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In Onychomycosis

Onychomycosis with matrix
Involvement: combined topical
and oral treatments or oral
treatment alone?

By Osvaldo Correia, MO PhD, Centro Dermatologia Epidermis, Porta, Fortugal,

A recent large European study
showed that the prevalence of
onychomycosis may be as high as
20%, with dermatophytic infections
being  the most  frequent’.
Onychomycosis is more than a
cosmetic problem: it entailz physical
and psychological effects and in
many instances it is a debilitating
disease. Current treatment strategies
can include topical, oral and a
combination of both treatments. The
therapeutic choice depends on
various factors: severity, localization
and extent of disease and underlying
condition of the patient. A
consensus guidelines paper has
recently been published®.  These
guidelines  recommend  topical
monotherapy when <50% of the
nail iz affected without matrix area
involvement.  Oral monotherapy or
combination therapy is indicated
when =50% of the nail. including
the matrix area, is involved. When
topical drug transport is suboptimal,
as in dermatophytoma, chemical or
mechanical removal should be
considerad.

When topical monotherapy s
recommended we should consider
that efficacy depends on penetration
and persistence of the drug.
Amorolfine 5%  nail  lacquer
demonstrated  superior fungistatic
and fungicidal activity against

dermatophytes than ciclopirox 8952
Cure rates (i.e. completely normal
nail and negative mycological
examination) were disappointing
with tioconazole 28% solution, but
higher for ciclopirox 8% and higher
still for amorolfine 5% nail lacquer.
Indeed, the clinical efficacy of the
latter drug has been reported to be
as high as BO% for fingernails and
76% for toenails (in onychomycosis
without matrix involvernent)? and it
has also been proved that is the
more cost-effective topical
treatment®,

Oral antifungal drugs are more
effective than topical treatments;
however they are more expensive
and carry a higher risk of systemic
adverse effects. Terbinafine and
itraconazole are the drugs most
commanly used in monotherapy for
dermatophytic onychomycosis with
matrix  involvement.  Although
mycological  success  is  higher,
clinical SUCCess rates for
monctherapy are just 35-50% for
terbinafine  and  25-40%  for
itraconazole?. Combined topical and
oral therapy therefore will most likely
improve prognosis and reduce the
time of exposure to systemic
therapy.

Combination therapy is usually
considered when a high proportion
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of the nail plate is affected (=50%)
and/or when the matrix area is
involved;,  however a  recent
publication adds credence to the
argument for more widespread use
of combination therapy®. The paper,
entitled  "Efficacy and safety of
amorolfine nail lacquer with oral
terbinafine vs. oral terbinafine alone in
the treatment of onychomycosis with
matrix  involvement” was  an
international open-label, mulkicentre,
randomised, parallel group study of
249 patients with a diagnosis of
subungual onychomycosis  affecting
at least one great toenail with matrix
involvement.  Subjects  received
randomly either amaorolfine 5% nail
lacquer once weekly for 12 months
in combination with oral terbinafine
250 mg once daily during the first 3
months of the study (120 patients)
or oral terbinafine 250 mg alone
once daily over a treatment period of
3 months (129 patients). After the
treatment period, patients were
followed up for 6 months if they
were treated with the combination
and 15 months if they had received
terbinafine as monatherapy. Overall
response (success rate), defined as
the combination of clinical cure and
negative mycology, was 57.5% with
the combination treatment at month
15 and 59% at month 18 compared
to 46% and 45% for terbinafine
alone at months 15 and 18,
respectively, and the difference was
statistically significant. Two adverse
effects were found related to
amorolfine and 32 patients (12.9%
of the total) of the patients
experienced adverse effects related
to terbinafine and in 2.8% of them
this led to discontinuation of the
treatment.

This study is an amorolfine phase [V
study and was performed according

to both Goodman & Gilman's
principles of therapeutics® and the
methodology recently proposed for
clinical trial designs far
onychomycosis’,

Analysis of the randomized study
shows that indeed there was careful
diagnosis of onychomycosis with
matrix involvement and it includes
clear definitions and results of
mycological, clinical and overall
response (success rate), all in favour
of combination treatment.

This study confirms previous studies
on the efficacy of combination
therapy on onychomycosis with
matrix involvement: Baran et al
dermonstrated  that amorolfine plus
terbinafine cormpared with terbinafine
alone gives an overall response of
72.3% for combination treatment
compared to  37.5% for oral
monotherapy? and Lecha et al
demonstrated higher mycological
cure rates in patients treated with
itraconazole for 12 weeks plus
amorolfine 5% for 24 weeks
(93.99%) compared with itraconazole
alone for 12 weeks (68.8%). This
study showed that combination
treatment was more cost-effective
than monotherapy

Indeed, although it may initially
appear to be an expensive option
because two drugs are prescribed
simultaneously, combination therapy
is both cost-saving and cost-effective
compared to oral treatment alone.
This is true for both oral drugs,
namely terbinafine or itraconazole
pulse therapy®,

Combination therapy is associated
with a wider antifungal spectrum
than monotherapy and confers
possible synergy. This gives raise to
rapid and higher cure rates and



reduction in duration of systemic
drug exposure, resulting in fewer
side  effects, A decreased
probability of resistant fungal strains
emerging is a further benefit of this
approach?,

It is this author's conviction that

combination  topical  and  oral
treatments, either oral pulse
terbinafine  or itraconazole or
continuous  oral  treatment  as

proposed by Baran et af®  will
become the gold standard therapy
for onychomycosis  with  matrix
involvement. The following
examples (Figures 1-6)
demonstrate the effect of combined
treatment on onychorycosis  with
matrix involverment by
dermatophytic infection,
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Figure 1 - Before trastment: aral:
terbinafine 250 mgfday (2B days x4
manths): topical urea 50%, amoroffine
ance a week x| year

Figure 2 - Aftar treatment: 18 months
aftar tha beginning of the treatment

Figura 3 - Before trastment: oral:
iraconazole 200 mgfday during 1
waak x4 months: topical: urea S0%,
amoanoffine onca a wesk x 1 yaar

Figure 4 - Aftar trestment: 18 months
aftar tha beginning of the treatment

Figur= & - Before treatment: aral;
itraconazole 200 mgiday during
1 weak x 4 months: topical uraa 0%,
amarolfine onca a wesk x 1 yaar

Figure & - Aftar treatment: 18 months
aftar the beginning of the treatment
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Efficacy and
safety of
amorolfine nail
lacquer iIn
combination
with oral
terbinafine
versus oral
terbinafine
alone in the
treatment of
onychomycosis
with matrix
involvement

By Dr Robert Baran, Nail Disease
Centre, Cannes, France

Onychomycosis is the most common of
infectious  diseases  involvin nails
representing about 15-40% of all nail
problems™. — Although it is not a lite-
threatening condition it is associated with a
significant degree of morbidity for the
majority  of individuals  that  require
treatment. A number of studies identified
that onychomycosis has a significant impact
on many aspects of patient quality of life™,

Amorolfing is an antifungal drug (with a
dual fungistatic and fun icida[gactivitg.r]l
belonging to the class of phenylpropyl
iperadine and -morphaoline derivatives that
ave activity aglalnst certain fungi that are
pathogenic to plants, animals and humans®.
Amerolfine 5% nail lacquer is indicated for
onychomycosis without matrix involvement,
Previcus studies have demonstrated a
significant clinical response  (cure  +
improvement) in onychomycosis without
matriz involverment: 76% in toenails and
80% in fingernail intections®. Terbinafine is
a systemic treatment tor onychomycosis
with fung}:mdal Eropertles, especially on

dermatophytes. It is highly effective in the
treatment ~ of  defmatophyte  nail
diseases™"

In a pilot-study the combination of

terbinatine 250 mF daily for 3 months and
amarolfine 5% nail lacquer once weekly for
15 months demonstrated a clear benefit
over terbinafine alone for 3 months with
complete cure rates of 84% and 42%
respectively™,

Study aims and methods

This was an international open-label,
multicentre, randomised parallel-group
study with the objective of assessing the
efficacy profile of a combination of
amoroltine 5% nail lacquer and  oral
terbinafine 250 mg  compared to
monctherapy  treatment  with  oral
terbinafine’ ~ in the  treatment  of
dermatophytic onychomycosis.  Suitable

subjects for the sIud?r were aged between
187and 70 years of age and had been
diagnosed with subungual ocnychomycosis
affecting at least one great toenail with
matrix invalvernent.

A total of 249 subjects were randomly
assigned to one of two treatment groups -
demaographic characteristics and history of
anychorycosis were similar between the
two groups. 120 subjects received
amoralfine 5% nail lacquer once weekly for
12 maonths in combination with “oral
terbinatine 250 mg once daily during the
tirst three months of the study — The
remaining 129 subjects received oral
terbinafine 250 mg alone once daily over a
treatment pericd of three months.

The primary efficacy criterion was “overall
response” (defined as the combination of
clinical cure and negative mycology) at the
end of the study (Manth 181. Other
efficacy parameters were “complete clinical
cure” ﬁ]n entirely grown healthy nail) and
"success” (clinical cure with negative direct
microscopy  and negative  mycology).
“Failure" was defined as a tailure of one of
clinical and mycological cures.  Evaluation
took place at Baseline visit and every three
months until the end of the study
(at Maonth 18).

After the treatment period, subjects were
tollowed up (without any treatment) for six
months it they were treated with the
combination, and 15 months it they had
received  terbinatine  as  monctherapy.
Follow up assessment recorded the
incidence of any adverse events and
assessed efficacy criteria including clinical
response (rated as failure, improvement or
cured) and mycological cure (KOH and
negative culture).

Results

The demographic characteristics of the
249 subjects were similar between the two
treatment groups with 32.1% of females

Tabta 1 Dernographics and baseline disease data
- Amorolfine
Terbinafine R
5%/ Terbinafine Taital
250mg/day 250mg/day
Hi%) 128 (100%) 120 {100%) 2493 {100%)
Render Mak B7 [E7.4%) B2 [B2.3%) 169 (67 .5%)
Female 42(3268%) 38 (31.7%) B0 (32.1%)
hae (in years) Mgan + 5d TAL126 #HB2133 473:124
WhiteCauzasaid | 126 (97 .7%) 115 (95.68%) 241(56.8%)
Rae BlakMegoid | 2 [16%) 201.7%) 4(18%)
'fl?"f*\'-'HUFIEUblﬂ 1108%) 21.7%) 301.2%)
Other or mibsed 11(08%) 1{0.4%)
Culty Hegative 3(23%) 217%) 5{2.0%)
wihure Posflive 126 (97.7%) 116(98.3%) 244(93.3%)
Diirect microscopy Pasifive 129 {100%) 120(100%) 243 (100%)
Mycological examinatian Positive 129 (100%) 120(100%) 243 {100%)
% Total diszased surface Mezn+ 5TO 254717 253 4167 2442184




and a mean age of about 47 years in both
groups. More than 95% in both groups
were White/Caucasian (Table 1).

In terms of the primary efficacy criterion,
overall responses were in favour of the
combination therapy by Month 15

=0.074) and significantly in favour at

onth 18 [E=D.O 04), Success rates
reached 57.5% with the combination at
Month 15 and 59% at Month 18; for
terbinafine alone, surcess rates were 46%
and 45% at Months 15 and 18 respectively
(Figure 1).

Clinical cure rate was also statistically in
favour of combination therapy at Month 18
(p=0.0374) with 66.7% of the sub{ects
being cured, compared to 53.5% of those
treated with terbinatine alone (Figure 2).

Direct microscopy did not show  any
statistically significant difference between
the two treatment schemes; however the
combination showed that somewhat more
subjects had negative results (B9.2%)
compared to the monotherapy group
(B1.2%) (Figure 3).

Results for the mycological culture
demonstrated  signiticant”  treatment
ditferences during_ne_ whole treatment in
fanour of the combination of amarolfine and
terbinafine, However, after amorolfine was
stopped at Month 12, a reappearance of
fungi {up to 12% of subjects at Month 18)
was recorded (Figure 4{.

In the evaluation of treated diseased nail
surfaces, both treatment groups showed a
high reduction from baseline tor each
subsequent evaluation (more than 90%
from Month 9@ onwards), Although there
was no statistically signiticant difterence, a
numerical  superior  trend  could  be
dermonstrated for the combination with a
mean decrease of 85% wversus 78.5% for
the terbinafine group at Manth 13.

Safety

Two (0.8%) subjects experienced two
adverse events related to amorolfine in the
combination group and a total of 32
(12.9%) subjects experienced 40 adverse
events related to terbinafine.  Adverse
events  leading to permanent
discontinuation  of  study  medication
occurred in seven (2.8%) subjects: three
(2.3%) in the terbinafine monotherapy
group and four {3.3%) in the combination
qroup.

Conclusions

This study demaonstrated that there was an
enhanced efficacy in terms of “overall
responsa” when amorolfine 5% nail lacquer
is used in combination with terbinafine 250
mg in the treatment of dermatophytic
toenail  onychomycosis  with  matrix
involvement as compared to terbinafine
alone.
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