
PSYCHOLOGICAL DISTRESS
LISETTE HILTON | Staff Correspondent

T wo months ago in Hong Kong, a 
23-year-old woman was reportedly 
so tormented by chronic eczema that 
she killed her parents, then herself 

in an act that brought attention to the stress of 
living with a life-long skin condition.

This is not the first case in which the psycho-
logical distress of living with a skin disorder has 
led to suicide, but it is not the norm. 

Anxiety and depression are far more com-
mon, shows a study of psoriasis patients pub-
lished online in July in the British Journal of 
Dermatology.  

Of 59,961 patients with psoriasis, researchers 
from the University of Manchester in the United 
Kingdom found a lower suicide risk in people 
with psoriasis as compared to a control group 
of 876,919 patients without psoriasis. However, 
the psoriasis group had a higher prevalence for 

Emotional burden of skin conditions may be rooted in physiology

DISTRESS CONTINUES ON PAGE 28�

Make ‘patient-centered’

F or Elizabeth Kiracofe, 
M.D., the patient-cen-
tered care focus started 
with retinoid cream.

“When I opened my practice 
and started seeing patients, many 
of them said they had stopped using topical ret-
inoids because they were allergic,” she said. “I 
discovered they really meant they were develop-
ing retinoid dermatitis from the medicine, and 
they needed more guidance on how to use the 
creams.”

That’s when the board-certified dermatolo-
gist with Illinois Dermatology Institute in Chi-
cago began designing her practice around giving 

WHITNEY J. PALMER | Staff Correspondent

work in practice

PATIENT-CENTERED CONTINUES ON PAGE 33�

While important gaps in diagnosing, 
treating and managaging atopic 
dermatitis still exist, pipeline therapies 
show promise. Experimental research 
also taking place to address the skin 
microbiota, which may one day lead 
to a cure.  FULL STORY ON PAGE 16�
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patients not only the best dermatology care pos-
sible, specifically with acne, but also providing 
education about their conditions and the med-
ications used for management. 

Ensuring your patients know what you’re doing 
and why is critical to protocol adherence regard-
less of what condition you’re treating, she said. 

“If you don’t give them an understanding of 
why the program you’ve created together makes 
sense specifically for them, they’re not going to 
do it,” Dr. Kiracofe said. “The main trouble hap-
pens when patients receive plans that don’t match 
their lifestyle. They just can’t do it.”

But, while this patient-centered focus works 
well for the individuals you treat, what does it 
mean for your practice?
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having a history of alcohol misuse, bipolar dis-
order, depression, anxiety disorders, self-harm, 
and having psychotropic drug prescriptions.

The risk of suicide was found to be lower in 
psoriasis patients who were older than 40 years 
old. For patients younger than 40 years, the risk 
of suicide was not any better or worse than the 
control group, but there was a slight increase in 

self harm.
For some patients, a skin con-

dition can become so unbearable, 
they request euthanasia as in the 
case of a patient treated by Michael 
J. Cork, M.B., Ph.D., of the Uni-

versity of Sheffield in the United Kingdom.
Dr. Cork treats some of the most severe cases of 

atopic dermatitis in the U.K. In 2016, he treated 
a young woman with atopic dermatitis who was 
so severely depressed, she requested euthana-
sia. Prior to seeing Dr. Cork she was treated with 

Dr. Cork

Dr. Kiracofe

Advances  
in Pediatric Atopic 
Dermatitis

COMMUNICATION: Patient-centered care requires individualized tactics.  PAGE 78Table OF THE MONTH
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This Brief Summary does not include all the information needed to use IMPOYZ safely and correctly. See full Prescribing Information.

IMPOYZ (clobetasol propionate) Cream, 0.025%, for topical use

INDICATIONS AND USAGE

IMPOYZ Cream 0.025% is indicated for the treatment of moderate to severe plaque psoriasis in patients 18 years of age and older.

DOSAGE AND ADMINISTRATION

Apply a thin layer of IMPOYZ Cream to the affected skin areas twice daily and rub in gently and completely. Use IMPOYZ Cream for up to 2 consecutive weeks of treatment. Treatment beyond 2 consecutive weeks is not 

recommended, and the total dosage should not exceed 50 g per week because of the potential for the drug to suppress the hypothalamic-pituitary-adrenal (HPA) axis [see Warnings and Precautions (5.1)]. Discontinue IMPOYZ 

Cream when control is achieved. Do not use if atrophy is present at the treatment site. Do not bandage, cover, or wrap the treated skin area unless directed by a physician. Avoid use on the face, scalp, axilla, groin, or other inter-

triginous areas. IMPOYZ Cream is for topical use only. It is not for oral, ophthalmic, or intravaginal use. Wash hands after each application.

DOSAGE FORMS AND STRENGTHS

Cream, 0.025%: each gram contains 0.25 mg of clobetasol propionate in a white to off-white cream base.

CONTRAINDICATIONS. None

WARNINGS AND PRECAUTIONS

Effects on the Endocrine System: IMPOYZ Cream can cause reversible hypothalamic-pituitary-adrenal (HPA) axis suppression with the potential for glucocorticosteroid insufficiency. This may occur during treatment or after 

withdrawal of treatment. Because of the potential for systemic absorption, use of topical corticosteroids, including IMPOYZ Cream, may require that patients be evaluated periodically for evidence of HPA axis suppression. 

Factors that predispose a patient to HPA axis suppression include the use of high-potency steroids, large treatment surface areas, prolonged use, use of occlusive dressings, altered skin barrier, liver failure, and young age. 

Evaluation for HPA axis suppression may be done by using the adrenocorticotropic hormone (ACTH) stimulation test. In a trial evaluating the effects of IMPOYZ Cream on the HPA axis, subjects with plaque psoriasis applied 

IMPOYZ Cream twice daily to at least 20% of involved Body Surface Area (BSA) for 15 days. Abnormal ACTH stimulation tests suggestive of HPA axis suppression were seen in 3 of 24 (12.5%) subjects on IMPOYZ Cream 

[see Clinical Pharmacology (12.2)]. In another trial to evaluate the effects of IMPOYZ Cream on the HPA axis, subjects with moderate to severe plaque psoriasis applied IMPOYZ Cream twice daily to at least 25% of involved 

BSA for 28 consecutive days. Abnormal ACTH stimulation test suggestive of HPA axis suppression was seen in 8 of 26 (30.8%) of subjects on IMPOYZ Cream. If HPA axis suppression is documented, gradually withdraw the 

drug, reduce the frequency of application, or substitute with a less potent corticosteroid. If signs and symptoms of steroid withdrawal occur, supplemental systemic corticosteroids may be required. Recovery of HPA axis function 

is generally prompt and complete upon discontinuation of topical corticosteroids. Systemic effects of topical corticosteroids may also manifest as Cushing’s syndrome, hyperglycemia, and glucosuria. These complications are rare 

and generally occur after prolonged exposure to larger than recommended doses, particularly with high-potency topical corticosteroids. Use of more than one corticosteroid-containing product at the same time may increase the 

total systemic exposure to topical corticosteroids. Minimize the unwanted risks from endocrine effects by mitigating risk factors favoring increased systemic bioavailability and by using the product as recommended [see Dosage 

and Administration (2)]. Pediatric patients may be more susceptible to systemic toxicity because of their larger skin surface to body mass ratios [see Use in Specific Populations (8.4)].  

Local Adverse Reactions with Topical Corticosteroids 

Local adverse reactions from topical corticosteroids may include atrophy, striae, telangiectasias, burning, itching, irritation, dryness, folliculitis, acneiform eruptions, hypopigmentation, perioral dermatitis, allergic contact derma-

titis, secondary infection, and miliaria. These may be more likely to occur with occlusive use, prolonged use, or use of higher potency corticosteroids, including IMPOYZ Cream. Some local adverse reactions may be irreversible. 

Concomitant Skin Infections: Use an appropriate antimicrobial agent if a skin infection is present or develops. If a favorable response does not occur promptly, discontinue use of IMPOYZ Cream until the infection has been 

adequately treated. Allergic Contact Dermatitis: Allergic contact dermatitis with corticosteroids is usually diagnosed by observing failure to heal rather than noting a clinical exacerbation. Such an observation should be corrob-

orated with appropriate diagnostic patch testing. If irritation develops, discontinue the topical corticosteroid and institute appropriate therapy.

ADVERSE REACTIONS

Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug, and may not reflect 

the rates observed in practice. IMPOYZ Cream was evaluated in two randomized, multicenter, prospective, vehicle-controlled clinical trials in subjects with moderate to severe plaque psoriasis. Subjects applied IMPOYZ Cream 

or vehicle cream twice daily for 14 days. A total of 354 subjects applied IMPOYZ Cream and 178 subjects applied vehicle. The adverse reaction that occurred in at least 1% of subjects treated with IMPOYZ Cream and at a 

higher incidence than in subjects treated with vehicle cream was application site discoloration (2% versus 1%). Less common local adverse events occurring in < 1% of subjects treated with IMPOYZ Cream were application site 

atrophy, telangiectasia and rash.

Postmarketing Experience

The following adverse reactions have been identified during post-approval use of clobetasol propionate: striae, irritation, dryness, acneiform eruptions, hypopigmentation, perioral dermatitis, allergic contact dermatitis, secondary 

infection, hypertrichosis, and miliaria. Because these reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to drug 

exposure.

USE IN SPECIFIC POPULATIONS

Pregnancy: Risk Summary There are no available data on IMPOYZ Cream in pregnant women to inform a drug-associated risk for adverse developmental outcomes. Published data report a significantly increased risk of low 

birthweight with the use of greater than 300 grams of potent or very potent topical corticosteroid during a pregnancy. Advise pregnant women of the potential risk to a fetus and to use IMPOYZ Cream on the smallest area of skin 

and for the shortest duration possible (see Data). In animal reproduction studies, increased malformations, such as cleft palate and skeletal abnormalities, were observed after subcutaneous administration of clobetasol propionate 

to pregnant mice and rabbits. No comparisons of animal exposure with human exposure are provided due to minimal systemic exposure noted after topical administration of IMPOYZ Cream [see Clinical Pharmacology (12.3)]. 

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general popula-

tion, the estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Data

Human Data

Multiple observational studies found no significant associations between maternal use of topical corticosteroids of any potency and congenital malformations, preterm delivery, or fetal mortality. However, when the dispensed 

amount of potent or very potent topical corticosteroid exceeded 300 g during the entire pregnancy, use was associated with an increase in low birth weight infants [adjusted RR, 7.74 (95% CI, 1.49–40.11)]. In addition, a small  

cohort study, in which 28 sub-Saharan women using potent topical corticosteroids (27/28 used clobetasol propionate 0.05%) for skin lightening during pregnancy, noted a higher incidence of low birth weight infants in the 

exposed group. The majority of exposed subjects treated large areas of the body (a mean quantity of 60 g/month (range, 12–170g) over long periods of time.

Animal Data

In an embryo fetal development study in mice, subcutaneous administration of clobetasol propionate resulted in fetotoxicity at the highest dose tested (1 mg/kg) and malformations at the lowest dose tested (0.03 mg/kg). Malfor-

mations seen included cleft palate and skeletal abnormalities. In an embryofetal development study in rabbits, subcutaneous administration of clobetasol propionate resulted in malformations at doses of 0.003 and 0.01 mg/kg. 

Malformations seen included cleft palate, cranioschisis, and other skeletal abnormalities.

Lactation: Risk Summary There is no information regarding the presence of clobetasol propionate in breast milk or its effects on the breastfed infant or on milk production. Systemically administered corticosteroids appear in 

human milk and could suppress growth, interfere with endogenous corticosteroid production, or cause other untoward effects. It is not known whether topical administration of clobetasol propionate could result in sufficient  

systemic absorption to produce detectable quantities in human milk. The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical need for IMPOYZ Cream and any potential 

adverse effects on the breastfed infant from IMPOYZ Cream or from the underlying maternal condition. Clinical Considerations: To minimize potential exposure to the breastfed infant via breast milk, use IMPOYZ Cream on  

the smallest area of skin and for the shortest duration possible while breastfeeding. Advise breastfeeding women not to apply IMPOYZ Cream directly to the nipple and areola to avoid direct infant exposure.

Pediatric Use: The safety and effectiveness of IMPOYZ Cream in patients younger than 18 years of age have not been established; therefore, use in children younger than 18 years is not recommended. Because of a higher ratio 

of skin surface area to body mass, pediatric patients are at a greater risk than adults of systemic toxicity, including HPA axis suppression, when treated with topical drugs [see Warnings and Precautions (5.1)]. Rare systemic tox-

icities such as Cushing’s syndrome, linear growth retardation, delayed weight gain, and intracranial hypertension have been reported in pediatric patients, especially those with prolonged exposure to large doses of high potency 

topical corticosteroids. Local adverse reactions including striae and skin atrophy have also been reported with use of topical corticosteroids in pediatric patients. Avoid use of IMPOYZ Cream in the treatment of diaper dermatitis. 

Geriatric Use: Clinical studies of IMPOYZ Cream did not include sufficient numbers of subjects aged 65 and over to determine whether they respond differently from younger subjects. Other reported clinical experience with 

topical corticosteroids has not identified differences in responses between the elderly and younger patients. NONCLINICAL TOXICOLOGY Carcinogenesis, Mutagenesis, Impairment of Fertility: Long-term animal studies 

have not been performed to evaluate the carcinogenic potential of clobetasol propionate cream. In a 13-week repeat dose toxicity study in rats, topical administration of clobetasol propionate cream, 0.001, 0.005 and 0.025 % at 

corresponding doses of 0.004, 0.02 and 0.1 mg/kg/day resulted in corticosteroid class-related systemic effects such as reductions in body weight gain, reductions in total leukocytes and individual white cells, decrease in weight 

of adrenals, thymus, spleen, liver and lung. Histologically, there were decreased hematopoiesis in the bone marrow, thymic atrophy and mast cell infiltration of the mesenteric lymph nodes. All these effects were indicative of 

severe immune suppression consistent with long-term exposure to corticosteroids. A no observable adverse effect level (NOAEL) was determined to be clobetasol propionate cream, 0.001% (0.004 mg/kg/day) in male rats while 

a NOAEL could not be determined in females. The clinical relevance of the findings in animals to humans is not clear, but sustained glucocorticoid-related immune suppression may increase the risk of infection and possibly the 

risk of carcinogenesis. Clobetasol propionate was not mutagenic in three different test systems: the Ames test, the Saccharomyces cerevisiae gene conversion assay, and the E. coli B WP2 fluctuation test. Fertility studies conduct-

ed in the rat following subcutaneous administration of clobetasol propionate at dosage levels up to 0.05 mg/kg/day revealed that females exhibited an increase in the number of resorbed embryos and a decrease in the number of 

living fetuses at the highest dose.

Manufactured by DPT Laboratories Ltd. San Antonio, TX 78215 For Encore Dermatology, Inc. Scottsdale, AZ 85254  

© 2018 Encore Dermatology, Inc., Malvern, PA 19355    IMPOYZ is a trademark of Encore Dermatology, Inc. 

www. encorederm.com 
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A
few weeks ago I was invited by my 
8-year-old grandson to speak to his 
class on “Professions Day” about 
being a dermatologist.  I naturally 

accepted and after giving what I thought was 
a particularly interesting talk — complete with 
color slides of various skin diseases and even 
lasers that I use to treat patients — one of my 
grandson’s classmates asked the all-important 
question:  “Are you a real doctor?”  

When I told him that I was indeed a “real” 
doctor, he asked why I didn’t sound like his doc-
tor — a pediatrician. 

I’m relatively sure that his comment wasn’t 
a true refl ection of the quality of my presenta-
tion, since it wasn’t the fi rst time I’d been asked 
this question, albeit often by adults and not an 
8-year-old child.  I’ve been told this same kind 
of story over the years by many colleagues.

When I was President of the American Acad-
emy of Dermatology (AAD), I learned fi rsthand 
of  the tremendous public relations and advocacy 
campaigns they performed to educate the public 
about the skills, abilities and training that der-
matologists receive, the type of care we provide 
our patients, the innovations we develop, and the 
research we perform in all aspects of dermato-
logic care — infections, eczema, photobiology, 

pathology, wound healing, oncology, immunol-
ogy, cosmetics, alopecia, aging, lasers and light 
applications and many more.  

In spite of these signifi cant public relations 
eff orts, why is there still patient confusion con-
cerning our “identity?”

One of the biggest reasons, I believe, is per-
haps the relatively small size of our specialty.  
The most recent government statistics show that 
of the nearly 700,000 practicing physicians in 
the United States, only approximately 8,500 
or 1.2% were dermatologists.  This small size 
decreases the visibility of our specialty and may 
also impact our availability which may be part of 
the reason that some HMO’s use generalists to 
provide skincare to their patients and refer only 
those patients with the most complex or diffi  cult 
skin problems to dermatologists.

Physician Competition with other specialties 
is intense and may also contribute to an inaccu-
rate understanding about our specialty.  It’s cer-
tainly hard to argue with the ability and train-
ing of some specialties like plastic surgery, oto-
rhinolaryngology and oculoplastic surgery to 
provide some limited skin care, but they are not 
dermatologists.

Non-Physician Competition with other pro-
viders may confuse patients about who is qual-

ifi ed to perform certain procedures. When I 
recently read through the weekly supplement to 
our local newspaper I found a number of large 
colorful ads for various aesthetic procedures 
like Botox, Kybella, injectable fi llers, micronee-
dling, permanent cosmetics (tattooing), laser 
hair removal and chemical peels.  All of these 
procedures were being off ered by registered 
nurses, nurse practitioners and physician assis-
tants, often independent of physician supervi-
sion and sometimes even in nationally recog-
nized spas. There is no mention in any of these 
ads of the professional training or physician 
supervision of these individuals, only endorse-
ments by some physician or a designation as a 
“Master Level Injector” by some unidentifi ed 
group or company.

In view of these facts, is there any wonder why 
patients may be confused about who is qualifi ed 
by training, certifi cation and licensure to pro-
vide dermatologic care? 

How can we help to educate people about 
the specialty of dermatology and correct this 
misinformation about our “identity” to ensure 
the safe and eff ective skincare for our patients?  
The Academy has done a superb job of inform-
ing the public about the specialty of dermatol-

“...why is there still patient 
confusion concerning 
our ‘identity?’”
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Dermatology’s identity crisis

by DR. RONALD G. WHEELAND, M.D.

Dr. Wheeland is in private practice in Tucson, Ariz. He is a past president of the American Academy 

of Dermatology, the American Society for Dermatologic Surgery and the American Society for Laser 

Medicine and Surgery. He is a member of the Dermatology Times editorial board and a co-medical editor.

IDENTITY CRISISCONTINUES ON PAGE 8f
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QBREXZATM (glycopyrronium) cloth, 2.4%, for topical use

The following is a Brief Summary; refer to Full Prescribing Information for complete product information.

1 INDICATIONS AND USAGE

Qbrexza is indicated for topical treatment of primary axillary hyperhidrosis in adult and pediatric patients 9 years of age and older.

2 DOSAGE AND ADMINISTRATION

For topical use only.

Qbrexza is for topical use in the underarm area only and not for use in other body areas.

Qbrexza is administered by a single-use pre-moistened cloth packaged in individual pouches. Qbrexza should be applied  

to clean dry skin on the underarm areas only. Qbrexza should not be used more frequently than once every 24 hours.

Tear open the pouch and pull out the cloth, unfold the cloth, and wipe it across one entire underarm once. Using the same 

cloth, wipe the other underarm once. A single cloth should be used to apply Qbrexza to both underarms.

Wash hands immediately with soap and water after applying and discarding the Qbrexza cloth. Qbrexza may cause temporary 

dilation of the pupils and blurred vision if it comes in contact with the eyes. Avoid transfer of Qbrexza to the periocular area  

[see Warnings and Precautions (5.3)].

Do not apply Qbrexza to broken skin. Avoid using Qbrexza with occlusive dressings.

4 CONTRAINDICATIONS

Qbrexza is contraindicated in patients with medical conditions that can be exacerbated by the anticholinergic effect  

of Qbrexza (e.g, glaucoma, paralytic ileus, unstable cardiovascular status in acute hemorrhage, severe ulcerative colitis,  

toxic megacolon complicating ulcerative colitis, myasthenia gravis, Sjogren’s syndrome).

5 WARNINGS AND PRECAUTIONS

5.1 Worsening of Urinary Retention 

Qbrexza should be used with caution in patients with a history or presence of documented urinary retention. Prescribers 

and patients should be alert for signs and symptoms of urinary retention (e.g., difficulty passing urine, distended  

bladder), especially in patients with prostatic hyperplasia or bladder-neck obstruction. Instruct patients to discontinue 

use immediately and consult a physician should any of these signs or symptoms develop.

Patients with a history of urinary retention were not included in the clinical studies.

5.2 Control of Body Temperature 

In the presence of high ambient temperature, heat illness (hyperpyrexia and heat stroke due to decreased sweating) can 

occur with the use of anticholinergic drugs such as Qbrexza. Advise patients using Qbrexza to watch for generalized lack of 

sweating when in hot or very warm environmental temperatures and to avoid use if not sweating under these conditions. 

5.3 Operating Machinery or an Automobile

Transient blurred vision may occur with use of Qbrexza. If blurred vision occurs, the patient should discontinue use until 

symptoms resolve. Patients should be warned not to engage in activities that require clear vision such as operating a 

motor vehicle or other machinery, or performing hazardous work until the symptoms have resolved.

6 ADVERSE REACTIONS

The following adverse reactions are described in greater detail in other sections 

•   Worsening of Urinary Retention [see Warnings and Precautions (5.1)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical 

trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates 

observed in practice.

In two double-blind, vehicle-controlled clinical trials (Trial 1 [NCT02530281] and Trial 2 [NCT02530294]) of 459 subjects 

treated with Qbrexza once daily and 232 treated with vehicle, subjects were 9 to 76 years of age, 47% male, and the 

percentages of White, Black (including African Americans), and Asian subjects were 82%, 12%, and 1%, respectively.

Table 1 summarizes the most frequent adverse reactions (*2%) in subjects with primary axillary hyperhidrosis treated  

with Qbrexza.

Table 1: Adverse Reactions Occurring in ≥2% of Subjects

Adverse Reactions

Qbrexza 
(N=459)

n (%)

Vehicle 
(N=232)

n (%)

Dry mouth 111 (24.2%) 13 (5.6%)

Mydriasis 31 (6.8%) 0

Oropharyngeal pain 26 (5.7%) 3 (1.3%)

Headache 23 (5.0%) 5 (2.2%)

Urinary hesitation 16 (3.5%) 0

Vision blurred 16 (3.5%) 0

Nasal dryness 12 (2.6%) 1 (0.4%)

Dry throat 12 (2.6%) 0

Dry eye 11 (2.4%) 1 (0.4%)

Dry skin 10 (2.2%) 0

Constipation 9 (2.0%) 0

Table 2 shows the most frequently reported local skin reactions, which were relatively common in both the Qbrexza  

and vehicle groups.

Table 2: Local Skin Reactions 

Local Skin Reactions

Qbrexza 
(N=454)a

n (%)

Vehicle 
(N=231) a

n (%)

Erythema 77 (17.0%) 39 (16.9%)

Burning/stinging 64 (14.1%) 39 (16.9%)

Pruritus 37 (8.1%) 14 (6.1%)

aPatients with a post-baseline local skin reaction assessment

In an open-label safety trial (NCT02553798), 564 subjects were treated for up to an additional 44 weeks after completing 

Trial 1 or Trial 2. Adverse reactions occurring at a frequency *2.0% were: dry mouth (16.9%), vision blurred (6.7%), 

nasopharyngitis (5.8%), mydriasis (5.3%), urinary hesitation (4.2%), nasal dryness (3.6%), dry eye (2.9%), pharyngitis 

(2.2%), and application site reactions (pain [6.4%], dermatitis [3.8%], pruritus [3.8%], rash [3.8%], erythema [2.4%]). 

7 DRUG INTERACTIONS

7.1 Anticholinergics

Coadministration of Qbrexza with anticholinergic medications may result in additive interaction leading to an increase in 

anticholinergic adverse effects [see Warnings and Precautions (5) and Adverse Reactions (6)]. Avoid coadministration of 

Qbrexza with other anticholinergic-containing drugs.  

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

There are no available data on Qbrexza use in pregnant women to inform a drug-associated risk for adverse developmental 

outcomes. In pregnant rats, daily oral administration of glycopyrrolate (glycopyrronium bromide) during organogenesis 

did not result in an increased incidence of gross external or visceral defects. When glycopyrrolate was administered 

intravenously to pregnant rabbits during organogenesis, no adverse effects on embryo-fetal development were seen. The 

available data do not support relevant comparisons of systemic glycopyrronium exposures achieved in the animal studies 

to exposures observed in humans after topical use of Qbrexza.

The estimated background risks of major birth defects and miscarriage for the indicated population are unknown. In the 

U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically recognized 

pregnancies is 2-4% and 15-20%, respectively. 

8.2 Lactation

There are no data on the presence of glycopyrrolate or its metabolites in human milk, the effects on the breastfed infant, 

or the effects on milk production. The developmental and health benefits of breastfeeding should be considered along with 

the mother’s clinical need for Qbrexza and any potential adverse effects on the breastfed infant from Qbrexza or from the 

underlying maternal condition.  

8.4 Pediatric Use

The safety, effectiveness and pharmacokinetics of Qbrexza have been established in pediatric patients age 9 years and 

older for topical treatment of primary axillary hyperhidrosis. Use of Qbrexza in this age group is supported by evidence from 

two multicenter, randomized, double-blind, parallel-group, vehicle-controlled 4-week trials which included 34 pediatric 

subjects 9 years and older [see Adverse Reactions (6.1)]. The safety and effectiveness of Qbrexza have not been established 

in pediatric patients under 9 years of age.

8.5 Geriatric Use

Clinical trials of Qbrexza did not include sufficient numbers of subjects age 65 years and older to determine whether they 

respond differently from younger subjects.

8.6 Renal Impairment

The elimination of glycopyrronium is severely impaired in patients with renal failure.

10 OVERDOSAGE

Because glycopyrronium is a quaternary amine which does not easily cross the blood-brain barrier, symptoms of 

glycopyrronium overdosage are generally more peripheral in nature rather than central compared to other anticholinergic 

agents. Associated signs and symptoms related to excessive anticholinergic activity may include flushing, hyperthermia, 

tachycardia, ileus, urinary retention, loss of ocular accommodation and light sensitivity due to mydriasis.

In the case of overdose when symptoms are severe or life threatening, therapy may include:

•   Managing per standard of care any acute conditions such as hyperthermia, coma, and/or seizures, as applicable, 

and managing any myoclonic or choreoathetoid movements which may lead to rhabdomyolysis in some cases of 

anticholinergic overdosage

•   Managing severe urinary retention with catheterization if not spontaneously reversed within several hours

•  Providing cardiovascular support and/or controlling arrhythmias

•  Maintaining an open airway, providing ventilation as necessary

•   Administering a quaternary ammonium anticholinesterase such as neostigmine to help alleviate severe and/or life 

threatening peripheral anticholinergic effects.

Topical overdosing of Qbrexza could result in an increased incidence or severity of local skin reactions. Administration of Qbrexza 

under occlusive conditions may result in an increase in anticholinergic effects, including dry mouth and urinary hesitation.

16.2 Storage and Handling

Store at room temperature 20° - 25°C (68° - 77°F); excursions permitted to 15° - 30°C (59° - 86°F) [See USP Controlled 

Room Temperature].

Qbrexza is flammable; keep away from heat or flame.

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient Information).

Worsening of Urinary Retention 

Instruct patients to be alert for signs and symptoms of urinary retention (e.g., difficulty passing urine, distended bladder). 

Instruct patients to discontinue use and consult a physician immediately should any of these signs or symptoms develop.

Control of Body Temperature (Risk of Overheating or Heat Illness) 

In the presence of high ambient temperature, heat illness due to decreased sweating can occur with the use of 

anticholinergic drugs such as Qbrexza. Advise patients using Qbrexza to watch for generalized lack of sweating when in 

hot or very warm environmental temperatures and to avoid use if not sweating under these conditions. 

Operating Machinery or an Automobile 

Transient blurred vision may occur with Qbrexza. If this occurs, instruct patients to contact their healthcare provider, 

discontinue use of Qbrexza and avoid operating a motor vehicle or other machinery, or performing hazardous work until 

symptoms resolve.

Instructions for Administering Qbrexza 

It is important for patients to understand how to correctly apply Qbrexza (see Patient Information). 

•   Instruct patients to use one cloth to apply Qbrexza to both axillae by wiping the cloth across one underarm, ONE TIME. 

•   Using the same cloth, apply the medication to the other underarm, ONE TIME.  

•   Inform patients that Qbrexza can cause temporary dilation of the pupils and blurred vision if it comes in contact with 

the eyes. 

•   Instruct patients to wash their hands with soap and water immediately after discarding the used cloth. 

•   Remind patients not to apply Qbrexza to other body areas or to broken skin. Instruct patients to avoid using Qbrexza  

with occlusive dressings.

•  Qbrexza is flammable; avoid use near heat or flame. 

Manufactured for:

Dermira, Inc. 

Menlo Park, CA 94025

Version 1, June 2018

PM-US-QBR-0030

https://www.qbrexza.com/hcp/highlights
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ASK  Dr Goldberg?
drdavidgoldberg@skinandlasers.com

“I listened to my staff , 
how can I be sued?

Dr. Burn was a dermatologist working in a very busy predominantly medical dermatology office. He sees an average of 60 

patients a day, is booked for weeks, and does not have a moment to breathe with his busy schedule. Although he loves the 

practice of dermatology, he finds himself increasingly exhausted and does not even have enough time to take a patient’s 

medical history.

by DAVID J. GOLDBERG, M.D., J.D. 

Dr. Goldberg is director of Skin Laser and Surgery Specialists of New York and New Jersey, past director of Mohs and Laser 

Research, Icahn School of Medicine at Mt. Sinai; and, adjunct professor of law, Fordham Law School in New York City.

The DANCING DOCTOR.
bit.ly/DancingDoctor

Creative MARKETING.
bit.ly/DeceptiveAds

NEEDLESTICK injury.
bit.ly/NeedleInjury

One day, a patient presented to the offi  ce with 
a burn to his fi nger. The patient was a 30-year-
old male who worked in a nearby chemical plant. 
The patient told the medical assistant the story 
of a chemical burn caused by hydrofl uoric acid. 
The medical assistant simply relayed to Dr. Burn 
that the patient had a “burn” on his fi nger and 
nothing more.  

Dr. Burn grabbed the patient’s file on the 
way into the exam room and did a quick scan of 
the nurse’s notes. He did not ask any questions, 
diagnosed the patient as having a second  degree 
burn, and prescribed the use of topical antibiotics. 
At no time did he ask the patient about the source of 
the burn — he was too busy. Dr. Burn did discuss 
with the patient about the importance of work 
safety as he made a note in the patient’s fi le about 
the burn. He assured his patient all would be fi ne. 

Over the next few days, the burn-induced 
damage worsened. Although the patient’s 
condition deteriorated each day, he was assured 
by Dr. Burn’s lack of concern. By the end of the 
week,  his fi nger had nearly self-amputated. At that 
point, the patient saw another dermatologist, and 
told that physician that the burn had been caused 
by hydrofl uoric acid. The second  dermatologist, 
seeing the extent of damage, sent the burn patient 
to a burn center.   

Unfortunately, treatment was unsuccessful, 
and ultimately the patient’s fi nger was amputated 
mid-knuckle, making it diffi  cult for him to work. 
The remaining part of the fi nger became very 
sensitive to heat and cold. The patient became 
increasingly angry and bitter toward Dr. Burn. 

On the advice of a friend he sought the counsel 
of a plaintiff ’s attorney. 

“If I had been treated properly by the fi rst 
dermatologist, I would never have lost my fi nger,” 
he told the attorney. The attorney took the case, 
and fi led a lawsuit against Dr. Burn. 

Dr. Burn was shocked when he received 
notifi cation that he was being sued. He met with 
the defense attorney provided by his insurance 
carrier and explained the situation. 

“Neither my assistant, nor the patient ever told 
me he was burned with acid,” said Dr. Burn.  “Is 
it my fault that the patient did not give me full 
details as to what was wrong?” 

The attorney agreed that he did not believe 
that Dr. Burn did anything wrong, but he warned 
him that juries are notoriously unpredictable. 
Going to trial was always a risk.

“I don’t care,” said Dr. Burn. “I will take the 
risk. I did not do anything wrong.”

After months of discovery and paperwork, 
the case fi nally went to trial.

At trial, the plaintiff ’s attorney argued that 
Dr. Burn was negligent in his treatment of the 
patient. Just as a doctor wouldn’t rely on a patient’s 
self-diagnosis when determining a treatment, a 
doctor should also not rely on his staff ’s lack of 
a description as to the source of the burn. It is 
the doctor’s responsibility to ask such questions. 

The patient testifi ed that although he hadn’t 
given the physician the information as to the cause 
of the burn, he was never asked by the physician; 
and he had given the information to Dr. Burn’s 
medical assistant. 

The jury returned after a brief time in 
deliberation with a verdict against Dr. Burn. 

In reality, Dr. Burn did not provide the correct 
treatment for his patient. He relied on his staff  
for information and never asked the patient the 
correct questions. 

In a case such as this, the onus was on Dr. 
Burn to ask about the cause. It is not the plaintiff  
patient’s responsibility to repeat his conversation 
twice. Similarly, Dr. Burn cannot push the onus 
onto his staff  member for not telling him all the 
details. Lastly, Dr. Burn cannot say he was so 
busy that he did not have time to ask the right 
questions. He was liable and the jury agreed. e

mailto:drdavidgoldberg@skinandlasers.com
http://www.dermatologytimes.com/legal-eagle/i-use-social-media-and-now-i-might-lose-my-license
http://www.dermatologytimes.com/dermatology/creative-marketing-or-deceptive-advertising
http://www.dermatologytimes.com/legal-eagle/my-employee-has-needlestick-injury-now-what


DermatologyTimes®

AUGUST 2018

12
cosmetic conundrums
Point of View  7            Legal Eagle  11            COSMETIC CONUNDRUMS

Ingredients for skin health

by ZOE DIANA DRAELOS, M.D.
Dr. Draelos is a clinical and research dermatologist with Dermatology 

Consulting Services, High Point, N.C. and a consulting professor of dermatology, 

Duke University School of Medicine, Durham, N.C.

Q What is the skin NMF?
For years, cosmetic chemists have searched for the 
perfect moisturizer formulation that will maintain 
the optimal skin water content.  Since normal skin 
does not require external moisturizer application 
to maintain water balance, there must be some 
substance in the skin that confers this quality.  
Before our increased understanding of stratum 
corneum physiology, this substance was named 
the natural moisturizing factor and abbreviated 
NMF.  NMF is a mixture of amino acids, deriva-
tives of amino acids, and salts.  Cosmeceutical 
formulations that contain synthetic NMF are based 
on amino acids, pyrrolidone carboxylic acid, 
lactate, urea, ammonia, uric acid, glucosamine, 
creatinine, citrate, sodium, potassium, calcium, 
magnesium, phosphate, chlorine, sugar, organic 
acids and peptides. 10% of the dry weight of 
the stratum corneum cells is composed of NMF, 
which is derived from fi llagrin.

Some higher end cosmeceutical moisturizers 
are based on NMF formulations. The question is 
whether these individual ingredients can func-
tion like naturally derived NMF.  The analogy I 
use to explain the diff erence between individual 
ingredients and fi nal formulation is cake bak-
ing.  In order to make a cake, the fl our, sugar, 
oil, baking powder, eggs, and fl avorings must be 

put a bowl, mixed and placed in the oven. When 
the concoction comes out of the oven, it looks 
like a cake, but the eggs, fl our, sugar, etc., can 
no longer be distinguished. The baked cake is 
its own unique formulation. This same concept 
applies to skin NMF.  The individual ingredients 
can be put on the skin, but their organization 
must be exact to insure functionality.

Q Why are fatty acids 
essential in skin health?
Another essential part of skin health is  the pres-
ence of essential fatty acids (EFAs), sometimes 
referred to as vitamin F.  EFAs are composed of 
unsaturated linoleic, linolenic, and arachidonic 
acid.  These fatty acids are termed essential since 
they cannot be synthesized by the body, requir-
ing oral ingestion.  EFAs are important in barrier 
function maintenance.  Linoleic acid is found in 
high concentration in ceramides, which are a 
major component of the intercellular lipids fi ll-
ing the spaces between the corneocytes.  It is a 
burst a ceramide production that initiates the 
sequence leading to barrier repair.

It might seem that topical linoleic acid would 
be desirable, since external application might 
promote ceramide synthesis. This is not the case.  

Linoleic acid is a strong cutaneous irritant and 
highly unstable when exposed to oxygen.  Cos-
meceutical formulations that advertise EFA on 
their labels usually contain vitamin E linoleate.  
Nevertheless, oral administration is preferable.

Q What can be done 
for estrogen deficient skin?
Estrogen deficiency is one of the key factors 
in postmenopausal skin thinning. Many post-
menopausal women no longer wish to take oral 
estrogens due to their association with increased 
heart disease, breast cancer, uterine cancer, and 
ovarian cancer.  This has led to increased interest 
in plant-derived phytoestrogens.  One excellent 
source of plant estrogens is fl axseed.  Flaxseed 
can be consumed as the roasted seeds on cereal 
or yogurt, but the ends of the seeds are sharp 
and the ground seeds are gritty. An easy way 
to consume fl axseed phytoestrogens is to take 
organic fl axseed oil in gel capsules daily, which 
are inexpensive and easy to swallow.  While there 
are no well controlled studies on the cutaneous 
benefi ts of fl axseed oil, this is a healthy dietary 
suggestion the dermatologists can off er.  Flaxseed 
is also rich in essential fatty acids, previously 
discussed. e

“Another essential part of skin 
health is the presence of essential 
fatty acids (EFAs), sometimes 
referred to as ‘vitamin F.’”



“I Swear by This for 
Helping My Patients.�

It’s Safer and More Effective than Other Treatments. 
It’ Costs One Third the Price to Set Up.  

And It Regularly Brings in An Extra $100,000 a Month”
Dear Doctor 

Hi, I’m Dr Coultre founding doctor at my clinic in
Southern CA. We’re a small one Doctor clinic
specializing in family practice. Like you, I’m
always looking for ways to provide better care
for my patients. However, I must admit, with
increasing government regulation and overly-
restrictive insurance companies[squeezing
margins and crushing so many doctors as well
as sucking the life out of health care, I was
looking for ways to both help my patients and
provide a profitable income stream for my
practice.  Naturally, patient care comes first.
But the reality is, if we can’t make money, our
practice is simply not sustainable. And if you’ve
been a doctor for a while, you know it’s not as
easy as it once was. 
That’s why I became interested in weight loss
technologies. I knew that…  

1. Obesity is a huge community issue.
According to the Centers for Disease Control
and Prevention, across the United States, more
than one in three adults are obese, ranging from
a high of 37.7% in Louisiana to a low of 22.3%
in Colorado. And levels have soared in recent
years, as you can see from the chart on the
above. 
2. Many of my patients could live happier,
healthier lives if they could just get rid of some
of their excess fat  
3. And I knew the weight-loss industry is a
lucrative market (estimated to be worth more
than $66 billion by Marketdata LLC) 

I saw this as an opportunity to recoup some of
the money insurance companies had taken from
my practice. At the same time, I wanted to make
100% certain any weight-loss service I
introduced to my clients really worked.  

Why I Decided Against CoolSculpting

I’d seen lots of advertising for CoolSculpting and fat
freezing, so that’s where my research began. While
these treatments seemed to offer some legitimate
fat loss benefits, I was concerned about a number
of potential side effects including… 

• Burns and scars, redness, itching, tenderness and
swelling 
• Tingling that can last for weeks 
• Strange out-of-proportion lumps and bumps that
can appear around the hips, thighs, elbows, knees,
and shoulders 
• Step-off deformity and transition lines along the
perimeter of treatment areas 

Although I liked the concept behind these
treatments, I felt these side effects were too risky
and certainly not things I wanted my patients to
experience. On top of that, the cost of the
equipment at $150,000 PLUS paying every time
you turn the machine on further encouraged me to
look at other alternatives.   

Why I Chose the Vevazz 
 Slimline System 

The Vevazz Slimline System offered all the benefits of
CoolSculpting (and more), without any of the risky
side effects, and at one third the price.  Now, I’m a
pretty analytical kind of a guy. So, I really did my
homework before deciding to try Vevazz in my clinic. I
spoke with the owner of the company (several times)
and compared Vevazz to other options including
CoolSculpting. Here’s what I found… 
  

The Vevazz Slimline System Is… 

• The quickest, safest, most natural way to lose fat
quickly 
• The easiest, most rewarding way to add money to
your bank account.  

Naturally, results differ from person to person. And
sales differ from clinic to clinic. That’s why I urge you to
check out Vevazz for yourself.  
  

How To Find Out More 

As you can see, the decision to try Vevazz became
obvious. So, I purchased the equipment with easy
finance payments (knowing it came with a
comprehensive income guarantee – so if it didn’t
work, I could send it back without risk). That was
years ago. Last month my small clinic performed
289 Vevazz treatments totaling $39,425 in sales.
Apart from a few hours of my time, modest staff
costs, and a handful of inexpensive ancillaries (like
cloth pads etc.), most of the money we collect is
pure profit. And that’s just last month. Here are
records of one doctor's Vevazz treatment sales
over the past 6 months. 
  

If you’re looking for a way to help your
patients more while adding a lucrative
income stream of as much as $100,000 a
month to your practice, I recommend you
sign up for the webinar now and watch
the Free Vevazz training webinar 

   
We will also send you some information
snail mail, to hold and touch to find out
more.  

Alternatively, contact Vevazz on  
773-620-9500 

Sincerely, 
Jamie Fettig, DC - Founder of Vevazz 

P.S. By the way, Dr.Coultre is not
affiliated with Vevazz nor is he receiving
anything from Vevazz for writing this
letter. He just knew how hard the
restrictive insurance companies, shrinking
margins, and growing bureaucracy was
getting for him and his practice, and the
results of introducing Vevazz to his
practice have been so good (for him and
his patients). So, he wanted to help
spread the word. Once again, He
encourages you to check out Vevazz for
yourself. Watch their webinar, download
their white paper at Vevazz.com or call
them on  
773-620-9500. 

- No special diet 

- No vigorous exercise 

- No invasive procedures 

- No pain during or after treatment 

- No waiting weeks for results (see a
difference after your first treatment) 

- No health risks 

- No visual side effects (except a slimmer,
more toned body) 

- No step off deformity’ or transition lines
indicating where treatment has taken
place 

- No concerns about unsightly lumps and
bumps anywhere on your body if you gain
weight in the future 

Dr. Coultur says introducing Vevazz into his
practice literally changed his life. No longer
does he worry about the restrictive
insurance companies, shrinking margins,
and growing bureaucracy that’s crushing so
many doctors. He now has a way to make
more money while working less.  

As you can see, Vevazz helped him
generate an extra $311,705 in just 6
months. And best of all, Vevazz has been
life-changing for his patients too. They are
happier and healthier than ever. Many have
lost as much as 23 inches of fat in just 6
weeks with…

And results that are fully guaranteed 

ADVERTISEMENT

http://vevazz.com/
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THE FDA HAS approved the combination treat-

ment of encorafenib (Braftovi/Avella, Array 

BioPharma) with binimetinib (Mektovi/Avel-

la, Array BioPharma) for patients with unresect-

able or metastatic melanoma with BRAF V600E 

or V600K mutations.

“Despite recent treatment advances, many 

patients with BRAF-mutant melanoma still face 

signifi cant challenges managing their disease, 

and there remains a substantial need for well-

tolerated treatments that delay disease pro-

gression and improve overall survival,”  Array 

BioPharma stated in a news release.

The announcement was made in June and 

is based on the outcomes of a randomized, 

active-controlled, open-label, multicenter trial 

(COLUMBUS) in 577 patients who met the crite-

ria for the study: Having resectable or metastatic 

melanoma with BRAF V600E or V600K mutations. 

The patients were randomized (1:1:1) to receive 

binimetinib 45 mg twice daily plus encorafenib 

450 mg once daily, encorafenib 300 mg once 

daily, or vemurafenib 960 mg twice daily.

The median progression free survival (PFS) 

was 14.9 months for patients receiving bin-

imetinib plus encorafenib, and 7.3 months for 

the vemurafenib monotherapy arm (hazard 

ratio 0.54, 95% CI: 0.41, 0.71, p<0.0001). An aver-

age of 63% of patients in the fi rst group and 

40% of patients in the second group, respond-

ed to treatment within 16.6 months vs. 12.3 

months, respectively.

The most common adverse reactions affect-

ing 25% or more of patients included fatigue, 

nausea, diarrhea, vomiting, abdominal pain 

and arthralgia. Five percent of patients discon-

tinued therapy due to hemorrhage and head-

ache.

The recommended doses are binimetinib 

45 mg orally twice daily and encorafenib 450 

mg orally once daily.

The FDA approval comes with the approval of 

the THxID BRAF Kit (bioMérieux) as a diagnostic 

kit to be used with the combination treatment.

A JOHNS HOPKINS study found that physicians who 

use stigmatizing language in their patients’ medical 

records may affect the care those patients get for 

years to come.

When doctors read notes and descriptions from pre-

vious medical visits, says the study, published in the 

May issue of The Journal of General Internal Medicine, 

the language in those notes may play a role in how 

that patient is treated, as well as how aggressively the 

patient’s pain is managed.

Mary Catherine Beach, M.D., M.P.H., designed the 

study to determine whether the language and descrip-

tions used in patient records can perpetuate bias 

among physicians. More than 400 physicians-in-train-

ing -- medical students and residents -- were presented 

with one of two vignettes about a hypothetical patient, 

a 28-year-old man with sickle cell disease and chron-

ic hip pain.

While the vignettes contained medically identical 

information, one used neutral language to describe 

the patient and his condition, while the other vignette 

contained nonessential language that implied various 

value judgements.

Dr. Beach and her research colleagues found that 

physicians-in-training who read the stigmatizing patient 

chart notes were signifi cantly more likely to have a neg-

ative attitude toward the patient than those who read 

the chart containing more neutral language.

And not only did their attitudes change, so did their 

treatment plans. Those physicians-in-training who had 

read the stigmatizing chart note decided to treat the 

patient’s pain less aggressively.

Every clinician encounter with a patient is docu-

mented in a chart note. Symptoms, patient history, vital 

signs, test results, clinicians’ assessments and treatment 

plans are all part of the medical record.

“This record may be the only source of information a 

new clinician has about some patients,” says Dr. Beach. 

“We have to question the assumption that the medical 

record always represents an objective space.”

In one patient-doctor encounter cited in the study, 

study participants were presented with a wheelchair 

bound patient. The patient was described differently in 

every encounter from “pain is not alleviated by his home 

pain medication regimen” to “He is narcotic dependent 

and in our ED frequently.”

“There is growing evidence that the language used 

to communicate in health care refl ects and infl uenc-

es clinician attitudes toward their patients,” says Anna 

Goddu, a Johns Hopkins University School of Medicine 

student who co-authored the study. “Medical records 

are an important and overlooked pathway by which 

bias may be propagated from one clinician to another, 

further entrenching health care disparities.”

RESEARCH.      TRENDS.      COMMUNITY.
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EC MOVES 
FORWARD 
WITH NEW PSA 
TREATMENT

LANGUAGE USED IN MEDICAL RECORDS 

CAN STIGMATIZE PATIENTS FOR YEARS

NEW TREATMENT FOR UNRESECTABLE/
METASTATIC MELANOMA

IN JUNE, the European Commis-

sion approved tofacitinib citrate 

(Xeljanz/Pfi zer) 5 mg twice daily 

in combination with methotrexate 

for the treatment of active psoriat-

ic arthritis (PsA) in adult patients 

who have had an inadequate 

response or who have been intol-

erant to a prior disease-modifying 

antirheumatic drug (DMARD) ther-

apy.

Tofacitinib citrate is the fi rst and 

only oral Janus kinase (JAK) inhibi-

tor to be approved in the European 

Union for adults with active PsA. 

The approval was based on the 

results of a phase three trial called the 

“Oral Psoriatic Arthritis Trials (OPAL)” 

which included two trials:  OPAL 

Broaden and OPAL Beyond. Results 

from the long-term extension trial 

OPAL Balance were also considered.



Pediatric AD treatment gaps
LISETTE HILTON | Staff Correspondent

T reating children with 
severe atopic dermati-
tis remains a challenge 
because there are so few 

effective and approved therapies. But 
there is hope that pipeline therapies, 
including Janus kinas (JAK) inhibitors 
and a monoclonal antibody against 
IL-31 receptor for treatment of itch may 
address some needs among severely 
impacted children, researchers write 
in the online May issue of Current 
Allergy and Asthma Reports.

The researchers reviewed what is 
known about severe atopic dermatitis 
in children and identified gaps in treat-
ment and knowledge.  They report: 

The estimated $364 million annual 
cost to care for atopic dermatitis in chil-
dren in the United States doesn’t take 
into account consequences of espe-
cially severe disease, such as pain, suf-
fering, poor sleep, low self-esteem and 

poor performance at school. Moder-
ate-to-severe atopic dermatitis patients 
are also at higher risk than children 
without the disease for skin infections 
with S. aureus, potentially leading to 
invasive infections, from bacteremia to 
osteomyelitis, as well as serious com-
plications, including meningitis. 

Atopic dermatitis has been associ-
ated with filaggrin null mutations, and 
interleukin (IL)-31 has been shown 
to be an important cytokine in the 
pathogenesis of atopic dermatitis-
related itch.

There are important gaps in aspects 
of the diagnosis, treatment and man-
agement of atopic dermatitis. For exam-
ple, while atopic dermatitis remains 
largely a clinical diagnosis, clinicians 
lack a biomarker they can routinely use 
outside the research setting to diag-
nose atopic dermatitis severity. 

Treatments beyond first-line anti-
inflammatory topical corticosteroids 
and second-line topical calcineurin 
inhibitors also are lacking for children 
with severe disease. Dermatologists 
and others might resort to alternative 
therapies that have yet to be approved 
for pediatric atopic dermatitis in the 
United States, including cyclosporine, 
azathioprine, mycophenolate mofetil 
and methotrexate. 

The FDA approved crisaborole 
for atopic dermatitis in patients two 
years and older, but it is not indicated 
for severe disease. The monoclonal 
antibody dupilumab, which blocks 
IL-4 and IL-13, has shown promise 

in early studies in children with mod-
erate to severe atopic dermatitis, but it 
is not yet approved for pediatric atopic 
dermatitis and longer safety studies 
are needed.

Other pipeline therapies for pedi-
atric atopic dermatitis include JAK 
inhibitors, antagonists against che-
moattractant receptor-homologous 
molecule expressed on Th2 cells, as 
well as monoclonal antibodies against 
IL-13, IL-22, IL-33, Thymic stromal 
lymphopoietin (TSLP), transcrip-
tion factor GATA binding protein 3 
(GATA-3) and more.  

The problem for many atopic der-
matitis remains itch. Early research 
suggests JAK inhibitors might decrease 
chronic Th2 cytokine-induced itch. 
And researchers have reported a 
dose-response effect in relieving itch 
with a monoclonal antibody against 
IL-31 receptor in a phase 2 study on 
adults with moderate to severe atopic 
dermatitis. 

Researchers also seem to be making 
progress on an approach to prevent, 
even cure, atopic dermatitis, which 
involves transplanting skin microbi-
ota, including bacteria, to compete 
with S. aureus.

These experimental treatments 
could fill some of the treatment gaps 
for children with severe atopic der-
matitis, the authors write. �
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issue of Current Allergy and Asthma 
Reports identified gaps in pediatric atop-
ic dermatitis care from diagnosis to treat-
ment and management of the condition.
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Oral propranolol safety

A 
French study adds to the 
evidence that oral pro-
pranolol is a relatively 
safe treatment for infan-

tile hemangioma. However, it may be 
associated with an increased risk for 
respiratory events and cardiovascular 
events in children, French researchers 
wrote in the June issue of Pediatrics.

Researchers, who led by Catherine 
Droitcourt, M.D., of Pontchaillou 
Hospital in Rennes, France, found 
that oral propranolol for infantile 
hemangioma was “good.” This is a 
treatment that has long been used for 
infantile hemangioma, but in 2008, 
French researchers documented the 
occurrence of some complications. 
After more testing, the treatment was 
eventually approved in 2014 by the 
European Medicines Agency for use 
in infantile hemangioma.

The new analysis is based on a 
large nationwide claims database 
of 1,484 children (three years or 
younger) with infantile hemangioma, 
but without underlying disease. And, 
269 children with infantile heman-
gioma, but with underlying disease, 
such as cardiovascular, respiratory 
and metabolic conditions.

The patients received at least two 
deliveries of oral propranolol between 
July 2014 and June 2016 and the out-
comes were generally favorable. In 

infantile hemangioma patients who 
did not have other health condi-
tions, there were two cardiovascu-
lar, 51 respiratory (38 were hospi-
talized with bronchiolitis) and three 
metabolic events. But among chil-
dren with underlying conditions who 
received the same oral propranolol 
treatment, there were 11 cardiovas-
cular events — primarily, in children 
with pre-existing congenital heart 
disease. In 49 children with under-
lying respiratory disease, there were 

11 respiratory events. No children 
with underlying metabolic disease 
experienced a metabolic event dur-
ing treatment.

“The absence of risk for cardio-
vascular outcomes in the healthy 
population is reassuring. However, 
[in patients with underlying health 
conditions] much concern has been 
raised about cardiovascular eff ects 
and, more precisely, conduction dis-
turbances, bradycardia, and hypo-
tension,” the authors wrote. 

While acute respiratory disease 
is a well-identifi ed risk in children 
treated with propranolol, the high 
number of cases in the infantile hem-
angioma-only group was concern-
ing, the others wrote, but the high 
rate of occurrence may be due to bet-
ter monitoring and not necessarily 
more severe disease.

In terms of hospitalizations for 
metabolic events, this aff ected four 
patients in the infantile hemangi-
oma-only group in which the patients 
developed hypoglycemia. Treatment 
was discontinued for three patients.

The authors do not suggest the 
need for monitoring oral proprano-
lol outcomes for infantile hemangi-
oma, but they do recommend some 
precautions. “Avoidance is advised 
in cases of lower respiratory infection 
or low food intake. During the titra-
tion phase, a cardiovascular moni-
toring based on clinical parameters 
is recommended.” e
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Study indicates low risk for some infantile hemangioma patients 
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Oral propranolol may 

be safe for infants 

with uncomplicated 

hemangiomas.

For patients with under-

lying health conditions, 

it may not always be the 

treatment of choice.

The treatment may 

be associated with an 

increased risk for respira-

tory and cardiovascular 

events in children.

[In patients with underlying health 
conditions], much concern has been 
raised about cardiovascular effects.”
Pediatrics, June 2018

THE BREAKDOWN

Infantile hemangioma 

patients treated with oral 

propranolol experienced:

}  Two cardiovascular events

}  51 respiratory events

}  38 hospitalizations with 
bronchiolitis

}  3 metabolic events

For patients with other 

underlying conditions:

}  11 cardiovascular events 
primarily associated with 
pre-existing congenital 
heart disease.

}  11 respiratory events in 
children with underlying 
respiratory conditions.



Acne scarring science 

T
he infl ammatory response 
in papules of patients with 
acne prone to scarring can 
last more than three weeks 

and is characterized by a marked infi l-
tration of B cells, a study published 
in the British Journal of Dermatol-
ogy has found,1 whereas the immune 
response in papules of patients with 
acne not prone to scarring resolves 
much more rapidly.

The researchers suggested that the 
intensity and duration of this infl am-
matory reaction causes dermal dam-
age and alteration of the sebaceous 
gland structure leading to atrophic 
scar formation.

While the pathogenesis of atro-
phic acne scarring is not completely 
understood, severity and duration of 
infl ammation is considered likely to 
play a role. 

One previous study analyzed the 
immune response in acne scarring 
by comparing acne lesions in scar-
prone and non-scar-prone patients,2 
and found that in the fi rst seven days 
the infl ammatory reaction around 
the pilosebaceous follicle was stron-
ger and lasted longer in patients with 
scarring.

THE STUDY

For this current study, researchers 
wanted to look at the immune response 
over a longer period. They analyzed 
the pathophysiologic mechanisms 
occurring in scar prone and non-scar 
prone acne patients in lesions of three 
weeks by performing large scale gene 
expression profi ling to identify molec-
ular and cellular pathways that may 
account for the predisposition to scar 
formation. Then then used immuno-
histochemistry techniques to confi rm 
their results.

Nineteen patients with moderate 
infl ammatory acne as defi ned by the 
ECLA score, were enrolled in the study 

with 10 prone to scarring and nine were 
not. Biopsies of non-lesional skin and 
of infl ammatory lesions less than 48 
hours old were taken from their backs, 
and further lesions less than 48 hours 
old were identifi ed for follow up 21 
days later. Biopsies of these “evolved 
lesions” were taken at 21 days.

Biopsies were also from ten healthy 
volunteers to provide a comparison of 
healthy skin, and skin samples were 
obtained from five healthy people 
undergoing plastic surgery for gene 
expression profi ling of human seba-
ceous glands and epidermis.

Gene expression and immunohis-
tochemistry analyses showed a very 
similar immune response in 48 hours-
old papules in scar prone and non-
scar prone patients with acne, char-
acterized by elevated numbers of T 
cells, neutrophils and macrophages. 

However, when the three-week old 
papules were examined, it was clear 
that the immune response persisted 
only in scar prone patients, and an 
infi ltrate of B cells was evident. 

Down-modulation of sebaceous 
gland markers related to lipid metabo-
lism was observed in 48 hours-old pap-
ules in non-scar prone patients, but this 
had normalized after three weeks. In 
contrast, there was a drastic reduction 
of these markers in scar prone patients 
which persisted at three weeks, sug-
gesting “an irreversible destruction 
of sebaceous gland structures after 
infl ammatory remodelling in scar-
prone acne patients”, the research-
ers said.

Infl ammatory intensity, duration impact skin damage

INGRID TORJESEN | Staff  Correspondent

Researchers suggest that the intensity 
and duration of infl ammatory reaction 
causes dermal damage and alteration of 
the sebaceous gland structure leading to 
atrophic scar formation.”
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Not all acne patients 

are prone to scarring.

Acne scarring is associated 

with severity and duration.

There is a point at 

which the destruction 

of sebaceous gland 

structures is irreversible.

Quick TAKES

SCARRING CONTINUES ON PAGE 30f

ACNE SCARRING EXPLAINED

}  The destruction of sebaceous glands 

by an exacerbated infl ammatory 

response can result in atrophic scar 

formation, especially in patients prone 

to acne scarring. 

}  The destruction of the entire 

pilo-sebaceous unit causes a loss of 

dermal continuity, which is later fi lled 

with granulation tissue. 

}  At the end of the healing process, the 

granulation tissue shrinks resulting in 

atrophic scar formation.
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Managing severity is a

 challenge in kids.

Secondary disease conse-

quences include a range of 

comorbidities.

Faster drug approvals with 

many promising agents 

on the way.

Quick TAKES

AD treatment in kids advances

C
hildren with atopic derma-
titis present with remark-
able variation in disease 
severity. One of the chal-

lenges for dermatologists managing 
this disease in kids is adequately treat-
ing severity, says Lawrence F. Eichen-
fi eld, M.D., in a talk given on June 23 
at the 14th annual Women’s and Pedi-
atric Dermatology Seminar in New-
port Beach, Calif. 

“With more signifi cant disease, 
there’s a tremendous amount of burden 
in terms of symptoms, rash, secondary 
medical consequences and increas-
ing data of comorbidities,” said Dr. 
Eichenfi eld, who is chief of pediat-
ric and adolescent dermatology, Uni-
versity of California San Diego and 
Rady Children’s Hospital, San Diego. 

Among the secondary medical con-
sequences of pediatric atopic derma-
titis:  Cutaneous and, sometimes, sys-
temic infections, sleep disturbance, 
and neuropsychologic eff ects, includ-
ing anxiety, depression and attention 
defi cit hyperactivity disorder (ADHD). 
Children with atopic dermatitis are 
more likely than those without the dis-
ease to suff er from a range of comor-
bidities, including traditional atopic 

comorbidities, such as asthma, aller-
gic rhinitis, food allergy and contact 
allergy.

“There’s increasing cardiovascu-
lar evidence in adults, but we haven’t 
seen that yet in kids with atopic der-
matitis,” he said.  

Dermatologists are seeing what Dr. 
Eichenfi eld called the revolutionary 
phase for pediatric atopic dermati-
tis management. After a 15-year lull, 
the Food and Drug Administration 
approved the topical phosphodiester-
ase 4 (PDE-4) inhibitor crisaborole 
(Eucrisa, Pfi zer) in December 2016. 
Regeneron Pharmaceuticals and Sanofi  
recently released phase 3 data on the 

use of the monoclonal antibody dupil-
umab (Dupixent) for patients 12 to 17 
years with moderate-to-severe atopic 
dermatitis. The FDA approved dupi-
lumab for adults with the disease in 
March 2017. 

“There’s a good chance dupilumab 
will be approved within the next six to 
nine months in adolescents,” he said. 
“There are another 20-plus drugs in 
development for atopic dermatitis.”

Dermatologists have helped to 
lobby for faster drug approvals for 
pediatric atopic dermatitis patients 
and, it appears, the FDA has listened, 
according to Dr. Eichenfield. The 
FDA announced on April 11 that it 
recommends early, pre-approval tri-
als in pediatrics for systemic derma-
titis drugs. e
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With more signifi cant disease, there’s a tremendous 
amount of burden in terms of symptoms, rash, 
secondary medical consequences and increasing 
data of comorbidities.”
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“There’s a good chance dupilumab will be 

approved within the next six to nine months in 

adolescents. There are another 20-plus drugs 

in development for atopic dermatitis.”

Lawrence F. Eichenfi eld, M.D.,
Rady Children’s Hospital, San Diego
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IL-23p19 guselkumab 

signifi cantly improved signs 

and symptoms of active 

psoriatic arthritis.

Most frequent adverse 

events were infections 

in 16% of patients.

It was well tolerated during 

44 weeks of treatment.

Quick TAKES

IL-23 guselkumab 
improves PsA symptoms

A 
new phase two study shows 
that guselkumab signif-
icantly improves signs 
and symptoms of psori-

atic arthritis (PsA), supporting the 
importance of interleukin (IL)-23 as 
a therapeutic target in PSA.

Published in the June 2018 issue 
of The Lancet, the study shows that 
guselkumab significantly outper-
formed placebo in terms of Ameri-
can College of Rheumatology (ACR) 
20 response at week 24, as well as sev-
eral secondary outcomes related to 
bones, joints and quality of life out 
to nearly a year.

“This is the fi rst published study of 
an IL-23-blocking drug, which off ers 
a novel mechanism of action, in pso-
riatic arthritis,” said lead investiga-
tor Atul Deodhar, M.D., of the Ore-
gon Health & Science University in 
Portland, Ore. Guselkumab seems to 
improve all manifestations of psori-
atic disease, including skin, joint and 
enthesial involvement, along with dac-
tylitis, he added. “The other exciting 
part is the signifi cant improvement in 
patients’ functioning, which is not sur-
prising because patients’ pain, swell-
ing and skin improved.”

Investigators randomized 100 
patients to subcutaneous guselkumab 
100 mg and 49 to placebo at weeks 
zero, four, and every eight weeks 
thereafter for 24 weeks. Investiga-
tors switched patients who experi-
enced less than 5 percent improve-
ment in swollen and tender joint 
counts at week 16 to ustekinumab. 
This group included 10 percent of 

guselkumab-treated patients and 35 
percent of placebo-treated patients. 
At week 24, the remaining placebo-
treated patients (59 percent) crossed 
over to guselkumab 100 mg at weeks 
24, 28, 36 and 44. Patients who started 
with guselkumab received one pla-
cebo injection at week 24, followed 
by guselkumab at the remaining time 
points.

The superiority of guselkumab 
emerged as early as week four, when 
21 percent of treated patients had 
achieved ACR 20, versus no placebo-
treated patients. At week 24, 58 per-
cent of guselkumab-treated patients 
achieved ACR 20, as did 18 percent of 
placebo-treated patients (p<0.0001). 
ACR 20, 50 and 70 responses of 
guselkumab-treated patients held 
steady or improved slightly between 
weeks 24 (58 percent, 34 percent, 14 
percent) and 56 (61 percent, 43 per-
cent and 27 percent). Guselkumab also 
achieved signifi cantly better Psoriasis 
Area and Severity Index (PASI) 50, 75, 
90 and 100 results at all time points. 

The proportions of guselkumab-
treated and placebo-treated patients 
achieving at least 0.35 improvement 
from baseline in Health Assessment 
Questionnaire Disability Index (HAQ-
DI) scores at week 24 were 51 percent 
and 29 percent, respectively. Mental 
component summary scores on the 
36-Item Short-Form Health Sur-
vey (SF-36) at week 24 improved by 
9.06 percent and 6.74 percent, respec-
tively. Week 24 enthesitis and dactyl-
itis scores both fell 100 percent in the 
guselkumab cohort, versus 33.3 per-

cent for placebo. 
Deodhar et al. write that the effi  -

cacy of guselkumab in psoriasis and 
PsA may stem from its neutralization 
of IL-23 or IL-39; both cytokines 
share the p19 subunit. However, they 
hypothesize, the previously reported 
effi  cacy of drugs blocking IL 12/23 
and IL-17 in these diseases suggests 
that IL-23 is more likely than IL-39 
to drive guselkumab’s effi  cacy. 

“IL-39 is a recently discovered 
cytokine, and we do not know whether 
it plays any role in the pathology of pso-
riasis and psoriatic arthritis,” said Dr. 
Deodhar. Conversely, he said, IL-23 
has long been known to be important 
in the development of psoriasis and 
PsA. “In mice and in humans, the 
IL-23 pathway causes infl ammation. 
In enthesis, IL-23 leads to release of 
IL-17 and IL-22, which cause more 
infl ammation in the joints, the enthe-
sial area and the skin.”

Compared to ustekinumab, which 
inhibits IL-12 and IL-23, in PsA, he 
said, “Guselkumab may be more eff ec-
tive – we wonder whether blocking 
IL-12 might hamper the good eff ects 
of blocking IL-23.”

Safety outcomes mirrored those 
in phase three guselkumab psoria-
sis trials, except for a slightly higher 
incidence of neutropenia – 3 percent 
of guselkumab-treated patients had 
grade two neutropenia, and 1 per-
cent had grade three neutropenia. All 
but one case resolved without stop-
ping treatment, he added. A total of 
10 patients discontinued treatment 
before the fi nal visit due to adverse 
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events and/or lack of effi  cacy. 
“What dermatologists can take home from 

this study is that guselkumab already works on 
skin and is FDA-approved for this indication. 
But now it has also been shown to work on the 
musculoskeletal involvement of psoriatic disease, 
which we see in 30 percent of psoriasis cases.” 
Deodhar et al. already have begun a phase 3 
study of guselkumab in PsA. e

Disclosures: Dr. Deodhar has received research 
grants and has served on advisory boards for Janssen, 
maker of guselkumab.
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Guselkumab from baseline to week 24

placebo (n=49) Guselkumab (n=100)

Number of swollen joints (0-66) –11.8% (–59.1 to 11.8) –84.1% (–100.0 to –43.2)

Number of tender joints (0-68) –5.6% (–53.1 to 30.8) –70.0% (–89.6 to –23.7)

Patient’s assessment of pain (VAS 0-100 mm) 2.4% (–20.9 to 32.8) –32.9% (–70.7 to –7.6)

Patient’s global assessment of disease activity 

(VAS 0-100 mm, arthritis) –2.2% (–26.8 to 26.1) –35.5% (–68.2 to –7.2)

Physician’s global assessment of disease 

activity (VAS 0-100 mm) –8.9% (–48.1 to 11.1) –68.5% (–86.6 to –37.0)

HAQ-DI score (0-3) –10.0% (–27.3 to 12.5)† –28.6% (–52.9 to –8.3)

C-reactive protein (mg/dL) 7.9% (–30.3 to 93.5) –42.6% (–77.7 to 2.3)

“ The results of this study confi rm the importance of 

interleukin 23 in this disease, and indicate that this cytokine 

is a promising treatment target in psoriatic arthritis.”

Atul Deodhar, M.D., et al. The Lancet

What’s your diagnosis
A 52-YEAR-OLD MAN who had returned from an end-of-

summer camping trip in Vermont two weeks earlier went 

to the doctor complaining of a severe headache in the 

front of his head and a widespread rash of blanching 

macules. The illness had started a few days earlier with 

just a mild fever, myalgias, and some loss of appetite. 

Despite feeling terrible, he joked that his trip was fun, 

but he’s pretty sure the mosquito is the unoffi cial bird of 

Vermont.

A. West Nile virus

B. Dengue fever

C. Rubeola

D. Viral exanthem

Learn more about this diagnosis at VisualDx: 

http://bit.ly/2eUpxZb

Photo: VisualDx

https://www.visualdx.com/visualdx/diagnosis/west%20nile%20virus?moduleId=5&diagnosisId=52803


oral steroids. She attempted to enroll in a dupilumab trial, but 
wasn’t eligible.

So I met the CEO of Regeneron and showed him her pic-
tures and how desperately ill she was. He gave her immedi-
ate approval for compassionate use. It was four weeks before 
Christmas when she started dupilumab and by Christmas Eve, 
she was completely transformed,” Dr. Cork said. 

PSYCHOLOGICAL BURDEN

The psychologic burden of skin disorders has been documented 
in many studies. A review published in June in the journal Skin 
Pharmacology and Physiology, shows that approximately 30% 
of patients with skin disorders suff er from a psychological con-
dition, such as anxiety and depression.

In one study cited in the review, of 3,207 patients with hidrad-
enitis suppurativa (HS), 42% suff er from depression. Another 
study of 154 patients with HS reported 35% having depres-
sion or 21% having depressive symptoms.

Several studies cited in the review reported high rates of 
suicidality among patients with atopic dermatitis and HS. But 
among psoriasis patients, a 2017 systemic review published 
in the American Journal of Clinical Dermatology found no 
increased risk of suicide, but that study was deemed to be of 
low quality.

Adults with atopic dermatitis are 2.24 times more likely to 
suff er moderate depression and 5.64 times more likely to be 
severely depressed compared to adults without the disease, 
shows a clinical research letter published in 2015 in the Jour-
nal of Investigative Dermatology.

A 2015 article published in Medicine showed that in chil-
dren, there is a dose-dependent relationship between atopic 
dermatitis severity and psychological distress. Adolescents 
with atopic dermatitis were more likely to suff er suicidal ide-
ation than healthy teens.

HOW UNTREATED SKIN DISEASE CAN AFFECT THE BRAIN

Dr. Cork and colleagues are conducting research that exam-
ines the “atopic dermatitis psychiatric march,” which explains 
how untreated atopic dermatitis can aff ect the brain, leading 

to mental health disorders and suicide in severe cases. 
“From a biological perspective, we suspect mental health dis-

orders, like depression and anxiety, are related to atopic derma-
titis because the infl ammation in the skin alters the neurotrans-
mitters in the brain,” Dr. Cork said. “There’s very good data 
in rheumatoid arthritis that the infl ammation aff ects the brain. 
We’re basically proposing the same occurs in atopic dermatitis.”

Other researchers have explored this theory in dermatol-
ogy. Writing in the June 28 online issue of Skin Pharmacol-
ogy and Physiology, Farzanfar D. et al. wrote, “The potential 
relationships between cutaneous infl ammation and central 
nervous system contributions form a chronic feedback loop.”

There are a number of underlying shared mechanisms between 
severe atopic dermatitis and psychiatric disorders, including 

genetic associations, stress, infl ammation, sleep 
disturbance and environmental factors, accord-
ing to Shatha Shibib, M.B., Ch.B., a child and  
adolescent psychiatrist at Sheffi  eld Children’s 
Hospital NHS Foundation Trust in the United 
Kingdom. Dr. Shibib has a special interest in psy-
cho-dermatology and is an author on the atopic 

dermatitis psychiatric march study with Dr. Cork.
The brain and skin share a common embryological origin, 

the ectoderm, she said. 
“In our practice we have observed an association between 

the itch-scratch cycle and a cycle of stress-infl ammation and the 
development of depressive symptoms and negative cognitions. 
Negative cognitions render an individual more prone to the devel-
opment of emotional disorders such as anxiety and/or depres-
sion and suicide in those severely aff ected,” Dr. Shibib said. 

“Hopelessness and statements such as ‘I wish I wasn’t born’ 
are common. Of note to dermatologists, negative cognitions can 
be reinforced by the relapsing and remitting nature of atopic 
dermatitis. They can also be reinforced by perceived hope-
lessness from treating clinicians and family members, partic-
ularly when a number of treatments have been tried and treat-
ment eff ects are not as expected,” she said.

Eff ective treatment and targeting infl ammation early can 
quickly “switch off ” depression and, potentially, the psychiatric 
march, altering the trajectory of those aff ected, Dr. Cork said.

The International Eczema Council discourages the routine 
use of systemic corticosteroids, suggesting physicians reserve 
them for special circumstances, but oral steroid use is a common 
thread in some stories of suicidality and atopic dermatitis, said 
Dr. Cork who rarely treats severe atopic dermatitis with oral cor-
ticosteroids because the adverse eff ects may outweigh its benefi ts. 

Treatment risk must be carefully weighed, said Elaine C. 
Siegfried, M.D., of Cardinal Glennon Children’s Hospital, 

St. Louis.
“My motto is never prescribe a treatment 

that carries a risk of side eff ects that outweighs 
the risks of the disease. Knowing that depres-
sion and suicidality are potential risks of severe 
atopic dermatitis helps put more aggressive treat-

ment into context,” she said. 
The tolls severe atopic dermatitis can take on sleep and 
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IN-CLINIC Q&A Negative Cognitions

} Do you have trouble sleeping?

} Do you have trouble staying asleep?

}  Is the patient exhibiting signs of isolation? 

}  Is the patient experiencing a reduced pleasure in 
usual activities?

}  Does the patient exhibit or express signs of feeling 
worthlessness?

}  Does the patient exhibit low energy/motivation?

} Is the patient depressed?

}  Is the depression attributable to the skin condition?

} Is the patient suicidal?

Psychological 

distress is 

commonly 

associated with 

skin conditions.

The endpoint 

should be long-

term disease 

control.

Weigh the pros 

and cons of 

corticosteroids over 

systemic agents.

Quick TAKES

Dr. Shibib

Dr. Siegfried
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“We demonstrated that the inf lammatory 
response is still present in 21-days lesions in acne 
patients prone to scarring compared to those who 
do not develop scars, suggesting a diff erence in 
the acne lesion life-cycle between the two pop-
ulations,” Dr Johannes Josef Voegel said. 

“Infl ammatory lesions persist after three weeks 
only in patient with scars, with an exacerbation of 
number and modulation of genes involved in the 
immune response. This was in line with higher 
infl ux of T cells and macrophages observed by 
immunohistochemistry.” 

A lack of neutrophils in the three-week papules 
of scar prone patients showed the persistence of an 
adaptive immune response, he added, suggesting 
“either a non-elimination of the trigger factor and/
or an absence of infl ammation resolution signals or 
inappropriate immune response.” However, the infi l-
trate of mature B cells and strong expression of sev-
eral immunoglobulin genes was unexpected, he said.

B CELLS

B cells have diverse functions in the adaptive immune 
system and have been observed in chronic infl am-
matory skin conditions such as atopic dermatitis. 
They may contribute to the skin-specifi c immune 
response by producing local antibodies and exhib-

iting either pro-infl ammatory or anti-infl ammatory 
activities, Dr Voegel said. “The infl ux of mature 
B cells occurs late in acne lesion cycle and only in 
long-lasting lesions of patients with scarring. It is 
currently unclear whether the fl ux of B cells in older 
acne lesions contributes to sustaining the immune 
response or to dampening the infl ammation via 
anti-infl ammatory mechanisms.” 

There is growing evidence suggesting that 
B cells might be as important as T cells in the 
pathogenesis of several infl ammatory skin dis-
eases, including autoimmune blistering disor-
ders, psoriasis and atopic dermatitis.

“In late-stage acne lesions, B cells might ful-
fi l both antibody-dependent and independent 
roles in the maintenance of skin immunity and 
infl ammation. Additionally, B cells by producing 
cytokines regulate collagen synthesis by fi bro-
blasts and thus could contribute to the scarring 
process,” he suggested.

GENE EXPRESSION PROFILE

The diff erence in the gene expression profi le of 
48 hour and 21-day lesions in scar prone patients 
indicated profound remodelling of the skin, the 
researchers suggested. In particular, the dramatic 
down-modulation of a lipid-associated gene set, 

which is preferentially expressed in human seba-
ceous glands, supports the disappearance of seba-
ceous glands in atrophic acne scars.

They speculated that dermal thinning is caused 
by a loss of pilosebaceous units and insuffi  cient 
replacement of dermal matrix. Disappearance 
of sebaceous glands has also been noted in viral 
infection of the epidermis by herpes zoster (var-
icella) which has a potential to scar. 

“By extension, in the acne population prone 
to scarring, the destruction of sebaceous glands 
by an exacerbated infl ammatory response can 
result in atrophic scar formation. The destruc-
tion of the entire pilo-sebaceous unit causes a 
loss of dermal continuity, which is later fi lled 
with granulation tissue. At the end of the healing 
process the granulation tissue shrinks, resulting 
in atrophic scar formation,” they proposed. e
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Skin lupus linked with autoimmune conditions

A
utoimmune diseases are possible in 
patients with cutaneous lupus ery-
thematosus (CLE) who do not have 
systemic lupus erythematosus (SLE). 

In a cross-sectional study performed by Texas 
researchers, almost one in fi ve patients with CLE 
without SLE were found to have coexisting auto-
immune conditions.

As reported in JAMA Dermatology, 23 of 
129 patients (17.8%) from outpatient dermatol-
ogy clinics with diagnoses of CLE confi rmed 
by a dermatologist without SLE had at least one 
coexisting autoimmune condition. Thirteen dis-
tinct autoimmune diagnoses were reported. The 
most common autoimmune diseases were auto-
immune thyroid disease (n=6 [4.7%]), Sjögren 
syndrome (n=4 [3.1%]), rheumatoid arthritis (RA) 
(n=3 [2.3%]), and alopecia areata (n=3 [2.3%]).

On multivariable analyses, white race was more 

common in CLE-only patients with at least 1 
coexisting autoimmune condition(s) (odds ratio 
[OR], 2.88; 95% CI, 1.00-8.29; P =0.0498). Also, 
CLE-only patients who never smoked (OR, 3.28; 
95% CI, 1.14-9.39; P =0.03), had positive fam-
ily history for autoimmunity (OR, 3.54; 95% CI, 
1.21-10.39; P =0.02), and had positive antineu-
trophil antibody test results (OR, 4.87; 95% CI, 
1.69-14.03; P =0.003) were more likely to have 
1 or more coexisting autoimmune condition(s).

The researchers noted that genetic polymor-
phisms found in multiple autoimmune diseases 
include genes for protein tyrosine phosphatase non-
receptor type 22, tumor necrosis factor–induced pro-
tein 3, signal transducer and activator of transcrip-
tion four, and cytotoxic T-lymphocyte–associated 
protein 4, indicating that patients with autoimmune 
conditions are susceptible to developing others. 

In the current analysis, autoimmune thyroid 

disease (including Grave disease and Hashimoto 
thyroiditis) was the most commonly reported auto-
immune condition. “This rate could be higher 
because we excluded nine cases of hypothyroid-
ism due to inadequate documentation,” the authors 
wrote. “We recommend checking for symptoms, 
physical examination fi ndings, and laboratory test 
abnormalities associated with thyroid disease in 
patients with CLE, especially those with systemic 
complaints such as fatigue that may mimic SLE.”

They add that referral to rheumatologists is 
helpful to “pinpoint arthritis diagnoses” in CLE 
patients because Sjögren syndrome and RA were 
2 other common diagnoses in the sample. e
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} Patient-centered care in practice FROM PAGE 1

According to Dr. Kiracofe, it’s changed the way she struc-
tures appointments and how she asks her staff  to operate.

PLANNING THE OFFICE VISIT

At the outset, Dr. Kiracofe said, she plans for longer fi rst-time 
appointments. Most follow-up visits can last approximately 
5-to-7 minutes, but initial consultations now run nearly 20 
minutes. That time is devoted to learning as much about the 
patient’s condition as possible, as well as what he or she is 
doing to handle it. 

For these appointments, she said she asks new patients to 
bring in all products they’re using — face washes, creams, and 
products from any skin care line. It’s an opportunity to assess 
their tactics and involve them in designing a new treatment plan. 

“You’re patients are obviously trying to fi x the problem, 
but they’re in your offi  ce because they haven’t been able to,” 
she said. “Salvage what you can from what they’ve been doing, 
and augment it.”

Additionally, if possible, Dr. Kiracofe recommended cre-
ating a checklist to set your patients up for success. For exam-
ple, to avoid any confusion, she gives patients a handout fi lled 
in with treatment details, specifi cally what medications are to 
be used in the morning and at night. 

“Basically, I fi ll in what I want them to do when and high-
light specifi c education information that is pertinent to each 
individual,” she said. 

She also has pre-packaged samples of medication she pre-
scribes frequently available so patients leave the offi  ce armed with 
medicine needed to immediately begin treating their condition.

TRAINING STAFF

Because a patient-centered focus takes more time, it’s unlikely 
you’ll be able to handle everything yourself. Instead, Dr. Kira-
cofe recommended training your staff  to educate patients on how 
best to use their medications, especially if it’s a new prescription.

Once your portion of the patient visit is complete, have a 
medical assistant show the patient what amount of medicine 
to use and how to apply it.  

“Nine times out of ten, a patient will want to put on too much 
or too little medication,” she said. “Watch them. Show them 
what to do. That way, they understand when they get home 
how much medication they’ll really need to use.”

Giving a medical assistant this responsibility can help teach 
your patients how to eff ectively manage their conditions and free 
you up to stay on schedule with your patient rotation. With their 

help other patients won’t wait too long for their time with you.
Your staff  can also improve the electronic heath record by 

carefully entering your notes into the system. Highlighting any 
changes in medication or regimen specifi cs can help you keep 
track of how a patient’s condition changes over time and monitor 
whether he or she has followed the prescribed protocol properly.

“It creates 60 seconds of work for medical assistants to enter 
data, but it makes it so much easier when the patient returns,” 
she said. “There’s no question of what the patient and you 
decided. You can see what was altered at a glance.”

DIGITAL TOOLS

But, as important as the personal touch is in patient-centered 
care, creating a workfl ow and practice management system in 
today’s healthcare environment requires more arrows in the quiver.

Scottish company StormID is taking a more 
technological approach by launching digital 
tools that could make it easier for patients to 
contact their dermatologists, according to Paul 
McGinness, StormID Director. Long appoint-
ment wait times could become less common. 

Through it’s Virtual Consultation and Primary Care Tri-
age App, the company hopes to limit how frequently patients 
return for face-to-face visits, as well as help general practitioners 
determine the best options for patients with skin conditions.

As part of a virtual consultation, patients will likely be able to 
side-step a in-person appointment  by sharing personal health data 
via a secure connection with their dermatologist. A Patient Mobile 
App feature will also allow for picture uploads of skin conditions. 
The goal is limiting wait time for patients to contact their provider, 
freeing up offi  ce visits for new or more complicated patients.

A second app — the Primary Care Triage App — is set to off er 
clinical decision support to primary care providers who require 
assistance in determining the next steps for treating patients with 
emergent skin conditions. By uploading images and submitting 
them to an artifi cial intelligence database, general practitioners 
could retrieve a likely diagnosis and guidance for how to best 
advise patients.

Whether you opt for the personal approach, digital approach, 
or combination of the two, Dr. Kiracofe said, the patient-cen-
tered care focus can be valuable.

“I get a lot more out of my patient visits. They’re more engaged 
in their care, and they’re more excited because they start doing 
better,” she said. “They’re more up front with me about what 
they’re doing, and I feel like I have real time with them.” e

Patient-centered 

focus takes more 

time, so plan 

accordingly.

Give your staff more 

responsibilities.

Employ new digital 

tools to streamline 

care.

Paul McGinness

“ If you don’t give them an understanding of why the program you’ve cre-

ated together makes sense specifi cally for them, they’re not going to do it.”

Elizabeth Kiracofe, M.D., Illinois Dermatology Institute, Chicago

Neil Prose, M.D., a pediatric dermatologist with Duke University Medical Center, offers 11 tips for achieving patient-centered care. 

See page 78.



Neuromodulators 

and combination therapies

T
he U.S. landscape of neuromodulators contin-
ues to expand, physicians reported in June at this 
year’s Cosmetic Bootcamp meeting in Aspen.

Prabotulinum toxin A (Nabota, Daewoong/Evo-
lus) and daxibotulinum toxin A (formerly RT002, Revance) 
are neuromodulators on the horizon to receive FDA approval, 
said Kenneth Beer, M.D., a meeting co-founder and dermatol-
ogist with the University of Miami Miller School of Medicine.

Approved in South Korea in 2013, prabotulinum toxin 
A diff ers not only in molecular structure from onabotuli-
num toxin A, but in the design of its pivotal American (EV-
001 and EV-002) and Canadian/European trials (EVB-003). 
These data are now under regulatory review in their respec-
tive markets.

In EV-001 and EV-002, 67 percent and 71 percent of patients 
met the primary endpoint, an improvement of at least two 
points on the four-point Glabellar Line Scale (GLS) 30 days 
post-treatment. Responses peaked around day 30, said Dr. 
Beer, but for 8.3 percent and 12.4 percent of patients, improve-
ments of at least two-point lasted 120 days. 

The similarity of response curves in the U.S., European 
and Canadian studies (the latter two comparing prabotuli-
num toxin A to onabotulinum toxin A and placebo) shows 
consistency. “Sometimes when you do multicenter trials, one 
trial won’t look anything like the other. That means there’s 
a problem. In EV-001 and EV-002, both response curves 
mirror each other, and they’re also very diff erent from the 
placebo response rate,” approximately 1 percent at day 30.

EVB-003 included 540 patients total. At day 30, the pro-
portions of patients who achieved GLS scores of zero or one 
at maximum frown in the prabobotulinum toxin A, onabot-
ulinum toxin A and placebo groups were 87.2 percent, 82.8 
percent and 4.2 percent, respectively. 

Adverse events were mild and very rare in all three pra-
bobotulinum studies, he added. In EVB-001 and EVB-002, 
eyelid ptosis impacted 0.8 percent and 1.2 percent of patients 
respectively. Brow ptosis impacted 0.4% in both studies. Dr. 
Beer said these rates compare favorably to those of other phase 

three neuromodulator trials. Because prabotulinum toxin 
A met all primary endpoints in its recent phase three stud-
ies, with a high degree of safety, “We’ll see it in the United 
States at some point.”

Daxibotulinum toxin A uses a positively charged peptide 
to bind with the negatively charged portion of its toxin mol-
ecule, a unique type A neuromodulator. This combination 
provides potential for safer and longer-lasting treatments.

In the BELMONT phase two trial, 30.8% of patients given 
a 40-unit dose maintained at least a one-point improvement 
in investigator and patient-assessed glabellar line severity 
scores six months post-treatment. 

The SAKURA 1 and 2 phase three trials included 609 
patients total. “The demographics in these trials all look the 
same – probably the same as in our practices,” said Dr. Beer. 
Four weeks post-treatment, 73.6 percent and 74 percent of 
patients treated with daxibotulinum toxin A achieved ≥ two-
point improvements in investigator- and subject-assessed 
scores (versus zero and one percent for placebo, respectively; 
p<0.0001). Also at week four, 88 percent and 91 percent of 
daxibotulinum toxin-treated patients were either satisfi ed 
or very satisfi ed with their results.

At the fi nal (week 24) follow-up visit, 35.3 percent and 29.4 
percent of treated patients maintained IGA scores of zero or 
one. The corresponding fi gures for patient-assigned scores 
were 23.9 percent and 21.6 percent. 

The most common treatment-related adverse event among 
daxibotulinum-treated patients in SAKURA 1 and 2 was 
headache: 7.0 percent and 5.9 percent, respectively, versus 
2.9 percent and 1.0 percent for placebo.

Altogether, he said, “Daxibotulinum has a very early 
response. Compared to the other toxins, even at six months, 
there’s still signifi cant activity. It’s going to be very interest-
ing to learn how the diff erent stabilizing protein aff ects the 
product, and what this means to patients and clinicians.” 
Meanwhile, topical daxibotulinum toxin A is in preclini-
cal development.

“We are seeing skin quality improvements with botulinum 
toxin injections. And we are refi ning micro-botulinum toxin 
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the primary endpoint 

of at least two point 

improvement on the 

four-point GLS with 

prabotulinum toxin A. 

Adverse events were 

mild and rare.
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phase two trial, 30.8% 
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daxibotulinum toxin 
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at least a one-point 

improvement.

Patients in SAKURA 1 
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NEUROMODULATORS

NEUROMODULATORS CONTINUES ON PAGE 46f
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SUMMARY OF PRESCRIBING 
INFORMATION

This Brief Summary does not include all 
the information needed to use SOLODYN 
safely and effectively. 

See full Prescribing Information.

SOLODYN®

(minocycline HCl, USP) Extended Release 
Tablets

Rx Only

KEEP OUT OF REACH OF CHILDREN

INDICATIONS AND USAGE

Indication

SOLODYN is indicated to treat only 
inflammatory lesions of non-nodular 
moderate to severe acne vulgaris in 
patients 12 years of age and older.

Limitations of Use

SOLODYN did not demonstrate any effect 
on non-inflammatory acne lesions. Safety 
of SOLODYN has not been established 
beyond 12 weeks of use. This formulation 
of minocycline has not been evaluated in 
the treatment of infections. To reduce the 
development of drug resistant bacteria as 
well as to maintain the effectiveness of 
other antibacterial drugs, SOLODYN 
should be used only as indicated

(see Warnings and Precautions).

CONTRAINDICATIONS

This drug is contraindicated in persons 
who have shown hypersensitivity to any 
of the tetracyclines.

Warnings and Precautions

Teratogenic Effects

A. MINOCYCLINE, LIKE OTHER 
TETRACYCLINE-CLASS DRUGS,  
CAN CAUSE FETAL HARM WHEN 
ADMINISTERED TO A PREGNANT 
WOMAN. IF ANY TETRACYCLINE IS 
USED DURING PREGNANCY OR IF THE 
PATIENT BECOMES PREGNANT WHILE 
TAKING THESE DRUGS, THE PATIENT 
SHOULD BE APPRISED OF THE 
POTENTIAL HAZARD TO THE FETUS.

 SOLODYN should not be used during 
pregnancy or by individuals of either 
gender who are attempting to conceive a 
child (see Use in Specific Populations 
& Nonclinical Toxicology).

B. THE USE OF DRUGS OF THE 
TETRACYCLINE CLASS DURING 
TOOTH DEVELOPMENT (LAST HALF 
OF PREGNANCY, INFANCY, AND 
CHILDHOOD UP TO THE AGE OF  
8 YEARS) MAY CAUSE PERMANENT 
DISCOLORATION OF THE TEETH 
(YELLOW-GRAY-BROWN).

 This adverse reaction is more common 
during long-term use of the drug but 
has been observed following repeated 
short-term courses. Enamel hypoplasia 
has also been reported. 
TETRACYCLINE DRUGS, THEREFORE, 
SHOULD NOT BE USED DURING 
TOOTH DEVELOPMENT.

C. All tetracyclines form a stable calcium 
complex in any bone-forming tissue. A 
decrease in fibula growth rate has 
been observed in premature human 
infants given oral tetracycline in doses 
of 25 mg/kg every 6 hours. This 
reaction was shown to be reversible 
when the drug was discontinued. 

 Results of animal studies indicate 
that tetracyclines cross the placenta, 

are found in fetal tissues, and can 
cause retardation of skeletal 
development on the developing 
fetus. Evidence of embryotoxicity 
has been noted in animals treated 
early in pregnancy (see Use in 
Specific Populations).

Pseudomembranous Colitis

Clostridium difficile associated diarrhea 
(CDAD) has been reported with nearly  
all antibacterial agents, including 
minocycline, and may range in severity 
from mild diarrhea to fatal colitis. 
Treatment with antibacterial agents alters 
the normal flora of the colon leading to 
overgrowth of C. difficile.

C. difficile produces toxins A and B which 
contribute to the development of CDAD. 
Hypertoxin producing strains of  
C. difficile cause increased morbidity  
and mortality, as these infections can be 
refractory to antimicrobial therapy and 
may require colectomy. CDAD must be 
considered in all patients who present 
with diarrhea following antibiotic use. 
Careful medical history is necessary 
since CDAD has been reported to occur 
over two months after the administration 
of antibacterial agents.

If CDAD is suspected or confirmed, 
ongoing antibiotic use not directed 
against C. difficile may need to be 
discontinued. Appropriate fluid and 
electrolyte management, protein 
supplementation, antibiotic treatment of 
C. difficile, and surgical evaluation should 
be instituted as clinically indicated. 

Hepatotoxicity

Post-marketing cases of serious liver 
injury, including irreversible drug-induced 
hepatitis and fulminant hepatic failure 
(sometimes fatal) have been reported with 
minocycline use in the treatment of acne.

Metabolic Effects

The anti-anabolic action of the 
tetracyclines may cause an increase in 
BUN. While this is not a problem in those 
with normal renal function, in patients 
with significantly impaired function, 
higher serum levels of tetracycline-class 
drugs may lead to azotemia,  
hyperphosphatemia, and acidosis. If 
renal impairment exists, even usual oral 
or parenteral doses may lead to 
excessive systemic accumulations of the 
drug and possible liver toxicity. Under 
such conditions, lower than usual total 
doses are indicated, and if therapy is 
prolonged, serum level determinations of 
the drug may be advisable.

Central Nervous System Effects

Central nervous system side effects 
including light-headedness, dizziness  
or vertigo have been reported with 
minocycline therapy. Patients who 
experience these symptoms should be 
cautioned about driving vehicles or  
using hazardous machinery while on 
minocycline therapy. These symptoms 
may disappear during therapy and 
usually rapidly disappear when the drug 
is discontinued. 

Benign Intracranial Hypertension 

Pseudotumor cerebri (benign intracranial 
hypertension) in adults and adolescents 
has been associated with the use of 
tetracyclines. Minocycline has been 
reported to cause or precipitate 
pseudotumor cerebri, the hallmark  

of which is papilledema. Clinical 
manifestations include headache  
and blurred vision. Bulging fontanels 
have been associated with the use of 
tetracyclines in infants. Although signs 
and symptoms of pseudotumor cerebri 
resolve after discontinuation of treatment, 
the possibility for permanent sequelae 
such as visual loss that may be 
permanent or severe exists. Patients 
should be questioned for visual 
disturbances prior to initiation of 
treatment with tetracyclines. If visual 
disturbance occurs during treatment, 
patients should be checked for 
papilledema. Concomitant use of 
isotretinoin and minocycline should be 
avoided because isotretinoin, a systemic 
retinoid, is also known to cause 
pseudotumor cerebri.

Autoimmune Syndromes

Tetracyclines have been associated with 
the development of autoimmune 
syndromes. The long-term use of 
minocycline in the treatment of acne has 
been associated with drug-induced 
lupus-like syndrome, autoimmune 
hepatitis and vasculitis. Sporadic cases 
of serum sickness have presented 
shortly after minocycline use. Symptoms 
may be manifested by fever, rash, 
arthralgia, and malaise. In symptomatic 
patients, liver function tests, ANA, CBC, 
and other appropriate tests should be 
performed to evaluate the patients. Use 
of all tetracycline-class drugs should be 
discontinued immediately.

Photosensitivity

Photosensitivity manifested by an 
exaggerated sunburn reaction has been 
observed in some individuals taking 
tetracyclines. This has been reported 
rarely with minocycline. Patients should 
minimize or avoid exposure to natural 
or artificial sunlight (tanning beds  
or UVA/B treatment) while using 
minocycline. If patients need to be 
outdoors while using minocycline, they 
should wear loose-fitting clothes that 
protect skin from sun exposure and 
discuss other sun protection measures 
with their physician.

Serious Skin/Hypersensitivity 
Reaction

Cases of anaphylaxis, serious skin 
reactions (e.g. Stevens Johnson 
syndrome), erythema multiforme, and 
drug rash with eosinophilia and systemic 
symptoms (DRESS) syndrome have been 
reported postmarketing with minocycline 
use in patients with acne. DRESS 
syndrome consists of cutaneous reaction 
(such as rash or exfoliative dermatitis), 
eosinophilia, and one or more of the 
following visceral complications such as: 
hepatitis, pneumonitis, nephritis, 
myocarditis, and pericarditis. Fever and 
lymphadenopathy may be present. In 
some cases, death has been reported. If 
this syndrome is recognized, the drug 
should be discontinued immediately.

Tissue Hyperpigmentation

Tetracycline-class antibiotics are known 
to cause hyperpigmentation. Tetracycline 
therapy may induce hyperpigmentation 
in many organs, including nails, bone, 
skin, eyes, thyroid, visceral tissue, oral 
cavity (teeth, mucosa, alveolar bone), 
sclerae and heart valves. Skin and oral 
pigmentation has been reported to occur 

independently of time or amount of drug 
administration, whereas other tissue 
pigmentation has been reported to  
occur upon prolonged administration. 
Skin pigmentation includes diffuse 
pigmentation as well as over sites of 
scars or injury.

Development of Drug Resistant 
Bacteria

Bacterial resistance to the tetracyclines 
may develop in patients using SOLODYN, 
therefore, the susceptibility of bacteria 
associated with infection should be 
considered in selecting antimicrobial 
therapy. Because of the potential for 
drug-resistant bacteria to develop during 
the use of SOLODYN, it should be used 
only as indicated. 

Superinfection

As with other antibiotic preparations, use 
of SOLODYN may result in overgrowth of 
nonsusceptible organisms, including 
fungi. If superinfection occurs, SOLODYN 
should be discontinued and appropriate 
therapy instituted.

Laboratory Monitoring

Periodic laboratory evaluations of organ 
systems, including hematopoietic,  
renal and hepatic studies should be 
performed. Appropriate tests for 
autoimmune syndromes should be 
performed as indicated.

ADVERSE REACTIONS

Clinical Trial Experience

Because clinical trials are conducted under 
widely varying conditions, adverse reaction 
rates observed in the clinical trials cannot 
be directly compared to rates in the clinical 
trials of another drug, and may not reflect 
the rates observed in practice.

The following table summarizes selected 
adverse reactions reported in clinical 
trials at a rate of ≥1% for SOLODYN.

Selected Treatment-Emergent 
Adverse Reactions in at least 1% of 
Clinical Trial Subjects

Adverse  
Reactions

SOLODYN  
(1 mg/kg) 
N=674 (%)

PLACEBO 
N=364 

(%)

At least one  
treatment-emergent 
event

379 (56) 197 (54)

Headache 152 (23) 83 (23)

Fatigue 62 (9) 24 (7)

Dizziness 59 (9) 17 (5)

Pruritus 31 (5) 16 (4)

Malaise 26 (4) 9 (3)

Mood alteration 17 (3) 9 (3)

Somnolence 13 (2) 3 (1)

Urticaria 10 (2) 1 (0)

Tinnitus 10 (2) 5 (1)

Arthralgia 9 (1) 2 (0)

Vertigo 8 (1) 3 (1)

Dry mouth 7 (1) 5 (1)

Myalgia 7 (1) 4 (1)

Postmarketing Experience

Adverse reactions that have been 
reported with minocycline hydrochloride 
use in a variety of indications include:

Skin and hypersensitivity reactions: fixed 
drug eruptions, balanitis, erythema 
multiforme, Stevens-Johnson syndrome, 
anaphylactoid purpura, photosensitivity, 
pigmentation of skin and mucous 
membranes, hypersensitivity reactions, 
angioneurotic edema, anaphylaxis, DRESS 
syndrome (see Warnings and Precautions).

http://www.solodyn.com/


Autoimmune conditions: polyarthralgia, 
pericarditis, exacerbation of systemic lupus, 
pulmonary infiltrates with eosinophilia, 
transient lupus-like syndrome.

Central nervous system: pseudotumor 
cerebri, bulging fontanels in infants, 
decreased hearing.

Endocrine: brown-black microscopic thyroid 
discoloration, abnormal thyroid function.

Oncology: thyroid cancer.

Oral: glossitis, dysphagia, tooth 
discoloration.

Gastrointestinal: enterocolitis, 
pancreatitis, hepatitis, liver failure.

Renal: reversible acute renal failure.

Hematology: hemolytic anemia, 
thrombocytopenia, eosinophilia. 
Preliminary studies suggest that use of 
minocycline may have deleterious effects 
on human spermatogenesis

(see Nonclinical Toxicology).

DRUG INTERACTIONS

Anticoagulants

Because tetracyclines have been shown 
to depress plasma prothrombin activity, 
patients who are on anticoagulant 
therapy may require downward 
adjustment of their anticoagulant dosage.

Penicillin

Since bacteriostatic drugs may interfere 
with the bactericidal action of penicillin, it 
is advisable to avoid giving tetracycline-
class drugs in conjunction with penicillin.

Methoxyflurane

The concurrent use of tetracycline and 
methoxyflurane has been reported to 
result in fatal renal toxicity.

Antacids and Iron Preparations

Absorption of tetracyclines is impaired  
by antacids containing aluminum, 
calcium or magnesium and iron- 
containing preparations.

Low Dose Oral Contraceptives

In a multi-center study to evaluate the 
effect of SOLODYN on low dose oral 
contraceptives, hormone levels over one 
menstrual cycle with and without 
SOLODYN 1 mg/kg once-daily were 
measured. Based on the results of this 
trial, minocycline-related changes in 
estradiol, progestinic hormone, FSH and 
LH plasma levels, of breakthrough 
bleeding, or of contraceptive failure, cannot 
be ruled out. To avoid contraceptive failure, 
female patients are advised to use a 
second form of contraceptive during 
treatment with minocycline.

Drug/Laboratory Test Interactions

False elevations of urinary catecholamine 
levels may occur due to interference with 
the fluorescence test.

USE IN SPECIFIC POPULATIONS

Pregnancy

Teratogenic Effects: Pregnancy category D 
(see Warnings and Precautions)

SOLODYN should not be used during 
pregnancy. If the patient becomes 
pregnant while taking this drug, the 
patient should be apprised of the 
potential hazard to the fetus and stop 
treatment immediately. 

There are no adequate and well-controlled 
studies on the use of minocycline in 
pregnant women. Minocycline, like other 
tetracycline-class drugs, crosses the 

placenta and may cause fetal harm when 
administered to a pregnant woman. 

Rare spontaneous reports of congenital 
anomalies including limb reduction have 
been reported with minocycline use  
in pregnancy in post-marketing 
experience. Only limited information  
is available regarding these reports; 
therefore, no conclusion on causal 
association can be established.

Minocycline induced skeletal 
malformations (bent limb bones) in fetuses 
when administered to pregnant rats and 
rabbits in doses of 30 mg/kg/day and  
100 mg/kg/day, respectively, (resulting  
in approximately 3 times and 2 times, 
respectively, the systemic exposure to 
minocycline observed in patients as a 
result of use of SOLODYN). Reduced mean 
fetal body weight was observed in studies 
in which minocycline was administered to 
pregnant rats at a dose of 10 mg/kg/day 
(which resulted in approximately the  
same level of systemic exposure to 
minocycline as that observed in patients 
who use SOLODYN).

Minocycline was assessed for effects  
on peri- and post-natal development  
of rats in a study that involved oral 
administration to pregnant rats from  
day 6 of gestation through the period  
of lactation (postpartum day 20), at 
dosages of 5, 10, or 50 mg/kg/day.  
In this study, body weight gain was 
significantly reduced in pregnant 
females that received 50 mg/kg/day 
(resulting in approximately 2.5 times  
the systemic exposure to minocycline 
observed in patients as a result of use 
of SOLODYN). No effects of treatment 
on the duration of the gestation period 
or the number of live pups born per 
litter were observed. Gross external 
anomalies observed in F1 pups 
(offspring of animals that received 
minocycline) included reduced body 
size, improperly rotated forelimbs,  
and reduced size of extremities. No 
effects were observed on the physical 
development, behavior, learning ability, 
or reproduction of F1 pups, and there 
was no effect on gross appearance of 
F2 pups (offspring of F1 animals).

Nursing Mothers

Tetracycline-class antibiotics are 
excreted in human milk. Because of  
the potential for serious adverse effects 
on bone and tooth development in 
nursing infants from the tetracycline-
class antibiotics, a decision should be 
made whether to discontinue nursing or 
discontinue the drug, taking into account 
the importance of the drug to the mother 
(see Warnings and Precautions).

Pediatric Use

SOLODYN is indicated to treat only 
inflammatory lesions of non-nodular 
moderate to severe acne vulgaris in 
patients 12 years and older. Safety 
and effectiveness in pediatric 
patients below the age of 12 has  
not been established.

Use of tetracycline-class antibiotics below 
the age of 8 is not recommended due to 
the potential for tooth discoloration (see 
Warnings and Precautions).

Geriatric Use

Clinical studies of SOLODYN did not 
include sufficient numbers of subjects 
aged 65 and over to determine whether 

they respond differently from younger 
subjects. Other reported clinical 
experience has not identified differences 
in responses between the elderly and 
younger patients. In general, dose 
selection for an elderly patient should 
be cautious, usually starting at the low 
end of the dosing range, reflecting the 
greater frequency of decreased  
hepatic, renal, or cardiac function,  
and concomitant disease or other  
drug therapy.

OVERDOSAGE

In case of overdosage, discontinue 
medication, treat symptomatically and 
institute supportive measures. Minocycline 
is not removed in significant quantities by 
hemodialysis or peritoneal dialysis. 

NONCLINICAL TOXICOLOGY

Carcinogenesis, Mutagenesis, 
Impairment of Fertility

Carcinogenesis—In a carcinogenicity 
study in which minocycline HCl was orally 
administered to male and female rats once 
daily for up to 104 weeks at dosages up  
to 200 mg/kg/day, minocycline HCl was 
associated in both genders with follicular 
cell tumors of the thyroid gland, including 
increased incidences of adenomas, 
carcinomas and the combined incidence  
of adenomas and carcinomas in males,  
and adenomas and the combined incidence 
of adenomas and carcinomas in females. In 
a carcinogenicity study in which minocycline 
HCl was orally administered to male and 
female mice once daily for up to 104 weeks 
at dosages up to 150 mg/kg/day, exposure 
to minocycline HCl did not result in a 
significantly increased incidence of 
neoplasms in either males or females.

Mutagenesis—Minocycline was not 
mutagenic in vitro in a bacterial reverse 
mutation assay (Ames test) or CHO/
HGPRT mammalian cell assay in the 
presence or absence of metabolic 
activation. Minocycline was not 
clastogenic in vitro using human 
peripheral blood lymphocytes or in  
vivo in a mouse micronucleus test.

Impairment of Fertility—Male and 
female reproductive performance in rats 
was unaffected by oral doses of 
minocycline of up to 300 mg/kg/day 
(which resulted in up to approximately  
40 times the level of systemic exposure 
to minocycline observed in patients as a 
result of use of SOLODYN). However, oral 
administration of 100 or 300 mg/kg/day 
of minocycline to male rats (resulting in 
approximately 15 to 40 times the level  
of systemic exposure to minocycline 
observed in patients as a result of use  
of SOLODYN) adversely affected 
spermatogenesis. Effects observed at 
300 mg/kg/day included a reduced 
number of sperm cells per gram of 
epididymis, an apparent reduction in the 
percentage of sperm that were motile, 
and (at 100 and 300 mg/kg/day) 
increased numbers of morphologically 
abnormal sperm cells. Morphological 
abnormalities observed in sperm 
samples included absent heads, 
misshapen heads, and abnormal flagella.

Limited human studies suggest that 
minocycline may have a deleterious 
effect on spermatogenesis.

SOLODYN should not be used by 
individuals of either gender who are 
attempting to conceive a child.

HOW SUPPLIED/STORAGE AND 
HANDLING

How Supplied
SOLODYN (minocycline HCl, USP) 
Extended Release Tablets are supplied as 
aqueous film coated tablets containing 
minocycline hydrochloride equivalent to  
55 mg, 65 mg, 80 mg, 105 mg or 115 mg 
minocycline, are supplied as follows. 

The 55 mg extended release tablets are 
pink, unscored, coated, and debossed 
with “DYN-055” on one side. Each tablet 
contains minocycline hydrochloride 
equivalent to 55 mg minocycline, 
supplied as follows:

NDC 99207-465-30 Bottle of 30

The 65 mg extended release tablets are 
blue, unscored, coated, and debossed 
with “DYN-065” on one side. Each tablet 
contains minocycline hydrochloride 
equivalent to 65 mg minocycline, 
supplied as follows:

NDC 99207-463-30 Bottle of 30

The 80 mg extended release tablets are 
dark gray, unscored, coated, and 
debossed with “DYN-080” on one side. 
Each tablet contains minocycline 
hydrochloride equivalent to 80 mg 
minocycline, supplied as follows:

NDC 99207-466-30 Bottle of 30

The 105 mg extended release tablets are 
purple, unscored, coated, and debossed 
with “DYN-105” on one side. Each tablet 
contains minocycline hydrochloride 
equivalent to 105 mg minocycline, 
supplied as follows:

NDC 99207-467-30 Bottle of 30

The 115 mg extended release tablets are 
green, unscored, coated, and debossed 
with “DYN-115” on one side. Each tablet 
contains minocycline hydrochloride 
equivalent to 115 mg minocycline, 
supplied as follows:

NDC 99207-464-30 Bottle of 30

Storage

Store at 25ºC (77ºF); excursions are 
permitted to 15º-30ºC (59º-86ºF)

[See USP Controlled Room Temperature].

Handling

Keep out of reach of children

Protect from light, moisture, and 
excessive heat.

Dispense in tight, light-resistant 
container with child-resistant closure.

PATIENT COUNSELING INFORMATION

Advise the patient to read the 
FDA-approved patient labeling (Patient 
Information).

Distributed by:
Valeant Pharmaceuticals  
North America LLC
Bridgewater, NJ 08807 USA
U.S. Patent Numbers: 5,908,838; 
7,790,705; 7,919,483; 8,252,776; 
8,268,804; 8,722,650 and 9,192,615

®/TMs are trademarks of Valeant 
Pharmaceuticals International, Inc.  
or its affiliates. 

© Valeant Pharmaceuticals  
North America LLC.  
Based on 9387304 Rev 09/2017 
SDN.0068.USA.17
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and skin rejuvenation, particularly when applied 
with PRP. And that’s another controversy,” Dr. 
Ross says.

The question about whether adding PRP to 
microneedling also needs to be answered with 
defi nitive studies, according to Dr. Ross.

PICOSECOND TECHNOLOGY

Fractional picosecond lasers are stirring inter-
est in cosmetic medicine, according to Dr. Ross, 
who is among the researchers doing studies on 
the technology.
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Next-generation technologies

E
volutions in radiofrequency and standard 
microneedling, as well as picosecond 
fractional and pulsed dye laser technol-
ogies were hot topics at last month’s The 

Aesthetic Show. E. Victor Ross, M.D., presented 
on next-generation energy-based anti-aging skin 
treatments, noting that today’s focus on micronee-
dling technology is on improving radiofrequency 
devices and clarifying diff erences in outcomes 
between microneedling with and without radio-
frequency. Dr. Ross is a dermatologist with the 
Scripps Clinic, San Diego, Calif.

Increasing comfort is important for improving 
radiofrequency microneedling devices, he says.

“That’s tied into the needles’ penetrating more 
easily,” Dr. Ross says.

The principle is much like that of the man walk-
ing on a bed of nails, who doesn’t get hurt because 
he makes sure to distribute the pressure of the nails 
evenly on his feet. The challenge with radiofre-
quency microneedling is in trying to engage, or 
insert, 20, 30, 40 needles simultaneously into the 
skin, while distributing the pressure evenly and 
simultaneously to full depth. The problem is the 
needles tend to push away the skin.

“It’s one thing to take one needle and stick it 
into the patient for immunization or a blood draw, 
but to have 30, 40, 50, 60 needles go in at one 
time is a bigger challenge,” he says. “So, we’re 
working on smaller needles, as far as the diam-
eter; sharper needles; smoother mechanisms to 
insert the needles; and diff erent types of ways 
to force the needles in. Those are the types of 
things that are going to eventually improve radio-
frequency microneedling.”

Another issue is the controversy about whether 
adding radiofrequency to microneedling trans-
lates to better outcomes. There are many reasons 
that’s an important question to answer, one of 
which is cost.

“The cost of a microneedling system could 
be $5,000 to $7,000, whereas, if you do radio-
frequency microneedling, you’re talking about 
$30,000 to $50,000,” Dr. Ross says.

There are no defi nitive studies comparing 
the two, according to Dr. Ross. Early research, 
however, suggests that microneedling with radio-
frequency creates more tightening than without 
radiofrequency, according to Dr. Ross.

“But microneedling alone does seem to have 
a role for some things. For example, acne scars 
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By LISETTE HILTON

ADDING GROWTH FACTORS to skincare products is a 

concept that has been hampered by roadblocks, includ-

ing high cost. But a novel approach, using a patient’s own 

platelets as the key antiaging ingredient and delivering 

the products at the point of care, could change the skin-

care landscape, according to Farhan Taghizadeh, MD, 

a Phoenix, Ariz., based facial plastic surgeon who present-

ed on the next generation of antiaging skincare yesterday 

at The Aesthetic Show in Las Vegas.

Skincare products with plant-derived growth fac-

tors do little, if anything, for human skin. Human-derived 

growth factors as an active ingredient in antiaging skin-

care products is another story. There is great public inter-

est in having human growth factors in skincare products, 

and many companies and skincare lines, including Aller-

gan’s SkinMedica, are featuring products with human 

growth factors, Dr. Taghizadeh says. 

“The most popular way of getting these growth fac-

tors has been to culture the fi broblasts in a medium; then, 

extract the medium with the growth factors and put that 

into products,” he says. “While these products are some-

what more expensive, there is a modicum of demand 

for using these growth factors because people are see-

ing better results.”

That’s not new. What is new, according to Dr. Taghiza-

deh, is individualization and personalization in skincare.

Dr. Taghizadeh founded the AmnioAesthetics com-

pany, which will be launching its ME serum product at 

The Aesthetics Show. ME, according to the facial plastic 

surgeon, represents the new wave of personalized skin-

care products, which uses patients’ own platelets and 

growth factors.

Using autologous growth factors will lower product 

costs and increase accessibility in the long run, he says.

“You cannot sustain on the skincare side with prod-

ucts that the majority of the population may not be able 

to access or afford. Using cultured media is one path-

way, but using your own platelets presents something 

new for the future,” he says. “You can get a lot of plate-

lets very inexpensively, and you can make products that 

have high concentrations of these platelets.”

The question, according to Dr. Taghizadeh, is will these 

platelets will fi t into various bases and preparations for 

PERSONALIZED SKINCARE PRODUCTS 

THE WAVE OF THE FUTURE?

the future?

Using a patient’s own platelets overcomes another 

barrier.

“Now it’s not someone else’s cells going in a petri dish 

that goes into a product. Rather, the physician draws 

blood from the patient’s arm; takes the platelets, which 

have a lot of growth factors; puts them into a serum; and 

gives it to the patient at the point of care,” he says.

AmnioAesthetics’ ME serum is the tip of the iceberg in 

skincare personalization. Future products might take a 

patient’s cells from other sources, like one’s own liposuc-

tion fat or even one’s own skin cells.

While large studies are lacking, which compare the 

effectiveness of personalized platelets to other human 

growth factors, Dr. Taghizadeh says he thinks the ME 

product is comparable in its effect to other human-

derived growth factor skincare products on the market

“What I think the public will love is the idea that it’s their 

own serum,” he says. 

The fi rst iteration of the ME serum is prescription based. 

So, physicians would write a prescription for the base, 

mixing in a patient’s platelets.

“Beyond that, you can see it going many different 

directions, where the base becomes more standard-

ized. Maybe, in the future, at the cosmetic counter, 

there’s a phlebotomist…,” he says. “The push for person-

alization is a critical factor in what’s driving interest in this 

space. What I think makes this more exciting for practitio-

ners is that you can actually use someone’s own plate-

lets, which gives you huge leverage to say you should 

come to me as opposed to going somewhere else to 

get these high-end products.”

The other potential advantage from the consumers’ 

point of view is personalized skincare offers 100% con-

centration of the active ingredient, without the all the 

fi llers, preservatives and additives that many of today’s 

consumers are trying to avoid in the products they use 

on their skin, hair and nails, he says.

“For the Pond’s Cold Cream [Unilever] generation, 

going to the cosmetic counter might just be what they 

do, but the millennials and the next generation don’t 

want toxicity. Using one’s own platelets is pretty attrac-

tive because there’s nothing in it but your own growth 

factors,” according to Dr. Taghizadeh. e
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T
he new landscape in cosmetic sur-
gery is the ability to use cellular ther-
apies to help organize cellular struc-
tures and improve aesthetic outcomes 

from the “inside out” rather than the “outside in,” 
according to a presenter who off ered his insights 
during The Aesthetic Visionaries presentations 
today at The Aesthetic Show in Las Vegas.

“Cell therapy and regenerative medicine are 
replacing, in a lot of ways, what we traditionally 
accomplished with medication and surgeries,” 
said Ryan Welter, M.D., PhD, a cosmetic sur-
geon in private practice in Boston.

New tools range from platelet rich plasma 
(PRP) to stem cell therapy from adipose tissue 
to adipose tissue itself.

“These are cell interactions,” Dr. Welter said. 
“As we start to gain a better understanding of the 
cell architecture and cell-cell interactions, we can 
truly augment what we are seeing from a cosmetic 

standpoint. We can also perform less of a surgical 
procedure and more of a cell-based procedure.”

For example, on the face, PRP and micronee-
dling are combined to help induce collagen. But 
more recently, dermatologists and plastic surgeons 
are using growth factors from stem cell serums, 
as well as stem cells themselves that are isolated 
from adipose tissue.

In fact, for the past few years, Dr. Welter has 
been doing complete cell-based facelifts that do 
not require any surgery. “Results are similar to 
a traditional facelift,” he said.

These facelifts require a series of fi llers and 
injections that allow for cell-based interactions, 
increased collagen formulation and basically 
improving the youthfulness of the skin.

Another example is using fat grafts that sur-
vive longer for breast augmentation by adding 
cell-based therapy.

Dr. Welter recently pioneered a complete cell-
based breast augmentation.

“Although in its infancy, it is showing good 

results,” he said. “For this procedure, we are 
avoiding fat grating all together. Instead, we are 
using other cell-based materials from the body 
to help enhance breast tissue.”

Dr. Welter said although the results are not 
as promising as an implant, they are still amaz-
ing, “considering they are basically cell-based 
therapies that stimulate the breast tissue to pro-
liferate in a better manner, so you have augmen-
tation without surgery.”

All these cell-based therapies have been shown 
to be extremely safe, according to Dr. Welter.

“And, certainly, a lot of them are much safer 
than traditional surgical procedures,” he said. “

There are also other cell lines now available, 
including autologous and base and cell mem-
branes from sources like porcine-derived extra-
cellular matrix which can help provide scaff old-
ing to the cells. e

Disclosures: Dr. Welter reports on relevant fi nan-
cial disclosures

Cellular therapies may 
replace medication, surgery
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techniques, especially for pore size reduction,” 
said Vic Narurkar, M.D., Bay Area Laser Insti-
tute, chairman of dermatology at California Pacifi c 
Medical Center, San Francisco, and a meeting 
cofounder and director.

He also treats increasing numbers of men. Dr. 
Narurkar said that in his practice, male patients 
have been worth the time and eff ort required to 
convert them. Neuromodulator injections are 
often the fi rst aesthetic treatment male patients 
will choose, he said. But once they get hooked, 
“They are the most loyal patients and come back 
like clockwork. They don’t ‘cheat’ on you.”

Neuromodulators mesh well with other modal-
ities such as intense pulsed light (IPL) and laser 
treatments and skincare, he said. “Because much 
of what we do requires multiple treatments, many 
patients want to see more immediate results, which 
botulinum toxins can deliver. There’s perfect 

synergy between the timing of botulinum toxin 
injections and energy-based devices for a com-
bined global eff ect in facial rejuvenation.”

Energy-based devices and submental inject-
able treatments cannot fi x brow depression or 
dynamic rhytids, Dr. Narurkar said. “Sometimes 
after treating the submental fat with deoxycho-
late, you can get an exaggeration of the platys-
mal bands. And, botulinum toxin can address 
these dynamic rhytids to enhance the results of 
these energy-based devices.”

In the perioral area, “Many women hate smok-
ers’ lines. But you can’t get rid of them with one 
approach.” The typical patient requires resur-
facing, neuromodulators and fi llers, he said.

“Sometimes you can have undesired diff u-
sion, especially after devices that create edema, 
most commonly after ablative and nonablative 
laser resurfacing.” Dr. Narurkar does same-day 

neuromodulator injections only after procedures 
that create little edema, such as IPL photofacials 
and low-fl uence, nonablative lasers. 

“But to do other things like nonablative resur-
facing and microfocused ultrasound, I like to 
stage the botulinum toxin – it’s often advisable 
to wait until the edema resolves to inject neuro-
modulators.” With ablative fractional laser resur-
facing, he suggested reserving neuromodula-
tor injections until after reepithelialization. e

Disclosures: Dr. Beer is an investigator and consult-
ant for Evolus, Revance, Allergan and Galderma. Dr. 
Narurkar is an investigator and consultant for Aller-
gan and Revance.
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Nanofat enhances facial 
procedures, expert says

T
he science and techniques of biolog-
ics like nanofat continue to emerge, 
according to an expert who pre-
sented yesterday at The Aesthetic 

Show.
“Fat grafting is becoming the wave of mod-

ern aesthetic surgery,” Jon Grazer, M.D., told 
attendees. “It allows us to use natural tissue, 
without the drawbacks of allergic reactions or 
viral transmission,” he said. He is an assistant 
clinical professor of plastic surgery at the Uni-
versity of California, Irvine.

Fat also has a higher concentration of stem 
cells than bone morrow, he added. However, 
stem cell injection is not approved by the FDA.

“Therefore, you need to be part of an insti-
tutional review board (IRB),” Dr. Grazer said.  
“But with nanofat, anyone can process the fat 
for use because the FDA considers it fat with-
out being biologically modifi ed.”

Nanofat is injected intracutaneously to help 
improve the tone and texture of skin.

“Because the fat is highly processed, you can 
actually inject it through a 27- to 30-gauge needle 
for true intradermal injections,” Dr. Grazer said.

Dr. Grazer uses nanofat for most of his facial 
procedures to treat fi ne lines, wrinkles, dysh-
cromia and areas of hyperpigmentation.

“I do my traditional fat grafting for correction 
of deeper lines and wrinkles,” he said. “But if I 
want to improve the neckline, decolletage, peri-
oral rhytides, crow’s feet and intraorbital region, 
I will use nanofat because I can go directly intra-
dermally and help improve those areas.”

HARVEST POINTS

Before nanofat, it was diffi  cult to inject fat into 
the neck to achieve an acceptable result, accord-
ing to Dr. Grazer. He typically harvests nanofat 
from the knees because it is the most comfortable 
for the patient, the fat is easy to harvest and con-
tour, and, usually, there is minimal to no bruising.

Dr. Grazer’s second and third areas for har-
vesting are the fl anks and periumbical.

Dr. Grazer fi rst performs fat grafting, followed 
by a facelift and, if needed, laser resurfacing. Next, 
he injects platelet rich plasma (PRP) and fi nally 
nanofat. The nanofat portion takes between two 
to four months for maximum outcomes.

With one treatment section of combined ther-
apy, “I believe the tone and texture of the skin 
really improves,” Dr. Grazer said. “But it takes 
three to four months to really start to see the true 
stem cell/biological eff ect.”

Between 20% and 30% of Dr. Grazer’s patients 
schedule a second combination treatment at up 
to one year.

Dr. Grazer said there are some off -the-shelf 
devices that make it easier to prepare nanofat 
for injection.

“And by injecting intradermally, there is min-
imal risk of embolization,” Dr Grazer said. “We 
are also using the science of our own bodies to 
renew from within.” e
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Early studies look promising, including one 
published November 2017 in Lasers in Surgery 
and Medicine, by Eric F. Bernstein, MD, MSE. 
He and colleagues report the 1,064 and 532 nm 
picosecond-domain laser incorporating a 10 × 10 
holographic beam-splitting handpiece was safe, 
eff ective and well tolerated when used to treat 
facial acne scars.

“In general, you’re going to see more picosec-
ond fractional laser discussions and studies com-
ing out looking at how the technology improves 
tone, texture and pigment, and, maybe, melasma,” 
Dr. Ross says. “I think we’ll see more picosec-
ond fractional and nonfractional laser systems 
in the next four to fi ve years.”

Syneron-Candela is expected to release its 
new pulsed dye laser technology, called V-Beam 

Prima, later this summer, Dr. Ross says.
“That’s a pulsed dye laser similar to what 

they had before but it has more power, a longer 
dye life, the option for contact cooling as well as 
cryogen spray cooling, and bigger spot sizes,” 
he says. “It’s a hot new visible light technology.”

Dr. Ross and colleagues presented research 
on the new 595 nm pulsed dye laser in April 
2018 at the American Society for Laser Medicine 
and Surgery annual conference in Dallas. The 
researchers examined the laser’s role in facial 
rejuvenation in 13 women and men, ages 51 to 
74, with Fitzpatrick skin types I through III. 
They treated 16 facial lesions, including pho-
todamage, diff use redness and telangiectasia. 
Twelve patients had two treatment sessions, per-
formed one month apart; one had three sessions.

They report that 100% of lesions had at least 
50% clearance. More than three quarters of 
lesions cleared 50% to 75%, and 23% had 76% 
to 100% clearance. More than 90% of patients 
were satisfi ed and indicated they would recom-
mend the procedure.

They found that while they had applied lido-
caine cream before treatments, mean discomfort 
during treatment was 4.7, on a scale of zero to 10. 
Immediate responses post-treatment included 
mild to moderate erythema in all patients and mild 
edema in 89%. The researchers also noted mild 
cold sores and moderate crusting post treatment. e

Disclosures: Dr. Ross reports receiving research sup-
port from Lutronic, Candela and Lumenis.

meeting COVERAGE

THE AESTHETIC SHOW 

July 5-8, 2018 |  Las vegas, Nevada

} Technology advances expand treatment options FROM PAGE 45



http://theaestheticacademy.com/


1. GRADING AND STAGING
Currently, there is no widely accepted optimal 
staging system for risk stratifi cation of cSCC, al-
though both AJCC and BWH staging systems 
are used. Staging imaging studies are not al-
ways indicated for cSCC because of the low 
overall risk for nodal and distant metastasis as-
sociated with the more numerous smaller tu-
mors. However, they can be useful in assessing 
for deep structural involvement with extensive 
localized disease. Clinical examination of the 
regional lymph nodes is routinely performed.

2. BIOPSY
Punch, shave, and excisional biopsy techniques 
can all be used, and the procedure of choice de-

pends on several factors including the clinical char-
acteristics of the suspected tumor, expected his-
tological subtype and depth, natural history, and 
anatomic location. Other factors such as bleeding 
and wound healing, as well as patient preference 
and physician judgement must be considered. 

a. Clinical and pathologic information

Clinical morphology, anatomic location, and pa-
tient-reported history all contribute towards a pre-
sumptive diagnosis of cSCC, and biopsy will typ-
ically confi rm the diagnosis. Important informa-
tion provided to the pathologist when submitting 
biopsy tissue includes patient age and gender, 
clinical presentation and anatomical location, 
and any history of treatment at the same ana-
tomic site. Additional helpful information may in-

clude clinical size of the lesion, or the existence of 
other risk factors such as immunosuppression, ra-
diation treatment, or solid organ transplantation.

3. SURGICAL TREATMENT
For the vast majority of cSCCs, surgical excision 
remains the fi rst line of treatment. However, clini-
cians must always be vigilant for a subset of tu-
mors with increased risk for local recurrence, peri-
neural spread, and nodal or distant metastasis, 
particularly in immunocompromised patients.

a. STANDARD EXCISION

A complete removal of the tumor can be achieved 
following a “bread loaf” excision that includes 

New cSCC guidelines

O
f the nonmelanoma skin cancers, cutaneous 
squamous cell carcinoma (cSCC) is the sec-
ond most common, and although cSCCs often 
can be treated in an offi  ce setting, unchecked 

advanced tumors pose a signifi cant risk for morbidity and 
mortality.

Currently, the most commonly followed guidelines 
for the care of nonmelanoma skin cancer are those pro-
posed by the National Comprehensive Cancer Network 
(NCCN), which encompass basal cell carcinoma, squa-
mous cell carcinoma, Merkel cell carcinoma, and derma-
tofi brosarcoma protuberans.

“The NCCN guidelines, though extremely thorough 
and authoritative, can be more than the typical clinician 
requires, given the interplay of  fl ow charts, notes, and 
text, whereas the new AAD guidelines are written pri-
marily as a single narrative meant to be approachable and 
communicative to the reader,” said Murad Alam, M.D., 
FAAD, co-chair of the American Academy of Dermatol-

Recommendations emphasize primary disease management

ILYA PETROU, M.D. | Staff  Correspondent
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“The guidelines...refl ect 

the most common treatment

modalities...

Dr. Murad Alam
Chicago, Illinois

ogy cSCC treatment guidelines work group. The group 
published updated guidelines in March in the Journal of 
the American Academy of Dermatology.

“The guidelines we put forth refl ect the most common 
treatment modalities used by dermatologists when address-
ing cSCC, particularly primary tumors, and help to rein-
force the standard of care for their patients,” he said. e

Treatment modalities for cSCC
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a margin of clinically normal-appearing skin 
around the tumor and surrounding erythema. 
NCCN guidelines recommend 4-6 mm clinical 
margins for standard excision of low-risk cSCC.

b. MMS 

Mohs micrographic surgery provides a controlled 
excision and is very useful and recommended 
for recurrent or poorly defi ned (i.e. higher risk) tu-
mors and tumors at cosmetically and functionally 
sensitive sites when tissue sparing is important.

c. C&E
This method can be effectively used for the treat-
ment of small, low-risk cSCC, although results 
are highly operator and technique dependent. 
Compared to standard excision, longer heal-
ing times and suboptimal cosmetic outcomes 
may be expected and therefore cosmetically 
sensitive areas should be avoided.

4. NONSURGICAL TREATMENT
If fi rst-line surgical therapy is not feasible or con-
traindicated, nonsurgical modalities can be 
considered, however they are associated with 
lower cure rates. 

a. PDT

Available data for PDT and laser therapy do not 
currently support the effi cacy of either modal-
ity in the treatment of cSCC, however it can be 
used as an adjunct therapy to curettage and 

surgery in high-risk select cases. 

b. TOPICAL THERAPIES

The use of topical modalities for the treatment of 
cSCC including 5-fl uorouracil and imiquimod is 
not currently supported by the literature.   

c. RADIATION THERAPY

This modality is experiencing a kind of resur-
gence and can be effective in select cases re-
sulting in good tumor control and cosmesis, with 
smaller and thinner tumors showing a higher 
response rate. Primary radiation therapy can 
be implemented when fi rst line surgery proce-
dures are not feasible, contraindicated, or pre-
ferred by the patient after appropriate consul-
tation of the risks and benefi ts.

d. CRYOSURGERY

Due to the lack of histologic margin control, it 
is recommended that cryosurgery only be im-
plemented for low-risk lesions when possible.

5. MANAGING PATIENTS 
WITH METASTATIC CSCC
cSCC is reported to metastasize in approximately 
4% of cases, and the metastatic risk can be 2-3 
times higher in immunosuppressed patients such 
as organ transplant recipients. Although sentinel 
lymph node biopsy (SLNB) has been shown to 
detect occult lymph node metastasis in patients 
with high-risk localized tumors, the effect of this 

procedure on management and outcome of 
patients with high-risk cSCC is poorly described. 
Choice of treatment is based on disease extent 
and consists primarily of surgical excision with 
possible lymph node dissection, and consid-
eration of adjuvant radiation therapy with or 
without concurrent systemic therapy. As most 
cases of metastatic cSCC are complex, a multi-
disciplinary approach is highly recommended.

6. FOLLOW-UP AND REDUCING RISK 
FOR FUTURE SKIN CANCERS 
Once a cSCC diagnosis is made, at least yearly 
screenings should be performed for all NMSC 
and melanoma as well, which could include 
clinical assessment of regional lymph node ba-
sins for higher risk lesions. 

Patients should also be taught and regu-
larly practice at-home skin surveillance, as well 
as use appropriate sun protective measures. 
“Skin cancer is a central part of dermatology 
and we are trying to provide an easily accessi-
ble guidelines format so dermatologists who are 
strapped for time can quickly read this docu-
ment and be apprised of the current standard of 
management of primary cSCC,” Dr. Alam said. e
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T
reatment of high-risk melanoma with 
adjuvant bevacizumab following sur-
gical resection improves disease-free 
survival over standard observation, 

but not overall survival, according to analysis of 
the AVAST-M trial.

“VEGF is over-expressed in melanoma and 
high levels have been reported to be associated 
with poorer outcome,” wrote study authors led 
by Pippa G. Corrie, MD, of the Cambridge Can-
cer Centre in the United Kingdom. Bevacizumab 
targets VEGF, and previously has shown modest 
activity in advanced melanoma. The new trial 
evaluated whether bevacizumab can improve 
outcomes in patients with resected cutaneous 
melanoma at high risk of recurrence.

The study included a total of 1,343 patients 
recruited between 2007 and 2012; all had 
resected stage IIB, IIC, or III melanoma, and 
were randomized to receive either adjuvant bev-

acizumab (671 patients) or standard observa-
tion (672 patients). Most patients were stage III 
(73%), and their median age was 56 years; the 
median follow-up period was 6.4 years. Results 
were published in Annals of Oncology.

A total of 515 patients (38%) died during the fol-
low-up period, including 38% of those in the beva-
cizumab group and 39% of those in the observation 
group. The 5-year overall survival rate was 64% for 
both groups, and the hazard ratio (HR) for overall 
survival was 0.98 (95% CI, 0.82–1.16; P = .78). A 
multivariate analysis found that the treatment was 
not independently prognostic of overall survival.

The 5-year disease-free survival rate was higher 
with bevacizumab, at 51% compared with 45% 
in the observation group, for an HR of 0.85 (95% 
CI, 0.74–0.99; P = .03). This remained consist-
ent after adjustment for stratifi cation variables. 
The median disease-free interval was 63 months 
with bevacizumab, compared with 37 months 
with observation.

The distant metastasis–free interval was not sig-

nifi cantly better with bevacizumab; at 5 years, the 
rate was 58% compared with 54% with observa-
tion, for an HR of 0.91 (95% CI, 0.78–1.07; P = .25).

Most patients in the study completed quality-
of-life questionnaires (89%), and these showed no 
signifi cant diff erences between the two groups.

Among patients with BRAF mutations, there 
was a trend toward improved overall survival 
with bevacizumab, with an HR of 0.80 (95% CI, 
0.57–1.13; P = .21). This was not seen in those 
with BRAF wild-type melanoma.

Based on the study design, the authors con-
cluded that “adjuvant bevacizumab cannot be rec-
ommended as a standard adjuvant therapy after 
resection of melanoma at high risk of recurrence.” 
However, the fi ndings regarding BRAF muta-
tions, along with other research on the mutations’ 
connection to response to immune checkpoint 
inhibition, “raise the hypothesis that combin-
ing bevacizumab with adjuvant immune check-
point inhibitors may benefi t high-risk BRAF-
mutant melanoma patients.” e

DAVE LEVITAN | Contributing writer
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Determine the cause 
of melanonychia

W
hen it comes to successfully diagnosing mel-
anonychia — a brown or black pigmentation 
of the nail unit – it is important to examine 
the nails, look for pigmented lesions, be sus-

picious of nail melanoma, and biopsy early rather than late.
At the Atlantic Dermatology Conference in May, Nathan-

iel Jellinek, M.D., of the University of Massachusetts Medical 
School in Worchester and Brown University in Providence, 
shared fi ve teaching points that can make diagnosis of mela-
nonychia easier and more accurate.

LOOK BEYOND THE NAIL

While patients may present with pigmented lesions in the nail, 
there might be clues elsewhere to indicate that pigmentation 
is part of a larger picture. 

“This might be as straightforward as a medication side eff ect 
or as patterned as pigmentation of the oral labial mucosa, gen-
eral mucosa, ocular mucosa or laugierhunziker syndrome (a 
patterned freckling syndrome),” Dr. Jellinek said.

In addition, ethnic pigmentation is quite common. “Peo-
ple with darker skin are more likely to have melanonychia as 
a normal phenomenon,” he said.

There are also a variety of other medical conditions that 
can be associated with the disease, such as pregnancy, Addi-
son’s disease and even carpal tunnel syndrome.

“People who present with one nail are often concerned about 
melanoma, but it is important to look at the bigger picture — 
both medically speaking and on the patients’ body by exam-
ining complete skin and mucus and mucosa, because those 
can often provide clues to the diagnosis,” Dr. Jellinek said.

USE YOUR DERMATOSCOPE

There are two types of dermatoscopy for the nail: noninva-
sive dermatoscopy of the nail plate and invasive dermatos-
copy of the nail matrix. The latter entails a surgical exposure 
of the matrix and bed.

The invasive modality is more accurate in predicting diag-
nosis. “However, it is of minimal use as a screening tool because 

you need to anesthetize and refl ect all the nail tissues,” he said.
Noninvasive plate dermatoscopy, on the other hand, can 

be helpful as a screening tool. “As a general rule, the melano-
mas that we observe in the nails are pigmented, which repre-
sents about 70% of nail melanomas overall,” Dr. Jellinek said

Melanomas associated with melanonychia have a brown 
background of the pigmented bands and irregular brown lines, 
either in spacing, width, diameter or parallelism. 

“With noninvasive dermatoscopy, it is very simple and quick 
to look at the nail plate and observe the background, whether 
it is gray or brown. You can also look at the features of the lines 
– how many colors, the width, diameter, parallelism and even 
pigment dropout,” he said.

A special clue for melanonychia that can be seen with the 
noninvasive technique is the micro-Hutchinson sign, which 
refers to pigment that is implicated in the periungual tissues, 
usually the cuticle/proximal nail fold. “This may involve the 
lateral nail fold or the hyponechium, which is pigment not eas-
ily visualized with the naked eye. If detected, though, this pig-
ment tends to be a more worrisome sign for melanoma,” he said.

Still, there are many examples where noninvasive derma-
toscopy indicates a brown background and some irregular 
brown lines. “In my experience, those are not specifi c for mel-
anoma,” Dr. Jellinek said.

In his presentation, Dr. Jellinek shared slides of overlap-
ping lesions, some of which were melanomas, while others 
were a nevus or a lentigo. “There is a lot of overlap with benign 
fi ndings, so noninvasive dermatoscopy is not as specifi c as we 
would like,” he said.

KNOW WHEN YOU DON’T KNOW

Despite being able to accurately identify melanoma in many 
patients, a broad range of people cannot be defi nitively diag-
nosed clinically.

“Even for someone like myself, who is experienced with 
nail disease, there is some point in that spectrum I know I do 
not know what the diagnosis is, based on clinical exam alone. 
In fact, it is a fairly broad spectrum.”
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Pigmented lesions 

in the nail can be 

associated with 

medication side 

effects, ethnicity, or 

systemic disease. 

Rule out 

melanoma with 

dermatoscopy.

When in doubt, 

biopsy the nail 

matrix.
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MANAGED CARE PHARMACY: SURVEY 2018

T
o identify the top managed care pharmacy challenges 
and what your peers are doing about them, our sis-
ter publication, Managed Healthcare Executive, con-
ducted its annual pharmacy survey during the fi rst 

quarter of 2018.

The survey received more than 100 responses from executives 
at medical practices, hospitals, large healthcare systems, benefi t 
management organizations, health plans, long-term care organi-
zations, group purchasing organizations, consulting fi rms, and 
more. 

Survey offers insights on the future of healthcare costs 
— and your role as providers
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DRUG COSTS

Q:
Performance-based 

(outcomes-based) 

pricing

More aggressive and 

expansive utilization 

management strategies

Exclusive specialty 

pharmacy 

contracting

Increased 
government 
regulation 

Formulary 

exclusions 

Other*

*Other responses included: Increase formulary addition of biosimilars, more 

competition on the product and supply chain side
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Curbing drug costs
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...You can’t know where you are going until you know where you are. 
Understanding the importance of your collection rate, days in A/R, and your 
accounts receivable aging is just the start to uncovering a breath of information 
that will put you on the path to higher medical practice performance.

3 fi nancial metrics to drive 
better practice performance

Y
ou can’t manage what you don’t measure.” This 
is so true in so many things we do in everyday 
life. But this is especially true if you are a doc-
tor today responsible for the management of a 

medical practice.
Unfortunately, too many physicians go to work every 

day unaware of how better reporting can drive higher per-
formance of their medical practice.

The good news is by understanding three simple indi-
ces and metrics, any physician can begin to dramatically 
change the fi nancial outcome of a medical practice and 
realize the return on investment of their eff orts and an 
increased valuation of what is likely their most valuable asset

COLLECTION RATE

A collection rate is the measure of the practice’s eff ective-
ness in collecting all legitimate reimbursements. This takes 
into account the payers who the practice has contracted 
with and agree to write off  the diff erence between the stan-
dard fee and the payer reimbursement rate.

By comparing the diff erence between the allowed amounts 
and actual reimbursements, a practice can determine how 
much is being lost to write-off s, untimely fi ling, non-con-
tractual adjustments, and inferior collection practices.

Gross collection rate is calculated by dividing payments 
received from insurers and patients by gross charges. The 
gross collection rate can sometimes be misleading since most 
medical practices infl ate charges billed to most insurers.

Net collection rate is calculated by dividing payments 
received from insurers and patients by allowed or contrac-
tual amounts. This is often more indicative of the physi-
cian’s true collections performance. As an eff ective bench-
mark of the practice’s fi nancial health, it represents the per-
centage of reimbursement achieved out of the reimburse-
ment allowed based on contractual obligations with payers.

Medical practices can also analyze their performance 
by looking at their net collections by payer. If a medical 
practice sees unacceptably low net collections for a par-
ticular payer, it may consider alternatives such as requir-
ing patients to pay up front for services or renegotiating 
payer contacts.

DAYS IN ACCOUNTS RECEIVABLE

Days in accounts receivable (A/R) is an industry standard 
for measuring how many days amounts owed to the prac-
tice by insurance payers, patients, and third parties will 
take to be paid.

For example, if you see a patient today, days in A/R rep-
resent the average number of days it takes before you are 
fully paid for the services provided. The industry bench-
mark for this is typically 30 days but can vary by type of 
specialty and payer mix. This is one of the best single indi-
cators of the performance of the revenue cycle and regu-
lar monitoring can provide insight into the effi  ciency of 
the revenue cycle.

Most practice management (PM) applications have built 
in capability to run a report for the desired timeframe, 
namely monthly, quarterly or yearly. If the PM applica-
tion does not have the reporting capability, days in A/R 
can be calculated using the following formula.

(Total receivables – credit balance)/Average daily 
gross charges (Gross charges/#days)

For example:
Receivables=$80,000
Credit balance-$5,000
Gross charges= $600,000
[80,000 – ($5,000)]/($600,000/365 days)
$75,000/1644 = 45.62 days in A/R
In order to appropriately refl ect the practice’s perfor-

mance, it is important to understand and consider some 

GREGORY CUTRONA | Contributing Writer

You can change the 

fi nancial outcome of 

your medical practice 

and realize an ROI.
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to run reports; or you can 

use a simplie formula.
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4 tips to prevent errors

N
early 20 years ago, the Insti-
tute of Medicine’s “To Err 
is Human” report helped to 
put medical errors in the spot-

light. The IOM report suggested that pre-
ventable medical errors killed from 44,000 
to 98,000 patients in hospitals each year.

Fast forward to 2016. Johns Hopkins 
researchers calculated that medical errors 
cause one in 10 U.S. deaths. Incredibly, 
the under-recognized cause of death ranks 
as the third highest cause of death in the 
U.S., according to the study published 
May 3, 2016 in The BMJ.

According to the Agency for Health-
care Research and Quality, nearly 
700,000 people go to emergency depart-
ments each year because of adverse drug 
events, in which patients experience harm 
from exposure to medications.

Many use the term pharmacovigi-
lance to describe ways in which physi-
cians and others can prevent medication 
errors in medicine, according to Ronald 
S. Litman, D.O., M.L., medical director 
at the Institute for Safe Medication Prac-
tices (ISMP), a nonprofi t organization 
devoted to preventing medication errors.

“Traditionally, medical practitioners 
are taught to rely on the ‘5 Rights of Med-
ication Administration’: right drug, right 
patient, right dose, right route, right time,” 
Dr. Litman says. “But the problem here 
is that these all rely on human vigilance, 
which is naturally error prone. There-
fore, modern ways of preventing medi-
cation errors use technology and engi-
neer systems to prevent humans from 
making mistakes.”

These four tips can help physicians 
and others rely less on human vigilance 
and more on technology and systems, 
according to Dr. Litman, an anesthe-
siologist at the Children’s Hospital of 
Philadelphia.

#1PREFILLED SYRINGES

Providers normally get drugs in 
vials or ampules, then take the liquid 
drug out of the vials and put them into 
syringes to administer to patients.

“This runs the risk of picking up the 
wrong ampule, commonly referred to as 
‘ampule swap,’ Dr. Litman writes.

The good news is more of today’s drugs 
are available in prefi lled syringes, where 
the practitioner buys the drug pre-fi lled 
and pre-labeled. Local anesthetics, often 
used by aesthetic physicians, are among 
the drugs available pre-fi lled.

These are better for accuracy and ste-
rility but cost more, so many hospitals 
surgery centers don’t use them, accord-
ing to Dr. Litman.

#2 
BARCODING

Once the drug is in the syringe, 
what’s to stop the provider from making a 
human mistake and giving the wrong one?

“This is a vexing area of medication 
safety that is not easily solved. Many hos-
pitals have now use barcoding to enter 
drug administrations into the electronic 
health records,” Dr. Litman writes.

For example, when the doctor is ready 
to administer the medication, he or she 
scans the barcode on the syringe label, 
which causes a screen to pop up on the 
local computer that verifi es it is indeed the 
right drug, at the correct dose, for the right 
patient, etc. The system can warn the doc-
tor if the patient has any related allergies or 
other contraindications to using that drug.

But few healthcare providers outside 
the inpatient setting are set up to use the 
barcoding system, he writes.

“… it’s too new, but is rolling out 
slowly,” Dr. Litman writes.

#3WRONG-ROUTE ERRORS

Wrong-route errors are potentially 
disastrous for aesthetic physicians and 
their patients, according to Dr. Litman. 

They occur when the provider administers 
a local anesthetic intravenously, instead 
of locally or around a nerve.

“Many deaths have been reported from 
this,” Dr. Litman writes. “For over 25 
years, an international movement has been 
working on designing diff erent connec-
tors to prevent this from happening, and 
it’s being slowly rolled out now.”

Dr. Litman authored a paper published 
September 2017 in Pediatric Anesthe-
sia about solutions for wrong route med-
ication errors from tubing misconnec-
tions with the universal Luer connector.

“The new International Organization 
of Standardization standards for small 
bore connectors, ISO 80369 series, have 
been developed to reduce the risk of these 
types of erroneous connections. Tubing 
connectors for diff erent routes of clini-
cal application will contain diff erently 
designed connectors that are physically 
incompatible. However, design and man-
ufacturing standards have progressed 
slowly, and clinical roll-outs have been 
delayed, despite the implementation of 
California laws to promote their use,” 
according to the paper.

#4 PROPER LABELING

The Joint Commission requires 
specifi c elements to be on medication 
labels, such as the drug’s name, con-
centration, initials of person that pre-
pared it, expiration date/time and total 
volume.

“It is unclear if this actually pre-
vents errors but is meant to be consis-
tent with USP 797 rules and regs, which 
is essentially equivalent to law,” Dr. Lit-
man writes. “Also, the labels should use 
a standard color-coded system to help 
practitioners identify drugs (e.g., opioids 
are blue, local anesthetics are gray, etc.). 
Although it makes sense intuitively, this 
has not been proven to prevent errors 
more than non-colored labels.” e
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F O R  M O R E  I N F O R M AT I O N :  Physicians can learn more about how to prevent medication errors, analyze their practices 
for error risk, and report errors at ISMP.org. 
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BRIEF SUMMARY OF PRESCRIBING INFORMATION 
This Brief Summary does not include all the information needed to use RETIN-A MICRO safely 
and effectively. See full prescribing information for RETIN-A MICRO.
RETIN-A MICRO® (tretinoin) gel microsphere, 0.1%, 0.08%, 0.06% and 0.04%, for topical use 
Initial U.S. Approval: 1971

INDICATIONS AND USAGE
Retin-A Micro® is a retinoid indicated for topical application in the treatment of acne vulgaris.

CONTRAINDICATIONS
None.

WARNINGS AND PRECAUTIONS
Local Irritation
The skin of certain individuals may become excessively dry, red, swollen, or blistered.
Tretinoin has been reported to cause severe irritation on eczematous skin and should be used with 
utmost caution in patients with this condition.
If the degree of irritation warrants, patients should be directed to temporarily reduce the amount or 
frequency of application of the medication, discontinue use temporarily, or discontinue use all together. 
Efficacy at reduced frequencies of application has not been established. If a reaction suggesting 
sensitivity occurs, use of the medication should be discontinued.
To help limit skin irritation, patients must

• wash the treated skin gently, using a mild, non-medicated soap, and pat it dry, and
• avoid washing the treated skin too often or scrubbing it hard when washing.

Patients should apply a topical moisturizer if dryness is bothersome.
Exposure to Ultraviolet Light or Weather Extremes
Unprotected exposure to sunlight, including sunlamps (UV light) should be avoided or minimized during 
the use of Retin-A Micro and patients with sunburn should be advised not to use the product until fully 
recovered because of heightened susceptibility to sunlight as a result of the use of tretinoin. Patients 
who may be required to have extended periods of UV exposure (e.g., due to occupation or sports), or 
those with inherent sensitivity to the sun, or those using medications that cause photosensitivity, should 
exercise particular caution. Use of sunscreen products (SPF 15 or higher) and protective clothing over 
treated areas are recommended when exposure cannot be avoided [see Nonclinical Toxicology].
Weather extremes, such as wind or cold, also may be irritating to tretinoin-treated skin.

ADVERSE REACTIONS
Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed  
in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug 
and may not reflect the rates observed in practice.

Clinical Trials in Subjects with Acne
In separate clinical trials for each concentration, acne subjects treated with Retin-A Micro (tretinoin) Gel 
microsphere, 0.1% or 0.04%, over the twelve-week period showed that cutaneous irritation scores for 
erythema, peeling, dryness, burning/stinging, or itching peaked during the initial two weeks of therapy, 
decreasing thereafter.
Approximately half of the subjects treated with Retin-A Micro, 0.04%, had cutaneous irritation at  
Week 2. Of those subjects who did experience cutaneous side effects, most had signs or symptoms that 
were mild in severity (severity was ranked on a 4-point ordinal scale: 0=none, 1=mild, 2=moderate, 
and 3=severe). Less than 10% of patients experienced moderate cutaneous irritation and there was no 
severe irritation at Week 2.
In trials of Retin-A Micro (tretinoin) Gel microsphere, 0.04%, throughout the treatment period the majority 
of subjects experienced some degree of irritation (mild, moderate, or severe) with 1% (2/225) of subjects 
having scores indicative of a severe irritation; 1.3% (3/225) of subjects treated with Retin-A Micro 
(tretinoin) Gel microsphere, 0.04%, discontinued treatment due to irritation, which included dryness in 
one patient and peeling and urticaria in another.
In trials of Retin-A Micro (tretinoin) Gel microsphere, 0.1%, no more than 3% of subjects had cutaneous 
irritation scores indicative of severe irritation; 6% (14/224) of subjects treated with Retin-A Micro 
(tretinoin) Gel microsphere, 0.1%, discontinued treatment due to irritation. Of these 14 subjects, four had 
severe irritation after 3 to 5 days of treatment, with blistering in one subject.
In a double-blind trial with 156 acne subjects comparing 12 weeks of treatment with Retin-A Micro 
(tretinoin) Gel, 0.04% or 0.1%, (78 subjects each group), the most frequently reported adverse events 
affected the skin and subcutaneous tissue (15.4% in the 0.04% group, and 20.5% in the 0.1% group). 
The most prevalent of the dermatologic adverse events in the 0.04% group was skin irritation (6.4%); 
and in the 0.1% group skin burning (7.7%), erythema (5.1%), skin irritation (3.8%), and dermatitis 
(3.8%). Most adverse events were of mild intensity (63.4%), and 34.4% were moderate. One subject in 
each group had adverse events characterized as severe, neither were dermatologic findings and neither 
was characterized as related to drug by the investigator.

Trials in Subjects without Acne
In a half-face comparison trial conducted for up to 14 days in women with sensitive skin, but without 
acne, Retin-A Micro (tretinoin) Gel microsphere, 0.1%, was statistically less irritating than tretinoin 
cream, 0.1%. In addition, a cumulative 21-day irritation evaluation in subjects with normal skin showed 
that Retin-A Micro (tretinoin) Gel microsphere, 0.1%, had a lower irritation profile than tretinoin cream, 0.1%. 
The clinical significance of these irritation studies for patients with acne is not established. Comparable 
effectiveness of Retin-A Micro (tretinoin) Gel microsphere, 0.1%, and tretinoin cream, 0.1%, has not 
been established. The lower irritancy of Retin-A Micro (tretinoin) Gel microsphere, 0.1%, in subjects 
without acne may be attributable to the properties of its vehicle. The contribution of decreased irritancy 
by the MICROSPONGE System has not been established. No irritation trials have been performed to 
compare Retin-A Micro (tretinoin) Gel microsphere, 0.04%, with either Retin-A Micro (tretinoin) Gel 
microsphere, 0.1%, or tretinoin cream, 0.1%.
Postmarketing Experience
The following adverse reactions have been identified during post-approval use of Retin-A Micro Gel. 
Because these reactions are reported voluntarily from a population of uncertain size, it is not always 
possible to reliably estimate their frequency or establish a causal relationship to drug exposure. 
Temporary hyper- or hypopigmentation has been reported with repeated application of tretinoin.

USE IN SPECIFIC POPULATIONS
Pregnancy
Pregnancy Category C
There are no adequate and well-controlled studies in pregnant women. Retin-A Micro should be used 
during pregnancy only if the potential benefit justifies the potential risk to the fetus.
Thirty human cases of temporally associated congenital malformations have been reported during two 
decades of clinical use of tretinoin products. Although no definite pattern of teratogenicity and no causal 
association has been established from these cases, five of the reports describe the rare birth defect 
category holoprosencephaly (defects associated with incomplete midline development of the forebrain). 

The significance of these spontaneous reports in terms of risk to the fetus is not known. 
For purposes of comparison of the animal exposure to systemic human exposure, the MRHD applied 
topically is defined as 1 gram of Retin-A Micro (tretinoin) Gel microsphere, 0.1%, applied daily to a 60 kg 
person (0.017 mg tretinoin/kg body weight).
Pregnant rats were treated with Retin-A Micro (tretinoin) Gel microsphere, 0.1%, at daily dermal doses 
of 0.5 to 1.0 mg/kg/day tretinoin on gestation days 6-15. Alterations were seen in vertebrae and ribs of 
offspring at 5 to 10 times the MRHD based on the body surface area (BSA) comparison.
Pregnant New Zealand White rabbits were treated with Retin-A Micro (tretinoin) Gel microsphere, 0.1%, 
at daily dermal doses of 0.2, 0.5, and 1.0 mg/kg/day tretinoin on gestation days 7-19. Doses were 
administered topically for 24 hours a day while wearing Elizabethan collars to prevent ingestion of the 
drug. Increased incidences of certain alterations, including domed head and hydrocephaly, typical of 
retinoid-induced fetal malformations in this species, were observed at 0.5 and 1.0 mg/kg/day. Similar 
malformations were not observed at 0.2 mg/kg/day, 4 times the MRHD based on BSA comparison. 
Other pregnant rabbits exposed topically for six hours per day to 0.5 or 1.0 mg/kg/day tretinoin while 
restrained in stocks to prevent ingestion, did not show any malformations at doses up to 19 times 
(1.0 mg/kg/day) the MRHD based on BSA comparison, but fetal resorptions were increased at 0.5 mg/kg 
(10 times the MRHD based on BSA comparison).
Oral tretinoin has been shown to cause malformations in rats, mice, rabbits, hamsters, and nonhuman 
primates.
Tretinoin induced fetal malformations in Wistar rats when given orally at doses greater than 1 mg/kg/day 
(10 times the MRHD based on BSA comparison). In the cynomolgus monkey, fetal malformations were 
reported for doses of 10 mg/kg/day but none were observed at 5 mg/kg/day (95 times the MRHD based 
on BSA comparison), although increased skeletal variations were observed at all doses. Dose-related 
increases in embryolethality and abortion also were reported. Similar results have also been reported in 
pigtail macaques.
In oral peri- and postnatal development studies in rats with tretinoin, decreased survival of neonates and 
growth retardation were observed at doses in excess of 2 mg/kg/day (19 times the MRHD based on BSA 
comparison).

Nonteratogenic effects on fetus
Oral tretinoin has been shown to be fetotoxic in rats when administered at doses 24 times the MRHD 
based on BSA comparison.
Topical tretinoin has been shown to be fetotoxic in rabbits when administered at doses 10 times the 
MRHD based on BSA comparison.
Nursing Mothers
It is not known whether tretinoin and/or its metabolites are excreted in human milk. Because many 
drugs are excreted in human milk, caution should be exercised when Retin-A Micro is administered to a 
nursing woman.
Pediatric Use
Safety and effectiveness in children below the age of 12 have not been established.
Geriatric Use
Safety and effectiveness in a geriatric population have not been established. Clinical trials of Retin-A 
Micro (tretinoin) Gel microsphere, 0.1% and 0.04%, did not include sufficient numbers of subjects aged 
65 and over to determine whether they responded differently from younger subjects.

OVERDOSAGE
Oral ingestion of large amounts of the drug may lead to the same side effects as those associated with 
excessive oral intake of Vitamin A.

NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility
Dermal carcinogenicity testing has not been performed with Retin-A Micro (tretinoin) Gel microsphere, 
0.1%, 0.08%, 0.06% or 0.04%.
In a 91-week dermal study in which CD-1 mice were administered 0.017% and 0.035% formulations 
of tretinoin, cutaneous squamous cell carcinomas and papillomas in the treatment area were observed 
in some female mice. These concentrations are near the tretinoin concentration of the 0.04% and 0.1% 
clinical formulations. A dose-related incidence of liver tumors in male mice was observed at those 
same doses. The maximum systemic doses associated with the administered 0.017% and 0.035% 
formulations are 0.5 and 1.0 mg/kg/day tretinoin, respectively. These doses are two and four times the 
MRHD based on BSA comparison.
The biological significance of these findings is not clear because they occurred at doses that exceeded 
the dermal maximally tolerated dose of tretinoin and because they were within the background natural 
occurrence rate for these tumors in this strain of mice.
There was no evidence of carcinogenic potential when 0.025 mg/kg/day of tretinoin was administered 
topically to mice (0.1 times the MRHD based on BSA comparison). Studies in hairless albino mice 
suggest that concurrent exposure to tretinoin may enhance the tumorigenic potential of carcinogenic 
doses of UVB and UVA light from a solar simulator. This effect has been confirmed in a later study in 
pigmented mice, and dark pigmentation did not overcome the enhancement of photocarcinogenesis 
by 0.05% tretinoin. Although the significance of these studies to humans is not clear, patients should 
minimize exposure to sunlight or artificial ultraviolet irradiation sources [see Warnings and Precautions].
The genotoxic potential of tretinoin was evaluated in the Ames assay and in the in vivo mouse 
micronucleus assay, both of which were negative.
The components of the microspheres have shown potential for genetic toxicity and fetal malformation. 
EGDMA, a component of the excipient acrylates copolymer, was positive for induction of structural 
chromosomal aberrations in the in vitro chromosomal aberration assay in mammalian cells in the 
absence of metabolic activation, and negative for genetic toxicity in the Ames assay, and the in vivo 
mouse micronucleus assay.
In oral fertility studies in rats with tretinoin, the no-observable effect level was 2 mg/kg/day (19 times the 
MRHD based on BSA comparison).

PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).
Manufactured for:
Valeant Pharmaceuticals North America LLC  
Bridgewater, NJ 08807 USA
By:
Valeant Pharmaceuticals International, Inc. 
Laval, Quebec H7L 4A8, Canada
Retin-A Micro is a trademark of Valeant Pharmaceuticals International, Inc. or its affiliates.
Microsponge is a registered trademark of AMCOL International Corporation. Any other product/brand 
names are trademarks of the respective owners.
©Valeant Pharmaceuticals North America LLC
Based on 9612500  October 2017    RAM.0025.USA.17
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According to healthcare professionals, the 
number one challenge in medicine these days 
is curbing costs. Survey respondents expressed 
some clear thoughts on how to curb rising health-
care costs beginning with collaboration — we 
need more of it in medicine, said 51% of sur-
vey respondents. By working together as a sin-
gle unit, healthcare professionals may be able 
identify the most eff ective and cost-eff ective 
treatments for patients to reduce pharmaceu-
tical costs. 17% percent said that the industry 
needs more aggressive and expanded utiliza-
tion of management strategies to reduce costs 
and 15% suggest the adoption of clinical path-
ways could curb costs.

“When it comes to working toward a more 
collaborative system, it’s all about the align-
ment of incentives. We need to demonstrate 
effi  cacy and then give the physicians reason to 
care about prescribing the most cost-eff ective 
treatments,” said Doug Chaet, chief managed 
care offi  cer of Sentara Healthcare, chair of the 
American Association of Integrated Health-
care Delivery Systems.

Reducing costs could be achieved by adopt-
ing performance-based pricing, said 39% of 
respondents. 

Perry Cohen, PharmD, CEO of The Phar-
macy Group and the TPG family of compa-
nies, agrees. 

“In the long-term, pharmaceutical compa-
nies need to tie their drug pricing to outcomes. 
Since health plans have medical and pharmacy 
claims data, they can calculate total cost of care 
for patients with certain diseases that are treated 
by specialty pharmaceuticals and can therefore 
measure the benefi t of value of these medica-
tions on the total healthcare spend. This means 
they have the ability to do outcomes based on 
contracting and make pharmaceutical compa-
nies price their drugs accordingly,” he said.

But only 41% said that performance-based 
pricing will be used over reference-based pric-
ing in the next three to fi ve years.

“Performance-based pricing has a great 
appeal, however, to succeed in helping bend 
the cost curve and improve quality, behavior 
and cultural change from all players — patients, 
providers, payers, pharma and other suppliers 
must occur. Healthcare is notoriously slow to 
adopt new approaches and performance-based 
pricing requires all parties to accept risk and 
uncertainty,” said David Schmidt, president 
of TPG International Health Academy and a 
healthcare consultant.

Despite fi nancial forecasts that said biosimi-

WHAT WILL BE THE BIGGEST DRIVER 

OF SPECIALTY DRUG COSTS IN 2018?Q:
New specialty drugs

29%
16%

Other

5%
5%

Growing demand due to aging population/increased prevalence of chronic disease

28%
36%

Manufacturer pricing for new products

22%
20%

Broadened labeled indications and off-label use of existing products

9%
12%

Infl ation rates for specialty drugs already on market

8%
11%

20182017

lars will reduce the cost of specialty drugs, health-
care professionals who took this survey don’t 
really believe those reduced costs will come to 
fruition this year or in years to come. Only 13% 
said that biosimilars will reduce specialty drug 
costs in 2018 and 23% said that we will begin 
to see those cost reductions, but after 2020.

Any cost savings we see from biosimilars this 
year or next will be far outpaced by so many 
other factors — the introduction of new spe-
cialty drugs, the growing healthcare demands 
of baby boomers, the increased prevalence of 
chronic disease, manufacturer pricing, off  label 
use of drugs, expanding indications of exist-
ing drugs and more.

“Early signals indicate that the most signif-
icant factor likely to drive specialty trends in 
2018 will remain the same as it has for the last 
several years,” said David Calabrese, RPh, MHP, 

senior vice president and chief pharmacy offi  cer 
at OptumRx.

Of new drugs approved in the last 12 months, 
one approved for moderate-to-severe atopic der-
matitis — dupixent — ranked as among those 
healthcare professionals are most excited about. 
The others include CAR T-cell therapies (immu-
notherapies for cancer), Ocrevus for primary 
progressive multiple sclerosis, and the gene ther-
apy drug Luxturna (voretigene neparvovec-rzyl) 
for patients with Inherited Retinal Disease.

And, fi nally, survey respondents were asked, 
“Who should play the biggest role in combat-
ing the opioid epidemic?” Physicians should 
take the lead, they said. Specifi cally:  66% are 
in favor of providers taking the lead, 17% for 
government, 10% for payers/PBMs and 7% of 
pharmacists.e
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Patient portals slow to boom

P
atient portals once were seen as a solution to over-
worked staff  and lack of patient engagement. But 
even though they’ve been available for decades, 
portals have yet to meet those lofty expectations, 

a situation for which both patients and doctors share the 
blame, experts say.

Portals enable patients to view their health records and 
lab results online, share the information with other pro-
viders, and exchange secure messages with their doctor 
and practice staff . CMS thought portals were suffi  ciently 
important to require them for EHRs seeking meaning-
ful use certifi cation, and then include them as part of the 
Merit-based Incentive Payment System.

TECHNOLOGY SLOW TO CATCH ON

Patients’ reluctance to use portals is documented in a 
2017 Government Accountability Offi  ce (GAO) report. 
It found that, as of 2015, only 30% of outpatient Medi-
care benefi ciaries were using them, even though 87% 
of Medicare-eligible practices made portals available to 
their patients.

But the fact that most practices now have portal capa-
bility doesn’t mean providers are using the technology to 
its full capacity, says Michael McCoy, M.D., the fi rst chief 
health information offi  cer at the Offi  ce of the National Coor-
dinator for Health Information Technology. 

“Most physicians haven’t really embraced using it in a 
way that shifts workload, which is one of the things online 
access was meant to do,” he explains. For example, many 
practices don’t use portal features, such as allowing patients 
to schedule visits or check-in online, that would save time 
and streamline practice operations.

The GAO report found that portal use is lowest among 
patients at practices in rural or high-poverty areas, areas 
with a higher-than-average percentage of residents over 
age 65, and practices with 10 or fewer providers. In other 

words, age, poverty, and lack of access to broadband often 
are impediments to widespread use of portals.

Those fi ndings are refl ected in physicians’ experiences 
with getting patients to use portals. Charles Cutler, M.D., 
an internist in the Philadelphia suburb of Norristown, Pa., 
says his practice began signing up patients for its portal a 
little over a year ago, but thus far, not many have used it to 
communicate with him. 

“I have a practice that is largely geriatric and blue col-
lar,” he says. “They still prefer to contact me by telephone. 
There just hasn’t been that much interest in e-mail.”

A few of Dr. Cutler’s patients have been using the por-
tal to view results of their lab tests, a fact that he usually 
discovers when the patient comes in for something else. 

“I’ll say, ‘I see you had blood tests a few months ago and 
we haven’t discussed those results,’ and they’ll tell me ‘I 
looked at the results online and they were all normal, so I 
didn’t think I needed to call you,’” he says.

Gordon Jones, M.D., a primary care practitioner in a 
multi-specialty group based in Sikeston, Mo., says he and 
his colleagues began signing up patients for its portal about 
fi ve years ago, but “We have a great deal of diffi  culty per-
suading people to get on it,” he says. He estimates that 
about 10% of his patients are using it.

Part of the problem, he says, lies in Sikeston’s location, 
a rural area 150 miles from St. Louis and Memphis. And 
though most of his patients have internet access, few have 
high-speed broadband in their homes, making portal use 
more diffi  cult.

The challenge is compounded, he says, by older patients’ 
discomfort with computers. 

“But there’s also the problem that if you go to multiple 
doctors, they each have their own portal that you have to 
remember passwords and sign-in codes and everything 
else, so it becomes just one more thing to be hassled with.”

JEFF BENDIX | Staff  Correspondent
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Physicians haven’t 

embraced portals 

in a way that shifts 

workload.

 Patients slow to 

embrace portals as 

a method 

of communication.  

Multiple factors hin-

der use for patients, 

physicians.

Quick TAKES

PATIENT PORTALS CONTINUES ON PAGE 66f
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Some features are benefi cial, but multiple factors hinder full use

Patients want an experience through the portal that they fi nd easy to use 
and where you the doctor, not somebody who is your proxy, communicates 
back to the patient.” Andrew Carroll, M.D., Chandler, Ariz. 

from the
pages of

http://www.medicaleconomics.com/
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} Patient portals slow to fl ourish  FROM PAGE 64

DOCTORS AT FAULT, TOO

Dr. McCoy, who is now CEO of Physician Tech-
nology Services Inc., attributes providers’ unwill-
ingness to fully utilize portal features to the fact 
that they could lead to changes in practice work-
fl ows and/or make some staff  members redun-
dant—neither of which are easy topics for prac-
tices to address. 

“Who wants to talk about staff  reductions? 
They’d rather tick along as they are than make 
some of those hard decisions,” he says.

Moreover, features such as scheduling appoint-
ments online now are routine among other types 
of service providers, and the fact that they’re often 
not available in healthcare adds to patients’ frustra-
tions with portals, Dr. McCoy notes. “If you can 
go online to buy an airplane ticket, select a seat, 
and check in for your fl ight without ever talking 
to a human, what’s so diffi  cult about being able 
to schedule a routine physical exam?”

BENEFITS OF PORTALS

Still, with all their shortcomings, many physi-
cians feel portals benefi t them and their patients 
in a variety of ways. 

“From a doctor’s standpoint, one of the nic-
est parts is the ability to communicate more eas-
ily with patients,” says Betsy Greenleaf, D.O., 
an OB/GYN in a Rumson, N.J., group practice 
that’s been using portals for about fi ve years.

Dr. Greenleaf frequently uses the portal to 
communicate lab results to patients. “For tests 
with normal results, it’s an easy way to send mes-
sages because there’s usually not much discus-
sion involved,” she says. “And it’s great from a 
business standpoint because you don’t spend as 
much time tracking people down and dealing 
with telephone tag.”

Patients also appreciate the ease of commu-
nication, along with features such as the ability 
to request prescription refi lls at any time. “If 
you realize at midnight you need a refi ll, you 
can’t call a doctor, but you can send a message 

through the portal,” she says.
Dr. Greenleaf also likes that portals provide 

opportunities to communicate with and edu-
cate patients beyond face-to-face visits, such as 
e-mailing summaries of visits or links to web-
sites where patients can fi nd additional infor-
mation on a topic.

“I’m a medical professional and even I will 
sometimes leave a doctor’s appointment and 
think, ‘What did he just say?’ So it’s nice to be 
able to go back and look at what I’m supposed to 
do for a follow-up. I think care gets delivered a 
little better because of that,” Dr. Greenleaf says.

Along the same lines, the fact that patients can 
access their doctors’ notes becomes an incentive 
for doctors to ensure their notes are clear and 
accurate, says Robert Rowley, M.D., a health 
IT consultant and primary care practitioner 
in Hayward, Calif. “It requires you to be more 
transparent and accountable for what you write, 
because the audience is no longer just you,” he 
says. “That’s a good thing, in my opinion.”

Andrew Carroll, M.D., owner of a two-phy-
sician primary care practice in Chandler, Ariz., 
says the portal has become a valuable market-
ing tool. He attributes that in part to his mak-
ing an “easy-to-use, robust” portal a priority 
when he purchased his EHR in 2014. In addi-
tion, he strives to respond quickly to messages 
he receives via the portal, and to personalize 
the responses.

For example, he says, when he sends a patient 
their lab results, “I’ll create a secure message 
along the lines of, ‘Your labs are really great, that 
change we made in your meds seems to be work-
ing. Stick with it and I’ll see you in a few months.’ 

“Patients want an experience through the por-
tal that they fi nd easy to use and where you the 
doctor, not somebody who is your proxy, com-
municates back to the patient,” he says.

Dr. Carroll estimates between 15% and 20% 
of his patients use the portal, although they’re 
striving to grow that number by requiring new 

patients to register electronically, including demo-
graphic information, health history, and insur-
ance information. “From day one, we’re trying 
to show patients that we are a practice using a lot 
of tech tools to help our patients engage in their 
healthcare,” he explains.

POSTING LAB RESULTS

Probably the biggest complaint physicians voice 
regarding portals is how patients often respond 
to viewing their lab results: with unnecessary 
worry or by self-diagnosing with the aid of web 
searches. Cutler says he will sometimes get pan-
icked phone calls from patients due to an abnor-
mality as minor as a slightly elevated electro-
lyte level.

“You really need a doctor to interpret test 
results,” he says. “You can’t do it with Google.” 
Dr. Greenleaf agrees. “I don’t always like patients 
having full access to their test results, because 
then they consult Dr. Google and the next thing 
you know, they think they have a deadly disease 
and we’re getting panicked phone calls,” she 
says. “Sometimes too much information is not 
good.” Even viewing lab results can be frustrat-
ing for patients, Dr. McCoy says, despite the fact 
that it’s among the most common reasons they 
use portals. “Not all portals display the results 
well, show the highs and lows, and where the 
patient fi ts in that range, so the patient winds 
up getting more raw data than usable informa-
tion,” he says.

Dr. Rowley, too, has had to talk down pan-
icked patients, but sees it as part of the transfor-
mation of the physician’s responsibility brought 
about by portals and other forms of doctor-patient 
communication. 

“The role of physicians is evolving from being 
the keeper of all the facts, which we dole out to 
the patient, to being one of the facts are there 
for everyone to see ... For me, that’s the most 
rewarding position for a physician to be in,” Dr. 
Rowley says. e

AUGUST 2018

66
business
Drug Costs  56          Financial Metrics  58          Medical Errors  60          PATIENT PORTALS          Cosmetic Regulations  68

DermatologyTimes®

“ I’m a medical professional and even I will sometimes 

leave a doctor’s appointment and think, ‘What did he just say?’”

Betsy Greenleaf, D.O., OB/GYN, Rumson, N.J.
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T
he Food and Drug Administration is in the pro-
cess of evaluating scientifi c data on the safety 
of probiotics and postbiotics in cosmetics, said 
Linda Katz, M.D., director of the Offi  ce of Cos-

metics and Color for the FDA.
In speaking at the Skin Microbiome Con-

gress in Boston in May, Dr. Katz, said that 
although probiotics may have actual live 
microorganisms, the FDA currently does 
not have a position on the use of probiot-

ics or postbiotics in cosmetics. Probiotics is a multi-bil-
lion dollar industry estimated to grow 7 percent globally 
in the coming years. Topical cosmetics with probiotics is 
of particular interest to manufacturers and is rapidly grow-
ing area in cosmetics.

According to the Global New Products Database, the 
use of probiotics has grown exponentially since 2004 when 
there was no new production to 2017, when its use in skin 
care products, shower products, hair products, deodor-
ants and color cosmetics skyrocketed.

But what consumers may not realize, Dr. Katz says, is 
that 90 percent of cosmetic products that carry “probiotic 
labels” actually have “postbiotics,” which consists of met-
abolic byproducts from probiotics.

To date, there is no legal defi nition of probiotics in the 
United States, but published studies have reported that 
probiotics can change the composition and function of 

the microbiome, which is distinct at each site. Probiotics 
have been proposed to be used as a strategy to promote 
microbial diversity, but when added to products, there is 
concern that the use of probiotics will change the exist-
ing microbiome of the skin.

Other unknowns Dr. Katz raised in her presentation 

include:

• Are probiotics still alive in the cosmetics that have 
preservatives?

• Does the presence of probiotics have an eff ect on prod-
uct safety?
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REGULALTIONSCONTINUES ON PAGE 70f

Time to regulate probiotics 
in cosmetics?

BOB KRONEMYER | Staff  Correspondent

Drugs are evaluated 

premarket for 

effi cacy and safety.

Cosmetics are 

evaluated postmarket 

for safety alone.

Some products 

qualify as both a 

cosmetic and a drug 

for which drug 

regulations govern.

Quick TAKES

Dr. Katz

The FDA is reviewing the scientifi c data associated 
with probiotic use in cosmetics
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Is it a Cosmetic, Drug or Both?

03
ANTICARIES
TOOTHPASTE 04

ANTIPERSPIRANT
DEODORANT02

ANTIDANDRUFF
SHAMPOO01

ANTIMICROBIAL
CLEANSER

Answer: Each of these is considered both a cosmetic and drug.

What is a Cosmeceutical?
THE TERM cosmeceutical is not defi ned by any regulation, Dr. 

Katz said. “This is a term that was supposed to be a cosmetic 

that does more than a traditional cosmetic.”

Most cosmeceuticals, though, affect both structure and 

function; therefore, they are to be classifi ed as drugs or drug-

cosmetics,  depending on the claims.

Despite the confusion, the FDA is not considering develop-

ing a defi nition of cosmeceutical. Nor is there a legal defi ni-

tion for “personal care products.”
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• Is there an eff ect on product quality?
• What are the intended functions of probiot-

ics in cosmetics?
• Are there special considerations for manu-

facturing cosmetics containing probiotics?
• How can cosmetics containing live microor-

ganisms meet existing microbial contami-
nation limits?

• Does the presence of probiotics in cosmet-
ics aff ect the shelf life and storage products?

• How are probiotic cosmetics regulated by 
other countries?

And while many countries, including the 
United States, have moved to adopt regula-
tions for probiotic use in foods and biotherapeu-
tic pharmaceuticals, there are no regulations in 
the U.S. or abroad, or even international guide-
lines on the regulation of probiotics in cosmet-
ics. Another need, she said, is the harmoniza-

tion of standards in the U.S., Canada and the 
European Countries.

EXISTING LAWS AND PRACTICES

In her presentation, Dr. Katz reviewed existing 
laws and recommended practices for cosmetic 
manufacturing.

First, the FDA does not have any premarket 
authority, only limited postmarket authority over 
cosmetics, she said. “However, prior to market-
ing, companies or individuals who manufacture 
or market cosmetics have a legal responsibility to 
ensure the safety of their products. The law does 
not require specifi c tests to demonstrate safety 
of the individual products or ingredients, and 
the law does not require that these products be 
sterile, or for the companies to share this infor-
mation with the FDA,” she said. However, the 
law does prohibit adulterated and misbranded 

} Regulations are in place for probiotics in food, but not in cosmetics FROM PAGE 68
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“ There is no legal defi nition for “cosmeceutical” 
or “personal care products.”

Linda Katz, M.D., director, Offi  ce of Cosmetics and Color, FDA

No pre-market 

approval required

No pre-market 

clearance of safety 

or effi cacy

GMP is voluntary

No mandatory 

establishment 

or product registration

Adverse events report-

ing is not mandatory

No prescription required

Cosmetics
Pre-market approval 

or monograph

Safety and Effi cacy

GMP is-mandatory

Establishments 

and products must 

be registered

Serious adverse 

events must be 

reported to the FDA

No prescription 

required

OTC Drug

cosmetics.
In manufacturing cosmetics, there are no 

required good manufacturing practices (GMPs). 
“It is by guidance only. Manufacturers are not 
required to register their product. It is strictly 
voluntary. Adverse event reporting is also vol-
untary,” she said.

When a product is considered both a cos-
metic and a drug, such as anti-dandruff  sham-
poo, antimicrobial cleansers, antiperspirant 
deodorant or anticaries toothpaste, produc-
ers must abide by drug regulations by regis-
tering the product, following GMPs and report-
ing serious adverse events.

The  Federal Food, Drug, and Cosmetic Act 
(FD&C) defi nes a cosmetic as a product that 
cleanses, beautifi es, promotes attractiveness or 
alters appearance. Whereas it defi nes a drug as 
a product that is used to treat, prevent or miti-
gate disease in a way that aff ects the structure 
of function of the body.

“When using either a cosmetic or a drug, it is 
important that if an adverse event occurs, that 
it be reported to the FDA, especially for cos-
metics,” Dr. Katz says. “This will help guide 
us in where our priorities need to lie and how 
we devote our resources to ensure that only safe 
products remain on the marketplace.”

“If a clinician is selling a product that is mak-
ing drug claims, that product needs to be evalu-
ated for effi  cacy and safety under the FDA drug 
regulations,” Dr. Katz states.

When a product falls under both a drug and 
cosmetic classifi cation, it will require premar-
ket approval through a new drug route or exist-
ing monograph. “For those drugs falling under 
the monograph, there are strict guidelines as to 
what ingredients can be included in these prod-
ucts and how these products are to be labeled,” 
Dr. Katz says. 

In most cases, there are rules as to how the 
active and excipient ingredients can be mixed 
and matched, and for what purposes the drug 
can be marketed. e
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CASTLE ROCK, COLORADO
General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

COLORADO
Mohs Surgeon Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com
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We Buy Practices

t Retiring
t Monetization of your practice
t Locking in your value now
t Succession planning
t Sell all or part of your practice

Please call Jeff Queen at
(866) 488-4100 or 

email WeBuy@MyDermGroup.com
www.MyDermGroup.com

Expert Services for:

Buying or Selling a Practice

Practice Appraisal

Practice Financing

Partner Buy-in or Buy-out

PRACTICE SALES 
& APPRAISAL

Call for a Free Consultation

(800) 416-2055
www.TransitionConsultants.com

PRODUCTS

PRODUCTS & SERVICES

OTC PRODUCTS

PRACTICE FOR SALE

NATIONAL

Joanna Shippoli
Account Manager

440-891-2615

Joanna.Shippoli@ubm.com

CAREERS

NATIONAL CALIFORNIA

ARIZONA

COLORADO

CONNECTICUT

MOHS SURGEON
MULTIPLE PART TIME OPPORTUNITIES

Enfield, CT 2-3 days/mo

Groton, CT 1-2 days/mo

Sanford,NC 2-3 days/mo

White Plains, MD 6-7 days/mo

Contact Karey, (866) 488-4100 or
www.MyDermGroup.com

CLINTON, CONNECTICUT

Partnership available. Established practice. 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

SOUTHBURY, CONNECTICUT

Partnership available. Established practice. 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.comYUMA, ARIZONA
Partnership Available 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

WATERBURY, CONNECTICUT

Partnership available. Established practice. 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

SONOMA, CALIFORNIA
Great opportunity for FT dermatologist. 

Contact Karey, (866) 488-8100 or 

www.MyDermGroup.com

Classifieds Works
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PUNTA GORDA/PORT CHARLOTTE, FLORIDA

General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

CAPE CORAL, FLORIDA

General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

ST. PETE, FLORIDA

General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

OCALA, FLORIDA
General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

KALAMAZOO, MICHIGAN
General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

ALBANY, GEORGIA
General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

LANSING, MICHIGAN
General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

Advertise Now
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®

Place a recruitment ad in 

Dermatology Times — 

in print or online.

Joanna Shippoli
Account Manager

440-891-2615

joanna.shippoli@ubm.com

Narrow your candidate 

search to the best.

FLORIDA

FLORIDA

GEORGIA

MARYLAND

IDAHO

MASSACHUSETTS

MICHIGAN

MISSISSIPPI

NEVADA

CAREERS

NEW JERSEY

Excellent opportunity for F/T P/T BC/

BE Dermatologist and Fellowship 

trained Mohs Surgeon. Join us at 

Palm Beach Dermatology, a well-es-

tablished, unique physician owned 

growing practice.

Among our physicians, we have cre-

ated a source of referrals by both 

patients and physicians in the com-

munities that we have served for 

over 30 years. We offer a very com-

petitive salary & excellent benefits. 

If you are motivated, driven, and 

seeking a great work/life balance, 

please send your confidential CV to 

afssk6894@aol.com

palmbeachdermatology.com

WHITE PLAINS, MARYLAND

Partnership available. Established practice. 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

BOSTON, MASSACHUSETTS
Excellent opportunity for a FT dermatologist 

to join an established practice. Contact Karey, 

(866) 488-8100 or www.MyDermGroup.com

GAINESVILLE, FLORIDA
Excellent opportunity for a FT dermatologist 

to join an established practice. Contact Karey, 

(866) 488-8100 or www.MyDermGroup.com

CENTRAL, NEW JERSEY
Excellent opportunity for a FT dermatologist 

to join an established practice. Contact Karey, 

(866) 488-8100 or www.MyDermGroup.com

RENO, NEVADA
Associate Opportunity 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

BOISE, IDAHO
Great opportunity for FT dermatologist. 

Contact Karey, (866) 488-8100 or 

www.MyDermGroup.com

GREENVILLE, MISSISSIPPI
Great opportunity for FT dermatologist. 

Contact Karey, (866) 488-8100 or 

www.MyDermGroup.com

DISTRICT OF COLUMBIA

WASHINGTON, DC
Great opportunity for FT dermatologist. 

Contact Karey, (866) 488-8100 or 

www.MyDermGroup.com
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BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION

This Brief Summary does not include all the information needed to use ONEXTON Gel 

safely and effectively. See full prescribing information for ONEXTON Gel.

ONEXTON™ (clindamycin phosphate and benzoyl peroxide) Gel, 1.2%/3.75%, for 

topical use

Initial U.S. Approval: 2000

CONTRAINDICATIONS

Hypersensitivity

ONEXTON Gel is contraindicated in those individuals who have shown hypersensitivity 

to clindamycin, benzoyl peroxide, any components of the formulation, or lincomycin. 

Anaphylaxis, as well as allergic reactions leading to hospitalization, has been reported in 

postmarketing use with ONEXTON Gel [see Adverse Reactions]

WARNINGS AND PRECAUTIONS

Colitis

Systemic absorption of clindamycin has been demonstrated following topical use of 

clindamycin. Diarrhea, bloody diarrhea, and colitis (including pseudomembranous colitis) 

have been reported with the use of topical and systemic clindamycin. If significant diarrhea 

occurs, ONEXTON Gel should be discontinued.

Severe colitis has occurred following oral and parenteral administration of clindamycin 

with an onset of up to several weeks following cessation of therapy. Antiperistaltic agents 

such as opiates and diphenoxylate with atropine may prolong and/or worsen severe colitis. 

Severe colitis may result in death.

Studies indicate toxin(s) produced by Clostridia is one primary cause of antibiotic-associated colitis. 

The colitis is usually characterized by severe persistent diarrhea and severe abdominal cramps and 

may be associated with the passage of blood and mucus. Stool cultures for Clostridium difficile and 

stool assay for C. difficile toxin may be helpful diagnostically.

Ultraviolet Light and Environmental Exposure

Minimize sun exposure (including use of tanning beds or sun lamps) following drug 

application [see Nonclinical Toxicology].

ADVERSE REACTIONS

The following adverse reaction is described in more detail in the Warnings and Precautions 

section of the label:

Colitis [see Warnings and Precautions].

Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates 

observed in clinical trials of a drug cannot be directly compared to rates observed in the clinical 

trials of another drug and may not reflect the rates observed in clinical practice.

These adverse reactions occurred in less than 0.5% of subjects treated with ONEXTON  

Gel: burning sensation (0.4%); contact dermatitis (0.4%); pruritus (0.4%); and rash (0.4%).

During the clinical trial, subjects were assessed for local cutaneous signs and symptoms of 

erythema, scaling, itching, burning and stinging. Most local skin reactions either were the 

same as baseline or increased and peaked around week 4 and were near or improved from 

baseline levels by week 12. The percentage of subjects that had symptoms present before 

treatment (at baseline), during treatment, and the percent with symptoms present at week 12 

are shown in Table 1.

Table 1: Local Skin Reactions - Percent of Subjects with Symptoms Present. Results 

from the Phase 3 Trial of ONEXTON Gel 1.2%/3.75% (N = 243)

*Mod. = Moderate

Postmarketing Experience

Because postmarketing adverse reactions are reported voluntarily from a population of 

uncertain size, it is not always possible to reliably estimate their frequency or establish a 

causal relationship to drug exposure.

Anaphylaxis, as well as allergic reactions leading to hospitalizations, has been reported in 

postmarketing use of products containing clindamycin phosphate/benzoyl peroxide.

DRUG INTERACTIONS

Erythromycin

Avoid using ONEXTON Gel in combination with topical or oral erythromycin-containing 

products due to its clindamycin component. In vitro studies have shown antagonism 

between erythromycin and clindamycin. The clinical significance of this in vitro antagonism 

is not known.

Concomitant Topical Medications

Concomitant topical acne therapy should be used with caution since a possible cumulative 

irritancy effect may occur, especially with the use of peeling, desquamating, or abrasive 

agents. If irritancy or dermatitis occurs, reduce frequency of application or temporarily 

interrupt treatment and resume once the irritation subsides. Treatment should be 

discontinued if the irritation persists.

Neuromuscular Blocking Agents

Clindamycin has been shown to have neuromuscular blocking properties that may enhance 

the action of other neuromuscular blocking agents. ONEXTON Gel should be used with 

caution in patients receiving such agents.

USE IN SPECIFIC POPULATIONS

Pregnancy

Pregnancy Category C.

There are no adequate and well-controlled studies in pregnant women treated with 

ONEXTON Gel. ONEXTON Gel should be used during pregnancy only if the potential benefit 

justifies the potential risk to the fetus.

Animal reproductive/developmental toxicity studies have not been conducted with 

ONEXTON Gel or benzoyl peroxide. Developmental toxicity studies of clindamycin performed 

in rats and mice using oral doses of up to 600 mg/kg/day (240 and 120 times amount of 

clindamycin in the highest recommended adult human dose based on mg/m2, respectively) 

or subcutaneous doses of up to 200 mg/kg/day (80 and 40 times the amount of 

clindamycin in the highest recommended adult human dose based on mg/m2, respectively) 

revealed no evidence of teratogenicity.

Nursing Mothers

It is not known whether clindamycin is excreted in human milk after topical application of 

ONEXTON Gel. However, orally and parenterally administered clindamycin has been reported 

to appear in breast milk. Because of the potential for serious adverse reactions in nursing 

infants, a decision should be made whether to use ONEXTON Gel while nursing, taking into 

account the importance of the drug to the mother. 

Pediatric Use

Safety and effectiveness of ONEXTON Gel in pediatric patients under the age of 12 have not 

been evaluated.

Geriatric Use

Clinical trials of ONEXTON Gel did not include sufficient numbers of subjects aged 65 and 

older to determine whether they respond differently from younger subjects.

NONCLINICAL TOXICOLOGY

Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity, mutagenicity and impairment of fertility testing of ONEXTON Gel have not 

been performed.

Benzoyl peroxide has been shown to be a tumor promoter and progression agent in 

a number of animal studies. Benzoyl peroxide in acetone at doses of 5 and 10 mg 

administered topically twice per week for 20 weeks induced skin tumors in transgenic 

Tg.AC mice. The clinical significance of this is unknown.

Carcinogenicity studies have been conducted with a gel formulation containing  

1% clindamycin and 5% benzoyl peroxide. In a 2-year dermal carcinogenicity study in mice, 

treatment with the gel formulation at doses of 900, 2700, and 15000 mg/kg/day (1.8, 5.4, and 

30 times amount of clindamycin and 2.4, 7.2, and 40 times amount of benzoyl peroxide in the 

highest recommended adult human dose of 2.5 g ONEXTON Gel based on mg/m2, respectively) 

did not cause any increase in tumors. However, topical treatment with a different gel formulation 

containing 1% clindamycin and 5% benzoyl peroxide at doses of 100, 500, and 2000 mg/kg/

day caused a dose-dependent increase in the incidence of keratoacanthoma at the treated 

skin site of male rats in a 2-year dermal carcinogenicity study in rats. In an oral (gavage) 

carcinogenicity study in rats, treatment with the gel formulation at doses of 300, 900 and 3000 

mg/kg/day (1.2, 3.6, and 12 times amount of clindamycin and 1.6, 4.8, and 16 times amount of 

benzoyl peroxide in the highest recommended adult human dose of 2.5 g ONEXTON Gel based 

on mg/m2, respectively) for up to 97 weeks did not cause any increase in tumors. In a 52-week 

dermal photocarcinogenicity study in hairless mice, (40 weeks of treatment followed by 12 

weeks of observation), the median time to onset of skin tumor formation decreased and the 

number of tumors per mouse increased relative to controls following chronic concurrent topical 

administration of the higher concentration benzoyl peroxide formulation (5000 and 10000 mg/

kg/day, 5 days/week) and exposure to ultraviolet radiation.

Clindamycin phosphate was not genotoxic in the human lymphocyte chromosome aberration 

assay. Benzoyl peroxide has been found to cause DNA strand breaks in a variety of mammalian 

cell types, to be mutagenic in S. typhimurium tests by some but not all investigators, and to 

cause sister chromatid exchanges in Chinese hamster ovary cells.

Fertility studies have not been performed with ONEXTON Gel or benzoyl peroxide, but 

fertility and mating ability have been studied with clindamycin. Fertility studies in rats 

treated orally with up to 300 mg/kg/day of clindamycin (approximately 120 times the 

amount of clindamycin in the highest recommended adult human dose of 2.5 g ONEXTON 

Gel, based on mg/m2) revealed no effects on fertility or mating ability.

PATIENT COUNSELING INFORMATION

See FDA-approved patient labeling (Patient Information).

Manufactured for:

Valeant Pharmaceuticals North America LLC

Bridgewater, NJ 08807 USA

By:

Valeant Pharmaceuticals International, Inc.

Laval, Quebec H7L 4A8, Canada

U.S. Patent 8,288,434

Onexton is a trademark of Valeant Pharmaceuticals International, Inc. or its affiliates.

©Valeant Pharmaceuticals North America LLC

Rev 10/2016

9432702

ONX.0075.USA.17

Before Treatment

(Baseline)

Maximum During

 Treatment

End of Treatment

(Week 12)

Mild Mod.* Severe Mild Mod.* Severe Mild Mod.* Severe

Erythema 20 6 0 28 5 <1 15 2 0

Scaling 10 1 0 19 3 0 10 <1 0

Itching 14 3 <1 15 3 0 7 2 0

Burning 5 <1 <1 7 1 <1 3 <1 0

Stinging 5 <1 0 7 0 <1 3 0 <1

http://www.onexton.com/
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Psoriasis is a common 
disease affecting approxi-
mately 7.5 million patients 
in the United States, 1.5 
million (20%) of which have 
moderate to severe psoriasis 
(affecting more than 10% 
of their body surface area). 
Dr. Menter, chairman of 
dermatology, Baylor Univer-
sity Medical Center, Dallas, 
says that less than 500,000 
of 1.5 million patients with 
moderate to severe psoriasis 
are currently being treated 
with any form of systemic or 
biologic therapy. Therefore, 
over 1 million patients with 
moderate to severe psoriasis 
in the United States are not 
receiving appropriate therapy. In addition to inap-
propriate drug selection, Dr. Menter says a patient’s 
adherence to prescribed therapies can also signifi-
cantly contribute to inadequate disease control and 
suboptimal treatment outcomes.

ADHERENCE
Adherence in psoriasis has always been an issue, 
particularly for patients with mild to moderate symp-
toms who are typically prescribed topical regimens. 
As psoriasis is a life-long disease without cure, many 
patients over time can become frustrated and indif-
ferent towards a positive outcome for their disease and 
will not regularly apply therapy as advised by their 
doctor. 

“People are very busy today and find it difficult to 

COMPREHENSIVE PSORIASIS MANAGEMENT
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Clinicians must allow more time to assess for comorbidities, 
improve symptoms, enhance QoL

Take AWAYS

Less than 500,000 of 

1.5 million patients with 

moderate to severe 

psoriasis are being 

treated with systemic 

or biologic therapy.

Over 1 million patients 

with moderate to 

severe psoriasis in the 

United States are not 

receiving appropriate 

therapy.

The right therapeutic 

vehicle can be instru-

mental in improving 

treatment outcomes.

Consult Time CONTINUED ON PAGE 5

Longer consults may 
improve outcomes

by Ilya Petrou, M.D. | Staff Correspondent

“We have to recognize as dermatologists that we 
are dealing with a systemic disease. Patients with 
moderate to severe psoriatic disease will likely also 
have multiple comorbidities, including cardiovascular 
disease, that need to be actively addressed alongside 
the typical skin signs and symptoms. As such, we need 
to spend more time with our psoriasis patients in clin-
ical practice during the consultation to help improve 
symptoms, increase the quality of life and assess for 
comorbidities for a significant number of patients,” 
said Alan Menter, M.D., an author of the study.

A 
recent article in Seminars in Cutaneous Medi-

cine and Surgery addressing the mosaic 

of steps and strategies for optimizing  the 

management of psoriasis confirms a complexity 

of considerations, including patient adherence to 

prescribed therapies and the choice of appropriate medi-

cine individualized to each case. Appropriate patient 

education is important with the overall goal of increasing 

the patient’s quality of life.

THE PATIENT WEIGHS IN: 
PSORIASIS SYMPTOM INVENTORY (PSI)
PSI is designed to allow patients to score their disease 
severity from zero (not at all severe) to four (very severe) 
for each of the following eight disease symptoms. A 
better understanding of the patient’s psychological 
state regarding their disease can help clinicians choose 
an appropriate therapeutic plan.

1. ITCH

2. REDNESS

3. SCALING

4. BURNING

5. STINGING

6. CRACKING

7. FLAKING

8. PAIN
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BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION FOR SILIQ™ 
(BRODALUMAB) INJECTION

This Brief Summary does not include all the information needed to use SILIQ safely and 
effectively. See full prescribing information for SILIQ 

SILIQ™ (brodalumab) injection, for subcutaneous use. Initial U.S. Approval: 2017

WARNING: SUICIDAL IDEATION AND BEHAVIOR

Suicidal ideation and behavior, including completed suicides, have occurred 
in patients treated with SILIQ. Prior to prescribing SILIQ, weigh the potential 
risks and benefits in patients with a history of depression and/or suicidal 
ideation or behavior. Patients with new or worsening suicidal ideation and 
behavior should be referred to a mental health professional, as appropriate. 
Advise patients and caregivers to seek medical attention for manifestations 
of suicidal ideation or behavior, new onset or worsening depression, 
anxiety, or other mood changes [see Warnings and Precautions]. 

Because of the observed suicidal behavior in subjects treated with SILIQ, 
SILIQ is available only through a restricted program under a Risk Evaluation 
and Mitigation Strategy (REMS) called the SILIQ REMS Program [see 
Warnings and Precautions]. 

CONTRAINDICATIONS

SILIQ is contraindicated in patients with Crohn’s disease because SILIQ may cause 
worsening of disease [see Warnings and Precautions].

WARNINGS AND PRECAUTIONS

Suicidal Ideation and Behavior: Suicidal ideation and behavior, including 4 completed 
suicides, occurred in subjects treated with SILIQ in the psoriasis clinical trials. There 
were no completed suicides in the 12-week placebo-controlled portion of the trials. 
SILIQ users with a history of suicidality or depression had an increased incidence of 
suicidal ideation and behavior as compared to users without such a history [see Adverse 
Reactions]. A causal association between treatment with SILIQ and increased risk of 
suicidal ideation and behavior has not been established. 

Prescribers should weigh the potential risks and benefits before using SILIQ in patients 
with a history of depression or suicidality. Patients with new or worsening symptoms 
of depression or suicidality should be referred to a mental health professional, as 
appropriate. Advise patients and caregivers to seek medical attention for manifestations 
of suicidal ideation and behavior, new onset or worsening depression, anxiety, or other 
mood changes. Prescribers should also re-evaluate the risks and benefits of continuing 
treatment with SILIQ if such events occur. 

Because of the observed suicidal ideation and behavior in subjects treated with SILIQ, if 
an adequate response to SILIQ has not been achieved within 12 to 16 weeks, consider 
discontinuing therapy. 

SILIQ is available only through a restricted program under a REMS [see Warnings  
and Precautions].

SILIQ REMS Program: SILIQ is available only through a restricted program under a 
REMS called the SILIQ REMS Program because of the observed suicidal ideation and 
behavior in subjects treated with SILIQ [see Warnings and Precautions].

Notable requirements of the SILIQ REMS Program include the following:

• Prescribers must be certified with the program. 

• Patients must sign a Patient-Prescriber Agreement Form. 

•  Pharmacies must be certified with the program and must only dispense to patients 
who are authorized to receive SILIQ.

Further information, including a list of qualified pharmacies, is available at www.
SILIQREMS.com or by calling the SILIQ REMS Program Call Center at 855-511-6135.

Infections: SILIQ may increase the risk of infections. In clinical trials, subjects treated 
with SILIQ had a higher rate of serious infections than subjects treated with placebo 
(0.5% versus 0.2%) and higher rates of fungal infections (2.4% versus 0.9%). One case 
of cryptococcal meningitis occurred in a subject treated with SILIQ during the 12-week 
randomized treatment period and led to discontinuation of therapy [see Adverse Reactions]. 

During the course of clinical trials for plaque psoriasis, the exposure-adjusted rates for 
infections and serious infections were similar in the subjects treated with SILIQ and those 
treated with ustekinumab. 

In patients with a chronic infection or a history of recurrent infection, consider the risks 
and benefits prior to prescribing SILIQ. Instruct patients to seek medical help if signs or 
symptoms of clinically important chronic or acute infection occur. If a patient develops a 
serious infection or is not responding to standard therapy for the infection, monitor the 
patient closely and discontinue SILIQ therapy until the infection resolves.

Risk for Latent Tuberculosis Reactivation: Evaluate patients for tuberculosis (TB) 
infection prior to initiating treatment with SILIQ. Do not administer SILIQ to patients with 
active TB infection. Initiate treatment for latent TB prior to administering SILIQ. 

Consider anti-TB therapy prior to initiation of SILIQ in patients with a past history of latent or 
active TB in whom an adequate course of treatment cannot be confirmed. Closely monitor 
patients receiving SILIQ for signs and symptoms of active TB during and after treatment.

Crohn’s Disease: In psoriasis trials, which excluded subjects with active Crohn’s 
disease, Crohn’s disease occurred in one subject during treatment with SILIQ and led to 

discontinuation of therapy. In other trials, exacerbation of Crohn’s disease was observed 
with SILIQ use. 

SILIQ is contraindicated in patients with Crohn’s disease.

Discontinue SILIQ if the patient develops Crohn’s disease while taking SILIQ. 

Immunizations: Avoid use of live vaccines in patients treated with SILIQ. No data 
are available on the ability of live or inactive vaccines to elicit an immune response in 
patients being treated with SILIQ.

ADVERSE REACTIONS 

The following serious adverse reactions are discussed in greater detail in other sections 
of labeling:

• Suicidal Ideation and Behavior [see Warnings and Precautions]

• Infections [see Warnings and Precautions]

• Crohn’s Disease [see Contraindications, Warnings and Precautions]

Clinical Trial Experience: Because clinical trials are conducted under widely varying 
conditions, adverse reaction rates observed in the clinical trials of a drug cannot be 
directly compared to rates in the clinical trials of another drug and may not reflect the 
rates observed in practice.

The overall safety population included 4558 subjects (3066 SILIQ, 613 ustekinumab, 
879 placebo) in controlled clinical trials and open-label extension studies. The majority 
of subjects were male (69%), white (91%), and aged 40-64 years old (58%). One-
third of subjects reported previous biologic use prior to enrollment. Across the clinical 
development program, 4464 subjects received at least one dose of SILIQ; 3755 subjects 
were exposed to SILIQ for at least 1 year. 

Weeks 0 to 12: Data from one multicenter, randomized, placebo-controlled trial (Trial 
1), two multicenter, randomized, placebo- and active-controlled trials (Trials 2 and 3), 
and one dose-finding trial (Trial 4) in plaque psoriasis were pooled to evaluate the safety 
of SILIQ (210 mg weekly at Weeks 0, 1, and 2, followed by treatments every 2 weeks 
[Q2W]) compared to placebo for up to 12 weeks after treatment initiation. 

During the 12-week, randomized treatment period, about 1% of the subjects in the 
treatment groups (SILIQ, ustekinumab and placebo) discontinued treatment because of 
adverse events. Adverse events leading to discontinuation of SILIQ included neutropenia, 
arthralgia, and urticaria. The proportion of subjects who developed serious adverse 
events was similar among the SILIQ, ustekinumab, and placebo groups.

Table 1 summarizes the adverse reactions that occurred at a rate of at least 1% and 
at a higher rate in the SILIQ 210 mg Q2W group than in the placebo group during the 
12-week randomized treatment period of the pooled trials.

Table 1: Adverse Reactions Occurring in *1% of Subjects in the SILIQ Group 
and More Frequently than in the Placebo Group in Plaque Psoriasis Trials 
through Week 12

Adverse Reactions Placebo  
(N=879)  

n (%)

SILIQ 210 mg  
every 2 weeksa  

(N=1496)  
n (%)

Ustekinumab  
(N=613)b

n (%)

Arthralgia 29 (3.3) 71 (4.7) 15 (2.4)

Headache 31 (3.5) 64 (4.3) 23 (3.8)

Fatigue 10 (1.1) 39 (2.6) 16 (2.6)

Diarrhea 10 (1.1) 33 (2.2) 5 (0.8)

Oropharyngeal pain 10 (1.1) 31 (2.1) 8 (1.3)

Nausea 10 (1.1) 28 (1.9) 6 (1.0)

Myalgia 3 (0.3) 26 (1.7) 4 (0.7)

Injection site reactions
(pain, erythema, bruising,  
hemorrhage, pruritus) 

11 (1.3) 23 (1.5) 12 (2.0)

Influenza 4 (0.5) 19 (1.3) 7 (1.1)

Neutropenia 4 (0.5) 15 (1.0) 5 (0.8)

Tinea infections
(tinea pedis, versicolor, cruris)

2 (0.2) 15 (1.0) 3 (0.5)

a  subjects receiving 210 mg of SILIQ at Weeks 0, 1, and 2, followed by treatment every 
two weeks during the 12-week period

b Trials 2 and 3 included the active comparator, ustekinumab.

Adverse reactions that occurred in less than 1% of subjects in the SILIQ group through 
Week 12 were conjunctivitis and candida infections (including oral [0.2%], genital 
[0.1%], and esophageal [0.1%] versus none in the placebo group).

Week 0 to End of Trial: Through Week 52, exposure-adjusted rates of serious adverse 
events were similar between subjects treated with SILIQ and those treated with 
ustekinumab. Through the end of the trial, the exposure-adjusted rates of treatment-
emergent serious adverse events were similar to those seen in the 52-week period in the 
subjects treated with SILIQ.

Specific Adverse Reactions: Suicidal Ideation and Behavior–During the 12-week 
randomized treatment period in the pooled trials, one subject in the SILIQ group 
attempted suicide and none in the placebo or ustekinumab groups. From initiation 
through Week 52 of the trials, suicidal ideation or behavior occurred in 7 of 4019 

http://ortho-dermatologics.com/


subjects (0.2 per 100 subject-years) treated with SILIQ and in 2 of 613 subjects (0.4 per 
100 subject-years) treated with ustekinumab. 

During the course of the clinical trials for plaque psoriasis, suicidal ideation or behavior 
occurred in 34 of 4464 subjects treated with SILIQ (0.37 per 100 subject-years). Eight of 
the 10 subjects who attempted or completed suicide had a history of depression and/or 
suicidal ideation or behavior [see Warnings and Precautions].

Infections–During the 12-week randomized treatment period, infections occurred in 
25.4% of the SILIQ group compared to 23.4% of the placebo group. The majority of 
infections consisted of nasopharyngitis, upper respiratory tract infection, pharyngitis, 
urinary tract infections, bronchitis, and influenza, and did not necessitate treatment 
discontinuation. The SILIQ group had a higher rate of fungal infections compared to the 
placebo group (1.8% vs 0.9%). The fungal infections were primarily non-serious skin and 
mucosal candida infections [see Warnings and Precautions]. 

Neutropenia–During the 12-week randomized treatment period, neutropenia occurred 
in 0.7% of subjects in the SILIQ group. Most adverse reactions of neutropenia were 
transient. In subjects with normal absolute neutrophil count (ANC) at baseline, a 
reduction in ANC occurred in 6.8% of subjects in the SILIQ group, compared to 3.3% in 
the ustekinumab group, and 3.6% in the placebo group. Neutropenia *Grade 3 (<1000/
mm3) occurred in 0.5% of subjects in the SILIQ group compared to 0.2% of subjects in 
the ustekinumab group and none in the placebo group. From Week 0 to end of trial, the 
exposure-adjusted rate of treatment-emergent neutropenia was 0.4 per 100 subject-
years (0.1 per 100 subject-years were *Grade 3). No serious infections were associated 
with cases of neutropenia. 

Immunogenicity: As with all therapeutic proteins, there is potential for immunogenicity 
with SILIQ. Approximately 3% of subjects treated with SILIQ developed antibodies to 
brodalumab through the 52-week treatment period. Of the subjects who developed 
antibodies to brodalumab, none had antibodies that were classified as neutralizing. 
However, the assay to test for neutralizing antibodies had limitations detecting 
neutralizing antibodies in the presence of brodalumab; therefore, the incidence of 
neutralizing antibody development could be underestimated.

The detection of antibody formation is highly dependent on the sensitivity and specificity 
of the assay. Additionally, the observed incidence of antibody (including neutralizing 
antibody) positivity in an assay may be influenced by several factors, including assay 
methodology, sample handling, timing of sample collection, concomitant medications, 
and underlying disease. For these reasons, comparison of the incidence of antibodies to 
SILIQ with the incidence of antibodies to other products may be misleading.

DRUG INTERACTIONS 

Live Vaccinations: Avoid use of live vaccines in patients treated with SILIQ [see 
Warnings and Precautions].

CYP450 Substrates: The formation of CYP450 enzymes can be altered by increased 
levels of certain cytokines (e.g., IL-1, IL-6, IL-10, TNF_, IFN) during chronic inflammation. 
Treatment with SILIQ may modulate serum levels of some cytokines. 

Therefore, upon initiation or discontinuation of SILIQ in patients who are receiving 
concomitant drugs which are CYP450 substrates, particularly those with a narrow 
therapeutic index, consider monitoring for effect (e.g., for warfarin) or drug concentration 
(e.g., for cyclosporine) and consider dosage modification of the CYP450 substrate.

USE IN SPECIFIC POPULATIONS 

Pregnancy: Risk Summary–There are no human data on SILIQ use in pregnant women 
to inform a drug associated risk. Human IgG antibodies are known to cross the placental 
barrier; therefore, SILIQ may be transmitted from the mother to the developing fetus. In 
a combined embryofetal development and pre- and post-natal development study, no 
adverse developmental effects were observed in infants born to pregnant monkeys after 
subcutaneous administration of brodalumab during organogenesis through parturition at 
doses up to 26 times the maximum recommended human dose (MRHD) [see Data]. 

The estimated background risk of major birth defects and miscarriage for the indicated 
population is unknown. In the U.S. general population, the estimated background risk of 
major birth defects and miscarriage in clinically recognized pregnancies is 2% to 4% and 
15% to 20%, respectively.

Data: Animal Data–A combined embryofetal development and pre- and post-natal 
development study was conducted in cynomolgus monkeys administered brodalumab. 
No brodalumab-related effects on embryofetal toxicity or malformations, or on 
morphological, functional or immunological development were observed in infants from 
pregnant monkeys administered weekly subcutaneous doses of brodalumab up to 26 
times the MRHD from the beginning of organogenesis to parturition (on a mg/kg basis  
of 90 mg/kg/week). 

Lactation: Risk Summary–There are no data on the presence of brodalumab in human 
milk, the effects on the breastfed infant, or the effects on milk production. Brodalumab 
was detected in the milk of lactating cynomolgus monkeys. The developmental and 
health benefits of breastfeeding should be considered along with the mother’s clinical 
need for SILIQ and any potential adverse effects on the breastfed infant from SILIQ or 
from the underlying maternal condition.

Pediatric Use: The safety and effectiveness of SILIQ have not been evaluated in 
pediatric patients.

Geriatric Use: Of the 3066 plaque psoriasis subjects initially randomized to SILIQ 
in clinical trials, 192 (6%) were *65 years old and no subjects were *75 years old. 
Although no differences in safety or efficacy were observed between older and younger 
subjects, the number of subjects aged 65 years and older was not sufficient to determine 

whether they responded differently from younger subjects.

NONCLINICAL TOXICOLOGY 

Carcinogenesis, Mutagenesis, Impairment of Fertility: Animal studies have not been 
conducted to evaluate the carcinogenic or mutagenic potential of SILIQ. The published 
literature is mixed on the potential effects on malignancy risk due to the inhibition of the 
IL-17RA, the pharmacological action of SILIQ. Some published literature suggests that 
IL-17A directly promotes cancer cell invasion, which suggests a potential beneficial effect 
of SILIQ. However, other reports indicate IL-17A promotes T-cell mediated tumor rejection, 
which suggests a potential adverse effect by SILIQ. However, inhibition of the IL-17RA 
with SILIQ has not been studied in these models. Therefore, the relevance of experimental 
findings in these models for malignancy risk in humans is unknown. 

In cynomolgus monkeys, there were no effects on fertility parameters such as changes 
in reproductive organs or sperm analysis following subcutaneous administration of 
brodalumab at dose levels up to 90 mg/kg/week for six months (26 times the MRHD on 
a mg/kg basis). The monkeys were not mated in this study to evaluate effects on fertility.

PATIENT COUNSELING INFORMATION 

[See Patient Counseling Information in full Prescribing Information]. 

Manufactured for: Valeant Pharmaceuticals North America LLC.  
Bridgewater, NJ 08807 USA

Manufactured by: Valeant Pharmaceuticals Luxembourg S.à.r.l.  
Grand Duchy of Luxembourg,  
L-1931, Luxembourg

U.S. License Number 2053  
U.S. Patents 7,939,070; 7,786,284; 7,833,527; 7,767,206; 8,790,648; 8,545,842; 
8,435,518; 9,073,999; 9,096,673

SILIQ is a trademark of Ortho Dermatologics’ affiliated entities. 
©2018 All Rights Reserved. SLQ.0180.USA.18 
9586500 Issued: February/2017
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find the time or energy to commit and follow through 
with a long-term therapy, even though they are the 
ones making the appointment with the dermatologist 

to address their psoriasis symptoms. 
We use double the amounts of super 
potent topical steroids per patient 
per capita, more than anywhere else 
in the world because patients want 
to be over their symptoms as soon 
as possible. Everyone wants a quick 
fix, but patients need to understand 
that psoriasis is a chronic life-long 
disease,” Dr. Menter says. 

Choosing the appropriate vehicle can be instru-
mental in improving treatment outcomes. Scalp psori-
asis, for instance, is known to be very difficult to treat 
and can be recalcitrant to standard therapies. Here, it 
is paramount to consider the patient’s type of hairstyle 

when choosing among the different sprays, gels, and 
oil-based vehicles. According to Dr. Menter, the clini-
cian needs to have understanding of the individual 
patient’s particular needs and aim to prescribe the 
appropriate therapy and vehicle for each individual 
case, facilitating treatment adherence by the patient. 

“I’m not sure all dermatologists take or have the 
time to do this in their busy daily practices. Nursing 
staff or physician assistants following appropriate 
training could or should take the time and explain in 
greater detail to the patients how, when, and how often 
a prescribed therapy should be applied, as well as the 
importance of following through with the therapy. I 
believe that longer and more in-depth consultations 
with the dermatologist, nursing staff, or physician 
assistants could make a difference in improving 
outcomes,” Dr. Menter says.

QUALITY OF LIFE
Improving the quality of life of patients is one of the 
central goals in psoriasis therapy. Tracking disease 
severity is one way the clinician can have a better idea 
of the of the patient’s status. The Psoriasis Symptom 
Inventory (PSI) is comprised of eight usual symptoms 
seen in psoriasis (i.e., itching, scratching, burning, 
stinging, etc.), and patients rank their status on a 0 to 
4-point score basis. According to Dr. Menter, the PSI is 
proving to be very useful in helping to categorize where 
patients are in terms of their disease severity, which 
can often reflect their psychological state regarding 
their psoriasis. Clinicians can then, perhaps more 
quickly, adjust treatment to hopefully improve clinical 
treatment outcomes, leading to a higher quality of life. 

“We have to be very aware to carefully assess the 
symptomatology of our patients and treat them appro-
priately. The PSI can give the physician some insight 
into some of the symptoms that patients experience 

but perhaps seldom talk about. I believe such assess-
ment tools can help clinicians better understand what 
patients are going through and further help them 
choose an appropriate therapeutic plan for the typical 
complex mosaic of psoriasis symptoms,” Dr. Menter 
says. e
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“BY FORMING A STRONG THERAPEUTIC ALLIANCE WITH PATIENTS 

AND BY ASKING THEM ABOUT THEIR EXPECTATIONS FOR TREATMENT, 

CLINICIANS HAVE A BETTER CHANCE OF PROVIDING PATIENTS WITH MORE 

EFFECTIVE AND DURABLE RELIEF FROM THEIR PSORIASIS SYMPTOMS.”

Wu JJ, Armstrong AW, et al.,

Seminars in Cutaneous Medicine and Surgery

Consult Time CONTINUED FROM PAGE 2

Dr. Menter
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Obesity may intensify 
other risk factors in 
pediatric psoriasis
by Ilya Petrou, M.D. | Staff Correspondent

The study, published in JAMA Dermatology, shows 
that, in addition to needing to manage the cutaneous 
symptoms of the disease, patients with psoriasis are 
also at a higher risk for developing comorbidities such 
as obesity, hyperlipidemia, hypertension, diabetes, 
metabolic syndrome, polycystic ovarian syndrome, 
nonalcoholic liver disease, and elevated function 
enzyme levels.

“The existence of these comorbidities in children 
with psoriasis is not really new to us. After the associ-
ations with these comorbidities were recognized in 
adult psoriasis patients, we began to recognize these 

associations in the pediatric popu-
lation as well. What’s striking is the 
importance of obesity as an inde-
pendent risk factor for the devel-
opment of these comorbidities,” 
said Megha M. Tollefson, M.D., the 
study’s corresponding author.

Dr. Tollefson and Mayo Clinic 
colleagues determined the risk of 
these comorbidities in children with 

and without psoriasis, after accounting for obesity. 
Children with psoriasis were significantly more 

likely to develop each of the comorbidities than those 
children without psoriasis, and obesity was found to be 
a strong risk factor for the development of each comor-
bidity, even in those children without psoriasis. 

“While we found that psoriasis certainly does play a 
bit of a role in the development of these comorbidities, 

A 
recent study found that children with psoriasis 

are at an increased risk of developing comor-

bidities compared to those without psoriasis, 

and obesity appears to be an important independent risk 

factor for the development of these comorbidities.

obesity is a much larger issue in relation to the develop-
ment of these comorbidities,” Dr. Tollefson says.

In addition to managing symptoms, physi-
cians should focus on other factors associated with 
preventing and identifying the onset of comorbid 
conditions. It is important to recognize that obesity 
is probably a much larger factor in children who 
have psoriasis and are obese; spending time talking 
about that with families is paramount. Also, it is very 
important to bring in the primary care specialist or 
pediatrician in a multidisciplinary forum to appro-
priately address the different comorbidities that can 
occur in this patient population, Dr. Tollefson adds. e

REFERENCE
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“Association of psoriasis with comorbidity development in children with 
psoriasis,” JAMA Dermatology. March 1, 2018. DOI:10.1001/jamaderma-
tol.2017.5417

Dr. Tollefson

THE STUDY The risk of developing 
comorbidities in pediatric psoriasis

29,957 pediatric patients with psoriasis; 29,957 pediatric 

patients without psoriasis (mean age 12 years, 53.5% girls)

Obesity was a strong risk factor for development of each comor-

bidity, even in those without psoriasis.

The risk of comorbidities was 40-75% higher among 

nonobese children with psoriasis compared to children 

without psoriasis.

Obese pediatric psoriasis patients had elevated lipid and liver 

enzyme levels and higher levels of hypertension, diabetes, 

metabolic syndrome, polycystic ovarian syndrome and 

nonalcoholic liver disease.
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And, the measure of a number of factors can help 
determine the quality of a woman’s ovarian reserve. 
These include basal follicle stimulating hormone 
(FSH), estrogen (E2), FSH/luteinizing hormone (LH) 
ratio, Inhibin B, and antimullerian hormone (AMH). 
Ovarian volume (OV) and antral follicle count (AFC) 
determine ovary size and shape.

THE STUDY
The study, conducted between January and September 
2014, occurred in Aksaray University Research and 
Training hospital in Turkey. It was designed to deter-
mine whether women with psoriasis who hadn’t 
undergone previous treatment had a reduced ovarian 
reserve compared to women without psoriasis. They 
also investigated if disease severity was associated 
with ovarian reserve.

Researchers selected participants based on their 
type of psoriasis, presence of hair and nail psoriasis, 
and the severity of disease. Participants were excluded 
for infertility, pregnancy, gynecological pathologies, 
polycystic ovarian syndrome, breastfeeding, gyneco-
logical surgery history, chronic liver or kidney failure, 
smoking, cancer, or other dermatological, inflam-
matory, physical, or psychiatric disorders. Women 
who previously received any systemic treatment and 
hormone medication were also excluded due to poten-
tial effects on ovarian function.

Researchers enrolled 14 women with psoriasis 
for this study. Nine had plaque type psoriasis, three 
had guttate type, and two had palmoplantar type. 
A control group of 35 women without psoriasis also 

Ovarian reserve low 
in premenopausal 
women with psoriasis

by Whitney J. Palmer | Staff Correspondent

Based on a study published in 
the Taiwanese Journal of Obstet-

rics & Gynecology, these patients 
have a diminished ovarian 
reserve or a number of follicles 
capable of producing a mature, 
healthy egg for fertilization.

Current data suggest female 
hormones released during 
pregnancy impact the course of 
psoriasis, and, at the same time, 
psoriasis affects pregnancy outcomes. However, no 
previous research exists into the ovarian reserve and 
function of psoriatic patients.

According to study authors, knowing how psoriasis 
might affect pregnancy chances can be very important 
for women interested in having a family.

“Average age of diagnosis in women with psoriasis 
is 28, a prime age for pregnancy,” the authors wrote. 
“Therefore, many female patients with psoriasis are 
concerned about adverse effects of the disease on their 
future fertility.”

Although age is a factor in determining whether 
a woman can get pregnant, it has limited useful-
ness in predicting individual ovarian performance. 
Consequently, knowing a woman’s ovarian reserve is 
increasingly important clinically.

W
omen with psoriasis 

could have a harder 

time getting pregnant, 

according to new research.

Study indicates female patients of reproductive age may 
benefi t from additional medical services

Women CONTINUED ON PAGE 11

Take AWAYS

Average age of 

psoriasis diagnosis 

in women is 28.

Measures indicate 

diminished ovarian 

reserve in this 

small group.

Women of reproductive 

age with psoriasis could 

benefi t from further 

analysis before starting 

systemic therapy.
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Poor diet, psoriasis 
fl ares, often intertwined
by Lisette Hilton | Staff Correspondent

Evidence suggests certain 
food types can flare psori-
asis and losing weight can 
improve treatment response 
for some with psoriasis, 
according to Rajani Katta, 
M.D., co-author of an article 
that examines how dietary 
changes can impact skin 
diseases — including psori-
asis, published earlier this 
year in Skin Therapy Letter.

“We know that patients 
who have psoriasis are at 
higher risk for diabetes, 
high blood pressure, heart 
disease and a number of 
metabolic abnormalities. It’s 
really important that psori-
asis patients know that and 
realize that changing their 
diet can be an important 
part of preventing these 
comorbidities,” said Dr. 
Katta, a dermatologist with 
Texas Children’s Hospital in 
Houston.

DIETARY TRIGGERS
Smoking and high alcohol intake are recognized 
psoriasis triggers, however, dietary factors may also 
play a role, she said.

The question about whether what patients eat could 
make their psoriasis worse needs more research, but 
there are evidence-based suggestions dermatologists 

T
here are two important reasons for physicians 

to address the role of diet when managing 

psoriasis patients. One is to limit risks of cardio-

vascular and metabolic comorbidities. The other is to 

potentially improve psoriasis severity.

can make about certain food types.
“One that has been researched 

more extensively is the role of 
gluten,” Dr. Katta says. 

Psoriasis patients are bound to 
ask about gluten because gluten’s 
role is mentioned extensively and 
high up on Google searches on diet 
and psoriasis. 

“The gist of it is that gluten-containing foods can act 
as a  trigger in a small percentage of  patients, but defi-
nitely not all,” she said. 

Dr. Katta says an important clue about whether to 
pursue gluten as a trigger is to ask psoriasis patients 
about gastrointestinal symptoms, such as abdominal 
pain, diarrhea, or of evidence of certain nutrient defi-
ciencies, including iron deficiency.

“Those are clues that they may have celiac disease,” 
she said. 

Dr. Katta refers those psoriasis patients to gastro-
enterology for a workup, and she might order a test for 
antibodies to gluten. 

“There was one large study that found there was 
about a two-fold higher risk of celiac disease in patients 
with psoriasis,” Dr. Katta says. “There’s not a high 
risk of celiac disease baseline, so even a two-fold 
higher risk is not a huge number, but it’s definitely an 
increased risk and that’s why we take it seriously when 
psoriasis patients have gastrointestinal symptoms.” 

Researchers have also found patients who have 
antibodies to gliadin in their bloodstream, but do not 
have celiac disease, fare better on psoriasis treatment 
when they’re on a gluten-free diet than matched 
controls.

APPLYING KNOWLEDGE TO PRACTICE
Physicians should ask psoriasis patients about gastro-
intestinal symptoms. It’s an easy screening tool for 
better managing those patients, Dr. Katta said. 

Physicians who take patients’ height, weight and 
blood pressure during office visits, should calculate 
body mass index (BMI) and consider referring  patients 
who are overweight or obese to a nutritionist. Derma-

Dr. Katta
Take AWAYS

Gluten-containing 

foods can trigger 

psoriasis fl ares in a 

small percentage of  

patients.

Track gastrointestinal 

symptoms — abdom-

inal pain, diarrhea — 

that may trigger fl ares.

Some nutrient defi -

ciencies, such as an 

iron defi ciency, may be 

associated with fl ares.

Consider celiac disease 

as a possible cause for 

gastrointestinal issues. 

One study showed a 

two-fold higher risk.

PsO patients with a 

high BMI should be 

referred to a nutritionist.
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tologists can tackle the touchy subject with their 
patients by mentioning their higher risk of comorbid-
ities. They should also mention that there is evidence 
to suggest that weight loss can improve psoriasis 
patients’ treatment response, reflected by improved 
psoriasis area and severity index, or PASI, scores. 

Providers can direct patients to the review 
published July 2014 in the Journal of the American 

Academy of Dermatology (JAAD) in which authors 
concluded that a number of studies have shown weight 
loss may be a preventative and adjunctive therapy for 
psoriasis or psoriatic arthritis treatment in patients 
who are overweight or obese. 

“Given the vast body of popular literature available 
to patients, it is important for clinical providers to 
familiarize themselves with the evidence supporting 

various dietary plans. By doing so, they will be able to 
engage their patients and partner with them to maxi-
mize the impact of pharmacologic and non-pharma-
cologic interventions,” the JAAD authors write. e

Disclosures: Dr. Katta is author of the book Glow: The Dermatolo-
gist’s Guide to a Whole Foods Younger Skin Diet.
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FOODS THAT TRIGGER SKIN FLARES

Diet can affect skin conditions including acne, atopic dermatitis, psoriasis and rosacea. In a review that 
focuses on these four conditions, plus aging, Rajani Katta, M.D., and Mary Jo Kramer, B.S., writing in Skin 
Therapy Letter, highlight trigger foods that should be avoided.

ACNE

Clinical trials have established an association between high-glycemic-load diets and acne. One 
randomized clinical trial showed that after 12 weeks on a low glycemic load diet, patients experienced 
a significant improvement after 12 weeks.

Researchers say that the diet may have lowered androgen bioavailability, altered skin sebum 
production, decreased skin inflammation and reduced sebaceous gland size.

AGING SKIN

The authors write that a diet high in advanced glycation end products (known as AGEs), which are 
found in deep-fried foods, can promote the loss of elasticity in skin.

ATOPIC DERMATITIS

The consumption of six common foods are milk, eggs, wheat, soy, seafood, and nuts may trigger a flare 
within minutes to hours.

PSORIASIS

Gluten-containing foods may act as a trigger for some patients. Gluten-containing foods may trigger 
flares in some patients, but not all. Celiac disease testing is recommended for psoriasis patients with 
gastrointestinal symptoms. While estimates vary, one large study found a 2.2 fold higher risk of celiac 
disease in psoriasis patients. The is little evidence that connects certain food types with psoriasis flares, 
but one observational study suggested benefits from consuming the Mediterranean diet.

ROSACEA

The evidence is sparse in this area, but surveys of patients suggest that some spices and hot sauce 
can trigger foods as well as tomatoes (30%), chocolate (23%), and citrus (22%). Alcohol was another 
frequent trigger, including wine (52%) and hard liquor (42%), as well as hot beverages such as coffee 
(33%) and tea (30%).

http://www.dermatologytimes.com/
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Recommendations 
for individualized 
biologic therapy
by John Jesitus | Staff Correspondent

Authors led by Jashin J. Wu, M.D., 
reviewed available evidence to 
formulate expert-opinion algo-
rithms for comorbidities, such as 
psoriatic arthritis (PsA), tubercu-
losis and hepatitis B, as well as psori-

asis in children and women of childbearing potential.
Few patients present with psoriasis and no other 

health issues, said Dr. Wu, of Kaiser Permanente Los 
Angeles Medical Center. Probably the most common 
comorbidity dermatologists see, he said, is psoriatic 
arthritis, which afflicts around one-third of patients 
with psoriasis. In such cases, Wu et al. recommend the 
TNF inhibitors adalimumab, etanercept and inflix-
imab, in that order, as first-line options, as all have been 
shown to inhibit radiographic progression of PsA, as 
well as other disease signs and symptoms. 

“The efficacy of TNF inhibitors for PsA is compa-
rable. However, infliximab is more effective at clearing 
skin lesions, followed by adalimumab and then 
etanercept,” they write.

For patients with PsA who do not respond to TNF 
inhibitors, the authors recommend as second-line 
-treatment the interleukin (IL)-17 inhibitor class, 
which includes secukinumab, ixekizumab and 
brodalimumab (equal-weight recommendations). 
If IL-17 inhibition fails, the authors recommend the 
IL-12/23 inhibitor ustekinumab, especially for patients 
with severe psoriasis and mild arthritis.

A
new study advises selecting biologic therapies 

for psoriasis based on individual factors such as 

patients’ comorbidities, preferences and clinical 

situations, as well as the advantages and disadvantages 

of particular biologic treatments. The study appears in 

the February issue of the American 

Journal of Clinical Dermatology.

WOMEN WITH PSO
Approximately one-fourth of patients with psoriasis 
are females of childbearing potential. For pregnant or 
nursing women, the authors recommend the following 
as among possible treatments, but caution these are 
based on limited data:
}Certolizumab Pegol. Approved by the Food and 

Drug Administration in May, certolizumab pegol is 
indicated for adults with moderate-to-severe plaque 
psoriasis. In clinical trials, it was shown to have 
minimal to no fetal transfer through the placenta or 
via nursing.
}Ustekinumab. With evidence limited to case reports, 

ustekinumab was found to be relatively safe, with no 
clear reported safety signals in pregnant women.

PEDIATRIC PSORIASIS
“Usually psoriasis presents in the late teens or early 
20s. If it does present in childhood, it’s usually mild, 
and patients do not need systemic therapies,” Dr. Wu 
said. But for those rare cases when they are needed, 
the authors recommend the following as among the 
leading treatment options:
}Etanercept (FDA-approved for treating moder-

ate-to-severe plaque psoriasis in children ages 4-17 
years) 

Dr. Wu

PSORIASIS WITH PSORIATIC ARTHRITIS
Psoriatic arthritis affects one-third of psoriasis patients. 
In these cases, Dr. Wu’s prefers TNF inhibitors as first-line 
options in this order:
} FIRST: adalimumab
} SECOND: etanercept
} THIRD: infliximab

If TNF inhibitors fail in these cases, his second-line treatment 
includes IL-17 inhibitors:
} Secukinumab, Ixekizumab, Brodalimumab

If IL-17s fail, third-line treatments include IL-12/23 inhibitors:
} Ustekinumab
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}  Ustekinumab (approved for moderate-to-severe 
plaque psoriasis in children ages 4-17)
}  Adalimumab

CASES COMPLICATED BY INFECTIONS
For patients with psoriasis and latent tuberculosis 
infection (LTBI), ustekinumab is first-line and IL-17 
inhibitors second. 

Multiple cases of serious TB infections have been 
associated with TNF inhibitor use for chronic inflam-
matory conditions, so TNF inhibitors are third-line. 
Wu et al. also note that physicians must determine 
patients’ LTBI status and provide anti-TB prophylaxis 
for positive patients one to two months before initi-
ating biologic therapy.

For psoriasis cases complicated by inflammatory 
bowel disease, adalimumab, infliximab and usteki-
numab are first-line therapies.

For psoriasis cases with multiple sclerosis (or 
congestive heart failure), ustekinumab is recom-
mended as first-line therapy and IL-17 inhibitors  
second-line treatment.

LIMITATIONS TO THE STUDY
The study did not include IL-12/23 inhibitors gusel-
kumab and tildrakizumab. When these recommen-
dations were written, there was little data for gusel-
kumab, which was FDA-approved in July 2017, and 
tildrakizumab, which is not yet approved. The study 
authors are planning to update algorithms to incorpo-
rate these and other recently approved biologics. e

REFERENCE

Mina Amin BS, Daniel J No BS, Alexander Egeberg MD, Jashin J Wu MD. 
“Choosing First-Line Biologic Treatment for Moderate-to-Severe Psoriasis: 
What Does the Evidence Say?” American Journal of Clinical Dermatology. 
First online:  Oct. 27, 2017 

participated. The median age of the psoriasis group 
was 31 with an average body mass index of 27.39. The 
control group was statistically similar with an average 
age of 29 and 24.24, respectively. The median age for 
women in both groups for their first period was 13.

OVARIAN FUNCTION
To determine ovarian function, investigators took blood 
samples from both groups during their menstrual 
cycle’s early follicular phase (days 2-4) to analyze E2, 
FSH, LH, and thyroid stimulating hormone levels. A 
gynecologist also used transvaginal ultrasound to 
assess women’s ovarian volume and to measure total 
antral follicles sized 2-10mm in diameter.

According to study results, participants with 
psoriasis had substantially higher FSH levels than 
the control group (6.76 (1.96); 5.71 (2.24), respectively, 
p<0.05). Higher FSH levels indicate follicle depletion. 
Additionally, FSH/LH ratio was higher in psoriasis 
patients than the control group (1.52 (0.86); 0.92 
(0.54), respectively, p<0.05). This ratio also points to a 
diminishing ovarian reserve. Psoriasis patients’ AFC 
was also significantly lower than the controls’ (5 (2.5); 
7 (4.5), respectively, p<0.05). AFC is known to decline 
with age.

However, there were no noticeable differences 
among other hormone levels, ovarian, or uterus 
volumes. 

Women CONTINUED FROM PAGE 7

“Results support diminished ovarian reserve in 
premenopausal women with psoriasis,” the authors 
wrote.

Findings did not indicate a significant difference 
in the incidence of spontaneous abortion between 
women with psoriasis and the control group. Existing 
research is also contradictory on the rate of this preg-
nancy outcome.

The study did have limitations, the authors wrote. 
Investigations didn’t adequately assess AMH levels. 
This measurement is a leading clinical ovarian reserve 
assessment factor. In addition, the patient population 
didn’t include enough women with severe psoriasis. 

Based on study findings, women of reproductive age 
with psoriasis could benefit from additional medical 
services surrounding pregnancy, according to the 
authors.

“Early referral to a reproductive endocrinologist 
or obstetrician when there is a risk of diminished 
ovarian reserve can improve pregnancy planning 
and management, especially before starting systemic 
treatment for psoriasis,” they wrote. e
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Pulmonary function 
impaired in psoriasis

by Lisette Hilton | Staff Correspondent

“Dermatologists are generally well aware that psori-
asis is a systemic inflammatory disease with a range 

of comorbidities, including cardio-
vascular disease and diabetes. 
Our results add to evidence that 
pulmonary disease is part of the 
deal, and although the magnitude 
of reduced pulmonary function in 
patients with psoriasis found in our 
study was small, it can contribute 
to shortness of breath in individual 
patients,” says study author Peter 

Riis Hansen, M.D., D.M.Sc., Ph.D., of Herlev and 
Gentofte Hospital, Hellerup, Denmark. 

Dermatologists, Dr. Hansen says, play a signifi-
cant role in screening for psoriasis comorbidities and 
asking about shortness of breath as a routine part of 
medical history-taking. 

“Our results put pulmonary symptoms a bit more 
on the clinical radar in patients with psoriasis and they 

P
soriasis is associated with a small reduction 

of pulmonary function and those with psori-

asis are more likely than people without the 

disease to report shortness of breath, according to a 

population-based study published in the British Journal 

of Dermatology.

emphasize that smoking cessation remains a funda-
mental part of psoriasis 
treatment,” he says. 

Until now, there had been 
only a small study on pulmo-
nary function in psoriasis 
subjects, which found 
reduced pulmonary func-
tion in psoriasis patients. 
Other research suggests that 
smoking is a risk factor for 
psoriasis. And epidemio-
logical studies have linked 
psoriasis to increased risk 
of pulmonary infections, 
chronic obstructive pulmo-
nary disease (COPD) and 
asthma. 

Dr. Hansen and 
colleagues studied 20,422 
adults older than 20 years 
of age in the Danish General Suburban Population 
Study, which included 1,173 people with psoriasis. 
Participants had pulmonary function tests with hand-
held spirometers, as well as answered questions about 
whether they had psoriasis, shortness of breath and 
pneumonia during the past decade. 

At the study’s start, psoriasis patients were more 
likely than controls to smoke, report shortness of 

Dr. Hansen

SCREEN FOR PULMONARY MALFUNCTION 
AND OTHER COMORBIDITIES 

Take AWAYS

Psoriasis is associated 

with a small reduction 

of pulmonary function. 

The fi ndings are an 

extension of what is 

known about smoking’s 

link to psoriasis.

Psoriasis patients face 

an increased risks for 

pulmonary infections, 

chronic obstructive 

pulmonary disease 

and asthma. 
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breath or prior pneumonia. They also had a higher 
mean body mass index than those without psoriasis. 
The increased risks of shortness of breath and pneu-
monia remained significantly higher in the psoriasis 
group even after adjusting for smoking. 

The researchers found forced expiratory volume 
in the first second in percent of expected values was 
reduced, at an average 93.2 in the psoriasis group, 
versus 94.9 in controls. The forced expiratory volume 
in the first second- forced vital capacity ratio was also 

lower among psoriasis patients at an average 0.76 
versus 0.77. However, force vital capacity was similar 
in both groups. And after adjusting for smoking, only 
the average reduction in forced expiratory volume in 
the first second remained significant in the psoriasis 
group.

The finding that forced vital capacity was similar 
in both groups suggests that psoriasis’s predominate 
pulmonary effect is on airway obstruction. And the 
finding related to the forced expiratory volume in the 
first second- forced vital capacity ratio in the psori-
asis group is compatible with COPD or asthma and 
in line with observational studies that have found 
an increased risk of CODP in psoriasis patients, the 
authors note. 

The authors write they’re tempted to speculate that 
psoriasis-related inflammatory airway injury and 
remodeling plays a role in psoriasis’s potential associa-
tions with respiratory infections and more. 

“Indeed, psoriasis is considered to be an interleukin 
23/T helper cell 17-driven disease and similar inflam-
matory mechanisms have been implicated in the 

pathogenesis of airway inflammation,” they write.
Dr. Hansen says these findings are an extension of 

what is known about smoking’s link to psoriasis, as 
well as psoriasis patients’ increased risks for pulmo-
nary infections, chronic obstructive pulmonary 
disease and asthma. 

“[Our study demonstrates] a small reduction of 
pulmonary function in psoriasis. Preliminary studies 
have suggested that subjects with severe psoriasis 
have increased subclinical airway inflammation 

and inflammatory pathways may coincide between 
psoriasis and obstructive lung disease,” he says. “More 
research is needed to define these mechanisms and 
their clinical consequences.”

These results indicate that pulmonary disease 
should be counted among psoriasis comorbidities, 
and they underscore that psoriasis is a systemic 
inflammatory disease and not just a skin disorder, Dr. 
Hansen says. e
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“DERMATOLOGISTS ARE GENERALLY WELL AWARE THAT PSORIASIS IS A SYSTEMIC 

INFLAMMATORY DISEASE WITH A RANGE OF COMORBIDITIES, INCLUDING 

CARDIOVASCULAR DISEASE AND DIABETES. OUR RESULTS ADD TO EVIDENCE THAT 

PULMONARY DISEASE IS PART OF THE DEAL, AND ALTHOUGH THE MAGNITUDE OF 

REDUCED PULMONARY FUNCTION IN PATIENTS WITH PSORIASIS FOUND IN OUR 

STUDY WAS SMALL, IT CAN CONTRIBUTE TO SHORTNESS OF BREATH IN INDIVIDUAL 

PATIENTS.”

Peter Riis Hansen, M.D., D.M.Sc., Ph.D.,

Herlev and Gentofte Hospital, Denmark
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In clinical trials: 
Candidates for psoriasis
by John Jesitus | Staff Correspondent

Ustekinumab (Stelera, Janssen) is approved for 
moderate to severe plaque psoriasis, active psoriatic 
arthritis and moderately to severely active Crohn’s 
disease. In October 2017, the FDA approved usteki-
numab for adolescents with moderate to severe plaque 
psoriasis who are candidates for phototherapy.

This IL-23 inhibitor improved psoriasis and reduced 
vascular inflammation in a phase four crossover study, 
suggesting that inhibiting IL-12/23 in psoriasis may 
reduce cardiovascular risk. Researchers randomized 
21 patients to placebo and 22 patients to ustekinumab. 
“We found that at week 12, those who got ustekinumab 
had a 6.6% reduction in aortic vascular inflammation, 
while the placebo group saw a 12% increase,” said 
Joel M. Gelfand, M.D., M.S.C.E., of the University of 
Pennsylvania. Additionally, “We’ve shown that when 
you clear the skin with a drug that blocks interleukin 
12 and 23, you also have significant improvements in 
aortic inflammation,” to a level on par with a statin. 

Risankizumab (AbbVie) is an investigational IL-23 
inhibitor in development for psoriasis, psoriatic 
arthritis and other inflammatory diseases. In April, 
AbbVie submitted a biologics license application to the 
FDA completing a phase three trial in which risanki-
zumab met all primary endpoints in the trial.

It works by inhibiting IL-23’s p19 subunit, reducing 
psoriatic inflammation. In two phase three psori-
asis trials, patients received 150 mg risankizumab, 
45 or 90 mg ustekinumab (weight-based) or placebo 
at weeks 0, 4, 16, 28 and 40, with placebo crossover 
to risankizumab at week 16. “Across both trials, all 
primary and ranked secondary endpoints achieved 
statistical significance, with p values of <0.001 versus 

N
ew treatment prospects for common and 

uncommon skin ailments address targets 

ranging from various forms of interleukin (IL) to 

eotaxin-1. During this year’s American Academy of Derma-

tology annual meeting, investigators presented findings 

from trials for investigational drugs. Here’s an update.

placebo and ustekinumab,” said Marek Honczarenko, 
M.D., Ph.D., vice president, immunology develop-
ment, AbbVie. At one year, 82% and 81% of risanki-
zumab-treated patients achieved Psoriasis Area and 
Severity Index (PASI) 90, versus 44% and 51% of usteki-
numab-treated patients. 

Guselkumab is a monoclonal antibody approved to 
treat adults with moderate to severe plaque psoriasis. 
It maintained high efficacy with continuous treatment 
versus withdrawal in an extension of the VOYAGE 2 
phase three trial. At week 28, investigators re-random-
ized 375 patients who had achieved PASI 90 to receive 
either continued treatment or withdrawal and possible 
retreatment upon loss of ≥ 50% of their week 28 
improvement. PASI 90 responses among the respective 
cohorts at week 72 were 86% and 11.5%. Maintenance 
of PASI 90 after drug withdrawal was associated with 
continued suppression of IL-17A, IL-17F and IL-22. 
Among the withdrawal cohort, 87.6% achieved PASI 90 
within 6 months of commencing retreatment.

Bimekizumab (UCB) is an IL-17A and IL-17F inhibitor 
under investigation for the treatment for psoriasis. In 
a phase 2b trial for moderate-to-severe psoriasis, it 
provided rapid, substantial clinical improvements by 
neutralizing IL-17A and IL-17F. Investigators random-
ized 250 patients to receive 64 mg, 160 mg, 160 mg with 
320 mg loading dose, 320 mg, 480 mg or placebo, given 
monthly for 3 months. At week 12, 46.2%-79.1% of bime-
kizumab-treated patients achieved PASI 90, versus 0% 
of placebo-treated patients (p<0.0001, all doses).e

Disclosures: Dr. Thaçi is an investigator and advisor for Galápagos 

and Morpheus, developers of MOR106, and is an investigator, ad-

visor and speaker for Sanofi -Regeneron. Dr. Fiorino is an employee 

and shareholder of Immune Pharmaceuticals Inc., developer of 

bertilimumab. Dr. Gelfand is a consultant to several companies that 

market psoriasis treatments, including Janssen, which supported 

his study via a grant to the University of Pennsylvania. Dr. Honcza-

renko is an AbbVie employee.

REFERENCE
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