
July 2015 694 Volume 14  •  Issue 7

Copyright © 2015 ORIGINAL ARTICLES Journal of Drugs in Dermatology

SPECIAL TOPIC

Managing Assessments and Expectations: Patient Responses 
Following Therapy With Efinaconazole Topical Solution, 10% 

Neal Bhatia MD 
Therapeutics Clinical Research, San Diego, CA

Introduction: Successful treatment of onychomycosis is both a clinical and therapeutic challenge. Effective patient education and reas-
surance are critical. This post hoc analysis aims to provide some guidance to physicians based on initial disease severity and influencing 
factors.
Methods: A post hoc analysis of two multicenter, randomized, double-blind, vehicle-controlled studies evaluating the efficacy and 
safety of efinaconazole topical solution, 10% in mild to moderate onychomycosis. Outcomes were assessed based on baseline severity 
(20%-29%, 30%-39%, 40%-49%, and ≥50% affected target toenail).
Results: Overall, the mean percent affected toenail following efinaconazole treatment decreased from 36.4% to 20.6% (a 43% reduc-
tion). The percent reduction in mean percent affected toenail (range, 43.6% to 59.8%) with efinaconazole was similar irrespective of 
baseline severity. Improvement was only seen in the very mildest patients with vehicle and not before week 36. Improvement was 
influenced by gender (females did better) and disease duration (long standing disease responding less well).
Conclusions: Our onychomycosis patients treated with efinaconazole might expect a 50% improvement in their disease within a year, 
and this will be seen as significant by many, especially those who have suffered for many years. Many will do better, but they will need 
to be reminded of the slow growth of the toenail. 
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 ABSTRACT

Onychomycosis remains a major clinical and therapeu-
tic challenge for dermatologists, podiatrists, and other 
healthcare professionals.  The disease is difficult to treat 

effectively and is extremely recalcitrant, but the approach has to 
start with confirming the diagnosis. A progressive disease that 
starts by affecting only one or two toenails, onychomycosis often 
spreads to other toenails, and carries increased risk of secondary 
infection.1 In addition, with relapse or re-infection common occur-
rences a long-term management strategy is needed if the poten-
tial impact of the disease is going to be successfully addressed.2-5 

It is not uncommon for patients to struggle with onychomyco-
sis for several years; waiting until it has advanced to a more 
severe, sometimes debilitating stage, where increased pain and 
discomfort can lead to difficulty in walking or performing daily 
activities, before seeking treatment.6,7 Yet many onychomycosis 
patients will find the prospect of long-term treatment some-
what daunting without effective patient education and ongoing 
reassurance. In healthy young adults, toenails grow at a rate of 
1.62mm per month, therefore a new nail could take over a year 
to grow fully.8 This rate of growth is often decreased in the pres-
ence of peripheral vascular disease, onychomycosis, and in the 
elderly and patients need to be reminded that the nail does not 
grow at the same pace as the skin.  

While generally accepted that they may demonstrate poor com-
pliance as a result, there are limited data within the scientific 

literature.9-11 Ultimately, patients seek a normal-looking nail and 
even with mild onychomycosis they can experience negative 
social or emotional effects and reduced quality of life due to 
the aesthetic appearance of their affected toenails.6,12-14 The pre-
mature perception by patients that an improvement in their 
condition is associated with cure impacts compliance,9 when a 
physician’s long-term goal is to eradicate the causative fungus 
and prevent relapse.

Our study is a post hoc analysis of two large multicenter stud-
ies of the treatment of mild to moderate onychomycosis with 
topical therapy that aims to provide insights into patient out-
comes based on initial disease severity and influencing factors.

 METHODS
Two multicenter, randomized, double-blind, vehicle-controlled 
studies designed to evaluate the efficacy, safety, and tolerabil-
ity of efinaconazole topical solution, 10% relative to its vehicle 
in 1655 male and female patients aged 18 to 70 years with 
mild to moderate toenail onychomycosis.15 Patients who pre-
sented with 20%-50% clinical involvement of the target toenail 
were randomized (3:1) to apply blinded study drug once daily 
to the toenails for 48 weeks.

In this post hoc analysis, patients were categorized based on 
their baseline disease severity. Four groups were assessed – 
those with 20%-29%, 30%-39%, 40%-49%, and ≥50% affected 

JO0715

© 2015-Journal of Drugs in Dermatology. All Rights Reserved. 
This document contains proprietary information, images and marks of Journal of Drugs in Dermatology (JDD). 
No reproduction or use of any portion of the contents of these materials may be made without the express written consent of JDD. 
If you feel you have obtained this copy illegally, please contact JDD immediately.

To order reprints or e-prints of JDD articles please contact sales@jddonline.com

Do Not Copy
Penalties Apply



695

Journal of Drugs in Dermatology
July 2015  •  Volume 14  •  Issue 7

N. Bhatia

(females) and 20.6% (males), a 60% and 44% reduction re-
spectively, see Figure 2A. Differences were less marked with 
respect to age. Younger patients (<45 years old) tended to do 
slightly better, with a mean percent affected target toenail 
of 16.0% following efinaconazole treatment, compared with 
20.2% in the older cohort (P=.185 [<45 years] and P<.001 [≥45 
years] active versus vehicle at week 12; and both P<.001 active 
versus vehicle from week 24, see Figure 2B). Similar findings 
are observed in the assessment of patients with diabetes. 
Those patients where co-existing diabetes was recorded at 

target toenail. Data are presented for the pooled Intent-to-
Treat (ITT) population.

 RESULTS
Subject demographics are summarized in Table 1. The numbers 
of patients in each group assessed were comparable (range, 
279-354). There were no obvious differences in terms of demo-
graphics.

Overall, the mean percent affected target toenail at baseline 
was comparable between efinaconazole and vehicle (36.4% and 
36.7% respectively). Over the duration of the 48-week study, 
and 4-week follow-up the mean percent affected target toenail 
changed very little with vehicle (only a 1% reduction from base-
line to study end). In contrast, the mean percent affected target 
toenail following efinaconazole treatment was 20.6% at week 
52, a 43% reduction (Figure 1).

Improvement in affected target toenail with efinaconazole at 
week 52 was greater in females, although the trajectory for 
the male cohort was similar. Both genders showed significant 
improvement (active versus vehicle) from week 12 (P=.001 
[males] and P=.034 [females] and both P<.001 from week 24). 
At week 52, mean percent affected target toenail was 14.4% 

TABLE 1. 

Subject Demographics: Percent Affected Nail at Baseline (Efinaconazole treated patients, pooled data, ITT population)

Percent Affected Target Toenail 
(%, N-values)

20%-29%
(N=317)

30%-39%
(N=279)

40%-49%
(N=354)

≥50%
(N=286)

Age, y (SD)

   Mean 50.6 (11.9) 51.2 (11.0) 51.9 (11.1) 52.4 (11.4)

   Median 52.0 52.0 53.0 52.0

   Range 18.0-70.0 20.0-71.0 20.0-71.0 22.0-71.0

Sex

   Male 234 (73.8%) 215 (77.1%) 285 (80.5%) 219 (76.6%)

   Female 83 (26.2%) 64 (22.9%) 69 (19.5%) 67 (23.4%)

Ethnicity

   Hispanic/Latino 53 (16.7%) 52 (18.7%) 51 (14.4%) 37 (12.9%)

   Non-Hispanic/Latino 264 (83.3%) 226 (81.3%) 303 (85.6%) 249 (87.1%)

Race

   White 241 (76.0%) 209 (74.9%) 264 (74.6%) 233 (81.5%)

   Black/African American 23 (7.3%) 18 (6.5%) 15 (4.2%) 14 (4.9%)

   American Indian/Alaskan 
Native

1 (0.3%) 1 (0.4%) 1 (0.3%) 0 (0.0%)

   Asian 47 (14.8%) 49 (17.6%) 68 (19.2%) 36 (12.6%)

   Native Hawaiian/Pacific 
Islander

1 (0.3%) 1 (0.4%) 0 (0.0%) 0 (0.0%)

   Other 4 (1.3%) 1 (0.4%) 6 (1.7%) 3 (1.0%)

FIGURE 1. Mean percent affected target toenail (baseline to week 
52). Comparison of efinaconazole and vehicle. Pooled ITT data.
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FIGURE 2. Mean percent affected toenail (baseline to week 52): influence of A: gender (females sold lines, males dashed lines); B: age (<45-
year solid lines, ≥45 year dashed lines); C: co-existing diabetes (diabetes reported solid lines, no diabetes reported dashed lines); D: disease 
duration (1, ≥1 ≤5 years, and >5 years. Pooled ITT data (observed case).

FIGURE 3. Percent change in percent affected target toenail based on baseline disease severity (baseline to week 52, pooled data, observed 
case).
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females has already been reported, although the reasons are 
less clear.18 Male patients may be more difficult to treat, or are 
more likely to present with more severe disease. They may also 
be less compliant. It may be that their toenails just take longer 
to grow out and therefore require longer therapy as suggested 
by the trajectories in our analysis. Although the benefit seen 
in females by week 52 is greater, the net benefit (active minus 
vehicle) is similar to that seen in males.

The importance of treating early onychomycosis (when it may 
be less severe) has been highlighted by other workers.19 Our 
analysis showed greatest benefit with efinaconazole in those 
patients who had suffered from onychomycosis for less than 
a year. Although baseline severity was similar to that of pa-
tients with long-standing disease (mean % nail involvement of 
33.5% compared to 37.2%), it is recognized that patients with 
long-standing disease had more non-target toenails affected.19

So what guidance can we provide our onychomycosis patients 
being treated with a topical antifungal such as efinaconazole 
topical solution, 10%? Firstly, it is important to emphasize that it 
is a long-term solution, aiming to reverse a disease process that 
has been progressively worse for several years. While it could 
take many months for the diseased nail to grow out completely, 
improvements are likely to be noticed as early as 12 weeks, 
especially in females and those with more recent disease. In ad-
dition, patients must be aware of the concomitant management 
strategies essential to keep the disease under control. Aside 
from the confirmation of the diagnosis, this includes proper nail 
care, treatment of recurrent tinea pedis and eradication of the 
nail reservoir of dermatophytes, use of nail polish and potential 
issues with therapies, and the potential for recurrence with non-
adherence to the extent of the treatment course.
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baseline tended to do slightly better (P<.001 active versus ve-
hicle from week 24 [non-diabetic population only] see Figure 
2C). Disease duration seemed to have more of an impact on 
treatment success. Those patients with more recent onycho-
mycosis faired better than those with long-standing disease 
of more than 5 years (P<.001 active versus vehicle of patients 
with disease duration one year or more, see Figure 2D). Fig-
ures 3 show the percent change in percent affected toenail 
from baseline to week 52 by baseline severity. The percent 
change in percent-affected toenail was similar following efi-
naconazole, irrespective of baseline severity. Percent change 
ranged from 43.6% to 50.8% by week 52. In contrast, with 
vehicle, there was no appreciable improvement with a mean 
target toenail involvement of 30% or greater at baseline. Only 
in patients with less than 30% target toenail involvement at 
baseline was some improvement seen with vehicle, although 
not apparent before week 36.

 DISCUSSION
Patients suffering from onychomycosis can often face many 
weeks of treatment before noticeable improvement in their 
toenails is seen. Being able to provide patients with both reassur-
ance and realistic expectations in the early weeks of treatment 
are important if we are to ensure longer-term success.

Clinical trial data can provide the dermatologists with guid-
ance in terms of which treatments are likely to be the more 
successful, but efficacy outcomes based on complete cure are 
felt by some to be unrealistic and not so helpful in the real 
world.16,17

In this study we assessed the degree of improvement over time 
and aimed to identify factors that might influence the appear-
ance of the toenail. Our study suggests that patients might 
expect a 50% improvement in their affected target toenail 
within one year irrespective of baseline severity. Clinical data 
suggests almost 1 in 5 patients (18.5%) will be recognized as 
complete cures.18 Over the duration of the studies, treatment 
with efinaconazole led to a 43% mean improvement of the tar-
get toenail, which will be seen as significant by many patients. 
In contrast, the mean percent involvement of the target toenail 
treated with vehicle did not change, apart from in the group of 
patients with relatively mild disease (less than 30% target toe-
nail involvement) where there was some small improvement 
from week 36. Mean data suggest that the degree of improve-
ment was not influenced by baseline severity; with almost half 
of the affected nail growing out at the end of the study in pa-
tients treated with efinaconazole. 

Improvement in the appearance of the nail did seem to be influ-
enced by gender and disease duration, so it is likely that female 
patients and those with more recent disease will see improve-
ment much quicker. The greater efficacy of efinaconazole in 

"Being able to provide patients 
with both reassurance and realistic 
expectations in the early weeks of 
treatment are important if we are to 
ensure longer-term success. "

JO0715

© 2015-Journal of Drugs in Dermatology. All Rights Reserved. 
This document contains proprietary information, images and marks of Journal of Drugs in Dermatology (JDD). 
No reproduction or use of any portion of the contents of these materials may be made without the express written consent of JDD. 
If you feel you have obtained this copy illegally, please contact JDD immediately.

To order reprints or e-prints of JDD articles please contact sales@jddonline.com

Do Not Copy
Penalties Apply



698

Journal of Drugs in Dermatology
July 2015  •  Volume 14  •  Issue 7

N. Bhatia

 REFERENCES
1. Seebacher C, Brasch J, Abeck D, et al. Onychomycosis. Mycoses. 

2007;50:321-327.
2. Gupta AK, Simpson FC. New therapeutic options for onychomycosis: an up-

date Expert Opin Pharmacother. 2012;13(8):1131-1142.
3. Gupta AK, Daniel CR: Onychomycosis: Strategies to Reduce Treatment Fail-

ure and Recurrence.  Cutis. 1998;62:189-191.
4. Gupta AK, Daniel CR: Factors that may affect the response of Onychoymosis 

to oral antifungal therapy. Australas J Dermatol. 1998;39(4):222-224.
5. Daniel CR, Piracinni BM, Tosti A: The Disappearing Nail Bed: A possible out-

come of Onycholysis. Cutis 2005;76:325-327.
6. Elewski BE. The effect of toenail onychomycosis on patient quality of life. Int 

J Dermatol. 1997;36:754-756.
7. Drake LA, Scher RK, Smith EB, et al. Effect of onychomycosis on quality of

life. J Am Acad Dermatol. 1998;38 (5 Pt 1):702–704.
8. Yaemsirl S, Hou N, Slining MM, et al. Growth rate of human fingernails and

toenails in healthy American young adults. J Eur Acad Dermatol Venereol.
2010;24(4):420-423.

9. Hu Y, Yang LJ, Wei L, et al. Study on the compliance and safety of the oral
antifungal agents for the treatment of onychomycosis. Zhonghua Liu Xing
Bing Xue Za Zhi. 2005;26(12):988-991. 

10. Zhou ZL, Zhang JP, Wang XM, et al. Compliance of the patients and related
influential factors on the topical antifungal treatment of onychomycosis.
Zhonghua Liu Xing Bing Xue Za Zhi. 2011;32(7):720-723. 

11. Effendy I, Kolczak H, Friederich HC. Noncompliance relevant variables in
patients with onychomycosis. Wien Med Wochenschr. 1989;139(15-16):356-
359.

12. Szepietowski JC, Reich A; for the National Quality of Life in Dermatology
Group. Stigmatisation in onychomycosis patients: a population-based study.
Mycoses 2008;52 (4):343–349.

13. Szepietowski JC, Reich A, Wozniak M, et al. Evaluation of quality of life in
patients with onychomycosis using the Polish version of Dermatology Life
Quality Index, Mikol Lek. 2006;13:193–198.

14. Belyayeva E, Gregoriou S, Chalikias J, et al. The impact of nail disorders on
quality of life. Eur J Dermatol. 2013;23(3):336-371.

15. Elewski BE, Rich P, Pollak R, et al. Efinaconazole 10% solution in the treat-
ment of toenail onychomycosis: two phase 3 multicenter, randomized, dou-
ble-blind studies. J Am Acad Dermatol. 2013;68:600-608.

16. Scher RK, Tavakkol A, Sigurgeirsson B et al. Onychomycosis: diagnosis and
definition of cure. J Am Acad Dermatol. 2007;56:939–944. 

17. Elewski BE. A full ‘‘cure’’ for onychomycosis is not always possible. Arch 
Dermatol 1999;135:852–853.

18. Gupta AK, Elewski BE, Sugarman JL, et al. The efficacy and safety of efina-
conazole 10% solution for the treatment of mild to moderate onychomyco-
sis: a pooled anaylsis of two phase 3 randomized trials. J Drugs Dermatol.
2014;13(7):815-820.

19. Rich P. Efinaconazole topical solution, 10%: the benefit of treating onycho-
mycosis early. J Drugs Dermatol 2015;14(1):58-62.

AUTHOR CORRESPONDENCE

Neal Bhatia MD 
E-mail:................……................................. bhatiaharbor@gmail.com

JO0715

© 2015-Journal of Drugs in Dermatology. All Rights Reserved. 
This document contains proprietary information, images and marks of Journal of Drugs in Dermatology (JDD). 
No reproduction or use of any portion of the contents of these materials may be made without the express written consent of JDD. 
If you feel you have obtained this copy illegally, please contact JDD immediately.

To order reprints or e-prints of JDD articles please contact sales@jddonline.com

Do Not Copy
Penalties Apply




