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BACKGROUND: Psoriasis is a debilitating chronic inflammatory autoimmune disease affecting approx-
imately 7.4 million adults in the United States. Plaque psoriasis is the most common form, affecting 80%
to 90% of patients.

OBJECTIVES: To describe the impact and challenges that psoriasis presents for various stakeholders,
and to provide nondermatologist healthcare decision makers with information to enhance their contri-
butions to drug and pharmacy benefit design discussions.

DISCUSSION: Psoriasis carries an increased risk for early mortality and an increased prevalence of
comorbidities, including psoriatic arthritis, cardiovascular disease, and diabetes. It is also associated
with anxiety, depression, and social isolation, and can negatively impact patients’ relationships, produc-
tivity, and careers. The physical, psychologic, social, and economic impact of psoriasis, plus the asso-
ciated stigma, result in cumulative impairment over a patient’s lifetime. The current treatments for
moderate-to-severe psoriasis include topical therapy, phototherapy, and systemic drugs (nonbiologic
and biologic); however, patient satisfaction remains low, combination therapy and treatment switching
are common, and many patients remain untreated or undertreated. Clinicians should consider the pa-
tient holistically, and should select treatment based on a range of factors, including disease severity (with
physical and psychosocial manifestations), susceptibility to cumulative life-course impairment (consider-
ing personality, behavior, and cognition), comorbidities, concomitant medication, and patient prefer-
ence. It is estimated that the total annual direct cost of treating psoriasis in the United States in 2015
exceeded $12.2 billion.

CONCLUSION: Psoriasis is a complex disease, and appropriate management is correspondingly
complex. Newer psoriasis treatments provide improved efficacy and safety versus traditional treatments,
but challenges remain in ensuring patients access to these medications. An improved understanding of
the barriers to appropriate treatment is needed, as well as clear and accessible information for payers
and clinicians on current treatment options, to ensure that decision makers can control costs while
providing patients with optimal care.
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he increasing prevalence of noncommunicable

| chronic diseases is widely recognized as a signifi-
cant challenge to US and global healthcare. De-

spite such recognition focusing primarily on life-threat-

ening conditions (eg, cardiovascular disease, respiratory
disease, diabetes, and cancer), there is also a recognition

of the growing burden imposed by chronic diseases that
result in significant morbidity rather than mortality.! In
2014, the World Health Organization adopted a resolu-
tion characterizing psoriasis as “a chronic, non-commu-
nicable, painful, disfiguring and disabling disease for
which there is no cure.”!
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The Challenge of Managing Psoriasis

Psoriasis is a chronic systemic inflammatory autoim-
mune disease characterized by skin lesions, with the most
common subtype being plaque psoriasis, which accounts
for 80% to 90% of all cases.? Plaque psoriasis manifests as
red, raised lesions covered in dead skin cells with a sil-
very appearance (Figure).? Plaques vary in their extent
and location, but they often have a bilateral symmetrical
distribution and most frequently occur on the elbows,
knees, genitals, scalp, lower back, and buttocks.?

Psoriasis is also associated with an increased inci-
dence of chronic comorbid conditions related to the
systemic inflammatory nature of the disease.’ For exam-
ple, the risk for a myocardial infarction in a 30-year-old
patient with severe psoriasis is 3-fold higher than in the
general population.* Patients with psoriasis also have an
increased risk for metabolic syndrome, including obesi-
ty, diabetes, and hyperlipidemia,”> with an increased
overall mortality risk in patients with severe psoriasis,®’
or with varying severity of disease.® Cardiovascular dis-
ease is the main driver of excess mortality in absolute
terms, but one study suggested that the relative risk for
premature death from renal or hepatic causes is also ele-
vated in patients with psoriasis compared with matched
controls.® The relative risk for cardiovascular death asso-
ciated with severe psoriasis is higher in younger pa-
tients.® In addition, up to 30% of patients with psoriasis
also have psoriatic arthritis, which manifests as general-
ized fatigue, pain, stiffness, and swelling in and around
the joints, potentially resulting in joint destruction and
further disability.’

Psoriasis is primarily diagnosed in young people; 75%
of individuals are aged <40 years at the time of diagno-
sis.’® For patients diagnosed before age 40 years, peak
onset occurs between the ages of 16 and 22 years; diag-
nosis after age 40 years has a peak age of onset when
patients are in their mid-to-late 50s.!° Estimates of psori-
asis prevalence in the United States range between 1%
and 5%''% in 2013, approximately 7.4 million US
adults had psoriasis.!! In the United States, approximate-
ly 150,000 cases of psoriasis are diagnosed annually, and
3 million visits to doctors’ offices or hospitals are a result
of psoriasis.

The proportion of US patients with plaque psoriasis
who have moderate-to-severe disease is estimated to be
approximately 20%."> However, of the 5604 US patients
who responded to the National Psoriasis Foundation’s
biannual survey between 2003 and 2011, 36% consid-
ered themselves to have moderate disease and 34% se-
vere disease,'* and in a large international survey, re-
sponding dermatologists considered approximately 20%
of their patients to have severe psoriasis.”” Patients with
more severe disease are more likely to consult a clinician,
and a substantial number of patients with mild psoriasis

KEY POINTS

> Psoriasis is a chronic inflammatory autoimmune
disease affecting >7 million US adults.

> Plaque psoriasis is the most common form,
affecting 80% to 90% of patients.

> Psoriasis has a physical, emotional, social, and
economic impact on patients, and is associated
with reduced health and productivity, lost work
days, and an increased incidence of comorbidities.

> Current treatment options include topical
therapies, phototherapies, oral systemic therapies,
and a wide range of biologics.

> New therapies are needed to help address long-
term efficacy and safety concerns, low patient
satisfaction, and poor adherence.

> Payers face challenges in deciding which
treatments for moderate-to-severe psoriasis to
include on their formularies because of increasing
options and costs.

EOIN Patients with Moderate-to-Severe Psoriasis

Photos were taken at the baseline visit of a clinical study in adults with moderate-to-severe
psoriasis. Patients provided written, informed consent for the use of these photos.

do not seek treatment from a clinician.'

In light of the increasing prevalence and burden of
psoriasis and the rapidly changing treatment landscape
of the disease, the purpose of this article is to provide an
overview of the key aspects of moderate-to-severe psori-
asis, including the methods by which it is assessed, cur-
rent treatment options, and unmet treatment needs. The
impact of psoriasis on patients, clinicians, payers, and
employers will also be discussed.
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LU FDA-Approved Treatments for Plaque Psoriasis

Therapy Therapy line
Topical agents
Anthralin First line in mild disease; second line in combination with other
treatments in mild, moderate, or severe disease
Corticosteroids First line in mild disease; second line in combination with other
treatments in mild, moderate, or severe disease
Coal tar First line in mild disease; second line in combination with other
treatments in mild, moderate, or severe disease
Salicylic acid First line in mild disease; second line in combination with other

treatments in mild, moderate, or severe disease

Vitamin D analogs

First line in mild disease; second line in combination with other
treatments in mild, moderate, or severe disease

Vitamin A analogs

First line in mild disease; second line in combination with other
treatments in mild, moderate, or severe disease

Phototherapy

Narrowband UVB

First line in moderate-to-severe disease or mild disease in vulnerable
areas; second line (in combination with other treatments) in mild,
moderate, or severe disease

Excimer 308-nm laser
narrowband UVB

First line in moderate-to-severe disease or mild disease in vulnerable
areas; second line (in combination with other treatments) in mild,
moderate, or severe disease

PUVA

First line in moderate-to-severe disease or mild disease in vulnerable
areas; second line (in combination with other treatments) in mild,
moderate, or severe disease

Nonbiologic systemic therapies

Methotrexate

Second line in severe, recalcitrant, disabling disease that is not
adequately responsive to other forms of therapy

Cyclosporine

First line in severe, recalcitrant disease in patients for whom other
systemic therapies are contraindicated; second line in severe,
recalcitrant disease in patients who have failed to respond to at least
1 systemic therapy or cannot tolerate other systemic therapies

Acitretin

First line in severe disease

Apremilast (Otezla)

First line in moderate-to-severe disease

Biologic systemic therapies

Adalimumab (Humira)

First line in moderate-to-severe disease

Etanercept (Enbrel)

First line in moderate-to-severe disease

Infliximab (Remicade)

First line in severe disease

Ixekizumab (Taltz)

First line in moderate-to-severe disease

Secukinumab (Cosentyx)

First line in moderate-to-severe disease

Ustekinumab (Stelara)

First line in moderate-to-severe disease

FDA indicates US Food and Drug Administration; PUVA, psoralen combined with ultraviolet A;
UVB, ultraviolet light B.
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Disease Assessment

Several measures are used to assess the severity of
psoriasis as a measure of treatment response in clinical
trials and in day-to-day clinical practice. According to
the American Academy of Dermatology guidelines, the
Psoriasis Area and Severity Index (PASI) is often used to
assess the overall severity of psoriasis in clinical trials; a
75% improvement in the PASI score (PASI75) is con-
sidered to represent a clinically relevant treatment re-
sponse.? Other frequently used assessment tools include

the Physician’s Global Assessment, and an assessment of
the percent of body surface area affected.” The Sim-
ple-Measure for Assessing Psoriasis Activity, which is
calculated by multiplying the Physician’s Global Assess-
ment by the body surface area, is gaining favor as a way
to assess psoriasis severity and response to treatment.'®
To determine psoriasis severity in clinical practice, cur-
rent guidelines recommend that clinicians consider ob-
jective evaluations, including body surface area involve-
ment, the location and thickness of lesions, symptoms,
and the presence or absence of psoriatic arthritis, with a
subjective assessment of the physical, emotional, and fi-
nancial impact on the patient.”

Several questionnaires have been used in the research
setting to assess the impact of psoriasis on health-related
quality of life (QOL), including generic (eg, EuroQoL 5
dimensions [EQ-5D], Sickness Impact Profile, Medical
Outcomes Study 36-Item Short-Form Health Survey
[SE-36]), dermatology-specific (eg, Dermatology Life
Quality Index [DLQI], Skindex), and psoriasis-specific
(eg, Psoriasis Quality of Life, Psoriasis Disability Index)
instruments.” The Koo-Menter Psoriasis Instrument is a
diagnostic tool that can assist clinicians in identifying
patients with a significantly reduced health-related QOL
warranting systemic treatment, and help to document
the rationale for treatment decisions for healthcare pay-
ers.'” However, a recent systematic review concluded
that a valid, sensitive, specific, and acceptable measure is
still needed that assesses the full impact of psoriasis on
patients, and can assist in the clinical management of
patients with psoriasis.'s

In the clinical practice setting, formal measures are
often not used, relying instead on subjective assessments,
particularly patient satisfaction, to drive treatment deci-
sion-making. The paucity of objective clinical outcomes,
and the major limitation of risk adjustment, are signifi-
cant hurdles to assessing the quality of the management
of patients with psoriasis in the clinical setting.

Current Treatment Options

Various options are available for the treatment of
psoriasis, including topical agents, phototherapies and
photochemotherapy, and systemic nonbiologic drugs,
such as methotrexate (MTX) and cyclosporine (both
immunosuppressive drugs), acitretin (a second-genera-
tion retinoid), and apremilast (an oral small-molecule
inhibitor of phosphodiesterase-4), as noted in Table 1.

In addition, several systemic biologic therapies are
currently approved (as of March 2016) by the US Food
and Drug Administration (FDA) for the treatment of
chronic, moderate-to-severe plaque psoriasis, including
infliximab, etanercept, adalimumab, ustekinumab,
secukinumab, and ixekizumab (Table 1).
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The Challenge of Managing Psoriasis

In a survey conducted in the United States, Canada,
France, Germany, Italy, Spain, and the United King-
dom, dermatologists reported that among patients with
moderate-to-severe psoriasis, approximately 75%, 20%,
and 20% of patients were receiving topical therapy, con-
ventional oral therapy, and biologics, respectively.”” The
American Academy of Dermatology has developed algo-
rithms identifying recommended treatment options for
psoriasis,"” and several drugs are currently under investi-
gation for the treatment of psoriasis.

The efficacy of conventional systemic agents (ie,
MTX and cyclosporine) and of biologic agents has been
widely documented.”»? A systematic review and meta-
analysis of 48 randomized controlled trials of therapies
approved for the treatment of moderate-to-severe psori-
asis reported biologics to have higher efficacy than con-
ventional systemic agents, with infliximab having the
highest efficacy, followed by adalimumab and ustekin-
umab.” Newer agents (ie, secukinumab, ixekizumab, and
apremilast) were not included in this systematic review,
because it was conducted before their availability.

Patients’ response to biologic agents can also de-
crease over time as a result of immunogenicity and anti-
drug antibodies.”” Furthermore, there is evidence of
safety issues related to nonbiologic and biologic thera-
pies, including end-organ toxicity, that preclude the
long-term use of conventional systemic agents.’ Biolog-
ics also have rare safety concerns, including possible
increased risk for serious infections, nonmelanoma skin
cancer, and malignancies.”!

At the time of this writing, the efficacy and safety of
35 drugs were being evaluated in phase 2 or 3 clinical
trials for the treatment of psoriasis.??

Unmet Medical Needs

National surveys by the National Psoriasis Foundation
between 2003 and 2011 reported that approximately 37%
to 49%, 24% to 36%, and 9% to 30% of patients with
mild, moderate, and severe psoriasis, respectively, were
not receiving treatment.'* An analysis of claims data from
a US healthcare plan estimated that approximately 60%
of 1.7 million eligible patients with moderate-to-severe
psoriasis (based on self-reported body surface area in-
volvement 23%) had not received therapy in the 12
months before September 2012, and approximately 33%
had not received treatment within the previous 5 years.?’
In that analysis, 50.2% of the patients who received treat-
ment lapsed therapy within 12 months.”

Delays in initiating systemic treatment, switching
treatment, discontinuation and restarting, and dose esca-
lation and reduction are common events in the treatment
of patients with moderate-to-severe psoriasis,”>** as is the
use of a combination of =2 therapies with differing mech-

anisms of action.”” Dermatologists in the United States,
Canada, France, Germany, Italy, Spain, and the United
Kingdom acknowledge that psoriasis is undertreated and
recognize that there is an unmet treatment need for pa-
tients with psoriasis."” The main reasons for physicians not
initiating or maintaining treatment reported in this survey
were related to concerns about the long-term safety or
tolerability and efficacy of currently available therapies.®

Furthermore, studies demonstrate that up to 40% of
individuals with psoriasis do not use their medication as
recommended by their clinician.?* Moreover, data from
National Psoriasis Foundation surveys show that satisfac-
tion with psoriasis treatments is low: more than 50% of
US patients are dissatisfied with their treatment.'* In US
clinical practice, patients with moderate-to-severe psori-
asis who were receiving biologic monotherapy, adalim-
umab in combination with MTX, or phototherapy had
higher overall satisfaction scores, whereas those receiv-
ing topical therapy alone had significantly lower overall
satisfaction scores compared with patients receiving
MTX monotherapy.”

Other studies also showed that patient satisfaction
with systemic therapy was higher compared with topical
treatment.’® Topical therapy requires a cream or gel to
be spread over the affected area of skin, often more than
once daily, which is time-consuming and messy; this,
and the poor perceived efficacy of topical treatment in
moderate-to-severe psoriasis, may account for the low
level of patient satisfaction with topical therapy.?”?
Satisfaction with phototherapy is broadly similar to,? or
less than,” satisfaction with systemic treatment. Most
forms of phototherapy are administered in a clinical
setting, frequently requiring multiple sessions weekly
over a prolonged period, thus presenting a substantial
time commitment burden on patients.”® In addition,
patients may have a copayment for each phototherapy
treatment; this, and the time commitment, may be bar-
riers for patients. Patients with psoriasis who receive
biologic therapies have reported higher treatment satis-
faction than biologic-naive patients.’!

Treatment time was the strongest of 12 predictors of
health-related QOL in a cross-sectional survey of pa-
tients with psoriasis.’> Overall, patients express greater
satisfaction with biologics and oral systemic treatments
than more time-consuming forms of therapy (including
topical and phototherapy).?** Although many patients
react with anxiety or fear to the idea of self-administra-
tion of subcutaneous treatment,” which may present a
barrier to biologic treatment for some patients, treatment
satisfaction is often high with injectable biologic agents
because of their efficacy.’!

Patients with psoriasis place considerable importance
on treatment attributes that are compatible with their
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personal and professional lives, such as treatment loca-
tion (clinic or home), safety, cost, monitoring require-
ments, and administration route.** Of the 35 drugs that
are currently in clinical development for psoriasis, ap-
proximately 29% require administration by injection,
31% are oral therapies, and 40% are topical therapies.?
Taken together, the potential for low satisfaction with
psoriasis treatment, the rates of untreated and undertreat-
ed patients, frequent treatment switching, and the wide-
spread use of combination therapy in the attempt to try
to achieve a satisfactory response represent unmet treat-
ment needs in patients with psoriasis of all severities.

Patient Perspective

Psoriasis is associated with physical symptoms, with
the most common patient-reported symptoms being
itch and pain.”» However, the impact of psoriasis on the
patient extends far beyond these physical manifestations
and can have a profound psychosocial effect that does
not always correlate with the severity of skin lesions.?
The appearance of psoriatic plaques can lead to negative
reactions from other people, including repulsion and
fear. Psoriasis is therefore associated with social stigma,
causing anxiety, depression, and social isolation that
can affect a patient’s interpersonal relationships and
intimacy.*%

The prevalence of depression is higher in patients
with psoriasis compared with the general population,*>*?
and patients with psoriasis are more likely to have suicid-
al thoughts or to attempt suicide than healthy individu-
als.’” Moreover, among patients with moderate-to-severe
psoriasis, patients’ subjective ratings of disease severity
have been reported to be higher than physicians’ objec-
tive ratings, which may be caused by the psychosocial
aspects of the disease.*®

The impact of psoriasis on a patient’s health-related
QOL has been shown in various studies using different
instruments, including the DLQI, the Psoriasis Disability
Index, the EQ-5D, the Sickness Impact Profile, and the
SE-36.3%4 An increase in DLQI score, indicating re-
duced health-related QOL, is correlated with the severi-
ty of disease, but even in patients with <3% body surface
area (ie, mild disease), almost 25% report a substantial
impact on health-related QOL.** A review of 10 years of
DLQI use identified studies that included 2468 patients
with psoriasis and demonstrated reduced health-related
QOL compared with the general population.*

Further evidence of the impact of psoriasis on health-re-
lated QOL comes from a systematic review, showing that
the impact of psoriasis on patients’ health status is similar
to that experienced by patients with other chronic diseas-
es, with the mean EQ-5D scores reported to be 0.52 to
0.90 for psoriasis, 0.24 to 0.90 for cardiovascular disease,

CLINICAL

0.20 to 0.88 for type 2 diabetes, 0.44 to 0.86 for end-stage
renal disease, 0.66 to 0.79 for liver disease, 0.33 to 0.93 for
cancer, and 0.64 to 0.89 for visual disorders.

Psoriasis has also been shown to result in a reduction in
patient-reported physical and mental functioning compa-
rable with other diseases, with mean SF-36 physical com-
ponent summary and mental component summary scores
of 41.2 and 45.7, respectively, in psoriasis compared with
45.1 and 48.8, respectively, in cancer; 43.2 and 48.8, re-
spectively, in arthritis; 44.3 and 52.2, respectively, in hy-
pertension; 41.5 and 51.9, respectively, in type 2 diabetes;
and 45.0 and 34.8, respectively, in depression.# Some
forms of psoriasis have a particularly high impact on pa-
tients’ QOL, including genital psoriasis, palmoplantar
psoriasis, and the comorbidity psoriatic arthritis.”>*+#

The combination of the physical and psychosocial
impact, and the resultant reduction in health-related
QOL associated with psoriasis has a substantial, often
unrecognized, effect on individuals with this disease. A
large, population-based survey in the United States re-
ported that approximately 28% of patients with psoriasis
considered it a “problem” in their everyday lives, and
another 12% rated their psoriasis as a “large problem.”
In a multinational survey, approximately 92% of re-
sponding dermatologists agreed that the clinical disease
burden of psoriasis was frequently underestimated: ap-
proximately 79% thought psoriasis had a social and/or
emotional impact, and approximately 63% considered it
to affect patients’ daily activities and/or work."®

Moderate-to-severe psoriasis adversely affects employ-
ment opportunities, career prospects, and earning poten-
tial.* Indeed, the level of income in patients with psori-
asis correlates inversely with disease severity.# In a
recent study of 201 patients with psoriasis, of whom 50%
had moderate-to-severe disease, the mean productivity
loss was 7.6%, resulting from presenteeism, with an addi-
tional mean 6.6% loss of working time (ie, absenteeism)
over a 4-week period, as assessed via the Work Limita-
tions Questionnaire.*® These results are consistent with
those of a study of 200 patients with moderate-to-severe
plaque psoriasis, which showed a 14% overall work im-
pairment, with the majority of impairment resulting
from presenteeism rather than absenteeism.*’

Kimball and colleagues suggested that the negative
psychological, social, and economic impact of psoriasis on
a patient accumulates over time; they proposed the con-
cept of Cumulative Life Course Impairment (CLCI) to
assess the additive burden of psoriasis, its associated co-
morbidities, and stigma over a patient’s lifetime.” Assess-
ment of health-related QOL is generally cross-sectional,
and the findings are representative of only a single point
in time for a patient; however, CLCI represents the im-
pact of psoriasis on the patient’s physical and psychologi-
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The Challenge of Managing Psoriasis

cal well-being, social and emotional relationships, and
vocational and employment decisions over time. CLCI
may vary depending on factors such as stigmatization,
comorbid conditions (physical and psychological), cop-
ing mechanisms, external factors, and the patient’s per-
sonality.’®>! Many patients consider psoriasis to have al-
tered the course of their lives, such that their abilities to
pursue their chosen career, develop relationships, and
fully enjoy family life are substantially compromised.’!

Clinician Perspective

Although patients with psoriasis may be treated by a
general physician, they are usually managed by dermatol-
ogists (who may refer patients to an infusion center, a
rheumatologist, or a gastroenterologist for infusions, if
required).” In developing treatment plans, clinicians se-
lect a treatment from different topical therapies, systemic
therapies, and phototherapies, and should consider dis-
ease severity, relevant comorbidities, and patient prefer-
ence, as well as the patient’s insurance coverage and
treatment availability.? It is important for physicians to
ensure that patients understand the efficacy, safety, con-
venience, and insurance coverage of appropriate treat-
ment options, so that they can be involved in the treat-
ment decision and potentially maximize adherence.’®

Treatment should reflect the severity of disease, as is
recommended by current treatment guidelines' rather
than being initiated using a stepwise approach. Treat-
ment decisions are often difficult for physicians, be-
cause many medical management policies require a
step-edit approach as a condition for reimbursement,
requiring that the patient’s disease fail to respond ade-
quately to topical and/or conventional systemic thera-
pies before being able to prescribe biologics.”* This may
limit clinicians’ ability to aggressively treat patients
with moderate-to-severe disease, despite the recom-
mended treatment guidelines.

In addition, clinicians managing patients with psoriasis
should consider a holistic approach that considers the
psychosocial and the physical aspects of the disease.”
However, understanding the critical factors, including be-
havioral and cognitive patterns and personality, that affect
the cumulative effects of the disease are essential to inform
treatment decisions earlier in the course of the disease.”

Current biologic therapies are administered via subcu-
taneous injection or intravenous infusion and are effec-
tive in moderate-to-severe psoriasis.” However, their use
is often restricted by payers, requiring completion of
prior authorization forms or other processes to justify
use,”* which may contribute to the undertreatment of
moderate-to-severe psoriasis, despite evidence that such
requirements for other types of therapies do not lead to
reduced costs.*

The ever-growing challenges and opportunities asso-
ciated with the increasing number of treatment options
available for psoriasis must be considered against a back-
drop of changes that add to the pressures on the clini-
cian. Physician performance measurements attempt to
assess the quality and efficiency of clinicians’ perfor-
mance.” Linked to this, tiered-provider networks have
been introduced with clinician tiering based on perfor-
mance ratings (including perceived quality of care and
cost-effectiveness) that may not take into account the
case mix of patients or the treatment efficacy (which
may not be measurable from billing information), and
with patients being offered lower copayments for con-
sulting with clinicians who have better ratings.””

As a consequence of the links between the cost of
care, patient case mix, and the severity of disease, the
inclusion of financial considerations in clinician perfor-
mance ratings raises concerns among dermatologists that
a dermatologist who manages patients with severe psori-
asis could receive a lower rating than another clinician
who only manages patients with mild psoriasis or who
undertreats patients with moderate-to-severe psoriasis.

Although the objective of tiered networks is to im-
prove the quality of care that clinicians provide and to
encourage patients to identify higher quality and more
cost-effective care, there is a potential that such incen-
tive structures would discourage dermatologists from ad-
equately treating (or even seeing) patients with severe
psoriasis.’” The introduction of tight networks, whereby
an insurance company includes a limited number of spe-
cialists (eg, dermatologists) in their network, can limit
patients’ access to required expertise, and may potential-
ly present even bigger challenges than tiered networks to
patients accessing optimal treatment.’®

Economic Implications and Payer Perspective

The annual costs, based on wholesale acquisition
cost (WAC), for select systemic therapies currently
approved by the FDA for the treatment of chronic,
moderate-to-severe plaque psoriasis are considerable
(Table 2). In addition, the recent approval of extreme-
ly effective but costly treatments for patients with hep-
atitis C has resulted in extensive debate regarding the
use of such treatments.”

Systematic reviews of the economic burden of psoria-
sis in the United States have reported high direct costs
of treating psoriasis, although there is no clear consensus
on the actual figure, with estimates of the total annual
direct cost in 2013 ranging from $12.2 billion® to $63.2
billion.*' This wide variation in cost estimates may result
in part from the publication date of articles included in
the systematic reviews, because biologic therapies with
higher costs have become available in more recent years.
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Table 2 Annual Maintenance Costs in 2015 of Select Systemic Therapies Approved by the FDA for Moderate-to-

Severe Plaque Psoriasis, Based on Approved Dosage Schedules?

Annual cost, $

Drug Mechanism of action Route of administration Dosing schedule (WAC)°
Secukinumab IL-17A antagonist Subcutaneous injection 150 mg on wks 0, 1, 2, 3, and 4, then 150 mg every 4 wks or 300 mg 33,220
(Cosentyx) onwks 0,1, 2, 3, and 4, then 300 mg every 4 wks 66,440
Etanercept TNF-o inhibitor Subcutaneous injection 50 mg/wk 48,472
(Enbrel)
Adalimumab TNF-a. inhibitor Subcutaneous injection 40 mg every other wk after an initial single 80-mg dose 51,260
(Humira)
Ustekinumab IL-12 and IL-23 antagonist ~ Subcutaneous injection 45 mg on wks 0 and 4 then every 12 wks (patients <100 kg) or 90 mg 44,201
(Stelara) on wks 0 and 4 then every 12 wks (patients >100 kg) 88,402
Infliximab TNF-a inhibitor Intravenous infusion 5 mg/kg on wks 0, 2, and 6 then every 6-8 wks (80-kg patient) or 30,001
(Remicade) 5 mg/kg on wks 0, 2, and 6 then every 6-8 wks (100-kg patient) 37,502
Ixekizumab IL-17A antagonist Subcutaneous injection 80 mg x 2 then 80 mg every 2 wks for 12 wks, then 80 mg every mo 69,762
(Taltz)
Apremilast PDE-4 inhibitor Oral 30 mg twice daily 31,035
(Otezla)
aCosts shown are based on approved dosage schedules; these may be adapted in clinical practice and may be discounted depending on contracts between purchasers and manufacturers.
“AnalySource. 2015. www.analysource.com/. Accessed August 24, 2015.
FDA indicates US Food and Drug Administration; IL, interleukin; PDE-4, phosphodiesterase-4; TNF, tumor necrosis factor; WAC, wholesale acquisition cost.

The annual WAC for newer systemic and biologic ther-
apies range from $30,001 to $88,402 (Table 2). A recent
US observational study reported the mean 6-month di-
rect costs for patients with moderate-to-severe psoriasis
to be an annual direct cost of $22,582 per patient; in this
study, 60% of patients received biologic therapy, with
36% using a self-administered biologic.®

In a retrospective analysis of a large US healthcare
claims database, the mean annualized total healthcare
cost for patients with moderate-to-severe psoriasis re-
ceiving biologic therapy between January 2007 and
March 2012 was $30,568.24 This cost was broadly consis-
tent with the findings of another retrospective analysis of
a US commercial claims database, in which the mean
annual direct cost (including the cost of the index bio-
logic and any biologic used after discontinuation of the
index drug) per patient with psoriasis and a claim for a
biologic therapy ranged from $22,474 for patients con-
tinuing etanercept therapy to $47,701 for patients who
were newly prescribed infliximab.?> The acquisition costs
for some therapies have changed since this analysis was
reported (Table 2). The annual economic cost in the
United States resulting from reduced health-related
QOL associated with psoriasis has been estimated to be
$11.8 billion.®°

In an analysis of the monthly direct cost to achieve
PASI75, traditional systemic therapies (ie, MTX and
cyclosporine) had the best cost-efficacy of the treatments
analyzed, whereas infliximab 100 mg and ustekinumab
90 mg were the most expensive.®> However, the results of
relatively few clinical trials of MTX or cyclosporine have
been published (3 for MTX and 1 for cyclosporine were

included in this review), resulting in uncertainty in the
number needed to treat to achieve PASI75 response.
Other biologic therapies (adalimumab 40 mg, ustekin-
umab 45 mg, and etanercept 25 mg and 50 mg) had in-
termediate cost-efficacy.”® However, this analysis did not
take into account the cost of managing treatment side
effects®; MTX and cyclosporine have significant safety
concerns that may lead to increased total cost of care,
with hepatotoxicity and bone marrow suppression re-
ported for MTX and hypertension and kidney failure for
cyclosporine.’

Estimates of annual US indirect costs of productivity
loss related to psoriasis vary, with reported costs of up to
$35.4 billion.®*¢! However, recent research has suggested
that the productivity loss related to psoriasis might have
been overestimated in several studies that did not ex-
clude absenteeism or presenteeism in patients with pso-
riasis resulting from other causes.**

Payers face substantial challenges when considering
which psoriasis treatments to include in their plan for
reimbursement, particularly in the setting of moder-
ate-to-severe psoriasis for which biologic or oral thera-
pies may be indicated. Payers have to balance the poten-
tial benefit of treatments with any risk of side effects, as
well as take into account the cost of the therapy (includ-
ing the cost of monitoring for side effects and the likely
cost of managing disease sequelae in the absence of
treatment). As a consequence, payers often support a
traditional stepwise approach to treatments for psoria-
sis.** Traditional nonbiologic therapies with much lower
acquisition costs may be required as first-line treatments
even for patients with moderate-to-severe psoriasis,’ for

Copyright © 2016 by Engage Healthcare Communications, LLC; protected by U.S. copyright law.
Photocopying, storage, or transmission by magnetic or electronic means is strictly prohibited by law.

| American Health & Drug Benefits | www.AHDBonline.com

December 2016 | Vol 9, No 9



The Challenge of Managing Psoriasis

whom some dermatologists think a biologic or a recently
approved nonbiologic drug with higher acquisition costs
are warranted for initial therapy.®’

Most biologic therapies, and some of the newer nonbi-
ologic agents, are effective in multiple autoimmune (and
nonautoimmune) diseases, but have different dosage reg-
imens across indications, which can present a challenge
to payers.®® Payer formulary strategy and utilization man-
agement for FDA-approved specialty drugs are frequently
based on a collective therapeutic review for all indicated
autoimmune diseases. Such reviews are often based on
the autoimmune disease with the largest patient popula-
tion, which is rheumatoid arthritis.®® This strategy may
result in a formulary that may limit or even preclude ac-
cess to some treatment options for patients with other
conditions, such as moderate-to-severe psoriasis.

Given the prevalence of psoriasis and the rising costs
associated with effective treatment, cost management
has become a major concern for payers. Specialty med-
ications accounted for more than 30% of the total drug
spending billed through pharmacy benefit managers in
2014.9" Furthermore, medications for inflammatory
conditions (including psoriasis) accounted for the high-
est spending within specialty medications.’” Drug
spending in 2014 increased by approximately 13%,
with specialty drugs responsible for approximately 30%
to 50% of that increase.®"

Conclusion

Decision makers have to face difficult choices in shar-
ing limited resources not just between competing treat-
ments within a disease but between different disease
states, and it is critical that all stakeholders have an in-
formed understanding of this.

The high incidence of undertreatment of moder-
ate-to-severe psoriasis and the variability in patient re-
sponse highlight that despite a large range of available
treatments, there remains an unmet need for new and
effective treatments, as well as improved access to exist-
ing treatments. Continued research is needed to develop
effective treatments for psoriasis with acceptable safety
profiles and convenient administration routes, as well as
regimens that will address issues of low treatment satis-
faction and poor adherence among patients. Action is
also needed to ensure that US treatment guidelines allow
decision makers to control costs while providing patients
with optimal care, and that such guidelines are followed
by providers. Recent advances have led to the discovery
of new agents for the treatment of psoriasis, providing
broader treatment choices than those available only a
few years ago.

Improved education of clinicians and payers in terms
of the continually evolving nature of available treat-

ments and their different mechanisms of action, efficacy,
potential side effects, and position in treatment algo-
rithms is needed to help inform treatment choices.
Treatment plans should be developed in discussion with
the patient to enhance adherence to their treatment
regimens and to optimize patient outcomes. ll
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STAKEHOLDER PERSPECTIVE

The Challenge of Managing Specialty Drugs

for Psoriasis

By Gary M. Owens, MD
President, Gary Owens Associates, Ocean View, DE

PAYERS: Payers have long recognized that psoriasis
is a chronic inflammatory disease that affects a signifi-
cant portion of the US population. The most common
form is plaque psoriasis, which affects approximately 2%
(ie, 7 million patients) of the population.! According to
Feldman and colleagues, approximately 20% of these
patients may have moderate-to-severe disease and are
therefore potential candidates for systemic therapies.?’
Payers also recognize the unmet needs for this patient
population. There is no cure for this disease, and many
patients are burdened with complex and difficult-to-use
topical therapies. In the past 2 decades, systemic biologic
therapies began to offer patients new and sometimes re-
markably effective treatments for this condition. There
are currently 6 approved systemic biologic treatments for
psoriasis. The mainstay continues to be anti—tumor
necrosis factors; however, newer agents that target inter-
leukins are now also available.

For payers, these treatments offer hope for improved
outcomes for their members, but at a high cost. According
to data from IMS Health, drug spending in the United
States was $310 billion in 2015, and $121 billion of that
was for specialty drugs.* One key issue for payers is that
40% of the pharmacy budget now goes to <2% of patients,
because specialty drugs are being used in relatively small
populations. In the past, payers were able to offset the
growth of specialty drug costs through savings from
switching patients from branded drugs to generics, but by
2016, those opportunities have been maximized. As one
payer noted in a personal conversation, “Managing phar-
macy in 2016 is about managing specialty drugs.”

While reading the current article,” I was particularly
struck by the figure of $30,568—the calculated annual
healthcare cost per patient between 2007 and 2012 for
biologic therapies for patients with moderate-to-severe
psoriasis.” If we agree that 7 million patients have psori-
asis, and that 20% have moderate-to-severe disease, then
potentially 1.4 million patients are candidates for biolog-
ic therapy. If only 50% of those patients were treated
with biologics, at a cost of $30,568, the bill would then

be an astonishing $21.4 billion, assuming that costs have
not risen since this study. This is only 1 example of the
staggering fiscal reality that payers deal with on a daily
basis while trying to maintain access and affordability for
members and their employer customers.

PROVIDERS, PATIENTS: Feldman and colleagues
balance perspectives from the patient, the payer, and the
physician.? Patients want better and more affordable treat-
ments; physicians struggle with the burden of payer man-
agement; such as prior authorizations and clinical manage-
ment programs; and payers must find ways to continue to
pay for these often-revolutionary treatments. However, we
all must deal with the continuing reality of cost.

As noted, the cost potential of treating even one dis-
ease, such as psoriasis, could become unsustainable.
Payers are left with blunt instruments (eg, prior authori-
zations, step-therapy, and contracting for best price) to
help control costs. Payers recognize the administrative
burdens that these approaches create, but these are nec-
essary in today’s environment. The challenge will be to
bring payers, drug developers, physicians, and patients
together to come up with potentially more innovative
ways to manage the growing costs. We may need to de-
velop new reimbursement methods, share risk with pro-
viders and patients, and find innovative ways to match
the best treatment for each patient at the right cost. In
the meantime, payers will continue to use the current
approaches, while eagerly seeking alternative models in
search of new ways to pay for advances in therapy. l
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