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1. EXERVA/EBRHEZEEBOL, HUICEKETHZ L,

2. BENTORREFSBRBOTRONATWVWEZ b, MERE
%, —BEOEFICRIT—FINEFINI T TOMIIZ, £
EGZMRIEARERAELER T LIz, XHEHR
BEOERBRZIVEBTILLBIZ. ZHOLLUERVED
HICET A7 — 22 RBHICIEL, FROBEEFERICLER
WBEZEBLAZ L,




(2) FHOEE., DEXIIDHR, ERCAERVHARBIIUTOLRBY T
HHZDT, REROBEEZBREVWTSZL, 2B, Z0ohoERAED
EBIZO2VWTIE, BFXEEZSBIhEZWVWI L,
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DOHBIWBATIEBE LRI L, £, FIETATREEDH
BBACIIBRELRVWILZRAL TN, RUEZETERSE
THHRACRERLOEREZHT T L. [[EEREXN
EE) 3R, B BLGRS~0oRE5] 0BESRE]

FROBEIZHTe>TiX, BARIZTORIETE 2ERBER
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FZRREDOHERL L RAPEBOLHIX. REZIIC+RRER
EROEMMITIERICEVITIZ L,
KRIGEORBTHRMEY) BN T 5FRHOFIERVE
SIS L TR,
EROEBUNDKRE (NES) TR T2580MERVEL2HE
IXRESL LTV 2,
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[EEERFR AR PHOAEZRHL, FHOFHIHRVELHE
¥+oBBE L LT, FFAUADEROEBIZOVWTHHE
CRHL., BNBEOBREZITOIZ L,
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BREORET S, 2B, BEORBIZILVEERET S,
<HE- ARCHETIERLOEE>

(1)

(2)

2H5EBEIZL3MMOREMEEER L OFAICOVWT, AR
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200mg/w® (RESAE) RERICBTIARERARRKICL IV K

R (n°) TN
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/n’* QRERAR) RERICBITSBRERRRITI SV 7K

EREH (n?) A TN
0.88-1.12 1
1.13-1.87 2
1. 88-2. 62 3
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(4) Grade SLALDEIERARVCGE M) 7V kY FILENRBRL -
BEITI,. LToEHELZBREL LT, xFZAKRE, BEXIX
piETBZ L,

RERSOBRER

HBHEED 1 B/ ERI 300mg/m? (EREH) OBAIC
12, BIER MR85k XiX erade ] A TICHET 5 E THK
L, 200mg/m® (kD) CTRELHHTS. 14 8
Grade 3 Bl O BIER gﬁ%k;ilmmm#%k‘XﬁGmklu?hE
RBELEBE (5 R nkm\$$%¢m?6,
FY 2V Y KR %ﬁﬁolﬂgﬁﬁbzwmmwwﬁmm)w§ém
REE Lrgay |5 BEABHKAXI Grade | MTICHET 5% TH
FO<BERY 7V % L., 100mg/m? (#iﬁﬁ) TREXBHTS, 48
Y R~ RS> MARELTH, BIERAMNER, XiXGradel LLTFIZE
RS = &) HLR2WRAIKE, #E5EE2PIET 3,

° REBEO 1 ARERAN 100ng/m® (KBRHH) OBAIC
1. BIERNREEXIX Grade ]l L TFIZKET S E THK
JEL. 100mg/m® (hREH) CTRELTHHTS, 18
MAELTH, BIEANER. XiXGrade 1l LA FIZE




[HLARWEAIIZ, #EZDPIET S,
<EFYZVEY FOLE~DIRE> .
nFrFY 7YY FHEMN200mg/dL 2B BAIIE. BERABEBRREKEOL
FEERTH, BEREEBRRECLIABELIToTHLOFFY VY R
fHA% 400mg/dL 2B XA CWABAKIX, BEEBELRREOAF2RET S,
FEERBERREOLSTZR/ELTHL, A Y 7V &Y F{EI 500mg/dL %
BATWAR3HAIIRBERZEATS (1 BRERN 300ng/m? (RETH)
DPA . MHK 200mg/m* (EREH) . 100mg/m® (EREH) ~LRBT3).
¥ 0PNV Y EY FMEN1,000mng/dL 2B X7=BAIIR. AR E2HKET
B, hE%k, K FY 7V &Y A 400mg/dL KRB TRE LB EITIE, K
Kk 1BRFERRCRELZFH T2 4 AMAELTHEBELAVWESI
i, B#E5EPIET S,
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REICHETIER (BB EERF 145 5) FTIRICESE, KB
BEETHIBERTBEE AL, BERTER., —EEROEFICHK
B3F— S RERMENDETOMZ, DEFZHRICEARERAELE
BT 3 LX9BBEMT-OT. FOREOERICTHHBE NN &,
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1) - EWSORIEI L VAT AL rrmrran —
&mg ﬁggx . mRRE B 77 EREEL: 19994124
(&) (R - AR
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M RUEBTRSTIHEICGAEA LOET KT
FTHIE, [RERLERNER) MEH, ER 81
BE~NORE | OHRER]

Q) FEROBEICH o> Tik, BRI TIHETEIE
WMERIZBVT, FALEREICTS AR - BRE
FoEMDH LT, RXFAOF5 AW L HBF SN BE
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5, BEXGETOREICASHERU R 2+ 2838
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DEEBH]

BEFIVABREOBRE[CY I YABNEINET S
BEAIDHS. [HEERIOHSR]

[#R% - 1&1R]

122 FNTVFVHTENT5mg
ARG DBH NEYoF s
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300mg/m* (F) 5 R) RFEFIC BT B
BRERANICLSHTEIH
HRER (m?) H 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
213237 9
238262 10

200mg/m* (RRMESHR) V5B S

HRERANIC LS H T IE
AR H (m?) h 7B

0.88-0.93 2
0.94-1.31 3
132168 4
1.69-2.06 5
207243 6
244-262 7

100mg/m? (R EESAR) BEEFICHT S
HHREMAMIC LD DT RIE

HEEEH (m?) TN
088112 1
1.13-1.87 2
1.88-2.62 3
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5 RGN R U S I i 2 E ey i R B R AR 3R (W
RRR@Evey, LYV I-F3 o=, @Y
A0y /E0WBE) X EHL., BEYL XD UHEEH
H»H525% U EET LB, VEFOSFI Vb
VY LADEEEFTIC L,
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BATR. UToxft2ARE LT, FAZ2EK. R
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ARBHOER

Grade3l LOEWEAMRIL
EBAEMI Y Y FilnE
MRBRLLBARIUTO<E
MY 7YX FlE~DOHE>
Iy ko)

REFO | BRERY00mg/ | |

m*(ERER) 0B, B
YERMH &L iXGradelLATF IS
WETSETHREL. 200mg/
m*(HERER) CHREEBHT

3. 4BRHKELTH. BE
A%, XixGradel ATFic
BEL2VWHEIR, 5%
FikT 5,

RBRO 1 A5 ft45200mg/
m?(ERER) DBSIcIE. B
EBMHEXiEGradel LTI
W T HETHEL, 100mg/
m*(REH) CHREZFRHT
bo 4EMKTEL T, Bk
A%k, XixGradel L TFic
ESL2VEAIR, 5%
k¥ 3.

K30 1 B 5 H100mg/
m*(GEER) 0BT, B
YeAA LA IXGradel LTI
W/ S ECHIEL. 100mg/
m(BRER) CHREZERT
B0 4AMEKELTH, BIfE
AM#EE, XidGradel AT
EHEL ZWBAIR, 5%
LTIk o )
<RV &Y FIEADOHIE>

mFsrY 7)Y FH200mg/dLEZBLBAICIE. BRR
HERRONE *ERBT 5, RARBELREIC L 5i68%
FoTHMT MY 7)) &) FHEA400me/dLEBR THWAEAIC
X, REKREERREORS 2 HET 5. BRAVEHNED
REERELTH, A hY 7Y€ FHiAS500mg/dLEBX T
VABAIC IR ERERRT 3 (1 BHEEREH300me/m* (%
HER) OBE. FAK200mg/m? (BRER) . 100mg/m?($EKE
BOANLXETB), e MFIY VLY Ij‘ﬁz‘i‘l.OOOmg/dL
PR BEICE, XHERE TS, KBS, OFFLI IV
Y FEA400mg/dLRETRELBAITIE. KRERNLD 1E
BREARTHES BT, 4 MKELTOERL 2SS
iz, BE5EHRIET 5
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WOT, EHLEOERZHFL., BEXXELIIRD
W BABY B EHEE W T L {BBELALLTHE
B¥azi,

QBT A MRREDCH Z2BANOBEBICBLTIE, £E
DEFEERUVEROB2EZERLALT,. BHICK
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BECRETIHACIR. REPBHUBRUBSRTH
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. EHSoR2EREICETIUBERS D sbhi:
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O)RFHREIC L ) REIBDOShABAICIR, LHBIC
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NEME S obNEZLHHL0T, HERBRRY
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(8) AR A A #E. FHRRE, AAMHODIREZL
MHH0TC, BSBERRUESHMAPIEHMchm
B (MR e, AORFES) 27, BEOR
BETFCBRT L L. [[EXZEMERIOESR]

O)VFREREENSoDNEZ LMD EDT, REHHA
RUEBSHMPIEEMNICHFREREZTV., BED
RE2+FICBEBTI L, [[EXBAEBIOES
icq| ,

Q0) AMBEENHODNE I L HHHDT. HHEFCIE
HFPRESIC L2 ERCABTEDHROB Y
A2 ) —vOERICX Y. BERLUVERORE - B
2E5BERERTAI L, ([20tboBER]L T
DOROER JOFBR]

ADAARXHLDIEZ L HH50T, BEL+FT
HT Lo RENEDOLNLHACRBRE2EBTIX
SBECHBT L, [20OREAL TE0fl
DR IDHSBK]

3. HEEA
FHICYPALBHUT A LRI TS,
() BHARR(BrAL w2 k)

SR A Bk - AR A Wy - ERETF
E4 3 ANM UyIVABHELSML | 2MIYIIVALAL
Fa3a3A% LBEREREZRRTE | VF /4 FTHB.
BELYDH D,
Q) GtRER (BEAICERTAC L)
P BERAESR - Bl FE By - aRET
CYP2CSFE®M Fr747aI N0 | CYP2C8DRTF & h &
Yuaz47adn ([BryEFonp b7 (HoRBHEFESND
(BlPaskAKER) & DEEIBAEERLE, [ 2BXOND,
AHOBIRATES

FhHHBDT. CYPACS
HEEAD RO
REEFERTIL, ®
UERTHAT LB,
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I+FERTaCE,




%

%R BEGERE)MHOobhAZ LD, B
PV FESEE L ICBEBREBRLAH
PRESN TV, SHNICREEETSOREST
3%, BHEoRBET4ICHBL, BASoNEE
RRTHERYND Sbh B iIHSEPIEL,
B RLBEETIC L,

3) FTESMFRBUNETE. N : TEAKEPR
BRBRET i (938%), ElE (GAEFRR)EONS
WREXDLLhLEI LI HLDT. BEORMBE
T4 L. REXED OB RS 1
IE+5%, APYrRBEFTIC L.

4 AMBPRDE. FhREDHE. RO : BMRRIE
(31.3%). FHPIRMEAE(31.3%). B1(188%) Hd
bbhaZLRHAHNDT, BEORER+HICHE
L. REPBOONIBEICRBEEEZPILET S5,
BE2RRETIC L,

5) AL, FFREN® : FAR2(GAEARH). AST
(GOT). ALT(GPT). ¥V V¥V ED LR 2%
5 FFRRBRE (5.0%) b obhas T LiHEDT,
BEORBEZTHICHRBL. REFXEDOI-BE
RS2 hET5%, SURREREFI L,

6) BRSEE : iR (FEAR)., B (FEARH)S0E
BEBRENDODNAIZLYHEDT, BEOR
BE2THCBEL. REIRDoNALEASCIRES
EHRIET A%, @R ETI L,

7) R A  HEENEE FEEFH) b 6bh
BIrHHAHDT, BEORBETFICHEL, B
HWAED LNLBACIIRS bk L, A02RR
% 5 R

BAES BRER - WOHE 85 - GRET 8) MieMRLE : B SHERH), LHEE (FHER
CYPIADER XHEORMCEY 7 | AAOCYPIABDAR ). S EERN) FonLEREsS LD
FIAARIF Y, | VKR FF Y OAUCHE (122 y, SHABNORS a2t NHHNT, BHEORBEZ+FIHARL.

SUNRRYF . |S0%ETLR. HRBERILEION Agr B ohiBalcizfsehibT5%, &)
Y/IA% %o RMBET) S Lo
NRRAR REFAREOHAICY | AR OBRT A% o) I RIMRE : MRRME GERE) 2Xdobh
R Ak I e RAL R | T SRS, BILABEOT, BHORBETHHEL. B
M. FTINTY ) HET. HHM. CK(CPK) LR MPRURHIF
AN 7a¥€y rREFED b -BHEeCiEREEHRIEL,
SEOVBAEE NB-UVB@ttk & O8Iz | R %13 in vitro B0ER (36 BIRRBETIZ Lo
PUVASEE, UVB|L1h. ASAKELRE | SOERRRFLRF
ol . (2) T OROWER
S 3o | VY RREED) I8y
o e | e e KDL > BERLZREID 6 bIABAC R, &Y
w3, Froubda 2 LAY RARETI L.

4. B 10% Lk 10% %R RERHY
RMTABRSAE Y ¥ /S0 (CTCL) BE £ R L LB 1/ ﬁ; e ﬁiﬁiﬁfmi ::Egmﬁﬁﬁ
IABUBIC 5V T, REEREN 16511651 (100%) 1< PRt [t
BIfe (BRRREEOEN 2 &) RBd oz 28 VRIS mERE. SRR
e, FIRIRIBERIS TAEISM (938%), WALV AFu— i
WIFEI3H (81.3%), B MY ) &Y FidE126(75.0%). k) MR RERBIRUR V€ | PIREMMBEE T 45
BAmERBFAE, FhRBVERVBMRERESE S5 #1313 YD 4oy y
%), BMRUHFPRERES %37 (188%). M. B RD. BRI AOXY
Lo MR, FHRIERE. BRB. AST(GOT)HM, ALT duid :

(GPT) IR U/ MR BN 2 51 (125%) Th o 720 (K e AEFER. LTE

Z5) : QTS

BHEROSBITOVTi2, CICLEE £y Lgpny  [Lone B0 BR ____| ™

I/ THRBORBHIE SRR, 7o YBRRT A g:g‘ B, KH ;;ﬁgkgg;aiﬂ

B oM TVBRWEERIIC W TIIEBERHE L=, mém '

(1) BALBER T FHRIRRITE. MP 2 L | MR RERER

ERERBE: S MY 7V LY FIIfE(75.0%). &3 7=

LAFu—niliE813%) b obd I tids F0ft | FEM SRS ﬁtmﬁ.‘ HERMHR. K| BNE, :h{lnt-.*/ﬁﬁ
NT, BEORBETFCHEL. REFSEDON ;W‘ gMm. # g;*;;’gi%
B I, RRXERS 2 HLT 2%, BY gidig
RRBER S ko [[MERS IOHESHE) AR

i) BATOLRH & NBER
5. BEEANDOHRS

—BRCEBRECIEERENMETLTWAZLAESZVD
T, BEORBEMBLAMNOHEIIRSTEZ L,

8. BB, RIBEOHE

()BHYEBRTHIBERIBEESNTVWIOT, FBX
BREELTWATREDHABAICERE L2V L,
[5y OIE - BBREBEICHTABRT. ARBREO
R, ERBESORM, MEH, BMEMRTEZER),
HNEBRE (MRR) . BRRAE - ER(FEHEF. RV
BE)EFICHEBENBD bhTwa, . &Y
OFYRERVF /4 FCHAEIENL, ¥FI VA
BESRBDIVEOBEAND 5]

Q@R ET a2 BA BRI AL, (A
HREBITT 2T D 5.]

JNREADES

EHEAER, FAR, LR DRLGPRICHT 25H
DRE\RBE L TR, [FRAERIEV.]

ARSS

BHBERRBICBVT, 15300mg/m?*(ERER) 2B L
BREE KRS LR, BILAFO- Vi, B
RBIE, THSORRENH RolcbnfiENDH S,

R EDRR

ERZME : PTPAROEMIZPTPY — A SBOBL
TMT% J: "‘) ?ﬁ'ﬁ‘i‘% el &o [PTPS/- " Oﬁﬁ‘:: D Y
BORARHFTERBR~NPAL, BB ze8c LT#
BRAREORBLREHELHBT A LIBEELTY
%]



BER K MERORRBIIBRAEZRITTRETZ S
Lo

10. ZOROER

DV BRCBW TR S I HRAARE R USSR
BORBAMHESh TS,

(2) In vitroBBR (BB MERBRR U L X2+ Y ¥ ABILK
B B TREEIBOLATHE,

(3)7 v b26:BMRKMAZERBRICBWT 3mgrkgbh k.
4 239 8H K AR5 BRERIZ BV Tl0mg/kgl LD A
T, FSEOHREIED LN TS,

(SRspmynR)
1. lehilE
HERUREESY

CTCLBH X150 12300mg/m? (4 ZEEHT) 2 KLl
B BES Lok, HERSE L L TR SR
DBBRIIBET L. AUCouiziT { BRUREIZBIA A ftIc
BEF05TH o7

10000
#® —e— 150mg/m¥/day
% 1000 —o— 300mg/m%day
xi\‘s
DE
=3I 100
% B
z A
£ |
=|

6 20 24

0 4 8 12
Time (hr).

HEgORsRonfhdd oy v RE

10000
% -~ 150mg/m?%/day
N 1000 - myw/uy
I 3
[n]
+ §, 100
R
"é- N
& 10
=

1

12 16 20

0 4 8 24
Time (hr)
REROV/EHFOMBRRFY T ViRE
CTCLEBE I BT x4 7 REMERUFRERORS %O
EMBBNRS A= '
852
(me/m/day) 150 500
ME/ RS FT:) [ e K&
AL 3 3 6 4
AUCon
. (0g-b/mL) 77673071 38312105 20476+ 7603 10815+ 3541
Coe
(ng/mL) 1512547 777545 36281370 24752799
Tau(h) 33x11 41201 3708 2509
tia(h) 27=02 3709 32x07 42x11
TR+ K2
2. xROERG Y

fREERA (1260) IcEXA75meg 2 BE T ICHERS., RERA
(2460) 1= H#400mg/m? B 2 AW b I K E K I HEE 5.

RUCTCLEH (9#9) 12Z#150Xix300mg/m*% KB M
EHES L2-BROPK7— 5 2 B L8R, £HER/ICLD
HIE L2 DOCon R FAUCHE, BETHRSLHEBLT,

BPPNIRHARBE S TERTNR6IRVTSE, BUCRE

BETENTRTORUIOMERMEL IR LI,
W) FMOKBL AR - BRI2. 1B 1 E30my/m't KRBORGTH3,

ERBPRHTTRELAPKNT A%

RICLHRELR : x
soan |on | B | Avcuarna
RAT 12 1032067 4432199

ABHLEATR 632¢211 8217
ik 9 7252302 30681684
A+ AR

3. 245 (In vitroRERILRY)
0005~ 5 ug/mLOBEBAICB VT, <FHTFYDL}
MEFTBHEHRIL98~999% THo XY

4, RH - gt

DebFIZzuy—-22AviRHIcBWT, "*FHO57r
1XEIZCYP3A4IC L s TREFES WD,

Q@) R¥H4+ 5 7 (75~300mg) 2 BOLE LA L &, REL
BRURBHIRBCRBDOA LRI o1 AFOH
RIZBI A FHHEOF SN E L, ERAMBRBIZFR
WehbrrEILNS,

5.#E%R

REER A (2481) X M400meg/m? DR F b2+ V-0
(CYPIARHEN)400mg 2 SRS LA L &, XM HshixS
RICHT27 b+ /= VAR SROCanRUFAUCD#E
S [90%CIIIE, +h£h0925[0815 1.049]RT*
0.935[0.840, 1.040] T - 727,

¥ in vitro CCYP2C8 R U'CYP2CO¥ FHHE L. HBEM
REREFNLBUMRU29uMTH o X7

) AMOKE SNAME - BRIX. 1 8 1 B300me/m % RREORETH S,

()23 )
RERESUHPIBHLU E(IB~VBH), ¥THBIB
RUIASICHRUBKHMEGRICH L CEBEDOCTCLES (=
L. RATHBALSE - V¥ ABIZEALSRI oL
T)ENRLLAERS I/ THRRICBWT, 1314
#B5: 640, HFTHBF: 7HM)ICEXF00mg/m?*%2 181
E., BA2480H. KRICEORS L. TEFMEABCH A,
#5-Hiah 624885 A i BB IS B Zmodified Severity

. Weighted Assessment Tool(mSWAT) &IV RB%) (2L
BB+ M) IZ615% (8/138)) TH H . KU RUEE
MACORGRIITROBY Thol,

28, BMPIA. IBRUNABOBERZHANNRTH-
LA RENCHAANO AP ol KiEROBEIZL/13H
(BB IBY. HRBEEHAAANRL N, BUIBOH
&ﬂ‘a 7»:0

REAR &% (CR+PR) 2
BRE PR (95% BB M) (%)
24 8/13 61.5% (316, 86.1)
1B 3/5 60.0% (147, 94.7)
IB 2/4 50.0% (68, 93.2)
AR oA 3/3 100.0% (29.2, 100.0)
VB 01 0.0% (0.0, 97.5)
HRARE 8/12 66.7% (349, 90.1)
HRRR | Rk kBBRYE
P2L 0/1 0.0% (00, 975)
E)mSWATIC & 3 FFE T2 &RF (CR) LB S B (PR) ThH o 2 BH
g ik 4
1. {EAMFF

~Ex¥yoFrit. V¥4 FXEEHERXRa. RXRART
RXR)ICEAEL. BEER2EEETA L), THE—
VARBRUMBBABESIEERER L. RIENM LN
B EHPEN TN,



%4

2. KRR
(1) In vitro
~&4 15 vit. CTCLERHHER UHuT 7883 kD3R
%WM L ,:lo). ll)o
(2) In vivo
&4 oy vik, HHERELXETBHLALTYALS
W, BRI R L.

[R5 T 5B bEER)
—#4 : ¥4 a5 Y (JAN) (3£4)Bexarotene (JAN)
{t# % : 4-[1-(355.88 Pentamethyl-56,7,8

tetrahydronaphthalen-2-yl) ethenyl]lbenzoic acid

FFR ¢ CulzuO2
SFIX - 34848
B #8225~22TC BER :
& R:BEOBKETHD. HC FHy

CH,
NN-IXFNVFENV
AT I FICHTRT ‘O O
< . 9}'—)111'1 CHa, COH
Xy 7 —=(95)IZiH HC CH,

iz, 7=
PUMSEDTEIFIC (., KIZIFEA LB RN,

(FEBZtF] ~

1LEERY X7 BENEEREO L, BYCKBTHI L,

2. BRTORREADED TRONTVEZ e H 6, BER
GEtk, —BBOEMCRDS T BPRBPENL E TOMIL,
LEALHRICEARNBEL BT L2 Y, =4
HABEOERFMLIBRTILL LI FHNORLHER
UCHBHEIHT 27— 5 e RAICRAL, FHOBERA
CLEREREBLIC L,

(ax] )
14h 7 n (144 7€ x 1) (PTP), 1004 7 (K b V)

(£ 3::5-43)
1) BIPI%s I/ THIRER(B-1101305) BB RER ST LIRS
2) #5145 1 49508 (RR-845-99-0035R %) (Hy%EH)
3) SRR B (L1069-61808R) (NS
4) b b MR ARER (AR
5)t MFI 2 0y —ACYPRIZRE (HREH)
6) #5155 TR (L1069DM-013AER) (HAIRH)
e bFI 20y —ACYPRERE(HARH)
S8)RXRHE &M AER (REPI%EHD)
9)Qin, S, et al. : J. Steroid Biochem Mol Biol 112, 25, 2008.
10) In vitro RS RBR EARH)
11) Zhang, C. et al. : Clin. Cancer Res. 8, 1234, 2002.
12) In vivo iR R (LA H)
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