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Supplement to

PSORIASIS
CLINICAL FOCUS:

This supplement is a compilation of recent psoriasis coverage  
from the regular “Clinical Focus” column in Practical Dermatology®.  

As the field of psoriasis continues to evolve, this collection of recent coverage  
is intended to support clinical dermatologists in the care of patients.



Important Safety Information
•   Topicort® Topical Spray is a topical corticosteroid that has been shown to suppress 

the hypothalamic-pituitary-adrenal (HPA) axis.
•    Systemic absorption of topical corticosteroids can produce reversible HPA axis 

suppression with the potential for glucocorticosteroid insufficiency. This may occur 
during treatment or upon withdrawal of the topical corticosteroid.

•    Because of the potential for systemic absorption, use of topical corticosteroids may 
require that patients be periodically evaluated for HPA axis suppression.

 
•    Local adverse reactions may be more likely to occur with occlusive use, prolonged 

use or use of higher potency corticosteroids. Reactions may include atrophy, 
striae, telangiectasias, burning, itching, irritation, dryness, folliculitis, acneiform 
eruptions, hypopigmentation, perioral dermatitis, allergic contact dermatitis, 
secondary infection, and miliaria. Some local reactions may be irreversible.

•    Safety and effectiveness of Topicort® Topical Spray in patients younger than 
18 years of age have not been studied; therefore use in pediatric patients is  
not recommended.

References:  
1. National Psoriasis Foundation. Topical Steroids Potency Chart. https://www.psoriasis.org/sublearn03_mild_
potency. Accessed on 9/1/15. 2. Topicort® Topical Spray Prescribing Information. Taro Pharmaceuticals U.S.A., Inc.

Topicort® Topical Spray is a topical corticosteroid indicated for the treatment of plaque psoriasis in patients 18 years of age or older.

See brief summary of Prescribing Information on reverse side.
© 2015 Taro Pharmaceuticals U.S.A., Inc.
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TOPICORT® (desoximetasone) Topical Spray, 0.25%
Rx Only

BRIEF SUMMARY
1  INDICATIONS AND USAGE 
Topicort® Topical Spray is a corticosteroid indicated for the treatment of plaque psoriasis in 
patients 18 years of age or older.

4  CONTRAINDICATIONS
None  

5  WARNINGS AND PRECAUTIONS
5.1 Effect on Endocrine System
Topicort® Topical Spray is a topical corticosteroid that has been shown to suppress the 
hypothalamic-pituitary-adrenal (HPA) axis. 

Systemic absorption of topical corticosteroids can produce reversible HPA axis suppression with 
the potential for glucocorticosteroid insufficiency. This may occur during treatment or upon 
withdrawal of the topical corticosteroid.

In a study including 21 evaluable subjects 18 years of age or older with moderate to severe 
plaque psoriasis, adrenal suppression was identified in 1 out of 12 subjects having involvement 
of 10-15% of body surface area (BSA) and 2 out of 9 subjects having involvement of >15% 
of BSA after treatment with Topicort® Topical Spray twice a day for 28 days. [see Clinical 
Pharmacology (12.2)]

Because of the potential for systemic absorption, use of topical corticosteroids may require that 
patients be periodically evaluated for HPA axis suppression. Factors that predispose a patient 
using a topical corticosteroid to HPA axis suppression include the use of high potency steroids, 
larger treatment surface areas, prolonged use, use of occlusive dressings, altered skin barrier, 
liver failure and young age.

An ACTH stimulation test may be helpful in evaluating patients for HPA axis suppression. 

If HPA axis suppression is documented, an attempt should be made to gradually withdraw 
the drug, to reduce the frequency of application, or to substitute a less potent steroid. 
Manifestations of adrenal insufficiency may require supplemental systemic corticosteroids. 
Recovery of HPA axis function is generally prompt and complete upon discontinuation of topical 
corticosteroids. 

Cushing’s syndrome, hyperglycemia, and unmasking of latent diabetes mellitus can also result 
from systemic absorption of topical corticosteroids.
Use of more than one corticosteroid-containing product at the same time may increase the total 
systemic corticosteroid exposure. 
Pediatric patients may be more susceptible to systemic toxicity from use of topical 
corticosteroids. [see Use in Specific Populations (8.4)]

5.2 Local Adverse Reactions with Topical Corticosteroids
Local adverse reactions may be more likely to occur with occlusive use, prolonged use or use 
of higher potency corticosteroids.  Reactions may include atrophy, striae, telangiectasias, 
burning, itching, irritation, dryness, folliculitis, acneiform eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, secondary infection, and miliaria.  Some local adverse 
reactions may be irreversible.

5.3 Allergic Contact Dermatitis with Topical Corticosteroids
Allergic contact dermatitis to any component of topical corticosteroids is usually diagnosed by a 
failure to heal rather than a clinical exacerbation. Clinical diagnosis of allergic contact dermatitis 
can be confirmed by patch testing.

5.4 Concomitant Skin Infections
Concomitant skin infections should be treated with an appropriate antimicrobial agent.
If the infection persists, Topicort® Topical Spray should be discontinued until the infection has 
been adequately treated.

5.5 Flammable Contents
Topicort® Topical Spray is flammable; keep away from heat or flame. 

ADVERSE REACTIONS
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 randomized, multicenter, prospective vehicle-controlled clinical trials, subjects with moderate 
to severe plaque psoriasis of the body applied Topicort® Topical Spray or vehicle spray twice daily 
for 4 weeks. A total of 149 subjects applied Topicort® Topical Spray.

Adverse reactions that occurred in ≥ 1% of subjects treated with Topicort® Topical Spray were 
application site dryness (2.7%), application site irritation (2.7%) and application site pruritus 
(2.0%).

Another less common adverse reaction (<1% but >0.1%) was folliculitis.  

Table 1. Number (%) of Subjects with Adverse Reactions Occurring in ≥ 1%

Topicort® Topical Spray,  
0.25% b.i.d. (N = 149)

Vehicle spray b.i.d.
 (N = 135)

Number of Subjects with  
Adverse Reactions 13 (8.7%) 18 (13.3%)

Application site dryness 4 (2.7%) 7 (5.2%)

Application site irritation 4 (2.7%) 5 (3.7%)

Application site pruritus 3 (2.0%) 5 (3.7%)

8  USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Teratogenic Effects: Pregnancy Category C
There are no adequate and well-controlled studies in pregnant women. Topicort® Topical Spray should 
be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.

Corticosteroids have been shown to be teratogenic in laboratory animals when administered 
systemically at relatively low dosage levels.  

Desoximetasone has been shown to be teratogenic and embryotoxic in mice, rats, and rabbits when 
given by subcutaneous or dermal routes of administration at doses 3 to 30 times the human dose of 
Topicort® Topical Spray based on a body surface area comparison.

8.3 Nursing Mothers
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 corticosteroids could result in sufficient systemic absorption to produce 
detectable quantities in breast milk. Because many drugs are excreted in human milk, caution should 
be exercised when Topicort® Topical Spray is administered to a nursing woman.

If used during lactation, Topicort® Topical Spray should not be applied on the chest to avoid accidental 
ingestion by the infant.

8.4 Pediatric Use
Safety and effectiveness of Topicort® Topical Spray in patients younger than 18 years of age have not 
been studied; therefore use in pediatric patients 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 HPA axis suppression 
and Cushing’s syndrome when they are treated with topical corticosteroids. They are therefore at 
greater risk of adrenal insufficiency during and/or after withdrawal of treatment. Adverse effects 
including striae have been reported with inappropriate use of topical corticosteroids in infants and 
children. [see Warnings and Precautions (5.1)]  
HPA axis suppression, Cushing’s syndrome, linear growth retardation, delayed weight gain, 
and intracranial hypertension have been reported in children receiving topical corticosteroids. 
Manifestations of adrenal suppression in children include low plasma cortisol levels and absence of 
response to ACTH stimulation. Manifestations of intracranial hypertension include bulging fontanelles, 
headaches, and bilateral papilledema. [see Warnings and Precautions (5.1)] 

8.5 Geriatric Use
Clinical studies of Topicort® Topical Spray did not include sufficient numbers of subjects aged 65 years 
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 of 
concomitant disease or other drug therapy.

10  OVERDOSAGE
Topicort® Topical Spray can be absorbed in sufficient amounts to produce systemic effects. [see 
Warnings and Precautions (5.1)]

17  PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (Patient Information and Instructions for Use)

Inform patients of the following:
• Use this medication as directed by the physician. 
• Topicort® Topical Spray is for external use only. Avoid use on the face, axilla or groin.
• Do not use this medication for any disorder other than that for which it was prescribed.
• Do not bandage or otherwise cover or wrap the treated skin so as to be occlusive.
• Report any signs of local or systemic adverse reactions to the physician.
•  Do not use other corticosteroid-containing products with Topicort® Topical Spray without first 

consulting with the physician.
•  Discontinue therapy when control is achieved. If no improvement is seen within 4 weeks, contact  

the physician.
• This medication is flammable; avoid heat, flame, or smoking when applying this product.
• Discard this product 30 days after dispensed by pharmacist.

Mfd. by: Taro Pharmaceuticals Inc., Brampton, Ontario, Canada L6T 1C1
Dist. by: TaroPharma® a division of Taro Pharmaceuticals U.S.A., Inc., Hawthorne, NY 10532
Revised: April 2013
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T
he Psoriasis Area Severity Index (PASI) was first 
introduced into our dermatology lexicon in 1978 by 
Frediksson and Pettersson, who were evaluating a 
new oral retinoid (etretinate) for the treatment of 

psoriasis. Since then, we have seen PASI 50, 75, 90, and 100 
being utilized in clinical trials to explain the percentage of 
PASI improvement that a subject obtains within a certain 
timeframe, i.e. 12,16, 52, or more weeks.

When a clinician thinks about a PASI improvement, what 
goes through their mind? Are they thinking that the aver-
age baseline PASI in a clinical trial is 22.5 or that a standard 
endpoint of 75 percent improvement (PASI 75) would be 
5.625? And what does a PASI 5.625 really mean, anyway? 
Did the body surface area (BSA) improve from 20 percent 
to five percent? Did the physician global assessment (PGA) 
improve from moderate to mild or almost clear?

In other words, was the improvement correlated to a 
change in BSA, severity of disease, or both? It is quite dif-
ficult to conceptualize the degree of the patient’s psoriasis 
other than to infer an overall percentage improvement. 
Furthermore, and maybe more importantly, the vast major-
ity of dermatologists won’t do a PASI when evaluating pso-
riasis patients in their office, because of its time consump-
tion. Hence there is a disconnect between the assessment in 
clinical trials and in the exam room.

WHEN PASI FALLS SHORT
In addition to the difficulties in conceptualization, there 

are some rather large gaps in PASI assessment. Let’s review 
the PASI scoring methodology.  

The body is divided into four regions with a respective 
area percentage:

Head and neck = 10 percent
Trunk = 30 percent
Arms = 20 percent 
Legs (including buttock and genital area) = 40 percent.

Each area is evaluated for erythema, induration, and scale 
on a 0-4 scale where: 

clear = 0, 
mild = 1, 

moderate  = 2, 
severe = 3, and 
very severe = 4. 

So far so good, However, when evaluating the extent of 
each body region covered with psoriasis, the valence it is 
given is: 

0 = clear, 
1 = 1-9 percent, 
2 = 10-29 percent, 
3 = 30-49 percent, 
4 = 50-69 percent, 
5 = 70-89 percent, and
6 = 99-100 percent.  

Having fun yet? 
It’s no wonder clinicians don’t do PASIs in their offices.
Let’s consider a patient with plaques assessed with a scale 

= 2, erythema = 2 and induration = 2, i.e. all moderate. Now 
let’s assume the patient has psoriasis on 10 percent of each 
of the four regions. The PASI would be 12. 

Another patient also has scale = 2, induration= 2, and 
erythema= 2, but he has psoriasis on 25 percent of his body 
resulting in the same PASI score of 12. 

Hence, someone with 10 percent BSA and moderate 
plaques has the same PASI as someone with 25 percent BSA 
and moderate plaques. There is clearly a problem with this 
metric.

PASI may make even less sense when evaluating patients 
who present with less than moderate-to-severe psoriasis 
seen often in psoriatic arthritis trials or topical therapy trials, 
where BSA tends to be less than 10 percent. For example, 
a patient with 10 percent of the arms (two palms) would 
have the same valence of 2 as a subject who had 15 percent 
(three palms). If both patients had moderate plaques, the 
PASI would be 2.4 for both patients even though the second 
had 50 percent more psoriasis on their arms. Hence subject 
No. 2 would have to improve 50 percent more to show the 
same PASI improvement as subject No. 1.

In addition to these pitfalls, there is no assessment of 
quality of life, pruritus, loss of sleep, anxiety, depression, or 

Making the case for BSA x PGA and more in psoriasis assessment and evaluation.

BY JERRY BAGEL, MD AND ELISE NELSON, LPN

Moving Beyond PASI

Originally published October 2016
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treatment satisfaction within the PASI.
What other objective measures could be used that make 

more sense, intuitively, experimentally, and practically? The 
PGA is based on the average erythema, induration, and scale 
of all the plaques in which O = clear, 1= almost clear, 2 = 
mild, 3 = moderate, and 4 = severe. 

PGA X BSA
PGA and BSA have been utilized in both clinical trials and 

private practice. Individually they have their inadequacies, 
i.e., a patient could initiate treatment with 20 percent BSA 
and a PGA of 4 (severe) and after 12 weeks of treatment the 
BSA decreases to 2 percent but the PGA decreases only to 3 
(moderate). BSA ranges from 0-100 percent. 

If a clinician were assessing psoriasis severity based only on 
PGA, he or she would note very little change even though 
there was a 90 percent improvement in BSA. This can also 
be noted where there is a significant decrease in PGA, but a 
small change in BSA.

The product of PGA and BSA has been utilized and prov-
en to be an effective method to evaluate psoriasis improve-
ment. The product of BSA x PGA = 0-400.

Let’s look at some examples: A patient has BSA of 20 per-
cent (one fifth of their body covered with psoriasis) and a 
PGA of 3 (moderate) for a score of 60.

After 12 weeks of treatment, the BSA = five percent and 
PGA = 2 (mild) for a score of 10.  The improvement of the 
product from 20 percent (moderate) to five percent (mild) 
is 84 percent. Another example patient has a BSA = 5 and 
a PGA = 3 (moderate) for a score of 15. After 12 weeks, the 
BSA = 2 and the PGA = 2 (mild), resulting in a total score of 
4 or a 75 percent improvement. 

This change would not have been picked up in PASI, 
because five percent and two percent both have the same 
valence of 1.  It also seems easier to comprehend the change 

from baseline when using BSA x PGA as there is a basic 
understanding of what 20 percent looks like.

One palm equals one percent, which means a PGA of 3 (mod-
erate) and a BSA of five percent means much more so than PASI 
20 or PASI 40.  PGA x BSA is linear. Ten percent of the leg and 25 
percent of the leg does not equal the same as it does in PASI.

THE NEED FOR A  
SUBJECTIVE PSORIASIS MEASURE

Even if PGA x BSA proves to be a better objective metric 
of evaluating psoriasis than PSA, we still require a subjective 
coefficient to determine the patients response to therapy.  
In some cases, smaller areas such as the palms, soles, scalp, 
and genital area have a dramatic impact on quality of life, 
and neither PGA x BSA or PASI will capture this burden of 
disease. Some patient reported outcome (PRO) measure 
needs to be incorporated into the PGA x BSA paradigm.  
The dermatology life quality index (DLQI) indicates the 
most severe impact on the quality of life. Regardless of the 
questionnaire that is chosen to represent subjective symp-
toms, i.e. pruritus, pain, fatigue, loss of sleep, my hope is to 
find a PRO that accurately assesses all psoriasis patients so 
that a composite objective-subjective measure can be used 
in their evaluation and to monitor the effects of therapy. n

Jerry Bagel, MD is Director of the Psoriasis 
Treatment Center of Central New Jersey. 

Elise Nelson, LPN is the full-time clinical 
research manager and coordinator at the Psoriasis 
Treatment Center of Central New Jersey.
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2. Robinson A, et al. “Physician Global Assessment (PGA) and Psoriasis Area and Severity Index (PASI): why do both? A 
systematic analysis of randomized controlled trials of biologic agents for moderate to severe plaque psoriasis.” Journal of 
the American Academy of Dermatology, 2012 p 369-374.
3. Lubrano E, et al. “Measuring psoriatic disease in clinical practice,” Autoimmune Review, 2015: 864-874



 

INDICATION AND USAGE
SERNIVO Spray is indicated for the treatment of mild–to–moderate plaque psoriasis in patients 18 years 
of age or older.

IMPORTANT SAFETY INFORMATION
SERNIVO Spray can produce reversible hypothalamic-pituitary-adrenal (HPA) axis suppression with 

manifest as Cushing’s syndrome, hyperglycemia or unmasking of latent diabetes mellitus, and glucosuria. 
These events are rare and generally occur after prolonged exposure to larger than recommended doses, 
particularly with high-potency topical corticosteroids. Do not use if atrophy is present at the treatment site. 
Do not use with occlusive dressings. Avoid use on the face, scalp, axilla, groin or other intertriginous areas. 
Use of SERNIVO Spray is not recommended in pediatric patients as they are more susceptible to systemic 
toxicity. Allergic contact dermatitis may occur. The most common adverse reactions (≥ 1%) were application 
site pruritus, burning and/or stinging, pain, and atrophy. Local reactions and skin atrophy are more likely 
to occur with occlusive use, prolonged use, or use of higher potency corticosteroids. These are not all the 

Please see brief summary of the Full Prescribing Information on the reverse side. 

To report SUSPECTED SIDE EFFECTS, call Promius Pharma at 
1-888-966-8766 or contact the FDA at 1-800-FDA-1088. 
Reference:  1. Sernivo Prescribing Information. Promius Pharma, LLC. Princeton, NJ. February 2016.                                                                                            
Sernivo™ is a trademark of Promius Pharma, LLC. ©2016 Promius Pharma, LLC. All rights reserved.
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BRIEF SUMMARY OF PRESCRIBING 
INFORMATION

INDICATIONS AND USAGE
SERNIVO Spray is indicated for the treatment 
of mild to moderate plaque psoriasis in 
patients 18 years of age or older.

DOSAGE AND ADMINISTRATION
Apply SERNIVO Spray to the affected skin 
areas twice daily and rub in gently.

Use SERNIVO Spray for up to 4 weeks of 
treatment. Treatment beyond 4 weeks is      
not recommended.

Avoid use on the face, scalp, axilla, groin, or 
other intertriginous areas.

SERNIVO Spray is for topical use only. It is not 
for oral, ophthalmic, or intravaginal use.

CONTRAINDICATIONS
None.

WARNINGS AND PRECAUTIONS
Hypothalamic-Pituitary-Adrenal (HPA) Axis 
Suppression and Other Unwanted Systemic 
Glucocorticoid Effects
SERNIVO Spray can produce reversible 
hypothalamic-pituitary-adrenal (HPA) 
axis suppression with the potential for 
glucocorticosteroid insufficiency. This may 
occur during or after withdrawal of treatment. 
Factors that predispose to HPA axis 
suppression include the use of high-potency 
corticosteroids, 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 study including 48 evaluable subjects 18 
years of age or older with moderate to severe 
plaque psoriasis, abnormal ACTH stimulation 
test results suggestive of adrenal suppression 
were identified in 5 out of 24 (20.8%) subjects 
after treatment with SERNIVO Spray twice 
daily for 15 days. No subject (0 out of 24) had 
abnormal ACTH stimulation test results after 
treatment with SERNIVO Spray twice daily for 
29 days [see Clinical Pharmacology].

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.

Systemic effects of topical corticosteroids 
may also manifest as Cushing’s syndrome, 
hyperglycemia, and glucosuria. These events 
are rare and generally occur after prolonged 
exposure to larger than recommended 
doses, particularly with high-potency topical 
corticosteroids.

Minimize the unwanted risks from endocrine 
effects by mitigating the risk factors favoring 
increased systemic bioavailability and by using 
the product as recommended [see Dosage 
and Administration].

Pediatric patients may be more susceptible 
to systemic toxicity due to their larger skin 
surface to body mass ratios. Use of SERNIVO 
Spray is not recommended in pediatric 
patients [see Use in Specific Populations].

Allergic Contact Dermatitis
Allergic contact dermatitis with corticosteroids 
is usually diagnosed by observing failure to 
heal rather than noting a clinical exacerbation. 
Corroborate such an observation 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 clinical practice.
In two randomized, multicenter, prospective 
vehicle-controlled clinical trials, subjects with 
moderate plaque psoriasis of the body applied 
SERNIVO Spray or vehicle spray twice daily 
for 4 weeks. A total of 352 subjects applied 
SERNIVO Spray and 180 subjects applied 
vehicle spray.

Adverse reactions that occurred in at least 1% 
of subjects treated with SERNIVO Spray for  
up to 28 days are presented in Table 1.

Table 1: Adverse Reactions Occurring in ≥1% 
of Subjects Treated with SERNIVO Spray for 
up to Four Weeks

SERNIVO 
Spray b.i.d.
(N=352)

Vehicle 
Spray b.i.d
(N=180)

Application site 
pruritus

6.0% 9.4%

Application site 
burning and/or 
stinging

4.5% 10.0%

Application site pain 2.3% 3.9%

Application site 
atrophy

1.1% 1.7%

Less common adverse reactions (with 
occurrence lower than 1% but higher than 
0.1%) in subjects treated with SERNIVO spray 
were application site reactions including 
telangiectasia, dermatitis, discoloration, 
folliculitis and skin rash, in addition to 
dysgeusia and hyperglycemia. These adverse 
reactions were not observed in subjects 
treated with vehicle.

Postmarketing Experience
Because 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.

Postmarketing reports for local adverse 
reactions to topical corticosteroids have 
also included striae, irritation, dryness, 
acneiform eruptions, hypopigmentation, 
perioral dermatitis, allergic contact dermatitis, 
secondary infection, hypertrichosis, and miliaria.

USE IN SPECIFIC POPULATIONS

Pregnancy
Pregnancy Category C
There are no adequate and well-controlled 
studies in pregnant women. SERNIVO Spray 
should be used during pregnancy only if the 
potential benefit justifies the potential risk to 
the fetus.

Betamethasone dipropionate has been shown 
to be teratogenic in rabbits when given by the 
intramuscular route at doses of 0.05 mg/kg. 
The abnormalities observed included umbilical 
hernias, cephalocele, and cleft palate.

Nursing Mothers
Systemically administered corticosteroids 
appear in human milk and can suppress growth, 
interfere with endogenous corticosteroid 
production, or cause other untoward effects. It 
is not known whether topical administration of 
corticosteroids can result in sufficient systemic 
absorption to produce detectable quantities in 
human milk. Because many drugs are excreted 
in human milk, caution should be exercised 
when SERNIVO Spray is administered to a 
nursing woman.

Pediatric Use
Safety and effectiveness of SERNIVO Spray 
in patients younger than 18 years of age have 
not been studied; therefore use in pediatric 
patients is not recommended. Because of 
a higher ratio of skin surface area to body 
mass, pediatric patients are at greater risk 
of systemic toxicity, including HPA axis 
suppression and adrenal insufficiency, when 
treated with topical drugs. [see Warnings 
and Precautions]

Rare systemic effects 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 skin atrophy 
have also been reported with use of topical 
corticosteroids in pediatric patients.

Geriatric Use
Clinical studies of SERNIVO Spray did not 
include sufficient numbers of subjects who 
were 65 years of age or older to determine 
whether they respond differently from 
younger subjects.

Manufactured by: DPT Laboratories, Ltd.,  
San Antonio, TX 78215 
Distributed by: Promius Pharma, LLC., 
Princeton, NJ 08540
Sernivo is a trademark of  
Promius Pharma, LLC. 
Issued: 02/2016

10
.7

5 
in

 B
LE

E
D

10
.5

 in
 T

R
IM

8.625 in BLEED
8.375 in TRIM

PRO_10915-5_SER_PRACTICAL_DERM_BrandedPrintMedia_KLv1_100616.indd   2 10/7/16   2:31 PM
servino_resized.indd   6 1/10/17   11:37 AM



MARCH 2017  SUPPLEMENT TO PRACTICAL DERMATOLOGY  9 

CLINICAL FOCUS: PSORIASIS

A 
growing and convincing body of evidence links 
psoriasis to a host of emotional, psychiatric, and 
systemic comorbidities that can affect patients of 
all ages throughout their lifespan, often regardless 

of disease severity.
It’s time to change how we think about and treat this 

disease. The burden on our patients is severe, but it can be 
dramatically lessened with coordinated care and aggres-
sive treatment.

Consider the 16-year-old girl who goes to her local 
swimming pool with her best friends. The lifeguard takes 
one look at the scaly, red, and flaky patches on her hands 
and legs and says she can’t swim without a doctor’s note. 
This scenario illustrates how psoriasis can damage self-
esteem during the formative years.

And this trauma worsens with advancing age leading 
to intimacy issues, absenteeism at work, increased risk of 
depression, and suicidal ideation. Some psoriasis patients 
will avoid dating altogether due to poor body image, 
and genital psoriasis can also have a profoundly negative 
impact on sex and intimacy. And one-quarter of psoriasis 
patents don’t want children for fear of passing the disease 
on to their offspring.

Regardless of psoriasis severity, nearly 60 percent of 
patients consider psoriasis to have a major effect on 
quality of life.1 The good news here is that treatment 
can mitigate these effects. In one study of patients with 
moderate-to-severe psoriasis who were randomized 1:1:1 
to ustekinumab (45 or 90 mg) or placebo, individuals in in 
active treatment groups showed greater improvements in 
anxiety, depression, and Dermatology Life Quality Index.2  
Greater Psoriasis Area Severity Index (PASI) reduction cor-
relates to greater improvement in DLQI.3 

THE HEART OF THE MATTER
Psoriasis is also associated with multiple factors that 

increase the risk of cardiovascular disease namely hyper-
tension, diabetes, dyslipidemia, obesity, metabolic syn-

drome, smoking, and atheroscleoris. What’s more, psoria-
sis is independently associated with myocardial infarction. 
By some estimates, psoriasis confers a four- to five-fold 
increase of heart attack and stroke.

The common denominator is likely inflammation as 
all of these risk factors augment the inflammatory load, 
which, in turn, sets the stage for heart attack and stroke.  
We know that vascular inflammation in psoriasis localizes 
to the arterial wall, which is the site where early athero-
sclerosis begins.4 Severe psoriasis patients lose about five 
years of their life due to their disease, according to mul-
tiple studies.

The big question has been whether aggressively treat-

Psoriasis is a cutaneous manifestation of a systemic disease.

BY JERRY BAGEL, MD

The New Thinking  
on Psoriasis

CV Disease Risk Factors:
Hypertension

Diabetes
Dyslipidemia

Obesity
Metabolic syndrome

Smoking
Atheroscleoris

Other Systemic Diseases: 
Psoriatic arthritis

Dactylitis
Certain types of cancer

Inflammatory bowel disease
Nail changes
Osteoporosis

ASSOCIATIONS WITH PSORIASIS

Originally published May 2016

(Continued on page 11)
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T
he growing body of evidence linking psoriasis to 
cardiometabolic diseases suggests that dermatolo-
gists may need to be more proactive about assessing 
heart risks among psoriasis patients.

“Psoriasis does go beyond the skin,” says Nehal N. Mehta, 
MD, MSCE, FAHA, Chief, Section of Inflammation and 
Cardiometabolic Diseases at the National Heart, Lung and 
Blood Institute, in Bethesda, MD. “We know that plaques are 
biologically active and that even one plaque that has been 
there for years should be treated.” 

Research has also shown that the longer a patient has 
psoriasis, the greater their risk for developing cardiovascular 
disease and that disease severity also increases this risk. The 
more severe the psoriasis, the greater the odds of developing 
comorbidities including heart disease, he says.

Systemic inflammation may be the common denominator 
between psoriasis and cardiovascular diseases, but shared 
risk factors (obesity, sedentary behavior, and smoking) may 
up the ante. “Shared risk factors may magnify the risk, but 
there is something about psoriasis that is a specific risk fac-
tor for heart disease,” Dr Mehta says.

Mehta et al published a study in the Oct. 8, 2015 issue of 
the journal Arteriosclerosis, Thrombosis, and Vascular Biology 
highlighting the effect that psoriasis can have on blood 
vessels. The team used PET/CT scans to show blood vessel 
inflammation in individuals with psoriasis.1 “The more skin 
disease, the more blood vessel inflammation, but just one 
plaque is too much.”  

Another study backs up this point. Even when well-estab-
lished CV risk factors such as age, gender, ethnic group, smok-
ing, alcohol consumption, metabolic syndrome, and hyperuri-
cemia are controlled for, psoriasis increased the risk for heart 
attack, according to the study which appears in the August 
2015 issue of the Journal of Cutaneous Medicine and Surgery.2

In this study, psoriatic patients were at significantly higher 
risks of developing MI (odds ratio [OR] 2.24; 95% CI: 1.27-
3.95; P = .005) and ischemic heart disease (OR 1.90; 95% CI: 
1.18-3.05; P = .008), but not stroke (OR 1.01; 95% CI: 0.48-
2.16; P = .744), after adjustment was made for major cardio-
vascular risk factors.

The million-dollar question is, of course, will treating 
psoriasis reduce cardiometabolic disease risk? Mehta is now 
conducting a study that is set to answer this very question, 
with results expected sometime in 2017.

“There is anecdotal evidence that treatment does matter 
because we are decreasing inflammation,” he says.

QUELL INFLAMMATION, MANAGE CV RISKS
The key is to treat the underlying psoriasis and control 

the controllables when it comes to heart disease, adds 
Steven Feldman, MD, PhD, professor of Dermatology at 
Wake Forest Baptist Medical Center in Winston-Salem, NC. 
“In getting rid of inflammation, we may be treating CV dis-
ease too,” Dr. Feldman says. “There are certain cardiovascu-
lar screening tests that should be done in the general public 
and psoriasis patients with severe disease certainly need 
these tests.” 

In particular, many younger male psoriasis patients may 
not be seeing an internist regularly. In these cases, the 
onus can fall on the treating dermatologist to screen for 
hypertension, cholesterol, and diabetes, and/or counsel the 

American heart month—celebrated in February—calls attention to link between  

psoriasis and CV disease.

BY DENISE MANN

The Heart of the Matter

Watch as University of Pennsylvania dermatologist Joel 
Gelfand, MD, talk about the increased risk for CV disease 
in patients with psoriasis: dermtube.com/series/daily-
coverage-maui-derm-2016/
opurehis/

WATCH  NOW

Originally published February 2016
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patient on appropriate actions regarding weight, diet, exer-
cise, and smoking cessation, Dr. Feldman points out.

“It’s simple to screen for cardiometabolic diseases,” Dr. Mehta 
adds.  “Screen for the three B’s: blood pressure, body mass index 
(BMI), and blood (for fasting glucose and fasting cholesterol).”

Amy Kassouf, MD, dermatologist at Cleveland Clinic in Ohio, 
sometimes adds these measures to her routine blood test 
requisition forms. “A lot of the drugs we use to treat psoriasis 
require blood tests anyway so I will sometimes add a lipid panel, 
and if it is elevated, I will suggest they see a primary care physi-
cian or cardiologist for further evaluation,” she says.

RELATIVE VERSUS ABSOLUTE RISK OF CV 
DISEASE IN PSORIASIS

Dr. Feldman urges caution as well as vigilance. “We shouldn’t 
scare ourselves and the general public by just talking about rela-
tive risk without keeping the absolute risk in mind,” he says.

For example, “a 20 percent increased risk of heart disease in a 
60-year-old is far greater than a three-fold elevation in 20-year-
old,” he says. The baseline risk for heart disease in a 20-year-old 
is much lower than that of a 60-year-old. “If you don’t have 
severe psoriasis, and your heart disease risk factors are mild, 
your chances of having a heart attack are pretty low.” n

1. Mehta NN, et al.  Severity of psoriasis associates with aortic vascular inflammation detected by FDG PET/CT and neutro-
phil activation in a prospective observational study. Arterioscler Thromb Vasc Biol. 2015. [Epub ahead of print]
2. Lai YC Yew YW. Psoriasis as an independent risk factor for cardiovascular disease: An epidemiologic analysis using a 
national database.  J Cutan Med Surg. 2015 Aug 27. pii: 1203475415602842. [Epub ahead of print]

How do your psoriasis patients measure up?

Blood Pressure
• Systolic pressure: less than 120 mm Hg 
• Diastolic pressure: less than 80 mm Hg

Cholesterol
• LDL Cholesterol: Less than 100 mg/dL 
• Total Cholesterol: <200 mg/dL
• HDL Cholesterol: Greater than or equal to 60 mg/dL

Triglyceride levels
• Below 150 mg/dL

Glucose
• under 100 mg/dl

BMI
• 18.6-24.9 [End box]

WHAT IS NORMAL?

ing inflammation with disease-modifying and biologic 
drugs lowers these risks. In research presented at the 
2016 American Academy of Dermatology meeting in 
Washington, DC, patients being treated with biologics 
showed a significantly lower risk for a cardiovascular event 
than their counterparts who received phototherapy after 
about four months of treatment.

Other systemic diseases that travel with psoriasis include 
psoriatic arthritis, dactylitis, certain types of cancer, such as 
lymphoma and nonmelanoma skin cancer, inflammatory 
bowel disease, nail changes, and osteoporosis.

PSORIASIS AND PREGNANCY
Psoriasis can also has a negative affect on pregnancy and 

delivery. Studies have shown that it increases the risk for 
spontaneous abortion, preterm birth, severe pre-eclampsia or 
eclampsia, placenta previa with and without hemorrhage, and 
ectopic pregnancy. Women with psoriasis are also more like to 
deliver babies with low birth weight. Psoriasis does not increase 
risk of Cesearean section delivery. This is largely because obste-
tricians do not want to cut through psoriatic skin.

EMBRACING A TEAM APPROACH TO 
TREATMENT

Given the growing list of comorbidities associated with 
psoriasis, the onus is on dermatologists to collaborate and 
coordinate care with primary care physicians and other 
specialists namely psychiatrists, cardiologists, and obstetri-
cian/gynecologists. Treating psoriasis and its associated 
complications and comorbidities takes a team effort. 
Ultimately, this approach will improve quality of life as 
well as skin, joint, and overall health for our patients. n

Jerry Bagel, MD is Director of the Psoriasis 
Treatment Center of Central New Jersey. He origi-
nally presented these findings at the March 2016 
American Osteopathic College of Dermatology 
(AOCD) meeting in New York City.

1.  Armstrong AW, et al. “Quality of Life and Work Productivity Impairment among Psoriasis Patients: Findings from the 
National Psoriasis Foundation Survey Data 2003–2011.” PLOS One. 2012;7:e52935
2. Langley RG, et al. “Ustekinumab significantly improves symptoms of anxiety, depression, and skin-related quality of 
life in patients with moderate-to-severe psoriasis: Results from a randomized, double-blind, placebo-controlled phase III 
trial.” J Am Acad Dermatol. 2010;63:457–65
3. Revicki DA, et al. “Impact of adalimumab treatment on patient-reported outcomes: results from a Phase III clinical trial 
in patients with moderate to severe plaque psoriasis.” J Dermatolog Treat. 2007;18:341–5.
4. Dave J, et al. “Vascular inflammation in psoriasis localizes to the arterial wall using a novel imaging technique.” JAAD 
2014;ePub ahead of print
5. Wu J. “Cardiovascular (CV) Event Risk Assessment in Psoriasis (Ps) Patients Treated with Tumor Necrosis Factor-alpha 
Inhibitors (TNFi) versus Phototherapy.” Presented at AAD 2016, Washington DC/

The New Thinking on Psoriasis 
Continued from page 9
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O
ver the past 15 years, the therapeutic toolbox for the 
treatment of adult moderate-to-severe psoriasis has 
yielded many effective and relatively safe agents. In 
some cases, 50 percent of patients can become clear 

within 12 weeks. However, patient satisfaction with therapy is 
very low. In fact, more than half of patients with moderate to 
severe psoriasis are receiving no treatment or topical treatment 
only.1 

One subset of psoriatic patients that often does not receive 
optimal care is adolescents. Approximately 30 percent of pso-
riasis onset occurs before age 18,2 and the emotional impact of 
psoriasis is comparable to that of asthma, arthritis, or diabetes. 
One recent study found that pediatric patients with psoria-
sis had an increased risk of developing psychiatric disorders, 
including depression and anxiety.3 Moreover, incidence appears 
to be occurring with increased frequency in this age category.4

But therapeutic options for adolescents with moderate to 
severe psoriasis are thin, particularly for those under the age of 
18. In fact, there are no biologic agents approved in the US for 
the treatment of moderate to severe psoriasis under the age of 
18. [Editor’s Note: Since original publication of this article, Enbrel 
(Etanercept, Amgen) received expanded FDA approval for 
treatment of plaque psoriasis in pediatric patients ages 4-17.] 
Conversely, biologics are approved with indications for younger 
ages in other disease states. For example, several biologics are 
approved down to the age of four for the treatment of juvenile 
idiopathic arthritis (JIA), a condition that some rheumatologists 
believe is a category for psoriatic arthritis under the age of 18. 
Additionally, infliximab (Remicade, Janssen) has been approved 
for the treatment of Crohn’s disease and ulcerative colitis 
down to age 6. Last year, adalimumab (Humira, AbbVie) was 
also approved for patients with Crohn’s disease down to age 6. 
Meanwhile, in Europe some biologic agents are approved for 
children with psoriasis down to the age of 8 years old.

For the treatment of adolescent and pediatric psoriasis in the 

US, however, most biologic treatment is off label. Therefore, we 
depend on published research to guide our therapeutic selec-
tions for these individuals. Ahead I will recap notable studies 
on the off label use of biologics for pediatric and adolescent 
psoriasis. 

BIOLOGICS FOR PEDIATRIC PSORIASIS
One of the most significant studies evaluating biologics for 

the treatment of pediatric psoriasis was published in The New 
England Journal of Medicine in 2008.5 For the Phase III study, 
investigators evaluated 211 patients between the ages of four 
and 17 with psoriasis who were treated with etanercept (Enbrel, 
Amgen) for 48 weeks. The average patient age was 13 years old, 
and 36 percent were under the age of 11. Of note, average BSA 
was 20 percent. All patients had previously been on or were on 
systemic or phototherapy, and all washed out before entering 
clinical trial.

The first 12 weeks were double blind. Researchers adminis-
tered etanercept administered 0.8 mg/kg sc once weekly up to 
a max dose of 50 mg. The next 24 weeks was open labeled, fol-
lowed by a 12 weeks withdrawal and retreatment period. 

At week 12, PASI 50/75/90 response was 75, 57, and 27 
percent, respectively, compared to 23,11, and seven percent, 
respectively, for those in the placebo group. At 24 weeks, 62 
percent of patients who were on placebo through week 12 
achieved PASI 75, as compared to 69 percent of people who 
were on it continuously for 24 weeks. These results were main-
tained through 36 weeks. Additionally, of those who continued 
with etanercept through 48 weeks, 80 percent maintained their 
PASI scores.

There were no increases overall in adverse events between 
placebo and etanercept-treated groups. Additionally, all seri-
ous adverse events in the etanercept-treated groups resolved 
without sequelae. They included removal of an ovarian cyst, 
pneumonia in an asthmatic patient, and gastroenteritis. No 

Though data has been lacking in recent years, the use of biologics in pediatric and adolescent 

patients deserves more consideration.

BY JERRY BAGEL, MD AND ALEXA HETZEL, BS

Biologics and  
Pediatric Psoriasis

Originally published April 2015
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deaths, malignancies, opportunistic infections, tuberculosis, or 
demyelination were reported.

Patients who obtained at least at PASI 50 at week 48 entered 
a 264-week long-term open label extension.6 At week 96, PASI 
50/75/90 was 85, 58, and 29 percent, respectively. Common 
adverse events were URIs, strep pharyngitis, headache, and 
sinusitis. Two patients withdrew from the study—one due an 
incidence of Crohn’s disease, the other due to sinusitis.

In 2009, the FDA reported 48 pediatric malignancies in 
anti-TNF-treated patients (mostly treated for JIA) between 
the ages of zero and 18. Of these, 31 were treated with inf-
liximab, 15 etanercept, and two adalimumab.7 In the etan-
ercept group, five were lymphoma and four were leukemia. 
The average duration of exposure was 28 months, and 73 
percent were treated concomitantly with methotrexate 
and steroids. Importantly, the rate of lymphomas treated 
in children was 11 per 100,000 patient years, five-fold over 
the background rate. 

It is likely that this reported increase in lymphoma hindered 
further research in pediatric psoriasis and may explain why so 
little research has been conducted since then.

 
RECENT DATA

New data presented at the 2015 Annual Meeting of 
American Academy of Dermatology in San Francisco evaluated 
ustekinumab (Stelara, Janssen) in the treatment of adolescent 
psoriasis.8 Researchers evaluated 110 subjects between the ages 
of 12 and 18 years with moderate to severe psoriasis. Average 
PASI scores were greater than 12, PGA scores were greater 
than three, and BSA was greater than 10 percent. The average 
patient age was 15 years, with average age of onset nine years 
old, and most had a family history of psoriasis.

Patients were either treated with the standard dose (45 mg 
for patients less than 100 kg, 90 mg for patients greater than 
100 kg), half the standard dose (22.5 mg for those less than 100 
kg, and 45 mg for those greater then 100 kg), or placebo. 

At 12 weeks, 80 percent of patients in the standard dose cat-
egory achieved PASI 75, as compared to 78 percent in patients 
in the half-dose category, and 10 percent in the placebo group. 
In the half dose group, 54 percent of patients achieved PASI 90, 
compared to 61 percent in the full dose group. 

In the 52-week data (last dose at week 40), 65 percent of 
patients in the half-dose group maintained PASI 75, as com-
pared to 78 percent in the standard dose group. Additionally, 
60 percent of standard dose patients achieved PASI 90, com-
pared to 50 percent in the half dose category.

These efficacy results are extremely compelling, particu-
larly because of the overall lower weight of the patients 
and hence a more appropriate weight-based dosage. 
Although PASI scores were similar between the two 
groups, the duration of remission and improvement were 

not as long in the half dose group as they were in the full 
dose group. Adverse events were also similar to those seen 
in adult clinical trials, with a slight increased risk of infec-
tions but no serious infections were noted in this study.

TREATMENT PEARLS
When we are evaluating patients with psoriasis who are 

under the age of 18, particularly those in the adolescent years, 
we should consider that they are at a time in their lives in which 
they are developing a sense of self. Good treatment doesn’t just 
help them cope but helps to relieve all adolescent stresses with 
exceptional burdens that impacts their self esteem. Importantly, 
clinicians should continue to explore the possibilities of using 
biologic therapies in these patients. Safety is a key consideration, 
but the recent data indicate that, if used appropriately and with 
the proper precautions, these therapies can be use safely and 
yield good results.

While etanercept can be dosed according to each individual’s 
weight, ustekinumab is administered only at 45mg or 90mg 
depending on whether the patient is over or under 100kg. 
However, ustekinumab may offer an advantage when it comes 
to the number of treatments. Since patients in the pediatric 
population may be particularly resistant to shots, ustekinum-
ab’s administration every 12 weeks may be more enticing than 
the higher frequency of treatments with etanercept. 

For patients with more severe cases, limited case reports sug-
gest that infliximab 5mg/kg given at weeks zero, two, six, and 
then every eight weeks thereafter can offer benefit in children 
who are refractor to other systemic and biologic therapies 
down to the age of three years. A review of the literature did 
not provide information concerning the use of adalimumab in 
pediatric psoriasis.

Also, when using biologics off label in pediatric patients, it 
is important that they are brought up to date with all immu-
nizations prior to therapy. If patients are exposed to varicella, 
temporarily stop therapy and consider varicella zoster immune 
globulin (VZIG). 

CONCLUSION: HOPE FOR THE FUTURE
Despite the lack of studies in recent years, the newest data 

suggest promising directions for harnessing biologics in the 
treatment of psoriasis in patients under the age of 18 years. 
Moreover, it’s quite possible that the FDA, now realizing the 
effect that psoriasis has on quality of life, may be more open 
to allowing clinical trials for the study of biologics in pediatric 
psoriasis. n
 
1.Lebwohl, MG, et al. J Am Acad Dermatol. 2014 May; 70(5): 871-81.
2. AbuHilal M, Ho N. Pediatr Dermatol. 2015 Feb 26.
3. Tollefson MM, Crowson CS, McEvoy MT, Maradit Kremers H. J Am Acad Dermatol. 2012 Oct;67(4):651-7.e1-2. 
4. Kimball AB, et al. J Am Acad Dermatol. 2010 Jun;62(6):979-87. Epub 2009 Dec 5.
5. Paller AS, et al. NEJM. 2008. Jan 17. 358(3): 241-251.
6. Paller AD, et al. JAAD. 2010; 63: 762-768.
7. FDA Dermalologic and Ophthalmic Drug Advisory Committee Meeting. June 18, 2008: Available at www.fda.gov
8. Landells I, et al. Poster 1321. American Academy of Dermatology Annual Meeting. San Francisco, 2015.
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New treatments continue to change the 
playing field for patients with moderate-
to-severe psoriasis, but a significant treat-
ment gap still exists. Unless and until this 
gap is shored up, psoriasis patients will 
continue to suffer and face stigma. An 
expert weighs in.

Why is advocacy so important within the  
psoriasis community?

Dr. Bagel: It is not just patient advocacy, but patient-
physician advocacy that is important. Physicians aren’t 
always aware of how much psoriasis patients suffer from this 
disease psychologically, metabolically, physically, profession-
ally, and in terms of reduction in their quality of life. Only 20 
percent of patients with severe psoriasis are being treated 
adequately. Advocacy is about education. We need to let 
patients know that there are better treatments available 
today and we need to educate physicians about the moni-
toring methods for these treatments so that they are more 
comfortable treating psoriasis.

Is there really still a stigma associated with  
psoriasis?

Dr. Bagel: Yes. The recently released Clear About Psoriasis 
Survey from the National Psoriasis Foundation showed that 
85 percent of moderate to severe psoriasis respondents have 
suffered from social stigma like discrimination and humilia-
tion because of their disease. These patients are made to feel 
dirty and ugly. As many as 50 percent will avoid intimate 
relationships, increasing their risk for depression and suicidal 
ideation. Severe psoriasis patients are also more likely to be 
economically challenged, compared with their mild to mod-
erate counterparts, and all psoriasis patients have a higher 
frequency of poverty compared to people without this 
inflammatory skin disease. This is due to many factors. They 
have very poor self esteem and they don’t sleep well so they 
go to work, but don’t perform their job as well as others. 
They also have increased absenteeism.

How can we reduce this stigma?
Dr. Bagel: We know that biologics improve the dis-

ease, depression, and quality of life for our patients. It all 
comes back to patient and physician advocacy. We need 
to keep educating patients about their treatment options. 
We also want doctors to become more comfortable pre-
scribing available treatments and monitoring patients on 
them, which will shore up the treatment gap and improve 
quality of life and stigma. It’s not that difficult to treat 
moderate to severe psoriasis and it can be done well in a 
relatively short period of time. These patients come back 
in 12 weeks with a big smile. This is very rewarding for all 
involved. n

Jerry Bagel, MD, FAAD
Physician Spotlight:

Director, Psoriasis Treatment Center of Central New Jersey

Dr. Bagel recently received the annual Outstanding 
Physician-Clinician award from the National Psoriasis 
Foundation. This award recognizes a physician for out-
standing achievements in improving psoriatic disease 
clinical practice and who has played a major or lasting 
role with national impact in improving the quality of life 
of patients and their families.

“We need to let patients know that 

there are better treatments available 

today and we need to educate  

physicians about the monitoring 

methods for these treatments so 

that they are more comfortable 

treating psoriasis.”

Originally published August 2016



OTEZLA® (apremilast) tablets, for oral use
The following is a Brief Summary; refer to Full Prescribing Information for
complete product information.
INDICATIONS AND USAGE
OTEZLA® (apremilast) is indicated for the treatment of patients with moderate
to severe plaque psoriasis who are candidates for phototherapy or systemic
therapy.
CONTRAINDICATIONS
OTEZLA is contraindicated in patients with a known hypersensitivity to apremilast
or to any of the excipients in the formulation [see Adverse Reactions (6.1)].
WARNINGS AND PRECAUTIONS
Depression: Treatment with OTEZLA is associated with an increase in adverse
reactions of depression. Before using OTEZLA in patients with a history of
depression and/or suicidal thoughts or behavior prescribers should carefully
weigh the risks and benefits of treatment with OTEZLA in such patients.
Patients, their caregivers, and families should be advised of the need to be alert
for the emergence or worsening of depression, suicidal thoughts or other mood
changes, and if such changes occur to contact their healthcare provider.
Prescribers should carefully evaluate the risks and benefits of continuing
treatment with OTEZLA if such events occur. During the 0 to 16 week placebo-
controlled period of the 3 controlled clinical trials, 1.3% (12/920) of patients
treated with OTEZLA reported depression compared to 0.4% (2/506) treated
with placebo. During the clinical trials, 0.1% (1/1308) of patients treated with
OTEZLA discontinued treatment due to depression compared with none in
placebo-treated patients (0/506). Depression was reported as serious in 0.1%
(1/1308) of patients exposed to OTEZLA, compared to none in placebo-treated
patients (0/506). Instances of suicidal behavior have been observed in 0.1%
(1/1308) of patients while receiving OTEZLA, compared to 0.2% (1/506) in
placebo-treated patients. In the clinical trials, one patient treated with OTEZLA
attempted suicide while one who received placebo committed suicide. 
Weight Decrease: During the controlled period of the trials in psoriasis, weight
decrease between 5%-10% of body weight occurred in 12% (96/784) of patients
treated with OTEZLA compared to 5% (19/382) treated with placebo. Weight
decrease of ≥10% of body weight occurred in 2% (16/784) of patients treated
with OTEZLA 30 mg twice daily compared to 1% (3/382) patients treated with
placebo. Patients treated with OTEZLA should have their weight monitored
regularly. If unexplained or clinically significant weight loss occurs, weight loss
should be evaluated, and discontinuation of OTEZLA should be considered.
Drug Interactions: Co-administration of strong cytochrome P450 enzyme
inducer, rifampin, resulted in a reduction of systemic exposure of apremilast,
which may result in a loss of efficacy of OTEZLA. Therefore, the use of
cytochrome P450 enzyme inducers (e.g., rifampin, phenobarbital, carbamazepine,
phenytoin) with OTEZLA is not recommended [see Drug Interactions (7.1) and
Clinical Pharmacology (12.3)].  
ADVERSE REACTIONS
Clinical Trials Experience in Psoriasis: Because clinical trials are conducted
under widely varying conditions, adverse reaction rates observed in the clinical
trial of a drug cannot be directly compared to rates in the clinical trials of another
drug and may not reflect the rates observed in clinical practice. Diarrhea,
nausea, and upper respiratory tract infection were the most commonly reported
adverse reactions. The most common adverse reactions leading to discontinuation
for patients taking OTEZLA were nausea (1.6%), diarrhea (1.0%), and headache
(0.8%). The proportion of patients with psoriasis who discontinued treatment
due to any adverse reaction was 6.1% for patients treated with OTEZLA 30 mg
twice daily and 4.1% for placebo-treated patients.
Table 3: Adverse Reactions Reported in ≥1% of Patients on OTEZLA and With
Greater Frequency Than in Patients on Placebo; up to Day 112 (Week 16)

Placebo OTEZLA 30 mg BID
Preferred Term (N=506) (N=920)

n (%) n (%)
Diarrhea 32 (6) 160 (17)
Nausea 35 (7) 155 (17)
Upper respiratory tract infection 31 (6) 84 (9)
Tension headache 21 (4) 75 (8)
Headache 19 (4) 55 (6)
Abdominal pain* 11 (2) 39 (4)
Vomiting 8 (2) 35 (4)
Fatigue 9 (2) 29 (3)

(continued)

Table 3: Adverse Reactions Reported in ≥1% of Patients on OTEZLA and With
Greater Frequency Than in Patients on Placebo; up to Day 112 (Week 16)

Placebo OTEZLA 30 mg BID
Preferred Term (N=506) (N=920)

n (%) n (%)
Dyspepsia 6 (1) 29 (3)
Decrease appetite 5 (1) 26 (3)
Insomnia 4 (1) 21 (2)
Back pain 4 (1) 20 (2)
Migraine 5 (1) 19 (2)
Frequent bowel movements 1 (0) 17 (2)
Depression 2 (0) 12 (1)
Bronchitis 2 (0) 12 (1)
Tooth abscess 0 (0) 10 (1)
Folliculitis 0 (0) 9 (1)
Sinus headache 0 (0) 9 (1)

*Two subjects treated with OTEZLA experienced serious adverse reaction of
abdominal pain.
Severe worsening of psoriasis (rebound) occurred in 0.3% (4/1184) patients
following discontinuation of treatment with OTEZLA (apremilast).
DRUG INTERACTIONS
Strong CYP 450 Inducers: Apremilast exposure is decreased when OTEZLA is
co-administered with strong CYP450 inducers (such as rifampin) and may
result in loss of efficacy [see Warnings and Precautions (5.3) and Clinical
Pharmacology (12.3)].
USE IN SPECIFIC POPULATIONS
Pregnancy: Pregnancy Category C: OTEZLA should be used during pregnancy
only if the potential benefit justifies the potential risk to the fetus. Pregnancy
Exposure Registry: There is a pregnancy exposure registry that monitors
pregnancy outcomes in women exposed to OTEZLA during pregnancy.
Information about the registry can be obtained by calling 1-877-311-8972.
Nursing Mothers: It is not known whether OTEZLA or its metabolites are present
in human milk. Because many drugs are present in human milk, caution should
be exercised when OTEZLA is administered to a nursing woman. Pediatric use:
The safety and effectiveness of OTEZLA in pediatric patients less than 18 years
of age have not been established. Geriatric use: Of the 1257 patients who
enrolled in two placebo-controlled psoriasis trials (PSOR 1 and PSOR 2), a total
of 108 psoriasis patients were 65 years of age and older, including 9 patients
who were 75 years of age and older. No overall differences were observed in the
efficacy and safety in elderly patients ≥65 years of age and younger adult
patients <65 years of age in the clinical trials. Renal Impairment: Apremilast
pharmacokinetics were characterized in subjects with mild, moderate, and
severe renal impairment as defined by a creatinine clearance of 60-89, 30-59,
and less than 30 mL per minute, respectively, by the Cockcroft–Gault equation.
While no dose adjustment is needed in patients with mild or moderate renal
impairment, the dose of OTEZLA should be reduced to 30 mg once daily in
patients with severe renal impairment [see Dosage and Administration (2.2) and
Clinical Pharmacology (12.3)]. Hepatic Impairment: Apremilast pharmacokinetics
were characterized in patients with moderate (Child Pugh B) and severe (Child
Pugh C) hepatic impairment. No dose adjustment is necessary in these patients.
OVERDOSAGE
In case of overdose, patients should seek immediate medical help. Patients
should be managed by symptomatic and supportive care should there be an
overdose.
Manufactured for: Celgene Corporation, Summit, NJ 07901
OTEZLA® is a registered trademark of Celgene Corporation.
Pat. http://www.celgene.com/therapies
©2015 Celgene Corporation, All Rights Reserved.
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◆  Otezla was evaluated in 2 multicenter, double-blind, placebo-
controlled trials of similar design. Patients with moderate to severe 
plaque psoriasis (N = 1257) were randomized 2:1 to Otezla 30 mg or 
placebo twice daily for 16 weeks, after a 5-day titration1,3

◆  Inclusion criteria: Age ≥18 years, BSA involvement ≥10%, sPGA ≥3, PASI 
score ≥12, candidates for phototherapy or systemic therapy1,3

◆  PASI-75 response at week 16 (primary endpoint)

     – ESTEEM 1: Otezla 33% vs placebo 5% (P < 0.0001)1-3

     – Similar PASI-75 response was achieved in ESTEEM 21,2

BSA, body surface area; PASI, Psoriasis Area and Severity Index; sPGA, static
Physician Global Assessment. 

INDICATIONS
Otezla is indicated for the treatment of patients with moderate 
to severe plaque psoriasis who are candidates for phototherapy 
or systemic therapy.
Otezla is indicated for the treatment of adult patients with 
active psoriatic arthritis.

IMPORTANT SAFETY INFORMATION
Contraindications
◆ Otezla® (apremilast) is contraindicated in patients with a 

known hypersensitivity to apremilast or to any of the 
excipients in the formulation

Warnings and Precautions
◆ Depression: Treatment with Otezla is associated with an 

increase in adverse reactions of depression. During clinical 
trials, 1.3% (12/920) of patients treated with Otezla reported 
depression compared to 0.4% (2/506) on placebo; 0.1% (1/1308) of 
Otezla patients discontinued treatment due to depression 
compared with none on placebo (0/506). Depression was 
reported as serious in 0.1% (1/1308) of patients exposed to 
Otezla, compared to none in placebo-treated patients 
(0/506). Suicidal behavior was observed in 0.1% (1/1308) of 
patients on Otezla, compared to 0.2% (1/506) on placebo. One 
patient treated with Otezla attempted suicide; one patient on 
placebo committed suicide
– Carefully weigh the risks and benefits of treatment with 

Otezla for patients with a history of depression and/or 
suicidal thoughts/behavior, or in patients who develop such 
symptoms while on Otezla. Patients, caregivers, and 
families should be advised of the need to be alert for the 
emergence or worsening of depression, suicidal thoughts or 
other mood changes, and they should contact their 
healthcare provider if such changes occur

◆ Weight Decrease: Body weight loss of 5-10% occurred in 12% 
(96/784) of patients treated with Otezla and in 5% (19/382) of 

patients treated with placebo. Body weight loss of ≥10% 
occurred in 2% (16/784) of patients treated with Otezla 
compared to 1% (3/382) of patients treated with placebo. 
Monitor body weight regularly; evaluate unexplained or 
clinically significant weight loss, and consider discontinuation 
of Otezla

◆ Drug Interactions: Apremilast exposure was decreased 
when Otezla was co-administered with rifampin, a strong 
CYP450 enzyme inducer; loss of Otezla efficacy may occur. 
Concomitant use of Otezla with CYP450 enzyme inducers 
(eg, rifampin, phenobarbital, carbamazepine, phenytoin) is 
not recommended

Adverse Reactions
◆ Adverse reactions reported in ≥5% of patients were (Otezla%, 

placebo%): diarrhea (17, 6), nausea (17, 7), upper respiratory tract 
infection (9, 6), tension headache (8, 4), and headache (6, 4)

Use in Specific Populations
◆ Pregnancy and Nursing Mothers: Otezla is Pregnancy  

Category C; it has not been studied in pregnant women. Use 
during pregnancy only if the potential benefit justifies the 
potential risk to the fetus. It is not known whether apremilast 
or its metabolites are present in human milk. Caution should 
be exercised when Otezla is administered to a nursing woman

◆ Renal Impairment: Otezla dosage should be reduced in 
patients with severe renal impairment (creatinine clearance 
less than 30 mL/min); for details, see Dosage and 
Administration, Section  2, in the Full Prescribing Information

Please turn the page for Brief Summary
of Full Prescribing Information.
References: 1. Otezla [package insert]. Summit, NJ: Celgene Corporation; 2015. 2. Data 
on file, Celgene Corporation. 3. Papp K, Reich K, Leonardi CL, et al. J Am Acad Dermatol. 
2015;73(1):37-49. 4. Information derived from Symphony Health Solutions 
PrescriberSource PatientFocus data, Celgene proprietary methodology. April 2014 
through March 2016.

*  Data includes healthcare professionals (dermatologists, rheumatologists, nurse 
practitioners, and physician assistants) and their Otezla prescriptions (including 
refills) from April 2014 through March 2016 for patients with plaque psoriasis or 
psoriatic arthritis. Source: Data on file, Celgene Corporation.

Otezla® is a registered trademark 
of Celgene Corporation.
© 2016 Celgene Corporation  05/16 
USII-APR150063(2)
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Otezla® (apremilast) is indicated for the treatment of patients with moderate to 
severe plaque psoriasis who are candidates for phototherapy or systemic therapy.
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