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yh-ZAMN)VIEY T
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Y VIR O 5w R T 5
HEHBIEETLI L,

N R A
V, AEY ATy
MO 7 ke
T777xFIRD
CYP3AR UPHE
EHHEEER I &
D HEACHA
HESND,

BNV N B
:/353‘36)
IhIEY)
VT 7TFY
[7.45H]

RENOMAEEIME T T 5 2
EWBH D, Tl INHDHE
FOMAEED LR 5
WA D 5B LB L TRA
iz hsoFEROKESGE%
T CHEICEET S
ZE,

NS OFEH OIF
ESVRE N 3
HIZL)., KEO
AR S
bo F72. KHIO
CYP3A4IZx¥ 5
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o OFER O
DHES NS,

V77 vEY Y
Jr= MV
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T ) NVE S
-
I77EL Y
Z‘\ E‘7 E’:/SSZ\
[7.451%]

RAOMHIEEIMET$5 2
ENH D,

AHEEAETE VORI
D N ZIK%”@Cmax\ AUC& thl/Z
MZENEN38%. 61% K% U31%
WAL L OWREDD L. O
ZIS U TCRA OHRG&, W
FloxGHEEZREHT 5% L
FEETLZL,
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1. EMEA

ROBMERARSH SbNDL I ENHLDOT, BlEE 4512
RO BN A3 S 2 Pk b % O

T, BED

IR EEIT) 2 ko

1.1 EXLEER
A avy BEEARW)., PF7145%>— CHERH)
F7 =, EIT. MEET. IR, RS0 S
SbhNHEIIEB S 2L, @R LEZITH) .

11.1.2 5> oMM OARE (1.7%). BhKEE (BHEAH)
THOFE, MRS ORERIEE T 5 2 & [9.1.2208]
11.1.3 FFEE (10.0%). B> -# (0.6%). &E (HE

)

AR, T, T, R, . BeRSE0REIR
ICHEETAZ L, [8.3. 9.3.35H]
N4 hEMHERKIBIEMBEIE (Toxic Epidermal
Necrolysis : TEN) (BHER) . FEEFL IR R iE &% 8%
(Stevens-JohnsonfEf&®f) (HHEAMH). SMARMERS
MIRAE CEEAY). FEMEEER EERH). 1
BT (BHEEANEH)
11.1.5 FEEMRR EEARH)
WLk, DRIR R, SEE MiE O RE (R5E) S0
LN EAIZIE. SR XA BECT. My~ —
h—EopEEER L. AFOHEG 2RI L E LI,
YR EEITH 2k,
11.1.6 EAH U LMIME (12.2%)
[8.9%1]
*%11.1.7 BF7IVSZATFOVE BEEEARD])
KA AMUE, ME RS, FhU oA - KREOIFE
I, RIS DS bNL I LA DD, [8.98H]
11.2 2O OEHER
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TN R AT
(E N R TN
HALAE, W
%, TIENE .
H o, %

TR, BT,
JEL S B 5
B+ 8 .
RSN

JFF I

R R
L)V e U IE,
y-GTPH .
ALTHfI, AST
N, ALPEEAN,
LDH# /N

LAPES
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5%2A Lt

5%t

B

Z DAt

AR IR,
. WAL, 12T
D, EIAE, Bl
whEE (HH,
BHEGT) .
ety

JEEL, B M
JHE. BT
M, FiE. B
i, HS. ¥
I, Mg, JEE
Pt MR, B
e Bk, ZHE

Me L 2Arno
— Vg4, CRP
. CK¥én.
Mme+ rY oA
WA dd) v

7% PREE B5- i
I BRI N
73 s —+h
. AR,
wWarara—)

B B, bRBE
FEBUHEE L RAEVEFLROE M OV FLR I e 35 D 1L B FE
PEIF BRI A REEET 2 RE L A M T3SV —ViE
SR 3 H 2 & i 2B M4 G-t AR K200me & 1
H2BRR12E M5 L 72 FBRHER (JK1211-JPN-07) @
LEMMIT RER &6

) EURIEG) ED B FEBE I BRI A (X A RGRA L

13. BEHRE
AHNXMAGENTIC & > THRETE WV,

14. BHEDFE

14.1 EFZFEOXE

ARENIME 4 D HF P S5-I IE W7 LB 2 A Ly
FrEd v TR H IEREICARFLIRARH &% 52 ) B> THRH
THE)BEIIRET L L, T2, RAENHICL AR
M B ORI OWTE, IRALA2VWE ) TRET L2 &,

15. ZOMHmDEE

15.1 BRERfERICE D 158

15.1.1 FULEw (3 a4 —)v) TIZIBERET#H & off
HIZL D, ZF LIS TR0 Sz & OmEDRH 5,

15.1.2 M7V CHENE S N2 B IEE T OB Tk, T
iR 2y 214 S aFy— Lo b5 7k L
T250ng/mL% H% & LCHEM L. ZOfEE, #%5-54510
~14HI1280% L Lo TIh A b S aF =D 5
TA250ng/mLIE L 721 F72, T ARIVE I A
Fed A REMED D A AP A TR — LD b
F 7D B% & L T500ng/mL % #E4%4 5 ks b &
5, [7.428]

15.2 FERSIREABRICE D 153k

15.21 e Faxy 70 -g-v 7 a7F A b)) v OiRE
BHICE DTy MO AFEMERERIC BT, FEIEIES & O
KGNSS DFE A RIS FD bTze L LA S, I
TENESE LT v F OMICTESFRIZA U AR TH Y. K
BIES I KE (& FoIsRE) or Fuds 7 )-p-
YruFEF AN vAEMMRORS L2 THEL
FrRTH Y MBI HE o B RS %5
TORKRICAECLFTRTH D, ¥

15.2.2 5 v RO A X D35 A#RNES-REBICBWT,
BFloe FOF s 7ai-p-2 7 a 7% 2 M) Vi,
BB TR 5. 2 s, BlE N O I B LW T,
IR WE R PR WA TA U WIS L EE S
NDEBTWEERA LN TS, TOFTRIZ3? Ak
R LBEIRAE L T2 b0, BIEN O Sz,
T2, ABORAT v M ROA X D127 OS5
BRICBWT RO 5Nz, [8.75]

16. ZEHEIEE

16.1 MepEE

16.1.1 BERE

TR AN B I G 2, KHlE A bT a5, —)ve LTI00K% T
200mg % ZBHERF IS AR IS L7z & & S R LR R O
HHEARHY e FOoXx o A4 bTaF V= VoOEYFHRE ST 2 — 51T
PUToLB)THo72%,
BESABMICAS ZEORORE L EEOEYEFHENTX -4

(FHERERE)
= P Cinax Tmax AUC ti2
i RS (ng/mL) (hr) (ng * hr/mL) (hr)
100mg | RETLE 309.9% 43.8 | 1.820.4| 2.842.7¢ 703.3 | 24.129.6
(n=6) FEMAHD 539.5+ 67.5 | 2.5%0.8 7,055.1+1,718.2 7.7+1.8
200mg KAk 688.3+163.8 | 2.2+0.4 7,914.3+1,874.7 | 26.3%5.2
(n=6) ERPERHY | 1,002.3+203.1 | 3.0=1.1 | 19,073.7+3,732.6 8.3£1.4

16.1.2 RIE#H%E
(1) AR EZ R, AFE A F 5 3F =)k LTl00mg
K O200mgx ZEfEIFIC T H 1M, 12H MKERORSG Lz &, &
HHHIIBILREMEE e FuXxs 4 b aFy—nidwv
TNLHGHHE B ICEFIREBISEL 2, T2, REKGHOR
AR O Fudx v A4 b5 3F YV = DCuaxld, 1ZIZFRG5HIZ
B L CTHML 72725, w5 BoREMER DT Fax s A
FTaFV—LOtuLd ARG L) IR L7, /2. AUC
(0—24) (THmELZE LR8N0 (2.565K% 02.3R%) 2R L. Bt
WOFANGERT 5 &% 2 5N 5B ED Sz,

RERASBMEICKE 2 RERORKRS L EZORYEFE/NTA -2

(FHE L EERE)
o . Cos Tow | AUC (0-24) e
i H& 5 (ng/mL) (hr) (ng * hr/mL) (hr)
, IHE | 265+ 67.8 | 17205 | 2,004.9% 456.0| -
REE
100mg RH | 1,028.0+ 988 | 1.90.7 | 12.28.3% 2,076.0 | 28.1£10.4
=D | IE | 55% 455 | 21204 | 6.267.0% 11627 | -
E e T -
B | 1298141961 | 3,605 | 25.998.9% 4,665.1 | 19.0% 8.2
THE | 78.0%174.4 | 17208 | 4,932.0= 1,060.3| -
e S — -
Mmg B | 2,503.74537.1 | 2.01=1.1 | 31,1691+ 7.527.8 | 39.0% 5.6
=D |l IEE | 914.8£102.0 |2.6%1.0|13.359.0= 2,380 | -
EiE A .
R | 2851746026 | 3.0£1.0 | 50.632.514,930.6 | 37.6+12.1
(ng/mL)
10000 -e-100mg/B (n=7)
-+-200mg/B (h=7)
(EHOE+RERE)
m 1000 ﬁ é ﬁ
3 g0
P al P K]
b 5o
ﬁ 100 ¢
#
=
=

0 24 48 72 96 120144 168 192 216 240 264 288 312 336 360 384 408 432 456 480 504 528 552 576 600
#5 (1810, 128/ (8578)

BERABMICAHE REZOKRS L - & EOMmMERREKDE
(2) HARNER (REVERIESS L OER RSN D I
T ERIR A E RETY) 2R RICAFEZ A T aF =L E LT
200mg 1H1MFG- Lz & &, Mg REED b T 7
EHEOFIE) THARNBEICAKZA bTaF = LELT
2.5mg/kg 1H2E #5520 L=k & L A~AEfl %257 L7225, 20
DA KRE 223 7% < NEANOEEFhEEAEY HT 5
M BB EE 2 RICAHK Z A b T aF =& L T2.5mg/
kg 1H2MS- L7z & & oMEpRZAD N T 7iEE (F01H)
ERIBE TS EE RT EEZ HNY,

BAAERE (ME@E RUNEARE GElME) ([CXFHzEREROR
SUEEDMERREED NS 7EE (FioEHEkREE [&5E])

HAN LANEIUN
i N 200mg 0 2.5mg/kg 0 2.5mg/kg
1H1 1H2[a] 1H2[
492+ 290 787+ 362 512+ 367
Lol T gia15200 | O | r22a-1.666) | 122 | (NQ2.359]
852+ 616 1,451+ 789 764+ 482
2 51 [104-3,130] 51 [284-3,296] 88 [NQ-2,236]
3 51 1,129+ 932 51 2,018+1,220 55 1,028+ 658
[104-4,674] [299-4,938] [59-3,069]
4 51 1,366+1,243 51 2,534+1,653 30 1,253+ 918
[104-6,183] [304-6,554] [NQ-3,460]
1,676 1,701 3,250+2,315 2,052+1,180
> 102 [105-9,146] 102 [305-9,743] 2 [193-5,165]
NQuE = T BRA ng/mL

L) BLRRGATEE D I B FEBNELT BRI E 1 AR
TE2) ARHI KR S AL R O R, T, BOAICIZ20mL (f g3
FV =k LT200me) F1H L ZE R R 55 50 b, 4.
FERIC X VB EHMT %0 72720, 1R ORAIZ20mL, 1HEORK
1F40mLE T %,] Th b,
16.2 TRIR
16.2.1 HEABONAFT7NLFEY T 1
TR AT 2 xR, AH (ZBHERE) dh 7R vEl (EER)
A4 hFaF V=& LTI00K 200mg % HiIFE 85 L 72 iklk
DT L 72, KR ONLF T XA 58 71137 7k
VHE & ENEEE R L 729, (7.5, 8.5, 10. 2]




RERASECHE (FIEH) RUAT LA (RER) 22O
O#%E L& EOEYENE/NT X — 4 (FiHELEERE)

100mg 200mg
NTA=T | MR x| rrem | A 7 TENH
(n=6) (n=5) (n=6) (n=5)
Cow | HEEALLE 30004438 | 13205807 | G85.3+163.8 | 2156581
(ng/ml) | igppra | 5305675 | 2742704 | L023+23.1 | 678.6%62.4
T FEALE 1.8£0.4 4818 2.240.4 4.4£0.9
e) | piEpray | 25508 6.0¢1.4 3011 52518
AUC | REE | 282757033 | 222151141 | 79431847 | 414241272
nghe/mL) | igbecan | 7.055.121,718.2 | 6,723,221 | 19,073.7%3.732.6 | 15,08+2,524
we | KEAE 21496 2977 2.35.2 27.9+9.9
be) | pena | 77218 17.4%112 8.3¢1.4 95:2.1
16.2.2 BEDOHE
RF) % CIERFIC RO S Lz s &, AEBEES LD HRE

m%&okbn$/4b7:+/—w®Tm®Ea(UOM@
Coax® L5 (1. 7THERO1.685) ROAUCOM (1. 165K 1.2
Re) 3Eo b,
16.3 9
16.3.1 {FHEBANDOS
SREAN (BE - EHERAN) OF—% Tk, A F5a3F =)L
100mgfE 4 5- 4 D fiti. B T, F 8 S ORI R ZALARIRE X
MR X Y b 8- 7217,
16.3.2 ELit#iTiE
SEIN (X)) 07— Tk, BILEICA b aF -l
[1200mg7% 1 H2[MHE 3% 5 L7z & & FLit i o RELR D e &
79,
16.3.3 MIFEEMEAE
99.8% (in vitro. FHIENT L. 0.5ug/mL) *®
16.4 X3
EMIA M T ISV EROES Lz & R CEICRH
. EafEmiie Fa¥F oA bS5aF -1 Th L,
MEEENEOE R ZF0E S H Y (EEIRARH)
REWOEEOERE L Fax s ( bIaFy—v (EGHHEABH
W) k. RELR L IE L TIRIZRZ 0N
BRI R T,
R#ESE (F b2 a—4P450) D451 1 CYP3A4
16.5 ittt
TR AL . ARF % W O SRR 3% 5 Lz & &, R21L
RO Fa®y A b Fat v — Lotz enks
FD1%FKIMTIH - 729 W,
16.8 Z Dt
16.8.1 EFOF>7OENL-B-27OFFZX MU
FMFITHLE Fuxs Fu)-g-v7a7F 2 M) v, i
BB SN, 128 A EREEE LTRSS,
F 720 REMEORPIEERIZHEGEOI% R TH ) . G-
509 F RE LA O F F I ICHRE S L D IZTHLER TN
MR & Y 0 SN R EP RS 2 VI E S,

17. ERERRIR

17.1 BHHRVURLMICET 2558

(EREBLAE (ORWEEH > Y 41E))

17.1.1 EINETEHREE (JK1211-JPN-06)
CIVENREE Y > 2 FER RS & L. A#I1200mg/ H % 1~ 28 ¥ 5 L
72k EOAMHEIZIL.9% (68/74B1) TH - 720,
BIVEFIZ. 104603961 (37.5%) (232D 5N72. ZDF 7% b DLk
14561 (13.4%). THITH (6.7%). HELSB] (4.8%) THo72e P

(EERBLE (BEH> T FIE))

17.1.2 BHENHEHER (ITR-USA-12)
Rl H vV EERMRE L. AKEEZPM200me/ Hix 5%, 100mg/
H % 3~8H M- L 72 & & OF#N#13294.3% (50/5361) TH-72%,
HEFHRIE, 6260306 (48.8%) IZfBHd BNz T b DIEs
BOF (14.5%) . EL86) (12.9%). TIHI6HI (9.7%). F-ULKHES
Bl (8.1%) TH-7z,

(EREBELIE)

17.1.3 EINE IR (JK1211-JPN-07)
RTEMEERE 2 X R & L. ARHHRK200mg % 1 H 2101 51278 [ 4
L L7k E0AHEIL76.9% (10/1361) TH - 727,
EIER (BERMAMERE %~ & 4) (. 1661166 (100.0%) 12
BOLNT, TOELRD DI THSH (50.0%). K23 71
a7y Emesl (37.5%) . FFEEESH (31.3%) . B4
(25.0%) TdH o7

GFhERS D FH SN2 MEEMESR (HENSAREHEESC
& 3 REMERED T

17.1.4 BHETHER (ITR-ITA-18)
TR BRI D % 0 ) MR B 2 x5 & L. AHI2. 5mg/kg
Z1H2MRESHEEHRG* Lz S0 TFPishfzs 7o R e L
7ol EOBRBRERERIIUTOE L) THo72%,

A NTaF =V
(n=201)

7T R

LI EGE D FE i (n=204)

™

RV HE (FEERZ B + %t

SSBl) + A B 48 (23.9%) 68 (33.3%) | 0.035
RAETERRAE @ MEEZ Wil 5 (2.5%) 9 (4.4%) | 0.291
RIETERE © BES 1) 43 (21.4%) 59 (28.9%) | 0.081
FAETEFHIE 0 (0%) 0 (0%) -

PEAEPEEURIRE & SRR % 5O L 23 6
7£) Cochran-Mantel-Haenszel##5E
BIVEFE. 201605661 (27.8%) IZFB®O HIL7z, e b OILTH
3561 (17.4%). WEH-2651 (12.9%). HE.L2261 (10.9%) TH o720
17.1.5 BHELHEE (ITR-INT-54)
IR ERIR D % 0 S B R BB E R R E L. AHI2.5me/kgk 1
H2M R 8 55 L7 & SOTFHishRE 7 4 4871) 2 VBh 7't
WERERL 728 EOBEHBEGSERERIIDTOLEB) TH o720,

ERBREREE

PRAETER AR (2S5 L 2o

HEBREORIE T AN B ot
BT A F NV AE 5 (1.8%) 9 (3.3%) 0.264
+§J%§)Ufjﬁ(ﬂ_ﬁ%}2u§%{_mm 93 (33.1%) 106 (38.4%) 0.191

TRAEVERCIRE © WEE S W 8 (2.8%) 13 (4.7%) 0.248
TRIEVEILIE © BE5 01 83 (29.5%) 80 (29.0%) 0.886
T 2 0.7%) 5@ | oo

RTEVERLIRE & FACVEPLIE & 580E L 7235 6

W) xHRE

H2) BT AN E ) AER S,

NMAFIOKFE S W RO &EE, T, KAIZIZ20mL (f M5 35
V=L & L C200mg) % 1H LAIZMER RIS 3 2. B, EHEORE
OV MER T A 2725 L, 1R ORAIZ20mL. 1HREORAIE
40mLET 5.1 TH5D,

FIVERE, 28160114661 (52.0%) (2D SNz £ b DILTHI

5461 (19.2%) . E0ATHI (16.7%) . WEM37H] (13.2%) TH o7,

18. EEHEIE

18.1 1EA#F
HREOF 70— APAS0ICFERIIAER L <. B OMIulEo 32
WG CTHL IV TATa— VOESHZHEST S, 1 FFaF

V= VIEIHFLEH RO F b 7 10— APASOI IR FEN D 7 hr o 7270,

18.2 HEREEH

18.2.1 7 v T %)%
f:55) “53)0

18.2.2 FHRiAUPTEEIEYE (post-antifungal effect) % Miil4 4720
\ZCandida albicans\Z3ER| % — MR SE L vEiE L0 L 72 &
IH A NTAF = VIEEAIBRE B O ER T 5 2 LR
ENns: Un vitro) s

18.2.3 FEERIW L IR~ T A T%DWﬁ//&FIU
AL ENVEY b OEERE % %T‘Ti@% B HHLED T
FIENR L TRV R 2R L 7259 60 62

19. FRRAICET 2 EEZIAME

— ki %% 0 4 5 39— (Itraconazole)

b4 - 4-(4- 14-[4- ({(2RS ,4SR)-2- (2, 4-Dichlorophenyl) -2-
[(1H4-1,2,4~triazol-1-yl) methyl]-1, 3-dioxolan-4-yl}
methoxy) phenyl]piperazin-1-ylf phenyl) -2-[ (1£S)
-1-methylpropyl]-2,4-dihydro-3//-1,2,4~triazol-3-one
4-(4- 14-[4- ({(2SR ,4RS) -2~ (2,4-Dichlorophenyl) -2-
[(14-1,2,4~triazol-1-yl) methyl] -1, 3-dioxolan-4-yl}
methoxy) phenyl]piperazin-1-yll phenyl) -2-[ (1%S)
-1-methylpropyl]-2,4-dihydro-3/-1,2,4-triazol-3-one

533X ¢+ CasHasCl2NsOs

TRAETEFLIRE (SRR L 7o

WA L Cin vitro CHMWVIIERH 2R L

o f= 1 705.63
P EIBORKTH .
=i 3
cl cl
I\ 3\ HiC, K CHS
PO O
e OG5
cl cl
N=\
-
~\ HsC H

/k/CHg
OO0

AL SN
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22. @k Yoby T —RRABIE AFANNA YT A A=Ay s —
140mL [13&] T101-0065 HLTHRF AL H X VE# H3-5-2
D) HARE A b7 35— L ORETHERE (55 1) (2006 HDS//ww. Janssenpro. Jp
fETH26H AR, CTD 2.6.6.6) 26. BIEERGEEEL
2) RIEH: A LT 3F S~ LORTMRE (v 2) 26.1 BUSEREIT
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