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AND ASSESSMENT OF PSORIASIS AND PSORIATIC ARTHRITIS

CONGRATULATIONS RESEARCH
AWARDEES!

22 high-quality applications were re-
ceived and again this year, three young
investigator teams wilf/again each re-
ceive a $25,000 GRAPPA Pilot Research
Grant to support their investigations: Ma-
ria Angioni from Cagliari (Italy) on Phar-
macogenetics of Treatment Response in
PsA, Alla Ishchenko from Louven (Bel-
gium) on Metabolomic profiling in Pso-
riatic Disease and Zhenrui Shi from UC
Davis, USA: Preclinical analysis of CCR6
and CCL20 in mouse and human joints.
Congratulations to the winners and many
thanks to the 7 reviewers.

ANNUAL MEETING 2019

The GRAPPA 2019 Annual Meeting was held in
Paris, France at the Marriott Rive Gauche Confer-
ence Center July 11-13,2019. This year we saw 243
attendees (anotKer record setting year) including
GRAPPA professional members, industry partners,
and Patient Research Partners. As usual, many offi-
cial pre- and post-meetings (PPACMAN, GRAPPA
Collaborative Research Network, GRAPPA Patient
Research Partners, DUET Steering Commitee, Ultra-
sound Enthesitis Workshop) rounded out the 3-day
event.

Stay tuned for the full meeting proceedings which
will be published in the Journal of Rheumatology
Supplement in the coming year.

We miSS you, Pam! Pam Love, our esteemed and

beloved Administrative Director for the past 11 years, suffered a stroke in
the weeks leading up to the Annual Meeting. Upon learning of this event,
there was a tremendous outpouring of well wishes and requests for what
we can do to help. Steve, her devoted husband, was able to make the trip
to Paris in her place and delivered a touching update on her progress.

At the time of the meeting, she was still doing inpatient rehab, and as

of mid-August, was able to go home with home health supporting her

recovery.
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This year, 54 abstracts from 28 countries were submitted for review by

12 senior GRAPPA members, and 26 trainees were supported to attend.
Congratulations to the top 5 selected for podium presentations. The
discussion, moderated by Drs. Chris Ritchlin and Wolf-Henning Boehncke,
was very robust and interactive. All poster abstracts are eligible to be
published in the NPF Journal of Psoriasis and Psoriatic Arthritis later this year.

Those who gave podium presentations included: Leonieke van Mens

(Academic Medical Center Amsterdam, The Netherlands) Achieving remission in psoriatic arthritis by
early initiation of TNF-inhibition; Zhen-rui Shi (University of California Davis, USA): Protein engineering
of the chemokine CCL20 prevents IL-23-mediated skin and joint inflammation; Michelle Mulder (Sint
Maartenskliniek, Nijmegen, The Netherlands): High dimensional flow cytometric profiling distinguishes
psoriasis and psoriatic arthritis patients; Catherine Hughes (King's College London, UK) IL17+CD8+ T
cells and Tissue Resident Memory T cells in Early Inflammatory Arthritis; and Antonio Wong (University
of Toronto, Canada): Depression and Anxiety Reduce the Probability of Achieving a State of Minimal

Disease Activity in Patients with Psoriatic Arthritis.

P PAC MAN Psoriatic Arthritis
Clinics Multicenter
Advancement Network Drs. Joseph Merola,
Jose Scher, Soumya Reddy, and Alexis Ogdie
presented an overview of the pre-meeting of the
Psoriasis and Psoriatic Arthritis Clinics Multicenter
Advancement Network (PPACMAN), held on July
11,2019 in Paris. The mission of PPACMAN, an
independent 501¢3 organization, is to optimize
the clinical care of patients with psoriatic
disease through multidisciplinary collaboration,
education and innovative research. Having
established a network of combined clinics and
local/regional partnerships, their goals are: (a)
improving education about the importance of
early identification of PsA and collaborative care
for patients with psoriatic disease; (b) support
for formation of effective combined clinics and
local/ regional derm-rheum partnerships; and
(c) research demonstrating the effectiveness of
these care models and harnessing the power of
these unique sites for cross-disciplinary studies in
advancing the care of psoriatic patients.
Dr. Callis Duffin presented an overview of a
combined derm/rheum ECHO ( Extension
for Community Healthcare Outcomes), an
established virtual grand rounds mechanism
on the Zoom platform for specialists to provide
live, online education to community providers
empowering them to better manage their
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patients. PPACMAN will be submitting grant
requests to industry to support this educational
effort.

Dr. Ogdie presented research projects and

agenda for 2018-2019, including a grant from

Pfizer to evaluate barriers and facilitators of co-
management of PsA among dermatologists and
rheumatologists in the US. On-going shared data
projects among PPACMAN sites was reviewed.

Drs. Scher, Merola, Haberman and Perez-Chada
presented the Delphi consensus data to date from
the ‘Preventing Arthritis in a Multi-center Psoriasis
At-risk Population’ (PAMPA) study group concept
and plan to define ‘increased-risk’, predict, and
ultimately prevent progression to PsA among
psoriasis patients. Updates were provided on the
PPACMAN Toolkits, including EMR templates/ best-
practices for use in combined clinics and to facilitate
local-regional derm-rheum partnerships, and for
building combined clinic centers by Dr. Reddy. An
update was given on the group's provider meetings,
the first of which occurred in NYC with upcoming
meetings in Philadelphia in Sept and Maryland in
October. Drs. Scher and Merola presented updates
on the PAPCMAN-Sage Bionetworks collaboration to
develop the 'PSORCAST’ APP, a novel app utilizing
passive and active biometric data to predict and
measure the psoriasis to PsA transition as well as
disease activity among psoriatic disease patients.
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CR Oliver FitzGerald Dr. FitGerald
reported that the GRAPPA CRN
held a very productive meeting meeting
just before the annual meeting began. He
announced the appointment of Robin Waxman
as the CRN coordinator. Robin took up a 1-year,
part-time appointmentin Jan 2019 and has
been working hard since to develop an eCRF
and agreed Standardised Operating Procedures
(SOPs) for sample collection and storage.
The focus of this year's meeting was to review
progress related to the development of a shared
database or eCRF to be used in CRN studies.
Second, we sought feedback related to the
adoption of agreed SOPs which would be used
to collect biosamples in any CRN studies. Third,
we proposed an Investigator-Initiated Study (lIS)
study which would allow for the testing of both

eCRF and SOPs. There was great feedback from
the delegates regarding the choice of database
including which platform, components of eCRF
(balancing completeness with feasibility) and the
development of agreed SOPs. The CRN committee
is planning to proceed
with more detailed
treatment response
project design which will
in turn assist in choice of
items for eCRF and SOPs
required.

P R Denis O'Sullivan (PRP Chair) and
Ingrid Steinkoenig (PRP Chair-elect).
The GRAPPA 2019 annual meeting was attended
by eleven patient research partners (PRPs),
including two newly recruited members, Arnon
Katz and Wendy Olsder. The PRP pre-meeting
included presentations on Precision Medicine
from Oliver FitzGerald, and Composites from
Philip Helliwell.
PRPs were active participants in the annual
meeting plenary sessions and breakouts.
Individual PRPs also presented during the
methotrexate panel debate and the PRP update.
This year the PRP Handbook was completed,
approved by the GRAPPA Executive, and
adopted. The Handbook and the PRP Policies
and Procedures define how the PRP group
functions and is governed. The Handbook
acts as a resource for PRPs; providing links to
glossaries, websites of interest, research papers,
etc. Both documents support increased group
effectiveness.

Reflecting the governance changes, the PRP network
has now implemented the Chair - Chair-elect -
Immediate past chair model; with each position held
for two years. The 2019 new Chair-elect is Ingrid
Steinkoenig.

The PRPs have been active in several ongoing
GRAPPA activities including the Collaborative
Research Network; the GRAPPA-OMERACT working
group and subgroups; Best Practice; Education and
the Methotrexate panel debate, among others.

A special thank you to Niti Goel who now begins her
term as PRP immediate past chair.

Pictured: Jeffrey Chau, Denis O'Sullivan (Chair), Heidi
Bertheussen, Arnon Katz, Ingrid Steinkoenig (Chair-elect),
Chris Lindsay, Rodrigo Firmino; Kristina Duffin (GRAPPA
President), Maarten de Wit, Wendy Olsder, Niti Goel
(Immediate Past Chair) and Suzanne Grieb.
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RECISION MEDICINE Oliver FitzGerald The session on Precision Medicine was chaired by Oliver FitzGerald,
University College Dublin. At present, treatment for patients with Psoriatic Disease is very imprecise. Patients
can be prescribed a number of different treatments with various modes of action and with the choice of treatment

often based on very little evidence for its efficacy in an individual patient. We need to move away from this “one-

size-fits-all” approach to a more stratified approach where based on features such as disease subtypes, risk profiles,

demographics and molecular sub-populations, groups of patients are shown to respond better to a particular
treatment strategy. And over time, we need to become even more precise where based on an individual patient'’s
profile, including knowledge of that patient’s genetic and protein biomarker make-up and likely other factors

as well, the treatment is much more carefully prescribed. Precision medicine will ensure delivery of the correct
intervention at the right time to the patient who has been adequately bio-profiled.

recision medicine: How near are we to perfection?

Christopher Ritchlin Psoriatic arthritis is character-
ized by a high degree of phenotypic diversity and
complexity of tissue involvement that presents ma-
jor challenges to clinicians when tailoring individual
treatment regimens. These disease characteristics are
a major factor in the inability of any current therapy
to induce remission in the majority of patients. Re-
grettably, biomarkers isolated from several diverse
sources have not served to accurately or reliably stratify
patients for treatment. The advent of precision med-
icine, an approach that takes into account individual
variability in genes, environment and lifestyle, hold the
promise that we will be able to better guide therapies
based on individual traits and features. In particular,
the integration of data through technical advances
that include ssRNAseq, Citeseq and whole genome
sequencing combined with phenotypical variables
analyzed with big data analytics and machine learning
will usher in a whole new approach to diagnosis and
treatment. Another major source of patient-related
data is the electronic medical record but additional
work is required to develop ontogenies required to
organize and analyze vast quantities of information that
are relevant to patient diagnosis and outcomes. The
technologies outlined above are currently available
and the central focus should be on the refinement
of scientific validity and reproducibility coupled with
strategies to scale up these technologies in the clinical
setting. The future looks bright for stratified treatment
regimens for individuals with psoriatic disease based
on tools developed through precision medicine.

pplying precision medicine to psoriatic disease

Stephen Pennington Dr. Pennington presented an
overview of the omics in which data from genomics,
transcriptomics, proteomics and metabolomics might
be combined and used effectively in a systems medi-
cine approach to herald a new era of P4 medicine. P4
medicine, a term introduced by Leroy Hood, envisag-
es that systems medicine and big data analytics will
be incorporated with a digital revolution and social
netoworks to support predictive, preventitive, person-

alised and participatory healthcare.
Because proteins are the main mo-
lecular executors of biological pro-
cesses, Hood suggests, that of the
all the omics, proteomics, has the
greatest potential to be used to improve the health

of individuals. This is vision of the future is of course

a long way from current reality in which, for example,
the best molecular therapies such as the biologics
used to treat inflammatory arthritidities are optimally
effective in only up to 1 in 3 or 4 patients who receive
them. The focus of Stephen's translational reasearch
efforts in this arena, undertaken in close colloboration
with Oliver FitzGerald, is it use proteomics to identify
better protein biomarkers and then develop them

to deliver new advanced molecular diagnositics or
improve patient outcomes. Stephen described how he
and Oliver, together leading a multi-disiplinary team,
have sought to discover and develop protein biomark-
er signatures that address key areas if unmet clinical
need in psoriatic disease including those identified by
the GRAPPA Collaborative Research Network (CRN).
As an initial step the team have used a comprehensive
protein biomarker panel (they call PAPRICA) to identify
a serum protein signature that can separate patients
with rheumatoid from psoriatic arthritis with a receiv-
er operator curve area under the curve of 0.901. This
panel of proteins can be measured with appropriate
analytical rigour using a targeted quantitative pro-
teomics strategy called Multiple Reaction Monitoring
(MRM) and the team are exploring how this, and other
proteomics tests, can by delivered to clinical practice.

Protein Bliomarker Test Development
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Towards precision medicine in psoriasis: update from
BADBIR and PSORT programs - Nick Reynolds Dr. Nick
Reynolds presented recent updates from two large
scale projects in the UK aimed at advancing preci-
sion medicine. The WHO report on psoriasis in 2016
recommended that patients should have access to
“comprehensive, individually adapted treatment” - es-
sentially personalised or precision medicine. Although
great advances have been made with development of
biologics and new small molecules, many therapeu-
tic challenges remain, such as how to cost-effectively
induce disease clearance and maintain remission
across all disease phenotypes and severities. Precision
medicine is based on the idea that there are sub-pop-
ulations that can be identified using biomarkers at
baseline or during the early phases of therapy that
predict subsequent clinical response and/or adverse
events. These biomarkers can then be used to allocate
patients to the most suitable therapy. Linked to the
identification of these sub-populations is the con-
cept to disease and drug endotypes. The concept of
disease endotype implies that the clinical label such as
psoriasis is an umbrella term, beneath which sit sub-
groups that can be defined by genetics and molecular
mechanism that associate with specific clinical phe-
notypes or drug pharmacology. One example of this
is generalized pustular psoriasis, where anti-IL1 and
anti-IL36 drugs are predicted, on the basis of under-
lying pathophysiological mechanisms, to block the
abnormal signalling pathway in this subset of patients;
and indeed, early phase trials have shown dramatic
improvement within days of receiving a single IV dose
of a monoclonal antibody against the interleukin-36
receptor (which was not dependent on the presence
of the IL36RN mutation. This study suggests that mo-
lecular definition of disease endotype permits precise
drug targeting.

BADBIR (British Association of Dermatologists’ Biolog-
ics and Immunomodulators Register) is a prospective
longitudinal, observational study of psoriasis patients
who started on, or switched to biologic, convention-

al or small molecular systemic therapy within the
previous 6 months. To date BADBIR has enrolled
~16,000 participants, 1/3 who have contributed to
bioresource, with 2051 cohort switchers. Data from the
registry (2015) showed that 77% of patients starting
or switching continue on the biologic for at least one
year; patients experiencing treatment failure with one
biologic therapy benefit from switching to another; as
compared to adalimumab, etanercept is a predictor
for discontinuation and ustekinumab is a predictor for
drug persistence, and multiple co-morbidities predict
withdrawal after switching. Eight demographic and
clinical factors have been associated with reduced
odds of achieving = 90% improvement in PASI at 6
months: female sex, social status such as unemploy-

ment, current or former smoking history, psoriasis of
the palms and/or soles, and presence of small plaques
only compared with small and large plaques. White
ethnicity and higher baseline PASI were associated

PSORT Infegrative Struchure
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with increased odds of achieving PASI 90. These types
of clinical parameters are being built into on-going
“omic” studies.

The second large scale effort is PSORT (Psoriasis Strat-
ification to Optimise Relevant Therapy), a multi-dis-
ciplinary consortium led by Chris Griffiths at the
University of Manchester, comprising a number of UK
academic institutions, life science companies and pa-
tient groups, funded by the MRC. Its principle aims are
to investigate disease and drug endotype in psoriasis
and derive clinically relevant and scalable biomark-
ers to stratify response to biologic therapy. PSORT's
integrative structure comprises two main work streams
with appropriately powered discovery, refinement and
validation cohorts. There is a discovery cohort where
blood and tissue samples are collected at prespecified
intervals on patients starting biologic therapy at base-
line through to week 12. Analyses include biomark-
er, drug levels, flow cytometry/mass cytometry, and
DNA for genotyping. Our discovery cohort comprises
patients starting adalimumab (anti-TNF) or ustekinum-
ab (anti-IL12/23) biologic therapy in routine clinical
practice. PSORT has placed significant emphasis on
data integration as well as health economic analysis.
Ultimately, PSORT's investigators envision the deriva-
tion of a multi-faceted algorithm, integrating clinical,
RNAseq and genetic data as well as serum drug levels,
shown to be predictive of response in a recent study
of adalimumab. These studies are increasing evidence
that a better understanding of disease and drug
endotypes will allow clinical application of precision
medicine. There are many challenges, and these ef-
forts will require an integrative systems approach and
innovative analytical frameworks to deal with the high
dimensional data sets and derive scalable algorithms
for testing in clinical settings. To succeed, we will

need to develop and champion academic industrial
partnerships and international collaborative networks.
Together we should be aiming to deliver “total care of
psoriasis”.
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COMPOSITES SESSION

William Tillett, Philip Helliwell, Oliver FitzGerald A
number of composite measures of disease activity
have been developed for Psoriatic Disease however
it has been challenging to achieve consensus on
which instrument to take forward. The 2019 GRAPPA
composites workshop was proposed to address the
following questions;

1.Is there a need for a continuous composite
maasure?

2What are the barriers to wider adoption of existing
measures?

3. How does the Psoriatic Arthritis Impact of Disease
(PsAID) influence the use of composite activity
measures in PsA?

4. Can existing barriers be overcome by testing
modifications to existing instruments?

The composite workshop was opened with an
introductory session from William Tillett covering
the background on the field of composite measures,
barriers to wider adoption and data on the DAPSA.
Oliver FitzGerlad and Philip Heliwell review the data
for the CPDAI and PASDAS respectively.

A breakout session followed with ten breakout
groups taking 45 minutes to gain in-depth
understanding from the GRAPPA memberships’
views on continuous composite measures for routine
care, the challenges to wider adoption and next
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steps. Each breakout has representation from Patient
Research Partners, Dermatology, Rheumatology

and Industry. Leaders of the groups presented a
brief summary of the discussions at the plenary
(Photograph below) followed by voting.

154 members participated in the plenary voting
including 87 Rheumatologists, 18 Dermatologists,

2 Rheumatologist/ Dermatologists, 12 PRP's, 14
Academics, 1 Methodologist and 20 Industry
members participated. 88.8% of voting members
agreed on the need for a continuous composite
measure for routine practice (figure 1) but nearly
two-thirds, (65%) were either currently using the
DAS28 (27%) or not using a composite measure

at all (38%). Only a few members felt the existing
measures were feasible; CPDAI (16%), PASDAS (18%)
and DAPSA (53%) in their current forms and that
modification should be tested. The majority (76%)
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agreed that disease impact should be measured
separately from disease activity.

The majority of the GRAPPA membership support
the need for a continuous composite measure

of disease activity for use in routine clinical care,
the separate measurement of disease impact and
activity, and the testing of modifications candidate
instruments rather than developing new measures.

2019 ELECTION RESULTS and BYLAWS AMENDMENTS

We would like to welcome our newly elected Executive and Steering Committee members. Vinod Chandran, rheuma-
tologist from Toronto, Canada, and Joe Merola, dermatologist and rheumatologist from Boston, MA, USA, were newly
elected to the Executive Committee. Dr. Arthur Kavanaugh, rheumatologist from San Dlego, CA, USA, was re-elected

to the Executive Commitee. The Steering Committee welcomes new member Ennio Lubrano, rheumatologist from

Campo Basso, Italy, and returning members Elaine Husni, rheumatologist, (Cleveland, OH, USA), Peter Nash (rheu-

matologist, Australia), Alexis Ogdie (rheumatologist, USA) and Jose Scher (rheumatologist, USA).

We wish to extend our gratitude to Dr.Alice Gottlieb for her service on the Executive Committee, and welcome her to

Steering Committee where she is invited to to serve another 3 years, as per a change to our bylaws. Following the
election, the Executive Committee expressed concern of the lack of dermatologist representation, and two amend-
ments to the bylaws were proposed during the annual meeting and passed to address this. Article 2.1 (" The Board
shall consist of six (6) directors, each of whom is an Individual Member of GRAPPA.") was amended to read: "The
composition of the Board should consist of at least one third dermatologists, and one third rheumatologists." Addi-
tionally, Article 3.2, which currently addresses terms on Executive and Steering, was amended to include the follow-
ing language: "A member retiring from the Executive Committee shall spend a further 3-year term on the Steering
Committee." Additional efforts are planned to address dermatology participation and representation in GRAPPA's

leadership.
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METHOTREXATE DEBATE

Laura Coates, Philip Mease, Joseph Merola, Kristina
Callis Duffin, Suzanne Grieb Methotrexate (MTX) is
widely used as an initial therapy in the treatment of
psoriasis and psoriatic arthritis (PsA), despite limited
evidence. During Saturday’s plenary session, the
panelists presented the evidence for and against
the use of MTX in these indications and an audience
survey was undertaken to investigate how GRAPPA
members use MTX. One of the GRAPPA PRPs,
Suzanne Grieb, presented personal feedback on the
experience of MTX from the patient perspective on
behalf of all of the GRAPPA PRPs.

Following a historical introduction reviewing the
mechanisms of action of MTX, the audience was
surveyed using ARS. 100 participants responded

to their typical practices. MTX was most commonly
prescribed weekly, most often orally (75%), usually
starting at 15mg. All physicians reported they co-
prescribe folic acid, with most giving a single 5mg
dose (50%). The majority monitored laboratory tests
every 3 months once stable, and most counsel on
many safety/tolerability issues, with nausea and liver
toxicity being most common. When considering the
use of MTX alongside biologic disease-modifying
anti-rheumatic drugs (bDMARDs), the most common
minimum dose to minimise immunogenicity was
10mg, though some did not differentiate from their
normal dosing.

Suzanne Grieb introduced personal experiences
based on survey questions from 11 of the GRAPPA
PRPs, of which 10 have had personal experience with
methotrexate monotherapy or combination therapy.
For most, it was felt that methotrexate did little to
help the joints, but some had beneficial impact on
skin disease. Only 3 PRPs responded well to the
medication, but for 2 it was not sustained.

Dr Merola introduced the data on efficacy of MTX

in psoriasis. CHAMPION (RCT of adalimumab,

MTX, and placebo showed adalimumab was clearly
superior to MTX. The METOP study, a placebo-
controlled RCT of escalating doses of subcutaneous
MTX, showed that MTX was more efficacious than
placebo but PASI75 and PASI90 were only 51% and
24% at week 24.

Dr Mease provided a summary of the evidence for
MTX in PsA including negative placebo-controlled
RCTs in 1984 and 2012. MTX is generally felt
ineffective in axial spondyloarthritis. Dr Coates then
presented the 2019 MIPA data (Methotrexate In
PsA). Although the study did not meet its primary
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outcome, there were a number of limitations,
including a target dose, dropouts and recruitment.
She also showed data from the TICOPA study
suggesting improvements in arthritis, enthesitis,
dactylitis and psoriasis in the first 12 weeks with MTX
monotherapy. At 48 weeks, around 1/4 of patients
were in MDA on MTX alone suggesting that it can
lead to significant disease control for some patients.
Dr Mease presented the RESPOND study, an open
label comparison of MTX and infliximab, which
showed superiority for infliximab but also high

MTX response rates (ACR20 66.7% week 16). The
SEAM study, a double-blind comparison of MTX
monotherapy, ETN monotherapy, and combo MTX/
ETN, also confirmed superiority of TNF inhibitors
over MTX but also showed marked improvements in
arthritis, psoriasis, enthesitis and dactylitis in those
receiving only MTX.

Fortunately, most of the PRPs did not report signs

of toxicity while on methotrexate; however, many
had experienced side effects. These ranged from
minor nausea, light-headedness, stomach cramping,
and soreness at the injection site, to more severe
symptoms such as vomiting and depression. Two
PRPs noted that the methotrexate increased their
fatigue, and one, LFT issues. Although the PRPs
fortunately did not experience serious toxicity, it
remained a concern for them, especially around long
term impact or fetal abnormalities even after the
drug was stopped.

The panelists presented data on safety and
tolerability. MTX may help reduce anti-drug antibody
development and boost trough drug levels.
Bioavailability of MTX given orally seems to plateau
at 15-20mg/week, but subcutaneous MTX had no
plateau up to a 25mg/week. The second PK study
showed bioavailability was significantly higher if
MTX was given as a split dose 8 hours apart. There
are differences in rates of nausea - around 13-14%
in both dermatology and rheumatology studies. The
data on MTX durability in clinical practice is heavily
influenced by tolerability. Atthe end of the TICOPA
study, only 50% remained on the drug. Special
populations were discussed where MTX would be
used with additional caution or contraindicated. A
final ARS survey then gathered opinion on current
and future role of MTX in their practice, regarding
first line use, for skin and joints, if cost were not
option. There was significant geographic variation.
The full audience results and detailed summary

of the debate will be presented in Journal of
Rheumatology.

............O.....
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I D EO M International Dermatology
Outcome Measures
Dr Gottlieb presented a review of all of IDEOM's
activities. Since the 2018 annual meeting, IDEOM
has partnered with the AAD to gain consensus on
physician and patient global measures to be used
for psoriasis and other skin conditions. The February
2018 meeting outcome, where consensus for using a
5-point provider global assessment was reached, has
been published in JAAD. In Oct 2018, stakeholders
voted that patients should do both a patient global
and the Skindex mini (3 items), which was recently
accepted for publication in the JAAD. Further work
to use these to satisfy the US MIPS/MACRA reporting,
and additional validation work is planned.

Additional areas were proposed for collaboration
between IDEOM and GRAPPA: (1) a pre-annual
meeting is planned for 2020 to synergize
attendance of dermatologists and collaboration
with rheumatologists; (2) joint meeting to teach
dermatologists about clinical applications of
musculoskeletal ultrasound; (3) validation of
treatment satisfaction instrument in PsA clinical
trials (work led by April Armstrong); and (4) develop
simple outcome measures for signs of PsA in clinical
practice.

AXIALDenis Poddubnyy and Dafna
Gladman The ASAS-GRAPPA
joint project is aimed at the development of the
consensus definition of axial involvement in PsA.

In December 2018 - January 2019, we conducted
a web-based survey among ASAS and GRAPPA
members aimed at identification of the parameters
relevant for the definition of the axial involvement
in patients with PsA using an established decision-
making algorithm (PAPRIKA method - Potentially
All Pairwise RanKings of all possible Alternatives

- with practical implementation at 1000minds).
The survey has been completed by 186 ASAS

and GRAPPA members (106 ASAS members, 123
GRAPPA members, 43 belonging to both societies).
According to the survey results, the following 4
parameters reflecting objective signs of inflammatory
involvement of the axial skeleton received the
highest ranking: 1) Presence of structural damage
on an X-ray of sacroiliac joints (radiographic
sacroiliitis of at least grade |l bilaterally or grade Il
unilaterally);2) Presence of structural damage on
an X-ray of spine;3) Presence of subchondral bone
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marrow edema / osteitis on magnetic resonance
imaging (MRI) of sacroiliac joints compatible with
spondyloarthritis;4) Presence of bone marrow
edema / osteitis on MRI of spine compatible with
spondyloarthritis.These parameters represent the
most likely candidates for the future consensus
definition. Currently, we plan a prospective study

in PsA with comprehensive imaging of the axial
skeleton in order to generate data for a validation of
the expected definition.

U SLihi Eder, Sibel Aydin, Gurjit Kaeley Dr.
Eder presented an update on the GRAPPA
Diagnostic Ultrasound Enthesitis Tool (DUET)
project. This project is a GRAPPA initiative led by
the ultrasound committee to develop a sonographic
tool to enable early diagnosis of psoriatic arthritis.
The rationale of diagnosing early psoriatic arthritis
was briefly discussed as well as its importance.
Sonography is more sensitive and specific than
clinical examination in detecting enthesitis.
Biomechanical confounders were discussed in
previous meetings. Using pilot studies, candidate
set of entheses have been selected. Utilizing these
entheses, a larger study will be undertaken within
the GRAPPA membership, hence ensuring a diverse
population to test this potential diagnostic tool.
The protocol has been reviewed by the steering
committee, training materials are being developed.
Namely these will be training videos as well as an
acquisition atlas. A separate break out was held after
the main meeting. The main aim of this meeting
was to explore potential barriers to conducting the
study in various countries. Members from Europe,
Israel, India, as well as North America were present.
Challenges with within each system were discussed
as well as potential solutions. Furthermore, the
meeting also explored whether investigators would
be willing to perform local reading in addition to the
planned central reading. Timelines were discussed
based on seeking funding for the study. The study is
projected to start in mid-2020.
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E D U CAT GRAPPA EDUCATION
COMMITTEE Philip
Mease On behalf of the Education Committee, Dr.
Mease presented a variety of educational initiatives.
Primarily, these include Educational symposia,
development of a slide library, the GRAPPA
educational videos, and newer efforts aimed at
virtual opportunities, such as videoconferencing
and podcasts, to reach broader non-rheumatology/
dermatology audiences.
In the last decade, many events that have occurred
around the world including accredited continuing
medical education (CME) and non-CME symposia.
The (predominantly) US-based CME initiatives
have been the GRAPPA-SPARTAN PsA-SpA
symposia, offered as two-hour, half-day, and full-
day symposia, and the GRAPPA Rheum-Derm
PsA-psoriasis symposia. International educational
symposia are also conducted around the globe
with pharmaceutical support. An example is a
symposia series in India championed by Ashish
Mathew with Novartis sponsorship - 2 symposia
in 2019 and one in early 2020; these events
partner 2-3 international GRAPPA faculty with 2-3
regional faculty . Other events in 2019-2020 include
Taiwan (November 2019); APLAR (Symposium
and GRAPPA Association meeting, April 2019,
Brisbane, Australia and April 2020, Kyoto, Japan);
PANLAR Symposium and GRAPPA association
meeting (April 2019, Quito, Ecuador and April 2020,
Miami, led by Enrique Soriano), AFLAR Symposium
(September 2019, Mauritius, led by Ade Adebajo);
and Dubai (September 2019). These symposia
provide a combination of didactic lectures on all
aspects of psoriasis and PsA clinical characteristics,
epidemiology, pathophysiology, assessment and
management, as well as small group breakouts
to discuss difficult cases, and where allowed,
patient interviews and evaluation to enrich the
learning experience. Target audiences include
both dermatologists and rheumatologists learning
together.
GRAPPA aims to provide education in less resourced
areas of the world, and is exploring potential
ways to accomplish this. There has been some
discussion on what qualifies as a GRAPPA-approved
educational symposium; at the very least there must
be involvement of GRAPPA members in planning
of the agenda. GRAPPA staff (Sharon Andrew and
Janine Kowack) are available to assist and partner
on the administrative footwork (grant applications,
identifying audiences, travel logistics, creation of
supporting documents). Faculty tasks include slide
deck creation/updating, and being available to
speak. Participating faculty will have the opportunity
to receive mentoring to improve cultural sensitivity

during presentations as well.

M RI | MAGING WORKING GROUP
Walter Maksymowych
Assessment of disease activity in psoriatic arthritis
Assessment of disease activity in psoriatic arthritis
lacks objective tools, not the least for assessment
of large weight-bearing joints and entheses that
may disproportionately impact disability. The MRI
Working Group in GRAPPA and OMERACT has
been developing whole body MRI methodology
for objective assessment of inflammation in
synovium and bone together with large joint scoring
methodologies for assessment of inflammation in the
hip and knee.
A preliminary scoring method has been developed
for whole body MRI that assesses synovitis and
osteitis in 83 peripheral joints and 33 entheses
(0-3 grading scheme per joint or enthesis) and
good reliability attained in a preliminary exercise
of 8 patients. WBMRI's sensitivity to change and
discriminatory ability between spondyloarthritis
patients treated with TNF-inhibitors and placebo
have been demonstrated. This method is expected
to be particularly relevantin patients with psoriatic
arthritis.
A granular method for scoring bone marrow lesions
in the hip has been developed based on the use of
software which applies an overlay to segment the
femoral head and acetabulum. This allows multiple
regions to be scored directly on a web-based
interface of consecutive MRl slices through the joint
(scoring range 0-100) dispensing entirely with the
use of scoring spreadsheets. Excellent reliability has
been documented in patients with osteoarthritis of
the hip for detection of lesions at a cross-sectional
level and very good reliability in detecting change
8 weeks after intra-articular glucocorticoid injection
in MRIs from 90 patients assessed by 8 readers.
The system is now ready for testing in psoriatic
arthritis, e.g. assessing the discrimination between
treatment groups in clinical trials. Segmentation
of hip joint effusion/synouvitis is also done. A
quantitative assessment method, which is hoped
to be superior to the semi-quantitative assessment,
is being developed. Work on automation and on
comparisons with ultrasound for measuring effusion
are also done. For the knee, a similar quantitative
method has been compared with the MOAKS
scoring system in patients with knee osteoarthritis,
and has been shown to have excellent reliability, and
to be more reproducible than MOAKS. Finally, the
group has been working on an OMERACT literature
review on the utility of MRl in enthesitis, and an
enthesitis assessment system, incl exact definitions
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of the various pathologies involved, has been
developed and validated . Good reproducibility and
sensitivity to change has been found.

The next steps of the group is to apply the MRI
techniques in clinical trials and cohorts of patients
with psoriatic arthritis, and further development and
validation of the methods on a modular plane.

RESEARC COMMITEE UPDATE
Chris Ritchlin and Oliver
FitzGerald This year there were 26 applications for
the GRThe research committee/CRN update was
presented by Oliver FitzGerald (University College
Dublin) and Chris Ritchlin (University of Rochester).
In relation to the GRAPPA grant awards 2019, 22
high-quality applications were received and 3 were
awarded. The winners were Maria Angioni from
Cagliari (Italy) on Pharmacogenetics of Treatment
Response in PsA, Alla Ishchenko from Louven
(Belgium) on Metabolomic profiling in Psoriatic
Disease and Zhenrui Shi from UC Davis, USA on
preclinical analysis of CCR6 and CCL20 in mouse
and human joints. Congratulations to the winners
and many thanks to the 7 reviewers.
The PsA Biomarkers of Joint DAMage (BioDAM)
project continues to make progress. A contract with
Lilly to provide samples from the Ixekizumab Spirit
P1 trial in PsA was signed in Dec 2018. The funding
has been received by GRAPPA and sample shipping
is due to take place in Sept 2019. The contract with
Amgen regarding access to samples from the SEAM
study is still under discussion. The original contract
did not include a budget for the studies which is now
being applied for as part of an Investigator Initiated
Study (lIS).
For predicting treatment response, a contract is at an
advanced stage of discussion with Pfizer regarding
the prediction of treatment response in patients
involved in Tofacitinib studies.
GRAPPA is now registered in the EU (Netherlands)
and this will allow GRAPPA to participate in EU-
funded research programmes.
In further news, GRAPPA continues to pursue a
Psoriatic Disease-specific call for research in areas
of major unmet need with the EU-based Innovative
Medicines Initiative (IMI). The Indicative call text was
published in late 2018 but the call did not proceed
in 2019. It is now looking likely that this call will
however proceed, probably in Jan 2020. Meanwhile,
contact was made with NIH regarding possibility of
an AMP-type programme in Psoriatic Disease.

TREATMENT - e
Arthur Kavanaugh,
Laura Coates, Enrique Soriano, Kristina Callis Duffin
One of the most important action items for the
GRAPPA group since its formation has been the
development of treatment recommendations for
patients with Psoriatic Arthritis (PsA). The second
version of the GRAPPA treatment was published in
early 2016, with data through 2015 being reviewed
and incorporated. Since that time, there has been
tremendous progress in the treatment approach to
PsA. This includes not only tremendous progress
as regards the development and introduction of
several new classes of therapeutic agents, but also
newer data on the optimal use of older therapies
and biosimilar agents. In addition, newer treatment
approaches have been explored, such as treat-to-
target and potentially tapering therapies for patients
achieving treatment goals. As it has been from the
start, the overall goal of the newest project will be to
develop guidelines, based upon the best scientific
evidence, for the optimal treatment of patients with
PsA.
To help achieve this, GRAPPA members have
spent considerable effort trying to utilize the latest
approaches to crafting guidelines while always
recognizing the complexities and heterogeneity of
PsA. This project is now moving forward, with many
GRAPPA members actively involved, including the
integral participation of patient research partners in
all aspects of the process.
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O M E RAC GRAPPA-OMERACT
PsA CORE OUTCOME
MEASURE SET PROJECT UPDATE 2018 Co-chairs:
Ana-Maria Orbai, Alexis Ogdie, Katy Leung, After
updating the Core Domain Set for psoriatic arthritis
(PsA) in 2016, the GRAPPA-OMERACT Outcome
Measure Working Group have been working to
standardize the Core Outcome Measurement
Set. The 66/68 swollen and tender joint count
was endorsed to measure musculoskeletal
(MSK) disease activity - peripheral arthritis and
Psoriatic Arthritis Impact of Disease (PsAID12)
was provisionally endorsed for Health -Related
Quality of Life. The working group has decided
to prioritize standardizing core measurement
in 4 additional domains: MSK disease activity -
enthesitis, physical function, fatigue and structural
damage. Work streams for each domain are led by
a GRAPPA-OMERACT steering committee member
and include at least 2 patient research partners.
Instruments assessing each domain will be identified
and appraised using the OMERACT Filter 2.1. The
OMERACT Filter 2.1 is a set of standards apprising
each instrument for “Truth, Discrimination and
Feasibility”, leading to evidence-based decision
making towards core instrument set creation.
The working group may need to create evidence
for some instruments if necessary. The evidence
supporting each instrument will be presented in
a Summary Table. Endorsement will be sought
from OMERACT. A new virtual voting system
from OMERACT will be adopted, which will allow
instruments to receive via web-based portals rather
than wait for the face-to-face OMERACT congress
which occurs only once every 2 years.

Summer/Fall 2019
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SLI DE GRAPPA Slide Sets Philip
Helliwell The GRAPPA Slide Sets
are available for use. Go to the GRAPPA Website and

login, then >Resources >Library.
https://grappa.memberclicks.net/login

AP Laura Coates The GRAPPA app is
popular. ltis currently translated into 14

languages, but work is currently ongoing with other
GRAPPA members to get additional small grants

to cover the addition of new languages (currently
Dutch, Malaysian and others).

ABOUT THIS APP

a Psoriasis Area

Minimal Disease Severity Index
Activity (MDA) (PASIH) and Body

Calculator Surface Area
{BSA) Calculator

Psoriatic Arthritis
npact of Disease
(PsAID)

Quest » Questionnaire

Reference About

WE Laura Coates A brief update on

the website and GRAPPA app was
presented. The website is live and continues to host
educational content. We will discuss ideas for further
development and look for suggestions and support
from other members. We are hoping to host GRAPPA
videos behind the firewall, for educational and non-
certification purposes, in the next year.
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PILOT GRANT REPORT-BACK

PI LOT Fardina Malik (NYU), recipient of
2018 GRAPPA pilot research grant,
presented her work on effect of medium chain fatty
acid (MCFA, a prebiotic) on gut microbiome and
peripheral CD4+ T cells in psoriatic subjects after 6
weeks of MCFA supplementation. This project was
based on the hypothesis that MCFA supplementation
will lead to expansion of commensal intestinal
bacteria resulting in increase in peripheral Treg and
decrease in Th17 cells. Changes in clinical response
were a secondary aim.Subjects with skin psoriasis
and/or PsA who were DMARD naive, were enrolled
in this single arm experimental study and followed
for 6 weeks. Each participant received MCFA (1 gm
4 times a day for 6 weeks). Stool and serum samples
were collected at baseline, weeks 3, and 6 for 16S
rRNA sequencing and FACS, respectively. Skin and
joint exam were also performed at these time points.
14 subjects (median age 42.5 years, 57% females)
with skin psoriasis were enrolled and 9 of whom
were diagnosed with PsA.16s rRNA sequencing did
not demonstrate any statistically significant changes
in alpha and beta diversity between the week 0, 3
and 6 but LEfSe (Linear discriminant analysis Effect
Size) showed a significant decrease in relative
abundance of firmicutes and clostridia at week 3. In
addition, a decline in IL22+ CD4+ T cells was also
noted (p=0.04) with a decline in IL17+ cells showing
a trend towards significance (p=0.14). Moreover,
data showed significant correlation between
IL174+22+ CD4+ cells and decline in firmicutes.
No changes in clinical parameters were observed.
In conclusion, MCFA supplementation in psoriatic
subjects was associated with a decrease in relative
abundance of firmicutes and clostridium and this was
correlated with a decline in IL17+22+ CD4+ cells in
peripheral blood. Further work is being pursued to
understand whether intestinal microbiome changes
with MCFA supplementation can prime the local
and systemic immune system resulting in increased
response to MTX therapy in PsA.
PI LOTKim Wervers and Hannah den
Braanker, Maasstad Hospital
and Erasmus MC, Netherlands: Response to
methotrexate and a quest for personalized medicine
in psoriatic arthritis: Methotrexate (MTX) currently

is first-line therapy for psoriatic arthritis (PsA).
Although MTX is a first-line treatment choice in
PsA, no estimates of MTX response early in the
course of disease response in current clinical
care are available. To prevent inadequate therapy
for PsA patients and gain knowledge on the
mechanism of action of MTX, identifying those
patients unresponsive to MTX before the start
of therapy would be ideal. This project aimed to
determine how often response to MTX occurs in PsA
patients within the first year of therapy in current
usual care. We identified 219 new PsA patients
with oligo/polyarthritis in our Dutch southwest
Early Psoriatic Arthritis cohort (DEPAR) of which
183 patients (84%) started on MTX monotherapy.
Only 33 patients who started on methotrexate
monotherapy (18%) achieved sustained MDA after
the first year with MTX monotherapy. We designed
a panel with 12 cytokines to investigate differences
between responders and non-responders to
MTX monotherapy at baseline, and after 3 and
6 months after therapy. We determined that the
proinflammatory cytokines IL-23, TNFa, GM-CSF,
IL-10 and IFNy were significantly higher in non-
responders to MTX monotherapy at baseline. IL-23
and IL-10 concentrations remained high even after 3
and 6 months of MTX monotherapy.
PI LO ESCAPES study for GRAPPA
newsletter Philip Helliwell, Graham
Chapman This GRAPPA funded case control study
will obtain preliminary data comparing the plantar
shear stress of patients with and without active toe
dactylitis, and compare them to control participants.
We are planning to examine up to 60 patients with
PsA: 12-20 with active (tender) dactylitis, 12-20
who previously had dactylitis and 12-20 with no
history of dactylitis. A control group consisting of
20 participants will be recruited to allow for plantar
shear pressure comparisons between PsA patients
and controls.Thus far we have ethics approval but
still need to complete local regulatory approval. This
process has taken 9 months. A new shear platform
has been built and is now ready for patient use. We
have a new fellow to collect the data which anticipate
will be in the next 6 months.
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THANK YOU to the on-site GRAPPA staff for all that you do - we couldn't
have the meeting without you!
Sharon Andrews
Rebecca Snyders
Janine Kowack

And, a special thank you to Steve Love, for standing in for Pam, and to Pete Carter
for taking the time to be our official event photographer.

UPCOMING EVENTS

Saturday, November 09, 2019
GRAPPA Adjacent to ACR
6:30 - 8:30 pm, light dinner provided
Hyatt Regency Atlanta
Regency VI (Ballroom Level LL1)
265 Peachtree St NE
Atlanta, GA
Registration at: https://grappa.memberclicks.net/grappa-adj-to-acr-2019

Wednesday, November 13, 2019
SPA-GRA-ASAS Educational Symposium on Axial Spondyloarthritis (axSpA) and Psoriatic
Arthritis (PsA)
1:00 - 4:00 pm
Omni Atlanta Hotel
International Ballroom D100 CNN Center,Atlanta, GA
REGISTRATION: www.123signup.com/SPA-GRA



http://signup.com/SPA-GRA

THANKYOU TO OUR 2019 SPONSORS!
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