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Letter to the Editor

Comparative real-world effectiveness and safety of super-bioavailable
itraconazole 50 mg bd and 65 mg bd in the management of
dermatophytosis

Sir,

In recent times, India has witnessed a steep surge in
prescription of itraconazole in the management of
dermatophytosis.® But due to its pharmacokinetics, it has
shown multiple variations in the results. To overcome
these challenges, a newer itraconazole formulation i.e.
super-bioavailable itraconazole (SBITZ) has been
launched recently in India. Currently, there are 4 different
strengths of SBITZ which are approved by DCGI.?3 But
there is no any clinical data regarding comparison of
different strength of SBITZ. This retrospective analysis
aimed to compare two different strengths of SBITZ; 50 mg
and 65 mg in the management of dermatophytosis.

A multicentre, retrospective data analysis was carried out
at 184 dermatology outpatient clinics during July 2021 to
February 2022 after ethics committee approval. The data
blueprint was created by generating a list of all adult
patients prescribed either SBITZ 50 mg or 65 mg as twice
a day regimen in dermatophytosis. Effectiveness was
assessed by total symptom score (TSS), (range, 0-9)
consisting of the sum of the scores for erythema, pruritus
and scaling, all scored on a 4-point (range, 0-3) scale. In
addition, mycological clearance was assessed wherever
available. Primary endpoint was comparative assessment
of percentage of patients achieving complete cure (KOH
negative and clearance of symptoms), clinical cure
(clearance of symptoms) and mycological cure (KOH
negative) in both groups at different intervals.
Additionally, clinical improvement (improvement by
>50% in TSS) and failure (improvement by <50% in TSS)
was also assessed. Safety was assessed by no. of adverse
events (AE) reported by patients. Results were presented
as mean scores, and groups were compared using unpaired
t test and fisher exact test with level of significance as
p<0.05. Data was analyzed using the IBM statistical

package for social sciences (SPSS) statistics version 20.
Study design and baseline demographics are depicted in
Figure 1 and Table 1 respectively.

Both the groups were found to be statistically significant
in achieving cure rates at the end of week 6 and 8. At week
6, clinical cure was achieved by 151/238 patients and
364/658 patients in group | (SB 65) and Il (SB 50)
respectively whereas clinical improvement was attained by
203/238 patients and 495/658 patients in group | and Il
respectively. In both the conditions, group | was
statistically significant than group Il as shown in Table 2.
Mycological cure rate could not be assessed.

KOH report was available in only 139/238 patients
(58.4%) and 271/658 patients (41.18%) in group | and |1
respectively. At week 8, mycological cure was achieved
by 111/139 (80%) patients and 191/271 (70%) patients
respectively in group | and 11 and clinical cure was seen in
214 (90%) and 573 (87%) patients respectively in group |
and Il. As a result, complete cure was noticed in 104/139
(75%) patients in group | and in 172/271 (63%) patients in
group Il respectively.

There was statistical difference in terms of mycological
cure (p=0.04) and complete cure (p=0.02) but no statistical
difference was noted between groups in clinical cure,
improvement and clinical failure (Table 2). The percentage
of patients achieving cure rates is shown in Figure 2.

Both the treatments were found to be safe and well
tolerated by patients with no discontinuation in any of
groups. A total of 43 patients (18.07%) in group | and 136
patients (20.67%) in group Il reported to have AE. There
was no statistical difference between both the groups
(p=0.44). Table 2 depicts the distribution of all AE in both
groups.

Table 1: Baseline demographics.

Demographics

N 238

Male 94

Female 144

Mean age, years (SD) 40.46+12.82
Concomitant medications; N (%)

Luliconazole 113 (47.48)
Sertaconazole 39 (16.39)
Eberconazole 14 (5.88)
Older azoles 17 (7.14)

P value

39.58+12.40 0.35

298 (45.29)
114 (17.33)
33 (5.02)
36 (5.47)

Continued.
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Demographics SB 65 mg (group 1) SB 50 mg (group I1) P value
Amorolfine 25 (10.50) 64 (9.73)

Ciclopirox 11 (4.62) 46 (6.99)

Terbinafine 5 (2.10) 15 (2.28)

Combination of two antifungals 45 (18.91) 131 (19.91)

Oral anti histamine 10 (4.20) 78 (11.85)

No information available 0(0) 29 (4.41)

Mean TSS (SD) 7.31+3.11 7.37+3.43 0.8
KOH positive; N (%) 139 (58.40) 271 (41.19)

Table 2: Effectiveness assessment with multiple cure rates at week 6 and 8 and safety assessment.

Variables SB 65 mg (N SB 50 mg (N P value
Effectiveness assessment
Week 6
Clinical cure 151/238 364/658 0.03*
Clinical improvement 203/238 495/658 0.001*
Week 8
Mycological cure 111/139 191/271 0.04*
Clinical cure 214/238 573/658 0.29
Complete cure 104/139 172/271 0.02*
Clinical improvement 223/238 634/658 0.09
Clinical failure 15/238 24/658 '
Safety assessment
N (%) 43 (18.07) 136 (20.67) 0.44
Gastrointestinal disorders; N (%0)
Abdominal pain 12 (5.04) 40 (6.08)
Nausea 8 (3.36) 22 (3.34)
Diarrhea 12 (5.04) 35 (5.32)
Nervous system disorders; N (%)
Headache 8 (3.36) 25 (3.8)
Renal and cardiovascular disorders; N (%)
Pedal edema 3(1.26) 14 (2.13)

Inclusion criteria

*  Adult patients of either gender Study Design

* Diag d as der hytosis and who were . | re, retrosp data

prescribed either SBITZ 65 mg or SBITZ 50 mg BD
for 6-8 weeks l

N=1265

Total no. of patients’ data collected

!

N=896

No. of patients’ data fulfilling the criteria

Total no. of patients received SBITZ 65 mg BD

(Group 1) ——
N=238
Exploratory Endpoint
*  KOH done pre and N=139
post treatment

SBITZ - Super-bioavailable Itraconazole

Total no. of patients received SBITZ 50 mg BD
(Group 1)
N=658

l

N=271

Figure 1: Study design.
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Figure 2: Cure rates at week 6 and 8.

Super-bioavailable itraconazole 50 mg and 65 mg are
approved by Drugs Controller General of India (DCGI) in
invasive mycosis but are commonly prescribed in
dermatophytosis as off label indication.?® Both the
strengths have proven bio-equivalence to conventional
itraconazole 100 mg. But due to availability of two
strengths, there was dilemma at the dermatologists’ level.
Hence, we conducted this retrospective study to compare
the clinical utility of both the strengths.

In our study, SBITZ 65 has shown statistically significant
results over 50 mg in terms of clinical effectiveness. This
could be due to better serum concentration achieved by
SBITZ 65 mg. It was found that SB 50 mg delivers around
46-47 mg of actual itraconazole while SB 65 delivers about
58 mg.*7 Hence, the percentage of patients achieving
therapeutic concentration of itraconazole was 81% in SB
65 against 69% of SB 50 mg.%°

In current scenario, itraconazole is prescribed for longer
duration in dermatophytosis and sebum concentration
plays important role which can be achieved by higher
serum concentration only.'® Thus, the high concentration
achieved in sebum may be responsible for the better
improvement in SB 65 mg group.

Due to its retrospective design, there were certain
limitations in the present study impacting the results of the
study like use of concomitant medications and lack of data
on relapse rates. But from result, it was concluded that both
the strengths of SBITZ i.e. 50 mg and 65 mg were found
to achieve clinical improvement in dermatophytosis;
however, SBITZ 65 mg was found to be better therapeutic
option than 50 mg but long term clinical trials are
warranted to validate the results of the present study.
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Global Medical Affairs, Glenmark Pharmaceuticals Ltd.
Mumbai, Maharashtra, India
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