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Disease-specific composite measures for psoriatic arthritis are highly responsive to a
Janus kinase inhibitor treatment that targets multiple domains of disease
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Disease-specific composite measures for psoriatic arthritis are highly responsive to a
Janus kinase inhibitor treatment that targets multiple domains of disease
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Disease-specific composite measures for psoriatic arthritis are highly responsive to a
Janus kinase inhibitor treatment that targets multiple domains of disease
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Tofacitinib otnv Ywpiaoikn ApBpiTida... aToTEAEOHATIKOTNTO

Efficacy of Tofacitinib for the Treatment of Psoriatic Arthritis: Pooled

Analysis of Two Phase 3 Studies

Tofacitinib 5 mg BID (V=238) Tofacitinib 10 mg BID (N=236) Placebo (W=236) Total (N="710)

Age (years), mean (SD) 405 (12.4) 404 (11.7) 48.4 (12.5) 40.1(12.2)
Female, # (%) 121 (50.8) 136 (57.6) 136 (57.6) 303 (55.4)
BMI (kg/m?), mean (SD) 20 .8 (6.3) 30.2 (6.3) 202 (5.6) 20.7 (6.1)
Race, Caucasian®, n (%) 226 (95.0) 221 (93.6) 222 (94.1) 669 (94.2)
PsA duration (years), mean (SD) 8.6 (7.9) 7.5 (6.6) 8.1(7.5) 8.0 (7.4)
Tender JC°. mean (SD) 20.5 (12.8) 23.2 (15.8) 20.2 (14.6) 21.3 (14.5)
Swollen JCT, mean (SD) 12.5(10.3) 12.3 (9.8) 10.9 (8.9 11.9 (9.7)
hsCRP = 2.87 mg/l. n (%) 153 (64.3) 148 (62.7) 143 (60.6) 444 (62.5)
Polyarticular disease?, n (%) 236 (09.2) 231 (97.9) 220 (07.0) 696 (98.0)
Screening distal interphalangeal joints involvement, 7 (%) 153 (64.3) 151 (64.0) 134 (56.8) 438 (61.7)
Arthritis mutilans, 7 (%) 16 (6.7) 18 (7.6) 23 (9.7) 57 (8.0)
Spondylitis®, 1 (%) 50 (21.0) 47 (19.9) 44 (18.6) 141 (19.9)
Psoriatic BSA > 3%, n (%) 162 (68.1) 151 (64.0) 168 (71.2) 481 (67.7)
PASIL, mean (SD) Ni=162 NI=151 NI=168 Ni =481
0.0(7.8) 10.1 (7.9) 10.3 (9.9 0.8 (8.6)
Enthesitis assessed by LEIZ, n (%) 158 (66.4) 163 (69.1) 158 (66.9) 479 (67.5)

Rheumatol Ther. 2018 Dec; 5(2): 567-582
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Efficacy of Tofacitinib for the Treatment of Psoriatic Arthritis: Pooled
Analysis of Two Phase 3 Studies
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Conclusions

In a pooled analysis of csDMARD-IR/TNFi-naive and TNFi-IR patients, tofacitinib was superior to placebo at
month 3 across four PsA domains: peripheral arthritis, psoriasis, enthesitis and dactylitis.

Rheumatol Ther. 2018 Dec; 5(2): 567-582



Tofacitinib otnv Ywpiaoikn ApBpitida...PROs

Effect of tofacitinib on patient-reported outcomes in patients with active psoriatic
arthritis and an inadequate response to tumour necrosis factor inhibitors in the phase
lll, randomised controlled trial: OPAL Beyond.

Patents (%)

PIGA-VAS Pan-vAS HAQ-D! PGJSVAS SFaav2 SF36v2 FACTFFatigus ASQol
PCS score MCS score total score

PROs

M Tofactinib 5 mg BID (N=131) M Tofacitinib 10 mg BID (N=132) M Placebo (N=131)

Conclusion:

TNFi-IR patients with PsA receiving tofacitinib reported statistically and clinically meaningful improvements in PROs versus

placebo over 3 months, which were maintained to month 6. Despite lower baseline scores, these improvements were similar

to the csDMARD-IR TNFi-naive OPAL Broaden trial. RMD Open. 2019 Jan 11;5(1):e000808. doi: 10.1136/rmdopen-2018-000808. .



ABSTRACT NUMBER: 617

Tofacitinib otnv Ywpiaoikn ApBpitida... AG@aAcia

Comparing Tofacitinib Safety Profile in Patients with
Psoriatic Arthritis in Clinical Studies with Real-World Data

Table. Incidence rates (95% CI)* [PY exposure| for adverse events of special interest

SIEs" HZ Malignancies’ NMSC MACE
Tofacitinib cohort*
Tofacitinib 5 mg BID 1,30 (0.16, 4.69) 196 (041,574) NR NR NR
(N=238) [ 154] | 153]
Tofacitinib 10 mg BID 2.00(041,583) 2.66(0.73, 6 81) NR NR NR
(N=236) [ 150] [150]
Tofacitinib all doses h NR 0.63 (021, 1.48) 0.51(0.14, 1.30) 0.38(008,1.11)
(N=783) [791] [789] [791]
Comparison cohort
Any bDMARD 502(4.19,597)  126(091,1.70) 051(034,074)  140(1.10,1.75)  0.38(0.22,0.61)
(N=5,075) [2.569) [3.343] [5.499] [5.448) [4.468)
Any bDMARD + ¢sDMARD 510 (3.83, 6.66) 1,53 (0.94, 2.37) 0.40 (0,16, 0.82) 1.79(1.21, 2.53) 0.25 (0.07, 0.64)
(N=2,542) [1,058] {1.303) [1.751] [1,736) [1.591)
Any TNFi 5.13(4.26,6.11) 1.26 (090, 1.71) 051 (033, 0.74) L39(109, 1.76) 041 (0.24,065)
(N=4,617) [2,419] [3.181) [5.144) [5.008) 14,183)
Any TNFi + ¢sDMARD 5.12(3.83,6.72) 1.51 (0.91, 2.36) 0,42 (0.17, 0.86) 1.75(1.17, 2.52) 0.26 (0.07,0.67)
(N=2,383) [1.015] [1.257) [1.670) [1.656] [1.520]
Adalimumab 4,16 (3.00,5.63) LI6 (065, 191)  048(023,088) 140(094,201)  041(0.16,0.84)
(N=1,934) [1.009] [1.297] [2.095) (2,070 [1,724)
Etanercept 4.82(3.37,6.67) 1LI0(0.55,197) 041016, 0.84) 146 (095, 2.16)  0.30(0.08, 0.76)
(N=1,412) |747) (1,000 [1,720) [1,709] [1,343]
Infliximab 891 (6,09, 12.57)  1.94(093, 357) 1.21(0.55.230)  1.35(065,248)  047(0.10, 1.37)
(N=615) [359] [516] [743] [741] [638]
Golimumab 349(140,7.19) 1.16(024,339)  000(0.00,090)  099(027,253)  091(0.19,2.67)
(N=389) [201] [258] [410] [404) [328]
Certolizamab 6.80(2.74, 14.02) 091 (002, 5.06) 0,00 (0.00, 2.09) 1.72(0,35,5.02)  0.00(0.00, 2.44)
(N=267) [103] [110] [176] [175] [151]
Apremilast 5.34(2.56,9.82) 2,62 (0.85,6.13) 1.14(024,335)  345(158,6.56)  0.00(0.00, 1.60)
(N=617) [187] [191] [262) [261] [231]

Meeting: 2017 ACR/ARHP Annual Meeting
Date of first publication: September 18, 2017

Conclusion: IRs of AEs of special interest reported in
tofacitinib PsA Phase 3 studies were generally
comparable to those in a general PsA population
comprising pts receiving a range of biologic agents,
except HZ, which was higher for tofacitinib-treated pts
but similar to the incidence observed with tofacitinib
treatment in other indications.


https://acrabstracts.org/meetings/2017-acrarhp-annual-meeting/
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European League Against Rheumatism (EULAR)
recommendations for the management of psoriatic
arthritis with pharmacological therapies:

2015 update

Ann Rheum Dis 2016;75:499-510
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EULAR 2015 RECOMMENDATIONS FOR THE
MANAGEMENT OF PSORIATIC ARTHRITIS*

Ann Rheum Dis 2016;75:499-510



H Amrpepihaotn otnv Ywplaoikn ApBpitida — EULAR guide lines

I Phase 11 I

Arthritis with adverse
Prognostic factors™"

Start a biological agent —
usually a TNF-inhibitor, but
If this is contraindicated, an IL-
12/23- or IL-17-inhibitors may be
used, in special casesSs also a
tsDMARD (zcsDMARD)
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efficacy and/or
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| Failure phase lIi:
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Phase IV |

Achieve target™™™
within 3-6 months

Lack of
efficacy and/or
toxicity in phase Il

Change treatment
Switch to another TNF-inh

or a tsDMARD
(£ csDMARD)

Achieve target™™™

No | <*—

within 3-6 months

or another mode of action

ibitor

—

Yes

Start a second
synthetic DMARD:

Leflunomide,
Sulfasalazine,
MTX, or
Cyclosporine A

{or combination therapy)

P I Continue

—_ Continue

~ Becauso of the variable nature of the discase, no:mmcmoomwmm therefore it is important to conswlt the
full rext; dotted lines refer to situations where del . isr
s adverse

prognostic factors: >S5 active joints. radiographic damage; elovatod acute phase reactants; extraarticular ryifi
is or, if remission is unlikkely to be achievable, at least low disease activity,; clini

o at feast one csDMARD, i whrorm TNF inhibitors are not appropriate. With

% For peripheral arthritis and an inadeqguate response to at least one csDMARD, in whom bDMARDs are not appropriate.



H AmpepiAaotn otnv Ywpiaoikn ApBpitida — GRAPPA guide lines

Which domains are involved?
e — N
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recommendations based
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an individual basis due to
potential for serious side
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for efficacy

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

(TNFi,
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IL17i) or
PDEA4i

Treat, periodically re-evaluate and

or PDE4i
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H AmpepiAaotn  otnv Ywplaoikn ApBpitida..GRAPPA vs EULAR

MeOotpegatn

AvaoctoAsic TNF

Secukinumab kal
Ustekinumab

Apremilast

JuoTnVvetal wg to csDMARD 115
ETLAOYNC

XAPAKTHPIZTIKA EULAR | GrApPPA

>tnv BLa B€on He Ta uTTOAoLTA
csDMARDs, xwplc ek tpoTipnon

1. Juotvovtal peta tnv anotuxia csDMARDs otnv nepinmtwon Kuplapxng

nMepLPEPLKNC VOOOU, N Tio IpwLHa o Seocntolovoa afovikr) vooo ) evBeoitida

2. H xprjon TouG CUOCTNVETOL LETA TNV
arnotuyia csDMARDs

3. ZekaBapn MPOTEPALOTNTA OTOUC
avaotoAeic TNF, cav 1" ypapng
bDMARD

JUOCTNVOVTOL LETA TNV aIToTUXLla TNG
MXT, mpotipwvtoL ot TNFi coav 116
vpopuunc bDMARD

ZUGOTrVETaL yLa xprnon pHeta tn MXT,
oTnV MepltTwon nmou avtevSeikvuvTtal
Tta bDMARDs

2. Avvatotnta xpriong otnv 1"
ypopun, mpw ta csDMARDSs, oe
acBevelc pe coPBapn evepyoTnNTA TNG
vOoou

3. Ae didetalL mpotipnon otnv 1N

YpO LU Beparteiog

Juotrvovtal otnv dla B€on pe Toug
avaotoAeic TNF

1. ZuoTfVETAL yLa XpPrjon KLETA TNV
arnotuxia csDMARDs 1 otnv
neplntwon nmou ta csDMARDs
avtevdeikvuvTtal

2. JUCTNVETAL UTTO OPOUC TIPLV ATIO TA
csDMARDSs, o€ CUYKEKPLULEVEC
TIEPLIITWOELC

Nat Rev Rheumatol. 2016 Dec;12(12):743-750. doi: 10.1038/nrrheum.2016.183. Epub 2016 Nov 10.
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H AmpepiAaotn otnv Ywpiaoikn ApBpitida..GRAPPA vs EULAR

a EULAR No adverse (B DMARD: Switches
csDMARD: prognostic factors Leflunomide, sulfasalazine (— inhibi
= = » S . TNF inhibitor
* Methotrexate methotrexate (or ciclosporin A)
I;lflglo?tig:ical ~ f;r:;z:::?n dication - combination therapy IL-12/23 inhibitor
- Y|
injections as for methotrexate, ( bDMARD: IL-17 inhibitor
indicated :‘fllfl:s\:lf:;?:eor P Usually TNF inhibitor
(or ciclosporin A) prognostic factors If contraindication to TNF
Sl inhibitor: IL-12/23 inhibitor
or IL-17 inhibitor
_
b GRAPPA NSAIDs + local glucorticoid

injections as indicated

c¢sDMARD:

Methotrexate, sulfasalazine Switch

or leflunomide Standard route TNF inhibitor i it

> - TNF inhibitor

TNF inhibitor IL-12/23 inhibitor

— — > IL-12/23 inhibitor

i 54 hibitor IL-17 inhibitor*

o — IL-17 inhibitor*

DOEA imbhilienr
PDE4 inhibitor

Figure 1 | Simplified EULAR and GRAPPA treatment algorithms for GRAPPA) guidelines for drugs without current regulatory approval or where
predominant peripheral psoriatic arthritis®®. The order ofdruguse recommendations are based on abstract data only. bDMARD, biologic
proposed for patients with psoriatic arthritis (PsA) and predominant periph- DMARD; csDMARD, conventional synthetic DMARD; EULAR, European
eral joint involvement, with a step-up approach (indicated by staggered  League Against Rheumatism; GRAPPA, Group for Research and Assessment
boxes ) in case of inefficacy or toxicity. *Conditional recommendationinthe  of Psoriasisand Psoriatic Arthritis; PDE4, phosphodiesterase 4.

Nat Rev Rheumatol. 2016 Dec;12(12):743-750. doi: 10.1038/nrrheum.2016.183. Epub 2016 Nov 10.
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H Ampepihaotn otnv Ywplaoikn ApBpitida..emiteuén BEpaTTEUTIKOU OTOXOU?

Abstract Number: 2570 Meeting: 2018 ACR/ARHP Annual Meeting
Probability of Achieving Low Disease

Activity or Remission in Subjects with

Active Psa Treated with Apremilast
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H AmpepiAaotn otnv Ywpiaoikn ApBpitida.. «H emiruyia BpioKeTal GTO HECOVY

Probability of Achieving Low Disease Activity or Remission in Subjects
with Active Psa Treated with Apremilast

NBavotnta enitevéng otdxwv Bepamneiog cDAPSA tnv eBdopada 52

Katnyopieg cDAPSA tnv eBdoudda 52

HDA Mod LDA REM | LDA/REM
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£ x
S
S8
U
&3 Mod | 138% | 393% | 362% | 107% | |46.9%
QB
o)
c 5
S X
~ HDA | 36.3% 38.8% 20.7% 4.2% 24.9%

MeyaAUtepa moocoota QVTAITOKPLONG
Ol KEXOVTEC» UETPLO EVEPYOTNTA VOOOU



H Ampepihaotn otnv Ywpiaoikn ApBpitida... «n utroyovn givar apern»

Subjects Achieving ACR Responses
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—— ACR20
—— ACR50
—l— ACR70
61.6% 63.3% 63.7% 63%
55.3% ——-
44.4%
38.2% 40.6%
32.5%
K 27.4%
26.1% O o
17.9% 19.1%
11.9%

16 24 40 52 65 78 91 104 117 130 143 156 169 182 195 208 221 234 247 260

Study Week
ACR20, n 561 | 509 | 492 | 469 | 450 | 435 | 429 | 419 | 406 | 394 | 384 | 367 | 364 | 357 | 343 | 335 | 320
ACR50, n 563 | 515 | 496 | 472 | 452 | 433 | 429 | 418 | 408 | 396 | 388 | 373 | 367 | 355 | 343 | 338 | 324
ACRT70, n 564 | 519 | 499 | 473 | 452 | 441 | 435 | 420 | 408 | 397 | 388 | 373 | 368 | 357 | 349 | 340 | 325

Data as observed. Analyses include all subject data, including the placebo-controlled period, regardless of when subjects started taking
apremilast (baseline, Week 16, or Week 24). The n represents the number of subjects with evaluable data at the time point; it may vary slightly
for each outcome.

Kavanaugh et al. Arthritis Research & Therapy (2019) 21:118
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doi:10.1093/rheumatology/kex454
Advance Access publication 20 December 2017

Apremilast for the treatment of active psoriatic
arthritis: a single-centre real-life experience
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Apremilast for the treatment of active psoriatic arthritis: a single-centre

TaeLe 1 Baseline clinical characteristics of 71 PsA patients

treated with apremilast

real-life experience

Male, n (%)
Age, mean (s.p.), years
PsA disease duration, mean (s.n.),

years
Peripheral involvement
(all potyarticular), n (%)
Axial involvement, n (%)
Psoriasis, n (%)
Mail involvermnent, n (36)
Entheseal/dactylitis involvement, n (%)
CRP baseline, median (range), mg/l
Tender joint count, median (range)
Swollen joint count, median (range)
Patient’s disease activity (1-5), median
(range)
Physician’s disease activity (1-5),
Previous cDMARDS, n (%)
Previous bDMARDS, n (%)

33 (46.5)
51 (13.2)
7.7 (6.4) Non-

71 (100) apremilast responders

39,2%
22 3 ’ ’
59 {{33?” 6 unveg follow-up
20 (44.4)
38 (60.3)
7.1 (5-115)
7 (0-40)
3 (0-16)
4(1-5)

3(1-5)
67 (94.4)
40 (56.3)

Rheumatology key message

« Real-life experience of apremilast in PsA suggests
enhanced efficacy in early disease.

*  Mikpdtepn didipkeia vooou
Q1O TOUG PN-OVTATTOKPIOEVTES

Respon:iers *  XaunAotepn ékBeon o¢

60,8% BloAoyikoU¢ TrapdyovTeg

»  XaunAotepn ékBeon o¢
cDMARDs

Rheumatology (Oxford). 2018 Mar; 57(3): 578-580.
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Real-world effectiveness and safety of apremilast in german patients with
psoriatic arthritis: analysis of an ongoing multicentre, prospective, non-
interventional study

Objectives To assess effectiveness and safety of APR in pts with active PsA from routine clinical practice settings in Germany.

Results The first 202 of a planned 500 German pts receiving APR for 24 month (21 month [V1],24 month [V2]) and 127 pts
receiving APR for 27 months (V3) were evaluated. .......ccccceuvreeneenneen. A sub-analysis suggests that APR was associated with
greater benefits in biologic-naive pts compared with pts who previously received biologic therapies. The observed safety
and tolerability after V3 was consistent with the known overall safety profile of APR. Common AEs in clinical trials were
similar, with a lower incidence: diarrhoea (10.4%), nausea (5.6%), headache (4.0%), and respiratory tract infection (1.2%).

Conclusions The first results from this real-world PsA study reinforce findings from previous clinical trials of APR. In pts with

>4 and>7 months of follow-up, APR was associated with improvements in both physician-assessed and patient-reported outcomes

with possibly a greater benefit in biologic-naive compared with biologic-experienced pts. Safety and tolerability were
similar to the known profile of APR.

10.1136/annrheumdis-2018-eular.5431
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Aedopéva amrd Tnv KoopTtn acBevwy pe Ywpiaoikn ApBpitida
OTO «ATTIKOV»

Movada PeupatoAoyiag kat KAwviki¢ AvoooAoyiag
A’ Navermotnpiokn MaBoAoyiki KAwiki
Navermotnpuiako Mevikd NOooOKOUELO « ATTLKOV»

Attikon hospital unpublished data
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The psoriatic arthritis cohort at Attikon

478 patients: 47% male and 53% female. Median age 47 with median psoriasis presenting
age of 29 years.

* Type of psoriasis, 86% with plaque psoriasis, 4% palms and soles
» Peripheral arthritis 94%, axial disease 13%., mixed 27%

« Polyarthritis 38%. Oligoarthritis 27% (Patients at referral centers tend to present later when
disease becomes polyarticular plus discovery of more less symptomatic joints )

* Enthesitis 26%, Dactylitis 13%

* High disease activity 43%

» ¢sDMARDs 62%, biologics 29%, Apremilast 9%
» Comorbidities24%




« Baseline demographics: 25 out of at least 40 patients with at least 1 year follow up
o All patients MTX/LEF IR, 27% IR or discontinuation of biologics

H AmpepiAaoti otnv Ywpiaoikn ApBpitida..Real-life data

H AntpepltAdotn 0To «ATTIKOV»

Total number of pts with at least 1
year follow up

Duration of psoriasis, mean (range) 13yrs (0-60)
Duration of PsA, mean (range) 5yrs (0-14yrs)

%
60 -

50 -

48 48
42
7 25
I . :

40
30
20
10

(0]

Comorbidities

Dyslipidemia Hypertension Smoking Type 2 DM Coronary
heart disease

50%

Men

m Women
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H AmpepiAaoti otnv Ywpiaoikn ApBpitida..Real-world data

H AntpepltAaotn 0Tto «ATTIKOV»

Patient characteristics at baseline

Number of TD joints, mean 9
Number of SW joints, mean 6.5
VAS pain, mean 4.7
VAS global, mean 5
92
42 23
29 25
12,5
Peripheral Nail disease Enthesits Psoriasis > Axonal Dactylitis

arthritis 3% disease
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H AnpeptAaotn oto « ATTLKOV»

25-000¢veic12 piveg follow-up

Mean
6,5

—TD joints
4,6 4,9 —SW joints

‘N 4,2 —~VAS pain
VAS global

Baseline Month 6 Month 12

DAS 28
6,74
3,33
v — 3,2
Baseline Month 6 Month 12

20

15

10

DAPSA
30
24,6
25 -
20 ¥
15 15,2
16,4
10
5 _
Baseline Month 6 Month 12
PsARC
7 18,9
] 12,6
11,7
Baseline Month 6 Month 12
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H AntpepltAaotn 0Tto «ATTIKOV»

% Kinetics of disease parameters over time
100 -

90 -

80 -
70 4 Presence of manifestation

Resolution of
60 - enthesitis in all

50 - l Baseline
40 - Month 6
30 - Month 12
20 -
10 -
O I I I I

Peripheral Nail disease Enthesitis Psoriasis > Axonal Dactylitis

arthritis 3% disease

9/24 patients (37.5%) discontinued before achieving 12 months treatment



H AmpepihaoThy otnv Ywplaoikn ApBpitida.. Mou TeAika «raipialer» ?

X

MéETplag evepyotnTag vooog, (TTEPIPEPIKR), *  YWnAig evepyotnTtag

[Mpwipn vooog * EYKATEQTNMEVN VOO OC

[epipepikn SpA ( evBeamidd, OAKTUAITIOA) o AuIywg afoviki TPOTROAN

Meta Tnv MeBotpe¢amn, mpiv bdmards «  UETA amd amotuyia TOAWY BepaTTeiwV

S UVVOONPOTNTEC « 01OV ATTAITEITAI YPYOPN QVTATIOKPION
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