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he number of therapeutic options to manage acne
vulgaris continues to grow. Although the variety of
effective agents spans topical gels and creams, oral
formulations, and even lights and lasers, no available
intervention offers relief in a single application.

Rather, control of acne requires repeated use of multiple
agents over a period of time. Acne therapy is unavoidably a
process. 

Perhaps the single most important thing a dermatologist
can do to promote compliance with acne therapy is to provide

clear-cut, attainable goals and long-term expectations. Of
course all patients would love to wake-up acne-free the day
after starting therapy, but most will be satisfied simply to see
some improvement from office visit to office visit. 

Beyond goal-setting, there are numerous other strategies
dermatologists can use to promote compliance. Often, suc-
cess depends on dispelling myths and anticipating patient
behavior in order to keep individuals from taking steps that
could actually combat the benefits of pharmacologic therapy.
Following are some key points to consider.

By Joseph Bikowski, MD
Sewickley, PA
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The Basics of Skin Care
Basic skin care is an integral part of acne therapy and key to
encouraging long-term compliance. The products patients use
to cleanse and moisturize the face can influence the “sensitivi-
ty” of the skin and subsequently the tolerability of topical med-
ications. Similarly, inappropriate cosmetic products applied to
the face can produce irritation and possibly encourage develop-
ment of comedones, thus counteracting medical therapy.
Education about proper skin care is not a “bonus” for patients
when time permits. It is an integral part of the acne treatment
plan. You can provide additional supplementary information
with every patient visit, but patients need to learn the basics at
their first appointment.

The best approach to daily cleansing remains to use a soap-
free moisturizing cleanser, such as Cetaphil (Galderma), and
tepid water. Rather than loofahs, sponges, or washcloths, patients
should apply cleansers with their fingertips and rub gently. 

Daily use of a non-comedogenic or non-acnegenic moistur-
izer will benefit a wide range of acne patients, including those
with “oily” skin. The level or rate of sebum production does not
indicate stratum corneum hydration. Therefore, patients with
surface “oiliness” may still experience xerosis.1 Additionally,
studies suggest that increased skin hydration enhances penetra-
tion of topical therapies.2 The selection of formulation—
lotion, cream, or gel—depends on patient preference and could
vary for an individual based on factors such as seasonal climate
changes, etc. 

Additionally, encourage patients to select products with-
out dyes or fragrances and that contain fewer than 10 ingre-
dients. The 10-ingredient recommendation is based on the
conventional wisdom that the fewer the ingredients, the lower
the potential that irritants or allergens are included.

For female patients, discuss use of cosmetics. Generally
there are no restrictions on cosmetics use, except that patients
must be sure to choose products that are non-comedogenic or
non-acnegenic. While there is no industry-wide definition for
“non-comedogenic” or “non-acnegenic,”  cosmetic and skin
care products that bear the label generally have been tested
and are appropriate for acne patients. The meaning of addi-
tional marketing tags, such as “oil-free,” is less clear; therefore
these phrases should not influence product selection. 

Sunscreen use is a topic many dermatologists may over-
look in acne care. All patients should practice appropriate sun
protection, and the discussion of skin care basics is a perfect
time to encourage healthy sun exposure avoidance habits in
acne patients. Some patients will find that using a moisturiz-
ing sunscreen product daily is a convenient way to simplify
their regimen.

As with moisturizers and make-up, multiple non-comedo-
genic sunscreen products are available; many are marketed
specifically for use on the face. Sunscreen products come in
lotion, cream, gel, and spray formulations. The patient may
select the non-comedogenic product and formulation they
prefer based on feel, price, or other preferences.
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I provided a fuller discussion of skin care ingredients and
product selection for acne patients in the July 2004 issue of
Practical Dermatology.  

The Acne Basics
Teaching patients the basics of acne pathogenesis will help dispel
myths that could hinder compliance and will encourage patients
to become more active participants in their own care. An indi-
vidual is more likely to use a product as directed when he or she
understands the “how” and “why” of its use.  At a minimum,
patients should understand that four known factors contribute
to the cutaneous manifestations of acne. These are increased
sebum production, increased and faulty keratinization, P acnes
colonization, and inflammation. 

When you select a regimen for the patient, describe which
element of acne pathogenesis each product targets. Describe how
it works, how it does not work, and even why you have chosen
the particular product over other available products. Stress that,
just as acne results from the interaction of multiple factors, its
effective management will require the combined activity of
numerous products.

Sebum. Take a moment to explain to patients that no avail-
able agent reliably targets sebum production. While oral
isotretinoin can diminish sebum production, no available prod-
uct—prescription or otherwise—can efficiently and predictably
regulate sebum production. Certain topical products work to
absorb surface “oil” and diminish its appearance, but they don’t
decrease production or diminish the underlying role of sebum in
acne pathogenesis. Similarly, tell patients that aggressive face
washing fails to diminish the underlying activity of sebum in
pathogenesis.

P acnes colonization. Make it clear that P acnes colonization
is just part of and not the sole cause of acne vulgaris, therefore all
but the most mild cases of the disease require use of other topi-
cal or systemic agents in addition to topical antibacterials (such
as benzoyl peroxide).  

Concern about antibiotic resistance has moved beyond the
medical community to discussions in popular health magazines,
news magazines, and even health and news television programs.
Therefore, patients—even teens—and parents may have ques-
tions that you should be prepared to answer. Assure concerned
patients that you prescribe systemic antibiotics in a manner that
limits resistance risks and explain how other elements of the
treatment plan—including topical retinoids or topical antimi-
crobials (benzoyl peroxide)—help diminish reliance on systemic
antibiotics. To limit bacterial resistance risks, benzoyl peroxide
should be used in conjunction with any topical or systemic
antibiotic. Topical formulations that incorporate benzoyl perox-
ide as well as a topical antibiotic (benzoyl peroxide/clindamycin
or benzoyl peroxide/erythromycin preparations) are beneficial.

The market for antibacterial/antimicrobial liquid soaps and
waterless skin cleansers grew tremendously in recent years. The
latter class of products contain mostly alcohol, which is poten-
tially very irritating on acne-prone facial skin. The antibacteri-
al agents incorporated into hand and body soaps, such as tri-
closan, have not been shown to be particularly effective against
P acnes. Therefore, these agents will not benefit acne patients
and they should avoid using them on the face.

Hyperkeratinization. As you explain the role of follicular
plugging, dispel the common myth that “dirt” causes acne.
This will hopefully prevent overzealous skin cleansing and
scrubbing, which could actually lead to irritation and exacerba-
tion of acne.

Inflammation. Patients will be interested to learn that topi-
cal and systemic antibiotics may confer anti-inflammatory bene-
fits in addition to their anti-P acnes activity. Similarly, describe
the anti-inflammatory action of topical retinoids and retinoid
analogues. Again, knowing how agents work may give patients a
greater sense of control over their disease and its management.

Therapy-Specific Tips
As noted, the majority of patients will require a combination
regimen to manage their acne. The goal of this article is not to
discuss all available therapies or outline all effective regimens.
Rather, I propose strategies to improve compliance with certain
drugs or classes of drugs and provide guidelines for establishing
treatment regimens that encourage compliance.

When devising combinations, try to limit the total number of
products a patient will use or apply and attempt to design regi-
mens with a maximum of two daily treatment periods, if possi-
ble. For example, avoid prescribing a topical agent qam, another
agent qpm, and a systemic agent tid. Instead, keep it simple with
a twice-daily or, if possible, once-daily usage schedule.

Don’t underestimate the value of slow titration to help
patients adjust to potentially irritating retinoid therapies (i.e.
tretinoin, tazarotene). Applying these topical agents every other
night for two weeks and every night thereafter is a legitimate
approach to help sensitive skin patients adjust to therapy. But
don’t fall into the trap of believing every patient needs such an
approach. There is a sense that daily application is more “habit-
forming” and therefore more compliance-friendly than alter-
nate-day dosing. 

Topical Therapy Tips
Topical Antibiotics/Antibacterials. Several factors bear con-
sideration when selecting a compliance-friendly topical antibi-
otic/antibacterial product. Products that require refrigeration
are not a good option for many acne patients—particularly
those who may be away at school, travel frequently, or other-
wise don’t have constant access to a refrigerator.

Compliance in Acne Therapy
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The newer, once-daily clindamycin 1%/benzoyl peroxide
5% topical gel is as effective as other combinations that are
applied twice daily.

A foam vehicle is now available in acne therapy with recent
FDA approval of clindamycin phosphate foam 1%. Due to the
newness of the product, experience is limited, but the unique
formulation could have benefits for certain patients. Male
patients tend to find foam formulations cosmetically elegant,
and they are particularly useful for application to hair-bearing
areas, including the beard area. Additionally, foams are gener-
ally convenient and cost-effective for application to large sur-
face areas, such as the chest, shoulders, or back.

Topical Retinoids. Retinoids help regulate keratinization,
and we’ve recently begun to more fully-appreciate their anti-
inflammatory benefit. Topical retinoids demonstrate the abili-
ty to decrease inflammatory lesions associated with acne.3-5

Therefore, they should be part of every patient’s treatment plan
from the initiation of therapy. 

When it comes to compliance with topical retinoid therapy,
however, irritation may be a concern. From scientific studies to
marketing materials, much has been written about the role of
vehicles in producing or minimizing irritation and/or enhanc-
ing patient satisfaction. Interestingly, dermatologists suspected
that lotion or cream formulations produced less irritation or
provided more patient comfort than gel formulations did.
However, recent evidence suggests vehicle selection could be
more complex than this. When Leyden et al6 evaluated the tol-
erability of topical retinoids in a series of randomized, investi-
gator-masked, split-face studies in 262 patients with acne, they
found that the best-tolerated formulations were tazarotene
cream and adapalene gel. Though patients with sensitive skin
demonstrated similar trends in tolerability, at any given con-
centration sensitive skin patients experienced greater increases
in erythema and dryness.

These findings support the need for patient-specific treat-
ment selection. Sometimes, ultimate choice of vehicle will
hinge on patient preference; give the patient the choice of
cream,  lotion, or gel.

The wealth of studies comparing topical retinoids (adapa-
lene, tazarotene, tretinoin microsphere) reveals that all are
effective, but taken together these studies may not reveal that
any particular agent is significantly better than the rest.
Similarly, the various studies taken together allow for some
interpretation regarding associated irritation, particularly since
the studies often compare different application regimens and
dosing schedules.7-11 Nonetheless, the microsphere formulations
of tretinoin have largely replaced tretinoin due to decreased
irritation. The retinoid analogue adapalene is still widely asso-
ciated with  minimal irritation11,12 and is often my first choice
when irritation is a concern. Though it may demonstrate bet-

ter efficacy, tazarotene may also be the most irritating topical
retinoid. Properly balancing efficacy and tolerability to opti-
mize patient care depends on the skill of the dermatologist.

Systemic Therapy Tips
Oral Antibiotics. The anti-inflammatory benefits of systemic
antibiotics contribute significantly to their efficacy in acne
management. In fact, subantimicrobial dose doxycycline
demonstrates efficacy in both acne and rosacea, and continues
to garner interest from clinicians.22,23

The tetracyclines have largely replaced erythromycin in acne
management, due to P acnes resistance to the latter.24

Tetracycline has also been associated with high rates of resist-
ance, therefore minocycline and doxycycline are more common-
ly prescribed.25 Minocycline is associated with less GI upset than
doxycycline is. However, there is an increased incidence of CNS
side effects, i.e. vertigo, with minocycline. The CNS side effect
profile can be improved by the use of a slow-released minocy-
cline formulation, such as Dynacin (Medicis). Interestingly,
branded minocycline pellet-containing capsules have a 90 per-
cent GI tract absorption, whereas the generic powder formula-
tions have about 70 percent GI tract absorption.

Doxycycline may be associated with more significant GI
upset than minocyline. However, taking doxycycline in the
morning with food can minimize GI side effects without
hindering absorption. Additionally, time-release formula-
tions (Doryx, Warner-Chilcott) allow for absorption in the
small intestine rather than the stomach, and subsequently
fewer gastric symptoms. Chelation in the presence of dairy
products is not a significant concern with doxycycline or
minocycline.

Bluish hyperpigmentation of the eyes, teeth, nails, and skin
is a risk associated with minocycline therapy. While this is not
a concern with doxycycline, possible photosensitivity is.
Patients should undertake sun protection strategies (avoidance
as well as use of topical sunscreens), but there is no proof sun-
screens can protect against doxycycline-related phototoxicity.
Risk of phototoxicity appears to be dose-dependent, with the
50mg daily dose significantly less likely to induce toxicity com-
pared to a 200mg daily dose.30

Expect interest in subantimicrobial dose doxycycline to
increase. At subantimicrobial doses, tetracyclines reduce
inflammation via anticollagenolytic, antimatrix-degrading
metalloproteinase and cytokine down-regulating properties.
Results of a double-blind, placebo-controlled trial in the treat-
ment of moderate facial acne and an open label study in the
treatment of rosacea confirm the efficacy of subantimicrobial
dose doxycycline.22 Lower doses diminish concerns about bac-
terial resistance and may be associated with fewer adverse
effects. 

             



Oral Isotretinoin. Recent FDA advisories regarding oral
isotretinoin (Accutane, Amnesteem, Claravis, Sotret) have put
it back in the spotlight. Exactly how new regulations will affect
physicians and patients remains unclear, as manufacturers and
the FDA are still working to devise new policies. Meanwhile,
we must be prepared to address patients’ concerns about oral
isotretinoin. 

The careful patient selection and extensive education associ-
ated with oral isotretinoin therapy help dermatologists identify
reliably compliant patients. Because patient failure to comply
with mandatory testing will result in retraction of the prescrip-
tion by the prescriber, the threat of therapy withdrawal is a
potentially powerful motivator for therapeutic compliance with
isotretinoin therapy.

The drying effects formerly associated with isotretinoin
therapy have largely diminished with widespread adoption of
the 0.5mg/kg/day dosage regimen (to a 120-150mg/kg total
body dose). 

Despite widespread reports and much speculation, there is
no evidence linking depression or suicide with isotretinoin
therapy.26-29 In fact, studies show that rates of depression and
anxiety actually dropped among acne patients treated with
isotretinoin.26 Another study found that the rate of anti-depres-
sant use was similar among patients taking isotretinoin and
those taking minocycline.27 The relative risk estimate for sui-
cide or attempted suicide was 0.9 when comparing current
isotretinoin exposure with nonexposure in another study.29

Nonetheless, it is wise to inform patients and/or parents to call
you immediately if they sense any mood change.

Putting it Together:
Compliance-Boosting Regimens
It’s just common sense that as regimens become more complex
compliance diminishes. Try to keep treatment as simple as pos-
sible for the patient. 

Co-application of topical antibiotic/antibacterial agents and
topical retinoids is permissible and can simplify regimens. Data
suggest that when benzoyl peroxide formulations are co-
applied with topical tretinoin, the tretinoin product becomes
unstable and rapidly depleted. However, similar tretinoin inac-
tivation does not occur when benzoyl peroxide is co-applied
with tretinoin gel microsphere formulations.13 Importantly,
topical retinoids may enhance penetration of topical antimicro-
bials when applied immediately before an antimicrobial formu-
lation.5

Samples can play an important role in promoting compli-
ance. When you have samples on hand, you can demonstrate
to the patient exactly how to apply a particular product and
how much to use. Patients may be most motivated to begin
therapy in the hours and days following a visit; samples capital-
ize on this “excitement” by allowing the patient to immediate-

ly begin therapy. This may prove particularly helpful for
younger patients who may have to wait for a parent to visit the
pharmacy or for individuals whose prescription plans require
use of mail-order services. 

One combination regimen that is effective for moderate to
severe grades I, II, and III acne (mixed open and closed come-
dones and papules and pustules) incorporates the three Ds:
Differin (adapalene, Galderma), Dynacin or Doryx, and Duac
(Stiefel). Benefits of these oral antibiotic formulations are
addressed above.

Either of the above systemic antibiotics administered qd
plus adapalene qpm for a month helps reduce both inflamma-
tory and non-inflammatory lesions. After one month, add
Duac qam. Once the patient achieves an acceptable level of
control, taper the systemic medication and continue topical
therapy for maintenance. 

Beyond Medications
Beyond giving patients straightforward directions about what
to do to manage their acne, be sure to address habits that can
worsen the condition. Mechanical manipulation can exacerbate
acne regardless of the therapeutic regimen in place. Caution
patients not to pick or pop acne lesions and be vigilant for
excoriators. 

Also, be aware of patterns of distribution of lesions. Those
along the hairline might be signs of acne mechanica related to
the wearing of helmets or caps. Acne mechanica results from
the combination of pressure, friction, rubbing, squeezing,
and/or heating of the skin.14,15 Lesions along the jawline and
chin—particularly in male patients—could implicate sports
helmet chin-straps, while back and shoulder lesions could be
caused by sports equipment, such as shoulder pads.

Few interventions can comfortably or effectively diminish
the pressure, friction, and heating of athletic equipment or
other apparel, but concomitant pharmacologic therapy can
provide some improvement. It’s important to counsel patients
about acne mechanica. During a particular sports season, phar-
macologic therapy may yield only a moderate level of control
of acne, whereas improved results or clearance may be possible
once the season ends and aggravating factors are withdrawn.15

Finally, be prepared to address lifestyle issues and dispel
myths that the patient may associate with acne. There’s a wide-
spread belief that sun exposure can clear acne. While ongoing
research suggests that UV radiation could influence P acnes and
lasers and light sources continue to gain popularity as treat-
ment options,16-21 patients must understand the difference
between medically-based light therapy and potentially danger-
ous unprotected sun-exposure. Also, be sure to note that if and
when physicians use light therapy, it is in combination with
medications to manage acne, not as an alternative to these same
medicines.

Compliance in Acne Therapy
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The diet/acne controversy also persists. I don’t believe the
research to this point warrants a discussion of diet with all acne
patients, but we must be prepared to answer patients’ ques-
tions. Perhaps the safest advice we can offer patients is to con-
firm that low-fat, high-fiber diets continue to demonstrate
numerous benefits for overall health while high-fat, high-calo-
rie/minimally nutritious foods pose potential long-term health
risks. If the patient believes that certain foods exacerbate acne,
then he or she should avoid them.

Final Thoughts
It’s impossible to overstate the value of written patient
instructions. Hand-outs can help ensure that patients under-
stand instructions as you give them and they allow for future
reference, potentially eliminating unnecessary phone calls or
abandonment of therapy. As you describe potential side-
effects from the minor to the more significant, be sure to state
which ones are causes for concern and should prompt a call
to the office. 

Direct patients to worthwhile information sources. Again,
this may limit phone calls to the office. Personally review any
websites before recommending them. Sites containing informa-
tion contrary to your views will only engender confusion. Some
reliable sites sponsored by pharmaceutical companies include:

• www.dynacin.com
• www.differin.com/teens/index.shtml

• www.tazorac.com/timeout.asp
• www.duacgel.com
• www.dermik.com/skin/acne/Acne.jsp
Provide appropriate refills, and schedule follow-up at the

appropriate times. Educate front-desk staff. If they must
schedule a patient beyond your proposed time frame (say 14
weeks, rather than 12), have them check that the prescription
will carry the patient through.

Sometimes when a patient presents for follow-up I discov-
er that he or she didn’t use their medication as I directed them
because someone (or some website) told them not to. When
you know that your proposed treatment regimen differs from
“typical” uses, acknowledge this point to the patient and offer
a rationale to encourage compliance.

From time to time I learn that a pharmacist’s advice contra-
dicted my instructions or the pharmacy placed a label on the
bottle that seemed to conflict with my instructions. Some
overzealous pharmacists deserve a call from your office.
Generally, though, it pays to simply remain cognizant of all
the information that is circulating and attempt to counteract
it. Tell every patient what to do and why, then add, “The phar-
macist may tell you something else, but do what I tell you. If
you have any questions or concerns, call me.”

With these thoughts in mind and a focus on setting realis-
tic short and long-term goals, you can encourage patients to
get the most from acne therapy. 
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