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1=12) (1=12) oooooooo @ 95%0 0 0 O
AUCo. (ugdh/mL) 0OO0D00O 605.0 635.8 95.2% 79.80 113.5%
oooo 121.32 138.13
Cyo (HO/ML) 0oo0oo 137 127 107.6% 89.50 129.3%
oooo 2.9 3.06
Too () 0oo0oo 43 45 -0.2 -1.40 1.0
oo 2506.0 150 6.0
t,, () 0oo0oo 317 3438 -31 89027
oooo 5.64 7.61
MRT (h) 0oo0oo 452 50.8 56 -14.00 2.9
oooo 7.98 11.48
CLg, (mL/minvkg) 0oo0oo 0.25 0.21 0.04 -0.020 0.10
oooo 0.054 0.082
0oooo 0oo0oo 218 374 NC NC
(0000000% 0000 853 13.56
8 AUC,.0Crpl 0000000000000 MO00000000000000000000000

NCOOooo

0) 00 No.UK-292,663-JP- -50100 0 0 No.252-2010 000000 00 62.8kgd 00 OO 77.6kg
| 0ONo25221000000000000 632kgd 00 533kgd D0 000D 70.4kgh OO
57.1kg
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U sgudboonobooboooboobboobbobboobbononb 1000 mg DDOOO

U0o0o00ooo0ooonbonoodooonnododnd No.252-2040

gogoooooogog

Hon oo ooo oo
(n=6) (n=7) (n=6) (n=6)
ClLcr >80 mL/min 510 80 mL/min 300 50 mL/min <30 mL/min
AUGC,. (ugdh/ml) 00000 628.5 709.0 1512.2 2232.0
ooooo ? ; 112.8% 240.6% 355.1%
95%0 000 i 89500 142.1%  128.20451.4%  259.300 486.3%
CL/F (mL/min/kg) ooooo 0.35 0.36 0.21 0.11
oooo 0.034 0.092 0.133 0.027
Cpr (Hg/m) ooooo 12.0 12.9 15.6 12.4
ooooo ? ; 107.7% 130.2% 103.4%
95%0 000 i 80.00 145.0%  102.30165.8%  81.80 130.6%
Toe () ooooo 3.1 39 34 34
ooooo ® ; 0.8 0.3 0.3
95%0 000 0 -0.8025 -1.00 1.6 -0.8015
ty, (D) ooooo 365 38.7 79.8 129.8
ooooo ® ; 2.2 433 933
95%0 000 0 -9.40 138 -5.40 92.0 57.40 129.1
MRT (h) ooooo 52.8 56.4 115.7 189.7
ooooo ® ; 36 62.9 136.9
95%0 000 i -13.70 20.9 -6.60 132.4 85.60] 188.2
ooooo ooooo 423 44.4 251 131
(0O00D000O0%) oooo 16.65 13.17 12.53 5.93
CLg (mL/min/kg) ooooo 0.21 0.22 0.11 0.05
oooo 0.096 0.070 0.082 0.028

a J00000O000O0O000000
b 000000000 00O000O0O0
oooooo

4 OODOOOOOODOOO No.252-2050
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gbobobgbOdp=020300 0000
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DDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDD@:DDD
AUC, 000000000 DbO0bODbO0ObOo0obObo0obDboooboooboooDbOoo
CLee D0OD0OO0ODO0O00O0OO0OO0O0O0OO0O0U0O0OODODOUDODOUOUOUOOOOOP=O4DDODOODOMD
AUC, 0 0D000000D00 1094%09%%0 0000978012240 000000000000
gbobobobobopPPKOODOOooomoobooooboboooob ccbobobobo
gbobobobobobocCcerbobobobobOobOobOo CcLObobOobDODODO
Oobooooooobod Ched122 mu/mnDO0D0O00000OO00O0OODOOOS87 mL/mink OO
oobe3mb/mnbO000003 mu/mnb000000O00O00O0O0O0O CocODOOOODOO
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obgd AUC, . 00D00000bO0bOobbooboobobooobooooboobobOon
CL/FOOO0DO0OO0COO0ODOODOUODOUOODOUODOOOOpP=OS1I00DOOOM

U ohobogboboboboooooooooon 1000 mg ODO0OO0OO0OODODOODO
000000000000000000 No.252-2050

oooo goo og @ 0
ooooo @ ooooo  9%d000
00 0o o0 oo 000
00000000000 136.0%  113.40 163.1%
AUG,. (ugdh/mL) 671 912 966 1008 ooooooooo 104.4%  91.60 119.0%
0oooooooooo 158.6% 135.50 185.5%
Corx (MG/ML) 122 193 157 203 ooooooooo 129.0% 11450 145.5%
t,, () 392 351 444 369 0oooo 538 -10.00 -16
MRT (h) 59.2 52.9 64.0 529 gopoooo -8.7 -13.800 -3.6
CL/F (mL/min/kg) 0.33 0.29 0.25 0.27 ooood -0.01 -0.0400 0.02
VJF (L/kg) 116 091 093 083 SEGELR -0.18 -0.250 -0.10
CL.(mL/minkg) 016 013 014 012 ooooo 003 -0.050 0.0004

a) AUC,,00C  ,000000OoOooooooooooooboboobo

b) AUC,,,00C,,00000000000000000C0O0000DOOOO00O0O0DOO000ODOObDO0O0ODOODODbOOO
00000000p=001900p=003600000000000000000000O0OO
goobooooooboooooobooobooooOoOooOoOoOoOooOoOobOOobOOoOoOoOoOOoOOODbOOobOOoOoboOoboOoOooOoon
ooswboooooooooooobooooboooobooooooooooooboooo
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gboboboobobin4siogboogbgbgesdssoooooogognoon 1000 mg O
gbobgboboooboboboooooooobobobooboboboboooooo
gbobobobobobobobobobobsoboboobnd
gboboboobobooboboooooooooooooog AUG, 00 C 000000
DDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDD@]DD
gboobgbobobooboobooboboboboon CobbobOobOOOOOoDbDOOO
gbooboboobob pPKOOODOOOMmobobooobobob cLbobobobobo
gbobobobobocCerbobobobOobOobOobOo CcLObOoDbODbDODODODO
gboobgbobooobobobooooooooboboboooboobobobooooooo
ooboooobooobooboboooobbooboboobo cF D VYFOOODOOODOODOO
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U 1o0oo0booobobboboobobboboobob 1000 mg ODOOODOO0OOO0DO
U000000000000000000000 No.252-2050

ooooo ? e oo oo® ooooo  95%DO000
0000 000 0000 000 ooo
D0oo0000000  1440% 12330 168.2%
AUC,., (ugih/mL) 671 966 912 1008 —— o ggooooo  110.6% 93.80] 130.3%
0000000000 1293% 11100 150.6%
C... (ug/mL) 122 157 193 203 oo oIOTOT IR s Lo,
t,, (n) 392 444 351 369 00000000 35 07077
MRT (h) 592 640 520 529 00000000 2.4 27075
CL/F (mL/min/kg) 0.33 0.25 0.29 0.27 gbooooooo -0.05 -0.090 -0.02
VoJF (L/kg) 116 093 091 083 00000000 -0.15 -0.2301 -0.08
CLg (mL/min/kg) 0.16 0.14 0.13 0.12 oooooggo -0.02 -0.0400 0.01

a) AUC,,00C  000000oOooooooooooooobooboobo

b) AUC,,00C,,000000000000000O00CO00O0DOODO00O0ODODODOOO00ODOODOOOODODOOO
00000000000p=001900p=003600000000000000
gooboooooooooooOoooooOoOoooobOoooOobOOobOOoOooobOOooOooooOobOooooboooOooon
oooooswioooooooooooooboooooooooooooonoo

(6) DUDOODODLOUOODOUODOODLOOUODODOOD No.252-2110

gboboobooboobooobooboobooboobobooDb 1000 mg DOODOOOO
gboboboboobooboboobooobobobobobobo ccbooobobOoDbo
Uy, 00 MRTOODODOODp<OOIDODOODO 00D ODOO0O0O0bO00O0b0O0O00bOO0
gbobgoboboobobobooooooobooboboobooooboboboboooooobo
U pPKOOODODODODOoOOoDOOoOobobobobobobobobobobobooboDbo
gboobobobobobob ccoboboboboboboboobobobobobOobo
DDDDDDDDDDDDDDDDDDDDDDDDDDDDDB)DDDDDDDDDDDB)D
DDDDDDDB’)DDDDDDDDDDDDDD cLobgobgobobgobobobobobo
uboboboboboboboboboob

gboboboboboboboooooooooon Toobooboboboboooo
Ubdb0Op=002e0 00000 t-000DOODOODODODODOODODODODODODODO
gbobgboboooboboboooooobooboboboooobobobobooooooo
gooo

01) 000000000000091.281U/LO 0O 000 49.07 IU/L
02 0000000000000316gdL000003.36g/dL
03 000000000000000 82kgd 00 71.5kgd 000000 78.4kg0 0 0 66.8Kkg
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15 -

15

T —o— 2R #E (n=12)
—— FFEEES R T HHE8E (=12)

iR 7 )LaFy —ILEE (ug/ml)

8 12
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(v D0OOOoObObOOoOobOoOobooOoo
oo ooooogoon
0000000 NoUK-292663-JP- 6010 00000000 OOOOO0O0O0OOOOOOOOO
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0odoooooooooobodoooooooooooooodo cLooCooooom
gooooooooooooboooob oo oooooboooooon
0000oooooooboboooodnd 1009mgds5045mgO 0 2523 mgu 0 000 0OOm
0080 mgd400 mgUO O 200 mgu D00 0O0OOO 2000000000300 00000O00O0O
000000000 800400 mgd 400200 mgO O 200100 mgO OO OO0 OODODOODODOOO
DDDDDDDDDDDDDDDDDDDDDDDDDDDDDDD@:DBOOMOOmgDD
400200mg 00000000 DOO0ODO0O0OO0 25pugmLO00 R25wymLO0000000O00O0O
oo ooooooooonoooon SODDDDDDDDDDDEEDDDD
800/400 mg OO 400200 g OO0 OO0ODOOODODOOODODOOODOOODDOO 12 pg/mL OO 6
po/mL OOODODODOOO0ODODODO0ODODODODOOODODODOODODDODOOODDOOOO MIC
0 Candida albicans(] Candida parapsilosis O [0 Candida tropicalist] MICg=0.500 4 pug/mLO Candida
glabrata O O Cryptococcus neoformansd MICy =16 0 32 upg/mL O MICg,=8 pg/mL O Candida

0)2722(2)3) (8 0000000000 O0000O
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guilliermondiiCl MIC DD=2pg/mL|]DDDDDDDDDDDDDDDDDDDDDDDDD
ubobooobbooobooboooooobbooboaobodg

40

N w w
a1 o a1
I I I

MmIFRTILaFI—ILRE (ug/mL)
= N
o o

— B %E | #5400 mg /200 mg
0 — 8RR 5 / #1F1%5: 200 mg / 100 mg

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17
&EHME (B)

U0 sgdbooopoooboooobooboobboooog 200000000 b0o0bao
goboopobooobobooboboboooboobo
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|
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ubo4000b0obooboboobooobobooboboooooooooobobooooooog
uboboooobuooobboobboobobooobboobobooobooobboobboo
ubobooobbooboboobboobooonoog

(8 OO
1) 0000000
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00 D-DISIMOIDDDNDNOOOOCOC0O0DNONDNDNDNDNDDD 12%00000
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00000000000000000000 5001000 2500 5000 1000 0 O 2000 mg O O O
00000000000000000 V001000 mg 000000000000000000

0)2622(1)2) () 0000000000000 0O00000O



gooboooboo 2500000000000 Page24

oooobooboooobobooooooDgD o2kgd OO0 DOODODODOOOOO
No.UK-292,663-JP- -501[0J 0000000000000 0000O0000000Db0O00bDDbO
gboboboboooboboboboboboobobooo

gbobgbooooobobobobgobobooobobobobooboboboooob
gbobooboobobooboboboboooooobooooooooooooooog

gbobgbooooobobobobgoboooobobobobooboboboooob
UD0O00DO0000 590 96%0 1060 125%0 0 54.90151%0 00 0000000000000
gbobgobobooobobobooooooboobobobooooboboboboooooobo
Uboobobob 52062000000

(9) 000000
000000000000000000000000000000000000000000
0000000000 DM15M
000000000000000000000000000000000000000000
0000000000000 000000000000000000000000000000
DM7, DM12 [T

00000000 000000000000 50200mg 000000000000000
D0000000000000000000000000000000 4000000000
No.UK-292,663-JP- -501M0000000000000000000000 1000 mg0 10 1
0 1400000000000000000000000000000 100000 1%0000
0000000 002400000000000000000 100000 856%0000000
No.252-203 0 00000000000000000000000000000000000
000000000000000

D00000000000000000000000000000000000000000
00000000000 00000000000000000000000000000000
000000000000000000000000 amn

D000000000000000 100mg00000000000000 120000000
000000 773%00000000000000000000000000000124000
0000D00000000000000000000000000 24%00 0.18%00000
0000D00000000000000%-0000000 5 mg000000000000
00 % O000000000000000000000000065%00 N-0O00000 2.0%0
0000000

000000000000000000000000000000000000000000

DDBI]

gbobgobooooobobobobgoboooobobobobooboboboooob

0)255(6)3 00000000000000



gooboooboo 2500000000000 Page25

Uboooboobbogobiogd4eb ss»wonoggooooooobbooobooobon
gooboobooboobooboboobobooboboobobooobooooboobooooooo

OH
HO—P=0

o
N

N I
¢ TN=CHz—C—CH—N" )
=/ Fo\=y

F

gbooooooon

0.7%¥
NC 792 N oH
iﬁN*CHZ C—CH;—N 7} HO—P=0
F N OH
F
gboooooo

85.6% 2
77.3%"

o OH

OH N
N I N N{ L HNT \>
/ \Nch*C*CH*\ N 7 “N—CHz—C—CH;—OH
O e S =
124000000
[ L 2.4%"
N-O 00O i
2.0%9
GLU
N. ? N N o
¢ TN=CH7—C—CH—N" ) (¢ “N—CH;~C—CH;—0—GLU
N=/ Fo=N =/ F
F F
goooobooon goboooobooboooboboon
6.5%9 0.18%"

U oudbooooboobooobooon

a 000000000 1000mgl0 10 400000000 14000000 00240000000000000000000%0
b DOO0O000D0 100mgO0000000120000000000000000000%0O
Q¥CO0D00000 50mg00000000 9% 00000000000000000000%0



gooboboogd 2500000000000 Page26

(10)0 00000
1) 000000
000000000000000000000000000000000000000000
0000000000000 000000000000000000000000000000
000000000000 0000000000000  D-DIS1MO000O0000O0On
0000000000000 000000000000000000000000000000
00000000000
000000000000000000000000000000000000000000
000000000000 00000 DDISIMOOCOO00D0OO0ONO0OONONOoOOODn
0000000000000 000000000000000000000000000000
00000000000000000000000000000000000000000000
0000000000000 000000000000000000000000000000
oooo

2) D0O0OO0OP4sO0O000OOODOO
OO00O0oO00oOoOobDinviroOODOOODOOOOOO PABOOOODOOODOOOODOODOO
gboboboobveMuobOoboobUobobOobOobODbO cypPzeon CcyP2C190 0 CYP3A4
ubobooobouooobboobbooboobooobbooobobooobooobbooboboo
DDDDDDDDD@]DDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDD
uboboogbobooboog

0)O00ooOoOd0ooOoOoOoUoooooooooooooog
gobooboooobooboobobooobooboobooboboooboobOooboon
oooobooboboooboobobooobDoobDo0oboobobDoobDoobUooboo
ooooboooboooog



gboboooobooo 2500000000000 Page27

254 00000O0OOO
Ub00b0b0b0ob0ob0ob0o0o0o00oO00On NoUK-292,663-dP- -6010 0000000
U0000b00bO0b0ob0obO0obOob No2s230200Db0DbObObObObObODbDODbO
ubboooobuooobboobboobobooobboobobooobooobbooboboo
uboooooodan
ubbodboooboboobooobooboonoooobboobooboon

() 0000000000000000
N00000000000000000000000000000000000000000
N0000000000000
N00000000000000000000000000000000000000000
0000000000 200 mg0 00 400 my0 0000000 400 mg/0 00 800 mg/0 0 0 0
N00000000000000000000000000000000000000 100 my/
000 200mg0 0000000 200myg000 400 my0 00000000000000000
00000CLerd 1UO050mUmind 00000000000000000
noooooooooooooobubhoooo

0 100000000o000go0g

0oQ ooog ooood ooood
0o0o0d2000 | 0300000 oood

200 mg 100 mg

oooDoooooooooooon 0o 0o

gboobooobooboooogn 501400

400 mg 200 mg
O00D000o0ooOooooooooood
oo0poooooogoo

ooooooo 400 mg 200 mg
ooooood oo oo
sfsisislsisislsis}s 800 mg 400 mg 1402800

gbooooooo
gboooooobooo
gooooonooooooogn

gbobgbooooobooboboboboooobobobobooboboboooon
gboobgboboobooboboboooooooobobobooooboobobobooooooo
gboobgboboobooboboboooooooobobobooooboobobobooooooo
gbobobobobobobobobobobobon

gbobgbooooobooboboboboooobobobobooboboboooon
gboobgboboobooboboboooooooobobobooooboobobobooooooo
gbobooboobobooboboboboboboboboboboboboboDbo

gbobgbooooobooboboboboooobobobobooboboboooon
gboobooboooboboobooobogbbmuoobooboobooboobobooDboo
gbobobobobobobobobob ebObODbDODbDODODODODOSO00D0OO
gboobobgooboob



gboboooobooo 2500000000000 Page28

1) 0000
() 0000000
1000000000009 000000000000000000000000000000
00000000000000004800000000000000
000000000000000 4 0000000 2300000 25000000000
6370000 24093000000000000000000 2000000000000 60
000000000000000 400 200000000000000000000000
oooooooono
00000MO003l0000000U10000000 738%03Y420 0000 001200
00000000000000000000 786%033420 000000000000 000
006000000000000 64.6%031/4800000 0
0000000000000 711%027/380 0 0000000000000 4000000
000000000000000000000
00000000000000000000 500%061200 0000000 100%0 7/700 O
000000 100%0880 000000000 571%04700000000000000000
000400 200000000000
0000000004000000000000000000000000000000000

0 1200000000

ooooon
ooooo oo 00 |O0000 |oo0000 |00000
oo 0o
oooooo ? 6 6 1 50.0 (6/12) | 46.2 (6/13)
0000000000 2 2 1 2/4 2/5
ooooooon 7 0 1 100 (7/7) 875 (7/8)
0oooooon 8 0 1 100 (8/8) 88.9 (8/9)
0oooooo 4 3 0 57.1 (4/7) 57.1 (4I7)
ooooooooo]| 27 11 4 71.1 (27/38) | 64.3 (27/42)
hEEEREEEE 4 0 1 44 4/5
0000000000 0 0 1 - 01
0000000000000 4 0 2 4/4 66.7 (4/6)
0o 31 11 6 73.8 (31/42) | 64.6 (31/49)

U 000000000000oooooooo

() DOOOOOO0O

oboobobob 4800000000000 0DO0DLO0OD0 MOODODOODLDO I00DDOODO
gbosgboobobobeboboboboyoboboOob

OO00O0O0DO0O0ODO0O0000 s00%06120 000000 75.0%06/80 00000 100%
O70O00000 100%08800000000 571%04700000000000000O0O
DDDDDDDDDDDDDD@D



gboooooboon 2500000000000 Page29

0 13000000000

oo 000000
000 0oooO 00 | 00 | 5 |DDOOD (00000
0o 0o
0ooo oooooo

e 6 6 2 50.0 (6/12) |42.9 (6/14)

O00000 |[0000000000
e e e 6 2 2 75.0 (6/8) |60.0 (6/10)
iR EEEEEEE 7 0 1 100 (7/7) |87.5 (7/9)
000000 |[0ooo0ooo 8 0 1 100 (8/8) |88.9 (8/9)
00000 |000O0O000 4 3 0 57.1 (4/7) |57.1 (4I7)
0o 31 11 6 73.8 (31/42)|64.6 (31/48)

Ui 000000000000oooooooo

(o 00000000

00000000000000 800mg 0000000 40mg 00000000000
800/400 mg 0 00 M O0000 400mg0 000000 200mg0 0000000000 400/200
mg00000000000 20 mgO0000000 100 mgD000000 0000200100 mg
0000000000000 8L8%0 911 76.2%0 16/210 0 0 62.5%01 580 0 0 0 [ 400/200
mg0 0000000000000 14

N00000000000000000000000000000000800/400mg0 000
0000 8L.8%0 9110004001200 mg 0000 643%1914000000000000000
00000000000000000000400200 mg 00000 200/100 mg 0000000
00000 100%3 77000 625%0580 000000 000400200 g0 000000000
000000

0 14000000009

000 800/400 mg | 400/200mg | 200/100mg | 000 00
_ . 512
oooo 23 4/8 01 S
_ . 6/3
0ooooo 3/4 23 1/1 e
70
0oooo 4/4 33 i ] G
911 914 19/27
DO gsrswn | 064.3%0 - 2 0 70.4%0
88
0ooooo ] 4/4 4/4 ] AR
47
0oooo ] 33 14 ] e
. ] 7 58 ] 12/15
0100%0 | O 62.5%0 0 80.0%C]
. oL 16/21 58 " 3042
08L8%0 | 0762%0 | O 625%0 0 73.8%0]

8 000000O0O00ooOooooooooo

by DOOCOOS8OmMgOOODOODODO 400my00000000CLo0D0000DOODODODODO 200 mgO
gooooo

c000db40mgO0OCO00D0OO200mO00000000DOOO0DOOOOODODOOODOOOOO
g400mg0 oo



gboboooobooo 2500000000000 Page30

2) DOoOoOooo
gooooobooobooooooooobooobooooboooonooooooooon
gooooooooooooooooooodoooooooooooooooooooon
gooooooooooooooooooodoooooooooooooooooooon
00Moodoooooooooooooooooooooooooooooooooooono
gooooooooooooooooooodoooooooooooooooooooon
goooooooodooonooooooooooon

00000oonoononD 320000 24 0000000000000000O 75.0%0 00O
DE‘EDDDDDDDDD C.abicans 22 OO0 MOOODO 1500000000000
68.2%0 00 0000O0C. abicans O O non-albicans Candida spp.d0 10 0 O Candida spp.00 O C.
albicans 0 C. parapsilosis 0000000000000 ODOOO 900000O000O0OOO
920.0%000000000000non-abicansCandidaspp.0 0000000000 OOOODOO

0 15000000000000

als gooooo
goooo ad ad gd 0o 00 goooo goooo
gd ad
C. albicans 15 3 4 0 2 68.2 (15/22) 62.5 (15/24)
Non-albicans Candida spp. 9 0 0 1 4 90.0 (9/10) 64.3 (9/14)
C.abicans+ |, o | o o | o 11 11
C. parapsilosis
C. glabrata 0 0 0 0 2 - 0/2
C. guilliermondii 1 0 0 0 0 11 11
C. krusei 1 0 0 0 0 U1 V1
C. lusitaniae 1 0 0 0 0 1 11
C. parapsilosis 1 0 0 1 1 1/2 13
C. tropicalis 1 0 0 0 1 11 1/2
Candida spp.? 3 0 0 0 0 3/3 3/3
OoO| 24 3 4 1 6 75.0 (24/32) 63.2 (24/38)
Cryptococcus neoformans 0 0 1 0 2 0/1 0/3
Cryptococcus spp. ? 0 0 0 0 1 - 0/1

a 0000d0D0oo0ooooooooo

(2 DoboboOobooOooboOoDobOOoboboOooDboOoo
gbobgbooooobooboboboboooobobobobooboboboooon
gboobgboboobooboboboooooooobobobooooboobobobooooooo
gboobooboobobooboboob
Oob0z20000000000000s8OmyUbD0O0OO0O30000 400mg/0OO02800
gbobgboboooboboboooooooobobobooboboboboooooobo
gbooboooooon
6500 43000000000b0b0obO0obOobOobO0obO0ODbO0ODbOODbODbODbODbDODO
gboobgbobooobobobooooooooboboboooboobobobooooooo
gbobooboobooboobobooboooooooooboooooooooooooogon
OobOobobooboobDoboboobobooboononog 03%bzsRodnmooooonon



gboboooobooo 2500000000000 Page31l

00000000000 bOO00DOO0bOO0bObO0OODOOnDboO 71870 28E680 00000
udddodooooouooooooooooooboooooooooboobobbsoooaao
ubobooobuooobboobbuooboobooobboobobooobooobbooboboo
un

uboboooobooobbooboooboboobbooobbooobobooobooooo
ubobooobuooobboobbuooboobooobboobobooobooobbooboboo
gbobobobobooboboobobobobobobobobo 3gbobobob 1bo
gboooboooooobbo™@mooboobooboobooboobooboboobbOoDobo
udodooooooooooooooooobboobbobb bbb ooooooooo
gbooooooomooogoooboobooboobooboobooboboobbOoobobo
gbobodbooobobooagbooobboobuoobbobboobooanoo

DDDDDDDDD@]DDDDDDDDDSOOMOOmg gobobooboooabooboon
ubobooobuooobboobboobobooobboobobooobooobbooboboo
un

0 160000000000000000000®100000

oono ooooo 800/400 mg | 400/200 mg oono oo
0000 Oooooo?o 33 0 303 6/6
000000 |oooooooooo 1111 4/5 3l5 18/21
slalslals 00o0oooo i 0 11 5/
slalslals 00000000000 5i5 0 0 5/5
0000000 |00o00ooooon

Jonoon 11 0 11 2/
2121 8/10 33/36
0o 0 100%0 45 080.0%0 | O9L7%0

8 000000O0O00ooOooooooooo
by DOOOOOODOOODOOO

(3 D0O0DOOO0OoO0OO00
1) 000000000000000019 0 0O 0O000000000000000
000000000000000000000000000000000000000000
0000000000000000000000000000000000000000000
0000000000000000000000000000000000000000000
0000000000000000000000000000000000000000000
000000000000000000 42 00000000000000000000000
0000 580000000000 38000000000000 4000 400000000
0000000000 2990000000000 370000000000000000000
00000000000000000000000000000000000000000000
000000000000000000000000000000000000



gboooooboon 2500000000000 Page32

() 0000000
000000000000000 7380031v4200000000000000000000
000000000000000000 786003342000 800 01700/20000 0000 00 ]
7000000000000 0000000000000000000000000000

000000 727002433000000

0 1700000000000

. 000000000 00000000000000
IEEEREEE iEGEEREEE oooooo
0ooo 50.0 (6/12) 75.0 (12/16) 79.2 (524/662)
oooooo 75.0 (6/8) 85.7 (12/14) 77.0 (631/819)
ooooO 100 (7/7) (1/1) -
ooooO - (2/3) 90.0 (9/10)
0ooooo 100 (8/8) (1/2) 82.9 (92/111)
ooooO 57.1 (4/7) 83.3 (5/6) 89.3 (444/497)
00 73.8 (31/42) 78.6 (33/42) 81.0 (1700/2099)

() OOODOOOO

00 800400 gD O OO0 400200mg0 000000000000 81.8%0 9110 00 76.2%
1210000006 2slnoooo0ooooDooooDooDo0O0DO0DOO0OO00000
00100000 200mg 0O0O00O00000O000000000 810001721000 805%
0 1244/15450 0 0 0 0 O

0 1800000000000

000000000 00000000000000
gooooo
Toooo ooooooo 10000 0ooooooo oooooo
800/400 mg 81.8 (9/11) 400 mg 0 O (4/4) 74.9 (349/466)
400/200 mg 762 (16/21) |2000400mg0 0 | 765 (13/17) 82.9 (895/1079)
200/100 mg 62.5 (5/8) 1000200mg 00 | 786 (11/14) 83.2 (431/518)
ooo ? (12) 100mgd 0 | 714 (5/7) 69.4 (25/36)
00 73.8 (31/42) 00 78.6 (33/42) 81.0 (1700/2099)

a 0000080 miO0OOdOdOD400mgiDO0O0000O0CLrD00O0D0OOO0ODDOO 200 mgO
O000O0100000000400mg000C00O0ODO 20mgOOOCOODOOOOODOOOODOOOO
OO000ooO0oOooo040mg0OnOOO 100

ubobooooboooboboobooobboobbooobbooobobooobooooo
ubboodbooobooboobbooboanboo

2) J0O0OO0O0ObOoOooooooo

obobogooooono 19 Jbgboobobooobobobobooobboboboboooo
oboooboooDiesy DDDDDDDDDDDDDDDDDDDDDDDDDDEI]]DD
Ub0ob0ob0obOobobOobooboOoreest1or JbobmMz2e22 000 00O0O00O0OO0O0ODO
uogboobbooobouoooobbobboobouooboboobobooboooboooobbo



gboboooobooo

2500000000000

Page33

01999012001 000 0MMIS3520 0000000000 No.UK-292,663-JP-

6010000000

uboboodboboooboobooboobooboobooobooboobboaonoo

0 190000000000000000000 MmicdOoOd

ogoooooo
0198700 19950
ood MIC(pg/mL) MIC(ug/mL)
0o oo oo oo 0o 0o
aad od

C. albicans 64 0.19 0.050 0.78 89 0.26 0.10 0.78
C. glabrata 6 11.14 6.2500 12.5 26 7.95 3.130 25
C. guilliermondii 5 3.13 1.5600 6.25 1 3.13 3.13
C. krusei 3 15.75 12.50 25 4 8.84 3.130 125
C. parapsilosis 8 0.39 0.200.78 35 0.52 0.390 1.56
C. tropicalis 13 0.41 0.200 1.56 30 0.44 0.20 0.78
C. neoformans 18 4.03 6.250] 25 3 7.87 6.2501 12.5

(9 0DO0OOoOOooOoo

ubobooooboooboboobooobboobbooobbooobobooobooooo
gbobobobobobobobobobobobo 2000b00bOobDOoO0OoDODbDODbO

gboooabood

OO00OOo00O0o0oDooOoboOooD B8wi3v422000ooobooooooobooooo
OO000 75.0%0024/320 00 0000000000000 O0OO00oDOoOobOOoO0OoDoOoo
00000800400 mg ODOODOO 400200 mg DOOOOOODOO 818%0O 911000 64.3%
00000 0bO00o00bDo0oOo0bO0o0obOobObO0obO0obObOODOoOOODOo400200 mg

OO0o0 100077000000

uoboogobooooobooobouobooooobboobobbooobooobood
800/400mg O O 400200mg 0 000000000000 DOOODOCOO0ODOO 400/200mgO00O 00O
ubobooobuooobboobbuoonoooobboobobooobooobboobboo

ugbobooooodan



gboboooobooo 2500000000000 Page34

255 000O00OOOO
obboo0ooobob0o0ob0oobuob0obo0ob00obob0o0obUOobbO00d No.UK-292,663-JP-
S0 0000000000000 000b0o0o000n e 00000 No.252-2010 252-
2020 252-2040 252-20501 252-21000 252-2110 0 00000 4 00 OO O No.252-20300 252-20501
252-20001 252-2120 00 100 0000000000
ugooboooobobooobbbooooobbobuooobbobtbooobobobood NoUK-
292,663-JP- 6010000000000

Ub00b0b0ob0ob0ob0obOo0o0ond Ne2s2-320 bbb oboboboboboboo

(1) COoboooboOooDbooobooo
1) OO00O0OO000OO0o0obOOoOoooooDo
U0O0b0000bO0b00bO0O00 NoUK-292,663-JP- -5010000000 40000000
U0000000000D0 No2522100 0000 120000 6000000000000 0ODOO
ubobooobooooboon
gbobobobobobobosc20mgbdbobobobobobobobobob
obobobobobobobo iccomgoooooooooog
gbobogobooooboboboboobooooobobobooboboboobOob e0 0O 3
gbo3bobobobooboboobobobobooboboboboboboob
gbobooooboooobbooboooboboobbooobbooobbooobooooo
gboboooboboooboobbooobooon
gbobooooboooobbooboooboboobbooobbooobbooobooooo
ubobooobuooobboobboobobooobboobobooobooobbooboboo
uaoo

2) J0OOoO00obDOooooobboooboo
udodoooouoouoooooooooooobooboobobbobobbobioooooao
05002000 mgU O OO0 1740000000500 mgll 1000 mg OO OO 9300000000
U“Hoooooooooooo

OO0O0D0O0OD0O0OD0ODO00002xe9%0O52/140 0000000000000 000000
gbobobobomoomgUoooooono 2000000 300bOO0bOobOOobOobOoDbo
uboboooobuooobboobboonobooobboobobooobooobboobboo
uboboobbooobooobbooboonog
OO0DO0O0O0OO0O0O0ODOObOOObR27 049930 000 00000DO0O0ODOODOOODOODOO
gboooocomgOoooooob 10000boboobobobobobobobobobo
boobgobooboobobobooooooboobobobooobobobOoooobono 18O
ubbogobuoobboobbuoonbouoobbooobobooobuooobboobboo
ugooogoo

gbobobobobob 200 mgOdooooog 1000 mgiog 1400000000



gboboooobooo 2500000000000 Page35

uboboogbboobooobbooobooonoog

3y O0OOo0obOooooooobooobooooboo
oboboboboboboboooooo0 100 mgUOobobob soco mgOooon
gbobobobobobob0obob0obob0obob0ob0obOobO0l No.2s2-2020000
U000 No252-2030 252-2000 U O OO UOO0ODOOO0OODOO0OO0OO0bOO0bOO0bOO0bO0oobogDo
uboboooboooobooboobboaoo
OoOOo00O0o0oooU0oOoDOOo0bobOOo0DbOOoDbbOOo0D 324%023M0000000O0
OOooQ0 2r5%01960 000000000 DO00DOOOOO0O0DOODOOOOOOODbDOO
gbobodbooobuooboobbooboob1ooboobboooboobooboboan
ubboobooboboobooobobooboobbobbooboobbooboobb 1o
ubobooobuooobboobboobobooobboobobooobooobbooboboo
ubobodbooonobooobooobbon
gbobooooboooobbooboooboboobbooobbooobbooobooooo
uboboodgboooobooboobog

(2) OODOOO0OOOObDOObObOOoOoDO

gbobooooboooobbooboooboboobbooobbooobbooobooooo
ubobooobooooboobooboboaoo

obobobobob0obobO0obo0ob 200000000 0DO0O 800 mg 400 mg OO 200
mg 00 300000000000000000000O00

800/400 mg[l 400/200 mg O O 200/100 mgUO OO OOOOOODOOODO 360034000 150
gbobobi1o0000o0d

obobobobOobOoD B0O0ob0obO0 1028 000000000000000O03600 mg
O003600mgO0 6400 mg 000 6400mgO OO OOOOODO 480020000 18000
uaoo

1) 0000

00000 811%0 77900 2630 00000000000000000000000000
02200232%00 4000000000 2000000 2630000 223000000000
0000000000000000000000000000000000000000000
0000000000000 900 9004760000000000000000000000
0000000000000000000000



gboboooobooo

2500000000000

Page36

0 200000000000000000000

A 00 No.UK-ZS;é,GG?»-JP— “601

0oooo 00000

nood 0oo0 oooooo
0oO0oo00O00 263 20

000000000 %0 77 08110 22 0 23.20

000000000000 %0 35 [ 36.80 6 0 6.30

000000000000 %0 24 [0 25.30 7 0 7.40

bobobobob0o 400000000 DO0ODODObDODbOObDObDODODO40@D
gboogooo3obgboobogooooos DDDDDDD@I:DDDDDDDDDDDD
gbobgoboobooboboboboooobboboboboooz20m@moooz2o@moon
gi1goo00oobogoboblio0bo0 ebobobOobOobOobOobO0obOobOobOobOoDbO
gooaad

U 2000000000000000000000000000000000 2%000

gogn googon 00000 %0 00 ood oo
go go 2 0210 2 0 0
god god 2 0210 0 1 1

gpoooogooo 3 0320 1 0 2
oo 2 0210 0 2 0
oo oooood 3 0320 3 0 0
gooooooo (00 4 [04.20 2 0 2

2) boooooo
gbooboboob esub o0 oOoobobooobobobo 240000000000
gbobobobobobobobobobobuobo
gbobgbooboooboobobobgobobodo 120000000000000000O
gsgbobooboboobobooboboobooobobobobooboospoboobob

(@ OO

oo oo 0D 24 000000000000
oo bbobobobbbboDn
gdod

o000 24000000000000000000 300000000000 D1000140
00 18 0000000000000 00000 00O00O0OD0O0OD0O0O0O0ODODO0O0O0O0O0O0O0O0O
0oooooooooobooddoooooooooooooooooooon

0o 30000dooooopoono 2000000000 1000000 3o0000OoOoOO
0oooooooobob o00oooooooooooog



gboboooobooo 2500000000000 Page37

() 000000000000

0000000000000 60000000000 50000000ICUDOOOOOO0O
0000000000000000000000000000000000000000000
00000000 10000000000000000000000000

3) JOoOooboooooo
Z0000b0bobobobotbooboboboboboboboboboboboboo

ubobog rooboobooobooboobbooboobborybbooboobboobaa

oboo3b@oboobz20myuboblioboboobobooboboOobiIoboooOon
uboboobbooobooboobbooboooooaon

4) JOO0oO0oDOOoOoboooboOoooboooo
OO0O00O000O00OO0ObODOOODDOOODseon/400 mgd 400/200mg 0 0 200/100mg 0 O O
OO0O0OO0OO00000 27.8%0 10/36[11 23.5%0 8/340 0 O 6.7%0 1/150 0 0 O O 0 200/100 mg O O
000000000000 D400200 mgO0O 800400 mgOOO0O0OOODOOOODOODOO
DDDD@EDDDDDDDDDDDDDDDDDDDDDDDD 300b00bo0obOoDo
uaoo

0 220000000000000000000000000

O00oooooo/oooooon 800/400 mg | 400/200 mg | 200/100 mg oono
ooooooooo 36 34 15 10
oooooooo 13 16 1 10
10 8 1 3
0]

Dooooooooosed 0 27.80 0 2350 06.70 030,00
000000000000 %0 2 2 ! !
0 0 5.60 0 5.90 06.70 0 10.00

000000000000 %0 2 3 ! !
0 0 5.60 0 8.80 0 6.70 0 10.000

obobOoboobobob0ob0oo0ooOon 3600 mg ODOO3600mg OO 6400 mg OO OO
6400 g DO O00O0OO0DOODO 25.0%0 12/48[17 13.8%0 4/290 0 O 333%06/180 000000
gbboobobooobooboooboobobooboaboo

gboboboobobobobolgbobo1b0obb 200b00b0 20000 4000
OOD0O0O00 28.6%04/141123.7%0 9/380 0 O 209%0 9430 00000000 0O0OO0OOO
goog

OO00O0O000O00D0O0Ob 20000 63%wbe9se6e 0000000DOOOODO0OODOO
oboz20000 100000000 100001000000 11000b00b00ob0obOobo
gboboodgbboooboobooobooobbooboobboobuoobooboobooon



gboboooobooo 2500000000000 Page38

5 D00OO0ODOOOOOOoOoDOoO

(@ DODOOOOOOODOODOOO
ugbobooooboooboboobooobboobobooobbooobobooobooooo

ugboooaooo
oooooobbooooooooobooboboo0o0ooooobooboooooogononD 26.9%

01452000 186%08430 00 000000DO00DOOO0DOOObOO0OODOOoOoOOoOoDbDoOO

gbooooo

() 0O0O0DOO0O0OD0O0O0O0O00
00000000000000000000000000000650000000 65000
00O0o0O0oooooon
00000000000000000000000000000000000000 23.9%
011460 00 224%0 11400 0000000000000 000000000000000O
0DoOoooooooog

(¢ DODOUOOOOODOOODOODOO

CLee DODOOO0ODOO0ODOODODDOODOODOODOODOODOODDOODOO
gbobOCerbOb0ODOOODODODODODO

CLer 50 mL/min OO OO0 50 mi/mn OOODOODOOOOCOCOOOOOOODOODOOO
222%04/18000 25.0%017/680 000 0000DOOO0OOOODOODOOOOODOOOOO
gboobooobboobbcCler OOoobOOobDOoobOoOobDOoOobDbOODDbDODDbDODbDOO
uboboooboooobooboobboanoo

6) DOOOO0ODOODOO

gbobogooobooobobobob ssoooobobobooboobooboboboboob
ubbooobuooobboobboobbooobboobobooobooobbooboboo
gbobobobobobob0obobobobobobobobes 0 nmoom™UIOOO
OO00OO000000D0O0O0bO0O00DO0OD0O0O0 29023 00nooOO 25%0 1351y -
GTPODO 21%09420 0000000 DOODO 22%0 419000 0000000000DO0O0O0OO
Uboobog 9400 5700e61% 00000000 DO0O0O0O000O00OOLOOD0O0O0 BUN OO
33%0 7210y -GTP OO 32%0 15470 0000000000 31%0 4/130 ASTO GOTO O O
29%0 0 ALTOGPTO OO 27%0 12450 00000

(3 DUODOOODODO No.252-3020 000D OODOODbDOOODOO
ugboboooobooobboobooobboobbooobobooobbooobooooo
ubobodobooonooboooooobobon
oboob 2000000000000 80mOOO0O0O 3000000000000 400 mg
ubbooobuooobboobboobobooobboobobooobboobboobboo



gboboooobooo 2500000000000 Page39

CLee0DUODODODODODO

0 230000000000000000000000000

000000000 DDNﬁnmz
ooooo ooooo

0oon oooo oooooo
00000000 283 15
00000000000 62 (95.4) 9(13.8)
0000000000000 0 41 (63.1) 0
00000000O000000 3(4.6) 0
00000000000000
Joono 5(7.7) 1(15)

gboobOd esdn 620095.4%0 0 Z%DDDDDDDMDDDDDDDDDDDD
gboobgboooooesgb 1sg0goboboboboooobobobobooobobo
gboobgboboooboboboooooooobobobooooboobobobooooooo
gboboboboboboboboboboboboboegb sUubbobOobOobOobo
gboboboboboobobooboboboboobobooboooo

gboboboobobob 1020300 3b0b0ob0oobooooooooobooooog
gooooooooobooooooooooboboobooooooooooboobboboo
soomgb 0o onDobobobobOobobobon

Oobobo0oobboOoboOooDbosoo400 mg DOOODO 400200 mg DO OODOOOO185%
0527000 71%0 1140 00000800400 mgU O OODO OO0 S0000000O000D0OO
oobooooooobooboooobooobbo0oboboooobbOobbooboDbOOso0400 mgd O
gbobobobobobobobob

gboobooboob es0b 3v00 7200000000000000000000000D0
gboobgbobooobobobooooooooboboboooboobobobooooooo
gboboboobobobobob 2200000000 sO0DbOO0OOOOODOOODO 70O
gbobobobobobobob s0b 2500000000010 00000000 300
Ubdedb0ODOO0ODbOODODLODO0OOOOODODODOODOODODLODOO0ODbODbO
gboobgboboooboboboooooooobobobooooboobobobooooooo
gbooboboboooboboboboes 00000 528 00 000DOO0OO0OD0O0OOODO
ubobobobobobobobobobobobob

(4 00000000000
000000000000000000000000000000000000000 23.2%
022950 00000000000000000243%0000000000108%000000
00000000000000000000000000000000000000000000
1.1%0 1950 5.3%0 5950 0 00 00 000000000000 0000000000000
00000000000000000000 43%]00000000000 52%000000



gboboooobooo 2500000000000 Page40

ugbobooobooobooboonbog

(5) DOobOOUO0OCOOoO0obOO0ObOOOoOoDOOObObOUObObDOObDbOOoOoDo
ubobooooboooboboobooobboobbooobbooobobooobooooo
ubbooobuooobboobbooboobooobboobobooobooobboobboo
ugboobooooodan
ubbodboobobooboaooboooboobbooobooooobd

1) OO0O0OO000OO0o0obOOoOooooooDo

b0 13680001760 0129% 000000000000 O00O0O0O0O00O0O0O0O0O0OO0OO
000000000 0056%MASTOGOTIMALTODGPTO OO OOODOODOD O 2.1%MM]
gbobobobobobobiswbooboboboboboboooooexxo oo
ugbooooo

2) J00OOoO0obOooooobooooobooooo
obgs4250000000000000000000O0 43100794%054400000000

000000000 0O0ODASTOGOTIDALTOGPTODODOOO130 DD 240%00000 70

00129% M 00 3100057000 20000370 000000@OOOOO)

(6) DODOOUOUOOOODOOOOOUODOODbObOObOObOOO

1) 0000000

OO0O00OO000O0o0boOo0obO0 10000000 1e0 mgkgOOO 6000D00O0OO 40
mgkgU O OOOOOOOOODOOOOOOO0ODOOODOOOOOO0ODOOD
ubobooooboooboboobooobboobbooobbooobobooobooooo
gboboboobobobobooobuz447y J0O00OD0DOODODOODO0IODODOOOODO
ooo

0000000 No252-2000 OO ODODLOOOOOO0OODLOOOOODO 1000mgIgn
goooooo sotomg 0 400000000 T,000000OO00O T,00000000O0
gbobobobobobooTsHOOooooooooooooobooboboboboo

2) D0OOoQrooOonbnO

OO0D01000000000036emgkgd 00000 60000000000 30 mg/kg DO
obobobobooboQr obuobuobuobobooooobobobobobuo2447 000
gboboboboboosoQQruuboooooooboooom
gboboboobobobobooooooooobb 21 00b0b0obobobobob
goboobooobobocepvP DOOOOODOODODODOODDODODOODOODODOO
gbobobobobobobOo4somsdgoooobo4omsbD0d QTecOoooonoo
200mg000000000O00000O000O0DO0O Qe OO0 DODODnDg QTecU



gboboooobooo 2500000000000 Page4l

ubobooobuooobboobbuoobobooobboobobooobooobbooboboo
gbobobooboobobooobobD Qrebobobobooboboooboboooboobobo
ubboooobuooobboobboobobooobboobobooobooobboobboo
ubboooobuooobboobboobobooobboobobooobooobboobboo
ubboodbooobooboobbooboanbon

3) OOOOoDOoOooDo
ubbodbbooobuooboobooobaoobbobboobooboobobog 190000
O00POSU246 mg DO O0O0O0OODODDUOOOOODOOODDOOODODOOOOD40 mgkg O
0000 POF98 mgkg DO O DDOODUOODOOOOUOODODODOOODOOODOOOOOO
uboboooobuooobboobbuooboooobboobobooobooobboobboo
uboboooobuooobboobbuooboooobboobobooobooobboobboo
OO0O0DOO0DbODOOo0ODbDODbO0OD 1009 mUOOODOOOODOO 50kgDOOOODO
OPOSO00OD 50 mgkgO O DDOOODOODOODOUOOODODOOOOOODODOOOO
OO00O0O000O00bOO0bO00DbO0 129k 0 000D0OO0ODOOO0OOO0O 4.8 gkg™d
OOooOoOooooiso myLOO0DOOO0ODOOOOO0ObOO00ODOOOobOO0OODOOODOODbDOO
gobooobobooobobooboboobobooobboobobuoobobooobbooD2447 0
gbobobobobobgoeoooooooooom

U0O000O No.252-203[0252-204 0 252-205 DU O OO OOOOOOOOOOOOOODOO
ugbooooboooon

(7 000000000
000000000000 000000000000000000000000000000
0oO0oO0O0oooooon
00000000000000000000000000000000000 2000mg000
00000 1000mgd1400000000000000000000000000000000
0000000000000000000000000000000000000000000
0000000000000000000000000000000000000000000
00O00oo0O0oooon
00000000000000000000000009% 00 200 4000000000
0000000000000000000000000000000000000000000
00000000000040000000000030000000000030000000
0000000000000000000000000000000000000000000
00000000000000000000
0000000000000000000000000000 40 mgO0000000000
00000000000000014000000000000000000000000000
000000000000000000000000000000000000000000



gboboooobooo 2500000000000 Page42

ubbooobooobuooboonoooobooon 800/400ng 400200mg 00000
uboobooobboooboobooobooobobooboo

gobobboooobbooboooooobobbooouobooboboboogoa



gboboooobooo 2500000000000 Page43

256 U00OO0O0OOOOODOODOOODOOD

ugbbooobobooobooboobbooboobboboboobbooboobboonboo
ubbooobuooobboobbuoonoobooobboobobooobooobbooboboo
ubbooobuooobboobbuoonoobooobboobobooobooobbooboboo
gooobbbOoooooobbboooobobobbboooobbboo0o0oOooOb4o0, 800
mgudddgodoooooooboobobobooboboooddooooooooooobooboon
ubobooobuooobboobbuoonoboobboobobooobooobbooboboo
gbobobobobobobobobobob0oomLOboboD 8OO mgUbOOobooBbDoDOo
ubobooobuooobboobboonoobooobboobobooobooobbooboboo
ubobooobuooobboobboonoobooobboobobooobooobbooboboo
uboboogbobooooo

uboboooobooooboboobooobboobbooobobooobobooobooooo
gbobooobooboooboaonbog

(1) D0DoOoOoO0

1) OOO000Oo000oOO00ooOoobo0obDooooboooboobOooboooo
0000000000000 0 738%03v420 0000000 727%024/330 000000
000000000 O000C. albicansO 00O 00O 68.2%0 15/22[11 non-albicans Candida spp.0] O
000 900910000 000000000O000 C. abicans OO O O O 0 non-albicans
Candidaspp.0 OO O0D0OOODOOODODOODOOO

0000000000000 000000000O0DOO0DDO400/200 mg OO 800/400 mg OO
0000000000 64.3%0914(10818%0 9110 00000000000 0O0OODOOOO0O
OO0 400200 g0 00000001000 770000000000000O0O00ODOOOOO0O
000ddooooooooobooooooooooooooDDnO 400 mgdOOOO0O 200 mg
oo oooooooooooooooooooonooon
doooosomgd OO0 OoOoD400mgUi0ddddooooooooodoooooooon
0o

ugon O00o0d0oOoOoOoboOoDbboDooDDDbOD 786%0334200000000 76.3%
D29/38DE:1DDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDD
ubobooobuooobboobboonobooobboobobooobooobbooboboo
ubobooobuooobboobboonobooobboobobooobooobbooboboo
ubobooobuooobboobboonobooobboobobooobooobbooboboo
ubobooobuooobboobboonobooobboobobooobooobbooboboo
uboboobboooobobobbooobobooobboobboonoboobboooobooa
ubobooobuooobboobboonobooobboobobooobooobbooboboo
ubobooobuooobboobboonobooobboobobooobooobbooboboo
gooad

gobobboooobbobooooobbbooogn



gboboooobooo 2500000000000 Page44

2y J0bO0d0ooObOoooboooObOOo0obObOo0ooObOo0bObOoOooObOoOoobOooobobOoo
ogoooooooooooooooooonooooooooooa

goooooboobooooooooobooobooonoooonooooooooon
gobooooooooooooooooooooooooooooooooooooon
gooooooouooonoooooooooooooooao
0dddddooooooooono sooooooooooooboobooobooboooboon
6010000000 0000000000000000000 2000 1000 mgOO0O0O
00o0oooono 300000000l ooooobodooooooooon
oo C. glabratagD Cryptococcus neoformans ™0 000 MIC,J O OO0 8 ug/mLO OO 000
gooooooooooooooooa

3y OooobOoO0ooooUobooobooboUobboUoDoOOoDOoOobOOoobbogDoOoboo
ggooaoo
ugboboooobooobbooboooboboobbooobobooobobooobooooo
oobyvoiObCo0oooooooooboOoobboobobo0ooDoooboboobboooDbbooooo
ubobooobuooobboobbuooboobooobboobobooobooobboooboboo
ubobodboooboobooobbooboobbobboobb10o0bobboobaa
gbobooobooonobooooon
ugbobooooboooboboobooobboobbboobobooobobooobooooo
ubbooobobooobooboobobooobobooboobobobboao

0 2400000000000000000000000000000

OOx0O0O oooo
Oo0OOOooogdg 2523mg2.5 mL

0 22x 43 mm 0 159
COoO0000O0O0O0O00 200 mg/2.5 mLO
00000200 mg/100 mL 0 50x 103 mm 0 190 g™

ad00o00oooOooboOooooooooo

uboboooobooobbooboooboboobbooobbooobobooobooooo
ugooad

(2) 0OO
0000000000000000000000000000000000000000000
0000 5000 000000000000000000000000000000000000
oooog
000000000000000000000000 200000 800mgO00000000
0000000000000000000000000000000000000000000

000000000026221)2)() 00O000000000000000



googoooooo 2500000000000 Page45

ubobooobuooobboobbuoonobooobboooboooobooobbooboboo
un

gboboodoboboooboobooobbooboobbon
gboboboboboboboooooobooo 200400 mgoobobooboboon
ubbooobuooobboobbuoonoobooobboobobooobooobbooboboo
00000000000000000001997 00898800 00000001998 00OBB002
ubbooobuooobboobbuoonoobooobboobobooobooobbooboboo
gbobobobobobOo 200400 gdboobobo0oboOobobobobobobOoDo
ubboooobuooobboobboonoooobboobobooobooobbooboboo
ubboooobuooobboobboonoooobboobobooobooobbooboboo
ubboooobuooobboobboonobouoobboobobooobooobbooboboo
ubboooobuooobboobboonoooobboobobooobooobbooboboo
ubboooobuooobboobboonoobooobboobobobooobooobbooboboo
gbobodbooooboobooobbooboobbobboobooon
uboboooobooobbooboooboboobbooobobooobobooobooooo
ubboooobuooobboobboonoooobboobobooobooobbooboboo
ubboooobuooobboobboonoooobboobobooobooobbooboboo
ubboooobuooobboobboonoooobboobobooobooobbooboboo
ubobooobbooobuoobooboboobooobbooboobbooboobobooobooan

gbobodbooooboobooobbooboobbobboobooon
oooooooooo

>

gooo000O0OO0O000O0O0000O0

oooo
0 100 mg
0 0500 200 mg

O
oomgl 0000000000 O0O0OO000O
0500 200 mgh O 0O O 0O O 400 mg

Mmooooooooo

oooooooooo s

aonoooooonnnn
ooo00O00O0o0o0n0

000000000000
0ooOoOoOooooOB
0i1oobbooooooooobog



gbooooooboon 2500000000000 Page46

257 0O0O0OO

1) OO0 0. DO00O0000000O00000O0 eEmpric Thegpy O—00000000O00O0O
000000 —0 JapJAntibio 1997; 50: 669-682.

2y 00 OOO0OO ODOOO o000 O, OooooooOoooooboobobooooooao
0000000 —00000D000000D0D000D0—0 JapJAntibio 1998; 51: 721-734.

3) J0DOO0O0.000DOOo0oDOO0O. ODOOOoo;1999. P30-46.

4) National Nosocomial Infections Surveillance (NNIS) System Report, Data Summary from January
1990 — May 1999, issued June 1999. A report from the NNIS System.  Am JInfect Control 1999; 27:
520-532.

5) Beck-Sagué CM, Jarvis WR, and the National Nosocomial Infections Surveillance System.  Secular
trends in the epidemiology of nosocomial fungal infections in the United States, 1980 — 1990. J
Infect Dis 1993; 167: 1247-1251.

6) McNel MM, Nash SL, Hajeh RA, Phelan MA, Conn LA, Plikaytis BD et a. Trends in mortality
due to invasive mycotic diseases in the United States, 1980-1997. Clin Infect Dis 2001; 33: 641-647.

7) Nguyen MH, Peacock JE, Morris AJ, Tanner DC, Nguyen ML, Snydman DR et al. The changing
face of candidemia: Emergence of non-Candida albicans species and antifungal resistance. Am J
Med 1996; 100: 617-623.

8) Pfaler MA, Jones RN, Messer SA, Edmond MB, Wenzel RP, and the SCOPE Participant Group.
National surveillance of nosocomial blood stream infection due to species of Candida other than
Candida albicans: Freguency of occurrence and antifungal susceptibility in the SCOPE program.
Diagn Microbiol Infect Dis 1998; 30: 121-129.

9) Marr KA, Seidel K, Slavin MA, Bowden RA, Schoch HG, and Flowers MED. Prolonged
fluconazole prophylaxis is associated with persistent protection against candidiasis-related death in
allogeneic marrow transplant recipients: long-term follow-up of arandomized, placebo-controlled trial.
Blood 2000; 96: 2055-2061.

10) Pfaller MA, Jones RN, Doern GV, Sader HS, Hollis RJ, and Messer SA et a. International
surveillance of bloodstream infections due to Candida species. Frequency of occurrence and
antifungal susceptibilities of isolates collected in 1997 in the United States, Canada, and South
Americafor the SENTRY program. JClin Microbiol 1998; 36: 1886-1889.

11) Pfaller MA, Diekema DJ, Jones RN, Sader HS, Huit AC, HollisRJ et al. International surveillance
of bloodstream infections due to Candida species. Frequency of occurrence and in vitro
susceptibilities to fluconazole, ravuconazole, and voriconazol e of isolates collected from 1997 through
1999 in the SENTRY Antimicrobia Surveillance Program. JClin Microbiol 2001; 39: 3254-3259.

12) Rex JH, Rinddi MG, and Pfdler MA. Resistance of Candida species to fluconazole.
Antimicrobial Agents Chemother 1995; 39: 1-8.

13) Fraser VJ, Jones M, Dunkel J, Storfer S, Medoff G and Dunagan WC. Candidemiain atertiary care
hospital: Epidemiology, risk factors, predictors of mortality. Clin Infect Dis 1992; 15: 414-421.

14) Viscoli C, Castagnola E, Van Lint MT, Moroni C, Garaventa A, Rossi MR et al.  Fluconazole versus



gbooooooboon 2500000000000 Page47

amphotericin B as empirical antifungal therapy of unexplained fever in granulocytopenic cancer
patients. a pragmatic, multicentre, prospective and randomised clinical trial. Eur J Cancer 1996;
32A: 814-820.

15) Anaissie EJ, Kontoyiannis DP, Huls C, Vartivarian SE, Karl C, Prince RA et a. Safety, plasma
concentrations, and efficacy of high-dose fluconazole in invasive mold infections.  J Infect Dis 1995;
172: 599-602.

16) British Society for Antimicrobia Chemotherapy Working Party. Management of deep Candida
infection in surgical and intensive care unit patients.  Intensive Care Med 1994, 20: 522-528.

17) Edwards JE Jr., Bodey GP, Bowden RA, Biichner T, de Pauw BE, Filler SG, et a. International
conference for the development of a consensus on the management and prevention of severe candidal
infections. Clin Infect Dis 1997; 25: 43-59.

18) Rex JH, Walsh TJ, Sobel D, Filler SG, Pappas PG, Dismukes WE et al.  Practice guidelines for the
trestment of candidiasis.  Clin Infect Dis 2000; 30: 662-678.

19) Demajo WA, Guimond J-G, Rotstein C, Tweeddale M, and the Canadian Candidemia Advisory Group.
Guidelines for the management of nosocomial Candida infections in non-neutropenic intensive care
patients. Can JInfect Dis 1997; 8 SuppleB: 3B-9B.

20) Grant SM, and Clissold SP.  Fluconazole A review of its pharmacodynamic and pharmacokinetic
properties, and therapeutic potential in superficial and systemic mycosis.  Drugs, 1990; 39: 877-916.

21) Bentley A, Butters M, Green SP, Learmonth WJ, MacRae JA, Morland MC et al.  The discovery and
process development of a commercial route to the water soluble prodrug, fosfluconazole. Org
Process Res Dev 2002; 6: 109-112.

22)0000.0Compromisedhost 00O OOO0OOOO. JpnJMed Mycol 2000; 41: 71-76.

23)00 0OOO0O O. O0ObOOoOoooooboo.0oooog 2000; 77: 1868-1874

200 00000 O0ODOOO0OO0O00oDbD ooobobO oobodg OobOd. Huconazole OO0
00000O0DOO000D00O000.0JapJAntibiotics 1989; 42: 63-116

25)Itraconazole OO0 0D O0OO0O0O0O0OOOODOO OOO.O0000DO0O0O Itraconazole O OO
0000oooooooooo.Ooo0gogn 1991; 25: 585-616.



	2.5 臨床に関する概括評価
	2.5.1 製品開発の根拠
	2.5.2 生物薬剤学に関する概括評価
	2.5.3 臨床薬理に関する概括評価
	2.5.4 有効性の概括評価
	2.5.5 安全性の概括評価
	2.5.6 ベネフィットとリスクに関する結論
	2.5.7 参考文献




