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Etepoyevela kKAwvikou datvotumou otnv Wwpraowkn ApBpitida
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AAKTYAITIAA

ENOGEZITIAA




Tumou OA — MNpooBoAry ADD

MoAuapBpikn pooBoAn

Afovikn tpooBoAn
§ovikn mpoopoAn OAwyoapBpititida

WAQPIA2IKH
APOPITIAA Kazaotpodi (<15%)

asymmetrical oligoarthritis (>70%)
symmetrical polyarthritis (15%)
spondylitis (5%)

distal interphalangeal predominant (5%)
arthritis mutilans (<5%)
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Case 1

Avdpac 55 stwv (kaBnyntic peonc ekmaidevonc). - 3/2016
lotopko Wwplaoikng ApBpitidag armo 2 tiag

OAwyoapBpitida peyaAwv apBpwoswv (KOT WHWV - TINXEOKAPTILKEC)
‘Hriwa 6eppatikn pwpiaon BSA (3-10%)

ATOLLLKO 10TOPLKO

YniEptaon

> /A TuTou |l

XoAhootaon ayvwoTtou atttodoyiog (petpla’™ ALP, yGT)
Autwdnc dnBnon Nmatog

DapUaKEVTLKA aywyn
Amlopen/Ursofalk/Atorvastatin/Janumet



DAPSA (Disease Activity in PSoriatic Arthritis) Score

Tender Joints

Swollen Joints

x)\

Case 1

¢ How active was your rheumatic disease on average during the last week?

wt Lo H 1H2H3HaHsHX{7HsHoH1 very

active active

¢ How would you describe the overall level of joint pain during the last week?

none x 6 Hgh] very severe

Npwiv duockauPia > 30 min
Wwplaotko e€avonua (BSA>3)
AoktuAttda (-)

DAPSA: 22,8
Enwduvec: 6
ALOYKWUEVEG:2
CRP: 3,8 (.6)mg/dI
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Case 1

MNeplotaotakn xopnynon koptwkoeldwv (Celestone Chronodose) 14 pnveg apyotepa
Evapén MTX 15-20mg/week SGOT / 80 U/LT
Fillicine SGPT 1 60 U/LT

ALP 1 340 U/LT
yGT 1105 U/LT

BeAtiwon
KALVIKWV OUUITTWUATWY Awakomtin MTX ylo 5 HAVEC
DAPSA: 6-8 OuaAomoinon Nmatikng Asttoupylog

CRP: 1,0 (.6)mg/dI

Entaveéetaon PevpatoAoyiko latpeio peta amod 7/12
‘E€apon voorpotog
ApBpitida

Avokapia .
CRP: 4,2 (.6)mg/d| L=

Enopevo Brua




ATIOTEAEOLLATIKOTNTA EYKEKPLULEVWY BloAoyilkwVv Bepamelwyv otnv WA
ACR20

Efficacy of Approved PsA Treatment Options
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THE GROUP FOR RESEARCH AND ASSESSMENT OF PSORIASIS AND PSORIATIC ARTHRITIS
(GRAPPA) TREATMENT RECOMMENDATIONS 2021
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Oligoarthritis

OAwyoapBpikn PwpLaotkn apBpitda — vac dtakptoc patvotumog 1-3

‘OAwyo/puévo apBpitida
¢ < 5 mpooPePAnuéves apbpwoelg

Oligo/mono-articular PsA is characterized *10-37%
by high disease burden

SF-36 Xapaktnplotikd oAtyoapOpitidag
B FF +++ Reference
ik, = Monoarthritis
g Ny prR = = Oligoarthritis
. ~— Polyarthritis ‘ MikpoG aplBog mpooPeBAnueEvwy apBpwoewy
(€5 SJC kat/n TIC)L3
ERLY 8P
EvBeoitida (34% twv acbevwv)?
GH

Aaktulitida (12% twv acBevwy)?

YUnAo ¢poptio cuvoonpotitwy?

MLKpPI) QVTUTPOCWITEUCH OTLG KALVLKEG LEAETEG

1. Ritchlin CT, et al. N Engl J Med. 2017;376:957-970; 2. Dhir V, et al. Clin Rev Allergy Immunol. 2013;44:141-148; 3. Coates LC, et al, Arthritis Rheum. 2013;65(6):1504-9 (Free to read on
https://onlinelibrary.wiley.com/doi/epdf/10.1002/art.37939), 4 Wervers K et al ] Rheum 2018 45(11) 1526-31
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Descriptive Comparisons of the Effect of Apremilast and
Methotrexarte Monotherapy in Oligoarticular Psoriartic
Arxrchricis: The Corrona Psoriatic Arthritis/Spondyloarchrirtis
Registry Resulcs

Alexis Ogdie’ » IVei Liu? » Meghan Glynn~ . Kelechi Emeanuru?® . LLeslie R. Harrold>®
Sven Richrter®, Benoit Gueretrte™, and Philip J. Mecase®
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Figrere I. The proportions of patients with > 1 swollen joint or > 1 tender joint at bascline achieving (A) swollen joint count (SJC)
=1 and (B) rtender joint count (TJC) =1 ar 6 monrcths. bBDMARID: biologic disease-modifying anrtirheumaric drug: n/ITN: number of
responders/ partients with sufficient dara for evaluarion.
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Figeere 2. Achicvement of low discase acrivity (LIDA)/remission (REML). Proporrtions of patients in moderate or high Clinical Discase Acrtivity Index for
Psoriatic Archritis (cIDAPSA) categories at baseline achieving cIDAPSA LIDA or REM categories at 6 months. bDMARID: biologic disease-modifying
antirheumaric drug: n/IN: number of responders/patients with sufficient data for evaluation.



Moderate PsA allows good apremilast response

Pooled analyses from the Psoriatic Arthritis Long-term Assessment of Clinical Efficacy studies
1, 2, and 3 were performed. Probability analyses assessing the likelihood of achieving cDAPSA

Mean (SEM) cDAPSA

70 9

60 2

50

40

57.20

treatment targets by week 52

cDAPSA
Disease Activity

46.73
HDA >27

18.23
Mod >13 to =27

1211 ‘
e e 8.90
- to <13
6.16 416 ;.1 LDA >4
e REM
Week 16 Week 24 Week 40 Week 52

- REM (n=25) -@- LDA (n=106) -~ Mod (n=152) - HDA (n=92)

Figure 3. Disease activity through week 52 (n = 375) by Clinical Disease Activity Index for Psoriatic Arthritis (cDAPSA) (score range 0—154)
category in patients receiving apremilast 30 mg twice a day from baseline, including patients randomized at baseline who had cDAPSA
components available at week 52. Data are as observed. Remission (REM) score <4; low disease activity (LDA) score >4 to <13; moderate
disease activity (Mod) score >13 to <27; and high disease activity (HDA) score >27. Error bars indicate the SEM.

Mease P et al Arthritis Care Res (Hoboken). 2020 Jun;72(6):814-821.



Apremilast: Msiwon Tou apiIBOU TWV ETWSUVWYV Kal
OIOYKWHEVWYV apOpwoewyv

TeAeuTaia SedOUEVA TWV HEAETWY KAONUEPIVHG KAIVING TTPASNG

Yy

RWE

Afion Onate |, et al.

APs: Artritis Psoriasica.

1. Chandran V, et al. Ann Rheum Dis. 2021;80(Suppl 1):1313-4. 2. De Vlam K, et al. Adv Ther. 2022;39:1055-67. 3. Bos R, et al. Ann Rheum Dis. 2022;81(Suppl1):1565-6. 4. Wollenhaupt J, et al. EULAR 2020. Poster FRIO365.
5. Afién Ofate |, et al. Ann Rheum Dis 2020;79(Supplement 1):1657.



Apremilast: Vziwon Tou apiBpol Twv
ETTWOUVWYV KaI OIOYKWHEVWY apBpwoewyv

LAPIS-PsA

Méon BeAtiwon

75, 72* otic SLOYKWHEVEC

opPOpwWOoELg
oTouc 13 pveg

Méon BeAtiwon

5 7]"0 ¥ otic EMWSUVEC

apOpwWOoELg
otoug 13 pnveg

Wollenhaupt J, et al. EULAR 2020. Poster FRI0365

% Méong BeAtiwong twv enwduvwv (TIC) Kat SLOYKWHEVWV
(SJC) apBpwoewv (Cl 95%)
80,0%
70,0%
60,0%
50,0% /
40,0%
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ApxKn
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—3JC 0,0% 42,1% 54,7% 75,5% 65,7% 75,7%
—TIJC 0,0% 33,8% 36,0% 50,3% 57,8% 57,1%
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Apremilast: Mziwon Tou apiBpol Twv
ETTWOUVWYV KaI OIOYKWHEVWY apBpwoewyv

100 ~
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Pacientes %
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De Vlam K, et al. Adv Ther. 2022;39:1055-67.

270 41,8% (23/55) kal o100 26,8% (15/56) Twv acbevwyv pe SIJC >0 kai TIC >0 oTnv
apxIkn €¢Etaon avrioToixa, TéTuxav SJC=0 kai TJC=0 oToug 6 MAVEG BepaTreiag ME
TO apremilast
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Apremilast
BeATiwon TG €EEAIENG TG VOO OU

{RWE }

Afon Onate |, et al.

Me 10 apremilast ol acBeveic TTETUXAV Hia ONMAVTIKA MEIWOT TNG EVEPYOTNTAG TG VOO OU

Xapoktnplotika acbevwy pe WA mou xpeldotnkayv apremilast

Yobeo XopnAn evepyotnta ) ) ) )
Ka't(';bDA?’SA kocé. DAPSA AcBeveic ApxLKn | 12 prjveg I 18 prveg
e WA e€etaon
& TJC 33+20 1,2+23 1,1+£1,6 0,7+1,1 *p= 0,002
77,8% 22,2% sJC 24+16 @ 04+09 1020 | 03+10  *p=0,001
PCR 6,8 +6,3 3,5+3,8 3,4+39 2,741 p= 0,062
Twv aoBevWV METUXAV  +(yy 0oBeviy nétuxav
Udeon otoug 18 PAvee”  younhA evepydtTa ( DAPSA 21,1+£5,6 56+7,2 6,5+£8,5 29+4,1 p= 0,000)
AU ToTEsEs vooou otoug 18 prvec?
6 O HIVES MASES 1+1,4 0,1+0,5 0+0 0+0 p=0,16

a los 18 meses

#amo toug 42 aoBeveig pue WA, *0TATIOTIKA ONUOVTIKEG TLUEG.
ARdn Ofiate |, et al. Ann Rheum Dis 2020;79(Supplement 1):1657.



A non-interventional prospective observational study
assessing APRemilast in psQOriatic Arthritis in real-life
Clinical practice in Greek Healthcare environment

*APROACH

Rheumatology International
https://doi.org/10.1007/s00296-022-05269-z R h e H’Emoﬂt 0 I 0 g y
OBSERVATIONAL RESEARCH /'3

Check for
updates

Apremilast for biologic-naive, peripheral psoriatic arthritis,
including patients with early disease: results from the APROACH
observational prospective study

Petros P. Sfikakis'2{® . Dimitrios Vassilopoulos?-?® - Gkikas Katsifis? - Georgios Vosvotekas” - Theodoros Dimitroulas® -
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Patients’ Geographic Distribution

Attica
Central Macedonia
Western Greece
Crete
Thessaly
Eastern Macedonia and Thrace
Epirus
Total

10

P PR R Ww W

20

Patients
analyzed

93

34
17
10

167

55.7

20.4

10.2
6.0
5.4
1.8
0.6

100.0



Study Population

Number of enrolled patients: 170
Number of analyzed patients: 167
Main inclusion criteria:
Adult patients with active peripheral PsA, biologic-naive,

who have been intolerant to a prior DMARD therapy, or who have had an inadequate response (to at
least one DMARD and within the first 12 months of treatment), and

who have been prescribed treatment with apremilast (Otezla®) for PsA, prior to signed Informed
Consent and for whom, if treatment has started, < 1 week has elapsed from treatment initiation to
obtaining the signed Informed Consent

Main exclusion criterion:

Patients who have a history of exposure to biologic treatment and/or to tofacitinib in PSA



Prior medications for PsA/psoriasis at baseline

* Prior therapies for PsA/psoriasis included csDMARDs in all 167 patients.

* Therapies other than DMARDs had been administered to 59.3% of the patients, comprising oral NSAIDs (34.7%), topical
treatments (16.8%), systemic steroids (14.4%), folic acid (7.8%), intra-articular steroid injections (1.8%),
photo(chemo)therapy (0.6%), acitretin (0.6%), and pregabalin (0.6%).

Prior csDMARDs N=167

Number of prior csDMARDSs N=167
100 7 93,4 100 -
86,2
80 - 80 - =
S 60 S 60 -
ﬂ (7]
$ 4 5
T ] =S 40 A
g g
. 10,8 9,6 20 1 13,8
0- 0 . L
Methotrexate Leflunomide Ciclosporin 1 agent 2 agents

¢csDMARD, conventional synthetic disease-modifying antirheumatic drug



Disease characteristics at baseline

DAPSA score, median (IQR) B U4(188318)
Distribution based on 66-SJC count at baseline (DAPSA core, median (QR) I§7 220(l60-50)
\e167 Number ofswolln joints, mecian (IQR) o7 40Q20:80)
— w25 joints Number of tender joints,.median (I0R) o7 302090
n=78 m 2-4 joints CRP levels, mg/dL, median (IQR) R 100530
VAUDE] Al a1 joint Activeskin psoriasis(BSA> 0%),n () 167 146814
< 1= erolk: Nal nvolvement, (%) 12 6101
Enthesits, n (%) 03 30007
Dactylis () ol 20(124)

v’ Early disease

v’ Biologic naive

v' Moderate activity

v' Ollgoarticular disease
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Apremilast permanent discontinuation

* 30.4% (48/158) of the patients permanently discontinued apremilast treatment.

Reasons for permanent discontinuation

N=48

[VALUE]; .
n=2

[VALUE];
n=14

Proportion of patients among those who discontinued treatment

m Lack of efficacy

Patient's decision/wish to

discontinue treatment

m Adverse event

= Condition aggravated



cDAPSA score at baseline, 16, 24, and 52 weeks post-
baseline

» The median (IQR) cDAPSA scores were 22.0 (16.0-29.0), 14.0 (9.0-18.0), 10.0 (6.0-15.0) and 6.0 (2.0-12.0) at
baseline, 16, 24 and 52 weeks post-baseline, respectively.
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cDAPSA, clinical disease activity in psoriatic arthritis
REM LDA MDA HDA




cDAPSA response in 24, and 52 weeks post-baseline

Patients (%)
W o))
o o

o
1

cDAPSA response
®m Minor = Moderate  Major N=167
48.5
42.5
31.1
I 22.8
15.0 I
:[ 7.2
|
24 weeks 52 weeks

95%Cl 35.0-50.0 9.6-20.4 3.3-111 95% Cl 40.9-56.1 24.1-38.2 16.4-29.1

*APROACH




cDAPSA response in 24, and 52 weeks post-baseline

B. C.
cDAPSA activity states Changes in cDAPSA activity state

100 - 96 m N=116 _Improved  Stable © Deteriorated
2 809 52 weeks | 784 190 26
>~ - 05 REM o (N=t19 - -
E ' LDA
g MDA "’(quffgf 64.7 28 25
D747 o 319 wHDA |

- 0 20 40 60 80 100
Baseline 52 weeks Patients (%)

. »APROACH




DAPSA and cDAPSA activity states at baseline and 52 weeks post-baseline
in patients with paired data

Disease actvity tates based on DAPSA scores at baseline and 52 weeks post-baseline Disease actity statesbased on cDAPSA scores atbaseline and 24 weeks postbaseline
in ptients with paired data - in patients with paired data
0/ _ b -
100% N=79 m N=119
Us REM
"
g / ( L0A 3 . L0A
> 6% | / A i < 0% - :
: / \\ | o A “HDA
o Mtarget ' L 712 o i | e
: a4 | HDA : bﬁlotarget ’ -67%  aHDA
0% 20°% -
16 92
U 7"6 = T . 0% y p———— —
Baseline 52 weeks post-baseline Baseline 24 weeks post-baseline

DA, high disease actity; DA, low disease actity; MDA, moderate isease actity; REM, remission HDA, igh disease actity, LDA, low disease actity, MDA, moderate disease activty, REM, remission
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Case 1

* Evapén Appremilast 30mg 1x2 (12/2018)
e KaAn avtamokplon pe KaAn avoxn

e Xwplic endbeivwon ocuvvooupotATwyV

e XT0oOepn nraTikn Asltoupyla

DAPSA (Disease Activity in PSoriatic Arthritis) Score

Tender Joints
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Swollen Joints

Fa /'// \

/ \ \ l { | )
'Y ‘( R ( A
oo A e
// 4 7 \/‘\ \ k/ y r \\
L7} ! o) \ \\\

( ) \

A
DO

* How active was your rtheumatic disease on average during the last week?

not BB 10] very

active

active

DAPSA: 1-3

* How would you describe the overall level of joint pain during the last week?

none El_x ﬂ B B E n m very severe

(CRP1-1.5)mg/dI? Metabolic syndrome
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~ csDMARD- and Biologic-
sl naive Active PsA

Y

ACR20/50/70 Responses Were Sustained Through 5 Years \With Apremilast

Treatment in DMARD-naive Patients

* DMARD-naive patients with active PsA in the PALACE 4 study sustained ACR20/50/70 responses through 5 years of treatment with apremilast

ACR20/50/70 Responses Through 5 Years*!

(Data as Observed)

100 A
c»g 801 68.2 65.8
g g 58.0 ) 61.4 59.9
L c i Back to Week
=g 60 43.4 ~® ACR20 16 Results
£g : 40.7 35 5 39.0
*2“‘ 40 - —- ACR 50
o X —A— ACR 70
ik HRE
S 20-
23.1 23.1
[~ 15.5 19.2 20.3
0 T T T T T T T T T T T T T T T T T T T 1
0 16 24 40 52 65 78 91 104 117 130 143 156 169 182 195 208 221 234 247 260
Study Week
n¥= 205 194 188 178 171 160 156 142 142 139 133 132 132 127 126 123 117

*Consider OLE study limitations when interpreting results. The OLE is not blinded, is not controlled, and includes inherent self-selection bias. The OLE period was from weeks 52 to 260; *Analyses include all patient data, including the placebo-controlled
period, regardless of when patients started taking apremilast (baseline, week 16, or week 24); *The n represents the number of patients with available data at the time point; it may vary slightly for each outcome.

ACR = American College of Rheumatology; ACR20/50/70 = > 20%/50%/70% improvement in the American College of Rheumatology’s core set measurements; csDMARD = conventional synthetic disease-modifying antirheumatic drug; DMARD = disease-
modifying antirheumatic drug; OLE = open-label extension; PALACE = Psoriatic Arthritis Long-term Assessment of Clinical Efficacy; PsA = psoriatic arthritis.

Adapted from Wells AF, et al. Rheumatology (Oxford). 2022;61:1035-1043.
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PALACE 1-3 Active PsA

Reductions in the Numbers of Swellen Joints and Tenderoints With Apremilast

Were Sustained Through 5 Yeaj:rs'- A

* Patients with active PsA maintained reductions in TJC and SJC with apremilast through 5 years in the pooled PALACE 1-3 studies

Mean Percent Reduction in TIC and SJCLZ*.*

(Data as Observed)
0 16 24 52 104 156 208 260
O 1 1 1 1 1 1 J
7 OLE Back to Week
20 A (All patients on apremilast) 16 Results
)
§< |
g5 Q @ TJC, apremilast
S5 = -40 -
T 0 ¢ SJC, apremilast
r
S ‘2 -60 A
S 9
" 80 -
-100 -
n* 682 659 567 455 412 370 328

*Consider OLE study limitations when interpreting results. The OLE is not blinded, is not controlled, and includes inherent self-selection bias. The OLE period was from weeks 52 to 260;! fIncludes all patients exposed to apremilast, including during the
placebo-controlled period, regardless of when patients started taking apremilast (baseline, week 16, or week 24) through week 260;!*The n at each time point represents patients with a baseline value and a postbaseline value at the time point and includes
patients who discontinued early between the preceding time point and the specific time point;?

OLE = open-label extension; PALACE = Psoriatic Arthritis Long-term Assessment of Clinical Efficacy; PsA = psoriatic arthritis; SJC = swollen joint count; TJC = tender joint count.

1. Figure adapted with permission from Kavanaugh A, et al. Arthritis Res Ther. 2019;21:118; 2. Data on file, Amgen.
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Y ’ PALACE 1-3 Active PsA

. Iy | |
Two-Thirds of Patients Receiving Apremilast Achieved — =«

cDAPSA Targets by 5 Years™

* The proportion of patients achieving a cDAPSA score < 13, indicative of LDA and REM, improved with longer apremilast treatment, reaching 60.4% at
5 years

Pooled Analysis: Patients Achieving cDAPSA Scores < 13*
(Data as Observed)
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Study Week
cDAPSA <13, nt 563 515 499 476 455 440 438 424 412 400 391 371 370 360 349 341 328

*Analyses include all patient data, including the placebo-controlled period, regardless of when patients started taking apremilast (baseline, week 16, or week 24); *The n represents the number of patients with evaluable data at the time point.
cDAPSA = clinical Disease Activity Index for Psoriatic Arthritis; LDA = low disease activity; PALACE = Psoriatic Arthritis Long-term Assessment of Clinical Efficacy; PsA = psoriatic arthritis; REM = remission.
Adapted from Kavanaugh A, et al. Poster presented at: 2018 Annual Meeting American College of Rheumatology/Association of Rheumatology Health Professionals; October 19-24, 2018; Chicago, IL. Poster 686.
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Weight Loss lowers disease activity in PsA

640kCal/day for 12-16 weeks followed by
reintroduction of food; 6-month data

ACR20 ACRS50 ACR70 PsARC BLMDA M6 MDA

n=21

n=14

n=3 n=19 n=12 n=22

Klingberg E et al, ART 2019;21:17
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Original article

Effect of thhe phosphodiesterase 4 imhibitor
apremilast on cardiometabolic outcomes in psoriatic
disease —results of thhe lmmune Metabolic
Associations inNn Psoriatic Arthiritis study

Lyvn D. Ferguson 1, Susanne Cathcart®, Dominic Rimmer=s, Gary Semple®,
Katriona Brooksbank”', Caron Paterson®, Rosemary Brown', John Harvie?,
Xuan Gao', Aleksandra Radjenovic”, Paul Welsh', Ilain B. Mcilnnes>,
Naveed Sattar' and Stefan Siebert =

Anthropometry
Weight (kg) BMI (kglmz) Waist (cm) Hip (cm)
* Apremilast treatment in 60 patients (prospective-open label) M1M3M6 M1M3M6 M1M3M6 M1M3M6

* mean weight loss of 2.2 kg §§§ ’22 2
* reduction in total abdominal fat [mean decrease 0.52 L (95% CI 0.08, 0.96), p=0.022] %%% ‘Zé
* principally subcutaneous adipose tissue [mean decrease 0.37 L (95% Cl 0.05, 0.68), p=0.022] %% N é é
* No improvement in other metabolic parameters (no changes in glyceamic status, insulin g ahy %% Z é
resistance, GPL-1 activity) g %§ 7%, 7%
* Improved PsA disease activity g §
* Irrespective of weight changes (intiinflammatory rather metabolic effects) = .. N

* Modest nature of weight loss (??)

Ferguson et al. Rheumatology (Oxf) 2021



Apremilast
Reduces CVD risk

« Patients: PsA
« Database: Real-world study, French National Health Insurance

Fic. 2 Forest plot of risk of major adverse cardiac events by therapeutic drug class in subgroup analyses

(2015-9) SRR W
« 9510 bDMARD and 1885 apremilast new users, without CVD i ’
history
« Primary endpoint: occurrence of MACEs g
+ Vs TNFi e
¢ ApremiIaSt: Equal Without CV comorbidities |
« 1L-12/23: (HR) 2.0, (95% CI 1.3, 3.0)
« IL-17 inhibitors: HR: 1.9, (95% CI 1.2, 3.0)
« In a sub-analysis in patients without CV risk factors, o .
* MACEs occurred more frequently with IL-17 inhibitors than with TNFi N 07 m

(HRw 1.6, 95% CI 1.1, 2.8)

*Not available due to the absence of events in this class. HR,,: weighted hazard ratio; CV: cardiovascular.

However.....possible biases (e.g skin involvement and IL-171i)
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DAPSA (Disease Activity in PSoriatic Arthritis) Score

Tender Joints

Swollen Joints
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Case 2

¢ How active was your rheumatic disease on average during the last week?

not xVﬂf}’

active active

¢ How would you describe the overall level of joint pain during the last week?

none x 6 Hgh] very severe

Npwiv duockauPia > 30 min
HLA B27 (-)
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* Evapén Appremilast
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Resolution of Dactylitis,\WWas'Sustaineéd Through 5 Years-With Apremilast

PALACE 1-3 Active PsA

Treatment

* Patients with preexisting dactylitis at baseline maintained resolution of dactylitis with apremilast through 5 years in the pooled
PALACE 1-3 studies

Proportion of Patients Achieving Dactylitis Count of 0 Through 5 Years%2*"
(Data as Observed)

100 -
2
= o0 Back to Week
0n = - 80 - 24 Results
c >3
23S
IS 8 o 60 -
ol
oo =
c B E 40 -
oz 2
220
g28
%2 20 -
a OLE ® Apremilast
O T T T T T T 1
0 16 24 52 104 156 208 260
Weeks
n 121 153 168 156 144 135 114
N§ 290 286 249 201 181 162 141

*Consider OLE study limitations when interpreting results. The OLE is not blinded, is not controlled, and includes inherent self-selection bias. The OLE period was from weeks 52 to 260;! fIncludes all patients exposed to apremilast, including during the
placebo-controlled period, regardless of when patients started taking apremilast (baseline, week 16, or week 24) through week 260;* *Dactylitis severity count = 0-20; a score of 0 indicates resolution of dactylitis;2 $n/N, number of responders/number of
patients who had sufficient data for a definitive determination of response status at the time point, which includes patients who discontinued early between the preceding time point and the specific time point.*

OLE = open-label extension; PALACE = Psoriatic Arthritis Long-term Assessment of Clinical Efficacy; PsA = psoriatic arthritis.

1. Figure adapted with permission from Kavanaugh A, et al. Arthritis Res Ther. 2019;21:118; 2. Data on file, Amgen.



»

o #
Resolution of Dactylitis.\Was Sustained Through 5 Years-in PMARD-naive

csDMARD- and Biologic-
sl naive Active PsA

Patients Treated With Aprémilast

* c¢sDMARD- and biologic-naive patients with preexisting dactylitis at baseline maintained resolution of dactylitis with apremilast through
5 years in the PALACE 4 study

Proportion of Patients Achieving Dactylitis Count of 0 Through 5 Yearsl2*T:3.§**

(Data as Observed)

95.1

[ERN

o

o
J

72.5

(0]
o
1

—— Dactylitis count=0

Back to Week

16 Results

40 A

Patients Achieving a
Dactylitis Count of 0 (%) 1t

20 1
OLE

0 16 24 40 52 6 78 91 104 117 130 143 156 169 182 195 208 221 234 247 260

Study Week
Dactylitis count =0, n 102 99 92 8 8 79 77 71 71 71 68 69 68 66 66 64 61

*Examined among patients with dactylitis at baseline (n = 129); *Includes all patients exposed to apremilast, including during the placebo-controlled period, regardless of when patients started taking apremilast (baseline, week 16, or week 24) through week 260; *Data are presented “as observed”
with no imputation for missing values in order to describe outcomes among those patients who continued to receive treatment over 260 weeks; $The OLE period was from weeks 52 to 260; **Patients discontinued treatment during the study because of AEs, lack of efficacy, and other (withdrawal by
patient, loss of follow-up, protocol violation, nonadherence, and other); ** Dactylitis severity score = 0-20; a score of 0 indicates resolution of dactylitis.

AE = adverse event; csDMARD = conventional synthetic disease-modifying antirheumatic drug; DMARD = disease-modifying antirheumatic drug; OLE = open-label extension; PALACE = Psoriatic Arthritis Long-term Assessment of Clinical Efficacy; PsA = psoriatic arthritis.
1. Data on file, Amgen; 2. Adapted from Wells AF, et al. Rheumatology (Oxford). 2022;61:1035-1043.



Biologic-Naive

9’ ’ / : LAPIS-PSA S
Improvement in a1 i Observed 1 Morith After Apremilast

Initiation and Through 13 I\/Iont%s X

* In LAPIS-PsA, resolution of dactylitis and enthesitis were observed as early as 1 month and sustained for up to 13 months with
apremilast treatment

Baseline Characteristics

Dactylitis,* n/N (%) 96/418 (23.0)
Dactylitis count,” mean (SD) 2.2 (2.0)
Enthesitis (LEI),* n/N (%) 195/418 (46.7)
LEI (0-6), * mean (SD) 2.9(1.7)
Patients Achieving Dactylitis Count of 0" Patients Achieving LEI of 0*
(7] _ ? _
= 100 87.5 S 100
z 80,7 o
8 _ 80 75,0 S 80 -
X Y,
o -l
2o & 56,0 57,5
£% 60 £ 60 1 49,7 50.4
[ ) ()]
< 5 .g
< S 40 < 40 -
(7] v
£
-% 20 £ 20 A
o n/N EVNE 59/155 76/153 60/119 56/100
0 . .
Visit 1 Visit 2 Visit 3 Visit 4 Visit 5 Visit 1 Visit 2 Visit 3 Visit 4 Visit 5
(~ 1 Month) (~ 4 Months) (~ 7 Months) (~ 10 Months) (~ 13 Months) (~ 1 Month) (~ 4 Months) (~ 7 Months) (~ 10 Months) (~ 13 Months)

*Number of patients with enthesitis, dactylitis, or nail involvement among patients with data available at baseline; fIn patients with dactylitis at baseline; *In patients with enthesitis at baseline.
LAPIS-PsA = Long-term Documentation on the Use of Apremilast in Patients With Psoriatic Arthritis in Practice Conditions; LEl = Leeds Enthesitis Index; PsA = psoriatic arthritis; SD = standard deviation.
Wollenhaupt J, et al. Poster presented at: 2020 European E-Congress of Rheumatology; June 3-6, 2020. Poster FRIO365.
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DAPSA (Disease Activity in PSoriatic Arthritis) Score

Tender Joints

A

Swollen Joints

A

¢ How active was your theumatic disease on average during the last week?

active

wt [ X{H2HsHeHsHeH7HEH M vey

active

»  How would you describe the overall level of joint pain during the last week?

none z II B ﬂ ﬂ ﬂ very severe

DAPSA: 0-1




Apremilast Has a t jil = Across Multipte €linical Trials-and

Disease States

Placebo (%) Apremilast (%)
n =506 n =920

ARs Reported in 2 5% of Patients Taking Apremilast

Diarrhea 6 17
S Nausea 7 17
9) URTI 6 9
o Tension headache 4 8
Headache 4 6
ARs Reported in 2 2% of Patients Taking Apremilast and
2 1% Higher Than That Observed in Patients on Placebo*
Diarrhea 1.6 7.7
:f Nausea 3.1 8.9
?/:) Headache 2.2 5.9
o URTI 1.8 3.9
Vomiting 0.4 3.2
Nasopharyngitis 1.6 2.6
Upper abdominal pain 0.2 2.0

*For up to 16 weeks (after the initial 5-day titration); "For up to 12 weeks.
ARs = adverse reactions; BD = Behget’s disease; PsA = psoriatic arthritis; PsO = psoriasis; URTI = upper respiratory tract infection.
1. Data on file, Amgen; 2. Hatemi G, et al. N Engl J Med. 2019;381:1918-1928.



B ESTEEM 1 and 2,
. " R
The' Incidence Rates of the Most

PALACE 1-4 Pooled PsO/PsA

r",Cd‘mmon AEs Did Not Increase With Increased

Exposure to Apremilast "’

During the apremilast-exposure period, most cases of diarrhea and nausea were mild or moderate in severity, occurred during the first 2 weeks of apremilast
exposure, and generally resolved in 1 month; low rates of discontinuation of apremilast because of diarrhea (1.5%) and nausea (1.7%) were observed

Most Commonly Reported AEs in the Pooled Population

Placebo-Controlled Period* Apremilast-Exposure Period?
Weeks 0-16 or 24 Weeks 0 to = 260
Placebo Apremilast Apremilast
(n = 1,089) (n =1,504) (n=2,157)
344.3 pt-yrs 520.1 pt-yrs 5,163.1 pt-yrs
. 5 EAIR EAIR/ EAIR/
Nausea 56 (5.1) 16.8 246 (16.4) 54.4 361 (16.7) 8.1
Diarrhea 45 (4.1) 13.5 234 (15.6) 51.7 372 (17.2) 8.4
Headache 41 (3.8) 12.2 119 (7.9) 24.4 218 (10.1) 4.6
URTI 46 (4.2) 13.6 107 (7.1) 21.3 376 (17.4) 8.5
Nasopharyngitis 47 (4.3) 13.9 85 (5.7) 16.8 320 (14.8) 7.1

*Patients as initially randomized at week 0 who received > 1 dose of study medication during the placebo-controlled period (0 to 16 or 24 weeks); "The apremilast-exposure period (0 to > 260 weeks) includes all patients who received apremilast
regardless of when apremilast exposure started (week 0, week 16, or week 24). Apremilast exposure is based on each patient’s total exposure to apremilast, defined as the time interval between the dates of the first and last doses of apremilast,
through December 2017; *ARs occurring in > 5% of patients in any treatment group during the placebo-controlled period.

AEs = adverse events; ARs = adverse reactions; EAIR = exposure-adjusted incidence rate; ESTEEM = Efficacy and Safety Trial Evaluating the Effects of Apremilast in Psoriasis; PALACE = Psoriatic Arthritis Long-term Assessment of Clinical

Efficacy; PsA = psoriatic arthritis; PsO = psoriasis; pt-yrs = patient-years; URTI = upper respiratory tract infection.

Callis-Duffin K, et al. Poster presented at: American Academy of Dermatology Virtual Meeting Experience 2020; June 12-14, 2020. Poster 15114.



PALACE 1-4

The Incidence Rates of-AEs of SeC|aI Interest Remained Low Th rough 5 Years
of Apremilast Exposure™

/ EIEE) 12 PsA and PsO

Additional MACE
5-Year Data

Incidence of MACE, Malignancies, and Serious Infections in 6 Phase 3 Trials'?

Placebo-Controlled Period
Weeks 0-16 or 24

Apremilast-Exposure Period
Weeks 0 to 2 260

Placebo Apremilast Apremilast
N =1,089* N =1,504* N =2,157
344.3pt-yrs 520.1pt-yrs 5,163.1 pt-yrs
EAIR/ EAIR/ EAIR/
0, 0,
i) 100 pt-yrs 100 pt-yrs D) 100 pt-yrs

MACE and Potential MACE® 24 (2.2) 7.0 36 (2.4) 7.0 193 (8.9) 4.0
Malignancy 5(0.5) 1.5 7 (0.5) 1.3 51 (2.4) 1.0
Opportunistic Infection 13 (1.2) 3.8 7 (0.5) 1.3 76 (3.5) 1.5
Latent TB 0(0.0) 0.0 0(0.0) 0.0 1(<0.1) 0.0

During the apremilast-exposure period, 1 patient treated with apremilast had an adverse reaction of latent TB (chest x-ray was negative). The patient was treated with isoniazid.?

*Pooled data from 6 Phase 3 studies: ESTEEM 1 and 2 and PALACE 1-4;2 "TMACE was defined as TEAEs of sudden unwitnessed death, cardiovascular death (sudden cardiac death, death due to myocardial infarction, death due to
heart failure, death due to stroke, and death due to other cardiovascular causes), myocardial infarction, and nonfatal stroke. Potential MACE was defined as unstable angina requiring hospitalization, coronary revascularization
procedure, transient ischemic attack, re-hospitalization for recurrent ischemia, embolic events, and deep vein thrombosis.!

EAIR = exposure-adjusted incidence rate; ESTEEM = Efficacy and Safety Trial Evaluating the Effects of Apremilast in Psoriasis; MACE = major adverse cardiovascular events; PALACE = Psoriatic Arthritis Long-term Assessment of
Clinical Efficacy; PsA = psoriatic arthritis; PsO = psoriasis; pt-yrs = patient-years; TB = tuberculosis; TEAEs = treatment-emergent adverse events.

1. Data on file, Amgen; 2. Callis-Duffin, et al. Poster presented at: American Academy of Dermatology Virtual Meeting Experience 2020; June 12-14, 2020. Poster 15144.



f|| Therapeutic Advances in Musculoskeletal Disease

Tuberculosis and targeted synthetic or

biologic DMARDs, beyond tumor necrosis

factor inhibitors

Gerasimos Evangelatos, Vasiliki Koulouri, Alexios Iliopoulos and George E Fragoulis

Table 4. Cases of tuberculosis [TB] and relative incidence rate (IR] in patients receiving IL-12, IL-23, IL-17 inhibitors.

Targeted synthetic DMARDs

IL-12, IL-23, IL-17 Inhibitors

Drug Disease Study No- Pt-yrs  Active IRS Rate general Reference

type TB cases population®
Ustekinumab PsA, PsO,CD  RCT 5884 4521 1 22.12 International  Ghosh et al.7¢
Ustekinumab PsA RCT 705 NA 0 NA International  Ritchlin et al.”
Ustekinumab PsA LTE 615 NA 0 NA  International  Kavanaugh et al.™
Ustekinumab PsA RLS 65 NA 0 NA 7.0 (ltaly) Chimenti et al.™
Ustekinumab cbh RCT 1177 NA 1 NA  International  Feaganetal.’
Ustekinumab Ps0O LTE 3117 8998 0 0.0 International  Lopez-Ferrer et al.”?
Guselkumab PsA Phase Il 100 NA 0 NA International  Deodhar et al.®
Guselkumab RA Phase Il 110 NA 0 NA International  Smolen et al.8
Guselkumah Ps0O RCT 1283 NA 0 NA International  Crowley et al.?”
Rizankizumab  PsA RCT 185 NA 0 NA International  Mease et al.%®
Rizankizumab  PsO RCT 588 NA 0 NA International  Crowley et al.?”
Rizankizumab  PsO RCT 301 NA 0 NA International  Reich et al.%*
Secukinumab AS, PsA, PsO RCT 7355 16,227 0 NA International  Deodhar et al.?®
Secukinumahb AS, PsA, PsO  LTE NA 96,054 1 510 International  Deodhar et al.?®
Secukinumab PsO RCT 3430 2725 0 0.0 International  van de Kerkhof et al.?%
Secukinumab PsO RLS 96 104.5 0 0.0  43.0(Taiwan) Wuetal.®

Drug Disease Study type No- Pt-yrs Active TB IRS Rate general Reference
cases population®
Apremilast Ps0O RCT, LTE 1184 3671.3 0 0.0 International Crowley et al.**
Apremilast PsA RCT 1644 NA 0 0.0 International Cutolo et al.3s;
Edwards et al.?¢;
Kavanaugh et al.?’;
‘V‘\"ﬁllllh cl dl‘gg
Apremilast PsA RLS 202 101.0 0 0.0 7.0 (Italy) Abignano et al .4%;
Favalli et al.'
Tofacitinib RA RCT, LTE 5671 12,664.0 26 210.0 International Winthrop et al.47
Tofacitinib RA RCT, LTE 6194 19,406.0 36 200.0 International Cohen, et al.%?
Tofacitinib PsA RCT 394 NA 0 0.0 International Gladman et al.?®
Tofacitinib PsA RCT 316 NA 0 0.0 International Mease et al.>'
Tofacitinib uc RCT 1157 1612.8 0 0.0 International Sandborn et al.%*
Baricitinib RA RCT, LTE 3492 6636.7 10 150.0 International Smolen et al.
Baricitinib RA RCT, LTE 740 1294 3 230.0 EastAsia Chen et al.57
Baricitinib RA RCT, LTE 540 851.5 0 0.0 14.0 (Japan) Harigai et al.?®
Baricitinib RA LTE 201 433.9 0 0.0 International Keystone et al.?
Upatacitinib RA RCT 2022 NA 1 NA International Burmester et al.t0;
Fleischmann et al.¢';
Genovese ef al.42;
Smolen et al.®?
Filgotinib RA RCT 1128 NA 0 0.0 International Genovese et al.¢3;

Kavanaugh et al.4¢;
Westhovens et al.68

Evangelatos G, Ther Adv Musculoskelet Dis. 2020 Jun 22;12:1759720X20930116




Clirnnical Stiedy

The Pharnmacodynamic Impact of Apremilast,

am Oral Phosphodiesterase 4 Inhibitor, on Circulating Levels of
Imflasnmmatory Biomarkers inm Patients withh Psoriatic Arthritis:
Substudy Results from a Phase I1II, Randomized,
Placebo-Controlled Trial (PAILACE 1)

Peter H. Schafer," Pemngz Chen,” Lorraine Fang,z Avndreww Wang,z amnd Rajesh Chopral
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Journal of Immunology Research Volume 2015, Article ID906349



Apremilast is a selective PDE4 inhibitor with regulatory effects on

Cellular .

Signalling . & %
PH. Schafer et al. / Cellular Signalling 26 (2014) 2016-2029
PH. Schafer et al / Cellular Signalling 26 (20 14) 2016-2029
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vAPPREMILAST DOES NOT AFFECT THE CLONAL EXPANSION OF T- AND B-CELLS AND
ANTIBOBY RESPONSE IN VITRO

vNO REDUCTION IN INTERFERON-y



Take home message

To apremilast

v' amnotelel aflomotn Ospanevtikn erttdoyr o€ aoBeveic pe PwpLaotkr) apOpitida pe oAU KaAr avTamokpLonmou GTAVEL
Kol EeTtepVAEL Ta 5 €TN €ite o€ KAWIKEG LeAETEC eite oe RWD

v urnopet va xopnynOei oe aoBeveic mou v £xouv AGBeL BLOAOYLKA 1] CUVOETIKA TPOTIOTIOLNTLKA. LE TLIOAU KOAG OtOoTEAEoHATA
v' TopouoLdleL TIOAU OETIKA ArOTEAEOHOTO OE ELOLKEC KAWVIKEC EKONAWOELS OTWC eival n Saktulititda kot n evBeoitida

v éxeL e€apeTikod podik aoPalelog Tou OXETI(ETOL KAl LE TLC AVOCOPUBLLOTIKEC SPAOELC OTO KUTTAPO TNE EUPUTNC AVOOLaC
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