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R ORBAHES NS
LEZLND,

FIFEN TF ) — VAN
Y aET Ay v b TA
r)TEIE YT RE L
757 xF 3 N7 )VERE

KH, FIFEL, aLy
A&y PIET /R E L
757 xF 3 ROIMhigE
HBEAT HUREEND S,
PFZIE U TARA L 7 v
FEN TF = A -
I RSy b T ANY
YHEY - FIREL T
57 xF3IF7VIVEED
B EERET S % EHE
ICEETLZ L,

RFEFVFEL, LY
A5y PROT JRE N
757 xF3I FOCYP3AK
UPHEEABLFEERICE D,
AAHAAHATHE S b,

HNINT B 2B
BN AR

VI TFr
[7.42H]

AE OO S 5
ZENDHDH, Tlo ThB
DHEF O M rhEEED 1 H
LR D B0 LEIZIE
L TARKIE Z h b o FEH
OG- EWHET A% EH
WICERTL 2L,

AFHIDOCYPIALZ A § % B
EERICL D 2D o3EH
DORHHHES L




E S S BRIRIEIR - #5187k T - fabEE T 5%LL E 5% A HHPEEAEH
V77 vEY Y ARHENDIMAFEESE T35 | S5 OEH] O FFSEYARH ik BRI A ErhEd, FIRAE RS, | R, JREEE BUNL
TJr=bhf v ZEDBD D, BERFEIZL . BA O (R B3 7urno | &FUR, R&EEA, I | A REERE. KM
4V =TT R KHEAETELOBRICE | RBARES NS, T CEm. B-NT | R ¥
Tx/NVEY =V D\ AFH D Coaxe AUCK Y L FNDT IV aH 3
I77ELYY t27S Z L2 1138%. 61% M =y, R
T ESH UBL%I8A L 72 & DA% IR A=T A=) I
[7.428] %o WEITID U TR O N, SRARATELE)
Gfik, WA O $% 5 WK % 7 a P
HE Gl RS FheAR 4
WY 27 AT 52 L i YTy Eikllwﬁlk&
Jiibi3 THERIAD VR BRI, AR IRk
PAsE ¥ PN KA L AT X A LD | AFS AT X7 A DHAL " ,;\ iéf‘l[u\/ﬂ%{;‘;kl%’%% W (/\;}\71) 9 b
12X Y AT E ST KOCras | B EOWIRE S 5 & Bk % A, ~NEZTE YR
T AUCH Z N EH64% % | %2 B b, NG
D3I L 72 & 0 _—
BB BEIJE LT AT F Zofl FASPEERE  PAE WA, | JeRh. R EAE.
S ADBEESEEAGT 1ECYH ., mbE, BUEE | B, MR, 5
HREHARICEERTLI L, fEE (B, BAE | A, ISR, H6. ¥
&), PRE N T, Mg, TEIE, R
— . R, B, Bk,
1. BMER gé?;m Bk
Y | N el N < 5 IZAT Ay
(k‘?)aM’EFFJﬁ HEDNDZLNBHZOT, EEE”“ el f:fb\\‘ i VS e e VAT 0= ViR | ERER B s 7
RO LN G E 3G 2 PIET 2 % SR 2 LEE 1T 2 &, 4>, CRPEEMNI. CKEIN, | VY & b5, 7 3
1.1 EAKE DIC DA VRN 2N 7 —h, BEAH
7 EMERA L LG IR )] i, BaLAFu—v
A1 2avyy EEAH)., PF747%2— (HEAH) HID, SRR

F7 =, W T MR EE, AR S b/
WIS 2 d kL, BURREERIT) 2 &,

11.1.2 S > OARE (1.7%). FiKE (HHEAR)

TRERE, MR RS O fERIIEE T A 2 k. [9.1.28]

11.1.3 FFEE (10.0%). BBit> - (0.6%). BEE GHEAH)
FRHAIR, A, M, BRI, 1. BaREOEIRIEET 5
Z &, [8.3. 9.3.3%1K]

11.1.4 hEMFREBIFFEFMMEAE (Toxic Epidermal Necrolysis : TEN)
(BEEAH) . BSILEIRIEREE (Stevens-JohnsonfEfREE) (HH)E
A, BMERARMRSHIREE (HEAH). REMEERR (G
). STAIBE CHEERH)

11.1.5 BEEMRHR HEAH)

W24, R HIEBX AR MFRCT. Mg~ — ;
KENOP G2 FIET 2L 212, @Y RLEZIT) 2 &,
11.1.6 EH U Y LMIE (12.2%)

[8.92M#]

*%11.1.7 B7IVKZFOVE GHEARB)

&) 7 AME, ME RS, 7MUY A - REOIFE ., FIE, KE
BINEAH S5b b ENH b, [8.950]
1.2 ZOfDEIER

5% I 5%kt ST

Rt 5%

Wi R

R - et BhU 7Y Rl

o W LS ARG, O | B LI
¢ BILE, fe | BET0 0 2
AT, TR %R, FRILE

e TH R (26.1%) | BEBTCPU, SRR, | T B O LR

T Wit B BCARRZ G, | R, W R
fEfe. EREEE. WAL | B A
AREL G, HIEPE
EESN 1P

o

iR FrEsRERE . mY UL | LAPBIN
Y UIfidE, y -GTPHI,
ALTHSIN, ASTHI,
ALPESII. LDHEM
I3 5 WMk, FEAREE. WE | DTOREE
e
] VORI, FAR | ALBE. BB, 5. b
HOBBE UG, FfER
A NIRE N 7
5. BEMECKE. KM
JEME, ZFHE. F b
R e @ F o EEBRR, T, | MRS IR, SR

AR & AR RERE
2 JHIY IR
HOY NS NI RST N
SHALIRAE

FSEBUMRE 1L, R VE B RE M O BT B2 Bt o L B BV BRI
WDIEBZD A RLE L, A b3 — ViEEFIREIE A S 5
2% 5%, AHRK200mg % 1 H 200 i K128 B 5 L 72 Bk
2B (JK1211-JPN-07) OB R4EM %2 &1

) FUR G AR D I D SR LT v ERIRAE (3 AR ERA
13. BEHRE

RENFZIMENT I & o THRETE v,
14. BAEDEE
141 EHZFEOEE

KHENIME 4 D BEHE O GIEIE DS WL EEE2 L, fHEd v
TR, EICRFLIRRAE &) o TRIT 2 &) BHIC
Bl LI, £, RABNEIC X ARIEMBHZOEIIZOVT
R LWk fREST sk,

15. ZOMOEE

15.1 ERER{ERICE D < 1§k

15.1.1 FUMLEY (3 3V =) TIRMERE A E OfFHICE D,
FZ LWL T 25380 Sz & oS H 5.

15.1.2 WAL CFEH S N2 ERE G T OFRRBBRTIZ, TRk %z
W aMf A FSaF =D b5 7L LT250ng/mL% H%
ELTEML, ZOfEHR 5 BIE10~14H1280% L. .o & T
A Mg aF =)o T 7flEA250ng/mLIZE L7257 72,
T AN F)N AN EGT B R D D LAk A b T 3
V=D T 7EDOH% L L C500ng/mL % #HELE S A SRk b B
5%, [7.42M1]

15.2 FEERARAERICE D [

15.2.1 L FOF T 7O L-F-2 707 F A ) Y ORMIKG X
%7 v MSAJEHERERIZ BT, BRI M ORI 57 o0 56 A 3
MsFEDO BTz LA LG5, BIRESIXT v b OKRITEEFR
WHELAFRTH Y. KIBERIZRE (B hofls) ov FaF
YTUUN-F-2rua TR v EREMEREORG L2 L TE
U7z T b . Mo EERIUEZHEE O BB RS/ 8% 5 T b W
BIZA L BT TH 2%,

15.2.2 7 v P ROA X D375 HEIRNFE SRR BT, milFlo e
Fafxs7ol-p-v7a7F 2 M) ik, EHEECIEEEEZ S
A0S, B OMEREIC BT BRI A PR 28R C A
U2 #EHEILE ZZ 5N DRELEBESASN TS, ZOHT
Fix37 HORERIBEICERAL T2 oo, BIEESRD S
N7ze F7z0 ARROFITRDT v RO X D127 BREOHS3ERIC
BLTLEH 5Nz, [8.78MH]



16. ZEMEYRE
16.1 MUAiRE
16.1.1 B[RS

EHEBEABEZ A RIZ, A NTaF V= VAR Z A+ T35 =) e LTI00
T 0°200mg % ZENEIRF L B R LI G- L 72 & & I8 ARZ AL AR B OV P AR
Pe Fuxs A F a3t = VOEYEE T A-FRUTOLB) TH-72",
TERRMAB A b T a7 — VA 2 B RO L7 & & o FEY Bk
IXT A= CPEIME + )

- . Chnax Tmax AUC tuz
s GRS (ng/mL) (hr) (ng - hr/mL) (hr)
100mg | KRZALAE 309.9+43.8 1.8+0.4 2,842.7+703.3 24.1%+9.6
(n=6) | EWEHEHY 539.5+67.5 2.5%0.8 | 7,055.1+1,718.2 | 7.7*1.8

200mg | RAALHE 683.3+163.8 | 2.2+0.4 | 7,914.3+1,874.7 | 26.3%5.2
(n=6) | EEMEAHY | 1,002.3£203.1 | 3.0£1.1 | 19,073.7+3,732.6 | 8.3=1.4

16.1.2 REH#RE

(1) fEERABEEZ SR, A bFaF = VAR EA T aF T —)Le L
T100mg M 0°200mg % ZefE M IZ 1T H 1El, 12H M BUERHS L b &, &4%
SRICBUIARZIER T FOFx s 4 b ad = idwvg s 58
PUSERRBIE L2 72, mGHROREMAER T Faxs 4 b T
35 =V OCmaxldy 1 FIFEGRACILHI L TEIIN L 7275, i G2
ILEETe FOXy (4 F5aF = botpd i b5m L) I Lz, ¥
72 AUC (0—24) &% M2 5 2.5/ & 02.36%) 2R L. JFR
OB T 2 L% 2 5N IIEEDTRD 5z,

fEFERA BV A & T 3T — VN & BAERE TS L7z & & o3 BiE <

T A—% (FifH = iR E)

- . " Conax Thmax AUC (0—24) ti2
i LES #5H (ng/mL) (hr) (ng * hr/mL) (hr)
) IHE | 2965+67.8 | 17505 | 2,004.9£456.0 -
REIL —
100mg FACH | 1,028.0498.8 | 1.9£0.7 | 12,248.3£2,076.0 | 23.1+10.4
O0=7) | igppqe | THH | 511.5%45.5 | 2.1%0.4 | 6,267.0+1,162.7 -
A FAtH | 1,208.1+186.1 | 3.6£0.5 | 25,998.9+4,665.1 | 19.0£8.2
IAH | 738.0%174.4 | 1.740.8 | 4,932.0+1,069.3 -
B — . -
200mg B#H | 2,503.7+537.1 | 2.1 1.1 | 31,169.127,527.8 | 39.0%5.6
=7 | gipppe | 1BE | 914.8%102.0 | 2.6=1.0 | 13,359.0%2,338.0 -
i BARE | 2,851.7£692.6 | 3.0£1.0 | 59,652.5%14,939.6 | 37.6=12.1

(2) AARNEE (FRAEVEER RS N OB IR 5 b I 5 BT pER R A
FEEHET) 2 RICA T aF VAR A N T 3=k L C200mg
THIMES L7z & &, SR RZED + 5 718 (EEHEOTFIME) dHA
NEBEIZA bFaFy— VA EA N3+ — )b e LT2.5mg/kg 1H2[
BHERL7o L B L ARMEZ TR L7225, ZO0MHICKE Z2E %<, 4t
E A O FELFHERAE % B3 2 B REEE 2 F R YT a3 )~
VR E A FTa+y—vk LT2.5mg/kg 1A% S L7z & & ol
KEAMAO N T 7iE (FilME) LFRBEEIEBELRTEEZE5NY,
D) ELRIRGeASEE DI D BT BRI AME 2 [ AR RES
12) AH QKA S HER R, [E%. KAIZ20mL (f FFa+v—reL

T200mg) % 1H1FIZEMEHIREIIES S 50 2B, S SR L O BE BT 2.
772 L. 1R ORKIF20mL. 1HEORKIFI0MLE T 2.] TH 5,

16.1.3 EZHIEFHRHER
4 NFaF V= VAMHEL% [VTRS] & 4~ V= VA% % .2 0 A F —
N—=2 k) EREN20mL (f T 35— LT200mg) EHER AR T
VA R % G L T A v a - VIREZHIEL. S5 Nh
HIBEHHE/ ST A — % (AUC Cmax) 122V TI0W%AE MEHX FH: 12 CHEEHIFHT 21T -
7455 log (0.80) ~log (1.25) D#EIPFHNITD V. WAl EW) 3[R &
DREFR S N9,

MR A N T aF =V OFEWERE NS X — 5

HENT A =5

AUC: Chmax
(ng - hr/mL) (ng/mL) (hr) (hr)

1 +F a3t — VAR

1% [VTRS) 9537.08+2893.35 | 1017.73%395.85 | 1.9+0.5 | 24.20+4.97

A MUV —)IVAAEL% | 9110.00+3257.85 | 1036.96+344.57 | 1.7+0.6 | 25.20+6.03

CEI9ME = . n=18)

MR A+ T 39— VDR

1400
~ 1200 |
2 —o— A F I 33— L1 % [VTRS]
5 1000
ki o o A M) Y=L %
= 800 e FIGME + B, n=18
=600
&
B 400
E B

200 H

0

0 12 24 36 48 60 72
i (hr)

MRS NE ONIZAUC, Coad D785 A — #1%, WERE IR, RO TR
(5 - BRSO BRSMEZ X > TR RN D 5.

16.2 DRIR

16.2.1 BEBONA ATX1SEY T ¢

TR AR TR, 4 b T3+ — VPR (ZeiErRy) UEA 53
V=V TEVH (BER) A4 LT3 — )Lk LTL00% 0200mg % HilH
RO LB o iz el L7285, A4 I a -y — VIO N1
TRAFGE)FAUEA P TAF V= VA TR VH & B AR L 72045
[7.5. 8.5, 10.%M4]

RERERNBYE A N T a7 — VN (BIER) RO b I a7y =

YOVHl (FER) & HEREOHRSG L7z EOEMBIFENT 2 —5 CEIGHE =2

)

100mg 200mg
55 Ay 5 AhFary=n | A rFaFV- | ARFaFT-N | £ bFaF-
ik VAT VAl P VAT RIVE
(n=6) (n=5) (n=6) (n=5)
Crax E (A 309.9+43.8 132.2+80.7 688.3+163.8 215.6%58.1
(ng/mL) | EFEHERH 539.5%67.5 267.4%71.4 1,002.3+203.1 678.6+62.4
Thax HENLE 1.8+0.4 4.8+1.8 2.2%0.4 4.4%0.9
(hr) FiEERHD 2.5%0.8 6.0£1.4 3.0£1.1 5.2%1.8
AUC HENLLE 2,842.7+703.3 2,221%1,141 | 7,914.3+1,874.7 | 4,142%1,272
(ng - hr/mL) | EFEEMRHY | 7,05.1£1,718.2 | 6,772£3,221 | 19,073.7%3,732.6 | 15,028%2,524
2 KAtk 24.1£9.6 24.9+7.7 26.3%5.2 27.9+9.9
(hr) ERGHE 1] 7.7%¢1.8 17.4=11.2 8.3+1.4 9.5%2.1

16.2.2 REOFE

A+ FaF = VNI & BRI C RIS Lo e & EEAIES LY
LRZENER T FOF T A 5 TF = VD TuaD i ($90.565) . Couax®
A Q7R OL.66) RUAUCO#EN (1. 165K UN.26%) A58 57z,
16.3 9%
16.3.1 KB D

SEADT =% Tk, 4 b T a4 —v200mgik 1% 5% o, B F. &
J S DMK I XA PR E £ 0 o 724,
16.3.2 FLiA#1THE

SREIN (BEHEZYE) o7 — % Tld, #FEICA 7 35— V1E200mg % 1
H2[EE S L7z & & FLi iR btk st & /-2
16.3.3 MIFFHEEE

99.8%*" (in vitro. “FH7BHE)
16.4 X3

EMIA NI FY =V EFEORG L & FERTEISAH S, E21K
Az Foxi A b aFy—LTHLY,
REOWEEDHM - e Faxs A b7 aF v — (EEEARSD) 3. &
ZAbfk & i L IR IZRS OMERGE Y R,

e (5 b 70— LP450) D5 THE 1 CYP3A4Y
16.5 HEttt

R AT, A+ T 3T — VN & B ORI S- L 7o e &
REAMET O Fuxs /4 bgaF = Lo zhez k520
1% A1 Tdp - 7204
16.8 ZDfth
16.8.1 EROX>7OEIL-B->7OFF X Y

WHITHLre FaFxy Fai-g-v7a7F A ) »id, I3
HEn$, 13&AEREEE LTRIRSNE WY, F720 RELEORT
PElEZR 13 G2 DO1% AT TH 1 B G2 ORI50%IERZALED £ F Hp 28k
AL, B EMILENTHNMEEIC X ) 0B S N RicEhEREED B v
IR E B,



17. ERPRRXE

17.1 BHMRURELMICET 3558

(BEERBYE (ORWED > FE))

17.1.1 ENSETHERRE (JK1211-JPN-06)
CIREIREE 7~ ¥ FER R E L. A4 b7 35— VAH#E200mg/ H % 8 H [
P L7z & & OUWERIZ90.5% (67/7461) Tdh->72",
BIVEMIE, 10460 F3961 (37.5%) 278 Hivize D7 b OILHKAE 1465
(13.4%) . THITHI (6.7%). HELHBI (4.8%) TH-72%,

(BEEBE (BREH > T FIE))

17.1.2 BHETHEEE (ITR-USA-12)
HWES D TIEERNGE L A T3 — VN & #)RI200mg/ H %5
100mg/ H % 3~8H#% 5 L 72 & & DA MHI1294.3% (50/5361) Td - 725,
HEFGIL. 620603005 (48.4%) 12380 b7z, T b DIZFEEO6] (14.5%)
THo7",

(EEBLIE)

17.1.3 ERNETHEEE (JK1211-JPN-07)
FEEMEEEZ R E L. A4 NT 3V — VN K200mg % 1 H 2[a)35% &
1285 L7 b & OHR)ERILT6. 9% (10/1361) TdH - 7=V,

BIEH (BRRMAERE 2 &) (&, 16811661 (100.0%) (2780 57z,
ZOFELR L OIETHISH (50.0%) JRH 23 7 a a7y L EHNTE (43.8%)
FFEEESHI (31.3%) . BFEEEAG] (25.0%) Tdh -7z,

GFRIRED P TR S h 2 MAESES G ENSEREEEECH T 5 FE
MEERE DT Bh)

17.1.4 BHELRE (TR-ITA-18)
TR BRI A & PR D MEM R R 2 R e L. 4 T3+ — VR
2.5mg/kg# 1 H2IiR A G* L2 & 2 OFHishRE 77 v R L
72 & EOBEHBYETIERIILT O L BY) TH - 72529,

o Py 75 ¢ R
B Rk >4 i)
SIS (n=201) (n=204) ol
TALPERLRIE (BEsE 2 B X .
B 48 (23.9%) 68 (33.3%) 0.035
i Sl
};Um;,\mr Ll 5 (2.5%) 9 (4.4%) 0.291
FANETLHIE - S 43 (21.4%) 59 (28.9%) 0.081
FACHE I 0 (0%) 0 (0%) -

im'["fliﬁﬁf‘t FAETERLE % 380 L 72356, BRAEVEIT IR |C 45T L 72,
) Cochran-Mantel-Haenszel#5&
BITEH O EZR b O THI, W, FLTH o725,

17.1.5 BHEMEER (TR-INT-54)
IR BRI A & £ O IMpCEMREEE TR E L. 4 T35 — VAR
2.5mg/kg# 1 H2M &M E x5 L7z & 2 OFFRE 7 o487 1) ¥ VB
TRV L 72 L & OBERBRIGERERIIL T O LBY) TH o727,

B SR FEE B

. A FFads— L | Tk o UBE .

BRI & i
SRR TEAE (n=281) (n=276) vl

BEENE T A~V F )L i 5 (1.8%) 9 (3.3%) 0.264

TG A ﬁ' 3 R /iﬂqéé/\u‘

';Eft,li'%ﬁ Rz 8 (2.8%) 13 (4.7%) 0.248

EAEPEE A ¢ B0 83 (29.5%) 80 (29.0%) 0.886

AL 2 (0.7%) 13 (4.7%) 0.004

L) x WE
2) BT AL FE I AR S,

MARF OB S N7z ﬁﬁ;%&zﬁﬂﬂ%ci‘ [, BAICIZ20mL (F b9 35— e LT
200mg) Z1H1EIZEEIE RIS 50 2, BEORER S L) BEHENT 2,
L. lu,mﬂ)ﬁ‘)\liZOmL\ 1HEORKIFOMLE T 2] TH D,

FELEEFZIITH, i, WETh -7,

18. ZEnhZEIE

18.1 1EAIHF
HROF b 70— APASOICHFRIIAER L C. B OMIE o =1 S48 s &
ThHhHINVIATU—VOEGHERET 5. 4 b7 3 — VIdmsLAEGR
SEDF 7 10— LPASOI X BN 2 Ao 7250,

18.2 MEHEEA

18.2.1 71 v V¥R L Tin vitro THRWHLEL R 1 % 7% L 725079

18.2.2 FHEHAIPIELEIGEYE (post-antifungal effect) % MEI % 729 \ZCandida
albicans \Z3EH] % — E R NESE LIRS RFMB L2 2 A, A b T3V —
ITEERIR 25 DR G S 5 2 LR &N (in vitro) o

18.2.3 FEBRMW R RIEAE Y T ACBIT L OMES ¥ P FERRICT T A, £V
Ty b OERN L REACEWIC BT 2HELED U FEICH L TEWER
H:_%m L f:sx,ﬁo%z)o

19. BRIHRSCET 2L FR

— ks - A 5 39— (Itraconazole)

b4« 4-(4- 14-[4- ({(2RS ,4SR) -2- (2, 4-Dichlorophenyl) -2-[ (1#-1,2 4~
triazol-1-yl) methyl]-1, 3-dioxolan-4-ylf methoxy) phenyl] piperazin-1-ylf
phenyl) -2-[ (18S) -1-methylpropyl]-2,4-dihydro-3/-1, 2, 4-triazol-3-one
4-(4- {4-[4-({(2SR ,4RS)-2-(2,4-Dichlorophenyl) -2-[ (17-1,2,4-triazol-1-
yl) methyl]-1, 3-dioxolan-4-ylf methoxy) phenyl] piperazin-1-ylf phenyl)-2-
[ (1RS)-1-methylpropyl]-2,4-dihydro-34-1,2,4-triazol-3-one

453X ¢ CasHasClaNsOu

e 705.63

TRk Aol RTH 2,
NN=TAFNVEIVAT I FIZRRETFRT . 8 7 —)b (99.5) 1218
THEITIZC L ARU2= 718 —VIZIEE A ST RV,
NN=ZAFVEVAT I FER (1-100) 135N RS 2y

A

Cl Cl
~ 7/ d
N O)&O 0 HsQ\H CHs
o O OO
H o N N N |
\=N

RUSRGREMS
Cl (¢]]
N=\
< /N‘\
N O HsC H CHs
RUSHIGRRMGE

fil 0 166~170T

20. BBV EDEE
INEDFDIRP R CIIIHREST 5 &,

22. ak
140mL ]

23. BN

D A M7aFVy—volgHBERE (72 ) (4 M) Y= VL%
2006.7.267472. CTD2.6.6.6)

2) A r7arv—ror rEthAofEE (4 ) = VML
2006.7.267K7%. CTD2.6.4.6)

3) Cruccu V,et al. : Clin Ter. 1995 ; 146 : 383-389

4) Kaukonen KM et al. : Clin Pharmacol Ther. 1997 ; 62 : 510-517

5) Gopaul VS, et al. : Drug Metab Rev. 2004 : 36 (Suppl.1) : 208

6) Varhe A et al. : Clin Pharmacol Ther. 1994 ; 56 : 601-607

7) Horn M : Arch Dermatol. 1996 ; 132 : 1254

8) Heinig R,et al. : Eur J Clin Pharmacol. 1999 ; 55 : 57-60

9) Cook CS,et al. : Xenobiotica. 2004 ; 34 : 215-228

10) Muirhead GJ,et al. : Br J Clin Pharmacol. 2000 ; 50 : 99-107

11) Tapaninen T, et al. : J Clin Pharmacol. 2011 ; 51 : 359-367

12) Kantola T,et al. : Clin Pharmacol Ther. 1998 ; 64 : 58-65

13) Boehme A et al. : Onkologie. 1994 ; 17 (Suppl.2) : 13

14) Linthoudt H,et al. : J Heart Lung Transplant. 1996 ; 15 : 1165

15) Varis T,et al. : Clin Pharmacol Ther. 2000 ; 68 : 487-494

16) Raaska K, et al. : Clin Pharmacol Ther. 2002 ; 72 : 362-369

17) Olkkola K, et al. : Clin Pharmacol Ther. 1994 ; 55 : 481-485

18) Yasui N, et al. : Psychopharmacology. 1998 : 139 : 269-273

19) Kubo M, et al. : Drug Metab Pharmacokinet. 2005 ; 20 : 55-64

20) Masui T,et al. : Ther Drug Monit. 2006 : 28 : 73-75

21) Royer I,et al. : Cancer Res. 1996 ; 56 : 58-65

22) Saari TI,et al. : Eur J Clin Pharmacol. 2010 ; 66 : 387-397

23) Ohno T,et al. : J Clin Pharmacol. 2008 ; 48 : 330-334

24) Yeh J.,et al. : Br Med J. 1990 ; 301 : 669

25) Tailor S,et al. : Arch Dermatol. 1996 ; 132 : 350-352

26) Neuvonen P,et al. : ] Am Acad Dermatol. 1995 ; 33 : 134-135
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