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AnAwon cupdepovIwy

Tiuntikn ApoBn amnd tnv etapeio GENESIS

EKTTOLOEUTIKEC-EPEVVNTLKEC-OUBOUAEVUTLKEC ETILYOPNYNOELC TNV TEAEUTAL
Oletia:

MSD, Roche, Abbvie, Novartis, Genesis, UCB

H rtapouaoiaon evdexetal va eptAauBavel ava@opec o KAwvika SeSOUEVO EKTOC
EVOELENC, AITOKAELOTIKA YLO TOUG OKOTTOUG TG EMLOTNUOVIKNC du{NTNONG Kol oxt
yla OKOrtou¢ tpowdnong



H £kdpaon Twv KUTTAPOKWVWYV ENNPEAIETOL KoL ATTO
£VOOKUTTAPLOUC TTAPAYOVTEG, OTIWC N KUKALKNA
novodpwodopkn adevooivn (CAMP)

To cAMP &pa wg 0y
gevbokuttapLkog StapBaotnig 2 4 NN P
cftshvovraq OApaT WG N/ 4 ' vuovdo&slgusoo)\a[int C
QmAvTNon o€ pnvUpaTa ano 2 4 6-
T0 €€wKUTTAPLO TiEPLBAAAOV

v’

AvtipAeypovwdeLg
pecoAapnteg ©

Ta oApoto autd cupBaiiouv
otn dtatripnon tng
QVOOOAOYLKAG OLOLOOTACNG
HEOW TNG TIAPAYWYNG A TNG
KQATAOTOANG ULOC OELPAG
HecOAaBNTWV TNG
$Aeypovng!
Kuttapo

OLVOOOTIOLNTLKOU *

PDE=phosphosdiesterase; cAMP=cyclic adenosine monophosphate *Including dendritic cells and monocytes

1. Oger S et al. J Immunol 2005;174:8082-9; 2. Semmler J et al. Immunology 1993;78:520-5; 3. van der Pouw Kraan TC et al. J Exp Med 1995;181:775-9;
4. Serezani CH et al. Am J Respir Cell Mol Biol 2008;39:127-32; 5. Luo M et al. J Biol Chem 2004;279:41512-20.



H AnpeplAaotn, pEow tng avaotoAng tng PDE4 puBuileL tnv
napaywyn tTwv pecoAafntwv tnc PAEYUOVAG

To Apremilast avaotéAAel
evbokuttaptkd tnv PDE4 kat
aUEAVEL TN CUYKEVTPWON TOU CA

DAeypovwdelg
HecoABNTEG

(rtx. TNF-a, IL-23,
IFN-y) ‘

A

—

JuVeENwG puBuileL Tnv
avOoOAOYLKA amavtnon,
e€loopponwvtag TV Ekppaon

TwV PAEYHOVWEWV Kal AVTl¢7\£vu0Vd)'5Elc
AVTLPAEYLOVWE WV uiﬁ“ﬁﬂlng)ec
HEcONOBNTWV X:

Evepyomnolnpiévo KUTTapo Tou
OLVOGOTIOLNTLKOU

Schafer. Biochem Pharmacol. 2012;83:1583.



AnpeptAaotn: o mpwtoc avaoTtoAEac tng PDE4 pe €vdelén
otnv Ywpiaon kat tnv WA

= XounAou MB Bapoug popro
" JTOXEUVMEVN 6paon otn PDE4

= Apa oe:
= KUttapo ovoGOoTtoLNTLKOU

= Kepatwokuttapo
= KiUttapa apBplkol vpéva



Apremilast: Mlevikog Zxebraopog KAwikwv MeAetwv PALACE
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(PALACE 1, 2,

23% (PALACE 3) 'l' .
PALACE 1: Additional PK/PD assessment
Primary End Point: . - - , .
ACR20 at Week 16 PALACE 3: Require qualified skin lesion
PALACE 4: DMARD-naive
MTX, LFN, SSZ PALACE 2 Evupwraika KEVT
Arntotuyia ce mponyoupevo BloAoykd <10% 21 BAaPn 22 cm

Tporortotnuévo ano: Mease PJ. Rheumatol Ther. 2014; 1:1-20
H xprion tou Apremilast 20mg BID bev €xet eykptOei otnv EE & ti¢ HIMA
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H xprion tou Apremilast 20mg BID bev €xet eykptOei otnv EE & ti¢ HIMA
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Meplexopeva

AnoteAeopatikotnta Kot acpaleia otov biologic-naive

acOevny

5etn dedopEva AmOTEAEOUATIKOTNTAC Kol opAAELOC OO TO

KALWVLKO Ttpoypappo PALACE

Aedopeva aodpaleiog



Clinical and epidemiological research

OPEN ACCESS

EXTENDED REPORT

Early and sustained efficacy with apremilast
monotherapy in biological-naive patients with
psoriatic arthritis: a phase 1B, randomised controlled
trial (ACTIVE)

Peter Nash," Kamal Ohson,” Jessica Walsh,? Nikolay Delev,” Dianne Nguyen,*
Lichen Teng,” Juan J Gémez-Reino,” Jacob A Aelion,® on behalf of the ACTIVE
investigators

Ann Rheum Dis 2018;77:690—698.



2xedLaopoc peAetnc ACTIVE

Open-Label
Treatment
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* DMARD use
o 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.

Ann Rheum Dis 2018,;77:690-698



Anpoypadikd XapaKTNPLOTIKA

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), kg/m2 31.8(7.8) 32.0(7.9)
PsA duration, mean (SD), years 3.6 (5.5) 4.0 (4.5)
SJC (0-76), mean (SD) 10.0 (5.9) 9.0 (4.9)
TJC (0-78), mean (SD) 18.4 (14.2) 17.2(12.7)
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)
GEl 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)

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

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

4.4mg/day), n (%)

Baseline non-steroidal anti-inflammatory 74 (67.9)

drug use, n (%)

Ann Rheum Dis 2018;77:690-698



Avtanokpton kotdt ACR20

Nooooto twv acBevwv mou nietuyaivouv ACR20, mou mapatnpeitot arno tn 2" eBdopada

ACR20
Placebo-Controlled Phase Active Treatment Phase

100 - : (All Patients on Apremilast)
X 90 - i i 2TI2 52
§ | $=0.004 EBAOMAAE2
g 907 : APR-APR: 67,1%
o 70 - TwV acBevwv
g P=0.025 L - TIETUXAV Kall
& 60 A , 3.6 e Slatrpnoav
2 50 | R QVTATIOKPLON
c 7 : | -
- Y iialann T ACR20.
S, - E =={~ Apremilast 30 mg twice daily
2 " : Ml b= Placeho PCB-APR: 60% twv
E’ ] J et el .~ Placebo early escape to aerVd’V,“éTUXO‘V
@ 204 "/ " . [20.2%] ;. i apremilast 30 mg twice daily QVTOTTOKPLON
.§ ) ! E | - Placebo crossover to ACR20
g 0 /R E i apremilast 30 mg twice daily

I 2 T T T ; T T 1
0 2 4 6 8 12 16 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
Placebof/Apremilast 30 mg BID, n/m | 22/97 | 30/97 | 38/97 | 45/95 47194 54/90

Ann Rheum Dis 2018;77:690-698
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Avtanokption kota DAS-28

Méon peiwon tou deiktn DAS-28, mou napatnpeitat ano tn 2" eBdopdda

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 L1 1 1 ] | ] | ] I ]
-0.20 A | |
' ! Apremilast30 mg twice daily
-0.40 - i i Placebo 2TIZ 52 EBAOMAAE2
-0.60 1 , i i Placebo early escape to M " usjcr]
0.80 - : : apremilast 30 mg twice daily Hetwon t?u belkn
: ! '[0.76] DAS-28 ewva 1,71.
100 - - Placebo crossover to
' : apremilast 30 mg twice daily _ .
120 A . ! PCB-APR: n peon
: nelwon tou Seiktn
-1.40 1|P=0.0080 i . DAS-28 eivat 1,46.
-1.60 - i EI
-1.80 - P<0.0001] [P=0.005
-2.00 - ' '
Apremilast 30 mg BID, n 87 91 86 85 83 79
Placebo/Apremilast 30 mg BID, n 97 96 97 95 94 90

Ann Rheum Dis 2018;77:690—-698



MocooTtiaia peiwon Twv SLOYKWHEVWVY apOpwaoewv

Mean % Change From Baseline

Placebo-Controlled Phase

Swollen Joint Count

Active Treatment Phase
(All Patients on Apremilast)

Study Week
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-100.0 - X
Apremilast 30 mg BID, n 91 91 88 85 83 80
Placebo/Apremilast 30 mgBID,n [ 97 | 97 | 97 | 95 94 91

2TIZ 52 EBAOMAAE2
APR-APR: 0 pécog
apLlOpoC Twv
SLOYKWUEVWV
apBpwoswv HELWONKE
Kata 77,5%.

PCB-APR: 0 Hécog
apLOUOC Twv
SLOYKWUEVWV
apBpwoswv HELWONKE
kata 71,9%,

Ann Rheum Dis 2018;77:690-698



Mocootiaia peiwon twv evaicOntwv apBpwoewv

Mean % Change From Baseline

Tender Joint Count

Placebo-Controlled Phase

Active Treatment Phase
(All Patients on Apremilast)
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Ann Rheum Dis 2018;77:690-698



Antodpoun TnG evOeoitidog

MOZOITO AZOENQN NOY NETYXAN ANMOAPOMH ENOGEZITIAAZ (GEI=0)

Patients Achieving GEIl of 0 (%)

Placebo-Controlled Phase

Active Treatment Phase
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02 46 8 12 16 20 24 36 52
Study Week
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Placebo/Apremilast 30 mg BID, n/m | 16/46 |20/46| 24/46 27145 24/43

Ann Rheum Dis 2018;77:690—698



BeAtiwon tng AELTOUPYLKAG LKOLVOTNTOLG

Méon petaBoAn tou deiktn HAQ-DI, mou napatnpeitatl ano tn 2" eBéopada

Placebo-Controlled Phase Active Treatment Phase
(All Patients on Apremilast)
Study Week
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= -0.30 - ' :
o. ]
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- : :
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Placebo/Apremilast 30 mg BID, n 97 97 97 95 94 91

Ann Rheum Dis 2018;77:690—698



ATOTEAEGUATIKOTNTA OE OXEON UE TTPONYOUUEVN €KOEON O€

|

DMARDs

Table S2 Efficaby Outcomes at Week 16 in Patients With Prior csDMARD Use

Efficacy Outcomes at Week 16

Fatients with Prior csDMARD Use

COwerall 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)% 221109 (20.2) 42/110 (38.2)"

SJCT, mean % change 3.1 -40.71 42 -46 4%

TJCT, mean % change 5.4 -26.8% 25 -32.31

R)tt
GEl score (0-6)T-+, mean 02 15l 04 15l
change

*Full analysis set; patients with missing data were categonsed as non-responders.

TFull analysis set; least-squares means are presented.

*Evaluated in patients with enthesitis at baseline (GEIl =0) {csDMARD-exposed subset, apremilast: n=39,

placebo: n=37; overall population, apremilast: n=36, placebo: n=31).

5p=0.05; Ip=0.005; Yp=0.0001 versus placebo; based on a mixed-effects model forrepeated measures for

continuous parameters, and a Cochran-Mantel-Haenszel test for ACR20.

Ann Rheum Dis 2018;77:690—698



20voyn avermtBuunTwv 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 <8.5 g/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)

Ann Rheum Dis 2018;77:690-698



2YMMEPAZMATIKA

» Me tn peAétn ACTIVE TekunpLwVETAL N TAXELO ATTOTEAECUATIKOTNTA TOU
Apremilast og biologic-naive acBeveic, amno tn 2" poAlg efdopada
Beparelag oe OAEC TIC EKONAWOELG TNC VOOOU CUUTEPIAAUBAVOUEVWY TWV
guoloOnTwv Kot SLoyKwHEVWY apBpwoewy, TnG evBeoitidag Kal TG
npwlvnc duokapiog

» EmBeBaiwvetal 1o mpodih achaielag tou Apremilast Omwc xeL

Kataypadel armo TG KAWVIKEC LEAETEC

» Ta amoteAéopata tng peAetng ACTIVE cuvnyopouv otn xprion Tou

Apremilast o€ biologic-naive acBeveig

Ann Rheum Dis 2018;77:690—-698



Meplexopeva

AmtoteAeopatikotnTa Kot a.opalela otov biologic-naive

aoBevi

5etn 6edopcva anoteAecpatikotnTac kot acpAaAeLlac oo to

KAWVIKO ntpoypappo PALACE

Aedopeva aodpaleiag



MeA€tn PALACE 1 (phase lll): 5etr) 6edopEva AmMOTEAEGUATIKOTNTOG
kat aopaleiac Apremilast oe aoBeveic pe Wwplaoikn ApOpitida

2018
AAD Annual Meeting

San Diego, California
February 16-20, 2018

6336

Durability of Apremilast Response Through 5 Years of
Treatment in Subjects With Psoriatic Arthritis

Arthur Kavanaugh, MD?; Dafna D. Gladman, MD?; Juan J. Gomez-Reino, MD3;
Stephen Hall, MBBS, MMSc?; Eric Lespessailles, MD, PhD>; Philip J. Mease, MD6;
Georg Schett, MD’; Maria Paris, MD8; Lichen Teng, PhD8; Jirgen Wollenhaupt, MD, PhD?

1University of California, San Diego, School of Medicine, La Jolla, CA; ZKrembil Research Institute, Toronto Western Hospital, Toronto,
ON, Canada; 3Hospital Clinico Universitario, Santiago, Spain; “Monash University, Cabrini Health, Melbourne, Australia; *University of
Orléans, Orléans, France; ®Swedish Medical Center and University of Washington School of Medicine, Seattle, WA; “Friedrich-
Alexander-Universitat Erlangen-Nirnberg und Universitdtsklinikum Erlangen, Erlangen, Germany; 8Celgene Corporation, Summit, NJ;
9Schoén Klinik Hamburg Eilbek, Hamburg, Germany

https://www.aad.org/eposters/Submissions/getFile.aspx?id=6336&type=sub
Presented at: the 2018 AAD Annual Meeting; February 16-20, 2018; San Diego, CA.
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2xedlaopoc peAétnc PALACE 1

Blinded Active Long-term
. PIac:abo-ControIIed Fl’hase _ Treatment Phase | Open-Label Phase .
I T T T [ !
Week —4 Baseline Week 4 Week 16 Week 24 Week 52 5 Years
Apremilast 30 mg BID Apremilast Apremilast 30 mg BID
P g 30 mg BID P g
N N
= S
s <
o= Placebo S
: ;
< 2
Apremilast 20 mg BID AP Apremilast 20 mg BID
- 20 mg BID
Stratify by
DMARD use

Primary End Point:
ACR20 at Week 16

*All doses were titrated over the first week of treatment.
$Subjects whose SIC and TJC had not improved by >20% at Week 16 were considered non-responders and were required to be re-randomized (1:1) to
apremilast 30 mg BID or 20 mg BID if they were initially randomized to placebo. Apremilast-treated subjects remained on their initial dose.

*At Week 24, all remaining placebo subjects were re-randomized to apremilast 30 mg BID or 20 mg BID.

Kavanaugh A, et al. Ann Rheum Dis 2014,73:1020-1026
H xprion tou Apremilast 20mg BID bev €xet eykptOei atnv EE & tic HIA



AnpoypadLka XOPOLKTNPLOTLKA

Apremilast
Placebo 30 mg BID 20 mg BID
n=168 n=168 n=168
Age, mean, years 51.1 51.4 48.7
Female, n (%) 80 (47.6) 92 (54.8) 83 (49.4)
Body mass index, mean, kg/m? 31.1 30.6 30.9
Duration of PsA, mean, years 7.3 8.1 7.2
Duration of psoriasis, mean, years 15.7 16.5 15.5
SJC (0-76), mean 12.8 12.8 12.5
TIC (0-78), mean 23.3 23.1 22.2
HAQ-DI (0-3), mean 1.2 1.2 1.2
DAS-28 (CRP), mean 4.9 4.9 4.8
PASI score* (0-72), mean 9.1 7.4
Prior use of conventional DMARDs (biologic-naive), n (%) 120(71.4) 124 (73.8) 129 (76.8)
Prior use of TNF-a blocker, n (%) 39 (23.2) 37 (22.0) 33 (19.6)
Prior biologic failures, n (%) 19 (11.3) 14 (8.3) 14 (8.3)
Baseline DMARD use, n (%) 110 (65.5) 106 (63.1) 111 (66.1)
Methotrexate (mean dose, 16.6 mg/week) 90 (53.6) 88 (52.4) 95 (56.5)
Leflunomide (mean dose, 17.2 mg/day) 11 (6.5) 9(5.4) 10 (6.0)
Sulfasalazine (mean dose, 2.3 g/day) 18 (10.7) 20 (11.9) 16 (9.5)
Baseline oral corticosteroid use, n (%) 12 (7.1) 16 (9.5) 25 (14.9)
Oral corticosteroid dose$, mean (SD), mg/day 6.0 (2.5) 6.1(2.2) 6.1(2.9)
Baseline NSAID use, n (%) 118 (70.2) (120 (71.4) 123 (73.2)

The n reflects the number of randomized subjects who received 21 dose of study medication; actual number of subjects available for each parameter may vary.
*Examined among subjects with psoriasis involvement of BSA 23% at baseline and non-missing PASI score at baseline (placebo: n=65; apremilast 30 mg BID: n=82;

apremilast 20 mg BID: n=76).
SAll converted to oral prednisone dose.

The use of Apremilast 20 mg BID is not approved for use in the EU or US.
Kavanaugh A, et al. Ann Rheum Dis 2014,73:1020-1026



Entiteuén ko duatnpnon pokpoxpoviag avranokpioncg kota ACR

MNoocooto twv acBevwv pe avranokpion ACR20, ACR50, ACR70

100 -
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1  —jl— ACRS50
80 4 —#— ACR70 71.7%
Q
ge 65.5% 65.2% 67.5%
o S 70 4
o ©
= Q
S & 60 A 53.2%
» o g 48.6%
BE cp | 45.9%
£ 40.6%
£ ¥ 40 | 34.5%
23 25.7%
S € 30 - -
&<
20 A 28.5% 28.4%
. 23.2%
10 - 19.4%
14.1%
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
ACR20, n 190 | 166 | 159 | 150 | 145|144 | 144 | 141 | 138 | 134 | 127 (123|123 | 121 | 117 | 112 | 106
ACR50, n 191 | 168 | 160 | 150 | 145|143 | 144 | 141 | 138 | 134 | 128 [124] 122 | 120 | 117 | 113 | 107
ACR70, n 191 | 169 | 161 | 152 | 144 | 144 | 145 | 141 | 138 | 133 | 128 [124] 123|120 | 118 | 112 | 109

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 available data at the time point; it may vary slightly for each outcome.

https://www.aad.org/eposters/Submissions/getFile.aspx?id=6336&type=sub

Presented at: the 2018 AAD Annual Meeting; February 16—-20, 2018; San Diego, CA.
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Entiteuén kot Statipnon HoKPoxpOovLac avtanoKpLonc: evaiodntec kot
SLOYKWUEVEC apOpwWOELC

Méon noocootiaia petaBoAn tov aplBpov evaicOntwv Kat Stoykwpévwv apbpwaoswv
Study Week
2 65 78 91 104 117 130 143 156 169 182 195 208 221 234 247 260

0 16 24 40 5
O 1 1 1

Mean % Change From Baseline
o
o

-60 A
-70 A
-80 -
-90 + -84.2% _87 2%
-100 -
SJC/TIC, n 192 | 167 | 160 | 153 | 145 | 144 | 145 |141| 139 | 133 | 128 | 125 | 123 | 121 | 118 | 113 | 108

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).
https://www.aad.org/eposters/Submissions/getFile.aspx?id=6336&type=sub
Presented at: the 2018 AAD Annual Meeting; February 16—20, 2018; San Diego, CA.
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Ermtiteuén ko SLatpnon HoKPoXPOvVLAC AVTAmOKeLonG: evoeoitida,

Proportion of Subjects

SakTuAltida

MNooooto twv acBevwv mou nEtuyav anodpopn SaktuAitidag kot evleaitidag

100 - 90.2%
. 0
90 i 83.3% 84-0%
80.0%
80
c
S 70 1 60.0%
= 60 -
(72}
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Study Week
MASES=0, n/m 44/125(43/107|46/102| 41/98 |41/94| 42/92 | 43193 | 43/89 | 51/80 | 43/83 | 43/79 |38/76| 44/75 | 49/75 | 39172 | 41/69 | 36/66

Dactylitis Count=0, n/m | 45/75 | 48/62 | 43/60 | 50/57 |45/54 | 44/54 | 43/54 | 44/51 | 42/50 | 43/47 | 40/46 (39/44|37/41 | 37/41 | 33/39 | 30/37|28/35

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).
n/m=number of responders/number of subjects with sufficient data for evaluation.

https://www.aad.org/eposters/Submissions/getFile.aspx?id=6336&type=sub

Presented at: the 2018 AAD Annual Meeting; February 16-20, 2018; San Diego, CA.
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Entiteuén kot dtatipnon pokpoxpoviac avranokpiong otnv Ywpiaon

MNoocooto twv acBevwv mou netuyav anodpopr] PASI-50 ko PASI-75 (baseline BSA23%)
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Study Week
PASI-50, n/m 52/95 | 44/78 | 39/75 | 38/72 | 39/71 |39/70|44/71 | 45/70 | 39/68 | 39/66 |40/62|41/61| 37/60 |39/59| 33/55 | 36/54 |34/49
PASI-75, n/m 31/95| 17/78 | 20/75| 19/72 | 21/71 |20/70|26/71 | 24/70 | 24/68 | 25/66 [18/62(23/61| 21/60 |22/59| 22/55 | 26/54 |23/49

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).
n/m=number of responders/number of subjects with sufficient data for evaluation.
https://www.aad.org/eposters/Submissions/getFile.aspx?id=6336&type=sub
Presented at: the 2018 AAD Annual Meeting; February 16—20, 2018; San Diego, CA.
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5etn 6edopsva achalerog

ZUVOTTLKOG Itivakag AEs tou napatnpndnkav oto 5° £€tog

MNMepiodog ékBeong oTo Apremilast*

eBdopadeg >208 to <260
Apremilast
30 mg BID 20 mg BID
n=120 n=105

AcOeveig, n (%)
>1 AE 64 (53.3) 59 (56.2)
>1 ooBapn AE 12 (10.0) 9 (8.6)
AE mtou oénynoe oe dlakomr Bepameiag 1 (0.8) 0 (0.0)
Death 1(0.8)% 0 (0.0
AEs o€ 25% twv acBevwv, 0Aa ta okéAn o€ Oeparneia, n (%)
Nolpwén avwTtePOU avarmveuoTLKOU 8 (6.7) 7 (6.7)
Pwodapuyyitda 7 (5.8) 4 (3.8)
Nolpwén oupormnointikoL 6 (5.0) 4 (3.8)

*Includes all subjects who received apremilast during the time interval relative to the start of apremilast administration.
SNecrotizing fasciitis of the anterior abdominal wall, refractory hypotensive shock, and acute renal failure considered not related to apremilast
by investigator. Subject had a history of diabetes mellitus.

The use of Apremilast 20 mg BID is not approved for use in the EU or US.

https://www.aad.org/eposters/Submissions/getFile.aspx?id=6336&type=sub
Presented at: the 2018 AAD Annual Meeting; February 16—20, 2018; San Diego, CA.
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2YMMEPAZMATIKA

Ta emikatporolnpeva dedopeva 5etiog tng peAetng PALACE 1,
ouvnyopouv oto OtL n Bepaneia pe Apremilast mpoodpEpPeL pakpoxpovia

enitevén kat Statipnon avtanokplong otnv Ywplaowkn ApBpitida
JUYXPOVWC ETUTUYXAVETOL HaKPOXPOVLOG EAeyxoc tnc Wwpiaong

To tpodil aocdaleiog tou Apremilast emPBeBalwvetal o Baboc 5etiog

https://www.aad.org/eposters/Submissions/getFile.aspx?id=6336&type=sub
Presented at: the 2018 AAD Annual Meeting; February 16—20, 2018; San Diego, CA.
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Meplexopeva

AmtoteAeopatikotnTa Kot a.opalela otov biologic-naive

aoBevi

5etn dedopEva AmOTEAEOUATIKOTNTAC Kol oPpAAELOC OO TO

KALWVLKO Ttpoypappo PALACE

Aedopéva aodpaleiog



MeAEteg PALACE 1-3 (phase lll): MAKPOXPONIA AEAOMENA
AZODAANEIAZ 2THN WQPIAZIKH APOPITIAA

AT SR |
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Consistent Safety Profile With Up to
4 Years of Apremilast Treatment: Analysis of
Data From 1,493 Subjects With Psoriatic
Arthritis in 3 Large, Phase lll, Long-term
Studies

Philip J. Mease?!; Dafna D. Gladman?; Juan J. Gomez-Reino3; Stephen Hall%;
Arthur Kavanaugh?; Eric Lespessailles®; Georg Schett’; Maria Paris;
Lichen Teng8; Jirgen Wollenhaupt?

1Swedish Medical Center and University of Washington School of Medicine, Seattle, WA; 2Krembil Research Institute, Toronto
Western Hospital, Toronto, ON, Canada; 3Hospital Clinico Universitario, Santiago, Spain; “Monash University, CabriniHealth,
Melbourne, Australia; *University of California, San Diego, School of Medicine, La Jolla, CA;
6University of Orléans, Orléans, France; “University of Erlangen-Nuremberg, Erlangen, Germany;
8Celgene Corporation, Summit, NJ; °Schon Klinik Hamburg Eilbek, Hamburg, Germany

Mease PJ, Gladman DD, Gomez-Reino JJ, et al. Consistent Safety Profile with up to 4 Years of Apremilast Treatment: Analysis of Data from
1,493 Subjects with Psoriatic Arthritis in 3 Large, Phase lll, Long-Term Studies [abstract]. Arthritis Rheumatol. 2017; 69 (suppl 10)
Presented at: the 2017 ACR/ARHP Annual Meeting; November 3—8, 2017; San Diego, CA.



Ermtiokontnon AEs
2TIZ 208 EBAOMAAEZ: Juvexnc LELWON TNC EMMTWONC TwV ocuyvwVv AESs LEXPL KalL TO 4 £T0C

Nepiodog £kBeong oto Apremilast*

EBSopddec 0 to <52 E55°“‘:"15§z >52 to EBSopabdeg >104 to <156  EBSopuddes >156 to <208
Apremilast Apremilast Apremilast Apremilast

30mgBID 20mgBID 30mgBID 20mgBID 30mgBID 20mgBID 30 mgBID 20 mgBID

AoBeveig, n (%) n=721 n=720 n=520 n=508 n=443 n=422 n=401 n=366
>1 AE 524 (72.7) 507 (70.4) 316 (60.8) 325 (64.0) 284 (64.1) 272 (64.5) 234 (58.4) 215 (58.7)
>1 SAE 47 (6.5) 40(5.6) 35(6.7) 39(7.7) 40(9.0) 33(7.8) 28(7.0) 27(7.4)
AE 110U 00NYyNnoE€ O¢

SiaKoTT [ 56 (7.8) 52(7.2) 13(2.5) 11(2.2)  7(1.6) 9(2.1) 717 10 (2.7)]
Bepartreiag
@dvaTog 0 (0.0) 18(0.1)  1¥(0.2)  0(0.0) 0 (0.0) 0(0.00 2l#@.5) 17(0.3)
AEs o¢ 25% Twv aoBevwy, n (%)
Aiéppoia 112 (15.5) 88(12.2) 20(3.8) 10(2.0) 12(2.7)  13(3.1) 4 (1.0) 3(0.8)
Nauria 108 (15.0) 69(9.6) 11(2.1) 8(1.6) 10 (2.3) 4(0.9) 3(0.7) 6 (1.6)
MovokéPaAog 75 (10.4) 61(85) 17 (3.3) 14(2.8) 12(2.7)  11(2.6) 7 (1.7) 9 (2.5)

Noipwén aviotepou 60 (8.3)  71(9.9) 27 (5.2) 40(7.9) 24(54) 30(71)  21(5.2) 27(74)
AVOTTVEUOTIKOU

PivogapuyyiTida 41 (5.7) 48 (6.7) 31 (6.0) 29 (5.7) 20 (4.5) 30(7.1) 26 (6.5) 25 (6.8)

$Multiorgan failure not suspected to be treatment-related. ¥Motor vehicle accident on Study Day 489.

ICerebrovascular accident on Day 1,330 in a 69-year-old man, considered unrelated to study drug; subject had history of myocardial infarction, atrial fibrillation, and
cerebrovascular accident. #Stroke on Day 1,224 in a 58-year-old woman, considered unrelated to study drug; subject had a history of chronic ischemic heart disease,
hypertension, alcoholism, and atrial fibrillation. THeart failure on Day 1,462 in a 70-year-old man, considered unrelated to study drug; subject had a history of ischemic

heart disease, arrhythmia, and heart failure. . . .
! ythmi |u The use of Apremilast 20 mg BID is not approved for use in the EU or US.

Mease PJ, Gladman DD, Gomez-Reino JJ, et al. Consistent Safety Profile with up to 4 Years of Apremilast Treatment: Analysis of Data from
1,493 Subjects with Psoriatic Arthritis in 3 Large, Phase lll, Long-Term Studies [abstract]. Arthritis Rheumatol. 2017; 69 (suppl 10)
Presented at: the 2017 ACR/ARHP Annual Meeting; November 3—8, 2017; San Diego, CA.



20voyn twv Gl AEs mov odéniiynoav o€ dtakonn Bepaneiac oe >2 aocOeveig

2TIZ 208 EBAOMAAEZ: Siakomec Beparmneioc mapatnpndnkayv kuplwe oto 1° €toc. Ol Gl AEs
g ovoyetilovtol LE TV amwAeLa BAapouc.

Nepiodog £€kBeong oto Apremilast*®

EBSopadeg >52 to EBSopadec >104to  EBSopadeg >156 to

EBSopadec 0 to <52
<104 <156 <208

Apremilast Apremilast Apremilast Apremilast

30 mg BID 20 mg BID 30 mg BID 20 mg BID 30 mg BID 20 mg BID 30 mg BID 20 mg BID

AocOeveig, n
(%)

Suv. GIAE  35(4.9) 19(26) 1(0.2) 0(0.0 0(0.0)0 1(02) 0(0.0) 2(0.5)
Aldppoia 14(1.9) 6(08) 1(0.2) 0(0.0)0 0(0.0 1(0.2 0(0.0) 0(0.0)
Naurtia 16 (2.2) 8(1.1) 0(00) 0(0.0) 0(0.0) 0(0.00 0(0.0) 0(0.0)
‘EETOC 6(0.8) 1(0.1) 0(.0) 0(0.0) 0(0.0) 0(.0 0(.0) 0(0.0

[Mévog oTnv
avw KolAlakr; 3 (0.4) 4 (0.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)
Xwpa

n=721 n=720 n=520 n=508 n=443 n=422 n=401 n=366

*Includes all subjects who received apremilast during the exposure interval, relative to the start of apremilast treatment. Subjects are counted under each AE that led to apremilast discontinuation.

The use of Apremilast 20 mg BID is not approved for use in the EU or US.
Mease PJ, Gladman DD, Gomez-Reino JJ, et al. Consistent Safety Profile with up to 4 Years of Apremilast Treatment: Analysis of Data from 1,493 Subjects with Psoriatic

Arthritis in 3 Large, Phase Ill, Long-Term Studies [abstract]. Arthritis Rheumatol. 2017; 69 (suppl 10), Presented at: the 2017 ACR/ARHP Annual Meeting;



MetaBoA£g Tou Bapouc kat’ £To¢ o€ cUyKpLon e to baseline

2TIZ 208 EBAOMAAEZ: n mAstobndia twv acbsvwyv dLatnpnoe To apyLko Bapoc. MeyaAutepn amwAsLa
Bapouc mapatnpndnke oe acBeveic ue apykd BMI >30%. H anwlela Bdpouc §ev 081iynce 6€ MeEPALTEPW
KAWIKEC eTimAokec. 0,2% twv acBevwv Stékopav tn Bepamneia Aoyw anwAetac Bapouc (ueétec Pso) .

Nepiodog £ékBeong oto Apremilast*®

EBSopadec0to EPRSopadec>52to ERSonadec>104 EPRSopadeg>156 to

<52 <104 to <156 <208
Apremilast Apremilast Apremilast Apremilast
30mg 20mg 30 mg 20 mg 30 mg 20 mg 30 mg 20 mg
BID BID BID BID BID BID BID BID
AcBeveig, % n=711 n=708 n=517 n=501 n=441 n=419 n=401 n=362
Awatipnon Bapou
henon apous 81.0 81.6 67.7 65.1 67.1 62.5 61.6 56.1
+5%
! A (o)
Augnon Bapoug>5% g 4 3.8 8.5 11.6 10.4 13.6 13.7 15.7

' : 0
AMOAEW BApOUC>S% 139 145 238 234 224 239 247 282

Note: The n is the number of subjects with a baseline value and 21 post-baseline value during the exposure period, relative to the start of apremilast treatment.
The use of Apremilast 20 mg BID is not approved for use in the EU or US.

Mease PJ, Gladman DD, Gomez-Reino JJ, et al. Consistent Safety Profile with up to 4 Years of Apremilast Treatment: Analysis of Data from 1,493 Subjects with Psoriatic Arthritis in 3 Large, Phase

Il, Long-Term Studies [abstract]. Arthritis Rheumatol. 2017; 69 (suppl 10), Presented at: the 2017 ACR/ARHP Annual Meeting;

EJeffrey Crowley, Diamant Thagi, Pascal Joly, et al, “Long-term safety and tolerability of apremilast in patients with psoriasis: Pooled safety analysis for 2156 weeks from 2 phase 3, randomized,
controlled trials (ESTEEM 1 and 2)”, Journal of the American Academy of Dermatology, Available online 14 April 2017, ISSN 0190-9622



AEs eldlkoU evdiladpEpovtoc: xapnAn enintwon Meillovwv
Kapdiakwv Zupupopdtwv, NeomAaolwv Kat
opBapwv/Eukatplakwyv AolpHweEwv
o€ 2156 eBdopadec
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Low Rates of Major Adverse Cardiac Events, Malignancies,
and Serious Infections in Subjects With Psoriasis and
Psoriatic
Arthritis Treated With Apremilast for
2156 Weeks: Pooled Analysis From the ESTEEM and PALACE
1-3 Phase 3 Trials

Arthur Kavanaugh?; Matthias Augustin?; Eric Lespessailles3; Kim A. Papp?* Maria Paris>; Rongdean Chen>;
Dafna D. Gladman®; David M. Pariser’; Ketty Peris®

1University of California, San Diego, School of Medicine, La Jolla, CA; ZInstitute for Health Services Research in Dermatology and Nursing
(IVDP), University Medical Center Hamburg-Eppendorf, Hamburg, Germany; 3University of Orléans, Orléans, France; *Probity Medical
Research, Waterloo, ON, Canada; *Celgene Corporation, Summit, NJ; 6Krembil Research Institute, Toronto Western Hospital, Toronto, ON,
Canada; ’Eastern Virginia Medical School and Virginia Clinical Research, Inc., Norfolk, VA; 8Catholic University of Rome, Rome, Italy

Kavanaugh A, Augustin M, Lespessailles E, Papp KA, Paris M, Chen R, Gladman DD, Pariser DM, Peris K. Low Rates of Major Adverse Cardiac Events,
Malignancies, and Serious Infections in Subjects with Psoriasis and Psoriatic Arthritis Treated with Apremilast for 2156 Weeks: Pooled
Analysis from the Esteem and Palace 1-3 Phase 3 Trials, Presented at: the 2017 ACR/ARHP Annual Meeting; November 3-8, 2017; San Diego, CA.



Meilova kapdloayyelaka cuppapata
MACES o€ 22 aoBeveig ¢ eféopnddec 0 wg <52 kaw 0 wg 2156

APR-Exposure Period

APR-Exposure Period Cumulative Events*
0 to <52 Weeks 0 to 2156 Weeks
n=1.905 n=1.905
Subject-Years=1,524.5 Subject-Years=3.527,5
Major Adverse Cardiac Event EAIR/100 Subject-Years EAIR/100 Subject-Years
Overall MACES$ 0.3 0.5
Acute myocardial infarction 0.1 0.1
Myocardial infarction 0.1 0.1
Subarachnoid hemorrhage 0.1 0.1
Cardiac arrest 0.0 0.1
Cerebral infarction 0.0 0.1

*Cumulative APR exposure is based on each subject’s total exposure to APR, defined as the time interval between the dates of the first and last doses of APR,
through February 2015.
SNo adjudication of MACE during the APR-exposure periods.
EAIR/100 subject-years is defined as 100 times the number (n) of subjects reporting the event divided by subject-years within the phase (up to the first event
start date for subjects reporting the event).
The 0 to <52 week and the 0 to 2156 week APR-exposure periods include all subjects who received APR during the period, relative to the first dose of
apremilast.

Kavanaugh A, Augustin M, Lespessailles E, Papp KA, Paris M, Chen R, Gladman DD, Pariser DM, Peris K. Low Rates of Major Adverse Cardiac Events,
Malignancies, and Serious Infections in Subjects with Psoriasis and Psoriatic Arthritis Treated with Apremilast for 2156 Weeks: Pooled
Analysis from the Esteem and Palace 1-3 Phase 3 Trials, Presented at: the 2017 ACR/ARHP Annual Meeting; November 3-8, 2017; San Diego, CA.
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APR-Exposure Period

APR-Exposure Period Cumulative Events*
0 to <52 Weeks 0 to 2156 Weeks
n=1.905 n=1.905
Subject-Years=1.524,5 Subject-Years=3.527,5
Malignancy EAIR/100 Subject-Years EAIR/100 Subject-Years
Overall Malignancy 1.2 0.9
Hematologic 0.0 0.1
B-cell lymphoma 0.0 0.03
Diffuse large B-cell ymphoma 0.0 0.03
Nonmelanoma skin cancer 0.9 0.5
Basal cell carcinoma 0.7 0.4
Squamous cell carcinoma of skin 0.3 0.2

*Cumulative APR exposure is based on each subject’s total exposure to APR, defined as the time interval between the dates of the first and last doses of APR,
through February 2015.

EAIR/100 subject-years is defined as 100 times the number (n) of subjects reporting the event divided by subject-years within the phase (up to the first event
start date for subjects reporting the event).

The 0 to <52 week and the 0 to 2156 week APR-exposure periods include all subjects who received APR during the period, relative to the first dose of
apremilast.

Kavanaugh A, Augustin M, Lespessailles E, Papp KA, Paris M, Chen R, Gladman DD, Pariser DM, Peris K. Low Rates of Major Adverse Cardiac Events,
Malignancies, and Serious Infections in Subjects with Psoriasis and Psoriatic Arthritis Treated with Apremilast for 2156 Weeks: Pooled
Analysis from the Esteem and Palace 1-3 Phase 3 Trials, Presented at: the 2017 ACR/ARHP Annual Meeting; November 3-8, 2017; San Diego, CA.
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APR-Exposure Period

APR-Exposure Period Cumulative Events*
0 to <52 Weeks 0 to 2156 Weeks
n=1.905 n=1.905
Subject-Years=1.524,5 Subject-Years=3.527,5
Malignancy EAIR/100 Subject-Years EAIR/100 Subject-Years
Solid tumors$ 0.3 0.4
Breast cancer 0.2 0.1
Thyroid neoplasm 0.0 0.1
Renal cell carcinoma 0.1 0.1
Lung neoplasm 0.0 0.1
Uterine cancer 0.1 0.03
Prostate cancer 0.0 0.03
Lip and/or oral cavity cancer 0.0 0.03
Lung adenocarcinoma 0.0 0.03
Malignant melanoma 0.0 0.03
Rectal cancer 0.0 0.03
Thyroid cancer 0.0 0.03
*Cumulative APR exposure is based on each subject’s total exposure to APR, defined as the time interval between the dates of the first and last doses of APR, through

February 2015.

8Including malignant melanoma.

EAIR/100 subject-years is defined as 100 times the number (n) of subjects reporting the event divided by subject-years within the phase (up to the first event start date for
subjects reporting the event).

The 0 to <52 week and the 0 to 2156 week APR-exposure periods include all subjects who received APR during the period, relative to the first dose of apremilast.

Kavanaugh A, Augustin M, Lespessailles E, Papp KA, Paris M, Chen R, Gladman DD, Pariser DM, Peris K. Low Rates of Major Adverse Cardiac Events,
Malignancies, and Serious Infections in Subjects with Psoriasis and Psoriatic Arthritis Treated with Apremilast for 2156 Weeks: Pooled
Analysis from the Esteem and Palace 1-3 Phase 3 Trials, Presented at: the 2017 ACR/ARHP Annual Meeting; November 3-8, 2017; San Diego, CA.
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APR-Exposure Period

APR-Exposure Period Cumulative Events*
0 to <52 Weeks 0 to 2156 Weeks
n=1.905 n=1.905
Subject-Years=1.524,5 Subject-Years=3.527,5
EAIR/100 EAIR/100
Subjects n (%) Subject-Years n (%) Subject-Years
Serious Infections 11 (0.6) 0.7 35 (1.8) 1.0
Pneumonia 2(0.1) 0.1 5(0.3) 0.1
Urinary tract infection 2(0.1) 0.1 2(0.1) 0.1
Appendicitis 1(0.1) 0.1 3(0.2) 0.1
Diverticulitis 1(0.1) 0.1 2(0.1) 0.1
Bronchitis 0 (0.0) 0.0 3(0.2) 0.1
Sepsis 0 (0.0) 0.0 2(0.1) 0.1

*Cumulative APR exposure is based on each subject’s total exposure to APR, defined as the time interval between the dates of the first and last doses of APR, through
February 2015.

EAIR/100 subject-years is defined as 100 times the number (n) of subjects reporting the event divided by subject-years within the phase (up to the first event start date for
subjects reporting the event).

The 0 to <52 week and the 0 to 2156 week APR-exposure periods include all subjects who received APR during the period, relative to the first dose of apremilast.

Kavanaugh A, Augustin M, Lespessailles E, Papp KA, Paris M, Chen R, Gladman DD, Pariser DM, Peris K. Low Rates of Major Adverse Cardiac Events,
Malignancies, and Serious Infections in Subjects with Psoriasis and Psoriatic Arthritis Treated with Apremilast for 2156 Weeks: Pooled
Analysis from the Esteem and Palace 1-3 Phase 3 Trials, Presented at: the 2017 ACR/ARHP Annual Meeting; November 3-8, 2017; San Diego, CA.



2YMMEPAZMATIKA

» To Apremilast emédelée euvoiko mpodiA achaieiog yia Staotnua

>156 eBfoopadec (oe 5 kKAWIKEC peAeTec Kat 3.527,5 patient-years)

» Aev mapatnpndnke avénon tnc enimtwong Ko tng BaplTnTog TWV

AEs pe tnv avénon tng €kBeoncg oto okevACHA

» HmAeloPndia twv AEs ATav NTILEC KoL LETPLEC TToU Sev emEdepav

dlakoTmeg Beparelog

» Aev nmpogkuav mpoBAnpatiopot yo tnv aopaleta tovu Apremilast,

LLETA ATTO pakpoxpovia Bepareia

Kavanaugh A, Augustin M, Lespessailles E, Papp KA, Paris M, Chen R, Gladman DD, Pariser DM, Peris K. Low Rates of Major Adverse Cardiac
Events, Malignancies, and Serious Infections in Subjects with Psoriasis and Psoriatic Arthritis Treated with Apremilast for 2156 Weeks: Pooled
Analysis from the Esteem and Palace 1-3 Phase 3 Trials, Presented at: the 2017 ACR/ARHP Annual Meeting; November 3-8, 2017; San Diego, CA.

Mease PJ, Gladman DD, Gomez-Reino JJ, et al. Consistent Safety Profile with up to 4 Years of Apremilast Treatment: Analysis of Data from 1,493
Subjects with Psoriatic Arthritis in 3 Large, Phase Ill, Long-Term Studies [abstract]. Arthritis Rheumatol. 2017; 69 (suppl 10)
Presented at: the 2017 ACR/ARHP Annual Meeting; November 3-8, 2017; San Diego, CA.



[EViKA ZUMEpACHATOL

To Apremilast, koL w¢ povoBeparneia, eivol AMOTEAEGUATIKO YLA TN
Beparneia acBevwy pe evepyo Pwplaoikn apbpitida oL onolol Exouv

arnotuxeL ce cDMARDs

Agbopéva pakpoxpovng mapatrpnons aocBsvwy nou siyav evtaxOel o
KALVLIKN ok delxvouv OTL oL pLoot a.oBeveic mapapévouv o Apremilast
LLETA aTto 5 Ypovia cuvexouc Bepareiog Le KALVLKN AVTATTOKPLON TTOU

ouvexileL va avéavetal KoL LETA TO 1° £T0¢
To pakpoxpovio mpodiA achaAetacg be Selyvel avénon TnNg eMUTTWONC Kot
™NC Paputntog Twv AEs pe tn ocuvexllopevn €kBeon 0To oKEVAOMO OUTE

veéa 1 anpoodoknta cnpota acdAAELOC



EvyapLetw



