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TARGET AUDIENCE

This educational activity has been devel-
oped for dermatologists and other health
care professionals involved in the diag-
nosis and management of skin disorders
for which immune response modifier
(IRM) therapy might be considered.

EDUCATIONAL NEEDS

Skin disorders related to photodamage
pose a major health issue that has impli-
cations involving morbidity, mortality,
and health resource utilization. Various
types of destructive therapies offer the
potential for high cure rates for lesions
such as actinic keratoses. However, the
therapies are not 100% effective, do not
eliminate the risk of recurrence, and can
cause scarring that patients often find
unacceptable. Because photodamage to
the skin arises over a long period of
time, many patients may not be good
candidates for destructive therapies.

Topical and systemic therapies appeal to
many patients seeking less invasive alter-
natives to conventional approaches to
treatment. However, some of these ther-
apies have yielded mixed results. Re-
cently, IRM therapy has evolved as an-
other option for management of actinic
keratosis, superficial basal cell skin can-
cer, and possibly other lesions associated
with photodamage.

In this supplement to SKIN & ALLERGY
NEWs, dermatology specialists share clin-
ical case experiences that illustrate the
application of IRM therapy in varied
skin diseases.

LEARNING OBJECTIVES

Upon completion of this educational

activity, participants should be able to:
* identify and describe therapeutic

options for skin diseases caused by

photodamage.

describe the results of a clinical ap-

plication of IRM therapy for a pa-

tient with actinic keratosis.

discuss one clinician’s experience

with an IRM as therapy for recalci-

trant plantar warts.
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Management of Malignant and
Premalignant Skin Lesions

Introduction

Stephen K. Tyring, MBA, MD, PhD

umulative

exposure to

sunlight and
artificial forms of ul-
traviolet light have a
major influence on
skin aging and the
risk of cutaneous
malignancy. Patients
often do not recog-
nize the hazards of

presenting complaint
in dermatology and
primary care prac-
tices. In one study of
dermatology clinical
practice,  approxi-
mately 14% of pa-
tients presenting to
dermatology clinics
had evidence of ac-
tinic keratosis.> The

excessive sun expo-
sure until years after
the initial insult to
the skin. Overt cuta-
neous manifestations
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rate of transformation
to squamous cell car-
cinoma is approxi-
mately 1% per year.
However, estimated

of sun damage typi-

Houston

rates of transforma-

cally do not appear
until 15 to 20 years after the orig-
inal damage.

The cumulative effects of years
of excessive sunlight exposure
come in a variety of forms, ie,
rhytides, lentigines and changes in
pigmentation, actinic keratoses,
telangiectasias, and ecchymoses.
Malignant lesions of the skin asso-
ciated with photodamage include
basal cell carcinoma, squamous
cell carcinoma, lentigo maligna,
and melanoma. Lesions may be
accompanied by skin atrophy, in-
elasticity, and wrinkling. The skin
also may become redundant, dry,
coarse, and yellowed.!?

Premalignant and

Malignant Skin Lesions
Actinic keratoses present as flat or
slightly raised scaling lesions that
range between red and brown in
color.The condition is a common

tion vary considerably,
ranging from 0.0075% at 1 year
for a patient with a single lesion to
6% to 10% at 10 years for a patient
with multiple actinic keratoses.*
Basal cell carcinoma accounts
for about 80% of all skin can-
cers.? A lesion typically appears as
a nonhealing plaque or papule,
characterized by a translucent
border and telangiectasia. Most
basal cell skin cancers have a
good prognosis, as the 5-year
survival rate is about 95%.°
Squamous cell carcinoma ac-
counts for most of the remainder
of nonmelanoma skin cancers. In
contrast to basal cell skin cancer,
squamous cell carcinoma can
metastasize. The incidence of this
type of skin cancer has increased
by as much as 200% in the past
20 years.”8 The presence of mul-
tiple actinic keratoses increases
the risk of progressive squamous

cell carcinoma by 10- to 50-fold.”

Treatment Options

A variety of surgical and nonsur-
gical therapies have demonstrat-
ed varying degrees of efficacy of
the management of premalignant
and malignant skin lesions. The
treatment options fall into broad
categories of surgical and abra-
sive/destructive methods and
nonsurgical interventions.

Surgery and Abrasive/
Destructive Techniques
Mohs microsurgery has proven
to be highly effective in the treat-
ment of basal cell carcinoma,
high-risk squamous cell carcino-
ma, and selected cases of malig-
nant melanoma. When applied
appropriately, Mohs surgery of-
fers cure rates ranging between
95% and 99%.1°

Cryosurgery has resulted in
cure rates approaching 99% for
actinic keratoses.!! Favorable re-
sults also have been reported
from selected patients with basal
cell and squamous cell carcino-
ma. Recurrence rates of 1% to
10% have been reported for low-
risk basal cell carcinoma and 10%
for squamous cell carcinoma.'?
The technique has a more favor-
able scar profile than some other
surgical and abrasive/destructive
techniques, but use of cryo-
surgery precludes acquisition of a
biopsy specimen to assess the ad-
equacy of treatment.

Continued on page 4
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Management of Patient With a
Crusted Papule on the Nose

he dermato-
logic toll of
excessive ex-

posure to sunlight
continues to mount
despite  widespread
recognition of the
hazards and the avail-
ability of simple, in-
expensive prophylaxis
in the form of topical
sunscreens, protective
clothing, and limita-
tions on sun expo-
sure. More than
1 million new cases
of skin cancer are di-
agnosed each year,!

Robert T. Brodell, MD
Professor of Internal
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(IRM)  imiquimod
has US Food and
Drug Administration
(FDA) approval for
treatment of both ac-
tinic keratosis and su-
perficial basal cell skin
cancer. In two phase
III vehicle-controlled
clinical trials involv-
ing patients with
actinic keratosis, im-
iquimod 5% topical
cream reduced lesion
counts by 87% com-
pared to 14% in the
control group, and
the clearance rate in

including 62,000 cas-

the two studies com-

es of melanoma, the fastest-grow-
ing category of cancer over the
past 10 years.?

In addition to the threat of ma-
lignancy, photoaging robs the
skin of its natural elasticity and
tone, and a variety of neoplastic
and hyperplastic skin lesions arise
as a consequence of too much
exposure to the sun. Actinic ker-
atosis represents one of the most
common dermatologic manifes-
tations of photodamage. A pre-
cancerous lesion, actinic keratosis
occurs in almost 20% of adults in
the United States® and accounts
for 47 million visits to dermatol-
ogists’ offices each year.*

Historically, cytodestructive
therapies have formed the basis
for treatment of actinic keratosis,’
providing cure rates as high as
99%.° However, the number of
effective nonsurgical treatment
options has increased in recent
years, and a growing proportion
of patients affected by actinic and
other sun-related skin lesions
have begun to opt for these top-
ical and systemic therapies. The
anti-DNA  thymidine analog
5-fluorouracil has the longest his-
tory in the topical treatment of
actinic keratosis, but other agents
that have shown promise include
retinoids, cytokines, and topical
preparations of nonsteroidal anti-
inflammatory drugs.®

The immune response modifier

bined was 48% with imiquimod
versus 7% with vehicle.”

Imiquimod also has FDA ap-
proval for treatment of superficial
basal cell carcinoma. Two identi-
cal randomized clinical trials
demonstrated clearance rates of
about 75% after 12 weeks. In an-
other study, imiquimod treat-
ment led to a 12-week clearance
rate of 90% and 1-year clearance
rate of 84%.3

The IRM also has demonstrat-
ed efficacy for treatment of
nodular basal cell carcinoma. In
two phase II studies, daily appli-
cation of imiquimod led to clear-
ance in 71% of patients treated
for 6 weeks and 76% of patients
treated for 12 weeks.? Another
12-week study showed complete
clearance in 53% of patients and
partial clearance in 37%.'°

The following clinical case
typifies the clinical experience of
many physicians in treating basal
cell carcinoma at the margins of
biopsy specimens.

Clinical Case

A 60-year-old female patient pre-
sented with a 2-mm crusted, tan-
colored papule on the left ala
nasi. Physical examination of the
lesion led to a differential diagno-
sis of hypertrophic-type actinic
keratosis, ruling out basal cell car-
cinoma. A shave biopsy was per-
formed, and the patient began

Robert T. Brodell, MD

empiric treatment with polymyx-
in B/bacitracin ointment BID.
Histopathology subsequently re-
vealed an eroded nodular basal
cell carcinoma that filled the der-
mis of the entire specimen and
extended to all margins.

The patient returned 2 weeks
later, and traditional treatment
with Mohs surgery or excisional
surgery was discussed (Figure 1).

Figure 1. Wound Following
Shave Biopsy

Histopathology demonstrated
that the basal cell carcinoma
was not completely excised.

The discussion included the
lack of metastatic risk with basal
cell carcinoma, which allows for a
consideration of medical treat-
ment options. The patient was told
that adjunctive treatment with im-
iquimod might improve the
chance of avoiding additional sur-
gery and might lessen scarring. In
addition, exposure of the dermis as
a result of the biopsy might allow
better penetration of imiquimod
and further improve the chances
of effective treatment of the lesion.
The patient elected to begin treat-
ment with imiquimod BID.

Two weeks after initiation of
imiquimod, slight inflammation
of the lesion site was evident
(Figure 2 on page 3).

The patient continued im-
iquimod for 2 more weeks and
then returned for another fol-
low-up evaluation, which again
revealed modest inflammation at
the original site of the lesion
(Figure 3 on page 3).

In most cases, the wound
would have been expected to
heal by 6 weeks after biopsy. The

Continued on following page
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A Middle-Aged Man With Psoriasis and Plantar Warts

iral warts are a common
presenting complaint in
dermatology  practice.
‘Warts can cause substantial mor-
bidity and adversely affect multi-
ple aspects of a patient’s quality of
life. Immunocompromised pa-
tients unable to mount an ade-
quate T-cell response to human
papillomavirus (HPV) may devel-
op multiple, extensive viral warts
that are cosmetically unsightly,
painful, and recalcitrant to con-
ventional therapies.'»?
Historically, most therapies
for common warts have aimed
to destroy the infected tissue.
Destructive techniques include
surgery, laser treatment, adhe-
sives, and cryotherapy. In addi-
tion, traditional prescription
medical therapies are designed
to destroy the affected tissue.
These therapies include podo-
phyllin, podophyllotoxin, various
acid compounds, 5-fluorouracil
(5-FU), bleomycin, retinoids,
contact sensitizers, glutaraldehyde,

formaldehyde, and cantharidin.?

More recently, immunomodu-
lators have become available for
treatment of warts arising from
HPV infection. Immunomodula-
tory agents include interferon, im-
iquimod (which currently has ap-
proval for treatment of anogenital
warts), and cidofovir. Clinical trials
of these agents have demonstrated
wart clearance rates of 75% to
80% and low recurrence rates.®

A comprehensive review of
commonly used local therapies
for nongenital warts (including
cryotherapy) revealed evidence of
modest to moderate efficacy at
best.* Nonprescription topical
compounds containing salicylic
acid had the best evidence: six
placebo-controlled trials demon-
strating a cure rate of 75% com-
pared to 48% for control groups.

Imiquimod has demonstrated
efficacy as monotherapy for com-
mon warts® and as an adjunct to
ablative or occlusive therapy.® The
agent also has proved effective for

Stephen K. Tyring, MBA, MD, PhD

treatment of palmar and plantar
warts in immunocompromised pa-
tients.” The following case reflects
the clinical use of imiquimod as
therapy for general warts.

Clinical Case
A 45-year-old male patient pre-
sented with extensive psoriasis
and expressed interest in treat-
ment with the tumor necrosis
factor-a (TNF-0) inhibitor etan-
ercept. Physical examination re-
vealed extensive plantar warts,
which the patient said had been
treated previously with liquid ni-
trogen, salicylic acid pads, and
various combination therapies.
The patient asked for immedi-
ate treatment of the psoriasis and
said he would return at a later date
to consider treatment for the
warts. The patient received etaner-
cept 100 mg/week and returned
3 months later with virtually no
residual evidence of the psoriasis.
The plantar warts remained large-
ly unchanged (Figure 1).

Figure 1. Treatment-Resistant Warts

The patient had extensive plan-
tar warts that had not respond-
ed to multiple prior therapies.

Figu sion Clearance

After 60 days of imiquimod
therapy, the warts had disap-
peared.

The patient was offered a trial
of imiquimod. However, the pro-
Continued on page 4

Continued from previous page

likely explanation for the lack of
healing is that imiquimod caused
local inflammation after binding
to toll-like receptors on rem-
nants of the basal cell carcinoma.

Follow-up at 3 months after
the initial biopsy revealed com-
plete healing of the lesion with
little scarring and no evidence of
recurrence (Figure 4).

Three months later (6 months
after the initial biopsy), another
follow-up evaluation also revealed
no evidence of recurrence of the
basal cell carcinoma. The patient
was instructed to notify her der-
matologist if there was any sign of
recurrence at this site in the future.

Discussion

Although anecdotal, the results
of this case suggest that using
imiquimod on a cosmetically
sensitive area after a biopsy has
revealed basal cell carcinoma
with marginal involvement can
lead to an excellent cosmetic
outcome and avoidance of addi-

After 2 weeks of treatment with
imiquimod, the lesion shows
considerable inflammation in-

duced by the drug.

tional surgery, which might pro-
duce additional scarring.

This case does not permit the
definitive conclusion that im-
iquimod eradicated the residual
cancer cells and prevented recur-
rence. Basal cell carcinoma pres-
ent on biopsy margins might be
destroyed by forces of the body’s
natural immune system. To re-
solve the uncertainty would re-
quire a prospective, randomized
clinical trial comprising three
treatment arms: placebo, Mohs
surgery, and imiquimod. Because
of the ethical difficulties of with-

Healing is occurring with de-
creased inflammation despite
continued treatment with im-
iquimod at week 4.

holding treatment for a malignant
lesion, such a trial cannot be con-
ducted. However, Mohs surgery
and imiquimod could be com-
pared in a two-arm clinical trial.
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Introduction
Continued from page 1

Excision and curettage are
used with success in selected pa-
tients with basal cell and squa-
mous cell cancers. Microder-
mabrasion is useful for surface
lesions and lesions in the upper
third of the dermis. The tech-
nique also has been used prophy-
lactically to prevent progression
of actinic lesions to basal cell or
squamous cell cancer. Potential
complications of microder-
mabrasion include bleeding, ery-
thema, eczematization, altered
pigmentation, hypertrophic heal-
ing, and enlarged pores.!?

Superficial and deep chemical
peels have a role in the treatment
of several types of malignant pre-
cursors, eg, actinic keratoses as
well as solar lentigines.'*!7 Laser
resurfacing also has fairly broad
applicability to sun-related skin
damage. The treatment can be
used to treat elastotic changes,
comedones, fine wrinkling, and
extensive actinic keratoses.!8

Radiation is useful for treating
basal cell carcinoma in older pa-
tients and others who have diffi-
culty sitting through surgery.
Good candidates for radiation
therapy include patients with mul-
tiple lesions and those with unre-
sectable tumors or metastases.'”

Photodynamic therapy com-
bines a topical photosensitizer and

irradiation with a laser, light-
emitting diodes, or some other
light source. The treatment is used
most often for patients with ex-
tensive solar keratoses, but some
studies have demonstrated benefi-
cial effects in superficial basal cell
and squamous cell carcinoma. '

Topical and
Systemic Therapies
The most widely used and evalu-
ated topical therapy is 5-fluor-
ouracil (5-FU). Topical 5-FU has
demonstrated little efficacy in the
treatment of squamous cell carci-
noma in situ or superficial basal
cell carcinoma. Electrochemo-
therapy has shown some potential
in the treatment of malignant le-
sions but is neither accepted nor
recommended for routine use.!”

The biological response modi-
fier imiquimod has demonstrated
efficacy in a variety of premalig-
nant and malignant lesions. In
particular, five randomized con-
trolled clinical trials have provided
evidence of the safety and effica-
cy of imiquimod in the treatment
of actinic keratosis.? In reports of
off-label use, the agent has shown
promise for the treatment of
lentigo maligna melanoma, mela-
noma in situ, cutaneous metas-
tases of melanoma, and non-
melanoma skin cancers.!”

The vitamin A derivatives
isotretinoin and tretinoin have
shown potential for preventing

skin cancer.'?® Other nonde-
structive therapies that have
shown potential for treating skin
lesions associated with excessive
sun exposure include intralesional
interferon-o- 2a/2b?" and certain
topical nonsteroidal anti-inflam-
matory drugs such as diclofenac.”!

Conclusion

Despite the well-recognized as-
sociation between excessive ex-
posure to sunlight and skin can-
cer, the incidence of malignant
and premalignant lesions contin-
ues to increase. Multiple thera-
pies have evolved for the treat-
ment of malignant skin lesions
and cancer precursors such as ac-
tinic keratoses. Dermatologists
should become familiar with the
various treatment options so as
to offer the most appropriate
therapy for an individual patient.
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Psoriasis and Plantar Warts
Continued from page 3

posed therapy introduced an ele-
ment of uncertainty: Imiquimod’s
mechanism of action includes
stimulation of TNF-a produc-
tion. Whether coadministration
of imiquimod and etanercept
would adversely affect the thera-
peutic activity of either drug or
of both drugs was unknown.

A decision was made to con-
tinue etanercept therapy and treat
the warts by means of paring,
freezing, and applying salicylic
acid pads in the daytime, followed
by imiquimod administered un-

der tape occlusion at night. The
patient returned 1 month later,
and the area affected by the warts
had decreased markedly.

The patient elected to continue
treatment with etanercept and im-
iquimod for another month. After
a total of 60 days of imiquimod
treatment, no warts remained visi-
ble (Figure 2 on page 3).

At a 10-month follow-up vis-
it, the patient’s feet remained
clear of warts. He also continued
treatment with etanercept, and
he remained free of psoriasis.

Discussion
This case is noteworthy for two

principal reasons. First, coad-
ministration of etanercept and
imiquimod resulted in no ob-
served adverse effects, and both
therapies proved highly effective
in their treatment objectives.
Second, the patient has remained
free of plantar warts for almost a
year after having dealt with the
problem for much of his life.
Though only a single case, the
patient’s experience suggests that
imiquimod’s anitiviral effects are
maintained long term.
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Please go to www.viralskindiseases.com for more information on skin disease.

The CME Post-Test and Evaluation can be accessed online at www.sdefderm.com (AAD Course No. 515-100).
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CME Post-Test and Evaluation

Instructions: For each question or incomplete statement, circle the most appropriate response.
Four correct responses are required for credit.

1. Historically, what has been the most common approach to
treatment of actinic keratoses?
a. Topical steroids
b. Destructive therapies

c. Chemotherapy
d.a&b

2. Which of the following best describes the current epidemiolo-

gy of skin cancer?

a. Incidence has declined because of increased use of sunscreens
and other protective measures.

b. Transformation from cancer precursor lesion to skin cancer
has been slowed by effective new therapies.

c. >1 million new cases present annually.

d. Incidence of melanoma has increased more than that of any
other cancer over the past 10 years.

e.c&d

3. What was the outcome of the clinical case involving recalcitrant

plantar warts?

a. Treatment with an IRM led to complete clearance after al-
most a year of follow-up.

b. After initial surgical reduction of the lesions, adjunctive topi-
cal therapy led to complete clearance.

c. IRM therapy greatly minimized the extent of follow-up sur-
gery.

d. IRM therapy blunted the activity of a TNF inhibitor, result-
ing in recurrence of psoriasis.
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4.The case involving basal cell carcinoma:

a. Reinforced the role of surgery as the primary option for skin
diseases related to excessive sun exposure.

b. Demonstrated that topical therapy is unlikely to have more
than a modest adjunctive therapeutic role.

c. Suggested that IRM therapy might have cleared residual
basal cell carcinoma at the lesion margins.

d. Provided compelling evidence that IRM therapy can elimi-
nate the need for destructive interventions for photodam-
aged skin.

5.A form of IRM therapy currently is approved for treatment of:
. Common warts

. Squamous cell carcinoma of the skin

. Lentigo maligna

. Actinic keratosis

. None of the above
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CME Activity Evaluation
1. Were you able to meet the objectives of this CME activity?
YES NO (circle one)

If no, please note which objectives you were not able to meet.

2. Will the information presented in this issue be useful in your

practice setting?
YES NO (circle one)

Comments:

3. Did you find the information presented in this publication to

be objective, balanced, and free of commercial bias?
YES NO (circle one)

Comments:
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