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4 3 ¥ /= RPIREH miconazole I X % BMIC T ¥4 ¥ L. Candida albicans iz X 5 B

FLERLICOT, FREMABE LI

EMIL 32 ], Bit, ABKY — T THBYBRFEN Y 513, IVH CEES I g% HE L,
MR, BRI, AMmG C. albicans Hi5r X iz, Miconazole 1 B & 800~1,200mg % 33
HE (5K 30.2g) 5L, BEFSEELE VEBR L XFDBIEBIR Abhihot, &
foD C. albicans v=}}3% miconazole ™ MIC {3 0,39~0,78 ug/ml, miconazole 400 mg #¥5

H#Dm*&miﬂﬁ 0.90 pg/ml TH -1

BE DR S ME Li: C. albicans 29 ¥k1Z%-T% amphotericin B, miconazole, 5-fluoro-
cytosine OB 1% HEMET L=, Amphotericin B & miconazole (% 23 F&OHEHERL,
2% 1.56 pg/ml LITFIRAM Lo 5-FC X 2H & R RH -1,

Miconazole il N0 <, BIfERPRWE &b, BESS v o MECRALKRBR L &L

E;hfco

T, BfEEodn, REAWNMOMEH, KRAN
I IAGEYBOBRLEERLER X » THERR R
PHEML, REC L5 RERRRECLBSHEBTS
iRt

SEEEL, 1 3 #V —ARPEEH miconazole D

REC X WVI® L7z Candida albicans Bl E D 141

YERLED T, ETOXEBURH L EBE M1 TRE
-
I % il

SL 2% B 4#AE,

X5 : A%,

FRE: 2, ERBOFHY >3, AR, BHTRE
o ’

BECLRE < 18 Rems RELIAM, 27 ARBSALFIREBRE D
F,

BURME : BBA1 58 455 AR X b T, BERAHELL,
ERERREC TERUARH Y — S RIEHEN, TH
B ARMEAS 2B~ AB2 L7, 82 H MBARE
KT adenoma L2¥ixh, 85 10 BEBYIRHAS X
UREBREATY 5 11 oo itk FOBIRERNT—7

& (IVH) %% 7 L, fosfomycin (FOM), amikacin
(AMK) s E DRAEH B ORETFHRE % 5 13 Tk,
#itk 3 B BH 0 38~40°C DRMH ALK, 88 17 H
omiRf, 8 A 18 BoBRIM, FERiML S Candida
albicans 2 Xh, » v FRAEOLKDOS LIt
2ABINEBR LT &,

ABEBEBUE : 5 169cm, fFHE 64kg, ME 104~
60 mmHg, FERH20/5y, B, WRi 80/%, ¥, RiFDH
ho HIMBE, A, FEXAxV . REEY v Sifdke
¥, EREET L, WX OEM, FREERE, 78k
Lo ¥ P8, B, B, BIfdalicv, THREE
Lo Wﬁ"—?ﬁ‘]iﬁ'?ﬁﬁ.?‘: Lo

BEFR (Table 1) : GMERE 6, 000(F+HER 79%),
¥k 5BY, ik, CRP, a;-7r 7Y YD ER
ie L O RIERE, GOT, GPT 0BE LR, FMHT X5
LBPbhs CPK o ERNRALNI,

AR RS (Table2) : JHERE, WERTE
L RRERBDbhich o1, MAKRETE, ¥~
n2 ) YR, PHA Rtk & b Bk, V) v %o
subpopulation “Ci%. T#ifa 92%, OKT381.6% Th -
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J2o OKT 4 (%52.4% LML, ~N o= TRROMIN
AAbiiz, OKT8 i3 83.2% TH 7 v » +— THRMIX
EXCThHoTeo MEOREEHMRETE, VWIhbRE
WOETIBD ik o7,

BERER (Fig.1) : FRAI 58 4£ 8 A 10 B IMEBVIRRIN
RN IVH % W77 Lico itk 3 HE X DRMERD
f, 17 B, 18 B0 2 BMchi -~ TWIRM, BHARL,
PG C. albicans »5> Wt X h i, 84 20 BiC
IVH » ¥ —>aktkk L, 88 28 AMH micona-
zole % 1 B3k 600 mg 3 Elic4rT 3 BMAMMEL,
Z 0% 1,200mg 4 3 5 cikL, 11 BMB S L,
MMEE SR DH, £XRBLFMW LD T,800mg I
i U7, RES1IME 33 AMT, KSR 80.2¢
THotce AFIEL LARIERIZLLTDLAIMh -

Table 1 Laboratory examinations

Peripheral blood BUN 11mg/dl
RBC 296X 10¢/mm® CRNN 0.8mg/dl
WBC 6,000/mm?® Serum protein

Eosino. 0% TP 5.8g/dl
Stab. 72% alb. 52.6%
Seg. 7% a1-glb. 9.0%
Lymph. 19% az-glb. 18.4%
Mono. 1% B-glb. 10.0%
Plt. 16.2X10*/mm® 7-glb. 9.9%

ESR(1hr.) 104mm Electrolyte

Blood chemistry Na 144mEq/1
GOT 491U/1 K 4.0mEq/1
GPT 891U/1 Cl 108mEq/1
LDH 6371U/1 CRP 5+
Al-P 383I1U/L ASLO 160 Todd
CPK 5911U/1 RA (=)
CHOL 155mg/d1

oo

Miconazole 5, MM Hi% C. albicans M 3
¥, CRP, M, MM LLERLELDT, &
EIMA Y — 73RHT % 5 DI 2 HHAER LT,
fe RERIEH & Staphylococcus epidermidis, Entero-
bacter cloacae, Pseudomonas aeruginosa H\53 S hy:
2, ABBORMONE L 2ELOhY, KA mico-
nazole NFPHLIH v o X RMEEL X T2

I el

1. Miconazole D%

1) H¥LHk

AfE L SERHEGMOER (HH, 35 &, 5,
46kg) D2MAICOWT, MPRECHEBLAELL,

Miconazole 400mg %V ¥ » T35 200m! KL

Table 2 Immunological test

Humoral immunity

IgG 1,040mg/d1
IgA 308 mg/dl
IgM 88.4mg/dl
IgE 931U/ml
Complement
C 164mg/dl
Ce 32.4mg/dl
Chso 44units
Cellular immunity
PPD11X11/14X13  PHA11X10/25X17
T cell 92% Becell 3%
OKT3 81.6%
OKT4 52.4%
OKT8 33.2%

OKT4/0KT8 1.58

Lymphocyte blastoid transformation (PHA)
PHA+ 55,002 cpm
Control 697cpm

Fig.1 Clinical course. S.I., M. 32y.o., 64 kg, Candida septicemia

1.0~

k] (0.90)
'E:s (0.85) ——S1 M.32y.0.64kg
‘3 N, ——-]
% E \\\SEJO) H.H. M., 35y.0.,46kg
i S~<l_(0.60)  C. albicans
g (0.55) =~ MIC:0.39 ~ 0.78 ug/ml
$30sf (0.45) i
Eg
s 0.3
n'E (0.23)  SR=all (0.25)
(0.14) BN (B L)
10.10)
(0.06) . (0.03)
0. Administration d.i.(1hr.) 400mg, 3
Before 0 1/2 1 2 3 4 3 [

Time (hr)
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1 BSMIAC ATEIMES, EERAYIC MM TR, 30 £,
1,2 4, GESMIE IR Lice JBH N, Blastomyces
dermatitidis ¥ MEMWE Lz Well agar 1 X » TfF
feolte

k¥, 02 HAOWBBRER TH -1,

2) &%

AH & 5 HTE 0,90 ug/ml, 30 4 0.55~0.85
pgiml, 10§ 0.45~0.70 ug/m), 2B§MNME 0.23~
0.60pg/ml, 4BSM$ 0.10~0,25ug/ml, 68 M &%
0.03~0.17 pg/ml Ch 7= (Fig. 2),

EEAORKE C. albicans ¥ 3} 3 5 miconazole D
MIC i 0.39~0.78pg/ml ThH DT, MR
MIC fii% LBl » TV,

2. K/ ME Candida albicans \=xi3 5 M7

1) HpeHE

B, REBERNERMEO BRI VWL hTW 3
amphotericin B (AMPH, BX 2 2 4 7 () X v %
&), 5-flucrocytosine (5-FC, H&kr v . (k) X 04
5) $ X0 miconazole (FrEME () X vH5) ot
HAEHEL, HBEL, Bk, 1983 FEIc £ MOREK
HELHAME NI C. albicans 29 ¥ (RO MEES
D 3BT EL) XAV,

7 e - KKHM (HK) 1z 80°C 48 RSN L7 =
B~ RNEAKC RS, 10°cells/ml icIR%E L
o ThELEEOMMD 100 ug/ml 526 0.05 pg/ml ¥
TD 12 RIREL L+ 7 r —REWHIC I 7875
va— (EXAMUKER) THEML, 80°C 48 R Mk
B RWIELEMBE (MIC) 2R,

2) MR

AGDMD C. albicans iz %¢ T 5 M 5% Table 3
K, BERAD MR T 5NN Y Fig.3 KRl

AMPH & miconazole 2\ Tiz\vw#*h { 1.56
ug/ml THAML, £DO— 21k AMPH % 0.78 ug/mi
(59% 4##1), miconazole % 1,56 ug/ml (55% 4#) T
Bt 5-FC i $XT 6.25 ug/ml LI L2 3L, 35
D 2HIC M DIRE -7

IIl. * =

1969 fER L ¥ —D Janssen HTCHRBIhi-1 ¥V
— A RVINBEH miconazole? |2, TEXPIcd AAX
h, TLLTEKFERREBEE LTRIFREEOKRRIC
AuvbhTvwa,

4EER, EMABD miconazole ¥ AFT 3 MA&MN
BAIDT, hvo XRBECRFZERLT, £0%
REAACMT>ETORBIRMN LT -1

Fig 2 Serum levels of miconazole after drip infusion with 400 mg

1004

icin B Mi

501 -

Cumulative percent
>

MIC <0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 125 25 50 100>100
Amphotericin B 1 10 17 1
Miconazole 4 4 5 16

5-FC 12 8 1 5 2 1

(10%ells/ml)

Table 3 MIC distribution of antifungal agents against the C. albicans

isolated from the patient

MIC (ug/ml)
Blood specimen
Amphotericin B Miconazole 5-FC
Vein 0.78 0.39 6.25
Artery 0.78 0.39 12.5
Bone marrow 0.78 0.78 12.5
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Fig.8 MIC distribution of amphotericin B, miconazole and 5-FC egainst

C.albicans 29 strains
S
g Mo,

mg 3 X

AMS
iconasole

or Hydrocortisone[_J00mg
Gamma venins s ®
. iginls
41} Operation
§(8/10)

Transsacral
resection

" & polypectomy]

Daily maximal temperature("C)
>
=1

T800mg 2 < ]

Transfer o surgery
for rects! polypectom

P 1
Date 8/10 8/20 8/31

! L M
9/10 /20 /%

ESR (1hr) 35 95 104 111 16 90 72 2 1
CRP 4+ 5+ 5+ 2+ 1+ (=) (=)
WBC 4400 9500 4600 3800 6000 5200 5200 4700
(Neutro%) 67 96 93 82 7 78 57 57

Culture

Vein 8/17 C.albicans 9/1(=) (=)

Artery 8/18 C.albicans
Bone marrow 8/18 C.albicans
Wound 8/15 S.epidermidis

8/18 (~) 8./20 Bacillus GNR

25(—) 26(—)31(—)

8/26' E.cloacae, P.aeruginosa

Table 4 Identification of ‘high= and low-risk variables associated with death

from fungemia®

Category
. ‘Variable
The patient High-risk | Low-risk
Demographic
Age 32y.0. +
Sex Male +
Hospital service Surgery, medicine +
Place infection acquired Hospital +
Predisposing factor Surgery +
Source of infection Surgical wound +
Clinical .
Microorganism isolated Fungi +
¢ Endocarditis Absent +
Leukocyte count =4,000/mm* +
Absolute granulocyte count | =1,000/mm3 +
Hypotension Absent +
Temperature =38°C +
Breakthrough bacteremia Absent +

*cf. WeinsTEIN, M.P, et al : Reviews Infect. Dis., 5(1), 54, 1983.

REKHRBEXE A MOBRNEHH, L
Aspergillus, Candida, Cryptococcus neoformans,
Mucor ERFERE L/ >TWB¥, =D 5% Cane
dida JERBR DB, LDREAEOMTERL Lk
BD5XCFIE LT 5, Candida Bz, —A@E
Zawl WME (RMIE) ©5H# 3% % & » T
TN, EPECEIL AR, MM, By v E,

FofompEgs, Wic s bie #8910 opportunistic
infection & LCREEL T\ 2,

Candida 13, W{L¥, EMOKERTD Y, KEAS
2 b5 AHAHECETAE A€ v AIRERTILR
FECRER R DRI Sh 5 X 5 kind, BRHE
RETFLEEE TR, ARERREL LTEBC VY
HEENE ERT 5,
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OEAOHRAME, ROMREN = ) —REAREL T
K5 ATF—T D OREFL B 0600, X F 12,
EBORHEC IVH ¥KTL, TORCRELLS &
25 IVH BEAMEEL DR, B M B IVH
27—F A bOMOMMIZET T h ik haoto TR
Candida BulfEx, IVH SR X > THOMERY RS
Tenpsd, A@DO C. albicans w¥3 micona-
2ole © MIC kMrhREDOHBY: HEX T, RHLNY
KfEALIb DL ER I,

ARSI RE LA v o SRl X 2 TR,
SorouxIN 59D 63 DOMN TIZ R BRI R ZIhT
KWz 83% =L, AMPH ¥FoREE Licfiz
6% BE LI ERRTWD, FRIEBEKRBIZELEZ
hBTEDBV, AOUIEMA Y — 712 X 5 EBLIERHAT
PRTBCRE LAITH DY, MEOFREELRT
HREREBTFIZOV T, WEINSTEIN 590 risk 128> T
HLTHB L (Table 4), 13 EFDO5H7RAFA low
risk THh, AARBEDO» v FMMEL £ x b h
o

REAR TR, FEMKEEOKRMZ AMPH, 5-FC
AEAIRT 5, BIFZIIENA, REIEQRELT
BB T LB\, Miconazole @ C. albicans \=343+ %
#ENIX, AMPH L i2iERHET 1. 56 pg/ml DMETE
B(BOREYHIEL, 5-FC Rz 28X h o1,

Miconazole o jfi-h#REEIX, 6~8 mg/kg D 1 Bk A
HEILT 0.9 pg/ml DfEA BN, AMPH ORE L2
ERRTRETH -,

AHOMIEAIL, Wik, HER ER BB LH
T~0% KBBLR T B, LhrL, AMPH Kabh
SWBERHEIATWEWD, SEOFEMCIZ1 B
®.1,200mg #f5 Lica, 2L BIEFARALAT, XH
“'. FERRERPEOBECER IR TVWEAITH
) 'kﬂbhf.:o

RYOEE R, % 52 M AKRREFLTEAMY
2R% (B 58 4 12 A, REEMH) CTRRLR,

Miconazole o i shiBE# BUTE L Thr 7= 2207 HK
FUNEE R EMHKLE T, % %, C albicans o
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A CASE OF CANDIDA ALBICANS SEPTICEMIA WITH
GOOD PROCESS TREATED WITH A NEW
ANTIFUNGAL AGENT, MICONAZOLE

Masaru Nasu, Yoicuiro Goro, Jun Goro, YosHio Sasugi,
TaxayosHr TasHiro, MitsuNoBu AkasHI, TaxasHi IToca,
Nosuniko FunsuiMa*, Okiniko SHiBATA*, Yuzo UcHipA* and Jojyt Suirase*
Second Department of Internal Medicine and 2nd Department of
Surgery®, Medical College of Oita.

1-1506, Hazama-cho, Oita 879-56, Japan.

We have presented a case of Candida albicans septicemia which was cured with an antifungal imi-
dazole derivative, miconazole, together with a few discussions.

In this case, a 32-year-old man was operated on by rectectomy for colonic polyp. While he was
under management by IVH, a high fever appeared, with C. albicans isolated from the venous blood,
arterial blood and myelic blood. @ He was then treated with 800 to 1,200 mg daily of miconazole,
every day, for 33 days(to a total dose of 30.2g), ran a favorable course, and was eventually’ dischar-
ged. The treatment was associated with no side effects of the drug. The MICs of miconazole for
the isolates were in the range from 0.39 to 0.78 ug/ml, and the blood level of the drug reached a
peak of 0.90 ug/ml following the administration of 400 mg of the drug.

We also compared the antibacterial activities of amphotericin BCAMPH), miconazole and 5-fluoro-
cytosine (5-FC) against the 29 recent isolates of C.albicans from clinical materials. The antibacterial
activity of AMPH was comparable to that of miconazole, with their MICs for the isolates distributed
in the range of not more than 1.56 ug/ml.  The antibacterial activity of 5-FC was not as potent as
those of the former. '

Because miconazole has proved to have a potent antibacterial activity, accompanied by a low inci-
dence of side effects, we think that this drug will be a useful therapeutic agent for deep candidiasis.



