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CHEMOTHERAPY
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s S RREFR S 1 3\ T, MBI 5 BYRfE I miconazole (MCZ) %R
BHEL, TOEMEEMRN L7, MRIZ1989FE7TH LD 19904 12 A T, MBKEEE
BHEE Y L, RMEHGEYI L BOh2MEMR 2 3~ HMEAL ToMBsBo oY, K
BfEHIEEH L 7R 189 B & MR & LT, EFIRE®EC LD, MCZ B LMD 2HICH
7, MCZ B3 MCZ+Hi4&WH, NRABIHEMBEOA 2®E L oo MCZ DE5RIZ1E
400 mg, 1 H 2~3 [ElATmE, KM aTREZRD 14 M EE LT, 28, REOEA
HEMBEOBRRZETHREOUM cO R, RIAMUB L UREFRCIVHEL . L1,
HEEORMBIZN & L Tl B-D-glucan {EDHE £1T7\>, 10pg/ml LA EEMEE L1, W
Frrt RS 189 BIch TS84 9 B, &G 19 B 2Bk V7 MCZBE84 B, HBRETTHITH >
e EGEESHE X MCZ BECER 276, B 24 FITERHEIZ60.7% (51/84) TH > 12, xR
BEIZER 296, BRSHTHEMEIL44.2% (31/77) T, BERWRIEEIC MCZ il
Twiz (p<0.05, x*MRSE). %7z, B-D-glucan DRI MCZ B¢ 30.8% (8/26), *xIBEE
38.1% (8/21) T, BHFIOBERE I MCZE66.7% (4/6), xtHE37.5% (3/8) TH -
fzo LAE, miconazole # REEE T3 Z Lic & D RHIHEHIRHE S h, NABEALEY
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TETWB, 12, ThoZEbLTLLTaRbDL
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BEBEHRERELEIONTVLIY, FOHREER
L& EbHTHR G,
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EBICEBEL 1RSI xf L, miconazole (Florid-F®LL
TMCZ) OREARE BT 2EEM 2 EIEALKARIC
TR LD THRE T %,
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) & &
1989 E 7B X D 1990 F 12 B % Clc i & Mg &

DERRLS 6 BRCEVT, MBREBrERERE
LT, RBBCEYEBEbN2IEYME % 3~4
ARIERAL TL@#asIH s N, FFcImk, X
#, RerhroHEIRE &, EREESRDONIEE
Bl 189 Bl iR E LTz,

2) BBAEL I UBRERHE

AB /& & L Tid Randomized Controlled Trial
& L 72, Randomization i3 &3k & L o HIFEIC &
DiTw, MCZ# . xtBED 28I, MCZRZ
MCZ+Hi4EME, MEEINEVMEOA TS LT,
%E, WEELERREMEORIRE L U2 0&OE
BHZouTREHRECHEIcWw T (Fig.1),
MCZ &5 A8 ERI L LT, 16 400 mg 438
BIEAKE 1213 5% 7 F 7 $E#K 200~500 ml i HRL,
18RI E»CT1H2~3E, 1H& & L T 800~
1,200 mg ® SF{EL, 7o b a -y, &7
NAYREER L DS 2EEKL . SS5HMIER
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Patients not responding to one course of antibiotics (single agent or
combination) were randomized into either the control group receiving
different antibiotics or miconazole (MCZ) group receiving different

antibiotics plus MCZ

Infection

]

_ Antibiotics
(2nd course)

Antibiotics J
———

1st course
Antibiotics

(2 nd course)

MCZ 800~1,200 mg/day

Control group

MCZ group

2~ 3 times/day

Monitored 8-D-glucan ﬁ‘
Fig. 1.

D, MCZ & EHEARIE 1:AMIZFBLZW
Zr &L (Fig. 1),
3) BREEBIUMRKUEHNE
BREA: L TRARE VBEROHEERE CET
%, randomize % 18R, 2:BR B & U2 AL
2, BRAER, MEFEHRE, X BRE - IESERAE
FEERBL, X5 EFIC L - TikEBRZk e LT
th g-D-glucan {& * fIE L 7, I B-D-glucan {#&
i, %3¥k» 5 endotoxin DERICAWVSENT &
Limulus Test (Toxicolor) & endotoxin iZ¥ R/
Yk TH 5 Chromogenic endotoxin specifictest
(Endospecy) D& D HlEBEDZE ¥ i -D-glu-
canfEt L, HFHSDOHMEY KL Z DEH510 pg/
mlLl Db D% B-D-glucan BB MR & L1z, M
B-D-glucan #1324 72 { £ b randomize BFIZHIE L,
TOBROAE I EBEDHKICWIZh, EEE L,
¥/, MCZEcBW T, BERREMER S FICEIfE
Rbbbe TRETL 7z, EIRZIEHIEEREL, BKE
R, BENRE, X HRE - IREREOHB KRS
RICHIMTL, BATD 5 BRETHIEL 2,
¥ %h:randomize % 1 BB AN i< il 08 F B 1L
L, BEERYL > VRBAORERR, X
&, CTATE, CRP, Mk sEH Iz
ELIBE
B %h:randomize % 2 B LA IZ R iR 3 F 2L
L, BEERZ S NCRBMOKRERR, X
Bk, CTrrR, CRP, MtENHKEL /-

2 weeks administration

T

Method.
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Total numberlof cases (189) ( ):Number of cases
|
Eligible cases (180) Ineligible cases (9)
MCZ group (99) Control group (81)
1
I ] [ )
Cases Cases
analyzed Dropout analyzed Drt()p)out
(84) (15) an 4

<Detailed breakdown of disqualified cases>
Patient without fever, not suspected of mycosis
(Detailed breakdown of dropouts>
(MCZ group)
® Adequate evaluation of the efficacy was not possible
because of short periods of administration of
MCZ:12 cases.
® Patients died of the primary diseases within one week after
initiation of MCZ therapy: 3 cases.
(Control group)
Antibacterial drugs were used briefly for not more than one week,
then switched to antimycotic drugs: 4 cases.
MCZ, miconazole.

Fig. 2. Case distribution.

Table 1. Patient backgrounds

Statistical
MCZ group Control group i
analysis
Male 49 47
Sex Female 35 30 NS
Total 84 77
Severe 44 21 P<0.01
Severity
. ) Moderate 35 53 P<o0.01
of infection
Mild 5 3 NS
~19 2 3
20~29 13 7
30~39 8 3
Age
40~49 21 15
(years)
50~59 15 20
60~69 12 16
70~179 8 10
80~89 5 3
mean+SD 49.0+18.0 53.2+16.4 NS

MCZ, miconazole.
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7z (Fig.2),

2) WRRATF

HRAFIIMCZETB 498, XK 355 TEYER
1149.0+18.0 8, MNEBTRB4ITH, LHATE
BEMIZ53.2116 4 RTAFMTEZRED o h ey
oke £, BIMFOEFEE I DOWVT X, MCZH#T
EEAHH < (p<0.01), MEH TIPS ELZ H»
2% (p<0.01) (Table 1), XEREZK B IZTHEEM 2
REH ST, WML b AML, NHL s % 0
ok, k7, WHLABEMCZRIBDOA LN
(Table 2), 2BV T LHREMTERIED SN
T, WEEE bRMAESE >, TEAR, MigIZLA LT

&/ (Table 3), ¥HHEMBER WMz, MCZ
HTIIEY6.915.4 H, MEHTII¥EY5.71£3.0H
T, MM TEIBD o g o, % 8, micon-
azole M 1 HW¥# 5 & i3 833.3+220.0 mg, ¥R
BE5Xi213.618.5¢ T, FHREHHIZ11.9£9.9
HT#®- 7,

3) ERERZNR

BRE E MCZ B TXR2 27 B, BR24 6, %
B 126), W2 HT, BEMUALOEREIZ60.7
% (51/84), LREYLULET75.0% (63/84) TH-
foo £, XMEEICBWLTIE, ER296, AR5 H,
PREYMITH, WR26H T, EHRIEHULT

Table 2. Patient backgrounds: Underlying disease, Status of disease

MCZ group Control group
Acute myelocytic leukemia 30 28
Acute monocytic leukemia 1 1
Acute lymphocytic leukemia 9 3
Non Hodgkin’s lymphoma 18 18
Hodgkin's disease 0 1
g Myelodysplastic syndrome 6 4
§ Myelocysplastic syndrome
?; in transformation 2 3
% Chronic myelocytic leukemia s s
E -blast crisis
Multiple myeloma 2 4
Aplastic anemia 3 4
Adult T cell leukemia 2 2
Chronic lymphocytic leukemia 0 2
Others 6 2
Initial induction period 24 29
Reinduction period 17 15
§ Remission 12 11
§ Untreated 7 6
2 | Terminal 18 16
@ Partial remission 1 0
after BMT 5 0

MCZ, miconazole.
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Table 3, Patient backgrounds: Diagnosis
MCZ group Control group
Mycosis 2 0
Sepsis suspected 46 41
Sepsis 5 6
Fever of unknown origin 11 12
Pneumonia 14 15
Stomato-pharyngitis 4 5

§ | cystitis 2 0

3

£ | Gingivitis 1 1

L

3 Mycotic liver ) 0

3

° abscess suspected

™)

(=]

g Perianal abscess 2 3

O]

£ Soft tissue infection 0 2

n

g Acute bronchitis 0 1

o oas .

A Otitis media 0 1
Upper respiratory ) 0
inflammation
Lung abscess 1 0
Pericoronitis 1 0
Acute enteritis 0 1
Intestinal infection 0 1

MCZ, miconazole.
Table 4. Clinical efficacy
No. of Response Response Statistical
patients | excellent good fair poor rate*(%) analysis (x?)
27 24
MCZ group 12 a 60.7
(32.1) (28.6) (14.3) (25.0)
P<0.05
29 5 17 26
Control group 44.2
(37.7) (6.5) (22.1) (33.8)

( ):%  “excellent+good

MCZ, miconazole.

44.2% (31/77), ®HRLULT66.2% (51/77) T
Hotl, MBEBIEBWLT, *RETEYMULTDOE
i3 p<0.05 £ MCZEDHCEERRERIR PR

»H ot (Table 4),

4) [ B-D-glucan i & EEEKRNER

¥2AEH) 189 Hlh, randomize B¥ic fidr B-D-glucan
%2 8E LB EMIZ, MCZ 26 fil, EREE21 4T,
10 pg/ml AL %28t L L7
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Table 5. Side effects

Cases analyzed 99
9 (19.2%)

No. of cases with side effects

Side effect
Nausea and vomiting
Anorexia
GOT-GPTt
Erythema

- M 00 O

30.8% (8/26), 38.1% (8/21) THore, ¥ - BB
ORUPICBITIEYEXRIR, MCZR66.7% (4/6 7=
2L, 2HlOBER R <), MEEE37.5% (3/8) T
bolz,

5) Miconazole #5.i= & 2 BWERA B & UBKRE
fHR¥

MCZ# 99 198 (19.2%) BIfERAORBR LS
Ao, TONRIIEL - EH I 4, AKTIES
f#, GOT -GPT LR 6%, £[3H 14 GHOEES
84) THot (Table5), 772U, FFREFICBALT
B, BEERLOBERRBTHD, NBHA, NEVWES
DEABITLRTEY, % OFEKEHEE miconazole
KE2bDLIIHELBRL -/,

1. & =

W, MBEBICHS BRREOHFTH EEMEEE
OHEMEELL, TOMNRBKELMELZ->TET
W3, InRLENEYE, Rk S CCEIT
RERNVE RZEBLBROBTCHEASND LD
RolZEBEREENTWS, LIL, BEHEE
EMEML D2 3BEE VLTI bIRERLFRRIC X
STRHINLLDOTHY?, THIRREEMEBED
ZHOEL 22 TBT 26D THSH, BICHRBEI
BOTOEEMEERE X Candida i & 5 b DH% W
EEINTWBERY, Candida 3EHEEEICEL T
50, BE, R, ¥#, WEHZEORM» SRS
772 ik Candidiasis L EE T E L\, X7z, MM
BIEHTORHEKIZEL, BOSBERIZF10%, H
EORHBICE->TRHT%LERTHB EHEEINT
W3S, EEMHBEEORERErmEs ¥ 31Tl
Bp2ZHc L 2 BB ERBESEEh TR, 22
T, #%ks o DMEBERSOREICIZ, FEEEBE
EORPZHESBACHREINDDH S, It X
¥, 4EKRE L -EBHOEERS TH 5 g-D-glucan
DRIE®, mh >y FHEORE (CAND-TEC)?,
e D-75 = r—LDRIE (Labofit)® 7 ¥ H3{R

B2 OLOTH B, BTFNOLLTLLTALREL
ROUAZVOVRRTH B, LicstioT, MBAEH
BB TE, BMFCBOLTHEDRMEZITY,
N 3~4 HiEiBtk b 2 OWS 1 1ITRIEME N EE D
BHEREY, HRERORERITS C E8—D DK
HEL®2ohd, TOEWELBRL gD
WY, TRRBEE TCHXERE LTHRSAT
327z amphotericin B (AMPH), flucytosine (5 FC)
2, TNoDEOEWERAD I DIZ, RN SIEL
L REOBOLLDOTH- I LbED—HEED
n3,
4EBRIE, AMPH & i212E% OB KRR %~
L, BIER b Dl vrk STy %' miconazole %
AL, MmEEBICHES BRECHT 2 HHEROFH
BEC 2B 2HEEICE D, MCZ # L xR
@ 2 Bz randomize LRI L 72, HZHIE I MCZ B¢
60.7% (51/84), xt M B¥44.2% (34/77) & p<0.05
TERCMCZBSRAEERMIN LEAT VLI,
MCZ oB#EZ DV Tid, #HEsBREVE KRG
LwnhEkEBEEc MCZ 2#HL, FOEMEI
13.6% THoNEHRMELTWAY, SEDERICBWL
T3, RUEEESETRLZLHOD, PPHEMU
LEED 3 LEWEIZTS.0% (63/84) %D, 2D
RRERKOBE L IZRAIELFZ 6N, 5E,
B r DH# % 1T\v>, miconazole DR EIC LD
K 16% DM B ommsBonl2 iR, Zhsd
MBS BREFEC BT, BEEREBEFEDT
REME 2 BRV, TIHBERIORBRE21T) 2 LsER%
FRICZDBLZ LR ENT, 72, Table 41
ALIZ L, MCZBTHBEBCH LAY EHES
NIFEFIDI% L, T DEDH miconazole iZ & 2 HEAE
EXTARRTHB EEZ SN, Zhid, 2R
RNBBLBONTLDOEEYHLHUELTHEDT,
MEBAGNMEYELRRD, $RREF T 14 B
BEOREPLETHLIEETRLTWVS,

4E, FEHASBEOZHEL L TERE T 8-
D-glucan fEORIE # A& 7co BURIIEEE L b 1312
BETHo 7z, TOBEEKIE X, MCZE66.7%
(4/6), xtHEE37.5% (3/8) TH -1z, BIEFEHK
Pz, CORBRIFRETEROZYM % M T
Z2rEZONT,

SERRET Lz K, MEBEERICEED BREE L
T, HICHEHREE L VLI ESH S OHEYMED
BEZI TR, EEMEEEREEY, BESHEDHY
mER2~L, &) RBONERAORSBER G
BFERTHLZ LR ENT, £, BHBECE
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BRFE, Fl o FTERAH K, BRCLAD
R - S, MEBRIE, HARK 41 (BREMTS):
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V2 385 111 38 R v A 3 B BRIE A U R S E 0D N
—, EREKM 25: 1065~1072, 1984

HH &, /A X, ZHiE, AHKERH#R, @&
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B YE 125t 2 miconazole DEFKRIR, Chemo-
therapy 39: 59~65, 1991

HAEE, #H)—F, PRFR, BEF ¥, B
¥, WE=A, EPGREE, ¥ O, ILOK=: SR
FHEERE D & A /S MABREE I B 5 BRIWEOE
HAEOHB—IScHE L 7 7 LRMERKE OMINER
Z2WT—, BRI 27: 2085~2093, 1986

EH &, KA B, SHLAE, AMNEH#R, @&
&, BRELE, ERER: 4 7 b =RERFOF A
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R, 1987
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10)
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HE B, KA B, ZHEE KAHKESR F§
&, @ENiAE, EDKA: S 7 = RERTF EER
%K % FA L 7z Endotoxin DR i & 5 MIE [
BRI RINEOBEDRE L, BRI 28: 818
~822, 1987

INERC, HRGER, M &K, UNaRf, REX
Z, &E %, WERGT, TEB—, H#H &
CAND-TECic &k 34 v Y FEDE LN, BEKKR
33 - 33 10: 1183~1187, 1987

WIS, A B, SRE—, SEEF GONEN
BT 2 EENEH S VELIMBD-7 5 €
ZF=AEOVTRHICD-7I7E= F—NLELHF
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G: Empiric antibiotic and antifungal therapy for
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A study comparing the efficacy of early miconazole administration in

infections complicating hematologic diseases: A multicenter

study using the envelope method

Tohkai Infection Study Group on Hematological Disorders
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The efficacy of early miconazole (MCZ) use in infections associated with hematologic diseases
was studied by the Tokai Infection Study Group on Hematological Disorders. Subjects consisted of
189 patients with hematologic disorders as underlying diseases, treated between July 1989 and
December 1990. These subjects were suspected to have mycosis after a single course of antibiotic
therapy had failed to relieve fever within 3 to 4 days. Subjects were randomized into the MCZ group
or a control group using the envelope method. The MCZ group was given MCZ plus antibiotics, and
the control group was given antibiotics alone. MCZ was administered at a dose of 400 mg, two to
three times daily, by intravenous drip infusion for a minimum period of 14 days. Selection of
antibiotics for both groups was left to the attending physicians, and efficacy was evaluated by
monitoring fever as well as by laboratory findings. To facilitate the diagnosis of mycosis, blood
levels of 8-D-glucan were measured, with 10 pg/ml or more considered positive. Of the 189 patients
studied, nine were ineligible, and 19 dropped out, leaving 84 patients in the MCZ group and 77 in the
control group for efficacy evaluation. Among the patients in the MCZ group, excellent responses
were observed in 27 and good responses in 24, a total of 60.7% (51/84) . Among the control patients,
excellent responses were observed in 29 and good responses in five, a total of 44.2% (31.77). Thus,
significantly greater clinical responsiveness was observed in the MCZ group (p<0.05: x? test). In
addition, the rate of positivity for 8-D-glucan was 30.8% (8/26) in the MCZ group and 38.1% (8/
21) in controls. The response rate in S-glucanpositive patients was 66.7% (4/6) in the MCZ group
and 37.5% (3/8) in controls. The above findings indicate that concomitant use of this antimycotic
agent and antibiotics resulted in an increased therapeutic effect in patients who had failed to respond
to an initial 3-to-4-day course of antibiotic therapy.



