 0 0 2(0.8) 0 0 0
y =T ILAILISURTTS—EIEMN 2(1.0) 0 0 0 5(1.9) 0 1(0.2) 1(0.2)
REKFIEBERHLD 0 0 0 0 0 0 1(0.2) 0
RERAIEBEEM 0 0 0 0 0 0 0 0
AT YED 0 0 1(0.7) 0 0 0 0 0
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Bl 1€ AR IRAEHIER(%)
. 5 - INERE
ffgﬂux%%ﬁ/ ExiE SOLO2 Study19 SOLOT1 PAOLA-1
edDRA/J Ver.24.0
(N=195) (N=136) (N=260) (N=535)
% Grade |Grade3LIE| % Grade |Grade3LlE| £ Grade |Grade3LlE| £ Grade |Grade3LlE
PRep IS4 0 0 0 0 0 0 0 0
AESOEVELD 1(0.5) 0 3(22) 0 1(0.4) 0 0 0
B EVREARBD 0 0 0 0 0 0 0 0
BEEEVRESEM 0 0 0 0 0 0 0 0
EFREZE LM 0 0 0 0 0 0 1(0.2) 0
Y\—EH#Em 0 0 2(1.5) 0 0 0 0 0
e ERSR 0 0 0 0 0 0 0 0
ELEEVREBRBD 0 0 0 0 0 0 0 0
YO INBRBEE 0 0 0 0 0 0 0 0
1 REREUR A 4(2.1) 0 1(0.7) 0 4(1.5) 2(0.8) 9(1.7) 2 (0.4)
1/ XEREUE M 0 0 0 0 0 0 2(0.4) 0
THFNBRBFERSE 0 0 0 0 0 0 0 0
TR MBS IEM 1(0.5) 0 0 0 1(0.4) 0 1(0.2) 1(0.2)
BB 0 0 0 0 0 0 1(0.2) 0
T EREUR L 11 (5.6) 5 (2.6) 0 0 18 (6.9) 72.7) 28 (5.2) 10 (1.9)
IFpERERIE 0 0 0 0 0 0 0 0 0
/MR EGE D 11 (5.6) 2 (1.0) 0 0 8 (3.1) 1(0.4) 9(1.7) 3 (0.6)
HwEARY 0 0 0 0 0 0 0 0
FRIMEREUR L 1(0.5) 0 1(0.7) 0 0 0 0 0
m;F7c!)FEm 0 0 0 0 0 0 0 0
BELEYRER 0 0 0 0 0 0 0 0
BELEVREARD 0 0 0 0 0 0 0 0
RERBD 1(0.5) 0 2 (1.5) 0 1(0.4) 0 3 (0.6) 0
REEM 0 0 0 0 2(0.8) 0 2(0.4) 0
B ek 0 0 0 0 0 0 3(0.6) 0
B mEk$E 4 10 (5.1) 1(0.5) 0 0 15 (5.8) 4(15) 9(1.7) 1(0.2)
B Bk HE N 0 0 0 0 0 0 0 0
meh) 0 0 0 0 0 0 0 0
BREIERD 0 0 0 0 0 0 0 0
DERPRER 1(0.5) 0 0 0 0 0 0 0
rSURT7EF—E LR 0 0 0 0 0 0 0 0
ity AT 0 0 0 0 0 0 0 0
FREFEREE M 1(0.5) 1(0.5) 0 0 0 0 0 0
Mmep7ILARR T 72— N 1(0.5) 0 1(0.7) 0 2(0.8) 0 2(0.4) 1(0.2)
EApHET 0 0 0 0 0 0 0 0
iR LR 0 0 0 1(0.4) 0 0 0
JaAa =M 0 0 0 0 0 0 1(0.2) 0
KB /g e 2R R > 0 0 0 0 0 0 0.2) 1(0.2)
FFHBEREELR 0 0 0 0 0 0 0 0
GE. FESLUVLESHE
B3l 0 0 0 0 0 0 0 0
SEENES 0 0 0 0 0 0 0 0
BERS 0 0 0 0 0 0 0 0
HonR— 0 0 0 0 1(0.4) 0 0 0
RIEERA 0 0 0 0 0 0 0 0
#iE 1(0.5) 0 0 0 3(1.2) 0 0 0
BliE 0 0 0 0 0 0 0 0
BlEBHE 0 0 0 0 0 0 0 0
VIEAER LR 0 0 0 0 0 0 0 0
R EEEG 0 0 0 0 0 0 0 0
HIEERN—TEHHE 0 0 0 0 0 0 0 0
FHOBENERES 0 0 0 0 0 0 0 0
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FEERRE LT=0lympiADERER. OlympiASAERICH (T4 5/ JHDEHERARRE—&
(RERETARER)

BIEFAFKIREFIE (%)
BERANE LA A .
MedDRA/J Ver.24.0 OlympiAD OlympiA
(N=205) (N=911)
% Grade |Grade3LIE| £ Grade |Grade3LIE
£2EIER 178 (86.8) | 50 (24.4) | 736 (80.8) | 160 (17.6)
BPES LVFERE
E5 0 0 1(0.1) 0
OEES 0 0 0 0
HMEREIZL 0 0 0 0
[EXH 1(0.5) 0 0 0
ieL P 1(0.5) 0 0 0
FERERX 0 0 1(0.1) 0
FEIE K 0 0 1(0.1) 0
BB R 2 1(0.5) 0 0 0
HARAH A AL R 0 0 0 0
& 0 0 0 0
AR %2 0 0 0 0
Ea% 0 0 0 0
REERRE 0 0 0 0
D 0 0 0 0
Bl 0 0 2(0.2) 1(0.1)
FEEBANIILRR 0 0 0 0
ESlnE 0 0 2(0.2) 0
B~ )RR 0 0 1(0.1) 0
NIRRT A L RS 1(0.5) 0 0 0
HIRES 0 0 0 0
IZES 0 0 0 0
AVTNIVY 0 0 0 0
MREE % 0 0 1(0.1) 0
TRERE 0 0 0 0
ZLAR % 0 0 0 0
BB % 0 0 0 0
FIREE S 1(0.5) 0 2(0.2) 0
BENUHE 0 0 0 0
IRHIRAES 0 0 0 0
OEh 5 fiE 0 0 0 0
SNEX 0 0 1(0.1) 0
RE# 0 0 1(0.1) 0
EE % 0 0 0 0
NHEE % 0 0 1(0.1) 0
i 2% 0 0 1(0.1) 1(0.1)
=itk 42 0 0 4(0.4) 0
8% 0 0 2(0.2) 0
B M gE 0 0 0 0
& R AR 2% 0 0 0 0
HELAPS 0 0 0 0
RIS 0 0 3(0.3) 0
Rk 0 0 1(0.1) 0
B 0 0 0 0
[ER 0 0 0 0
T RERE 2(1.0) 0 6 (0.7) 0
PREZRRE 1(0.5) 0 4(0.4) 0
[HREES 0 0 2(0.2) 0
SRR 0 0 0 0
SNEERIEH D HE 0 0 0 0
B ep Bk iE A M BRI E 0 0 0 0
HERES 0 0 1(0.1) 1(0.1)
FIREEH DA fE 0 0 0 0
ERES 0 0 0 0
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BERANE LA A .
MedDRA/J Ver.24.0 OlympiAD OlympiA
(N=205) (N=911)
% Grade |Grade3LIE| £ Grade |Grade3LIE
RS 0 0 0 0
BREHh TR 0 0 0 0
R RIRES 0 0 0 0
EEMRISEX 0 0 0 0
ERgIREERE 0 0 0 0
NZEEERRE 0 0 0 0
PR 1(0.5) 0 0 0
OEANILRX 0 0 1(0.1) 0
P3RS 0 0 0 0
Za—FEVRFRAAARNFA i 0 0 0 0
PR EES 0 0 0 0
ERgRERAEAERA 0 0 0 0
B, BEESLUHMTHOFLEY (F
BELUVR)—TE#ED)
SR8 MR 0 0 0 0
SMEHEamnE 0 0 1(0.1) 1(0.1)
REXE 0 0 0 0
FF e I 5 @ 0 0 0 0
A5/ AMERR 0 0 0 0
FFeci% 0 0 0 0
EHERMBEERE 0 0 0 0
OFENRETE LERE 0 0 0 0
O LUORRNE 0 0 0 0
MEH IV NREE
a1 66 (322) | 29 (14.1) | 188(206) | 73 (8.0)
ERFERMEA M 0 0 0 0
BERRHEAM 0 0 0 0
AR 0 0 0 0
FREK R AME 1(0.5) 1(0.5) 2(0.2) 0
FEEVE ST BRI A E 0 0 3(0.3) 3(0.3)
B M EK IS I E 0 0 1(0.1) 0
A kA iE 20 (9.8) 4(2.0) 8 (0.9) 0
1)/ NERIEINAE 0 0 0 0
YU \BRRAME 8 (3.9) 1(0.5) 0 0
K 7 M ERAE 0 0 0 0
EREHDHI 0 0 1(0.1) 1(0.1)
37 BRI AME 32 (15.6) 10 (4.9) 0 0
AL ER A E 0 0 0 0
/MR E 10 (4.9) 1(0.5) 2(0.2) 0
FREFERIE 0 0 0 0
REREE
TFI45F—RIG 0 0 1(0.1) 1(0.1)
ZE B EUE 0 0 4(0.4) 0
BEUE 0 0 5 (0.5) 0
EHETLILY— 0 0 1(0.1) 0
RS EE
BT S 0 0 0 0
FAKIREE 0 0 0 0
AR AR RE TTHEE S 0 0 0 0
AR IRASREIE TR 0 0 1(0.1) 0
REEELURBET
TFIUR—L R 0 0 1(0.1) 0
7 ILaA—ILATE 0 0 0 0
R oK 1(0.5) 0 1(0.1) 1(0.1)
HERTR 0 0 0 0
EMRZ 0 0 0 0
BHILT ) LINE 0 0 0 0
BEaLATO—)LIE 0 0 0 0
= M 2 (1.0) 0 3(0.3) 0




BIfEARTRESIS (%)

BERANE LA A .
MedDRA/J Ver.24.0 OlympiAD OlympiA
(N=205) (N=911)
% Grade |Grade3LIE| £ Grade |Grade3LIE
BhY) 7 L IEE 1(0.5) 0 1(0.1) 0
a3 L ME 0 0 0 0
a7 LIAE 0 0 0 0
&y g) Y FiLiE 0 0 0 0
= PRER I AE 0 0 1(0.1) 0
E7 LISV MmE 1(0.5) 0 2(0.2) 0
{EHILS ) L 2 (1.0) 1(0.5) 3(0.3) 0
{E M ¥E 0 0 0 0
{EA) Y L MIE 0 0 1(0.1) 0
BT 37 L ME 0 0 0 0
{E S+ L e 0 0 0 0
B> M 0 0 0 0
BN 0 0 1(0.1) 0
BHRZ 0 0 1(0.1) 0
ZERIE 0 0 0 0
E43IVB12RZ 0 0 0 0
E4SIUDRZ 0 0 0 0
BEYRE 0 0 0 0
ik 0 0 0 0
IEEEERE 0 0 0 0
7 IIIJIUMmE 0 0 0 0
REBE 0 0 1(0.1) 0
BEMER 24 (11.7) 0 93 (10.2) 2(0.2)
=g M 0 0 1(0.1) 0
BYOLTF=UIME 0 0 0 0
B73I5—FMiE 0 0 0 0
2 HER IR 0 0 0 0
=S diithd 0 0 0 0
AHES
BIEEE 0 0 0 0
o2 0 0 1(0.1) 0
s 0 0 7(0.8) 0
mRRE 0 0 0 0
FHELIKEE 0 0 0 0
#5255 0 0 0 0
5% 2 (1.0) 0 6 (0.7) 0
SEXRD 0 0 0 0
$I08 0 0 0 0
REIRAE 4(2.0) 0 19 (2.1) 0
SR 0 0 3(0.3) 0
A IR SE 0 0 0 0
SR EE 0 0 1(0.1) 0
[N EE 0 0 0 0
BT 0 0 0 0
EbEEDHS 0 0 0 0
FEREE 0 0 2(0.2) 0
BESE 0 0 0 0
BIETRE 0 0 0 0
AHEE 0 0 0 0
RRARBFPEEAE 0 0 0 0
HIEREE
BREHK 0 0 0 0
FThHhITT 0 0 0 0
B 0 0 4(0.4) 0
FEE 0 0 0 0
EEKA 0 0 1(0.1) 1(0.1)
YOEARE 0 0 0 0
B 0 0 0 0
i 1 B FE4E 0 0 0 0
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BIfEARTRESIS (%)

BERIKSE EAE . A :
MedDRA/J Ver.24.0 OlympiAD OlympiA
(N=205) (N=911)
% Grade |Grade3LIE| £ Grade |Grade3LIE

BHLANILDOET 0 0 0 0
EEAEE 0 0 7(0.8) 1(0.1)
EFEESHELN 4(2.0) 0 66 (7.2) 0
AL FELN 0 0 0 0
BEERE 0 0 0 0
HiEEE 0 0 0 0
KELE 17 (8.3) 0 93 (10.2) 0
MEESEE 0 0 0 0
H iz 0 0 0 0
BEER A IR 0 0 1(0.1) 0
R 19 (9.3) 0 90 (9.9) 0
FRE 0 0 0 0
HEBE 0 0 0 0
BERE 0 0 1(0.1) 0
BB 0 0 1(0.1) 0
BRERIE 0 0 0 0
RETEEE 0 0 0 0
RERR 1(0.5) 0 5 (0.5) 0
REEE 0 0 0 0
RHSEEES 0 0 0 0
HEETR 0 0 1(0.1) 0
L3 1(0.5) 0 1(0.1) 0
KM= —0/F— 0 0 0 0
ST 0 0 0 0
ERE FEESE 0 0 0 0
R 1(0.5) 0 4(0.4) 0
IRE RS 1(0.5) 0 2(0.2) 0
R EE) —1—0O/\F— 0 0 3(0.3) 0
REMRE = a—O/F— 1(0.5) 0 6 (0.7) 0
ZH=—1—0O/IRF— 0 0 0 0
KHE-TRIDIKEE 0 0 2(0.2) 0
AHEE T 0 0 0 0
LB HEE 0 0 0 0
EERE 0 0 1(0.1) 0
BEEE 0 0 0 0
REEEK 0 0 0 0
{ERR 3(1.5) 0 5 (0.5) 0
K 0 0 4(0.4) 2(0.2)
—BTERNE M FE 1 0 0 0 0
R 0 0 0 0
THEE 0 0 0 0
SUTEE 0 0 0 0
IR IREE 0 0 1(0.1) 0
REEE 0 0 0 0
TRRES A R REAE IR EE 0 0 0 0
B HiZEE 0 0 1(0.1) 0
I P ZE o 0 0 0 0
HEMRERERRE 1(0.5) 0 0 0
thEM =1 —0O/F— 0 0 0 0
1o B RAEREE 0 0 0 0
B REMR 0 0 0 0
HIEHR 0 0 0 0
KREEE 3(1.5) 0 3(0.3) 0

IREE
ERfERS 0 0 0 0
ARRZESE 0 0 0 0
BAE 0 0 0 0
FERERI 0 0 0 0
B/ 0 0 0 0




BIEFAFKIREFIE (%)
BERIKSE EAE . A :
MedDRA/J Ver.24.0 OlympiAD OlympiA
(N=205) (N=911)
% Grade |Grade3LIE| £ Grade |Grade3LIE
FSA474 0 0 5(0.5) 0
AR 0 0 0 0
ARf& 0 0 0 0
ARRRIERE 0 0 0 0
TR 1(0.5) 0 0 0
IR E A EEE 0 0 0 0
ERERAERR 0 0 0 0
1) 1(0.5) 0 7(0.8) 0
HAET 0 0 0 0
HBAOEE 0 0 0 0
RETFRZEY 1(0.5) 0 0 0
BIEEE 0 0 1(0.1) 0
IR R ISEIR 0 0 0 0
EBSURKBEE
R 0 0 0 0
H#E 0 0 1(0.1) 0
HE 0 0 3(0.3) 0
EIEREDHFEL 3 (1.5) 0 11(1.2) 0
BELLMEEEREH FEL 0 0 0 0
BEHIET 0 0 0 0
BZ5FEE 0 0 0 0
NEfE 0 0 1(0.1) 0
DREE
SHLHEE 0 0 0 0
BlME 0 0 0 0
TEERR 0 0 0 0
DEHE 0 0 0 0
RAR 0 0 0 0
DAE 0 0 0 0
2HLTE 0 0 0 0
SoMEbAE 0 0 1(0.1) 1(0.1)
EEEE 0 0 0 0
IDAFEE 0 0 0 0
EiE 1(0.5) 0 6 (0.7) 0
IDE# 0 0 0 0
TRESERR 0 0 3(0.3) 0
L EEEISMIRGE 0 0 0 0
HER 0 0 0 0
D E AR 0 0 1(0.1) 0
SUEEIRAEIRE 0 0 0 0
nEEE
KBIAREE 0 0 0 0
AL 0 0 3(0.3) 0
mfE 0 0 1(0.1) 0
SmE 0 0 2(0.2) 0
BmES)—t 0 0 0 0
{EmE 0 0 3(0.3) 0
Yo igE 0 0 0 0
FCIMHEmE 0 0 0 0
8 0 0 0 0
R 0 0 1(0.1) 0
FEMEEES 0 0 0 0
B T EIRILIEAE 1(0.5) 0 0 0
e PERRAR 2 0 0 0 0
REM M HEFRIR 0 0 0 0
M fE 0 0 0 0
B4R MAZE 0 0 0 0
REBERAR AR AE 0 0 0 0
IETY 2(1.0) 0 17 (1.9) 0




BIfEARTRESIS (%)

BERIKSE EAE . A :
MedDRA/J Ver.24.0 OlympiAD OlympiA
(N=205) (N=911)
% Grade |Grade3LIE| £ Grade |Grade3LIE
ERE 0 0 4(0.4) 3(0.3)
IER 2R, BERE KUHIRIES
TS 0 0 0 0
KB XILRAE 0 0 0 0
1% Bk 3(1.5) 0 12 (1.3) 0
IHMERZ IR 0 0 0 0
HEEEE 0 0 2(0.2) 0
PP R 2 (1.0) 0 25 (2.7) 1(0.1)
FAYETERFIR RS 1(0.5) 0 0 0
Sdim 0 0 1(0.1) 0
I il 0 0 0 0
Lpo<Y 0 0 3(0.3) 0
B RS 0 0 0 0
R 0 0 1(0.1) 0
fffEE 0 0 0 0
£FA 0 0 0 0
2B 0 0 2(0.2) 0
fgsK 0 0 0 0
MIREsE 0 0 0 0
i ¢ 0 0 1(0.1) 0
R IR 0 0 0 0
fifi5o 1 0 0 0 0
FHERAE 0 0 0 0
A1 0 0 0 0
FLILEX—HER 0 0 1(0.1) 0
28R 0 0 0 0
B 8MES5-o1m 0 0 0 0
Y 0 0 1(0.1) 0
FEAR B T IRAE IR 0 0 0 0
MR M 7 s 0 0 0 0
SR 0 0 0 0
RE X HAE 0 0 0 0
MEREE AR 0 0 1(0.1) 0
SHEEE 0 0 0 0
BIREEE 0 0 1(0.1) 0
IHEEENE LR £ 0 0 0 0
THEE D XA 0 0 0 0
O REIEGE A R % 0 0 0 0
O REIREGEE 2 (1.0) 0 8 (0.9) 0
+ REAEIREE 0 0 1(0.1) 0
BEEE
REER AR 2(1.0) 0 10 (1.1) 0
8 BB i 4(2.0) 0 16 (1.8) 1(0.1)
i85 4 (2.0) 1(0.5) 47 (5.2) 1(0.1)
TR 0 0 1(0.1) 0
LIS E 6 (2.9) 0 30 (3.3) 0
EEEE 0 0 0 0
REER SR 0 0 0 0
BEE 0 0 1(0.1) 0
AL 0 0 0 0
[mp=im)=5 0 0 1(0.1) 0
IIMERES 0 0 0 0
TI23%ES 0 0 2(0.2) 0
FRE 0 0 1(0.1) 0
OF% 0 0 1(0.1) 0
BHEEX 0 0 0 0
AE% 0 0 1(0.1) 1(0.1)
Efp 6 (2.9) 0 38 (4.2) 0
FEEa 1(0.5) 0 1(0.1) 0
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BIfEARTRESIS (%)

BERANE LA A .
MedDRA/J Ver.24.0 OlympiAD OlympiA
(N=205) (N=911)
% Grade |Grade3LIE| £ Grade |Grade3LIE
TH 24 (11.7) 1(0.5) 109 (12.0) 2(0.2)
ORNEIE 1(0.5) 0 13 (1.4) 0
BEDAXZARIT 0 0 0 0
HIERB 6 (2.9) 0 39 (4.3) 0
HETEE 0 0 1(0.1) 0
B 0 0 0 0
ERE 0 0 0 0
B3] 2 (1.0) 0 7(0.8) 0
HHERIZE M 0 0 1(0.1) 0
gl 0 0 0 0
Bx 1(0.5) 0 9 (1.0) 0
BEREE 0 0 1(0.1) 0
EREFRMEER 5 (2.4) 0 18 (2.0) 0
BEEE 0 0 0 0
JHIEER A 0 0 6 (0.7) 0
A M 0 0 0 0
k] 0 0 3(0.3) 0
T 0 0 0 0
= 1(0.5) 0 0 0
I {E HEt 0 0 0 0
% 0 0 0 0
FREAZE 0 0 0 0
BB B IR B 0 0 0 0
m)=3 0 0 1(0.1) 0
ORERNEB TR 0 0 6 (0.7) 0
Eil 104 (50.7) 0 474 (52.0) 7(0.8)
] 0 0 1(0.1) 0
BiER 0 0 0 0
O ARk 0 0 1(0.1) 0
OERNE 1(0.5) 0 6 (0.7) 0
SRR 0 0 0 0
EEAR 0 0 1(0.1) 0
AP A B 0 0 0 0
[EZ gl 0 0 1(0.1) 0
LyFoy 0 0 0 0
&R IRGER 0 0 0 0
PSS 1(0.5) 0 0 0
RERA{E 0 0 0 0
OR % 9 (4.4) 0 57 (6.3) 0
FER 0 0 0 0
ERa) 0 0 1(0.1) 0
FEE 1(0.5) 0 0 0
Pyl 0 0 0 0
e 0 0 1(0.1) 0
BEANIL=T 0 0 0 0
I@nt 37 (18.0) 0 153 (16.8) 5 (0.5)
il 0 0 1(0.1) 0
BIFD RAE 0 0 1(0.1) 0
OFMELRS 0 0 0 0
TEGHEB M 0 0 0 0
ERET 0 0 0 0
DB R 0 0 2(0.2) 0
S 0 0 0 0
=5 0 0 0 0
BEELSY 0 0 0 0
00 RE 0 0 1(0.1) 0
ODFERE 0 0 0 0
FREE R 0 0 0 0
+_ieHEB R 0 0 0 0
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BIEFAFKIREFIE (%)
BERANE LA A .
MedDRA/J Ver.24.0 OlympiAD OlympiA
(N=205) (N=911)
% Grade |Grade3LIE| £ Grade |Grade3LIE
HILEEREE 0 0 1(0.1) 0
SRS 0 0 1(0.1) 0
UbAMRER 0 0 0 0
HERL 0 0 0 0
EREEE 0 0 1(0.1) 0
RLP9Z5FEAE 0 0 0 0
AP E A Rk 0 0 0 0
EFRRLE 0 0 0 0
e B RES 0 0 0 0
B®iE 0 0 0 0
ORERERR 0 0 0 0
I E 0 0 1(0.1) 0
ETE 0 0 1(0.1) 0
FFREEREE
BEi+50i% 0 0 0 0
FFHBERE 0 0 2(0.2) 1(0.1)
s 0 0 0 0
FEMERFR 0 0 0 0
&% 0 0 0 0
SEVIILE Y miE 0 0 0 0
PA AR ML A2 iE 0 0 0 0
FF#ERa R AR 0 0 0 0
BrSURTIS—HEME 0 0 0 0
EYMEREE 0 0 0 0
RIESLUETHEES
IE 0 0 0 0
BB AE 4(20) 0 8 (0.9) 0
biban 0 0 0 0
SRRt AR 0 0 0 0
P 0 0 2(0.2) 1(0.1)
SEREE R 0 0 10 (1.1) 0
FLILEF—HEEHR 1(0.5) 0 1(0.1) 0
£ SRR S % 0 0 2(0.2) 0
AR 1(0.5) 0 9 (1.0) 0
BEAK H 1 0 0 0 0
P 0 0 3(0.3) 0
sy 1(0.5) 0 1(0.1) 0
E2iZiak: 0 0 3(0.3) 0
FEE AL BE 1(0.5) 0 0 0
EEREEE 0 0 0 0
EEEE 0 0 0 0
EHMAZERE 0 0 0 0
T 1(0.5) 0 2(0.2) 0
MER 0 0 2(0.2) 0
MOEE 0 0 1(0.1) 0
MO RAOTa— 0 0 0 0
BT 0 0 0 0
JTUER R BEAE 0 0 2(0.2) 0
FE-REEFNETSAEIZH 0 0 1(0.1) 0
g 1(0.5) 0 0 0
sUKH I 0 0 0 0
FERBBIERG 0 0 1(0.1) 0
TOERE 4(2.0) 0 11(1.2) 1(0.1)
=R 0 0 0 0
b3 5(2.4) 0 5 (0.5) 0
FIBIE R 0 0 1(0.1) 0
KR 0 0 0 0
HXEBKES 1(0.5) 0 12 (1.3) 0
EBERS 0 0 0 0
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BIfEARTRESIS (%)

#REAKSEEBEAREE e
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MedDRA/J Ver.24.0
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BIfEARTRESIS (%)

BERANE LA A .
MedDRA/J Ver.24.0 OlympiAD OlympiA
(N=205) (N=911)
% Grade |Grade3LIE| £ Grade |Grade3LIE
PH AR R 0 0 0 0
;& RIGIE RS E 2% 1(0.5) 0 0 0
SIL7FUMmE 0 0 0 0
EHE 0 0 0 0
EIRH B R AE IR 0 0 1(0.1) 0
BB LURBES
EBR 0 0 0 0
HEPRE 8 0 0 0 0
MmhR 0 0 1(0.1) 0
RETE 1(0.5) 0 1(0.1) 0
EHRAE 1(0.5) 0 0 0
RESER 0 0 0 0
SR 1(0.5) 0 2(0.2) 0
EHR 0 0 0 0
Ere 0 0 0 0
PREEE 0 0 0 0
i85 0 0 0 0
EHaEEE 0 0 0 0
JERR s & 0 0 1(0.1) 0
B4 B s 1(0.5) 0 1(0.1) 0
SNEEE 0 0 1(0.1) 1(0.1)
ERRBLVIEESE
AER 1(0.5) 0 1(0.1) 0
AEER 0 0 0 0
AREH#E 0 0 0 0
ZHIEEE 0 0 0 0
AR FE#AH D 0 0 0 0
FRIRHRREK 0 0 0 0
THRAARE 3(1.5) 0 1(0.1) 0
HEoRsE 0 0 0 0
B 0 0 1(0.1) 0
fE= i i 0 0 1(0.1) 1(0.1)
SHIZREE IR 0 0 2(0.2) 0
TESSH I 0 0 0 0
432 H M 0 0 0 0
EEAKHM 0 0 1(0.1) 0
SR, REES LVEEEEE
DIILA—)LIEIERE 0 0 0 0
— -2 BEESLUERSEMLOKE
J|AE 13 (6.3) 2 (1.0) 16 (1.8) 0
BB A IR % 1(0.5) 0 2(0.2) 0
iR 0 0 0 0
EBE 1(0.5) 0 3(0.3) 0
EBMET 0 0 0 0
TR 0 0 0 0
B EE 0 0 1(0.1) 0
%] 46 (22.4) 6 (2.9) 290 (31.8) | 14 (1.5)
ARk 0 0 0 0
Bk 0 0 1(0.1) 0
HITEE 0 0 0 0
AETER 0 0 0 0
AVINIUF KSR 0 0 4(0.4) 0
BERk 7(3.4) 0 19 (2.1) 0
FEIREL IR 0 0 2(0.2) 0
FEIED RAE 4(20) 0 0 0
HIEES 0 0 0 0
FHE 1(0.5) 0 0 0
RAETEZE 1(0.5) 0 3(0.3) 1(0.1)
& 0 0 7(0.8) 0
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BIEFAFKIREFIE (%)
BERANE LA A .
MedDRA/J Ver.24.0 OlympiAD OlympiA
(N=205) (N=911)
% Grade |Grade3LIE| £ Grade |Grade3LIE
RITHEEDRE 0 0 0 0
FE 5 (2.4) 0 14 (1.5) 1(0.1)
EEERERR 0 0 0 0
08 0 0 0 0
LIRIE 0 0 1(0.1) 0
RE R 0 0 0 0
RHEIERR 0 0 0 0
fREHEE 1(0.5) 0 2(0.2) 0
L S RERKEEL 0 0 1(0.1) 0
A 0 0 0 0
HIEER 0 0 0 0
BETETFMHE 2(1.0) 0 0 0
ERa 0 0 0 0
i 0 0 0 0
FEER 0 0 1(0.1) 0
PRAE 0 0 0 0
EYRk 0 0 0 0
D fE R 1(0.5) 0 1(0.1) 0
BORSEHHE 0 0 0 0
BRERBRE
EMAESS ROV RTSRAFUBRE
E 0 0 0 0
FSZUTI/NSUARTIS—EEM 18 (8.8) 3(1.5) 17 (1.9) 3(0.3)
FI5—EHEM 0 0 0 0
z;ﬁ;f#’ﬁi’%?:/b“lej 1363 | 40 | 1405 | 101
faaEY e EmM 1(0.5) 0 0 0
M7 IVA)KRRT75—E 1(0.5) 1(0.5) 0 0
s HFIRBILE M 1(0.5) 0 0 0
meEYJLE B 1(0.5) 0 3(0.3) 1(0.1)
mehIEE&E Y JLE UM 0 0 0 0
mepaL R FA—)LED 0 0 1(0.1) 0
mealL X FO—)LiEhn 0 0 2(0.2) 0
mepyLT7FoEM 0 0 0 0
mepHLT7FoRRARFF—E M 0 0 0 0
me L 7F= 8 4(2.0) 0 13 (1.4) 0
M ERELD 0 0 0 0
mepJRo#EEEmM 1(0.5) 0 0 0
o ELERRR K R EF RGN 0 0 0 0
M 2 LiFD 1(0.5) 0 0 0
Ao LiFd 0 0 0 0
meAY LM 0 0 0 0
mELES 0 0 0 0
ek LiED 0 0 0 0
1 AR BRI AL BB 0 0 0 0
mep kY5 REM 0 0 0 0
e RN 0 0 0 0
C—RHEBEM 0 0 0 0
CD4Y 2 BRE A 0 0 1(0.1) 0
BILTF=- )TV REM 0 0 0 0
BIOLTF=2 -9 )T IV RBL 0 0 0 0
DERQTER 0 0 0 0
DERTR S 0 0 0 0
ST ERER SIS 0 0 0 0 0
J471) DA A4<—1EM 0 0 0 0
Yy —JIAEIIISU AT S—EHEM 8 (3.9) 2 (1.0) 2 (0.2) 0
REKFIEBERHLD 0 0 0 0
RERAIEBEEM 0 0 0 0
AT YED 1(0.5) 0 0 0
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BIfEARTRESIS (%)

BERANE LA A .
MedDRA/J Ver.24.0 OlympiAD OlympiA
(N=205) (N=911)
% Grade |Grade3LIE| £ Grade |Grade3LIE

PRep IS4 0 0 0 0
AESOEVELD 3 (1.5) 1(0.5) 0 0
aSEVREARED 0 0 0 0
BEEEVRESEM 0 0 1(0.1) 0
EFREZE LM 0 0 0 0
Y\—EH#Em 0 0 0 0
e ERSR 0 0 0 0
ELEEVREBRBD 0 0 1(0.1) 0
YO INBRBEE 0 0 0 0
1) 2 7 NEREUR D 2(1.0) 1(0.5) 53 (5.8) 7(0.8)
1/ XEREUE M 0 0 0 0
THFNBRBFERSE 0 0 0 0
T FMERBEE M 0 0 2(0.2) 0
BB 0 0 0 0
T EREUR L 19 (9.3) 9 (4.4) 136 (14.9) 39 (4.3)
37 EREUE N 0 0 1(0.1) 0
/M RERE D 10 (4.9) 4(2.0) 31 (3.4) 2(0.2)
HwEARY 0 0 0 0
FRIMEREUR L 0 0 1(0.1) 0
m;F7c!)FEm 0 0 0 0
BELEYRER 0 0 1(0.1) 0
BELEVREARD 0 0 0 0
RERBD 2 (1.0) 0 6 (0.7) 0
REHEM 0 0 1(0.1) 0
B ek 0 0 0 0
B Bk R 30 (14.6) 7(3.4) 128 (14.1) 26 (2.9)
B Bk HE N 0 0 0 0
meh) 0 0 0 0
BREIERD 1(0.5) 0 0 0
DERPRER 0 0 0 0
rNURATEF—FE LR 0 0 0 0
ity AT 0 0 1(0.1) 0
FrSFBREE N 0 0 0 0
Mmep7ILARR T 72— N 5(2.4) 1(0.5) 5 (0.5) 0
EApHET 0 0 0 0
FEBRLH 0 0 0 0
JaAa =M 0 0 0 0
KB /g e 2R R > 0 0 0 0
FFHBEREELR 0 0 0 0

GE. FESLUVLESHE
B3l 0 0 0 0
SEENES 0 0 0 0
BERS 0 0 0 0
HnR— 0 0 0 0
RIEERA 0 0 1(0.1) 1(0.1)
#iE 0 0 1(0.1) 0
BliE 0 0 0 0
BlEBHE 0 0 2(0.2) 0
VIEAER LR 0 0 0 0
R EEEG 0 0 0 0
HIEERN—TEHHE 0 0 0 0
FHOBENERES 0 0 0 0
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BISLRRSE Z xR & L 1=PROfoundi®BR. PROpe |EHERICH1THA F/\) THOBRERAERE—&
(RERETARER)

BIEFAFIREFIE (%)
BERKNE AT AL
MedDRA/J Ver.24.0 PROfound PROpel
(N=256) (N=398)
% Grade |Grade3LIE| £ Grade |Grade3LIE
£2EIER 206 (80.5) | 78(30.5) | 306 (76.9) | 96 (24.1)
BPES LVFERE
E5 0 0 0 0
OEES 0 0 0 0
HMEREIZL 0 0 0 0
[EXH 0 0 0 0
ieL P 0 0 0 0
FERERX 0 0 0 0
FEIE K 0 0 0 0
BB R 2 0 0 0 0
HARAH A AL R 0 0 0 0
& 0 0 0 0
AR %2 0 0 0 0
Ea% 0 0 0 0
REERRE 0 0 0 0
D 0 0 0 0
Bl 0 0 1(0.3) 0
FEEBANIILRR 0 0 0 0
ESlnE 0 0 1(0.3) 0
B~ )RR 0 0 1(0.3) 0
ANILRZDA )L AR 0 0 0 0
HIRES 0 0 2 (0.5) 0
IZES 1(0.4) 0 0 0
AVTNIVY 0 0 1(0.3) 0
MREE % 0 0 0 0
TRERE 0 0 0 0
ZLAR % 0 0 0 0
BB % 0 0 0 0
FIREE S 0 0 1(0.3) 0
BENUHE 0 0 0 0
IRHIRAES 0 0 0 0
OEh 5 fiE 1(0.4) 0 0 0
SNEX 0 0 0 0
RE# 0 0 0 0
EE % 0 0 1(0.3) 0
NHEE % 0 0 0 0
i 2% 2(0.8) 1(0.4) 3(0.8) 2 (0.5)
=itk 42 0 0 0 0
8% 0 0 0 0
B M gE 0 0 1(0.3) 1(0.3)
MR AR 0 0 0 0
HELAPS 0 0 1(0.3) 0
RIS 0 0 0 0
Rkt 0 0 0 0
B 0 0 0 0
[ER 0 0 0 0
T RERE 0 0 3(0.8) 0
PREZRRE 0 0 2 (0.5) 0
[HREES 0 0 0 0
SRR 0 0 0 0
SNEERIEH D HE 0 0 0 0
B ep Bk iE A M BRI E 0 0 0 0
HERES 0 0 0 0
FIREEH DA fE 0 0 0 0
ERES 0 0 0 0
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BEMKRAE A ERGE
MedDRA/J Ver.24.0

BIfERRBRESIS (%)

RIILAREE

PROfound
(N=256)

PROpel
(N=398)

2 Grade |Grade 3 LALE

£ Grade |Grade 3 LIE

RS 0 0 0 0
BREHh TR 0 0 1(0.3) 0
R RIRES 0 0 0 0
EEMRISEX 0 0 1(0.3) 0
ERgIREERE 0 0 0 0
NZEER RS 0 0 0 0
PR 0 0 0 0
OfEA LR 1(0.4) 1(0.4) 0 0
P3RS 0 0 0 0
Za—FVRAFRAARF AL 0 0 2 (0.5) 1(0.3)
PR EES 0 0 0 0
ERgRERAEAERA 0 0 0 0
B, BEESLUHMTHOFLEY (F
BELUVR)—TE#ED)
SR8 MR 0 0 0 0
SMEHEamnE 0 0 0 0
REXE 0 0 0 0
FF e I 5 @ 0 0 0 0
A5/ AMERR 0 0 0 0
FFeci% 0 0 0 0
EHERMBEERE 0 0 0 0
OFENRETE LERE 0 0 0 0
O LUORRNE 0 0 0 0
MEH IV NREE
a1 95 (37.1) | 49(19.1) | 153(38.4) | 50 (12.6)
ERFERMEA M 0 0 0 0
BERRHEAM 0 0 0 0
AR 0 0 0 0
FREK R AME 0 0 0 0
FEEVE ST BRI A E 1(0.4) 1(0.4) 3(0.8) 3(0.8)
B M EK IS I E 0 0 0 0
A kA iE 4 (1.6) 0 10 (2.5) 3(0.8)
1)/ NERIEINAE 0 0 0 0
YU \BRRAME 8 (3.1) 2(0.8) 17 (4.3) 6 (1.5)
K 7 M ERAE 0 0 0 0
EREHDHI 0 0 1(0.3) 1(0.3)
37 BRI AME 13 (5.1) 8 (3.1) 16 (4.0) 4(1.0)
A ER R A AE 2(0.8) 1(0.4) 0 0
/MR E 16 (6.3) 8 (3.1) 8 (2.0) 1(0.3)
FREFERIE 0 0 0 0
REREE
TFHI45F—RiE 0 0 0 0
ZE B EUE 0 0 0 0
BEUE 0 0 0 0
EHETLILY— 0 0 0 0
RS EE
BT S 0 0 1(0.3) 0
FAKIREE 0 0 0 0
AR AR RE TTHEE S 0 0 0 0
KB HEREIE TAE 0 0 0 0
REEELURBET
FIUR— X 0 0 0 0
7 ILa— LA 0 0 0 0
R oK 0 0 1(0.3) 0
HERTR 0 0 0 0
EMRZ 0 0 0 0
BHILT ) LINE 0 0 0 0
BaLRTO0—/LIE 0 0 1(0.3) 0
= M 1(0.4) 0 0 0
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BIEFAFIREFIE (%)
BERKNE AT AR
MedDRA/J Ver.24.0 PROfound PROpel
(N=256) (N=398)
% Grade |Grade3LIE| £ Grade |Grade3LIE
BhY) 7 L IEE 0 0 2 (0.5) 0
a3 L ME 0 0 0 0
a7 LIAE 0 0 1(0.3) 0
&y g) Y FiLiE 0 0 1(0.3) 1(0.3)
= R ER M AiE 0 0 0 0
E7 LISV MmE 0 0 1(0.3) 0
{EHILS ) L 2(0.8) 1(0.4) 6 (1.5) 0
{E M ¥E 0 0 0 0
{EA) Y L MIE 1(0.4) 0 2 (0.5) 1(0.3)
BT 37 L ME 1(0.4) 0 1(0.3) 0
{E S+ L e 0 0 0 0
B> M 1(0.4) 0 4(1.0) 1(0.3)
BT 0 0 0 0
BRZ 0 0 0 0
ZERIE 0 0 0 0
E43IVB12RZ 0 0 2 (0.5) 0
E4SIUDRZ 0 0 0 0
BEYRE 0 0 1(0.3) 0
HHRasE 1(0.4) 0 0 0
IEEEERE 0 0 1(0.3) 0
7 IIIJIUMmE 0 0 0 0
REBE 0 0 0 0
BEMER 57 (22.3) 2(0.8) 35 (8.8) 3(0.8)
=g M 0 0 0 0
BYOLTF=UIME 0 0 0
B73I5—FMiE 0 0 3(0.8) 2 (0.5)
2 HER IR 0 0 1(0.3) 0
=S diithd 0 0 0 0
AHES
BIEEE 0 0 0 0
o2 0 0 0 0
s 1(0.4) 0 1(0.3) 0
mRRE 0 0 0
FHELIKEE 1(0.4) 0 0 0
#5255 0 0 0 0
5% 0 0 3(0.8) 0
Z2ERD 0 0 0 0
$I08 0 0 0 0
REIRAE 4 (1.6) 1(0.4) 1(0.3) 0
SR 0 0 0 0
A IR SE 0 0 0 0
SR EE 0 0 0 0
[N EE 0 0 0 0
BT 0 0 0 0
EbEEDHS 0 0 0 0
FEREE 0 0 0 0
BESE 0 0 0 0
BIETRE 0 0 0 0
AHEE 0 0 0 0
RRARBFPEEAE 0 0 0 0
HIEREE
BREHK 0 0 1(0.3) 0
FThHhITT 0 0 0 0
B= 0 0 0 0
FEE 0 0 0 0
EB KR 0 0 0 0
YOEARE 0 0 0 0
B 0 0 0 0
Hii i & FE4E 1(0.4) 1(0.4) 0 0
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BIVE ASEBEGIH (%)

BERIANE HEE e
MedDRA/J Ver.24.0 PROfound PROpel
(N=256) (N=398)
% Grade |Grade3LIE| £ Grade |Grade3LIE

BHLANILDOET 0 0 0 0
EEAEE 1(0.4) 0 2 (0.5) 0
EFEESHELN 3(1.2) 0 18 (4.5) 0
AL FELN 0 0 0 0
BEERE 0 0 1(0.3) 0
HiEEE 1(0.4) 0 0 0
KELE 14 (5.5) 0 20 (5.0) 0
MEESEE 0 0 0 0
H iz 0 0 0 0
BEER A IR 0 0 0 0
R 4 (1.6) 0 9(2.3) 0
FRE 0 0 0 0
HMEBE 0 0 0 0
BERE 0 0 0 0
BB 0 0 0 0
BRERIE 0 0 1(0.3) 0
RETEEE 0 0 0 0
RERR 0 0 3(0.8) 0
REEE 0 0 2 (0.5) 0
RHSEEES 0 0 0 0
HEETR 0 0 1(0.3) 0
L3 0 0 0 0
KM= —0/F— 4 (1.6) 0 0 0
ST 0 0 0 0
ERE FEESE 0 0 0 0
R 0 0 1(0.3) 0
IRE RS 0 0 0 0
R EE) —1—0O/\F— 0 0 0 0
REMRE = a—O/F— 1(0.4) 0 1(0.3) 0
ZH=—1—0O/IRF— 0 0 0 0
KHE-TRIDIKEE 0 0 0 0
AHEE T 0 0 0 0
LB HEE 0 0 0 0
EERE 0 0 0 0
BEEE 0 0 0 0
REEEK 0 0 0 0
{ERR 0 0 0 0
K 0 0 1(0.3) 0
—BTERNE M FE 1 0 0 0 0
R 0 0 1(0.3) 0
THEE 0 0 0 0
SUTEE 0 0 0 0
IR IREE 0 0 0 0
RHEE 0 0 1(0.3) 0
TRRES A R REAE IR EE 0 0 0 0
B HiZEE 0 0 0 0
I P ZE o 0 0 0 0
HEMRERERRE 0 0 0 0
thEM =1 —0O/F— 0 0 0 0
1o B RAEREE 0 0 0 0
B REMR 0 0 0 0
HIEHR 0 0 0 0
KREEE 1(0.4) 0 9(2.3) 0

IREE
ERfERS 0 0 0 0
ARRZESE 0 0 0 0
BAE 0 0 0 0
FERERI 0 0 0 0
B/ 0 0 0 0
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BIVE ASEBEGIH (%)

RIILAREE

BEANKDEERE

MedDRA/J Ver.24.0 PROfound PROpel

(N=256) (N=398)

2 Grade |Grade3LlE| £ Grade |Grade3LlE
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BIEFAFIREFIE (%)
BEAARSE EAT AT pRiE
MedDRA/J Ver.24.0 PROfound PROpel
(N=256) (N=398)
% Grade |Grade3LIE| £ Grade |Grade3LIE
ERE 2(0.8) 1(0.4) 0 0
IER 2R, BERE KUHIRIES
TS 0 0 0 0
KB XILRAE 0 0 0 0
1% ik 4 (1.6) 0 2 (0.5) 0
IHMERZ IR 0 0 0 0
HEEEE 1(0.4) 0 1(0.3) 0
PP R 8 (3.1) 2(0.8) 9 (2.3) 1(0.3)
FAYETERFIR RS 1(0.4) 0 2 (0.5) 0
Sdim 1(0.4) 0 0 0
I il 0 0 0 0
Lpo<Y 1(0.4) 0 0 0
B RS 1(0.4) 1(0.4) 0 0
R 0 0 0 0
fffEE 0 0 0 0
£FA 1(0.4) 0 0 0
2B 0 0 0 0
fgsK 0 0 0 0
MIREsE 0 0 0 0
i ¢ 3(1.2) 1(0.4) 1(0.3) 1(0.3)
R IR 0 0 0 0
fifi5o 1 0 0 0 0
FHERAE 2(0.8) 2(0.8) 7(1.8) 7(1.8)
A1 0 0 1(0.3) 0
FLILEX—HER 0 0 0 0
28R 0 0 0 0
B 8MES5-o1m 0 0 0 0
Y 0 0 0 0
FEAR B T IRAE IR 0 0 0 0
MR M 7 s 0 0 0 0
SR 0 0 0 0
RE X HAE 0 0 0 0
MEREE AR 0 0 0 0
SHEEE 0 0 0 0
BIREEE 0 0 0 0
IHEEENE LR £ 0 0 0 0
THEE D XA 0 0 0 0
O REIEGE A R % 0 0 0 0
O REIREGEE 0 0 0 0
+ REAEIREE 0 0 0 0
BEEE
REER AR 2(0.8) 0 4(1.0) 0
8 BB i 0 0 7(1.8) 0
i85 3(1.2) 0 6 (1.5) 0
TR 0 0 0 0
LIS E 3(1.2) 0 7(1.8) 0
EEEE 0 0 0 0
REER SR 0 0 0 0
BEE 0 0 0 0
AL 0 0 0 0
[mp=im)=5 0 0 0 0
IIMERES 0 0 0 0
TI23%ES 0 0 0 0
FRE 0 0 0 0
OE% 0 0 0 0
BHEEX 0 0 0 0
AE% 0 0 0 0
Efp 11 (4.3) 0 21 (5.3) 0
FEEa 0 0 1(0.3) 0
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BIVE ASEBEGIH (%)

RIILAREE

BEANKDEERE

MedDRA/J Ver.24.0 PROfound PROpel

(N=256) (N=398)

2 Grade |Grade3LlE| £ Grade |Grade3LlE

TH 35 (13.7) 1(0.4) 26 (6.5)

ONE 1R 6 (2.3) 0 2 (0.5)
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BIVE ASEBEGIH (%)

BERIANE HEE e
MedDRA/J Ver.24.0 PROfound PROpel
(N=256) (N=398)
% Grade |Grade3LIE| £ Grade |Grade3LIE

HILEEREE 0 0 0 0
SRS 0 0 1(0.3) 0
UbAMRER 0 0 0 0
HERL 0 0 0 0
EREEE 0 0 0 0
RLP9Z5FEAE 0 0 0 0
AP E A Rk 0 0 0 0
EFRRLE 0 0 0 0
e B RES 0 0 0 0
B®iE 0 0 0 0
ORERERR 0 0 0 0
I E 0 0 0 0
ETE 0 0 0 0

FFREEREE
BEi+50i% 0 0 0 0
FFHBERE 0 0 4(1.0) 2 (0.
s 0 0 0 0
FEMERFR 0 0 0 0
&% 0 0 0 0
SEVIILE Y miE 0 0 4(1.0) 0
PA AR ML A2 iE 0 0 0 0
FFHE R Eh AR 0 0 1(0.3) 0
BrSURTIS—HEME 0 0 1(0.3) 0
EYMEREE 0 0 0 0

RIESLUETHEES
IE 0 0 0 0
BB AE 2(0.8) 0 3(0.8) 0
biban 0 0 0 0
SRRt AR 0 0 0 0
P 0 0 1(0.3) 0
SEREE R 0 0 0 0
FLILEF—HEEHR 1(0.4) 0 0 0
£ 5 MRIRMERE % 0 0 0 0
AR 2(0.8) 0 4(1.0) 0
BEAK H 1 0 0 1(0.3) 0
P 1(0.4) 0 1(0.3) 0
sy 0 0 0 0
E2iZiak: 0 0 0 0
FEETTEAIRE 0 0 0 0
EEREEE 0 0 0 0
EEEE 0 0 0 0
EHMAZERE 0 0 0 0
T 1(0.4) 0 2 (0.5) 0
MER 1(0.4) 0 0 0
MOEE 0 0 0 0
MO RAOTa— 0 0 0 0
BT 0 0 0 0
JTUER R BEAE 0 0 0 0
FE-REEFNETSAEIZH 0 0 2 (0.5) 0
g 0 0 0 0
sUKH I 1(0.4) 0 0 0
FERBBIERG 0 0 0 0
TOERE 2(0.8) 0 1(0.3) 0
E32 0 0 2 (0.5) 0
b3 4 (1.6) 1(0.4) 3(0.8) 0
FIBIE R 0 0 0 0
KR 0 0 1(0.3) 0
HXEBKES 0 0 3(0.8) 0
EBERS 0 0 0 0
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BIVE ASEBEGIH (%)

BEUKSE EAE BT SL AR

PROfound PROpel

MedDRA/J Ver.24.0
edDRA/J Ver (N=256) (N=398)

2 Grade |Grade3LlE| £ Grade |Grade3LlE
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BIEFAFIREFIE (%)
BERIANE HEE e
MedDRA/J Ver.24.0 PROfound PROpel
(N=256) (N=398)
% Grade |Grade3LIE| £ Grade |Grade3LIE
PH AR R 0 0 0 0
iR GEMREE % 0 0 0 0
SIL7FUMmE 0 0 0 0
EHE 0 0 0 0
HIEE SR REIRE 0 0 0 0
BB LURBES
EBR 0 0 0 0
HEPRE 8 0 0 1(0.3) 0
MmhR 0 0 1(0.3) 0
RELIE 0 0 0 0
EHRAE 0 0 0 0
RESER 0 0 1(0.3) 0
SR 0 0 0 0
EHR 0 0 0 0
ExXEe 2(0.8) 0 0 0
PREEE 0 0 0 0
i85 0 0 0 0
EHaEEE 2(0.8) 0 6 (1.5) 0
JERR s & 0 0 0 0
B4 B s 0 0 1(0.3) 0
SNEEE 1(0.4) 1(0.4) 3(0.8) 1(0.3)
HBERBLVEEEE
IER 0 0 0 0
AEER 0 0 0 0
AREH#E 0 0 0 0
ZHIEEE 0 0 0 0
AR FE#AH D 0 0 0 0
FRIRHRREK 0 0 0 0
THRAARE 0 0 0 0
HEoRsE 0 0 0 0
B 0 0 0 0
fE= i i 0 0 0 0
SHIZREE IR 0 0 0 0
TESSH I 0 0 0 0
432 H M 0 0 0 0
EEAKHM 0 0 0 0
SR, REES LVEEEEE
DIILA—)LIEIERE 0 0 0 0
— -2 BEESLUERSEMLOKE
J|AE 28 (10.9) 2(0.8) 31(7.8) 3(0.8)
BB A IR % 0 0 1(0.3) 0
iR 0 0 0 0
EBE 0 0 1(0.3) 0
EEHET 1(0.4) 0 0 0
TR 0 0 0 0
B EE 0 0 0 0
%] 55 (21.5) 2(0.8) 76 (19.1) 3(0.8)
ARk 1(0.4) 0 0 0
Bk 0 0 0 0
HITEE 0 0 0 0
AETER 0 0 0 0
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FIREEH DA fE 0 0 AR AR BEIE T 1(0.5) 0
ERES 0 0 REBLUXBEE
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BIfERRBRESIS (%)

BIfERRBRESIS (%)

5 - FEKE 5 . FEKE
BEMKSE A EKE . BEMKSE A HEKE —
MedDRA/J Ver.25.1 DUO-E (H FrAEARA) MedDRA/J Ver.25.1 DUO-E (H FrAtiARA)

(N=192) (N=192)
£ Grade |Grade 3 LI E £ Grade |Grade 3 LI E
FIUR— X 0 0 AR BFEEAE 0 0
7ILa— LA 0 0 HIEREE
ERE 1(0.5) 0 BREHK 0 0
[ 0 0 FTHhITT 0 0
FERIA 0 0 B 0 0
ERMRZ 0 0 KEBAE 0 0
BHILD Y LINE 0 0 EEIRE 0 0
BaLATO—)LMfE 0 0 YOEARE 0 0
S 2 (1.0) 0 i K 0 0
BHYro LInE 0 0 g i B FE 1% 0 0
BT L MmE 0 0 BEHLARILOET 0 0
a1k L ME 0 0 AEAEE 0 0
Ekyo) & FILE 0 0 FEMEOHEN 10 (5.2) 0
= PRER I AE 0 0 AEESHFELN 0 0
B7IILIJ IV MmE 0 0 BEERE 0 0
BEHILD D L IMSE 0 0 BEEE 0 0
&S 0—)LifE 1(0.5) 0 KELE 11(5.7) 0
1B Ifn 5 0 0 MEESEE 0 0
{EA) Y L MIE 3(1.6) 0 H iz 0 0
BT 37 L MmE 1(0.5) 0 BEER AR 0 0
EF R LILAE 1(0.5) 0 R 5 (2.6) 0
&) > e 0 0 FRE 0 0
BN 0 0 HEBE 0 0
BRZ 0 0 1BARE 0 0
% ERAE 0 0 BEHR 0 0
EA3IUB12RZ 0 0 BKRE R 0 0
E4IUDRZ 0 0 R5HEEE 0 0
BYRE 0 0 FERR 0 0
ik 0 0 REEE 0 0
IREEEE 0 0 SRS 0 0
7 IIIJIUMmE 0 0 F A% 0 0
REBE 0 0 HiEE 0 0
BEMER 19 (9.9) 0 REH=Z1—O/NF— 4(2.1) 1(0.5)
=g M 0 0 HIREN 0 0
BYOLTF=UIME 0 0 BEtE T EESE 0 0
B735—HME 0 0 ERRE 0 0
2ZIHER IR 0 0 IRE RS 0 0
B')/5—¥ i 0 0 R EE —1—O/ 3 F— 0 0
AHEE KEMRE =1 —O/F— 1(0.5) 0
BIEEE 0 0 2% =21—0O/F— 0 0
o2 0 0 KE-TRIDIKE 0 0
= 1(0.5) 0 AHEE T 0 0
iR 0 0 LEHER 0 0
FEELIKAE 0 0 RS 0 0
5255 0 0 BEEE 0 0
5% 0 0 REEEK 0 0
Z2ERD 0 0 1ERR 0 0
pal] 0 0 KM 1(0.5) 1(0.5)
RERAE 2 (1.0) 0 — 38 4 i R 1f 6 4F 0 0
SR 0 0 R 1(0.5) 0
FE R ERE 0 0 FHEE 0 0
SN EL 0 0 SUTEE 0 0
[N BE 0 0 IRMIEIEE 0 0
] 0 0 RAMEE 0 0
ELEESDHS 0 0 TR ES A R REAE IR EE 0 0
EIREE 0 0 B REE 0 0
BESE 0 0 E Rz 0 0
BIETRE 0 0 HEMRERERRE 0 0
EHEE 0 0 thEM =1 —0O/F— 0 0
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BI{EFAFIREFIE (%) BIEFAFKIREFIE (%)
- 5 . FEKE 5 . FEKE
BEMKSE A EKE . BEMKSE A HEKE .
MedDRA/J Ver.25.1 DUO-E (H FrAEARA) MedDRA/J Ver.25.1 DUO-E (H FrAtiARA)
(N=192) (N=192)
£ Grade |Grade 3 LI E £ Grade |Grade 3 LI E
OB RAEREE 0 0 4= 0 0
HEREER K 0 0 KA AR 0 0
HEGRE 0 0 KEMEEE 0 0
KREEE 1(0.5) 0 $HE T EIRIARIE 0 0
IREE e PERRAR 2 0 0
ERFERS 0 0 mARE 0 0
AREREE 0 0 ES AR M AR IE 0 0
BAE 1(0.5) 0 RERERAR AR SE 1(0.5) 1(0.5)
FERERI 0 0 IFTY 0 0
B/ 0 0 EIRAE 0 0
FSA474 0 0 FRE RIS AE 0 0
BRI 0 0 IERER. IENE KUHMIIRES
IRf& 0 0 IS 0 0
ARRRIERE 0 0 KB XILRAE 0 0
FRE M 0 0 1% B 3 (1.6) 0
IRE FEEE 0 0 THMREZ IR 0 0
ARAR SRR 0 0 HEEE 0 0
LT 0 0 I OF; [ &t 3(1.6) 1(0.5)
RAOET 0 0 FAETERFIR REE 0 0
HBAOEE 0 0 24m 0 0
T FIARFLEY 0 0 W& M 0 0
BIEEE 0 0 Lpo<Y 0 0
ARBR B2 1R 0 0 B MR 0 0
HEBFURBEE MESESE 0 0
H#EE 0 0 fififEE 0 0
H#E 0 0 2 0 0
HiE 0 0 2B 0 0
EIEREDHFEL 0 0 fgsK 0 0
BRI EEREHEL 0 0 HIREsE 0 0
FEHET 0 0 it ik 2% 5 (2.6) 2(1.0)
BEZ5%E 0 0 TR 0 0
NE#& 0 0 fifi5o 1 0 0
DEEE FHERAE 1(0.5) 1(0.5)
SMOHEE 0 0 S5 0 0
HliE 0 0 FLILEX—HER 0 0
TRk 0 0 28R 0 0
D EHE 0 0 HET ket 0 0
AR 0 0 L 0 0
DARE 0 0 FERR P EITIRAEIRBE 0 0
EHLTE 0 0 MR M 7 i 0 0
SoMEbAE 0 0 SR 0 0
EEEE 0 0 KB XA 0 0
DEEE 0 0 MEBE IR 0 0
}iF 0 0 BHEEE 0 0
DR % 0 0 BIREEE 0 0
TRESERR 0 0 IHEEENELR £ 0 0
EEMERISMIRGE 0 0 NHEE D R AE 0 0
SR 0 0 O fE R EE A i Rk 0 0
DEMESER 0 0 O R IREE S 0 0
AU EHIREIRE 0 0 L+ SEAEIREE 1(0.5) 0
MmEEE BEEE
RBIAREE 0 0 REER AR 1(0.5) 0
ek 0 0 R &R i 5 (2.6) 0
mfE 0 0 2] 3 (1.6) 0
SmE 1(0.5) 0 TR 1(0.5) 0
BmES)—+ 0 0 LHEERTE 1(0.5) 0
B I E 0 0 BEEE 0 0
Yo NiRE 0 0 FEERIE S 0 0
FCIMHEmE 0 0 BEE 0 0
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BI{EFAFIREFIE (%) BIEFAFKIREFIE (%)
5 - FEKE 5 . FEKE
BEMKSE A EKE . BEMKSE A HEKE —
MedDRA/J Ver.25.1 DUO-E (H FrAEARA) MedDRA/J Ver.25.1 DUO-E G BAR)
(N=192) (N=192)
£ Grade |Grade 3 LI E £ Grade |Grade 3 LI E
AT 0 0 OFEMERS 0 0
OAOER 0 0 TEREIEE M 0 0
IFERREE 0 0 ELEET 0 0
TI23%ES 0 0 DB BRI 0 0
FRE 0 0 5 H 0 0
==F3 0 0 35 0 0
BHER 0 0 BEELAY 0 0
AE% 0 0 00 RE 1(0.5) 0
Efp 1(0.5) 0 ODFERE 0 0
EELE 0 0 WRER R 0 0
T 17 (8.9) 1(0.5) T+ ERBHR 0 0
ORNEIE 0 0 HILEEREE 0 0
BEDAXARIT 0 0 SRS 0 0
EHIEFRBR 42.1) 0 UbAMRER 0 0
HETEE 0 0 HERL 0 0
BY 0 0 BHEEEE 0 0
ERE 0 0 BIPZ5EERE 0 0
B3] 1(0.5) 0 RIFE A R 0 0
HHERIZE M 0 0 FREFRIALE 0 0
= 0 0 Bt EBES 0 0
EES 2 (1.0) 0 B®iE 0 0
UbAMER 1(0.5) 0 OfEiEEE 0 0
EREE 0 0 RIFKRE 0 0
EREFRIEERER 2(1.0) 0 EEE 0 0
BEEE 0 0 FIEERES
JHIEER A 1(0.5) 0 REt5o0% 0 0
sl 0 0 FFHEEERE 1(0.5) 1(0.5)
sk 0 0 iR EAE] 0 0
FER 0 0 HEMR R 0 0
= 1(0.5) 0 &% 0 0
I {E HEt 0 0 SEVIILE Y miE 0 0
B 0 0 FA R M A2 FE 0 0
PREAZE 0 0 FFHERaRLAR 0 0
BB R R 0 0 BrSUATIF—HME 0 0
m=FH 0 0 EYMEREE 0 0
ORERES IR 0 0 EESLUETHEBES
Eib 63 (32.8) 2 (1.0) = 0 0
BT R 0 0 Rt EAE 1(0.5) 0
BiER 0 0 bibai 0 0
O ARk 0 0 SEERHL IR 0 0
ORERRE 0 0 EE% 0 0
SRR 0 0 SEHRRER 0 0
w AR 0 0 FUILX—HRER 0 0
AP R EE 0 0 £ 5MRIRMERE % 0 0
(S gl 0 0 bR 1(0.5) 0
LyFoy 0 0 BEK H m 0 0
BRRER 0 0 B 0 0
P SEES 0 0 sy 0 0
RERA{E 0 0 E2iZiak:! 0 0
OR % 4(2.1) 0 FEETIEAIRE 0 0
EHERR 0 0 EEZREEE 0 0
25 0 0 EEEE 0 0
FEE 0 0 EHMAZERE 0 0
Pyl 0 0 EZignd 0 0
3R] 0 0 mEe 0 0
EAIL=T 0 0 MOEE 0 0
IEnt 26 (13.5) 0 MO AROT4— 0 0
il 0 0 BT 0 0
R D RAE 0 0 JTURR R BEAE 0 0
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BIfERRBRESIS (%)

BIfERRBRESIS (%)

5 - FEKE 5 . FEKE
BEMKSE A EKE . BEMKSE A HEKE —
MedDRA/J Ver.25.1 DUO-E (H FrAEARA) MedDRA/J Ver.25.1 DUO-E G BAR)

(N=192) (N=192)
£ Grade |Grade 3 LI E £ Grade |Grade 3 LI E

FE -EEXFNESSEEHE 0 0 RIEMER 0 0
o 0 0 % o o
MK H 0 0 4 2 0 0
FERBBIERG 0 0 I 0 0
TOFERE 4(2.1) 0 RIEmE 0 0
32 0 0 BEET R BN IE T 0 0
b3 3 (1.6) 0 BiBAE 0 0
FIBIE R 1(0.5) 0 RS 0 0
KRR 0 0 HERI AR 22 0 0
HKESKRES 1(0.5) 0 HEERKE 0 0
ESHRS 0 0 HEEREE 0 0
TOEMRS 2(1.0) 0 HEETIRE 0 0
B 0 0 REERERL 0 0
REER 0 0 PH AR iR 0 0
B ERIBR 0 0 &R GEMRE % 0 0
RS 0 0 SIL7FUMmE 0 0
RIEEFBE 0 0 EHE 0 0
EEBaRRD 0 0 HIEE BB REIRE 0 0
RIERIE 0 0 BEHLURBEE
RERE 0 0 ERBR 0 0
EEES 0 0 R R 0 0
EWMT 0 0 HER 0 0
B RRE 0 0 mpR 0 0
BEEE 0 0 REE 0 0
M8 0 0 EHRAE 0 0
TUER R S 0 0 RESER 0 0
BEEEEREE 0 0 R 0 0
RIEEH 0 0 EHR 0 0
RSO 0 0 EER 1(0.5) 0
SR 0 0 Ere 3(1.6) 0
hEN RS 0 0 R&E 0 0
IS=EPw S 0 0 PREA 0 0
MEH 0 0 EEE 0 0
TTERIKBER 0 0 BEHEEES 2 (1.0) 0
RS 0 0 JERR L RERE & 0 0
IEBEE R EH % 0 0 BEERRE 1(0.5) 0
REEE 0 0 SHBEE 1(0.5) 1(0.5)
BERE 0 0 EBERBLVIERES

BEERSSUEEHEBES LB 0 0
ks 1(0.5) 0 ILERERR 0 0
BEET % 0 0 A#EREE 0 0
HEE 2(1.0) 0 ZHIEEE 0 0
X5 0 0 B % ch A 0 0
RIS &R 0 0 BRFREAME K 0 0
HEHE 0 0 THRAARE 0 0
BAET SR 0 0 HeoRsE 0 0
BAETEE 0 0 B 0 0
B AERR 0 0 fi= 4 i 0 0
e 1(0.5) 0 SHIZREE IR 0 0
e 0 0 TESSH M 0 0
MmAET 0 0 32 M 0 0
mEEE 0 0 S IERE ISR 0 0
RS 0 0 EEAKHM 0 0
BT 0 0 XM REMS LVEEERE
ER RS 0 0 DILAR—)LIEIREE 0 0
EHRE 0 0 — -2 BEESLUERSELOKE
mHEkTE 1(0.5) 0 | N 8 (4.2) 0
Gk 0 0 g ER A i % 0 0
EREIEES 0 0 2k 0 0
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BIfERRBRESIS (%)

BIfERRBRESIS (%)

5 - FEKE 5 . FEKE
BEMKSE A EKE . BEMKSE A HEKE —
MedDRA/J Ver.25.1 DUO-E (H FrAEARA) MedDRA/J Ver.25.1 DUO-E (H FrAtiARA)

(N=192) (N=192)
£ Grade |Grade 3 LI E £ Grade |Grade 3 LI E
EE 1(0.5) 0 meph) D LFED 0 0
EEMEET 0 0 Ao LM 0 0
IR 0 0 mEELS 0 0
BB EE 0 0 mep-k) S LGEd 0 0
i 24 (12.5) 2 (1.0) 1 e BRARBR AL E N 0 0
AR 0 0 me k)5 £ M 0 0
B 0 0 e RN 0 0
HITREE 0 0 CcC—RIGHEEBEEM 0 0
S EMHEE 0 0 CD4Y 2/ \ERED 0 0
AETER 0 0 BIOLTF=2-9 )T REM 0 0
AINIUTHES 0 0 BIOLTF=2-PI)T IV RBL 3(1.6) 0
BaRk 3 (1.6) 0 DERQTER 0 0
ISR 0 0 DERETE YR 0 0
FEIE D RAE 1(0.5) 0 SFEEER BN 0 0
HIEES 0 0 2471) DA A4 <—1Em 0 0
g 1(0.5) 0 Yy —JIAEIIISU AT S—EHEM 1(0.5) 0
RIETEZIE 0 0 REKAIEBERHLD 0 0
& 1(0.5) 1(0.5) RERAIEBEEM 0 0
FITEREORE 0 0 AR YRED 0 0
FE 0 0 PR MB5 4 0 0
EEERERR 0 0 ANESREVED 0 0
08 0 0 BEEVRERRED 0 0
BLIRAE 0 0 S EYRESEM 0 0
REE 0 0 E PRt M 0 0
RHEIERR 0 0 1)\—E 1M 0 0
[RETEZIE 0 0 FHREREES 0 0
£ ERERKEERL 0 0 EEEVREHRD 0 0
A 0 0 BB RS 0 0
INGEER 1(0.5) 0 )2 SEREUR D 42.1) 2(1.0)
HIEER 0 0 1o/ SEREE N 0 0
BEEAETRMHE 0 0 EHYFNKEEES 0 0
ERR 0 0 FEHFFMBREFEEM 0 0
BHEER 0 0 BB 0 0
HFEER 0 0 FFRER BRI 14 (7.3) 2(1.0)
RAE 0 0 37 BRI N 0 0
Bk 1(0.5) 0 /R EUE D 14 (7.3) 0
e RS 0 0 REARD 0 0
BOBSE6HE 0 0 FRMERBUR D 0 0
ERRBRE PR eh 7R IMER ST 1(0.5) 0
ERIERA AU RIS ATFURRIE 0 0 mE7z)FHEm 0 0
E BELEURES 0 0
FS5=UF2/ NSRRI S5—EEM 2(1.0) 0 BELEVREARD 0 0
TFIo—E#EmMm 1(0.5) 0 KRERFLD 3(1.6) 0
FRNSEUBETI/NSURTIS— 2(1.0) 0 REHEM 0 0
Figm B M EkEK 0 0
faEEYILE M 0 0 B Bk R 14 (7.3) 1(0.5)
M7 ILVAYRRI75—E 0 0 £ I Bk R 1 0 0
M HFRAILEEM 0 0 R B Bk 1(0.5) 0
mepEYJLE M 0 0 ey R 0 0
mepdEfaEEYILE M 1(05) 0 HHES R 0 0
mepaLRFa—/LiEd 0 0 PR P54 1(0.5) 0
mepaL R TA—)LEEM 0 0 DERPRIEE 0 0
M ILT7 FAEM 0 0 FSURTIF—E LR 0 0
mHpIL7FUoRRARFF—EEM 0 0 WEEEH A OF S VD 0 0
meH L 7F= 8 12 (6.3) 0 FREERBUE M 0 0
e ZEFRRE L 0 0 M7 ILAYKRR I 7A—E M 1(0.5) 1(0.5)
mFJES M 0 0 BMpHET 0 0
n B EL AR K REFRIE M 0 0 HEZLER 1(0.5) 0
e TR LFED 0 0 oA b= 0 0
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BIfERRBRESIS (%)

BIfERRBRESIS (%)

] . FEAE ] . FEAE
FEAMKNEEARE - FEAMKNEEARE -
MedDRA/J Ver.25.1 DUO-E (H FrAEARA) MedDRA/J Ver.25.1 DUO-E (H FrAtiARA)

(N=192) (N=192)
£ Grade |Grade 3 LI E £ Grade |Grade 3 LI E
ARE /MR L ER R »E 0 0
FFHBEREELR 0 0 Blig 0 0
BE.PESLVLESHHE Bl & BHE 0 0
EnfEl 0 0 UIBAER I 0 0
BEERIEIS 0 0 REBIEIS 0 0
BElS 0 0 BEREEEG 0 0
HonN— 0 0 SHIEBRAN—Y & HHE 0 0
Bz 0 0 FHOBHRMWEZIRSE 0 0
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9. BBERREHBRICRITTEZE
BRESNTULAELY

10. BEKRE
BRESNTULAELY

. ERLDIE

14 BRLEDIEE

14.1 BHIZRHOER
PIPEEDRAIPTPL— kA GEYH LTRAT 5L 58T 5 &, PIPY— FDER
ERIZ& Y EOSARAREREARIA L, BICITFAZEC L THRAXFOEER
BREZHET S ENHRESN TS,

(f#R)
FRSEIA2TE. BEEHRE2405(CEDE  PTPRERSR KD —IRE L T IERIK
DEBZEEHL TLD,

12. ZOHMOEE
(1) EREREEAICE D 1ER

15.1 EREREAICE D 1FHR
ERNOBRRSEBREFCES T, BHEMBEREE. SHEHEAMRFDO = RM
EUEBAEEL-EOBRENH D,

(f#3R)

“REEMES & AF L ORBEEIZHABETEEOEDOD., AFIZAVERKRERICEL
TROGNE-EEGERZRBTIDENHSLEEA. REZRE LT

A5/ TRERAEOEBEBEHET—22,90161I2H LT, 2841 (1.0%) OEHEER
RUERE (MDS) /2 Ef#iEamE (AL AZBHoN TS, €05 H18FIMATETIC
EY, MDS/AMLAEEFEREX (T RMER EHE ST,

T ASNYTEHERRAEQEBBEHET—422, 0161250 T, 3046 (1.0%) d
MDS/AML ZBR < —RIEBHEENRO LN TINS, TORRIE. i (105) | HILHRE
(o) . BRERE GHD . B F) . REMRESEE. U/ B BREERE. B
BtiE. BElE. OENRTELRE. ERTLRE. OBRUVAOERE (F16) TH-oT-.
TREEBEMESNARE L-EBE . ZREERESRRICE LRATRELOFSEF.
TRHOLEMER, BERITEEDBAEE. HE SNI-LROABIEFER (BROATEEFX
(XBRCAZEIGF) . BHEBBEOBRERE. 2 XY R TS HA VU DR, ZTOHDT
IWFIVEHE], RUDNAICERIGE 5 A SEFNZECASHAZAVERY M I LDEE
FEDALERE. LVICHFARBREDOIAREEZA L T =,

W\
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(2) FFERERFAERICE D < 1F#R

15.2 SERRERERERICE D < 1E3R
BEEUHRRICEVNT, HRZRAVSEREAZERSNBR TEGFRALEFHMITR
HonGmot=h, FrA4 Z—ANLRZ—NEMIBERAWNS /n vitrokBHREER
BRCIIRBAEESZREANGAON. Tv MER/IZRBR TROKZSERIT/IMEERE
ANRHLENTT . [9.4.1, 9.4. 28]

(fEE%)

In vitro®BR & LT, RBEFEHLER 89) FETRUFFAETTOMBEZAL-EIRE
REERARRUHEFEOEEMBEZRA VN -LBREERER. /nviveildBRELT, SV k
BR/MEHEBREER L. ELEEEETMEL -
HEZAVLSERERERARBRICEVNT, ZEREREERO OGN oA, Fra4=—
ANLRZ—REMEZERWNS /in vitroRBREEFRRICEVL T, 2EREEFHER
BHBN, Ty FEEIEERRTROBRSRIC/IEERIERANBRO Nz, COLEBIK
EEFRERTE-2XBERICERT 57/ ATREHOHRETHI EEZAONT=,
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X. JEERAREERICEEY HIRE

1. ZEIEEAER
(1) ZhIEHAR

TVI. EHEEICEAYT 5EE] DIESHE

(2) REMEEHAR

. BMEXTHE | BEEXILEE
SERIAE i 155 4508 /5 S R
D& % hERG % 238§ 5 | 1~300 umol/L | ICsfE(%226 umol/LCdY . E&ERA
(hERG® A Y L | FxA=—X\L | in vitro £ (00mgfE 1H2[E) HEEOIE
FrRLRR) | R2—IIR4EME AWM Cm FHIE (3.80 wmol/L)
(n=6) [ZHARTH0EEMN ST,
Y E R HEHE A X 0 GBI) . 1.5. | DMBRISA—4 QEREE
(F LA RY—| (%260 5. 159 mg/kg | HEF) W ABREEROLAL
HER) HEHIRNES | hot.
iR ER 5w~ Mistar | 0 (&) . 20. | —fRKE. BEARRRENARE
(Irwinsk (= & 3 | (641/8) 115, 250° mg/kg | RICEERMEED H SFHEITRD S
TEERER) BEEORS niEh-1=,
FIRBER HEEA X 0 GBI . 1.5 [ eninie 54— 5 -EumAORED
(&2451) 5. 15 mg/kg B AFE L% 5 AT
B EESIRNE S i SR I

a) b kether-a-go-goBf&E &z F
b) ERERFAE (300 mgfe 182E]) HREFOBRBEL VLU LLEABELHETESNT,

(3) ZDHDEEEER

(BEER) "

BHR.ZEBR. FSUVRR—EF—RUAMFUOF Y RILEETEHRLEDFIEMILLED
239FEFED in vitroSHE) AL FREHBRUBRT7 vEM B L-HER, B—
EBE0 umol/LOFAZ/X) TE. IS DEMAFOVTRICH LTHLEELRTELEZ
RETEM 0T,

Ff-. £ MEGFHEBRZIBMEKFEEOEBA A OF v RIVERWTEED /n vitroE
SEBEFMHRBRICEVWTEH A 5/) JTEHEHEES.6 umol/LEFTHELEEZ TR
SEh ot

hoDfFERMS. £ MIERKRAE300 mgitz 1 B2RIRERSEICE GEREE M0
F1fE=3.80 umol/L) . BELGIRMNEENFZTREINSAREMREFLAELGNI L
MR EI N,
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. EEEER

(1) BER5EEHERY

VA - R5E BNBIEE
i T BSRl (mg/ke) (ng/ke)
TOR | HEER15I/EE #0O 50, 100, 200, 300 >300 (228)
(38. 76. 152, 228)
TERER B 300 (228)
HEMER1151/ 5% BARMA 25, 50, 70, 100, 140, 200 100 (76)
(19, 38, 53.2, 76, 106.4. 152)
TR/ B 100, 140 (76. 106.4)
Sw b | A/ B 0 50. 100, 200, 240. 300 300 (228)
(38, 76, 152, 182.4. 228)
TR/ B 240 (182.4)
R/ B 0 240, 300 (232.8. 291) 300 (291)
HES /B 300 297)
15451/ 240 (232.8)
HEMER1151/ 5% BARMA 25, 50, 70, 100 100 (76)
(19, 38. 53.2. 76)
TRl 0 53.2)
4 X* TR 151/ EnE 0O 2.5, 5, 15, 30, 50, 75 >15
HEER 2491/50 meBt | (1 ~TEHES)

ORNOREFHEBRE LB

* A XREAVEERSEERBREER L TR, NMDECICTEMEEAERERORSEERBROERH,
5, BERSEOBBHEELEH L=

(2) RERSHMHEHREY
Sy bRUA XA S TE2IBIERR6H AR 26:8/H) REZOKRSLI-EE
DELGEUENBELERTHY . REMOMEFHRENSTA-—FDELEF>
TW 2 TOERLEL. —ENKRENARZHIT S LT EEXIEISMICEHEL =

WA, |BE5Em/|  RE5E | EEhE —
B | s | @5 | (e/ke/B) | (e/ke/B) ELMmR
Sy k| MM #Oo/ 0. 5. 15, 40 15 40 mg/kg/ B TIl. #THAEEMAD
10BI/E | 288 Hl B CHRMKR S A — 2 OBE
FbhH D, BEESEORE T
(I i 0D B B I 32 M T A8 B
1=o
Svr |HEE @O/ |H 0.5 15.0% 30 | BoriBEERAEALIG
2051/%% |26;@R | ME:0, 1.5, 15| M 5 hot=,
i - 15 mg/ke/ B C I B T
EMEOBERDHH DT,
4 X T #®Oo/ 0. 25 5 .15 |5 SHREOM CHREEMME. RV
3/ | 28E R 2.5 me/ke/ B BLE 0 b 10 <
S A— B RUBHR~OEEARH
Lhit=,
A% |HEME |®0/ [0.1.3.00 |3 10 mg/kg/ B OO BEREC HF IER . 5
/B | 2680 MRS R O MRS DA A
nit=,
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(3)

(4)

)

BREERER

HME (RXIFI7RXEAERERRTAS, TA100, TA1535, TA1S3TR U KGHE RERE #
WP2uvrh) Z#RUW-BRBAZERARICEVT, A5\ JICEEREEIRD NG
mot=,

—H. FYAZ—ANLRAZ—MNEMEERA W= /n vitroRBAEERRICE T,
BERDOREAREEFIRERANA LN, =, Ty b (HHEESHI/ED) (24 S5/8Y
T % . (X0, 100, 200% 1400 mg/kg/ H. MIF0RK% 11400 mg/kg/ B %1 B3E2BMEED
BE L-F8/MZERERICHE T, 100, 200% 11400 mg/kg/ B TIMZEERIERLERO 5
nt-,

A REFER
FZEEMETL

S SRR

1) ZREERUVEREORECEYT HHE (S k)
>~ Q0FI/8) 124 Z/31) T%0, b, 15K% V40 mg/ke/B . REHARBAIARTL
B ELERLTIOBMRUZIBAER SN AETREL TIEBIERZOKRSL.
ChoDEERNEDMERFE S =, TOHR. WThOREBITEWLNTH, XE
178, ZRBRERUVREEFRICH L THEERIFSEA o, T, BEREREDRK
BEBFHRECRIEERIADNT. BFRRUBETFETRICHT 2ZE L A0
nghof-C e, BEMERFIOmg/ke/BEEZ DML,
B> b (22451/8) (2AS/%1) T#0, 0.05, 0.5K%U15mg/ke/H., BUEH L DR
EEI4BRTM DR A E T, 1HIEZEARS L1z, TORER. WThOREIZEWNT
b, XRETBRUZMKEE BHNRRVEIEER) 1S3 588 EHoNEN212A
15mg/ke/ BB THE - BRRAEFEEMET L., —BH- Y DREEFES LT AITHED
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REXE Pregnancy

(2025%7RH) | Risk Summary

Based on findings in animals and its mechanism of action, Lynparza can
cause fetal harm when administered to a pregnant woman. There are no
available data on Lynparza use in pregnant women to inform the drug-
associated risk. In an animal reproduction study, the administration of
olaparib to pregnant rats during the period of organogenesis caused
teratogenicity and embryo-fetal toxicity at exposures below those in
patients receiving the recommended human dose of 300 mg twice daily.
Apprise pregnant women of the potential hazard to the fetus and the
potential risk for loss of the pregnancy.

The estimated background risk of major birth defects and miscarriage for
the indicated population is unknown. The estimated background risk in the
U.S. general population of major birth defects is 2-4%; and the risk for
spontaneous abortion is approximately 15-20% in clinically recognized
pregnancies.
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Data

Animal Data

In a fertility and early embryonic development study in female rats

olaparib was administered orally for 14 days before mating through to Day
6 of pregnancy, which resulted in increased post—-implantation loss at a
dose level of 15 mg/kg/day (with maternal systemic exposures approximately
7% of the human exposure (AUGCo-p4) at the recommended dose)

In an embryo—fetal development study, pregnant rats received oral doses
of 0.05 and 0.5 mg/kg/day olaparib during the period of organogenesis. A
dose of 0.5mg/kg/day (with maternal systemic exposures approximately
0.18% of human exposure (AUCo-24n) at the recommended dose) caused embryo-
fetal toxicities including increased post-implantation loss and major
malformations of the eyes (anophthalmia, microphthalmia), vertebrae/ribs
(extra rib or ossification center; fused or absent neural arches, ribs

and sternebrae), skull (fused exoccipital), and diaphragm (hernia)

Additional abnormalities or variants included incomplete or absent
ossification (vertebrae/sternebrae, ribs, limbs) and other findings in
the vertebrae/sternebrae, pelvic girdle, lung, thymus, liver, ureter, and
umbilical artery. Some findings noted above in the eyes, ribs, and ureter
were observed at a dose of 0.05mg/kg/day olaparib at lower incidence

Lactation

Risk Summary

No data are available regarding the presence of olaparib in human milk
or on its effects on the breastfed infant or on milk production. Because
of the potential for serious adverse reactions in the breastfed infants
from Lynparza, advise a lactating woman not to breastfeed during treatment
with Lynparza and for one month after receiving the last dose.

Females and Males of Reproductive Potential

Lynparza can cause fetal harm when administered to a pregnant woman
Pregnancy Testing

Verify pregnancy status in females of reproductive potential prior to
initiating treatment with Lynparza

Contraception

Females

Advise females of reproductive potential to use effective contraception
during treatment with Lynparza and for 6 months following the last dose.
Males

Based on findings in genetic toxicity and animal reproduction studies,
advise male patients with female partners of reproductive potential or
who are pregnant to use effective contraception during treatment and for
3 months following the last dose of Lynparza. Advise male patients not to
donate sperm during therapy and for 3 months following the last dose of
Lynparza.
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Lynparza 100 mg and 150 mg film-coated tablets

Women of childbearing potential/contraception in females

Women of childbearing potential should not become pregnant while on
Lynparza and not be pregnhant at the beginning of treatment. A pregnancy
test should be performed on all women of childbearing potential prior to
treatment and considered regularly throughout treatment

Women of childbearing potential must use two forms of reliable
contraception before starting Lynparza therapy, during therapy and for 6
months after receiving the last dose of Lynparza, unless abstinence is
the chosen method of contraception. Two highly effective and complementary
forms of contraception are recommended

Since it cannot be excluded that olaparib may reduce exposure to substrates
of CYP2C9 through enzyme induction, the efficacy of some hormonal
contraceptives may be reduced if co-administered with olaparib. Therefore

an additional non-hormonal contraceptive method should be considered
during treatment. For women with hormone dependent cancer, two non-
hormonal contraceptive methods should be considered

Contraception in males

[t is not known whether olaparib or its metabolites are found in seminal
fluid. Male patients must use a condom during therapy and for 3 months
after receiving the last dose of Lynparza when having sexual intercourse
with a pregnant woman or with a woman of childbearing potential. Female
partners of male patients must also use highly effective contraception if
they are of childbearing potential. Male patients should not donate sperm
during therapy and for 3 months after receiving the last dose of Lynparza

Pregnancy

Studies in animals have shown reproductive toxicity including serious
teratogenic effects and effects on embryofoetal survival in the rat at
maternal systemic exposures lower than those in humans at therapeutic
doses. There are no data from the use of olaparib in pregnant women

however, based on the mode of action of olaparib, Lynparza should not be
used during pregnancy and in women of childbearing potential not using
reliable contraception during therapy and for 6 months after receiving
the last dose of Lynparza

Breast-feeding

There are no animal studies on the excretion of olaparib in breast milk

[t is unknown whether olaparib or its metabolites are excreted in human
milk. Lynparza is contraindicated during breast-feeding and for 1 month
after receiving the last dose, given the pharmacologic property of the
product.

Fertility

There are no clinical data on fertility. In animal studies, no effect on
conception was observed but there are adverse effects on embryofoetal
survival.

D (202543A)

A—X NS T7D5%E : Australian categorisation system for prescribing
medicines in pregnancy

Category D : Drugs which have caused, are suspected to have caused or may
be expected to cause, an increased incidence of human fetal malformations
or irreversible damage. These drugs may also have adverse pharmacological
effects.
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KED Pediatric Use
RIXE Safety and effectiveness of Lynparza have not been established in
(202547H) | pediatric patients
Fx ) D SmPC 4.2 Posology and method of administration
(20262 A1) Paediatric population

The safety and efficacy of Lynparza in children and adolescents have not
been established. Currently available data are described in sections 4.8,
5.1 and 5.2 but no recommendation on posology can be made

4.8 Undesirable effects

Paediatric population

No new safety signals were observed in the study population relative to
the known safety profile of Lynparza in adults, based on the |imited
number of paediatric patients treated with olaparib in study D0816C00025
(see section 5.1)

5.1 Pharmacodynamic properties

Paediatric population

The safety and efficacy of Lynparza in children and adolescents aged less
than 18 years has not been established. Study D0816C00025 was a Phase 1,
open—-label, multicentre study to investigate the safety, tolerability,
pharmacokinetic, pharmacodynamics and preliminary efficacy of Lynparza
monotherapy in paediatric patients from > 6 months to < 18 years with
relapsed or refractory solid or primary central nervous system (CNS)
tumours (excluding lymphoid malignancies) for whom there were no standard
treatment options. The study enrolled 16 patients aged > 6 years to < 18
years with a homologous recombination repair (HRR) deficiency or HRR gene
mutation via local test or gBRCA mutation via central test. Lynparza was
administered as a single dose on day 1, followed by twice daily in a
continuous schedule. Of the 16 patients enrolled, 13 patients aged > 12
years to < 18 years received 300 mg of olaparib tablet twice daily and 3
patients aged > 6 years to < 12 years received 200 mg of olaparib tablet
twice daily until disease progression or unacceptable toxicity. There was
no objective response observed in the 12 participants enrolled with
measurable disease at baseline. The results of the study did not allow to
conclude that the benefits of such use outweigh the risks. See section
4.2 for information on paediatric use

5.2 Pharmacokinetic properties

Paediatric population

The pharmacokinetics of olaparib was evaluated in 14 children and
adolescents from > 6 years to < 18 years in study D0816C00025 receiving
either 300 mg twice daily (8 patients, 12 to < 18 years) or 200 mg twice
daily (3 patients, 6 to 11 years); 3 additional patients were treated
during the signal identification phase and received Lynparza 300 mg tablet
twice daily (12 to < 18 years) until disease progression or unacceptable
toxicity. The plasma concentration in both groups demonstrated a similar
exposure compared to adults at the 300 mg dose.
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