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APTT Activated partial thromboplastin time TEMALER Y b v AR T T AT R

AUC Area under the plasma concentration versus-time curve IR B — AT R T TR

AUCoas Area under the plasma concentration curve from time zeroto | B¢ G- D EEG% 24 FE & Colm TR E
24 hours postdose —IRE [T bR A

AUCis Area under the plasma concentration curve from time- zero | #% 5-IR¢ 2> & i FRINE i & ~C oD i 5 Ao 8 E — 1R
to infinity i R T T T

BSA Body Surface Area R IR

CA Composite assessment of index lesion disease severity FEAE & 3 2 SR A G D P BT FE O R AR Al

CCR Clinical complete response Rl PR FE 42 FLAR

Cimax Maximum plasma concentration T v S e R

CR Complete response SERESR

CTCL Cutaneous T cell Lymphoma FERE T lladk U o il

DLT Dose-limiting toxicity FH il BR A

ECso 50% Effective Concentration 50%7 ik £

EORTC European Organization for Research and Treatment of N FRTETE T2
Cancer

FAS Full analysis set I ROt et A

HDL High Density Lipoprotein EHE Y RZ N

Kd Coefficient of Dissociation e e

LDL Low-Density Lipoprotein KB YR Z R0

LXR Liver X receptor JFREX 52 2544

MedDRA/J Med.ical Dictionary for Regulatory Activities/Japanese TCH [T 35 I 254/ 1 A
Version

MM Multiple Myeloma 2B BENE

mSWAT Modified Severity Weighted Assessment Tool

MTT Methylthiazole tetrazolium AFNFT =T 8TV U TN

NB-UVB Narrowband ultraviolet B Ja— N REE RS

NCCN National Comprehensive Cancer Network
National Cancer Institute-Common Toxicity Criteria K= National Cancer Institute-f5 5 -4 4L FH 3E

NCI-CTCAE for. Adverse Events HiYE

NGFI Nerve Growth Factor Induced gene- PR R RN FRA SR T

p21 Cyclin-Dependent Kinase Inhibitor1 T ATV AR ER S — B ER A 1

PEC Primary endpoint classification FHET L RKRA v NyHE

PGA Physician's global assessment of clinical condition EERNIC & 2 BRARIRRE OIS RE A

PK Pharmacokinetics TEEh e

PR Partial response By T iR

PT Preferred Terms FAGE (MedDRA HFELEREE D44 FFR)

RAR Retinoic acid receptor VT A RS

Rauc — AUCo24 [T FD < BRI

RXR Retinoid X receptor LVF A R XZHRE

SOC System organ class BRI (MedDRA HFESEME D4 1)

tin Terminal half-life; MER S ]

Trmax Time to reach maximum plasma concentration B ren L R R R R

TR Thyroid hormone receptor FARAR AR V| SRR

VDR Vitamin D Receptor X I D SRR
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1. R4
(1) #14&
Z VT VF I 7RIV T5mg

(2) x4
Targretin Capsules 75mg
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~_FH T (JAN)

(2) ¥4 (k)
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Q) AT L
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HsC CHs

4. FFXRUSDFE
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5.4 FEARGBRICHLA AN B AL B OMBAL HHIEICOWT, TTEIRERE] OHEONEEZRFI L, AFIOHF
E R OV e A+ BRAR LT B CL ARAILS OTRIRE D FREIZ OV T HIHE TG L, #IG B OBEIREAT
52 &, [1715H]

(fi#35)

ENE VIR (B-1101 3ER) 2 O FFEAMIEH THh -7~ mSWAT 12 & % FEREFMIC IS < TR (CR+
PR) i, BA#AHE 300 mg/m?/day B (13 4) T, #5447 (248) /HILFET61.5% (8/13 41) & BAF724850%
B Lz, Flo, 0 95%EEX MO FIRMEIL 31.6% & +3I2@mVMETH 0 . 1RERIEE G 8 WIFLIRIL 24 JEFRFD
BEFETETONTNOFHIRR TS, BEIED 95% X FIREIXERE TO BRERE 5% % FEDH Z L1k
7ehro 7o, mSWAT IC X ZHLBE, Rk OO A5 OB EATHMIIC IV T, 8 ML 24 BIFE TOWVTHhO
FHIRE I WV T H BEGANT IERT 50% LA EORRBEFEOBUL 2D Hiv, 24 HEFTIX 70% L, LD 3589 5
i, WHZ & DOZRPHE (mSWAT) 1E. will 1B O BHIERITIX 60% (3/5 ). JWHIIB T 50% (2/4 1) KUY
HIIA TIZ100% (3361 Thote, S HIT, ZFHRMMIMO T RfE (Kaplan-Meier 1) (358 B (#iH:27~168 H)
THY ., 24 BHFEEFE TR TOREOEZWIMIL 146 B TH -7,

FRFEFL (LRMFMSE] 13 Fllck T 2 RBHEE) 1, BRI TARE (1213 #1, 92.3%). @=L A
Fo—/VIMEE, &Y 7V Y FME (4 1013 6, 76.9%). HIMERBAME, FHERBAGE,. AmEREHED (4%
5/13 Bil, 38.5%). SIHEEA, &l (% 4/13 fil. 30.8%)Th o7, TNHDH LTI THONTWVIRWEITZH
FHRRORBUL o T, FHERBUE 2 B, FFEEERE 161, & U 7 U ' D RifE 1 10 30.8% (4/13 #i) 12
HERIRZFEE (BUF. DLT) 235588 GAL7zny, BEBURIUIIESMERFER L Ak CTh o7, TN 6o DLT X, Wih
BIRBRIEORIEREIC IV EE S LRI L, 20%., HONTCOBEL TWeREERET A X 225
BWEIC LY AR ORGP S L, RBRPIIEFIEZR <, DLT WKL CTHOAANIRG AR T a7 7 A VERL
TWh EEz b,

PLE, BB B, UEH IB~TIA THEEMFIENEHRE (720, A7 a4 FARZER) ICRERTE =L
72 CTCL BFITx DAFIOAENER O BIEDNFER SN2, 6 - 2hR%E RS THIfaME Y >N L LT
HRHGEEIT 272,

Flo, RMBLETLRERBOZMIITIEMMLET L2 L. ROAROERITEEL TINRT 4y MU R 7 %145
BT 20BN H D B X, WHE - RIS A EOEEZREL., LRROEBVEEREEZITIZEEL
77



3. AZERUAR
() RERUHAE DR

6. IERUAE
BHE., RACEF a7 L LTIALEB00 mgm? (KERERE) 2EB%EN#EE3T5, B, BEOREIZXY
HHEEET S,

) AR UVAZDHRTRE - 1B

EINEVIAEEE AR (B-1101 38) 2 ([2BW\W T, AFIZ B HRE 300 mg/m¥day, 24 HRIRE O #E LB 30E
B ORIz, —J7, BtAH & 150 mg/m¥/day B3 BICIE. 58T Q4 WG T) FER0O mSWAT ZhHIE
T2H|0 PRBBD LN DD, Z O ORI, FhEi, §HIRFL 20 BIFIZEY PRIZARSTZHDTH-TZ,
BRAE A& 150 mg/m¥day BEIZ 31T B2 3 HIEBA4AH & 300 mg/m?/day BEIZ LD LR IBIR IS ICB £ - Tz
EHEEL I T,

SEHEREICBI LTk, ENE VIHHERARRER (B-1101 3888) 2 (281 HBA4AH £ 150 mg/m*/day & OF 300 mg/m?/day %
HCI, ARIOBBEITISIEHEICHM L CEFT2 2 3RS I, $iz, EYEhgicd+2R8F0OREICEL T
X, 2 BUEIR TS &g & LTSN BR IS BV T 2ERF L D b BTRIEREEO SR E WAL ET RS T EY T o
EHFETX DI LIRB SN, TUCHESE . EWNE VIHREERR (B-1101 5 dTIIEBHRETEHR L, Znb
IZED, ARRGEHRTLI L L L,

UbXvy, AROREROCHEEZ @, RACEFPa7 2 LT1 A 1E 300 mgm? ((KFmkE) 28%k0
515, B, BEOREICIVETRET S, &L,



4. AERUVAEICEEYT HER

1. BERUVASCEET 35

1.1 25F 52 X 5 MO FEMEESGER & OSRIC YW T, ARER OZRMEIEIMESL LT,

1.2 KBRHEBEPOGHELTAR OB T vLH VST o L LTTSmgeE&F12) ORMAEIE. UToRD L
B THD,

300mg/m? (FIEIZEE) HEHIZHEITS
ARETEREIZLD N TEILE

AR EfE (m?) RS
0.88-1.12 4
1.13-1.37 5
1.38-1.62 6
1.63-1.87 7
1.88-2.12 8
2.13-2.37 9
2.38-2.62 10

200mg/m* (HERRE) REBIZHITS
AREGEREIZLDZ D TEILE

Fimf (m?) AU
0.88-0.93 2
0.94-1.31 3
1.32-1.68 4
1.69-2.06 5
2.07-2.43 6
2.44-2.62 7

100mg/m* CREFAE) KERIZEITS
AREEEREICLD D TEILE

HEEHE (m?) VA%
0.88-1.12 1
1.13-1.87 2
1.88-2.62 3




7.3 Grade 3L EORIFER KO F U 770 £ U FIAEAS R L2 HEITIE, BITOEMEL AL LT, AHIZAREE
B|IPIETD &,

REfRgsnER

Grade 3LL EORIEAN BB LG4 | BEREOLA &5 253300mg/m? ((KEmEE) OBE
(E RV ZUE®Y RIJESKEH LGS | 12X, BIEASHEA X IXGrade 1LL FICdET 5
WU To<@m R ) 7Vt D RiE~D | TIRIEL, 200mgm?> (KEREFE) TS EZHEET
RG> IZHED Z &) %, AEMRIELTYH ., RIFERZEAL, XiXGrade 1
CUFIZCEE LWEAIcid, #5294 5,

FHFEO A #E5&H200mg/m? ((EFREE) DBEE
WZiE, BIWEM 232 X% Grade 1ML T2tk T 5 %
TIRFE L, 100mg/m? ((KFKiAEfE) CTHREZFEHHT
5, AWEMAIEL T, BIWERZNEI, XIXGrade 1
PUFICEE LRWEEITiE, 529135,

FHFOI A5 EH100mg/m? ((EREHE) DBEE
Wi, BIEH AN e X id Gradel DL FIc k9% %
TIRFE L, 100mg/m? ((KFKimfE) CTREZFEEHT
5, AEMEMAIEL T, BIWEAZNHEIE, XiXGrade 1
DUFIZEE LeWgaicid, &5 2H1E4 5%,

<E RV Z VRV RIAE~DOXRG >

mig kY 70U REN200mg/dL%E 8 X 7= %A1t IREREERRIEOWNGT 2 ZET 5,
NEEREERREIC L DR 2T CHMiE R Y 77V Y FMEN400mg/dLE B 2 TV DA
WZi%, TRERFEERRIEOWU T i+ %, IRERFEREROLG ZFEL T, MmiF b
V27U EY RMEMAS00mg/dLZ B 2 TWALAIZIT G EEZEET S (1H B5E23300mg/m?
(RFiEFE) OBE. IHK200mg/m? (REmEFE) . 100mg/m? ((AREMHE) ~LBET D), £
72, MiE U 7YY RMEN1,000mg/dLZ B 2 7285802 1E, ABI 2RSS 5, K%, mig
NUZUEY RMEN400mg/dLATH CTLE LIGE I, IRIKRTL 0 1B & TG 2 755
T 5, 4HBKRIE L THEIELRWEAICIE, BEE2TIET 5,

GradelZNCI-CTCAE version 4.0/ X 5,

(i)
7.1

TREEMEE A R A V3 REDIRY 2B A RFA 220200 V Tk, VF /A NIRE (KFl%
Eite) LMOFEMEES (v F—T oy, ROAT A R, FUREER YY) LofficonT, BE
e A OHERE S IR I TV, F7o, BRRBEBESCAKM UETIE, LT/ A FiRE (RE%
Gle) EAVE—T xR E AR RLEY—F, RY J2AZ Y b Vo S ESEAMESEEKE O
PERZRE S TR, FITEOFHICE D BEREFEEZTRET5HME O H D0, Wb /NEUE 7 E fi %t
HERFEICBAT 2SI E - TR Y . FrEOPFRFIEDERERN ERIE L LTS SN D £ TIZEE->TW
rnWEkEZBND,

1.2 AFNIEREHRIE CCRER (D7) 2RODB, AFNX75mg (1 7 d) O 1EERKEORT

1.3

bbH, 0D, BREENOIEMH | BEREE (mg) ZEHT50 TR, REIORIESD 72 VED 5 h
DT 25 L 91T, BIAAME 300 mg/m?, TR R 200 mg/m? & OVEERA & 100 mg/m? Z L Eho i~
AR AR T & L L,

FENEE 1/ IAREEARRER 2 ICB O CHE LZAEFR, FRHCE MY 7Y & Y RIERBRFORE & B EBICREd
LHAEPHET A X A, RRNOLRERFEEERIZHEE L TV EBEZ LN ENLHEELR,




. BRPRRL#R

(1) SRT— R\ lr—2
Phase P "% | 7ae | E s
RERE S PE PE g
[ NS
EAnGE| HA ACTCLEE (HHINBLL X Zlugk kE., A —7
B-1101 IS HIB~TA CHEMERPIEITAH | © © © | rI~ur, BEfFRHR
WP Z R LT BB« 167
HEoL Bk
VAR D7 &b VHIEO &5 R IEIC %t Shask fLm, 74
E7273-G000-401 | L CIREIRPIMEZ R LZBEHMETN | © © 2, A= TR
HEATH OEEEMCTCLE « 594 L
EAINGE R M SO TR O R HICTCLIAR % gk 3kE . EERI
L1069-23 # URMWIIA, IBK TN TIA) : 8645 O [, A—72»7 X
(D B2’BNLIB IR E) v, BETEXHR
R HEIEME O HEATHICTCLES (Rl % sk L, [EERIE
L1069-24 IB. M. IVAK O IVB) : 1074 O @, —7F>v 5~
(@GR R IESENIE S =) v, BETEXHR
1A 2RUFEIR R L gk 3kE., A —7
L1069DM-01 34431 O O VIV FERTIR
Kig#es g
B THE LT BE Hligk, 4 —7 7
L1069-93-01 CTCL : 93], CTCLLLSF : 43431 O O |~ xR, X
5. FAEE
5 1/11afH HEL T B Hlisk, & —7 7
L1069-93-02 CTCLLAS} = 6045 O O |~ FERR, KB
Pe b, R
EAanILE AT A SR o LR R % gk 3kE, A —7
L1069-94-02 2841 O O TV FERTHE
Kiges g
HVIEH 18-65mE DR 72 B 4t Hiligk, &—7 7
L1069-61 2441 AL, 2R, 28, 2
© © B, 7 v & 21k,
71 A F——
HIHH 18-607% D fRLRE 72 4 gk, A—7 7
L1069DM-01 12451 O |~ 28 5o xn
PK Supplement b 7oA g
O : FHEEE O : EEE

(2) BER IR
< AL 5 B >
e ERHR L

<AEERER (B-1101 38R 2 >
AAN CTCL #3512, AHI 150mg/m? (3 f51) KT 300mg/m? (6 ) % 4 EMARKEROELS L, HEHIR
#wPE (DLT) 12\ ORGET L7z, DLT i3 150 mg/m? #4500 3 i TIEEoH e, 300 mg/m? 55Tk 6 il 3 4
IR BTz, WaRIX, Grade 4 OE MY 7 U U RilfE 1 &, Grade 3 @ AST HHI/ALT ¥4, K OVF HHERTH



DR 1 BT o, SMBEFEMZEA~OHE 2 ROIFER, #0572 3 §lo DLT 13, A TRV b A
BIOEMOAEERTHL Z L, ROHEREHEICHED 2LV AR ZEGMGET 22 ENTEXIZ b,
AENOLEMEICERRIGE L R D AEFR TR -T2 LB S ™,

) AFOAR SN AELOAERT, 1A 1A 300 mg/m? (AEEE) Z2RBROKETH D,

) AERIGIRRHAER

<[ENEF NS (B-1101 %) 2 >
RIGEZ EGEmHNB MLl L (MB~IVB #]) . W ONTBHIB K OMMA B CEEYERPIEREEI L CEEEMED
CTCL&#H (7=77L. A THIMAMFE « U > BT AN SR SR L) 2Rf% e LIZENHE/HERERRIC
BWT, 13 1 (EEUHEERS:6 Bl SEIFEERS7 ) 1ZAA] 300 mg/m? % 1 H 1 [E], K24 M, BFICROZRS
Uiz, EEFMEEE CTH 5, #5BE0S 24 RS SUTPIERRZIIT 5 mSWAT [ZHSW =785 (SEamfiE -+
ERYEMR) X 61.5% (8/1341) TH V. WHINIK OHMARI COEBFEILTROBY Tholo, 7. WHIA,
B KX OIVA O BEITHANKRIR TH o 7o BFERINTHAAN DILe o7z, RIGFHOEFIT 113 B (FH

0B 1, FIREWIE) MAANDLNTZN, BB ELNRNoT,

AR | 2220 (CR+PR) =* (95%(5HEX[H)
EXLS 8/13 61.5% (31.6,86.1)
1B 3/5 60.0% (14.7,94.7)
IIB 2/4 50.0% (6.8,93.2)
ep
A 3/3 100.0% (29.2, 100.0)
IVB 0/1 0.0% (0.0, 97.5)
BB IE 8/12 66.7% (34.9,90.1)
FEARTL B , -
KAV ITHIIRAL U o o 0/1 0% (0.0,97.5)

% : mSWAT I & 23 Coe 2 EM (CR) UTHASEM (PR) Tho7-BFE

LAMEIZOWT, BRAAH & 300 mg/m2#E 13 il 13 5] (100%) ZEITEA (FBRMRAEEOLBZ 5Tr) 158D 5
Nz, E2EWERIZ, FUIRAREREIS TIE (92.3%, 12/13 #) . ma L AT o—)LiER O R Y 7 )& Y Rif
S (76.9%, 4% 10/13 i) | AF A ERIBAE K OV EkEBA (4% 38.5%, 5/13 fl) . HIEREAE (30.8%. 4/13
) | Al RO EREEY (% 23.1%., 31361 | FEE. Bl IEHROMERRE (% 15.4%. 213 #) Th-o
7o OKFERE)

< EWNHHERREOMkGE AR (B-1201 iER) ¥ >
CTCL & A5t & LIZ[EWE 11 AHRRER (B-1101 3ABR) ofikkisd (B-1201 #5R) (T T, AHlZ 10 fillc
Bl U7z, B-1101 3BRIC 51T 2 BAAAH & 300mg/m? Bf 13 51 (B-1201 ERIZBIN L TV 2 5Bl E ) TOIRER
FEESET (& TIHIE) FRRTO mSWAT IZHDW 235 (FEREMHESEM) $ix, 53.8% /134 (95%
fEHEX M FIRME @ 25.1%) CToh o7z, CTCL FHHIBIK OFHARTURICORMFIL FEROBEY Th Tz,

B AR S A 2

AR 7/13
IB 3/5

B 2/4

R EH R

A 2/3

IVB 0/1

. ERE AE 7/12

FEk il
R IHIAAL Y > o 0/1




<SS I/MARGRBR (L1069-23 #ABR) 45 > MNEAT —%)

2 FEFALL E DS FEIC KR L CEREMEORI T A, 1B XUNIA #1o0 CTCL A2 (HAERERFIEL : 80 6) % xR
ABNOBIMER L EMEERFT 5 Z L2 A& Lo IEEmEIEAERERN . #EHh 39 fEsk T3 S vz,

FER O &EIZAA] 6.5 mgm? KT 650 mg/m? & O#F 5 L S, D%, DLTIZHES 7u ba— /L oOEFIZ L
Y 650 mg/m?>—500 mg/m>—300 mg/m? ~ZH X 16 BERE 0 #& 5 L7z,

ARBRITRER ST 58 6] (6.5 mg/m? 5 1 15 61, 300 mg/m2 &5 : 28 B, 300mg/m2 B 5 : 15 #l) 2FNAHA
DG S, BOMER NVZEMEOMBATRIGER & S, FEFMEEE X PGA. Composite Assessment of Index
Lesion Disease Severity (CA) } O} Primary Endpoint Classification (PEC) IZ3:-3< THhRTH 7P,

FEEHIE A
%) (CR+CCR+PR) ™ [95%(FHHIXH] (%)
6.5 mg/m?# 15 300 mg/m? ff 28 7l >300 mg/m? Ff 15 f
PGA |2 553 < b 6.7[0.0, 193] 50.0 [31.5, 68.5] 60.0 [35.2, 84.8]
I HS < Fh 20.0[0.0, 402] 35.7[18.0, 53.5] 46.7[21.4, 71.9]
PEC (22 Z/h= 20.0[0.0, 40.2] 53.6[35.1, 72.0] 66.7[42.8, 90.5]

* o FEETM (CR) X CCR (HiRMIZERTEM) . PR (MO Tho7leBE
BAPEICOWT, AREIB G P SUIARKI 54T % 30 HEANOETIERD bivigh oz, 7ok, RAHEGHET

?(ﬁ 30 HLABEDSELCIL 2 BilERD b7z, SERIZA Y VR OMIRAE 1 FITH Y . WIFNOFSR S AHF & OR R
IEE ST,

*‘/;fc) AFNOARBEINAEL AR, 1 B 1[E 300 mgm? ((BREkE) 2R8%&0&5TH2D,

<YESVET/TMARRER (L1069-24 3ABR) o7 > (UHEAT —4)
| UL O F Ik L CEEATEOSH B H12L Lo CTCL B (BEEREMEL : 60 #1) Zxiic, AFlo%
SR OEIEEZRET 22 L& B & LIoIF G ERERAY, Wist 43 Jask CoEM sz,
FER O EIIAH] 650 mg/m? 2R A x5 & Sivic, £0#%, DLTIZfED 7'u b a—/LOZEFIZ LY 650 mg/m>—
500 mg/m>—300 mg/m? ~Z 8 I 41 16 R A& G Lz,
AREERIEERE 72 94 6] (300 mg/m? $E5-13 56 51, >300 mg/m? #25-1% 38 ) EHICAFIAEE S, Zetto
FRATRIGHERT & STz, FERHIE 13 PGA, CA M URPEC IZES S BHRTH 712,

FERHmE A
%%) (CR+CCR+PR) H* [95%ZHHXH] (%)
300mg/m> # 56 i >300mg/m?# 38 f4i
PGA (ZH5< Fh 48.2[35.1, 61.3] 52.6[36.8, 68.5]
WD T 26.8[15.2, 38.4] 47.4[31.5, 63.2]
PEC {22 Z85h# 44.6[31.6, 57.7] 55.3[39.5, 71.1]

* 1 SERM (CR) XX CCR (MFRITEATM) . PR (FBAEM) Thol-B#

LRI ONWT, ARFRGHIR P SUIAFIR G T 30 BUNOIET T 4 FlICiRD Sz, BRI HIm, Jilide/
FHSERRIE A, AEAEKR OGRS 1 ITHY | RIS ONTIIAA & OREBRITIEE S NiehoTz, 728,
ARENFGAET 1 30 HLABEDIETIL 7 BIRRD iz, JERITA Y o <IE 3 6], AL/ H/gR R, BuiE, #iE
FKOFRHE 1ITH Y, FRE/HimAEMEE L OME U 2SS 1 IOV THEARR] & OREBMR TS E S Rio
7o

) ABNOEBEIN-HEROAER, 1 H 1H 300 mgm? (KERRE) 28%EA0K5TH D,
(4) IREE AR ER

1) AR AR
DR L



2) REMHER
R L

(5) BE - FREERIGER
MEER L

(6) ;AEAIEM
DEARERE (—RERABERE. BEEARERE. ERARBLERD) . RERTET—IN—IHE. HER
GRERABONE
<HEHMEIVIERER (E7273-G000-401 3ER) © > (UMEAT—%)

DI &b 1 FEHO SRR U CEEAED CTCL BE (BAZERMEK : 60 B) 2581, AFl 150 3T 300
mg/m? G\ LA IER L EMEEZTHMIT 2 Z &2 B E LIZFEEMEIEALRERD, ¥ 16 fsk TIHEME I,
AFRBRI B ER S 72 59 B (150 mg/m2 B 30 6], 300 mg/m? B 29 B) RHNIAFIN D72 &b 1 [EBE S, 210
Full Analysis Set (FAS) & L CHBMEOMTIGRE Shiz, £, R—OEMBLEEOIT%R L Shi,

ARRBRD FEIME A 1L, R T TSN D, CA IS K D REIRATMEICHE S < 05, PGA IS #
e, KOVBSAICH®D D CTCLIRAEICIE S BRE Sntz, B, Wi 2 B8 % EREH 2 K3IXE%
TE SN,

FOROMATRER (RBAGZIR, FAS M. IRBREEEAHIE)

7% (CR+CCR+PR) *[95% (X M] (%)
150 mg/m? #¥ 30 151 300 mg/m? B 29 4l pi
CA T X 2 BB IR A3t 55 < 2 23.3[9.9, 42.3] 34.5[17.9, 54.3] 0.3985
PGA (25 < Bphs 20.0[7.7, 38.6] 37.9[20.7, 57.7] 0.1581
BSA (23 < B 23.3[9.9, 42.3] 34.5[17.9, 54.3] 0.3985

% 1 SEAM (CR) XX CCR (BRARISEATM) . PR (5L Th o8B
) AFNOARBEINT-AELORAEZ, 1 H 1E 300 mgm?> (KR 2B8%FO0K5TH 5,



) EREMLE L TERETFENDABTXIEIER L-E - HEBROME
2016 £F 1 H 22 B ORGERRGEATREIGRE, LUT OGBS Shvios, Rl ki (2fiid) 2z 920 L,
2022 4F 9 BIZABIFREICRT 2 RS2 L2 2 LR S22, LN OEREEDP MR & 7257z,
AGRRME - ENTORBIEF D TIRHNTWD Z Lnb, BERTR, —EROEFN R LT —F B ERisNnD
£ TOMIE, EFZHRITHAREREZEM T2 2 LIk, AFERBE O RIERCET D L
EbIZ, ARNOZEEKROCAIEICET 27 —# 2 RIIIEE L, AR OB IEMERIC LB Z#HC S

NP
<FRERE AR OME (KT) >
LAV F A MEEREAE, MEde. Wi (FORIRASEEI T L OMRbE) | e rE, ATikeer

FORYYE, OtHBEUE, fEAPIE, AREE, BEMmRE, B2 I ARRYE, M
RRAE, BERUTHAVIRIE . A B M O SRR e

H# AFUEHAERETTO (1) RMOBIEMORE (2) BIEMREILRILOME (3) <4
PER AN B KIFT LB LN L EROEE (4) FHAGHAEH % 2 B
L. ZEMER A OV THERES 5,

FRAE B 306M1 (275H3)

GLECWIRPS IR ER T RUC DWW T EMET 5, BIERIRIIT 4R,

FE 20165F6 23 H (AHIFEFEH) ~20194:12H31H

HARAEE NEEREE. MR, WoWmEE (FURBSEREIR T X OMRMEE) . ks, IFRRerE

FLOREYE, DGHOEEBUE, EATEME. AN, BEMERRE. X I CABRNE, M
RRE, BRI R ARE

F A TR AT B ae ol

FEAMERRAT R GOEB129145 D 5 528401 (97.6%) \ZEIWEANII L=, FREWEMIX
BEENE -T2 b O HIEICN D IEEE 24201 (83.2%) ., Uitk L OvueEERE 2264
(77.7%) . ERRMA 88%1 ((30.2%). IMiKIs LN RmREE 67 # (23.0%). AFAR
EREE 32 f] (11.0%) . BYJER JOFERE 31 #1 (10.7%) Th o7z,
A

BRI 6 GUER] 28241 D 5 HmSWAT TaFAl & MU= SEFI T OEEIFRIT60.1% (104
BIN7361) . PGATEHM S =JERITDFEFRIT40.4% (46/114%]) TH o7,

QEY
TR L



VI. EMEEICEHI SHIHEE

1. EEPHICEESHLHLEMRITELEYE
EXAIVA VTF/AR

R BEEOH L8 ORRE -

IRFT, BRFOBMNLEZEZRT L2 L,

2. EBEER
(1) YEFRERSL - VR MR 1022

REY T AILTF /A FXZEE (RXRa, RXRBETURXRYy) IZHEA L. BEE2FEHATZ&ICX0, TR

b= AFHE R O E S I ER 2R U TSS9~ % & HEH ST D, RXR (T RXR 2 & O 7O N
BRE “BEZERLTEY, &P o7 URRIRINISHERT 5 2 212k p21 722 EOnRAMGIRIET OS2 15
e LU ER 2 R8T 2 LHEH S h 5,

(2) &R 1T HHERAAR

1)

2)

3)

B IR D R 1O

RXR KONLTF /A VEEZEMR (LT, RAR) (ZxT 2%V a7 oiEdtE2 PH] Z#baha v CThigt
L7z, TORER, XFH a7 0 RXR LN RAR OKY 7 & A4 7okt Afiet (LT, Kdfl) X FEoLE
DTHYH, X T L RAR &I LT RXRICEWIEAMEZR L=, (in vitro)

RXR T RAR ~D B
Kd i (nM)
RXR RAR
a B Y a B Y
NEY T 30+17 1445 15+3 6,298+827 >10,000 4,804:899

3 [EIHIAE O P fE AR HE RS

R OIEHALIS - B 1ER 1V

RXR .

DB TRD BNT=, (invitro)

AFHP T Il KD RXR O RAR OEEIEME(L

RXRB. RXRy &5 & RARa. RARB . RARy #/7 HiREDIHHEALIC KT 5 XF v 7 > OIEH
BN T 27— PBREFEATVEEER CV-1 Mgz W THRE L, Vo7 = T —EORBU L DR EETEE

12 50% A %hiEE (ECso i) ZHEMH L7, TOMER, XxV o7 2k 2EEME(LIE. RXRa. RXRS. RXRy

ECsofl (nM)
RXR RAR
o p Y o B y
25 [22,29] 27 [24,31] 19 [17,22] >10,000 >10,000 >10,000

FEIE [95%(E4E X1 . n=10

RXR ENZ AT 1 2 BROTEMAL 12

RXR a & FFENZAMRRAR . RARS, RARy., EX I U DEAFER (VDR), HIRESR/LVESZEREK (TR).
AV F VY — AEERIGEMEZ B (PPAR) «. PPARy ., MR ER 7#FE#E =1 (NGFI) -B, X %%
K (LXR) KOV 7o XZEE (PXR) 1B Shbd~T 1 2 BRE L% o7 OiEGIEE(LIE
MRENTT =T —BREFEA VBB CV-1 Mgz AW TR Lz, ZO/RR, X¥¥e7 4289 RXRa
LT m 2 BERERN LIS ET 5 2 & 0380 b BN A AL PPARa . PPARy . NGFI-B, LXR X U'PXR T
ol

(in vitro)



4)

5)

6)

7)

DS AAMEA S AR R 1Y

bt M CTCL Fi3k HH #f e O HuT78 MR 2 _F Y u T UIFET CHE L, vZAZ 7 uy MEC LY FE
SND D AMEIE T EEW 2 et LT2RER. NSV a7 03 ps3p73 i kT2 & & Hia, THoO p21 OFH%E
BinEwiz, Gnvitro)

T b= AFELEA

b MRTESEERME B Mmook HL60 Mifa R Ot b= S ok ME180 Miflatkz VT, ¥ e 7 o7 R h—
VAFHEEREZ DNA OW (b, MR EFNEZEE O N T v ATV E I F—BiEE 2 FREICRG Lz, £ OS5,
XY T AZLD TR b=V AFEERNRD bz, (invitro)

HE I B 1EM 1Y

b MEFILR R 184 Mk OV M ILEEE Sk T47D Milatk & V. &Y a 7 o EI k4 5 1EH
Za—H A4 MA RN —IZLVBRF LT, EORER Gl BHEL~DOBEGIE N 4 7 U > DI O FEAIED
. XX a7 Al XA MBEAMEEERARD bz, (nvitro)

FEL I p KGRI | 2 Sk 2 HE AT R
<invitro>
(DCTCL H sk 1618
t h CTCL fi3k HH HHE K O HuT78 A IZ k-2 <% Y u 7 v O ER 2>\ Tk etk %
IR Lz, £ OMEER, HH ML Y HuT78 AEIZRW T, P a7 102 L 0 R R AF0 7 s fmdm
FHERZRD B, ¥ a7 o ORI EM L ONFIREMITO [CsofEix. HH HifETENEI 0.06 KT 23.28 1
mol/L, HuT78 fifECTENZ4 0.10 & TN 24.32 umol/L TH -7z,
@CTCL LIS+ o HEE R skl gk 1415:19.20)
v RERMEHE (MM) Hi3k RPMIS226 Aifia OV b alEBEEKME H Ml 5k HL60 AffE, W ONZ b hEESEES
BRI SR 1483 A, SCC25 Mifiak O SqCC/Y1 fifd & AT, [PH] 7 X ¥ v OBUA B & & I~ %1
07 QAN I E R 2 fEt Lz, & OfE5R, RPMIS226 M, HL60 A O SCC25 MAICIWV T, %
T Al K D RIS ER 23380 bz,
b NEFILAR B HESE 184 AilE, v MILEmESE T47D M. /NS ME B3 NCI-HS2 Mifa, FE/ Nt H
& SW-900 AHiE M O CaLu-3 M4 VT, B B nfasi A I~ ¥ a7 2 K D Mg s (5 4 fet
L7z, ZOfEH, 184 #lfu, T47D Mk, NCI-H82 ALK TN SW-900 HIAZIZIWNT, NF P r 7 A L S i
FEINHIVER 3588 BTz,



<invivo>
(DCTCL H stk 2
HH #il % 2 FRAE L2 e~ 7 22 W T, &Y o7 o OIEEHERmHEIER 2 it L=, BHi10 0
% CERIRESHARS : 82.8mm®) b, ¥ ¥ u7 v (3, 30 KU 100mgke) Z 1 H 1[5, 28 HFE AR DS
L. EBARELZEL Lz, TOME, &V o7 30 L0100 mg/kg 55 CHREZINCH B 72 BB R E I H
ERBRD 6Nz, (w7 R)

(mm®)
5000+
-0- Control
-e- 3 mg/kg
5 40004 -a- 30 mg/kg
e -a- 100 mg/kg
X
i

OIIIIIIIIIIIIIII
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

RERBEROBHE

ARF 1T O R R
EEME R 25, n=10, * : p<0.05 (FV T 30mgkeg FHO 11, 14, 21 K25 A, WRNI<FHF 77 2 100 mgkg
BE 18, 21 K UN28 H), **: p<0.01 (XFH¥ 7 30 mgkg #£D 28 H, WNIFH 17 100 mgkg BED 11, 14 L
25 H) (Dunnett 7€)

@CTCL LIS oo s i sk 22
b S EESHERR T bR S HNON A, HN21P #E, 1483 M OVt bRl SZRSE H S LNCaP flia % 52 il
L7z KIE~ D A (X— R~ R) ZHNT, ¥V a7 102 L B MEEHFEMHEIER 2 it Lz, £ 05,
AR¥xHaT LI L D HNON MlE & O HN21P A 3\ CIESEEMSIERZRBO b, (U R)

(3) {E ISR - F4ARER
MR L



VI. EWENEICRET SEE

1. MARED#R
() BELEASmMAEE
MUMEE L L

Q)RR CHRRASN-IFEE Y
HAAN CTCL &I~ FH 7 2 150, 300 mg/m? (EFKmER) % 1 H 1E1S5 A, BHRICROKRS Lizb & miE
HAFYu T UREE, 1 BH TR 3.3~3.7 Rkl
eI R EEICEE L, tn 130 3.7~42 B CTH Y | REHRGIC L DBEREITA BN 572, Cnax KTV AUCo24

M. BERAEICHEI LTI LZ, MERGIC X VBTREITIK T L, AUCo4 1235 < BRE#HMEEL (Rauc :
B AUCo24/1 B BH¥E5H AUCo24) 12, HEIZED ST 0.5 TH o2,

g b0y (1 HH)

N

CH

10000

=
E

M o7 R
(ng/mL)
= 8

——

150 mg/m?day
—o— 300 mg/m¥day

0 4

8 12 16 20 24
Time (hr)

HEEONHSFEOMER ¥ e 7 v BE

B[O R O AR SR OB EE R T A — X & FRITRT,
CTCL BEFIZA_XV a7 v 2 B% A L O E & GO IEYENRE T A — X

EIZZEL,

tip 1350 2.7~3.2 K5, 15 H B TIEf 2.5~4.1

15 HAKE

R R (15 HE)

[P
(ng/mL)
8

—e— 150 mg/m*/day
—o— 300 mg/m¥day

0 4

8 12

16 20 24

Time (hr)
g OSSR MR- % o 7 B

e b
(mgiiday) 150 300
Hilal,/ A8 Hi[] K8 H ] A8
Bil% 3 3 6 4
AUCo24 (ng + h/mL) 7,767+3,071 3,831+2,105 20,476+7,603 10,81523,541
Cmax (ng/mL) 1,512+547 7774545 3,628+1,370 2,475799
Tmax (h) 3.3x1.1 4,1+0.1 3.7+0.8 2.5+0.9
tiz (h) 2.7+0.2 3.7+0.9 3.2+0.7 4.2+1.1
Rauc - 0.5+0.1 - 0.5+0.2
PR R (R 7

) AFNOEBEIN-HIEROAER, 1 H 11 300mg/m? ((KEHERE) 28%&O0%5TH D,




(3) hE
MU EE e L

(4) BZE - RSO 22329
SMEBERERA 12 B2~ F Y w7 o 75 mg 2R FICHI G SMEARREROA 24 BlIC~F 4w 7 2 400 mg/m? %
EFP I EFEAZICHER S KO AAN CTCL B4 9 BliC~FH 17 1 150 T 300 mg/m? Z £tk (2 HEHE 5 L 7B
D PK F— 2 Z it U755 ErHRIC L VRHE L7 _NEH 0T 0 Con KO AUChr 13, M 5 & bz LT,
AEFIAEZEGTENLEN 6.1 LN T.56E, WRCBERETENREN 7.0 X N9.0 fgmfEz R LW,

BBRELMETTHRELEZPKARTA—H

o= s B TG RIZ L VHHIE L7 Coax | GBI K0 ##HIE L 72 AUCint
(ng/mL) (ng-h/mL)
iE=g 12 1.030.67 4.43+1.99
BREP IR EHS 24 6.32+2.11 33.14£11.97
% 9 7.25+3.02 39.68+16.84
PR 5

) AFNOER SN HER AR, 1 H 15 300mmg/m? (KEHEE) 2B8%&AK5TH D,

2. HUEEBNAS A—%
(1) BT 5%
PGB L

(2) TAGEE EB
BMER L
<5E>
VI 1. (2) BURHBR CHERI NI FIRE ] OTED tmx 25T D2 L,

(3) HEEEER
MUEE L
<HE>
VI. 1. Q) EERHBRCHERIN-MTEE] OHO L 253BT 52 L,

BDHOIVFZIURY
SMEIA 2 BUBERI B 14 FITA_F Y a7 75~300 mg iR N5 LT 24 REEZIR Lo & & JRPIC_F a7
R R ORH TR ST, RPEIERIZ<0.04%, &2 U T 72 A1X<0.66 mL/min & H#fE52 &=, (SHEA
T—4)
) ARG SRR, & Tl ) v BT D,

(5) T
AR L

6) Z0it:
AR L



3. B#E[A R¥aL—ay) B
() B AE
MEER L

(IS A =R EFHER 2
FMELN CTCL KO OfthofE™ Zxige & Lz 11 OFFFRBR CHIE Shiz, R 614 A58 5172 3180 Ao
PR Ao T Aot L, gERE MBI ARF T o OB KT TER ARSI LI 2 A, Filn, M
Bl ANFRIZEE LW &, FAT7 0 Ta VAR VT 0 AMEFT 52 L, I9—n v Ml Gl of T
BRICHRTZ U T TV AREN D LSRRI T,
) AREIOER S NIRRT ST E T AatE Y B TH 5.

4. IR
WAL - YL
WAFTXAZEVT 4 (Ty b, A4X) 72
O R OFEIRNEE S LT2BRo~_F a7 > MEPIRE O AUC SR LIz sl sA 7 <4 e U 7 013, M
BEZ » RENFINT, 41.0%K 1N 28.7%, A X T 7.46% Th o7z,

5. 9
(1) Mk — M BIFT @ adtE >
[MCEEA_F YV eT 2Ty MIROEET 5 &, IMTHCIBmH SN, (T v )

(2) % — R AR R PT@d s
AFIDE MBS @@tk R IEBITEIC OV TR S TWRWnwWb oD, 7 v Fa AWz - JRIRSEAE
REIZBWTHRATERRBO DN TND 2 Linb, NFhu T dhka@ms LRIE~BITT 2R H 5, (7
K (X, 2. (5) s OESH)

(3) LH DB
AR L
AFOHI PHHIC OV TRBEFH SN TOARN OO, B4 I A FHETHLE FLFF—MET v MoksnT
SHPICBATT 5 2 LASRENTOSH 2 L GESNREE 1982; 24:489) | ORHITIRHERS L (log P i 582) = &
5. ARNLILH I BATT % ATRENED B 5,

) BEADBE
U L

) Z DD BB~ DIEBITIE >

7 v MI[MCHESRA~F Vo7 oA HERR O (100mgkg) L. &5 4, 8, 24, 48 FpfE#Z OMMH [ClRE 2 HE
Lz, [MCHBEEIXIZE A EOMRRICIH W TIE: 4 FEZICR bEVEZ R Lz, 7 v MaknwT, 45 4 Bi%O
FRRPNIRE B 2RO T TR b EWVEZ /R L, ROCRIE., Pk, ik, Baisih, BEEY S <E, D,
ik, i, BEOFAR. M. RS RO M. REEE. Aifn, KEMR. B, B, WIR. AZROIETH o7, I,
B, N, BN, SEABNT. MBRIREY LoNEL DR, M. L S TIRICEB W TMCHR AT L A, 2
AUk UREB B, W4, RSEL, i, KEIAR. BOE. BA&m. MR, picip CixmiEh L0 bIRVIRETh -7z, i
Ty MZEWTH L FRRICH &b &<, BUT, M. BIE. B, k. aaiEn. REk, O, BREKD o
SRE, BEFR. IREL. PR, M. S, TE. KRB, IR, il BETGOIETH Y . PR MEEITRD b o
77



B 4 B[R] LURE 48 WRfRIER £ RN MCIIREE 38R 2 (IZARF L, 48 BRI H T D GBI 2 & 1dm b Euny
2R LIPSV TH 0.07% Th v . BB 2m S5k b ko7, (7 v B)

(6) MIFEBIEEE O
b homiEic PH] S0 m 72 0.005~5 ug/mL 2R L7z E 245, MR AEGERIT 99.8~99.9% TH Y | &
FERTFIEIZ A B 72 Dy o T2, (in vitro)

6. @
(1) BB R UM B RE 3152
SMENEITRE GENERARE, MEIBREARLE) BEICAT YT U2 ROKES LZ & &, Mg 6-/7-KEgbikk L Ot
6-/7-AF VAEPH S T, REEIZHT 2 REOIRE (AUCos bb) (. 6-/7-KEE(LE > RE(LIE > 6-/7-4F
KThot®, GMNEAT—%)
T, ¥V TUEe MFI e Y —AL L HIT3PCTARRA v FaX— Lz s ZARBICRE E LT 6-/7-
IKBRALAR, 6-/7-A % VIR S 4viz,  (in vitro)
7 v MO HFICHEE SN R RET LT L 2 A, 6-/T-KBBILIRD T Vv Vo a U EERER, 6-/7-0-7 V7 1
VIBRE IR O NIREE DT v 7 v a CEBRE RIS, (T )
Fr, "X P e T rET Yy MFIZu Y —AL L HI2 37°CT 4 BifilA VX aX— L7z ZARE & LT 6-/KEE
{BERBE S, ZO/MOMRHEY & LT TkBR(LIE, 6-/7-4F VBB L OT V7V v s BIEARBPHRE S,
(in vitro)

) AANOAGE ST BRESUTBN RN LG T At » T H 5,
A a7 OHEE TR

| |
(T, — LT
HO COOH o COOH

G-k B-AFvih

| HO. |
| e, —— o,
.O O B.7- KB biF B.7-KEbEDZ IV AaEHE
COCH N
~REFOFY \ . I o I

| / \ B-Fy 7K 6%V, 7-mBiaatsE
HO, l GlucO, |
€00GIue | O oo CODH

T2 o0 Eaatk ‘O O COTau 7K@kt

7-0-9)Lo0 BrasE
FoUAasE
HO
COTEU o .O O . COOGluc

45

5

TKEBALGOT )-F o0 BiaG

7KBIEFDFO ) fastE THEIE
1 l Gluc : ZILoOEas
Gluco e ' ® o o9 ' O Tau : #9UaE
COTau COTau SU' : ﬁﬁ}@%

70O RASHOIIUSAEE T AR EDIIU A [ ]: #EErhm R

QRHIEET 2BR CYP%H) DHFiE. FE5EE

<in vitro >33-39)



b7y —2EHNT, XXV aT7 o535 CYP o RE et L& 2 A, CYP3A4 ORIENR
iz,

vt MNFIZ7ey—2%ZHWT, CYP 43 Ff (CYPIA2, CYP2A6, CYP2C8, CYP2C9, CYP2C19, CYP2D6.
CYP2El. CYP3A4) I&MEIZxIT ¥V 7 v OHEEREZHRF LR, CYP2C8 KUY CYP2C9 CHE/EM 2GR
AL, HEERIFENEN 143uM, 294 M TH-o Tz,

F7o. b MMUFMIIEE AW, CYP 4 Ff (CYP1A2, CYP2C9. CYP2C19, CYP3A4) [GMEICKIT 5% 4T
COFEMERERR LR, Y07 13 CYP3A4 ([ZXT 259V aEE/EM R0 S,
<571\}\§:_5 > 4,6,24)

SMEAEEERR A (24 6]) ICAA] 400 mg/m? P KOV k3 — L (CYP3A FREA]) 400 mg Z G Lz L &,
ARFN BB GREZKI T2 7 b 2T — OB GHRED Coax LY AUCint DRATEE DL [90%CI X, i E4 0.925
[0.815,1.049] K 1} 0.935 [0.840, 1.040] TH -7,

FMELA CTCL BBEIZAFH 127 2 300, 500, 650 mg/m? ZfE M5 Lz & &, #& 5% 12~24 RO P4 o
T U OWT, S AT 4 7P (CYP2CS FLEM, AHAKER) HDHWIET MR ZF L (CYP3A4 HEE) OF
AR R OO CHER UTe, 2 ORER, ERMEMFER ST a7 REILS L7 ¢ 7 v U 0F R CIEIEDr A
W& E_RT EF LA, 7 bAS 22 F U R ARECILIEDRARE & R & R E3 B b Rno 72,

SREAFE NI AVBRF BV TSV r T > (400 mg/m?) BT AR EF U OEYBIEICE 2 D AR TN
TR, XX T v A LEE & T MAARRE F U OREEMIE AUCo24 EFEGFABRHCEE T, £ 50%ICIE T L
oo TOXEIRT MARREF D AUC DIETIFARFY 0T LD CYPIAAFEICEZ b EZHNEEY,

1) ARANOAR SN I-AIRE IR TR T AU » oS fE, £7-, MELOHEZ 1 B 1 [E 300 mg/m? (R )
ERBROESTHD,

() EBBHROERRUZ DA
PGB L

4 REMOFEDEERVELL. FAELLE
Pl ¢

7. Rt
< PO K O >29

_NE¥HrT s (75~300 mg) ERAKEG Lz &, REMEKOREWITIRF TIERD T, JRPEMER1T<0.04%,
7 Y75 %13<0.66 mL/min &SN, NE YT OWEICET B OF 5T/ NS NWEEZBNDT,
GrEAT—%)

) ARNOER SN HELOCHEIX, 1 H 1F 300 mgm? (FEmE) 2B8%EARETH D,
<j§'3ﬂ1_j:$>28,29)

[MCPEFE~_F T &2 T v MRS (100 mgkg) Lzt 24, METIIEEGHR 48 B x CIIBE[HC1ED
0.14%D3 R AHIZ 91.1% 23 F HR PR X4, HEIZR VT Y 0.59%03RHIZ 108.6% 8N # PRI ST, 2O DRERNG
Ty MIBTFHZRXI a7 U OFHIRKIIETH Y | BROBERICRINS e ¥Y a7 3ET 20 L TRt S
TS Z PR S 4L, PERRIRICEE L THERE =T Wb D & B 2 HiTz,

FAEIC A XK o T a2k 0ES (100mgke) LizEZ A, RF~OXTY o7 ORI 1%RETH Y |
FERIIARX T T U BIOMREWREO biviz, o, kNS (6 mgke) L7ZGATHEF~OIRENTZD b
T2l Emb, A XITRNTH B2, BH&EHOch 2 eIz, (T b, A4X)

8. FSVRR—AE—IZET 5154k

Caco-2 MifdZz WM ORER, NFHF T OBEFEBIETENZ EAVRENTEY, NFH T o OHERIX
BT 2R T AR —Z —DF N SN LIS D, 37 (invitro)



0. BHHITLBREE
R L

10. HEOHREHTHBE
R L

11. £tk
U E R L



I. Z£tt (FRLOIES) (ST SHEAE

1. BERBRETOEB

[

H

1T AENZFEFHELAH DT, ERXIFIFRL TVSTREEDHHXEICIFRE LGN &, F=. IR

THAREMEDHILMEICERE LGN EZRAETIHN, PUEHTRETIESICIFERALOIEEZR

FTHIE, [2.10 8.1, 9.4.1, 9. 588]

1.2 REOHREIZH=>TIE, REAKICTARSTE SDERERICEWVNT, AALEREICH2EME - R
EZROEMDDL & T, REDOREHNET EHBENDESICOVWTDOAEET S &, Fi=. BEFMKICK
It BEXBZOREICEIMERVEREEZTIHAL. REZETHLKRETH L,

1.
1.

(i)

11 FERRRABR TIE R F OB G2 T BRI~ OREATEMEIC BT DB S STV 5, IRRENR UVE
IRE TOPIEIEAITEI T 238k, HART R O A% O 58 A0 NS BHA OB REIC B9 2 5B 3 320 L Tuhiewn,
LLbE& Y, AAlTe P TOMFEIELAT DREMENTETE T, IRIT~DIRERE 28T 72 372 572207z
BOE LTz, [IX. 2. (5) s mitaling 221

1.2 AANE, Ll O IEME A OBLEN D BAOIIED +4 FIRER ERRHIR T, 28 AALSERRIEIS 53 72 0k
L IRBR A FFOEMO S & CHEIEEH N ET SN D VENH DT-ORE LTz, o, BROHEGIZH 2> TR,
BE I ORI L TR L D EWERFE DGR LW Sh 2ROV THRIcH L, REZG5
VERHDHZ EaMR LT,

2. ERNBLEZDEH

2825 (ROBEIZIFFESLENI L)

2.1 MR SR L TV A TREE O & 2 &t (1.1, 9.55 ]

2.2 BEEOIEEDH S EHE [9.3.150H]

2.3 AAIO ATt L BOE ORBEEE O & 2 B

2.4 vx I U ARKIZEEROBE [10.15 1]

2.5 X I VABRFEIREORE (B4 I CARENESHEEST ABENLNSH B, ]

(fi#7)

2.1 ARAT e N COMGFEMEZE T2 /TREEN G ETE W ORE LT,

2.2 BEOITHEERED H D BE~OBEGREBN 2N & RUOAAIIIFREEORR Th 5=, BEOATHEE
DI HEAITIE, IFREEO T 22 2 ECRIER S ADOEMAR A SILD Z Enb ., KHlARET XX TRWE
BRAHRELT,

2. 3 ARHNDFHTITRE LRBUE D 3 2 BE I, ZEMERROBLEN O AR EZRET XE TIERVWEBZRE LT,

2AKFNICH I A EFILLF /A RTHDHEZD, X I A EZEETORE T, AFEEICEY X
A BRIE &R L RIERAER A2 BT 2 AlReER 65 2 L bR L Lz,

25 KKE, EEZIVAERULVF /A RThHED, BX I ABREDHRE TIX, AFBRGICEvEZ I A
EENEN BT AR RN D D Z e bR s L,

3. BRERIIRICEET HETE EDER
V. 2. DEEXIIHRICEES LR OHZzZWT 52 L,



4. AERUVAEICEEYT 5 ERETOER
(V. 4. FEAROHBICEET 2R OHz2RT 52 L,

5. ERGEFHER L EDER

8 EELERNEE

8.1 AFNIHETHMER DY . EREAORBEBEESH VO T, A EOERZEST L, B UIZ S
DY ELEYLECEWERICOWTESHALE ETEMATHZ L, (1.1, 9415]

8.2 JEEAEWME (HFrVZ UtV FILUE, &3l A7 a—/VIJESR) BHoLbILEZERnHLDT, HEHIE
AR O - I E I kA 2 i35 2 &, [11.1L.15HK]

8.3 AN HOLLNDZ LNHDDT, Fithel LR, %02 MR ICET 2 0HERRH & bh
AR, HONICEMOBEEZIT S L) BFICHEET A2 L, o, EMNCHREZ L ELRELE
a5z L, [9.1.1, 11.1.2581]

8.4 TEMAMEF ISR TERS S b D Z ENRH DD T, H5BLART M OB 511 1 7 i & 1001 LR
HEMRE (FORBRFNE AT, WY 3 — Ry A m= WY A v UEORE) 25E0 L, W5y
A0 X UPREEMDB25% U LK T L2GAICiE, VARFex v NI v Aok E5E21T5 2L, [11.1.3%
]

8.5 XKIMBENDH DD BB DHDOT, BEGBHLAHT L OB G- W T I EHMICIEREZ 170, BFORE
EocEisd sz b, [11.1.38H1H]

8.6 FIMEREIIE, MFHERBAE, BilAdhSbhsd 2 ENH50 T, BT L O 5 HIRE T E 5
Mg (EREGEE, AMmERSESE) 2170, BEOREEZ+2ICBETL2 L, [11.1453 8]

8.7 W&, HHREREND oD 2 ENH DD T, FEBREATK O GBI I3 E IR R 21T
W, BEOREETSICEET S L, [11.1.55H]

8.8 JEAMBBEIEN D LD Z ENH DD T, SMHRHIIINE TOAMEEIC L 280 AT (DB ORI
VA Y= OFAICE Y, BAESLUVEROBH ZRET D L) BEEEETHZ L, [11.2, 152.150]
8.9 HNEAHLLNAZ EBHAHDT, BEE+MIUTI ZE, BENROONTHEIITREI %2215

L omEIcRESTS -, [11.2, 15.2258]

(fi=3)

8.1 AFNDOLEVEMEMRA~ORALIZIE, ERf - AT L D AA, BE B H OB L MG NEETH Y,
FRICES LU L 7Zf A LB & 3B 2 3 E LTz,

8. 2 ENFEVIHBIEHRRERICEHV T, Grade 3 (NCI-CTCAE version 4.0) UL EOEERE Y 7' ) & Y RIEDIEEN
RO BN, WEAMEFRRABRICBWTH, Grade 3 (NCI-CTC version 2) LA EOEEZRE MY 7Y &) RIMLED R
BARD LN TS, FHIRE LICIXENM 2 MERENSLECTH D T ORE LT,

8.3 MEAMERHBRICRB T, AFNCL D@ MU 7 V& U FIJEICEE L2 2MEER ORBENRE STV D, R
FEEREFICEDIHENRH Y, KR OREDOBITER OBBEICHMEET DMERH DL Z EMbRE LI,

8. 4 EWNFBVHEEERRERICISN T, FEMAEFRIBEEER MESSHEE CRO LN TEY ., B0 DICITE
HBRMART R O SR O I 2R IR IMSRER A IC X 2 =4 UV UV OEBVLETH L0 E L, *
oo BHRLUESAIITEYRENVLETHD Z L nh, IBBRFE I THE LB 5 EE T L,

8.5 WESMRLEIRFE % O ARRBRIC IV T, BERRIREESR O O A CIRIMBEHE 5 % MEIMAEES 2 v 7 1 B
SNTWD, BERIE OB CIIERE NS ETH D 2 0RE LTz,

8.6 ENBVIFHEERFERIZIBN T, AMERBAE, FHERBUME, BN EHEICRDOLNTND Z b, Bl
L OFEELBA L D7, EHIRZ2 MR 2 8% & L7,

8. 7T ENSEVIHRREERBRIZFB\V T, Grade 3 (NCI-CTCAE version 4.0) UL DS 7 AST #9008 ALT BN FE5
RO BT, WEMERRBRICE VT, Grade 3 (NCI-CTC version 2) LA FE e IFHERERA B8 DR BN
BOLITND, R RICITESN L MR AN LE TH Do ORE LT,



8.8 [EINZEVIFRER AR AR, M5 S/ RRER J O T IR BB TVAR SRR, WEAMLEIRGEZ IR W T& 1 filE S
TV, ENSVIHEERRBRICB VT, 7 r— 30 R-UVB JFRIC & 2 EHRBHEUENRO b2 L b, B
WX 5 TRIR OFFE R MEE & B X 3 E LT,

8.9 7 v MRS X &AW EBRAERBICBO T, ARREORENRD SN TWD, —J7, MEMERRBROME R
O, ElnE O GHETANBEOETSCHARBIENRD HIVTND D, AH L ANEOBEMEFIARATH S, L
XY, KFNC XY ANERFEHRT L RN G E T, EEMET57-0RE LT,

6. REDEREART HBHICHETIEE
() EHHE - BEEFOHLBE

9.1 AHHE - MEEFDHHBE
9. 1.1 BBERDBEEXIRREFEHET HEE

TERDRBT DBEZNND D, o, AFFEIZEDE NV 7V Y RIE & & HICAVERER 2 T8 L7651
NDIWEEINTW5D, [83. 11.1.25H1]

(i)
= N EBIIARER R FRBR  Z B W TR OFEHIIRED B d o T2 23 MBS IC VT, ZEERAME R Y 27U &
NED L5 & B U7 PR ORI EE STV D TeoiE L,

Q) FiRelEER S

9.3 FrigeEEERE
9.3.1 EEDHEENHLHEE
BEH LN &, BWERDES H oSBT R DD, [225H]
9.3.2 HEZENH5EE (EEOHEZENHHEEHER)
AENIATE RIS N D T2d, IMPREN EFT2B8Thnd 5,

(i)
9.3.1 HEDOITHEEREDH L BE~OEGERERN /2N & RORFNITFREEOIEFTH L7, EEOIFE
FEDH DAL, MEEOE 2 5 BESCENEMBEDOEMPMNEEEND Z b, ARERESTETR

WEEBZBRE L,
9.3.2 FEEOHHEE (BEEOHEZOH HEEER) ITAKZRET 2L, IFREZELI T8N
MNHDHTDEE LTz,




D) EEREERT BF

9.4 KIEREEHT HE
9.4.1 11YR9 HETREED H B X
TR 2 ATREME DS & B 2o I IXIRIR EXTe 2 B VW E M SN D GG 2R &G Liev, RS 5 ARtk o
B LLME~OHE KL TE, FROEEERNaROREMEZZE L7 LT, BEICROIEEFHEIZOW
TESHEHALAMES Y%, HTHZ L, [L1, 8.1, 9.55H]
« RENIIMET LD B 2 O T, RS 2 /e & 2 Lt T 2 R EIRBIEN R W EIE R BE T
LeEETERET A, #EREODR ELITARING, BEPFROBRGKRTHD R 1D
AB%ETHELTRITE S L &,
< RFN O GIZR O e ABE M O2 A I3 B £ CHA L2 &,
« AFNOF: 5-BRAERT AR AN ORI DSBS TH 5 & OREREMRT D2 &,
AN O G M I E AT R & T 5 2 &
< KA ORHEE O M IREZ KT SEA RN D S 720, FOBHEERIC X 2 RIEEOSAITIX, #%
ORETIRLSN O FEE HOETHEMAT 5 Z &,
9.4.2 /)\— b F—DEIRT B ATREMED H 5 Bk
FHICEETH5EICE, HEMMF R ORGETH D2 E 63T AL RITEHTESE5 2 &, RAlIT~ T X
BOA X & HWTEEERICIBN T, BT ERRBICAETZEZ T2 LaREShTn5d,

(fi#7)

9. 4.1 RANL e N COMTIEEZA T 5 FHEMENEE TE RN, RAIDIE IR A~OEE & BT 72 T ud7e S e,
AR ORWERBRCRM CEEEZSEIC. RR~OBREBLRT 200 RRAEFHESE) =AM
#H L7,
AF % 300 mg/m¥day TRAEHE G Lz & DOMED D OB 4.2 1.1 K CTh o 7=, 95% (5 HEXHD
FRRENE, 6 4RI TH D, Z OO EIRIED 5 5 32 FEE, 10 5 EiX 64 FEfTH D Z Eonn, 1 H
HOMEIZ 5 TH D EBx BN, LMEICI T 2BEEMIRH K OB 2 BUE LT,
F7o. BHRRMARETE U & GHIR T OEIRO GBI OWTHER T 2 OME 4 BUE L7,
SHIT, RABHERIITRFRIC L ORI I N DD, RAOMEFHEIZ L VR OEEEORZEH S5 2
EDRHEERIND D BHTED Y R B L AR ORISR0 ik OB A R LT,

9.4.2 BMERTHANALNTEY ., BINOTMNCETEHIN TWEEoRHE L, XK. 2. (2) XEREHE
PEFER ) DOIES R

(5) 487

9.5 1147

TR SUTIEIE L CW D WREMED 8 % LMEICITR G L2 &, Ty FORE « JRIRFAEICET R T, sRE
wO(NHR, RS OKMM, /NE, FMRA R OEZEM) . NIRRT CMRER) . B - £8% (S
B, MEEROME) WOICELBIERRBD N TWD, o, X¥HaTr  dA kLT /A4 RTHHZ &n
b, B¥ I VARBFBREFEHEOBENWRH S, [1.1, 2.1, 9415H]

(fi#in)

F v MERAWEIE - JRIEFHEAEICET 23ISRV T, &5 & 16 mgkgday THRET (DHZH, IRERBMEEORMM,
INE B R OVEZEH) . IR CNRER) WONERERE - AR (BEEF. HEELOWE) OIEBUREE )
HEIHEML, B5&4mgke/day DL ECTIXBE(LEBESRES LTS, BLEXY KAl N CoOFEEELET
LAREMEIN TR E TERWZDRE LT,




(6) =54

9.6 &3LiF
BR OB RMER ORI RBEOA ML EZE L, RO UTPILZ2HEFT 22 &, B MITPICBITT D
AIREMEDS B B

(i)
FEERIZ O THI HBATHBIIIN L TR o9, AAlOE AT A~OBATIEIAI TH L 12 0E Lz,

(DIMNRZF

9.7 NREE
N R L LT BRI I L TRy,

(i)
NREE (I8 AR (231 2 AFI ORI L EMER OFMEDOFHIL 2 S TV RN Z L bRGE LT,

&) =t E

9.8 BEE
BEOREBEZBE LN OEBEICKRETH 2L, —MRICAPERIMETLTWD ZEREL0,

(fiR35)

FE NSV ESPR 3RBR I35 1T 2 milinE 65 bl B & 65 iAi C ORI e HERHR RO ROV TR L 74
B B EEREA NI L E X DNDERIIRONRNo T2, —RICEERE CIHABBENME T L TS
HEE LT,

7. H8E{ERA
10. #HE%EHR
ABENICYPIAZFHEEST HZ LAURIINLTND,

(D HREZS L X DER
10.1 SFREZ (BrALBWLI &)
HEFH A HRAREAR - HYE T 1A B&FF + fEBRIA -
E4 = VAR B ARRNE LU LIZAER | AAIIE X IVALRICLF /AR
FaaT A% [245H] TERZ I DB TN H D, THD,
(fitai)

- X3 A B
AENIEZILAELRULLTF /A RTHY, EXZIARKEOFHICEIY BZ 3 v A BENE S EEL7-EWER
JEREZRHTH2BENNH D720, FFRHERICHRE LT,



Q) HREE L ZNEH

10.2 FREE (BFRISEET S &)

A

BERIARRECR - H5E 714

B - fabRIN T

CYP2C8FEE I
FAT TP

BAT4T7aI oIk
AFI DA b T 7R AE - 5F

CYP2CS8DPBREIZ X » AFIDALH A
fHEIND EEZLND,

(ERRAR) & |

ARENIOVERANHERT H2BENNH
B0 T, CYP2CSPHESEH D2 3E
H~DORZFEEEETLHZ L, e
EETOHT RIS, AREIOW
BEEETDHEEBIC, BEOR
e EEICHE L. AERRELC
+EET A &,
AFEOPERICE YT bz H
F L DAUCHHIS0%IET LTz,

CYPSADEE
T RANRAREF

ARHNOCYPIATHEEEHIC L O, OF
AER OB P RESND &E X

IUNREF Y AR
REV T NE
FEPRIA PERBAEE OFHIC L D, K | ARFI2S fpERe 1A & 88503 5 ]

ARV ANF= Ny | FEERBLLZHANRD LT
LT REHR, FTVID | B,

T HRHN
LoMREE

PUVAJEL, UVBIRIES:

R H 5,

NB-UVBJ#&E & OfERIC L 0., )X
BBBUE Z 3| L =023 3RD b
TW5,

AFNLin vitroakBR  (Geva i sRER K
We A F VU HIbEIL) 1280
THBHENRD BN TV D,

(fi#7)
eI RER & R EGE E b 12, THISN D ERIEICOWTER 2B 4 5 7= Ok E L7z,
- CYP2CS [HE Al
RS IR R BR (21T B BEEHIRM BN EEfRIT ICB W T, A A7 4 7P O LIZBE . ARANML T IEE O ER 23
R AFEREDONT DR E LT, Fio. ABIORIERNERT 58200 H 52 OHEITIEIC OV R L7,
- CYP3A O3
WESMIEPRARERIZ T, AHKI 400 mgm? &7 MANZAZF U EZHA LI EE T MANREZF O AUC B3 S0%IK T
THZ ENHER SN TmORE LT,
[VIL 6. (2) fR#NCEAGT 2/EE (CYPE) O 1M, F53R DESHE
- BRI K
AR IR () BERIFOET A~ U 2% AW IEERREBE T, RBIOA R Y VI EERIZ L 5
MK TERABRD LN TS, ZORBRIZED, ARV A2 URUMEER (AVA=L Y LT REE
B b LIEA A Y VRIS ER (F7 V) DU RERE) L ORREBREICAR RS L5
A AR N GIEAOER 2R U, ARMAEESE X 2 rietEr R Sz, 7o, /NS IRTE% O AR
BRCiE, BERPTAEE & OPFRIC & D ARIBERE D FEDGRD G TN DT DFRE LT,
- SO L
[E NSV EE PR 3RBR 12 T ONB-UVB J&1E & ORI X 0 BB BUERRD LTS, 72, 2 D0 in vitro RER
OtEmiERER, © 2F VU WEEOE) ISR 28RN AENT in vitro ZoMET TR AR THREMENR S S
LEZ LN ORE LT,



8. ElEA
() EX%EEMER & #DHAREIK

1. B4R

WORWERN S LoD Z ENBHDHDT, BEE oIty BENBEOONIGEIITERGEHIET 572 L

WE LB EITH 2 &,

1.1 EXGENER

.11 BEERBE &MY 27U ®Y FIUE (75.0%), @I L AT o—/VIE (81.3%) & LD LRH
%, [82%1R]

11.1.2 R BEERY)  BERHLLNDZZENHY, @MY 7 VR FIEE & HIZAEEREZRELL 72
BIBHRE SN TWD, BREOKRZNET RS S SbHA RS 2MIE L, BYRLEEZITH
Z L, [83. 9.1.1BH]

11.1.3 TEARMERIKIFHEEE TE. B0 . TEREEFRIBERICTE (93.8%)., Kk EERH) SON
DWEERSLDLNAZ ENRD D, WHWEEIZL Y BENEO LN HEITE, HEIZS U T, WOk
EOWBFRIC 072k L A AT AEME OO b L THURAEEZITH Z L, [8.4, 8.5BM]

11.1.4 BmEEME 313%). FHEREAGE 31.3%). B (18.8%) : [8.63]

11.1.5 FFFR£. F#eERES  F e (EEARE) . AST, ALT, v U Vv %0 B %245 FRRE RS
(25.0%) BH b ZERb D, [8.72M]

11.1.6 BREAE - Mgk (EEARHD) . BUSE (BEEARP) FORERBRBEEERHLOND ZERH D,

11.1.7 MEMmMEE GEEA)

11.1.8 MARZEARSE - MGZEME (BEEEARWD) , Ciige (BEEEARED) . MMM IE (AR ERbHhid 2
b5,

11.1.9 BUHRMERE GEERH)  HAKT. HERE., CKER, mfRkORTIA 7oy ERERED LR
TEHa R 2RI 2% WURAEEZITO Z &,

(i)

] PN 5 D/ILFE B R 2B J OIS B T/ NIFE ER R 2RBR . MEA B IVAR G IR 3R B TR SN RBIEN (R A MO E) 25
Tp) OFBURDLL ORBUEEIZ S EXE Lz, b, ENSVHEREKRR TR 6 THZRWEITERIZ W TR
BRI E LT,



(2) =D D EI1EA

11.2 Z0ithoEIERA
10%LL E 10%A it BEFEARE]
il FURFEME, AR BHRAIE, K& A ME
JIiIR73 IR N M/NBREEIE . FEMALER Sy b o R | SRR RIS, B REESRER &, U v )
7T AT U RRIER: BiiE, B EREEANE, FREEREEhE
EARA I IR BRI B AR L R YA | FR RS AR AR T E
a3, EREY A T
/}\
THER A TAEAREENR, LERQTIER
B E Bl MR T
2 & FREBHE, R, Seih@moE™ ORI, R, REREE.,
FZJE9%. FERGHIM
R ik RIEERERRE, MRy L7 F =N | i R SR EE SR
Z Ol TR N MRS, BB, A E R, S | MOE, RAE ELE) S HVE S
P, VRAE TR UM, BN, R T I
e FESE WERR. AR
1) [8.8] &R
E2) [8.9] B

(Fat)

] P9 S5 1/IAH B PR R K OB S ST/ IITFR R AR R . 1AM BB IVARBRR AR - TR O L= BIVEA (B R AL D 8 8 A
ate) OO b, EARLEWEMICRHE L TORVEIEHOFIRILL CR BRI S ERIE LI,

7, HESNEIVIFABRRFRER OB 4n I & 300 mg/m?/day ¥ M OMESM SBIVARERIRFRER 1 TRRSO SV FEHBE 10%LL
L ORERAROZEDOHBUIC L W G L o To R A BEAR & LRIk LT,



¢ EERBE—RERF

HGRINE F T2 2 & 72 BB TR b BINEM &2 LU FIZRE L7z,

ERFEVIHEERRFER (B-1101 3B TORMLAERADEIER—%

SocC BR 46 & 150 mg/m?2 Bf B4R & 300 mg/m? B
PT BE | WA | M3k Bl | BE%) |
L NERRAT R R 3 13
BIVEH* 3 (100.0) 18 13 (100.0) 131
Mk LY /R pEE 1 (33.3) 1 8 (61.5) 25
21 0 (0.0 0 3 (23.1) 3
F M ERIE e 1 (33.3) 1 4 (30.8) 10
I BRI IE 0 (0.0 0 5 (38.5) 11
I/ RS I 0 (0.0) 0 1 (7.7) 1
W WIS 3 (100.0) 3 12 (92.3) 19
R R AR A T 3 (100.0) 3 12 (92.3) 19
Rt R OvREmEE 3 (100.0) 6 12 (92.3) 41
B2 L AT o— LIiE 3 (100.0) 3 10 (76.9) 17
w7 YR RE 2 (66.7) 2 10 (76.9) 21
e PRIE ILAE 1 (33.3) 1 0 (0.0) 0
REE R EE 0 (0.0 0 1 (7.7) 2
AR 0 (0.0) 0 1 (7.7) 1
FEHRE 0 (0.0) 0 1 (7.7) 1
HERE 0 (0.0) 0 1 (7.7) 1
PR E 0 (0.0) 0 2 (15.4) 3
SR 0 (0.0 0 2 (15.4) 3
HE X OBk KEE 0 (0.0) 0 2 (15.4) 2
HERK 0 (0.0 0 1 (7.7) 1
JT SRR 0 (0.0) 0 1 (7.7) 1
DR E 1 (33.3) 1 0 (0.0) 0
AR RER 1 (33.3) 1 0 (0.0) 0
N, FERIS K OMithmpE 0 (0.0) 0 1 (7.7) 1
FE 7R 0 (0.0) 0 1 (7.7) 1
A 0 (0.0) 0 2 (15.4) 4
L 0 (0.0) 0 2 (15.4) 2
Mgk - 0 (0.0) 0 2 (15.4) 2
JHF B R R 1 (33.3) 1 1 (7.7) 1
NTBERE S 1 (33.3) 1 1 (7.7) 1
B Fs KOV TRk s 0 (0.0) 0 2 (15.4) 3
it B 0 (0.0) 0 1 (7.7) 1
7 & 0 (0.0) 0 1 (7.7) 1
SRR R 0 (0.0) 0 1 (7.7) 1
BB L OURKEESE 0 (0.0) 0 1 (7.7) 1
R R 0 (0.0) 0 1 (7.7) 1
— % - AFFEFES L O G ORE 0 (0.0) 0 3 (23.1) 3
B 0 (0.0 0 2 (15.4) 2
TR 0 (0.0) 0 1 (7.7) 1
IR 3 (100.0) 6 10 (76.9) 27
TEVHLERSY b o ViR 75 AT B RIGE R 1 (33.3) 1 0 (0.0) 0
TI7=UT ) hTUAT =T BN 1 (33.3) 1 1 (7.7) 2
TANRTGEUEBET I ) KTV AT =T —EH 1 (33.3) 1 1 (7.7) 2
n
7 V7 F o i A RF - —P 0 (0.0) 0 1 (7.7) 1
7 V7 F = H N 0 (0.0) 0 1 (7.7) 1
i H AR BRI AR V8 R 0 (0.0) 0 1 (7.7) 1




DEX QT IEE 1 (33.3) 1 0 (0.0) 0
A BRI 0 (0.0 0 3 (23.1) 4
FA ks D 0 (0.0) 0 1 .7 1
ERukEe % 0 (0.0 0 5 (38.5) 13
iR EEE N 1 (33.3) 1 1 (7.7) 1
WEBEY A 2 v P 0 (0.0) 0 1 (7.7) 1
M7 A Y kA7 72— 1 (33.3) 1 0 (0.0) 0
kB LI AEFRO D LIRHTEE L ORRBEGR, (B2 L) LU OFFEEL
MedDRA/J version 15.0 IZ XV a2 —F ¢ 7
ERVNHEERRRER D MEAEEAER (B-1201 3X8%) TORIEAZEHANDEERA—&
SOC PH 46 £ 150mg/m? #f BR 44 1] ik 300mg/m? fiE
PT 1%k I (%) %k Btk | HE®) 4k
BN R A 3 13
RIYEA* 3 (100.0) 22 13 (100.0) 239
Mg LY o/ SRIEE 1 (33.3) 2 9 (69.2) 53
2. 0 (0.0) 0 3 (23.1) 3
F BRI E 1 (33.3) 2 5 (38.5) 20
I BRI iE 0 (0.0 0 6 (46.2) 29
I/ INHEEIAE 0 (0.0) 0 1 (7.7) 1
N W 3 (100.0) 4 12 (92.3) 29
R RS RE A T E 3 (100.0) 4 12 (92.3) 29
R KOS 3 (100.0) 8 12 (92.3) 84
L AT a—/UILE 3 (100.0) 4 10 (76.9) 34
ERUZUERY RIE 2 (66.7) 3 11 (84.6) 47
e PR ILAE 1 (33.3) 1 0 (0.0) 0
NEE S EE 0 (0.0) 0 1 (7.7) 2
EARIE 0 (0.0) 0 1 (7.7) 1
FEphbEE 0 (0.0) 0 1 (7.7) 1
HERRAE 0 (0.0) 0 1 (7.7) 1
PR IEE 0 (0.0) 0 3 (23.1) 5
FEIED E W 0 (0.0) 0 1 (7.7) 2
Bt 0 (0.0) 0 2 (15.4) 3
RS 0 (0.0) 0 1 .7 1
Elelis 0 (0.0 0 1 (7.7 1
T3 L OSKERESE 0 (0.0) 0 2 (15.4) 2
HERIK 0 (0.0) 0 1 (7.7) 1
Jv EEERE 0 (0.0) 0 1 (7.7 1
DR E 1 (33.3) 1 0 (0.0) 0
TRPEREE R 1 (33.3) 1 0 (0.0) 0
FER SR, MEhd K OERMES 0 (0.0) 0 1 (7.7) 1
JE TR 0 (0.0) 0 1 @7 1
B 0 (0.0) 0 3 (23.1) 5
L 0 (0.0) 0 2 (15.4) 2
SEADS 0 (0.0) 0 1 (7.7) 1
Mgk 0 (0.0) 0 2 (15.4) 2
JHF HEE R PR 1 (33.3) 1 1 (7.7) 1
NTBERE R 1 (33.3) 1 1 (7.7) 1
FIEF KO PRk 0 (0.0) 0 3 (23.1) 9
i EIE 0 (0.0) 0 2 (15.4) 2
BLRE %% 0 (0.0) 0 1 (7.7) 1
EEEE 0 (0.0) 0 1 (7.7) 1




SeARB S 0 (0.0 0 1 (7.7) 1
% O 0 (0.0) 0 1 (7.7) 1
B ZE A 0 (0.0) 0 1 (7.7) 1
57 FE 0 (0.0) 0 1 (7.7) 1
B 0 (0.0) 0 1 (7.7) 1
B L ORIk 0 (0.0 0 2 (15.4) 2
e 0 (0.0 0 2 (15.4) 2
—% - EHREER OB SO REE 0 (0.0) 0 3 (23.1) 3
B 0 (0.0 0 2 (15.4) 2
ERiL 0 (0.0) 0 1 (7.7) 1
AR A 3 (100.0) 6 11 (84.6) 43
T s e VAR 7T 2T VR IE R 1 (33.3) 1 0 (0.0) 0
TV s v VAR 7T AT R A 0 (0.0) 0 1 (7.7) 1
TI=L T T UAT =T —PHEN 1 (33.3) 1 1 (7.7) 2
TANRGHX BT I ) NF AT =T — 1 (33.3) 1 1 (7.7) 2
BN
M7 V7 F ok A —PHIN 0 (0.0) 0 1 (7.7) 2
Mo s v F= 8N 0 (0.0) 0 1 (7.7) 1
1 H R BRI A L b 0 (0.0) 0 1 (7.7) 1
DB QT IER 1 (33.3) 1 0 (0.0) 0
I P EREGE 0 (0.0) 0 3 (23.1) 4
P v D 0 (0.0 0 1 (7.7) 1
i ERo 0 (0.0 0 5 (38.5) 27
i/ MR ESE N 1 (33.3) 1 1 (7.7) 1
Y A v s B 0 (0.0 0 1 (7.7 L
A7 A Y 27 72— 1 (33.3) 1 0 (0.0) 0
* B LA EFRO O HIREE & ORIRBRY TRE e L) DU oA ESES (B-1101 BRI I RBL L - F5

EETe)
MedDRA/J version 15.0 (Z XV a—F ¢ > 7




ESNVEIVABEEEREER (E7273-G000-401 54ER%) CTOBRAZEHAORRERAEETCELRVVEEER &

System Organ Class (SOC) 29 150mg/m2## 300mg/m2f# &t

PT (N=30) (N=29) (N=59)
n (%) n (%) n (%)

K RBIMRA B T & RV EFL B 29 (96.7) 29 (100.0) 58(98.3)

Uncoded SOC 0 1(34) 1(17)
Uncoded Preferred Term 0 1(3.4) 1(1L7)

(RS54 - Soft stool)

Mmieks OV o R REE 4(13.3) 12 (41.4) 16 (27.1)
21 0 2(6.9) 2(3.4)
B iR A 2(6.7) 4(13.8) 6(10.2)
H I BRI E 1(3.3) 1(3.4) 2(3.4)
U BRI E 1(3.3) 0 1(1.7)
I BRI IE 2(6.7) 7(24.1) 9 (15.3)

DREE 1(3.3) 0 1(1.7)
9 o ML A4 1(3.3) 0 1(1.7)

Hi X OBkKkESE 1(3.3) 0 1(1.7)
i 1(3.3) 0 1(1.7)

PN Sy is e 11(36.7) 15(51.7) 26 (44.1)
R RIS RE I T 11(36.7) 15(51.7) 26 (44.1)

H AR 2(6.7) 6(20.7) 8 (13.6)
A 0 1(3.4) 1(1.7)
e 0 2(6.9) 2(3.4)
A 0 2(6.9) 2(3.4)
TR 1(3.3) 2(6.9) 3(5.1)
LA B 0 1(3.4) 1(1.7)
U 0 1(3.4) 1(1.7)
LD, 1(3.3) 1(3.4) 2(3.4)

— % - FREEB L O GEOREE 3(10.0) 4(13.8) 7 (11.9)
J¥a s 0 1(3.4) 1(1.7)
5 2(6.7) 1(3.4) 3(5.1)
R 0 2(6.9) 2(3.4)
R 2 LA TIRRE 1(3.3) 0 1(1.7)

BE, PER L OWESOHE 0 1(3.4) 1(1.7)
TR A e - 0 1(3.4) 1(1.7)

R R AR A 15 (50.0) 15(51.7) 30 ( 50.8)
TI5=rT ) NIRRT =T —PHIN 2(6.7) 4(13.8) 6(10.2)

TARTGRUEET I ) T U AT =27 —EHI 2(6.7) 4(13.8) 6(10.2)
i 9P AR R D 0 1(3.4) 1(1.7)
A Y 0 1(3.4) 1(1.7)
1 HR R A L D 1(3.3) 1(3.49) 2(3.4)
M kU7 V&Y RN 4(13.3) 4(13.8) 8 (13.6)
1. AR R AN 1(3.3) 1(3.4) 2(3.4)
JFlESE 5 0 1(3.4) 1(1.7)
L ) R E AR 0 1(3.4) 1(1.7)
LR U AR R E BN 0 1(3.4) 1(1.7)
U P ERE L 0 1(3.4) 1(1.7)
it kB 3(10.0) 0 3(5.1)
A P ERECHE N 0 1(3.4) 1(1.7)
FORIRESRE IR A L 1(3.3) 0 1(1.7)
WERE A v X A 4(13.3) 4(13.8) 8 (13.6)
FFRT I —Y LR 1(3.3) 0 1(1.7)
I 1 Bk S 2(6.7) 2(6.9) 4(6.8)

Rt LU EEE 17 (56.7) 18 (62.1) 35(59.3)

2L AT o — VIiLkE 7(23.3) 8 (27.6) 15(25.4)




2 A 0 1(3.4) 1(17)
& RY 27U RE 17 (56.7) 18 (62.1) 35(59.3)
K77 2 U E 0 1(3.4) 1(1.7)
)~ U U AlLSE 0 1(3.4) 1(1.7)
E RS s K O A Rk 2(6.7) 7(24.1) 9(15.3)
BAER 1(3.3) 3(10.3) 4(6.8)
IRE R 0 1(3.4) 1(17)
i ME T 0 1(3.4) 1(17)
B+ IR 0 1(3.4) 1(1.7)
BT 0 2(6.9) 2(3.4)
B HERE 1(3.3) 0 1(1.7)
B, BB I OSEARHAOHAY (B I O 1(3.3) 0 1(1.7)
R —T%ET)
B Bt 1(3.3) 0 1(1.7)
PR R R 10(33.3) 9(31.0) 19(32.2)
IR SR 1(3.3) 0 1(1.7)
SR 7(23.3) 9 (31.0) 16 (27.1)
FLlEkEE 1(3.3) 0 1(1.7)
Jepeh 1(3.3) 0 1(1.7)
IR 0 1(3.4) 1(1.7)
FEbE & 0 1(3.4) 1(1.7)
A HRE 0 1(3.4) 1(1.7)
I L OYR R IEE 1(3.3) 1(3.4) 2(3.4)
PR R 0 1(3.4) 1(1.7)
BEIR 0 1(3.4) 1(1.7)
R 1(3.3) 0 1(1.7)
B Fs KOV TRk TS 7(23.3) 9 (31.0) 16 (27.1)
bk % (LLT) 9 0 1(3.4) 1(1.7)
&% 0 1(3.4) 1(1.7)
A 0 1(3.4) 1(1.7)
SRR SIS 0 1(3.4) 1(1.7)
T D FEE 1(3.3) 1(3.4) 2(3.4)
SHME S FE (LLT) 9 1(3.3) 1(3.4) 2(3.4)
Rash generalized (£H{E5) © 0 1(3.4) 1(1.7)
B JEFIM 5(16.7) 5(17.2) 10 (16.9)
sl L 1(3.3) 0 1(1.7)

a) [A—»SOC (CUZFE—DPT) A2fFLL LGRS SIIPERA IOV TIE, £DSOC CUIPT) (Z1EOZEE LT,

by HEBRELEESH LS LNRWIILHEED Y & ERIDHE LA ERR, UIBEEELS A2 A EHE, KEE
EHNEETERVEERZERRBERPGETERVAEFERL L,

c) AFEFZIIMedDRA version 17.01C0E > Ta—F > 7 Liz, HAFEIRIZMedDRA/ version 17.0% L 7=,

d) MedDRA version 17.0123%% 3 APT72 L,

€) MedDRA version 17.0125%2% 7 % H5&72 L, MedDRA/J version 17.01Z%F 9% HAGE 2 L, FEIMAN D H AGERIZSE,



9. BERRERERICREIZE
FHESIN TV

10. BERS

13. BERE
MEAMRARRERIC BV T, 1H300 mgm? (RRE) ZHBALHEZERE LIZEIC, ma L A7 o—/ui

iE. AMEBAE, FTREOHERARNE Lol L OWEDRDH D

(fi7L)

WM R BB COEMARBRICIBWT, 1 H 300 mgm? (KREREHE) 2812 5HEEZXERS LB, a7
0 —/VIISE, AIMEBAE, TRSOREN/ELS Rolct OWMENRH Y, A TH, 300 mgm? 282 5% 5 &
TSNS E, EBROFEEENENT 28T H 570 E LT,

1. BREDEE

14. BRALDEE

14.1 FEFIZFFEEOEE
PTPELEDIEANIPTPY — R B L CRAT 2 X 58+ 5 2 &, PTPY— FORKIC LY . BV
S EIEREATIA L, BIC3FE B L CHERRA SO RERAINEL IR T2 Z L85 5,

(figwt)
PTP DREEKIZ XV | WA DRIERE~HIA L, FIZIEELE R Z U CHERIARE O EE 2 EIHEZ IR
DIENMHEINTNDLZEMNDRERE LT, (FR 8 43 A 27 BfFBFEFEE 240 5 PTP OREAK RIZHOWTIIZ

BNVAYE )
12. Z0M0EE

(1) ERER AR [ H D < 1HIR

15.1 BRERGEARIZE D < fFHR
HESMT I\ TR 502 A G e K OSSR AR A E D REL S il ST %,

(fiZEs)
RSN R 3R & OSSR TE 2 12 8\ T ARFIEE G AR K QR SR O BBLNHE SN TN D729
BRIE LT,

(2) JEEREREAERICE D < 1FHR

15.2 JEERIREABRICE D < 1Bk

15. 2.1 In vitrosklii. CLEMMERBR K Ok 2 F O UL R) IZB W CRFEENRD b T 5, [8.85 ]

15.2.2 v b26M E HE5RBRIZI T3 mekglh b, A X393 W S & 53808812 38\ T 10 mg/kgh B oo &
T, AAHEO ANEESGED b T\ 5, [8.9% ]

(fiFs)

15.2.1 2 20 in virro B OG¥AMMERER, & 2F VLR 128V T, JmEB DR RPF o N Z &
M, R RTARRERDH D LB X DN ORE L, ([TIX. 2. (7) ZOMoORHEE] OHESMR)

15.2.2 7 v b 26 BMKEHREHBRIZHBV T 3 mgkg BLE, A X 39 @M RKEHREHRBRIZIH VT 10 mgkg LA ETARAT
WO BNENRS b o E Lz, (11X, 2. () KEERSHERR) 0EBR)



X. JERRRHERICEET H1RE

1. FEEHER
(1) ExhEEBHER
(VI SZHIEZBIT2EHE | OHSM

(2) RE VIR ER 0

AER ORI ARBR 551k it R
BT —fBER - 17D Z v b 3. 30, 100 mg/kg. B
PR (rwind IR el gRE) (5 HEREN=6) | B[R 05
7o), AISEDE, BIEAENK | 7>k 10, 30, 100 7% VgD
St PURREER . REROMEIR (KT mo/kg, 1H1[E], 4
n=10) HFRR D 5
L hERGHE hERGF x /L | 0.03, 0.1, 0.3 uM 22088
TN — ey f
(=g T TE) FEIHHEK 2934
Ja (in vitro)
ME, fad, DX A X (ER 1. 3. 10mg/kg, H | #2873 L
(TLARY—iR) ) [E1#% A #5
(KB HEn=1)
ME, DA%, mE=md, i | #2 ~ b 10, 30. 60 mg/kg. TNAHIERRAT 7 & —
AL SRR (& REHE 18, 1B, 4H0RE | €. T RV D ARORI v
n=10) M5 TV S ERE
ST REOL S, 1A R, SRR E | T v b 3. 30, 100 mg/kg, | EEs/ L
R (whole body plethysmographi) (BHEMEn=8) | HERO&RG

(3) Z D1t FEIHFHER 4149

X (5B 1IcF ey (1, 10 V100 mgkg) & 1 H 1[E, 4 B ER&ROES L, EfRar xro—
A, RUZ YUY R, HDL 2L 2572 — /LK LDL 2 VAT 0 — VBT A% a7 OREL mat L,
OFER, XE¥P a7 FEclymEdhRar 27a— RO N 7)) FEESLER LK,
Zv b SHE) IZ_FHaTr (10, 30 XOV100 mgkg) % 1 H 1R, 30 AR#EAAZO#&S L, HDL 2 L AT v—/b
REICKIT 2% a7 o OFEBERT Lz, ZOMR, XFHar BHICKY, HDL 2 VAT a—/LRER EF L

7o (Fv )

~ A (I~12 V) IZFHuT s G RU30mgke) Z 1 H 1A14 BREAEORSG L miEf Y 7)Y MR
DEBEERE LTc, TOMP, ~FIF T o REHOMEET N 7V ) FREL, xRS

BT o TP uT v

(7H=%)

HARTERWMEZ R LTz, (w7 R)
2. EEHER

(1) BEE 5 HEHER 0

BLRE B hR% I UNi'acs 1M D BOE B
7 vk K (n=10) . #f (n=10) o 1,500 mg/kg >1,500 mg/kg
A R e (n=2) | M (n=2) o 720 mg/kg >720 mg/kg
~ i (n=15) | i (n=15) 0 1,000 mg/kg ~ 1,000 mg/kg
X~ U BN R




(2 RERS BIEHBR 7

e 511

F 5

H5-751k

T

EEVANG T

28 HIH

7w b
AT
n=19 (3
mg/kg/ H D
7+ 10)

3. 10, 30.
100 mg/kg/
H., ok
E

3 mg/kg/H
ST}

10 mg/kg/ A LA _ECHEMRTFINZSET GBI L, 5

H. Bk, 78, MEMREZ2ROT7
< 3mg/kg/ B L« ITlE~D%EE [ALT - AST L5 JIThEE
BN, ATRIN 2 Y o— Ao ghn] . R EREE, TR
£E) [l AT o — /LK OVHDL-C L] RO LT F
=y F—¥ LR MEEEERE~ DR [/ Mgk &
W7 47U =5 400, PT - APTT & ]
- 10mgkg/HLL L+ ALP b5 MAIFEES [FY 27U E
U R EH, LDL-CEF], RiE~DF2 (F¥ LEE
B, k) . BIB~ORE (REEXR) . B~02 (F
PIIESHE A, — IR K O ki B e IR 22 &) . BB
JEMFONC AR Y BRI 72 &
- 30 mg/kg/ HUA B ARIMER NT A — & 250 (FRMIEREL,
BFRERO~NY b7 Uy MERD) I ON g~ 522
(U 2SR AmNRL S, AR ILERD K OVBESh 3 ifn TTaE)

34 AM

7w b
AR
n=18 XX

12

3. 30,

100, 300
mg/kg/ H .
BO&s

3 mg/kg/ H
A

R CHT 2R, O CITHEMBMENRA LN,
300 mg/kg/ HAEIE 25% 03381 Li=7=, 8 E CHRGH Ik

« 3mgkg/H LA E : MEEEERE~DOFEE (PTHEER) . FRiMLER
NRTA—4 (MEFEEIE~~ N7 Uy ME) D, fH
8% (FYZ V%Y RealbxFue—)LHDL) k5. A&l
HEEHEN (MEoH) kL
+ 30 mg/kg/ H LA E - IMIEEEERE~D R (APTT B, Ifiv)s
WEEEI) . g ~DR2 (ALT - ALP k5. JFlREREH
m, HFHREAER) . IRER~DE (AN . RE~DRE
(BEZEM, REEE) 72 &
- 100 mg/kg/ A LA | - (KERA . HFlE~DR %8 (AST &
). fiE GEmk) RORIE GRAM, AEkEEm I
24k

26

7 v bk
- TP It
n=18 X%
12

3. 30, 100

mg/kg/H .
(quE; =

3 mg/kg/H
A

30 mg/kg/ H LA ECHBEDORE 1 FlICIE L Z 5RO -

* 3mg/kg/ B LA L KA ARIRIE SUX FANRE, MR EERE BE~D
A (APTT - PTHER., 74 7'V /— &), JRif
BT A —ZEb, HDL-C 5. TFig~D5% (IFli%E
BN, FEER, NEER I EO IR R, ALP 72 &
DOIFHERE T A — X KT AT I v POMBEEHA/ T
A—Z OEH)) . BiEORELEEE, TR RZEEL
K OB B EAEiE R 7 &

- 30 mg/ke/ B LA L MREEBERE~DFEE (/MR . K2
JERINE, WHLE~ORE (HRF RIS, fERTE L
FEE, RIEEREOLARE) ., FlRERRD ., Big~D
W [BIRE LR eRE, REIEE (o
)], FEAEERN @EOH) . KEEE KON E#EAER
nE

- 100 mg/kg/ A : LR, REHINHNH] & OWR B AL, EREOY
bi (HEDH)

28 HFH]

A XA BEE
I n=6

10. 30.
100, 200
mg/kg/H., #%
mE 3

10 mg/kg/ H
Al

100, 200 mg/kg/HFECTHEERFHEDHEL L, VI 2R
Oiz7=® 21 B THRGHIE

- 10 mg/kg/ BLL L : SBRFE, HIE A L, g~ iE
[HPRBEE B8N, ALT « AST « ALP « y-GTP o EH-], i

B (2L A7 m—/L « HDL-C) DT & R~ D8
(77 be 7 U kM)

+ 30 mg/kg/ H B b @ ARIMER ST A — % (RfERE K Ot 2

FE) OBA. MiE~0xE (Flaozhb, HFibiao

MR OEFEILE), WLE~ORE (Bih, mif, 2%

B OB . KR ORI AR 278 &

- 200 mg/kg/ H : PT O APTT OIERAHA)




91 HI# A XERERE | 0.1, 0.3, 1.5 | #: 0.1 - 0.1 mg/kg/ H LA b« HECREBL O RS 281
Mt n=6 mgkg/ A, # | mgkg/ BAR | - 0.3 mgkg/ A LLLE : M CRIBHE EEOHIN

mE 23 Tt + 1.5 mg/kg/H : BETHREEEDFEXTE RO
JHE -
>1.5
mg/kg/ H
26 A A XEFERE | 1, 3, 10 1 mg/kg/ A - 3mgkg/H LI E : FFEgRE XD A —% (ALP L5H-. FFldEE
HE n=6 mg/kg/H . . IR . BT (REMaoZEll) ~ope
oy KO NBE

- 10 mg/kg/ H : AFHERE T A —4% (ALT « AST + ALP - y-
GTP) k&, FRMER/XT7 X —% (GFRIMEREL K OISR
DR, MiREEERE~DZE (/MR 7 47 ) —
oo, BIFEEORMNRE

39 JE M A AR | 1. 3,010 1 mg/kg/ B - I mg/kg/H 2L L - PR /gEh O MR 7Y a— 57

W n=6 mg/kg/ H . Al O (1 mgke/ ARETIIMEDO L) T, BIF CRRHECE A
EYRERES2 RAONENE O e OATie: (KRR 1T 2 BRIRPEDO K

A LR DA R OV N Y MR OZE b, R ERICE
D EWENIRIRS) ~DR g

- 3mgke/H LA E - MIREEERE~DHE (7 47V /) —F v
2O L) TFlEA~0RE IFIEEZORN, FFhER,

MIERANT A—=Z~OEE (TLT I L) OEH)]
R OVEFEZR~O R (B LB 28 e TR
- 10mgkg/H : ANBE (O, MiREEFERE~OFE (il
ISR D B R OVESRZS~ DB (ISR B B
WP 72 &

() BizHMEHER 7
RAIF T AE B D WVITKIGE & AW BIR 2GRS BRER (in vitro) . /DA X —PIEAIIG 2 IV 7o Y fo (R B 3 3R
(invitro), ~TU AV 74—~ TK#ER (in vitro) . ~ U AFHEE FAWI/IMEEER (in vivo) 128V T, BIREMEITHR

O oT,

4) DA RESER
~ A (F5EEMERE 25 B)) (2P a T 2 30, 100, 300mg/kg/ H & 26 ARIKERAFRS L, BAFHEIC W TRHRRIL
TR R, PG T RICIES RIS LT SUIERMNITA LN T, EERARICHRE L OB RZEITRD LN
otz (v R)



(0) ERE A FEHER

ABROME | B 551k e EE I F 7T R
[ a3 vk |1, 4 16 FE - REhy
3 A B (%7 | mg/kg/H . 1 mg/kg/ A - 4mglkg/ B LA L : AREEH BN
i 1H 18], FFRT | IR - BRIV - - 16 mg/kg/ H BA L : $EEH B
n=25) | ~17HETHK | 1 mg/ky/H IR « fR WA~ DR
mEFES - 4mglkg/ B 2L L BALIBIEZ: & DR O e B
- 16 mg/kg/ B @ B R OVZ IRIIE, S ONZRRIE D4
FEE (DBR, IRERZHEIT OMM 2 £) KOVME
ERHE BN
(6) BRI BR
MG L
(7) ZD 0%
SR 00
AREROTEIR PIES ANF T RE UVARRGRE | =27 R
MT TR AR 300, 3,000 pug/mL 2R UVARS AR T OEERICER L
(in vitro) 5L
S MR t k 300 pg/mL #92 5IRF UVARUNEEIL, FERURRRIC T, ik
(in vitro) R MER WA E I
E AF VN | B ZAF P | 300, 3,000 pg/mL #9057 UVARUNEEIL, FERURARICEER T, BERXF
LR WK T UERPABICED
(in vitro)




X. EHEIEICEET HIEH

1. HRHEX5
B K ZATLF AT T5mg BIER, WTEERRL
) EE-EMESEOLMFECIVERTI L
BRIRSY ¥ Y aT s BEK

2. AHHM
AL - 24 A

3. BB TORE
EiRRAF

4. IRV LEDEE
BRE STV

5. BEMTEH
BEREEGTA R HY
<FTVDOLEY : HY

6. F—mS - R#hE
Al —pR o3 e L

W % ARV ) 2AFy b EHLIVAYT, T=maAFy VIF MR A F =Tz H~v-la

7. ERSELEEARR
1999 412 H 29 H, X[H

8. WERFAEFABRUVRRES., XMEENHFAR, REMBEAR

BOERTRREA A R 7 FAMIEAENGRAE A A HR7e PR AReE A H
20164E1H22 A 22800AMX00025000 20164E4 H20 H 20164E6 H23 H

9. HEEX(IREM. RERUVRAREEEMFNFABRTEOAT
BERRANA

10. BEEHR. BERRAREABRUVEOAE
YL

1. BEEHM
104 (2016451 A 22 H~2026451 A 21 H)

12. HRMMTIRICET 5158
AENE, BH (HDWTKRE) HIMICBET 2HIRITED T



13. £Ea—F

o

JE A7 S A e
W= S = — R

TR B H = — B

(YIza—1R)

HOT (9#1) &5

L& NERALEE
AT LH=a— R

75mg

ENT VT TRV

4291042M1022

4291042M1022

124835701

622483501

14. RigaftLOEE
A L




X 1. X#k

1.

1)

2)

3)

4)

5)

6)

7)

8)

9)

10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)
30)
31)
32)
33)
34)
35)
36)
37)
38)
39)
40)
41)
42)

51 FSXER

KEESR, . BARRERFSHES. 2020 5 130 : 1347-423
HER  ENE T /TR B-1101 38) (2016 45 1 A 22 H KR,
Hamada T, et al.: J Dermatol. 2019 ; 46 : 557-563

HER : v T/ IFEERER (L1069-23 3XBR) (2016 4F 1 A 22 HKZE.,

Duvic M, et al. : Arch Dermatol. 2001 ; 137 : 581-593

HPUE R EANE I/ IFEEER (L1069-24 3BR) (2016 4F 1 H 22 H KGR,

Duvic M, et al. : J Clin Oncol. 2001 ; 19 : 2456-2471

BB ANEIVAERER (E7273-6000-401 3ABR) (2016 4F 1 A 22 H7KZR,

FEPNEE RS AR ARATRE s E
FPIE B RXR S MEER (2016 4F 1 H 22 HAKER, CTD2.6.2.2.1 )
BB RXR BB TEME(LRER (2016 4E 1 A 22 HAFR, CTD2.6.2.2.1 )

HEEE  RXR ~T & 2 BRI LERER (2016 48 1 A 22 H/KZR. CTD2.6.2.2.1 )

Nieto—Rementeria N, et al. : Br J Dermatol. 2009 ; 160 : 519-526

HPERE : in vitrobUlEERER (2016 4F 1 H 22 HA&KZE., C1D2.6.2.2.2 )

Wu K, et al. : Breast Cancer Res Treat. 2006 ; 96 : 147-157

BB in vitro HiEERBR (2016 4E 1 H 22 H7&EE, CTD2.6.2.2.3)
Moro T, et al. : Jpn Pharmacol Ther (GEHE & V5¥%). 2021 ; 49 : 1391-1398

Zhang C, et al. : Clin Cancer Res. 2002 ; 8 : 1234-1240

NGB - in vitroBUIEERER (2016 4F 1 H 22 AR, CTD2.6.2.2.2)
NGB in vitroBUIEERER (2016 4F 1 H 22 AR, CTD2.6.2.2.5)
FENERE : in vivo BUEERER (2016 45 1 H 22 H/KZE, CTD2.6.2.2.3 )

FENEEE  in vivoBUEERER (2016 4F 1 H 22 HAKFR, CTD2.6.2.2.5 )

FENEEL - WESME T FERRER (RR-845-99-003 5BR) (2016 4F 1 A 22 HAGE. CTD 2.7.6. 10)
FENEEE - WSS 1 FEARER (L1069-61 3X5R) (2016 4% 1 A 22 A&, CTD 2.7.6.5)
FEPNERL ;WSS TAEEER (L1069DM-01 #46%) (2016 4F 1 A 22 A7, CID 2.7.6.1)
FEPNERL - REERSEEhEfEAT (2016 4F 1 A 22 H7KFR, CID 2.5.3.1.2)

PG EL - W ENRE (T v M) EBR (2016 4E 1 H 22 H/KFR, CTD 2.6.4.3.1)

R - I ENRE (f X)EER (2016 451 H 22 HAKZR, CTD 2.6.4.3.1)

FEPEEL - #ARE A (T v B EBR (2016 4E 1 H 22 HKFR, CTD 2.6.4.4.1)

NG b FIUEEABARER (2016 45 1 H 22 H&FR, CTD 2.6. 4. 4. 2)

FENEEL R L OREIEERSR (2016 45 1 H 22 B&FR. CTD 2.6.4.5.2.2)

Howell SR, et al. : Drug Metab Dispos. 2001 ; 29 : 990-998

HNER: v MIFR 72 Y —4 CYP [EERER (2016 421 H 22 HA&FR, CTD 2.6.4.5.3)
HEE v MIFI 7 e Y —A CYP PRERER (2016 451 H 22 HIKFR, CTD 2.6.4.5.4)
HNER: v MIFR 72 Y —0 CYP FHERER (2016 42 1 H 22 HA&FR, CTD 2.6.4.5.4)

Wakelee HA, et al. : Cancer Chemother Pharmacol. 2012 ; 69 : 563-571
TEPERE - I LB T MR

NG R - 2P (PR Bk (2016 4F 1 H 22 AA&GR. CTD 2.6.2.4. 1)
ZEARMESEEE (O ) 3B (2016 4F 1 H 22 HKER, CTD 2.6.2.4.2)

B R - AR (W) BB (2016 451 A 22 HKRE, CTD 2.6.2.4.3)
&l
&l

FEPNERL

FEPNERL
FENE R

CTD 2.7.6.6)

CTD 2.7.6.7)

CTD 2.7.6.8)

CTD 2.7.6.9)

WRISETE (77 9-F) B2 (2016 4E 1 H 22 AKEE. CTD 2.6.2.3)
WHIEEER (Z » M) #BR (2016 451 A 22 HZKFE, CTD 2.6.2.3)

(PMID)

(31090237)

(11346336 )

(11331325 )

(19067706)

(16273314)

(12006543)

(11408365)

(22057855)



43)  FEPNERE : BIRAVSERR (= 7 2) 3Bk (2016 42 1 A 22 HA&FE. CTD 2.6.2.3)

44)  FENERL  BERE (Z > B BB (2016 45 1 A 22 HKGR, CTD 2.6.6.2.2)

45)  FEPNERl - BEIES (f X) FMEBR (2016 4E 1 H 22 A/KER, CTD 2.6.6.2.3)

46)  FENEEL <~ v BRI/ MERER (2016 451 H 22 A/KFE, CTD 2.6.6.4.3. 1)

47)  HENERL  RAERS- (T > b 28 HR) BmMERER (2016 45 1 A 22 HIKER, CTD 2.6.6.3.2)
48)  FENERL : KBRS (Z > b 3 oy AR #ERER (2016 45 1 A 22 HKGE, CTD 2.6.6.3.6)
49)  FENERL  RERS- (T > b 26 0R) FmERER (2016 45 1 A 22 HIKGR, CTD 2.6.6.3.7)
50)  AEPNERL : RIS (1 X 28 AE) #EMEBR (2016 4E 1 H 22 A&GE. CTD 2.6.6.3.9)

51)  AERNEEE : EES (f X 91 BRE) BMRBR (2016 4F 1 A 22 A7KEE, CID 2.6.6.3.11)
52)  FENEEE - OEES (f X 26 B BMRBR (2016 4F 1 A 22 A/KEE. CID 2.6.6.3.12)
53)  AENEEF - EES (f X 39 B BMRBR (2016 4F 1 A 22 AJ/KEE. CID 2.6.6.3. 13)
54)  HEPNERL : EIRRIRE R (S, typhimuriom 35k (2016 45 1 H 22 BA&GR, CTD 2.6.6.4.1.1)
55)  FEPNERE  HIRIIRE R (E col) 3B (2016 45 1 7 22 H&ZR, CTD 2.6.6.4.1.2)

56)  HEPNERE : Yufa B H (CHO M) 3B (2016 4F 1 A 22 H&ZE, CTD 2.6.6.4.2.1)
HPER : WG TR E R (w2 Y 73— TH B (2016 4£ 1 A 22 HA&ZE, CID
2.6.6.4.2.2)

58)  AEPNERL : NAJFMERRER (2016 4E 1 H 22 H&FE, CTD 2.6.6.5.2.2)

59)  FEPNERL : AFEFEAE (T > MIE - BRIV BEMEERER (2016 45 1 B 22 H7KFE. CTD 2.6.6.6.2.2)
60)  HEPVERL : eEEMERER (2016 4E 1 A 22 H7&ZE, CTD 2.6.6.8.8.1)

57)

2. ZOWOBEXH
AR L



XI. 8EZ&H

1. ELNETORTRRE
ZNT LT % 7L T5mg (Targretin®capsules 75 mg) 1%, KETIX 1999 412 A 29 HIZ D7 LU E 2L ED
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A7 Targretin (bexarotene) Capsules, 75 mg
I EER A ESHIES
1 INDICATIONS AND USAGE

TARGRETIN® (bexarotene) Capsules are indicated for the treatment of cutaneous manifestations of cutaneous T-cell lymphoma

in patients who are refractory to at least one prior systemic therapy.
MER O &
2 DOSAGE AND ADMINISTRATION
The recommended initial dose of TARGRETIN is 300 mg/m?/day (see Table 1). TARGRETIN should be taken as a single oral daily
dose with a meal. For precautions to prevent pregnancy and birth defects in women of child-bearing potential [see Use in Specific

Populations (8.1)].

Table 1: TARGRETIN Initial Dos e Calculation According to Body Surface Area

Initial Dos e Level (300 mg/m?%day) Number of 75 mg TARGRETIN
Body Surface Area (m?) Total Daily Dose (mg/day) Capsules
0.88—1.12 300 4
1.13-1.37 375 5
1.38 - 1.62 450 6
1.63-1.87 525 7
1.88-2.12 600 8
2.13-2.37 675 9
2.38-2.62 750 10

Dose Modification Guidelines: The 300 mg/m?/day dose level of TARGRETIN may be adjusted to 200 mg/m?/day then to 100
mg/m?/day, or temporarily suspended, if necessitated by toxicity. When toxicity is controlled, doses may be carefully readjusted
upward. If there is no tumor response after 8 weeks of treatment and if the initial dose of 300 mg/m?/day is well tolerated, the dose
may be escalated to 400 mg/m?/day with careful monitoring.

Duration of Therapy: In clinical trials in CTCL, TARGRETIN was administered for up to 97 weeks. TARGRETIN should be
continued as long as the patient is deriving benefit.
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#II8 : Targretin 75 mg soft capsules
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4.1 Therapeutic indications

Targretin is indicated for the treatment of skin manifestations of advanced stage cutaneous T-cell lymphoma (CTCL) in adult
patients refractory to at least one systemic treatment.

JHEKR O &

4.2 Posology and method of administration

Bexarotene therapy should only be initiated and maintained by physicians experienced in the treatment of patients with CTCL.
Posology
The recommended initial dose is 300 mg/m?/day. Initial dose calculations according to body surface area are as follows:

Table 1 Recommended initial dose

Initial dose level (300 mg/m?/day) .
- Number of 75 mg Targretin capsules
Body Surface Area (m?) Total daily dose (mg/day)
0.88-1.12 300 4
1.13-1.37 375 5
1.38-1.62 450 6
1.63-1.87 525 7
1.88-2.12 600 8
2.13-2.37 675 9
2.38-2.62 750 10

Dose modification guidelines
The 300 mg/m?/day dose level may be adjusted to 200 mg/m?/day then to 100 mg/m?/day, or temporarily suspended, if necessitated
by toxicity. When toxicity is controlled, doses may be carefully readjusted upward. With appropriate clinical monitoring, individual
patients may benefit from doses above 300 mg/m?/day. Doses greater than 650 mg/m?/day have not been evaluated in patients with
CTCL. In clinical trials, bexarotene was administered for up to 118 weeks to patients with CTCL. Treatment should be continued
as long as the patient is deriving benefit.
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