Summary of Minutes of the GRAPPA Meeting
Adjacent to the American Academy of Dermatology

67th Annual Meeting

WOLF-HENNING BOEHNCKE, ALICE B. GOTTLIEB, GERALD G. KRUEGER, ABRAR A. QURESHI, and AMIT GARG

ABSTRACT. At a half-day meeting adjacent to the 67th annual meeting of the American Academy of
Dermatology (AAD) in San Francisco, USA, in 2009, dermatology members of the Group for
Research and Assessment of Psoriasis and Psoriatic Arthritis (GRAPPA) met to discuss recognition
of psoriatic arthritis (PsA) in the dermatology clinic; multidisciplinary management of psoriasis
patients; examples of physician tiering; comparative treatments for psoriasis and PsA; and biomark-
ers as predictors of response to treatment. Key results and minutes of the San Francisco meeting
were presented at the 2009 GRAPPA annual meeting in Stockholm, Sweden, and are summarized
here. (J Rheumatol 2011;38:553—6; doi:10.3899/jrheum.101120)

Key Indexing Terms:
PSORIATIC ARTHRITIS

The Group for Research and Assessment of Psoriasis and
Psoriatic Arthritis (GRAPPA) organized a half-day meeting
adjacent to the 67th Annual Meeting of the American
Academy of Dermatology (AAD) in San Francisco in 2009,
as part of its efforts to facilitate a continuous interdiscipli-
nary dialogue on the topic of psoriasis and psoriatic arthritis
(PsA) among experts from different specialties. The discus-
sion focused on (1) recognition of PsA in the dermatology
clinic; (2) multidisciplinary management of the patient with
psoriasis; and (3) several “hot topics,” including physician
tiering, comparative treatments for psoriasis and PsA, and
biomarkers as predictors of response to treatment. Key
results of the discussions at the San Francisco meeting are
presented in Table 1 and summarized below. Because the
discussion in San Francisco, primarily among dermatolo-
gists, provided a basis for further discussion and develop-
ment of action items for the larger GRAPPA membership,
which includes rheumatologists, radiologists, geneticists,
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and epidemiologists, minutes of the San Francisco meeting
were presented at the 2009 GRAPPA annual meeting in
Stockholm, Sweden.

Recognizing PsA in Dermatology Clinics

Dr. Amit Garg (Department of Dermatology, Boston
Medical Center, Boston University School of Medicine,
Boston, MA) presented data from GRAPPA-IMPART
(International Multicenter Psoriasis and Psoriatic Arthritis
Reliability Trial), which measured the reliability of a com-
prehensive panel of skin and joint assessments among der-
matologists and rheumatologists. The data suggested that
trained dermatologists may be as reliable as rheumatologists
in assessing tender joint count. The assessment of dactylitis,
however, may be unreliable among dermatologists'. This
presentation formed the basis of discussions concerning the
following questions:

1. Should dermatologists have a role in recognizing the pres-
ence of PsA?

Dermatologists attending the meeting appreciated that
the paradigm of managing patients with psoriasis may be
shifting toward a multidisciplinary approach, and it is
important that dermatologists remain attentively aware of
comorbidities, especially the inherent risk of PsA.

Dermatologists acknowledged that the unpredictable,
heterogeneous, and often insidious involvement of joints or
juxtaarticular tendons and ligaments can make clinical
recognition of PSA and distinction from other types of
arthritis a challenge. It was agreed that in the absence of a
diagnostic measure for PsA, the “gold standard” for diagno-
sis remains clinical assessment by the rheumatologist.

Attendees also agreed that dermatologists, as early
caretakers of patients with psoriasis, might improve
their patients’ outcomes through early recognition of
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Table 1. Key questions and answers from the GRAPPA meeting adjacent to the 67th AAD meeting.

Question

Answer

Should dermatologists have a role in recognizing the presence of PsA?

Which methods would best allow dermatologists to recognize the presence of PsA?

What are the barriers to dermatologists recognizing the presence of PsA?
How shall we manage patients with severe psoriasis in the future?

Will initiatives to increase cost-effectiveness prevent a wider use of biologics in

psoriasis patients?

What is the current perception on the mode of onset of methotrexate (MTX)?

What is the rationale for monitoring platelet activation in psoriasis patients?

Yes

Physician evaluation, but this would require advanced training for the
dermatologist; also patient-reported screening tools

Clinical expertise; limited time; limited interest

Take a comprehensive approach: Measure pulse, blood pressure, body
mass index, blood lipids, and blood glucose; assess joints

Numerous initiatives in several healthcare systems establish threats
and/or thresholds for patients and/or physicians to use highly effective
but also high-priced pharmaceuticals

There may be a subgroup of psoriasis patients who may respond
quickly to relatively low doses (< 15 mg/week) of MTX

The platelet activation marker P-selectin may perform well as an
efficacy biomarker in the treatment of psoriasis

PsA and timely referral to and collaboration with a
rheumatologist.

2. Which methods would best allow dermatologists to
recognize the presence of PsA?

Members considered both physician evaluation and
patient-reported symptoms as methods by which dermatolo-
gists may be able to recognize the presence of PsA.

It was acknowledged that while some dermatologists
have specific interest and experience in evaluating patients
for the presence of PsA, most would need further training in
the assessment of joints and entheses. With training, the der-
matologist may more reliably recognize PsA by appreciating
disease demographics, asking the appropriate historical
questions, performing simple targeted physical assessments,
and utilizing laboratory and imaging studies.

Dermatologists said it would be helpful to have a practi-
cal framework for recognizing clinical features of PsA and
distinguishing these features from other common forms of
arthritis. When the CASPAR (Classification of Psoriatic
Arthritis) criteria? were suggested, members believed most
dermatologists would need specific training with regard to
the presence of inflammatory arthritis, but that identification
of the remaining components of the CASPAR criteria was
probably more achievable. Members also were interested in
assessing the reliability of CASPAR criteria in the derma-
tology clinic, and it was emphasized that the CASPAR cri-
teria were developed for the purpose of classification and
not as a diagnostic tool. Several dermatologists commented
that these criteria might be difficult to use in the setting of a
private practice.

Patient-reported screening tools enabling dermatologists
to recognize the presence of PsA were also discussed. The
most helpful examples were those developed by the groups
of Dafna Gladman (ToPAS), Abrar Qureshi (PASE), and
Philip Helliwell (PEST)34; discussions of these screening
questionnaires are included in this supplement®’#. Avail-
ability of these validated questionnaires might have a pro-
found effect on the ability of dermatologists to recognize
PsA early in the course of the disease.

3. What are the barriers to dermatologists recognizing the
presence of PsA?

It was acknowledged that expertise, time, and possibly
interest in joint and entheseal assessments are limitations to
recognition of PSA by general dermatologists.

Managing Comorbidities in Psoriatic Patients

Dr. Wolf-Henning Boehncke (Department of Dermatology,
Clinic of Johann Wolfgang Goethe University, Frankfurt am
Main, Germany) led a discussion regarding the particular
relevance of longterm cardiovascular comorbidity manage-
ment in patients with severe psoriasis”-!?. This topic was
extensively discussed in San Francisco, further represented
at the Stockholm meeting, and is summarized elsewhere in
this supplement!!.

Physician Tiering

Dr. Alice Gottlieb (Tufts University School of Medicine and
Tufts Medical Center, Boston, MA) led a discussion on the
current state of the “Clinical Performance Improvement
Initiative in Massachusetts” and its potential implications
for patients with psoriasis and PsA as well as for the derma-
tologists and rheumatologists who care for them. The
Massachusetts Group Insurance Commission, with an inter-
est in promoting cost-effective care, is tiering physicians
according to costs associated with their diagnostic and ther-
apeutic care for patients. It is important to note that tiering
criteria are not based on relevant patient health outcomes
and tiering algorithms do not take patient severity into
account; also, the validity of the tiering methodology has not
been independently assessed. Nevertheless, physician tier-
ing threatens both physicians and patients. Physicians with
expertise in psoriasis and PsA often utilize costly biologic
therapies for patients with severe disease that requires com-
plex management. In Massachusetts, these patients are
threatened with significantly higher copayments, which may
dissuade them from consulting physicians with the expertise
they need. Similarly, physicians may be hesitant to treat
these sicker patients appropriately because of the threat of
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receiving a bad tiering score that would discourage all
patients from returning to them.

There was consensus that this paradigm may be duplicat-
ed in other US states, and comparable approaches were
reported from other countries. For example, German physi-
cians who substantially increase costs by prescribing expen-
sive drugs, compared with costs for average physicians in
the same specialty, may be forced to compensate payers out
of their own pocket. Thus, physicians with severely affected
patients who need higher-priced drugs may be stigmatized
as “expensive” doctors or even monetarily punished for
their practice, which may cause them to minimize their care
of severely sick patients or decrease their use of effective
but costly medications in order to maintain their practice. In
the end, severely affected patients may have decreased
access to the very physicians who can treat them
appropriately.

Lessons from CHAMPION

Dr. Gerald Krueger (Department of Dermatology,
University of Utah, Salt Lake City, UT) reviewed compara-
tive trials, specifically a head-to-head comparison between
methotrexate (MTX; conventional therapy) and adalimum-
ab (biologic) for induction therapy of moderate to severe
plaque-type psoriasis (CHAMPION study)'?. The primary
finding was that adalimumab was superior to MTX. There
was consensus that comparative studies are of major impor-
tance particularly in developing treatment recommendations
as part of evidence-based guidelines.

However, more detailed analyses of the CHAMPION
study suggested that among the patients treated with MTX,
a subgroup of patients showed quicker responses on a low
dose of MTX. Thus, careful subanalyses of patients treated
with conventional systemic antipsoriatic drugs may be
important in future clinical research, with a goal of defining
patients with a high likelihood of responding readily to such
drugs. This would be particularly important for MTX,
because it is still widely used for psoriasis/PsA, although
often demonstrating a slower onset of efficacy.

Dr. Krueger also discussed the use of polyglutamination
as a means to differentiate between potentially good and
poor responders to MTX therapy!3. The rationale is that
polyglutamination represents a key step in the mode of
action of MTX in inflammatory diseases. The process of
polyglutamination of MTX promotes a sustained build-up of
adenosine, which appears to have antiinflammatory/immune
suppressive activity. Clinical data are contradictory, how-
ever: in rheumatoid arthritis, “good glutaminators” respond-
ed better to MTX than “bad glutaminators,” while in psori-
asis, there is currently no convincing evidence of such an
association. This lack of evidence, however, could simply be
a matter of less than optimum assessment, because the early
report had a very limited number of subjects.

Finally, Dr. Krueger mentioned 2 studies that suggest it

may be possible to predict both efficacy and toxicity of
MTX in patients with psoriasis, based on single-nucleotide
polymorphisms in the MTX efflux transporters ABCC1 and
ABCG?2. This aspect is still a matter of current research.

P-Selectin as an Efficacy Biomarker in the Treatment
of Psoriasis

Dr. Boehncke reported on a recent cross-sectional study!'#
where P-selectin expression is a readily measurable activa-
tion marker on platelets with known pathogenetic relevance
as an effector mechanism in inflammation. With regard to
cutaneous inflammation, its involvement in leukocyte
extravasation as an integral step in the development of an
inflammatory infiltrate has been documented. In an attempt
to validate platelet P-selectin expression as a possible bio-
marker for inflammation, it was prospectively investigated
in more than 200 patients with psoriasis and other inflam-
matory skin conditions. On the day of admission, P-selectin
was expressed on significantly more platelets in samples
from patients with inflammatory skin diseases compared to
healthy controls. P-selectin expression was significantly
reduced under effective treatment of the respective disorder.
Of note, a highly significant correlation between the
Psoriasis Area and Severity Index and P-selectin (r = 0.51,
p <0.000001) was observed in the subgroup of patients with
psoriasis. Moreover, platelet P-selectin showed a significant
correlation with C-reactive protein (r = 0.46, p = 0.00008).
Finally, it was shown that measuring soluble P-selectin
using a commercial enzyme-linked immunosorbent assay
yielded results that again correlated well with flow cyto-
metry of membrane-bound P-selectin expressed on platelets
(r=0.63, p < 0.01). Overall, this study provides evidence
that plasma P-selectin may be a valid biomarker to assess
the efficacy of antipsoriatic therapy.

Further GRAPPA Dermatology-related Meetings

The series of GRAPPA meetings in conjunction with inter-
national conferences on dermatology will continue in
Gothenburg, Sweden, on the occasion of the 2010 annual
meeting of the European Academy of Dermatology and
Venereology.
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