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Furoat-Terbinafin Kullaniminin Karsilastirilmasi: Retrospektif Calisma
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ABSTRACT Objective: Superficial fungal infections of the skin are
common infections worldwide, especially in the regions with humid
climates. Topical antifungals are the 1st choice treatment in uncompli-
cated cases. Combinations with topical corticosteroids may be an op-
tion to reduce the rate of side effects due to irritant or allergic contact
dermatitis caused by carriers and alcohol in the drug content and to
rapidly control symptoms in cases where itching and inflammation are
severe. We planned to investigate the contribution of short-term topi-
cal corticosteroid use to treatment and its side effects by comparing pa-
tients using topical terbinafine and patients using mometasone
furoate-terbinafine combination in terms of symptoms and examina-
tion findings in dermatophyte infections. Material and Methods: In
our study, 62 adult patients who were clinically diagnosed with tinea
corporis, tinea pedis, tinea manuum, and tinea cruris were retrospec-
tively evaluated. Patients who used topical terbinafine cream as
monotherapy and patients who continued treatment with topical
terbinafine, following the mometasone furoate-terbinafine combination
were compared. The effectiveness of the treatment was evaluated ac-
cording to symptoms and findings. Results: When comparing the du-
ration of control of symptoms in patients, the median value was 14 days
in the monotherapy group and 7 days in the combination therapy group
(p<0.001). No side effects were observed in any of the patients during
the treatment. Conclusion: As a result, a faster clinical response was
achieved in the group receiving combination therapy compared to the
group receiving monotherapy. Rapid improvement of symptoms will
increase confidence in treatment, increase the duration of treatment,
and reduce the complications.
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OZET Amag: Derinin yiizeysel mantar enfeksiyonlari diinya ¢apinda
yaygin olarak gortilen, 6zellikle nemli iklime sahip bolgelerde sik go-
rilen enfeksiyonlardir. Topikal antifungaller komplike olmamis du-
rumlarda ilk segenek tedavidir. flag igeriginde bulunan tastyicilar ve
alkolden kaynaklanan irritan ya da alerjik kontakt dermatite bagl yan
etki oranini azaltmak, kasiti ve inflamasyonun siddetli oldugu du-
rumlarda semptomlar1 hizli kontrol altina almak i¢in topikal kortikos-
teroid ile kombinasyonlari bir segenek olabilir. Dermatofit
enfeksiyonlarinda topikal terbinafin kullanan hastalar ile mometazon
furoat-terbinafin kombinasyonu kullanan hastalart semptom ve mua-
yene bulgulari agisindan karsilastirarak, kisa siireli topikal kortikoste-
roid kullaniminin tedaviye katkisi ve yan etkilerini gézlemlemek amaci
ile arastirmay1 planladik. Gere¢ ve Yontemler: Calismamizda, klinik
olarak tinea corporis, tinea pedis, tinea manuum, tinea cruris tanisi
almis, 62 erigkin hasta retrospektif olarak incelenmistir. Monoterapi
olarak topikal terbinafin krem kullanmis hastalar ve mometazon furoat-
terbinafin kombinasyonunu takiben tedaviye topikal terbinafin ile
devam eden hastalar karsilasgtirilmistir. Klinik olarak dermatofit enfek-
siyonu tanisi alan hastalarda, tedavinin etkinligi semptomlar ve klinik
bulgulara gore degerlendirildi. Bulgular: Hastalarin semptomlarinin
kontrol altina almma siiresi karsilastirildiginda, monoterapi alan grupta
ortanca deger 14 giin, kombinasyon tedavisi alan grupta ortanca deger
7 gilindiir. (p<0,001) .Tedavi siirecinde hastalarin higbirinde yan etki
gozlenmemistir. Sonug¢: Calismamizin sonucunda kombinasyon teda-
visi alan grupta, monoterapi alan gruba gére daha hizli klinik yanit elde
edilmistir. Semptomlarin hizli diizelmesi tedaviye giiveni artirarak, te-
davide kalim siiresini artiracak ve komplikasyon gelisme ihtimali aza-
lacaktir.
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Superficial fungal infections of the skin are com-
mon infections around the world, especially in the re-
gions with humid climates. It is estimated that a
person’s lifetime probability of superficial fungal in-
fection is approximately 10-20%.! Dermatophytoses
are infections caused by 3 different types of fungi that
have the ability to invade and proliferate in kera-
tinized tissue (skin, hair, nails). Trichophyton
rubrum, Epidermophyton floccosum, Trichophyton
mentagrophytes are the most common species that
cause infection. The severity of the disease is affected
by the fungus species and the characteristics of the
host. The number and activity of sebaceous glands in
a certain part of the body, disruption of the skin bar-
rier, macerated skin, and the immunological state of
the host are effective in the formation and severity of
the disease. Additionally, temperature and humidity
are also effective in the development of dermatophyte
infection.

The 1* symptoms of superficial fungal infections
of the skin are usually erythema and itching. The
characteristic lesion is plaque lesions with sharp bor-
ders, scaly, active margins that may contain pustules
or vesicles.?

Topical antifungals are the 1%-line treatment for
uncomplicated superficial fungal infections such as
tinea corporis, tinea pedis, and tinea cruris. The most
important side effect is irritant or allergic contact der-
matitis caused by the carriers and alcohol contained
in the drug. Combinations with topical corticosteroids
may be an option to reduce the rate of side effects and
quickly control symptoms, especially in cases where
itching and inflammation are severe.?

Potential side effects of topical steroids such as
skin atrophy, striae, telangiectasia, folliculitis, acne,
and development of tinea incognito limit their use.*
The effectiveness of the combination of topical
steroids with topical antifungals has been demon-
strated in some studies.>® We planned to research by
comparing patients using topical terbinafine for der-
matophyte infections with patients using mometasone
furoate-terbinafine combination in terms of symp-
toms and examination findings, and to observe the
contribution and side effects of short-term topical
corticosteroid use to the treatment.

I MATERIAL AND METHODS

In our study, 62 adult patients over the age of 18, who
were clinically diagnosed with tinea corporis, tinea
pedis, tinea manuum, and tinea cruris and who ap-
plied to the dermatology outpatient clinic of Alanya
Training and Research Hospital between May 2023
and December 2023, were retrospectively examined.
Patients who had not received any previous treatment
for the current dermatophyte infection and had no
complications (cellulitis, tinea incognito, etc.) were
included in the study. Patients who used topical
terbinafine 1% cream twice a day as monotherapy for
3 weeks were assigned to be group 1 (monotheraphy
group) . Patients who continued treatment with topi-
cal terbinafine twice a day for 2 weeks; after apply-
ing the mometasone furoate-terbinafine combination
twice a day for 10 days were assigned to be group 2
(combination group).

The effectiveness of the treatment in patients
clinically diagnosed with dermatophyte infection was
evaluated according to symptoms (itching, burning)
and clinical findings (erythema, scale, exudation,
vesicle, pustule). Symptoms and findings were eval-
uated with four point scale: 0=None, 1=Mild,
2=Moderate, 3=Severe. Data were analyzed with
IBM SPSS V23. Compliance with normal distribu-
tion was examined with the Shapiro-Wilk Test.
Mann-Whitney U Test was used to compare variables
that did not comply with normal distribution accord-
ing to groups. Yates correction, Fisher’s exact test,
Pearson chi-square test were used to compare cate-
gorical variables according to groups. Wilcoxon test
was used to compare symptoms and findings before
and after treatment. Analysis results were presented
as frequency (percentage) for categorical variables,
and as meantstandard deviation and median (mini-
mum-maximum) for quantitative variables. The sig-
nificance level was taken as p<0.05.

The approval of our study was obtained from the
Clinical Research Ethics Committee of Alanya
Alaadin Keykubat University Faculty of Medicine
(date: December 13, 2023; no:18-02). Declaration of
Helsinki, the Patient Rights Act, and ethical norms.
Informed consent form was taken from all patients
participating in the study.



I RESULTS

62 adult patients (39 females, 23 males) over 18 years
of age were included in the study. 36 patient was
treated with combination therapy and 26 patient was
treated with monotheraphy. There was no statistically
significant difference between the average age val-
ues of the participants according to groups (p=0.909).
While the average age of treated with monotherapy
group is 41, the average age of treated with combi-

TABLE 1: Signs and symptoms before treatment.
Group
Monotheraphy Combination (terbinafine+
(terbinafine) mometasone furoat)  p value*
Erythema
None 8(30.8) 1{2.8) <0.001*
Mild 9 (34.6) 4(11.1)
Moderate 5(19.2) 21 (68.3)
Severe 4(154) 10 (27,8)
Scale
None 4(15.4) 11 (30.6) 0.159*
Mild 10 (38.5) 13(36.1)
Moderate 6(23.1) 10 (27.8)
Severe 6(23.1) 2(5.6)
Exudation
None 17 (65.4) 23 (63.9) 0.989*
Mild 5(19.2) 7(19.4)
Moderate 3(11.5) 5(13.9)
Severe 1{3.8) 1(2.8)
Vesicle
None 19(73.1) 29 (80.6) 0.604*
Mild 4(15.4) 2(5.6)
Moderate 1(3.8) 1(2.8)
Severe 2(1.7) 4{11.1)
Pustule
None 22 (84.6) 32 (88.9) 0.492
Mild 4(15.4) 3(83
Severe 0(0) 1(2.8)
Burning
None 11(42.3) 11 (30.6) 0.607*
Mild 6 (23.1) 14 (38.9)
Moderate 5(19.2) 6(16.7)
Severe 4(15.4) 5(13.9)
itching
None 3(11.5) 3(8.3) 0.599*
Mild 8(30.8) 12 (33.3)
Moderate 9 (34.6) 8(22.2)
Severe 6(23.1) 13 (36.1)

*Pearson chi-square test.

nation therapy group is 41.31. The distribution of der-
matophyte infection types according to groups did not
show a statistically significant difference (p=0.306).
The severity of burning and itching symptoms before
treatment was not statistically different between
groups. While no statistically significant difference
was observed between the groups treated with
monotherapy and combination therapy in terms of the
severity of scale, exudation, vesicle, and pustule be-
fore treatment, erythema was higher in the group
treated with combination therapy before treatment
than in the group receiving monotherapy. These find-
ings are summarized in the Table 1. When the symp-
toms of the patients were evaluated after treatment,
no significant difference was found in itching and
burning scores between the 2 groups. Symptoms
were controlled after treatment in both groups (Table
2). When post-treatment findings were evaluated, no
difference was found in pustule, vesicle, scale, ery-
thema, and exudation scores. Clinically, both groups
achieved well-being (Table 3).

When the time to control the symptoms of the
patients during the treatment is compared, the median
time for symptoms to go away in the group treated
with monotherapy is 14 days, while the median time

TABLE 2: Post-treatment symptoms.

Monotheraphy Combination
(terbinafine) (terbinafine*mometasone furoat)
None  Mild (1 puan) None  Mild (1 puan)  p value**
itching 21 5 33 3 0.262*
Burning 24 2 36 0 0.172**
**Fisher’s exact test.
TABLE 3: Findings after treatment.
Monotheraphy ~ Combination (Terbinafine+
{Terbinafine) mometasone furoat) p value**
Erythema  None 23 (88.5) 31(86.1) 1.000**
Mild 3{11.5) 5{13.9)
Scale None 24(92.3) 36 (100) 0.172**
Mile! 2(7.7) 00)
Exudation None 26 (100) 36 (100)
Vesicle None 26 (100) 36 (100)
Pustule  None 26 (100) 36 (100)

**Fisher’s exact test.



TABLE 4: Duration of symptom resolution.

Median

Duration of symptom resolution {itching and buming) {days) 14 (10-16)

Monotheraphy (Terbinafine)

Combination (Terbinafine+mometasone furoat)
X£SD Median X£SD p value***
13.69+1.74 7 (3-14) 8.72£3.4 <0.001

***Mann-Whitney U Test. SD: Standard deviation.

for symptoms to go away in the group treated with
combination therapy is 7 days (p<0.001) (Table 4).

No side effects were observed in any of the pa-
tients during the treatment process.

I DISCUSSION

Terbinafine is an allylamine antifungal with fungici-
dal effect. It inhibits ergosterol synthesis by inhibit-
ing squalene epoxidase. Topical terbinafine treatment
is used effectively as monotherapy in dermatophyte
infections. It has also been effective in treating Can-
dida infections. In studies, over 80% mycological and
clinical response was achieved when topical
terbinafine was used once or twice a day as
monotherapy for 2 weeks.’

Mometasone furoate is a high-potency topical
corticosteroid. Although it has high anti-inflamma-
tory activity and a long duration of effect, it has a low
rate of systemic side effects and skin atrophy. Stud-
ies have shown that no side effects such as skin atro-
phy and telangiectasia have been observed in
long-term use without occlusion once a day. Short-
term use is recommended to reduce risk.*

The use of topical steroids in superficial fungal
infections is a controversial issue due to misuse by
patients. Many clinicians avoid using corticosteroid
combinations. Insufficient information about the use
of corticosteroids may result in patient abuse of the
drug and excessive or misuse of the drug. In contrast,
in Europe, where laws and regulations controlling the
production and sale of drugs are strictly enforced, ex-
pert opinion strongly supports the use of antifungal-
corticosteroid combinations for the treatment of
inflammatory superficial fungal infections. It is rec-
ommended to apply an antifungal-corticosteroid
combination for 1-2 weeks at the beginning of treat-
ment, followed by a suitable antifungal alone (except

for immunosuppressed patients). When topical corti-
costeroids are used correctly and according to rec-
ommendations and guidelines, side effects are rare.
Misuse and overuse of corticosteroid combinations
can be avoided by educating patients, physicians and
pharmacists who play a role in treatment.!-

Patients expect a rapid clinical response due to
the severe erythema and itching in tinea cruris and
tinea pedis infections. Findings such as erythema,
vesicles, exudation, maceration and symptoms such
as itching and burning are the most common com-
plaints of patients. This condition not only causes
serious discomfort to patients, but also causes de-
terioration in the skin barrier, leading to the devel-
opment of secondary bacterial infection, the spread
of fungal infection through contamination of the
hands, and also reduces the patient’s compliance
with treatment. Short-term combination therapy
provides control of inflammatory symptoms in a
short time, increases confidence in the treatment
and the clinician, and prolongs the duration of treat-
ment. Breaking the itch-scratch cycle will also pre-
vent the spread of infection through contamination.
Severe inflammatory conditions cause delayed heal-
ing of the infection, its spread, and the development
of complications such as secondary bacterial infec-
tions.

In our study, clinical signs and symptoms of all
patients in both groups completely improved, and
mild erythema and squama were detected in a small
number of patients at the end of treatment. In direct
microscopic examination with potassium hydroxide
in these patients, fungal hyphae were not detected.
We think that the scales were detected due to xerotic
skin. We think that erythema may have developed
due to the shoes used by the patient, activity before
the examination, or sweating.



I CONCLUSION

As aresult of our study, a faster clinical response was
obtained in the group receiving combination therapy
than in the group receiving monotherapy. By reduc-
ing inflammation and itching, topical corticosteroids
can prevent the spread of infection and reduce the risk
of secondary infection, ultimately leading to faster
and more desirable clinical outcomes.

Our study is a single-center and retrospective
study. It needs to be supported by multicenter and
prospective studies with a higher number of patients.
There are no clinical studies with the new combina-
tion mometasone furoate-terbinafine. Terbinafine is
an effective option for superficial fungal infections.
However, we think that short-term combination ther-
apy will be beneficial in patients with severe itching
and inflammation symptoms. Afterwards, treatment
can be continued with topical terbinafine. Rapid im-
provement of symptoms increases confidence in

treatment and increases the duration of treatment. Ac-
cording to the results of our study, mometasone
furoate-terbinafine combination can be used as a fast,
effective and safe alternative in superficial fungal in-
fections.
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