TA KAINIKA AEAOMENA
AMOTEAEZMATIKOTHTAZ KAl AZDAAEIAZ
THZ ANNMPEMIAAZTH2

NMANATIQTHZ TEQPTIOY
2uvt. A/vtic PeupoatoAoyikoU Tunpoartog F.N.Motpwv
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Apremilast - Baowa xapaktnpLoTka

ApaGTIKA oucia AnpepAaotn

O_

@)

0
N-[2-[(1S)-1-(3-ethoxy-4- @N o )
methoxyphenyl)- 2- &0
(methylsulfonyl)ethyl]-2,3-dihydro- NH O \
1,3-dioxo-1H-isoindol-4- Y

yllacetamide 2

MopLako Bapog 460,5 Da
Xpovog nU{wNG ~9h

086¢ xoprynong QO TOU OTOUATOC
MetaBoALOMOG Nedpol / Anap
Apdon EvbokuTtaplkn
2to)0¢ dpaong PDE4

Otezla. MepiAnwn Twv XapakTnpioTIKwv Tou MNpoidvtog
Otezla : 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 1/3/2016



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

ATPELLNAOTN: EVOL OTOXEUMEVO CUVOETLKO TPOTIOTIOLNTLKO
dappako (targeted synthetic DMARD)

* H anpepihaoctn d&ev sivat BLOAOYLKOC TOLPAYOVTOLG
* H anpepihaoctn eivol ‘otoxeupévo’ tpomononTtiko ¢papuako
* H anpetAdotn xopnyeLto and Tov GTONATOC

 Elval To mpwTOo Ao TOU CTOMATOC XOPNYOUUEVO PAPHUAKO TIOU EXEL
gvdelen ywa tnv Ywpraoikn apbpitida



Apremilast — Baowa XopoKTtnpLoTka

DappakoteXviki popdn ETUKOAULEVO YE AETTTO UUEVLO
dlokio

ARR N

MEPLEKTIKOTNTEC 10 mg, 20 mg, 30 mg

30 mg BID pe apxlko 5nuepo

AoocolAoyia , ,
oxnua titAonoinong



MnXoviooc Spaonc TG ANPERAAGTNG



2tnv Pwplaokn apBpitida napatnpeitat dtatapaxn tng Loopporniag
HETAEU PAEYHOVWOWV KAl AVTLPAEYHOVWO WV KUTTAPOKLVWV

ANTIOAETMONQAEIZ
KYTTAPOKINEZ

|7
| 23 |
_Am




H anpeplaotn amokabLota tnv LooppoTtia LETAEY
PAeyLOVWOWV Kal AVTLPAEYHOVWOWV KUTTAPOKIVWV

ANTIOAETMONQAEIZ
KYTTAPOKINEZ

|7
| 23 |
_Am




Mpoypappa KAWIKWY HEAETWV ANMPERAACTNG



Mpoypappa KAWVKwY peAetwy ¢paonc Il - Apremilast

1257 acBeveig 1493 aobBeveig

Study PSA-002 (PALACE 1)

Study PSA-003 (PALACE 2)

Study PSA-004 (PALACE 3)

Otezla EPAR http://www.ema.europa.eu/docs/en_GB/document library/EPAR -
Public_assessment report/human/003746/WC500182629.pdf (Huepopunvia teAeutaiag npdoBacng
1/3/2016)



http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/003746/WC500182629.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/003746/WC500182629.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/003746/WC500182629.pdf

WA - Makpoxpovio MNpoypapua Aétohdynonc @aonc Il (PALACE)

To peyaAuTtepo Tpoypappa eaong Il otnv WA:
4 peYAAEC TIOAUKEVTPLKEG LEAETEG

200+ k€vtpa o€ 25 XWPEC
2,026 a.00eVvEiG MAYKOGUIWG

MNpwtelov

ACR20 oty 16 eBSopdses
Evepyn WA,
LLE T(PONYOUEVN XPrON KupLa gutepevovta
PALACE 2 DMARDs Méon aAlayr oto HAQ-
(n=488) DI otig 16 eBSopddeC
PALACE 3* (*pe emutAéov pla AALa Ssutepelovta
(n=505) Pwplaotkn SepUATLKNA ACR50, ACR70, suaiocOnrteg,
BAABN =2 cm) SLOYKWHEVEC apBPWOELC,
SF-36, BaBpoloyia tovou
Evepyrj WA: DMARDs naive VAS, BaBuoloyia

PALACE 4

(n=529) (vo apremilast 8ev éxel évbelén oe Baputntac daktuAitidag,

auto tov mAnBucpo) BaBpohoyia MASES
(evBeoitda), PASI-75

PsA=Psoriatic Arthritis; DMARD=Disease Modifying Antirheumatic Drug; ACR20=20% improvement per the American College of Rheumatology; ACR50=50% improvement per the American College of Rheumatology;
ACR70=70% improvement per the American College of Rheumatology; HAQ-DI=Health Assessment Questionnaire-Disability Index; TIC=Tender Joint Count; SJC=Swollen Joint Count; SF=36=36-item Short Form Health Survey;
VAS=Visual Analog Scale; MASES=Maastricht Ankylosing Spondylitis Enthesitis Score; PASI=Psoriasis Area Severity Index 18



2xebLaopnog peAetwy PALACE 1, 2 ko 3: AoBeveig pe evepyn WA
Ka tponyou pevn xprnon DMARDs

Tuxouonotnpévo otddilo eAéyxou pe AutAG - TuAO evepyO otadlo MaKkpOoXpOVLAL OLVOLKTH
placebo I ™G HEAETNG I napakoAolOnon acdAaAelog
| |
ERS -4 ‘Evapén ER54 ERS516 EPRd 24 EBS 52 5 Xxpovia

Apremilast 30 mg BID Apremilast 30 mg BID Apremilast 30 mg BID

® 3 A +
S (=
o] )
c S )
= E
o < (o]
E o E
o - -
o o]
X >
> g -
= S o
S >
Itpwpartonoinon E g
cUpPwva pe tn Xprion VoW
DMARD
(PALACE 1,2
Kot 3) Ko TPooBoAn TG
NEPLOXNG EMLDAVELOG *
ocwpatog (BSA) 23%
PALACE 3 . . o
( ) Mpwtevov teAko onpeio: To Apremilast 30 mg Sev éxel eykplOei yia acBeveic naive ce DMARDs
ACR20 tnv €B6 16 To Apremilast 20 mg 8ev £xet éykpion o€ Kapio Ev8eln

*All doses were titrated over the first week of treatment

Patients whose tender or swollen joints had not improved by at least 20% at Week 16 were considered non-responders and were re-randomized (1:1) to apremilast 20 or 30 mg BID if they were
originally randomized to placebo. Apremilast-treated patients remained on their original dose

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

BID=twice daily; DMARD=Disease Modifying Antirheumatic Drug; ACR20=20% improvement per the American College of Rheumatology
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To Anpoypadika Ko KALVIKA XOpOKTNPLOTLKA KATA TNV Evapén ntav
ouyKplowa avapeoa oTLC 3 LEAETEC

Placebo Apremilast 20 mg BID Apremilast 30 mg BID
Anpoypadikd KoL KAWVIKG XOPaKTNPLOTIKE TNG PALACE 1 PALACE 3 PALACE 2 PALACE 3 PALACE 1 PALACE 2 PALACE 3
véoou kot tnv évapgn (PALACE 1, 2, 3) (n=168) (n=159) (n=169) (n=168) (n=163) (n=169) (n=168) (n=162) (n=167)
HAwtia, péon, €tn 51.5 51.2 49.5 48.7 50.9 49.6 51.4 50.5 49.9
Tuvaikeg, % 47.6 53.5 53.8 49.4 58.3 53.3 54.8 58.6 52.7
Neukn GUAn, % 91.1 95.6 93.5 89.3 92.6 95.3 90.5 96.9 97.6
Badpoc, péoo, kg 89.8 84.9 84.5 88.8 82.7 86.4 87.1 82.7 83.7
BMI, 00, kg/m? 311 295 295 30.9 293 30.1 306 292 (292 )
PsA Sidpkela, péon, £tn 7.3 7.8 6.8 7.2 7.8 7.7 8.1 6.8 o
Aloykwéveg apBpwoelg (0-76), péco 12.8 9.2 11.1 12.5 10.4 11.4 12.8 10.3 @
Enwbduveg apBpwoelg (0-78), péco 23.3 18.0 18.3 22.2 20.3 20.8 23.1 21.8 ﬂii.
HAQ-DI (0-3), péon 1.2 1.2 1.2 1.2 1.1 1.1 1.2 1.2 1.2
SF-36v2 PF, péon 33.8 345 34.3 35.1 345 34.9 33.0 33.7 34.2
SF-36v2 PCS, uéon 34.4 35.0 34.2 35.0 34.6 35.4 33.8 333 343
Mponyouuevn xprion uévo cupBatikwv DMARDs, % 71.4 84.9 71.6 76.8 82.8 69.8 73.8 82.7 @
Mponyoupevn xprion Blohoykwv, % 24.4 14.5 28.4 22.0 17.2 29.6 24.4 14.2 @
Xprion oupBatikwv DMARD otnv évapén, % 65.5 71.1 59.8 66.1 69.9 61.5 63.1 69.8 60.5
Xprion KopTLKOOTEPOELSWV oTnV évapen, % 7.1 12.6 9.5 14.9 22.1 20.1 9.5 15.4 13.8
Xprion NSAID otnv évapén, % 70.2 67.9 68.0 73.2 70.6 71.6 71.4 70.4 72.5

BID=twice daily; BMI=Body Mass Index; PsA=Psoriatic Arthritis; SJC=Swollen Joint Count; TJC=Tender Joint Count; HAQ-DI=Health Assessment Questionnaire — Disability Index;
SF-36v2 PF=36-item Short Form Health Survey Version 2, Physical Function; SF-36v2 PCS=36-item Short Form Health Survey Version 2, Physical Component Summary;
DMARD=Disease Modifying Antirheumatic Drug; NSAID=Non-Steroidal Anti-Inflammatory Drugs

Cutolo M et al. Poster presented at ACR/ARHP Annual Meeting. October 26-30, 2013, San Diego, CA [Abstract #317]



KAWLKO Tipoypappa
Apremilast otnv YwplaoLkr
ApBplitda

AmnoteAecpatTikoTNTA



To Apremilast ETUXE TO MPWTEVOV TEALKO ONUELO

AcOBeveic pe ACR20 (%)

QTIOTEAEOHATIKOTNTOC KO OTLG 3 LEAETEC

eBéopada 16

ONUAVTLKA TIEPLOCOTEPOL 0.0Beveig Tou eAdapuBavav apremilast eiyav avtanokpion ACR20
OUYKPLTIKA pe To placebo kat otig 3 peAéteg PALACEL?

Y
I 1 t
I 1 43
L arem———- T 40
40 - “ '! 38 PALACE 1
1
Ei * Placebo
1] 31 * Apremilast 20 mg BID
30 4 i 29 A 25t 30 me BID *p<0.05 vs. placebo
remilas m
i P 8 "p<0.005 vs. placebo
¥ PALACE 2 *p<0.0001 vs. placebo
20 19 20 19 Placebo
Apremilast 20 mg BID
Apremilast 30 mg BID
PALACE 3
10 -
Placebo
Apremilast 20 mg BID
0 4 Apremilast 30 mg BID
n=165n=154 n=164 ‘ n=163 n=159 n=163 ‘ n=161n=151 n=159
Placebo Apremilast 20 mg BID Apremilast 30 mg BID

Per-protocol population, NRI. Per-protocol population includes all randomized patients who received 21 dose of study medication and had 1 post-treatment ACR evaluation and no critical protocol violations
BID=twice daily; NRI=non-responder imputation; ACR20=20% improvement per the American College of Rheumatology
1. Kavanaugh A et al. Ann Rheum Dis 2014;73(6):1020-6; 2. Cutolo M et al. Poster presented at the 2013 ACR/ARHP Annual Meeting, 26-30 October 2013, San Diego, CA (317)
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H BeAtiwon oto MPpwTEUOV TEALKO ONUELO
dratnpnOnke pexpL kaL tnv eBOodda 52 kat otig 3 PEAETEG

stou¢ aoBeveic tou apytkd tuxatonoti®nkav oto apremilast 30 mg BID, n

avtanokplon ACR20 dtatnprbnke otig 52 ERS. kat otig 3 peAéteg 14

70

— 60

X

Q o

o

(@)

-,

w 40

3

Ng

8 30

W

D

(o]

< 0
10
0

7 63.0%; PAL3
i 54.6%; PAL 1
/0\‘ 52.6%; PAL 2
—e—PALACE 1
—m— PALACE 2
] PALACE 3
"‘ T T T T T T T T T T T T 1
0 16 24 40 52 ERsouddo
PALACE1, n 150 145 140 130
PALACE 2, n 145 138 121 116
PALACE3,n 154 145 131 127

BID=twice daily; NRI=non-responder imputation; ACR20=20% improvement per the American College of Rheumatology

Data as observed. BID=twice daily; ACR20=20% improvement per the American College of Rheumatology

1. Kavanaugh A et al. ) Rheumatol 2015;42(3):479-88; 2. Kavanaugh A et al. Presented at the 2013 EULAR Annual Meeting, 12-15 June 2013, Madrid, Spain (oral presentation);

3. Cutolo M et al. Presented at the 2013

ACR/ARHP Annual Meeting, 26-30 October 2103, San Diego, CA (oral presentation); 4. Edwards CJ et al. Poster presented at the 2013 ACR/ARHP Annual Meeting, 26-30 October 2013, San Diego, CA (311)
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H BeAtiwon oto mMpwTeVoV TEAKO onpeLlo StatnpnOnke pExXpL TNV
eBdouada 156 otnv PALACE 1

H avtandkpion ACR20 diatnprOnke éwg tnv eBdopdda 156 pe to apremilast 30 mg BID

100 -
—#—Apremilast 30 mg BID

—_ 80 -
&\°_

§ 65.0%

(@)

<

w

3

4

w

>

w

D

o)

<

EBSoudada

0 16 24 40 52 65 78 91 104 117 130 143 156

Apremilast 20 mg BID, n/m 109/183 89/167 85/161 88/148 84/138 78/134 84/132 77/130 85/125
Apremilast 30 mg BID, n/m 101/190 96/166 92/159 98/150 94/144 96/144 89/144 85/140 89/137

Data as observed

Analyses includes all patient data, including the placebo-controlled period, regardless of when patients started taking apremilast (baseline, Week 16 or Week 24). Denominators may vary slightly due to
availability of sufficient data for each level of ACR

n/m=number of responders/patients with sufficient data for evaluation

ACR20=20% improvement per the American College of Rheumatology; BID=twice daily

Kavanaugh A et al. Poster presented at the 2105 ACR/ARHP Annual Meeting, 7-11 November 2015, San Francesco, CA (2843)

24



ALOYKWHEVEC apOpWOELC



Melwon tou aplBpoU Twv SLOYKWHEVWY apBpwoEwWV HEXPL TNV
eBoopada 52 kat otig 3 PEAETEG

>toug aoBeveic mou apxikd tuxatornotiOnkav oto apremilast 30 mg BID, n psiwon twv Sloykwpévwv

apBpwoswv Satnprndnke kot otig 3 peétecl—

40 52 EBSopada
T T 1
(=g
wS
Q
3
2
g —+— PALACE 1
(=g
- —=— PALACE 2
E
3 PALACE 3
pl =y
<
(=}
Q
3
=
w
=3
8
g
B
o
°]
] -77.8%; PAL 1
3 \. -79.2%; PAL 3
] -87.5%; PAL 2
'8
< .100 -
PALACE 1, n 155 146 141 131
PALACE 2, n 149 142 123 118
PALACE 3, n 154 147 131 127

Data as observed. BID=twice daily; SJC=swollen joint count
1. Kavanaugh A et al. ) Rheumatol 2015;42(3):479-88; 2. Cutolo M et al. Presented at the Italian Society of Rheumatology (SIRS) Meeting, 27-30 November 2013, Napoli, Italy (oral presentation); 3.

Cutolo M et al. Presented at the 2013 ACR/ARHP Annual Meeting, 26-30 October 2103, San Diego, CA (oral presentation); 4. Edwards CJ et al. Poster presented at the ACR/ARHP Annual Meeting,
26-30 October 2013, San Diego, CA (311)
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To Apremilast BeAtiwoe tov aplOUO TwV SLOYKWUEVWV
apBpwoswv pexpL tnv efdopada 156 otn peletn PALACE 1

H BeAtiwon otov aplOpo Twv SLoyKWHEVWY apBpwoswv EwG TNV EBSopada 52 StatnprBnKe €wg Kat TV

eBSopada 156 pe tn cuvexn xopfiynon Apremilast 30 mg BID

0 16 24 40 52 65 78 91 104 117 130 143 156
EBSouada

—#—Apremilast 30 mg BID

-81.2%

Méon noocootiaia petaBoAn ano tnv Evapén

-100

L

Apremilast 30 mg BID, n 192 167 160 153 144 144 145 140 138

Data as observed
BID=twice daily; SJC=Swollen Joint Count;
Kavanaugh A et al. Poster presented at the 2105 ACR/ARHP Annual Meeting, 7-11 November 2015, San Francesco, CA (2843)
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EvaioOntec apOpwaoelg



Meiwon tou aplBpou Twv evaiodBntwy apBpwoewv PEXPL TNV
eBoopada 52 kat otig 3 PEAETEG

3toug aoBeveic mou apykd tuxatorotifnkav oto apremilast 30 mg BID, n peiwon twv svaiodntwv apbpwoswv

SatnpnOnke kot otig 3 peAéregl

0 16 24 40 52 EBSouada
O " T T T T T T T T T T 1
o
WS
Q
g PALACE 1
. ——
(1] _20 ]
>
E
o —m— PALACE 2
2 -40 -
< PALACE 3
(=N
3
&
= -60 - -62.5%; PAL 1
3 -63.1%; PAL 2
g -70.0%; PAL 3
3 80 -
]
o
E
[
o -100 -
=
.g PALACE 1, n 155 146 141 131
PALACE 2, n 149 142 123 118
PALACE 3, n 154 147 131 127

Data as observed. BID=twice daily; TIC=Tender joint count
1. Kavanaugh A et al. ) Rheumatol 2015;42(3):479-88; 2. Cutolo M et al. Presented at the Italian Society of Rheumatology (SIRS) Meeting, November 27-30 2013, Napoli, Italy (oral presentation). 3. Cutolo M

et al. Presented at the 2013 ACR/ARHP Annual Meeting, 26-30 October 2103, San Diego, CA (oral presentation). 4. Edwards CJ et al. Poster presented at the ACR/ARHP Annual Meeting, 26-30 October 2013,
San Diego, CA (311)



To Apremilast BeAtiwoe tov aplOud twv evaicOntwv apOpwoewv pexpL
v eBoopada 156 otn peAetn PALACE 1

H BeAtiwon otov aplOpo Twv evaicOntwv apBpwoewv ewg TNV eBSopdda 52 Sratnpndnke €wg Ko tnv

eBSopdda 156 pe tn cuvexr Xopriynon Apremilast 20 kot 30 mg BID

0 16 24 40 52 65 78 91 104 117 130 143 156
ERSouada

—#—Apremilast 30 mg BID

-73.2%

Méon nocootiaia petaBoAn anod tnv Evapén

L

-100

Apremilast 30 mg BID, n 192 167 160 153 144 144 145 140 138

Data as observed
TJC=Tender Joint Count; BID=twice daily
Kavanaugh A et al. Poster presented at the 2105 ACR/ARHP Annual Meeting, 7-11 November 2015, San Francesco, CA (2843)
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PALACE 3: AvaA\uon amoteAeopatikotntac ota 3 €1n

Avaloyla aoBsvwv oe apremilast 30 mg BID pe Odeon, (DAS- Avahoyla acBeviv oe apremilast 30 mg BID ue kakd fj ptpia

N 28 (CRP) <2.6, ota 3 émn avranokpon EULAR ota 3 étn
. 2 100 4
FA 5
% 0 4 § o1 70.1%
E 01 ;; 60 4
i
-9 N é 20 4

T T T T T T T T T T T 1 . . . : . T T T T T T 1
0 16 24 40 52 85 L] al 104 nr 130 143 156 [i 6 24 40 52 85 78 al 04 17 130 143 156

Study Week Study Wesk
Apremisst 30 mg BID. wim [ eaes | s [eznrs [ orier [ ewiso [ eenss [ ariee [ soris [ siao | I flast 30 mg BID, Wm [ 144/104 | 131178 | 139/178 | 131167 | 1277188 | 1247163 | 126148 | 1ie/i4a | 1103 |

AIATHPHEH YOEZHS [DAS-28(CRP)<2,6] kadn N petpla avranokpion EULAR

156 eBdopnadec (3 £€tn)

41% twv acOevwv

v' tnv eBSopdda 52: 74,2% twv acOsvwv
v' v eBdopdda 156: 79.1% Twv acOevwv

Data as observed. Analyses include all patient data, including the placebo-controlled period, regardless of when patients started taking apremilast (baseline, Week 16, or
Week 24). n/m=number of responders/number of patients with sufficient data for evaluation.

BID = twice daily, EULAR = European League Against Rheumatism Edwards CJ, et al. EULAR 2016 Poster presentation THU0435
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To Apremilast cuveyloe va BeATLwVEL TNV evOeoiTOA PEXPL KOL TNV
eBdonada 104 (ouykevrpwtikn avalvon PALACE)

Moocooto peiwong tng Babuoioyiag MASES £wg AoBeveig mou AdpBavav Apremilast amnoé tnv

€vapén kal eiyav anouvaoia evbeoitidag
(BaBuoAoyia MASES, 0) €wg kat 104 EBS.

kot 104 €B6. oe aoBeveic mou Aappavav
Apremilast ané tnv évapén

0 16 24 40 52 65 78 91 104

0 T 1 1 1 1 1 1 T 1T 17T T T 1 1 1 1111111717711 EBSOudSQ 100 T

c
W —
S g
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z -20 - % 80 - —#— Apremilast 30 mg BID
o 2
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< 40 - g 60 -
o S
@ >
S 2
s S 48.7%
=2 3
3 -57.5% T
d '60 7 (=)
B 4
S <
8 g
R .80 - @
s 2
8 <
=

-100 -
0 16 24 40 52 65 78 91 104
ERSopada

Apremilast 30 mg BID, n 377 341 329 314 302 Apremilast 30 mg BID, n/m 142/377 147/341 154/329 149/314 147/302

NOTE: A decrease in MASES indicates symptom improvement

Data as observed. Analyses includes all patient data, including the placebo-controlled period, regardless of when patients started taking apremilast (baseline, Week 16 or Week 24)
n/m=number of responders/patients with sufficient data for evaluation

Gladman D et al. Presented at the 2015 EULAR Annual Meeting, 10-13 June 2015, Rome, Italy (oral presentation)
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To Apremilast cuveyloe va BeAtiwvel Tn dakTuAitida HEXPL KaL TNV
eBdopada 104 (cuykevrpwrtikn avaluon PALACE)

MooooTo peilwong tng SaktuAtidag £wg kat 104 £B6. AcBeveic tou eAdpPava v Apremilast amé tnv

o€ acBeveig mou eAapPBavav Apremilast ano
™V €vapén

0 16 24 40 52 65 78 91 104

€vapén Kot eiyav amouoia SakTUALTLOOC EwG Kot
104 EBS

ERSopdda 100 -
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-100 -
0 16 24 40 52 65 78 91 104
ERSopdada
Apremilast 30 mg BID, n 249 226 221 207 200 Apremilast 30 mg BID, n/m 168/249 166/226 157/221 162/207 155/200

NOTE: A decrease in dactylitis count indicates symptom improvement Data as observed. Analyses includes all patient data, including the placebo-controlled period, regardless of when patients started taking apremilast (baseline, Week 16
or Week 24) n/m=number of responders/patients with sufficient data for evaluation
Gladman D et al. Presented at the 2015 EULAR Annual Meeting, 10-13 June 2015, Rome, Italy (oral presentation)



ABSTRACT NUMBER: 1711 Dafna D. Gladman et al 2016 ACR/ARHP Annual Meeting
Apremilast Treatment and Long-Term (156-Week) Improvements in

Enthesitis and Dactylitis in Patients with Psoriatic Arthritis: Pooled Analysis of a Large Database of 3
Phase Ill, Randomized, Controlled Trials

Enthesitis and Dactylitis at Wk 24 (LOCF), and Wks 52 and 156 (Data as Ob;emd.j\
Wk 24 Wk 52 Wk 156 )

MASES* PBO APR30 APR20 APR30 APR20 APR30 APR20
n=302 n=315 n=298 n=377 n=326 n=278 n=227

Baseline, mean 48 44 46 44 45 42 44

Mean change from -09 -13 ~-12 -2.0 —2. ~2.T -28

baseline —

Mean % change -7.0 -23 Gi —19 3) -435 -422 -65.2 -576

from baseline —

Median % change =211 -50.04 -40.0 -66.7 -66.7 -100.0 -100.0

from baseline

Pts achigving score 225 21.5 274 37.7 41.1 35.0 55.1

of 0, %

PBO APR30 | APR20 | APR30 | APR20 | APR30 | APR20

Dactylitis coun® | n-194 | n-214 | n-202 | o249 | n-225 | n=181 | n-t57

Baseline, mean 33 3.2 34 34 33 34 30
Mean change from -13 -1.8! -1.6 -25 -23 -3.0 -24
BL

Mean % chanqge =382 -48.6 -d}.g; -67.9 -70.2 -B3.6 ll -734

from baseline

Median % change -66.7 -79.3 -75.0 -100.0 -100.0 -100.0 -100.0
from baseline

Pts achieving score %0 462 459 675 66.7 796 739
of 0, %

The n at Wk 24 represents pts with a baseline value >0 and at least 1 post-ba3seline value at or
before Wk 24. The n at Wk 52 and Wk 156 represents the number of pts taking APR (rzgardiess of
when treaiment started [baseline. Wk 16 or Wk 24]) with 2 baseline value >0 and a value at Wk 52 or
Wk 138.

‘MASES ranges from 0 10 13, with 0 indicating no pain at any asseased enthesis and 13 indicating
pain at all assessed entheses EDactylitis countis the sum of all scores foreach of the 20 digits. with
each digit scored as D=absence or 1=presence of dactyltis P<0.05vs PBO. |P<0.01vs PED
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PALACE 1-3 : Avaluon BaBuoAoyiac BASDAI

Méon petaBolr} Baduoloyiag BASDAI artd tnv évapén wg tnv Méon petaBolr} Badpoloyiag BASDAI ard tnv évapén we v
epSouada 24° epbondda 52b
Study Week
16 24 52
0.0 — 00 ! : :
o 05
E —0.5 %
2 B 0]
‘S E
'{i —1.0 "Sj -1.5 4
- -1.5 - E oy
W Placebo —1.84
m Apremilast 30 mg BID " -3.0

—2.0 - | Apremilast 30 mg BID, n 142 130 124

*P = 0.0002 vs. placebo

OL aoBeveic mou EAaPBav apremilast 30 mg | * O acBeveic mou éAafav Apremilast 30 mg
BID gpdaviocav

(HeyahUtepn (ueon

BeAtiwon otn BabuoAoyia BASDAI og petafoAn BASDAI -2.18 tnv eBdouada 52)
ouykplon Ue to placebo tnv efdouada 16
Kot 24)

3Baseline mean (SD) BASDAI scores were 6.6 (1.50 for apremilast 30 mg BID patients and 6.4 (1.5) for placebo patients. The n represents the number of patients in the subset who were
randomized at baseline. Missing values were handled using LOCF; Week 16 data were carried forward to Week 24 for patients who early escaped at Week 16.

bThe n represents the number of patients in the subset who were randomized to apremilast 30 mg BID at baseline and had a baseline measure and a measure at the indicated time point. Data
as observed.

Mease PJ, et al. EULAR 2016 Poster presentation TH0420



PALACE 1-3 : Avaluon BaBuoloyiac BASDAI (cuvexela)

BaOpoAoyia BASDAI kortd tnv évapén ko tnv edopada 52

Baseline (n=156) Week 52 (n=124)
30
250
25 |
- : 20
S =Y  ma%
8 0
= 15 - £ 15
£ 3 124 129 494
[
" ! ‘L ¢
5 594 40
- 0.8
0 : : : 0|
010 <2 >210 <4 >6t0 <8 >80 <10 \20 to <2 >4 10 <6 >80 <10
BASDAI Level
Improvement Worsening Improvement Worsening
> <

*  HmAswoynodia twv acBevwv kata tnv Evapén eixe BadpoAroyia BASDAI > 6, umodnAwvovtag cofoapn
SuoAeltoupyia otic KaBnuepvEG SpaotnpLotntes. Kamolol acBeveig eixav tn péytotn Badbuoloyia, 10.

*  Mapatnpouvtot KAVIKA CNUAVTLKEG LETABOAEC ano

v\ TNV HETATOMLION TOU apltOpou twv aoBevwv pe vPpnAotepn Babpoloyia npog tTnv xoapunAdtepn
BaOpoAoyia

v'  amnod tnv avaloyia acBevwv pe Babpoloyia BASDAI < 4

The n represents the number of patients in the subset who were randomized to apremilast 30 mg BID at baseline and had a baseline measure at the indicated time period.
Data as observed at Week 52 .
BASDAI = Bath Ankylosing Spondylitis Disease Activity Index, BID = twice daily

Mease PJ, et al. EULAR 2016 Poster presentation TH0420






H BeAtiwon otic Pwplactkec SEpUATIKEC EKONAWOELG
dlatnpnBnke pexpLtnv efoouada 52 kot otig 3 HEAETEC

Itoug acBeveig tou apykd tuxatorowiBnkav oto apremilast 30 mg BID, n BeAtiwon oto PASI-75 SiatnprOnke Kot oTig 3 HENETEG

50 -
—e— PALACE 1 —— PALACE 2 PALACE 3
40 - 39.3%; PAL 2
. 39.1%; PAL3
36.8%; PAL 1
S
= 30 -
wn
h
2
o
= 20 -
=
w
>
w
@
3]
< 10 -
0 {4 T T T T T T T T T T T T 1
0 16 24 52 EBoupada
PALACE 1, n 74 73 68
PALACE 2, n 66 67 56
PALACE 3, n 78 74 64

Data as observed . Patients with a 23% body surface area at baseline. BID=twice daily; PASI=Psoriasis Area and Severity Index

Cutolo M et al. Oral presentation at the Italian Society of Rheumatology (SIRS) Meeting. November 27-30, 2013, Napoli, Italy. Cutolo M et al. Oral presentation at ACR/ARHP Annual Meeting. October 26-30, 2103, San Diego, CA [Abstract #815].
Edwards CJ et al. Poster presented at ACR/ARHP Annual Meeting. October 26-30, 2013, San Diego, CA [Abstract #311]



Twpa to Apremilast mapouolalel anoteAeopatikotnTa o€ OAQ T
avayvwplopeva nedla tnc WA (obudwva pe to GRAPPAL)

Agppa
BeAtiwon otnv avtanokplon PASI
ﬂiuaioentsc KoL SLOYKWUEVEC \ niou Swatnpeitat yia 3 €tn(PALACE
ApBpwoelg 1)?

ALaTNPROLUN ATTOTEAECLATLKOTNTA

(PALACE-1 3 £tn)?

*  ~80% BeAtiwon SLOYKWUEVWY
0pOpWOoELg

* ~75% BeAtiwon evaiocBntwv

\ opBpwoswv

/ AaKTuAitba \

AmnoteAeopatikr entAuon tng
SaktuAitidag

(PALACE 1-3 2¢tn)*

* ~80% peilwon daktuAitidag
e ~80% pe eniluon (amouoia)

\ Saktulitidoc /

Wwpiaon ovoxwv

Awatnpnotun BeAtiwon otnv Ywpiaon

ovUxwv (ESTEEM 2)3

* ~60% péon peiwon otn Badbuoloyia
NAPSI tnv eBdopada 52

/ EvOeoitida \
AmoteAeopaTikN EMAUON
evBeoitdag (PALACE 1-3 2étn)?
* ~60% peiwon Babuoloyiag

MASES
* ~50% pe eniluon (amouoia)

\ evBeoitidag /

A&ovikn vooog

BeAtiwon tnv agovikng vooou wg Seutepelwy

XOPAKTNPLOTIKO TN TiepLdeprakng WA (PALACE 1-3)°

*  Inuavtikn BeAtiwon otn BabBuoAoyla BASDAI tnv
eBSouada 24 nou Statnpeital tnv efSopdada 52

1. Coates LC, et al. Arthritis Rheumatol 2016;68:1060-1071;
BASDAI = bath ankylosing spondylitis disease activity index, BID = twice 2. Kavanaugh A, et al. EULAR 2016. Poster FRI0447;

daily, MASES = Maastricht ankylosing spondylitis enthesitis score, NAPSI = 3. Paul C, et al. BrJ Dermatol 2015; 173:1387-1399; 4. Gladman D, et al. EULAR 2015; OP0169;
nail psoriasis severity index, PASI,= psoriasis activity severity index. 5. Mease P, et al. EULAR 2016. Poster THUQ0420.



To Apremilast odriynoe o€ peiwon tou ovou pEXpL Kat tnv edopada 52

Week
0 16 2 40 52
0
€
E
g 5
S MCID
3 10 mm improvement
2 -10 P
>
S
e
3 -15 -
E
]
(<= %
g -17.4
¥ -20 - .
o
2
= Apremilast 30 mg BID
_25 _
Apremilast 30 mg BID, n 450 434 394 375

Pooled PALACE 1, 2 & 3 data; Data as observed
BID=twice daily; VAS=Visual Analog Scale MCID=Minimal Clinical Important Difference
Gladman D et al. Poster presented at the 2014 ACR/ARHP Annual Meeting 2014; 15-19 November 2014, Boston, MA (1565);



H BeAtiwon otnv korwaon dlatnpnnke pe tn

nakpoxpovia Bepaneia pe Apremilast (MCID 3.56)

80 -
S
70 A
(]
]
= 60 -
Ll
5 50
(@] -
=
3
o 40 -
w
®
@ 30 -
o)
<
20 -~
10 - Apremilast 30 mg BID
O L T I I T 1
o) 16 24 52 /8 104
Week
Apremilast 30 mg BID, n/m 311/670 310/652 283/559 253/492 231/454

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

Kavanaugh et al ACR 2015 [poster 2849]




To Apremilast 0driynoe o€ BeAtiwon ThC CWHATIKAC AELTOUPYLOC
(HAQ-DI) pexpL kat tnv eBoopada 52 kat otig 3 HEAETEG

Itoug aoBeveig mou apykd tuxatonouiOnkav oto apremilast 30 mg BID,n BaduoAoyia HAQ-DI, £8<1ée

BeAtiwon otn cwpatiki Aettoupyia tou dtatnpnOnke, kat otig 3 peAétegl2

Study Week
0 ,“ T T T T T T T T T T T T 1 y
o
wS
Q
3
O —e—PALACE 1
>
£ 01 -
B
3 —=— PALACE 2
N =
<
o
o
g -0,2 - PALACE 3
3
[ o
5
W
=
g 0,3 - -0.318; PAL 1
< .- -0.330; PAL 2
-0.350; PAL 3
04 -
PALACE 1, n 151 146 141 132
PALACE 2, n 147 141 123 117
PALACE 3, n 153 147 132 127

Data as observed. HAQ-DI =Health Assessment Questionnaire — Disability Index; BID=twice daily
1. Kavanaugh A et al. J Rheumatol 2015;42(3):479-88; 2. Schett G et al. Poster presented at the 2013 ACR/ARHP Annual Meeting, 26-30 October 2013, San Diego, CA (331)



To Apremilast dwatr)pnoe tn BeAtiwon tng cwpatikne Asttoupylac (HAQ-
DI) pexpt kat 156 eBoouddec otn pehetn PALACE 1

H BeAtiwon otn BaBuoAoyia HAQ-DI £wg tnv efdopada 52 dtatnprnBnke €wc kot tnv efdopada 156 pe 1o

apremilast 30 mg BID

0 16 24 40 52 65 78 91 104 117 130

143 156 Study Week

Méon petaBoln amnd tnv évapén

-0,5 -

193 169 161 153 145 144 145 140 139

Apremilast 30 mg BID, n

Data as observed
BID=twice daily ; HAQ-DI=Health Assessment Questionnaire — Disability Index;
Kavanaugh A et al. Poster presented at the 2105 ACR/ARHP Annual Meeting, 7-11 November 2015, San Francesco, CA (2843)

—=— Apremilast 30 mg BID

-0.37

47



KAWLKO mpoypappa Apremilast
otnv Ywplaowkn ApBpitida




2 UYKEVTPWTLKN avaluon acdaletac tov Apremilast otig 3 peAeteg PALACE

Placebo Apremilast Apremilast Apremilast Apremilast
(n=495) 20 mg BID (n=720) 30 mg BID (n=721) 20 mg BID (n=720) 30 mg BID (n=721)

AE cOvoyn, n (%)

>1AE 235 (47.5) 456 (63.3) 476 (66.0) 524 (72.8) 534 (74.1)
>1 SAE 19 (3.8) 34 (4.7) 35 (4.9) 49 (6.8) 52 (7.2)
AE mou odnynoe 21 (4.2) 48 (6.7) 51(7.1) 54 (7.5) 60 (8.3)
oe dlakormn

@avarol 0(0.0) 1(0.1* 0 (0.0) 1(0.1)* 0 (0.0)

H @uon kai n Baputnta Twv AE ATav TTOpOHOIA OTIC PACNG EKOEONG O€

Apremilast (EBS. 0 to <24 ka1 ERS. 0 to £52)

*Includes the data through Week 16 for placebo patients who escaped, and the data through Week 24 for all other placebo patients

*Includes all patients who received >1 dose of apremilast, regardless of when treatment started
*Multiorgan failure not suspected by the investigator to be treatment related Mease et al. Poster presented at the 2014 EULAR Annual

BID=twice daily; AEs=adverse events; URTI=upper respiratory tract infection Meeting 11-14 June 2014. Paris France (3 10)
) ’



To noooaoto dtakonwyv Aoyw aotpeviepoloyikwv AE ntav xapnAo
(ouykevtpwTtlkn avaivon)

Faotpeviepoloylkéc AE mou odriynoav oe diakonn (>2 aocBeveig)

daon eAéyxou daon €kBeong oc apremilast ®daon €kBeong os apremilast
placebo (EBS. 0 wg (EBS. 0 wg < 24)° (EBS. 0 wg < 52)°
24)*

Placebo Apremilast Apremilast Apremilast Apremilast
(n=495) 20 mg BID 30 mg BID 20 mg BID 30 mg BID
(n=720) (n=721) (n=720) (n=721)

AEs, n (%)

Onoladnmnote 6(1.2) 18 (2.5) 34 (4.7) 20 (2.8) 37 (5.1)
Gl AE

Awdppola 3(0.6) 6 (0.8) 13 (1.8) 6 (0.8) 16 (2.2)
Nautia 3 (0.6) 8(1.1) 15 (2.1) 8(1.1) 16 (2.2)
Epetog 0(0.0) 1(0.1) 6 (0.8) 1(0.1) 6 (0.8)
Kowtako 0(0.0) 4 (0.6) 3(0.4) 4 (0.6) 3(0.4)

aAyog (avw)

OLyaotpevtepoAoyikeg AE tav automepLlopl{OMEVEG Kal Sev emavepdaviotnkov

napa tn cuveX{opevn Bepancia pe apremilast

*Includes the data through Week 16 for placebo patients who escaped, and the data through Week 24 for all other placebo patients
Includes all patients who received >1 dose of apremilast, regardless of when treatment started
BID=twice daily; AEs=adverse events; Gl=gastrointestinal

Mease et al. Poster presented at the 2014 EULAR Annual Meeting,
11-14 June 2014, Paris, France (310) 50



Xpovog epdavionc tnc dSLappolac - ZUYKEVTPWTLKN AvaAuon

=)
[a%)

Apremilast 20 mg BID and 30 mg BID (N=1,441)

=]
LI M O = DD D —

Patients, n
o =

—y
]

| | | | | | | | | | | | | | 1 1 1 1 1 1 1 |
]

— PO LD e L O =] OO

0 5 10 15 20 25 30 60 100 140 180 220 260 300 340 380 420 460
Time to Onset From First Exposure to Apremilast (Days)

H dwdppotia Kat n vavtia epdoaviotnkov cuxvotepa TIC MPWTEC 2 EBSOUASEC TNC £KOEONC o€

Apremilast, evw nopatnenRONKe LELWHEVN ENMMTWON HETA TOV TPWTO HAVA XOPnNynong

Mease et al ARD 2014;73(Suppl 2.):742-743 Poster SAT0408



H enttwon twv ZAE pe to Apremilast ntav xoapnAn
OUYKEVTPWTLKN avaAuon 52 eBoopadec

‘ETn acBevwyv (EAIR/100) yia AE €10IkoU evOIa@EPOVTOG (ETTITITWON BAon Tou XpoOvou £KBeaNG)

MACE (ueitova
avembuunTa
KapdLlayyelaka cupBavra)

KakonOeLeg

ALLOTOAOYLKEC

AEPUATIKEG (extdg
UeEAQVWLATOG)

JUMMAYELG (ue perdvwpa)

NoLpwEELG
Mn EUKOLPLAKEG
0oBapPEG AOLUWEELG

JUOTNUOTLKES
EUKOULPLAKEG AOLUWEELG

Ol EpYOTNPLAKEC EEETACELG NTAV OTIAVLA EKTOC OPLWV CUVETIWG SV MPOEKUPE AVAYKN YLOL EPYACTNPLAKO EAEYXO pOUTIVAG

Aev untnp&av mepMTWoelg epdaviong f emavepudaviong GpupaTiwong

EAIR per 100 patient-years is 100 times the number (n) of patients reporting the event divided by patient —years (up to the first event start date for patients reporting the event) MeaS.e etal. Poster presented a_t the 2014 EULAR Annual
EAIR=exposure adjusted incidence rates; BID=twice daily; MACE=major adverse cardiac events Meetlng, 11-14 June 2014, PaI’IS, France (310)



To Apremilast Atav yevika KaAad avekto €wc Kat ot 104 EBSouadec
2 UYKEVTPWTLKA avaluon

XpOvog £kBeong o apremilast Xpovog £kBeong os apremilast
(EBS. 0 wg < 52)* (EBS. >52 wg < 104)*

Apremilast Apremilast Apremilast Apremilast
20 mg BID (n=720) 30 mg BID (n=721) 20 mg BID (n=508) 30 mg BID (n=520)

Patients, n (%)

>1 AE 505 (70.1) 524 (72.7) 315 (62.0) 308 (59.2)
>1 SAE 40 (5.6) 47 (6.5) 38 (7.5) 33 (6.3)
AE 1ou 06rynoe og dlakomnn 52 (7.1) 56 (7.8) 11 (2.2) 13 (2.5)
Odvarot 1(0.1)t 0(0.0) 0(0.0) 1(0.2)*
AEs o€ 2 5% acBevwv, og OAa ta oxnpota, h (%)

Adppora 88 (12.2) 112 (15.5) 10 (2.0) 20 (3.8)
Nautia 69 (9.6) 108 (15.0) 7 (1.4) 11 (2.1)
Kepalahyia 61 (8.5) 75 (10.4) 14 (2.8) 17 (3.3)
Noluwé. AvwT. AVarmveuoTikou 71 (9.9) 60 (8.3) 40 (7.9) 27 (5.2)
Pwodoapuyyitida 48 (6.7) 41 (5.7) 29 (5.7) 31 (6.0)

v' Owneploootepeg AE ftav AmLag wg HETpLag Baputntag Ko otig SU0 Xxpovikég neplddouc €kBeong oe Apremilast:
EBS6. 0 wg <52 kat EPRS. >52 to <104

v T EBS. >52 w¢ <104, n ouxvotnta epdaviong tng Sitdppotac, vavtiog ko kepaladyiog fATav xapnAdtepn

*Includes all patients who received apremilast during the time interval relative to the start of administration .
"Multiorgan failure not suspected to be treatment related; *Motor vehicle accident on Day 489 Mease PJ et al. Poster presented at the 2015 EULAR Annual Meetmg'

BID=twice daily; AE= adverse event, SAE=serious adverse event; URTI=upper respiratory tract infection 10-13 June 2015, Rome, ItaIy () 2 THUO43



To Apremilast Atav yevika@ KoAQ avekto we kot tnv efdopada 156
otn peA€tn PALACE 1

‘EkOeon o€ apremilast*
EBS. >104 wg <156

Apremilast 20 mg BID (n=140) | Apremilast 30 mg BID (n=144)

AoOeveic, n (%)

21 AE 78 (55.6) 88 (61.1)
> 1 SAE 9 (6.4) 10 (6.9)
AE mtou o6rynoe oe Slakomn 1(0.7) 1(0.7)
@avartol 0 (0.0) 0 (0.0)
AEs o€ 2 5% aoBevwv, og 0Aa ta oxquata, n (%)

Nolpwé. AvwT. AVarmveuoTIKOU 10 (7.1) 10 (6.9)
Pwodapuyyitidba 9(6.4) 4 (2.8)

Aev vntnpéav véa Ospata aoPpAaAelac Katd tn pakpoxpovia EkBeon os Apremilast

oo tnv eBéopada 106 Ewg tnv efdoupdda 156

*Includes all patients who received apremilast during the time interval relative to the start of apremilast administration Kavanaugh A et al. Poster presented at the 2105 ACR/ARHP Annual Meeting
AE=adverse event; BID=twice daily; TB=tuberculosis ’
7-11 November 2015, San Francesco, CA (2843)



C. Everett Koop

U.S. Surgeon General
(1916 — 2013)

Drugs don't work in patients
who don't take them




Note 0 aoBevrg MapapEVEL OE [l (pakpoxpovia) Bepaneia;

Makpoxpovio
KALVIKO 0 eNOC

+

Aodalela otnv
KAWLKA tpaén

NMAPAMONH

EUKoAo OEPAMEIA
6000A0YLKO oXAHA

Anodektn

EMTELpi
Xopriynong

1.  Fisher Aetal, PLoS ONE 9(8): €105193. d0i:10.1371/journa l.pone.0105193;
2. Degli Esposti L et al, ClinicoEconomics and Outcomes Research 2014:6 401-407;
3. Bolge SC et al. Patient Prefer Adherence. 2015;9:121-131
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Rheumatology

Longterm (52-week) Results of a Phase III Randomized, Controlled Trial of C
Apremilast in Patients with Psoriatic Arthritis

Arthur Kavanaugh ', Philip ). Mease, Juan J. Gomez-Reino, Adewale O. Adebajo, Jirgen Wollenhaupt, Dafna D. Gladman, Marla Hochfeld,
Lichen L. Teng, Georg Schett, Eric Lespessailles and Stephen Hall

Makpoxpovia nopapovin otnv Bepaneia

Arwakor) Aoyw EAAel NG AMOTEAEGLATIKOTNTOG 6,8%
Awakonn AGyw MaPEVEPYELWV 8%
Zuppopdwon otnv Oepansia >96%

J Rheumatol 2015;42:479-88



Apremilast: mpaktik@ IntHuata

, . * Aev aAAnAemudpa He:
» Aev anouteitatl mpo-0epameuTIKOC , ,
* Tomukn Beparmeia

EPYAOTNPLAKGG EAEVXOG * UVB ¢wtoBeparneia

* Agv amatteito TOKTKY EPY0oTNPLOKA * Ketokovagoin
napakololOnon * MeBotpetatn
* Ao TOU OTOMATOC OVTLOUAANTITIKA
* Xwpig npoduldelg o€ dtopa e cuvnBOEeLg « OyL TN GUYXOPAYNGN UE LOXUPOUC
OUVVOONPOTNTEC: enaywyeic tou CYP3A4, 1i.x. pupaprikivn

> Vi e Avtevdeikvutal:
MEPTAO , ,
pTaon * e aoBeveic pue unepevalobnolia otn

> Kapdiayyetokr vodoog Spactikry oucia / ekboxa
* 2TNV EyKUHOOUVN
> Zakyapwdng daprtng * AocBeveic pe omavia KANPOVOULKA

npoPAnpata duocaveéiag otn

» Hnatik duoAettoupyia yoAaktoln,

* [poocappoyn 66onc os coPfapn XNA

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 Ill, 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 Ill Randomized, Controlled Trial of Apremilast in Patients with Psoriatic Arthritis. / Rheumatol 2015;

;42(3):479-488 3. Otezla. MepiAnin Twv Xapaktnplotikwy Tou Mpoiovrog 4. Otezla EPAR http://www.ema.europa.eu/docs/en_GB/document _library/EPAR -
Public_assessment_report/human/003746/WC500182629.pdf (Huepounvia teAevtaiag mpdoBacng 1/3/2016)



http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/003746/WC500182629.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/003746/WC500182629.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/003746/WC500182629.pdf

Aocoloyia Apremilast

AoocoAOYyLKO oXALa TITAomoinong

4 ] . . \
TitTAotroinon TG d6ong Katd ~a
TIG 5 TTPWTEC NUEPES m ‘9*

1" Huépa 10 mg -

2" Hpépa 10 mg 10 mg
3" Huépa 10 mg 20 mg
4" Huépa 20 mg 20 mg

5" Huépa 20 mg 30 mg

6" Huépa Ki ETTEITa 30 mg 30 mg

Aocoloyiké oxAua cuvripnong: 30 mg X2 /d

To apremilast Aapypaveral ave¢dpTnra amrod 1o eaynTo

Otezla. MepiAnwn Twv XapakTnpIioTIKWV Tou [Npoidvtog



Apremilast: H Stapopetikn npoogyylon tn¢ Ywplaonc

* To Apremilast eival €vag armé Tov oTONATOC ULKPOLOPLAKAG avaoTtoAEag tng PDE4

* 5pa eVOOKUTTAPLKA TIPOKELUEVOU Va pUBUioeL To TTOAUTIAOKO SiKTUO TWV

HLECOAQPNTWY TOU AVOCOTIOLNTIKOU CUCTAMATOC, Kal Vo EAEVEEL TN PAEyOVN

* To Apremilast £XEL TEKUNPLWUEVN ATTOTEAECHATIKOTNTO OE TMOAAXTIAEG EKONAWOELG
™¢ Ywpilaokic apOpitidog
o Afppa, TPXWTO KEPAANC, VUXLA, TIAAAUEC — TIEApOTA
* ApBpwoelg, evBeoitida, SaktuAitida (ouvnBelc ekdNAWOELS TNG PWPLACLKAG

apBpitidag)

* To Apremilast BeAtiwvel tnv mototnta {wng twv acBevwv pe Pwpiaoikn apbpitida
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Apremilast: H dtadopetikn mpoogyyion tng Pwpiaong

* To Apremilast £xeL euvoiko tpodpil acPpaAeiac
* Xwpic avénuévn enimtwon KapdlayyeLlokwyv cuuBapdTwy, KakonOeLlag, cofapwy EUKALPLAKWV
AoLUWEEWV
* To Apremilast givat pia mpaktikn Oeparneia
* Aev anmautel epyaotnpLokoUc EAEYXOUC
* Aev aAANAETIOPA HE TIC oLUVABELC cuyxopnyoUpeveg Bepareiec TnC Pwpiaong

* Aev amnattel mpoduAAeLC yia T cuvnBeLlg ouvvoonpotnTeg tnS YPwplaong

1. Papp K et al. J Am Acad Dermatol 2015;73(1):37-49 2. Rich P et al. J Am Acad Dermatol. 2016 Jan;74 (1):134-142 3. Feldman SR et al. Poster presented at the 73rd Annual Meeting of the American Academy of Dermatology,
20-24 March 2015, San Francisco, CA (1092) 4. Bissonnette R et al. Poster presented at the 73rd Annual Meeting of the American Academy of Dermatology, 20-24 March 2015, San Francisco, CA (1131) 5. Kavanaugh A et al.
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H B€on tn¢ ampetAdotn otov BeparmeuTtiko alyopLlBuo tne
P wplaocikne apBpitidoc

* Emti amotuyilac evog touAaxtotov cDMARD (tng MTX)

* Ertt avtevdeiéewv twv cDMARD

* Enti ouyvwv napevepyelwv (AolpwéeLg) otouc BLoAoyLKOUC TTOPAYOVTEC
* [La dlatipnon tnhc udeonc tou BloAoyilkol tapayovia



[ToocooTtialo petaBoAn Bapouc amo TNV evapén
OUYKEVTPWTLKN avaAuonN

Apremilast-Exposure Period, Weeks 0 to 252*

® Apremilast 20 mg BID
B Apremilast 30 mg BID

>5% Weight Loss >5% Weight Gain
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>5% to <10% Maintained >5% to <10%
+5% Baseline

20 mg BID, n/fm
30 mg BID, n/m

*Includes all patients who received =21 dose of apremilast, regardless of when apremilast was started.
n/m=number of patients with weight change/number of patients with sufficient data for evaluation.

Mease P, et al. ACR 2014 [poster 1579].



2uokevaoia Apremilast

To Apremilast gival d106€01u0 o€ dUO CUOKEUQTIEG:

Zuokeuaoia gevapg{ng tng e
Bepanelag et
Mepléxel Siokia Twv b
10mg, 20mg, 30 mg i

anpepLAdoTng

(27 Siokia yia 14 npépec)

H miTAotroinon yivetal amrag yia kabe aoBevn

TPOMOZ AIAGEZHZ:
MepLOPLOPEVN LOTPLKN

ouvtayn amno 8K LaTPo Kot

TapakoAouBNnon KoTd T
SLAPKELA TNG AYWYNG

PNENEEN SIS B Z Al

J,J\ 4 .‘J“ Fi ‘.’.’,J\ IU}A\ J‘ lb.‘ d

TuoKeuaolia yLa Tn cuvEXLon

ng Bepaneiag

Mepiexel Siokia Twv 30 mg

anpeplidoTng

(56 Slokia yla 28 npépec Bepaneiac)

M EPIFPA®H NPOIONTOE NOZOKOMEIAKH EX-FACTORY TIMH XONAPIKH TIMH MIANIKH TIMH
TIMH (€) (£) (£) (£)

OTEZLA FCTAB (10MGE+20ME +30ME)YTAB

BTx27 biokla (4 5okia x10mg+ 4 5 . o

&okla x20mg + 19 &wokla x30mg) o IS AL 3 TR ey 3

BLISTERS PVC/odaupivio - og kaptéda

OTEZLA F.C.TAB 30MG/TAB

BTx56 &iokia 702,97 770,29 £ 731,86 € 382,64 £

g BLISTERS PVC/afoupivio

Bom@note va yivouv ta gappaka ro aogait «ai
Avagepete
OAEZ G averuBupeg evépyeies yia
OAA 1a pdppaka
Zuprthpedvoviag v “KITPINH KAPTA"



ABSTRACT NUMBER: 1680 Alvin F. Wells 2016 ACR/ARHP Annual Meeting
Apremilast Monotherapy As the First Systemic Treatment in DMARD-Naive Patients
with Active Psoriatic Arthritis: 3-Year Treatment Results

Outcomes at Weeks 52 and 156
Week 52 Week 156

APR30 APR20 APR30 APR20

) n=207" n=194" n=143" n=133"
ACR20, nim? (%) 119/205 (58.0) | 107/193 (554) | B4/141 (59.6) | 79/131 (60.3)
"ACRB0, n/mb (%) 61/205 (29.8) | 54/191 (28.3) | 507141 (35.5) | 51/131 (38.9

ACR70, n/m" (%) 32/206 (15.5) | 23/192 (12.0) | 33/143 (23.1) 2'6/_3'0'{1'0'5)—1 0)

SJC. mean % change -76.1 -70.5 -84.3 -78.1

TJC, mean % change -59.4 -52.4 -65.7 -63.6

HAQ-DI (0-3), mean change -0.35 -().28 -0.38 -0.35
30%, n/m (%) 98/207 (47.3) 89/194 (459) | 69/143 (48.3) | 66/133 (49.6)
MASES of 0, n/m (%)" 65/127 (51.2) 52/132 (39.4) 50/79 (63.3) 55/91 (60.4)
Dactylitis count of 0, n/m (%)¥ 74/102 (72.5) | 727102 (70.6) | 60/71 (84.5) 65/73 (89.0)
PASI-75, n/m (%)* 34/119 (28.6) 42/112 (37.5) 32/82 (39.0) 33/77 (42.9)
_n/m (%) 647119 (53.8) | 6o/11 0) | 46/82 (56.1) | 46/77 (59.7)

_Data as observed n/m=number of responders/number of patients with sufficient data for evaluation.
*The n reflects the number of patients treated with APR30 and APR20 regardless of when patients started taking
APR (baseline, Week 16, or Week 24) and who had data available atthe specifictime point; actual number of
patients available for each end point may vary. ®Denominators vary slightly due to availability of sufficient data for
each level of ACR response assessment. *Pre-specified MCID threshold, based on the literature (Mease PJ, et al.
Ann Rheum Dis. 2004.63[Suppl 1]:391) at the time of protocol development and definition of analysis. "Examined
among patients with enthesitis at baseline and data at the specifictime point. Mean MASES at baselinewere 3.5
(APR30) and 4.1 (APR20). "Examined among patients with dactylitis at baseline and data at the specifictime point
Dactylitis mean counts at baseline were 3.6 (APR30) and 3.1 (APR20). "Examined among patients with psoriasis
involvement of the body surface area 23% at baseline and data at the specifictime point




ABSTRACT NUMBER: 1725 Samy Metyas 2016 ACR/ARHP Annual Meeting
Combination Therapy of Apremilast and Biologic Agent As a Safe

Option of Psoriatic Arthritis and Psoriasis

Oepaneia cuvOUVAGHOU BLOAOYLKWY TAPAYOVIWYV KOl AITPEULAAOTNG

Ustekinumab 5/22
Adalimumab 6/22
Etanercept 2/22
Certolizumab 2/22
Infliximab 4/22
Golimumab 3/22

Conclusion: Apremilast can be safely and effectively combined with biologic agents in patients
with plague psoriasis or psoriatic arthritis not responding adequately to these agents alone. No
major side effects of cancer or sever infection were reported other than nausea and/or vomiting
that were manageable in some patients



ABSTRACT NUMBER: 1690 Kristian Reich et al 2016 ACR/ARHP Annual Meeting
Efficacy and Safety of Apremilast and Switch from Etanercept in Patients with
Moderate to Severe Psoriasis: 52-Week Results

LIBERATE Efficacy Outcomes

Patients Achieving Response, % (LOCF)

PBO APR ETN
Yotk 16 n=84 n=83 n=83
PASI-75 1.9 39.8* 48.2%
sPGADO or 15 3.6 21.7% 28.9%
LS-PGAQ or 1! 6.0 24 17 2297
ScPGAOQor 1° 259 44 4~ 50.0"
NAPSI-505 109 25.0% 48.0%

PBO/APR APR/APR ETN/APR

Week 52 n=84 n=83 n=83
PASI-75 46.4 50.6 554
sPGADO or 15 31.0 24 1 253
LS-PGAO or 1! 226 277 24 1
ScPGAOQor 17 46.6 50.0 61.1
NAPSI-5055 413 46.2 68.0
NAPSI-50=250% reduction from baseline in NAPSI score.
*P<0.0001; ¥P=0.0005; *P<0.0021; ""P<0.0458; =P=0.0701 vs. PBO (LOCF). ltalics indicate values are
nominally significant due to hierarchical testing of study endpoints.
SWith =2-point reduction from baseline.
'All patients had LS-PGA 24 (moderate to very severe) at baseline.
‘:Elrﬂ;l)e:]ti_e;;s with ScPGA 23 (moderate to very severe) at baseline (exploratory): PBO n=58; APR n=54;
$5in patienis with NAPSI 21 at baseline: PBO n=46; APR n=52; ETN n=50.

Conclusion: APR demonstrated significant efficacy vs. PBO at Week 16; with continued APR
treatment, therapeutic responses were generally sustained at Week 52. Efficacy was
maintained in ETN patients who switched to APR.



ABSTRACT NUMBER: 1718 Fenglong Xie et al 2016 ACR/ARHP Annual Meeting

Ustekinumab, Apremilast, TNFi and the Risk for Hospitalized Infection in Patients with

Psoriasis and Psoriatic Arthritis

<>0Qutcome:
Any
hospitalized
infection

i

=Biologic

=Adalimumab

=Apremilast

=Certolizumab

=Etanercept

=Golimumab

=|nfliximab

=stekinumab

Event | Person

years
147 16575
26 429
11 157
785 15314
19 437
441 5022
162 3718

IR (95% ClI)

4.51 (4.20,
4.84)

6.06 (4.13,
8.91)

7.03 (3.89,
12.69)

5.13 (4.78,
5.50)

4.35 (2.78,
5.50)

8.78 (8.00,
9.64)

4.36 (3.74,
5.08)

Crude HR

1.00

(reference)

1.19 (0.80,

1.76)

1.47 (0.81,

2.64)

1.14 (1.04,

1.26)

0.96 (0.61,

1.52)

2.00(1.78,

2.26)

0.95 (0.81,

1.13)

Adjusted HR*

1.00
(reference)

0.77(0.43,
1.38)

1.02 (0.56,
1.84)

1.01 (0.91,
1.12)

1.01 (0.63,
1.61)

1.23 (1.08,
1.40)

0.99 (0.83,
1.17)



TLelval cuppopdwon otn Beparmela
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The proportion of patients achieving an ACR20 response by biologic experience. The
per-protocol population (n=489) was analysed using non-responder imputation for
missing data; last-observation-carried-forward (LOCF) methodology was used for
sensitivity analyses.

B Biologic Experience
60

&
. L +p<0.007;
kL = »y 23 +p<0.001.
.5. I .E I

n= 118 125120 40 36 30 18 14 13

Patients Achieving an

ACR20 Response (%)
g [ P g
= [ =

-
]

Biologic-Naive Biologic- Bioclogic
Patients Experienced Failures
Patients
| Placebo [ Apremilast 20 mg twice a day B Apremilast 30 mg twice a day

Kavanaugh A, et al. Ann Rheum Dis 2014,73:1020-1026.



APR-Exposure Period*

APR-Exposure Period*

APR-Exposure Period*

Weeks 0 to £52 Weeks >52 to <104 Weeks >104 to £156
APR30 APR20 APR30 APR20 APR30 APR20
n=721 n=720 n=520 n=508 n=443 n=422
Patients, n (%)
=1AE 524 (72.7) | 507 (70.4) | 316 (60.8) | 325(64.0) | 284 (64.1) | 272 (64 .5)
=1 SAE 47 (6.5) 40 (5.6) 35(6.7) 39(7.7) 40 (9.0) 33(7.8)
AE leadingto drug withdrawal 56 (7.8) 52 (7.2) 13 (2.5) 11(2.2) 7(1.6) 9(2.1)
Death 0(0.0) 15(0.1) 13(0.2) 0(0.0) 0(0.0) 0(0.0)
AEs in 25% of patients, any treatment group, n (%)
Diarrhea 12 (15.5) 88 (12.2) 20(3.8) 10 (2.0) 12 (2.7) 13(3.1)
Nausea 108 (15.0) 69 (9.6) 11(2.1) 8(1.6) 10(2.3) 4(0.9)
Headache 75(10.4) 61(8.5) 17 (3.3) 14 (2.8) 12(2.7) 11(2.6)
Upperrespiratory tract infection 60 (8.3) 71(99) 27 (5.2) 40(7.9) 24 (54) 30(7.1)
Nasopharyngitis 41(5.7) 48 (6.7) 31(6.0) 29 (5.7) 20 (4.5) 30(7.1)
Select marked abnormalities in clinical laboratory parameters, n/m (%)
ALT =3x ULN 9/713(1.3) | 8/713(1.1) | 2/518(0.4) | 1/502 (0.2) | 2/442 (0.5) [ 2/419 (0.5)
Creatinine =1.7x ULN 1/713(0.1) | 1/713(0.1) | 0/518 (0.0) | 0/502 (0.0) | 0/442 (0.0) | 17419 (0.2)
Leukocytes <1.5, 10%L 0/713 (0.0) | 0/712(0.0) | 0/517 (0.0) | 0/503 (0.0) | 0/442 (0.0) | 0/419 (0.0)
Neutrophils <1, 10%L 2/713(0.3) | 4/712(0.6) | 3/517 (0.6) | 2/502 (0.4) | 2/442 (0.5) | 1/419(0.2)
Platelets <75, 10%L 0/713(0.0) | 0/712 (0.0) | 0/517 (0.0) | 1/503 (0.2) | 1/441(0.2) [ 1/419(0.2)
e e 10594, 5743 (07) | 5712 (0.7) | 45517 (0.8) | 01503 (0.0) | 57442 (1.1) | 21419 (0.5)

*Includes all patients who received APR during the time interval relative to the start of APR. $Multiorgan failure not
suspectedto be treatmentrelated. *Motor vehicle accident on Study Day 489.
n/m=number of patients with =1 occurrence of the abnormality at any time point/number of patients with =1 post-
baseline value; ALT=alanine aminotransferase; ULN=upper limit of normal.




AnpeAQOTN Kot KATABAWN: CUYKEVTPWTLKA avaAuon Kot Twv
TPLWV PEAETWY OTLC 16 eBOopadec

| Placebo(n=494) | AgBeveis (n=998)

Kata®Awn % 0,8 1

ZoBapn katabAwpn % 0 0,2
AUTOKTOVLKOG LOEAOHOG % 0 0,2
Awakonn pappdakouv Aoyw KatadOAwpng 0 0,3

1. Kavanaugh A et al. Ann Rheum Dis 2014;73(6):1020-6;
2. Cutolo M et al. Poster presented at the 2013 ACR/ARHP Annual Meeting,
26-30 October 2013, San Diego, CA (317)



AuTtoktoviec/AUuToKTOVLKOC LOEAOUOG/AUTOKTOVLKA CUUTEPLPOPA
Avadopéc peta thv KukAodopia touv Otezla (Post-Marketing Reports €wc kot tnv 20n Maptiov 2016 )

* 65 TMEPUTTWOELS AUTOKTOVLWV/AUTOKTOVIKOU L&EaopoU/auToKkToVIKN G oupmepldopadc os 104.754 aoBeveic
0,06%,

€VTOG TwV BLBALoypadLKA AVOUEVOUEVWY TTOOOOTWV O€ aoBeveic pe Ppwplaon kot Pwplaoikn apdpitda
AvaAuon tTwv 65 MEPLOTATLKWV
e 5 oUTOKTOVIEC,

* 4 amOMELPEC AUTOKTOVIOG,

50 mePLOTATIKA OLUTOKTOVLIKOU beaopou,

5 meploTtatikad KatdBAlng pLe Tdon auToKToviag Kal

1 TLEPLOTATLIKO QUTOKTOVIKAC CUUTIEPLPOPAC

*Because these reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to drug
exposure
SMQ = Standardized MedDRA Query



EMIAHMIOAQOT'IKA 2TOIXEIA

* H eninmtwon tng avtoktovikotntag ivatl uPnAotepn otoug acBeveic pe Pwplaon oUYKPLTIKA UE TOV UYL TTANBUoUO
Kall o kivbuvocg avéavetal pe tn faputnta tng vooou.

* Ta avagepOEVO TOCOCTA CUUBANATWY OUTOKTOVIKOTNTAG O aoBeveic pe Wwpiaon kat WA kupaivovtol ano
0.02 ew¢ 0.13 ava 100 £tn acOevwv

* Eniong n avadepopevn enimtwon tng katdbAupnc Atav 2.57 ava 100 £€tn acBevwv oe aoBeveic pe pETpla Ywpioon
(n=146,042) kat 3.18 ava 100 £tn aoBsvwv otn coPfapr Pwpioaon (n=3956)*

Amo pla availvon peyaing Baong acBevwv otnv Apepikn (Truven Marketscan database, 220 million patient-lives), o
EMUTOAAOUOG TNG KATABAWP NG o€ acBeveic pe Pwplaon Nrav 18%3

Mua peyaAn kodptn oto Hvwpeévo BaoiAelo (General Practice Research Database -GPRD), pe 146,042 acBeveig
pne nrua pwpiaon, 3,956 pe cofapn Ywpiaon, kat 766,950 acBeveic xwpic Ywpiaon katéAnée oto €ENG:

1. Kurd SK, Troxel AB, Crits-Christoph P, Gelfand JM. The risk of depression, anxiety, and suicidality in patients with psoriasis: a population-based cohort study. Arch Dermatol. 2010;146(8):891-5.
2. Egeberg A, Hansen PR, Gislason GH, et al. Risk of self-harm and non-fatal suicide attempts, and completed suicide in patients with psoriasis - a population-based cohort study. BrJ Dermatol. 2016 Apr 1. doi: 10.1111/bjd.14633. [Epub ahead of print]
3. Shah, K, Paris, M et al. Real-World Burden of Comorbidities in Patients with Psoriasis in the United States. Poster P2049. Presented at EADV, Vienna, Austria, 2016.



