EDITORIAL

Long-term Treatment for Severe Psoriasis

We’re Halfway There, With a Long Way to Go

VER THE LAST 30 YEARS, THE LANDMARK

PUVA [psoralen—-UV-A] Follow-up

Study has demonstrated the impor-

tance of clinical epidemiology research

in making informed treatment deci-
sions for patients with psoriasis. When PUVA was first
introduced, psoriasis was widely believed to be an epi-
dermal cell proliferation disorder, and there were few sys-
temic treatment options available at that time.! Thirty years
later, psoriasis is believed to be an immunologic disor-
der, and more new systemic therapies have been ap-
proved to treat it in the last 4 years than in the previous
30 years combined.”® Our objective criterion regarding
which patients have severe psoriasis and therefore are can-
didates for systemic therapy has also evolved during this
period, declining from 20% to 30% body surface area
(BSA) in the 1970s to 1990s to 5% more recently.”'* With
the increasing recognition of the impact of psoriasis on
health-related quality of life and the advent of novel thera-
pies targeting its immunopathogenesis, the treatment of
psoriasis is undergoing a revolution. As patients with pso-
riasis are increasingly being treated with systemic agents
on a long-term basis, the PUVA study provides an im-
portant reminder of the challenge involved in making
clinical decisions based on a scientific understanding of
the disease’s natural history and the robust long-term
safety and efficacy data of its treatments.

See also page 1113

First, the PUVA experience exemplifies the critical im-
portance of long-term studies to fully define the risks and
benefits of a novel treatment. In 1974, years before the
importance of PUVA in targeting T cells and dendritic
cells was recognized, this treatment was first shown to
be effective for severe psoriasis in 21 patients who had
at least 50% BSA involvement."!" The use of PUVA for
treating very severe psoriasis was a major development,
as all patients in the trial achieved complete clearance
and reported adverse effects were minimal. In 1977, a large
multicenter clinical trial involving more than 1300 pa-
tients who received more than 45 000 treatments dem-
onstrated that only 3% of patients failed to achieve clear-
ance with this regimen and that adverse effects due to
PUVA therapy were uncommon, temporary, and gener-
ally mild."* Although PUVA therapy was considered an
experimental technique, with limited long-term safety
data, it was widely used in the United States, with an es-
timated 35 000 patients being treated in 1978 alone.” In

1979, the first observations of cutaneous carcinoma were
reported in the cohort; however, it was not clear if PUVA
therapy was responsible for the excess number of skin
cancers, as affected patients had a history of treatment
with ionizing radiation or a history of skin cancer." In
1984, about 2 years after being approved by the Food and
Drug Administration, PUVA was definitively linked to
an excess risk of squamous cell carcinoma when the co-
hort had an average follow-up of 5.7 years.'* In 1997, when
the median follow-up of patients reached 19 years, PUVA
use was associated with an increased risk of melanoma,
a finding that remains controversial."?

Although it took 10 years to clearly demonstrate the
risk of squamous cell carcinoma from PUVA therapy and
even longer to detect a potential association with mela-
noma, the PUVA study represents a success in defining
the long-term safety of a systemic psoriasis treatment. Cur-
rently, the most robust safety data for psoriasis treat-
ments are derived predominantly from randomized con-
trolled clinical trials. However, these trials are generally
of short duration, measured in weeks to months, whereas
psoriasis is a lifelong disease that requires several de-
cades of treatment for control.'® Although clinical trials
are well suited to define the efficacy of an agent, they are
particularly prone to miss the effects of drugs that are
delayed and/or uncommon (eg, cancer, cardiovascular dis-
ease, and serious infections).'” The current drug ap-
proval process leaves us with wide gaps in our knowl-
edge of treatment safety, which is particularly problematic
when the therapy is to be used in large populations of
patients on a long-term basis.'® In particular, existing safety
data of systemic therapies for severe psoriasis are lim-
ited in the duration of drug exposure and in the number
of patients who are receiving follow-up. Therefore, the
potential risks associated with truly long-term treat-
ment of psoriasis remain to be further defined for seri-
ous end points such as malignancy.'

The current PUVA Follow-up Study, as analyzed by
Nijsten et al,* also provides unique data regarding the
effectiveness of long-term treatment of severe psoriasis.
During the follow-up of 815 patients who underwent 2378
skin examinations from 1985 to 2005, approximately 50%
of such examinations demonstrated that patients had mild
to no skin disease. Moreover, Nijsten and coauthors note
that the likelihood that the extent of psoriasis will change
more than 1 physician global assessment level over 1 year
and over 10 years is relatively small. These observations
suggest that our treatment approach is about 50% effec-
tive over the long term, given that the average BSA of pa-
tients who initially entered the multicenter PUVA trial
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was 33%. Based on the ecological design used for the
PUVA study, in which treatment use and psoriasis se-
verity were not linked at the individual level, it is un-
clear if these patients had mild or no psoriasis because
of the natural history of psoriasis or because of the use
of psoriasis treatments. The natural history and deter-
minants of psoriasis remission and flare remain poorly
understood as reviewed by Nijsten and colleagues. This
study therefore underscores the need for further pro-
spective epidemiological investigations to determine the
true rate and determinants of spontaneous psoriasis im-
provement and flare, as well as how psoriasis may lead
to other disease states that are associated with chronic
Tyl inflammation, such as psoriatic arthritis, metabolic
disease, atherosclerosis, and myocardial infarction.?**
Such information would better inform patients about the
natural history of their psoriasis, would improve clini-
cal trial designs and the interpretation of safety data, and
would allow clinicians and patients to make more in-
formed decisions about long-term vs intermittent therapy.

Remarkably, Nijsten et al?® report that despite having
access to a wide array of dermatologic therapeutic mo-
dalities, including extensive use of phototherapy and
methotrexate in the study population, about 50% of pa-
tients continued to have moderate to severe psoriasis on
their follow-up examinations. This observation demon-
strates that we still have a long way to go when it comes
to consistently controlling severe psoriasis. For ex-
ample, a recent study of 1657 contacts of the National
Psoriasis Foundation demonstrated that 37% of pa-
tients with moderate psoriasis (defined as 3%-10% BSA)
and 39% of patients with severe disease (>10% BSA) were
not receiving any therapy.” Furthermore, more than 80%
of patients with severe psoriasis were not receiving sys-
temic therapy or phototherapy. These data suggest that
severe psoriasis remains uncontrolled in the majority of
patients affected. Further studies are necessary to deter-
mine the degree to which this is attributable to patient
factors (such as changing treatment preference, adher-
ence, or access to therapies) or to factors related to treat-
ment failure over time. Although short-term clinical trials
in highly selected patient populations have shown the
efficacy of systemic therapies for psoriasis, we have large
gaps in our knowledge of the long-term effectiveness of
these treatments when they are used on a long-term ba-
sis in a broader population of patients with psoriasis. For
example, the limited data we have on methotrexate sug-
gest that the drug is highly efficacious over the short term
(16 weeks) but that over 1 year of follow-up about 25%
of patients discontinue therapy because of adverse ef-
fects, indicating that long-term effectiveness is well be-
low short-term efficacy.?® Similarly, long-term studies of
biologic antibody therapy (chimeric and humanized) for
inflammatory diseases show high short-term efficacy but
lower long-term effectiveness as a result of drug discon-
tinuation associated with adverse effects or loss of treat-
ment response during extended periods of treat-
ment.7’27’28

Dermatologists and patients have scant data to make
head-to-head comparisons of systemic therapies, and our
general assumptions about which treatments are most safe,
efficacious, and cost-effective based on short-term trial

data may not be valid when the end point is more clini-
cally relevant (eg, long-term effectiveness). The burden
of treatment success and failure over the patient’s life-
time is eloquently described by John Updike,* who
wrote,“ . .. when I am at last too ill for all of these de-
manding and perilous palliatives, the psoriasis like a smol-
dering fire in damp peat will break out and spread tri-
umphantly; in my dying I will become hideous, I will
become what I am.”

Over the last 30 years, tremendous progress has been
made in our knowledge of the pathogenesis of psoriasis
and in the development of systemic therapies to treat this
disease. This progress has been well documented by the
more than 20 000 medical publications related to pso-
riasis since PUVA was introduced. Despite this progress,
we still have major gaps in our basic knowledge of the
natural history of psoriasis, and a large percentage of pa-
tients with extensive psoriasis will continue to suffer from
the burden of this disease for decades.

Joel M. Gelfand, MD, MSCE

Correspondence: Dr Gelfand, Department of Dermatol-
ogy and Center for Clinical Epidemiology and Biostatis-
tics, University of Pennsylvania, 3600 Spruce St, 2 Malo-
ney Bldg, Philadelphia, PA 19104 (Joel.Gelfand@uphs
.upenn.edu).

Financial Disclosure: Dr Gelfand has been a consultant
for Genentech, Centocor, Amgen Inc, Wyeth, Warner-
Chilcott, Novartis, Signum, Follica, and Therakos and
has received honoraria from CME Consultants and Emeri-
tus Educational Sciences as well as grants from Biogen-
idec, AMGEN, Astellas, Centocor, and Longport Inc. He
is also on the Medical Advisory Board for the National
Psoriasis Foundation and on the Clinical Guidelines Com-
mittee for the American Academy of Dermatology.
Funding/Support: Dr Gelfand is supported by grant
K23AR051125 from the National Institute of Arthritis and
Musculoskeletal and Skin Diseases.

Role of the Sponsor: The sponsor had no role in this edi-
torial.

Additional Contributions: John R. Stanley, MD, and
Daniel Roling, MD, provided helpful feedback on early
drafts of this manuscript.

BN REFERENCES By

1. Parrish JA, Fitzpatrick TB, Tanenbaum L, Pathak MA. Photochemotherapy of pso-
riasis with oral methoxsalen and longwave ultraviolet light. N Engl J Med. 1974;
291(23):1207-1211.

2. Gottlieb AB. Immunologic mechanisms in psoriasis. J Am Acad Dermatol. 1988;
18(6):1376-1380.

3. Krueger JG, Bowcock A. Psoriasis pathophysiology: current concepts of
pathogenesis. Ann Rheum Dis. 2005;64(suppl 2):ii30-ii36.

4. Leonardi CL, Powers JL, Matheson RT, et al. Etanercept as monotherapy in pa-
tients with psoriasis. N Engl J Med. 2003;349(21):2014-2022.

5. Gordon KB, Papp KA, Hamilton TK, et al. Efalizumab for patients with moderate
to severe plaque psoriasis: a randomized controlled trial. JAMA. 2003;290(23):
3073-3080.

6. Ellis CN, Krueger GG. Treatment of chronic plaque psoriasis by selective target-
ing of memory effector T lymphocytes. N Engl J Med. 2001;345(4):248-255.

7. Menter A, Feldman SR, Weinstein GD, et al. A randomized comparison of con-
tinuous vs. intermittent infliximab maintenance regimens over 1 year in the treat-
ment of moderate-to-severe plaque psoriasis. J Am Acad Dermatol. 2007;56
(1):31.e1-e15.

(REPRINTED) ARCH DERMATOL/VOL 143 (NO. 9), SEP 2007

1192

WWW.ARCHDERMATOL.COM

Downloaded from www.archdermatol.com at University of Pennsylvania, on September 17, 2007
©2007 American Medical Association. All rights reserved.


http://www.archdermatol.com

. Gordon KB, Langley RG, Leonardi C, et al. Clinical response to adalimumab treat-

ment in patients with moderate to severe psoriasis: double-blind, randomized
controlled trial and open-label extension study. J Am Acad Dermatol. 2006;
55(4):598-606.

. Roenigk HH Jr, Auerbach R, Maibach H, Weinstein G, Lebwohl M. Methotrexate

in psoriasis: consensus conference. J Am Acad Dermatol. 1998;38(3):478-
485.

. Pariser DM, Bagel J, Gelfand JM, et al. National Psoriasis Foundation clinical con-

sensus on disease severity. Arch Dermatol. 2007;143(2):239-242.

. Baker BS, Swain AF, Griffiths CE, Leonard JN, Fry L, Valdimarsson H. Epidermal

Tlymphocytes and dendritic cells in chronic plaque psoriasis: the effects of PUVA
treatment. Clin Exp Immunol. 1985;61(3):526-534.

. Melski JW, Tanenbaum L, Parrish JA, Fitzpatrick TB, Bleich HL. Oral methox-

salen photochemotherapy for the treatment of psoriasis: a cooperative clinical
trial. J Invest Dermatol. 1977;68(6):328-335.

. Stern RS, Thibodeau LA, Kleinerman RA, Parrish JA, Fitzpatrick TB. Risk of cu-

taneous carcinoma in patients treated with oral methoxsalen photochemo-
therapy for psoriasis. N Engl J Med. 1979;300(15):809-813.

. Stern RS, Laird N, Melski J, Parrish JA, Fitzpatrick TB, Bleich HL. Cutaneous squa-

mous-cell carcinoma in patients treated with PUVA. N Engl J Med. 1984;310
(18):1156-1161.

. Stern RS, Nichols KT, Vakeva LH. Malignant melanoma in patients treated for

psoriasis with methoxsalen (psoralen) and ultraviolet A radiation (PUVA): the
PUVA Follow-up Study. N Engl J Med. 1997;336(15):1041-1045.

. Naldi L, Svensson A, Diepgen T, et al. Randomized clinical trials for psoriasis

1977-2000: the EDEN survey. J Invest Dermatol. 2003;120(5):738-741.

. Gelfand JM. Pharmacovigilance: verifying that drugs remain safe. In: Wolverton

S, ed. Comprehensive Dermatologic Drug Therapy. 2nd ed. Philadelphia, PA:
Elsevier; 2007:1017-1026.

. Okie S. Safety in numbers—monitoring risk in approved drugs. N Engl J Med.

2005;352(12):1173-1176.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29

Gelfand JM, Shin DB, Neimann AL, Wang X, Margolis DJ, Troxel AB. The risk of
lymphoma in patients with psoriasis. J Invest Dermatol. 2006;126(10):2194-
2201.

Nijsten T, Looman CWN, Stern RS. Clinical severity of psoriasis in last 20 years
of PUVA Study. Arch Dermatol. 2007;143(9):1113-1121.

Gelfand JM, Neimann AL, Shin DB, Wang X, Margolis DJ, Troxel AB. Risk of myo-
cardial infarction in patients with psoriasis. JAMA. 2006;296(14):1735-1741.
Neimann AL, Shin DB, Wang X, Margolis DJ, Troxel AB, Gelfand JM. Prevalence
of cardiovascular risk factors in patients with psoriasis. J Am Acad Dermatol.
2006;55(5):829-835.

Gelfand JM, Gladman DD, Mease PJ, et al. Epidemiology of psoriatic arthritis in
the population of the United States. J Am Acad Dermatol. 2005;53(4):573.
Ludwig RJ, Herzog C, Rostock A, et al. Psoriasis: a possible risk factor for de-
velopment of coronary artery calcification. Br J Dermatol. 2007;156(2):271-
276.

Horn EJ, Patel KM, Fox C, Chiou F, Dann F, Lebwohl M. Treatment patterns and
utilization of systemic therapy and phototherapy among psoriasis patients
[abstract]. J Am Acad Dermatol. 2007;56:2725.

Heydendael VM, Spuls PI, Opmeer BC, et al. Methotrexate versus cyclosporine
in moderate-to-severe chronic plaque psoriasis. N Engl J Med. 2003;349(7):
658-665.

Bartelds GM, Wijbrandts CA, Nurmohamed MT, et al. Clinical response to adali-
mumab: the relationship with anti-adalimumab antibodies and serum adali-
mumab concentrations in rheumatoid arthritis [published online ahead of print
March 9, 2007]. Ann Rheum Dis.

Hyrich KL, Lunt M, Watson KD, Symmons DP, Silman AJ. Outcomes after switch-
ing from one anti-tumor necrosis factor alpha agent to a second anti—tumor ne-
crosis factor alpha agent in patients with rheumatoid arthritis: results from a large
UK national cohort study. Arthritis Rheum. 2007;56(1):13-20.

. Updike J. Self-Consciousness. New York, NY: Alfred A Knopf Inc; 1989.

(REPRINTED) ARCH DERMATOL/VOL 143 (NO. 9), SEP 2007

1193

WWW.ARCHDERMATOL.COM

Downloaded from www.archdermatol.com at University of Pennsylvania, on September 17, 2007
©2007 American Medical Association. All rights reserved.


http://www.archdermatol.com

