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T O O L S  F O R  P R A C T I C E

Tools for Practice articles in Canadian Family Physician are adapted from articles published on the Alberta College of Family Physicians (ACFP) website, summarizing 
medical evidence with a focus on topical issues and practice-modifying information. The ACFP summaries and the series in Canadian Family Physician are coordinated 
by Dr G. Michael Allan, and the summaries are co-authored by at least 1 practising family physician and are peer reviewed. Feedback is welcome and can be sent to 
toolsforpractice@cfpc.ca. Archived articles are available on the ACFP website: www.acfp.ca.

Clinical question
How effective are treatments for mild to moderate 
adult toenail onychomycosis?

Bottom line
Up to 45% to 60% of patients taking oral treat-
ments, 6% to 23% using topical treatments, and less 
than 10% taking placebo will be “cured” after about 
1 year. Topical treatments should be reserved for 
cases with minimal (≤ 40%) nail involvement.

Evidence
• Oral agents: In a meta-analysis of 43 RCTs of 9730 

patients taking oral agents1 (eg, about 60% to 70% nail 
involvement,2 12 to 16 weeks of treatment3), the rates 
of clinical cure after 4 months to 2 years of follow-up 
were as follows:

 - In 8 RCTs, rates were 48% for terbinafine and 6% for 
placebo (number needed to treat [NNT] of 3).

 - In 9 RCTs, the rate was 31% for “azoles” (mostly itracon-
azole) and 1.4% for placebo (NNT = 4).

 - In 15 RCTs, rates were 58% for terbinafine and 46% 
for azoles (NNT = 9).

• Topical ciclopirox: In 3 RCTs of 928 patients (48 weeks 
of treatment and about 40% nail involvement),4,5 
“cure” (mycologic and clinical cure) rates were 6% to 
8% with topical ciclopirox and 0% to 1% with placebo 
(NNT = 15 to 23).

• Topical efinaconazole: In 2 identical RCTs of 1655 
patients (48 weeks of treatment, assessed at 52 weeks, 
about 40% nail involvement),6 the cure rate was about 
16% and about 4% with placebo (NNT of about 9).

 -In an RCT of 135 patients, after 36 weeks’ treatment 
and 4 weeks’ follow-up (about 40% nail involvement),7 
the cure rate was about 22% (9% with placebo; NNT = 8).

Context
• British guidelines suggest laboratory confirmation 

before treatment,8 but only half of Canadian guidelines 
recommend this.9 Culture results take several weeks 
and have about a 35% false-negative rate.10 Fungal 
stains alone have low sensitivity.10

• Canadian guidelines suggest topical efinaconazole 
(< 20% nail involvement), efinaconazole with or with-
out oral terbinafine (20% to 60% involvement or for > 3  
nails), and oral terbinafine (> 60% involvement).9

• The risk of terbinafine-induced liver injury is about 1 
in 50 000 to 120 000 prescriptions.11

• Terbinafine treatment without confirmatory testing is 
likely the most cost-effective approach.12

• Although not always statistically different, some RCTs 
found clinical improvement with 4- to 6-month com-
pared with 3-month oral treatment regimens.3,13

Implementation
Owing to the slow growth of toenails and lengthy time 
for “normal” nails to regrow, it can be difficult to deter-
mine the optimal length of therapy. Marking the nail at the 
proximal edge of infection after 3 to 4 months of oral ther-
apy allows for monitoring of success. Ask the patient to 
return if the infection moves proximal to the mark or does 
not grow out after 12 to 18 months.14 Those with persis-
tent infection might benefit from prolonged treatment.     

Dr Lindblad is Knowledge Translation and Evidence Coordinator for the Alberta College 
of Family Physicians and Associate Clinical Professor with the PEER (Patients, Experience, 
Evidence, Research) Group in the Department of Family Medicine at the University of Alberta in 
Edmonton. Ms Jardine is a pharmacist in Peace River, Alta. Dr Kolber is Professor with the PEER 
Group in the Department of Family Medicine at the University of Alberta.

Competing interests
None declared

The opinions expressed in Tools for Practice articles are those of the authors and do not nec-
essarily mirror the perspective and policy of the Alberta College of Family Physicians.

References
1. Kreijkamp-Kaspers S, Hawke K, Guo L, Kerin G, Bell-Syer SEM, Magin P, et al. Oral antifungal medica-

tion for toenail onychomycosis. Cochrane Database Syst Rev 2017;(7):CD010031.
2. Evans EG, Sigurgeirsson B. Double blind, randomized study of continuous terbinafine compared with 

intermittent itraconazole in treatment of toenail onychomycosis. BMJ 1999;318(7190):1031-5.
3. Drake LA, Shear NH, Arlette JP, Cloutier R, Danby FW, Elewski BE, et al. Oral terbinafine in the treatment 

of toenail onychomycosis: North American multicenter trial. J Am Acad Dermatol 1997;37(5 Pt 1):740-5.
4. Gupta AK, Fleckman P, Baran R. Ciclopirox nail lacquer topical solution 8% in the treatment of toenail 

onychomycosis. J Am Acad Dermatol 2000;43(4 Suppl):S70-80.
5. Baran R, Tosti A, Hartmane I, Altmeyer P, Hercogova J, Koudelkova V, et al. An innovative water- 

soluble biopolymer improves efficacy of ciclopirox nail lacquer in the management of onychomyco-
sis. J Eur Acad Dermatol Venereol 2009;23(7):773-81. Epub 2009 May 4.

6. Elewski BE, Rich P, Pollak R, Pariser DM, Watanabe S, Senda H, et al. Efinaconazole 10% solution in 
the treatment of toenail onychomycosis: two phase III multicenter, randomized, double-blind stud-
ies. J Am Acad Dermatol 2013;68(4):600-8. Epub 2012 Nov 20.

7. Tschen EH, Bucko AD, Oizumi N, Kawabata H, Olin JT, Pillai R. Efinaconazole solution in the treatment 
of toenail onychomycosis: a phase 2, multicenter, randomized, double-blind study. J Drugs Dermatol 
2013;12(2):186-92.

8. Ameen M, Lear JT, Madan V, Mohd Mustapa MF, Richardson M. British Association of Dermatologists’ 
guidelines for the management of onychomycosis 2014. Br J Dermatol 2014;171(5):937-58.

9. Gupta AK, Sibbald RG, Andriessen A, Belley R, Boroditsky A, Botros M, et al. Toenail onychomycosis— 
a Canadian approach with a new transungual treatment: development of a clinical pathway. J Cutan 
Med Surg 2015;19(5):440-9. Epub 2015 Apr 9.

10. Gupta AK, Versteeg SG, Shear NH. Onychomycosis in the 21st century: an update on diagnosis, epide-
miology, and treatment. J Cutan Med Surg 2017;21(6):525-39. Epub 2017 Jun 22.

11. Kramer ON, Albrecht J. Clinical presentation of terbinafine-induced severe liver injury and the value of 
laboratory monitoring: a critically appraised topic. Br J Dermatol 2017;177(5):1279-84. Epub 2017 Oct 11.

12. Mikailov A, Cohen J, Joyce C, Mostaghimi A. Cost-effectiveness of confirmatory testing before treat-
ment of onychomycosis. JAMA Dermatol 2016;152(3):276-81.

13. Heikkilä H, Stubb S. Long-term results in patients with onychomycosis treated with terbinafine or 
itraconazole. Br J Dermatol 2002;146(2):250-3.

14. RxFiles. Onychomycosis treatment and the antifungal drug chart. Saskatoon, SK: Saskatoon Health 
Region; 2010.

This article is eligible for Mainpro+ certified Self-Learning credits. To earn 
credits, go to www.cfp.ca and click on the Mainpro+ link.

La traduction en français de cet article se trouve à www.cfp.ca dans la 
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