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2021 GRAPPA (Recs)

Group for Research and Assessment
of Psoriasis and Psoriatic Arthritis
(GRAPPA): updated treatment
recommendations for psoriatic
arthritis 2021

Laura C. Coates®'=, Enrique R. Sariano’, Nadia Corp?, Heidi Bertheussen®,

Kristina Callis Duffin®, Cristiano B. Campanholo®, Jeffrey Chau®’, Lihi Eder®,

Daniel G. Fernandez-Avila®, Oliver FitzGerald('°, Amit Garg'', Dafna D. Gladman®'?,
Niti Goel'3, Philip S. Helliwell'%, M. Elaine Husni'®, Deepak R. Jadon(»'¢, Arnon Katz'’,
Dhruvkumar Laheru'®, John Latella'®, Ying-Ying Leung®?°, Christine Lindsay®?',

Ennio Lubrano®??, Luis Daniel Mazzuoccolo®?, Philip J. Mease®?*, Denis O’Sullivan®,
Alexis Ogdie®®, Wendy Olsder??, Penelope Esther Palominos®®, Lori Schick?,

Ingrid Steinkoenig®®, Maarten de Wit®?', D. A. van der Windt?, Arthur Kavanaugh*?
and the GRAPPA Treatment Recommendations domain subcommittees* **

NATURE REVIEWS | RHEUMATOLOGY

Consider which domains are involved, patient preference, previous/concomitant

therapies; choice of therapy should address as many domains as possible

Peripheral Axial s 2es . Nail -
a rtl'lli:itis dis::aase Enthesitis Dactylitis Psoriasis dis'ease IBD Uveitis
NSAIDs, physiotherapy, injections (GCs)* Topicals, procedurals®
csDMARD, bDMARDs MTX, bDMARDs MTX, bDMARDs Phototx or bDMARDs TNFi (not TNFi (not
bDMARDs (TNFi, (TNFi, (TNFi, IL-12/23i,  (TNFi, IL-12/23i, csDMARDs, (TNFi, IL-12/23i, ETN), ETN),
IL-12/23i, IL-17i, IL-17i) or IL-17i, IL-23i, IL-17i, IL-23i, bDMARDs (TNFi,  IL-17i, IL-23i) IL-12/23i, ciclosporin,
IL-23i, CTLA4-Ig), JAKi CTLA4-1g), JAKI, CTLA4-Ig), JAKI, IL-12/23i, IL-17i, or PDE4i IL-23i, JAKI, MTX
JAKIi, or PDE4i or PDE4i or PDE4i IL-23i), JAKi or MTX
PDE4i
Switch bDMARD Switch SwitchbDMARD  Switch bDMARD Switch bDMARD  Switch bDMARD
(TNFi, IL-12/23i, bDMARD (TNFi, IL-12/23i,  (TNFi, IL-12/23i, (TNFi, IL-12/23i, (TNFi, IL-12/23i,
IL-17i, IL-23i, (TNFi, IL-17i, IL-23i, IL-17i, IL-23i, IL-17i, IL-23i), IL-17i, IL-23i) or
CTLA4-Ig), JAKi, IL-17i) CTLA4-Ig), JAKi, CTLA4-1g). JAKi, JAKi or PDE4i PDE4i
or PDE4i or JAKi or PDE4i or PDE4i
. J

L.

Comorbidities and associated conditions may

impact choice of therapy and/or guide monitoring

}

Treat, periodically re-evaluate treatment
goals and modify therapy as required

J

Coates LC, et alRheumatol 2022 Jun;49(6 Suppl 1):52.doi: 10.3899/jrheum.21133Epub2022 Mar 15.
Tofacitinib is only recommended for RA, PsA, UC, AS, JIA



Overview of Tofacitinib studies in PsA

DMARDIR TNHIR OLE

OPAL BROADEN OPAL BEYOND OPAL BALANCE
Study OPAL Broadéen OPAL Beyordd OPAL Balanée
(N) (N=422) (N=395) (N=686)
Duration 12 months | 6 months | 36 months |
Background csDMARD csSDMARD csDMARD
treatment
Tofacitinib
treatment Secondine Thirdline Longterm treatment
position

1. Mease et al. NEngld Med2017377:1537¢50.
2. Gladman et al. EnglJ Med2017.377.152%36;
3. Nash P, et al. Presented at AZLR7, poster620.



ACR response rates at Month 3 for Tofacitinib in PSA

80 o Tofacitinib or Adalimumab versus
0 d 5 52 Placebo for Psoriatic Arthritis
2nd-line 40 - 33 P
T
g ' '
cq’)_ ACR20 ACRS50 ACR70
5 Adapted fromMeaseet al. NEnglJ Med. 2017;377:158B0
o
g OPAL Beyond TNR
2 a0 Tofacitinib for Psoriatic Arthritis in Patients
: o 50 with an Inadequate Response to TNF
3rd-line 60 A FF &4 L
40 ” 30 Inhibitors
15 17
20 A 10
; P5 . -
ACR20 ACRS50 ACR70

L . Adapted fromGladmaret al. NEngld Med. 2017;377:15236
M Placebo B Tofacitinib 5 mg B Adalimumab40mg

1. Mease et al. NEnglJ Med. 2017;377:15850;

2. Gladman et al. EnglJ Med. 2017;377:15236.



PsAACR20 ResponseOverview in RandomisedControlled Trials (6m)

(NODIRECT COMRARISON ¥
. 57 ) .
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[ Plcebo B Adalimumab 40mg Q2w O Phcebo B Secukinumab CPbceho B Uscrinumab
» 60 - ¢» 60 1 il 533 € 60 - 50 50
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£ 40 - : = 40 1 302 w40 1 33
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= o\° >
0 0 0 . !
PALACE1  PALAE2  PALAES FIRT-PL FIRT-P2 OPALBroaden OPALBeyond
O Pacebo O O Pecebo B Ixekizumab 80 mg Q4w [ Piacebo B 5 mgx2 Tofacitinib

Ramio S et al. Ann RheumDis 2016 Mar;75(3):490-8.



aactylitis Severity Score

OPAL Broaden bDMARDSs ndive

Placebo to Tofacitinib 5 mg BID (N=52)

—¢— Tofacitinib 5 mg (N=107)

—a— Adalimumab 40 mg (N=106)

OPAL Beyond TNIR?

o Placebo
4 -
-2
2 -35 —e— Tofa 5 mg B o Placebo
] -4
(L -55 -1.9
w -5.2
w 0 T PB 5.4
=
L]
2.2 - Tofab 0.0
9 5 Q
-4 J_ ?:D 7 * §\
D _
Ada I PBtoTofa &
—i =4,0 -
-ﬁ 7 J_ . y : _5,0 L f— I
8 - | : 101 -6,0 1 +
1 I 70-
-10 - -E,D T T T T T
0 1 2 3 4 5 6 T 8 9 10 11 12 0 1 2 3 4 9
Month Monthj
Mominal ¥P=0.05 vs placebo.

1.Measeet al. NEnglJ Med. 2017;377:15850;
Supplementary appendix. &Gladmaret al. NEnglJ
Med. 2017;377:152636; Supplementary appendix

The licensed dose of tofacitinib in PsA is 5 mg BID in combination with csDMARDs



aknthesitis Severity Score LEI=Leeds Enthesitis Index

OPAL Broaden bDMARDSs ndive

—— Tofacitinib 5 mg BID (N=64)

—— Adalimumab 40 mg (N=31)

Placebo to Tofacitinib 5 mg BID (N=34) OPAL Beyond TNR?

1. Measeet al. NEnglJ Med.2017.377:1537¢50;
Supplementary appendi2. Gladmaret al. NEnglJ
Med. 2017377:1525;36; Supplementary appendix

o Placebo
1,0
0,0 :
w
a
c
£, |
» £
—
I
i -0.4RD.2
-2,0 -0.8MD.2
-1.1R0.2
-1.5R0.2
-3,0 -

Month

O7eL eI TN
% N~

-0.520.2
-1.240.2
-1.3+0.2

~t

o Placebo

—e— Tofa 5 mg

Placebo to 5 mg

-1.3x0.3
-1.4 0.3
-1.5 0.2
-1.6 £0.2

N

Month

The licensed dose of tofacitinib in PsA is 5 mg BID in combination with csDMARDs




PASI75 response rates over time: Tofacitinib in PsSA

OPAL Broaden bDMARDSs néive

80 56%
70 43%
60 -
50 -
40
30 -
20
10

0

0 1 2 3 4 5 6 7 8 9 10 11 12

Adapted fromMeaseet al. NEngld Med. 2017;377:158B0 Month
OPAL Beyond TNR?

707
60
507 34%
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0 Tofa _—
o0 S S

_______

10 = PB i
Placebo

O T T 1
0 1 3 6 Month ...@- Placebo to Tofacitinib 5 mg BID
Adapted fromGladmaret al. NEngld Med. 2017;377:152836 e— Tofacitinib 5 mg BID

The licensed dose of tofacitinib in PsASsng BID in combination with csDMARDs —a— Adalimumab 40 mg SC Q2w

Patients achieving PASI75 response,§5EH)

1. Measeet al. NEngld Med. 2017;377:15850;
2. Gladmaret al. NEngld Med. 2017;377:15236;



Overview of Tofacitinib studies in PsA

OLE
OPAL BALANCE

Study —
(N)
Suration 36-48 months/

686 patients
Backgrount csDMARD |
treatment
Tofacitinib Longterm treatment
treatment d tolerabilit
position e OEIER

Safety and efficacy of tofacitinib up to 48 monthsin patients with active

1-Measeat al. METO- :\J"ijfeﬁ()zlgf?g;lffg%. PsA: final analysis of the OPAL Balance long-term extension study
: ! 9 ’ y y Nash, P., Coates, L. C., Kivitz, A. 1, et al, April 2021 The Lancet Rheumatology 3(4):e270-e283

3.Nash, et al, April 2021 The Lancet Rheumatology 3(4):e288



Safety and efficacy of tofacitinib up to 48 months in patients with active
PsA: final analysis of the OPAL Balancetéongextension study

Nash, P., Coates, L. C., Kivitz, A. J., et al, April 2021 The Lancet Rheumatologye2@3:e270

OPAL Balanc@verall Adverse Events up to Month 48 in Adults With

Active PsA*

All Tofacitinib (N=686)

83,7

Patients (%)

At study end (May 20, 2019):

A 453 (66.0%) patients had completed the study

A 233 (34.0%) patients had discontinued either the LTE
the MTX withdrawal suistudy (if enrolled)

A 179 patients were included in the study and included
in safety analyses

35,4
16,8

AEs SAEs Severe AEs Discontinuation due to AEs Dose reduction or temporary

Patients with

574 115 86
event*

Nash P, et aLancetRheumatal 2021;3(4e270e283

discontinuation due to AEs

78 243



OPAL Balancéncidence of AEs of Special Interest up to Md#th

3.0 All Tofacitinib (N=686)
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Nash P, et aLancetRheumatal 2021;3(4)e270e283



Safety and efficacy of tofacitinib up to 48 months in patients with active
PsA: final analysis of the OPAL Balancetésngextension study

Nash, P., Coates, L. Kivitz A. J., et al, April 2021 The Lancet Rheumatology 3(4)e2320
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Safety and efficacy of tofacitinib up to 48 months in patients with active
PsA: final analysis of the OPAL Balancetésngextension study

Nash, P., Coates, L. Kivitz A. J., et al, April 2021 The Lancet Rheumatology 3(4)e2320
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Nash P, et al. Lancet Rheumatol. 2021;3(4):e270-283.



Tofacitinib on
residual

pain Iin
patients with
rheumatoid
arthritis and
psoriatic
arthritis

B Tofacitinib 8 mg BIDD @ Adalimumab W Placebo

RA
100 =
a0 —
B0 —

Proportion of patients with a 50% decrease #
Month 3 compared with baseline, %

in Patient's Assessment of Arthritis Pain at

n= 219 56

N= 328 &7 20

RA/PsA pooled

66.0
€1.2

250 71 20
382 118 50

Dougadosv, et al. RMD Oper20228:€002478 doi:10.11368rmdopen-2022002478



HAQDI score response

100
—~

290

80

70 <

60 —

40 =

30 -

Probability of non-response (%)
cr
=
|

20 -

10

Treatment sequence:
= Tofacitinib 5 ma BID

— Adalimumab 40 mg SC Q2W
Flacaebo — tofacitinib 5 mog BID

-

0O 20 40 60 B0 100 120 140 160 180 200 220 240 260 280 300 320 340 360 380 400

Gladman et al. Arthritis Research & Therapy (2022) 24:40

Time (days)



Drug Safety
https://doi.org/10.1007/540264-020-00904-9

ORIGINAL RESEARCH ARTICLE 4',

Check for
updates.

An Integrated Analysis of the Safety of Tofacitinib in Psoriatic Arthritis
across Phase lll and Long-Term Extension Studies with Comparison
to Real-World Observational Data

Gerd R. Burmester' - Jeffrey R. Curtis? - Huifeng Yun? - Oliver FitzGerald® - Kevin L. Winthrop*-
Valderilio F. Azevedo® - William F. C. Rigby® - Keith S. Kanik” . Cunshan Wang” - Pinaki Biswas® - Thomas Jones® -
Niki Palmetto® - Thijs Hendrikx® - Sujatha Menon” . Ricardo Rojo”

© The Author(s) 2020
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G. RBurmesteret al Springe2020 doi.org/10.1007s40264020-009049
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