
skinskin&AGING

Supplement to the January 2007

Articles in this supplement are based on 

selected presentations from the 

2006 Fall Clinical Dermatology Conference®

held October 6-9, 2006 in Las Vegas, NV. 



WHAT’S NEW IN THE MEDICINE
CHEST?
BY JAMES Q. DEL ROSSO, D.O., F.A.O.C.D.

PAGE 3

RETHINKING ROSACEA: 10 THINGS YOU
MIGHT NOT KNOW ABOUT ROSACEA
BY MARK V. DAHL, M.D.

PAGE 8

FACE-TO-FACE WITH ACNE VULGARIS
BY JAMES Q. DEL ROSSO, D.O., F.A.O.C.D.

PAGE 11

TREATING ACNE WITH HORMONES
BY DIANE M. THIBOUTOT, M.D.  

PAGE 16

CONTENTS

PARTICIPANTS

James Q. Del Rosso, D.O., F.A.O.C.D.
Clinical Associate Professor 
of Dermatology, 
University of Nevada School 
of Medicine and Dermatology 
Residency Director at 
Valley Hospital, Las Vegas, NV.

Mark V. Dahl, M.D. 
Professor and Chairman,
Department of Dermatology, 
Mayo College School of Medicine,
Mayo Clinic Arizona.

Diane M. Thiboutot, M.D.
Professor of Dermatology, 
The Pennsylvania State University
Cooleg of Medicine, 
Milton S. Hershey Medical Center,
Hershey, PA.

articles in this supplement are based on selected

presentations from the 

2006 Fall Clinical Dermatology Conference®

held october 6-9, 2006 in las Vegas, nV. 

HMP COMMUNICATIONS

EDITORIAL STAFF
SPECIAL PROJECTS EDITOR Stefanie tuleya

EXECUTIVE EDITOR lariSa HubbS

DESIGN AND PRODUCTION
CREATIVE DIRECTOR Vic GeanopuloS

PRODUCTION  DIRECTOR Kim cHeSKy

PRODUCTION MANAGER triSH morriS

BUSINESS STAFF
PUBLISHER Joe morriS

NATIONAL SALES MANAGER pHil lebreSco

MEETINGS DIRECTOR/SR. PROJECT MANAGER Katie WHitmore

CIRCULATION MANAGER bonnie SHannon

83 GENERAL WARREN BLVD, SUITE 100, MALVERN, PA 19355

(800) 237-7285 • (610) 560-0500 • FAX (610) 560-0501



S U P P L E M E N T  T O  S K I N  &  A G I N G  •  J A N U A R Y  2 0 0 7  •  3

W hat do we have to

choose from in our tool

box when we are treat-

ing patients? Is there anything

new? Are there new ways to utilize

tools we have had for a while?

Have any of our tools been

redesigned? 

Fortunately, there are a variety of

options to choose from, not only in

terms of active ingredients, but also

related to different vehicle formulations that can make a big dif-

ference in treatment outcome.

THE IMPACT OF SKIN CARE IN RESPONSE TO
MEDICATIONS

For many dermatologic disorders, skin care products can

have a significant impact on the results of treatment regardless

of what medications are prescribed. As we further come to

understand the relationships between epidermal barrier func-

tion and specific underlying skin diseases, it becomes more

apparent that proper skin care not only impacts tolerability with

topical medications, but also efficacy.  

One of the first studies that was available was based on

research from Unilever evaluating the impact from using a syn-

thetic detergent bar (Dove) versus a soap bar in terms of influ-

encing symptomatology — clinical signs and symptoms of skin

irritability and clinical signs associated with acne therapy. The

patients involved in this study were already being treated for

facial acne vulgaris topically with benzoyl peroxide 5%-eryth-

romycin 3% gel (Benzamycin) and adapalene (Differin). Clinical

signs and symptoms of cutaneous irritation were evaluated

using a soap bar cleanser after which patients were switched

to a synthetic detergent bar cleanser (Dove).  With use of the

synthetic detergent bar, there was a marked reduction in clini-

cal signs of skin irritation such as dryness, erythema, peeling,

pruritus and stinging/burning. By simply modifying the skin

cleanser used, signs and symptoms of cutaneous irritation

during topical acne treatment were lessened.

Another study that was done more recently evaluated a

brand liquid cleanser (Cetaphil Daily Facial Cleanser) in patients

with mild acne vulgaris who were not utilizing acne therapy or

a moisturizer. Early during the course of the trial, there was a

reduction in lesion counts, which may often be captured as

“vehicle effect” in a clinical trial. Importantly, as skin care prod-

uct use is specified and controlled in most clinical trials, spe-

cific skin care regimens contribute to efficacy and tolerability

results along with medications that are used. It is the skin care

plus the medication, which equals the final result of a study,

especially with disorders such as acne, rosacea or atopic der-

matitis. Similar results have been demonstrated in patients

with rosacea undergoing treatment with topical metronidazole.  

Researchers were able to demonstrate in another study that

there was no impairment of epidermal barrier function in

patients with rosacea who were only being treated with anoth-

er liquid cleanser (Cetaphil Gentle Skin Cleanser). There was no

increase in transepidermal water loss (TEWL) and corneometry

parameters remained stable over the course of the trial.

In another study that was completed with azelaic acid 15%

gel (Finacea), Draelos and colleagues allowed patients to

select their own skin care versus a dermatologist-selected reg-

imen using a gluconolactone-based skin care regimen
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(NeoStrata). In the group of patients where the skin care was

controlled, there was a greater reduction in the symptomatol-

ogy that could be associated with underlying rosacea and/or

topical medication use. This study emphasizes the importance

of dermatologist-directed skin care in order to improve thera-

peutic results and reduce the potential for skin irritation, which

may occur in association with use of topical medications.

Educating patients on the details of which skin care products

to use as well as how and when to utilize them is an integral

and vital component of dermatologic care.

THE VALUE OF MOISTURIZATION
Atopic dermatitis is a commonly encountered clinical chal-

lenge because these patients are inherently immune-dysregu-

lated at baseline. One of the major problems affecting these

patients is abnormal stratum corneum lipid composition, espe-

cially with ceramides that comprise the major component of

the intercellular lipid membrane, which is continually involved in

the regulation of TEWL. 

Genetically-associated heterozygous and homozygous

abnormalities of fillagrin, an epidermal protein integrally

involved in the formation of the corneocyte envelope and epi-

dermal barrier integrity have been identified in some patients

affected by atopic dermatitis and ichthyosis vulgaris. As a

result, patients with atopic dermatitis regularly experience

increased TEWL, leading to xerosis and fine skin fissuring. 

Scaling occurs secondary to “corneocyte clumping”, which

results from impairment of the normal process of individual cor-

neocyte desquamation. This reduction in barrier integrity and

function renders skin more sensitive and permeable to external

irritants and allergens, thus providing a “set up” for colonization

with Staphylococcus aureus, an opportunistic pathogen that

flourishes in an environment characterized by “cracks in the

cement”, which holds together the “brick wall” of the stratum

corneum (ie. fissuring, exudation). The skin of a patient with

atopic dermatitis is actually “screaming for moisturization”, which

should be a part of the overall treatment regimen in every

patient.

Several new dermatologic products, both OTC and pre-

scription, boast their availability in new vehicles. Some are true

advances and others prove to be only “smoke and mirrors”.  

A true formulation advance is called multi-vesicular emulsion

(MVE). This patented vehicle technology essentially layers

spheres of oil and water (“circles within circles within circles”)

that may contain a variety of different active or excipient ingre-

dients within each phase. MVE was initially applied to brand

salicylic acid 6% (Salex) in both cream and lotion vehicles.

Effective drug delivery and highly favorable skin tolerability are

major features of the MVE formulations. A novel ceramide-

based MVE skin care line (CeraVe) is also currently available

and includes a hydrating cleanser, cream and lotion. Within the

emulsion layers, multiple ceramides, humectants, dimethicone

and ceramide precursors are incorporated.

A study was performed in patients with atopic dermatitis

evaluating use of the MVE hydrating skin cleanser (CeraVe

Hydrating Cleanser) and MVE cream (CeraVe Cream). Three

groups of patients were evaluated — fluocinonide 0.05%

cream (Lidex) was used twice a day by all three groups. One

study arm (group A) used only the topical corticosteroid alone,

the second group (group B) also used the MVE hydrating skin

cleanser, and the third group (group C) also used the MVE

hydrating skin cleanser and the MVE cream. The group treat-

ed with the complete skin care regimen (group C) exhibited the

greatest clinical and symptomatic improvement at essentially

all study evaluation time points. This trial further emphasizes

the importance of appropriate skin care as a vital component

of the overall management plan. 

DELIVERY SYSTEMS
Product delivery systems vary and may influence product

usage, application technique and patient compliance. A new

delivery system is the pump, applied to both benzoyl peroxide

5%-clindamycin 1% gel (Benzaclin) and both strengths of

tretinoin microsphere gel (Retin-A Micro), 0.04% and 0.1%. 

The tretinoin microsphere gel pump is available as 50 grams

per canister. Each pump is metered to deliver a fixed amount of

product, with 400 pumps available per container. The manufac-

turer suggests that two pumps is enough to adequately spread

to evenly cover the face with diffuse application. If so, with a

common application frequency of once daily, a patient  will uti-

lize 60 pumps per 30 days (two pumps per day). Ideally, a single

canister should then last 6.6 months. If the clinician suspects

that more medication needs to be administered for adequate

facial coverage and a patient is then instructed to apply four

pumps per day, a canister would then last 3.3 months. In both
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FIGURE 1.
TRETINOIN MICROSPHERE PUMP RECOMMENDED 
USAGE PARAMETERS*

� 50 grams Canister Size
• 0.04% and 0.1% concentrations 

� 400 Pumps/Canister
� 2 Pumps (1 Pea-size) = Covered Face

• 60 Pumps per 30 Days 
* Once daily therapy

• 1 Canister = 6.6 Months of Rx

*Recommendations as per manufacturer



cases, the metering capability of the pump delivery system pro-

vides the ability to quantify use and to more precisely educate

patients on how much medication to apply (See Figure 1).

Patient preference studies have been completed, evaluating

the pump delivery system used to package both strengths of

tretinoin microsphere gel. In the group of males and females

between the ages of 13 and 19 years, 91% indicated that the

pump was easy to use and effectively took the guesswork out

of figuring out how much medication to apply. In older patients,

87% reported these same impressions with use of the pump

as a medication delivery system. 

FOAM VEHICLE FORMULATIONS
VersaFoam represents a patented family of advanced topical

foam delivery vehicles. Until recently, the hydroethanolic foam

(HF) vehicle was the only form available, utilized with

betamethasone valerate 0.12% foam (Luxiq, 1999), clobetasol

propionate 0.05% foam (Olux, 2000) and clindamycin phos-

phate 1% foam (Evoclin, 2004). The advantages of HF foam

demonstrated in several trials include effective skin penetration

of active ingredient into diseased skin (ie. psoriatic plaques)

without adverse impact on safety (topical and systemic), favor-

able efficacy, and a high overall level of patient preference due

to rapid penetration, easy spreadability, lack of residue and

absence of staining. 

However, due to high ethanol content, application to

eczematous skin was associated with potential for stinging in

some patients. As a result, the first petrolatum-based emulsion

foam (EF) product, free of ethanol, was developed, incorporat-

ing desonide 0.05%. Desonide 0.05% EF foam (Verdeso) is

FDA-approved for treatment of atopic dermatitis in patients

down to 3 months of age. 

The efficacy and safety of this desonide formulation was eval-

uated in a double-blind, vehicle-controlled 4-week phase III trial

inclusive of 387 actively treated subjects. It is anticipated that

other corticosteroid compounds of higher potency will also be

incorporated into an emulsion foam (EF) as additional products

are evaluated in clinical trials and submitted for FDA approval.

The VersaFoam HF (hydroethanolic foam), is a “quick-break”

foam that immediately disappears on contact with the skin

because of rapid dissolution after exposure to normal skin

temperature. Luxiq and Olux are the two products that utilize

this particular technology.  As the foam dissolves immediately

upon skin contact, medication is best placed in the cap to

allow the patient to more easily manage and direct application.

A second form of HF foam is slightly modified, using a higher

melting point upon contact with skin. As a result, the foam is

“slow break”. This type of HF foam is used with the Evoclin for-

mulation. The Evoclin can is held upright, with application very

amenable to a larger surface area, such as the chest and

back). The patient can apply individual mounds of foam to dif-

ferent areas before diffusely spreading into the entire affected

area as the product melts more slowly.

The new Versafoam EF foam vehicle used with desonide

exhibits different formulation characteristics than the HF foam.

The EF and HF VersaFoams both demonstrate the advantages

of easy use, lack of residue and easy spreadability based on

patient preference assessments, and both facilitate optimal

skin penetration of active ingredient based on studies com-

pleted in human skin. However, the EF foam is devoid of

ethanol, and exhibits emollient properties due to the excipients

contained in the vehicle. As the EF foam is petrolatum-based,

and also contains light mineral oil, it is “designed” for applica-

tion to eczematous or dermatitic skin. EF foam is essentially a

“no-break foam”, sitting in place after application to skin for a

long duration with very slow melting. After application, gentle

spreading allows for easy distribution and rapid penetration.

Seventy percent of patients found EF foam to be moisturizing,

with the majority expressing preference over other vehicles

they have used, such as lotions, creams and ointments.

THE RESURRECTION OF DESONIDE
Desonide, a topical corticosteroid used in clinical practice for

more than two decades, is the most frequently prescribed low

potency agent by dermatologists based on recognized pre-

scription databases. Approved by the FDA in September 2006,

desonide 0.05% foam (Verdeso) is indicated for the treatment of

atopic dermatitis in patients 3 months of age and older. This

product, formulated as an EF foam, was tested in terms of pen-

etration versus branded desonide 0.05% creams (DesOwen,

Tridesilon) and ointments (DesOwen, Tridesilon). As demon-

strated with the HF foams containing betamethasone valerate

0.12% (Luxiq) and clobetasol propionate 0.05% (Olux) in stud-

ies versus their appropriate comparators, the EF foam allows

for maximal penetration of active ingredient into skin. This fac-

tor accounts for the quickness and ease of penetration after

application and favorable efficacy results in clinical trials. 

The pivotal clinical studies of desonide 0.05% foam evaluat-

ed a variety of different efficacy parameters in patients as
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young as 3 months of age. The study design demanded that

the product reach a high bar in order to achieve success. After

4 weeks of twice daily application, 58% of actively treated

patients were rated as clear or almost clear as compared to

21% of those treated with the vehicle (See Figure 2). Pruritus

was resolved or very minimal at the 4 week endpoint in 67%

of patients treated with desonide 0.05% foam versus 26% of

vehicle-treated patients (See Figure 3). As would be expected

with a petrolatum-based formulation, the incidence of appli-

cation-site tolerability reactions such as stinging proved to 

be <3%. 

HIGH-POTENCY TOPICAL CORTICOSTEROIDS
AND DELIVERY SYSTEMS

There has been a paradigm shift with regard to the correla-

tion between vehicle type and corticosteroid potency.

Formulation scientists have been very busy! One no longer

needs to prescribe an ointment base to achieve maximal effect.

Several newer vehicle systems incorporating higher potency

corticosteroids allow for optimal drug delivery, including super-

potency and high-potency topical corticosteroid products.

One of the newer products that has become available is flu-

ocinonide 0.1% cream (Vanos), which is twice the concentra-

tion of conventional fluocinonide 0.05% brand (Lidex) and

generic formulations. It was studied and is approved for treat-

ment of patients with psoriasis and atopic dermatitis. The clin-

ical trials utilized a high bar for assessment, with success

determined based on completely clear or almost clear ratings. 

The product may be used once or twice a day, based on

prescriber preference, with the latter application frequency

achieving higher success scores. Based on vasoconstrictor

assay studies, fluocinonide 0.1% cream is a super-potent top-

ical corticosteroid.

Clobetasol propionate 0.05% lotion (Clobex Lotion), despite

the conventional dogma that states that lotions tend to be of

weaker potency, is a true super-potent topical corticosteroid

product. Clinical studies and experience support the delivery

“punch” of this formulation. This product is highly applicable for

use in eczematous dermatoses, especially in cases of greater

severity and where diffuse application is warranted.

A more recently FDA-approved spray formulation of clobe-

tasol propionate 0.05% (Clobex Spray), is also available,

boasting impressive efficacy results in clinical trials. In

patients with plaque psoriasis, at weeks 2 and 4 respective-

ly, 55% and 78% of patients were clear or almost clear. At 

4 weeks after discontinuation of therapy, 44% of patients

remained clear or almost clear, and another 28% exhibited

only minimal involvement. Therefore, 72% of the patients at 

4 weeks after they completed treatment with this spray prod-

uct exhibited only mild disease or better, with close to half

remaining completely clear.

COMBINATION THERAPY APPROACHES WITH
TOPICAL CORTICOSTEROIDS

Despite the development of non-steroidal topical therapies

for treatment of dermatoses such as psoriasis and atopic der-

matitis, corticosteroids clearly maintain a central position in

patient management, especially for treatment of active lesions

and disease exacerbations. However, several studies and clin-

ical experience support the value of combination therapy, an

approach which allows for greater efficacy, reduction in

adverse effects, sustenance of clinical benefit, and transition to

maintenance therapy regimens. For treatment of psoriasis, the

vitamin D analog, calcipotriene (Dovonex) has been shown to

work effectively with topical corticosteroids. Unfortunately, cal-

cipotriene is a “fickle” compound, and is not stable when

applied concomitantly with several other active ingredients,

such as salicylic acid, or many formulations, including some

topical corticosteroids. A new combination product contains

both betamethasone dipropionate and calcipotriene (Taclonex)

in an ointment formulation stable for at least 2 years. There are

multiple clinical trials evaluating this product for the treatment
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FIGURE 2. 
DESONIDE 0.05% FOAM TWICE DAILY 
PHASE III PIVOTAL TRIALS

Percentage of Subjects With ISGA Score of 0 or 1 at
Week 4 (N = 581)

Source: Data on file, Connetics Corporation, 2006. 

DESONIDE FOAM GROUP CLEAR OR
ALMOST CLEAR AT WEEK 4

VEHICLE GROUP P<0.0001

58%

21%

FIGURE 3. 
DESONIDE 0.05% FOAM TWICE DAILY 
PHASE III PIVOTAL TRIALS

Percentage of Subjects With Pruritus Score of 0 or 1 at
Week 4 (N = 581)

Source: Data on file, Connetics Corporation, 2006. 

DESONIDE FOAM GROUP ITCHING
GONE OR ALMOST GONE AT WEEK 4

VEHICLE GROUP P<0.0001

67%

26%



of psoriasis in more than 3,000 actively treated patients. An

efficacy profile consistent among these studies with application

once daily is a Psoriasis Area Severity Index (PASI) reduction of

40% after 1 week, 60% after 2 weeks, and 70% after 4 weeks,

regardless of the baseline disease severity.  

There are other ways to use calcipotriene in combination

with topical corticosteroids.  Based on studies, calcipotriene

remains stable for several hours after concurrent application

with betamethasone 0.12% foam (Luxiq) and clobetasol propi-

onate 0.05% foam (Olux). As the products are applied inde-

pendently, the clinician has flexibility in adjusting the application

frequency of the corticosteroid without altering the use of cal-

cipotriene, which is best used twice daily. Calcipotriene, in its

ointment formulation, appears to remain stable over several

hours in the presence of fluocinonide 0.1% cream (Vanos). The

concentration of calcipotriene is also sustained for several

hours in the presence of clobetasol propionate 0.05% lotion

(Clobex Lotion) and spray (Clobex Spray).    

NEW SHAMPOO FORMULATION FOR
SEBORRHEIC DERMATITIS

As with most inflammatory dermatoses, seborrheic dermati-

tis is a multi-faceted disorder. Anti-fungal agents such as

ciclopirox (Loprox) and ketoconazole (Nizoral), direct their

activity to reduce proliferation of the commensal yeast,

Malassezia furfur, an organism believed to trigger inflammation

in seborrheic dermatitis. Topical corticosteroids rapidly reduce

signs and symptoms associated with inflammation, such as

erythema, scaling and pruritus. A novel salicylic acid 6% sham-

poo (Salex Shampoo) is available, approved for use in scalp

psoriasis, and is highly applicable for treatment of seborrheic

dermatitis (See Figure 4). This product exhibits reasonable lath-

ering, a feature perceived by many patients as significant.

Multiple humectants and conditioners maintain hair texture and

studies have demonstrated lack of adverse effect on dyed hair

and very low potential for ocular irritancy.  As salicylic acid facil-

itates separation of corneocytes due to desmolytic activity, the

cellular clumping that leads to flaking and scaling in seborrhe-

ic dermatitis is diminished. 

HAIR GROWTH FORMULATIONS
A new foam formulation of minoxidil 5% (Rogaine Foam) has

come to market that incorporates Versafoam technology.  In

pre-clinical testing, minoxidil 5% foam exhibited two to three

times the follicular penetration as compared to the solution

vehicle, without associated adverse systemic side effects,

such as significant blood pressure reduction.   Efficacy assess-

ment in males included hair counts, detailed questionnaires,

and photographic documentation.  In the group that was

actively treated for 16 weeks with the minoxidil 5% foam, they

had at least 20 new hairs within the target area, compared to

5 hairs in those treated with the vehicle. Many patients demon-

strated impressive results captured by photography.

Consistent with the use of other foam vehicle products when

applied to the scalp, patients reported a high degree of prefer-

ence and satisfaction with the minoxidil 5% foam product.

OPTIMIZING TREATMENTS
Optimized new delivery systems and vehicles are adding

significantly to the dermatology armamentarium. These new

systems provide us with better ways to treat patients with

products we know are efficacious and safe if properly used.

New products provide more options.

Dr. Del Rosso is Clinical Associate Professor of Dermatology,
University of Nevada School of Medicine and Dermatology
Residency Director at Valley Hospital, Las Vegas, NV.
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FIGURE 4. 
SALICYLIC ACID 6% SHAMPOO
PRODUCT OVERVIEW

� Indicated for scalp psoriasis
• Anticipate use also for seborrheic 

dermatitis
• Initial and maintenance therapy
• Combination therapy

� Lathering formulation ~ 6oz size
• Contains humectants/conditioners – 

maintain texture
• No significant effect on permanent and 

dye colored-hair1 after 5 shampoo 
cycles

� In vitro testing – ocular irritation2

• Chorioallantoic membrane 
(chick embryo) study

• Indirect measure of potential ocular 
irritation

• No irritation at 10% dilution

1 Pillai RK. Healthpoint 9320-002-001A, May 2006.

2 Pillai RK. Healthpoint 9320-008-001A, June 2006.
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BY MARK V. DAHL, M.D.

Despite its commonness,

mystery shrouds rosacea;

the cause and causal rela-

tionships are mostly speculative.

There are four well-defined sub-

types:1

1) erythematotelangiectatic 

rosacea, 

2) inflammatory rosacea, 

3) phymatous rosacea, and 

4) ocular rosacea.  

These sub-types seem very different.  How does one sub-

type cause or influence another?  Pathologic steps are specu-

lative, and cause and effect relationships are mostly unknown.2

On the other hand, knowledge illuminates rosacea.

Flushing, angiogenesis, sensory irritation, papules, pustules,

fibrosis, bacteria and Demodex mites provide targets for effec-

tive treatments. In fact, effective and relatively safe treatments

are available and widely used. Dermatologists generally like

treating patients with rosacea (especially inflammatory rosacea),

because they usually respond well to their prescriptions.

Here are 10 things less well-known about rosacea.

1. BACTERIA MAY BE INVOLVED.
The papules and pustules of rosacea resemble bacterial fol-

liculitis and acne vulgaris. Bacteria can cause both acne and

folliculitis. Furthermore, papules and pustules of rosacea not

only respond well to antibiotics, but they also respond well to

many different antibiotics of widely different chemical structures.

Also, they respond completely, not just partially as might be

expected if they possessed only anti-inflammatory activities.  

Yet, despite clues suggesting infections, no pathogens have

been isolated.  Pustules are often sterile, and cultures often iso-

late only common skin pathogens such as Staphylococcus epi-
dermidis. Could it be that normal bacteria behave abnormally?  

The facial skin of patients with rosacea is warmer than unaf-

fected skin because of increased blood flow in the most super-

ficial dermal capillaries and arterioles. Perhaps the bacteria are

subtly different in this different environment. 

In a small pilot study, S. epidermidis on skin of rosacea patients

were coagulase negative as expected, but unexpectedly hemol-

ysed blood agar.3 Furthermore, when these bacteria were cultured

at 37oC, they secreted different proteins and different amounts of

proteins compared to the same bacteria cultured at 30oC.  Some

of these proteins might be pathogenic. One was a lipase.  

2. “DRY” SKIN OF ROSACEA PATIENTS MAY BE
CAUSED BY A MICROBE OR SUBTLE ECZEMA.

Dry skin is rough and scaly, but so is eczematous dermati-

tis.  Although some dermatologists diagnose irritant dermatitis,

demodeciosis, or seborrheic dermatitis, others diagnose

rosacea dermatitis. What ever it’s called, the “dry” skin or

rosacea patients responds (like seborrheic dermatitis does) to

antibiotics such as topical metronidazole (MetroGel, Noritate)

— a result not expected for simple dry skin. It also responds to

topical or systemic antibiotics and to topical steroids or cal-

cineuron inhibitors. 

3. METRONIDAZOLE DOES NOT KILL
DeMoDex folliculoruM.

Demodex mites love the facial skin of rosacea patients,

being both plentiful and prevalent. Some dermatologists

believe they play a causal role and try to rid the skin of them.

Although sulfur can do this, metronidazole may not.  Mites sur-

vive in baths of metronidazole 1mg/ml4 — the maximum solu-

ble dose and the maximum concentration in approved topical

metronidazole creams and gels. 

4. ONCE DAILY APPLICATION OF METRONIDA-
ZOLE IS BETTER THAN TWICE.

The original notion that metronidazole preparations should

be applied twice daily rather than once daily was based on

pharmacologic data that was incorrect or not relevant.

Metronidazole 1% cream applied once daily decreases

RETHINKING ROSACEA
10 THINGS YOU MIGHT NOT KNOW ABOUT ROSACEA.

Mark V. Dahl, M.D.
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papules and pustules as effectively as metronidazole 1%

cream applied twice daily.5 Metronidazole 0.75% cream

applied once daily decreases papules and pustules as effec-

tively is as metronidazole 1% cream applied once daily.6

5. REDNESS SCORES IMPROVE AFTER
TREATMENT WITH TOPICAL METRONIDAZOLE
OR AZELAIC ACID.

Many clinical trials of topical agents for treatment of inflam-

matory rosacea have assessed redness as a secondary end-

point. Almost all of these studies show redness lessens with

treatment.7,8 Individual patients often claim their skin is less red

after treatment with metronidazole, azelaic acid (Finacea), or

sulfacetamide/sulfur products (Avar, Clenia, Plexion, Rosac,

Rosanil, Rosula, Sulfacet-R, Klaron and Ovace). 

Studies need to be done assessing redness as the primary

endpoint among patients with only erythematotelangiectatic

rosacea. Inflammatory papules and pustules are red.  When

they resolve the whole face may seem less red at global

assessment points.  Despite skepticism, topical agents do

seem to blanch some of the redness, even in patients with

pure erythematotelangiectatic rosacea.

6. PATIENTS SUCCESSFULLY TREATED WITH
SYSTEMIC TETRACYCLINE AND TOPICAL
METRONIDAZOLE WHO RELAPSE ARE YOUNGER
PATIENTS WITH NO OR MILD DRYNESS. 

“Dryness” was assessed in a group of rosacea patients

applying topical metronidazole 0.75% gel or placebo in a

study to see if metronidazole would maintain remission

induced with systemic tetracycline and topical metronida-

zole.9 Some patients relapsed despite treatment.  Subset

analysis showed these subjects were young patients whose

skin was mostly smooth and scaleless at entry into the

THE FOUR SUBTYPES OF ROSACEA

SUBTYPE 1: ERYTHEMATOTELANGIECTATIC ROSACEA. SUBTYPE 2: PAPULOPUSTULAR ROSACEA.
SUBTYPE 3: PHYMATOUS ROSACEA. SUBTYPE 4: OCULAR ROSACEA.
Source: The National Rosacea Society. 
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study.  The reasons predisposing this subgroup to recur-

rence are unknown.

7. STINGING CAN BE MANAGED BY MOISTURIZING.
Nearly 100% of patients with erythematotelangiectatic rosacea

report stinging sensations within 5 minutes of applying lactic

acid,9 and a sizable subset of these also report stinging sensa-

tions after applying various topical agents and cosmetics. 

Stinging is associated with high counts of Demodex mites,

perhaps because these patients tend to stop using soaps to

wash their faces.10 Preparations containing sulfur may help,

but compulsive moisturization may help, too. It may take up to

two months for moisturization to quell stinging and burning.

Letting the skin dry for 20 minutes prior to applications of

medications, cosmetics, or moisturizers also reduces their

proneness to sting.

8. RHYNOPHYMA MAY BE CAUSED BY 
HEAVY EYEGLASSES.

Factor XIII in plasma is fibrogenic. Some people think slow

lymphatic drainage of interstitial fluids after edema and sun

damage causes phymas.11 The lymphatic drainage of the

nose may be impeded by heavy eyeglasses impeding lym-

phatic flow from the distal nose. The rhynophyma that

results has been termed “pseudorhynophyma”, although it is

genuine rhynophyma by clinical criteria. Of course, glabel-

lophyma, gnathophyma, and other phymas are not seen

when heavy eyeglasses are the culprit.

9. BLEPHARITIS IN CHILDHOOD PREDICTS
ROSACEA IN ADULTS.

Children who develop blepharitis, especially children who

develop sties, may be more prone to have rosacea as adults.

In a study by Bamford et al,12 records of children with blephar-

itis were studied to see if they developed rosacea as adults.

The incidence of rosacea amongst those adults who had had

sties as children was more than three times higher than a con-

trol group who did not have sties as children.  

10. SULFUR CAN BE USED IN PATIENTS
ALLERGIC TO SULFA.

This concept confuses some physicians, most nurses,

and all patients. Although the names sulfa and sulfur sound

similar, the chemicals are quite different. Sulfur is an ele-

ment. Sulfa is an organic molecule similar to para-aminoben-

zoic acid.  Although it contains a sulfur ion, the sulfur ion is

not the allergen.

Dr. Dahl is Professor and Chairman, Department of Dermatology
at the Mayo College of Medicine Mayo Clinic Arizona.

References

1. Wilkin J, Dahl M, Detmar M, Drake L, Feinstein A, Odom R, Powell F.

Standard classification of rosacea: Report of the National Rosacea Society

Expert Committee on the Classification and Staging of Rosacea.  J Am Acad
Dermatol 2002 Apr; 46(4):584-7. 

2. Dahl MV.  Pathogenesis of rosacea.  Adv Dermatol 2001; 17:29-45. 

3. Dahl MV, Ross AJ, Schlievert PM.  Temperature regulates bacterial protein

production: Possible role in rosacea.  J Am Acad Dermatol 2004 Feb;

50(2):266-72. 

4. Persi A, Rebora A: Metronidazole and demodex folliculorum.  Acta Dermato
Venerol 1981; 61:182-3.

5. Jorizzo JL, Lebwahl M, Tobey RE: The efficacy of metronidazole 1% cream

once daily compared with metronidazole 1% cream twice daily and their vehi-

cles in rosacea: a double-blind clinical trial. J Am Acad Dermatol 1998;

39:502-4. 

6. Dahl MV, Jarratt M, Kaplan D, Tuley MR, Baker MD.  Once-daily topical

metronidazole cream formulations in the treatment of the papules and pus-

tules of rosacea.  J Am Acad Dermatol 2001 Nov; 45(5):723-730.

7. Elewski BE, Fleisher AB Jr., Pariser DM: A comparison of 15% azalaic acid

gel and 0.75% metronidazole gel in the topical treatment of papulopustular

rosacea: results of a randomized trial.  Arch Dermatol 2003; 139:1444-1450. 

8. Gamborg Nielsen P: Treatment of rosacea with 1% metronidazole cream:

A double blind study, Br J Dermatol 1983; 108:327-332.

9. Dahl MV, Katz HI, Krueger GG, Millikan LE, Odom RB, Parker F, Wolf JE Jr,

Aly R, Bayles C, Reusser B, Weidner M, Coleman E, Patrignelli R, Tuley MR,

Baker MO, Herndon JH Jr, Czernielewski JM.  Topical metronidazole main-

tains remissions of rosacea.  Arch Dermatol 1998 Jun; 134(6):679-83. 

10. Lonne-Rahm SB, Fischer T, Berg M: Stinging and rosacea.  Acta Derm
Venerol 1999; 79:460-461. 

11. Ayres S Jr, Ayres S III: Demodectic eruptions (Demodecidosis) in the

human: 30 years’ experience with 2 commonly unrecognized entities: pityria-

sis folliculorum (demodex) and acne rosacea (demodex type).   Arch Dermatol
1961; 83:154-165.

12.  Bamford JT, Gessert CE, Renier CM, Jackson MM, Laabs SB, Dahl MV,

Rogers RS III: Childhood stye and adult rosacea. J  Am Acad Dermatol 2006;

55:951-5. 

Attendees of the Fall Clinical Dermatology Conference®

learning new clinical concepts during an educational 
session.



S U P P L E M E N T  T O  S K I N  &  A G I N G  •  J A N U A R Y  2 0 0 7  •  1 1

BY JAMES Q. DEL ROSSO, D.O., F.A.O.C.D.  

F A L L  C L I N I C A L  D E R M A T O L O G Y  C O N F E R E N C E  P R O C E E D I N G S

One of the most difficult chal-

lenges faced in treating acne vulgaris

is dealing with patient expectations.

Patients are bombarded with ads,

claims and celebrity endorsements

on ways to achieve “perfect skin”.

Patient expectations are “over the

top”, demanding nothing less than

perfection.  This article will review

perspectives on available treatments

with inclusion of newer products. 

ADDITIONS TO 
THE BENZOYL PEROXIDE FAMILY

Despite its availability for more than 5 decades, benzoyl per-

oxide remains a vital component of acne treatment.

Individually, it is the most potent topical agent available against

Propionibacterium acnes, and also exhibits modest to moder-

ate comedolytic activity. Another recognized value of benzoyl

peroxide is its ability to reduce the emergence of P. acnes
antibiotic-resistant strains. Benzoyl peroxide is available in mul-

tiple wash/cleanser formulations and as a leave-on formulation

in multiple vehicle choices including gels and creams.

Additional delivery systems include pads designed for cleans-

ing or leave-on application.

A newer benzoyl peroxide formulation is available in a gel

and a wash, incorporating multiple moisturizers/humectants

designed to reduce potential for irritation. This particular brand

formulation, called Benziq,  contains three recognized  humec-

tants, hyaluronic acid, panthenol and glycerin.  A cumulative

irritation study was done to compare some other popular ben-

zoyl peroxide formulations with Benziq. The Benziq formula-

tions, including the 5.25% gel and wash and the 2.75% LS

(low strength) gel, did not exhibit any significant irritation poten-

tial where some of the other products did.    

Another formulation that will be made available by purchase

through dermatology practices is the Clenziderm system.

During the development of this benzoyl peroxide formulation,

researchers evaluated the particle size of many of the benzoyl

peroxides that are in emulsion formulation, determining that par-

ticle size appeared to be too large to penetrate the follicular ori-

fice. The Clenziderm system incorporates benzoyl peroxide as a

smaller particulate, with electron microscopic evaluation estab-

lishing disappearance into skin via follicular penetration as com-

pared to other formulations, where the benzoyl peroxide partic-

ulate remained on the skin surface. Follicular penetration is per-

ceived as advantageous as a major goal of benzoyl peroxide use

is to reduce both surface and follicular P. acnes counts.

To further study follicular penetration, researchers evaluated

reduction in P. acnes colony counts through follicular cast

biopsies obtained with acrylate impressions, comparing results

obtained after using Clenziderm versus a brand formulation of

benzoyl peroxide-clindamycin (Benzaclin). Evaluations were

completed at baseline, 3 hours and 8 hours. This pilot study

reported a greater log reduction in P. acnes with Clenziderm,

though both formulations performed admirably. 

An early proof-of-concept clinical trial compared

Clenziderm and Benzaclin, evaluating lesion count reduc-

tions. At  2 weeks, both groups exhibited approximately

50% mean inflammatory lesion reduction. The Clenziderm

formulation produced a 34% mean reduction in non-inflam-

matory lesion count versus 21% in the study arm treated

FACE-TO-FACE WITH ACNE
VULGARIS
A REVIEW OF AVAILABLE TREATMENTS.

James Q. Del Rosso,
D.O., F.A.O.C.D.

ONE OF THE MOST DIFFICULT 

CHALLENGES FACED IN TREATING 

ACNE VULGARIS IS DEALING WITH

PATIENT EXPECTATIONS.
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with Benzaclin. Further studies are warranted evaluating

larger patient numbers.

Looking at established benzoyl peroxide cleanser formula-

tions, we know that Triaz and Brevoxyl exhibit significant 

P. acnes reduction based on studies that have been done with

very short contact time (20- to 30-second contact time). In

addition, skin deposition studies completed with Triaz cleanser

demonstrate that it actually leaves behind residual benzoyl per-

oxide on the skin after 20 seconds of application followed by

rinsing.  A clinical study completed with benzoyl peroxide 6%

cleanser (Triaz) used once daily in combination with 

tretinoin 0.1% microsphere gel (Retin A Micro) for facial acne

vulgaris demonstrated a two-fold greater inflammatory lesion

reduction as compared to topical retinoid therapy alone.

THE POWER OF COMBINATION THERAPY
Topical retinoids are well-established as a major compo-

nent of the foundation of acne therapy.  We also recognize

the value of benzoyl peroxide, and the additive benefit of

topical antibiotic therapy. Clindamycin remains the preferred

topical antibiotic, with study analysis confirming a more sus-

tained therapeutic benefit over time as compared to topical

erythromycin. Other adjunctive topical options include azela-

ic acid, sulfacetamide-sulfur, and sulfacetamide alone. 

Benzoyl peroxide and clindamycin have been “fraterniz-

ing” together for a long time. Whether or not they co-habi-

tate in the same jar, tube or pump, or whether they are uti-

lized separately, they are an excellent combination

approach for multiple reasons. When used in combination,

there is an incremental benefit over and above benzoyl

peroxide alone, especially with regard to inflammatory

lesion reduction.  

The tube gel combination formulation of benzoyl peroxide-

clindamycin (Duac) contains the occlusive emollient, dime-

thicone, and the humectant, glycerin. Both of these excipi-

ents work in harmony to enhance moisturization and reduce

potential for irritation. The occlusive is needed to “trap” and

retain within the epidermis water that is attracted into from

the dermis by the humectant. In a topical combination ther-

apy study for acne vulgaris evaluating use of benzoyl perox-

ide-clindamycin gel (Duac) once daily and tazarotene 0.1%

cream (Tazorac) once daily versus tazarotene 0.1% cream

monotherapy once daily, the former group demonstrated a

FIGURE 1.  CONCURRENT THERAPY FOR ACNE. 

CONCOMITANT APPLICATION OF BENZOYL PEROXIDE 3% PAD (TRIAZ) 
PLUS ADAPALENE 0.1% GEL (DIFFERIN).

FIG 2. 
BENZOYL PEROXIDE 5%-CLINDAMYCIN 1% GEL* +
ADAPALENE 0.1% GEL+ 24-HOUR STABILITY

Time Point Percent Theoretical

Adapalene Benzoyl Peroxide Clindamycin

0 hr 101% 102% 100%

1 hr 101% 99% 102%

2 hr 102% 101% 102%

4 hr 102% 102% 103%

6 hr 101% 105% 102%

24 hr 106% 104% 102%

*Source: Del Rosso JQ. Poster. AAD March 2006 / Cosmetic

Dermatology 2006.

*Duac Gel + Differin Gel

Baseline Follow-up at 4 weeks
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more rapid reduction in both comedonal and inflammatory

lesions. In using the combination you would expect to see

greater irritation than with tazarotene alone, due to the pres-

ence of benzoyl peroxide. In fact, in the study group using

both products (Duac and Tazorac), the propensity for irrita-

tion was less overall.  

In an investigator-blinded study designed to evaluate sever-

al moisturization parameteres, both the jar/pump gel

(Benzaclin) and tube gel (Duac) formulations, each used twice

daily, were compared. no major differences were determined

in this comparative trial.

PRODUCT COMPATIBILITY
Patients like streamlined and uncomplicated treatment regi-

mens that do not require the need for frequent application ses-

sions.  If it takes a lot of time during the day and night because

of a need to avoid concurrent use of incompatible products,

then poor adherence becomes a significant reason why

patients don’t achieve marked improvement. If products are

compatible one on top of the other, especially once one gets

past any compounded irritation potential, patients may be able

to conveniently apply all their medications during a single time

period each day. 

Adapalene (Differin) stability has been studied in the pres-

ence of benzoyl peroxide, benzoyl peroxide in combination

with topical erythromycin or clindamycin, and also light.

Adapalene remained 100% stable over the 24-hour evaluation

period used in multiple studies. Studies with tretinoin in con-

ventional vehicles (not the microsphere gel) and concomitant

exposure to,either benzoyl peroxide, benzoyl peroxide in com-

bination with topical erythromycin or light demonstrate a rapid

drop off in tretinoin stability within 2 hours. As a result, one

would anticipate a reduction in clinical efficacy, explaining why

traditionally tretinoin has been applied at night and also sever-

al hours away from when a benzoyl peroxide-containing for-

mulation is applied.

In cases where tretinoin is chosen as the topical retinoid

for acne treatment, the microsphere gel would be the

favored formulation over the conventional vehicles if the

patient is instructed to apply concurrently with a benzoyl

peroxide formulation.

An admixture study of tretinoin 0.04% and 0.1% in the

microsphere gel vehicle (Retin-A Micro) and benzoyl perox-

ide 6% gel (Triaz) demonstrated >95% stability of tretinoin

over 8 hours. Adapalene (Differin), studied separately in

admixture with the same benzoyl peroxide formulation

remained fully stable over 24 hours, and is therefore highly

applicable for concurrent use. 

Based on established compatibility in admixture studies,

concurrent use of adapalene 0.1% gel (Differin) and benzoyl

peroxide gel applied using a pad delivery system (Triaz) was

performed, with the adapalene placed on the pad prior to facial

application. Overall, this study suggested that tolerability was

favorable, however, it is likely best to utilize the products at

separate times initially over the first 4 weeks until facial skin

accommodates to the products. Figure 1 demonstrates results

from use of benzoyl peroxide 3% pads (Triaz) and adapalene

0.1% gel at baseline and after 4 weeks. 

Another study confirmed that adapalene (Differin) remains

fully stable over a 24-hour period after admixture with benzoyl

FIGURE 3. 
REDUCTION OF P. ACNES
SULFACETAMIDE-SULFUR CLOTHS TWICE DAILY

99.4% reduction in P. acnes over 4 weeks 

1,000,000

800,000

600,000

400,000

200,000

0

*Source: kligman AM, et al. March 2005 Data on File.,Plexion Cloths,

Medicis® Pharmaceutical Corporation

FIGURE 4. 
MINOCYCLINE HYDROCHLORIDE EXTENDED
RELEASE TABLETS

� Extended release minocycline hydrochloride
• >1,100 patients studied for 12 weeks - 

some studied up to 2 years

* FDA-approved for treatment of acne 

vulgaris

• Other minocycline formulations not 

bioequivalent – not substitutable

* Delayed Tmax vs immediate-release forms 

* Reduced Cmax: 72% - 80% vs 

immediate-release forms

� 45 mg, 90 mg and 135 mg once-daily 
tablets 
• Dosage: 1 mg/kg/day

* Clinically proven effective dose of 

minocycline for the treatment of 

inflammatory lesions of acne vulgaris in 

phase III trials

• Reduction in vestibular side effects

BASELInE 4 WEEkS

795,000

5,010



peroxide/clindamycin gel (Duac) (See Figure 2). This data sug-

gests that these products may be sequentially applied. 

Compatibility was evaluated with clindamycinphosphate 1%

foam (Evoclin) and tretinoin 0.025% formulated in a tradition-

al cream vehicle. Both the tretinoin and clindamycin levels

remained sustained. 

A 4-week study evaluated P. acnes reduction with the twice

daily use of sulfacetamide-sulfur cleansing cloths (Plexion Cloths).

Utilizing the recognized standard skin scrubbing technique, a

99.4% reduction in P. acnes was demonstrated (See Figure 3).

This is the first trial evaluating P. acnes reduction with sulfac-

etamide-sulfur used as a cleanser. At present, there are no data

evaluating the effect of sulfacetamide-sulfur on suppression or

emergence of P. acnes antibiotic-resistant strains.  

TOPICAL RETINOIDS
If patients are compliant with topical retinoid therapy, they

will almost invariably experience dramatic benefit. This is true

with the use of any of the available topical retinoid agents. In

maintenance therapy studies, once combination treatment is

completed with a topical retinoid and an oral antibiotic for 

12 weeks, many patients can sustain significant benefit with

continued use of a topical retinoid alone. This has been

demonstrated in independently performed trials completed

with adapalene (Differin) and tazarotene (Tazorac). 

ANTIBIOTICS AND ACNE TREATMENT
Topical antibiotics recommended by dermatologists prima-

rily for acne vulgaris approach 4 million prescriptions per year.

About 40% of the total are comprised of  benzoyl peroxide-

clindamycin combination products, with 41% represented by

topical clindamycin products. A more recently released topi-

cal clindamycin product is formulated in a foam vehicle

(Evoclin). In addition to studies demonstrating both marked

inflammatory and comedonal lesion reduction in facial acne

vulgaris, clindamycin phosphate 1% foam is highly applicable

for use in truncal acne vulgaris. Multiple initial trials for truncal

acne demonstrate highly favorable efficacy with the use of

clindamycin phosphate 1% foam (Evoclin) once daily and

benzoyl peroxide 8% wash (Brevoxyl Creamy Wash) or ben-

zoyl peroxide 9% cleanser (Triaz) once daily for truncal acne

vulgaris of mild and moderate severity. neither of the topical

branded formulations of clindamycin phosphate 1%, whether

it be foam (Evoclin) or aqueous gel (Clindagel), are absorbed

systemically to any significant extent. A single oral dose of

clindamycin 150 mg achieves blood levels of 2000 ng/ml to

3000 ng/ml. With the topical application of 4 grams per day

over 5 days of topical clindamycin phosphate 1% foam or

gel, blood levels were measured 1.70 ng/ml and 2.22 ng/ml,

respectively, indicating negligible systemic absorption. 

Dermatologists write approximately 8 to 9 million prescrip-

tions per year for systemic antibiotics.  About 45% to 50%

are for tetracyclines, most used for treating acne and rosacea

A small study was completed evaluating doxycycline

enteric-coated tablets (Doryx) 200 mg daily and generic

minocycline 200 mg daily in patients with acne vulgaris.

Efficacy results were very similar. Vestibular side effects were

reported in a few subjects treated with minocycline. 

An extended release minocycline tablet (Solodyn), which

offers dosing based on weight and a reduction in vestibular
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FIGURE 5.  COMBINATION THERAPY FOR ROSACEA  

DESIGNATED SKIN CARE REGIMEN — 
METROGEL 1% ONCE DAILY AND ORACEA 40 MG ONCE DAILY.

Baseline 7 weeks



side effects, was recently approved by the FDA for treatment

of acne vulgaris based on results from phase III clinical trials

inclusive of >1,100 patients (See Figure 4). Researchers

were able to demonstrate that a dose of 1 mg/kg/day

proved to be as effective at 2 mg/kg/day and 3 mg/kg/day,

however, unlike the higher daily dose regimens, patients

treated with 1 mg/kg/day exhibited a side effect profile com-

parable to those treated with placebo. Minocycline extend-

ed-release tablets (Solodyn) exhibit a unique pharmacoki-

netic profile and represent the first oral antibiotic approved

by the FDA for treatment of acne vulgaris based on large-

scale phase III clinical trials.

Another recent FDA action marked the first systemic therapy

approved for the treatment of rosacea. Anti-inflammatory

effects of tetracyclines, independent from antibiotic activity,

have long been recognized. Anti-inflammatory dose doxycy-

cline, specifically a 40-mg controlled-release formulation

(Oracea) administered once daily, is FDA-approved for treat-

ment of rosacea, exhibiting marked lesion reduction through

anti-inflammatory activity while remaining devoid of antibiotic

effects, even with long term use. Oracea is the only form of

doxycycline that is not classified as an antibiotic and no other

doxycycline formulation is bioequivalent with Oracea. In phase

III clinical trials, none of the actively treated subjects experi-

enced photosensitivity, and no female subjects developed vagi-

nal candidiasis. Although the pivotal trials demonstrate that

anti-inflammatory dose doxycycline (Oracea) is highly effective

as monotherapy, use in combination with proper skin care and

topical treatment may provide additive benefit (See Figure 5);

combination therapy trials are currently in progress.

Dr. Del Rosso is Clinical Associate Professor of Dermatology,
University of Nevada School of Medicine and Dermatology
Residency Director at Valley Hospital, Las Vegas, NV.
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A NEW HORIZON: TRUNCAL ACNE VULGARIS

How many patients presenting with facial
acne vulgaris also have truncal involvement?
How many voluntarily mention it? 

Based on preliminary results from a multicen-
ter study (n=439), 54% of patients presenting to
private dermatology practices with a chief com-
plain of "acne" exhibit truncal involvement, in
addition to facial acne vulgaris; <2% present
with truncal acne alone (see Figure 6). the
gender mix in this trial thus far included approx-
imately 60% females, with 75% of patients
being Caucasian. the remainder included
patients from a wide spectrum of ethnicities.

interestingly, almost 1 of 4 patients (or their
accompanying caretaker) who indicate facial
acne vulgaris do not mention truncal acne vul-
garis, which is subsequently detected on clini-
cal examination. Regardless of whether or not
truncal acne is mentioned, >70% of patients
indicate that they desire treatment for the trunk
as well as their face. 

in this study, the majority of patients present-
ed with truncal acne of mild to moderate sever-
ity. Both the chest and back were included as
target areas.

FIGURE 6. 
TRUNCAL ACNE VULGARIS 
PATTERNS OF INVOLVEMENT

� Spectrum based on chief complaint and 

clinical examination

• Face only 45.7 %

• Face + Trunk 30.2 %

• Face (+ Trunk by exam)* 22.1 %

• Trunk only 1.8 %

� 54.2% of overall study population with 

truncal acne vulgaris (n=293)

� 15% with truncal acne scarring

*Truncal acne not mentioned by patient or parent/caretaker during 

history but noted on clinical examination 
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BY DIANE M. THIBOUTOT, M.D.  

A cne is something that

we all see in our prac-

tices every day, and

there are many different ways to

approach and treat acne. This

article will focus on the hormon-

al therapies available to control

acne — from what’s available to

what’s changed to what’s on

the horizon. 

THE IMPORTANCE OF ENDOCRINE
EVALUATION

When treating acne in the adult patient, start with conven-

tional therapy, a benzoyl peroxide, a topical retinoid, or an oral

or topical antibiotic, depending on the severity of the acne.  If

the patient isn’t responding to this and has other signs of hor-

monal imbalance, consider an endocrine evaluation.  Once the

evaluation is done, then consider hormonal therapy. Let’s start

with a look at some case studies that show the importance of

doing hormonal workups.

Case 1. A 10-year old female patient was referred to our prac-

tice by her pediatrician to our endocrinologist.  She had devel-

oped changes in her voice.  She had acne that was recalcitrant

to treatment.  She had been treated with a variety of topical ther-

apies and oral therapies and just wasn’t getting better.  As time

went on she developed the signs of changes in her voice.  She

had some evidence of hirsutism. A hormonal workup showed

she had an androgen-producing tumor of the adrenal gland.  The

tumor was removed and her symptoms were relieved.

Case 2. A 28-year-old female presented to our office when

she began to develop acne, though she hadn’t had acne as a

teenager. She also had irregular menstrual periods and was hav-

ing some concerns in terms of trying to become pregnant.  Her

hormone workup showed she had polycystic ovarian syndrome.

Case 3. A 21 years old female, again not having had acne

as a teenager, presented to our clinic with acne that wasn’t

getting better with over-the-counter medication.  The distri-

bution was on the lower face. Adult acne often involves the

chin, the neck, and the lower portions of the cheek in the lat-

eral aspects of the face.  Why this happens is unclear, but it’s

a common pattern of acne in female adult patients.  

For this patient, a hormonal workup showed that her hor-

mone levels were normal, though in many cases, although

women can have normal hormone levels there is in still a hor-

monal component to acne that can be treated.

WHAT WE KNOW ABOUT ACNE
We know that acne is involved with several major factors.

There is follicular keratinization where the topical retinoids

really work well.  There is the Propionibacterium acnes bac-

teria, which is targeted by antibiotics, benzoyl peroxide, indi-

rectly by isotretinoin. And, there is also inflammation, which

can be a problem in most cases of acne.  There are some

new therapies coming out targeting inflammation.  But we

also know that agents such as retinoids can have an affect

against inflammation.

Hormonal therapy targets sebum production.  Apart from

isotretinoin and hormonal therapy, there are really no other therapies

TREATING ACNE WITH
HORMONES
WHAT’S NEW, WHAT’S CHANGED AND WHAT’S ON THE HORIZON.

WHEN TREATING ACNE IN THE ADULT

PATIENT, START WITH CONVENTIONAL

THERAPY. IF THE PATIENT ISN’T

RESPONDING OR HAS OTHER SIGNS OF

HORMONAL IMBALANCE, CONSIDER AN

ENDOCRINE EVALUATION.

Diane M. Thiboutot, M.D.
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that reduce sebum production. There’s a clear unmet therapeutic

need in acne in terms of agents to reduce sebum production.

INDICATIONS FOR HORMONAL THERAPY
If a patient presents, such as the first two patient case stud-

ies described above, with increased production of androgens,

either from the ovary or the adrenal gland, she would be clear

candidate for hormonal therapy. Also, hormonal therapy can

be a very useful adjuvant in many women with acne, even

though they might have normal androgen levels. In some

cases, it may be beneficial to start women on hormonal thera-

py before isotretinoin. If the patient responds well, isotretinoin

therapy may not be necessary.

There are signs to look for in detecting a hormonal abnor-

mality might exist.  If the patient has a very sudden onset of

acne, a sudden onset of severe acne and no prior history, that

should raise a red flag. If a patient has signs of hyperandro-

genism, such as hirsutism, irregular menstrual periods, a hor-

monal abnormality should be suspected.  If abnormalities are

suspected, the suggested workup can be quite simple.  Check

the serum DHEAS level to look for an adrenal source of andro-

gen, and also a total and free testosterone. This usually indi-

cates an ovarian source of androgen. In some cases, you

could do an LH/FSH ratio, but this may be difficult to interpret.

If you are treating a patient with congenital adrenal hyper-

plasia, it is basically a deficiency of two enzymes, either the 

11-hydroxylase or the 21-hydroxylase, and these are involved

in the synthesis of cortisol.  When these enzymes are blocked,

the patient isn’t making cortisol, so all the precursors in that

pathway get shunted over into the androgen-producing path-

way, which is why we see increased androgens in acne with

these enzyme deficiencies.

When you have a patient with congenital adrenal hyperpla-

sia, and if you do elect to treat them with low-dose gluco-cor-

ticoids, you need to determine if you’re going to have an

impact on those androgen levels.  We know the patients have

elevated serum DHEAS, but in some cases patients can also

have elevated testosterone. If both are elevated, then it’s

unclear whether it’s an adrenal problem or whether it’s an ovar-

ian problem. In a case like this, it’s best to use the 17-hydroxy

progesterone test. If that test is elevated, it’s an adrenal prob-

lem, which would be congenital adrenal hyperplasia.  

INTERPRETING TEST RESULTS
It’s important to remember that many laboratories have dif-

ferent units on the hormonal values, so you need  to go by the

normal units for your particular laboratory.  

Basically, if the DHEAS is really high, there could be con-

cerns about an adrenal tumor.  If it’s an intermediate range in

elevation, it most likely is congenital or adrenal hyperplasia.  In

many cases, this condition can be quite mild and a patient

could live into adulthood without it ever having been detected.  

Total testosterone — a very high level could indicate an ovari-

an tumor. Mild elevations in testosterone could be indicative of

polycystic ovary disease. Polycystic ovary disease is also diag-

nosed if the LH to FHS ratio is greater than 3. Ovarian ultra-

sounds are not specific enough to diagnose polycystic ovary dis-

ease. There are many women that can have ovarian cysts but

don’t have elevated androgen levels.  So the diagnosis of poly-

cystic ovary disease is really made on the hyperandrogenism,

which is the elevated blood level of androgen hormone.

AVAILABLE HORMONAL THERAPIES
With hormonal therapy, we have three groups of treatments.

One would be the oral contraceptive, and this blocks the ovarian

production of androgen.  By inhibiting ovulation, this causes the

ovary to make less androgen.  If a patient has congenital adrenal

hypoplasia, they can be given low doses of gluco corticoid and

that blocks the feedback mechanism on cortisol production.

And then in terms of anti-androgens, there aren’t many avail-

able in this country.  In Europe they have cyproterone acetate.

In the United States, we mostly use spironolactone for women

with acne.  The agents that block the effects of the androgen

receptor include spironolactone, cyproterone acetate, and flu-

tamide (Eulexin).  Flutamide is a very potent anti-androgen and

it has several side effects, so I don’t recommend it often. 

OBTAINING ACCURATE TEST RESULTS

Many acne patients are referred to us from

colleagues in our community, and many of

them have done hormonal workups on their

patients by the time they come to see a derma-

tologist.  It’s important to ask patients if they

were on oral contraceptives at the time the

blood testing was done.  Because if they were,

that’s going to normalize their lab results.  It’s

important that woman be off oral contracep-

tives when you have the testing done, and ide-

ally they should be off oral contraceptive for

about 6 weeks.

There are also better times in a patient’s

menstrual cycle to do testing. Testing should

be done at a time when the woman is not ovu-

lating in mid-cycle.  The test could be done dur-

ing the menstrual period or during the week

prior to the menstrual period because it’s high-

ly unlikely that ovulation would be occurring at

that time.  
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Spironolactone is a very useful medication in adult females

with acne. I have many female who do really well on just 25 mg

a day. The doses can range anywhere from 25 mg to 100 mg

given twice daily. The main side effects would be breast ten-

derness and menstrual irregularities. And it’s important to avoid

pregnancy because being an anti-androgen there’s a theoreti-

cal risk that their could be a problem if the woman were to

become pregnant with a male baby.

Interestingly, spironolactone only works to inhibit sebum pro-

duction when given in oral form. Unfortunately, studies of topical

spironolactone haven’t shown any affect on sebum production.

But if a topical anti-androgen could be made that would be deliv-

ered to the sebaceous gland, it would be efficacious.

Flutamide is an androgen receptor blocker used to treat

prostate cancer. It has been reported to help in acne, but there

have been cases of fatal hepatitis so it’s risky.

In terms of agents that block the production of adrenal

androgen, oral contraceptives will do this.  We don’t know why

because oral contraceptives are really acting on the ovary.

How they affect DHEAS we’re not sure, but they do.  

And we have low-dose gluco-corticoids. And not usually as

prednisone, 2.5 mg to 5 mg a day, usually given at bedtime.

Dexamethasone has been used for this but it may be associ-

ated with adrenal suppression.

HOW ORAL CONTRACEPTIVES WORK
Oral contraceptives work by reducing the ovarian production

of androgens. They also increase the production of sex hor-

mone binding globulin from the liver. All oral contraceptives con-

tain two agents, an estrogen and a progestin.  Over the years

the levels of estrogen in oral contraceptives have decreased. In

the early 60s when they first became available, there were 150

micrograms of estrogen, which is really high dose.  But over the

years for safety reasons, the amount of estrogens have been

lowered, and now the lowest estrogen containing products

contain about 20 micrograms of estrogen

There’s always talk about the progestin in an oral contracep-

tive. There’s relatively new progestins (Desogetrel, Norgestimate)

called third generation, and it’s thought that they may have less

cross-reactivity to the androgen receptor.  Another new progestin

is called drospirenone, which is an analog of spironolactone, so

there may be some additional benefit with this because it may

have an anti-androgen type activity.

CHOOSING THE BEST ORAL CONTRACEPTIVE
Basically, all oral contraceptives reduce serum androgen lev-

els in women.  And like many other therapies, it’s a matter of

finding the right preparation that works for your particular

patient. In dermatology we’re used to changing therapies a lot.

What works for one patient may not work for the other.  And

the same holds true with oral contraceptives. What really mat-

ters is which oral contraceptive your patient tolerates the best.

One point to keep in mind is that there is a new preparation

that we should be seeing research published on within the next

year called Yaz. Yaz is low-dose and contains is 20 micro-

grams of estradiol.  Instead of the usual 21-days of active pills

followed by 7 days of placebo, this has 24 days of active pills

and 4 days of placebo, so it shortens the menstrual period.  It

was approved as a contraceptive in April 2006.

MAKING SURE THERAPY IS WORKING
When a patient is on hormonal therapy, you want to find out

if it’s working, so it’s important to re-check the DHEAS to make

sure that it’s being reduced.  Even though these are low doses

of steroids, patients can still have adrenal suppression, so you

may want to periodically check a fasting AM cortisol, or you

could send patients to an endocrinologist to do a co-syntropan

stimulation test.

Dr. Thiboutot is Professor of Dermatology at The

Pennsylvania State University College of Medicine, Milton S.

Hershey Medical Center in Hershey, PA.

Attendees of the Fall Clinical Dermatology Conference® learn about new therapies.
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