Psoriasis Update
Systemic, Topical Options Flourish

From a new class of biologic drugs to new twists on topical thera-
pies, the array of treatments for psoriasis has never been more
robust. In particular, dermatologists are anticipating the arrival of
a potent category of immunomodulators that target a source of
inflammation that can lead to psoriasis, potentially at its origins. At
the same time, they're learning more about using existing biologic
drugs more safely and effectively. Meanwhile, topical preparations
for localized disease offer an unprecedented range of options to
meet patients’ needs.

Before biologics became available, says Lawrence Green, M.D., a
Washington, D.C.-based dermatologist and member of the Nation-
al Psoriasis Foundation’s board of trustees, “Systemic therapy for
moderate to severe psoriasis was very limited in long-term safety
and efficacy.” We already know that long-term methotrexate use
can damage the kidney and liver, he explains, while UV light thera-
py requires repeated cycles to address relapses.

Conversely, “The TNF blockers etanercept, adalimumab, and inf-
liximab have the advantage of being effective in psoriatic arthritis
as well as psoriasis,” says Stephen Stone, M.D., a professor in the
Division of Dermatology at Southern Illinois University School of
Medicine. Other FDA-approved biologics include the T-cell inhibi-
tors alefacept and efalizumab.

All biologics have their advantages and disadvantages. “We have
the most experience with etanercept. We know that it has long-
term efficacy, but there is some drop-off after a year or so,” says
Dr. Stone. Across the board, he adds, “Biologics are immunosup-
pressive, so there may be some suggestion of increased infec-
tions.” In addition, he says, “There may possibly be some evidence
—though it doesn’t appear to be a major problem as much as a
statistical incidence— of increased lymphomas” in patients taking
these drugs.

Pending Biologics Offer New Hope

Targeting a new pathway of inflammation will offer another treat-
ment avenue —one that has doctors quite hopeful. “The IL-12/23
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drugs that are soon to be approved look incredibly effective. For
some people, one dose clears psoriasis for months. And so far they
look reasonably safe,” says Steven R. Feldman, M.D., Ph.D., a pro-
fessor of pathology and dermatology at Wake Forest University in
Winston-Salem, NC.

In the development of these drugs, he says, “Research is showing
that the IL-23 pathway seems to be very closely involved with the
pathogenesis of psoriasis. There’s even a defect in an IL-23 recep-
tor that’s linked to psoriasis,” he adds (Duffin KC, Krueger GG.
Genetic variations in cytokines and cytokine receptors associated
with psoriasis found by genome-wide association. J Invest Derma-
tol. 2008 Oct 2. [Epub ahead of print]).

The closest new biologic psoriasis drug to FDA approval is usteki-
numab, which typically is administered at baseline, four weeks
later, then every 12 weeks thereafter.

“Ustekinumab targets the p40 protein, which is a subunit of inter-
leukins 12 and 23,” says Bruce Bebo, Ph.D., director of Research
and Medical Programs for the National Psoriasis Foundation.
“Ustekinumab neutralizes both of those cytokines and seems to
have a very potent effect on psoriasis,” he says.

In a large Phase Il study targeting moderate to severe psoriasis,
66.7% of patients receiving 45 mg doses and 75.7% receiving 90
mg doses achieved a 75% improvement in their Psoriasis Area and
Severity Index scores (PASI 75) by week 12 versus 3.7% of patients
receiving a placebo. The differences in response rates between the
45 mg cohort and the 90 mg cohort versus placebo were 63.1%
and 72%, respectively (P< 0.0001 in both analyses )(Papp KA, Lang-
ley RG, Lebwohl M, et al. Efficacy and safety of ustekinumab, a hu-
man interleukin-12/23 monoclonal antibody, in patients with pso-
riasis: 52-week results from a randomized, double-blind, placebo-
controlled trial [PHOENIX 2]. Lancet. 2008 May 17;371(96275):1675-
84.).

Another Phase Ill study comparing ustekinumab to etanercept
showed that at week 12, 68% of patients who received 45 mg
doses and 74% of patients receiving 90 mg doses (at weeks zero
and four) achieved PASI 75, versus 57% of patients receiving twice-
weekly 50 mg etanercept subcutaneous injections ( P= 0.012 for
ustekinumab 45 mg; P< 0.001 for ustekinumab 90 mg versus etan-
ercept )(Griffiths C, Strober B, van der Kerkhof PCM, et al. A phase
3, multicenter, randomized study comparing ustekinumab and
etanercept for the treatment of moderate to severe plague psoria-
sis. FP1336, presented at 17th European Academy of Dermatology
and Venereology Meeting, Paris, September 17-20, 2008).

In June, the FDA’s Dermatologic and Ophthalmic Drugs Advisory
Committee (DODAC) unanimously recommended approval of
ustekinumab. Experts predict it will enter the U.S. market in early
2009.

ABT 874 (a fully human Interleukin12 /23 monoclonal antibody)
has been studied at every-other-week dosing, says Dr. Stone. In
a Phase Il dose-ranging study, 63% of patients who had received
one 200 mg injection achieved PASI 75 at week 12 ( P< 0.001)
(Kimball AB, Gordon KB, Langley RG, et al.Safety and efficacy of
ABT-874, a fully human interleukin 12/23 monoclonal antibody, in
the treatment of moderate to severe chronic plaque psoriasis. Arch
Dermatol. 2008 Feb;144(2):200-7.).
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Etanercept Shows Pediatric Potential

“Also of interest are the trials of etanercept in pediatric patients,”
which show that this drug is quite effective for patients as young
as four years [Paller AS, Siegfried EC, Langley RG, et al. N Engl J
Med. 2008 Jan 17;358(3):241-51], says Dr. Bebo. The FDA’s DODAC
also recommended approving this indication for etanercept, which
the FDA could do in early 2009, he says.

Lawrence F. Eichenfield, M.D., says that in the pediatric study of
etanercept, in which he was an investigator, “Children and adoles-
cents seemed to do even better than equivalently affected adults
in other trials in terms of PASI response.” By week 12, 57% of chil-
dren dispensing 0.8 mg per kilogram of body weight for once-
weekly reached PASI 75 and 11% of placebo group reached (P<
0.001), versus 30% to 34% of adults taking this dosage in other
trials. Also at week 12, 75% of children reached PASI 50, and 27%
reached PASI 90 ( P< 0.001 for each placebo group). Dr. Eichen-
field is professor of Pediatrics and Medicine (Dermatology) and
chief of Pediatric and Adolescent Dermatology at the University of
California, San Diego, School of Medicine and Rady Children’s Hos-
pital and Health Center in San Diego.

Topical Choices Changing

In psoriasis, “Most patients have mild disease and respond well to
topical treatments, including vitamin D analogues, topical corti-
costeroids, and, in some cases, calcineurin inhibitors,” says Alan
B. Fleischer, Jr., M.D., professor and chair of Dermatology at Wake
Forest University. Although topical corticosteroids remain the U.S.
mainstay, he adds that when used long-term, “they can cause at-
rophy. But the elegant thing about vitamin D and its analogues is
that topically, they can be used indefinitely with no risk of atrophy.
Therefore, | believe vitamin D and vitamin D analogues such as cal-
citriol, calcipotriene, and maxacalcitol should be the mainstay of
treatment for most patients.”

“Combination monotherapy has been evolving as well,” adds
Dr. Eichenfield. In this area, he says, the mixture of calcipotriene
0.005% and betamethasone dipropionate 0.064% represents “a
combination therapy available in a single product that is highly ef-
fective and fast-acting, and therefore especially useful for mild or
moderate plaque psoriasis.”

Additionally, various manufacturers of clobetasol-based drugs
have introduced a scalp formulation/solution, along with foam, lo-
tion, shampoo, and spray vehicles, says Dr. Feldman. There is even
an emollient foam that provides light moisturizing and avoids the
alcohol used in foam formulations. “The alcohol absorbs on con-
tact; the emollient foam must be rubbed in,” adds Dr. Green.

“Scalp psoriasis is frustrating to treat because it's almost impos-
sible to apply medicines to the scalp,” says Dr. Feldman. Historically,
physicians believed scalp psoriasis to be medication-resistant,
when in fact, says Dr. Feldman, it's more likely that patients were
not using their medications.

Ointment vehicles are excellent for treating psoriasis, adds Dr.
Feldman, “but many patients dislike putting ointments on the skin.
However, now that we have easy-to-apply sprays and foams, it's
much easier to get patients to use the medicine.”
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Physicians’ tactics also can boost compliance, says Dr. Feldman. If
a dermatologist tells a patient to use cortisone ointment for two
months, he explains, the patient probably will show little improve-
ment at that point. Conversely, if one tells a patient to return after
three days’ use, the patient often gets significantly better. “Logic
says that if the ointment didn't work in two months, it can’t possi-
bly work in three days. But if you tell patients two months, it seems
like such a burden that they don't do it," Dr. Feldman says.

Phototherapy Going Home

Dr. Feldman says he sees increasing use of localized ultraviolet
(UV) light and laser devices, including handheld home devices, for
localized disease. Although some insurance companies may not
want to pay for such devices, he says, “Sometimes you must con-
vince them that the home unit is a bargain compared to the cost
of other options.”

For patients with extensive psoriasis, Dr. Feldman recommends
prescribing phototherapy before proceeding to biologic drugs.
“Light therapy is safe and can be very effective. It costs very little,
and can be done in the office or the patient’s home,” he notes.
Home light units furthermore achieved surprisingly good compli-
ance in a recent study, he adds (Yentzer BA, Yelverton CB, Pearce
DJ, et al. Adherence to acitretin and home narrowband ultraviolet
B phototherapy in patients with psoriasis. J Am Acad Dermatol.
2008 Oct;59(4):577-81. Epub 2008 Jul 10).

Guidelines Set Clinical Context

Also new are treatment guidelines for psoriasis and PsA, published
by the American Academy of Dermatology (AAD) (Menter A, Got-
tlieb A, Feldman SR, et al. Guidelines of care for the management
of psoriasis and psoriatic arthritis. J Am Acad Dermatol. 2008
May;58(5):826-50.).

With many advances in psoriasis treatment having occurred in re-
cent years, “Insurers were not sure what kinds of treatments were
appropriate and when,” says Dr. Feldman, who reviewed the guide-
lines. To that end, he says, the AAD discussed the strength of the
evidence behind each treatment.

Accordingly, Dr. Green says that for physicians, “The AAD guide-
lines are very helpful in providing a framework to ensure that we're
all practicing to the standard of care.”

“The guidelines give us a useful risk-benefit analysis of the differ-
ent biologic agents,” adds Dr. Eichenfield.

“Five or 10 years from now,” says Dr. Stone, “we’ll probably know
the best way of using biologics.” The current FDA-approved way of
using them isn’t necessarily the best, he adds. Future refinements,
he notes, could involve frequency of administration; combinations
with methotrexate, cyclosporine, or yet-to-be invented agents; or
switching patients between classes of biologics every few months.
“As dermatologists get more experience with these drugs,” says Dr.
Stone, “we love to mix and match different combinations. | suspect
we're only in the early stages of using these drugs.”’
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Confronting Comorbidities

“It's a very interesting time from a therapeutic standpoint, and
regarding the recognition of how complex an inflammatory
disease psoriasis is,” says Dr.Eichenfield.

Therefore, he says, “It's important for physicians to understand
the emerging evidence regarding the inflammatory compo-
nent of psoriasis, and the interesting data that associates a
significant amount of non-skin morbidity with psoriasis.” In
particular, he says, patients with psoriasis experience higher
rates of obesity, metabolic syndrome, and heart disease, in-
cluding a higher risk of myocardial infarction even in patients
under 40 years old (Gelfand JM, Neimann AL, Shin DB, et al.
Risk of myocardial infarction in patients with psoriasis. JAMA.
2006 Oct 11;296(14):1735-41.).

“There’s evidence that there are risk factors apart from pso-
riasis that relate to markers of inflammation; for instance,
elevated CRP is associated with a higher risk of myocardial
infarction. The question is whether this is fundamentally part
of the inflammatory disease process,” says Dr. Eichenfield.

Going forward, he says, “We're interested in determining the
relationship between markers of inflammation and cardiovas-
cular risk in psoriasis patients.”

Physicians know that psoriasis is associated with increased
weight and body mass index, as well as increased rates of de-
pression, hypertension, smoking, impaired glucose tolerance,
and metabolic syndrome, says Dr. Eichenfield. “The question is
whether these are comorbid conditions that travel with psoria-
sis, or whether psoriasis itself causes inflammation that is having
cardiovascular and other effects,” he adds. If psoriasis is somehow
causing these comorbidities, notes Dr. Eichenfield, perhaps con-
trolling psoriasis will prevent or slow their development(Gottlieb
AB, Dann F, Menter A. Psoriasis and the metabolic syndrome.
J Drugs Dermatol. 2008 Jun;7(6):563-72. Review.Azfar RS, Gel-
fand JM. Psoriasis and metabolic disease: epidemiology and
pathophysiology. Curr Opin Rheumatol. 2008 Jul;20(4):416-22.
Review. ).
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Facing the Burden of Psoriasis

Experts discuss the physical and emotional toll of psoriasis, as well
as the dangerous comorbid conditions affecting patients

In the 1960s, American advertisements for a shampoo called Tegrin
featured a catchphrase that became part of the lexicon: “the heart-
break of psoriasis.”

Little did the copywriters who created that phrase know how succinctly
they had summed up the problem dermatologists face in treating
psoriasis—if, that is, frustrated patients even choose to seek treatment.

A “Substantial” Problem

According to a recent article published in the Journal of the American
Academy of Dermatology, “up to 5 percent of the U.S. population
may have psoriasis, with up to two-thirds of these cases being undi-
agnosed.” And according to a 2007 survey conducted by the Portland,
Oregon—based National Psoriasis Foundation, nearly half of the pso-
riasis patients who responded to the foundation’s survey reported
that psoriasis is a substantial problem in their everyday lives. Respon-
dents reported trouble with sleeping and with using their hands,
walking, and sitting or standing for extensive periods of time. Some
even reported that the disease interferes with sexual activity. In short,
concluded the foundation study, psoriasis often has a negative—and
significant—impact on a sufferer’s quality of life.

Dissatisfied with Treatments

Perhaps the most significant finding of the foundation’s research
was that among the 1,142 patients surveyed who had been diag-
nosed with chronic moderate or severe psoriasis, 40 percent said
they were receiving no treatment for the disease.

Dermatologists say this is largely due to patients’ dissatisfaction
with past treatments that have been too difficult to maintain or
produced unsatisfactory results.

“Psoriasis patients tend to drop out of therapy because of the chronic bur-
den of the disease, and until the development of the biologics, really, all of
the treatments were wearing on patients,” says Wm. Philip Werschler, M.D,,
assistant clinical professor of medicine/dermatology at the University of
Washington School of Medicine. “The demands of phototherapy, the risks
of immunosuppressive treatments, the hassle of constant application of
topical, and so forth, all can lead to the ‘burnout’ of psoriasis patients, so
they tend to drop out of treatment and learn to ‘live with it.”

The burden of the disease to which Dr. Werschler refers consists
of more than the heartbreak mentioned in the old Tegrin ads—
though the emotional and psychological impacts of the disease
are substantial and should not be minimized.

“Often patients avoid coming in because they are depressed,” says
Joel Schlessinger, M.D., director of Skin Specialists P.C., Omaha, Neb.,
and past president of the American Society of Cosmetic Dermatology
& Aesthetic Surgery. “I agree [with the Psoriasis Foundation'’s survey]
that psoriasis is woefully and inadequately treated. Up until now, treat-
ments have been inadequate, too expensive, or dangerous. Sufferers of
psoriasis often submit themselves to therapy such as the Goeckerman
treatment, which involves the use of coal tar and UVB light and leaves
the patient smelling like tar and having to take time off from work. With
many psoriasis patients, there is a huge amount of emotional overlay.”
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Christopher B. Zachary, M.D., concurs with Dr. Schlessinger’s assessment.
“Psoriasis is often a lifelong curse the likes of which Job would under-
stand,” says Dr. Zachary, professor and chair of the Department of Der-
matology at the University of California, Irvine. “Sometimes it's just easier
for patients to forget about treating it, and live with the consequences.
Treatments are often messy and smelly, and take a significant amount of
time to apply, only to have to be reapplied that same evening. Psoriasis
patients with extensive disease can become disillusioned and despon-
dent, and those with more latent and localized disease, on the other
hand, experience less psychosocial pressure to seek treatment.

“Healthcare systems and insurance companies,” Dr. Zachary adds,
“no longer afford patients the ‘luxury’ of a 21-day inpatient treatment
program, where much of the social awkwardness of treatment was
removed, and where patients could literally escape the everyday work
and home environments that may have triggered their tendency to [be
susceptible to] the disease.”

In addition to the emotional and psychological burdens of psoriasis,
there are comorbid conditions. According to the National Psoriasis
Foundation, a wide range of serious health conditions have been asso-
ciated with psoriasis, including metabolic syndrome, obesity, type Il dia-
betes, hypertension, cardiac disease, liver disease, and Crohn'’s disease.
Moreover, says the foundation, patients with severe psoriasis face an
increased risk of myocardial infarction even in the absence of other risk
factors. Patients with psoriatic arthritis—which can be as destructive as
rheumatoid arthritis—suffer increases in morbidity and mortality when
compared with the general population.

The Biologics Boom

In recent years, less-intrusive treatments for psoriasis have emerged.
According to Dr. Werschler, biologics in the “anti-TNF” class—currently
represented by injectables such as adalimumab, infliximab and etaner-
cept—nhave proven effective in many cases. Dr. Schlessinger notes that
efalizumab, another injectable that has been available in the U.S. for about
five years, gained some early popularity, but adds that the drug has been
associated with risks of progressive multifocal leukoencephalopathy (PML),
arare brain disease that usually results in death or severe disability—a clas-
sic case of the “cure” potentially being worse than the disease.

“Biologic drugs have dramatically changed the way in which patients with
more severe psoriatic problems are treated,’ says Dr. Zachary, “but these
biologics are not without their potential problems, and [in many cases]
may not be much better than traditional anthralin and light treatments’

Jeffrey M. Weinberg, M.D,, echoes Dr. Zachary’s cautionary stance. “Many
patients and physicians are concerned about the potential side effects of
therapies,’ says Dr. Weinberg, director of the Department of Dermatology’s
Clinical Research Center at St. Luke’s—Roosevelt Hospital Center in New
York.“In addition, many patients are not adequately informed about their
options. In my opinion, biologic therapies and phototherapy are the most
effective and safe. Newer biologics are in development, including usteki-
numab, which will be administered only four times per year”

Also an injectable, ustekinumab is under FDA review. According to Dr.
Schlessinger, who is involved in clinical trials of the drug but who holds no
position with Centocor, ustekinumab may be the most exciting therapy
option on the horizon.

“l am also excited about ABT 874, a new interleukin-12/23 agent,’ says Dr.
Schlessinger. “The best thing about ustekinumab and ABT 874 versus the
older drugs is the dosing schedule, which may eventually lead to treat-
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ments four times a year rather than weekly or biweekly injections. Many
of my psoriasis patients in these trials have seen dramatic improvements
in their psoriasis and are awaiting FDA approval of these compounds with
great anticipation”’

Dr.Werschler adds that ABT 874 is undergoing clinical trials and has shown
promising results. He is involved in the trials as an investigator.

Arming Patients with the Best Defense

Perhaps one of the best options, for patients and dermatologists alike, is
to learn more about psoriasis. That's the mission of the National Psoriasis
Foundation.

“We're getting out the word that psoriasis is a serious autoimmune disease
with a set of comorbidities that includes shorter life span,”says Bruce Bebo,
Ph.D., the foundation’s director of Research and Medical Programs. “We
encourage patients to be more proactive and seek better drugs from their
doctors”
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