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CERCTCHE 11 A 17 HAAE - Vi 2 42 )] 21 HAZER)
MBI A6 L 22 BRAEM B HE 103 #1112 miconazole % 1 81400 mg, 1 H 2 ~ 4 [l #

EL 72, FHk5 MM 18.3+13.1 HTH 3,
Bt RIZ BT BT, RRIBLUTICRTIE(TH S,

1. 87HIk¥sh 10 B, A%h 45 BITHMEIL 63 % Th - 72, ¥ 7285 ® %) Ti3, miconazole
800 mg/day LA T B TI3 A3 50 %, 1,200 mg/day LA EBETIZAREEI % ThH -7,

2. B ZERATETIT- 7. 2360 8 B THE DK,

4Bl TR DA LN,

3. BER X MRCEEDICIR 42 B 2 Bl TERRE DI KR, 18 Bl T EL A LN,
4. 103G 9B (8.7 %) ICBIERAI A LN,
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Hematological diseases

FEMBAFERIC BT, SEALEICNT 5 ILFR
BR—BEEHLL0EL), HEREZLELEL TE T
b, =%, LEREIENICLUT U BT, BEREL TR
ETARPEHNTIEE 705, MBERBICHNL TR R2 L&
nEREMEPEREIN, S L) OBIRHMEOE EHAF
ENBY, FD—FT, HEIC L 2 ER LY/ ML T
ETnd, G 2LFEHEIN TV I2HHEBEAME L Tam-
photericin B & flucytosine #*& % #%, A& BIfERA A%\
S BEREMEAMBLR T Y, LT LLMBED
VBRI TR A b o 12,

—%, By ETHRIE¥AE N5 L 512 % - 72 miconazole
REMER D BEX BB LAV I BEEAL Ty
5, 4, ez hlEBICSHL - HEEICEITS
miconazole DA R+ S MXHE TRETL, BKNS 5
ER:BroTHR’ET B,

I.& B ¥ &

1) o %

M 63 4 3 A 6 FRITHE 3 A T RMIC HEHF
REM 17 Midkic THEEL ST - mAHEBICAHL
KW 103 Bl &0 & L7z,

NRIIEBERIER & HEFEE T, AHZERE -

NRES N HBMEE, WEEE, HLETEHE K
BEBETH), #EIRHEHICEY L BbN LML
WEEARIC, BERIXLT7 BRI LS L TLHRA
LT, Mk X MATR, BmEkES & CEER
Erlick D HBEHI T BRONBER & LT,

4B, EWEOBREREA 7 BEREGTLEEE

DBV AN L DIFHBEDER LT, HEERE

Blicgre,
(2) EHBLUERSHE
WREX LT, 177120 mlHiZ miconazole

200mg ¥ AT A 70— FF&E (FHNE) A
L7,

#5513, miconazole ¥ B &EM, 5 %7 F
¥ERL 7 & THERL, GEE, BRAICIZIE 200 mg &Y
BAdsL, HANE L T1M400mg % 1H2~4@(1H
# 800~1,600 mg), 30~60 LI EAT THRBE%
T-72,

BE5MmIEFER L T8 BMULEEL, 7HMUT
DY DI DN TR RHETRE L DI DN THAK
MElL.

(3) PrE%

— M ME I T A IMEWE . 5 S, FEFRRED
amphotericin B &0 &N fFAI3 T & L 724%, amphot-
ericin B & &l 7% & O8I flucytosine % & DREME
BRI OHREIREILE L, ob, HILEERE
T TR TOEBEEFRAOHALTELEL .

(4) BZEHB L Ul
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SE% - INEEIE TR, RBA, B, %K, 0K,
vEm, DRURIREE, MEY &%, IMILEEEE TS, 9%
T, WETHEYE Y, EREME T, F#, MMiE
BEEK e & 2 BEEL T2,
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Table 1. Cases excluded from evaluation of clinical efficacy

Reason No. of cases
Short duration of administration death 7
(less than 7 days) others 6
Discontinued due to side effects 1
Others 2
Table 2. Backgrounds of patients
Male 53
Sex
Female 34
10 ~ 19 3
20 ~ 29 12
30 ~ 39 9
40 ~ 49 16
Age
50 ~ 59 24
60 ~ 69 14
70 ~ 79 8
80 ~ 1
acute myelogenous leukemia 56
acute lymphatic leukemia 8
malignant lymphoma 10
chronic myelogenous leukemia 3
Underlying disease
myelodysplastic syndrome 4
aplastic anemia 3
multiple myeloma 2
adult T-cell leukemia 1
~ 7 9
8 ~ 14 32
15 ~ 21 26
Duration of administration 22~ 28 7
of miconazole 29~ 3 5
(days) 36 ~ 42 4
43 ~ 49 2
50 ~ 2
(mean duration = 18.3 + 13.1)
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S8 - MEERE T, SR, Wil o, S
SEEHRRNL E R, WILE RN T2, N, R
Xy, REBEEETIE, PHER A7 —-Frlka s
b, HENE TIROKEFHERL L, SOCLBEIIEL
£a OBEKIC B TSR & 2175 72,

PUED3IEHHZHBBL, TN EFNNEEL 4 Kby (¥
&, B, RRAER, K - BAL) I A

BABEBBIZ OV TIE, BIAKER, JEE X R i
BIVABEFRENOUEE RN HM L THES
ot 72, LY THHWERIC DWW THRITL 72,

5 H> v IHERE

Miconazole ¥ 5-BAfGRTIC b % > 2 FHROR T
1o 7, REIZ, 7434 CAND-TEC # Alw
1, BIEREIZZ T 7 ZBBRIETH ), RiKE L
Thi# 20 pl #FERL 72,

. & . |

1 # ¢

RBEMESENILE T I3 TH>72HFD )
LETTTRE L AP RAEB IS 87 BT, FRATERAL TR 16
Bl TH 72 (Table 1),

AT RS R 87 B, BORAIL TR, S0 & T L
LN 19, M ARES LI L DD 68 BITH -
A

(2) AYMIN-7- (Table 2)

B 53 B, 34 B, 1 IL)IEM 49.6116.0 1K T,
SO A 24 B & b o7z, £ 70, BRI LAY
HYNEAT R 1K T - 7o

BB L T, AIR4EHY 87 #, miconazole Hi
M5Bl HUESK P 57 ), amphotericin B #1115
HEH 16, BLA®E 5 & U° amphotericin B #% 11 #I4f
H 24 Th - 72, B, HLHHKIE Tld amphoter-
icin BAADOAIZOFHL Tyviev,

(3) 3 i

(@) R:5jeadinEy P S

HE DR IZ 45 B, 55 HFr TR & L7z, BRI T
I3, WHSHM VR 20, MRHIR 12, R 8, mAK5, HE
6, FLTCIVHAT—T 1N, REFXEGHW, OEN,
KB &R 1 ThHo12,

FIRNE @5 T2 Candida & 44, Aspergillus J& 2,
Trichosporon J& 2, M8, THh-72, TN HD I
b, iGHEEERA L ERTE 72 Lol 236, 35 A

Table 3. Mycological effect (23 cases, 35 points)

Isolates Eradicated Decreased Persisted Increased Total
Throat swab 3 4 7 0 14
Sputum 4 3 2 0 9
Blood 1 0 1 1 3
Feces 0 1 1 0 2
Urine 1 4 1 0 6
IVH catheter 1 0 0 0 1

Total 10 (29%) 12 (34%) 12 (347%) 1(3%) 35

Table 4. Effect for chest X-ray findings
Daily dosage Excellent Good No change Poor Total

400 mg 0 1 1 1 3

600 mg 1 1 2 0 4

800 mg 0 1 1 2 4

1,200 mg 0 8 4 3 15
1,600 mg 1 7 4 4 16
Total 2(5%) 18 (43%) 12 (28%) 10 (2475) 42
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Table 5-A. Total clinical efficacy
Diagnosis Excellent Good Poor Effective rate
Pulmonary 1 3 7 36 %
Sepsis 2 1 2 60 %
Mycosis Gastrointestinal 0 1 2 33 %
Sub-total 3 5 11 42 %
Pulmonary 6 14 14 59 %
Suspected Sepsis 1 22 6 79 %
mycosis Others* 0 4 1 80 %
Sub-total 7 40 21 69 %
Total 10 45 32 63 %
*  Urinary tract 2, Liver 2, Gastrointestine 1
Table 5-B. Total clinical efficacy (mycosis)
Diagnosis Excellent Good Poor
Candida 1 3 4
Pulmonary Aspergillus 2
Trichosporon 1
Candida 2 1 1
Sepsis
Trichosporon 1
Gastrointestinal Candida 1 2
Total 3 5 | 11
I

TH, HEMEZLZ L ISR 2228 (63 %) I
#ZsH stz (Table 3),

QMath X A RoHERE (Table 4)

42 Blh 2 Bl R DIE LD, 18 BlicEHIBH LN
WERIZIBBTH-T. INEF1BY)OERERT
A% &, 800 mg/day LAF Tid, LI LA 11 Bl ¢4
B TEFEH 36 %, 1,200 mg/day LA ETi3, &FELL
L4731 Firh 16 B TEERAT52 % L 1%E TEVWLE
HHEBH L LTz,

QRAEEEME (Table 5-A, B)

87 B rh 2% 10 B, A%h 45 B, Exh 32 B THRIEIT
63%Th -1 (RRET2IIAE, BT XTE

McEHIZ), TN LEBEEEIZ 19 61T, ARERIL 42
%, EBENRE I 68 5T, HRIEIZE9%THH1:
(Table 5-A),

F7:, FRBEMNCAS L, Candida Ti3E% 3H,
AHENS B, 27 B, Aspergillus Tl 25 & L ERD
Trichosporon & 2 B & { %&%h TH -~ 7z (Table 5-
B).

@f5 BB AEESHE (Table 6)

Miconazole 0 1 B 5 B&AICHREZRFFLES
5, BRRERAR THEMHEIEWERICHY, 800mg
/day LAF & 1,200 mg/day LA o> 2 BETI3, BIE TR
H3hH50 %, HEBETIRI69%E, HitFMIcENHD
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Table 6. Daily dosage

and total clinical efficacy

Daily dosage Excellent Good Poot Effective rate x® Cal
400 mg 0 2 4 33 %
600 mg 2 0 4 33 %
800 mg 1 8 5 64 %
Sub-total 3 10 13 50 %
1,200 mg 3 23 9 74 %
p<0.10
1,600 mg 4 12 10 61 %
Sub-total 7 35 19 69 %

Table 7-A. Total clinical efficacy and number of neutrophiles

Excellent Good Poor Total
Low count group 1(4%) 6 (25%) 17 (711%) 24
High count group 8 (28%) 12 (41%) 9 (31%) 29
Rising count group 21 (91%) 2(9%) 23
Falling count group 1(25%) 1(25%) 2 (50%) 4
Totals 10 (13%) 40 (507 30 (37%) 80 (100 %)

Key) Low count group : Neutrophil count was less

than 200/mm?® over the entire period

High count group : Neutrophil count was 200/mm?® or more over the entire period
Rising count group : Neutrophil count rose above 200/mm?® during the treatment period
Falling count group : Neutrophil count fell below 200/mm? during the treatment period

Table 7-B. Total clinical efficacy (low neutrophil count group, N=24)

Daily dosage Excellent Good Poor Total
800 mg 2 2
1,200 mg 1 2 6 9
1,600 mg 4 9 13
Totals 1(4%) 6 (25%) 17 (711%) 24 (100%)
fEm AR & N, Wik 21 FIh 24 (10 %) TEMELALNLZ, Zh

OF hkB IR SRR R (Table 7-A, B)

BRIk 4 BT BRI LA L 7o, (KA
1229 %, ESfEBEE 69 %, LARE I %, AR
0 %THh-1,

@) #>rriEmE (Table 8)

BOlch> 2Ty 210 5MBREFERL. #
YITETIE THIR A (57 %) THEM, EBEENL

& M 6 %11 £ 9 2 miconazole NN RIZEEE TH
%h 2Bl HEEEOBRVTHEMIBITH 72,

(5) EIfEM (Table 9)

BEN$ 103FH 9B (8.7 %) ICEHWERAI A LN
12o E L DOIFESR - EHL & 0WHELERDOBIER T
5Pz AL NT. FOMICEED 3HUCA LD DT,
WFENDL LT 2 AROTEWEHAL Tz, &R
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Table 8. Candida antigen test (N=28)
Cand Tec
Positive Negative
Mycosis 4 (57 %) 3 (43%)
Suspected mycosis 2 (10%) 19 190 %)
Table 9. Side effects
Case Dail
Y Side effect Outcome
(sex, age) dosage
1. Male (53 yrs) 1,200 mg 1 day p.a. Nausea, vomiting Continued. administration possible in both
2 weeks p.a. Hyperlipemia occasions. Disappeared after administra-
tion ended.
2. Female (67 yrs) 1,200 mg 2 days p.a. Vomiting Disappeared next day upon treatment
3. Male (44 yrs) 1,200 mg 1 day p.a. Nausea, loss of Continued. administration possible.
appetite Disappeared after 1 week
4. Male (68 yrs) 1,200 mg 1 day p.a. Nausea, vomiting Administration terminated
5. Female (35 yrs) 600 mg 1 day p.a. Nausea, vomiting Lengthening of administration time allevi-
ated symptoms. Continued administration
possible
6. Female (63 yrs) 1,200 mg 11 days p.a. Angitis Administration route changed subclavian
vein
7. Female (71 yrs) 1.600 mg 15 days p.a. Rash Administration terminated
8. Male (49 yrs) 800 mg Time unknown Rash, loss of Administration terminated
appetite, general lassitude
9. Male (28 yrs) 400 mg 6 days p.a. Rash Administration terminated

KEY) p.a.: Post-administration

IZDOWTIREICRTIEL TH B, 72, HE5FEFIC
IF—FDEmII A LN h » 72,
1. #& %

A M ARMEEIC BV TS EBEE WIS iEHY
A BERLBOELL->TETWSE, LIEKH->TH
BTN 250 ENOREILEINDLIATH L, B
EFAEN T 2 HEE A 9 amphotericin B & 51 #|
IZEIVER A % CEM LI < v, Flucytosine ¥ B AR f#
MG H%M 10 £ T, MHEHOMBELH N, ok
BEMEEL BT Twewy,

Miconazole |3, imidazole ZNIMEE & T, Can-

dida J&, Aspergillus J&, Cryptococcus I&% L[\ AL

HAXRZPALERL, KKICBWTERSINTY
540 RIS 5T L AEEEIC AT % miconazole D
BRARRES LT 55979, MBNFHREOBRE B E
#5207 < , miconazole NEY e fFE A HHEIc 2V TR
WEICTEMBRENIZEIZE R T\, £ 2 THERR,
M NE 17 fEE%IC & 2 BEFR 1TV RKD D bF
ez,

FTHBORM TH DY, 87 Bl 45 F (56 2
WCEH LN, FN bDIIE A LD Candida Tho
Fo EZAVHBENHEZK THIEL L 50, &
O Candida b ELEE TH ) MM H 5\ I3REB TR
HENL VRN BEZK TEL W EW) ATHE L
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rhioTSENE, HEORHMLSMCBRARER (RBaz
2t), WE X MATRE L UNBSAT R L & 2 RANW
ML, 195 % FBNAE & BMTL 2,

372, AERRAELTHY D IHFMREY EML
P, COHEVRIYXRA L DB ERWE ST
y 7 ZARBET, KRR T Candida MO A1 1t
THRRMEOBVLNTH S, Gentry 5™ (333 Bl 7
YUTEBRETORE T BOMMEL L2 E#
ELTWwd, BRI oREL 8HlICERL 72, £
ARIEA > Y T TR, HEEOR WV 21 I ThH ) AilE
TR TEF 4B (57 %) 1o, EETIE 21 B 2 Bl
B2z, Gentry H DHE & AR A 579%
HIEW D, ERIED L L O S ERORTETEL 2V,

4 REOKET T miconazole DAERIHIZ 63 % (55/
87) T, BN SN 42.9% (6/14), Rilis 0 42 %
(5/12) ¥ AR THMMED EH - 72, FH 5 O micon-
azole® 1 H¥ 5 #3112 & A ¥ DR T 400~600 mg
ThaHrOIKL, Hxid Table 6127+ =& < 1,200
~1,600mg A L 2 fEFIH S, HRIERNZEIZ | HIE
5BOBVWICEDI(LDELFEZ LD,

ERNAEFH NH 4 & e~ miconazole ¥ 1 H 1,200
~1,600 mg (400 mg/lIx3~4) rEABEEZEALL
Bz MICfE% LRI 2 mHiBE, 2\ iz MIC I
EWnFREXLL TLRAKRD2ZHTH S, FH0
LEnirEEEWEICH T 5 MICEi3, Candida al-
bicans * & & Candida l®@ < 0.44 ~ 5 ug/ ml
Cryptococcus neoformans <0.04~1.25 ug/ml Asper-
gillus fumigatus <2.5~ 5 ug/ml TH 5%, —4, 400
mg ¥ RE#REG L oMbz, SR % 1
By bbb EERTEICE—2713FEL, FH1.6 ug/
ml Th-72'2, F7z, HEBAwL» S 2, 4, 8HFRE
DFEHL 3 FNF40.69, 0.41, 0.31 ug/ml TH
N, BHEBHOMICEZ KK LRI 2 M BETH 5.

WHDNE =7 2 EBH) A > ¥ ¥ T miconazole
R mbBEI BN IC L bLTHELL Y
BEHES B LNz &b b MICHE & iR &
DBFEIF BB TIE L W2 & AT TWwa, Van'id
miconazole A2 NDEEIZx L T MICELLF D I&
ECBER TR L RERILER LT E8EL T
B, invitro & B DERK T3 M iBE» MIC E%
YR L QBB RHSH DO LENL N,
Rounson'13, & 2O REFEIC 5 Tid, RREOR
FEELET &4 2 721 TIS 4 GRS L 1,
L7ehto T il s i BE A SR BRR L I8 FE T L T Th B
ELTwa, Lo L, Zhbn®z HrBkEkEd ¥
#5 MBFERBDBSIZLBIGENEHEIIALHL T

r: V ‘O

SR 2 oM T, willhE (1,200 mg/day L )-)
DI AU B (800 mg/day L) & ) A7 8hsh 85 -
722 A3, WURERIAAE T3 H ol A5 B v B
WhEDTIR U VHhENW) L2 LLTVEDH LA
i,

PER, WONEEIC X T 2 RDH & W BRI BRid L 72

HRIEAERM L v T, 213 Table 7-A
W 8 ARSI L 7o, BRI R T3
H B FRIZL T2 h R D AT AL, i
EREMEE Tl a2 R L 72, Lichi- T, 4
12 4F " BRI B ) miconazole D G- Tk A L E
THH9,

—4, PEREENERMAEHL 2 2HRITERNY
matER & N s, SEOBWERNRERIZ8.7%(9
/103) THRERDHEHFEFE D 16.2 % (106/653)'® L1
& - 72,

PE, 2+ —idmfikBEHREEEEEIC
HFRZTEREEZ L,
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MICONAZOLE FOR DEEP-SEATED FUNGAL INFECTIONS ASSOCIATED WITH
HEMATOLOGICAL DISEASES : A MULTI-INSTITUTE STUDY
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Miconazole was administered by intravenous infusion in 400 mg doses two to four times daily to
103 patients with deep-seated fungal infections associated with hematological diseases. The mean
duration of administration was 18.3+13.1 days. The data of 87 of these cases were used for analysis.
The results were as follows.

1. Out of 87, marked efficacy was seen in 10 cases and efficacy in 45. The overall efficacy rate
was 63 %, the efficacy rate in the group administered up to 800 mg/day of miconazole was 50 %, and
that in the group receiving more than 1,200 mg/day was 69 %.

2. The fungus was eliminated in 8 and reduced in 4 of the 23 cases in which mycological
examination was done before and after treatment with miconazole.

3. In chest X-ray films of 42 cases, shadows disappeared in 2 and improved in 18.

4 . Side effects occurred in 9 (8.7 %) of 103 cases, none of them being serious.

We consider miconazole a potent antifungal agent for treatment of deep-seated fungal infections
associated with hematological diseases.



