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7 )L aS ) — )L DR IRE

FARHREE (%) e W & (% )

Prrs i (1) 33 43 53 65 75 85 92
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B, DEZEOWEMHFO 7 Vat ) — WREL, Bk e~ 777 0 —IZXYRIE L,
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TR IR 1 2 3 4 5 6 7 8 9 | 10
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vl pH9, 50°C 12 J [ R E I £ 72 B R 102. 7
*3 oy FERE
3. AMEH OERHBRE. EE2E
fleRB e BRs
AR T7vady—)v) OmERHREBRIEIZL D,
i wih

HF T7vaty—v) OEEEICLD,

II1. BRI 5 HE 6



IV. ®HAICE9 HHEA

1. Flfiz
(1) FRDRH
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2 40°C 12 % A PTP N
- 50°C 6 % A PTP Hit& A
s bk :
FIHEAR ViR 25°C/85%RH 34 H ;@%ﬁi/ BN
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ol EHE ML B
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CINAY RTA a7 350mg, 1400mg DEFELM TICHB T 2 ZEMIFUTO LB Y Th D,
CINHI L RIA vy

. A
WAERAE | RO | e o oo
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18 # A4l e .
s, frfpmm | 20 50 0 I
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BRI T2 2 &,
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A=A (1avy k)

30°C/35%RH T EEERY T | 39 H T
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77 % O % iR 37 B (1400mg)
30°C/35%RH T
24 » AMRGFL 30°C 14 H Ptk HEA
7= b O & R
40°C/75%RH T
24 » ARIRIFEL 40°C/75%RH 28 H HEA HikEm
720 O % g™

ABREE c RERRS M) ULEE, &
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A LR
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M L
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(2) %
(C7)IHh>h Tl 50mg)
50 B 7& [10 7+ (PTP) X5]
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IZOWT ) CERR 23 4F 4 A 28 HATHEE R AT 0428 55 3 B M OSEA 223 0428 B45 1 B) KON T3
3 BEAERER SISO TAMBEEIC BT 5 FRTRHN 4 52 1 7o EIE A OIS SME R IZ 2T
WZRET 2 EEIEBIZONWT) (P22 49 B 1 BT SEBER) (235 e - 08 KO TH
e HE) B LA TRGEHE 21TV, Pk 23 45 11 A 25 BIZKGR S vz,

2. BhEEXIIMRICEET 5FE
BEINTHZEWN

V. 1BRRICEEd 5 IEA 12



3. HERUVAE

(1) RERUVAE DR

6. AARUVAE

DN

(Hh VP HE)
W, RAICIZ 7 ra Yy =L LTH0~100mg 2 1 H 1 EREA#KEGT5,
(7U7h:/ﬁxr>

WE . A7 v =l LT 50~200mg & 1 H 1 [ERRO&RET 5,

7ok, EE ITEHAMEERYMEDOLAITIE, 1 HiE L LT 400mg F CHE &
TE 5,

GEMBMBEBEREICHS T2 EEHERED T
A, Zvaty— e L T400mg 2 1 H 1RO G35,
<ﬁ//9E(tl?éEA&U%PEA)(bjtwwa)

Wi, ACIZ T Va3 — L LT 150mg & 1 AR A& 54 %,

N (AU OHE)
W, NRIZIZTvar =l LT 3mg/kg 2 1 A 1 RIRAOFET S,
(HY) T ravhRE)
W, NI va Y — b LT 3~6mg/kg 1 B 1RO ET S,
7ok, HIETEHAMEEFEBVEOSLAIZIE, 1 HE& & LT 12ng/kg £ THI&E
TZ 5,
CEmEBMEBEEEICHS T EEMHEREDTE)
IRIZIR, ZvaF =l LT 2mg/kg 2 1 B 1 RIEO#ET S,
B, BEOREIZSC CEERET S,
-77L, 1 H&EE LT 400mg 272N &,
HER E%l4aif@ﬁ$ i, oy — e UCONEERICHES 72 B A

(G5,
A% 15 BLIBOFAERICIZ, Zvaty —n b LN ER CH&EA 48 FFf#
BG5S 5,

(2) RERUVAEDHRTERE - RN

LR L

V. ImRICBET 5IHA
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4. AERUVHAEICHEET IR

1. BERUVHAZEICEET 58
(MeeHBE (W DHFRICERY SERERUVIZEXREC))
1.1 BHEEEEEICHT IAERAHOER
BRRRERE BH ISR ET 25813, TRIORTZ VT F=2 - 27 U7 7 RMaeB B IR

T 5 Y, [9.2, 9.8 BE]

JLVTF=r e JUT T A . L
. AEDB%
(mL/min)
>50 &
=50 (BEHTHREZR) Y
BT R BT Tl H &

GEMBHARIEEEICHS T2 REEERED )
1.2 W ERAER TR SN ABHAIN L EGZBT 2 2 EREE L,
7.3 HFHEREDY 1000/ mm® 282 THvDH 7T HRBGT5Z ENEE LU,
(WO PHRIZERT 2ERRUNEER) (W TEILOH)
1.4 RFNOMFHEITFR G4 4~7 B B Z BRIZITWV, RIFEO LN 0WGEIciE, thodk
RO G-%47 5 72 EU R ME Z1TH 2 &,

<fiEi >

BV /IR DR - SRR

[ N BRI BB SR 20> © A & BRIRE D5 L7z & & ORI RITIE A HYIZEED DDA B D728,
R RHERFINC B DB S HEBE LT,

V. 1BRRICEEd 5 IEA 14



5. ERERAUAE

(1) BERT—21\vH5—o
cH VA BBROT VT 3y AR K DEGE (B IE, M EREREIE, M EEEREE, R
MEEAE, EFEMER) gL

B
BB

- EME AR (TR DIREEEEIED T - 3% Ly (AFIHFEIZEED & If)

- B VX RICHRIKT DIER L USNEER (1 'L D)

HARANS R D v ZRERE 2RI 7 v a > —)L 150mg HalkE 0500k, 2tk
OB RE 2 iR L 7- [E NS 3 AR (A0561023 3ABR) . AMEASNEIED o ¥ ZIEICKT 5 7
Jpasy—)u 150mg HERROKERGOFMEEZ 7 0 B ) <~V — VEREXIZ I a - Y —LVigEs U —
L Hels U7 AMES 3 FHERBR 2 BBR (056-186 K TN 056-187 #kER) ZEEE R & L=,

AARIZB T DHIRT — 2 3y r— GHifiEkER)
RELER st EELER

Radast =4 r sz Padasd = 1
F3EER KEF3IFEHER
A05610233 5 056-186 5
(7 vzt — L 1574i) (| (7o F )~ — VRS DR
r sz Padasd = 1
KEFEIMEHER
056-187 i
‘ , ‘éi:+f—w%7U—A&w&MDI

) A VX RBICERT DR K OIMEIER OIEE - W R K OHE - BEIL, I 72O BAR
INTW3,
ENTERINTZA O X BICER T DEX KON EER (0720 R) ORE- HiE:
Wi, ACIE T L3 — Ll LT 150mg & 1 AR A& 54 %,

V. 1BRRICEEd 5 IEA 15



FHEAH

f m e Xlw | %
mEEs | | e i R nla | %
[ 5t [ ] IR BE PP
3 SR | R Sl v ¥ | BERE RS 150ng (17
A0561023 | FExFHR, FEERE 1574 | ) 0|0 | O
[HA] % Jii i A& 7] B

% H—.ﬁ NS ) §
HER, | | Tamry o e
o 3 MHERER | R, S A 5 150mg  (SEH)
056-186 | WEATHERIH ﬁ{mw; Ml rary=y—r? g | — | 0| O
[ NEEN e, ZhiRx P B 100mg/ H  (ESE 1
HE[r ST R LEL T HR)
IVRE ;212 4
EHED U H . "
HER, | | Ty e
o 3 MR | R, S A 5 150mg  (SEH4)
056-187 | MEATHEMILL ﬁ{mlé/ Pl Ay gl | — | O | O
CRE] | #& Ztiax S a v #45 100mg/H (B2 U —2
i N % .
[ B 210 4 2% 1 H 1 7 HFH)

a) 7 R~y —: ENTERS Ak
b) I=FV = 7Y — B 2% ENAKBOA TH 5D,

) oV ZEITEIRT D R KOS R R O%hRe -
SNTHD

o

- HEEITRRD,

HRFLOHE - HEiX, 7 'O HERE

ENTERRBINT D U BICERT AER LU EER (W 7'vArOHR) OFE - AE
WE. A7 a3 —)L bl LT 150mg % 1 R O#53 3%,

(2) BRRRZREER

AR L

(3) RERNERAER

LR L

V.

BIRICBd 5 A
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(4) HRELRIEHER

1) BAPEREEER

SLES 3K (JaBR No. 056-186/187) (MshT — %) 2.9
AMANEIE D A EDOIRRICKT A 7V a Y — VR OE S 7 a N <~ — LV ERE
7 ABBRNEEY, XX a -V — g7 ) —A 7 HEBNE S OF it R O % ik

REt L7z,
REBRT VA v | IEEWHR. BAEA, WATHER LB, S Misk 4L
SAREIE 7 v U A NE &g ST B
POES 1R%8% No. 056-186 : /L —/LEE 217 ], 7 v h U~V —/L#f 212
1583 No. 056-187 : 7 /L — LR 231 f5il, X =) — LR 210 4l
-+ 18~65 D BE
c R—2 T A UVEEOERRE (MG XUTR) TERIETH - TmBE
C BRRAER, BEOGFH A TN 4 LLET, AMEED U ARE LTS
Ehwgate | CRR | . \ N
AP, MR (ESALHE, SMRERAIEE, SMAKEZ 5 MR, AMEHERE. BOb A, 4
RalsihE) 1, 2370 (RERAR L) ~3 (FE) o4 BRCHE L,
W OB GEERE, SR, RERESRDBEO Bl HBERICBWTY
VU TTH o T B %
o [ 1 SEER I SEYE O A DHIE O & 5 B AT FEEGANE D B 5% 31
HEER E, 77 3IY7. MY asF R, i~ OobhbHH
#
- BN pH 28 4.5 LU Lo
FeBRAMEEUE | - FHAAIURT 4 EREUNICRE O PTEEEKZ B 5 Sz B TS ANUE]
LEMUNIZRFTIEREZ b Sz B
- BER AT HBE, IEEEOFREDH 5 B
s b NMEERET A NVAMIERISEETH 2 BE . Tk RIERE R TR
TEd DV T A ABEREGR & 2 S - B %
1R85 No. 056-186
T — URE  150mg (BEAI) A HEIRE D& S Lz,
. . sua N~y —)UEE: 100mg (FESE) % 1 H LR, 7 HREENES L%,
AR 1554 No. 056-187
T3 — URE  150mg (BEAI) A HELEIRE D& S Lz,
SaFY U 100mg (B2 U —2) &1 H 1A, 7 AREAERG L%,
TR FEHEERE (5 14 H) ROEHIEHMER (5535 H) ORAFEAM, BRERNE,
B L A0 R

V. ImRICBET 5IHA
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e

RO (%)

1Rk No. 056-186

125k No. 056-187

ThafSl L ra keS| TralsL I3l
M (35 14 H)
RRTE 181 175 183 167
) 138(76. 2%) 126 (72. 0%) 146 (79. 8%) 134 (80. 2%)
HE2) 43(23. 8%) 49 (28. 0%) 37(20. 2%) 33(19. 8%)
HNRDFED 95%CT -4.8%~13.3% -8.8%~7.9%

SR (55 35 A)

P71 2

177 172

171 154

5 99 (55. 9%) 90 (52. 3%) 89 (52. 0%) 87 (56. 5%)
22 78 (44. 1%) 82 (47. 7%) 82 (48. 0%) 67(43.5%)
HENEEDFED 95%Cl -6.8%~14. 1% -15.3%~6. 4%

A2 B TIEERR AR DY TR ST TeR ) 2o BEFIRN HE) &kl S
NI BE . RYIFHE CIIEAR RS RHE) D OREZERRD k) LRHEsh

-

L TR Rl SN o o B
FhR (%) = FEhOEE FHMHE1% X 100

EESAES
1Rk No. 056-186 1%k No. 056-187
Tat ol | sa bl | TakSon | I3l
FOIIREMN (514 H)
ATk 182 176 188 169

biEp 133(73.1%) 118(67.0%) 142 (75. 5%) 136 (80. 5%)
it 39(21. 4%) 53(30. 1%) 38(20. 2%) 24(14. 2%)
7 10(5.5%) 5(2.8%) 8(4.3%) 9(5.3%)
BGEERDZED 95%Cl -6.8%~1.5% -3.4%~5.5%

SR (35 35 A)

AL 171 165 172 157
16 128 (74.9%) 123 (74.5%) 124(72. 1%) 126 (80. 3%)
e 16 (9. 4%) 22(13.3%) 19(11. 0%) 11(7.0%)
HEZ) 27(15. 8%) 20(12. 1%) 29 (16. 9%) 20(12. 7%)
TR D D 95%C1 -9.0%~9.6% -17.3%~1. 0%

B (%) = @O BIE FHEFI1% X 100

wER (%)

183 & S DA EHBIE R 14X X 100

BRI R
1Rk No. 056-186 1Rk No. 056-187

Tt —)L sua k==L | Thaf—L Ly
FREm (B 14 H)
FFA 1% 181 175 184 166
lGES 139 (76. 8%) 126 (72. 0%) 148 (80. 4%) 136 (81.9%)
12558 42(23.2%) 49(28. 0%) 36(19. 6%) 30(18. 1%)
WHFRDFED 95%CI -4.3%~13.9% -9. 7%~6. 7%

SR (55 35 A)

ERLTE

177 173

170 151

(GBS 111(62. 7%) 99 (57. 2%) 103 (60. 6%) 95 (62. 9%)
1t 66 (37. 3%) 74(42. 8%) 67(39. 4%) 56 (37. 1%)
THRZRDZED 95%C1 ~4.8%~15.7% -13.0%~8.3%

MR (%) = WROBIEFHEBIE X 100

V. ImRICBET 5IHA
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7
175 No. 056-186 : [KIIRBILR 2 T E TE WA EFERGIL, 7»:%/-»
BET27.2% (59/217H)), 7 v b U~V —ABET17.5% (37/212 %) |
%w%Mkomfhﬁm&@ﬁf5%ui_mwgntﬁﬁi&@lﬁﬁ
RAEGDECTERWAERGIL, BF (Ira Yy —iE 12.4%, 781 b
U= — L B9.0%) ROWER (Zvar ) — gt 7.4%, 7a k<=
—BE3.3%) Thol, FHEKVPEERAEFLZIIRD NN T,

it R
(Fe ) 1R5R No. 056-187 : [KIEBEfRZ B E TE WA FFLIL, 7w:+/~w
BET25.1% (58/231 f5]), I = —/LBET 14.3% (30/210 f51]) 1238

LTz, WIT DO GHET 5%LL EICE D bz igERIE & O R REHR %
BETERWEEREGIL, B8R (Fra)y— Ui 13.4%, S a7 —
JURE 4.3%) . BEL (Zra Y —fE9. 1%, 2 aF Y —BE0%), iE
JHEAI S (v aFy — A 0%, I aF Y —IAE8E6.7%) ThoT-,
KR OEERAFFEZIIRD bR oT,

X ARFRCTHEARENZ7 a2 b~ —/UEEEE 100mg OFE - FHE 1 B 1A 1 2RI
AT D, —f%IC 6 BG4 2523, MBS UM A2 SR+ 5,
kk I oSV —b 0 7 U —L 2% IZENFKEBOKIETH 5,

E) Zaat =g ENERAGROATE, BN TEARINTWDAIEIX, b7k, RI4
oy 7 R ORI ARAITH B,
71 2V A BITERIK T DR K OIMEIER OZIHE « 2R L OHE - HEE, I 7 euvico Bk
BEINTWD

2) REMHBR
AR L

(5) % - HAEAIER
LR L

(6) AEMfEMA
1) EABERE (—REABERE. SEEABERE. FARBLRADR) . BERFTET 4
RN—RFE. RERTREBRABONE
LR

2) RRFHELTEBFENARRIIRBEL-AE - ABROBE
Y L

. IBEICE T A TEE 19



(1) =it
N AVSHEE. )T ravhRE?Y
BIRIFOERABR CIE 7 v a Y — VS RIEAEEEEEICR O&RE L, BNBERDENES

iz,
¥ FR R PR Zh R
[ il ¥ 2! % Hl / JEH
B Y &2 Il JE 4/4
BB "B R 2/2
e oo v X RE /7
R N Y e S R LT 12/12
Lt oo ot
s 2 26/26 (100. 0%)
AR EY 1 TS 2/3
7V 7 haynAlg | Mz U7 b=y A | 6/9 ]
A 3 8/12 (66.7%)
(0 =520+ A %)
A FL U B R
L) B
e - TH LR
=) pS E TS z ES
a g | W | Fx | o | t (%)
C. albicans 18 1 18 18/18
C. tropicalis 4 4 4/4
Cparapsilosis | | | 1**Q | /1 .
A = 22/23
" ! 2z ! ! 23 (95. 7%)
C. neoformans 5 3 5 5/5
(Cryptococeus spp. | ||| S|l I
& z 5 6 5 5/5

* ) EARER] 2 Bk <
ok 7Lt — R PIC—REE A Ly, T a Y — A B B EA R L, oSz, Bricix
IREE) SHES Iz,

2) F0 S EEERRER) BN T—4) Y

B ROBAE RS 357 Bl & it R ICE/E b —H EMRHEIRHERIC W T, Zvafy—n (7L
ATEER) & LT 400mg & 1 B 1 B O SUTERIRN R G- L7 BETIX PR AR BI™ 105/179 Hi)
(58.7%) . 7T B ARBEHRETIX T ARG 123/177 5] (69.5%) Th -7,

BIWER ORBBEE L, 723 — BT 17.3% (B1/179 #1l) | 7°F B AREET 16. 9% (30/178 441])
Thh, 7VaFy —LEECTRO LN ERRIERIX, Bl 7.3% (13/179 fi) | $8Z 5. 0% (9/179
) . FHIA.5% (8/179f31) | W& 4.5% (8/179 fil) Toh o7z,

) TR . EHPEEYYEREE (proven) K UOVEHPERBRYYELE (suspected) % TP 5O &
L7,

V. 1BRRICEEd 5 IEA 20




3) WU PHARICERT 2EBARUSMNEREA™

1V H R R T B IR e USRS B 2 RIS AA] 150mg é”%@ﬁ"x OG5 U= ENERR
BRIZERWTC, 55 28 H DEERZNRITIER RN 81. 6%, UGEERMN 95. 9%, HEFHIIFEITOWTIL,
R—RA T A U OREEEFE CRIE Sz Candida)d 104D 5 B 5528 HIZIHK LT-DIX C albicans
T 84/100 ¥k, C glabrata T 1/1 ¥k, C parapsilosis T 2/2 ¥E. Candida spp T O0/1¥ETH Y
Candida J&\Z3$ 2RI 85. 9%, #GaHli (A%h%) 13 74.7% ThH -1,

b AR 20 S
FESOIES BHEHIE G Rl
BEEER (%) e (%) HRE (%) A (%)
¥T7THHA 100 (92/92 ) 34.8 (32/92 ) 95.7 (90/94 ) 33.7 (31/92 #)
%14 HE 99.0 (95/96 i) 57.3 (55/96 i) 89.8 (88/98 i) 54 2 (52/96 1)
¥28 HA 95.9 (94/98 1) 81.6 (80/98 i) 85.9 (85/99 ) 7 (74/99 1))

HRRNR (BGER) 16 & SGEOARMIEL T & Uik & OB FHIEL X 100

B AR (BiE) IRl OPIETh & gaE & B O & FHIIEL X 100

THESR - HROBE WK &R OB IR X 100

AR AR (BRZR NEE) 2 OREFR HK] ) OB/ A% & BHO GBI X100

K ER AR OHERS
P B R IR 0D FEL I P
Bl | iERAe L [ W HE ML
®1HH 102 4 (3.9 |33 (32.4) | 44 (43.1) | 21 (20.6) 0
e | ®E3HA 99 | 27 (27.3) |62 (62.6) | 9 (9.1) | 1 (1.0) 0
iiﬁj“gf@ %7 HH 98 | 70 (71.4) |27 (27.6) | 1 ( 1.0) 0 0
- %14 HA 99 | 83 (83.8) | 16 (16.2) 0 0 0
%528 HH 99 | 92 (92.9) 6 (6.1) ] 1 (1.0) 0 0
F1HA 102 | 31 (130.4) |44 (43.1) | 21 (20.6) | 6 (5.9) 0
e | 3 HE 99 | 77 (77.8) |16 (16.2) | 6 ( 6.1) 0 0
Q;ii;ﬂﬁ@ #H7HE | 98 |90 (91.8) | 6 (6.1 | 2 (20 0 0
S 14 HHA 99 | 95 ( 96.0) 4 (4.0) 0 0 0
H28 HA 99 | 98 ( 99.0) 1 (1.0) 0 0 0
®1HH 102 9 ( 8.8) | 39(38.2) |41 (40.2) | 13 (12.7) 0
B3 HH 99 | 51 (51.5) | 38(38.4) | 10 (10.1) 0 0
TR %7 HH 98 | 74 ( 75.5) | 22(22.4) 2 (2.0) 0 0
B14HHE | 99 | 91 (91.9) 7(7.1) 1 (1.0 0 0
#o8 HE | 99 | 91 (91.9) 7(7.1) 1 (1.0 0 0
1 HH 102 | 50 (49.0) | 26(25.5) |22 (21.6) | 4 ( 3.9) 0
" %3 HH 99 | 70 ( 70.7) | 26(26.3) 2 (2.0) 0 1 (1.0
gi\f@%@ ®T7THH 98 | 82 (83.7) | 10(10.2) 1 (1.0) 0 5 (5.1)
H14HHE | 99 | 97 ( 98.0) 1( 1.0) 0 0 1 (1.0)
%28 HH 99 | 98 (99.0) 1(1.0) 0 0 0
®1HH 102 | 58 (56.9) | 27(26.5) | 17 (16.7) 0 0
¥3HH 99 | 81 (81.8) | 17(17.2) 0 0 1 (1.0)
SMavEE | BT HH 98 | 92 (93.9) 1(1.0) 0 0 5 (5.1)
B14HHE | 99 | 98 (99.0) 0 0 0 1 (1.0)
%528 HH 99 | 99 (100.0) 0 0 0 0

V. 1BRRICEEd 5 IEA 21



FERARIER OHER (Rt X)

Gl W RS R 0D FELSE
Bk | ERZR L [958 WS HE YL
¥ 1HA 102 | 12 (11.8) | 42 (41.2) | 39 (38.2) | 9 ( 8.8) 0
®3HH 99 40 (40.4) | 53 (53.5) | 5 ( 5.1) 0 1 (1.0
AN ES IS HTHA 98 71 (72.4) | 19 (19.4) | 3 (3.1 0 5 (5.1)
¥ 14 H B 99 91 (91.9) 7(7.1) 0 0 1 (1.0
%28 HHE 99 93 (93.9) 6 (6.1 0 0 0
®1HH 102 | 23 (22.5) | 39 (38.2) |32 (31.4) | 8 (17.8) 0
3 HH 99 54 (54.5) | 36 (36.4) | 8 ( 8.1) 0 1 (1.0
TR ¥T7THA 98 74 (75.5) | 18 (18.4) | 1 ( 1.0) 0 5 (5.1)
%14 HHB 99 88 (88.9) | 10 (10.1) 0 0 1 (1.0
Ho2sHHA 99 98 (99.0) 0 1 (1.0 0 0
¥1HH 102 1 (1.0 3 (2.9 |41 (40.2) | 57 (55.9)
. ¥3HHE 99 19 (19.2) | 50 (50.5) | 29 (29.3) 0 1 (1.0
Eii:f?$%0) ¥T7THAB 98 55 (56.1) | 26 (26.5) | 12 (12.2) 0 5 (5.1)
14 HH 99 74 (74.7) | 21 (21.2) | 3 ( 3.0) 0 1 (1.0
%28 HH 99 91 (91.9) 5 (51 | 220 | 1(1.0 0

}

a) BERAYOMIRTIE, AR UIFIER . BREEITRRR, rPARBEI3oMR, BRI
W F—=RPRUNFIERLIRICFE AT X Do

(%)

Jr DR R 1 B I 22 A D A

JRIKEE R OERE (%)

C. albicans C. glabrata C. parapsilosis Candida spp.
w7 HA 96.7 (89/92 ¥k) 1/1 ¥ 2/2 Bk 0/1 ¥
%14 HH 90.6 (87/96 £k) 1/1 ¥ 2/2 £k 0/1 ¥k
% 28 H H 86.6 (84/97 ¥F) 1/1 ¥ 2/2 ¥ 0/1 ¥k

THARTR  HROME WK LR OB RS X100

BIVER TR AR E 2 7.6% (12/157 #) 1RO BNTZ, ERbDIX, THF 1.9% (3/157
Fl) . B 1.9% (3/157 ) ThoT-.

H) B U HBITEINT DR K QSN ERER DO BhEE
ShTwWb,

SRR OHE - HER. D 7Bz BiEGR

V. 1BRRICEEd 5 IEA 22



VI. EHEREICREI HEB

1.

P EH SHILEYMRITILEYEE
MY T Y= VRILEY (4 T aF ) — )
AIFZS =R (R aFY—n, Jua )<y —15)

EE : BEO D LA ORIRE

IR EL, BHOBTIRIESRT D L,

2. FIB/EA
(1) YEFEML - fERE 1O ~12
HEMIE OB RS TH DTV I AT o — VESKERE Fo 7Y a2—1d 14-C il X F ALK
IEEMLET S, BEEMEO 14-a-F ) AT a—LOBA F LK GO CHDHF ~ 7 a— A
P450 L 7N — R FEA L, AT LERET D Z LIl o TREMIZZ VI AT B —)1
OEEKREZNE LMEFEERZ T, £72. BEE ORI EMR L OB AR EHOWT IR L
THEEMHZRT, 7Vvatry— O I RT7a— VAGKEETIEEICERRY T, 7 v
MIFHRIRE D 2T v — VAR BITTT 2 2 B30 70,
SHRITEFRENTH D,  (in vitro)
7 )vaF ) — )L OVERFE
(_ _______
2ROTFLY
HO 5/270—1b
HO
T7U3—Ib \
G}KS
0\
<o
(_ _______
HO HO
3R Fa—Ib 4.4 -IRAF)VIT)VIRY
8,14,24(28) NUTV-38-4—IU
VI. SENHEEICRET 2 HE 23



(2) EXhEEMFITLHHAEBRRE
1) ERRSYBERE (2005 S50 BERE) (2R3 DB EIENE (in vitro) ¥ 1

T aF =ik, BV HRD Candida albicans, C. parapsilosis. C. tropicalis “%. K&
Q7 U havw b AED Cryptococcus neoformans & Cr. gattii \ZxF L in vitro FIEHEIEM
oRT Y RIS, C glabrata & C guilliermondii X7 v 3F Y —AZxtd BB MEDMEL VE
WZH Y, F7= C hkrusei (37 /v aF >V — Wikt L ClitEZER"d, C auris X7 /va) > —iZ
% LTt Z R4 & DMENRH D 1010

BV EBROT YT b3y AR T DR/ ERLILRE MIC) X FRDO LBV ThHoT,

B IR S BRI R4 2 LR TR

- . MIC (u g/mL)
B (R pre | 50% | 90%
TV H R
C. albicans (333) =0.031~16 0.25 1
C. glabrata (107) 0.25~>64 16 32
C. tropicalis (46) 0.5~>64 4 8
C. parapsilosis (27) 0.25~4 1 2
C. krusei (14) 32~>64 64 > 64
C. guilliermondii (8) 4~16 — —
C. lusitaniae (4) 0.25~0.5 — —
C. dubliniensis (1) 0.5 — —
Candida spp. (1) 4 — —
V7 havy AR
Cryptococcus neoformans (3) 4 — —
C. curvatus (1) 8 — —

— 10 BRI TR E S

J 1 UNEERK 12005 4E 6 A 1 H~T7 A 31 HO®IRIC, PIERERBSZMEY —~1 T o 205

LZBMULT=2E 11 R OBREEICBW LK, WM& 57 —7 /b, EEEeE (B

e, WHEEZR &) | W, KOES W (W, BALF 70 ) | Bk, MEy. 3EEE, IR,

MR (B8, KR E) | B & ORI & 4B S U7 B B 576 £

B MR (in vitro) : FERESBERKIZ 0.165M MOPS K OX 10N NaOH (=T pH7.0 |34 L 7=
RPIMI1640 K51 % W7o EIRIA A FRVEIC L 0 JIE LT,

VI.
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2) FEYERK, BRAROYEERR (1995~1997 4E50HE) (63 DHUEEIENE (in vitro)

T)VaF ) —)V®D Candida spp. X Cryptococcus neoformans \Zx[4 5 in vitro HiE F{EME
72 FRYERR K OV IR 0 BEOR IR (1995~1997 SE00) 2 W TRGET L7, 7 b= Y — Lol

SEERRIC T 238 BRI (MICy) VX, Candida albicans, Candida parapsilosis Jx N
Candzda tropicalis TO0.5~4ug/mL ThH-oT=,

IEVERRIZ 03 2 PrE B TS
B MIC (u g/mL)
Candida albicans ATCC 24433 0.25
Candida albicans ATCC 90028 0. 25
Candida albicans ATCC 90029 0. 25
Candida parapsilosis ATCC 90018 0.5
Candida parapsilosis ATCC 22019 2
Candida tropicalis ATCC 750 2
Candida glabrata ATCC 90030 8
Candida krusei ATCC 6258 64
Cryptococcus neoformans ATCC 90112 4
Cryptococcus neoformans ATCC 90113 16
BRR 50 BECRATAR (S X~ 2 FUE TS E

MIC (ug/mL)

Wi (FRE)

5o
AR
PEFE R
B S
ARBREE

BIEAEARE (FAEREY

0.5X10°~2.5X10%cells/mL

DRR)

0. 165mol/L MOPS #Z1#f PRMI1640 L5401 (pH7.0)

35°C  24~72 WEfEEEE% MIC ZHIE
FEAERE K OB PR 0 BIERE (7 R 118 BERE.

P 90%
Candida albicans (52) 0.125~8 0.5
Candida parapsilosis (13) 0.5~8 4
Candida tropicalis (12) 0.25~4 1
Candida guilliermondii (2) 2 —
Candida glabrata (18) 2~32 32
Candida krusei (5) 16~64 —
Cryptococcus neoformans (16) 1~16 16

— 1 10 BRRm T RAE T

1995~1997 4E45Hff)

VI.
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3) EWNERARRER L 0 1& O NZER R (Eowhk)  (in vitro)
TvaF—E, BYWERO S o FBICK L in vitro PUEHEIEIEEZ T Y,
CLSI M27-A3¥ETIEH v VA BICKTAH TN a ;= LD MIC S 8ug/mL LA FEEMEL ST
WAHZ e Y | ENEERRR L VSN ESW R RO R P A RO 7 3 S — Ukt
T AHREZMHEIIE W ERRENT,

WM KD Candida BRI 5 in vitro HUEEGTE

e o MIC (pg/mL)
R (RRECY) o 50% 0%
C. albicans (100) 0.12~4 0.25 0.25
C. glabrata (1) 8 — —
C. parapsilosis (2) 1 — —
Candida spp. (1*%) NA — —
* EBNZ Ko Tk, 2 FEELU EOEESBEL TV D — . T=HRL

* ok EHFERIEEE ST
NA : JlEET

)5 15 BREIRARATIRE  (CLSI M27-A3 %)

4) BTV EBEORI VT Na vy ABOWHRRERE HW 2~ v ARG EERRIC W, 7 a
TR DA R F Y = VRPIEEF LY RO R AR L7 2

5) HMEE%E (in vitro)
TaFy—)u lug/nl ZE5HT AEEMAE VT C albicans DffREEE (16 X)) ZAT- 7273,

B MR T IZA LR, T aty — ViGN E A LN EEZEND 2,

F7-. FTRICFETEIIC, ERNAND C albicans D7)V aF ) — T DI MEITRAEZ RIE

FHEILTUNRUY,

ENIZ 31T 2 TRAEME B B RYUE FR AT H R O B R /3 BIERR L2 %9~ 5 sz 1k
. " MIC i MICoo . .
fii 7% (4 g/nl) (ug/nl) H ok 457 BiEAF
37 0.25~=64 8 JE 7K 2001~2007 4 2
27 <0.125~16 1 ik, HF—F/ | 2004~2007 4F 29
. 20 =0.125~>64 2 Mg, H7—7/L | 2002~2008 4 2V

C. albicans — ——— ;
54 <0.125~0.5 0.5 Mk, 7 —F/v | 2003~2008 4F 2
53 <0. 125~1 0.5 1 2007~2011 4F 20
70 0.125~1 0.5 DR e bR 2010~2011 4 27
30 1~8 8 K 2001~2007 4 2
2 4~32 — i, BT —7 /v | 2004~2007 4 %)
9 4~ >64 — M. BF—F/ | 2002~2008 4 2

C. glabrata — e
7 4~32 — M. H—F/ | 2003~2008 4 2
7 4~16 — 1% 2007~2011 4 29
12 4~>64 32 IR we A B 2010~2011 4F 29

VI.
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EWNIZR T 2 RAEVE B EIRGYE BB B R ORRR D BERR IS0 9 2 M (ke &)

;. " MIC %P MICoo . .
Fil R (1 g/nl) (1 g/nl) ok BT

13 0. 25~2 1 g7k 2001~2007 4 2
15 0.5~8 8 Mg, B —F/1 | 2004~2007 4 2
11 0.5~16 2 M. #—F /v | 2002~2008 4 2
C. parapsilosis 16 0.5~2 2 Mk, BT —F /b | 2003~2008 4£ »
51 <0.12~1 0.5 IR 2000~2010 4 2
42 0.25~8 4 % 2007~2011 4 20
14 0.125~8 4 MR gk | 2010~2011 4 27
. 3 8~=64 — M. 7 —F /L | 2004~2007 4

C. krusei -
5 1~>64 — FERR g Bk | 2010~2011 4 27
16 0. 25~32 16 i 7k 2001~2007 4 2
2 1~2 — M. #—F /v | 2004~2007 4 2
C tropicalis 2 1~>64 — ik, B —F /L | 2002~2008 4 :24)
7 1~>64 — Mg, B —F /v | 2003~2008 4F 2
0.5~2 — MR 2007~2011 4 2
10 0.5~64 8 WEG 2R B | 2010~2011 4¢ 27
C lusitaniae 2 2 — Mg, B —7 /v | 2003~2008 4 2

— @ RARES

* FRREAIEE IR, IHEEHEN ZRRE R O ot (R, TH, FL—rROVT—T V)

ENAMTI T DOMEIE T > 2 i A R DR S BER (9~ % sz 1

- N/ " MIC #pH MICq, B ~
i I E Li:u E
37 0.06~0.5 — 2010 4 19
Ijﬂ ﬁz 29)
180 0.125~16 0.5 2010~2012 4F *
C albican 100 0.12~64 0.25 1986~1989 4F 20
-arpreans N 50 0.125~16 0.5 1992~1996 4 0
420 0.12~4 0.25 1998~2001 4F 3V
100 0.125~8 0.5 2005~2008 4F- 30
8 4~8 — 2010 4 19
EWN ik )
C glabrata 20 0.25~>64 >64 2010~2012 4%
HES 112 2~128 64 1998~2001 4 *0
C. parapsilosis HES 30 0.25~32 4 1998~2001 4 %0
. [E N 2 =64 — 2010 4 1
C. krusei o )
HEs+ 12 1~128 128 1998~2001 4FE
C tropicalis HES 8 0. 25~2 - 1998~2001 4F 3V
C lusitaniae HEA- 1 0.5 — 1998~2001 4F *V
— KRR
(3) TEAARIREER - FrkchER
M ER e L
. TR ATE A 27



VII. EWEEIcBv 515

1. MREDHR

(1) h# LA nRRE
AR L

(2) RSB THRIN-OTRE
1) BEES
NI 7 v a3 —v (17 /L) 50mg, 100mg X% 400mg Z HL[EFE 0¥ 5 L7254 0
PR RE OHERBIZKII R L2 B0 T, ARICHH Lz R ENS S, fm
HEEE (C) 1XFIEI 0.92, 1.88 KON 7.95ug/mL Tl o7, B M A B 553
(Thay) 1E. ZERERFR G- T 1L A~L TR TH O . MAEFRREFEIT DT OHETHH 30
M CTH o722, TaFy—v (B7L) ZHEEE»S OWRILIE, AUC IZEIRAN

BEEEOES LR LTV ®),
0—o0 400mg £ % B 5 (n=9)
by A—a 100mg ZHERFRE (n=6)

103 8 50mg ZEHEREEL (n=8)
5
i
4
1
*
w057
EE 'L
0.15
0054
14 812 24 48 72

# 5 % & M (o

SBalE vV ZIERE 15T FllC 7 v —)L 150mg (50mg 7 7 &V 3 h Fwv) A HEREO
BHL7- & O MR REOHBIIFRITR LB T, #5442, 24, 48 K10 168 K]
DO M AFE PR 3. 76, 2.44, 1.06 % 100.138ug/mL Tho7- 2,

AR #5185 (h) 2 24 48 168
[ S N o 57 66 |- 154 | 146
- L (u g/ml) 3.761.13 | 2.447+0.414 | 1.06%0.431 | 0.138=+0. 115

) P HRITHEIR T DIER K OSMERER ORE - IR L OHE - AR, 07/ DHIER
ShTWn5D,
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2) REHRS
BABE 24z vatry—iv (7 EL) 400mg % 1 H 1E 31 HEEAO#EEG L L xollE
IR ISR G- 5 HEETREMICES L, #IREGREOK) 3512 L1225, IBIXERIRE L

DT EMRD LN,
tie (hr) Thax (hr) Crax (,U g/mL)
LHA® | 7THA* | 31HA®™ | 1HA 7THH 1 HH 7THH
JE 1 37.3 52. 1 36.3 2.0 4.0 14.0 44. 4
JiE A 2 33.9 42.1 38.0 4.0 4.0 9.0 26. 2

% observed (2~24hr)
%% observed (24~168hr)

3) EMEMRFE >
18~45 % F TOREEE B MHEGERE 12 fl A2 XI5, BIEA, FEEMR. 3B, 7 v 24— —K
Bre LCHEM Lz, 7batry —LobET 200mg & U, FEERERF 50mg 7 7 /LTl 4 b
7, 10mg/mL EH (FHRH R4 21 v 7 350mg) Tld 20mL K& OF 40mg/mL R 7% (Hilk
HRZA4>my 7 1400mg) TiL bnl ZZEJERFICHREO&KE L, 3 fHO 7L a5y — L 8H|
(10mg/mL D O EREA], 40mg/mL D% O IREHA], U 7/ 50mg) (2D T DALY FRI[FEI M

Z Al L 7=,
K BUA B 515 O MR 7 v 3 — VPR — R HERE A XS, SEENRE ST A — X OFE R
ERITRT,

i

m¥Ech 7 )L+ J—)LRE (pg/mL)
(387

0

0 1 2 3 y 6 8 12 24 8 72 9 20 14 pet
1 2 3 4 8 12 24 48 72 96 120 144 168

F5f(h)
50mg hFTENL 10 mo/mLE & & 40 mg/mLE 8 &
—— s - . A :
RR¥E A 10mg /mL AR A 40mg /mL J1 7% /L 50mg

AUCyp-co  (ug: hr/mL) 216.61t34. 26 221.0%47.10 230.4148. 42
Cone  (ug/mL) 4.34+0.521 4.35+0.414 4.49+0. 496
to.  (hr) 9.3+1. 14 1.91. 00 9.5+0. 67
Kel (/hr) 0.0195%0. 00450 0.0187=+0. 00359 0.0186=%0. 00387

Mean=®S.D., n=12
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(3) s
LR L

4) BE - ftRAEOEE Y
fEE AR FIC 7L aF Yy — v (7 L) 100mg & 25 T BHIRO#EE L= & 2 0¥y
Bhie CESE T EEEZE, n=12) ZUTDLBH ThoTr,
BHEBGERIIE, T BDOREL R 272D, Coy LVAUC 121, BRFOHEITIZLE A LRO LN

Nl
Coox (1 g/mL) Ty () AUCy 7, (ug-hr /mL)
Ze Gy 2.49+0. 43 5.0 85.6+13.5
=% 2.42%+0. 49 3.0 89.6+19.9

2. EYMEERP/NS A —4

(1) f@AE
1—a = F AV FET I L DARAIDO PK RT A —X EZEH LT,

(2) RULEETEH
50mg 71 7 VR E 1. 295hr !
100mg 77 7 & LA Ri#E 58 ¢ 0. 486hr !
400mg B 7 VB HTE 585 ;1. 105hr !
SCHk 29) KON 30) (IZHESWTHEI L,

(3) HRERETEH
50mg B 7 VB RHTHEEL 5 ;0. 022hr!
100mg 77 7 & VAR HEEIE 5.5 : 0. 019hr!
400mg B 7B VBT HLE S G0 - 0. 024hr!
SCHER 29) KON30) ICESWTHRI L,

350mg KA vy FZeER A G % 1 0.0195hr !
1400mg KT A > v 22 g R B A HFE % 1 0. 0187hr

4) 2IUTF7S2R
50mg 1 7B /VERTHEIRE S 1 1. 02L/hr
100mg 1 72 /L &RTHLEIF 5 : 1. 09L/hr
SCHR 27) ITHEESWTEH LT,

5) HFWBER?
50mg 7 7 VHEIR L (R AS T8 #l) :59.4L
100mg 7 7B VEEI S (fEE A B 1 6 #51]) : 55.4L
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(6) Z it
DR L

3. BEH (REaL—Tav) @

(1) fRfrAHE
TV HBITERK T A ER LU EER OREM (R b—a ) @i
MigEF 7 /v a b —VREET — X2 &2 1 RIRGERE & -2 /= A MET AV E LTI L,
RHEMSEYBREfT 2 i L= & 2 A, CL/F IR LTERBE NI LT F=0 « 7 VT T ADR
B Vp/F ICH L CTHREORENRE SN, ZhoOHEENMET ORGEEICS 2 5L
MLz ZA Z2VT7F=2 7T T AROREICIREE & E ORENRD DAL, RiEE L
HEFEG L OMOREEZ R X ) Z2EEIEERD bl ho Tz,

2) 185 4 —HEHER
LR L

4. [&u 32)
NAFTT XA ZEYT 4
#790%
(%)
BEIZTVaF Y= (B7kL) 400mg 2 1 H 1[5 31 HRERRO®RE L7ZREO g PiRE TR 5%
5 HEE CRHEMICER L, #IEIBLGREOK) 3 512 Lo, URRITERREL 2 | BE5K&KTH%
O I35 H R R IR T A B 5 SR IERE T H o 7 Y,

BN BRI S D,

s RN - 8 4 7 /v — )L 50mg % N SUTE RN G- L7z RE, &% @ AUC (Il PR EE - B
AR P i) X0 ROEGROWIEEZFHT 5 &L 89% &7 5,

(B%:7v b

TaSY —)vET v MMZ 10mg/kg FE O #BE U720, &5 1 B Chlem M iEE (9.9 u g/ml) (2
L, AT 4. 7T B TTH o 72,

5. N

(1) % — AP BB
AR L
(B SEATF—4)
VI-5.  (4) BEE~DBITHE] BIR

(2) Mik—RREEREM @B
MR L
(BE: 7y b
HIRT » M7 v aF Y — b 10mg/kg & ElRNIE G L7256 BB ONSIRF O T, B PN i
IIRHMA D ME, BeE, ok, FFlE. BEIRNEEE S IIEFERE T, IBF~OBITRRD bz,
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(3) EHA~DBIT
MR L
(BE: 79 M)

S ORALT v M7 aF Y — L 10mg/ke ZEARNES LT
we/mLIZiE L, 24 BEEZICI3 0. 120 g/mL TH Y . I FHBITHRD Hiv-

(4) BER~DIEATIE

T3 T = OFEIZ XY B ORIE T ~O BAF R BATHRED b,

BEIRR BF I 7 V3 ) — L E R O SUTRIRN S L7234

Yotr, 5% 8 RFRIC e

. . T P T P Mg | BER IR
Bgmik, RIET (hr) (p g/mL) (p g/mL)
1 A 200mg 20 8 5.7
2 #7E 400mg 20 17.5 16. 1
3 P& H 200mg 5 11.8 8
4 1 100mg 5 4.4 3.3
¥ LEBNCRBWT 1~4 DJEICF S L THIE
XK HZNET D E TORRR
BESA RIS 7 )V ) — L 2R O UTE RN G- L 72854 Y
. L | PRHRE MyE H R Tl i R B/ g
Bk, BEET ) (4 g/nl) (11 g/nL) (%)
& 1 150mg 12 5.9 3.5 59. 3
& 1200mg 38 11.6 9.2 79.3
Fd 200mg 14 5 4.8 96.0
¥ EBHTEBREORD, BEBI%ES
(%5 HNEANT—4)
@ RN B 7 L 3 — L B BRI S LA
. L | BeE R | RERERRTT | MIE IR | RPIRE | BERR/ Mg
ke BT (hr) (wg/m) | (ug/ml) (%)
HfE 50mg 6 1 2.36 1.12 47
FE 50mg 6 1 2. 14 1. 20 56
EE 50mg 6 1 2.81 1.46 52
F i 100mg 7 1 4. 50 2. 80 62
#d 100mg 7 1 3.86 2.26 59
#1E 100mg 7 1 4. 96 3.17 64
X BEBIET D E TORFH
VIL. JEpEhfglcBd+ 25 H 32

2.9




BRI T Vv a )y — NG Lga Y
\ PRk | e | g | seheE | seik/ ms
PR, P
) (hr) (ng/m) | (ug/nL) (%)
11 200mg A ] 4 4. 49 2.57 57
o 50mg 13 2 6. 45 5. 24 81

X TERRTET D £ TORFH]

(B%E . UHhX)
BT 7 RO E U FIC T v =) =)0 10mg/kg & FIRNICHER G L7286, BRI RS

]
Mg TN, WENOEA b R BER TR I 4.6 1 g/nl. THHEF O 60% TH-72 2,

(5) ZDthoEBA~DFEITHE Y
- BRI IR E Y
SRR D A RERE 15T Bl & %t RIC, 73 )Y — L 150mg ZHERRO#%E Lz &, #5%
24~168 I E TOESWR D 7 )b a ) — LB E T E R D 67~92% ThH - 7~
F 77 A8 W E CTOESW T D 73 — LR (SEE 0. 793~2. 10 u g/mL. i u g/g) 1.

SYBERIE ST C albicans \Z%3 5 MICy (0.25u g/mL) % kA TU iz,

FRiR Be G- 1% e (h) 2 24 48 168
g - S N r |66 | e N I 146 |
B P (ug/ml) 3.76+1.13 | 2.44+0.414 | 1.06+0.431 | 0.138+0.115
N R S M 57 | 6 ] 153 | 40|
(B TE) R (ug/e) 1.06%0.763 | 1.65%0.685 | 0.793+0.493 | 0. 118=+0. 180
Sl I B B 2R (%) * 28 67 74 92
N N 154 65 153 138
(ﬁﬂfﬁg{f?ﬁm """ MEEE (pg/ml) | 1.32+1.06 | 2.10%1.03 |0.839=+0.553 | 0. 107=0. 105 |
S if B bR (%) * 35 84 81 81

* Sy s h e L/ i HE P BE X 100
) B P HRIER T D ER K OSMRER ODEE « DRI OMIE - AR, V72O ZKGE

IhTwWb,
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- WRIR T Y
7 2~V REERF I 7L aF Y — L 100mg X% 300mg & HERE O S L7354

A & B ) * MIEFHRE | VR WEIR / 1L T

(mg/H) (hr) (u g/mL) (p g/mL) (%)
100 8 3.2 4.0 125
300 4 5.5 9.1 165

St B i VRS I B R ]

- FiiifEER~DRAT Y
JifigeE K OV IESAE B 14 Bl 7 L33 F Y — )L 200mg 2~4 H % A #%¢5- U 7= HEo il B CI3op
1. 7ug/g THY ., FOROFHMIE TR 8.2 1 g/mL @ 94% Tdh - 7=,
(B%:7v k)
F v MT Me-7 v aF Y —)L 2mg/kg R AL LI-5E.
77

DT ORREC BITIE BRI L

UC-7 L) — ) 2mg/kg #% 0% 55 O eafilikNEE (7> h) 9
(pg/mL X% g)

AL fk 1 A 24 IRFRH]
& 1.04=£0.03 0. 08+0. 00
i3S 1.16+0.04 0.12=+0.00
E R R 1.80=+0. 06 0.10+0. 01
fg R 1.59%£0. 06 0.10=0. 00
HOR IR 1.17£0. 04 N. D.
TN - 2.06+0. 05 0.12+0. 00
Bt K 2.14+0. 07 0.17%0.02
iR 7.20%+0. 14 0.75+0. 12
M i 1.67+0. 04 0.11=%0. 01
e N 1.93+0. 06 0.122+0. 00
E 2.37+0.08 0.16+0.01
= 5 5.19+0. 26 0.24+0. 03
#HOOM 1.06+0. 04 0.07=0. 00
O il 1.78+0. 08 0.110. 02
O 1.52+0. 04 0.10=0. 00
CIRRYAN ! 1.6240. 11 0.11+0. 02
i A 1.56£0. 07 0.09=0. 00
=] 0.35=+0. 04 N. D.
I 0.97=+0. 06 0.25+0. 02
o JE 1.43+0. 05 0. 09=0. 00
H 11.1+2.11 0.30=0. 06
WNEY) 33.449. 17 0.35+0. 09
/7N % 2.77+0.18 0.33+0. 02
WNEWY) 4.25%+0.55 0.55+0. 01
x B 1.50+0. 18 0.27=0. 02
WNEY 1.25%+0. 18 0.53+0. 05
. 1.94+0.07 0.127+0. 01
I AR AR
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(6) MPEAKSE (/n vitro) ©
v hOMmAEC C-T7 a3 S — v 10 pg/mL ML, 24 R EHENT 2170, IR AR &% 4%
BE LZRER, 12.1+20.3% TH - 7=,
(% :7v b
HC-T v aFy —) 2mg/kg HERIRNEE G- L7 > & () 5 5 5% KON 4 REfE# o i E [
FEARERINABEEICE VHIE LR, 202 14.9520.8%, 11.4+1.4% CTH VY, /-, FH
BAEROEBEE LESAO®RE 4 FB#%OMEEAMSAFRIL 14.5£0.9% TH - 72,

6. Kt

(1) FCEBIERL R UM SRR
AR F 37 v aF Y — (7 &/L) 100mg & BERR A& G L 7=BEORIZ OV T &l
Krua~ 7o 7 4 —ETTNVaF =k, FlmHATa~ NI T T EESHE TR & H
FELTZRER, #5120 B &£ TITRPIIREAD 7 v =T — )L 17, 3% HE S, A
ELTIEL2,4-bU T —Vid 2.43%, L~ U 7 —ARD 77 v U ERFIARDS 0. 18 %0 HRE &
niz 0, UEORRNS, Tk — L ORBIRIEIIB R Y 7 — AR ERETH D | b
V7Y =R 7 v 7 b e a5 565 O L HEE ST,

T aF S — L OHEE R

OH
I\L‘\’"I\I-CHz_(':-CHz-N’[\l:‘\I
\N/ P \7N

F
Ta)—
v v
e N
SN 4
NK "N-CHz—G-CH20H Ny»?
N F H
1,2,4_NIT7V—L
F
AN A 2N
Nf\ CI)I_1
K /N —CH2-C-CH2-0-GLU
=~ -
B GLU: Zvra g
Furariginais

(B3% 7w h)

v MZMC-7 v a ) —)L 10mg/kg ZHARNE G L7254, #5104 24 B £ TOR KL OFEH~
DRZACEDOPEMHRIL 82% TH Y | ﬁﬁ%iLz4k)7/~w&0%b)7/~ww@7w7
0 R AR DT NICERD BT E RN T
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(2) RHIZB5TIBR COP%) OHTE. H5%
DR L

() NEBBHROERRUTOHE
A B L

(4) REMOFEOERRUE L, FEILE
AR L

7. it

R BT AH] 50, 100, 400mg & HEIRA# G- L7z & X DRM 7L a )y — UiEisEiL, 2h?
F12.4, 38.7, 83.2ug/ml (%54 SEERHILAN) (2 L7z, £72, 55 HA X TORE(KDR
hHEER TN T RO HRICB W T HHI 10% Th o722 %9,

(BE .Sy N

Z v MZMC-7 v aF > —) b 2mg/kg & A A2 RO L2 REO IR & O BFEHEIR A2 JE LT, &%
A% 5% 168 B & TO R~ BREHEMR1T 89. 2%, #H~DBREHEMRIT 7. 7% T, IR
HoPEi 2 —2 (JRY¥ 92.3%., #FEH 4.4%) LIFEALFRLTH-T-, X, —EBTIEER DM 5
DRI Sz )

8. FZUVARKR—EF—IZET B1ER
PMER e L

0 BHEICLIRESE

(1) BIREEH Y
e U 75 o 2 fE1% 0. 26~0. 33L/h THh 5,

(2) m&EBEH
WM ST BH 4 Z127 03T —/b 100mg i 200mg Z HEIFFARNE S LIz & & OFRERIT
59% T 0  MIEHF O 7 V3 — VIR EE T 4 FERE O MENT IS L0 5 EOK)33% & 7o 72,
(BE HEANT—H) Y
3 R O MBATIZ L 0 M E D 7 v 3 F > — VR EE 1359 48% -5,
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10. HREDERERIHESE

(1) BWeeEEssE"

(BE SEANT—5)
EHRelEE ORER (7 LT F= - 7T T o AMEROENATE) ISR 10 43D, 4 BRI
ST BNBERRF S, BHOI LT F=r - 7 VT T UAMERY, T a Tty — L0 E

B3, UTFTo X icgkbshni,

- Cor | CIES SR 45 9~10 H H o> Screenling H)
N=10) | (nlL/min) (ng) B 5 (ng) Cer” e
(HB1HA) (mL/min) (k)

1 >50 400 200 107 (79—174) 51

2 21—50 200 100 38 (22—49) 56

3 11—20 100 50 15 (11—22) 064

| miwEn | seeo | 3@:& f o 17

*%Mean (Min—Max)

FORMER, KEICBIT S 10 HBOERNBREORKEIZLLTO LS Th o7,

ita bR AUCy -5 Coax tis
(N=10) (mg) (u g+hr/mL) (ug/mL) (hr)

1 200 217.71£38.6 12.60+2. 00 36. 7

2 100 211.7£59.4 10.24+2.51 84.5

3 50 117.9+12.9 6.01+1.00 101.9*

4 100 107.5+12. 8 5.27%0.82 —

kn=7, k*xFEo2~10 HHO¥HFE

PUbXy, 72v7F=> 207 T AED 50nL/min LLFOE, BEERFICBITA 7 /La)
VORI, BEHED 50% & L, MEKENTEE TIX, S T% 1 EREGET 52 82 HE
ZEeEZ NS,

el L, B VX RBICERT 2R K UOSMEEREF I 1 &S (7/r=aF Y —/L 150mg HiA]
#5) T256. HEREOLEITRWD, BTEE TILEMK TRICKRET20LERD 5,

E) 712 P AR D HER KOS REER OBEE - DR K OHIE - BN 7RO AR S
nTnd,
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(2) FFigeElEEEE

(BE SNEANT—5)
FFEZE BT L, 73S — VTR 100mg/ H Z 45 L 2B RN EN B & it L7,

it i e G e Ae
(hr) (p g/mL) (hr) (1 g-hr/mL)
s & 10 — 2.77+0.73 32.7 69.4+13.9
JH A RE IR 9 — 2.61+0.64 89.5 200+113
Mean=S. D.

Q) =g ™

ST LT F = e YT 5 A 37, Inl/min O mEERE CESFER 81.95%) I, 73y —u
100mg/ H % S EER G L2 & & OFEYEhRE X T A —X [ ILLF D@ TH o7,

R E DIRNEIREIT, AR D IANENE & e LT, BT OB ERIE, 1 rhiEE o S
NH BT,

= ¥ Tmax Cmax * t 1/2 AUCO*24

= I
RER PR wn | (e (hr) (4 g-hr/nl)
100mg 6 - 4.9+1.7 40. 6 249.9

K Cpax DI T B DIES 2 U E

4) MR

(3% HNEANT—4)
5~13 7% D HIV &Y NR B, 7 aF >y — L& — &%, 2mg/ke. Smg/kg O FH & A IGVETE &
LCHRBERORG LIZEZD T Vv a )l — LOIEYENEE T A — X (ZLLTOBEY THY , HFK
AN LT, RRREOMGREICELRZ Y,
ek (o] 5 | GG | w9 | e
2mg/kg 5 | 0.5~2.0 | 2.31~4.40 | 19.8~34.9 40. 6~58. 2
8mg/kg 4 | 1.0~4.0 | 5.44~12.14 | 25.6~42.3 133.9~241.9

IEs B e D/ NEIEEEREB B EIC 7V a)F Y — )L A 2 BEEERAEC 7 AE¥ES Lz & = o3EE)
HERT A— R IILLTDEY Thot- ™ .

) C t AUC,.
By i s (1 g/nL) (hr) (11.g-hr/nl)
TEREEE THE | 7HA | 1AA |[7TRE | 1HA 700
2mg/kg 6 5 - 3.9 5.4 20. 3 20.7 89 76
4mg/kg 7 5 - 6.4 10.5 15.5 17. 1 120 110
8mg/kg 11 7 - 9.5 14. 3 15.8 16.9 186 201

VII.
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(& SEANT—5)

INREBEIZ T Va3 T — & 2~8mg/kg ik H (FT7 A 2y ) IEIRN FRHER) &5 L7

EZAHMNRICEBI L2 VT T AE, RADIZ VT T 20K 2 ffmVMETH - 7o,

i CERIED &Y P (Rpf) AUCy .. (pg+h/mL)
HER AR FE 73.6 (1 HA) 271 (1 HE)
1% 24 BEILLN 6mg/kg 53.2 (THA) 490 (7 HE)
(n=4~11) *? (3 HEIFR) 46.6 (13 HE) 360 (13 HEH)
11 H~11 EAEfERE
H » H B[R] ER 0 o
(n=9) 3mg/kg
9 H~13 5% HLIEI#E H o5 0 9 917
(n=14) 2mg/kg
9 ~13 % B[] 0%
# A ~13 % H[a[#Rk O 19,5 263
(h=14) Smg/kg
IS PR 17.4 %9 67.4 %Y
(n=4) 2mg/kg
5~15 % }i?ﬁ%%?j{ 15. 92 7 4) 139 7 4)
(n=5) 4mg/kg '
5~15 % }i@%@a 17. 6 1 4) 197 1 4)
(h=T7) 8mg/kg
SRS T % SAERE D 155 9 AL 6D
(h=11) 3mg/kg ' '

VL FA EEERER, BRI RS A vay S
:n=7., THH :n=9, 13 HH :n=4)

E2 a1 F A

AUCo7s (1 HH :n=11, 7THH :n=10, 13 HH : n=4)

E3:n=16
E 4 EREHOME
E5:1HBEOME

11. Zoith
BA=N-2 2P
VII. #E@EhreicBlJ 2 IHB 39




VIII. &2t (EALDOZESF) ICET HIEE

1. Z2E5RBELZDER
BRE STV

2. ERARLZNDER

2. 23 (ROBHIZEEBRELLGENI L)

2.1 ROFEREZRGHROBE NI T YT A mAVIAZ I AR - K 7= o AT
oEALTUFEY L Ve ez adX Iy =V BBV, TRAFTLEN, X T
HAEN T AFTLENL - RTSGTENL, TELZDE Y ANVAFLE A REFY I
TEN=UE, uIAE R, Tatfrkl TV R (1001 B8]

2.2 ARHNTxE L CEBUE OB D & 5 B

2.3 WG AR L TV D A REME D & 2 ot [9. 5 &R ]

< fifgan >
2.3 MRATEMEZ G D IEBIERE N H D % Ty ML IR TERERDOFE RN LN TND P

3. PEEXIIHRICBEET 5:FE L ZTNER
BEINTHZRWN

4 FRERUVA=ZICEEYT HFELEZTNDEH
V-4, AIEROHEICBEET EE] 22RT52 &,

VIII. Z4ME (B EodrEss) 1+ 4HEAE 40



INEA~DRG R ORERIR G- B (ng/ke) BEHFE

BhH& (mg) #5280
50 100 150 200 250 300 350 400 #iPH (mg)
15 3.33 6.67 10.00 50~ 150
16 3.13 6.25 9.38
17 5.88 8.82 11.76
18 5.56 8.33 11.11 100~200
19 5.26 7.89 10.53
20 5.00 7.50 10.00
21 476 7.14 9.52 11.90
22 455 6.82 9.09 11.36 100~250
23 435 6.52 8.70 10.87
24 417 6.25 8.33 10.42
25 4.00 6.00 8.00 10.00 12.00
26 3.85 5.77 7.69 9.62 11.54
27 3.70 5.56 7.41 9.26 11.11 100~300
28 3.57 5.36 7.14 8.93 10.71
29 3.45 5.17 6.90 8.62 10.34
30 3.33 5.00 6.67 8.33 10.00 11.67
31 3.23 4.84 6.45 8.06 9.68 11.29 100~350
32 3.13 4.69 6.25 7.81 9.38 10.94
33 3.03 4.55 6.06 7.58 9.09 10.61
34 4.41 5.88 7.35 8.82 10.29 11.76
35 429 5.71 7.14 8.57 10.00 11.43
36 4.17 5.56 6.94 8.33 9.72 11.11
?ii% 37 4.05 5.41 6.76 8.11 9.46 10.81
38 3.95 5.26 6.58 7.89 921 10.53
39 3.85 5.13 6.41 7.69 8.97 10.26
40 3.75 5.00 6.25 7.50 8.75 10.00
41 3.66 4.88 6.10 7.32 8.54 9.76
42 3.57 476 5.95 7.14 8.33 9.52] 150~400
43 3.49 4.65 5.81 6.98 8.14 9.30
44 3.41 455 5.68 6.82 7.95 9.09
45 3.33 4.44 5.56 6.67 7.78 8.89
46 3.26 435 5.43 6.52 7.61 8.70
47 3.19 426 5.32 6.38 7.45 8.51
48 3.13 4.17 5.21 6.25 7.29 8.33
49 3.06 4.08 5.10 6.12 7.14 8.16
50 3.00 4.00 5.00 6.00 7.00 8.00
51 3.92 4.90 5.88 6.86 7.84
52 3.85 4381 5.77 6.73 7.69
53 3.77 472 5.66 6.60 7.55
54 3.70 4.63 5.56 6.48 7.41
55 3.64 455 5.45 6.36 727] 200~400
56 3.57 4.46 5.36 6.25 7.14
57 3.51 439 5.26 6.14 7.02
58 3.45 431 5.17 6.03 6.90
59 3.39 424 5.08 5.93 6.78

HEENTE Sy« AR S NG5 3~12mg/kg D HiPH 2 2R

VIII. Z4ME (B EodrEss) 1+ 4HEAE
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5. ERELGEAMIE L X DER

8. EELEXRNIE

8.1 AANBERBICHT->TE, HOENTDHINLT 7 U URAOFELZWRL, ULT77 &
OFRT2581%, 7 a b EURREE RO v R T A R ORI HRTR SEEICR S
T35 L, [10.2 2]

8.2 IMykFEE, AEBEE, S, &4V v AE, DS, QT IEE, RAEIRRS Hbivd
BENRH DT, RAFNOELGIZES L CTiX, EMIIC kiR, e - IFfGEmRE, HE
fREME, DEMBESEAZ1T5 28, [9.1.2, 9.3, 11.1.4-11.1.6, 11.1.9, 11.1.10 ]

8.3 ARANOEEHITHE LTI, 7vw%—%&m\£% BREESFIZOWT M2 a1T5 2 &,
[9.1.1, 11.1.12§H€]

< fiEEH >

8.1 2016 46 A . Y%[E MHRA (Medicines and Healthcare products Regulatory Agency) I%. I =
T (T VREEREE) LUALT ) L OMEERREDN D EERHMFERICON
TEERBAGRE ~OEEWRE 21T o7,

GOV. UK : https://www. gov. uk/drug—safety—update/topical-miconazole—including—oral-gel-

reminder—of-pote ntial-for—serious—interactions—with-warfarin

ZOtE®REENORIEH OERBRNEICESE | ARICBNTEI 2 — 0 @07 0H - 35
F) LULT 7 U ORISR E ot BT VL RPEER THD 7L aF Y — L KA
TN F =R ORY aF =V ORMSCEICBNTU LT 7 U EOMEERIZ, T10.2 Of
RER] OHETBRICEEWEZ1T o TN 2728, ZelE MIRA DR, KO ER 3 AW TH Y
NTZ77 IV EOHFRAICED INR EFRTULT 7 U COERNER L Z Ik 3 HLAEEDbNSD
JERIDNHME I TWD Z &b, 18, EEAREAWER OBEICTULTZ 7 U EOFHIZET S
HEEMEAITY Z LI,
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6. RENDEREHIHBEHICHT IR

(1) &BHHE - MEEFOHDEE

9. BENERZEIHEBICHTLHEE
9.1 &8HE - MEEZEOHIESE
HTEN e RTAvay SIHGE
9.1.1 EMBHEDCREEOHSEE (AF|Ixt L TABECREROH D EBEEHIZIEESE LWL
&)
[8.3, 11.1.1 /]
9.1.2 MEEXIIEREEREDHHEE
DM (torsade de pointes & i), QT R, L=EME), BEE7 o v 7 RIRENRH b
N5 ENRHH, [8.2, 11.1.10 ]

RIALvmy DRk
9.1.3 B/EHTILY F—AFEHE. FLI—R - H59 b—RRIRFLERIER I S—F - 1 Y
TN —ERBEDEE

L7 % Ve VT T U ARBREIT, REBEWT D, BEREE ST CTHEH
#é_kom$7w:f/—w%Eﬂ%ﬁ¢5oUJ%%]

9.3 FF#REfEE RS
ATHEREEE 2 BAL S 2 23 H D, [8.2. 11.1.6 ]

(4) &hERExHT 5E
FRIE I TV

(5) 4w

9.5 bE4F
PRI SUTAENR U TV D ATREMED & 5 IR G- L7 2 & AT TR % &8 O JEBIHRE 23 &
2 50 59,60 [9 3 3R]

VIII.
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9.6 RELIF
BILRNWZ ENEE LV, BT ~DOBITHARD LTS Y,

(1) MR

9.7 INRF

FAERIZBWTIE, HEMBICEET S 2 &, BHREDN R 72 O ifn A B i 3 e K9
%, [16.1.2 8]

(8) =t

9.8 BE

HEZ2OWNCHRGHBICER T 272 PEEICES T2 &, AAIFEE L TEE» SHEES
BN, EEE CTIEBHEIENMET L TWA Z NN 2O @ WL 7L a5 — VR E AN it
HBFNNHD, (7.1, 16.4, 16.5 ]

1. HHEEA

10. MEEHA
AANE, CYP2C9, 2C19 } N 3M4 & FHET D 2,

(1) BHRZEEZOEH
101 BHAZE BALABNLC L)

S|4, BRPRAESR - HE 5 Wy - falRE
RUTYFH (v | BYT YT AOREEERICE D | AAFNIL 2 S 03K Ok
EAVZ) gD FA. (EROHEEEK | B2 £ 5 KEEETH D
[2.1 0] OV REEOERS DS 9 . | CYPIM FIET 2 0 C. B

X vz b oA o EE
BERTHZEND D,

VITI. &2 (R LorEs) 1+ 5HEE 44




<t >

KT YT A

N7 Y5 AEREEA (At 7o Tary—L) OMEERICE LT, —EE5RT v
B3 A X R aAF—_"—{ETHRE S, fEFRA h=12) (7 vaF Y — (100mg) . 7/V
BT 42 (250mg) . XTI ARE 4 HEROBRSG Lz, 4 BHIZ1BI MY 7Y F 4 (0. 25mg)
PG LT, NUT YT A% 1T HRICh o TiEREEARE Lz, 7Aaf Yy — s
BETIE, 77 R BEERACHEE L, MY 7Y T AD M P - R T s (AUC) 23549 2 fi5 (12.2
+1.4ng * hr/mL 726 30. 0£2. 6ng * hr/mL, p<<0.001) (TR L. MR (T, 135 2 £
(3.70. 3 WA 5 6.840. 6 I, p<0.001) ICHER L7-, Femf s (C.) bAEEICEL 2
572 (2.0%0. 2ng/mL 725 2.5+0. 2ng/mL, p<0.05) , 7/ aF YV —LEERETIE, 7T BREEC
A N T YT AOERHOR B E OERRRIEE N A BT, 7vat >y —re N7y
FLADOMAERIZY batb Yy —n1of b T afb Y — L EOMAERICERTHOAER EEET
HdHEBEZLND,

HKH 4 %

EEAER - FEE Tk

b - fabRIA T

LI H I BRI -
WK T A AT
oL ToFEY (T
U7 I UEREEE)

Yk Rrx)a Iy
[2.1 58]

T = v R E WAl E O
CYP3A4 ZPHES 5 3HA & =L
TFEIVEOPFHICEY, =
IH I OMPPREN EF L.,
M35 EAEEORIEH 28 2+
BENWRD D,

AFNT Z 5 O HEHF O fFfigiz
B EZLIRBEETHD
CYP3A4 ZBHET 2 DT, fFHIC
L0 2o R O i H R E
NEATLHZERH D,

<fiRgn >

TIAZI, Ve RrT L AZ I

ThaFS =l dZ I XiEVe Foxo 34 2 0 OMEEROBE TRV, LA LA
Do, =y IR Ve Faexo)ba g I RIFIORAMSTED 12,
DOHEIZ TN AT — VOTHENENTNWAZI L EEE L. AFNCBNTE 2.

M=) & L7,

M 1001 PEHZER

ﬁE"J
IS ey A}

FEHNA EERAEAR - FEE 51k HeSF - SRR
FoUU (U UREE | 2O OFEF O M TR | ARENT Z A5 O A O RIS
) ATHZLICEY, QT R, | BTS2 FELLLI2RBBERETH D
[ SN torsade de pointes Z3EHLI | CYP3A4 #[HET 5 DT, HHHIZ
[2.1 2] LBEENDRD D, £V b oA O i H R E
NEHAFTHZENDD,
<t >

=, BPEVLR

0.1 f

Taty e F o Uy EEY R E ORI U CHRAR IR B S O BRI 7T —
U7V, F=U 0 BEY RIICP3M TR ENDZ &b, 7raty — L EoffHIck
DR=Vr BBV RORBAIE SHL. ZH D ORHF O MR LR TTREMDS # < | Q1 4E
£ torsade de pointes DFHEDBZNNH D,

VITI. &2 (R LorEs) 1+ 5HEE 45



B il

ERAREIR - HEE T

PR - fEbRIN

T AFFLENL (KN
77)

BT HAE N T AT
TLEN T T T

TS O EHF o i R E S b
ATz licky, FRERD
BITERMAFBLL , F-@mET
LBENLD D,

AHNT Z 5 OFA O T
BUILELLIRBERTHD
CYP3A Z[HET 5D T, I
L0 s oA O R E

(VA —RREEE)
[2.1 5]

MWERTDZEND D,

<SR >

TAFFLEN, FIVFTRAEL « TAFFLENL - X7 FTE)L

TiaFS— )L T RAFTFLEN, NFIF T THEAEIN « TAFTTLENL - X7 T T ENLREEEE
OFEAERAORE TR, LNLAENL, TAFT T LEARHF, #2752 A )T ZAFFLEL-
R7 T T EARAERAORMCED 2. 25 . 110.1 %z OEIZ7 V3 Y —LORE#E
MENTNDZ EEZBEL, AFICBWTY 2. 22 . 110.1 §HHZER) & Lz, AFIORFR
BEEREIAEEHICL Y, 2o 0EA oM AP EEN EF LU, FFREROBIERNRE L, F7-EiE
fbTaBEnnd s, <2017 47 AKGET>

N4 F
TEL=UEY (AT ey
7)

FIAYIEZ L A RFY I

WERIEAR - HEE 715
A FFaFy—EofHc
L 7ELr=U o AUC A
RIS TY

Iy - fabRIA
AANTZ NS DA DT 5
R CTH D CYP3A4 &
EFLH0T, PFHICEY 2

NTEBL=TE (LA | B, 5 OHEF O M EEN FHS
ABLAFE) HIENDHD,

[2.1 /8]
< fifEE >

TN ANAYPILF L AREYIN - TEL=UE
TENL=DE S ANAYP LA ARFY I TEAL=DE VA SEDTA SCED 2, £
KONT10.1 PRAZE) OIEIZ, 73T Y — LR OKR AT )L aFy — NSz 2 & &%),
2. #2) RO M10.1 PR OEIZT L=y AARAPFALELY ARFYILTE
W=V EIBR LERME AT Z 2 LT,

VITI. &2 (R LorEs) 1+ 5HEE 46



HHI4 & BRERIEIR - FE 7R By - fabRiA 1
DIZER (VY7 AXEy | eI XEROMPBEBENREL | KB b0EF OIS
) S ERTIBENARD S, RiEEZE TH D CYP3AL % TH
[2.1&H] EFLH0T, JFHICEY Zh

B O IEA O i A EF7S
DT ENDD,
<SR >
2IZER:
0 XE RAVVBIEORMCED HFHEER) OHEIC, 7rvaty —AingE#fisnizZ L%
. TR RO RS OEICe I XY REBR LEBMREEZITH) Z L2,

AR = &tbf/w&ﬁmﬁﬁii IEAR AT V3 )y — VORI NR, AT va)
— VRN TIRIEZEIEERIKTH 2 7 v o) — ik s méné Enb, RATZ LA
+7~wmﬁwf%7w:+f~w&ﬁ% CHEMUEAITO Z LI LT,

SN 40 BRARSEIR - $EIE 1R o SER
Tatrelr (atky) I OEANOMAPREN L | AANIZ D OHFDOE 5
NTGT Ry (Y —H) U, fEHARMT 2820 | (UHEEE ThH DH CYP3A4 % FH
[2.1 /] Nd 5, ETLH07T, PFHICEY 20

5 OFH O M REEN EFH9
HIENRDLD,

<fiign >

A=Ay R il IV

TuaFre ) CORMCED 2. ) KON T10.1 PERER] OEIZ, 7ra Tt — L FOVE A
7w:+7wwﬁﬁﬁénk:k%ﬁﬁ\m.%EJ&UHalﬁ%%EJ@ﬁmjmfyﬁy
VEBRELERBREAITH) Z LI L,

NT R

VTS R (5 — K MER T 7 — <R E) ORI SCED 12, 22 RO 101 §f

HAEE] OEIZ, RUary—b (A4 720 R), Zary—b (PTNVhY) FRAT L
aFY = (Fav7) BEisniizo, 12, 22 RO 1101 gifzEs) omElic Ty o R
VI EBINL, EEMEEITHY Z LT Lz, 2B, RUGETIIMHAERME TFEOWRMN LE L DELEZ
HEJE L7-SGT Th D B3 3240 U 72 Y% AERNCBE T 2 BRI T 72\, VT o RUSERRE
DT CRIIT, RV aF ) —, Taf Yy — L ROERRAT7La) ) — L L FEREIC CYP3A4 FHEE

KNS EINAFr Fa by — A EOROAFTELANRNLT T R OEYEREIZ 5 2 A B SN T

I T3S
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(2) HRFELZEDER

10.2 FREE (BRICEETSZE)

AT TFa Tz
e a7 e

$&|ﬂ:‘:7j§gbé 65) ~68) .

rLraxys

L axy 7 oMmpEER
THZENRDD, REZHEHFO
BECTRELax 7ok %
HENLRMGT HZ &,

N4 BEARER - $5 18 ik B - falRIA 1
INT 7 7 har e URMOER Y | AFNE 2D O3EF O fFiEic
(8.1 & ] LU INR ES- RO i (5, | BT 2 - 5REiEEETH D
S, MRS i, MR, T | CYP 209 ZFHES 5 DT, HFH
E) OWMERD D, W2k s oFHK o
Trx= RV INHOEAOMFPEE RO | EREATLZLENH D,

|y VR SN

Yy DI FRE EF KO
IEMERH Td D B VR Rk
DMLAPEEER > O 8 5 9

AHNT e v ORI E
5 ERZLIRHERTH D
CYP2C9 Z[HET 2D T, FH
WL IR TH D L
R U FRAR O I FP I EE 3 R
HZENBD,

HMG—CoA 18 JTEE R FH 2 3K
TIVINABR T

T RIVIN AR F
URNARF

TS DA O i R A
THZENHD T )

AHFNT 7 VX2 2 F o DTl
BT E-REEETH
% CYP2C9 %#[HET 5 DT, ff
HIizk v 722500
HIREN ERTH5Z 035
5,

AHNT Z 5 O FRE O g
BF5ELLNEEEETHD
CYP3A4 Z[HET DT, FH
IZ& 0 2 oK o i
ENERASTDHZEnHD,

BN

H NP O ERN
H U, B EM, HFEv, B
EENIEEL LT L OWENH B

74)

SEST A
=y P AN
A R

IS OEAO M EE ESO
$|?i,ﬂ:,:7j§;§)5 75) | 76) .

ARFNT Z A 5 D HH D AFigic
BILELLIR@HERTH D
CYP3A4 Z[HET DT, FH
2 &0 2B oo HEA o i
ENERTBHZLENH B,

VITI. &2 (R LorEs) 1+ 5HEE
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v U RF
v T T AT
TY 2w A

AL F W R - fEE Tk BEFY - fERRIE T
Fv T AEEHIHK I OFEAOMFIRE EF O | KFNTZ S OREA ORI
il SC S I X BERANRHD T, B ELDIRFERETH D
vrehTAhuaA K% CYP3A4 Z[HET 50T, FH
P K 2L 2 S OFEHF o i

ENEATHZERH5,

Ju v rF=7

N BZENRH L5, CLEHTOE
AT 28T, 26 OHF| DRE
EEETLEL BT, BEORRE
PEEICHETHZ L,

LUARLFHY b

LURLbL xS hofmfiEE -
AOHRENH Y | HIRFORITEH
DR INDBENNH D, AH
LLURLEY U FOPFEICH
7o ClE, BEDINEAEEICH
BZL7-ET, VAR LIY s M
HGOwGBEZHWT5Z &, 728,
IR LY 5 P N S AV
Z1H1M2.5mge+H2 L,

A YR

SN A RNAZ y NOFEIEH D
BMEXNDEBENRH DD T, BE
O EEICBET L L,

Zra LA™ v | 2 OEFO M EE SO

ZRY ™ WENDH D,

Tz, PFHIC K W EEOHREN
b5,

Vo757 T7F V77 7F o DAC FHE-OBEN
Ho. YTy TF o OIERNEER
THBENNH S Y,

DI N R =% U N FEALDAIC FRO®BERH

=< hLLAENL-VU | B,

F e =)< kL)L U R FELD
MmPEE FRoBEAND D,

F¥a Ry Fx T a oD AUC EH- OGRS
»H5D,

MR F 2 NN T Z Ol EE FA- o
WENHY, FAANTEZOER
DHERTHBENRD DL, R0%E
BPOEHT DB, MR TH
U E DD VIR & LB G
THI L,

A TNF=F NSO OEAOBWERPHERE | AFNTZNEDEAOES

%R T D CYP3A ZBHE
T5H5DOT, PEHICEIY 2GS
OHEHN DI PPRED EHT 5
DD D,
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Bl

BEAJER - FEE Tk

B - fEBRIK

Tz =)

Tz F oD LA
DBENNH D Y,

UoS—nm Ny

U S—m o8 o i R E
MEF LT DBENRD D,

AHNL Z H S O A O JF gz
B EELREEEETHD
CYP3A4 #HET DT, JFHIC
X0 2o ORI ORH N E
NHZENH B,

THT 4V FA7 4V Ol EE A
DEEND D,

& BT 3K TF =T A NTFTIF— |

ITF=2NVTZARNTUA | LR AVSF AN LD IR

—b EEROBENRD D,

LRIV AN L)L

AV IR = VSR 36 R IR R
3K
a7 K
7Ry TR

AV IR = VPR SR R IMBERE T 3D
MAEE FHOWRENH D P
£/, OIS X v IRIUEE O
N b,

FTF U=

3727V =FoAC EF &R
rF R R AR O I R D A A
&)é 84)o

FLTF A

HRAR e SR 0 BIVE 28 8 B
LBITNNHD P,

AFNL Z S O HF O ATl iz
BI2EL2RHHEETHD
F 7 —2A P50 HFHET S
DT, JERHICE Y Z b D3EHA|
OMPIREN EHIT 5 &M
H5,

TN

T EANAD AUC EFH RO
TR O SRR O s N B
ZD%)O

N7 F=T

F7 73 F =70 AUC 25 79%.
Coax 73 27%HEN0 L7 & OGN
H5D,

AHNT Z 6 O FEH O AT g
BI2E-2RHEETHD
CYP3A4 TR 2C19 Z#FHET S D
T, PEIC LY 2 s 0FEFID
MPRENEFTL2ZE0RH
Do

U aRAT7 7 IR

vy ER, JLT7TF=
YOEROBRERDHD S,

AFNZT 7R A7 7 I R
P B 1 5 1 7= B e 5
T&dH D CYP3A4 KON 209 % [HE
TA5OT, k7 aR
27 7 I RO e |5
THZERHD,

T7uyvF=T

77 arF =7 O
TOHBENNH D, ATREZRIRY
KA A DOBHEITET T 5, X
IAAZRES 552 BET
52 &,

AKFNET 7T asF=7 DR
M3 Td 5 CYP2C19 ZRET 5
OT, PFHICE Y T Ty F=
TOMmPEENEFT DL
N D,

TIMNITFI
SNV TTFY

D OEEFI O E B R
DBEZNRDHD W N,

D N

PRIV BEE FFEO
WENDD P,

AFENT b OIEF O H %
FLET DT, Zh b OEF D
MmPEENESESTSZE0H
Do

Vo7 y

ARFN O i 2 E O AR T K OV
rF R R LR O I D S A
&)é 93)o

U7 7y iR T
BHAHF N7 a—L P40 HEFE
T 5, ZORER, AHAI O
DEMTHLEEZHND,
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WAL BRI - HhiE H 1k PP - falRIR T
=ik — e F QT ZEE. DM (torsade de | AFI M O =k v FEix, W
pointes #&1e) ZEITHZE | b QTIER . L= (torsade
nndH b, de pointes & te) 42
ENRbH B,
< MR >
N7yl

INaF— LU T7 U ORAIZEY, INR ERERTULT 2 ) COERANEER LD I L
HHMAREONAREN DS, VLT 7 ) o OIMPEE R, e ha s BV oERe, H
mAEm (E, SEm, MbEHm, MR, FTmE) Z5lE&E 3 mEtnd s,

TJrx= kA

fEF RN 20 128D 7 == b LV OIKNBIREIZ KT T 7L 2T — )L OFEBIZ OV THRET LT,
Tary—)v GREBBS HEND 23 HEET200mg/H) &7 == kA GABREI4E 1 H H2
53 HKED 18 Hnh 20 HOMRRH 200mg/H, KUV 4 HHE 21 H BIZIEFE 250mg/ H) OFFHRE
T 7 == L OMHPEED LS. AUC OIRED bz, 7 == b A VIREBRE TIX, 7L
aF V= LEHAFICRBN TR 7 2= b VOBRGBEROTHERH DL EEZLND O 9

AT Fa Tz

TnaFy A7 2 OHICKY . A7 TR T 2 OMPIREN ER L2 2 &0
HINTWD, A 7707 = OMPRE ERIT, 47707 = CRERFEORE Ol 3U3H
LEBIERORIY A7 BNEE D ahEEn 5

TANETa 7
TNhafFS =TI ET a7 2 OFRICED . TANVET B T =D Crye Tijen AUC H3EEN
LictoWERH D 0

TlLaXxs 7
ThafFy =t adr 7 B L EYERIRERRICE N TE L a X T O AUC, Cp 3 EH
L7 OHRERDH D,

gL H

fEFERR N 11 N &R, v vy o OB KT 7 v a T — VOB L i L3 BRI
BWT, 7oy — PR a YL & o ORI TH D VR R O IR E O
NRD BN

HMG—CoA &yl 2 R 3K

TNNRARF U T RIVNRARETF L U RNARTF L

TaF S =)L TR ZAEF DO, TR RFF D AUC, T jn Co 2N E5-L7T2 & O
7‘7))3?)%) 70) ~T72) .
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HINRBE L
InaF = NN B B LIERICBW T, IR B OMmAHREN EF L.
B R, O F W, BREREO LR T

IEVSSG A, =LV, AV RU

ICUICBITDIZ Y T AICHTE 7 a) ) — L DB OWNTHE Lok R, I 2T L
X7 vary — e 5RA%, AFICER LIz oRERHD ™,

Tnafy =L R LTS AME RN 18 4 OB ERERIC W T, =
Lv®DCo N L AfE, AUC 2.2 LR LI OWERHD ™

TaFy =)l 2 R0 2 BEOGFHIC L DAY Ko oEpEhie b 2 et ~D B % 13 Flo
WREIZBWTEEAL - EER Y 7 AR TR LR, AV R o AUC 2% 34.8+
6. 3% (p=0. 001, t-—test) L. Cpu?® 26.9%5.7% & (p=0.003, t-test) L. A7 U T T
VAN 23.8%3. 7% (p=0.0007, t-test) L7=& DWMENHD P

TN LNERE, BT a A RRPUEMEEEK, U Aa<a o

=7V

16 AEAPRRARHENEAE [ RO B EE T, Wik OVEEERE 2 1 O S Mg & 2WiE . EWiiE %
PES IS T v DA FE R STz, 7 aF Y —)L 100mg X2/ H OB 4G L=, BFIL.
BIMEIZ=7 = P 40mg X2/ H &) 1 FREG ST e, BEREGEIEE L H & AEIRICK -
=8, 3RO T3S — LIk XY | BERR, SRR OUE ERSERE L E ORERH D T,

TN aAF T — L BT AFERH BT A A RRFUEMSEER ) Aa<vf D
S EAEICE U CRERSKHIEBA S 0 BRI 22T — X 3720y, ZvatFy—anoh b ol
KOS T D CYP3M ZIHET D Z LIk, bR oM EEN R+ 5B8Fn0
H5,

Zrma LA, 7B ARY

71 AAFGS R OAEABE 20 Bl L TT L) —)L 100mg/ H #5-. 200mg/ H #5- L
ToAEF. 27 v U ARMHPREIX 100mg/ H #5461 TIE 1.4 f%, 200mg/ H #5641 TiX 3. 11 {512 =
ALz, 23z TH 7 o) AAOMFRE EFIC X 5 2EBEENIE L & oWbn
%E) 78)0

7 a ARY L 400mg/ ARG T OBREICK LT 7 /vaF ) — )Lk 200mg g B A # 5 L=k 8.
1327 L7 F = AED 400mmol /L IZ EH L, BEENE U EORENDH L ™ %,

Uo7y T7F

U RTVNNIKDHERRRIEEZ T VWD E MRERETY A LA (HIV) EYEIZ, 7raty—u
LV T TF UK, ) T 7 7 F D AUC IZFEGERIEE & TR 80% BTN L 7= & DIENH
580)0
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U rFENL:

fERERL A 8 Bl Z Xt RIZ, U N FELOEYERRIZKIET 7L a3 — VOB OWTHEESL
0 A —N—JETHF L2, U R EJL 200mg X4/ H % 4 HE&G L7 HM&E 58 E U R ELIC
73} —/LH)H 400mg/ H, 2~5 H H 200mg/ H &% 5- LI G HETHER L7fER, U h e
NVHIRE SR AR T v a b = APEFREGRETY F T EAD C K OVAUC 3 A EIZHEN (15% LA
T) L7, T lCEITBD N otz 20D, U et zirarby— a4 585
Ak, UV R FEALMPEEDE=X ) L I RULETHD 7,

FFxa RN

Taf =t AEra R I ARy a R - BRI T iEmAE (AUC) A
FERLEZEORERHD W,

=)= hLJLENL - U R FERL:

etk O =L~ hLLEL U hFEL (RFr bty RNy 7)) OB LI RMASCED 110, 2
PERER] oEiC, ratry—iu) RO [RAZVvary—u) wE#lizoc, [10.2 0f
AR OB T=~< L U hFEN] ZBML, EEMEZIT) 2 & & L,

MNNRTZ A TNF =T

MNRTH TN af = VOFEMHAENRER, KOS TAF=Tbx) 2u~v A D
MR EAERARBR ORI HSx, 73 —Ld CCDS (Company Core Data Sheet : T
— X —R) T, MANRTZROATNTF =7 L OEYMEAAFRICEE L GRS N2 2D, AH
WZBWTHEEMEZIT) 2 & & Lz,

Ju bl rF=7":

Sua NI F=TRHBEE (Tr A Ty 7 R WK A VBRI ) DR
Eo 1102 OFAERE) OHEIZ, 887 SUIHPFRRE O CYP3A BEA| & LTT7 YV — /L RPtEFH A 235
gz, Trary—n (PTABY) KRR T LaFY— (Fadr) iI2BWTh
[10.2 OFHEE) OHEIC [Fu by F=7) ZEBML, EEMELIT) Z &L, BB, K
UGTIXM BEEM FRORM CEL OEAEEZ B E LIEWET Th 0 | B2 940E U 72 454 AAE
BT 2 ERRBR T2\, 78 b7 FoTHRBE O CEICE, 7vat Yy — A RO Z
ORI F T REOEHFREMBIEET VICESS VI alb—va UERNATEH I TV D,

LoARLRS b

ThaFS =t LR LR FOMFRICEI D LR LS oI EBER ER LS O
ERHDLH, VAR LX Y FOR SCEO THYE - HEICBEET 24 EodE ) KO THFHEE]
DIEIZ, CYP3A ZHET AIAE LT vaF Yy —RliE#H Iz & 2%, AW THE
BWMAEAITHY> Z &L LT,
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NLURARNAH Y B

WU A NRZ sy N MIVEgE (=PI 78/ F— =S o 110.2 FHEERE) OIS,
FFLEED CYPIAFHERIE LTI vatry — v Rk a2, 7va by — i (P70 h )
® 110.2 PFHEE] OIIZ XLV A MAX y ) ZEBIML, EEMMEZIT) 2L L L,

B, AUGTIIMAEMERMTREDEAZAME L-WET TH Y | WA I U 7= Y% EER I
BT A EERRBRILZ W, N A RZRZ v b NI ABEOE AL SV IRA SCEIT I, B & %t
GBLLic7Nnar ) —)L e A NAZ y b b3 UERE O AR RER O RN TREH ST
WD,

Tz A=)

TNnary =& Tz =BG LTANE R 12 41280V T, 7= Z = oimiEs
V7 Z AWM 16%IKF L2 ERHESNTND, 7= = UEEIT CYP3AL 1T X - THRE S
e 7Ny —UE CYP3M ZRHET D Z &b, MG L7-GaIcid 7 = v = v ot
ENREF L, 72X =M X BRMHINE T8RN H D 5,

DA S AR

A 7F L MEICBT 5 703 — L & OEAI RS (5 | BT 50T,
SRS 13 BICH LT Y 3= 5930 20ng & HEHE OB G LI BRORARNE, DA RIE
TS0 1A 1A 400mg FATE GO BART LI, U /S0 F4 /300 AUC T
BEOBZAEM (L4485 & Co OHER LR (L35 BROOAE,  (f 7F L MEE
KED)

Empliy -

R 20 BlICHBIF AT =L R T U — L OIEYEEEIZ kT A 7L 2 — L 150mg H[A]
BEORBLRF LR, o F =LA NI 04— LD MEPEEN L L oREN
b5,

AVIR = VPRI T MR R T

AN = AR R TRV P OIA > = ) AR A LT =
200mg/ H %3¢ 5- U 7= f5 50 . AL 7R = VbR 25 A MR R oD My T e |- 5. (R A se Bl L= & o
WENH D P,

FT V=R

10 BIOBEF R T T 4 7T AFRIC, 7T 7V = ROIRYERE & KB 2 g+ 7 ra) >y —u
DN RE WL " HEMR Y 0 A4 — —R BRI TR LT,

1 H1[E4 HRE, 200mg ®7/vaF>Y— (1 HEHIZ400mg) & LIT7 7R ZRO&F5L, 4 H
HIZF 727U =1 30mg ZHEEL LR, ZLva )ty —VEERETII T I BRI, 7T
70 = R ML - B dh#R Tifg (AUC) % 48%IIN &8, Fid 4 1. 6 BRI 5 1. 9 BEfEIC
TR SR,

DT TV = ReTrvaFy =L 2T 5551, HEE =% —ZOEFORES
T BIET M ERD S,
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cvF 40
ThaFS— vl NLF A ORI E Y, PR ORIERNRRT 2 BEARNH D5 P,

Y PAVNE

TNaFy =) T BNRLEOH LTAMNE AR 12 41280 T YT B/RAD AUC 208 2.5
5, T 2.3 EH L2 ERMEINTWS, U7 B34 CYP2C19 KO8 CYP3A4 (2 X - T
B, 73— X CYP2C19 KON CYP3A4 #PHET 5 2 Enn, MERE LIZGAITE, ¥
TERLPREREIN, VT ESLAOERDFH - BT o8 08H 5 9,

K77 oF=T

PLY o VEEICBIT 28 1 KRR (N7 7 v F =7 0y EhRe, LMk OBRE~D 7 Lo
TV ORBE AT AIEER. BEENEF, 1 AHRER) 2BV, BB 23 Filloxt
LCh77vF=730mg% 1 HH, 5 HEIZEOES, 7raty— (Al 5 & 400mg, HERF
B 200mg) Z# h 7 7 > F =75 1 HENS 7 HEIRIE®RE L =B pEe Kk O P2 M E
WL LR, 77 > F =70 AUC 28 T9%HENN (90%EHEX I [C1] : 164%. 196%) .
Cone 23 27% E5- (CT : 112%, 144%) L7z, (BAP o VEEHEEERIL D)

vIaRAT7 7 IR
[FFE R AR B O BRI FHHICBIT 2R BRICB W T, Zhvaf Yy — by r7nikA7y
FOBEHIZEY ., VLBV EREZ LT F=o D ERABRD LN,

TIoavF =7

Wt O T T a v F =T (A S v aE) ORMSCED 11002 JFHEE] OHEIZ, CYP2C19 O

ﬁwm%ﬁ&LT7W3%f~w%Eﬁb\Hﬁ?%%ﬁﬂﬁﬁj@ﬁm7w:ff—wﬁ77m
=T DOIMBYEEIZ LT TEBIZOWTRHH L=, Zraty— (DTl 2) (28BN

%;nozﬁﬁﬁaj@%rf77u/? 7 EBEML, EEMEAITI Z LI LT,

TIRNVTFU, IRV TTFY
INaF =TI NI TFI NI AN TFY UEHRICELYD . TIN I TFI L 0
bUTF Y OMMRHERT 2B ESH DY

CRTV

HIV YL BFITR L, & R7 2 (200mg/8hr 1) B A& GHE L~ 7Y (200mg/8hr i) &
Zaty— (400mg/H) & 7T HE OO GEHAZ KR L, ZNENORGHICB TV K7 Y
CORNENE CREI 2 T o7, ZORE. 7raty— L T A2 LIk, P RTV Dk
WNENREIL, ¥ R 7 O B 5Tl U, AUCT4%., Cox84%. T,,128% D EHZFEO HNTZ, L.
BERAT2HE81E, PRIV IO RATLEEZONDENERAZ T =4 —3_R&ETHDH P,

SRk ek

TZnaty =l Z b e RO X DM EEH OB EIT 2SI TR0, mAlE S QT 4t
. LDEHERELAEZ LOTWVWEAE LTaLNATWS, Zvafy— b =gt v F&20FHT
LA, QTAERE, DEHAPEOFEGIHBOAEENH 5,
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et (EA EorEs) (BT 5HEA 55



8. BIEA

11. B4R
WOBIWERMNS LoD Z ENRNH DD T, BELTMITITV., BERED LN EAIITHRS
IR A7 S LEEIT O 2 &,

(1) EXZEIMER & OHER

1.1 EXLEIEA
1111 2avy HEERH) . PFI7453F— (BEERH)

vav g, THFT7 4 7% — (WERE, HEEE, oS 22+ 0855, [8.3,
9.1. 1 ]

< i >

BRSE IR} OV ER1% 6 4Ef (1989 4F 3 A 31 H~19954E3 H 30 H) OFAE (FFREKTH) . kO
HEBET vavr] NI 7F7407%—2av 7] i, 36 (WFRbENSRE) AR
ENTW5A, <2000 43 HikzT >

T TN CFERO 111 BRREWEH] OBEICIE ITay 7] &L THDH08, &£
BHIZBWTHRERIC [va vy 7] RhobndaleEnd s, <1998 4F 3 H WG] >

11.1.2 hHEERKIRFERAIE (Toxic Epidermal Necrolysis : TEN)  (BHEEARH]) | RIS HEIEAR
fEEEE (Stevens-Johnson FEIERE) (B RH)

<t >

CINT v (BB OEER) O&AZEEE (1989 4E 3 H 31 H) ~19944F 9 A 30 H £ ClzoH#
P R P A fiESE (Toxic Epidermal Necrolysis : TEN) K& OVRZJEREIRIRIEERE (Stevens—Johnson
FEERE) 1. 66 (EWN2#], M4 6]) NGS5, <1995 4F 1 AT >
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11.1. 3 EFIMEBBAEAEREE (BE )

WIHPER & UTHRZ, BED LI, BICHHEREREE, U o~ EEIR, B mEREEN, A ek
%, B L SERHBLSE 20 5 B O BB RIRBIER R S bbb Z ENH 5D T, BlEs
FTATV, ZO XD IR D SN A TR E AL L, @YREEITH 2k, e
B, B bR T A LA 6 (HHV-6) D7 A L ZAOEIEMALZED 2 03 %<, #hHh Ik
b5 RN I RERE S DIER NFRD H WITBEE(L T 5 Z e NH LD THEETHZ & P,

< figdn >

CCDS (Company Core Data Sheet : {R¥EHEET —# o — K) L OIEME N ONE NI EIES] O HEFE
RIS X EEWRE LT 2 & & Lz, ENICBWT, ZbaF Y — V5T L0 S5 s aUE
JEMERE 3 BN RS SN TWD, 7L aF Y — OG5 &IIRIFATH 55, FEWELT PERBUE O B
F1Hl (104%) . 7 U7 hay B AMEMROBE 1H (504%) . SCERHIC 16, AR B BEUEE
ERED S Shviz, BEGHIEE 22 HiEl~1 » AMITH Y, L 7~10 HREIZEBLLZ, WTh
BAT A REHGIZEIVEE LTS, 7V 7 hay b 2RO BFE TiE, HIV-6 OFEEE
MR ST, <2017 47 HkET >

11.1. 4 MREE BEEARH)
METRIERAE . LIMERIBVE, /MR . BBk . Bifnss o \BE R IMKEENH Sbh b
bbb, [8.25H]

< i >

ENICBWT, Zba Y — 851 k0 EEERIERE 5 6] (k2 #1. #0360 NEEsh T
B, TS —) L 42~400mg/ H G2 L0 B RO B 2 5] (2 5%, 48 %) . BMEEH
HRIEDOBE 1 H] (675%) . MROEE 1H] (80 m%) . JREERHOEE 161 (415%) 2B\ T
HEHERIERAE S s S vz, BGBMG%., ¥ 15 B (10~23 H) IZHBLLZ, Z0 9 bz ik
JEM QPR DOBETIX, ZNUSOADIHEZE L TWeZ & E2ER & b BBk & 5T
FERLER A ORIER OFRH O H A MO Z A L CWieZ b nn, 7rvatry—nizk s
PRI ERIE CH 200 E ) MIFFFE STV, AT RBEORE X, 7vaty — bk
%, 2B AL VT L TWAR, o 4 Flix7 vty — g b ikt 10 HRiE T Th
HEE L TWD, <1996 4F 6 H izl >

11.1.5 [AREEE BHEAH)
AMEBEEFOHBERBEENRE SN TS, [8.2 2]
<fRRL >

TEVERE ] O OSSR AB O H DB 9 B (45~81 % 8 B, MRHAEMAREIE 1 #]) B8\ T, 7
aF S — OGS, AV R4A, Cr, BIN ERSOBEENRD bz, BEEORIEN
AANC XL DB DN, FEHREOBEN, JHHEEICL 2500 E I DL TIRARWA, KA LS
AREME LR ECTE RN & Fio, RANIFFICEEREMREOH 5 BEITHEHA S A BEEOE N
HETHDLZ LD, HEAMWMET O T2 L o7, <1998 455 H il >
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11.1.6 FEE GHEAH)
BE, AFR. BT 9 o WEHEATR . IFERAE, IR RFEOEERHRES N TR . T b DRER]
DIBICIZESTFHHE STV D, TNHOFRIEL 1 BG-8, nRGIMH, B oM -
il & OREMEIIA B TIX RV, AANC L D FEF @R, &GP ZVEELTWD,
[8.2, 9.3 &[]

< fifgan >

SAENCB N T, = XCHEMFES 7 E O BEERIEBIKBROSH 5 BE T, BE, PR, B 5 -t
. HEE, FAREEDEFIRENH Y. ZNHOMEFO 9 BIRTIZEST26H H 7=, <1996
12 AkET>

11.1.7 BHEEE BEARY)
BEEL. RYEEFEOEMES R H bbb ZL13H D,

< i >

INETH [ZOMORIER] OMEICEH L, EEMIEZTT > TV oAy, 1989 45 6 H DFEIERE X
v 2002 4F 3 A £ CoMIC, EWNAREREICTARAORE G % 5ERITIEAE TEARVERIA 11 fil4E
HEhTnwa, [ZothoglfEf] 25 TERARREER] OBE~EHEZBEH L, LV —EoOHE)
ExEITH>Z &L Lz, <2002 47 AKGET >

11.1.8 =8 (BE )
KR FEOMRIEENRHODLND Z LD D,

<SR >

INETH [ZOMORBIER ] OMEICEEH L, EEMEZTT > TV oAy, 1989 4F 6 H OFEFER X
D 2002 4 3 A £ TOMIZ, EWNBREREIC TARFDOE G % 5ERITILEE T IRVWEFIA 7 IR
ENTWD, [ZOMOEWER] 7o THERREIWER] OBE~FT#EZBE L, L —EoEEwik
ZITHZ & & Lz, <2002 47 HET >

11.1.9 Sh YD LME FHEARH)
REPRBOONEAICI3 G2 T IE L, EFEMEFOENR2NELZTO Z &, [8.2 5]

< fifgan >
1989 45 6 H O3EFERFL Y 2002 43 A £ ToOMIZ, ENBRREICTARADOE L 2 5ZRITITIEET
z L

BAEEME AT 2 & & Lz, <2002 4F 7 AT >
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11.1.10 DESEA EETRHE) ( OTER WEERH) . AR (HEERH)
DB (torsade de pointes &) | QT R, LEME), BFRE7n v 7, RIAIRERH H b

N5 Eenbs5, [8.2, 9.1.2&M]

< figdn >
1989 4E 6 A MFRFERF L VD 2002 4E 3 A £ CoMiz, ENBRHREICTARADOE L 2 ZE2IIIHET
ERVER] (REER : 19 1) DNEFBINTWD, YHSFROBRWERZES, [ERZEER]

DOIE|ZIBFL L, F-icEEMmEEZITY 2 & & LTn, <2002 4F 7 A il >

11111 FREMSRE BRI
FEEN, Wk, PR, M ORE (GREE) FRRO SNTHEAITIE ERITED X B
DIFEEZFEM L, AROKG 2P 5 L & biT, BIFREARVE A ORGHEDET) R LE

ZITO 2 &,

<fifgn >
HET
A

B A Ty 2 & & L, <2002 4E 7 AT >

11.1.12 BEEXBX BEEAR)
(ARG 2 OB R RIBZR (FIHHEIR « 8 IR, BREOTH) Rbbbhd I b

Do

<R >
1989 4E 6 A DF5ERs LY 2002 4 3 A £ CoMIZ, ENBBHREICTAKIORE G 2 ZE2IIIHET
ZRVMERI b BIEFRE SN TV D, YL FROBKRNERZEA, [ERXZ2EER) OEIZEBR L,

BEERE 21T 2 & & Uiz, <2002 4F 7 HYGT >
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(2) ZDtDEI1ERA

11.2 Z0HDEIEA

Ry TR AR, B
-

1%LL I 0. 1~1% A SHEEANEA
JFF i AST (GOT) \ ALT (GPT) . | A1-P (B 7& /) | LDH, | #JH
AM-P (FFA4>uey | Y LEVD RS
7)) O LEFH
] KL HI R 2 2%
Hib#R O Lo D BECR | 0YE, EH, HEIERE,

S AR

Rt - PR

SAff. FHROZ DIV

DEV, IR, R

=3 BIN, Z L7 F =Dk
H. ZIR

A ELY 18KV U A SE Eal AFoa—
JE. mbhUZUEY KR
MfE, & b

1% UFRRERIE 2 . AF v BRI

Z DA, FIE, FEEN BRI BV, LR, BREMEIBE,
BB RE A 42

) A RETR A A AT
VIII. Zatt (A EoEES) B+ 2HEH 60




SEHAREARREERVEBKREERE—B
s 5] fili A AR A oD 2 51
. s coms | (99 FSASLA 2
ISES ~
1995 43 H 30 H)

A it e B 30 288 314

AR ATIE AL A 96 893 989

BIlVE S BUAE 15 B 18 45 63

BIVE B 70 109 109

BIE I BUE G
(B/AX100) (%) 18.75 5. 04 6. 37

BI1EF O fEE BIERZBE (%)

R - RO EAREE Loy 3 03 4(.40
a2 1 (0.11) 1 (0.10)

I 1 (1.04) 1 (0.11) 2 (0.20)
E iR 1 (0.11) 1 (0.10)

AR - ORAERRRERREE Laoy o Lo 2020
bR 1 (0.11) 1 (0.10)
FHROZDHIEY 1 (1.04) 1 (0.10)

EeEREE 4 419 8.9 12 (121
i 1 (1.04) (0.22) 3 (0. 30)

TR 1 (1.04) (0.22) 3 (0.30)
Lo b 1 (1.04) 1 (0.10)
B U 1 (0.11) 1 (0.10)
BACAIR 1 (0.11) 1 (0.10)
BARBIE 1 (0.11) 1 (0.10)
iz 1 (0.11) 1 (0.10)
AN Rk 1 (1.04) 1 (0.10)
JIEE R e 1 (0.11) 1 (0.10)

PN - R RFEE 6 (6.25) ] 15 (1.68) 21 (2.12)
vULE Y RS 2 (0.22) 2 (0.20)
fiE AST (GOT) k& (2.08) 10 (1.12) 12 (1.21)
fi% ALT (GPT) k5 (6. 25) 9 (1.01) 15 (1.52)
vy —GPT 5 3 (3.13) 1 (0.11) 4 (0. 40)
JHRE e 1 (0.11) (0. 10)

- REEEE 5 G2y 89 13 (.3)
Al-P R (4.17) 6 (0.67) 10 (1.01)

LDH 5 3 (0.34) 3 (0.30)
figH v 7 L k5 1 (1.04) 1 (0.10)
Mg+~ o AMET 1 (1.04) 1 (0.10)
Mg 7 v —/ETF 1 (1.04) 1 (0.10)
KAV D A IE 1 (0.11) 1 (0.10)
JRVE 1 (1.04) 1 (0.10)
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BIVEH O RIVERFEBUEC (%)

RN Loy ] 1(0.10)

g7k 1 (1.04) 1 (0.10)
FmERbEE Loy o 202) 3030

AR I ER YR 1 (1.04) 1 (0.10)

~NES T e U 1 (1.04) 1 (0.10)

~< 7 U MEED 1 (1.04) 1 (0.10)

21, 2 (0.22) 2 (0.20)
BRSO 3Gy oy 12 (1.21)

IRk % (iE) 2 (2.08) 1 (0.11) 3 (0.30)

I e GiE) 1 (1.04) 1 (0.11) 2 (0. 20)

I LRI (iE) 1 (0.11) 1 (0.10)

H Bk (E) 5 (0.56) 5 (0.51)

Higki§ % (iE) 1 (0.11) 1 (0.10)
/bR - i - BEmfEE 22 2020

iR (iE) 1 (0.11) 1 (0.10)

/2 () 1 (0.11) 1 (0.10)
WREREE 3 @1 77’ 10 Loy

myE7 v7rF=r k& 1 (1.04) 1 (0.11) 2 (0.20)

HHER 1 (1.04) 2 (0.22) 3 (0.30)

BUN 5 2 (2.08) 3 (0. 34) 5 (0.51)

Z IR 1 (1.04) 1 (0.10)

SR 51 WBC $80 1 (0.11) 1 (0.10)
frmEHEE 2 (20  3¢(349 55D

AR TTHE 1 (0.11) 1 (0.10)

FEEL 1 (1.04) 1 (0.10)

B () 1 (0.11) 1 (0.10)

T 1 (1.04) 1 (0.11) 2 (0.20)

CRP Bt 1 (0.11) 1 (0.10)
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OEREE, AOHE. EEERUVFHOEESFESANORERARBEE

. RIVEH 8B .
B R JiE Bl E% Py T (%) FRE #it SR
M 5 539 24 4. 45
Al 58 354 21 5.93 N
15 LT 10 2 20. 00
fﬁ 16~65 B A 334 19 5. 69 NS
7] 65 me Ll b 548 24 4. 38
R - RE#K 1 0 0
L IfE 69 5 7.25
fifi I s L T 298 23 7.72
g WL B 113 2 1.77 P=<0.01
PR & B E 380 10 2.63
Bl BB 3 1 33. 33
Z DA, 30 4 13.33
1 50mg 36 2 5.56
H 51~100mg 398 15 3.77
E 101~200mg 345 13 3.77 P=0. 003
% 201~400mg 111 15 13.51
400mg 8 3 0 0

S\ahE T o FRERE e RRIZ T )V a) ) — L 150mg & HERR Q&S U7-ENEERRER (40561023 35R)

BIER DR BLHR 12/157 51 (7.6%)

BIVEF OFEEE BH (EBL=E)
T 3B (1.9%)
L 341 (1.9%)
EUlES 151 (0.6%)
iR AT 1511 (0.6%)
FEEL 151 (0.6%)
s 151 (0.6%)
P~ LR 1511 (0.6%)
P HH i, 1511 (0.6%)
E R 151 (0.6%)
JE S E 5 151 (0.6%)

9. BERBRERRICRIZTHE
FRIE STV
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13. BAEERE
13.1 fER
13.1.1 AEOEEREE TOBRERE (7125 —/L 1200~2000mg/ H . #&A#E) OIEFIRE T
1L, 73— L 1600mg/ H &% 5-H238B VT, IFRERER A _E A 23 5 7=,
F 72, 2000mg/ HEGHNCIBNT, FHAPRCRIES (BEEL, "BIR, RMHEMEE, RIR, B2 %)
W), BIMERCEE, B - R, FFERERAEN FR SR LN EORERH D O,
13.1.2 7y =) —)L 8200mg #% HIEEE, L), SATEYOIERA & & L, 48 WefE D% Bl
BTSSR, ERIEE L2 oRERSH D, (HZEEXG)

13.2 &
SEFRIDIMIENTIC LV, M 50%BNIMiEL VBRESND, 7rvaF Y —nid, KEOREND
Pt s n 5,
< fian >

S E T DML G- OFEFIRE N2 E S SET 0,

1. BRLDIE

T 7'
14, BRLDEE
14.1 ERIRFBHOZE

PTP @ZEDIANL PTP > — b2l L TIRHT 2 L 548952 &, PTP o — FOFREKIC
L0 OSBRI AT L, FICIT AL 23 2 L CHERTR A % o EE 2 A OHE 2 0F
HITDHENDHD,

N VA=A

14, ERELEDEE

14.1 EXFRAEBFOTE
SRV - B RDEE VRN E 91T, R FNIEDIE ST D F TAERL 7-7- %, 240l
OKZEMIMZ LBV IBE S Z &, AANX 1IHIZOWT 24nL OKE Mz TR\ TL &, £
NENOREITILLTO@EY L7725,

T aF— SRIBIR DIRFE
350mg 10mg/mL
1400mg 40mg/mL

14.2 ZERIZFHROITE
A 2 BB SR . T L BB L BT LIRT A, (RETTIE, FRIRDBEFE 2
EUTORICERET 2L OEETLH L,
* IRHEHE IRV IBE T IR T EIEZD D Z &,
- R AL OIRIEIL, BRRS 28T, 5°C~30CTRAFL., 2 EMUNICEN T2 L, &
77 SN RIS OFIRIT, RET D Z L,
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12. Z00FE

(1) EERfERAIZE D < I1FH
BRE STV

(2) FEBGEREABRICED < 1FHR
REESH TR

VIII. Z4ME (B EodrEss) 1+ 4HEAE 65



IX. FFEREREAERICEE Y HTHE

1. EEHER

(1) EXhFEEHAER
[VI. BB HTHE | OESMR

(2) REMEEHER
— RSP B A — R

o E H vl % EL7) 5t 5% K TnaF Y =)
LR A |
(1) B3&ED [F]#R A T ~ 7 A .| 100mg/kg : fEA7Z L

250mg/kg : W (12%)
500mg/kg : W (41%)
~ U A | B OIE | 25mg/ke : fEAIZRL
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, 50mg/kg : A (13%)
(2) WHESD) EILuaEs ~ U A | & 0O | 100mg/kg: fEMAZL
250mg/kg : 10 Bl 3 BT
500mg/kg : 10 il 5 BT
~ U A | # E | 25mg/ke : EAL
___________________________________________________________________________________ S0mg/kg : 10 P 1 BIRE T
(3) YEERR e ~ U A | & O | 250mg/ke : fERZL
500mg/kg : 10 {5l 2 BT RE
~ 7 A | H | 25mg/ke: fEAZL
S A N SRR, 50mg/kg : 10 f 1 BIRETEARE
(4) PrEes/Em B A ~ U A | & 0O | 500, 1000mg/kg : fEMAZ L
~ U A | & ¥ | 25, 5omg/ke : EFZRL
NRUTRNIY— VR |~ v 2| & O | 500, 1000mg/kg : fEAZRL
~ 7 A | F £ |25, 50mg/kg : fEARL
2 NV S e ~ U A | #% 0O |500, 1000mg/ke : fEMAZEL
b XU A B TE |25 SOmg/kg: fEAIZRL
(5) BURIEH R ~ 7 A | & B | 500, 1000mg/ke : YEfIZE L
~ 7 A | W ¥ |25, 50mg/kg : {EAARL
EeligZ A v 7 ~ U A | & O | 500, 1000mg/kg : fEMA% L
e T AR TR SOme/ke  fERZRL
(6) MEHRIERAEH NF Y N)LE X — )L <~ 7 A & n 0.3mg/kg : fEf7Z2 L
1. 3mg/kg : EE
v U A o 0.03mg/kg : fEF72 L
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, O.lmg/kg: SR
(1) &R B 5R Z v b| & O | 500mg/kg : EMIZ L
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, 7y b TR | Somg/ke: fEMZRL
(8) SefEImlRER s Jump box Z v M| & 0O | 500mg/ke : EMZRL
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A BREH 5 = EnLY] BRI Z)af S —
2 MR gRBGRICSS S
() MHEEZ7 v bOmE | L 7. 2. M| ®& B | ioomg/ke: fEMAL
(2) PR XOMAR, ME, O | FEW, e, A%k, | A X | FF | 5. 10, 20mg/kg : IFEALIERAL
______ Ho, LA, JBREOURMGCE | JLAER, KBREWRMGERE | |
(3) HaHLLE HE. G ENEY M| invitro | 107, 107g/nl - YEMZ L
107%g/mL = SUAE D38 (59 20%)
3. BIMRERICKT H1EH
=2 R A AP AL S o | FF | 5. 10, 20mg/kg : fEFRZR L
s A e S N I N Y R
(1) /NGRS RE PRI ~ 7 A | ¥ 0 | 500mg/ke: fEAAL
1000mg/kg : #piil (K 26%)
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, V.U A Bk T | somg/ke: fEAAL
(2) B Bk, BE Z » b |+ M| 50, 100mg/ke : fEF7Z L
200mg/kg : R EIRA
7 v b | & 1E |5, 10, 20mg/ke : fEMZ L
5. IBARICKT BIEM
() g asEs 0 || v ¥ X | invito | 100, 10%g/ml: fEFAZRZL
_________________________________________________________________________________ 10°g/ml. : #0if R 309%)
2 7EFLal) v, bRAHZ ey b invitro | 107, 10%g/mL : fEf72 L
IR UER =T 10%g/mL « 0l (K9 30~40%)
£ 2B AR I BAE T
e
(3) B AR T ERT7 Y CUHE 7 ¥ X | invitro | 10°, 10, 10%g/nL : fEMZ L
@) mwssEsAx | [=A'y R invitro | 105, 107g/ul : fERARL
10 °mg/mL : 8% pihfE
TeFa) UE | BVEY | invitro | 1070, 107g/ml : fEfAZR L
__________________________________________________________________________________ 10°g/ml, : BERCSMAR
(5) i H TR A5 AT A TR T Y ULHE EVEY M| invitro | 107, 107g/mL : fEFHZ2 L
__________________________________________________________________________________ 10°g/ml, : WA
(6) FaH 7= A EhEE)
1) FEMER T Z v M| invitro | 107, 107g/mL : EF7Z2 L
107%g/mL « ISR T, SRR O
2) HRTE Z v M| invitro | 107%, 10"g/mL : fEFi72 L
107g/mL. - ISHE /T, (GHESEEE DI IIHEA
6. JREMN OYRFEMREIC
UAES R 2 PRE, SR AR S v k| & 0 |smeg/ke: fEAAL
10, 25mg/kg : PR&E:, IRHFEME OB
Z v M| ® M 0.5, 1. 5mg/mL: fEAZEL
7. FIRIEMEH
Carrageenin ¥ZfE iy iRE F o h| & 0O | 10mg/kg: fEFZL
50, 100mg/kg : BEEEHTH] (K 20%)
7 v b oo | Img/kg : fERZR L
5. 10mg/kg : BEEEHI (F 14~23%)
8. MR — B KIE T 5
O RRRE-REIEAIEA | T > M| B T | 100 20mg/ke : FERIZR L
9. ST
L) FLEY M K R 0.2, 0.5%% : fEfZL
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W OB oEH vl & GaILY) B 5RE T A — L
10. EERFH RV 7Y —v
DO—RIREER

) BREES Esp TUA At | 25, BOmg/kg : fEMZZL
(2) WHES) [mi b Tz L | 25. 50me/ke : MEFIZE L )

) mEM® R | oA | fE |25, Somg/ke: fEARL

U@ pUREMER ] mERE | YU | #E |25, SOmg/kg: fEAZARL
) ffx(’)“m‘ WE | ey e, ER | 4 x Bt | 20ma/ke : (EFI7E L

() BEfER | FAEy MEHER | EBrEy N in vitro | 107, 107, 10%/mL : FITEF ALY >

e xZ v fERL

(3) ZOMhOEEHR
LR L

2. HHEHER

(1) B[RS HEERER
(LDsoﬂE : mg/kg)

B g S i R N e e »
B PERI i i HE e i3 L
~ U R 1537 1408 >200 >200 1273 1317
7 v b 1388 1271 >200 >200 941 1128
A X >300 >300 >100 >100 - -

(2) RERGEMHRAR

1) BEAMEFEE 0
7 v MZ 20~400mg/keg/ H % 4 SRR D #&5 U2 CIE. @ ERECIREBINmE, mig k
V77Ut R-BalbxA7re—LoRT, FFROEK - lBIELEEZEO bz, LavL,
RHK 28~29 H H OFEMA AR CIIoe FREE & 25513300 S 7o 7, e REEREENT 20mg/ke/ H

2) EEEE Y
A X2 2.5~30mg/kg/ H % 6 % AR OG5 L7oikBk T, 30mg/kg T S-GPT OB E&H- | AT
R DRAER « RERGRILAE 38D b v, RREERZEEIX 7. bmg/keg/ H,

(3) EEFEMAER
WA & R T 18 IR 2R RS R BR B OV A A & — a2 D T2 Qe R B R BRI d W TR L
BRMEITRO SN o T,

(4) AR ER 107 109
}D%Fﬁﬁ%(ﬁy%&wv?xmz&5 10mg/kg % 24 » HEFER OHEE) Tl (R
utu &7) %2}’117275)0 7:_0
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(5) HEREFEFMRE
F N OIEYERT R OUTIE 9 #5388 ClE, 75mg/kg B CHEENM DR EE 72 (K EHIININEI 3 T S AL 7=
0, R ZMEFEA~OEEITRD LR Do T2, BIF A E R GRBR CIE, 7 v R 125mg/kg
BECRE ARG OB /28, 10mg/kg LA EORETIRHFOSEINE KOS 14 IhE ORBEEE DM
B BATE, T b TR RO 5 R TIE, 20ng/ke Bl EDRECHRE 15 b1
e, HMAEFOREITHBIIA LT,

(6) RFTRIZEEHER
AR L

(1) ZOMORHEYE

1) HEpERE:
EAEy NRHT T T 4 TF BRI, <R Tk PR, v F oY A ik
BSOS, 4 SR MBBEIEROS, 4% b POA CHUTRBBITH Y | FURERR® Hh
o,

2) T2 N AT u N G F R 1
7w MZ 5, 25, Thmg/kg & 6 » AMENENEEG- L, T A S AT v o & IE L7 RER. kR
(Omg/kg) & HELAEL THRITRD LNRD 2T,
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X. EEMFEICEYSER

1. HRHIX5H
B H AL SR
HE - EEONFEICEI VTS L
HWRRS » 703t —u

2. BXHERM
h 7 kv ARhEAR 54
RIA4 a7 G : 34
V. ®ANEET25HE] © T6. BAOKFEEM TICBITHLEM] RO 17, FHEE K OV
DLEM) DEE B,

3. BENRETOITE
7k v HRRE
oA vmy 7 ST

4. BIRWLEDEE
BRE STV

5. BEMITEM
BEMERLTA R HY
<FTVoLBY : HY
ZTOMOBEBITEM : 2L

6. R—HR% - EZE
[—p%sy « 7V h o FTER 50mg, 100mg, 200mg %5
M zhF: A bhT7ary— (vorer7y7—<)
RNy afy—n (77AH%—)
RAZ/aF— ()
ra b=y — (N x)L) %

1. EfEEERA
198843 A (77 &)
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NERFTEADFABRVARES. EMEERHEFAR. RETHKEAR

P ] SR T e HEL {575 B
=] =1 =
% EA A RRE EA A MEA H
IV 20100AMZ00200
1989 3 31 1989 5 26 1989 6 16
eI 50mg 3 H [ (01AM) 200] 5 H 671 A
TN 20100AMZ00201

71 7 /L 100mg

1989 4F 3 H 31 H

[(01AM) 201]

1989 45 H 26 H

198946 H 16 H

IV RTA
> v 7 350mg

2012422 A 14 H

22400AMX00173

2012426 H 22 H

2012426 H 29 H

IV RTA
a7 1400mg

201242 H 14 H

22400AMX00174

201246 H 22 H

201246 H 29 H

[ ] PIEIEARRE

HMEERIHREBM. AERVAELEEEMFOFABRUTEZDOAR

2009 5 H
20114F 11 A 25 H

201545 A 26 H

[T A~V )L ASE] DORIEE
[3& I e AR 2 BT T3 2 BB OB RYYIE 786 DO%hig -
g N k32 AL - HEE BN

[T X BITERT DIER K O EIER | DORhEE

(BT EBNLDOH)

10. BEEHR. BMEERARFABRUVZORE

11.

R FIBEH ;- 19984E 3 H 12 A

BEEHME

1989 43 H 31 H~1995 43 H 30 A

12. REHRFIRICEAT 51EHR
BFNL. EABEE SRS 107 5 CERk 18 4E 3 A 6 AN Ik b MEEHRIC LIRS b

TV D EH] (2

MEEEY L7,

(#T)

(3502 HIBR

R KOHE -

RO - HEA BN

X.

EEIASIHIC BT 5 IH A
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13. ®fEI—F
JE A G518 HEAT
. fEpEHRESH =2 — R - Lt 7 NERALPE
= Hov [ HOT (9 # Z
Eﬁ)u% E”jjﬁ—mi%uu (YJ e ]\) ( *ﬁ) %7:7 “/X?A)EH:I*— IS
CINNH
. 6290002M1020 6290002M1020 111474401 616290164
51 7& L 50mg
CINNH
. 6290002M2026 6290002M2026 111475101 616290165
51 7L 100mg
TN
e . 6290002R1027 6290002R1027 121392801 622139201
FZ A4 v w7 350mg
TN
N 0 6290002R2023 6290002R2023 121393501 622139301
K74 v w7 1400mg
14. RIEEHBFHLEDEE
YL
X. HEMFEHEICET5EHE 72
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1) Berl, T. et al. :J Am Soc Nephrol. 1995 ;6 (2) : 242-247 (PMID :
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A= R

Zimmermann, T. : Int J Clin Pharmacol Res. 1994 ; 14 (3) : 87-93
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FHAOETHR D v D FIEOTRBEN VARG, RALRICHE - BREZHVD

AR (A 0~27 B)
Atk 2 HME T NEHES 72 R EICE S, KK 12ng/kg T 72 RfE O 5,
% 3~4 WM - NREHEE 48 FEfEIC & 5, kK 12mg/kg T 48 il D& G-,

L Jo )

BN IEE 2 BE B N EEL &G T 2.
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OEMBMEBIEEEICE T3 FREHERED T
OhVPHARICERT DEXRUNEERX (W TEILDOH)

6. AARUVAE

DUN

(h P HIE)
WE. RAIZIZ 73— L e LT 50~100mg & 1 A 1 [EEO#FKS+ 5,
<7U7h:/ﬁxr>

WH. A7 va)ry =l LC50~200mg & 1 H 1 [EfRAO&ET 5,
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2. 25 (ROBHRIZEFEELEGWNI L)
2.3 Mh AR L WS AIREME D & 5 & PE [9. 5 S

9. HENEREHIHBEICHT IR

9.5 1Eim

PESR SUTHEHR LT D ATREMED & 5 L PEICITe G- Lian 2 &, AT BE D JEBIE 03 %,

[2.3 ]
9.6 23LIF

I LW Z ENLEFE LV, BT ~OBITHRED LTINS

gt [ dake
KEOYFTSLE | Pregnancy
(202341 H) Teratogenic Effects

Potential for Fetal Harm: Use in pregnancy should be avoided except in
patients with severe or potentially life—-threatening fungal infections in
whom fluconazole may be used if the anticipated benefit outweighs the possible
risk to the fetus. A few published case reports describe a pattern of distinct
congenital anomalies in infants exposed in utero to high dose maternal
fluconazole (400 to 800 mg/day) during most or all of the first trimester

These reported anomalies are similar to those seen in animal studies

Effective contraceptive measures should be considered in women of child-
bearing potential who are being treated with DIFLUCAN 400 to 800 mg/day and
should continue throughout the treatment period and for approximately 1 week
(5 to 6 half-lives) after the final dose. If DIFLUCAN is used during
pregnancy, or if the patient becomes pregnant while taking the drug, the
patient should be informed of the potential hazard to the fetus. Spontaneous
abortions and congenital abnormalities have been suggested as potential risks
associated with 150 mg of fluconazole as a single or repeated dose in the
first trimester of pregnancy based on retrospective epidemiological studies.
There are no adequate and well-controlled studies of DIFLUCAN in pregnant

women.

Human Data

Case reports describe a distinctive and rare pattern of birth defects among
infants whose mothers received high—dose (400 to 800 mg/day) fluconazole
during most or all of the first trimester of pregnancy. The features seen in
these infants include brachycephaly, abnormal facies, abnormal calvarial
development, cleft palate, femoral bowing, thin ribs and long bones,
arthrogryposis, and congenital heart disease. These effects are similar to
those seen in animal studies

Epidemiological studies suggest a potential risk of spontaneous abortion and

congenital abnormalities in infants whose mothers were treated with 150 mg

BEGR
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of fluconazole as a single or repeated dose in the first trimester, but these
epidemiological studies have limitations and these findings have not been

confirmed in controlled clinical trials

Animal Data

Fluconazole was administered orally to pregnant rabbits during organogenesis
in two studies at doses of 5 mg/kg, 10 mg/kg, and 20 mg/kg and at 5 mg/kg
25 mg/kg, and 75 mg/kg, respectively. Maternal weight gain was impaired at
all dose levels (approximately 0.25 to 4 times the 400 mg clinical dose based
on body surface area [BSA] comparison), and abortions occurred at 75 mg/kg
(approximately 4 times the 400 mg clinical dose based on BSA); no adverse
fetal effects were observed

In several studies in which pregnant rats received fluconazole orally during
organogenesis, maternal weight gain was impaired and placental weights were
increased at 25 mg/kg. There were no fetal effects at 5 mg/kg or 10 mg/kg;
increases in fetal anatomical variants (supernumerary ribs, renal pelvis
dilation) and delays in ossification were observed at 25 mg/kg and 50 mg/kg
and higher doses. At doses ranging from 80 to 320 mg/kg (approximately 2 to
8 times the 400 mg clinical dose based on BSA), embryolethality in rats was
increased and fetal abnormalities included wavy ribs, cleft palate, and
abnormal craniofacial ossification. These effects are consistent with the
inhibition of estrogen synthesis in rats and may be a result of known effects

of lowered estrogen on pregnancy, organogenesis, and parturition.

Nursing Mothers

Fluconazole was present in low levels in breast milk following administration
of a single 150 mg dose, based on data from a study in 10 breastfeeding women
who temporarily or permanently discontinued breastfeeding 5 days to 19 months
postpartum. The estimated daily infant dose of fluconazole from breast milk
(assuming mean milk consumption of 150 mL/kg/day) based on the mean peak milk
concentration (2.61 mcg/mL [range: 1.57 to 3.65 mcg/mL] at 5.2 hours post-
dose) was 0.39 mg/kg/day, which is approximately 13% of the recommended
pediatric dose for oropharyngeal candidiasis. (Labeled pediatric dose is 6
mg/kg/day on the first day followed by 3 mg/kg/day; estimated infant dose is
13% of 3 mg/kg/day maintenance dose). There are no data on fluconazole levels
in milk after repeated use or after high—dose fluconazole. A published survey
of 96 breastfeeding women who were treated with fluconazole 150 mg every
other day (average of 7.3 capsules [range 1 to 29 capsules]) for lactation—
associated candida of the breasts reported no serious adverse reactions in
infants. Caution should be exercised when DIFLUCAN is administered to a

nursing woman

F—=ArZUT
DI

(An Australian

categorisation

of risk of drug

use in

pregnancy)

SYEE 0D (20234F4 A BIfE)

<ZE  FEOME>
D : Drugs which have caused, are suspected to have caused or may be expected
to cause, an increased incidence of human fetal malformations or irreversible

damage. These drugs may also have adverse pharmacological effects.
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i R
KE O SCE Pediatric Use
(202341 A) An open—label, randomized, controlled trial has shown DIFLUCAN to be

effective in the treatment of oropharyngeal candidiasis in children 6
months to 13 years of age
The use of DIFLUCAN in children with cryptococcal meningitis, Candida
esophagitis, or systemic Candida infections 1is supported by the
efficacy shown for these indications in adults and by theresults from
several small noncomparative pediatric clinical studies. In addition
pharmacokineticstudies in children have established a dose
proportionalitybetween children and adults. In a noncomparative study
of children with serious systemic fungal infections, most of which
werecandidemia, the effectiveness of DIFLUCAN was similar to that
reported for the treatment ofcandidemia in adults. Of 17 subjects with
culture-confirmed candidemia, 11 of 14 (79%) withbaseline symptoms (3
were asymptomatic) had a clinical cure; 13/15 (87%) of evaluable
patients had a mycologic cure at the end of treatment but two of these
patients relapsed at 10 and 18 days, respectively, following cessation
of therapy.The efficacy of DIFLUCAN for the suppression of
cryptococcal meningitis was successful in 4 of 5children treated in a
compassionate—use study of fluconazole for the treatment of life—
threatening orserious mycosis. There is no information regarding the
efficacy of fluconazole for primary treatmentof cryptococcal
meningitis in children. The safety profile of DIFLUCAN in children has
been studied in 577 children ages 1 day to 17 yearswho received doses
ranging from 1 to 15 mg/kg/day for 1 to 1,616 days. Efficacy of
DIFLUCAN has not been established in infants less than 6 months of
age. A small number of patients (29) ranging in age from 1 day to
bmonths have been treated safely with DIFLUCAN.

Y&[E > SPC Paediatric population
(2022 4E 11 A) A maximum dose of 400 mg daily should not be exceeded in paediatric

population.As with similar infections in adults, the duration of
treatment is based on the clinical and mycological response
Diflucanis administered as a single daily dose

For paediatric patients with impaired renal function, see dosing in
“Renal impairment” . The pharmacokinetics offluconazole has not been

studied in paediatric population with renal insufficiency
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