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2UyKpouon cUUPEPOVTWV

=*TiuNTKA apoBn anod tnv stalpeia Genesis




TLEPLYP OO OMLALOLG

* Ano to 6€ppa otnv ApBpwon
* H Suwaxeiplon tou «pwplacikou» aoBevry otnv KABNUEPLV) KAWVIKA TTPpAEn

* Aebopéva oe aoBeveic pe oxetkad npwipn WA kat bDMARD-naive w¢ povoBeparneia
(ACTIVE study)

e Aebopéva amo toug aoBeveic pe Pwplaotkr apbpitida oto «ATTIKOV»




2UOXETION OEPUATOC LE apOpWOELC....

Psoriasis and Arthritis
Together

Arthritis Before

Psoriasis Before

- FeoRIRLlL

WA ota 10-25% Twv aoBevwyv e ywpiaon.




armo to Asppa otnv ApBpwon...

Scalp psoriasis : s Perianal or intrabuttock
Nail psoriasis
area

HR 3.89 HR 2.93 HR 2.35
95% Cl (2.18-6.94) 95% Cl (1.68-5.12) 95% Cl (1.32-4.19)

Cl, confidence interval; HR, hazard ratio

Wilson FC et al. Arthritis Rheum. 2009;61(2);233-39




2UOXETLON OVUXLKAC tPooBoAnG pe evBeconaBera.

Enthesopathy and nail psoriasis

Psoriasis patients with nail disease have a
greater magnitude of underlying systemic
subclinical enthesopathy than those with

®= Nail psoriasis is strongly related with subclinical
enthesopathy in early stages

®= Enthesopathy is one of the early findings of PsA

Ash Z et al. Ann Rheum Dis 2012;71:553-556
Tinazzi | et al.J Rheumatel 2011;38:2691-2
Gisondi P et al. Ann Rheum Dis 2008; 67:26-20




0 «pwplaoctkog» acOevng

ETEPOYEVNC KALVIKOG (pOLVOTUTTOG...

Ywplaoikn

NOoog ApOpiTIda
( 2 TTOVOUAITION

EvOeoiTida
AOKTUAITIOO




PsA and co-morbidities

H WA oxetilstal ue cuvoonpotnTeS mouv
auéavouv EPALTEPW TO POPTIO VOOOU

Noonpdértnta

Kapdiayyelokd VOoHOTA
ZA Il
Maxuoapkia

YmépTaon

KataOAiyn

YtrepAmidaipia

Nolpwieig
AvVATTIVEUOTIKA VOO jOTA




Grappa considerations for treatment of patients with

Psoriatic Arthritis and concomitant comorbidities

Autoimmune
Diabetes ophthalmic
disease

Cardiovascular
disease

Kidney disease
Fatty liver
disease
. Inflammatory
Malignancy bowel disease

Obesity and
Osteoporosis metabolic
syndrome




Table 11. Considerations for Treatment of Patients with Psoriatic

Arthritis and Concomitant Comorbidities
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Comorbidity 255| & b3 & = 3 2 b E 8 3 3 &
Cardiovascular )
C 7
Discase
Congestive Heare | C C C C C C
Failure
Obesity C
Metabolic c c
Syndrome } :
Diaberes C C
Ulcerative Colitis H A OL A A A
Crohn's Disease H A aL A A A
Uveitis pt 2 P P
Osteoporosis C
Malignancy C c C C c 2
Fatty Liver Discase C C C C
C!ll‘u]:li.c Kidncy c c SM
Discase
Depression
Ef“"““ Heparitis C C C SM sM SM sM SM :
Chronic Hepaddis | - C C 2/P : : : : :
c
Human
Immuhaodchcichey M M M SM M ¢
Virus
A Approved for primary therapy of the comorbid condition * When ereating paticnts with chronic infections that can affect the liver, consider consultation
C Reason for cantion

with providers having expertise in the area.

OL = Off-label use for the therapy of the comorbid condition Corticosternids used as preferred therapy for uveitis are given as topical and/or intraccular
P = Preferred therapy injections in preference to oral steroids.

&M = Requires special monitoring

¥ = Data insufiicient but concerns have been raised

Blank box = Mo information available




To «@poptio» tnc WA yla tov aocUevn Kal thv Kolvwvia

AnwAslx AettovpykdtnTog?
Avinuévo movol
AvEnpévn kat&OAum kat dyyxog?3

ApvnTIKN €TSpacn oTNV EPyAcia KoL TNV IKAVOTNTA Yl epyaciot?

YUnAd k60T A0Yw TNG ATWAELAG AELTOVPYIKNG LKOVOTITAG KAL TN
Slaxelplon Twv voonuatwv®’

1. Salaffi F et al. Health Qual Life Outcomes. 2009;7:25. 2. Kotsis K et al. Arthritis Care Res (Hoboken). 2012;64(10):1593-1601.3.Jiang Y
etal. Clin Rheumatol. 2015;34(3):503-510. 4. Tillett W et al. Rheumatology (Oxford). 2012 ;51(2):275-283.5. Ward MM et al. Arthritis
Rheum. 2008;59(4):497-503. 6. Ward MM. Arthritis Rheum. 2002;46(1):223-231. 7. Zhu B et al. Clin Ther. 2013;35(9):1376-1385.




H WA oxetileTal e ONUOVTLKT) OTTWAELQ TIOPOYWYLKOTNTOG OTNV Epyacia

Trnen
39% wwv acsevin 37-46%

LTI T EY
L T

e WA mou epyadovrat Twv aocBevwv pe WA bdev
QVTLHETWTTI{OLV epy&lovtar®

SuokoAieg otnv epyaocia

touc?

1. Husted JA, Thavaneswaran A, Chandran V, Gladman DD. Incremental effects of comorbidity on quality of life in patients with psoriatic arthritis. ] Rheumatol. 2013;40(8):1349-56. 2. Lee S,
Mendelsohn A, Sarnes E. The burden of psoriatic arthritis: a literature review from a global health systems perspective. P T. 2010;35(12):680-689.




PsO Vs PsA

PsA Exerts a Similar Impact on QoL Compared With Psoriasis, But Has

Worse Effects on Physical Function

Life Satisfaction

0,6
0,5
04
0,3
0,2

PsAQol Score
O L N W N O O N ©
HAQ-S Score

0,1

PsA Psoriasis Control
n =280 n=40 n=40

PsA vs. psoriasis not significant
PsA vs. control P < 0.05
Psoriasis vs. control P < 0.05

Physical Function

PsA Psoriasis Control
n=280 n=40 n=40

PsA vs. psoriasis P < 0.05
PsA vs. control P < 0.05
Psoriasis vs. control not significant



Mnyowviopocg 6paonc anpeUAAOTNC




MeA€tn ACTIVE (phase IlIB): mpwipn Kot MOPATETOUEVN AITOTEAEGLATLKOTNTA LE

povoOepamneia Apremilast og un-ekteOepévou o€ BLoAOYLKO Tapayovia

Annals of the aoBeveic pe Wwpraoikn ApOpitida
Rheumatic
Diseases
2xeblaopog ACTIVE
Open-Label
Treatment
: Placebo-Controlled Phase ' Active Treatment Phase ' Phase
Study Week

-5 0O 24 6 8 12 16 20 24 36 52 104
L1 1

1
> . o
[WE] 1 =4
== '3
= 1=
= 1.3
1
|
1
Stratify by
= DMARD use
« Oral corticosteroid use *

Primary End Point:
ACR20 at Week 16

*All doses were titrated over the first week of treatment.

SPatients whose SJC and TJC had not improved by =10% at Week 16 were eligible to be switched to apremilast 30 mg BID (with dose titration) if they were
initially randomized to placebo, based on investigator discretion; apremilast-treated patients remained on their assigned treatment.

At Week 24, all remaining placebo patients were switched to apremilast 30 mg BID (with dose titration) through Week 52.

Published online 17 January 2018




MeA€tn ACTIVE (phase IlIB): mpwLpn Kol MOPATETOUEV ATMOTEAECHATIKOTNTO MLE
povoOeparneia Apremilast og pn-ekteOeévoug o€ BLoAoyLko mapayovto acOeveic pe

Wwpraoki ApOpitida

AnpoypadLkd XopaKTNPELOTIKA

Apremilast
30 mg twice daily
Placebo n=109 n=110

Age, mean (SD), years 48.0 (13.8) 50.7 (12.2)
Female, n (%) 65 (59.6) 58 (52.7)
White, n (%) 105 (96.3) 109 (99.1)
Region, n (%)

North America 42 (38.5) 42 (38.2)

Europe 38 (34.9) 47 (42.7)

Rest of world 29 (26.6) 21 (19.1)
Weight, mean (SD), kg 90.1 (21.1) 92.6 (24.0)
Body mass index, mean (SD), kglm2 31.8(7.8) 32 0 (7.9
PsA duration, mean (SD), years 3.6 (5.5) 4.0 (4.5)
SJC (0—786), mean (SD) 10.0 (5.9) 9.0 (4.9)
TJC (0—78), mean (SD) 18.4 (14.2) 17-2 {12.7F)
High-sensitivity CRP, mg/dL, mean (SD) 1.25 (1.6) 1.44 (1.6)
Erythrocyte sedimentation rate, mm/h 30.3 (17.5) 33.1 (19.0)
Enthesitis™, n (%) 51 (46.8) 56 (50.9)
GEI score (0—6)1, mean (SD) 2.4 (1.6) 2.3 (1.3)
HAQ-DI sore (0—3), mean (SD) 1.20 (0.59) 1.25 (0.61)
Use of PsA-related medications

Prior use of csDMARDS, n (%) 78 (71.6) 74 (67.3)

Prior use of methotrexate, n (%) 66 (60.6) 61 (55.5)

Baseline corticosteroid use¥ (mean dose, 14 (12.8) 13 (11.8)

4.4 mg/day), n (%)

Baseline non-steroidal anti-inflammatory 74 (67.9) 76 (69.1)

drug use, n (%)




MeAétn ACTIVE (phase 111B): ANTAMOKPIZH KATA ACR20

Nooooto twv acBsvwv nou nietvyaivouv ACR20, mouv mapatnpeitot arno tn 2" eBdopada

“0 67.1%

60.0%

ACR20
Placebo-Controlled Phase Active Treatment Phase

100 - : ; (All Patients on Apremilast)
£ 90 : E
2 5 P=0.004
S 80 - = =
g, P=0.004 |
& 70 - |
9 - P=0.025 ; ——
& :
Q
<
g 50 -
e 40 - ; === Apremilast 30 mg twice daily
£
o | “a ... R
2 30 - £ o | Placebo
2 ! ~ 1 — Placebo early escape to
) 20 A 5 apremilast 30 mg twice daily
.§ [ ! ~gi— Placebo crossover to
& s | i apremilast 30 mg twice daily

08 T T T T |
20 24 28 36 52
Study Week
Apremilast 30 mg BID, n/m 42/91 | 53/91 | 50/88 | 53/85 53/83 53/79

Placebo/Apremilast 30 mg BID, n/m | 22/97 | 30/97

38/97

45/95

47194

54/90

2TIZ 52
EBAOMAAE2
APR-APR: 67,1%
Twv aoBevwv
TIETUXAV KOl
Sdtatipnoav
QVTATIOKPLON
ACR20.

PCB-APR: 60% twv
a0Bevwy mMETUYOV
QVTATIOKPLON
ACR20




MeAgtn ACTIVE (phase 111B): ANTANOKPIZH KATA DAS-28

Méon peiwon tou deiktn DAS-28, mou napatnpeital ano tn 2" eBdopdada

Mean Change From Baseline

Placebo-Controlled Phase

Active Treatment Phase

(All Patients on Apremilast)

Study Week
0 246 8 12 16 20 24 28 36 52
000 I I 1 E l E 1 1 1
0.20 A | i | o
F0.39] : == Apremilast 30 mg twice daily
040 - . RN l =" Placebo
. '. » o. | |
-0.60 L | N\ ! — [ — Placebo early escape to
-0.80 - : u I apremilast 30 mg twice daily
' I |
21.00 A e Placebo crossover tq _
apremilast 30 mg twice daily
1.20 - :
-1.40 +|P=0.0080 i . = -1.46
-1.60 - I J
I I —9-1.71
-1.80 1 <0.0001 [P=0.003
-2.00 - ' '
Apremilast 30 mg BID, n 87 91 86 85 83 79
Placebo/Apremilast 30 mg BID, n 97 96 97 95 94 Q0

2TIZ 52 EBAOMAAEZ
APR-APR: n péon
pelwon tou deiktn
DAS-28 sivou 1,71.

PCB-APR: n péon
pelwon tou deiktn
DAS-28l sivou 1,46.




MeAétn ACTIVE (phase I1IB): MOZOZTIAIA MEIQZH TON

AIOTKQMENQN APOPQZEQN

Swollen Joint Count

Placebo-Controlled Phase Active Treatment Phase
(All Patients on Apremilast)
Study Week 2TIZ 52 EBAOMAAEZ
02468 12 16 20 24 28 36 52 APR-APR: 0 pgoog
10.0 +—trui—1—1 : * . ; : : : apLOUOC TwY
004 \ _ _ ' SLOYKWUEVWV
E oo ' : ) === Apremilast 30 mg twice daily APBPUCEWY HELHONKE
° : “= @+ Placebo katd 77,5%.
§ -20.0 ~ \ i — @ - Placebo early escape to
g -30.0 - \ i apremilast 30 mg twice daily PCB-APR: 0 H£00C
ng -40.0 L . ~{l-= Placebo crossover to apteuéq TWV
o % : apremilast 30 mg twice daily 5 .
@ 500 - ' : LOYKWUEVWV
£ 600 - ' apOpWoEWV MELWONKE
:\ﬁ ‘ ; ' \‘ Kata 71,9%,
g U ! = | ~71.9%
2 -80.0 - i -77.5%
= 00 P=0.0001
| § P=0.002
1000 - |
Apremilast 30 mg BID, n 91 91 88 85 83 80
Placebo/Apremilast 30 mg BID, n | 97 97 97 95 94 91




MeAgtn ACTIVE (phase 11IB): NOZOZTIAIA MEIQZH TQN EYAIZOHTQN

APOPQZEQN
Tender Joint Count
Placebo-Controlled Phase Active Treatment Phase
(All Patients on Apremilast)
Stady. Woek 3TIZ 52 EBAOMAAES
55 024638 12 16 20 34 28 36 52 APR-APR: 0 péoog
0'0 ; [ ] : apBuoC Twv

o i SN i =={ Apremilast 30 mg twice daily eluatoentw\’/
% -10.0 A . N \ ' i B apepwoe'w;/ou:;wenks
§ -20.0 + Y : ~ I ~ Placebo early escape to RS SR

30,0 - : N B3 apremilast 30 mg twice daily ,
g \ <2555 PCB-APR: 0 aplBuog
i -40.0 - 4 -~ Placebo crossover to (50
e | apremilast 30 mg twice daily Tw\,’ gvalo r]t'wv
£ -50.0 4 : apOPWOEWV HELWONKE
S -60.0 A ! é- — -61.4% kotd 61,4%
2 700 - E
g 70.0 ! I ﬁ’ -70.4%
g 800 - P=0.002 ;

-90.0 | P=0.009

-100.0 - ! i
Apremilast 30 mg BID, n 9 91 88 85 83 80
Placebo/Apremilast 30 mg BID, n 97 | 97 97 95 94 91




MeAgtn ACTIVE (phase 11IB): ANOAPOMH THZ ENOEZITIAAZ

MOZOITO AZOENQN NOY NETYXAN ANMOAPOMH ENGEZITIAAZ (GEI=0)

Placebo-Controlled Phase

Active Treatment Phase

- 69.8%

= 55.8%

100 - i (All Patients on Apremilast)
90 - § i
S 801 i i
© i E
5 101 : !
O 60-
g
S 50 - :
9@ :
§ 40 A 3 == Apremilast 30 mg twice daily
2 4 i =@+ Placebo
e ’ i
2 ; - i -~ Placebo early escape to
e 20 - i apremilast 30 mg twice daily
10 4 ! ~{i— Placebo crossover to
i apremilast 30 mg twice daily
0 ' [ R i ! T i
02 46 8 12 16 20 24 36 52
Study Week
Apremilast 30 mg BID, n/m 26/49 |21/49| 27/48 31/46 30/43
Placebo/Apremilast 30 mg BID, n/im | 16/46 |20/46 | 24/46 27/45 24/43

2TIZ 52 EBAOMAAEZ
APR-APR: 69,8% twv
aoBevwy METUXOV Kall
Sdwatripnoav
amodpoun
evBeoitidac.

PCB-APR: 55,8% twv
aocBevwv mMETUYOV
amodpoun
evBeoitidag.




MeAgtn ACTIVE (phase 11IB): BEATIQZH THZ AEITOYPTIKHZ

IKANOTHTAZ

Méon petaBoln tov dsiktn HAQ-DI, mou mapatnpeitot ano tn 2" eBdopada

Placebo-Controlled Phase

Active Treatment Phase

(All Patients on Apremilast)

Study Week
0 24 6 8 12 16 20 24 28 36 52
0.00 " L 1 1 L 1 : 1 'l 1 1 1
o . i i
£ el g | 3TIZ 52 EBAOMAAES
§ R e ‘ : E = Apremilast 30 mg twice daily APR-APR: n peon
@ 010 - - F\ : I ueiwon tou Seiktn
£ o L\ i i HAQ-DI eivaw 0,4.
E i : — [ - Placebo early escape to
o : | apremilast 30 mg twice daily PCB-APR: ) péon
-§ -0.20 - E —R— PlaCEbo crossover tO : usi_wcn TOoU Ssi_K-[r]
o B=0.040 i apremilast 30 mg twice daily HAQ-DI eivat 0,32
§ ' 4 otnv epSopdda 52.
= -0.30 -
a —i -0.32
(¢}
<
i
-0.40 - -0.40
Apremilast 30 mg BID, n 91 91 88 85 83 80
Placebo/Apremilast 30 mg BID, n 97 97 97 95 94 91




MeA€tn ACTIVE (phase IlIB): mpwipn Kot MOPATETOUEVN AITOTEAEGLATLKOTNTA LE

povoOepamneia Apremilast og un-ekteOepévou o€ BLoAOYLKO Tapayovia
acBeveic pe Wwpraoikn ApBpitida

Efficacy Outcomes at Week 16 in Patients With Prior csDMARD Use (69%)

Efficacy Outcomes at Week 16
Patients with Prior csDMARD Use Overall Population
Placebo Apremilast Placebo Apremilast
(n=78) (n=74) (n=109) (n=110)
ACR20 response*, n/m (%) 16/78 (20.5) 29/74 (39.2)8 22/109 (20.2) 42/110 (38.2)!l
SJCT, mean % change 3.1 -40.7! 4.2 -46.47
TJCt, mean % change 5.4 -26.8¢ 2.5 -32.3ll
-6)tt
GEIl score (0-6)T# mean 0.2 1.5l —04 —1.5l
change

MopopoLla anoTeAEopaTa TapatnpROnKayv Kot 0To UTTOCUVOAO TwV acBevwy ekTeBeLPEVWY Og peBotpedtn
(58%).




MeA<tn ACTIVE (phase 11IB): Z0voyn avemiBuuntwv EVePyELWV

Table 3 Nature, incidence and severity of AEs

Placebo-controlled phase
(weeks 0-24%)

Cumulative apremilast
exposuret

Apremilast 30 mg twice

Apremilast 30 mg twice daily

Patients, n (%) Placebo n=109 daily n=109 n=206

Any AE 69 (63.3) 73 (67.0) 144 (69.9)
Any serious AE+ 5 (4.6) 3(2.8) 10 (4.9)
Any AE leading to study drug withdrawal 5 (4.6) 10(9.2) 17 (8.3)
Any AE leading to death 0(0.0) 0(0.0) 1(0.5)
AEs with incidence =5% in any treatment group

Diarrhoea§ 12 (11.0) 16 (14.7) 33 (16.0)
Nausea 2(1.8) 9(8.3) 16 (7.8)
Nasopharyngitis 7 (6.4) 9(8.3) 16 (7.8)
Headache 4(3.7) 8(7.3) 12 (5.8)
Hypertension 7 (6.4) 7 (6.4) 13 (6.3)
Upper respiratory tract infection 11 (10.1) 5 (4.6) 14 (6.8)
Select laboratory assessments, n/m (%)

ALT >3 x ULN, U/L 1/108 (0.9) 1/108 (0.9) 4/205 (2.0)
Creatinine >1.7 x ULN, pmol/L 0/108 (0.0) 0/108 (0.0) 1/205 (0.5)
Haemoglobin value,<10.5 g/dL (male) or <8.5g/dL (female) 2/108 (1.9) 0/109 (0.0) 2/205 (1.0)
Leucocytes <1.5, 10%/L 0/108 (0.0) 0/109 (0.0) 0/205 (0.0)
Neutrophils <1.0, 10°/L 1/108 (0.9) 1/109 (0.9) 1/205 (0.5)
Platelets <75, 10°/L 1/107 (0.9) 0/109 (0.0) 0/204 (0.0)




Aebopeva amo tnv kooptn acBevwv pe Ywpraokry Apbpltida oto «ATTIKOV»

Movada Peupatoloyiac kat KAwvikic Avocoloyiag
A’ Navermotnpioakn MaBoloyiki KAwiki
Navenotnuioko Meviko Nocokopeio « ATTLKOV»




Apremilast otnv YpwpLaowr) apOpitda
[N «ATTkOV»

13 aoBeveic - Baseline xapaktnplotika
Appev UM, nN(%)
HAwia otnv évapén apremilast (etn), péon (SD)
Awdpkela vooou (€1n), Sidpeon (eUpog)

Tunog vooou, n (%)

* Mepideptkn
* AfoviKn

lotopiko Ca

Mponyoluevn xprion BloAoyikou napayovia, n (%)
EvaioOntec apOpwoelg, Sidpeco (evpog)
AloyKwHEVEC apBpwoEeLS, Sidpeco (sUpog)

DAPSA, diapeco (evpog)

Patient VAS, p<oo (SD)

AakTtuAitida, n (%)

EvOsoitida, n (%)

8 (61.5)
62.5 (13.5)
1.7 (0-11)

12 (92.3)
2 (15.4)

4 (30.8)

4 (30.7)

8 (0-24)

6 (0-20)
27.5 (10-56)
46.9 (24.3)
3(23.1)

2 (15.4)




Apremilast otnv YwpLaoikn apBpitda

[N « ATTIKOV»

30

25

20

15

10

27,5

p=0.08

Follow-up, 6wapeco (evpog): 4 pveg (1.0-11.2)

Zuyxopnynon DMARD, n(%): 8 (61.5)
Zuyxopnynon GCs, n(%): 6 (41.5)

MetafoAn DAPSA
Baseline =» Last follow-up

M Baseline

M Mo npoodarto f/u



Apremilast otnv pwpraoikn apbpttida

[N «ATTKOV»

o N b O
1

TD joint, median

Baseline

p<0.01

Mo npdodarto f/u

SW joints, median

Baseline

p<0.01

Mwo npoodarto f/u

40 -

20 -

60 -

40 -

20 -

VAS global

p<0.26

Baseline Mw npoodarto f/u

Baseline

VAS ntovou

p<0.33

Mw npoodarto f/u




ACTIVE - Take home notes

*  ATOTEAECHATIKOTNTO OTLG KUPLEG TIOLPALULETPOUG TLG VOOOU

* Xg €va Mooooto acBevwyv BeAtiwon oo tnv 2 sBSoudSag

* Amodpopn tnG evOecitidac oto 70% Twv acBsvwv

* EmBeBaiwvetal to npodil acpdAeiag tov Apremilast
Omw¢ £XeL katayporel Ao TG KALVIKEG MEAETEG







