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ACritical outcomes ifPsAand clinically relevant PICO
(goptufl_at(ljonllnterventlon/comparator/outcomes) guestions were
Identified.

AA Literature Review Team performed a systematic literature review

AGRADE (Grading of Recommendations Assessment, Development and
Evaluation) methodology was used to rate the quality of the evidence.

A A voting panel, including rheumatologists, dermatolo%ists_, other health
professionals, and patients, achieved consensus on the direction and the
strength of the recommendations.

AThe Voting Panel and Expert Panel agreed that the project would include
the management of patients withctive PsA defined as symptoms at an
unacceptably bothersome level as reported by the patient and judged by
the examining health care provider to be dueRsA




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

Arthritis- Definitions

Severe Psoriatic Arthritis

* Erosive disease

* Elevated markers of inflammation
(ESR, CRP) attributable to PsA

* Long-term damage that interferes
with function (i.e., joint
deformities)

* Highly active disease that causes a
major impairment in quality of life

* Active PsA at many sites including
dactylitis, enthesitis

* Function-limiting PsA at a few sites

* Rapidly progressive disease

Severe Psoriasis

PASI of 12 or more

BSA of 5-10% or more

Significant involvement in specific areas

* (e.g., face, hands or feet, nails,

intertriginous areas, scalp) where the
burden of the disease causes
significant disability

Impairment of physical or

mental functioning can warrant a

designation of moderate-to-severe

disease despite the lower amount of

surface area of skin involved

Non-pharmacologic therapies

Symptomatic treatments ‘

[ ]

[ ]

IL12/23i °

IL17i °

CTLA4-Ig .
JAK inhibitor
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glucocorticoids, local glucocorticoid injections

methotrexate, sulfasalazine, cyclosporine,
leflunomide, apremilast

etanercept, infliximab, adalimumab, golimumab,
certolizumab pegol

ustekinumab
secukinumab, ixekizumab, brodalumab
abatacept

tofacitinib
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Arthritis
Discuss with the patient,
g s since all recommendations
Treatment-naive Active PsA are conditional based on low
to very low quality evidence
Start TNFi biologic over OSM, Start OSM over IL17i biologic Start MTX over NSAIDs Stamg,ggmgg'ﬁfve’
IL17i biologic or IL12/23i biologic or IL12/23i biologic g
May consider alternative i :
May consider alternative choices May consider alternative choices in some Mayc(;‘%r;géiei:‘aslgar;neatlve
in some situations# choices in some situations## situations” SEESVIEETON
situations
| | |
PsA still active? PsA still active? PsA still active? PsA still active?
Go to Figure 5 for active PsA Go to Figure 4 for active PsA despite OSM Go to Figure 6 for active PsA despite
despite TNFi biologic therapy therapy IL17i or IL12/23i biologic therapy

# May consider alternatives (indicated in parentheses), if patient has severe psoriasis (IL17i or IL12/23i biologic); has contraindications to
TNFi biologic including recurrent infections, congestive heart failure, or demyelinating disease (OSM, IL17i biologic, or IL12/23i biologic);
prefers oral medications (OSM) or less frequent administrations (IL12/23i biologic); has concern over starting biologic as the first therapy
(OSM); or does not have severe psoriasis or severe PsA (OSM).
## May consider alternatives (indicated in parentheses), if patient has severe psoriasis or severe PsA (IL12/23i biologic or IL17i biologic);
has concomitant active IBD (IL12/23i biologic); or prefers less frequent administrations (IL12/23i biologic).
A May consider NSAIDs in patients with less active disease, after careful consideration of cardiovascular risks and renal risks of NSAIDs.
AA May consider IL12/23i biologic if patient has concomitant IBD or desires less frequent drug administration.
The order of listing of various conditional recommendations or of different treatment choices within a conditional statement does not
indicate any sequence in which treatment options would be chosen; each conditional statement stands on its own.

In patients with activd®’sAwith concomitant active diabetes who have not received OSM or biologic treatment, an OSM of

than MTX is recommended oveT&lFibiologic, due to the concern about the higher prevalence of fatty liver disease and |
toxicity with MTX use in this patient population
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Discuss with the
< Active PsA despite OSM > e e

conditional based on
Moderate to very low
quality evidence

Switch to TNFi biologic* over another Switch to IL17i biologic* over another Switch to 1L12/23i biologic* over
OSM**, IL 17i biologic, IL12/23i biologic, OSM**, 1L12/23i biologic, abatacept or another OSM**, abatacept or
abatacept or tofacitinib# tofacitinib® tofacitinib®
May consider alternative choices in some May consider alternative choices in some May consider alternative choices in
situations## situations* some situations***

* For each biologic, biologic monotherapy is conditionally recommended over biologic + MTX combination therapy.
** Add apremilast over switching to apremilast; Switch to another OSM (except apremilast) over adding another OSM
# Please see Figure 5 for details and treatment options if patient has active PsA despite TNFi biologic.
A please see Figure 6 for details and treatment options if patient has active PsA despite IL17i or IL12/23i biologic
## May consider alternatives (indicated in parentheses), if patient has severe psoriasis (IL17i or IL12/23i biologic); has
confraindications to TNFi including recurrent infections, congestive heart failure, or demyelinating disease (OSM, IL17i biologic,
1L12/23i biologic, abatacept or tofacitinib); prefers oral medications (OSM, tofacitinib) or less frequent administrations (IL12/23i
biologic).

Ar May consider alternatives (indicated in parentheses), if patient has concomitant active IBD (IL12/23i biologic); absence of severe
psoriasis or PsA (OSM); has recurrent serious infections (abatacept); has recurrent candida infections (tofacitinib); prefers oral
medications (OSM, tofacitinib) or less frequent administrations (IL12/23i biologic).

AM May consider alternatives (indicated in parentheses), if patient has absence of severe psoriasis or severe PsA (OSM); has
recurrent or serious infections (abatacept); prefers oral medications (OSM, tofacitinib).

The order of listing of various conditional recommendations or of different treatment choices within a conditional statement does not
indicate any sequence in which treatment options would be chosen; each conditional statement stands on its own.
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Arthritis
& < ~ Discuss with the patient, since all
ctive PsA despite TNFi are based
biologic on low to very low quality evidence
Switch to different TNFi Switch to IL17i biologic* Switch to IL12/23i e | [T T [t ey
biologic* over IL17i biologic, over 1L12/23i biologic, biologic* over i TNF? bBloicgic monoth erag eor = e(r)sI;L12123i biolo ‘:g
IL12/23i biologic, abatacept, | | abatacept or tofacitinib | | abatacept or tofacitinib monotherapy | |IL17 biologio + MTX e
tofacitinib or adding MTX
May consider alternative May consider 8 . i
May consider alternative choices in some alternative choices in : Ma){_oons:dgr : i Ma);_oons;:dgr . i Ma){.w"?"d."" .
choices in some situations# situations## some situations### BNV e s || [ naivenaoe ] [ESIematve;cloce, 1l
some situations® some situations* some situationsAAA

* For each biologic, biologic monotherapy is conditionally recommended over biologic + MTX combination therapy.

# May consider alternatives, if patient has primary TNFi biologic efficacy failure (IL17i biologic, IL12/23i biologic, abatacept, tofacitinib); has TNFi
biologic-associated serious adverse event (IL17i biologic, IL12/23i biologic, abatacept, tofacitinib); patients have demonstrated partial response
to the current TNFi biologic therapy, especially if the TNFi biologic is a monoclonal antibody (adding MTX); prefers an oral therapy (tofacitinib);
has severe psoriasis (IL17i); or prefers patient prefers less frequent drug administration (IL12/23i).

## May consider altemnatives (indicated in parentheses), if the patient has inflammatory bowel disease (IL12/23i biologic, tofacitinib); prefers IV
dosing (abatacept); has recurrent or serious infections (abatacept); prefers an oral therapy (tofacitinib); a history of recurrent candida infections
(tofacitinib); or prefers patient prefers less frequent drug administration (IL12/23i).

### May consider alternatives (indicated in parentheses), if patient prefers IV dosing (abatacept); has had recurrent or serious infections
(abatacept); or prefers oral therapy (tofacitinib).

A May consider the alternative, TNFi biologic monotherapy, if patient has demonstrated MTX-associated adverse events, prefers fewer
medications or perceives MTX as a burden.

A May consider the alternative, IL17i biologic + MTX, if patient had had a partial response to the existing regimen or in patients with
concomitant uveitis, as uveitis may respond to MTX therapy. Continuing MTX during the transition to an IL17i biologic was discussed as
potentially beneficial to allow the new therapy time to work.

AM May consider the alternative, IL12/23i biologic + MTX, if patient had had a partial response to the existing regimen or in patients with
concomitant uveitis, as uveitis may respond to MTX therapy. Continuing MTX during the transition to an IL12/23i biologic was discussed as
potentially beneficial to allow the new therapy time to work.

The order of listing of various conditional recommendations or of different treatment choices within a conditional statement does not indicate any
sequence in which treatment options would be chosen; each conditional statement stands on its own.
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Active PsA despite IL17i or
1L12/23i biologic monotherapy

Discuss with the patient, since all
recommendations are conditional

based on very low quality evidence

Despite IL17i biologic monotherapy Despite IL12/23i biologic monotherapy

Switch to TNFi biologic over IL12/23i
biologic, a different IL17i biologic or
adding MTX

May consider alternative choices in
some situations#

Switch to IL12/23i biologic over a
different IL17i biologic or adding
MTX

May consider alternative choices
in some situations##

Switch to TNFi biologic over
IL17i biologic or adding MTX

May consider alternative choices
in some situations®

Switch to IL17i biologic over
adding MTX

May consider alternative
choices in some situations**

# May consider alternatives (indicated in parentheses), if patient has contraindications to TNFi biologic including recurrent infections, congestive heart
failure, or demyelinating disease (switching to IL12/23i biologic, or switching to a different IL17i biologic or adding MTX to the current regimen); if the
patient had had a secondary efficacy failure (initial response, but lack of response/efficacy with continued use) to the current IL17i (different IL17i biologic);
severe psoriasis (different IL17i biologic); if the patient had had a partial response to the existing regimen (adding MTX to the current regimen); or prefers
less frequent administrations (IL12/23i biologic).

## May consider alternatives (indicated in parentheses), if the patient had had a secondary efficacy failure to current IL17i (different IL17i biologic); severe
psoriasis (different IL17i biologic); or if the patient had had a partial response to the existing regimen (adding MTX to the current regimen).

A May consider alternatives (indicated in parentheses), if the patient had had contraindications to TNFi biologic including recurrent infections, congestive
heart failure, or demyelinating disease (switching to IL17i biologic or adding MTX to the current regimen); severe psoriasis not responding to the current
therapy (switching to IL17i biologic or adding MTX to the current regimen).

A May consider adding MTX in patients with only partial response to the current therapy or in those who potentially have not had enough time to
adequately respond.

The order of listing of various conditional recommendations or of different treatment choices within a conditional statement does not indicate any sequence
in which treatment options would be chosen; each conditional statement stands on its own.

In adult patients with activ®sAand frequent serious infections who are both O3Md biologic treatmergnaive.
Start an OSM over BNFibiologic- Strong recommendation supported by moderagaality evidence, including a
black box warning against the use of ldFibiologicwith regard toincreased risk of serious infection.
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The SEANPsA Etanercept and Methotrexate as ==+

Monotherapy or in Combination for Psoriatic Arthritis:

ATo examine the efficacy of
methotrexate monotherapy
relative to etanercept
monotherapy and the value c
combining methotrexate and
etanercept for the treatment ¢
patients with psoriatic arthritis
(PsSA).

MeasePJ Arthritis Rheumatol 2019Jul;71(7) 11121124

| o |
i :I 229 P luded ‘
| 851 Patients randomiz ed |
v , v
284 Patients received 284 Patients received 283 Patients receive d
methotrexate monotherapy etanerce, pt monotherapy combination therapy
80 (21.1%) Discontinued 47 (16.5%) Discontinued 53 (18.7%) Discontinued
43 (15.1%) withdrew consent 36 (12.7%) withdrew consanl 37 (13.1%) withdrew consent
—p| 2 (0.7%) decision by sponsor | 1(0.4%) decision by sponsor | |—» 4 (1.4%) decision by sponsor
15 (5.3%) lost to follow-up 10 (3.5%) lost to follow-up 12 (4.2%) lost to follow-up
0 (0%) death 0 {0%) death 0 (0%) death
Y Y

224 (78.9%) Completed
the study

237 (83.5%) Completed 230 (81.3%) Completed
the study the study

Figure 1. Diagram of patient allocation.
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Over this 48-week study, rates of adverse events, serious
adverse events, and adverse events that led to
discontinuation of the investigational product were similar

across the 3 study arms



