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2tnv Ywpiaon & tnv pwpLaoikn apbpitda, n avoooloyikn
ardvtnon eival aveEEAeyKTN, KATAARYOVTIAC OE XPOVLA aVIoOpPOoTTLaL
otnv rmapaywyn eAsypovwdwyv Kat avithAeypovwdwv
KUTTAPOKLVWV

OAETMONQAEIZ
KYTTAPOKINEZ

TNF-a, IL-1b, IL-2,
IL-6, IL-8, IL-12, IL-15, IL-
17, IL-18, IL-19,
IL-20, IL-22, IL-23?

IL-4! IL-10?

ANTIOAETMONQAEIZ
KYTTAPOKINEZ

1. Weinberg JM. Treatment of Psoriasis. Springer 2008. 2. Schafer P. Biochem Pharmacol 2012 Jun 15;83(12):1583-90.
3. Coimbra S et al. Int J Dermatol 2012;51:389-95. 4.Schafer PH, et al. Cellular Signalling 2014;26:2016-29



Ta teAevutala xpovia avartuxBnkav VEOTEPEC CUOTNLATIKES
Beparneiec yia tnv Ppwplaon

TNF-a
inhibitors

* BloAoylkég Oepaneiec:

IL12/23 IL17

° 14
Apouv géwkutTopLa inhibitor inhibitor

* JTOXEUOUV O€ L0 CUYKEKPLUEVN KUTTAPOKIVN

e Mwpa popia:

e Apouv evbokuttapla

* JTOXEUOUV OE MPWLIUOTEPO ONHELo, apepBaivovtac otnv : :'Il):4
inhibitor

EVOOKUTTOPLKI onpatodotnon mou eAEYXEL TNV YoVIOLOKNA €kppaon

KUTTAPOKWWV /bAsypovwdwyv pecolaBntwyv



H €kdppaon Twv KUTTAPOKLVWY EMNPEAETOL KOL artd EVOOKUTTAPLOUG
napayovtec, onwc n PDE4

H PDE4 exdpdletal o€ KUTTAPA TOU OVOCOTOLNTLKOU CUOTAUATOG TO0O0 TNG €UdUTNG 000 KAl TNG ETUKTNTNG
avoolakng anavinong (devdputika kuttapa, T kKUTTOpA, Lakpodaya, Kal povokuttapa ) aAAd Kal o€
KUTTAPO TTOU €V AVIKOUV OTO AVOCOTIOLNTLKO OTIWE KEPATVOKUTTOPA, XOVOpokUTIapa Kol apOpikolg

WoPAAOoTEG.

H dwodobleotepaon-4 (PDE4), péow tnG
amodopnong tng cAMP otnv avevepyn g
pnopdr, tnv AMP, OAHTEI otnv auénuévn
napaywyn pAsypovwdwv pecorafntwv Kot
TOUTOXPOVA TN HUELWMEVN EKbpaon
kavucb)\eyuovw&bv peocoAaBntwy y

DAeypovwdeLg pecoAaBNTEG
(rx. TNF-a, IL-17, IFN-y)

AvtipAeypovw el pecoAaBnTeg
(rt.x. IL-10)

PDE4=phosphodiesterase 4; cAMP=cyclic adenosine monophosphate; AMP=adenosine monophosphate
1. Schafer. Biochem Pharmacol 2012;83:1583-90; 2. Jimenez JL et al. J Pharmacol Exp Ther 2001;299:753-9;
3. LiuJ et al. Immunology 2000;101:61-7;

4. Oger S et al. J Immunol 2005;174:8082-9.




To €vlupo PDE4 uniepekdpaletal otnv Pwplaocn o€ oxEon UE
AAAQ VOO LOTA LE TO UYLEC O€pua
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RA=rheumatoid arthritis; IPF=idiopathic pulmonary fibrosis; SLE=systemic lupus erythematosus
. Zhang L-H et al. Abstract #6634, Presented at: the 71st Annual Meeting of the
Schafer PH et al.Cell Signal. 2016 Jul;28(7):753-63.

American Academy of Dermatology; March 1-5, 2013; Miami, FL.



H otoxeupévn avaotoAn tng PDE4 cupBaleL otn puBuwon tng
QVOOOAOYLKAC AmAvVTNoNG 1o MPOoKaAEL Tn PAeyUov)

Auénuévn mapaywyn ovitdAeypovwdwv
;& neoohafntwy, 6rwc r.y. IL-10
X
S
C:Q
Q= b AvtipAeypovwSEeLG LEGOAABNTES

PDE4
— | cAMP (r.x. IL-10)
@ DAeypovwdelg pecoAapntég
CC% A (r.x. TNF-q, IL-17, IFN-y)
7 N\ Q MepLKr) avO.OTOAR TNG TTOPAYWYNAS
O \S\\U dAeypovwdwy pecolaBntwy Onwg T.x.
J | AN TNF-0,, IL-17, IFN-y

PDE4=phosphodiesterase 4; cAMP=cyclic adenosine monophosphate; AMP=adenosine monophosphate

1. Schafer. Biochem Pharmacol 2012;83:1583-90; 2. Jimenez JL et al. J Pharmacol Exp Ther 2001;299:753-9; 3. Liu J et al. Immunology 2000;101:61-7;
4. Oger S et al. J Immunol 2005;174:8082-9. 5. Schafer PH, et al. Cellular Signalling 2014;26:2016-29



Apremilast - Baolka xopoKTNPLOTLKA

ApaaTIKN ouaia ATpeIANGoTN
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Mopiakd Bdpog 460,5 Da
0866 xopriynong atrd TOU OTOPOTOG
MeTaBoAIouOG Ne@poi / ATTap
Apéon EvOoKUTTOpIKN
2TOX0G OpAcNnG PDE4

Apremilast. MepiAndn twv Xapaktnplotikwy tou Npoidvrog
Apremilast : EPAR - Public assessment report http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/003746/human_med 001835.jsp&mid=WC0b01ac058001d124
Huepounvia teheutaiag npéoBaong 26/4/2017



http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/003746/human_med_001835.jsp&mid=WC0b01ac058001d124

OepaneuTIKECG eVOEiLéeLc ATTPEUIAAOTNC

2 € OLoUC a.oBeveic ameuBUVETAL N APEMAAGTN

AocOeveic ue pEtpLa Ewg cofoapn AcOeveic pue evepyo Ywpraoikn ApBpitida,
Xpovia katd mAdakag Ppwpiaon, avw Aavw Twv 18 eTwv, oL onoiot:

Twv 18 grwv oL ortolou: * Exouv avemnapkn avtamnokplon ota

* Aev £xouv avtamnokplBei ot Tpomormnotntkd tng NOoou AVTLpPEUHATLKA
T(PONYOUUEVN KAQOGLKNA Qappaka (DMARDs)

A HPRE 3
uoTatikn Bepanelo * Exouv epdavioel un avoxn o mponyouEvn

* ‘Exouv gpdavioel un avoxn otnv Bepamneia pe DMARD

khaoolkn ouoTnpatik) Beparneia 2tnv Ywplaokn apBpitdba n anpehdotn

* ‘Exouv karmotla avtevoelén otnv Xopnyeitol wg povoBepareia | oe cuvduaouo
KAQOOLKI) oUOTNUOTIKA Beparmeia e DMARDs

*kukAoomopivn f pebotpetatn N Pwpaiévio
KOl UTTEP l.d)6 N AKTLVO BOAi.a A ( P UVA) . Apremilast Mep{Anyin Twv XapakTneLTIKGY Tou MPoidvtog



KAWLKO mipoypappa ESTEEM (ESTEEM 1&2)
The Efficacy and Safety trials Evaluating the Effects of Apremilast
in Psoriasis

* 2 TTOAUKEVTPLKEG, EAEYXOUEVEC UE ELKOVLKO PAPOKO, TIAPOLLOLOU

OXEOLOOUOU UEAETEC
e 100+ k€vtpa o€ 12 xwpPEC
» 1.257 evAikec aoBeveic pe petpla €we coBapn Ppwpiaon

* Apremilast 30mg BID (peta amno 5nApepn tithomnoinon tng d6onc)

1. Papp K, et al. J Am Acad Dermatol. 2015; 73(1):37-49 2. Paul C, et al. Br. J. Dermatol. 2015; 173:1387-1399



Anpoypadkd otolxeia aoBevwy

& XapaktnpLotikd tne bwpiaonc otic ESTEEM

836
Méon nAwkia (€tn) 46,2 45,6
Avépeg, n (%) 294 (70,2) 555 (66,4)
BMI, péon tpun, kg/m? 31,1 31,1
Awapkela tng Ywpiaong, péon TN, £€tn 18,7 19,2
PASI, péon tTiun 19,6 18,8
PASI >20, n (%) 136 (32,5) 239 (28,6)
BSA, péon tiun, % 26,1 24,8
BSA >20, n (%) 229 (54,7) 409 (48,9)
sPGA=4 (coBapty), n(%) 138 (32,9) 236 (28,2)
ScPGA 23, n (%) 282 (67,3) 550 (65,8)
NAPSI, péon tun 4,3 4,2
MponyoUpuevn cuoctnpatikn Oepancia (cupfatikn | BroAoyikn) n (%) 223 (53,2) 458 (54,8)
MNponyoUpuevn cuoctnuatikn cuppatiky Oepaneia, n (%) 155 (37,0) 318 (38)
Mponyoupevn cuotnpatikn BLoAoyikn Oepaneia, n (%) 124 (29,6) 254 (30,4)

Neil J. Korman, et al. Apremilast, an Oral Phosphodiesterase 4 Inhibitor, in Patients With Moderate to Severe Plaque Psoriasis: Pooled 16-Week Efficacy in Patient Subgroups

(ESTEEM 1 and 2 Presented at: the 73rd Annual Meeting of the American Academy of Dermatology; March 20-24, 2015; San Francisco, CA.)




MoLec mapapetpol aslohoyndnkav otic peAetec ESTEEM

* ANNOTEAEZMATIKOTHTA

* MNOIOTHTA ZQH2

* AEPUATIKEC PWPLOOLKEC
BAaPec (PASI-75: 16 €6.)

* ElOIKEC evToTtioELC

bwptaong
* Tpixwto kePaAng
* NUxLa
* MNoAdapeg/meApaTa
* Kvnopog . AZﬁA/\EIA i ANOXH

1. PappK, etal.JAm Acad Dermatol. 2015; 73(1):37-49
2. PaulC, etal. Br. J. Dermatol. 2015; 173:1387-1399



Ertiteuén PASI -75 otig 16 eBSOUASEC pe oTATIOTIKA onuavTkh Stadopd
EVAVTL TOU ELKOVLKOU papudakou (ESTEEM 1&2)

INUAVTIKA teplocotepol aoBeveic oe Anpepthaotn 30 mg BID métuxav to KUpLo
KATAANKTIKO onpelo (PASI-75) CUYKPLTIKA UE TO ELKOVIKO dappakol?
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Full analysis set, LOCF, n=844
*p<0.0001 vs. placebo. sPGA score of clear (0) or almost clear (1) with at least a 2-point reduction from baseline
BID=twice daily; PASI=Psoriasis Area Severity Index; sSPGA= Static Physician Global Assessment; LOCF=last observation carried forward

1.  PappK, etal. J Am Acad Dermatol (2015) 73;1: 37-49
2. Paul C et al. Br J Dermatol (2015)173:1387-1399



H amoteAeopatikotnTa Yo tnv Alpep\aotn Kotoypadnke
arno tn 2n eBéopada

INUOVTIKA PeyaAUTeEpPN mooooTiaia peiwon tou PASI kataypadnke otnv opada APR 30 mg BID ouyKpLTIKA LE TNV
opada tou €lkovikoU papudkou amnod tn 2" eBdoudda (22.3% vs. 6.5%) - ESTEEM 1
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Placebo, n 273 270 264 249 247
Apremilast 30 mg BID, n 547 541 525 508 501

Full analysis set.

Mean PASI score (0-72) at baseline: 19.4 (placebo) and 18.7 (apremilast 30 mg BID).

*p<0.0001 vs. placebo; PASI=Psoriasis Area Severity Index; BID=twice daily

Note: the sample size at a post-baseline study week is based on subjects with a baseline value and a post-baseline value in the study week

Reich K et al. Presented at the 71st Annual Meeting of the American Academy of Dermatology, 1-5 March 2013, Miami Beach, Florida (oral presentation)



H anoteAeopatikotnta tng AnpeAactnc dtatnpndnke os fabo¢
xpovou otnv ESTEEM 1 (eBdopada 52)

AcBeveic pe PASI -75 otic 32 eBSopddec, ou sixav €€ apxic AcbBeveig pe PASI -75 otig 32 eBdopdabdeg, apxika og
AGBet APR 30 mg BID kat emavotuyotonotfnkav os APR placebo (0-16), kat emavatuxatonowBnkav oe APR
SLaTAPNOAV TNV OTTOTEAECHATIKOTNTA £WC TLC 52 eBSopadecl? Slatripnoav TNV anoTeAECHATIKOTNTA £WG TLG 52 eB6!?
EBSopada peAETNG EBSopada peAétng
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PASI=Psoriasis Area Severity Index; BID=twice daily ; R=responder .
1. Papp K et al. J Am Acad Dermatol 2015;73(1):37-49; 2. Papp K et al. Poster presented at the 72nd Annual Meeting of the American Academy of Dermatology, 21-25 March 2014, Denver, CO

(8359)
ESTEEM 1



H Anpephaotn BeAtiwoe onpavtka tnv Ywpiacn ovuxwy
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Fig 5. Mean percent change from baseline in Nail Psoriasis Severity Index (NAPSI ) score over
52 weeks in patients with nail psoriasis (NAPSI score $1) at baseline and Psoriasis Area and
Severity Index response at week 32 in Efficacy and Safety Trial Evaluating the Effects of
Apremilast in Psoriasis (ESTEEM) 1 (A) and ESTEEM 2 (B). BID, Twice daily.

Rich et al. J Am Acad Dermatol. 2016 Jan;74(1):134-42


https://www.ncbi.nlm.nih.gov/pubmed/26549249

H Antpe A AoTn TTETUXE Ypryopn KO TIOPATETAMEVN UdEDN OTNV

Jwplaon Tou TpLywtou KEPAANC

AcBeveig pe enitevén SCPGA 0 R 1 (%)

Period A Period B

AcOeveig pe eniteuén SCPGA

01 Study Week

Period C

[ Placebo
[ Apremilast 30 mg BID$S

62.5%

53.5%

[ Placebo/Apremilast 30 mg BID*

0"_ ™ T T T T T T
Baseline 24 8 12 16 20 24 28 32

Crowley J, et al. Poster Presented at: the 73rd Annual Meeting of the American Academy of Dermatology; March 20-24, 2015; San Francisco, CA.
https://www.aad.org/eposters/Submissions/getFile.aspx?id=894&type=sub
Huepounvia teAevtaiog npdoBaong 26.4.2017



https://www.aad.org/eposters/Submissions/getFile.aspx?id=894&type=sub

H Anpepidaotn BeAtiwoe onpavtika tnv Ywpilaon moAapwy — MeEAUATWY

" 2 NMAVTIKA BEATIWON OTNV Ywpiaon TTOAAPWV-TTEAPATWY - TTEPiTTOU 5/10 a0BeveiG pe apXIKn
BaBuoAoyia PPPGA =3 etmituyyxavouv BaBuoAoyia PPPGA 04 1 1n 16n eBdopada

@ Placebo
@ Apremilast 30 mg BID

50 -

40 -

30 -

Fig 3. Effect of apremilast 30 mg twice daily in a patient with palmoplantar psoriasis at baseline
(Palmoplantar Psoriasis Physician Global Assessment [PPPGA] score = 3) (A) and week 16
(PPPGA score = 0) (B).

20 -

Patients Achieving PPPGA
0or 1(%)

(ESTEEM 1 & 2)
PSOR-005

N = 14/52 44/92

Bissonnette et al. JAAD July 2016 Volume 75, Issue 1, Pages 99-105



H Artpe A AOTN TTETUXE ONUAVTLKN MELWON TOU KVvNOouoU amo tn
2" eBdopada

e ~70% tnG BeAtiwong oTtov KVNOUO eNLTeLXONKE amno tn 2" KLOAag efdopada
*  ~80% tnG BeAtiwong otn ducdopia oto déppa/movo, eniong kataypdadnke arno tn 2" 6.
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Sobell JM, et al. Acta Derm Venereol. 2016; 96(4):514-520.



H BeAtiwon Tou Kvnopou Tov erteUXONKE pE TNV AMpEAQOTN
ouoxetiotnke pe BeAtiwon tou DLQ
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Mean (SD) baseline pruritus VAS values: ESTEEM 1: 66.1 (25.55) mm (apremilast); ESTEEM 2: 67.7 (25.31) mm (apremilast).
Mean (SD) baseline DLQI scores: ESTEEM 1: 12.7 (7.06) (apremilast); ESTEEM 2: 12.6 (7.18) (apremilast).

Sobell JM, et al. Acta Derm Venereol. 2016; 96(4):514-520.



H Anpephaotn €xeL euvoiko mpodih aochAAELAC Kal
avoxng

* Neplocotepol and 3.100 acOeveic pe pwpioon &
Ywplaotki apBpitda Atav o mAnBuoudg otov

oroio aflodoynObnke n aodaiela tng AMPeUAACTNG
€ O o ouxva avadepopevec AE ftav ot
Statapaxeg tou MEL:
* Aldppola (15,7%)
Noavutia (13,9%)

* Elval Amoc we PETpLaC coBapotntag

YJuvnOwce epdavilovral Tig 2 mPwTteS LSOUASEC

Beparneiag kot utoxwpouLv evtog 4 eBdopdadwv



H Beparneia pe AnpetAaotn €ixe mapopoLla cuxvotnta
eudavionc cofapwv AE pE TO ELKOVIKO PAPLAKO

ddon eleyxopevn pe placebo ®don £kBeong ddon €kBeong
(EBSouddeg 0 éwg 16) o€ Apremilast oe Apremilast
(€wg €BS. 52) (>52 éwg <104
EBS.)
AcOeveig, n (%) Placebo Apremilast Apremilast Apremilast
(n=282) 30 mg BID 30 mg BID 30 mg BID
(n=560) (n=804) (n=444)
MACE* 1(0.4) 2 (0.4) 4(0.5) 3(0.7)
Avvntiké MACE? 0(0.0) 1(0.2) 2(0.2) 1(0.2)
KakonOsiegt
ALLOTONOYIKEC 0(0.0) 0(0.0) 0 (0.0) 0(0.0)
SEPUATIKEG 0(0.0) 0(0.0) 13 (1.6) 2(0.5)
OUMTAYELC 1(0.4) 0(0.0) 2(0.2) 0(0.0)
ZoBapEg AOLLWEELG
AOLHWEN QV. AVATIVEUGTLKOU 0(0.0) 0(0.0) 2 (0.2) 0(0.0)
EkKkoAwpatitiSo 0(0.0) 0(0.0) 1(0.1) 0 (0.0)
Mveupovia 1(0.4) 1(0.2) 1(0.1) 0 (0.0)
TkwANKoeLSiTIda 0 (0.0) 0(0.0) 0 (0.0) 1(0.2)
Baktnplakr Aolpwen 1(0.4) 0(0.0) 0(0.0) 1(0.2)
Andotnpa otov eykédaro’ 0(0.0) 0 (0.0) 0(0.0) 1(0.2)
Pwodapuyyitida 0(0.0) 0(0.0) 0(0.0) 1(0.2)
sAYNS 0(0.0) 0(0.0) 0(0.0) 1(0.2)
loyevAg unviyyitida 0 (0.0) 0(0.0) 0(0.0) 1(0.2)
SoBapéC EUKALPLOKEG AOLUWEELS 0(0.0) 0(0.0) 0(0.0) 0 (0.0)

*Cardiac failure (death), cerebrovascular accident (death), (acute) myocardial infarction and hemorrhagic stroke. "Unstable angina, transient ischemic attack. *{No melanomas reported.
$Brain abscess secondary to otitis media; for reported sepsis, no organism was identified in blood and no intravenous antibiotic treatment was initiated.

BID=twice daily; MACE=major adverse cardiac event

Papp KA et al. Poster presented at the 73" Annual Meeting of the American Academy of Dermatology, 20-24 March 2015, San Francisco, CA (1055)



H Beparmeia pe Anpephaotn v mPOKAAECSE KALVLKA
ONMOVTIKEC AANOYEC OTLC EPYAOTNPLOKES TAPOAUETPOUS

®daon €kBeong o€

®dadon €kBeong o€

®dDaon eAeyxopevn pe placebo

(EBSopnadec 0 £wG 16) Apremilast Apremilast
(€wg £B6. 52) (>52 £wg <104 EBS.)

Placebo Apremilast Apremilast Apremilast

S e e i) o)
ALT>3 x ULN; U/L 1/274(0.4) 1/555 (0.2) 4/798 (0.5) 2/434 (0.5)
AT e DI, UL 1/274(04)  2/554 (0.4) 7/797 (0.9) 4/434 (0.9)
Total bilirubin >1.8 x ULN, umol/L 1/274 (0.4) 1/555 (0.2) 4/798 (0.5) 0/434 (0.5)
Hemoglobin A1C >9% 1/258 (0.4) 1/527 (0.2) 1/773 (0.1) 3/433 (0.7)
Total cholesterol >7.8 mmol/L 6/256 (2.3) 2/528 (0.4) 14/774 (1.8) 9/433 (2.1)
Lymphocytes <0.8 x 10%/L 7/274 (2.6) 7/553 (1.3) 23/796 (2.9) 3/434(0.7)
Neutrophils <1 x 10%/L 0/274 (0.0) 0/553 (0.0) 1/796 (0.1) 2/434(0.5)

Ot aAAQYEG OTLG EPYAOTNPLAKES TIAPOLLETPOUG NTOV TAPOSLKEG KAl YEVLKA OLaAoTto)OnKav e T

ouvex{opevn Oepaneia

The apremilast-exposure periods (0 to <52 weeks and >52 to <104 weeks) included all patients who received apremilast 30 mg BID, regardless of when treatment was initiated

Note: All values are non-fasting

n/m=number of patients with 21 occurrence of the abnormality at any time point/number of patients with >1 post-baseline value

BID=twice daily; ALT=alanine aminotransferase; AST=aspartate aminotransferase; EAIR=exposure-adjusted incidence rate; ULN=upper limit of normal.
Papp K et al. Poster presented at the 73rd Annual Meeting of the American Academy of Dermatology, 20-24 March 2015, San Francisco, CA (1055)



ATPEAQOTN: LA TIPAKTLKE Bgparmeia yia Toug
aoBeveic pe bwpiaon

* Xwpig anaitnon yla npo-Bepameutiko

EPYOOTNPLOKO EAEYXO

* Xwpig araitnon yla TaKTIKAR EPyacTnPLOKD

napakoAovOnon

* Xwpig eldKEG MpoeLldomolRoeLg n

npodpuUAAeLC o€ ATopa UE OUVNOELC

OUVVOONPOTNTEG:

> Ynéptaon Avtevbeigeig °

> Ynepevalodnoia otn dpaotiki

» AvoAuudapia o , ,
ouoia fj og K&molo and ta

» KapdrayyeLakr vooog ekdoxa
» Kunon
»Tokxopwdnc dtaBritng

» Hmnatikr) SuocAettoupyla

1. Paul C, Cather J, Gooderham, M, et al. Efficacy and safety of apremilast, an oral phosphodiesterase 4 inhibitor, in patients with moderate to severe plaque psoriasis over 52 weeks: a phase lll,

randomized, controlled trial (ESTEEM 2). Br. J. Dermatol. 2015;173:1387-1399 2. Kavanaugh A, et al. Long term (52-week) Results of a Phase Il Randomized, Controlled Trial of Apremilast in

Patients with Psoriatic Arthritis. J Rheumatol 2015; ;42(3):479-488 3.. AmpepiAaoT EPAR http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_ -
Public_assessment_report/human/003746/WC500182629.pdf (Huepounvia TeAeuTaiag mpéaBacng 30/05/2016)
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2xeOLAOUOC pLeAETnC LAPIS-PSO

[ToAukevtpikr), un mapepPatikn peAetn oe aobeveic pe pétpioe-coPapny WKII
otn 'eppovice. oot n a€loAoynon tov DLQI kot tng ikaevomoinong
acOevwv amd tn Oepareio, kbW Kol UMOTEAETUATIKOTNTA Kol AP AAELN [LE
Apremilast) og ao0eveig mov eiyov AdPel kAaooikn) cvoTtnuatiki Oepareio.

Evéiapeon avaluon 111 aoBevwv amnod 39 kévrpa mou oAoKARpwoav tnv 2" emiokePn
(mepimou 4 pnveg uno Bepamneio AnpeAAoTNG)

VISITO VISIT1 VISIT 2 VISIT 3 VISIT 4 VISIT 5
Baseline optional End of Observation
1 1 1 1 1 1 1 1 1 1 1 1 1 -
1 1 1 1 1 1 1 1 1 1 1 1 1 1
Time [= months] 0 1 2 3 4 5 6 7 8 9 10 11 12 13
Primary
Endpoint

Patients [%] with
DLQI <5 ADLQI =25
vs. Baseline
DLQI-Response

26



Evolapeon AvaAuon: Anpoypadikd xapaktnpLoTka ac0evwy
YPnAo6 nmoocooto acOevwv pe SUOKOAEC EVTOTILOELG

Anpoypadika otoxeio & SAF

XapaktnpLoTtika tng Pwplaong Katd tnv Evroén (N=108)

Avbpeg (%) 52,8 47,9
HAwia (€tn) 52,9 + 13,40 50,9 + 13,19
BMI (kg/m2) 28,2 +5,29 28,0 + 5,48
BSA (%) 22,9 + 18,36
JUMHETOXHA TOU TPXWTOU KEPAAAC (%) 84,1 87,5
JuppeToxn YwpLacikig ovuyiag (%) 52,8 49,3
JUpPETOXH TOAAUWV-TEEARATWY (%) 21,7 18,8
EpuBpodepuikni Ypwpiaon (%) 1,0 (n=1) -
Itayovoeldng Ywplaon (%) 3,0 (n=3) 2,9 (n=2)
Avaotpodn Ypwpiaon (%) 14,9 (n=15) 10,1 (n=7)

DLQI at Baseline 14.6 £ 6.31 (N=73)

*SAF = Safety Population(repilapfdvel 6Aoug toug aoBeveig rmou eixav AdBet touldxiotov pa §éon Ampephdotng)

*FAS = Full-Analysis Set (6ot oL acBeveic ektog autwy rou eixav DLQI <5)

BMI = Body Mass Index
BSA = Body Surface Area

Kristian Reich, MD?; Stefanie Bomas, MD?; Bernhard Korge, MD3; Maria Manasterski, MD*, Uwe Schwichtenberg, MD®; Markus Altmann®; Katrin Lorenz-Baath®; 27
Kathrin Groegel®, Oral presentation Presented at: the 75th Annual Meeting of the American Academy of Dermatology; March 3-7, 2017; Orlando FL.



MapatnpnOnke peiwon tou DLQI amnod tnv mpwtn KOAAG
entoken (1 pAvog)

DLQI at Baseline 14.6 £ 6.31 (N=73)

. DLQI <=5 or Change from Baseline
- o o = —

IV Y T

Visit 1 (optional)

26/65 37/65 42/65
After = 1 month

40,0% 56,9% 64,6% -6,1 £ 5,99 (N=65)
Visit 2

31/64 37/64 41/64
After = 4 months

48,4% 57,8% 64,1% -7,5+ 7,30 (N = 64)

H BeAtiwon Tou DLQI ocuvexiotnke Tepaitépw atmd tnv 11 otnv 2" eTTiIOKEWN

DLQI: Dermatological Life Quality Index

Kristian Reich, MD?; Stefanie Bomas, MD?; Bernhard Korge, MD3; Maria Manasterski, MD*, Uwe Schwichtenberg, MD%; Markus Altmann®; Katrin Lorenz-Baath®;

Kathrin Groegel®, Oral presentation Presented at: the 75th Annual Meeting of the American Academy of Dermatology; March 3-7, 2017; Orlando FL. 28



BeAtiwon tou kvnopou kat tng Suodopiac oto dEpua/movou

Baseline 57,8 + 26,84 (N=73) Baseline 38,6 + 27,88 (N=73)

Change from Baseline Change from Baseline

Pruritus Pain

VAS Scale VAS (MeantSD) VAS Scale VAS (MeantSD)
Visit 1 64 -23.5+28.14 Visit 1 64 -11.9%£24.59
Visit 2 64 -27.5+33.05 Visit 2 64 -20.7+31.54

VAS-Scale: Visual analog scale (0 — 100 mm)

H pnéon petaBoAr) amo tnv évapén otov Kvnopo kat tn duodopia oto d€ppa,/movog
avéndnke amo tnv 1" entiokePn (=1 pRvacg) pexpt tn 2" eniokePn (=4 UAVeQ)

Kristian Reich, MD?; Stefanie Bomas, MD?; Bernhard Korge, MD3; Maria Manasterski, MD*, Uwe Schwichtenberg, MD%; Markus Altmann®; Katrin Lorenz-Baath®;
Kathrin Groegel®, Oral presentation Presented at: the 75th Annual Meeting of the American Academy of Dermatology; March 3-7, 2017; Orlando FL. 29



~7 otouc 10 aoBeveic metuyxav NAPSI-50 ano tnv 2 eniokedn

ANAPSI Score otnv 2" entiokePn: 54,4%
(aroAutn petafoln: -2.4 + 1.85 armno to BL 4.2 + 2.25)

122 | NAPSI-50 Response Rate

80 -
70 - 66.7
60 -
50 -
40 -
30 - 23.3
20 -
10 -

Patients achieving
NAPSI-50 response in %

Visit 1 Visit 2
n/N = 7/30 20/30
Target — Nail Psoriasis Severity Index (Target-NAPSI)

Kristian Reich, MD?; Stefanie Bomas, MD?; Bernhard Korge, MD3; Maria Manasterski, MD*, Uwe Schwichtenberg, MD®%; Markus Altmann®; Katrin Lorenz-Baath®;

Kathrin Groegel®, Oral presentation Presented at: the 75th Annual Meeting of the American Academy of Dermatology; March 3-7, 2017; Orlando FL. 30



Patients (n)

~1 otouc 2 acBeveic
nETUXE SCPGA 0N 1 peta amo ~4 pnveg

Scalp PGA in Categories

ScPGA =0 clear

ScPGA =1 almost clear

B ScPGA =2 mild

B ScPGA =3 moderate

B ScPGA =4 severe

30 - 29
25 -
20 21
20 - 19
17
15 - 14 -
13
12
10 -
5 ° 4
| 3 I
0 0 LA BB -
Visit 0 Visit 1 Visit 2
(=1 month after BL) (=4 months after BL)
n=64 n=60 n=57

ScPGA: Scalp Physician Global Assessment

Kata tn évtaén 64,1 % twv acBsvwv eixav ScCPGA > 3

Kristian Reich, MD?; Stefanie Bomas, MD?; Bernhard Korge, MD3; Maria Manasterski, MD* Uwe Schwichtenberg, MD>; Markus Altmann®; Katrin Lorenz-Baath®;
Kathrin Groegel®, Oral presentation Presented at: the 75th Annual Meeting of the American Academy of Dermatology; March 3-7, 2017; Orlando FL.
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Patients (n)

~8 otouc 10 acBeveic
netuxav PPPGA-score 0 ) 1 petd amo 4 pAveq

PPPGA in Categories

6 - PPPGA =0 clear
5 - 5 5 5 PPPGA =1 almost clear
[l PPPGA =2 mild
4 4 4 4
Il PPPGA =3 moderate
3 3 3 _
3 - I PPPGA =4 severe
2 2
2 -
) I
0 0 0
0 0 L B . |
Visit 0 Visit 1 Visit 2
(=1 month after BL) (=4 months after BL)
n=15 n=14 n=11

PPPGA: Palmoplantar Physician Global Assessment

Kristian Reich, MD?; Stefanie Bomas, MD?; Bernhard Korge, MD3; Maria Manasterski, MD*, Uwe Schwichtenberg, MD%; Markus Altmann®; Katrin Lorenz-Baath®;
Kathrin Groegel®, Oral presentation Presented at: the 75th Annual Meeting of the American Academy of Dermatology; March 3-7, 2017; Orlando FL.
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9 otouc 10 acBeveic mpotipovv TtV AlpeAaoTn amno TLG
nponyoupevec Oepareiec mou sixov AaBet

* The modified Patient Preference Questionnaire (PPQ) contained 5 questions:
Q1: In comparison to previous, systemic therapies the actual therapy is more effective?

Q2: In comparison to previous, systemic therapies the actual therapy is more convenient in application?

Q3: In comparison to previous, systemic therapies the actual therapy has less side effects?
Q4: In comparison to previous, systemic therapies the actual therapy is better tolerable?
Q5: In comparison to previous, systemic therapies | prefer the actual therapy?

| fully agree

| agree
B more effectice

H more convenient
| disagree B less side effects
W better tolerable

| fully disagree W is preferred over previous therapy

0 5 10 15 20 25 30 35 40 45
Patients after =4 months N=64

Kristian Reich, MD?; Stefanie Bomas, MD?; Bernhard Korge, MD3; Maria Manasterski, MD*, Uwe Schwichtenberg, MD?%; Markus Altmann®; Katrin Lorenz-Baath®;

Kathrin Groegel®, Oral presentation Presented at: the 75th Annual Meeting of the American Academy of Dermatology; March 3-7, 2017; Orlando FL. 33



H AntpeptAaotn Ntav KaAd avekTn PE XounAd mocoota
dlakomnc amo tn Bepamneia

Overview Patients
Total Adverse Events (AEs) (N =108)

>1AE

>1AE
(related to Apremilast®)

>1AE
(related to Apremilast®)
& at least moderate intensity

> 1 AE leading to drug
withdrawal

> 1 Serious AE (sAE)

> 1 Serious AE (sAE)
(related to Apremilast®)

27 (25.0%)

18 (16.7%)

14 (13.0%)

9 (8.3%)

1(0.9%)

1(0.9%)

Most Frequent AEs Patients
(2 5% in clinical studies) (N=108)

Diarrhea 9 (8.3%)
Nausea 2 (1.2%)
URTI 1(0.9%)
Headache 2 (1.9%)

- Interim analysis includes total number of sAEs and related AEs
- Non-serious AEs were asked to be reported upon termination

2 UVOAIKA N ouxvotnTta epeaviong Twv AESs Atav xaunAoTepn atmd auTr) TTou TTapatnpiOnKe oTIg

KAIVIKEG MEAETEG

Kristian Reich, MD?; Stefanie Bomas, MD?; Bernhard Korge, MD3; Maria Manasterski, MD*, Uwe Schwichtenberg, MD%; Markus Altmann®; Katrin Lorenz-Baath®;

Kathrin Groegel®, Oral presentation Presented at: the 75th Annual Meeting of the American Academy of Dermatology; March 3-7, 2017; Orlando FL.
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2UMITEPOLGLOLTLKAL. ..

» H Anpeuihaotn eival po dtadopetikn Oepanevtikn npoosyyion otn pETpla-coPfapn Ywplaon

» ...MOAU OIMOTEAECHATIKNA OTLG ELOLKEG Kott SUCGKOAEG EVIOTILOELG: TPLXWTO KEPAANC, vUXLA,

TMaAApEG/TEApOTO
...uPnAn anoteAeopatikotnta otnv Pwplactkn apOpitda
...lU€ Taxela Spacn ota BACAVIOTIKA CUMTTTWHATA OTIWC 0 KVNopoc/movoc/duadopla

>

>

» ...kal BeAtiwon otnv nototnta {wng Twv acBevwv

» ...\€ TEKUNPLWHEVO IPodil aodalelag xwpic e¢eldikeupévo ENeyxo
>

...TLOU LKOLVOTIOLEL TIEPLOCOTEPO TOUG A0OEVEILG 0 OXEON UE TIC TpoNnYyoUEVEC Beparteleg tou elxav
AaBel

OAa ta avwtépw Paivetal we emBeBatwvovtol QKOO TEPLGCOTEPO GTNV

KolOnpUePLVA KALVIKA Ttpaén



20.C EVXAPLOTW



