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Once-daily Fluocinonide-Bifonazole
combination for the treatment of vulvar
itching and vulvovaginal candidiasis

Preliminary study

B. KAPLAN - M. ROYBURT - D. RABINERSON - A. NERI

Summary:

Vulvovaginitis presents a therapeutic challenge. Treatment of vulvovaginal candi-
diasis with topical imidazole preparations is well accepted.
combining antifungal Bifonazole with a corticosteroid agent (Fluocinonide).

In our work we tested a new cream
The results suggest

that most of the patients with vulvovaginitis can benefit from treatment with this new combina-

tion cream.
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INTRODUCTION

Vulvovaginitis from candidal infection
is the most frequent complaint of patients
attending gynecologic clinics (!). Since
no identifiable risk factors can be found
in the majority of these patients, chronic
or recurrent vulvovaginal candidiasis con-
tinues to present a therapeutic challenge.
Conventional treatment consists primarily
of repeated short courses of topical (va-
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ginal and vulvar) preparations prescribed
at the first appearance of symptoms.

The early imidazole preparations (mi-
conazole and clotrimazole) introduced in
1969 (*3), have become the first-choice
drugs in the treatment of many mycotic
diseases. The azole derivatives differ from
the other antimycotics in their broad
spectrum of activity (against dermatophy-
tes, multiphasic fungi and vyeasts, and
also some bacteria and protozoa) (*).
Vulvovaginal candidiasis treated with to-
pical azole agents has seen an overall cure
(defined as eradication of symptoms and
negative cultures) in the order of 80 to
909% (3). The addition of a corticosteroid
to the topical antifungal agent may be
beneficial in reducing inflammation more
quickly (¢).

We evaluated the efficacy and safety
of the recently introduced combination
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corticosteroid-antifungal cream (Fluocino-
nide 0.05% and Bifonazole 19%) for the
treatment of vulvar itching and vulvova-
ginitis. Bifonazole is known to be effec-
tive and well tolerated in patients with
superficial fungal infections, and compared
with other topical antifungal drugs it
offers the convenience of once-daily ad-
ministration, which may improve patient
compliance (7).

The combination cream was prescribed
by nine independent gynecologists to non-
randomized patients who presented with
external vulvitis, vulvar itching, and vul-
var candidiasis in an open, postmarketing
study. The physicians recorded the seve-
rity of the patients condition at the onset
of treatment and evaluated the efficacy of
the cream at the end of a period they
deemed sufficient to have produced clini-
cally meaningful improvement (efficacy
period). Since each specific efficacy pe-
riod depended on the patient’s initial
condition as well as on the underlying
cause, they tended to vary even among
patients under the care of the same phy-
sician. The statistical analysis detailed
below appatently offers strong evidence
in support of the claim that cream is ef-
fective against vulvovaginal candidiasis.

The tables cited in the text appear in
appendix.

MATERIALS AND METHODS

Sample description: A total of 303 women
wete examined by nine independent gynecolo-
gists on a non-randomized, first-come-first-served
basis. The sample size was not pre-determined
by methodological clinical considerations.

Tt was however large enough to produce sta-
tistically significant results with a reasonable
power. Patient ages ranged from 16 to about
80 years. The average age of the patients was
31.21 years with a standard deviation of 9.22
years; the median age was 29 years. The upper
quartile age was 36 and the lower quartile age,
25. Because of some recording errors the num-
ber of assessable patients was less than 303 for
some variables, but it never went below 300.
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Variables: The following variables were con-
sidered in the assessment of the efficacy of the
drug.

A) Patient’s initial symptoms, divided into
three categories:

1) severe (swelling, erythema, itching, frac-
tures, and secondary infection);

2) moderate (erythema, itching);

3) mild (itching only).

B) Physician’s assessment of efficacy, divided

into four categories:
0) worsening;
1) no change;
2) detectable improvement;
3) significant improvement, or total cure.

C) Adverse event divided into two catego-
ries:

1) yes;

2) no.

D) Efficacy Period defined as the number of
treatment days believed to be sufficient for a
detectable improvement.

RESULTS

Table 1 shows the overall efficacy of
the drug. Diagnosis at onset of the study
revealed that of the original cohort, the
condition was severe in 23.49%, moderate
in 51.896 and mild in 24.8%. Of the
302 patients completing the study, 19
(6.39%) showed no improvement, 108
(35.8% ) showed a detectable improve-
ment, and 175 (57.99%) significant im-
provement or total cure. Thus the overall
estimated odds of at least some improve-
ment against no change were 14.87:1;
that is on the average, for each patient
showing no improvement there were
about 15 patients showing at least a de-
tectable improvement.

Altogether, 93.7% of the patients were
at least mildly cured, with a p value of
10-11. Analysis of total cure produced a
p value of only 10-4.

In Table 2 the association between the
initial condition of the patients and the
assessed efficacy of the drug is analyzed
using the two tailed Fishet’s exact test.
The p value of 8.11 X 107 is strong
evidence against a conjecture of “no asso-
ciation” between these variables.
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Table 1. — Frequency of overdll efficacy.

0 1 2 3 Total
0 19 108 175 302

Table 2. — Joint frequency distribution.

Assessment of efficacy

Initial

symptoms 1 2 3 Total
1 12 37 22 71
2 7 63 87 157
3 0 8 66 74
Total 19 108 175 302

Further inspection of the table reveals
the following pattern. Of the patients
whose initial condition was severe, 83.19%
were either cured or showed a detectable
improvement, and 16.9 % remained un-
changed. Of those whose initial condition
was moderate, 55.419%, were cured and
40.13% improved for a total of 95.54%
with at least a detectable improvement;
in 4.46% symptoms were not relieved.

All patients with a mild initial condition
either improved or exhibited a complete
cure. More specifically, 89.19% of the
mildly affected patients significantly im-
proved or were cured, and 10.819% showed
a detectable improvement.

Adverse events were recorded in 10
patients (3.3% ). This proportion is ap-
parently significantly different from zero,
suggesting perhaps a non-random cause(s).

Further inspection of the data indicated
that the adverse events occurred in only
three centers, 6 patients from one center,
3 from another, and one from the third.
The center that recorded the majority of
these events also had the second lowest
rate of complete cure. When the analysis
was made conditional on the centers, the
statistical significance of the proportion
of adverse events disappeared.

The efficacy results reported above
were shared by most of the treating phy-
sicians. Differences between physicians
fell approximately within the sampling
error. No significant correlation was found
between length of treatment and efficacy.
Most of the patients (99.3% ) were treat-
ed for four to nine days.

DISCUSSION

The present study examined the effi-
cacy and safety of a new once-daily com-
bination cream. Its antimycotic compo-
nent, Bifonazole is a substituted imidazo-
le, structurally related to other drugs in
the azole group (). Both non-compara-
tive and comparative clinical trials have
clearly demonstrated the efficacy and sa-
fety of various formulations of bifonazole
1% applied once daily in the treatment
of superficial fungal infections of the
skin (8).

It is well known that long-term gluco-
corticoid use may produce epidermal
atrophy and, if the steroids are withdrawn,
rebound will occur (°). The latter may be
prevented by only a once-daily application
of the preparation. It has also been pre-
viously shown that one daily application
of fluocinonide 0.05% vyields the same
improvement rate as two applications of
betamethasone (°). Moreover bifonazole
might have some anti-inflammatory acti-
vity providing rapid relief from signs and
symptoms of fungal infections (). Its
possible mechanism of action is inhibition
of leukotriene biosynthesis () and cal-
modulin activity (*).

Thus, we assumed that the combination
of bifonazole and fluocinonide would be
beneficial in reducing inflammation more
quickly. If the sample participating in
this trial indeed represents the entire po-
pulation, the results provide strong sup-
port for the efficacy of this cream for the
specific indications.
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In conclusion, it seems that an over-
whelming majority of patients with vul-
vovaginal candidiasis can benefit from
treatment with combination of fluocino-
nide-bifonazole cream, with only a minor

risk

of adverse reaction.
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