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Faculty and Disclosure Information
Current Approach to Acne Management:
A Community-Based Analysis

INTENDED AUDIENCE
This activity was developed for dermatologists whose practice
involves the treatment of patients with acne vulgaris.

STATEMENT OF NEED

The purpose of this activity was to bring forth perspectives
in the management of acne vulgaris “from the ground up”—
from clinicians working in the “trenches” who regularly treat
acne vulgaris—and determine if these approaches align with
expert opinion.

LEARNING OBJECTIVES
Upon completion of this activity,
able to:

e State the importance of the patient-clinician relationship,
patient education, and follow-up in the successful
management of acne vulgaris.

e Develop a treatment strategy for topical treatments
including antibiotics, benzoyl peroxide, and retinoids.

e List the most commonly prescribed oral antibiotics for
the treatment of acne vulgaris and the evidence supporting
their use.

e State the safety considerations in the use of oral
isotretinoin for acne vulgaris.

e List hormonal suppression treatment options, the
patients with acne vulgaris who are most likely to benefit
from hormonal therapy, and factors that increase the risk
for adverse reactions.

participants should be

FACULTY

James Q. Del Rosso, DO, (Chairman), is Dermatology
Residency Director, Valley Hospital Medical Center, Las
Vegas, Nevada; Clinical Associate Professor (Dermatology),
Touro University Nevada College of Osteopathic Medicine,
Henderson; Clinical Associate Professor (Dermatology),
University of Nevada School of Medicine, Las Vegas; and in
private practice, Las Vegas Skin & Cancer Clinics.

Hilary Baldwin, MD, is Associate Professor, Department of
Dermatology, SUNY Downstate Medical Center, Brooklyn,
New York.

Jonette Keri, MD, PhD, is Assistant Professor of Dermatology
and Cutaneous Surgery, University of Miami, Florida, and
Chief, Dermatology Service, Miami VA Hospital.

Anthony Mancini, MD, is Professor of Pediatrics and
Dermatology, Northwestern University, Feinberg School of
Medicine, Chicago, lllinois, and Head, Division of Pediatric
Dermatology, Children’s Memorial Hospital, Chicago.

Linda Stein Gold, MD, is Director, Clinical Research, Henry
Ford Hospital, Detroit, Michigan.

Guy F. Webster, MD, PhD, is in private practice, Webster
Dermatology PA, Hockessin, Delaware.

AGENDA
e Patient 1: A Strategic Approach to Therapy Following an
Initial Outbreak of Acne Vulgaris
e Patient 2: Systemic Antibiotic Treatment in Moderate
Inflammatory Facial Acne Vulgaris
e Patient 3: Oral Isotretinoin for
Acne Vulgaris
e Patient 4: Hormonal Suppression in the Treatment of
Severe Acne Vulgaris
This activity will address professional practice gaps in
knowledge and competence.

Moderately Severe

ACCREDITATION AND CERTIFICATION

This activity has been planned and implemented in accordance
with the Essential Areas and Policies of the Accreditation
Council for Continuing Medical Education (ACCME) through
the joint sponsorship of the Annenberg Center for Health
Sciences at Eisenhower and Signature Business Solution,
LLC. The Annenberg Center is accredited by the ACCME to
provide continuing medical education for physicians.

The Annenberg Center designates this educational
activity for a maximum of 1 AMA PRA Category 1 Credit™.
Physicians should only claim credit commensurate with the
extent of their participation in the activity.

There is no charge for this activity. Statements of Credit
will be mailed 4 to 6 weeks following activity participation
and upon completion and return of the evaluation form to
the Annenberg Center for Health Sciences (ACHS #4650),
39000 Bob Hope Dr, Rancho Mirage, CA 92270, or by
fax to 760-773-4550.

DISCLOSURE
It is the policy of the Annenberg Center to ensure fair
balance, independence, obijectivity, and scientific rigor in
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all programming. All faculty and planners participating in
sponsored programs are expected to identify and reference
off-label product use and disclose any significant relationship
with those supporting the activity or any others whose
products or services are discussed.

In accordance with the ACCME standards, parallel
documents from other accrediting bodies, and Annenberg
Center policy, the following disclosures have been made:

Faculty

Dr. Del Rosso is a consultant, researcher, and speaker for
Allergen, Inc; Coria Laboratories, Ltd; Galderma Laboratories,
LP; Graceway Pharmaceuticals, LLC; Intendis, Inc;
Medicis Pharmaceutical Corporation; Onset Therapeutics;
OrthoNeutrogena; PharmaDerm; Ranbaxy Laboratories
Ltd; SkinMedica, Inc; Stiefel Laboratories, Inc; Triax
Pharmaceuticals, LLC; Unilever; and Warner Chilcott.

Dr. Baldwin is a consultant for Allergan, Inc, and is on the
speakers bureau for Allergan, Inc; Galderma Laboratories,
LP; Medicis Pharmaceutical Corporation; OrthoNeutrogena;
Ranbaxy Laboratories Ltd; sanofi-aventis US LLC; and
Stiefel Laboratories, Inc.

Dr. Keri is on the advisory board and is a speaker for Medicis
Pharmaceutical Corporation.

Dr. Mancini is a consultant for Medicis Pharmaceutical
Corporation; Sciele Pharma, Inc; and SkinMedica, Inc; and
is on the speakers bureau for Galderma Laboratories, LP,
and Graceway Pharmaceuticals, LLC.

Dr. Stein Gold is a consultant for Galderma Laboratories, LP;
Medicis Pharmaceutical Corporation; and Warner Chilcott.
Shealsois aresearcher for Galderma Laboratories, LP; Stiefel
Laboratories, Inc; and Warner Chilcott; and is a speaker for
Galderma Laboratories, LP, and Warner Chilcott.

Inc; Coria
Galderma

Dr. Webster is a consultant for Allergan,
Laboratories, Ltd; Dermik Laboratories;
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Laboratories, LP; Medicis Pharmaceutical Corporation;
Ortho Dermatologics, a division of Ortho-McNeil-Janssen
Pharmaceuticals, Inc; and Stiefel Laboratories, Inc.

Additional Content Planners

Karen Bickford; Toni Nouri, RPh; Robert Rullo; John
Russo Jr, PharmD; and Christina Wright have nothing
to disclose.

All staff at the Annenberg Center for Health Sciences at
Eisenhower have nothing to disclose.

The faculty for this activity has disclosed that there will be
discussion of the use of products for non-US Food and
Drug Administration approved indications.

The ideas and opinions presented in this educational
activity are those of the faculty and do not necessarily
reflect the views of the Annenberg Center and/or its
agents. As in all educational activities, we encourage
practitioners to use their own judgment in treating and
addressing the needs of each individual patient, taking
into account that patient’s unique clinical situation.
The Annenberg Center disclaims all liability and cannot
be held responsible for any problems that may arise
from participating in this activity or following treatment
recommendations presented.

This activity is supported by an independent educational
grant from Medicis Pharmaceutical Corporation.

This activity is an enduring material and consists of a print
piece. Successful completion is achieved by reading the
material, reflecting on its implications in your practice, and
completing the assessment component.

The estimated time to complete the activity is 1 hour.

This activity was originally released in June 2009 and is
eligible for credit through June 2010.
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During fall 2008, 10 roundtable discussions
involving 70 practicing dermatologists and a
physician assistant were conducted across the

Dr. Del Rosso is Dermatology Residency Director, Valley Hospital
Medical Center, Las Vegas, Nevada; Clinical Associate Professor
(Dermatology), Touro University Nevada College of Osteopathic
Medicine, Henderson; Clinical Associate Professor (Dermatology),
University of Nevada School of Medicine, Las Vegas; and in
private practice, Las Vegas Skin & Cancer Clinics. Dr. Baldwin is
Associate Professor, Department of Dermatology, SUNY Downstate
Medical Center, Brooklyn, New York. Dr. Keri is Assistant Professor
of Dermatology and Cutaneous Surgery, University of Miami,
Florida, and Chief, Dermatology Service, Miami VA Hospital.

Dr. Mancini is Professor of Pediatrics and Dermatology,
Northwestern University, Feinberg School of Medicine, Chicago,
Illinois, and Head, Division of Pediatric Dermatology, Children’s
Memorial Hospital, Chicago. Dr. Stein Gold is Director, Clinical
Research, Henry Ford Hospital, Detroit, Michigan. Dr. Webster is
in private practice, Webster Dermatology PA, Hockessin, Delaware.
Dr. Del Rosso is a consultant, researcher, and speaker for
Allergen, Inc; Coria Laboratories, Ltd; Galderma Laboratories, LP;
Graceway Pharmaceuticals, LLC; Intendis, Inc; Medicis
Pharmaceutical Corporation; Onset Therapeutics; OrthoNeutrogena;
PharmaDerm; Ranbaxy Laboratories Ltd; SkinMedica, Inc; Stiefel
Laboratories, Inc; Triax Pharmaceuticals, LLC; Unilever; and
Warner Chilcott. Dr. Baldwin is a consultant for Allergan, Inc,

and is on the speakers bureau for Allergan, Inc; Galderma
Laboratories, LP; Medicis Pharmaceutical Corporation;
OrthoNeutrogena; Ranbaxy Laboratories Ltd; sanofi-aventis US
LLC; and Stiefel Laboratories, Inc. Dr. Keri is on the advisory board
and is a speaker for Medicis Pharmaceutical Corporation.

Dr. Mancini is a consultant for Medicis Pharmaceutical Corporation;
Sciele Pharma, Inc; and SkinMedica, Inc; and is on the speakers
bureau for Galderma Laboratories, LP, and Graceway
Pharmaceuticals, LLC. Dr. Stein Gold is a consultant for
Galderma Laboratories, LP; Medicis Pharmaceutical Corporation;
and Warner Chilcott. She also is a researcher for Galderma
Laboratories, LP; Stiefel Laboratories, Inc; and Warner Chilcott;
and is a speaker for Galderma Laboratories, LP, and Warner
Chilcott. Dr. Webster is a consultant for Allergan, Inc; Coria
Laboratories, Ltd; Dermik Laboratories; Galderma Laboratories,
LP; Medicis Pharmaceutical Corporation; Ortho Dermatologics,

a division of Ortho-McNeil-Janssen Pharmaceuticals, Inc; and
Stiefel Laboratories, Inc.

United States to address patient considerations
and treatment strategies for acne vulgaris. A case
study format was used to initiate discussion. This
supplement is based on the issues raised during
the roundtable discussions and at a final work-
ing session among the authors where sugges-
tions, trends, and the consensus from each of the
10 roundtable discussions were reviewed regard-
ing published, evidence-based recommendations
for treating acne vulgaris. Effective treatment
of acne vulgaris can prevent adverse emotional
sequelae and physical scarring. We hope that the
information presented herein will help guide our
colleagues in improving the care of patients with
acne vulgaris.

Cutis. 2009;83(suppl 6):5-21.

uring fall 2008, 10 roundtable discussions

addressing patient considerations and treat-

ment strategies for acne vulgaris were con-
ducted across the United States. The goal of this
project was to bring forth perspectives in the manage-
ment of acne vulgaris “from the ground up”—from cli-
nicians working in the “trenches” who regularly treat
acne vulgaris—and determine if these approaches
align with expert opinion. At each meeting, a case
study format was used to initiate discussion. Round-
table participants, including 70 practicing derma-
tologists and a physician assistant, served as a needs
assessment group.

To many teenaged individuals, the onset of
acne marks the end of a previously idyllic exis-
tence with their physical being and self-image.
For the first time, they confront the fact that
their bodies are vulnerable and imperfect. In
adults, acne may have a negative effect on their
careers and social lives. Effective treatment of acne
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vulgaris can prevent adverse emotional sequelae
and physical scarring. We hope that the informa-
tion presented herein will help guide our colleagues
in improving the care of these patients based both
on real-world perspectives from practicing derma-
tologists and on supporting evidence gleaned from
the literature.

PATIENT 1: A STRATEGIC APPROACH

TO THERAPY FOLLOWING AN INITIAL
OUTBREAK OF ACNE VULGARIS

Case Report

A 13-year-old adolescent girl presented to the der-
matology office with her mother. She complained

Roundtable Perspectives on Patient 1

about her first breakout of pimples and dryness,
which presented approximately 3 months prior.
Physical examination revealed 10 to 20 comedones
on her forehead and a few small superficial inflam-
matory papules on her forehead and cheeks. Her
neck, chest, and back were clear. Her friends rec-
ommended applying a baking soda and witch hazel
mixture for 15 minutes daily and toothpaste to dry
out the pimples. Neither remedy worked and both
contributed to dryness of her skin. A brief course
of an over-the-counter benzoyl peroxide product
had some success, but the patient reported that the
pimples “kept coming back.” The mother stated
that her daughter insisted they come to the derma-
tologist for help (see Roundtable Perspectives on
Patient 1).

The panelists in the roundtable discussions agreed that establishing rapport with the patient
during the first office visit is essential. In addition, the office staff should be prepared to pro-
vide patient education and follow-up. According to the panelists, their office staff often plays
a role in educating patients about acne and medication use, though the strategies to achieve
these objectives vary. Explaining how medication should be used and emphasizing reason-
able expectations of treatment response were considered to be important components of the
educational process for patients and guardians (when applicable).

Approximately 80% of the panelists (53/67) listed social stigma or satisfaction with care as
the main reasons for patient adherence to long-term treatment. Simplicity of the treatment regi-
men and skin tolerability were factors with the greatest impact on adherence to maintenance

therapy, according to 68% of panelists (44/65).

In addition to establishing rapport, goals for the first office visit include setting
reasonable response expectations and gaining a commitment from the patient for long-
term treatment. The treatment regimen must be easy to follow. In addition, initial recom-
mendations include counseling about skin care to clarify both its value and its limits in

managing acne.

The panelists agreed that this patient is a candidate for topical therapy with an antibiotic,
benzoyl peroxide, and a retinoid. Careful selection of the regimen is critical to achieving a suc-
cessful outcome. Most panelists said they would schedule a follow-up visit every 6 to 8 weeks.
Others preferred to see patients at least monthly for the first 3 to 4 visits to evaluate response,
adjust therapy if side effects occur, and encourage compliance.

6 CUTIS®



Establishing Rapport and a Commitment

to Treatment

It is well-known that adherence to prescribed
treatment regimens is poor among patients with
acne and often is the predominant cause of
treatment failure. Dermatologists gain trust by
showing empathy and genuine concern. Sev-
eral of the panelists noted the importance of
neutralizing the potentially negative influence
from a well-intended guardian. Accordingly,
the adolescent’s hand is shaken first and then
the guardian’s. All conversation is directed to
the teenaged patient who is given an opportu-
nity to lead the initial conversation. Situating
the teenaged patient, guardian, and clinician
in a triangle is inclusive yet offers the option
to reposition to marginalize input from an
intrusive guardian.!

After weighing the patient’s expectations and
the guardian’s concerns, treatment recommenda-
tions can be presented and reinforced through
patient education about the medications being
prescribed and the value of proper skin care.
Some panelists noted that they use photographs
of individuals with acne scars to emphasize the
seriousness of the condition and the importance
of getting results through adherence to the pre-
scribed treatment regimen.

Skin Care

Adolescents often lack basic information about
proper skin care.? Routine daily skin care removes
unwanted surface debris, allowing for a bet-
ter interface between applied medications and
the skin surface, which facilitates percutane-
ous absorption of topically applied medications.?
Gentle washing twice daily is better than once
daily,* and the patient should select products
with mild synthetic surfactants and/or emollients
that cause minimal barrier perturbation rather
than strong deodorant soaps that can damage
the epidermal barrier. Abrasive sponges or cloths
as well as astringents with alcohol increase skin
dryness and may worsen irritation.? Skin discol-
oration, if present, tends to be more persistent
in the absence of photoprotection. Therefore,
a sunscreen that is effective against both UVA
and UVB should be used each morning and

early afternoon.>®

Treatment Options for Patient 1

Topical Retinoids—Most panelists recommended
the use of topical retinoids early in the course of
this patient’s therapy. These agents normalize des-
quamation of the follicular epithelium and reduce
formation of the microcomedone (acne precursor
lesion). Through a variety of mechanisms, topical
retinoids reduce both inflammatory and noninflam-
matory acne lesions and may be combined with
other topical and systemic agents.®

Several formulations of topical retinoids
in a range of strengths and vehicle types are
available, including adapalene, tazarotene, and
tretinoin.” Because localized irritation can limit
treatment success, attention to factors that
influence irritant reactions (ie, skin sensitivity,
the retinoid and concentration used, vehicle
formulation) can reduce irritation. For exam-
ple, tretinoin microsphere, tretinoin containing
polyolprepolymer-2, and crystalline tretinoin are
vehicle modifications designed to release tretinoin
in a slow controlled manner, thus minimizing the
potential for irritation associated with standard
tretinoin formulations.?

Benzoyl Peroxide—Use of a topical retinoid-
containing product combined with a benzoyl
peroxide formulation was a common treatment
approach suggested by panelists. Topical ben-
zoyl peroxide is a potent antimicrobial agent
with marked activity against Propionibacterium
acnes and also exhibits comedolytic properties.!®
It is not associated with P acnes resistance.!l!2
Furthermore, adding benzoyl peroxide to antibi-
otic treatment reduces emergence of antibiotic-
resistant P acnes strains, as evidenced by studies
with both leave-on benzoyl peroxide formula-
tions and a branded benzoyl peroxide 6% cleanser
formulation."®!® It also has been reported that a
combination of benzoyl peroxide cleanser 6%
and tretinoin microsphere gel 0.1% is well-
tolerated and superior to tretinoin monotherapy
as measured by a reduction in inflammatory lesion
counts over 12 weeks of treatment (Figure 1).10
For these reasons, benzoyl peroxide most often
is combined with other medications that have a
different mode of action.'® Interestingly, based
on data from 2003-2006, approximately 50%
of benzoyl peroxide formulations prescribed
by dermatologists are cleansers,"* which was
consistent with the experiences reported by
the panelists.

VOLUME 83, JUNE 2009 7
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Figure 1. Average inflammatory lesion counts over 12 weeks of treatment with a combination of benzoyl peroxide
cleanser 6% and tretinoin microsphere gel 0.1% vs tretinoin monotherapy. Asterisk indicates P<.01 vs combina-
tion group baseline value; dagger, P<.001 vs monotherapy group baseline value; double dagger, P<.01 combina-
tion group vs monotherapy at week 12. Reprinted with permission from Cutis. 2003;72:167-172. ©2003, Quadrant

HealthCom Inc.1®

The most common side effect of benzoyl perox-
ide is cutaneous irritation, which may be reduced
through micronizing benzoyl peroxide or making it
softer and less abrasive.!® Accordingly, manufactur-
ers have responded by producing several benzoyl
peroxide vehicle formulations. The contribution
of the formulation to benzoyl peroxide efficacy

8 CUTIS®

and tolerability makes it problematic to assume
equivalence among generic benzoyl peroxide—
containing products.

Bleaching of fabric (ie, clothing, towels, bed
linens) by benzoyl peroxide occurs primarily with
leave-on formulations. In addition, skin discol-
oration can occur in individuals of color and



when benzoyl peroxide is used with sunscreens
containing p-aminobenzoic acid, which was a
substantial concern to panelists treating patients
with darker skin.

Topical Antibiotics—Approximately 95% of pan-
elists (62/65) favored the use of topical clinda-
mycin versus erythromycin to treat this patient’s
acne vulgaris, and 67% (43/64) associated topical
clindamycin with a lesser concern for antibiotic
resistance despite potential for in vitro cross-
resistance. A review of studies evaluating topical
antibiotics for acne vulgaris revealed that the effi-
cacy of erythromycin but not clindamycin decreased
over time.!” Several additional monotherapy trials
or study arms have confirmed the continued effi-
cacy of topical clindamycin in markedly reducing
acne lesions, including a 45% to 49% reduction in
inflammatory lesions and a 30% to 41% reduction
in comedones.!3-!

The panelists essentially were evenly split in
favoring topical clindamycin combined with either
benzoyl peroxide or tretinoin to expedite clinical
response in this patient, especially reduction in
inflammatory lesions. Other advantages of com-
bining topical clindamycin with benzoyl perox-
ide or tretinoin include complementary modes
of action and a simplified treatment regimen for
the patient.

Treatment Recommendations for Patient 1

The challenge clinicians face when presented with
a case similar to this patient is the likelihood that
the patient had an unsatisfactory history with
over-the-counter benzoyl peroxide and other rem-
edies. Frustrated, the patient expects the clinician’s
prescription to provide instant results, yet acne
therapy requires a long-term commitment with a
timeline to initial success of approximately 2 to
4 months. Setting realistic expectations and edu-
cating the patient about the earliest signs of success
may encourage adherence. For example, papules
and pustules heal sooner than residual discolor-
ation and are preceded by tactile improvement. As
inflammatory lesions resolve, they flatten. Using
a mirror to point out differences between active
lesions (raised lesions such as papules) and resolved
lesions with only residual erythema (postinflam-
matory erythema) or brown hyperpigmentation
(postinflammatory hyperpigmentation) is helpful.

Other factors that positively impact commit-
ment to treatment are the patient’s perception of
the clinician, including his/her listening ability;
time spent with the patient during the visit; thor-
oughness of the visit; and quality of the explana-
tions given about the skin problem and its therapy.
Convenient office hours, pleasant atmosphere, and
helpfulness of the staff also are important.??

The treatment for this patient recommended
by most panelists included topical clindamycin,
benzoyl peroxide, and a retinoid. Two options
were most popular: clindamycin phosphate 1.2%-—
tretinoin 0.025% gel plus a benzoyl peroxide
cleanser, or clindamycin 1%-benzoyl peroxide 5%
gel with separate application of a topical retinoid.
Regarding simplicity and tolerability, several panel-
ists noted that a benzoyl peroxide cleanser is conve-
nient because it can be part of the evening shower,
thereby simplifying the bedtime treatment routine
by eliminating the need for another leave-on prod-
uct. Additionally, a cleanser is more applicable for
truncal use.

PATIENT 2: SYSTEMIC ANTIBIOTIC
TREATMENT IN MODERATE INFLAMMATORY
FACIAL ACNE VULGARIS

Case Report

A 17-year-old physically active Asian adolescent
boy complained of sustained acne with repeated
flares. A senior in high school, he was concerned
that the acne and the “brown spots” on his cheeks
were having a negative effect on his social life. He
had approximately 40 comedones and 30 superficial
inflammatory papules and pustules on his forehead,
cheeks, and nose, with postinflammatory hyper-
pigmentation. There was no scarring or truncal
involvement. Current treatment included a topi-
cally applied antibiotic, benzoyl peroxide, and reti-
noid. He was otherwise healthy, claimed to adhere
to treatment, and had no allergies (see Roundtable
Perspectives on Patient 2).

Systemic Antibiotic Treatment

Among the panelists, 73% (47/64) estimated that
more than half of their patients with acne vulgaris
are treated with oral antibiotics. Although many of
these agents are available, the use of doxycycline

VOLUME 83, JUNE 2009 9



Roundtable Perspectives on Patient 2

Because prior treatment failure and sustained acne with repeated flares had a negative effect
on this patient’s peer interactions, the panelists recommended adding treatment that would
result in a rapid response. They agreed he also would benefit from strong encouragement and
it was worthwhile to review proper hygiene and skin care as well as to confirm his understand-
ing of the correct use of acne treatments.

Hyperpigmentation was a concern among the panelists, and the potential role of azelaic
acid or a topical retinoid to speed resolution was discussed. However, because of few clinical
studies?3?* and mixed success in personal experience with topical therapy alone, it was
decided to add an oral antibiotic to a topical regimen to optimize efficacy and the reduction
of inflammation.

Several panelists recognized that bacterial resistance is a potentially important public
health problem but not all were convinced of its clinical significance in acne treatment. Most
agreed that an oral antibiotic was justified because of the severity of the patient’s acne and
his frustration with his poor response to prior therapy. Panelists treating a large population of
Asian patients noted that the guardians of these patients tend to be aware of issues related to
development of resistant bacteria and sometimes oppose the use of antibiotics. It is important
to consider that although antibiotic-resistant Propionibacterium acnes is a problem with some
antibiotics, there are no data connecting their use in acne with emergence of community-
associated methicillin-resistant Staphylococcus aureus infections. The goal of therapy with oral
antibiotics in this patient was to control the acne; treatment then would be discontinued when

feasible while continuing topical therapy.

and minocycline predominate,” accounting for
41% and 39% of prescriptions, respectively, with
minocycline hydrochloride extended-release tab-
lets accounting for 19%.%¢ The panelists had expe-
rience with a broad range of anti-infective agents;
however, the most common practice patterns paral-
leled these findings.

Although not approved by the US Food and
Drug Administration (FDA) for this indication,
doxycycline and immediate-release minocycline at
dosages up to 200 mg daily are widely used to treat
acne vulgaris based on decades of clinical experi-
ence and clinical studies.!” The efficacy of tetracy-
cline agents in treating acne vulgaris depends on
their ability to reach the lipid-rich environment of
the pilosebaceous follicles where P acnes prolifer-
ates.”” This concept supports the use of doxycycline
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and minocycline for the treatment of acne vulgaris,
with the latter exhibiting greater lipophilicity than
other tetracycline derivatives.?

The more recent development and FDA approval
of minocycline hydrochloride extended-release
tablets to treat inflammatory lesions of nonnodular
moderate to severe acne vulgaris with 1 mg/kg once
daily provide a larger body of data than previously
available with oral antibiotics used to treat acne vul-
garis. Minocycline hydrochloride extended-release
tablets were studied in two 12-week, multicenter,
randomized, double-blind, placebo-controlled tri-
als of moderate to severe facial acne vulgaris using
weight-based dosing (N=924).2 In both studies,
the mean percentage improvement in inflamma-
tory lesions was greater with minocycline hydro-
chloride extended-release tablets. In addition, the
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Figure 2. Percentage of participants rated as clear or almost clear during a 2-year open-label extension of 2 trials
of minocycline hydrochloride extended-release tablets vs placebo (N=345). Participants received weight-based
dosing of minocycline hydrochloride extended-release tablets (1.0+0.5 mg/kg) once daily. Data points reflect the

response based on the evaluator’s global severity scale.®!
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percentage of participants considered clear or al-
most clear was higher with the minocycline hydro-
chloride extended-release formulation.? Results of
another study confirmed that minocycline hydro-
chloride extended-release tablets with a dosage of
1 mg/kg daily was equivalent in efficacy to 2 and
3 mg/kg daily.’® Importantly, the incidence of acute
vestibular adverse events was the same in the study
groups treated with minocycline hydrochloride
extended-release tablets 1 mg/kg daily or placebo,
and markedly lower than the groups receiving 2 or
3 mg/kg daily.?

Continued and progressive long-term (2 years)
improvement with weight-based minocycline
hydrochloride extended-release tablets was reported
in an open-label extension of the pivotal phase 3
trials described above (N=345)(Figure 2). In this
study, other concomitant topical acne medications
were used as needed in approximately two-thirds of
the cases.’!

All tetracycline agents are contraindicated in
pregnancy because of teratogenic effects and they
should not be used in children younger than
8 years because of their effects on dentition. A rare
side effect with tetracycline agents is pseudotumor
cerebri.> The major adverse reactions reported
with doxycycline include gastrointestinal tract
side effects and dose-related photosensitivity.!43233
Doxycycline, especially formulations that are not
enteric coated, is best administered with food and a
large glass of water to reduce gastrointestinal tract
distress and esophagitis.

Hyperpigmentation of skin and mucosa during
minocycline therapy has been reported.® Although
hyperpigmentation appears to be correlated with
cumulative exposure to minocycline, the time
to onset and resolution is variable.’> No cases of
hyperpigmentation were observed in the 2-year
safety study with minocycline hydrochloride
extended-release tablets. During this time, minocy-
cline hydrochloride extended-release tablets were
well-tolerated, with adverse events comparable
with placebo, including acute vestibular adverse
events (eg, nausea, dizziness, vomiting, tinnitus).’!

Minocycline has been associated with rare
reports of a lupuslike syndrome.!® During the 2-year
safety study, only 1 participant treated with mino-
cycline hydrochloride extended-release tablets
developed arthralgia and a “flulike syndrome,”
which resolved. In this participant, antinuclear
antibody (ANA) positivity was reported once and
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subsequent test results were negative. No cases of
drug hypersensitivity syndrome or drug-induced
symptomatic hepatitis were reported.*

Antinuclear antibody positivity alone is not
diagnostic of lupus erythematosus, including drug-
associated cases.’” In healthy individuals, the preva-
lence of a positive ANA test result is 5.0% at 1:160
serum titer and increases substantially with titers of
1:80 and 1:40. Clinical correlation is needed before
making the diagnosis. Based on epidemiologic data,
among 100 ANA-positive patients, 10% or less
will have systemic lupus erythematosus, 2% will
have drug-induced systemic lupus erythematosus,
and 90% or more will have a false-positive ANA
test result.’

Sporadically observed, single ANA-positive test
results that revert to negative on repeat testing are
not uncommon because of the high prevalence
of false-positive ANA test results in the general
population, especially with lower ANA titers. As
anticipated, this phenomenon was observed in
the 2-year safety study, with no reports of drug-
associated lupuslike syndrome noted. Quarterly
testing reported the prevalence of ANA positivity
to be 3.8% using the last ANA test result taken
from each study participant. This rate was less than
the 5% ANA positivity expected in the general
population. Thus, the likelihood of ANA positiv-
ity at the last testing was slightly lower than what
would be expected in the general population.

Antibiotic Resistance

Despite the reported progressive increase in preva-
lence of antibiotic-resistant P acnes worldwide, oral
doxycycline and minocycline continue to dem-
onstrate efficacy in acne vulgaris.?*¢ Only 9% of
panelists (6/65) identified lower risk for antibiotic
resistance as the best reason to prescribe a combina-
tion antibiotic-containing product for this patient.
More important reasons included addressing mul-
tiple aspects of acne pathology (56% [36/65]) and
simplified treatment (35% [23/65]). However, during
long-term (>8 weeks) treatment with oral or topical
antibiotics, 86% of panelists (56/65) reported add-
ing benzoyl peroxide to the regimen.

General guidelines for prudent use of oral anti-
biotics for acne vulgaris recommend continued
treatment for at least 6 to 8 weeks, with a total
duration of 12 weeks to 6 months.® Once reasonable



control of acne is observed, oral antibiotic therapy
may be discontinued and topical therapy alone is
attempted to maintain control of acne. However,
in some cases, oral antibiotic therapy may need to
be reinstated in combination with a topical regi-
men to control emergence of new acne lesions if
topical therapy alone does not suffice.’® If repeated
treatment with an oral antibiotic is necessary, it is
recommended to restart the same oral antibiotic
that was previously effective.%

The importance of benzoyl peroxide to
decrease the emergence of less antibiotic-
sensitive P acnes organisms was well-accepted by
most panelists.’%? Additionally, the role of topi-
cal retinoid therapy as a component of both the
initial and long-term maintenance regimen is well-
established and most panelists stated they incorpo-
rate this approach.?33%7

Treatment Recommendations for Patient 2
Oral antibiotics are an important component of
acne treatment, especially in patients with mod-
erate to severe disease affecting the face and/or
trunk. Considering that this patient’s response to
topical treatment alone was unsatisfactory and his
self-esteem was adversely affected, it was recom-
mended that an oral antibiotic treatment be added
to the ongoing topical regimen.

In this case, the patient’s lifestyle included a
substantial amount of time outdoors. Most panelists
recommended treatment with minocycline because
of a lower risk for photosensitivity. Among the
minocycline formulations, most panelists preferred
the minocycline hydrochloride extended-release
tablets 1 mg/kg daily. They agreed that clinical
monitoring of therapeutic response and adverse
reactions is sufficient when treating acne with oral
tetracycline agents. Baseline and/or follow-up labo-
ratory testing was not recommended and was not
suggested in the medical literature with the use of
oral tetracycline agents.’>3

PATIENT 3: ORAL ISOTRETINOIN FOR
MODERATELY SEVERE ACNE VULGARIS
Case Report

An 18-year-old white man presented to the clinic
after a poor response to over-the-counter and

prescription acne treatments. A freshman in col-
lege, he was “bummed out” because of the acne.
He avoided socializing, especially outdoor activi-
ties (eg, swimming, beach), and missed days at
school because of his appearance. Prior treatments
included several topical medications and a course
of oral antibiotics. He used them for short periods,
with temporary improvement until his skin became
too dry and irritated. He frequently scrubbed and
popped the pimples on his face.

Physical examination revealed widespread dis-
tribution of comedones and papules/pustules around
the mouth and on the cheeks, forehead, and nose.
Deeper inflammatory acne lesions were scattered
on his cheeks, with some areas of pitted acne scar-
ring. Acne also was present on his upper back and
chest to a lesser degree. He was otherwise healthy,
used no other medications, and had no drug aller-
gies (see Roundtable Perspectives on Patient 3).

Oral Isotretinoin
Oral isotretinoin is effective against all 4 patho-
genic factors responsible for acne vulgaris and is
recommended for patients who do not respond
to conventional therapy.’” Its use, however,
must be weighed against issues related to safety,
including the risk for depression and the need
for effective contraception in females to avoid
birth defects.

The typical dosage of oral isotretinoin is 0.5 to
1 mg/kg daily in 2 divided doses, with a standard
cumulative maximum dose of 120 to 150 mg/kg
per treatment course.”° Isotretinoin has been com-
pared with placebo or other traditional therapies
(dapsone, etretinate, minocycline, tetracycline) in
5 randomized controlled trials. In all cases, isotreti-
noin was more effective than its comparators.*4

Results of an open-label study of low-dose
isotretinoin suggest that lower doses also may be
effective.* Patients with moderate acne were treat-
ed with isotretinoin 20 mg daily (=0.3-0.4 mg/kg
daily) for 6 months with follow-up up to 4 years
(N=638). More than 90% of patients in each group
(n=495 for first group [aged 12-20 years]; n=122
for second group [aged 21-35 years]) experienced
improvement or complete remission. Relapse after
4 years was less than 6% in both groups.*

Higher relapse rates have been reported. In
a retrospective study of 405 patients with acne
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Roundtable Perspectives on Patient 3

The panelists agreed that college students represent a treatment challenge. During their fresh-
man year, these patients are busy adjusting to new surroundings, money to spend on pre-
scriptions is limited, and follow-up is difficult. Treatment at this time should include counseling
and encouragement. Patient education regarding proper skin care and avoidance of self-
manipulation of acne lesions is vital.

The failure of this patient to mention the presence of truncal acne, despite the fact that
he avoids outdoor activities such as swimming and the beach, is not uncommon. However,
it highlights the importance of an initial thorough skin examination to ensure comprehensive
treatment. Approximately 50% of patients with acne vulgaris demonstrate involvement on the
chest and/or back, but approximately 1 of 4 patients fail to mention it voluntarily, despite the
presence of facial acne.®®

Because of the widespread distribution of acne, the panelists recommended a benzoy!
peroxide cleanser for the face and trunk. In addition, some recommended a topical retinoid or
clindamycin-tretinoin combination gel for the face to be applied at bedtime, which allows for
only 1 topical application step in addition to therapeutic cleansing with benzoyl peroxide. Oth-
ers recommended facial application of a clindamycin-benzoyl peroxide combination gel in the
morning and a topical retinoid at bedtime.

Regarding selection of oral antibiotic therapy, the panelists suggested either doxycycline or
minocycline. A few suggested trimethoprim-sulfamethoxazole; however, concerns regarding
rare but potentially serious adverse reactions with this agent were discussed, such as
Stevens-Johnson syndrome, toxic epidermal necrolysis, and serious hematologic reactions
(ie, agranulocytosis).®?

Most panelists agreed that treatment with oral isotretinoin was indicated because of the
severity of acne, scarring, and the marked negative impact of acne on the patient’s quality of
life and self-esteem. The most appropriate time to start treatment was debated, however, with
some preferring to start isotretinoin immediately while others recommended waiting to evaluate

response to a regimen selected and observed under their own care.

treated with a course of at least 150 mg/kg of
isotretinoin, 23.2% experienced relapses severe
enough to request further medical management.4’
Of these, 80.9% relapsed within the first 2 years
following completion of a course of isotretinoin.
Relapse was more common among patients who
were in their early teens when first treated with
oral isotretinoin.#
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[sotretinoin is teratogenic and contraindicated
in pregnancy, during lactation, and in patients with
severe hepatic or renal dysfunction.*4 According
to prescribing guidelines, most females with severe
nodular acne who are of childbearing potential
need a concomitant oral contraceptive (OC) or
other highly effective birth control therapy before
starting oral isotretinoin.’



To reduce fetal exposure to isotretinoin, the
FDA -approved iPLEDGE™ program was developed.
Females taking oral isotretinoin for any indica-
tion must report using 2 forms of effective con-
traception simultaneously for 1 month before,
during, and for 1 month after isotretinoin therapy,
and the negative results of a monthly pregnancy
test must be documented.”® There is no evi-
dence that isotretinoin therapy in males can
cause teratogenic effects in fetuses if their partner
becomes pregnant.

Despite more than 20 years of use and much study,
there is no clear proof of an association between
mental illness and oral isotretinoin,’** and 12 clini-
cal studies published between 1984 and 2006 are not
consistently conclusive on the association of suicide
and depression during isotretinoin therapy.#3-6?
However, panelists agreed that isotretinoin dramati-
cally improves the quality of life of most patients,
usually converting a patient who does not make eye
contact into a confident individual who smiles and
is more openly and voluntarily communicative.

Treatment Recommendations for Patient 3

Panelists recommended initiating oral isotretinoin
therapy but differed in the timing of this treat-
ment. Some panelists preferred to see this patient’s
response to a topical regimen (clindamycin, ben-
zoyl peroxide, retinoid) combined with an oral

Roundtable Perspectives on Patient 4

antibiotic under their direction for 2 to 3 months
before considering oral isotretinoin therapy. Oth-
ers favored starting oral isotretinoin at the initial
clinic visit. When prescribing isotretinoin, approx-
imately 82% of panelists (52/63) reported that they
monitor lipid levels and liver enzymes.

PATIENT 4: HORMONAL SUPPRESSION

IN THE TREATMENT OF SEVERE

ACNE VULGARIS

Case Report

A 25-year-old woman with severe acne vulgaris
requested more effective treatment, as her current
regimen was unsatisfactory. She was healthy and in a
stable relationship with no plans to have children in
the next 5 years. Current treatment included clinda-
mycin phosphate 1.2%—tretinoin 0.025% gel applied
at bedtime and a benzoyl peroxide cleanser. She did
not want treatment with oral isotretinoin. Physical
examination revealed multiple deep inflammatory
lesions combined with smaller pustules and com-
edones as well as associated scarring on the face and
neck (see Roundtable Perspectives on Patient 4).

Oral Contraceptives
Three FDA-approved OC products are avail-
able for the treatment of acne vulgaris in the

Most panelists (62% [38/62]) agreed that hormonal therapy was indicated in this patient. An
oral contraceptive (OC) was the first choice of 29% of panelists (18/62). Spironolactone was
the first choice among 15% of panelists (9/62), with 18% (11/62) stating they would consider

combined hormonal therapy.

Most panelists stated that they would refer the patient to her gynecologist for the OC pre-
scription. Others reported that they would initiate OC therapy to cover the first 3 to 4 months of
treatment but require her to follow up with her primary care physician or gynecologist. Experi-
ence with oral spironolactone in women with acne generally was positive in the absence of

underlying risk factors for hyperkalemia.
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United States: norgestimate—ethinyl estradiol
(Ortho Tri-Cyclen®), drospirenone and ethinyl
estradiol (Yaz®), and norethindrone acetate and
ethinyl estradiol (Estrostep® Fe). They reduce acne
lesion counts, severity grades, and self-assessed
acne compared with placebo, and activity extends
to inflammatory and noninflammatory facial
lesions.®* Three to 6 cycles often are needed to
visibly appreciate improvement.”! Differences in
effectiveness among OCs based on progestin types
and dosages are less clear.”

Common side effects associated with OCs
include weight change, breast tenderness, mood
changes, and breakthrough bleeding. Uncommon
reactions include thromboembolism, myocardial
infarction, and stroke.” The risk for thromboem-
bolism is greatest during the first year of use and is
higher in the presence of obesity, diabetes mellitus,
and hypertension.” However, the risk for throm-
boembolism from OCs is lower than the risk for
pregnancy-related thromboembolism.” A history
of smoking places patients at higher risk for myo-
cardial infarction and ischemic stroke, and women
who smoke and are older than 35 years should not
take OCs. Women with uncontrolled hypertension
or migraine headaches with neurologic signs are
not eligible for OC use.”

Long-term use of OCs is associated with an
increased risk for cervical cancer in women who
test positive for human papillomavirus but not
in women who test negative.” Current or for-
mer OC use does not appear to be definitively
associated with increased risk for breast cancer,
regardless of treatment duration, age at treatment
initiation, ethnicity, or family history of breast
cancer.”” Guidelines for patient evaluation prior

to prescribing OCs for the treatment of acne have
been published.?

Spironolactone

Spironolactone is an effective therapy for acne
vulgaris in women.” As a single-drug therapy or
an adjunct to standard therapies (antibiotics, OCs,
antibiotics plus OCs), a retrospective review of spi-
ronolactone 50 to 100 mg daily for up to 24 months
revealed complete clearing or marked improve-
ment in 66% (48/73) of women who completed
treatment.” These findings are supported by a
recent study of spironolactone 100 mg and ethinyl
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estradiol 30 ug plus drospirenone 3 mg added to
existing topical antiacne treatment in 27 women
with severe papular or nodulocystic facial acne who
failed to respond to at least 1 former standard acne
treatment.’® After 6 months, 23 patients (85%)
were clear or had excellent improvement
(>75% clearance). Thus, augmentation of the
antiandrogenic effect of drospirenone by spirono-
lactone and the reduction of unwanted effects
(eg, spotting, menstrual irregularities, weight gain,
mood changes, pregnancy) make this combination
attractive for moderate to severe acne vulgaris
in females.®

In dosages of 50 to 100 mg twice daily, spi-
ronolactone has been shown to reduce sebum
production and improve acne.® As with other
hormonal therapies, an initial visible response
in acne may take up to 3 months. Recom-
mended maintenance dosages range from
25 to 200 mg daily of spironolactone.®!

Menstrual irregularities, central nervous system
symptoms (eg, lethargy, fatigue, dizziness, head-
ache), and hyperkalemia (4.8-5.3 mEq/L [refer-
ence range, 3.5-5.0 mEq/L]) have been reported in
17.5% (14/80), 16.3% (13/80), and 13.7% (10/73)
of women treated with spironolactone 50 to 100 mg
daily for up to 24 months.” Less common (<5%)
were increased urinary frequency (2/80), postural
lightheadedness (2/80), melasma (2/80; reported
in women who also received OCs), nausea (1/80),
decreased libido (1/80), and xerosis (1/80). Mean
systolic/diastolic reductions in blood pressure were
—5/—2.6 mm Hg.”

During an 8-year follow-up study (mean
treatment duration, 28.5 months [range,
0.5-122 months])(N=210), side effects were pres-
ent in 59% of women and resulted in cessation of
spironolactone in 15%. Diuretic effect and men-
strual irregularities were the most common adverse
effects, but there were no cases of serious adverse
effects attributable to spironolactone.’

Caution is required when spironolactone is
administered with potassium supplements,
angiotensin-converting enzyme inhibitors, other
potassium-sparing diuretics, corticosteroids, and
nonsteroidal anti-inflammatory agents. Spirono-
lactone can increase serum digoxin levels, requir-
ing adjustment of the digoxin dosage. Elevation of
serum lithium levels may occur if spironolactone
is coadministered. Acne is not an FDA-approved
indication for spironolactone. The FDA advises



that spironolactone has been shown to be a
tumorigen in long-term toxicity studies in rats,
and categorization of spironolactone as a preg-
nancy category C medication (contraindicated
in females who are or may become pregnant)
warrants, at minimum, patient counseling and
consideration of concomitant use of an OC if
clinically feasible.??

Treatment Recommendations for Patient 4
This patient’s history does not suggest the presence
of polycystic ovary syndrome. Therefore, in this
patient with acne that is unresponsive to topical
therapy, most panelists agreed that more aggres-
sive treatment including an OC, with or without
spironolactone, plus topical therapy and an oral
antibiotic were indicated.

CONCLUSION

The roundtable discussions revealed that successful
treatment of acne vulgaris depends on personal-
ized treatment and strong patient-clinician rela-
tionships. Ongoing counseling and follow-up are
critical, and each addition to the acne treatment
regimen must be convenient, accessible to the
patient, and tailored to address the specific needs
of the patient who may be young and naive about
the essentials of personal hygiene and skin care as
well as impatient for rapid results.

For dermatologists, a knowledge of available
treatment options that extends beyond pharma-
cology to product formulation is essential. For
example, fine-tuning the use of different formu-
lations of benzoyl peroxide and topical retinoid-
containing products can make the difference
between an effective, well-tolerated treatment and
one that causes irritation and results in frustration
for both the patient and clinician. Equally impor-
tant is antibiotic dosing that focuses on achieving
therapeutic levels in the pilosebaceous follicles,
which may be independent of serum levels, as
best exemplified by minocycline hydrochloride
extended-release weight-based dosing for which
efficacy and tolerability has been documented in
long-term clinical trials.

The availability of multiple treatment options
increases the probability of effective therapy, as

the needs of individual patients may be addressed
by the differentiating characteristic of specific
treatment choices. Establishing rapport, dedicat-
edly educating patients, simplifying the treat-
ment regimen, and using effective topical
products that exhibit favorable skin tolerability
profiles were considered by all panelists to be
the most important factors influencing adherence
to treatment.

Acknowledgments—The authors express their appre-
ciation for the time and contributions of their col-
leagues who served as the needs assessment group
during the roundtable discussions in expressing the
needs and perspectives of practicing dermatologists
in light of the clinical research that guides treat-
ment patterns today: Janet Allenby, MD, Delray
Beach, Florida; Douglas Altchek, MD, New York,
New York; Coleman Altman, DO, Charlotte,
North Carolina; Frank Kim Anderson, MD,
St. Louis, Missouri; Jacqueline Beer, MD, New York,
New York; Karen Benik, MD, Lake Forest, California;
Roland Beverly, MD, Aliso Viejo, California; Jeffrey
A. Carmel, MD, Portola Valley, California;
Jennifer Clay Cather, MD, Dallas, Texas; Attica
C. Chang, MD, Boca Raton, Florida; Tomas
J. Chao, MPAS, PA-C, Marietta, Georgia; Virginia
L. Chen, MD, Scarsdale, New York; Kenneth

W. Dawes, MD, Carmel, Indiana; Doris
Day, MD, New York, New York; Annette
Dinneen, MD, Indianapolis, Indiana; Booth

H. Durham, MD, Turnersville, New Jersey;
Alexander Erlich, MD, Philadelphia, Pennsylvania;
V. Rutledge Forney, MD, Atlanta, Georgia;
Raymond L. Garcia, MD, Arlington, Texas;
Jacquelyn B. Garrett, MD, St. Louis, Missouri;
Marcia J. Glenn, MD, Marina del Rey, California;
Brad P. Glick, DO, MPH, Margate, Florida; Robert
Greenberg, MD, San Ramon, California; David
L. Grice, DO, Grand Prairie, Texas; Candrice
R. Heath, MD, Philadelphia, Pennsylvania; David
Hecker, MD, Lighthouse Point, Florida; Melanie
Hecker, MD, Lighthouse Point, Florida; Stanley
Hoffman, MD, Huntersville, North Carolina;
Luciann Hruza, MD, St. Louis, Missouri; Wolfgang
A. Huhn, MD, Bensalem, Pennsylvania; Julie
lannini, MD, Fort Mill, South Carolina; Michael
E. Jackson, MD, Brooklyn, New York; Karen
Keller, MD, Burlingame, California; Jean Kois, MD,
Charlotte, North Carolina; Kathryn A. Kroeger,
MD, Indianapolis, Indiana; Charles C. Kwak, MD,

VOLUME 83, JUNE 2009 17



New York, New York; Marilyn Kwolek, MD,
Danville, California; Peter C. Lee, MD, St. Louis,
Missouri; Susanne Lockhart, MD, Plano, Texas;
Christie E. Matter, MD, Plano, Texas; Patrick
McElgunn, MD, Charlotte, North Carolina; Tonya
S. McLeod, MD, MPH, MBA, Charlotte, North
Carolina; Andrew B. Menkes, MD, Mountain
View, California; Azin Meshkinpour, MD,
Lake Forest, California; Christopher Obeime, OD,
MD, MPA, Indianapolis, Indiana; Frank ]. Pinto,
MD, Tifton, Georgia; Justin Platzer, MD, Palm
Beach Gardens, Florida; Jennifer R. Rajan, MD,
Yardley, Pennsylvania; Jeff Reed, MD, St. Louis,
Missouri; Jacob Rispler, MD, Covina, California;
Jim A. Rogers, MD, Matthews, North Carolina;
Samireh Z. Said, MD, Tustin, California; Robert
Schwarze, DO, Florissant, Missouri; Sarah Scott,
MD, Dallas, Texas; Terry Sharpe, MD, Stockbridge,
Georgia; Toby Shawe, MD, Philadelphia, Pennsylvania;
Stephen Shideler, MD, Carmel, Indiana; Lauren
Sternberg, MD, Morrisville, Pennsylvania;
Sherrie-Ann Straughn, MD, Atlanta, Georgia;
Sandra L. Swanson, MD, Salisbury, North Carolina;
Mina Swofford, MD, Anderson, Indiana; William
Ting, MD, MBA, San Ramon, California; Lucia
Tuffanelli, MD, San Francisco, California; John
R. Van Gurp, MD, PhD, Charlotte, North Carolina;
Steven R. Weasen, MD, Philadelphia, Pennsylvania;
Eric Weisberg, MD, Frisco, Texas; Jonathan
S. Weiss, MD, Snellville, Georgia; Richard White,
MD, Rock Hill, South Carolina; Alicia Zalka,
MD, Danbury, Connecticut; Elizabeth Zeitler, MD,
New York, New York; and Glenn L. Zellman,
MD, Hillsboro Beach, Florida.

REFERENCES

1. Baldwin HE. Tricks for improving compliance with acne
therapy. Dermatol Ther. 2006;19:224-236.

2. Woodard [. Adolescent acne: a stepwise approach to
management. Topics in Advanced Practice Nursing eJournal.
2002:2(2). http://www.medscape.com/viewarticle/430534.
Published March 29, 2002. Accessed January 20, 2009.

3. Subramanyan K. Role of mild cleansing in the manage-
ment of patient skin. Dermatol Ther. 2004;17(suppl 1):
26-34.

4. Choi JM,Lew VK, Kimball AB. A single-blinded, ran-
domized, controlled clinical trial evaluating the effect of
face washing on acne vulgaris. Pediatr Dermatol. 2006;23:

421-4217.

18 CUTIS®

10.

11.

12.

13.

14.

15.

16.

17.

18.

Pandya AG, Guevara IL. Disorders of hyperpigmentation.
Dermatol Clin. 2000;18:91-98.

Gollnick H, Cunliffe W, Berson D, et al; Global Alliance
to Improve Outcomes in Acne. Management of acne: a
report from a Global Alliance to Improve Outcomes in
Acne. ] Am Acad Dermatol. 2003;49(suppl 1):S1-S37.
Shalita A. The integral role of topical and oral retinoids in
the early treatment of acne. ] Eur Acad Dermatol Venereol.
2001;15(suppl 3):43-49.

Del Rosso JQ. The role of the vehicle in combination
acne therapy. Cutis. 2005;76(suppl 2):15-18.

Leyden ]J, Grossman R, Nighland M. Cumulative irrita-
tion potential for topical retinoid formulations. ] Drugs
Dermatol. 2008;7(suppl 8):S14-S18.

Tanghetti EA, Popp KE A current review of topical
benzoyl peroxide: new perspectives on formulation and
utilization. Dermatol Clin. 2009;27:17-24.

Worret W1, Fluhr JW. Acne therapy with topical benzoyl
peroxide, antibiotics and azelaic acid [in German]. ] Dtsch
Dermatol Ges. 2006;4:293-300.

Hegemann L, Toso SM, Kitay K, et al. Anti-inflammatory
action of benzoyl peroxide: effects on the generation of
reactive oxygen species by leukocytes and the activity of
protein kinase C and calmodulin. Br ] Dermatol.
1994;130:569-575.

Leyden ]JJ. Antibiotic resistant Propionibacterium acnes are
suppressed by a 6% benzoyl wash. Poster presented at: 31st
Hawaii Dermatology Seminar; March 3-9, 2007; Wailea,
Maui, HI. Poster AP-1.

Del Rosso JQ. Benzoyl peroxide cleansers for the treat-
ment of acne vulgaris: status report on available data.
Cutis. 2008;82:336-342.

Cunliffe W], Holland KT, Bojar R, et al. A randomized,
double-blind comparison of a clindamycin phosphate/
benzoyl peroxide gel formulation and a matching clinda-
mycin gel with respect to microbiologic activity and clini-
cal efficacy in the topical treatment of acne vulgaris. Clin
Ther. 2002;24:1117-1133.

Shalita AR, Rafal ES, Anderson DN, et al. Compared
efficacy and safety of tretinoin 0.1% microsphere gel
alone and in combination with benzoyl peroxide 6%
cleanser for the treatment of acne vulgaris. Cutis. 2003;72:
167-172.

Simonart T, Dramaix M. Treatment of acne with topical
antibiotics: lessons from clinical studies. Br J Dermatol.
2005;153:395-403.

Schlessinger ], Menter A, Gold M, et al. Clinical safety
and efficacy studies of a novel formulation combining
1.2% clindamycin phosphate and 0.025% tretinoin for
the treatment of acne vulgaris. ] Drugs Dermatol. 2007;6:
607-615.



19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Shalita AR, Myers JA, Krochmal L, et al; Clindamycin
Foam Study Group. The safety and efficacy of clindamy-
cin phosphate foam 1% versus clindamycin phosphate
topical gel 1% for the treatment of acne vulgaris. ] Drugs
Dermatol. 2005;4:48-56.

Thiboutot D, Zaenglein A, Weiss ], et al. An aqueous
gel fixed combination of clindamycin phosphate 1.2%
and benzoyl peroxide 2.5% for the once-daily treatment
of moderate to severe acne vulgaris: assessment of effi-
cacy and safety in 2813 patients. ] Am Acad Dermatol.
2008;59:792-800.

Leyden J], Krochmal L, Yaroshinsky A. Two randomized,
double-blind, controlled trials of 2219 subjects to compare
the combination clindamycin/tretinoin hydrogel with
each agent alone and vehicle for the treatment of acne
vulgaris. ] Am Acad Dermatol. 2006;54:73-81.

Renzi C, Picardi A, Abeni D, et al. Association of dis-
satisfaction with care and psychiatric morbidity with poor
treatment compliance. Arch Dermatol. 2002;138:337-342.
Thiboutot DM. Versatility of azelaic acid 15% gel in treat-
ment of inflammatory acne vulgaris. ] Drugs Dermatol.
2008;7:13-16.

Grimes P, Callender V. Tazarotene cream for postinflam-
matory hyperpigmentation and acne vulgaris in darker
skin: a double-blind, randomized, vehicle-controlled
study. Cutis. 2006;77:45-50.

Leyden ]J, Del Rosso JQ, Webster GE Clinical con-
siderations in the treatment of acne vulgaris and other
inflammatory skin disorders: a status report. Dermatol Clin.
2009;27:1-15.

Merrill Lynch. Industry overview: specialty pharma-
ceuticals.  http://www.google.com/url?sa=t&source
=web&ct=res&cd=6&url=http%3A%2F%2Fwww
.brandweeknrx.com%2Ffiles%2Fml_survey_on_
cosmeceuticals_apr_07.PDF&ei=uw_2Sf PD4POM{_
AkLkP&rct=j&q=pdf+Merrill+Lynch.+Industry+
Overview. +Specialty+Pharmaceuticals. + April +9%
2C+2007.&usg=AFQjCNFAF5sN8Ksgiyus6B21_9e_
iZ42]Q. Published April 9, 2007. Accessed May 4, 2009.
Sykes NL, Webster GE Acne. a review of optimum man-
agement. Drugs. 1994;48:59-70.

Leyden ]J. Dermatology express report: safety and efficacy
of weight-based dosing of a novel formulation of minocy-
cline for moderate-to-severe acne vulgaris. Hampton, NH:
Millenium CME Institute, Inc; 2006.

Fleischer AB Jr, Dinehart S, Stough D, et al; Solodyn
Phase 2 and Phase 3 Study Group. Safety and efficacy of a
new extended-release formulation of minocycline. Cutis.
2006;78(suppl 4):21-31.

Stewart DM, Torok HM, Weiss JS, et al; Solodyn Phase 2
Study Group. Dose-ranging efficacy of new once-daily

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

extended-release minocycline for acne wvulgaris. Cutis.
2006;78(suppl 4):11-20.

Data on file. Clinical study report for MP-0104-07.
Scottsdale, AZ: Medicis Pharmaceutical Corporation; 2007.
Del Rosso JQ. Systemic therapy for rosacea: focus on oral
antibiotic therapy and safety. Cutis. 2000;66(suppl 4):7-13.
Del Rosso JQ, Kim G. Optimizing use of oral antibiotics in
acne vulgaris. Dermatol Clin. 2009;27:33-42.

Data on file. Scottsdale, AZ: Medicis Pharmaceutical
Corporation; 2009.

Margolis DJ, Hoffstad O, Bilker W. Association or lack
of association between tetracycline class antibiotics used
for acne vulgaris and lupus erythematosus. Br ] Dermatol.
2007;157:540-546.

Del Rosso JQ. Recently approved systemic therapies for
acne vulgaris and rosacea. Cutis. 2007;80:113-120.
Zaenglein AL, Thiboutot DM. Expert committee rec-
ommendations for Pediatrics.
2006;118:1188-1199.

Del Rosso JQ, Bikowski JB, Baum E, et al. A closer look
at truncal acne vulgaris: prevalence, severity, and clinical
significance. ] Drugs Dermatol. 2007;6:597-600.

Bhambri S, Del Rosso JQ, Desai A. Oral trimethoprim/
sulfamethoxazole in the treatment of acne vulgaris. Cutis.
2007;79:430-434.

Layton AM, Knaggs H, Taylor ], et al. Isotretinoin for

acne management.

acne vulgaris—10 years later: a safe and successful treat-
ment. Br ] Dermatol. 1993;129:292-296.

Goldstein JA, Socha-Szott A, Thomsen R], et al. Com-
parative effect of isotretinoin and etretinate on acne
and sebaceous gland secretion. ] Am Acad Dermatol.
1982;6:760-765.

Lester RS, Schachter GD, Light M]. Isotretinoin and tet-
racycline in the management of severe nodulocystic acne.
Int ] Dermatol. 1985;24:252-257.

Peck GL, Olsen TG, Butkus D, et al. Isotretinoin versus
placebo in the treatment of cystic acne. a random-
ized double-blind study. ] Am Acad Dermatol. 1982;6:
735-745.

Prendiville ]S, Logan RA, Russell-Jones R. A comparison
of dapsone with 13-cis retinoic acid in the treatment
of nodular cystic acne. Clin Exp Dermatol. 1988;13:
67-71.

Pigatto PD, Finzi AF, Altomare GF, et al. Isotretinoin
versus minocycline in cystic acne: a study of lipid metabo-
lism. Dermatologica. 1986;172:154-159.

Amichai B, Shemer A, Grunwald MH. Low-dose isotreti-
noin in the treatment of acne vulgaris. ] Am Acad
Dermatol. 2006;54:644-646.

Liu A, Yang DJ, Gerhardstein PC, et al. Relapse of

acne following isotretinoin treatment: a retrospective

VOLUME 83, JUNE 2009 19



48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

20

study of 405 patients. J Drugs Dermatol. 2008;7:
963-966.
Mitchell AA, Van Bennekom CM, Louik C. A pregnancy-
prevention program
age receiving isotretinoin. N Engl J Med. 1995;333:
101-106.

Berard A, Azoulay L, Koren G, et al. Isotretinoin, preg-

in women of childbearing

nancies, abortions and birth defects: a population-based
perspective. Br ] Clin Pharmacol. 2007;63:196-205.
iPledge™ Web site. https://www.ipledgeprogram.com.
Accessed January 23, 2009.

Enders SJ, Enders JM. Isotretinoin and psychiatric ill-
ness in adolescents and young adults. Ann Pharmacother.
2003;37:1124-11217.

Magin P, Pond D, Smith W. Isotretinoin, depression
and suicide: a review of the evidence. Br ] Gen Pract.
2005;55:134-138.

Arowojolu AO, Gallo MF, Lopez LM, et al. Combined
oral contraceptive pills for treatment of acne. Cochrane
Database Syst Rev. 2007(1):CD004425. doi:10.1002/
14651858.CD004425.pub3.

Bremner JD. Does isotretinoin cause depression and
suicide? Psychopharmacol Bull. 2003;37:64-78.

Bruno NP, Beacham BE, Burnett JW. Adverse
effects of isotretinoin therapy. Cutis. 1984;33:484-
486, 489.

McElwee NE, Schumacher MC, Johnson SC, et al. An
observational study of isotretinoin recipients treated
for acne in a health maintenance organization. Arch
Dermatol. 1991;127:341-346.

Goulden V, Layton AM, Cunliffe WJ. Long-term safety of
isotretinoin as a treatment for acne vulgaris. Br ] Dermatol.
1994;131:360-363.

Hull PR, Demkiw-Bartel C. Isotretinoin use in acne: pro-
spective evaluation of adverse events. ] Cutan Med Surg.
2000;4:66-70.

Jick S, Kremers H, Vasilakis-Scaramozza C. Isotretinoin
use and risk of depression, psychotic symptoms, sui-
cide and attempted suicide. Arch Dermatol. 2000;136:
1231-1236.

McLane J. Analysis of common side effects of isotretinoin.
J Am Acad Dermatol. 2001;45:S188-S194.

Wysowski D, Pitts M, Beitz J. Depression and suicide
in patients treated with isotretinoin. N Engl ] Med.
2001;344:460-461.

Hersom K, Neary MP, Levaux HP, et al. Isotretinoin and
antidepressant pharmacotherapy: a prescription sequence
symmetry analysis. ] Am Acad Dermatol. 2003;49:
424-431.

Lucky AW, Henderson TA, Olson WH, et al. Effective-

ness of norgestimate and ethinyl estradiol in treating

CUTIS®

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

moderate acne vulgaris. ] Am Acad Dermatol. 1997;37:
746-754.

Redmond GP, Olson WH, Lippman ]S, et al. Norges-
timate and ethinyl estradiol in the treatment of acne
vulgaris: a randomized, placebo-controlled trial. Obstet
Gynecol. 1997;89:615-622.

Thiboutot D, Archer DF, Lemay A, et al. Randomized,
controlled trial of a low-dose contraceptive containing
20 microg of ethinyl estradiol and 100 microg of levo-
norgestrel for acne treatment. Fertil Steril. 2001;76:
461-468.

Leyden JJ, Shalita A, Hordinsky M, et al. Efficacy of
a low-dose oral contraceptive containing 20 microg
of ethinyl estradiol and 100 microg of levonorgestrel
for the treatment of moderate acne: a randomized
placebo-controlled trial. ] Am Acad Dermatol. 2002;47:
399-409.

Maloney JM, Dietze P Jr, Watson D, et al. Treatment
of acne using a 3-milligram drospirenone/20-microgram
ethinyl estradiol oral contraceptive administered in a 24/4
regimen: a randomized controlled trial. Obstet Gynecol.
2008;112:773-781.

Lucky AW, Koltun W, Thiboutot D, et al. A com-
bined oral contraceptive containing 3-mg drospirenone/
20-microg ethinyl estradiol in the treatment of acne
vulgaris: a randomized, double-blind, placebo-controlled
study evaluating lesion counts and participant self-
assessment. Cutis. 2008;82:143-150.

Koltun W, Lucky AW, Thiboutot D, et al. Efficacy
and safety of 3 mg drospirenone/20 mcg ethinylestra-
diol oral contraceptive administered in 24/4 regimen in
the treatment of acne vulgaris: a randomized, double-
blind, placebo-controlled trial. Contraception. 2008;77:
249-256.

Estrostep Fe [package insert]. Rockaway, NJ: Warner
Chilcott Company, Inc; 2008.

James WD. Clinical practice. acne. N Engl ] Med.
2005;352:1463-1472.

Baldwin H. What factors should be considered when
prescribing oral contraceptives
Medscape  Dermatology.  http://[www.medscape.com
[viewarticle/578285. Published July 31, 2008. Accessed
February 2, 2009.

Lidegaard @, Edstrom B, Kreiner S. Oral contracep-
tives

to acne patients!

and venous thromboembolism: a five-year

national case-control study. Contraception. 2002;65:
187-196.

Poulin Y. Practical approach to the hormonal treatment of
acne. ] Cutan Med Surg. 2004;8(suppl 4):16-21.

Petitti DB. Combination estrogen-progestin oral contra-

ceptives. N Engl ] Med. 2003;349:1443-1450.



76.

1.

78.

Moreno V, Bosch FX, Mufioz N, et al; International
Agency for Research on Cancer. Multicentric Cervical
Cancer Study Group. Effect of oral contraceptives on risk
of cervical cancer in women with human papillomavirus
infection: the IARC multicentric case-control study.
Lancet. 2002;359:1085-1092.

Marchbanks PA, McDonald JA, Wilson HG, et al. Oral
contraceptives and the risk of breast cancer. N Engl ] Med.
2002;346:2025-2032.

Shaw JC, White LE. Long-term safety of spironolactone
in acne: results of an 8-year followup study. ] Cutan Med
Surg. 2002;6:541-545.

79.

80.

81.

82.

Shaw JC. Low-dose adjunctive spironolactone in the
treatment of acne in women: a retrospective analysis of
85 consecutively treated patients. ] Am Acad Dermatol.
2000;43:498-502.

Krunic A, Ciurea A, Scheman A. Efficacy and tolerance
of acne treatment using both spironolactone and a com-
bined contraceptive containing drospirenone. ] Am Acad
Dermatol. 2008;58:60-62.

Marcoux D, Thiboutot D. Hormonal therapy for acne. |
Cutan Med Surg. 1996;1(suppl):52-56.

Aldactone [package insert]. New York, NY: Pfizer
Inc; 2008.

VOLUME 83, JUNE 2009 21



CME Test

INSTRUCTIONS: Based on the material you have read, select the most appropriate answer to each question. To obtain credit, please see page 23.

TEST VALID THROUGH JUNE 2010.

Choose the incorrect statement regarding

skin care.

[] a. gentle washing once daily is better than
twice daily

[] b. patients should select products with mild
synthetic surfactants and/or emollients

[] c. routine proper daily skin care assists acne
therapy by reducing the potential for
skin irritation

[] d.strong deodorant soaps may damage the
epidermal barrier

Identify the factor(s) that lead to localized
irritation and limit treatment success with
topical retinoids.

[] a. retinoid and concentration used

[] b. skin sensitivity

[] c. vehicle formulation

[] d.all of the above are correct

Topical benzoyl peroxide is a potent anti-
microbial agent with marked activity against
Propionibacterium acnes and also exhibits
comedolytic properties.

] a. true
[] b. false

Which of the following is not true regarding
benzoyl peroxide use in the treatment of acne?

] a
] b.
O e.

cleansers have not been shown to reduce
P acnes strains

has been shown to reduce both inflamma-
tory and noninflammatory acne lesions
leave-on formulations reduce the emergence
of antibiotic-resistant P acnes strains

[] d.may be used in combination with a topical
antibiotic or topical retinoid

Select the correct statement regarding topical
antibiotics in acne treatment.

0 a
[ b.
O e
O .

efficacy of clindamycin has decreased
over time

efficacy of erythromycin and clindamycin
is unchanged

efficacy of erythromycin has decreased
over time

efficacy of erythromycin remained constant

10

What is the US Food and Drug Administration—
. approved daily dosage of minocycline hydro-

chloride extended-release tablets to treat acne?

[] a. 0.5mgkg

[] b. 1 mg/kg

[] c. 2mg/kg

[] d. 4 mg/kg

Select the correct statement pertaining to
weight-based dosing with minocycline
hydrochloride extended-release tablets.

0 a
[ b.
O e
0 .

acute vestibular adverse events were com-
parable with immediate-release minocycline
acute vestibular adverse events were com-
parable with placebo

acute vestibular adverse events were
significantly greater than placebo

answers b and c are correct

Select the incorrect statement regarding oral

antibiotics for acne vulgaris.

[] a. low-dose antibiotic therapy should be
indefinitely continued

[] b. treat for at least 6 to 8 weeks, with a total
duration of 12 weeks to 6 months when
clinically feasible

[] c. when necessary, restart the same oral
antibiotic that was previously effective

[] d. answers b and ¢ are incorrect

Females taking oral isotretinoin must report
using 2 forms of contraception simultaneously
to their clinician and negative results of a
monthly pregnancy test must be documented.

[] a.true
[] b. false

Select the correct statement regarding oral
contraceptive treatment of acne vulgaris.

O a
[ b.
O e
0 .

acne severity but not acne lesion count

is reduced

activity is limited to noninflammatory facial
acne lesions

visible improvement consistently occurs
within 1 to 2 cycles

all of the above are incorrect
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