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Avoid Systemic Antifungals for Chronic Paronychia

BY SHERRY BOSCHERT

San Francisco Bureau

WINNIPEG, MaN. — Chronic parony-
chia is a variety of contact dermatitis that
affects the proximal nail fold, so treating it
with systemic antifungals is not useful, Dr.
Antonella Tosti said at the annual confer-
ence of the Canadian Dermatology Asso-
ciation.

“Most people still believe that chronic
paronychia is a candida infection. It is

>

not,” said Dr. Tosti, professor of derma-
tology at the University of Bologna, Italy.

Instead, it starts with loss of the cuticle
due to trauma or other causes, followed by
irritation, immediate or delayed allergic re-
action, or immediate hypersensitivity to
food ingredients handled by the patient.
Chronic paronychia is a common occupa-
tional problem among food workers, she
said.

With the cuticle gone, environmental
agents penetrate the proximal nail fold,

causing inflammation in the nail matrix.
Yeast and bacteria also may penetrate the
proximal nail fold, leading to secondary
colonization that may produce self-limit-
ed episodes of painful acute inflammation
with pus. A green discoloration of the nail
develops with colonization by Pseudomonas
aeruginosd.

That’s why clinicians may be able to cul-
ture bacteria or yeast, but treating with
systemic antifungals will not cure the pa-
tient because it manages only the sec-
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CH0CH,CH,0H only if the potential benefit justifies the potential risk to the fetus.
Nursing Mothers: It is not known whether topically applied acyclovir is excreted in breast milk.
Systemic exposure following topical administration is minimal.

After oral administration of ZOVIRAX, acyclovir concentrations have been documented in breast
milk in 2 women and ranged from 0.6 to 4.1 times the corresponding plasma levels. These concen-
trations would potentially expose the nursing infant to a dose of acyclovir up to 0.3 mg/kg/day.
Nursing mothers who have active herpetic lesions near or on the breast should avoid nursing.
Geriatric Use: Clinical studies of acyclovir cream did not include sufficient numbers of subjects aged
65 and over to determine whether they respond differently from younger subjects. Other reported
clinical experience has not identified differences in responses between the elderly and younger
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VIROLOGY

Mechanism of Antiviral Action: Acyclovir is a synthetic purine nucleoside analogue with in vitro and
in vivo inhibitory activity against herpes simplex virus types 1 (HSV-1), 2 (HSV-2), and varicella-
zoster virus (VZV).

The inhibitory activity of acyclovir is highly selective due to its affinity for the enzyme thymidine
kinase (TK) encoded by HSV and VZV. This viral enzyme converts acyclovir into acyclovir mono-
phosphate, a nucleotide analogue. The monophosphate is further converted into diphosphate by cel-
lular guanylate kinase and into triphosphate by a number of cellular enzymes. In vitro, acyclovir
triphosphate stops replication of herpes viral DNA. This is accomplished in 3 ways: 1) competitive
inhibition of viral DNA polymerase, 2) incorporation into and termination of the growing viral DNA
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The most common adverse reactions at the site of topical application were dry lips, desquamation,
dryness of skin, cracked lips, burning skin, pruritus, flakiness of skin, and stinging on skin; each
event occurred in less than 1% of patients receiving ZOVIRAX Cream and vehicle. Three patients on
ZOVIRAX Cream and 1 patient on placebo discontinued treatment due to an adverse event.

An additional study, enrolling 22 healthy adults, was conducted to evaluate the dermal tolerance of
ZOVIRAX Cream compared with vehicle using single occluded and semi-occluded patch testing
methodology. Both ZOVIRAX Cream and vehicle showed a high and cumulative irritation potential.
Another study, enrolling 251 healthy adults, was conducted to evaluate the contact sensitization
potential of ZOVIRAX Cream using repeat insult patch testing methodology. Of 202 evaluable
subjects, possible cutaneous sensitization reactions were observed in the same 4 (2%) subjects
with both ZOVIRAX Cream and vehicle, and these reactions to both ZOVIRAX Cream and vehicle were
confirmed in 3 subjects upon rechallenge. The sensitizing ingredient(s) has not been identified.

The safety profile in patients 12 to 17 years of age was similar to that observed in adults.
Observed During Clinical Practice: In addition to adverse events reported from clinical trials, the
following events have been identified during post-approval use of acyclovir cream. Because they are
reported voluntarily from a population of unknown size, estimates of frequency cannot be made.
These events have been chosen for inclusion due to a combination of their seriousness, frequency of
reporting, or potential causal connection to acyclovir cream.

General: Angioedema, anaphylaxis.

Skin: Contact dermatitis, eczema, application site reactions including signs and symptoms of
inflammation.
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Overdosage by topical application of ZOVIRAX Cream is unlikely because of minimal systemic
exposure (see CLINICAL PHARMACOLOGY).
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virus sensitivity testing has not been standardized. Sensitivity testing results, expressed as the con-
centration of drug required to inhibit by 50% the growth of virus in cell culture (ICs,), vary greatly
depending upon a number of factors. Using plaque-reduction assays, the ICs, against herpes simplex
virus isolates ranges from 0.02 to 13.5 mcg/mL for HSV-1 and from 0.01 to 9.9 mcg/mL for HSV-2.
The ICs, for acyclovir against most laboratory strains and clinical isolates of VZV ranges from 0.12 to
10.8 mcg/mL. Acyclovir also demonstrates activity against the Oka vaccine strain of VZV with a mean
ICsq of 1.35 mcg/mL.

Drug Resistance: Resistance of HSV and VZV to acyclovir can result from qualitative and quantita-
tive changes in the viral TK and/or DNA polymerase. Clinical isolates of HSV and VZV with reduced
susceptibility to acyclovir have been recovered from immunocompromised patients, especially
with advanced HIV infection. While most of the acyclovir-resistant mutants isolated thus far from
immunocompromised patients have been found to be TK-deficient mutants, other mutants involving
the viral TK gene (TK partial and TK altered) and DNA polymerase have been isolated. TK-negative
mutants may cause severe disease in infants and immunocompromised adults. The possibility of viral
resistance to acyclovir should be considered in patients who show poor clinical response during
therapy.

CLINICAL PHARMACOLOGY
Pharmacokinetics: Adults: A clinical pharmacology study was performed with ZOVIRAX Cream in
adult volunteers to evaluate the percutaneous absorption of acyclovir. In this study, which included
6 male volunteers, the cream was applied to an area of 710 cm2 on the backs of the volunteers
5 times daily at intervals of 2 hours for a total of 4 days. The weight of cream applied and urinary
excretion of acyclovir were measured daily. Plasma concentration of acyclovir was assayed 1 hour
after the final application. The average daily urinary excretion of acyclovir was approximately
0.04% of the daily applied dose. Plasma acyclovir concentrations were below the limit of detection
(0.01 pM) in 5 subjects and barely detectable (0.014 pM) in 1 subject. Systemic absorption of
acyclovir from ZOVIRAX Cream is minimal in adults.

Pediatric Patients: The systemic absorption of acyclovir following topical application of cream has
not been evaluated in patients <18 years of age.

CLINICAL TRIALS
Adults: ZOVIRAX Cream was evaluated in 2 double-blind, randomized, placebo (vehicle)-controlled
trials for the treatment of recurrent herpes labialis. The average patient had 5 episodes of herpes
labialis in the previous 12 months. In the first study, median age was 37 years (range 18 to 81 years),
74% were female, and 94% were Caucasian. In the second study, median age was 38 years (range
18 to 87 years), 73% were female, and 94% were Caucasian. Subjects were instructed to initiate
treatment within 1 hour of noticing signs or symptoms and continue treatment for 4 days, with
application of study medication 5 times per day. In both studies, the mean duration of the recurrent
herpes labialis episode was approximately one-half day shorter in the subjects treated with
ZOVIRAX Cream (n = 682) compared with subjects treated with placebo (n = 703) (approximately
4.5 days versus 5 days, respectively). No significant difference was observed between subjects
receiving ZOVIRAX Cream or vehicle in the prevention of progression of cold sore lesions.
Pediatric Patients: An open-label, uncontrolled trial with ZOVIRAX Cream 5% was conducted in
113 patients aged 12 to 17 years with herpes labialis. In this study, therapy was applied using the
same dosing regimen as in adults and subjects were followed for adverse events. The safety profile
was similar to that observed in adults.
INDICATIONS AND USAGE

ZOVIRAX Cream is indicated for the treatment of recurrent herpes labialis (cold sores) in adults and
adolescents (12 years of age and older).
CONTRAINDICATIONS

ZOVIRAX Cream is contraindicated in patients with known hypersensitivity to acyclovir, valacy-
clovir, or any component of the formulation.
PRECAUTIONS
General: ZOVIRAX Cream is intended for cutaneous use only and should not be used in the eye or
inside the mouth or nose. ZOVIRAX Cream should only be used on herpes labialis on the affected
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ondary problem, not the primary inflam-
mation, Dr. Tosti said.

Chronic paronychia should be managed
like contact dermatitis is treated, with
hand protection and topical steroids, she
advised. For patients with secondary can-
dida colonization, recommend a high-po-
tency topical steroid at bedtime and a top-
ical antifungal in the morning. “I may use
systemic steroids in severe cases” to pro-
vide fast relief of inflammation and pain,
she added. m

Chronic paronychia is shown before
treatment with topical steroids.

PHOTOS COURTESY DR. ANTONELLA TOSTI

The same patient is shown following
treatment.

Home Use of
Lasers Raises
Safety Questions

CARLSBAD, CALIF. — The home use
of lasers and light sources for hair re-
moval, photorejuvenation, acne treatment,
and other cosmetic procedures is here to
stay, Dr. Melanie C. Grossman said at a
symposium on laser and cosmetic surgery,
sponsored by SkinCare Physicians.

“The major issue [with these devices] will
be safety and efficacy,” said Dr. Grossman,
a dermatologist who practices in New York
City. “Once the devices are in the hands of
consumers, there will be problems.”

Some patients will not follow the in-
structions that come with the devices.
Others will use the devices in concert
with other procedures. “I already see peo-
ple using topicals that are quite strong
coming in with burns after using micro-
dermabrators at home. These side effects
will just increase.”

She said although the proliferation of in-
home devices has not affected her clinical
practice so far, the companies that make in-
home devices may “take our business away
or they may increase consumer awareness
of our business. Most likely, they will
change the nature of our practices.”

—Doug Brunk
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