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300mg/n* (MEHEE) BERCBTASABREMBRICLII I ALK

REE (n’) TN
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® (RMEFEAE) BHERICBITIAZEMARBICLE I I 1K

REREHE (n) BT ENMEK
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* (REFEFIR) BREFTR T IHRERRMICLI IV 7L

R EE (n) A TN
0.88-1.12 1
1.13-1.87 ‘ 2
1.88-2.62 3
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|HLR2VWERICE, BEEHIET S,
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fE2% 400mg/dL ZB XA TWA B AL, BEREERREOQAFT ZHET 3,
IRERVEBRREOLASFZHELTL, ME Y 7V Y FEN 500mg/dl &
BATVWL2BEICRBREEZHETS (1 AREEN 300meg/n® (EREH)
O%FE. IHER 200ng/m* (KREHE). 100mg/n® (KREHE) ~EBETS),
2, ME RV 7 UEY FEM 1,000mg/dl B2 BE1CX, BF L HAREL
5, RE#Z, MFBFEFY V&Y FEDN 400ng/dL kKB CERE L =BSITIE, K
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FRER (m”) BTN
0.881.12 4
113-1.37 5
1.38-1.62 6
163-1.87 7
188-2.12 8
213237 9
2.38-262 10

200mg/m* (RREFAR) B E5MFICHET S

SREMERICLZHTEIVH
HREHE (m? BT eV

0.88-0.93 2
0.94-1.31 3
1.32-1.68 4
1.69-2.06 5
207-243 6
244262 7

100mg/m? GRS FAM) B ERFICHIT S
FRERRMICLBZHTEVE

HEHIR (m?) H TN
088112 1
113-1.87 2
188262 3
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BAsE, XixGradel AT i
HELZVWEAICE, 5%
P25,
ERED 1 BHR5EH100me/ | |
m*(RER) OB EITR. Bl |
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DIDIEE | DIESE]
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DEEIDESE]

3. HE{ER
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Q) #EEEBHHICEETAI L)
wHRE BEFRIEK - % 5 - RET
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FHE OB IR B
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EHBE BRI - B HHE B - BRET
CYPSAOEY AFEDOHERICLY T | AHOCYPIAFHFHIER
FIVISATF v, | WIRAFZF U DAUCHE | 12Xy, PERERORH
YUNRETF Y, |S0%ET Lz MFREShBLELLN
ER VA PN %o
BRERA%E HRFBAEL OB L | AR MERTEMZ

A VYAY Y, AN
R Wy LT RE
#H, F7TVIIY

b, EnEEERLLA
FRDLITWA,

BT 2 WY H %,

8) MARTERAE : FHERE BEERH) . OHEE(RER
B), BnEREGEERR)ZE0NRERENDH LD
NaZedHsDT. BEOREZT+HIHEL.
BESED SN BEIRRE2PIET 5%, &Y
RMBEEIT) Z Lo

o) BB RIERIE | BB R CREARI) 22 b bh
220 HENT, BEORBEZTFWEEL, B
HET. e, CK(CPK) LR, mMARURS I A4

)% BAEERHEEHobhaZLEDY, B
MYZYEY FIEE & b IcEMRAEZBRLAA
PREENRTWS, EPHNCREZZELREZIT
S, BEOREZTSEEL. BESORLE
TR T HERDD Sbh B RELPIEL.
B MBEITI Z Lo

3) TEAHFIKIRISEEE TE, ElYE  TEAEFR
MR BRI T4 (93.8%) . AEIIME (BEEERIH) DM G
WEEXDSbNLILNHHOT, BEOREL
+aicBEL, BENED ORBACERS 2D
L7 5%, BYRREEIT) Lo

4) BIiEREAAE, iFRERRAE. Bl BMREE
(3L3%). WFHhEKEAE (31.3%). Bl (188%) 4%
ShhaZeRbsrDT, BEORE:L TOICBE
L. E¥rFEoohgacidgsedib+ 24,
B RMBEZIT) L.

5 A<, FFMeelEE - FR2(GEERHE). AST
(GOT), ALT(GPT). BR¥ VI VEVED LR
3 R E (250%) MH bbb Z L HHBEDT,
BEORBEEZTHCBEL. REFEDONIEE
iS5 2T A%, BURRERTI Z L,

6) BEAE | R CREART), MiE (HEFRBE)E0E
ELREREHLLNEZLEDHLDT, BHEORK
EBEZTAEBEL. BENZoohgackiis
T A%, BYLRERZITIZ L,

7)AEMAER  HENMRAGEERR) FHobh
22EXHHDT, BEOREZTHICHEL, &

ERRD ONGEETIEEEPIEL, EURLE
2ITH T L,

FFEHE Fub v rASFADLhAHEIcERE kL,

KA NB-UVB#RIL L OOEFIC | A# 12 in vitro 8 (b B RLBRIT) Lo

PUVARIL, UVB| LY. kEBEMEL R | BOERBRR UL AF

RIS LB RS NT0 B, | VY HBALRIE) I BY (2) T OROBHER

THBEAFBDORT WD LD RERLIREND O bhFEICR, #5
Vo LT 52 EBYRREEZTIT) &

4. BHER 10% B0t 10% ik FREAE
SRTHRMY ¥ 08 (CTCL BEEXNRE LAENS T/ [ L RS B S 2 RS
T HIERI 351 T oA PSR L6BIE 1661 (100%) 12 MR | DMVEBSEI | MRS, S | R, BB

gy # _ i BHIOYETIRF | Fe UV sHiE, B
BIVER (BRRBREBEMOZE 2 &4 RO bz, 28 SRR 7 [ﬂliﬁiﬁ?]ﬂﬁf ﬂ;ﬁti&
e L, FIRBRARERIE THELSH (938%) MLV ATE— e
VIFEL3BI (81.3%). & bV ) &Y FIfLfE1241 (75.0%) PISTis 1 R BRI R A L E | R ARBAR AR T 55
B ERBAE, P ERRAE R U B MERER S % 5 #1(31.3 YRA F4ERyY
%), AMRUHFHREADE 3H(18.8%). HiE. & R
L W, FEEEE. BRE. AST(GOT)HEM. ALT : b2 :

(GPT) BN R UM/ MRS 2 B (125%) Th o720 (K e *ST’?EE*W‘ =

25 :

AER OB OV Tid. CTCLEZ# AR Y LEAE LLLEi I I L2 el LT

I/ TARABOSFHCET SRR L, E70, SHBBRT Lo R e s

b bR T G EHERIS OV TREERB L L7z S ‘

(N EXEEER BB BEEE, mE2 L | WrRESFEEM

NEEEREE: & U 7Y ) FIE(50%). &2 7F=
VASFO—VIE(81.3%) A 5bND T LhH b 2ot | TR BEE | EEE. FERR. A | #0E FVEYRE
DT, BEOREE THHEL, REFBDHN T AR s
N e RN H B RA. BSR/M

f:%g’b:‘i:?kﬁ\ ﬁEXIiYi'??E"‘Plt‘?‘%%\ Briikal) B, TR, TN,

BB EITH) L. [[HERE 0ESR] =[]

E) WA TR b B
5. 8E~AOHRS

—RCERETIIEEREIETLTVRAZLHFEVO
T BEORBRBBRLAPLREIRSTHI L,

R, B, RIBEAORS

VEWERCRIEAIREI N TREDT, HFEX
WHREL TWATEBEDH L BAICIIZREG LT E,
[5y VoE - BEFEE BT ZRABT. AEREE(D
31, RERBEZORM., ME. BAMEMROEZRL),
FRBEE (MR, BREY  ZEEEE. EERYV
WE) B TICEILBENED LR TWS, Tz, XEFY
OFVRARLVF I FThaILh b, ¥FIVA
BEFRETEROBENID S,]

QEBLBCHES TSRS ZRTIEEL L, [f
BT T AR 5]

JNREAOERE

Tl aEER, H4ER, LR, HRTARICH T 555
DREMIHEL L Tz, [ERARBENZ V]

ERRE

EAERRABRICBWT, 1H300mg/m*(EREH) 282
ZHEY RERS LB, BIVATFU—VILE Bl
BBIE, TREORBEENE 2oL OBREND 5,

CEREOER

R ZEAE  PTPRAEOERIPTPY — MO WM P HL
TIRATLXO#ETAEZ L, [PTPY— MORBEKITLY,
B AEREERE~RAL, BCRELEes LTH
BRAEOEEZAFHELHBTAILIRESI AT
5]



BRER K P VEZOMHRIIBREBETITRETSC
&

10. ZOfDEE

MM B TAFR 5B ICERMRE R U EMR
BOBRAIHESh TV,

) In vitroR B (BB MBERBR B e AF TV RBILK
BV THEREF RO LN T WS,

(3)7 v F26:BM KARZE-RERICB VT 3mg/kghh b,
4 X398 KR ERBRICBE VT 10mg/kgbl Lo A
BT, F#EOHABESZD LN TW A,

[E=4hEhRE]
1. fhiRE
HE R ORERSD
CTCLAZIZAHI15013300meg/m*(ER ) x BEEICH
B AR S Lok, BB L KB L CRERS R
DRBEEIEFET L, AUCitET BRERIIRBARIC
FBHT05THol,

10000
b —e— 150mg/m?%/day
% 1000 —0— 300mg/m?*/day
i~
%
£ 100
i
I< S
g{,\’ 10
H
1 1 i
0 4 8 12 16 20 24
Time (hr)
HEEORSEEOMRPRFY o7 v iRE
10000 r
b —e— 150mg/m%/day
% 1000 —o— 300mg/m¥day
N 3
[
# §,, 100
4 g
é\/
® 10
=]

24

12 16 20
Time (hr)
REROKRSRHOMBR X oT /#E

CTCLEZ BT 2R H s vy ERERRURERORS %0

RUBB/ T A -5
#E5R
(mg/m?/day) . i
LAny4i L HE R\ B &
% 3 3 6 4
. 77673071 38312105 | 204767603 | 10815%3541
(ng-h/mL)
e 1512+547 777 +£545 3628+ 1370 2475799
(ng/mL)
Tmaux(h) 33x11 4101 37+038 2509
ti2(h) 2702 37+09 32+07 42%11
FiERREE
2. EHEOEED

RERA (1200) AR5 mg 2 AT ICH RIS, BERA
(2480 12 AH400mg/m? B 2 EED LT EER I EE RS,

BRUCTCLEE (9812 A#15012300mg/m?% HHICHE
A5 L7-BOPKT—% 2 B L7-#R, ER5E8I1CLY
HMEL7AHOCra X CAUCE, MATIRS L HBL T,
EEHNRIEEBRS TENEN6IRUTSE, LU &E
HETCENFNTORTIOEEMEZR L,
E)EHMOXKBEN-BE - AR, 18 1 @300me/m*% BEBORE TH 5,

BRABLEAGT CRE LIZPKIF A —%

X EL7: X L7
RRAH g %&ifu (ng/b m?i) v %iﬁ‘\fjé\t (ng b hfnL)L
AT 12 103+067 443+199
AL RESR | 24 6.32£211 33.14+1197
Rk 9 7.25+302 39.68 £16.84
Pl TR EE

3. D6 ([n vitroRBRF &)
0.005~ 5 yg/mLOBEHBRAICE VT, "FHOF 0L b
MAEE [ EEEIL998~99.9% TH - 729,

4. KB - Pt

MerFIzoy—»0Z2HVEREFICBNT, XFHoFy
WEIZCYPAUZ X o TREFENT-Y,

@) RFEHF T F ¥ (75~300mg) X FOHRSE Lz &, REIL
HRURFWIRDPTCIREO N2 079, AR OMN
LIBT3 FHMOF SIS, ERRBREIFR
HThreEILOLND,

5. HE/ER
BEBA (248) 2 AF400mg/m2 PR b a U —
(CYPAMAEA)400meg % PFAE S Lz &, RHAEMES
Bz 954 b aF = VR 5RO Coa R UAUCu D
{FHEO K 90%CIIIE, £h210925[0815, 1.049] K ¥
0.935[0.840, 1.0401 T - 79,
AFNI in vitro CCYP2C8 R UFCYP2CO% FAE L, EEH

BENFNIAUMR UR29M T - 727,
H)EFIOREENLFE - FRI2. 10 1 M300mg/m?% BHEARSETH 5,

(329575 )|

KERTECRE IBHAL. L (IB~VBH)., BIHEHIB
RO ABICIERMAE RN L CEEREDOCTCLAE (72
2L, BATHIRAMmE - V v S BIEANNTER 2B L
RN LZENS I/ ITHARICBE T, BRHEIH
B4 66, SIS 76)ICEH300mg/m?% 1 B 1
B, RA24:EH. ERICEDO®RE L, FEFMEECH 5,
B5 B & 2480 2 3 LIS 31 2 modified Severity
Weighted Assessment Tool(mSWAT) XD W/-E%) (52
BRAERIEMR) FIT615% (8/13) TH V. FHEHBI K U
B TOEPEITROBY Th ol

2B, FYPIA IBRUNVAMOBEZHEALNE THo
THRERMICHAAN O N oz, RIGEOBEIZL/13H)
(R IBES. WRBHME)MAANL 225 EFrEoh
o f:o

FEREBIR/ %) (CR+PR) ¥
SRR (B5%BFHEEM) (%)
2k 8/13 61.5% (31.6, 86.1)
1B 3/5 60.0% (14.7, 94.7)
1B 2/4 50.0% (6.8, 93.2
. 0% (6.8, 93.2)
mA 3/3 100.0% (29.2, 100.0)
VB 0/1 0.0% (0.0, 97.5)
AR BT 8/12 66.7% (34.9, 90.1)
A7 )
e T?{F*mmﬂ 0/1 0.0% (0.0, 97.5)
IR
E)mSWATIC X 2 5Fli TELER (CR) LIS EM (PR) Th o - BE
(£33
1. e

NEHuF vk, VFJ A4 FXEEAE(RXRe. RXRARD
RXRDIZHEAL, BEZERILTAC LKLY, 7H =
VAHERURBARELEREZR L. BERME LT
BERRENT BRI,



2. ERAHR
(1) In vitro
~RFH 15 vk, CTCLERHHR U HuT78H Bk DBl
M L 721010,
(2) In vivo
REFuF iz, HHEEREEFTBEL 2T ACS
W, JEEREIAIER 2R LY,

(AR 2 1cBA T (P HAER]

—fE4% : FH o7 Y (JAN) (3£4)Bexarotene (JAN)

1tZ4% : 4-[1-(3,55.8 8-Pentamethyl-5,6,7,8-
tetrahydronaphthalen-2-y1) ethenyl]benzoic acid

BFR : CuHzOz

SFE : 34848

B A #225~227C g

% R BBROBETHB, H
NN-Y X FNVFENV
L7 3 FIEBITRT
{y A& 7=V
I —N(95)IZH HC CHy
Ficd &, 7=
MY MTED THEITIZ L RITIZEAEBIT RV,

[&EB%&F]

LLEERY A7 SR EREO L, BYIIKBETHZ Lo

2. BRI TORBEANIBOTROATRSZLd b, REN
k. —EBOERIKRLT - PEBENS T TOHI,
LERZNEICEARERELERT 208D FA
FRBEOERBRLIBETZ L LD, FROREMR
UCESECET 27— 2 REICIE L, FROBEEM
COAELEEZBLL I L.

(B3]
4% 7w (148 7 x 1) (PTP). 1004 7€)V (K )

[EX-3°4 19|
1) EIpyEs 1/ D4508% (B-1101388R) iR B8 s (A )
2) #5451 ABERER (RR-845-99-003X8%) (#EWEHD)
3) B RER (L1069-61508%) (REAHEHD)
4) v b MEERBEERBRGEER)
5) b MiFI 7 oy — ACYPRERE HAEH)
6) Ye4 & T ARRER (L1069DM-013R8R) (H:rEH)
e MF3I 70y — ACYPRERER KRR
8) RXRAL & ERER (R AD)
9)Qin, S, et al. : ]. Steroid Biochem Mol Biol. 112, 25, 2008.
10) In vitroIEE B G VR ED
11) Zhang, C,, et al. : Clin, Cancer Res,, 8, 1234, 2002.
12) In vivoBiEERB EER)
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