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Itraconazole Pulse Therapy for Onychomycosis of Toenail
- An Open Multicenter Trial -
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Background: Tocnail onychomycosis still remains difficult to treat. Pulsc therapy of
itraconazole is frequently prescribed to lighten the patient's burden of economical problems,
frequent side effects, resulting in good compliance.

Objective: The purpose of this study is to evaluate the clinical efficacy and adverse reactions
of pulse therapy of itraconazole.

Methods: From March to September 1996, a total of 108 patients with onychomycosis of
toenail diagnosed at Department of Dermatology of 5 university hospitals, were enrolled in a
subject group for the study. Itraconazole was administered, 200 mg twice daily, in every first
week of 3 consecutive months. Clinical symptoms and sings with or without mycologic findings
were assessed at baseline, at the end of 4, 8, 12, 24, 36 and 48 weeks after the start of therapy.

Results: Fifty six patients (male 22, female 34; mean age 44.0£13.3) completed the follow-ups.
As causative agents, Trichophyton (T.) rubrum was isolated in 51 of them, 7. mentagrophytes 2,
and yeast 3. Decrease in initial percentages of patients showing pathologic changes in target nail
at the last follow-up 12 months after starting therapy: for onycholysis, from 51.8% to 21.4%; for
subungual hyperkeratosis, from 96.4% to 39.3%; for nail discoloration, from 100.0% to 50.0%.
Mycological cure rate was 82.1% at the last follow-up. Overall clinical responses evaluated at
the last follow-up were 'cured' in 28 patients (50.0%), 'markedly improved' in 15 (26.8%),
'moderately improved' in 9 (16.1%), and 'deteriorated' in 4 (7.1%), making a clinical response
rate of 92.9%. During therapy, transient epigastric pain and indigestion developed in 2 patients
(3.6%), respectively.

Conclusion: With these results, itraconazole pulse therapy is considered an effective and safe
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treatment modality for onychomycosis of toenail. [Kor J Med Mycol 3(2): 163-171]
Key Words: Onychomycosis of toenail, Pulse therapy, Itraconazole
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Table 1. Age distribution of patients

Age (Y1) No. of patient (%)

<29 1(18)
30~39 15 (26.8)
40~49 8 (14.3)
50~59 14 (25.0)
>60 18 (32.1)
Total 56 (100.0)
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Table 2. Distribution of patients by onycholysis of target nails

Degrec. Visit

1st (%) 2nd (%) 3rd (%) 4th (%) 5th (%) 6th (%) 7th (%)
Absent 27 (48.2) 29 (51.8) 30 (53.6) 33 (589) 34 (60.7) 36 (64.3) 44 (78.6)
Mild 17 (30.4) 15 (26.8) 18 (321) 20 (357) 20 (35.7) 19 (33.9) 9 (16.1)
Moderate 5(89 7 (12.5) 5(89) 2 (3.6) 2 (3.6) 0 ( 0.0) 3(54
Severe 5(89 4 (71) 3(54 1(18) 0 (0.0 1(1.8) 0 ( 0.0)
Very severe 2 ( 3.6) 1(1.8) 0 ( 0.0) 0 ( 0.0) 0 (0.0 0 ( 0.0) 0 ( 0.0)
Degree: Mild: area affected > 25% of total surface of target nail
Moderate: 25% < ~ < 50%, Severe: 50% < ~ <75%, Very severe: =>75%

Table 3. Distribution of patients by subungual hyperkeratosis of target nails
Visit

Degree

1st (%) 2nd (%) 3rd (%) 4th (%) 5th (%) 6th (%) Tth (%)
Absent 2 (3.6) 2 ( 3.6) 3 (54 7 (12.5) 17 (30.4) 28 (50.0) 34 (60.7)
Mild 15 (26.8) 20 (35.7) 24 (429) 30 (53.6) 34 (60.7) 23 (41.1) 18 (32.1)
Moderate 14 (25.0) 14 (25.0) 21 (37.5) 16 (28.6) 4 (71 3(54) 1(18)
Severe 13 (23.2) 13 (23.2) 3(54) 1(1.8) 1(18) 2 (36) 3(54
Very severe 12 (21.4) 7 (12.5) 5(89) 2 (3.6) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Total 56 (100.0) 56 (100.0) 56 (100.0) 56 (100.0) 56 (100.0) 56 (100.0) 56 (100.0)
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Table 4. Distribution of patients by discoloration of target nails

Degree Visit
1st (%) 2nd (%) 3rd (%) 4th (%) 5th (%) 6th (%) Tth (%)
Absent 0 (0.0 0 ( 0.0) 0 (0.0 0(00) 11 (196) 18 (32.1) 28 (50.0)
Mild 9 (16.1) 16 (28.6) 24 (42.9) 40 (71.4) 38 (67.9) 29 (51.8) 18 (32.1)
Moderate 21 (37.5) 20 (35.7) 22 (39.3) 13 (23.2) 6 (10.7) 6 (10.7) 6 (10.7)
Severe 11 (19.6) 12 (21.4) 5(89 0 (0.0) 1(18) 3 (54 4 (71)
Very severe 15 (26.8) 8 (14.3) 5 (89 3(54) 0 ( 0.0) 0 (0.0 0 ( 0.0)
Total 56 (100.0) 56 (100.0) 56 (100.0) 56 (100.0) 56 (100.0) 56 (100.0) 56 (100.0)
Table 5. Distribution of causative agents isolated from target nails (n=56)
Visit

Causative agents

st (%) 4th (%) 5th (%) 6th (%) 7th (%)
T. rubrum 51 (91.1) 8 (14.3) 3(54 7 (12.5) 5(89)
T. mentagrophytes 2 (3.6) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Yeast 3 (54 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)

T.: Trichophyton

Table 6. Distribution of patients by negative myco-

logical study”

52k WA 929%= 7H E3kest Aka 3

Faat

Visit No. of patients (%)
1st 0 ( 0.0)
4th 34 (60.7)
5th 52 (92.9)
6th 47 (83.9)
Tth 46 (82.1)

“Negative mycological study: KOH/culture (-/-)

2) AFEt A ZA}

A B4 AT KOH 23] =2 Aol A< 561
Aol FdolAn At wiF AAL A3} Tricho-
phyton (T.) rubrum 515 (91.1%), T. mentagrophytes
23 (3.6%), yeast 35 (5.4%)7} AT o7 H2]5
A=t T rubrumito] 4z} WrE-olg) E7A A
Aol 4] 74 ) % K15k (Table 5).
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4) 2te| 2&tg 9l ohH M
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Table 7. Distribution of patients by overall clinical response to pulse therapy

: Visit

Clinical response

4th (%) 5th (%) 6th (%) Tth (%)
Cured 0 (00 9 (16.1) 14 (25.0) 28 (50.0)
Markedly improved 32 (57.1) 38 (67.9) 34 (60.7) 15 (26.8)
Moderately improved 24 (42.9) 8 (14.3) 5(89) 9 (16.1)
Unchanged 0 (0.0 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Deteriorated 0 ( 0.0) 1(18) 3 (54) 4 (171)
Total (%) 56 (100.0) 56 (100.0) 56 (100.0) 56 (100.0)

Table 8. Distribution of patients by the adverse
experiences

Adverse experiences No. of patients (%)

No 52 (92.9)
Yes 4 (17.1)
Epigastric soreness 2 (3.6)
Indigestion 2 (3.6)
Total 56 (100.0)
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