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Micafungin (MCFG) ® Candida J&B X U Aspergillus fumigatus (2 & 5~ 7 A& EHIIFT 5
Pz % % amphotericin B (AMPH-B), fluconazole (FLCZ) # X Ufitraconazole (ITCZ) & Lt#g
L72c MCFG i cyclophosphamide (2 & O R ZRIRAIRIEIZ L7z~ 7 2D Candida albicans 2 & 54
HIRGZ i L C0.125 mg/kg L EoHE LG RICBWTABEZEMAEZ R L P<0.01), 7, C
albicans, Candida glabrata, Candida tropicalis, Candida krusei, Candida guilliermondii 3 & ¥
Aspergillus  fumigatus \2 X %<7 A& HEGxT 5 MCFG @ EDs fitilf 0.14~1.61mg/kg TH 1),
FLCZB L O'ITCZ & W /N E H o 7225, AMPH-B & (1T % 3 L IE K& W2 R L 72
Cyclophosphamide, hydrocortisone ¥ 72 i& 5—fluorouracil IZ & ) B EJREIZ L2~ 7 A DC.
albicans EHEG 2R3 5 MCFG @ EDy fild 0.14~0.33 mg/kg TH 1), FLCZB X ITCZ £ 1
INSWEER IR L7275, AMPH-B X D IZRRKEWETH 72, F72, MCFG ® 0.5 8 X UF 1.0 mg/kg
25 L72L &0 C. albicans &R EG~ 7 A DEG: 24 W [ O BN A W UL AMPH-B @ 0.5
FW1.0mg/kg ¥25- L7- & & L FERIC, BREEZOERBMELRLTHERE D L2 -7 (P<0.01),
INSDRERENS, HADOEHTHRIIREBIZ Lz~ 2045 &) H v IV EBLOT AR
VF NV AFECK LC MCFG (& FLCZ B XUV ITCZ £ ) b#Eh, AMPH-B & B L TR Z2 W LIZR

L LR RZRT 2 EARRE NI,
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B IR R M BE O TN TH 5 1, 3-f-D-

glucan D&% I E 3 2 W B RTE M H W E O
LWEHEEE R 2R H 2 L F SN Tw B2, §FI,
echinocandin % #% 1k T & % anidulafungin (LY 303366)
RPN DL F AT 5 pneumocandin %5 E A caspofungin
(MK-0991) %, Candida J&¥B & O° Aspergillus J&\Z% LT
BNz in vitro B L Vin vive EMHEZRT Z &GS T
W59,

Micafungin (MCFG) (3 #ERZE i TS TR S
M7z echinocandin & B DO 2 H 5 5 KEED ) KT
F FRIMERETH 5o 1,3-f-D—glucan DEE HET S
XX, BAEMERED EERRNETH 5 Candida &
B L U Aspergillus J& 7% £k L CIRIL WILER A2 MV
RS 2E, &6 Wilinvitro B £ Winvivo I2B W T
AMPH-B (2L § 2 LR RIGEEZ 7] L, azole SAHUH I 3
(fluconazole 3 & UV itraconazole) & V) bEN S = & i
ERTwHIOY,

AMWFZE Tld cyclophosphamide, & DAt 5 JPifil #1112 &
S THBEEIAL Lz~ 212, BIKTOSEEE DWW

Candida JEDHEB X O Aspergillus fumigatus % fHRNE
L CERL -2 HEKYeE 7 VK3 %5 MCFG O Bi il & 5
2DV THE L7z,
I. MBE&BLUEE

1. AL & O

MCFG ZHE M LKA THER I N2 0%
Hwiz, F7-, F#EIEL LT amphotericin B(AMPH
—B; Fungizone®, 7V A M+ A X=X A7 4 TH
A&, B, fluconazole (FLCZ; Diflucan®, 7 7
A — SRS, W) B X U itraconazole (ITCZ;
Itrizole®, ¥ ¥t ViR att, HHD) ZMEH L7,
LU, XY ADHSEERBIZET 57201
cyclophosphamide (Acros organics, NH, USA),
hydrocortisone (7% 5 4 7 A 7, H#E) B X O'5-
fluorouracil (Sigma Chemical, MO, USA) #ffiJfiL
72

2. fEHEW

4 BB OMEEICR R~ Y A2 HAZ Z TV ¥ — ek
A GER) 20HEAL, HABXUFEIIARICS 2

* KBRS R B i e )1 X s 2-1-6
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3. BRIk B X O RES

Candida albicans FP 633 3 & O C. albicans FP
1840 13, TN THMHKERFHABRIL S L OH IR -
BHEE S5 3N 72, A fumigatus IFM
40835 1B L N A. fumigatus TIMM 0063 I, ThZh
TRERT: - HREIRB L UWHEHKRS - OB L ) 05
ENize £ O, HARENT 1993 45 5 1996 412457
Bt X M7z Candida & O ERIR 8RR % V72

Candida &% Sabouraud dextrose agar (SDA; 2%
glucose, 1% polypepton, 1.5% Bacto agar) T 35T,
24 WEHIIF 55528 L, A. fumigatus | potato dextrose
agar (Difco) T 30C, 7 HRIFREEEL 72,

4. MIC (/MEHEBLIEEEE) W&

MCFG, FLCZ, ITCZ B & U AMPH-B ® Candida
B B & A fumigatus \Z % 5 % MIC i% National
Committee for Clinical Laboratory Standards
(NCCLS) ® M 27-A \ZHHR L THE L 72" &b,
Candida J& 2%} 3 5 MCFG B & O AMPH-B ® MIC
X, 2370 &R LRDAERRES L, ITCZB L
FLCZ®O MIC %, A2 7 2%/ L72m/NEABE L L
720 A. fumigatus \2X9 %5 MCFG, AMPH-B, FLCZ
BIWITCZ ®» MIC &, 227 2%, L7/ EFA R
L L7z,

5. %7 AL By

< A% BhIEGIREEIZ T 5 729012, cyclophosphamide
@ 200 mg/kg & &G 4 HATH L OV 1 HRIZHERENIZ,
hydrocortisone ® 100 mg/kg % B %: 1 H fi, 3 I %,
1B X2 HBRIZE FIZ, £7213, 5-fluorouracil @ 150
mg/kg # KA 4 HAiB X " 75 mg/kg # &Y 1 HE IS
ERIRNA G- L 72s 5538 L7z Candida B OBKE 7213 A
fumigatus O5ETZ2 EFAERICEE L, RABOEH
wLLEICR 5 X ICAEBMARE TARL, £ 0.2mL
X ADFNR & O R L 72,

6. FHEEH

MCFG 8 & ' AMPH-B i Zh & A B AR B X
W'5% 7 F MR CHEMREB L OHML, FLCZ 348
BEEECHMRL, B 1RB%Z LY 1H 104 HAH,
<~ AHRWNIR G- L7z 72, ITCZ1205% 2 F vt
na—ZIZRRE L, fH & FRROIR G A r Y 2 — IV THE
C4%5- U720 F 72, control #f i34 AR W % SR N %
B L7z KEABG5HE X U control #iZ 1HE S IED~
7 A% w7z,

7. BFBEANA B E

Cyclophosphamide ® 200 mg/kg % J& % 4 H §i 1 J§
ENI LT 5 2 LI X ) B ERIRAIRBIC L7216
PLo> ICR 2 MEME~ 7 212 C. albicans FP 633 % ik
BAEL, 1BERI%IC MCFG B X ORI~ HIR &
5 U720 1&He 24 W R 6 (M6 T8 090222 A5 i B Al 2 B ) 1

L, ~EmOEMIREREMAY IR EYF A4 A LT,
C OB & OB AR T 100 AR L 2B R &
SDA IZHAMEL, 37C T2 HME & L7z WML /2anm
=—%FHL, b0 OLEERE KD,

8. BN

AFERIIBLETHRICOVTCLER22 HAE T~
7 ADAFEE BI%E L, Kaplan—-Meier plot L, control
B AL MRS % & MCFG $ 55 0 A: 4732 il i
O NE AL AR %€ % Wilcoxon rank sum test B X OF
Bonferroni D#fiIETIT > 720 F72, &4 15 HE O£
EREOEGEE L Y probit 12 X Y Kt~ 2 % 50% 4
355 ® (EDsfl) ZRM L7, 72, HEA
EREIZOWTIE, HxfEoxiz idditEoftic
vy, FHHEFEERETR L2, $72, BREEZO
control # B BN AE T EU 9 5 25 37 P G- 0 B ik
NERBOAERERELZ, ~TKRESHSHTB LV
Dunnett ®% & LK TIT - 720

I & ®

1. C. albicans &HEGD LA I T HR) R

Cyclophosphamide (2 & ) i BRIk A IR 12 L 72 ICR
FHEYE< 7 212 C. albicans 16001 % Bk NERE L, 1
Reft2 &Y 1 H 11814 HRE, MCFG, AMPH-B, FLCZ
FITITCZ # 5 Lo A fF M % Fig. 112" L
7zo Control #FI1ZJ&4% 11 HEZ TEBIFEL L 724%, MCFG
1% 0.125 mg/kg P -O¥: 57T control # & K L TH
BRIEGHMEE R L (P<0.01), 1.0mg/kg THIZ %
BT LB 22 H T TY Y R 2 2Bl E S ® 2, —
Ji, AMPH-B B X O'FLCZ i¥, €1 Z110.0625 5 X
O 1mg/kg UL LD 5 % T control #EIZHLK L THE
Bt EZ R L (P<0.01), ITCZ it 20 mg/kg DL 1
DGR THERIEMREZ/R L7 (P<0.0125),

2. Candida BB X U A. fumigatus |2 X 545 &G
29 5 Bh R R

Cyclophosphamide (2 & ) Fifr BRIk A IR 12 L 72 ICR
S~ 7 212 C. albicans, Candida glabrata, Can-
dida tropicalis, Candida krusei, Candida parapsilosis,
Candida guilliermondii ¥ 7213 A. fumigatus % #IRN
BemiL, 1WEM#% LY 1 H 1M4 HE, MCFG, AMPH
-B, FLCZ 7213 ITCZ %4 5- L 72D &4 15 Hi& D
A B B HESE L 72 EDy fifi % Table 11278 L 720 C.
albicans (4 %), C. glabrata, C. tropicalis, C. krusei
BLOC. guilliermondii \2X 5~ 7 A& H KGR L
T, MCFG ® EDy fii 12 0.14~1.61mg/kg T & 1,
FLCZ B X U'ITCZ £ ) Zh &N 8.1~45 B L 150
~180 f5/N& %2> 7275, AMPH-B X ) 1.6~3.0 5K &
WEZE IR L7z —Ji, C. parapsilosis 12 & % 4 5 &Gk
12X 3 % MCFG @ EDx fii 1£3.21mg/kg T & 1,
FLCZ B X UITCZ X ) ZhTh 1456 L 5.7 /1
Eh o705, AMPH-B X 0 240 f5KRE Wiz R L7z,
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Fig.
in mouse survival model of disseminated candidiasis.
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1. Efficacy of micafungin (MCFG), amphotericin B (AMPH-B) , fluconazole (FLCZ) and itraconazole (ITCZ)

*Statistical analysis was performed by Wilcoxon rank sum test against the control group (significantly different
from the control (MCFG, AMPH-B and FLCZ; P<0.01, ITCZ; P<0.0125) by Bonferroni correction)

A. fumigatus 2#) ICX A7 AEHEGEIIHT 5
MCFG @ EDs, fiti 13 0.23 & 170.36 mg/kg Td 1,
FLCZ £ V) 56 5Ll I., ITCZ X ) 220 fi5 L B/ S il
%mRL, AMPH-B L ZIZHEEOMHETH > 720

MCFG B X A3 o &g Wk 1253 5 MIC %
Table 2 127~ L 725 C. parapsilosis \Z%F 3 %5 MCFG O
MIC i, MAHFE LY b EEZ R L2, Tofho
Candida JEB X OV A. fumigatus (23 LTI, [RIRDESE
LR L TR 2w Lid v MIC #/R L7z,

3. BEG~ 7 2D C. albicans 25 EG5$ 5 B
[EYPS

Cyclophosphamide, hydrocortisone ¥ 7z (% 5—fluo-
rouracil 2 X ) BEGIRREIZ L 72 ICR R~V A B
X OIER < 212 C. albicans 16001 % FIRAIFEFE L,
1% LY 1 H 1M 4 HE, MCFG, AMPH-B, FLCZ
FIXITCZ 285 L7z & & OEG: 15 H RO - -
5 5E L 72 EDs fii % Table 3 1278 L7z BRI
L7z A® C. albicans &5 EG:2xF LT, MCFG ®
EDs, fititx 0.14~0.33 mg/kg TH ), AMPH-B £ 1) 1.6

~18M K& 7225 FLCZBXOITCZ X ) Zh 2
N 14~24 58 XL OV 170~270 5L L/ S Wiz 7R L 72,
—7%, IEW< Y 20K BWTiE, MCFG @ EDs i
12 0.18mg/kg TH ), AMPH-B X ) 1.9f5 K& 22>
72, FLCZ B X WVITCZ & ) 1 2h 22 58 X U8 400
BN W ilEZ IR L7z,

4. EGEBHERN R B XTSRS G o R

Cyclophosphamide {2 & ) R ERRAIKEEIZ L7z ICR
SMEYE~ 7 212 C. albicans 16007 % BRIk INGEARE L, #%
LRGN I 2 e 1 BRI B & 24 BERI#R & L 72 EDs
fitiz Table 4 \Z/R8 L7z &Y 24 WE[H 70 & 25 % Bk
L7z & % ®» MCFG 3 X O AMPH-B ® ED;, fii 13 + 1L
FIRG LREMZ L VIG5 2B LR E K& R0
5 72%%, FLCZ ® EDy il 3.6 K& Wl ZE /R L7z,

5. BEAAREICE XIZTRIR

Cyclophosphamide {2 & ) JR ERRAIKEEIZ L7z ICR
SMEYE~ ™7 212 C. albicans FP 633 % BHIRINEZREL, 1
I [ #2 1 MCFG, AMPH-B 3 X ("FLCZ % 1 [H], #
MRINPE G- L7z & & 0 &G 24 W5 ) £ o0 B N 26 1 4 %
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Table 1. Efficacy of micafungin in mouse models of disseminated candidiasis and aspergillosis
Inoculum ED:: mg/kg (95% confidence intervals)
Organism
(CFU) MCFG FLCZ ITCZ AMPH-B

C. albicans FP 633 2.1x10* 0.18 1.54 24.0 0.07
(0.13-0.24) (1.08-2.12) (17.2-33.4) (0.04-0.10)

C. albicans 16001 3.0 x 10* 0.14 2.00 23.5 0.09
(0.10-0.19) (0.93-4. 30) (11.9-39.4) (0.06-0.12)

C. albicans 16007 1.0 x 10* 0.18 2.06 N.D.? 0.06
(=¥ (1.14-3.49) (0.03-0.09)

C. albicans FP 1840 8.4x 10° 0.38 17.2 37.2 0.16
(0.27-0.54) (12.2-40.2) (25.9-55.7) (0.12-0.23)

C. glabrata 16011 4.0 x 107 0.18 4.89 16.9 0.10
(0.12-0.26) (3.37-6.97) (10.2-24.0) (0.07-0.13)

C. tropicalis 16004 3.6 x 10* 0.35 7.2 62.0 0.21
(0.26-0. 48) (—) (44.2-98.0) (0. 15-0. 29)

C. krusei 15001 7.2 %107 1.61 >20.0 >80.0 0.71
(1.11-3.98) (0.46-2.04)

C. parapsilosis 16005 1.4 x 107 3.21 4.57 18.3 0.08
(2.22-7.96) (2. 85-6.56) (11.4-26.3) (0.06-0.11)

C. guilliermondii 13003 1.2x 10° 0.77 6.27 44.2 0.32
(0.55-1.08) (4.08-10.1) (31.9-63.6) (0.24-0. 45)

A. fumigatus TIMM 0063 1.8x 10° 0.36 >20.0 >80.0 0.28
(0.24-0.56) (0.20-0. 40)

A. fumigatus IFM 40835 4.0 x 10 0.23 >20.0 >80.0 0.25
(0.15-0.35) (0.18-0.36)

“Not done, "Not calculated

MCFG: micafungin, FLCZ: fluconazole, ITCZ: itraconazole, AMPH-B: amphotericin B

Table 2. MICs of micafungin for strains used for mouse infection
MIC?: ug/mL
Organism
MCFG FLCZ ITCZ AMPH-B

C. albicans FP 633 0.0313 0.25 0.0313 0.25
C. albicans 16001 0.0078 0.25 0. 0625 0.5
C. albicans 16007 0.0156 0.125 0.0156 0.5
C. albicans FP 1840 0.0313 4 0.125 0.25
C. glabrata 16011 0.0156 4 0.5 0.5
C. tropicalis 16004™* 0.0313 0.25 0.125 0.5
C. krusei 15001 0.125 64 1 1

C. parapsilosis 16005 2 0.5 0.125 0.5
C. guilliermondii 13003 0.25 2 0.25 0.5
A. fumigatus TIMM 0063* 0.0078 >64 0.5 0.5
A. fumigatus IFM 40835* 0.0156 >64 0.5 0.5

“MIC values were determined by broth microdilution method according to the M 27—A guideline.

Culture: 35C, 2days (*3days, **1day)

MCFG: micafungin, FLCZ: fluconazole, ITCZ: itraconazole, AMPH-B: amphotericin B

Table 5 (Z7k L 726 C. albicans (2 & & H &g~ 7 2
DOFEIZB VT, MCFG B X U AMPH-B ® 0.5 mg/kg
Pha#gb5 U728 &0 24 B OEREIL, BEmE %k
OERBICHR L THFEIZHRA L (P<0.01). —7,
MCFG ® 0.25 mg/kg B & (' FLCZ ® 4.0 mg/kg % %
H5.L7-& %, control & [FARICENAREIIEML T
720

Im. =
Cyclophosphamide {2 & ) B ERIBAIREIZ L2~ >
A @ C. albicans 16001 12 & %5 & H EH 2 B W T,
MCFG, AMPH-B, FLCZ B X ' ITCZ O A i & it iy
E &R RS, 0.125, 0.0625, 1.0 B X ¥ 20
mg/kg TH Y, &4 156 HROEAFRD» HHEE L7z &3
#19 EDs fETH 5 0.14, 0.09, 2.00 B X T 23.5 mg/kg

b
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Table 3. Influence of immunosuppression on efficacy of micafungin in mouse models of disseminated candidiasis
Inoculum EDso: mg/kg (95% confidence intervals)
Host condition
(CFU) MCFG FLCZ ITCZ AMPH-B
Normal 1.4 x 10° 0.13 2.83 51.4 0.07
(0.08-0.20) (1.56-5.12) (33.2-127) (0.05-0.11)
Cyclophosphamide 3.0x 10* 0.14 2.00 23.5 0.09
(0.10-0.19) (0.93-4. 30) (11.9-39.4) (0.06-0.12)
Hydrocortisone 4.0 x 10* 0.30 6.88 >80.0 0.19
(0.20-0. 44) (4.90-16.1) (0. 14-0. 26)
5—fluorouracil 1.9x 10° 0.33 7.84 80. 07 0.18
(0.23-0.45) (5.11-12.6) (0.12-0.26)

“50% of mice survived at 80 mg/kg

MCFG: micafungin, FLCZ: fluconazole, ITCZ: itraconazole, AMPH-B: amphotericin B

Table 4. Influence of starting time on efficacy of micafungin in mouse models of disseminated candidiasis
Starting time of EDso: mg/kg
Organism Irz(g;i;m treatment after (95% confidence intervals)
infection MCFG FLCZ AMPH-B
0.13 2.06 0.07
1 hour
=) (1.14-3.49) (0.04-0.11)
C. albicans 16007 3.0x 10"
0.18 7.51 0.09
24 hours
(0.10-0. 30) (4.36-13.7) (0.05-0.15)

MCFG: micafungin, FLCZ: fluconazole, AMPH-B: amphotericin B

Table 5. Effect of treatment by single adminitration of
micafungin on fungal titers in kidneys of
a mouse model of disseminated candidiasis
Viabl t
Drugs Dose (mg/kg) Lab e coun

(log CFU/kidney+S. E.)

Control: 0 hour — 3.35+0.04
24 hours — 4.93+0.04
MCFG 1.0 1.73+0.07**
0.5 2.62+0.14*
0.25 4.20=+0. 05
AMPH-B 1.0 2.35+0.07**
0.5 2.98+0.08**
0.25 3.50+0.11
FLCZ 4.0 3.86+0. 05

**Significant reduction from the control: 0 h (P<0.01); one way
layout analysis of variance and Dunnett’s multiple comparison
test.

MCFG: micafungin, AMPH-B: amphotericin B,

FLCZ: fluconazole

EWEREEP L 72l % R L7z, F 72, FK463, AMPH
-B, FLCZ 3 X O*ITCZ @ EDs, B ¥ 5812 B 1T
LHEAMBE RS L, HUL Y- U250
LTl Btk BREWEEDBXOEIEAREOHE
&) — BRIV 2 v, EDs i i) 5 MCFG
LN L ORGP R OB L WL T H T &g
BBTHhbEEZ BN,

Cyclophosphamide (2 & ) fk Bl A REIC L7z~
AD C. albicans, C. glabrata, C. tropicalis, C. krusei
B X UC. guilliermondii \2 X 5 & H KT HT 5
MCFG @ EDs, fliid AMPH-B £ 1) 3 R R KX WETDH
27275, FLCZ BEWITCZ & ) iZ/hS Wiz /R L7z
¥ 7z, hydrocortisone ¥ 7z & 5—fluorouracil IZ & ) 5
JEGLIRREIC L7z~ 7 A D C. albicans 45 EGIZH LT
b, cyclophosphamide ® %54 & [F] 4k (2 MCFG @ EDs,
flix AMPH-B &£ ) % K& W ETH o 7228 FLCZ
BLXUITCZ L ) /S Wiz iRL 7. — 7, C
parapsilosis \Z & 5 <7 A& B EGIIR T 5 MCFG ©
EDs fi iZ FLCZ & 121X % T - 7245, AMPH-B X
DIFFELLKREWEZR L. TN, C. parapsilosis
DI GFEBRICMEH L 72 Candida J& O W #E D 7% 72 T
MCFGIZbd» & b IREZHTH A Z & 2 XML 745 R
ThsrLEZ LN,

F72, IEE~ T AB L KM X Y S kg
{LL72% 7 AD C. albicans &5 EGIxT AR » S,
MCFG O B %) R 2376 £ O B Gtk BB 12 X - THid 12
BEITHHDOTIE LWV EAREBIN/z, SHIT, &Y
24 R b G 2B L 2L & OMCFG B & U
AMPH-B @ ED;, fli 13, &3 1K I D IRE5 2 HG
L7z& & KERDP-72H, FLCZ ® EDs fiild 3.6 £5
KEWEZRLZZ L9 5, MCFG i& AMPH-B & [l
BRIZFLCZ & 0 b G HIRKN O B2 2 T w2 &
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DRI S N7z,

<7 AD C. albicans EHEGI BT, B
gD DL LTHEETH D, TOKA (target organ
kidney assay) &, PLEWEOHARMEOIIEL L THH
ENTVE" SHobhibhofkifiZs T, FLCZ
R BRI A~ 7 AN O C. albicans (X LT3~
b=V L CRHEOMME T2 b 00, &
REZOER L VIIHLNIZHINL TW20IlZH L,
MCFG ® 0.5 mg/kg i, AMPH-B ® 0.5 mg/kg & [§
FRICHBLRHBBAHREE R L. TN ORRIT,
MCFG %% in vitro {28\ T C. albicans \ZxF L CTIKREE
POBRBIER T2 L2 ML TWE LD LE
R BNz,

MCFG i, in vitro \IZB\WTA. fumigatus {23 LT
3 H & TIRIREED & WA DM R EEH 2R3 252 1

DEREZEH S TH e RMMMIEERH IR AL
’9", AW IRWIAEH 5 AMPH-B & i35 7% 5 1EH
MATHZZEBALNICENTVEST, LaL, &
B O#ERTIX, A fumigatus \2X 5~ 7 A D4 5 KRG
IZxF 3 %A MCFG @ EDs fiti i AMPH-B & (213 %5 D
AR L7z MAHETH 5 MK-0991 B & I'LY
303366 b AT in vitro \2B T A. fumigatus D5EAE
ZEERETHIEE IR & 2090, B« T VICE
WCTRENZBHA R Z RS EBHRESINTE Y,
WAROMEZHET S 2 LAYA. fumigatus DK% B
WTHLETERETHLZEIRBINTNSEY,

NS DFERHD S, MCFG 23K T o5 B 0 5w
Candida J& W 7 (C. parapsilosis % Fx {) B & A
fumigatus \Z & %5~ A& HEGIx L C AMPH-B &
R % 5%, FLCZB XU ITCZ X ) i S H» 12
BENLHREAETH I EAVRBRI NI,

MCFG O 7 AZBT 2 RNE LRI T, 1mg/kg
% WIR N G- L 72356 o A i i BE 2P 08U0] 1% 5.34 e,
IILAE P E IR T T RS 1 16.3 ug-h/mL™ ¢, AMPH-B
OEUHEAZHSG L2 &I mBEEIRECHERL,
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Efficacy of micafungin, a new lipopeptide antifungal agent, in mouse
models of disseminated candidiasis and aspergillosis
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Fumiaki Ikeda”, Shuich Tawara’, Seitaro Mutoh",
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The efficacy of micafungin (MCFG), a novel water—soluble lipopeptide, was evaluated in mouse models
of disseminated candidiasis and aspergillosis, and was compared with that of amphotericin B (AMPH-B),
fluconazole (FLCZ) and itraconazole (ITCZ). In the candidiasis model in mice with granulocytopenia
induced by cyclophosphamide, MCFG significantly prolonged the survival of mice infected intravenously
with Candida albicans at doses of 0.125 mg/kg or higher (P<0.01). In candidiasis and aspergillosis caused
by C. albicans, Candida glabrate, Candida tropicalis, Candida krusei, Candida guilliermondii and Asper-
gillus fumigatus, MCFG exhibited EDss in the range of 0.14-1.61 mg/kg. These data were comparable or
inferior to those of AMPH-B, but superior to FLCZ and ITCZ. In disseminated candidiasis in mice
immunosuppressed by cyclophosphamide, hydrocortisone or 5—fluorouracil, the EDs, s of MCFG were 0.14
—0.33 mg/kg, superior to ITCZ and FLCZ, but inferior to AMPH-B. In a target organ kidney assay, a single
injection of MCFG at a doses of 0.5 or 1.0 mg/kg significantly reduced the yeast viable cell counts in the
kidney 24 hours after treatment compared to the yeast counts before treatment, with an efficacy
comparable to AMPH-B. These results indicate that MCFG is a potent parenteral administered
therapeutic agent for disseminated candidiasis and aspergillosis in immunosuppressed mice. The efficacy
of MCFG was superior to that of FLCZ and ITCZ, but comparable or slightly inferior to that of AMPH-B.



