18 11

50mg 75mg

25mg
18 1 31
18 8 1
1 256mg 50mg
75mg
4 6
OH
HO, KM o.
O W oMyl SO3Na
N
HoN NH OH
H H
H O
b/ N o070 OH
3 O 0N H
H H
HO 1 NH CH
H, HN O 3
HO H oH
y o
H .
OHH 'NH

o
HeC > 7 0—N O o
\
N

56 70 9 a 23
1292.26
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5-[(15,29-2-[(35.659S511R, 1551852021 R,245,255.26.9)- 3-[(R)-2-

-1- 1-11,20,21,25- -15-[(R)-1-
1-26- -2,5,8,14,17,23- -18- [4-[5-(4-
) -3- ] - 1,4,7,13,16,22-
[22.3.0.09 13] -6~ ]-1,2- 1-2-



Sodium 5-[(1.529-2-[(35659511R,155185,20 R, 21 E,24.5,25526.9)- 3-[(R)-
2-carbamoyl-1-hydroxyethyl]-11,20,21,25-tetrahydroxy-15- [(£)-1-hydroxyethyl]
-26-methyl-2,5,8,14,17,23-hexaoxo-18-[4- [5-(4-pentyloxyphenyl)isoxazol-3-yl]
benzoylaminol-1,4,7,13,16,22-hexaazatricyclo[22.3.0.09 13]heptacos-6-yll-1,2-
dihydroxyethyl]-2-hydroxyphenyl sulfate



50mg
25mg

18 1 31
18 8 1
(1
(2
3
1.
300mg

75mg

18 11

50 150mg

50mg

20

300mg



50mg 1 1

75mg
30 75mg

[
]

1 3mg( kg
6mg( )V kg

1mg(  )/kg

6mg( kg
lmg kg 1 1



18 10 20

50mg 75mg

25mg
18 1 31
18 8 1
1 25mg 50mg
75mg
1.
50 150mg( )
300mg( )
50mg
300mg
50mg 1 1
75mg 30 75mg
[
]
2.

1 3mg( kg



6mg( kg

1mg(  )/kg
6mg( kg
lmg kg 1 1
[
]
MCFG 1989
2002 10 MCFG 50mg 75mg
2006 4 25mg
HSCT
GVHD
HSCT
1
60% 90%
Oliver A et al. Blood 2003; 101: 3365-3372
HSCT

2006 10



2005 3 2006
()
()
()
()
()
1
1 6
6
MCFG 50mg/
50kg
1mg/kg/ FLCZ 53 1 Sl\/égF)‘G
889 | 400mg/ 50kg N
Smag/ke/ 11 28.2%)
98-0-050 FLCZ 72
MCFG39 425 48 (17.5%) 5
0,
386  FLCZ s00 | 111%)
457 /mm?3
45 412




24

14 150mg/ 14 80.0 17
03-7-009 56.7
HIV FLCZ
3 50mg/ 56/60 93.3
100mg/ 150mg/ co. 185 165
FLCZ200mg/ :
HIV 251 L1 T8 FLez 26/60
945 43.3
92/185  49.7
FG-463-21-
09
150mg
202/260 77.7%
523 FLCZ200mg 1 1 FLCZ 1861258
518 14 910
. 0
1\1;155;} ;gg . 72/260 27.7
03-7-005 FLCZ 55/258
21.3
150mg qod
qd 300mg 125/149  83.9
454 (qod) qd 122/151
452 | CPFG50mg/ 80.8% CPFG
god 149 14 120/152 78.9
gd 151 70/149
CPFG 152 47.0 74/151
03-7-008 49.0 66/152
43.4
B 100mg/
9 B 3|2
5mg/kg/
01-0-125
PREEMPTIV
E 47/51
100mg . 99.9
51/51 100
102 1 Ieu 19 6/51
51 11.8
01-0-124 51 5/51 9.8
50mg 150mg
MCFG 50mg
1 1
27
3 1 (771 ) 96
19 150mg 5 (143 )
8 56 | o '
6
FJ-463-000 2
6




o)

1 5.3.5.1.1 98-0-050
ol B 200 B
6
800 MCFG
FLCZ
72
MCFG50mg 50kg 1.0mg/kg FLCZ400mg
50kg 8.0mg/kg 1 1 1
48 500 /mm3
42
889 803 86 1
882 MCFG 425 FLCZ 457 Full Analysis Set
FAS FAS
28 6.6% 24 5.3% 830 Per
Protocol Set PPS FAS MCFG 386 39
FLCZ 412 45
Proven Probable
Suspected 4
Proven Probable

MCFG FLCZ

FAS
0,

MCFG FLCZ o Fo) 95%
80.0%(340/425) | 73.5%(336/457) +6.5% 0.9% 12.0%)
71.4%(157/220) | 68.4%(175/256) +3.0%
89.2%(181/203) | 80.1%(161/201) +9.1%

2/2

M MCFG F FLCZ

Proven Probable
MCFG 1.6% 7/425 FLCZ 2.4% 11/457

Proven Probable



FAS

MCFG  n(%) | FLCZ n(%)
N=425 N=457
Proven 6(1.4) 8(1.8)
Aspergillus species 0(0.0) 4(0.9)
Candida species 4(0.9) 2(0.4)
Fusarium species 1(0.2) 2(0.4)
Zygomyces species 1(0.2) 0(0.0)
Probable 1(0.2) 3(0.7)
Aspergillus species 1(0.2) 3(0.7)
3 Candida lusitaniae C. albicans C.
parapsilosis 1 C. glabrata
2 C.krusei  C. parapsilosis
MCFG FLCZ
Kaplan-Meier MCFG FLCZ
Log-rank p=0.025

Proportion of paticos with treatment success

L
0.7 N'*¢-+-+-+a--v-#-v#-v'#'#-f-ﬁ-t—i-#-oﬁ-u
B
0.5 o
0.4 -
—0—— FK 463 (n = 425)

0.3 =
o2 d e s Fluconazole (i = 457)
0.1 = P = 025, by the log rank test

0 1 T T T L] I I

[H] 10 20 o al 50 60 T

Time to treatment failure (days since first dose of study drug)

882 1
25
25 FAS

MCFG FLCZ
425 457

425(100%) 457(100%)

[ ]

221(52.0%) 248(54.3%)

174(40.9%) 170(37.2%)

153(36.0%) 185(40.5%)

10



140(32.9%) 155(33.9%)
* 134(31.5%) 160(35.0%)
102(24.0%) 127(27.8%)
106(24.9%) 119(26.0%)
[ ]
113(26.6%) 112(24.5%)
93(21.9%) 117(25.6%)
[ ]
331(77.9%) 368(80.5%)
315(74.1%) 359(78.6%)
300(70.6%) 315(68.9%)
282(66.4%) 308(67.4%)
224(52.7%) 231(50.5%)
129(30.4%) 143(31.3%)
121(28.5%) 142(31.1%)
[ |
331(77.9%) 346(75.7%)
318(74.8%) 321(70.2%)
172(40.5%) 193(42.2%)
[ ]
226(53.2%) 268(58.6%)
213(50.1%) 235(51.4%)
116(27.3%) 112(24.5%)
[ ]
182(42.8%) 167(36.5%)
152(35.8%) 148(32.4%)
[ ]
103(24.2%) 119(26.0%)
[ ]
182(42.8%) 187(40.9%)
* /
MCFG 80/425 18.8% FLCZ
74/457 16.2% MCFG 14
3.3% 13 3.1% 9 2.1% FLCZ 13 2.8%
8 1.8% MCFG 4 0.9% 2
1 1 ) FLCZ 10 2.2%
MCFG 15.1%
64/425 FLCZ 16.8% 77/457 MCFG
3.3% 2.4% 2.1% 1.9%
1.9% FLCZ 3.3% 3.1% 2.6%
2.2% GOT
2.0% GPT 2.0%
1
1 FAS
MCFG FLCZ
(n=425) (n=457)

11



64(15.1%) 77(16.8%)
[ ]
6(1.4%) 7(1.5%)
1(0.2%) 6(1.3%)
0(0.0%) 5(1.1%)
[ |
2(0.5 6(1.3%)
[ |
9(2.1 15(3.3%)
10(2.4%) 12(2.6%)
4(0.9%) 10(2.2%)
7(1.6%) 5(1.1%)
[ ]
5(1.2%) 4(0.9%)
4(0.9%) 5(1.1%)
[ ]
14(3.3 14(3.1%)
8(1.9%) 8(1.8%)
GPT 4(0.9%) 9(2.0%)
GOT 3(0.7%) 9(2.0%)
5(1.2%) 6(1.3%)
7(1.6%) 4(0.9%)
[ ]
0(0.0%) 5(1.1%)
[ ]
8(1.9%) 6(1.3%)
MCFG 18/425 4.2% FLCZ 26/457 5.7%
2 FLCZ
MCFG 14/220
6.4 FLCZ 22/256 8.6
4/203 2.0 4/201 2.0 FLCZ 2
MCFG 7 12 Zygomyces Sp.
MCFG 2.6% 11/425 3
3
FLCZ 3.5% 16/457
MCFG FLCZ
425 457
100% 100%
15.1% 64/425 16.8% 77/457
e | 5.29% 22/425 7.7% 35/457
2.6% 11/425 3.5% 16/457
* 4.2% 18/425 5.7% 26/457
18.8% 80/425 16.2% 74/457

12



| 0.9% 4/425 | 2.2% 10/457 |

FLCZ 2
s ) GOT
GPT yv-GTP Al-P (
)
MCFG FLCZ
425 457
119(28.0%) 22 5.2 131(28.7%) 31(6.8%)
ALP 11(2.6%) 0 0.0 15(3.3%) 2(0.4%)
66(15.5%) 14 3.3 71(15.5%) 14(3.1%)
v-GTP 0(0.0%) 0 0.0 2(0.4%) 1(0.2%)
27(6.4%) 4 0.9 42(9.2%) 10(2.2%)
GOT 24(5.6%) 3 0.7 29(6.3%) 9(2.0%)
GPT 31(7.3%) 4 0.9 36(7.9%) 9(2.0%)
MCFG 39.8 169/425
FLCZ 42.5 194/457
GOT GPT
mg/dL
MCFG FLCZ
0.65%0.38 n=159 0.60==0.32 n=181
1 0.82+0.85 n=131 0.73%=0.59 n=146
2 1.174+0.92 n=155 1.2742.34 n=175
3 1.60+1.66 n=119 1.7742.29 n=118
4 2.154+3.84 n=52 2.76%+5.58 n=48
MCFG 46 10.8% FLCZ
53 11.6% GOT GPT
2
7
1) 5.3.5.4.5 03-7-009

20f] B

150mg/

14

30

13



150mg 14 1
30
80.0% 24/30 40.0  12/30
56.7% 17/30
233 7/30
3 100 GOT GPT
2) HIV
5.3.5.4.2 FG-463-21-09 20j
H =l N
3 50mg/ 100mg/ 150mg/ FLCZ200mg/
HIV
50 200 4
24
50 100  150mg FLCZ 200mg 1 1 1
14 14
21
2
251 1
245
89.2 165/185  50mg/  87.5 56/64  100mg/
91.9 57/62  150mg/  88.1  52/59 FLCZ  93.3% 56/60
13.0  24/185 50meg/
156 10/64  100mg/  11.3 7/62  150mg/  5/59 119
FLCZ 83  5/60 3
497  92/185  50mg/ 50.0  32/64  100mg/
54.8 34/62  150mg/ 441  26/59 FLCZ 433  26/60
3.8 7/185  50mg
1.6 1/64  100mg/ 65 4/62  150mg/ 3.4  2/59 FLCZ
3.3 2/60
4 1
2 10 50me/
3 1 100mg/ 3
1 150mg/ 3 1 FLCZ

14



3) FLCZ

5.3.5.4.3 03-7-005 ol | 20l B

FLCZ
230 460
35
150mg FLCZ200mg 1 1 1
14 7
42
523 1 518
260  FLCZ 258
77.7% 202/260 FLCZ 72.1% 186/258
13.5% 35/260 FLCZ 9.3%
24/258 27.7% 172/260  FLCZ 21.3%
55/258 4.2% 11/260
1.2% 3/260 2 AIDS1
FLCZ 0.4% 1/258 1
30/260  11.5 FLCZ 28/258  10.9%
2 1

10655006 dayl3

4)
5.3.5.4.4 03-7-008 2ol | 20 B
150mg qd 300mg qod
50mg/ CPFG
150 450
3 32
150mg 1 1 300mg CPFG 50mg
14
7
454 2 452
qod 149 qd 151  CPFG 152
qod 839  125/149 qd  80.8% 122/151
CPFG  78.9% 120/152
god  6.0% 9/149 ad  7.9% 12151  CPFG  6.6% 10/152
qod 47.0% 70/149 qd
49.0  74/151 CPFG  43.4% 66/152

15



10 qod

7.4 11/149 qd 9.3 14/151
CPFG 9.2 14/152
god 1.3% 2/149 qd 3.3% 5/151 CPFG

0.7% 1/152
qod 3/149 20 CPFG 1/152 0.7

2 1
12000025
5) B 5.3.5.4.6
01-0-125 2ol | 20 B
100mg/ B
3 bmglkg/
1 50
2
1 14 1
B 9
48 GVHD
6) PREEMPTIVE

5.3.5.4.7 01-0-124 ol | 20l B

600 21
100mg 1 1 30
ICU 42
1 102 51 51
92.2% 47/51 100% 51/51
19.6% 10/51
21.6% 11/51 23.5% 12/51
4

16



2 11.8% 6/51

9.8% 5/51
551 9.8% 851  15.7%
2 39
151 2.0 2 3.9%
351 5.9% 6/51  11.8%
7) MCFG
5.3.5.4.1 FJ-463-0006 201 B
20l B
50
22
50mg 150mg
50mg 1 1
1 150mg 56
35 19 8
6 2
771 2735
143 5/35
88.6% 31/35 BUN
GPT GOT LDH
25.7% 9/35
LDH AlP GOT y-GTP
91.4  32/35 12 343
45.7% 16/35 3
0201
LDH AlP v-GTP BUN
FBS 1402)
2202 3 2
2202 2
35 14 40.0 1

17



64

1601 1
59 1602 2

1)

98-0-050

1)
98-0-050
MCFG
FJ-463-0003
FJ-463-FP01

98-0-046 IFG-463-21-01
98-0-047 IFG-463-21-02

62.5% 35/56 71.4%
10/14 84.6% 220/260 65.4% 17/26

Clinical and Laboratory Standard Institute CLSI

MIC 90 (mg/mL)

Japan strain " US strain *

18




n | Mcre  AMPHB | FLCZ = ITCZ n | MCFG | AMPH-B FLCZ  ITCZ
C. albicans 55 | 00313 05 05 00625 733 | 003 : 025 . 2 05
C. glabrata 36 | 0.0313 1 32 1 458 0.06 0.5 32 4
C. tropicalis 42 00625 05 - 2 05 307 | 0.06 05 = 16 : 1
C. parapsilosis 28 4 1 1 0.5 391 2 0.5 2 0.25
A. fumigatus 39 | 0.0313 2 >64 1 20 | 0.0156 2 NT. | 05

* Ostrosky-Zeichnert L, et al. Antimicrob. Agents Chemother. 2003; 47: 3149-3154
Clin. Microbiol. Infect. 2004; 10: 961-966

Ganesan LT, et al.

MCFG

Centers for Disease Control and

98-0-050
23 0 85 FLCZ 24 0 83
108.5
2000; 41: 12-19
Prevention CDC IDSA
ASBMT
http://www.cdc.gov/immwr/PDF/rr/rr4910.pdf
HEPA
efficiency particulate air filter
air flow
HEPA LAF
JOURNAL OF ANTIBIOTICS. 2004; 57: 421-424 .2
HEPA
LAF
98-0-050

19

high
LAF laminar

THE JAPANEASE
005; 18: 49-63

LAF

HEPA




98-0-050 MCFG
Suspected 1
98-0-050
MCFG FLCZ
N=425 N=457
85(20.0) 121(26.5)
(%)
Proven 6 0 8 0
Probable 1 0 3 0
Suspected 70 1 100 1
(MCFG 7 FLCZ9 )
Proven Probable Suspected
4 Proven Probable
98-0-050
LAF
98-0-050
500 /mm3
98-0-050

20

FLCZ

HEPA



FDA IDSA
Clin Infect Dis. 1992; 15: S274-281.

FDA

p-D-

FJ-463-0003

p-D-

39/61 73.1% 19/26
p-D-

42.1% 16/38 28.0% /25
PCR  21.1% 8/38
B-D- 73.7% 14/19

100.0% 1/1 D- 41.7% 5/12

50%

21

Medoff G, et al.

FJ-463-FP01

FJ-463-0006

63.9%

31/39

84.6% 33/39

0.0% 0/17
26.3% 5/19
pD-



Jpn J. Med Mycol. 2002;

43:215-231 B-D-
cut off
MCFG
X
3

98-0-050

Proven

HSCT Probable
500 /mm3 38 96
Empiric therapy
Suspected
4 Proven
Probable
98-0-050 MCFG
4
98-0-050
2)
CDC IDSA ASBMT
http://www.cde.gov/mmwr/PDF/rr/rr4910.pdf Goodman
Goodman N. Engl. J. Med. 1992; 326: 845-51 Slavin

Slavin J. Infect. Dis. 1995; 171:1545-52

FLCZ 400mg/

22



Dykewicz CA. Clin. Infect. Dis. 2001; 33:
139-44 JSHCT
JSHCT monograph Vol.3. 2000
10;http://www.jshct.com/guide_pdf/2000.pdf

FLCZ
98-0-050
FLCZ
FLCZ 98-0-050
50kg FLCZ 12mg/kg/
8mg/kg/ FLCZ 1998
6 400mg/ Cmax  6.72ug/mL
9 13 8mg/kg/ Cmax  9.8ug/mL
5 15 8mg/kg/ Cmax  14.1pg/mL
8mg/kg/ 400mg/
Cmax
CDC 2000

FLCZ

2 Koh LP et al. Am J Hematol. 2002; 71: 260-267 MacMillan ML et al. Am J Med.
2002; 112: 369-379

FLCZ AMPH-B Koh LLP FLCZ
200mg/ 1 1 MacMillan ML
FLCZ 200mg/ 40kg
3mg/kg/ 400mg/ 40kg 6mg/kg/ 2
1 1 2
FLCZ Nelson

Textbook of Pediatrics 17th ed.  Behrmann RE, et al. edt. Saunders
6-12mg/kg/24hr
8mg/kg/
FLCZ

3)
98-0-050 Goodman
Slavin FLCZ 40% MCFG
FLCZ 10% 80%

23



1 400

98-0-050 FLCZ 73.5%
FLCZ
FLCZ FLCZ
Suspected
98-0-050 20% Goodman Slavin
60 40 98-0-050
98-0-050
Suspected EORTC NIAID MSG European Organization for
Research and Treatment of Cancer/National Institute of Allergy and Infectious
Disease / Mycoses Study Group 500
/mm3 38 96
Empiric therapy
Suspected Empiric therapy
2 Goodman
Empirical therapy 98-0-050
2
98-0-050 10 10
2
Empiric therapy
FLCZ 98-0-050
HLA
98-0-050
Empiric therapy 2
()
50 150mg
11 50mg 11
1 300mg
1 3mg kg 1 1
1mg kg 1 1
1 6mg kg

24



98-0-050

MCFG 80.0% 340/425 FLCZ 73.5% 336/457 HSCT

FLCZ

MCFG
89 FLCZ 96

98-0-050 HSCT
/ HLA / /
/ /
HLA
5
GVHD
92.1% 82/89 vs. 91.7% 88/96 p=1.000 Fisher
18.7%6.90 vs. 18.446.29 p=0.735
GVHD 55.1 49/89 vs. 45.8% 44/96 p=0.240 Fisher
GVHD p=0.230 Wilcoxon 2 GVHD

19.9=%+11.30 vs. 22.6%12.24 p=0.273

MCFG FLCZ

220 256
Proven 6 (2.7%) 8 (3.1%)
Aspergillus sp 0 (0.0%) 4 (1.6%)
Candida sp 4 (1.8%) 2 (0.8%)
Fusarium sp 1 (0.5%) 2 (0.8%)
Zygomyces sp 1 (0.5%) 0 (0.0%)
Probable 1 (0.5%) 3 (1.2%)

25



Aspergillus 1 (0.5%) 3 (1.2%)
203 201
Proven 0 (0.0%) 0 (0.0%)
Probable 0 (0.0%) 0 (0.0%)
2 0
Proven 0 (0.0%)
Probable 0 (0.0%)
98-0-050
MCFG
FLCZ
98-0-050 FAS
MCFG FLCZ
(n=425) (n=457) (%)
12 23/33  (69.7%) 20/39  (51.3%) +18.4
13 317/392  (80.9%) | 316/418 (75.6%) +5.3
16 27/39  (69.2%) | 24/45 (53.3%) +15.9
16 313/386 (81.1%) | 312/412 (75.7%) +5.4
65 32/33  (97.0%) 16/23  (69.6%) +27.4
65 308/392 (78.6%) | 320/434 (73.7%) +4.9
16 96 Wald A,
et al. J. Infect. Dis. 1997; 175: 1459-66
98-0-050 =+ MCFG
18.84+6.4 1 46 23.2410.0 4 51
3)
MCFG 14 8 8 3240
18 1 16
HSCT
14 8 8 3240
18 1 16
D
HSCT
98-0-050 4

26



MCFG 407/425 95.8 FLCZ 432/457
94.5 13 3-54 7-44
HSCT
98-0-050 GVHD
(%) n(%)
MCFG FLCZ p (Fisher’s MCFG FLCZ p (Fisher’s
290 9256 exact test) 203 201 exact test)
0) ( 210(95.5) 241(94.1) 0.545 196(96.6) 191(95.0) 0.469
15 15 0.219 12 12 0.648
) (10-54) (7-43) (3-36) (9-44)
% GVHD 93(42.3) 99 38.7 0.454 3(1.5) 3(1.5) 1.000
26 11.8 28(10.9) 1(0.5) 3(1.5)
67(30.5) 71(27.7) 2(1.0) 0
GVHD 20 20 0.373 9 16 0.343
) (3-49) (1-66) (4-20) (12-30)
MCFG GVHD
FLCZ
2)
HSCT
98-0-050 JSHCT HSCT
MCFG FLCZ
MCFG
FLCZ 10% 11/39 28.2%
ALL 12/33 36.4%
MCFG 13.7% 53/386
28.2% 11/39 FLCZ 17.5% 72/412 11.1% 5/45
MCFG FLCZ
ALL MCFG 22.2%
4/18 53.3% 8/15 FLCZ 21.1% 4/19 0% 0/11
MCFG FLCZ
CBT 1.79

27




MCFG 21.4% 3/14 FLCZ 6.3% 1/16

15.2% 95%CI -9.4% 39.7% CBT
MCFG 0.0% 0/7 42.9% 3/7
FLCZ 33.3% 1/3 0.0% 0/13
MCFG FLCZ
ALL CBT MCFG
CBT 19 50 JSHCT 17
3)
MCFG FLCZ 28.2%
11/39 11.1 5/45 MCFG MCFG
MCFG 13.7  53/386
MCFG
MCFG FLCZ
98-0-050
FLCZ
26.7% 12/45 2.9% 1/45 MCFG  51.3% 20/39 15.4%
6/39
MCFG
56.0%
14/25 55.6% 5/9 20.0% 1/5
MCFG FLCZ
MCFG 15.4
FLCZ 2.2 MCFG 4.1  16/386
0.3 1/386 1.0  4/386
0.0 0.0
6 7 2 3 2 2 2 2
MCFG FLCZ

28



98-0-050

MCFG | FLCZ | MCFG | FLCZ | MCFG | FLCZ | MCFG | FLCZ | MCFG | FLCZ
n=386 n=412 n=39 n=45 n=25 n=28 n=9 n=10 n=5 n="7
109 138 20 12 14 8 5
(28.2) (33.5) (51.3) | 26.7) | (56.0) (28.6) (55.6) 3(30.0) | 1(20.0) | 1(14.3)
2(0.5) 6(1.5) | 5(12.8) | 2(4.4) | 3(12.0) | 1(3.6) | 2(22.2) 1(14.3)
(2.3(’)) (5’.82) 4(10.3) | 4(8.9) | 2(8.0)0 | 4(14.3) | 1(11.1) 1(20.0)
(52_(;) (3.15) 2(5.1) | 2(4.4) | 1(4.0) 1(8.6) | 1(11.1) | 1(10.0)
1(0.8) 1(0.2) 1(2.6) 1(4.0)
2(4.4) 2(20.0)
2(0.5)
1(0.2)
(15;?0) (1%?3) 8(20.5) | 489 | 6(24.0) | 310.7) | 2(22.2) | 1(10.0)
24 35
GPT ©.2) 8.5 717.9) | 12.2) | 6(24.0) | 1(8.6) | 1(11.1)
29 29
GOT G 7.0 2(5.1) 2(8.0)
y GTP 1(0.2) 1(2.2) 1(3.6)
11 15
AlP (2.8) (3.6)
* ( ) GOT GPT v-GTP Al-P
( )
98-0-050
*
MCFG | FLCZ | MCFG | FLCZ | MCFG | FLCZ | MCFG | FLCZ | MCFG | FLCZ
n=386 n=412 n=39 n=45 n=25 n=28 n=9 n=10 n=5 n="7
16(4.1) (Sé) 6(15.4) | 1(2.2) | 416.0) | 1(3.6) | 2(22.2) 0 0 0
10
2(0.5) (2.4) 2(5.1) 1(4.0) 1(11.1)
2(0.5) 1(2.6) 1(4.0)
2(0.5) 1(0.2)
1(0.2)
1(0.2)
1(0.2)
11 13
©.9) (3.9) 3(7.7) | 12.2) | 28.00 | 1(8.6) | 1(11.1)
GPT 3(0.8) 9(2.2) 1(2.6) 1(4.0)
GOT 3(0.8) 9(2.2)
Al-P 2(0.5)
y GTP 1(0.2)
* ( ) GOT GPT v-GTP Al-P
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FJ-463-FP01

FJ-463-0003

98-0-046/FG-463-21-01

98-0-047/FG-463-21-02

MTD

98-0-043

98-0-047/FG-463-21-02

30

MTD 98-0-043
MTD 98-0-043
MCFG 39 386 (15) 282 a0 ) Y | 0 @0 |
98-0-050 5
[FLez ® 412 o) 355) @2 63 0 an 0 o)
0 256 36 80 11 21 2 3 1 1
98-0-046/FG-463-21-01 (51.4) (31.3) (15.7) (8.2) (2.9) (1.2) (1.4) 0.4)
98-0-047/FG-463-21-02 53 300 (2;53) (22?3) (13.0) (1?0) 0 (1:.)7) (3?8) (3?0)
MTD 980-043 69 8 (1?6) (250) (1?4) (121A5> 0 0 0 0
# 20 67 (7510) (1}34) (153.0) (6%0) 0 0 0 0
Here 261 | 1017 @10 e (12,0 59 0n | 09 | a» | aw
* 2 17 16 17
FJ-463-0003
FJ-463-FP01
30.7%
59/192 51.3% 20/39
10.9% 21/192 15.4%
6/39
3 98-0-050 97-0-041 FG-463-21-03
8 98-0-046/FG-463-21-01 98-0-047/FG-463-21-02
97-7-003 FG-463-21-09 03-7-005 01-0-124 01-0-125
98-0-043 03-7-008 03-7-009
MCFG 39
HSCT




MCFG

(n=1512)
n=1366
* HIV
n=146)
n=484 n=1366 n=154 n=978 n=0 n=1512
484(100.0) | 146(100.0) | 1183(86.6) | 149(96.8) | 817(83.5) — 1329 87.9%
85(17.6) 42(28.8) 539(39.5) 41(26.6) 426(43.6) — 581 38.4%
122.5) 5(3.4) 53(3.9) 5(3.2) 32(3.3) — 58 3.8%
5(1.0) 12(8.2) 50(3.7) 5(3.2) 25(2.6) — 62 4.1%
141(29.1) 52(35.6) 229(16.8) 36(23.4) 159(16.3) — 281 18.6%
4(0.8) 2(1.4) 17(1.2) 3(1.9) 8(0.8) — 19 1.3%
6(1.2) 2(1.4) 18(1.3) 4(2.6) 9(0.9) — 20 1.3%
18(3.7) 14(9.6) 124(9.1) 9(5.8) 100(10.2) — 138 9.1%
4(0.8) 2(1.4) 12(0.9) 1(0.6) 6(0.6) — 14 0.9%
1(0.2) 1(0.7) 10(0.7) 1(0.6) 5(0.5) — 11 0.7%
(n=192)
n=133
(n=39) HIV
*(n=59)
n=133 n=89 n=6 n=16 n=192
39(100.0) 58(98.3) 125(94.0) 82(92.1) 5(83.3) 16(100.0) | 183 95.3%
11(28.2) 17(28.8) 31(23.3) 17(19.1) 3(50.0) 4(25.0) 48 25.0%
1(2.6) 1(0.7) 4(3.0) 3(3.4) — 1(6.3) 5 9.6%
1(2.6) 5(8.5) 6(4.5) 3(3.4) — — 11 5.7%
20(51.3) 24(40.7) 35(26.3) 22(24.7) 2(33.3) 4(25.0) 59 30.7%
0 2(3.4) 2(1.5) 1(1.1) — 1(6.3) 4 2.1%
1(2.6) 1(1.7) 3(2.3) 2(2.2) — — 4 2.1%
6(15.4) 7(11.9) 14(10.5) 7(7.9) 2(33.3) 2(12.5) 21 10.9%
0 1(0.7) 2(1.5) 1(1.1) — 1(6.3) 3 1.6%
0 1(1.7) 1(0.8) 1(1.1) — — 2 1.0%
CBT ALL
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Transplant Related Mortality TRM High risk Grade

GVHD Growth factor
98-0-050 MCFG
20 6
98-0-050 MCFG
500 /mm3
MCFG FAS
(n=11) (n=28) (n=20) (n=19) (n=6) (n=33)
10(90.9) 26(92.9) 18(90.0) 18(94.7) 6(100.0) 30(90.9)
1(9.1) 2(7.1) 2(10.0) 1(5.3) 3(9.1)
16.5 18.7 19 17.1 17.8 18.1
4.93 6.74 7.44 4.93 6.05 6.45
(n=53) (n=333) (n=109) (n-277) (n=16) (n=370)
320%* 105%* 356%**
51(96.2) (96.1) (96.3) 266(96.0) 15(93.8) (96.2)
2(3.8) 13(3.9) 4(3.7) 11(4.0) 1(6.3) 14(3.8)
14.8 14.6 16.8 13.7 17.5 14.5
5.46 5.54 7.55 4.19 7.41 5.41
* p=319 ** p=104 *** n=355
GPT
hepatic veno-occlusive disease VOD /sinusoidal obstruction
syndrome SOS) McDonald GB. et al. Ann. Intern. Med. 1993; 118:
255-67 Carreras E. et al. Blood 1998; 92: 3599-3604 VOD/SOS
VOD/SOS HSCT
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MCFG 3 VOD/SOS

98-0-050 MCFG 425 22
5.2 FLCZ 457 24 5.3 97-0-041
MCFG MCFG FLCZ 62 1 1.6 FLCZ
FLCZ 12 1 8.3 FG-463-21-03
MCFG 36 7 194 MCFG VOD/SOS
98-0-050
1 MCFG
VOD/SOS
FLCZ
HSCT
VOD/SOS
MCFG 2227 1996 231
3 FJ-463-0003
FJ-463-0006
FJ-463-FP01 MCFG 122 102
20
3 56
90 57
1
57
3 2002-2005 MCFG 19
MCFG 4
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C.albicans 1 C.glabrata 3

C.albicans 1 Laverdiere M, et al. J.
Antimicrob. Chemother. 2006; 57: 705-8 in vitro

2000

5)

Poulsen H.E. Experimental and Toxicologic Pathology, 2005, 57: 161-169

2006 9 5
2006 8 31
Hepatic malignancy 1
@)
CDC IDSA ASBMT
http://www.cdc.gov/mmwr/PDF/rr/rr4910.pdf HSCT
FLCZ400mg/
JSHCT

JSHCT monograph Vol. 3. 2000 10;
http://www.jshct.com/guide_pdf/2000.pdf
FLCZ

HSCT

HSCT
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FLCZ
. 2004; 45: 189-202 HSCT

FLCZ
MCFG
FLCZ
MCFG FLCZ 98-0-050
FLCZ FLCZ
FLCZ
FLCZ
HEPA
MCFG GVHD
HLA
FLCZ
MCFG
HLA
MCFG
GVHD
FLCZ
GVHD MCFG
HSCT
FLCZ

FLCZ
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6))

MCFG

FJ-463-FP01
98-0-050 FLCZ
FLCZ FLCZ
FAS
MCFG FLCZ
n=425 N=457
Proven 6(1.4) 8(1.8)
Aspergillus species 0(0) 4(0.9)
Candida species 4(0.9) 2(0.4)
Fusarium species 1(0.2) 2(0.4)
Zygomyces species 1(0.2) 0(0)
Probable 1(0.2) 3(0.7)
Aspergillus species 1(0.2) 3(0.7)
3 Candida lusitaniae C.
albicans C. parapsilosis 1
C. glabrata
2 Candida krusei
C. parapsilosis
98-0-050 FLCZ
FLCZ
Goodman N. Engl. J. Med. 1992; 326: 845-51 Slavin  J. Infect. Dis. 1995;
171:1545-52 FLCZ 2
FLCZ 95
0.079 0.149 95 1/2 0.04 4
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98-0-050 MCFG

FLCZ 0.04
98-0-050
proven MCFG FLCZ 95 99
0.016 0.019
0.04 MCFG FLCZ
MCFG FLCZ
98-0-050 proven
MCFG FLCZ 95 CI 99 CI
M F M-F
4/425* 2/457* 0.005 -0.006, 0.016 -0.009, 0.019
0.0094 0.0044 0.50% 0.6 1.6 0.9 1.9
0.94% 0.44%
* proven /
98-0-050
proven MCFG FLCZ
MCFG FLCZ
(6)
2
98-0-050
MCFG
98-0-050 Proven
Probable FLCZ FLCZ
FLCZ
MCFG 1,3-B-D-glucan

Absidia Mucor Rhizomucor Rhizopus

Imataki O, et al Bone Marrow Transplant. 2004; 33:
1173-9 Marr KA, et al Clin. Infect. Dis. 2002; 34: 909-17 HSCT
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(6

1
98-0-050 MCFG
MTD 200mg/ MTD
1.0mg/kg/
25 50mg/
MICoo
50mg/ 50kg
1.0mg/kg/
Cmax/MIC AUC/MIC
C.albicans MCFG
Cimax/MIC AUC/MIC
MIC
MIC 64 128
C.albicans MICg0:0.0313ug/mL  A.fumigatus
MIC90:0.0313pug/mL MIC9 2 4pg/mL
p.475 50mg/ Crax 5ug/mL
1lug/mL 2.5ug/mL
p.306 1mg/kg/ Crax
5ug/mL 1pg/mL
CTD M2.5.4.4.2 p.21
50mg/ 1mg/kg/
MIC
MIC
MIC MCFG 4
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1 057-2528 MCFG
Fusarium 3 2 020-3505 020-3520
C.albicans 013-3501 C.lusitaniae
3 MCFG MIC MICgo
0.125ug/mlL 0.25png/mL 020-3505
MCFG Cmax/MIC AUC/MIC
AUC
Cmax
Cmax Cmin
150mg/
50mg/
50mg/
1.0 3.0mg/kg 63.6% 7/11
1.0 5.9mg/kg 65.0%
13/20
25 75mg/ 78.6%
11/14 40 400mg/ 87.1% 183/210
2.6
3.0mg/kg 3
1.5 2.3mg/kg 66.7% 4/6
25 150mg/ 57.1% 24/42
50 400mg/ 74.0% 37/50
1.0 6.0mg/kg/ 50mg/
300mg/ 50 150mg/
300mg/
FJ-463-0003 FJ-463-FP01
98-0-046
IFG-463-21-01 98-0-047
IFG-463-21-02
50mg/ 1mg/kg/
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FJ-463-0003

50mg/ 4/4 81/91(89.0)
11/14(78.6) 183/210(87.1)
50mg/ 5/7(71.4)
24/42(57.1) 37/50(74.0)
35/56(62.5) 220/260(84.6)
FJ-463-FP01
1.0mg/kg 2/3 5/9(55.6)
7/11(63.6) 13/20(65.0)
1.0mg/kg
3/3 4/6(66.7)
10/14(71.4) 17/26(65.4)
50mg
:50mg 50 150mg
MCFG
T T
fludarabine 2CDA GVHD
HEPA LAF
50mg/ 1mg/kg/
50mg/ 1mg/kg/
2)
CDC IDSA ASBMT

http://www.cdc.gov/mmwr/ preview/mmwrhtml/rr4910al.htm

Dykewicz CA. Clin.
Infect. Dis. 2001; 33: 139-44
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139-44

)

MCFG
7 FLCZ

112
MCFG

Amphotericin B
AMPH-B

26.7%

therapy

2- 2-CDA
Dykewicz CA. Clin. Infect. Dis. 2001; 33:
500 /mm3
98-0-050 FAS
FLCZ 336 MCFG

MCFG 78 FLCZ 112

98-0-050

98-0-050 MCFG 78 FLCZ
FLCZ 2 empiric therapy
Empiric Therapy

AMPH-B 53.3 80.0% Abelcet AmBisome

FLCZ ITCZ

empiric therapy FLCZ
6.2% ITCZ 6.7% empiric therapyl.5% MCFG
MCFG empiric

FLCZ 1

empiric therapy
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®

200
80 2 6
98-0-050 80%
95% 80=x=10%
69 95% 70.2% 89.2%
200
98-0-050
FLCZ
200
80
200 98-0-050
80% 95% 80=%10%
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200
80

€)

C.albicans A.fumigatus

2006

AUC/MIC  Cmax/MIC
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(1

98-0-050

FLCZ

Goodman

FLCZ

50mg
25mg
18 1 31
18 8 1
(1
FLCZ
Goodman
FLCZ
Slavin

Empiric therapy

FLCZ

80.0% FLCZ

44

18

75mg

Slavin
73.5%
Empiric therapy

73.5%

11 20

40.0%

FLCZ



FLCZ 95% 0.9% 12.0%

FLCZ
FDA Statistical Review(s)
FLCZ
http://www.fda.gov/cder/foi/nda/2005/21-506_Mycamine_Statr.pdf
FLCZ
FLCZ
2
14 8 8 3240
18 1 16
HSCT
14
8 3240 18 1 16
(3)
Proven
Probable FLCZ
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HEPA

high efficiency particulate air filter LAF laminar air flow

4)
50mg/ 1mg/kg/
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50mg/
50mg
: 50 150mg
(5)
200
2 6
200
FAX
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150mg/

- 50mg
50mg
80
200
200
FAX
FAX



200

(6)
3 6 0 20 32mg/kg/
3 21 06 12
6 18 0 6 12
3 32mg/kg/
20mg/kg/
6 20 32mg/kg/
3 32mg/kg/ 21
6
32mg/kg/ 18
20mg/kg/

32mg/kg/ 3
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1
(1
4
(1)
(1)
4.( ) 14 30
03-7-009
4.( ) (©2 2) ...150mg/ 5/59 11.9 ...150mg/ 7/59 11.9
14
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