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bhated, KR BIFEE s eV, HEBH L
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RERRBEORFRECEAI L T v 3, L L,
miconazole B AREHEEARZ b F L, BEA
EFTRTORERREEFRFE X LT S in vitro
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2. (EREK

TVADERPR AR PC1Z, Yevr—HFHHED
Candida albicans TIMM 0239 (% v v X MIEREDE)
BRifnne & D FEESyMERK, serotype A, BRIy AEMEH
HRERT) BEALI. AEKD MCZ w32 &/
REMHILME (MIC) (X Sabouraud glucose agar iZ3s
T 5pg/ml C, C.albicans & L CTEEMRSIUY R
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MCZ DAEMEMEEDORERICIZ, YLvx —{F
D Blastomyces dermatitidis TIMM 0126 % B\ i,

3. EREHY

SPF =% & Crj:CD-1 (ICR) %, 488, M &
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cans TININ 0239 Fk& 0.57 M¥IY ' 4 A Subouraud
glucose broth (= 1 P15 EM ML, 37°C, 18 RNk
Al fed b, WMANARHOKT L ARL, O
1Pl L€ Borker-Turw SR - ¥ b £ 68 B
foo MLOWBEZINKEL, £ 0.2ml % v v ABKIR
INZEMLTco = DO MR - 2\ T Sabouraud
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6. GHRKRB

KBEIARED v A MK EFRE L TORMH
BRI EDEEYRIZTE 4 AT TTe -0
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EF) 35K (HCO-60) (= THML, 0.1ml dhic = &
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1. RN =y 2T 3 Bh0KH

C. albicans TIMM 0239 #ki2 = ¥ RICH\HRERYT
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Fig.1 Mortality of mice intravenously challenged with C. albicans TIMM 0239
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Fig.2 Results of miconazole therapy (50 mg/kg per day) in mice challenged

with 4.2X10% cfu of C. albicans .
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Fig. 3 Results of miconazole therapy (50 mg/kg per day) in mice challenged

with 3.9%10° cfu of C. albicans
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FRERBETTr6 @R HEIh, B BEBA
BHARCEEOBED HRAHALN, BE 1g 4)
108~107 cfu DEMEER X htc, FHBET 104 cfu/g,
BTk 104~10% cfu/g 2ER I hic, ¥, RELABH
REOKE, HCBRECKSVCERRERYEETS
HEROERLIREH LMV EIAMKER A bh, K,
B iwTi £ OBERMRSZED bhi,

SORKHNHEA T, EEMEE 10 AL 288
CHEFELIc= Y ATiE, BED C. albicans FDORK
RTALKD LA BWEYIRE LT BB CRY
BERLI,

BEDRRN S, KEEMEIIC S\ CHUILE ¥ 1
TORPYRIULZI B L5 AT FORERY VO F
ELRET2RBY R,

2 VRO KREH v O A REBIT TS MCZ

EHFD LR E

LROFRY 6, ARBEC L5~ 7 ADERIBEL
RA v o HERRERO T H B e T rE LTHAT
Erzirmbhi, £ CCOERRIC LD MCZ i

HEIDBFHFE LR Lo

KEBRI. Fig. 1 RREhD EREHCE ST, =¥
AR LPERRFEIRB LN TELINRTRETIC 10 B
DEoRBYLBEET 2 EEER L L T 5x10° @
(4.2x10%cfu) DEBEXYBAL ., chE L~y ACERE
Licod, 24 FREHETHOH1E D KRS T
V, L1 A 2E%& 25mg/kg % 4 BRicbhic-> T 78
EELTHRNCEH L. BohER% Fig. 2 E
BiRUico 2:8M0@RPHF, EXHER B
WT b IEF 2EDEFE~Y ARALANA, Th
L EDOHE2 A LTLRARE L1, —F, EHBRER~
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B L2 i BRB R B,
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LT hagio BEaod b, B Ry FlBL
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Fig. ¢ Results of various treatment regimens of miconszole therapy (50 mg/
kg per day) in mice challenged with 8.8x10° cfu of C.albicans
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Fig.5 Results of miconazole therapy in various doses in mice challenged

with 8.3%10% cfu of C. albicans
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15
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WPhORIC L D THRIHES (P<0.0005) 4%
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Fig.6 Miconazole serum concentrations normal mice
after a single intravenous dose of 50 mg/kg
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BEH 15 5T 30 gg/ml, 30 HT 20 pg/ml, 45 LT
11pg/ml, 1WRIA 5.6 pg/ml %RL, TDH%, 3R
1,4 pg/ml, 5B§fE 0.32 pg/ml, 7 EERY 0.12 pg/ml, 8
F¥f 0.06 pg/ml LA L, #HEH% 10 BRETRERA
(0.05 ug) LIFIZinote,o

1. # =®

MCZ RRHBEADKRIEEBE A L TH\ in vitro HiE
BEEYRTI L SL{OWREDHENLELNTD
B, Laliehis, FMEELrRERNEREY,
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hTELY, TORKIERIZE L OIS L
EHOVHH B, LichioT, REEHDOEKRNESR
HOFMBEL TiT, in vivo HEEZEHOKRNIPEDT
BELL 5,

MCZ @ in vivo HiEERICOWTIE, XL LA
DREMHBEEO B = 7 A BV TR Sh TR,
Levine ef al. 19 i3, MCZ D E T ¥ 712 HEARENR <
VADRRMF 2 7 Yot 4 FAECH L EYHE =T
LRELTWS, £OKE RUHR7A— 713, Ak
KMCZ o ADKRIN 7 Y 7+ 2, 0 AEXLEL
Th, BLALHBREHRVBLLT, LOBHO—DL
LTy F L OR#E I & & BT T 51,

In vivo FUBEIEN: L BEIKAYYAADE & O HEBIE R D
SediRiL, AYKBWE T Y BACRBEERY T
SLLRRTRTH 2, 5 LicBpe T L LTI,
DR G RBLAIET 5 & FRBOER D LE
L, BCEREMY LS, L d henoa e B

M TR ROYBMNATIIL b DOARE L
bhbhiZ&4ED in vivo HEIT 4L~ T, M4 DR
EEREED RBpre 7ok HERN L &R Sk
By HE (0o XME) BED MBS /KSR
C. albicans ® 1 ¥ (REWHKE TIMM 0239) O ~+¥ %
BIRAERIC X 5 ToLK GhicRBRW» v o SIENRD
I EDREXBMRTHE LMot # vy FIEIRE
Mz 3siF 5 B|b RFQ LR EEXEEDO—DTH DY,
=7, L2 b OWRBFC L h M4 ORRYYT I
WTRRRBRH T bhTE, MIFROS V=Y A
DRBYE FALDWTHNE, FDIREA LIIRTE
DOMIRAERIC X > T2 GBI TH S, &
hETCORERMI—BKLT, BRSNS
ThHH, BMERDO JEBRRITEL RN -WYTIIHERSE
NHLELREPHICBREZIh, BEREL TR
MTHZLEXRLTNBE, LhioT, 2047
DERBREFALERT AR Y, amphotericinBD X 51
KAV ERROE B LEEINS X 5 KB %
RS BY b > L RFATCIRBRYRATEFIRAI WD L L
Td, MCZ o@PacizRbicit I hi-ED 9% *
TREEO L WRBDTH L Ly ERTHOE
ERHRDHE VMETERVIELTRERE 5, =Y
ARKRTELES b, Fo b, VHFLREIDKRED
ERBWCR\NTIE, e bV OHEDTERETHS
2HETHBENDH v SR X VEULERBE R TR
BHBILTH Z EMN RERT\H18202030 5 ) | F e
Y FT B ERN Y v o FERCRT S MCZ O
BHRITOWTIL, BOLDOHREI/ - T L HREHE
o HaLer & PLemeer® (3, 59 FDEREFA
FWT MCZ100mg/kg, 1H2[ED &0 HET AL
BRI REY Bohit hol s BELTWS, Zhit
MCZ DIEN» LORMARR L Z L3 W REMD -1
LEZbND, “ThIE LT, Batketal®® 3, 7o
F DB S v o FRECR LT MCZ50 %5 XU 75 mg/
kg/ HFANESPEFRYELL BDH LR ADT
W5, ¥iz, Costa et al.® i, v ¥ C. albicans &&
LueFA%ERAL, 80mg/kg 1H 1EIBIRABEIE
R EERBEOVThOATLEDEERLCLHRE
LT3, #HIX MCZ i3 C.tropicalis, Aspergillus,
Geotrichum 7t EiC X 5 RBHT5 » FTH FED HBEHR
ERLICELTWSH, ERFECHED LD, TS
ThHh, TOEEECIIREMY RS,

7y FRYHFOERETFACONTIL, BHOE—
% f5E EREoHEY, BEEHHNLEDRTHE
MNHY, TVROEFANL VBT EI5ETE
o b FEBEHKD TIMMO0239 i2~=v A LT
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BARBSIVRR [ CHVTHRERBOBRERNL L
WRExhtc, —F, “hbOoHERTRIERRNRB~Y
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LABORATORY ASSESSMENT OF A SYSTEMIC ANTIMYCOTIC
MICONAZOLE (BASE) : IN VIVO ACTIVITY

KaTtsunisa Uchipa and Hibeyo YamacucHui
Research Center for Medical Mycology, Teikyo University School of Medicine

Therapeutic efficacy of miconazole (base) administered parenterally was tested in the model of
disseminated candidiesis in mice. Seven miconazole intravenous doses of 12.5 to 50 mg/kg/day once
or twice daily in C.albicans-infected mice significantly incressed the survival rate compared with 2
placebo injection during the two-weeks postinfection observation period. Sufficiently favorable results
were also obtained when intravenous administration was delayed for 24 hours sfter infection. Comps.
rable with the increase of the survival rate, colony counts from the kidney of miconazole-treated
mice were markedly reduced compared with those of untreated controls. After intravenous injection
of 50 mg/kg of miconazole in normal mice, the serum concentration of 30 ug/ml was occurred after
15 minutes, thereafter decreasing rapidly.



