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Efficacy Supplement
Topical treatment of tinea pedis, tinea cruris and tinea
corporis in adults

Background: Luliconazole Cream, 1% was approved on November 14, 2013 for the
topical treatment of interdigital tinea pedis, tinea cruris and tinea corporis caused by
organisms Trichophyton rubrum and Epidermophyton floccosum in subjects 18 years of
age and older.
At the time of original approval one of the Post Marketing Requirements (PMR) was to
conduct a multi-center, randomized, blinded, vehicle-controlled study, including
pharmacokinetic (PK) assessments, with luliconazole cream 1% for the treatment of tinea
corporis in pediatric patients 2 years of age and older. This supplement includes the final
study report of the aforementioned PMR and subsequent labeling revisions.
Summary of the clinical study report (Study V01-LUZB-401, MP-1011): This was a
randomized multi-center, double-blind, vehicle controlled study evaluating the safety,
efficacy and pharmacokinetics (PK) of Luliconazole cream, 1% in pediatric subjects 2 to
17 years of age with tinea corporis.
Study design: Approximately 75 male and female subjects aged 2 years to 17 years with
tinea cruris were randomized (4:1) to treatment with either Luliconazole Cream 1% or
Vehicle Cream once daily for 7 days. The diagnosis of tinea corporis was confirmed by
the detection of fungal hyphae on a KOH wet mount test.
Study drug was applied once daily in the morning for 7 days to the affected area and
approximately 1 inch of the immediate surrounding area. The first and last (Day 7)
administration of study medication was completed at the investigational site and rest of
the applications of study medication were administered by the subjects/ caregivers at
home. Subjects were instructed to allow the treated area(s) to remain exposed for 5
minutes prior to putting on clothes, and not to wash the treated area(s) for at least 4 hours
after application. Both treatment groups were followed for a 21-day post final treatment
period (Day 28).
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Mean (±SD) plasma concentrations of the metabolite Z form of luliconazole were lower
than the mean concentrations of the parent form at both time points and the values were
0.34 (±0.43) ng/mL and 0.46 (± 0.54) ng/mL, respectively. PK results are summarized in
Table 2.
Table 2: Summary of PK data

Reviewer comments: Of the 3 subjects from the Vehicle group who had blood drawn for
PK determinations, none of the subjects had a quantifiable level of the parent compound
at the pre-dose time point. However, one had a quantifiable level of the parent compound
at the 6-hour post-dose time point. The reason for this is unknown and could have been
due to sample contamination during bioanalysis. None of the subjects had a quantifiable
level of the Z form of luliconazole at either time point.
Drug interactions: In the approved label of Luliconazole Cream, the mean (± SD) Cmax
in subjects with tinea pedis and tinea cruris after the final dose was 0.93 (± 1.23) ng/mL
and 7.36 (± 2.66) ng/mL. The observed systemic concentrations of luliconazole in this
study in subjects with tinea corporis is lower than in subjects with tinea cruris. Hence
there appears to be no additional concerns of drug interaction potential in this new
population.
Disposition of subjects: 75 subjects (60 active + 15 vehicle) enrolled in this study and all
subjects completed the study.
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Demographic and baseline characteristics: Demographics and baseline characteristics
are shown in Table 3.
Table 3: Demographic and baseline characteristics

Summary of Safety: Nine of the subjects (15.0%) in the Luliconazole group reported 18
adverse events (AEs) and 2 subjects (13.3%) in the Vehicle group reported 2 AEs. There
were no serious AEs and there were no AEs leading to withdrawal of the subject from the
study.
The most frequently reported treatment-emergent adverse event (TEAE) was
nasopharyngitis reported in 4 (6.7%) subjects in the Luliconazole group and 2 (13.3%)
subjects in the Vehicle group. Headache was reported in 3 (5.0%) of the subjects in the
Luliconazole group and no subjects in the Vehicle group reported this.
None of the TEAEs were severe, but 2 of the TEAEs reported in the Luliconazole 1%
group, one case of nasopharyngitis and one case of headache, were of moderate severity.
The applicant concluded that none of the TEAEs were related to treatment.
Reviewer comments: See clinical summary for additional analysis of adverse events.
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Bioanalytical method validation: The bioanalytical method used was similar to the one
used earlier with the exception that the range of luliconazole and Z-luliconazole was 0.05
ng/mL to 10 ng/mL (the range used earlier was 0.05 ng/mL to 50 ng/mL). The method
was validated and long term stability established earlier was adequate to support the
storage stability of the PK samples in this study (Details of original bioanalytical method
validation can be found in Clinical Pharmacology review dated 07/26/2013 in DARRTS).
The method validation parameters for the standard curve is shown in Table 4.
Table 4: Method validation parameters of standard curve
Luliconazole
Between-run accuracy %
-3.8 to 5.0
Between-run precision %
4.2 to 7.5

Z-form metabolite
-2.9 to 4.5
1.8 to 5.9

Reviewer comment: The inter-run % accuracy and precision for the quality control
samples for luliconazole was -3.3% to 1.9% and 4.3% to 11.2% and for Z-form
metabolite was -5.3 % to -2.1% and 2.4% to 6.4%, respectively. Incurred sample
reanalysis was conducted for 20 out of 30 samples (~ 66.7 % of the samples) and 19 out
(b)
of 20 (95%) samples were within the ± (4) % acceptable limit.
Labeling: The following changes are recommended in the applicant’s proposed labeling
that was submitted where bold and underlined text indicates insertion recommended by
the reviewer and the strikethrough text indicates reviewer recommended deletion.
(b) (4)
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(b) (4)
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(b) (4)

Recommendation: From a Clinical Pharmacology standpoint, this application is
acceptable provided the labeling comments are adequately addressed by the Sponsor.
Post marketing requirement or commitment: None.

7
Reference ID: 4198432

--------------------------------------------------------------------------------------------------------This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
--------------------------------------------------------------------------------------------------------/s/
---------------------------------------------------CHINMAY SHUKLA
12/20/2017
EDWARD D BASHAW
12/20/2017

Reference ID: 4198432

