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IMPORTANT REMINDER 

This Medical Policy has been developed through consideration of medical necessity, generally 

accepted standards of medical practice, and review of medical literature and government approval 

status. 

Benefit determinations should be based in all cases on the applicable contract language. To the 

extent there are any conflicts between these guidelines and the contract language, the contract 

language will control. 

The purpose of medical policy is to provide a guide to coverage. Medical Policy is not intended to 

dictate to providers how to practice medicine. Providers are expected to exercise their medical 

judgment in providing the most appropriate care. 

   

Description 

Sporanox® (itraconazole) is a medication used to treat fungal infections. 
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Policy/Criteria 

I. Most contracts require prior authorization approval of itraconazole prior to coverage. 

Itraconazole may be considered medically necessary in patients when one of A or B below 

are met. 

 A. Onychomycosis, associated with one of the following conditions and supported by 
clinical documentation: 

  1. Diabetes. 

  2. Immunocompromised host (e.g., HIV). 

  3. Peripheral neuropathy. 

  4. Peripheral circulatory disorders. 

  5. History of significant cellulitis (requiring systemic antibiotic therapy) 
secondary to onychomycosis. 

  6. Recurring ingrown toenails (secondary to the onychomycosis) requiring 
surgical repair or removal. 

  7. Fingernail involvement with paronychia. 

  8. Other functional impairment from onychomycosis, such as bleeding or pain, 
that affects performing normal daily activities. 

 OR 

 B. Fungal infections other than onychomycosis. 

   

II. Administration, Quantity Limitations, and Authorization Period  

 A. Regence considers itraconazole to be a self-administered medication. 

 B. When prior authorization is approved, itraconazole may be authorized in quantities as 

prescribed for up to one year. 

 C. Authorization may be reviewed at least annually to confirm that current medical 

necessity criteria are met and that the medication is effective. 
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III. Itraconazole is considered investigational when used for all other conditions, including, but 

not limited to, use of oral itraconazole concurrently with oral terbinafine. 

  

Position Statement 

Background 

- Onychomycosis (fungal infection of the fingernails or toenails) is a relatively common and 

relapsing condition in the adult population. 

 * In certain cases, treatment of onychomycosis is considered cosmetic. 

 * Coverage for treatment of onychomycosis is dependent on the individual member's 

plan and subject to language defined by the member's contract. 

 * Reinforcement of general personal hygiene (such as wearing cotton socks and non-

occlusive shoes and keeping nails trimmed) is considered a primary treatment in the 

management and prevention of onychomycosis. [28-30] 

 * In some instances, onychomycosis may be debilitating or require medical intervention. 
[29-30] 

 * Treatment of onychomycosis may be considered of potential clinical benefit when the 

condition is associated with comorbid conditions, or when onychomycosis is part of a 

more serious pathology or results in a functional impairment. [30] 

 * Antifungal agents used to treat onychomycosis include terbinafine, itraconazole, and 

ciclopirox nail lacquer. 

 * Griseofulvin is no longer considered a drug of choice due to its low cure rates, high 

relapse rates, and relatively long duration of therapy (up to 1 year) necessary. [22] 
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Clinical Efficacy 

ONYCHOMYCHOSIS 

- Although onychomycosis typically affects multiple nails, clinical trials have been generally 

limited to assessing efficacy of antifungal agents in 1 target nail. [1-5,10-11, 25-27] 

- When comparing efficacy among antifungal agents, differences in study design need to be 

considered and definition of measured endpoints reported. 

 Mycological Cure 

- There are no clinical trials comparing oral antifungal agents to topical products. However, 

oral antifungal therapy (terbinafine, itraconazole) appears to achieve higher mycological 

cures (defined as negative KOH microscopy and negative culture) than topical ciclopirox. 
[2,4,5,10] 

- One meta-analysis of all U.S. and non-U.S. published literature reports the following 

mycologic cure rates [27] (a higher rate of mycological cure with ciclopirox is reported than 

those found in U.S. trials): [25-27] 

 * Griseofulvin 41.1% (95% C.I. 1.2-81.0). 

 * Itraconazole continuous 66.3% (95% C.I. 58.1 - 74.6). 

 * Itraconazole (pulse) 70.8% (95% C.I. 59.6-82.1). 

 * Terbinafine 77.2 (95% C.I. 69.3-85.1). 

 * Ciclopirox 52.6% (95% C.I. 44.4-60.7) vs. U.S. trials: 29%-36% [25-26] 

 Clinical Cure 

- Varying definitions used in studies to define "clinical cure" (such as % nail plate affected) 
lead to a wide disparity of reported "clinical" efficacy among these antifungal agents. [2,4,20] 

 * Clinical trials using terbinafine or itraconazole have reported "clinical" cure rates for 
toenail onychomycosis ranging from 35% [20] to more than 80%. [2, 4] 

 Disease-free nail/Complete Cure Rate 

- An analysis of published data reported that the ability of terbinafine and itraconazole in 
achieving a disease-free nail (defined as clinically normal nail plus negative results of KOH 
microscopy and culture). [19] 
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 * Standard courses of terbinafine achieved a disease-free nail in approximately 35% to 
50% of patients after 12-32 weeks of continuous or pulse dose therapy. [19] 

 * Itraconazole produced a disease-free nail rate of approximately 25% to 40% after 12-
16 weeks of continuous or pulse dose therapy. [19] 

- Topical ciclopirox demonstrates a lower "complete cure" rate (defined as a clear nail and 
negative mycology) of 5.5%-8.5% in patients with onychomycosis after 48 weeks (12 
months) of treatment. [25] 

- In the majority of comparative trials, terbinafine has been more effective than itraconazole in 
the treating onychomycosis, [2, 4-5, 10-11] whereas two studies have shown similar efficacy. [10, 

21]  Two trials comparing pulsed itraconazole with pulsed terbinafine showed similar efficacy 
between the two regimens, although both trials had significant flaws. [31,32] 

- Treatment of toenail onychomycosis with terbinafine plus aggressive debridement was 
compared to treatment with terbinafine alone in 504 patients with moderate-to-severe 
dermatophyte infections.  At the end of study (week 48), only the difference in clinical cure 
rates reached statistical significance (terbinafine + debridement 59.8% vs. terbinafine alone, 
51.4%, p = 0.023). [47] 

 * A post-hoc analysis in patients aged > 65 years from the same trial resulted in similar 
results. [48] 

 * Another analysis from the same trial reported that terbinafine + aggressive debridement 
resulted in improved treatment satisfaction and reduced symptom frequency.[49] 

- There is some data to suggest that terbinafine pulse therapy (daily therapy 1 week a month) 
may be as effective and a less costly alternative to daily therapy. [4,10-11]  However, two 
double-blind, randomized trials suggest that continuous terbinafine treatment is superior to 
pulsed therapy, dosed either 500 mg daily, 1 week per month for 3 months, or 350 mg daily, 
2 weeks per month for 3 months. [33, 34] 

- One small randomized, single-blind trial found pulse itraconazole (200 mg daily for one 
week per month) equivalent to continuous terbinafine (250 mg daily for 12 weeks) as 
measured by rates of mycological cure at 1 year. [46] 

- One open-label, single-blind, randomized trial compared combination therapy with 
ciclopirox nail lacquer plus oral terbinafine with oral terbinafine alone in patients with 
confirmed onychomycosis.  This small trial (N=73) found no significant benefit in 
combining these agents. [35] 

 Long-term Outcomes 

- There is no evidence that assesses treatment outcomes with itraconazole, terbinafine or 
ciclopirox in relation to improvements in functional impairment, such as pain or ability to 
walk. 
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- Pharmacoeconomic analysis suggests that ciclopirox may be a less costly alternative when 
considering extra medical costs associated with lab tests and adverse effects with oral 
therapy. [27] 

- A more favorable side-effect profile for ciclopirox may provide a benefit in patients that 
have an increased risk for systemic side effects or drug-drug interactions. 

- Studies evaluating frequency of relapse are in some cases of short duration. 

 * Itraconazole -- One study reported recurrent nail dystrophy of 17% and mycological 
failure rate of 55% at 2 years after treatment. [20] 

 * Terbinafine -- Relapse rate for terbinafine is approximately 11-18% [1, 23-24] at up to 12 
to 21 months after treatment. [1, 23-24]  In clinical trials, the mean time to overall 
success was 10 months for toenails and 4 months for fingernails. [41] 

 * Ciclopirox -- Reported average relapse rate is 20.7% at up to 6 months following 
discontinuation. [26] 

 

Safety 

- The use of systemic itraconazole and terbinafine is limited by their risk for potential side 

effects and need to be weighed against the risk/benefit ratio in using other therapeutic 

alternatives. 

- On May 9, 2001, the U.S. Food and Drug Administration (FDA) issued a public health 

advisory concerning serious risks associated with the use of Sporanox (itraconazole) and 

Lamisil® (terbinafine): [18] 

 * A Black Box Warning has been issued for Sporanox: [33] 

  Congestive Heart Failure such that "Sporanox (itraconazole) capsules should not be 

administered for the treatment of onychomycosis in patients with evidence of 

ventricular dysfunction such as congestive heart failure (CHF) or a history of CHF. 

Drug Interactions: Coadministration of cisapride, pimozide, quinidine, or dofetilide 

with Sporanox is contraindicated." 
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 * A warning was issued for Lamisil: [43] 

  Rare cases of liver failure, some leading to death or liver transplant, have occurred 

with the use of Lamisil Tablets for the treatment of onychomycosis in individuals with 

and without pre-existing liver disease. In the majority of liver cases reported in 

association with Lamisil use, the patients had serious underlying systemic conditions 

and an uncertain causal relationship with Lamisil. Although ongoing post-marketing 

surveillance and clinical trials have shown no increase in the frequency of these 

adverse events reported, it is important to reinforce the need for proper patient 

selection when considering treatment with Lamisil Tablets. 

- Ciclopirox nail lacquer has a more favorable side effect profile that may be of benefit when 

there is increased risk for systemic side effects or drug-drug interactions with oral therapy. 
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