842

CHEMOTHERAPY

NOV. 19684

RREfEA § & /- AR KM # Bifonazole ORBAIEME
BRFEC ST 5 ERHR

HMEBXA-WT @ LUpki
WRALEXNENNFR LY & -

(FBF0 59 4¢ 4 A 27 H)

4 3 ¥ /=L RFEEAGE bifonazole(BFZ) D in vivo INMIBEYMN TS BT, er =
» M D Trichophyton mentagrophytes Msue Fr %k AL, RMLEA (B 1T X 5 BELR
R BEF L LTHV 7 clotrimazole(CTZ) D ¥h &, LITFORKE B

(1) BFZ 1%7 Y —a#, 1% #Hs XV 1% polyethylene glycol ¥AI% B 3 HHE ¥ 1212
SHENLRATYD 1 Bk 0.3g »#M 14 B ¥t 21 AMBHREYX T~ 1cBHa, G
6~10 BN LERIERBEE X BEBYHELBD bhic, BT RICT - - RATEWEEK
KFoERRBTL, BRSUARAOROBIEL Y 3 AETEERILBED LA,

(2) BFZ pfM#IEd 14 BEERI DL 21 BREROG 1 EHI-REE R LI,

(3) BFZ o&MFLRIETS CTZ WAL HK L-HE, AEAMCHEE CEDOXIIEDS

hf:ﬂ‘ le) f:o

48, FLOWEREAOHBACHT 2 EB B 4W %
2 T3, BbKRELMLLARFRELEHLTWSD
i, 134/ 1R{EARYTHY, ELE clotrimazole,
miconazole, econazole, isoconazole 7x & H ALK
BtE@EF e LTHRWTRAL S A,

Bifonazole(BAY h4502) i, B4 =1 HCHR
ThicHf ¥/ -1 BHX4THD, 1-[(4-bipheny-
lyl)-phenylmethyl]-1 H-imidazole o ###i% ¥ - (Fig.
Do

SHADOMY ef al.®), PLEMPEL et al*", Iwata &
Yamamoro® 35 X 0t YamacucHr ef al.® ix, X#F|o in
vitro FEE®EYREL, o1 s Fy—2HL AR,
EEEOFRRRECH LREMIEEAY R L, A8
BEooEMARERFCRIENB WS LXREL
TWwd, SHREFM-EOHRE /L~ T, =Ly +OD
ERAEBIC I\ T b bifonazole © 7 V — &) ¥ X U
R DEE T in vivo FIETEREY Lo Lk TR

Fig.1 Chemical structure of bifomazole
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9

CzH;yN;. M. W.310.4

BRA#E»LRLTWS, —F, Zhbo bifonazole ¥
xRS LS, BEACRERE h31EXS
EVRE, REACKORECREL, L tRHANN
fERRREEVWEW ) REFMAC LB EN, BB
h'®, XFOBKMEALRNEIATVLEY,

X ciz, RETMHXE# L LTo bifonazole 0 in
vivo EHORMEFTRI>C L HMEL, 1% 2V -
AHBIOCHFE AV Terey FOERIEERS
RECHTIRMHREY MY L, TXToXRT
bifonazole & [/ U { bisphenyl imidazole #§ i % %2
BIAMECtH 5 clotrimazole ¥ wfEEHF & LT AL,
HERN LA,

I. REHEESE

1. EREY

Hartley RE/4 €, MM 3 X O i (FE 450~
600g) ¥ 1~2 ;AMFRMAT Lk, ERIHERALD
FAEI1Yy-C1EF2L L, BRARS IUKEHE
IR IR,

2. (FREK

BEECIE Yt v x —ic BESHT5 Trichophy-
ton mentagrophytes TIMM 1189 Bk (HEUAY RFH
EA)IBERLY D5 Shic &R F —FESER
¥R Lo = OIS bifonazole 35 XUF do-
trimazole © BREHYTx RRFERAFEIC X5 MIC
X, Th¥h 1.25 X0 0.31 pug/ml THoTo

3. EREEROAY
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LRENEY 1/10 Sabouraud glucose (RYR7 p v
0.1%, #r 2 =X 0.4%) agar SENMIC 27°C, 434
p L, SEEY 0.1% (w/v) Tween 80 ifinm
EABARA T, R VLT ERIRN,
chiREY - ¢ TRE L THARRALIRE LY, #B5h
LA TFERRHO 2ETEY MRHMT T NEL,
ox10" 44 F/ml OB IRE L7cth, BMEKE LT
:: LR

4 NRHE

Saxat ef al.1® 35 X U NoGucHi ef al.\ WD H k% EFK
FLEEMRHEL BV, 4 €, P WROELRES
) AV O DRtk M MWD WAL 4 287k &
¥ 22 2cm MO T AT — TR D O TiE®L-
ICERTEVSRFY 3~4 M DELL, Thi X
VERSEOKERITE S L ARICENARR ESY &
B, Bo LEREREYAVTELIREE LY,
thbDHERAICEEEW Y A6 H 0,05 ml 3>
BhgM LY,

5 (ER¥XA

Al=n EFHREH L D 45 & h - bifonazole
(BFZ) % X U* clotrimazole (CTZ) @ 2 Y — & 4], 71
-rRPFH B LRV =FLYy Y2 -1 (P.G.
00) WX ERICHFEA LI, WIhd BN 1YY eF
TARMTHY, UTFTEhEhEd 2V —4, B, IV
P.G. WL, SHICHBE LTENAOKSLAL
R!M:o

6 WREREEE

RYREnC BEED RFb Bbh s EHiT (REH3H
B) ¥R ARLSHOAEDHIS X 51Cls - b
(Bfitk5 A B) AL L, 14AME iz 21 AR
AARE LI, BFZ 79 -4, CTZ 7Y — 46XV 2
VXM 1RSI HAE0.3g 2z LD
OEVRYIBE1E, ~F5% AT R 8f L1
BFZ %, CTZ ®, #wX# ¥/ BFZ P.G. %, CTZ
PG ¥ P.G. &#iz, Fhi 1EHE 0.15ml
YLH2EH LR BATCEHR L, OHEC XL VT
Rok 3EDKBRD Ff: & AFIZKRD L35 D TH Do

£R-1

B 15 B LA, 2D 5% 10 FEizoVTit,
FADEFD0 o RRIBALD 1 BT R BRABE L
ok A% s, BH 328 BFZ 79 —
WCTZ 7Y —ak XV 7Y — 2 &#I% Theh B
Uk, B B3 5 B B icBifa L, 14 BRI 720 B D
DSERDOVTit, 428& & BFZ 79 —& ¥ ok
(T2 29 - nic x5 mBExH Lo

xR-2 :

B 20 T (1 IR D 4 RO RSIBAL) %00 Lizo
AL MM St D i2dviz, BFZ 2 ) -, CTZ 2 ) —
A, 7Y —AXK OV BFZ ¥, CTZ %, MEXD
ThERI LS AMETIE 10 BRMIIZER S HE
T, BREMMIZ 4 RELY,

K\-3

B 20 I (1TE D 4 2R 0 MSBMLD) % AL
To CORMTIZARFD 7V — 4, WRIV2Y -
%X, WEFNicinX T BFZ & CTZ © P.G. @b
2 P.G XHicXBUMbTinnt, 1, 7V —oH
2, \WFhi 154 0.3g ¥ 2@/ T 0.15g 3
B LT MRS 3 EBCEREMMEL, —KoBmT
X 14 BM, R DT 21 AMERE L1,

7. MEEROUE

MR AT B O PIRAYEIE & BT A 2 S KR
TR¥THER, RFABRMNCT L% 10 2E8RAD
WA, 1EERHOMCHE L, REEDOHTE
#ix, WEINSTEIN ef al.’® 2 Goroek ef al.'® 2 X BF
AY—MEEL, kDX S5rEdl, Thbd, BIHE
ELrE-,BHLREVREY 0L L, REYELE
PBETREOBECKE LT +1 76 +4 ¥ T4EHED
Ra7TELLE,

+1: PEEDO/NSIAIHE ¥ FoiX I B2 BiRiT
BELTEDOALRBE AL BE LF LVEE
NREBFLTEIRE,

+2: AEARREILECIEA D, REOHMEY f
5 R,

+3 : ORI R, BRI &0 RIEERD D
h, BECHEL’ECIRE,

+4: BE LICHBE OB A b5 R B,

¥, KBMA>OBHTIL, REOBBMPA-TY,
Wi, UCHA, REFILEDERYETHCRELLH -
o

8. EEIAR

BRUEA D2 BKic, TXTOXBREHY=—71
KRBT CER% £AREMMNOENYEO X XARICY
hibh, RTHELKEED 10 EOPITEHAY, &
/A% cycloheximide 500 pg/ml, mezlocillin 50 pg/ml,
sisomicin 50 pgg/ml % 4&ts Sabouraud glucose agar %
W EkEE, 27°C, 14 AR Lico B/ O RE
T. mentagrophytes D 20 == 1fHTL BE LD
WERBM LT Lo BEREKL, FERBCOWT
ks MY 1 EL LSRR OR S X V0E
B MR T A RBH I A B E T ORI
roTRb L

9. HEFMHLE
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FRZLBORICT — 2OV TIRRKRDOFEHIZE S
HHFOMITY TV, ARRKEMO AREY REL
teo Thbd, REDOA 3 TIROWTIBRKICIK -
F— 20 t WET SV WiLcoxon DIRRLFIRE%R TS
otio BH LIcFRTOF — FRDOWTHEILRIE—T
LMY R LD T, RXAICIXATEDORMDO 2k
Fize ¥to, KRRBROBMD 5 b, BRMALOMhER
oV T Fisuer EERERI MY, AR/ O
oWk X REEY EhEh AV TR LTS

I. R M # 2R
1. T.mentagrophytes TIMM 1189 #kic X 5 RRfE
B

T. mentagrophytes TIMM 1189 ¥D 24 FR PR %
FEREMIC 1 HE4 D 1x10° 44F (0.87x10° CFU)
BE LSS, AEOCERRPAOREIRD LS
TR AT T, Bk 3~4 BR LY, PHOPENR
KD ESMAEL (27, +1), 5~T7 B BicLHIZ
KBCEEL LY, BEEBLECKEN > (227,
+2), £ 10 A HEA» LA AMEYHL, BHb
NI REHEMRICYBTH L bR, BELCMBYE
Ut (A7, +3) EHLIEMRIGIZAL eH, 148
BEICIHENES RSN, ThicHIEULARE
Uic (A7, +4), Mtk 20 A EAL VERZER
CRBHROFH~ESR, 11 BRCRERILTERLTH
BL, FLVWEELRE LTS THINCEERCYE
5rX5itlcoto BRI - CEDRBESBPRLD, A
27 +1 ORBULBEHRSHFET 505 Abhlen,
25 LEBEATLEBNRICEBTA2T7 +3, +4 ORM
~ER LT, ¥, HMBUTHAXELLRVWEHERE,
EVFEDOHEL X b Riflichic» THET s EAY T
Lico BEHL HAOMREL, HREBEBYREETSLO
LBbh b, A—FKRTH\VTUL, BHEMSEEE XK
REMIM THREDH S PEBC AT RERYEDeh »
1o

2. HBEER-1 REESIUEERRLEELTS

7 ) — s KOEDAR

T. mentagrophytes B1& 5 B, TXTORRPZOIT
Hoh A EE RO, CORNL1H1E
BFZ 79 —&, CTZ 7Y —2aBXV7 Y —aEKO%R
iz 14 ATV, ThEhORBEDEY HLBKRET L
1o .

Fig.2 CRINDRERA 2 7OEAMEBH LB L
X5, EABRERBECEVTL, BR7 KT
I EZARFEECAAD, RETHEELXHLT
W&, 10 FRCIBELHBOUEL AL, REX
12~16 HEATTRE LD, BWHEY BT

Fig.2 The therapeutic activities of bifonazole
cream and clotrimazole cream in the topical
treatment of guines-pigs experimentally in-
fected with T.mentagrophytes (average daily
lesion score) —Experimental 1

s Untreated.infected control (n=10)
o—e Cream vehicle (n=10)
&--a Bifonazole cream (n=15)

4 4---¢ Clotrimazole cream (n=15j

Average lesion scores

1 1 1 1 1 A 1 L 1 '1‘" L

7 8 9 10 11 12 13 14 15 16 17 18
Days postinfection

1 I Start of 14 days of treatment

1 .
, ) N \“d.
5

=]

(-

L5 ABIR IR BY R L, 0%, BRHERIZR A
CER LA, SEEMRTH®HD 20 ARCKVThic
FRETIO—FBICHECHBIERD, FEOFLERR
LA R LRI ot —H, BEES BN HI ) -4
XXX BH LI-PATIE, 2 U LEERRHBHCKT
B0 LRABORBY W5 Toh, BRROEFIEAICES
10 HEEM 6, RERNHIhsEAYRL, Bficd
AHEbEL eot,

BFZ 79V —4%XUCTZ 7V —agHRIc VT
3, H2HHA E CRBANBRE CIIENRARLA
B, REIME IR, L L, EDKR2T +20
REVFHL, ThUEBEETHC L&Y 10 HA
(4 6 152 H) B, BB S B LA REDOHFEH D
bhit- (Fig.2), 6, 10, 14, 18 HE (¥hZh#§ 2,
6, 10, 14 148 A) CABDEHREA TR t REL
TeRsR% Table 1 iRT, 4 6 A LI, BFZ, CTZ
B L IR RS Y UXRR ROV THhil
BLICHETL, ARAREABIVEIBDOLAI, ©
OMOFHRBARC ST 2 HEDOEELELHTHY, &
# O 14) BEAI, AR TXTORRBIL,GE
RiXELITHE LT,

BRGEE O 2R Thot- ERARORK
(Table 2) RIS L 5ic, FREL LHLHOERER
S\ TEAREAL L, ARAEFHEERDRY ED
Hhte (Table 3), ¥, RATEM/MREFTHERSR
BEOLO 15% BECBF +, Ot BRNER
(718%) 3 LI UOEFIRAR (66%) & 1B LI-BE, HE
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Table 1 Statistical evaluation based on the average lesion score of the therapeutic activities of
bifonazole cream and clotrimazole cream —Experiment 1
On the 2nd day following On the 6th day following
start of treatment Infected start of treatment Infected
control control
Cream . Cream .
vehicle vehicle
Bifonazole Bifonazole
* *
cream cream P<o0.01 P<0.001
Clotrimazole * . * Clotrimazole * P<0.001 P<0.001
cream cream
T or
On the 10th day following On the 14th day following
start of treatment Infected start of treatment Infected
control control
Cream Cream
P<o.
vehicle * vehicle <0.05
H Bif 1
Bifonazole |, o 01 | P<o.001 1onazole | pco.001 | P<0.001
cream cream
Clotrimazole . P<0.001 | P<0.001 Clotrimazole * P<0.001 | P<0.001
cream cream

Statistical significance was evaluated according to the t-test.
# : Not significant (P>0.05)

Table 2 The thérapeutic activities of bifonazole cream and clotrimazole cream i_n the topicgl treatment of
guinea-pigs experimentally infected with T. mentagrophytes (culture studies)— Experiment 1

No. of skin blocks with positive

. . Total number of Infected loci with cultures/total No. of skin blocks
"5 Treatment with M infected loci on the skin positive cultures from infected locus (%)
Nome ¢ " 10 78/100 (78.0)
Cream vehicle 10 9 §6/100 (86.0)
Bifonazole cream 15 8 21/150 (18.0)
6 22/150 (14.6)

Clotrimazole cream 15
—_—
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Table 3 Statistical evaluation based on the culture studies data of the therapeutic activities of
bifonazole cream and clotrimazole cream—Experiment 1

(A On the level of infected (B) On the level of skin block
locus on the skin Infected Infected
control control
Cream . Cream .
vehicle vehicle
i Bif 1
Bifonazole . P<0.05 ronazole | p<o.001 | P<0.001
cream cream
. . 1
Clotrimazole - P<0.05 P<0.01 Clotrimazole . P<0.001 P<0.001
cream cream

Statistical significance was evaluated according to the FisHER's exact test in (A) and the x?-test in (B).

* : Not significant (P>0.05)

Fig. 3 ' The therapeutic activities of bifonazole and clotrimazole preparation in the topical treatment
of guinea-pigs experimentally infected with T'.mentagrophytes (average daily lesion score)—

Experimental 2

— Untreated, infected control (n=10)
o—o Cream vehicle (n=9)

«« Bifonazole cream (n=13)

&= Clotrimazole cream (n=13)

4
(A) Creams

Average lesion scores
0N

bV
L I 1 i L 1 1 n . 9
7 8 9 10 11 12 13 14 1516
Days postinfection

-
w
ot

RRRRAEEHN O EWERP IR EhT: (Table 2,
3o XABHHCEVTLH 14 BRALETIE, B
RPN THERCFERFHED bh (Table 1),
ZHITEERBR, L LBEND Shi (Table 2), 7,
BFZ 79V -4k CTZ 7Y — ADMTHREA 27K LV
BB ROLThOBEY A THEE LTS, HEk
D EIZBEDbhigh ot (Table 1, 3),

3. HRER-2 REBLXHRELTS 7V -s#k

UBH D ERHRABR

== Untreated, infected control (n=10)
o=o Solution vehicle (n=9)

4 4«4 Bifonazole solution (n=13)
&8 Clotrimazole solution (n=13)
(B) Solutions
g 3
o
b
e
L
g7
g 1} p——
>
NN
0

n 1 " n L 1 L L 1 n ]
3 4 5 6 7 8 9 10 11 12 13 14 15 16
Days postinfection
1 :Start of 14 days of treatment

ZDERTIE BFZ X0 CTZ 07 Y — 2 H§kbT
REFLRA, SOIhiRbaY E% 3 BRCEDT,
ThEhOEBBHRE FEEDO L LRI ¥R LI
ERXRVBOREA=27ORAMEBY Fig.3 11, ¥l
ROD OB A TORHFHMITORKREY Table 4 KX
hehzt,

Fig.3 55 Bbhd k5 ic, BENBRO RFRE
i3, RB-1 B3 L D LD 5 RhicHT L £k
13 HERE-TX 5% 227 +4 cB@LL, £
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Fig.4 The therapeutic activities of bifonazole and clotrimazole preparation in the topical treatment
of guinea-pigs experimentally infected with T.mentagrophytes (sverage daily lesion score)—

Experimental 3

*— Untreated, infected control (n=3~5)
o—o Cream vehicle (n=3~5)

4= Bifonazole cream (n=6~10)

©--a Clotrimazole cream (n=6~10)

>

[

A) Creams

(2]
T

Average lesion scores
N
T

I+ & R
\\:‘?~ .
0 L e RN
5 10 15 -

Days postinfection

BRETHE (BEK 16 FHRSVWTLRSEEDREY
BL, TXRTOBREIAIEN R DR A LI,
7 ) — AEFBRHFHC BT HREOEBI h & IER
BRThHoiedd, BETNECE 2~4 BB CEROR
BIERC L5 L BLh 3 EMRABHTORFENRAOAD KT
RitoT\ico ARBOKMRIGIE BFZ 7V — 4, CTZ
7Y — AREBEBCESVTIRE IR,

ZEK 7 ) — A THE LIRS T, Bo87cAL
HALZOh B REREE 11 BE (B 9HER) T
BE, TOBERIBLTHE LI, WTFhoEHHRR
b 12 BHE (8 10 3BEE) X VRENRE, E5%
HROPACERT HELREA 270 HFL AL
(Table 4),

oy, BHZBCLCBEROBEICDL, 7V —sflick
50 LA EHIC X3 PRER»RRTBCRES
hic (Fig.3), BFZ, CTZ BEFDEHFIC X 5 RFRE
DHEHRIT, 7)) - 2FOFEHNRT, @50
RBEIhico Lo LEFFHBITOKE, TOPHRIRK
#t% 12 HE(H 10 %A, 16 B BORKRBEA) &
bic, BREMBE XUEFBBOThThicH LAEEE
Zhoo Lhgbhic (Table 4),

4. BEER-3 REERSIUERRRYIEELTS

7Y —a¥, BHF IV P.G. HOEKHAR

ZDRBRTIL, BFZ, CTZ ththo 3MOMAIT7
HH 7Y —aH, BKHE XV P.G BRI OWTHES
BRI Lo WThoBESLRAH3AE X hhEY
Bra L, —HoBEmik 2B, B®DOEHTOWTIE3
SERicbhich#EBR 1B 2EORAY T -7 Fig.4 i
REA 27 IRBELTHEERBOEROZEBY R0

= Untreated, infected control (n=3~5)

=2 PG. vehicle (n=3~5)

#--6 Bifonazole P.G. solution (n=6~10)

©-<6Clotrimazole P.G. solution (n=6~10)
4(B) PG.

solutions :

é 110 115 20 F-3
Days postinfection
| :Start of 14 days of 21 days treatment
BEANBRCALhIREEOHBIL XR-1 © Thic
SERLTV 32, X hEMchIc- TREN#ETORT
W3,

79 —aFlic X5 k% T~ 1- $HAw 1L, BFZ,
CTZHLLB%7 HA (5 AMA) YHCHRTIER
~Fl-7: (Fig.4)o %% 15 HE (® 13 %#EA) ©
1%, BB X ORABHFORLBALITTA
27 +4 OHVRELY R LA, BFZ XU CTZ %
Bes\ T # 70% O W TE » 1= FERMEHEL
oo RO HLTHEHA LIBAK L, BFZ, CTZ 2w
ThifeTs 7Y - aFcETKT 5 ERBEFYT
Lico REAITOERERER TR - TRER TEA
BT L b RGBS X UENBRARCHL, 7Y -
AFDPAITE O BMAN D, RAOBARIIHSH
AL LHEOMLERELTD Hhi: (Table 5),

79 — M EREAC LS 14 BREAREICERER
BE Tl ook ®E, Table 6 KRIhB X5, BER
UL Tik BFZ 79 — 4, WLERE LENTERE
H& LIz R Shich 7= #t L, CTZ BEO#
AIRIIHER O RP WA A EEREHAL Lo LL, Al
B DI tod EREIRB ORI » oo —F, KR
UM UL T Ry B LI R, BFZ 7
Y — & ¥ R IAEE TS RBE RV T 20%,
CTZ 7Y — &, HIGWMBETIXEhTh 10%, 15% Off
¥R L (Table 6), 85~100% D&\ JERBHEKI AL
BB R, EFRAROV-Thic LT EEEY
Zabtc (Table 7); Zhicstl, BFZ & CTZ LOMT
7Y — oK, BEELAERLRRGROERIEDD
hish ot
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Table 6 The therapeutic activities of creams, solutions and P.G. solutions of bifonazole and clotrimazole
in the topical treatment of guinea-pigs experimentally infected with T. mentagrophytes (culture

studies) —Experiment 3

Duration of Total number of Infected loci No. of skin blocks with positive
Treatment with treatment infected loci on with positive cultures/total No. of skin blocks

(days) the skin cultures from infected locus (%)
None — 2 2 20/20 (100.0)
Cream vehicle 14 2 2 20/20 (100.0)
Bifonazole cream 14 4 4 8/40 ( 20.0)
Clotrimazole cream 14 4 2 4/40 ( 10.0)
Solution vehicle 14 2 2 17/20 ( 85.0)
Bifonazole solution 14 4 4 8/40 ( 20.0)
Clotrimazole solution 14 4 3 6/40 ( 15.0)
P.G. vehicle 14 2 2 20/20 (100.0)
Bifonazole P.G. 14 4 4 21/40 ( 52.5)
Clotrimazole P.G. 14 4 4 16/40 ( 40.0)
None — 3 3 25/30 ( 83.3)
Cream vehicle 21 3 3 20/30 ( 66.6)
Bifonazole cream 21 6 1 1/60 ( 1.6)
Clotrimazole cream 21 6 1 1/60 ( 1.6)
Solution vehicle 21 3 3 16/30 ( 53.3)
Bifonazole solution 21 6 3 9/60 ( 15.0)
Clotrimazole solution 21 6 2 3/60 ( 5.0)
P.G. vehicle 21 3 3 21/30 ( 70.0)
Bifonazole P.G. 21 6 3 9/60 ( 15.0)
Clotrimazole P.G. 21 6 2 7/60 ( 11.6)
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THERAPEUTIC EFFECT OF BIFONAZOLE, A TOPICAL IMIDAZOLE
ANTIMYCOTIC AGENT, ON EXPERIMENTAL
TRICHOPHYTON MENTAGROPHYTES INFECTION

Katsumisa Ucuipa, Satoru Yamasuita and Hipevo Yamacuchr

Research Center for Medical Mycology, Teikyo University,
School of Medicine, Tokyo, Japan

To investigate the in vivo antimycotic activity of bifonazole (BFZ), a new imidazole antimycotic
agent, the therapeutic effectiveness of the drug in the topical treatment of experimental T.mentagro-
phytes infection in guinea-pigs was compared with that of clotrimazole (CTZ), a reference drug.

(1) 1% cream, 1% solution or 1% polyethylene glycol solution of BFZ was applied topically at a
dose of 0.3 g/day for 14 or 21 consecutive days, starting on the 3rd or 5th day after infection. The
treatment resulted in a significant improvement in symptoms and a complete heal as early as 6 to 10
days after initiation of application. After completion of the treatment course, local skin cultures
revealed either an elimination of the fungus or a significant decrease in the fungal count.

(2) The therapeutic effectiveness of BFZ in the 21-day treatment course was superior to that in
the 14-day course, irrespective of the type of drug preparation used.

(3) Comparison of each BFZ preparation with the corresponding CTZ preparation showed no signifi-
cant difference in efficacy between the two drugs.



