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Table 1. Therapeutic activity of SS717 cream on experimental dermatophytosis
in guinea-pigs in comparison with bifonazole

. Total number Day of Average lesion
Treatment with®

of treatments treatment score + SD
5 2.50 £ 0.51
8 3.68 £ 0.48

Infected control 22
11 3.8 * 0.35
14 3.68 + 0.48
5 2.60 £ 0.52
8 3.60 = 0.70

Cream vehicle 10
11 3.70 £ 0.48
14 3.40 £ 0.52
5 2.36 £ 0.50
8 1.91 + 0.54

0.25% SS 717 cream 11
11 1.64 £ 0.50
14 1.27 £ 0.65
5 1.91 £ 0.30
8 1.36 £ 0.50

0.5% SS 717 cream 11
11 0.82 £ 0.40
14 0.73 + 0.47
5 1.92 + 0.29
8 1.08 £ 0.29

1% SS 717 cream 12
11 0.33 £ 0.49
14 0.17 £ 0.39
5 1.80 + 0.42
8 1.20 £ 0.42

2% SS 717 cream 10
0 cr 1 0.20 + 0.42
14 0.20 £ 0.42
5 2.08 + 0.29
8 1.33 + 0.49
1% bifonazole cream 12 1 0.67 + 0.49
14 0.50 £ 0.52

*: Treatment was started on day 5 after infection, once a day for 14 consecutive days.
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Fig. 1. Therapeutic activity of SS 717 cream on experi-

mental dermatophytosis of guinea-pigs in comparison

with bifonazole

Experiment 1 Infected
control
Cream

vehicle -

0.25%
SS 717 * % * %

cream

0.5%
SS 717 - * % * %
cream
1%
SS 717 - * % * % * %
cream
2%
SS 717 - - * % * % * %
cream
1%
bifonazole - - * * % * %
cream
Fig. 2. Statistical evaluation of the therapeutic

activity of SS 717 and bifonazole creams
based on the average lesion score on day 14 of
treatment. Statistical significance was
evaluated according to the Scheffe multiple
comparisom test

— : Not significant, * : p<0.05, **:p<0.01
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Table 2. Effect of SS717 cream on the elimination of organisms from
guinea-pigs skin following infection with Trichophyton

mentagrophyles in comparison with bifonazole

No. of skin blocks with
Total number
Treatment with positive cultures/total
of treatments
No. of skin blocks®’ (“y)
Infected control 22 215/220 (97.77)
Cream vehicle 10 83/100 (83.0",)
025% SS717 11 22/110 (20.0”,)
0.5% SS717 11 25/110 (22.77%)
1% SS 717 12 0/120 ( 0 %)
2% SS 717 10 4/100 ( 4.0%)
1% bifonazole 12 38/120 (31.7%)

*' . Reversed cultivation of inoculated organisms was made on 10 skin sections

cut out from each treated site, 19 days after infection.

Experiment 1 Infected
control
Cream
vehicle * %
0.25%
SS 717 * % * %
cream
0.5%
SS 717 - * * * %
cream
1%
SS 717 * % * % * % * %
cream
2%
SS 717 - * % * * % * %
cream
1%
bifonazole| * * * % - - * % * %
cream

Fig. 3. Statistical evaluation of the therapeutic
activity of SS 717 and bifonazole creams
based on the culture studies data. Statistical
significance was evaluated according to the
Bonferroni multiple comparison test
— - Not significant, * : x2%> x%.0s/21(1) =
9.230, ** : x% > x20.0r/21(1)=12.207
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Table 3. Therapeutic activity of 5717 solution on experimental dermatophytosis

in guinea pigs in comparison with hifonazole
Total number Day of Average Jesion
Treatment with*’ .
of treatments treatment score 1 SD
5 336 + 0.50
8 3.8 + 0.40
Infected control 11
11 3.64 £ 0.5
14 3.73 + 0.65
5 2.73 + 0.47
] 3.3 t 0.50
Solution vehicle 11
11 3.36 £ 0.50
14 3.09 £ 0.30
5 1.19 £ 0.54
8 1.64 £ 0.50
0.25% SS 717 solution 11
11 1.55 + 0.69
14 1.18 £ 0.87
5 1.64 £ 0.50
) 8 1.91 + 0.54
0.5% SS 717 solution 11
11 1.73 £ 0.90
14 1.45 = 0.82
5 1.50 = 0.52
o ) 8 1.50 + 0.52
1% SS 717 solution 12
11 1.08 =+ 0.51
14 0.58 £ 0.67
5 1.58 £ 0.51
8 158 £ 0.67
2% SS717 solution 12 ’ ‘
11 1.25 £ 0.45
14 0.75 £ 0.62
5 1.67 £ 0.65
8 1.58 + 0.51
1% bifonazole solution 12
11 0.92 + 0.29
14 0.67 + 0.49

*) ! Treatment was started on day 5 after infection, once a day for 14 consecutive days.

UHERIBE L Wb | TREICABLGRMRERLZ  Table 412, BHIT 2 BT - 1~ BERBORK
(P<0.01), L L, BEMEHBELCHERAED  MERL Y, SRAAREL R BHoRMERD
2T HETFEC, SSTIT BEE L AR OMICER  Bed b N7, MAAEN B & AEMBEH 0.9 % 35 X UF
ELBERFMRES b N7 (P>0.05), 82.7% LBV EBIERETRL 2 0IS M L T, &HMBR
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FExperiment 2

@ Untreated, infected control (n=11)

«* Solution vehicle (n=11}
0.25% SS 717 solution (n- 11)

@ 0.5% SS 717 solution (n=11)

* 1.0% S8 717 solution (n=+12)
3 2 0% SS 717 solution (n=12)
O 1 0% bifonazole solution (n=12)

Average lesion score
N
T

—
T

Start of treatment ®\3
*

1 1 1 1 1 1
5 7 10 13 16 19
Days post-infection
Fig. 4. Therapeutic activity of SS 717 solution on experi-
mental dermatophytosis of guinea-pigs in comparison
with bifonazole

Experiment 2 Infected Experiment 2 Infected
control control
Solution Solution
vehicle - vehicle -

0.25% 0.25%
SS 717 * % * % SS 717 * X * %

solution solution

0.5% 0.5%
SS 717 - * % * % SS 717 - * % * %
solution solution
1% 1%
SS 717 - - * % * % SS 717 * % * % * % * %
solution solution
2% %0
SS 717 - - - * % * % SS 717 - * % * * * % * %
solution solution
l % 1 (}D
bifonazole - - - * % * % bifonazole - - - * % * % * *
solution solution
Fig. 5. Statistical evaluation of the therapeutic Fig. 6. Statistical evaluation of the therapeutic

activity of SS 717 and bifonazole solutions
based on the average lesion score on day 14 of
treatment. Statistical significance was
evaluated according to the Scheffe multiple
comparisom test

— : Not significant, * : p<0.05, ** : p<0.01

activity of SS 717 and bifonazole solutions
based on the culture studies data. Statistical
significance was evaluated according to the
Bonferroni multiple comparison test

— : Not significant, * : x% > x2%.0s:/21(1) =
9.230, ** & x% > x2%.01¢/21(1) =12.207

BIECBHEELTL, BTL 1%SS 717 #AIRFH L7zhs, SS 717 BABED 0.25 % 6 1 %D &l R
13.3% L HmLIEBHERTH - 12, TIXH 62 ICBEICRTF L 2R BD b1,
Fig. 6 |2, SEEABRBM L AEERE L R LR L»L, 1%&2%SST717 #H&IBEES & °1% BFZ #&
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Table 4. Effect of SS717 solution on the elimination of organisms
from guinea pigs skin following infection with
Trichophyton mentagrophytes in compatison with bifonazole

No. of skin blocks with
Total number o
Treatment with positive cultures/total
ft t t
of treatments No. of skin blocks*' (%)
Infected control 11 100/110 ' 9%)
Solution vehicle 11 91/110 (82.7%)
0.25% SS 717 11 60/110 (54 5%)
0.5% SS 717 11 40/110 ' 36 475
1% SS 717 12 16/120 (13.3%)
2% SS N7 12 17/120 (14 27,
1% bifonazole 12 27/120 (22.5%)

* . Reversed cultivation of inoculated organisms was made on 10 skin sections
cut out from each treated site, 19 days after infection.

Table 5. Protective effects of pretreatment with SS717 and bifonazole on the
development of dermatophytosis in guinea-pigs

Infected foci with No. of skin blocks with
. Days before o
Treatment with . . clinical symptoms/ positive culture "total
infection
No. of sites treated No. of skin blocks*
Infected control 18/18 168/180 (93.37,)
-1 0/6 1/60 ( 1.7%
1% SS 717 cream -2 0/6 2/60 t 3.3%
-3 0/6 8/60 113.3%:
-1 0/6 4/60 ' 6 77
1% bifonazole cream -2 0/6 0/60 (0 %)
-3 1/6 7/60 (11.7%)

* ! Ten skin sections were cut out from each treated site.

BT, AELENBDOLN L2 -72(P>0.05)., HTLR2HMAIRGRETIFAZRIT+ 1 OREFAH
4. RRLPHEFEER EDHOLNDLNATH- Iz, —F, EEABEEL 1%
Table 512, WEZXIT+ 1L LORIPRUIEE BFZ 7)) —LRBICETFOI L2 0TH LN b L

ERBRRELRL . BELENBELEHEMEL12H8E 00, TEMBRICTS L RIREES R DS S NI,

DAITHMRYMEBICBWTUNTZAIT+HIERLE Fig. 712, ERZBRBRAL HEERE L 2R L T

DIFL, 1% SS717 7)) —LFBTIIWBAIZREEE  L72d', MEALERIEICENTMREC e L T

BALIZBD LN otz, $72, 1% BFZ 7)) —2F EbDTHELRREBHMREL R (P <0.01), *
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Infected
control

1% SS717
cream *
24 h

1% SST7
cream - * %
48 h

1% SS717
cream - * %
72 h

1% BFZ
cream - - - * %
24 h

1% BFZ
cream - - - * %
48 h

1% BFZ
cream - - - - - * %
72 h

BFZ : bifonazole

Fig. 7. Statistical evaluation of protective effects
of pretreatment with SS 717 and bifonazole
(BFZ) creams based on the culture studies
data. Statistical significance was evaluated
according to the Bonferroni multiple compari-
son test
— : Not significant, * : x2% > x%.0s¢/21(1) =
9.230, ** : x%> x20.0:1¢/21(1) =12.207
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ANTIFUNGAL ACTIVITY OF SS 717, A NEW IMIDAZOLE ANTIMYCOTIC

II. THERAPEUTIC EFFECT AND PROTECTIVE EFFECT OF PRETREATMENT
ON EXPERIMENTAL DERMATOPHYTOSIS IN GUINEA PIGS

Takemitsu Asaoka, Ryuichi Kawahara and Akira Iwasa

Central Research Laboratories, SS Pharmaceutical Co., Ltd,,
Narita, Chiba 286, Japan

We studied the therapeutic effect of various concentrations of SS 717 cream and solution formula-
tions on experimental cutaneous Trichophyton mentagrophytes infection in guinea pigs in comparison
with those of bifonazole cream and solution formulations.

The evaluation of the therapeutic effect was made in terms of the average lesion score and the rate
of appearance of positive cultures from infected skin sections.

SS 717 cream and solution (0.25, 0.5, 1 and 2 %) were effective in treating a dermatophyte model
for 14 consecutive days when treatment was initiated 5 days after infection.

Excellent therapeutic efficacy of SS 717 cream was observed in the order of 1 %, 0.5 % and 0.25
%, but no significant differences were detected between the 1 % and 2 9% cream treated groups.

The therapeutic activity of SS 717 1 % cream and solution was superior or equivalent to those of
bifonazole 1 % cream and solution.

The protective effect of pretreatment with 1 9 SS 717 cream on an experimental dermatophytosis
was also confirmed and the data showed a prophylactic effect against infection for 24—72 h.



