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Psoriasis Affects ~7.5 Million Adults in the U'S

PLAQUE PSORIASIS Characterized by
(psoriasis vulgaris) affects raised, red, scaly patches

_0/ °o9  primarily on
~85 -9(0% 7 elbows, knees,

of all patients with psoriasis Ao lower backe

?;"6% = PATIENTS WITH PSORIASIS

develop psoriatic arthritis PsA3
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1.National Psoriasis Foundation. Resources for parents. https://www.psoriasis.org/parents/abepgoriasis. Accessed October 21, 20. 2. Nestle FO, et alN EnglJ Med 2009;361(5):49609.
3. BoehnckeWH, Menter A.Am J Clin Dermatol 2013;14(5):37288.
Images: Courtesy of Dr. A. Wells.




Since the Turn of the Century, the Therapeutic Landscape
Has Evolved to Include Many New FDMA\pproved Therapies

Timeline of FDA -Approved Treatments Indicated for PsA 46

ORAL SMALL MOLECULES

Treatments Prior to

: : . PDE4 JAK
Indicated Therapies 1-4 == X |
2 Inhibitor Inhibitor

NSAIDs
Intra-articular steroids

2002 2013 2014 2016 2017
Topicals
DMARDssuch as T-cell costimulation
sulfasalazine, leflunomide

AntiolL-17

BIOLOGICS

aMethotrexate, sulfasalazine, and leflunomide are not FDApproved for the treatment of PsA.
PDE4=phosphodiesterase 4. JAK=Janus kinase.

1.Gottlieb A, et al.J AmAcad Dermatol. 2008;58(5):851864. 2. Coates LC, et alArthritis Rheumatol 2016;68(5):10600713. Mease P.Clin ExpRheumatol 2015;33(5 Suppl 93): 8108108 1 :

4. MerolaJF, et alRMD Open.2018;4(2):e000656. FDA Briefing Document. Arthritis Advisory Committee Meeting. 2017. A 2 CONID=TY
https://www.fda. gov/downIoads/AdwsoryCommlttees/CommltteesMeetlngMatenals/Drugs/ArthrltlsAdwsoryCommlttee/UCM569317 pdiccessed October 21, 20206. National Psoriasis
Foundation. Treatment for psoriatic diseasehttps://www.psoriasis.org/treatments for-psoriatic-disease/. Accessed October 21, 2020.




FDA-Approved Biologic and New Small Molecule
Targeted Therapies for Psoriatic Arthritis

TNF INHIBITORS IL-17 INHIBITORS
Adalimumab* IxekizumalX
Certolizumab* Secukinumal¥
Etanercept* CD80/CD86 INHIBITOR
Golimumab Abatacept
Infliximab* JAK INHIBITOR

PDE4 INHIBITOR Tofacitinib, small molecule
Apremilast, small molecule* IL-23 INHIBITOR

IL-12/23 INHIBITOR Guselkumaly

Ustekinumab*
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*These drugs are also FDAapproved for psoriasis.
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Nonpharmacologic therapies
Physical therapy, occupational
therapy, smoking cessation, weight
loss, massage therapy, exercise

OSM
Methotrexate, sulfasalazine,
cyclosporine, leflunomide apremilast

TNFi

Etanercept, infliximab, adalimumab,
golimumab, certolizumab pegol

IL12/23i
Ustekinumab

Methotrexate, sulfasalazine, cyclosporine, and leflunomide are not FD&pproved for treatment of PsA.
Figure 1 from Singh JA, et aArthritisRheumatol 2019;71(1):82.

2018 American College of Rheumatology/National Psoriasis
Foundation Guideline for the Treatment of Psoriatic Arthritis

Symptomatic treatments

Nonsteroidal antiinflammatory
drugs, glucocorticoids, local
glucocorticoid injections

IL17i
Secukinumalh ixekizumah
brodalumab

CTLA4Ig
Abatacept

JAK inhibitor
Tofacitinib

—
PsA + COVID-19

T




Additional Recommendations for Oral Small Molecules

ENTHESITIS

Treatmentnaive patients

A Considerapremilastif active disease; patient
prefers oral therapy; has recurrent infections;
or contraindications to NSAIDS and/ofTNFi

Active disease despite OSM

A Considerapremilastif patient wants oral,
has recurrent infections, or contraindications
to biologics

Singh JA, et alArthritis Rheumatol 2019;71(1):32.

COMORBIDITIES

Active IBD in treatmentnaive patients

DM in treatment-naive patients

A Consider OSM (other than methotrexate) oveiT NFi
as firstline treatment

Frequent serious infections in treatmentnaive patients
A Consider OSM over a biologic as firstine treatment

—
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2019 EULAR Guidelines for Psoriatic Arthritis

CLINICAL DIAGNOSIS OF ACTIVE PSA

v v v

— -
LL] Polyarthritis (<4 swollen joints) Mono/ oligoarthritis Enthesitis Predominantly axial disease
)  with or without dactylitis
<[ P Poor prognostic factors preser‘t ‘ ‘
L h v
o NSAIDS + local glucocorticoid injections NSAIDS + local glucocorticoid injections 1!
B Achieve target within <4 weeks YES » Continue Achieve targetwithin4 -12 weeks YES—» CoOntinue
and adapt and adapt

N NO NO

v |
I(J,'I) Start methotrexate or
< leflunomide or sulfasalazine
T | Improved at 3 months and target .

> —>
Al achieved at 6 months iE= SRl
|
NO
| Enthesitis
™ ¢ Predominantly axial disease
v
|(-|,J) Start bDMARD : TNFi or IL-12/23i or IL - { Start bDMARD : TNFi or IL-i
< 17i; if bDMARD inappropriate: start JAKIi (usual practice would be to start a TNF)
T (consider using PDE4| in mild dlgease itb DMARD
and JAKiis inappropriate)
ol | . Improved §t3 months and target YES—> Continue
achieved at 6 months

EULAR=European League Against Rheumatism.
Figure 1 fromGosseclL, et al. Ann Rheum Dis2020;79(6):700712.
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Treatment Recommendations for Clinical Manifestations of
Psoriatic Arthritis (GRAPPA)

Which domains are involved?*

Assess activity, impact, and prognostic factors

Peripheral arthritis

Axialdisease

: : : : Standard
g DMARDs (MTX, 8 NSAIDS only NSAIDS o NSAIDS Topicals** Biologics (TNFI, therapeutic route
5 SSZ, LFN)TNFi < : L % ¢ : + : IL-12/23i,
S or PDEA4i 2 l v _ = v : IL-17i) orPDE4i
@ ; 2| [ TNRLIL17] or 2| | Biologics (TNFI, £ | | DMARDs (MTX, FINERIEE St >
@ | B *|L12/23; o IL-12/23i 3 LEF, SSZ)y o | || BLEARDES (A1) r t Expedited
) | > s L T CSA, acitretin, '
5 i v = i 3 | | IL-17) or PDEAI 2 PDEAi % i Topical or therapeutic route
2| [ Biologics (11| [ ——— |2 ! g v v B| |eslers orPoE4 | Proceduer
= L g | | Switch biologic : itch biologi =1 | Biologics (TNFI @ v LEF, MTX,
S IL-17) or PDE4i £ (TNFLIL-17j Switch bl0|OgIC' ° g TR, = — ; o bl

*|L12/23 (TNFI, 1L12/23i, o IL12/23i < | | Biologics (TNFI, acitretin)
< or ) \ = 8 g
3 i IL17) or PDEi 2 T 5 IL-12/23i,
s g y F IL-17i), or v
A | | switch biologic S| | Switch biologic PDE4i Switch biologic
S| | (TNFI, 122723 CS injections: consider on (TNFI, 1L12/23i, : — (TNFI, IL12/23,
2 or IL-17) No direct evidence for anindividual basis due to IL17) or PDE4i Switch biologic IL17i) oP DE 4i
therapiesin axiaPsA potential for serious side (TNFI, 1L12/23i,
recommendations based effects; no clear evidence IL17i) or PDEA4i

on axialSpAliterature. for efficacy.

Consider previous therapy, patient choice, other disease involvement and
comorbidities. Choice of therapy should address as many domains as possible.

v

Treat, periodically reevaluate, and
modify therapy as required.

*Gray text identifies conditional recommendations for drugs without current regulatory approvals or where recommendations afigased on abstract data only. This diagram was

created in 2015 prior to the approval ofsecukinumah
**Topicals:keratolytics steroids, vitamin D analogs, emollients, calcineurin inhibitors.

GRAPPA=Group for Research and Assessment of Psoriasis and Psoriatic Arthritis. CSA=cyclosporine A. DMARD=dissadiéying anti-rheumatic drug. IAl=intra-articular injection.
IL-17i=interleukin 17 inhibitor. IE12/23i=interleukin 12/23 inhibitor. LEF=leflunomide. MTX=methotrexate. NSAID=nonsteroidal &axrinflammatory drug.
PDE4i=phosphodiesterase 4 inhibitorPhototx=phototherapy. SSZ=sulfasalazine[NFEtumor necrosis factor inhibitor.

Figure 1 from Coates LC, et aArthritis Rheumatol 2016;68:106A.071.
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ACR Guidance for the Management of Adult Patients With
Rheumatic Disease During the COVH19 Pandemic

RECOMMENDATIONS

For ongoing treatment of stable patientsin the absence of
infection or SARSCoV-2 exposuré

A HCQICQ, SSz, MTX, LEF, immunosuppressarsg, (tacrolimus,
cyclosporine, mycophenolate mofetil, azathioprine), biologics, JAK
inhibitors, and NSAIDsmay be continued (M/H)

A For patients with a history of vital organthreatening rheumatic disease,
immunosuppressants should not be dosereduced (M)

For ongoing treatment of stable patientsfollowing SARSCoV-2
exposure and in the context of active or presumptive COVIELY

A HCQ, SSz, and NSAIDS may be continued (M/H)

A Immunosuppressants, nodlL-6 biologics, and JAK inhibitors should be
stopped temporarily, pending a negative test result for COVIEL9 or
after 2 weeks of symptomfree observation (M); the panel noted
uncertainty regarding temporarily stopping MTX or LEF in this situation

A In select circumstances, as part of a shared decisiamaking process, 116
inhibitors may be continued (M)

This guidanceis provided as part of a "living document,” recognizing rapidly evolving evidence and the anticipated
need for frequent updates as such evidence becomes available.

Note: the RECOVERY study publishedihe New England Journal of Medicirtes shown that in patients hospitalized with COVIT19, the use of
dexamethasone resulted in lower 28ay mortality among those who were receiving either invasive mechanical ventilation or oxygealone at

randomization but not among those receiving no respiratory support?

ACR does notrecommend any specific product. . PsA + COVID-19

HCQ=hydroxychloroquine. CQ=chloroquine. LEF=leflunomide. JAK=Janus kinase. M=moderate. H=high. Sem—

1.MikulsTR, et al Arthritis Rheumatol 2020. [Online ahead of print]2. Group RC, et aIN EnglJ Med 2020.




ACR Guidance for the Management of Adult Patients With
Rheumatic Disease During the COVH19 Pandemic (cont.)

RECOMMENDATIONS

For treatment of newly diagnosedor active inflammatory Forrheumatic disease treatmentn the context of

arthritis, in the absence of infection or SAR&0V-2 exposuré documented or presumptive COVID19 infectiort

A For patients whose disease is weltontrolled on HCQ/CQ, this DMARD A Regardless of COVIEL9 severity, antimalarial therapies (HCQ/CQ)
should be continued, when available; when unable to access (including may be continued, but SSZ, M TX, LEF, immunosuppressants, &6
in patients with active or newly diagnosed disease), switchingto a biologics, and JAK inhibitors should be stopped or held (M/H)
different conventional synthetic DMARD (either as monotherapy or as AE : - :

A : or patients with severe respiratory symptoms, NSAIDS should be

part Of combination therapy) should be considered (M/B) stopped (M); the panel demonstrated low consensus with regards to

A For patients whose disease is weltontrolled on an IL-6 inhibitor, this stopping NSAIDsin the absence of severe symptoms
DMARD should be continued, when available; when unable to access A In select circumstances, as part of a shared decisianaking process,

the agent, switching to a different biologic should be considered the
panel noted uncertainty with JAK inhibition in this situation

A For patients with moderate to high disease activity despite optimal
conventional synthetic DMARDSs, biologics may be started the panel
noted uncertainty with JAK inhibition in this situation

IL-6 inhibitors may be continued (M)

A For active or newly diagnosed inflammatory arthritis, conventional
synthetic DMARDs may be started or switched (M)

A If indicated, low-dose glucocorticoids (CIO mg prednisone equivalent)
or NSAIDS may be started (M/H)

This guidanceis provided as part of a "living document," recognizing rapidly evolving evidence
and the anticipated need for frequent updates as such evidence becomes available.

T ——
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1.Mikuls TR, et al Arthritis Rheumatol 2020. [Online ahead of print].




ACR Guidance for the Management of Adult Patients With
Rheumatic Disease During the COVH19 Pandemic (cont.)

REINITIATING TREATMENT FOLLOWING COVID 191

For patients with uncomplicated COVIB19 infections (characterized by mild or no pneumonia and treated in the
ambulatory setting or via self quarantine), consideration may be given to restarting rheumatic disease treatments
(eg, DMARDs, immunosuppressants, biologics and JAK inhibitors) within 7 to 14 days of symptom resolution.

For patients who have a positive PCR test result for SARSV-2 but are (and remain) asymptomatic, consideration
may be given to restarting rheumatic disease treatmentsgg, DMARDSs, immunosuppressants, biologics and JAK
inhibitors) 10 to 17 days after the PCR test is reported as positive (H).

Decisions regarding the timing of reinitiating rheumatic disease therapies in patients recovering from more severe
COVID 19 relatediliness should be made on a caséy-case basis (H).

This guidanceis provided as part of a "living document," recognizing rapidly evolving evidence
and the anticipated need for frequent updates as such evidence becomes available.
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DMARD=diseasemodifying antirheumatic drug. M=moderate. H=high.
1.MikulsTR, et al Arthritis Rheumatol 2020. [Online ahead of print]2. Group RC, et aIN EnglJ Med 2020.




Recent RealWorld Data From Rheumatology

Gianfrancesco M, et al study 1
Patients with COVIDBD19 and rheumatic disease; registry data; global (N=600)

A Glucocorticoid exposure was associated with a higher odds of hospitalization and atifiNF
treatment was associated with a decreased odds of hospitalization

A Neither exposure to DMARDs nor NSAIDs were associated with increased odds of hospitalization

D'Silva KM, et al study 2
Patients with COVIDBR19 and rheumatic disease; registry data; United States (N=2154)

A Patients with rheumatic disease and COVH29 were more likely to require mechanical ventilation
but had similar clinical features and hospitalization rates as those without rheumatic disease

Haberman RH, et al study 3
Patients with COVIDBD19 and inflammatory arthritis; registry data; United States (N=103)

A COVID 19 outcomes were worse in patients receiving glucocorticoids but not in patients on
maintenance anti cytokine therapy
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1.GianfrancescaV, et al. Ann Rheum Dis2020;79(7):859866. 2. D'SilvakM, et al. Ann Rheum Dis2020;79(9):11561623. Haberman RH, et alArthritis Rheumatol 2020. [Online ahead of print].



