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Apremilast — Oepaneutikeg evOeiéelc

Wwplaon

Evdeikvutal yla tn Bepareia tng HETPLOC EWC cOBapPiC XPOVLaC KOTA TTAAKOG
Jwplaong oe eviAlkeg aaoBeveic oL omoiol dev avtamokpibnkayv, A €xouv KamoLa
avtevOelén, N epndavioav pn avoxr o€ AAAN cuoTnuLkn Bepaneia,

ouumnepltAapfavopevng Tng KukAoomopivng, tTng pebotpetatne f tou Pwpaieviou

Kal TtnG utteplwdouc aktvoBoAiac A (PUVA).

WwpLaocikn ApBpitida

Q¢ povoBepaneia o cuvduaopuo pe DMARDs.

Evdeikvutal yia tn Bepareia tng evepyol WA oe evriiAlkec aoBeveic pe avemapkn

avtanokplon n dvoaveia os ponyouevn Bepamneio pe DMARDs.

Apremilast Summary of Product Characteristics DEC 2016
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Early Onset of Efficacy with Apremilast Monotherapy in Biologic-Naive Patients with

Study design - ACTIVE

Active Psoriatic Arthritis (ACTIVE)

Figure 1. Design of the ACTIVE Study
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*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.

Nash P, Ohson K, Walsh J, Delev N, Nguyen D, Teng L, Gomez-Reino JJ, Aelion JA. Early Onset of Efficacy with Apremilast Monotherapy in Biologic-Naive Patients with Active Psoriatic Arthritis: A Phase lllb, Randomized, Controlled

Trial [abstract]. Arthritis Rheumatol. 2016; 68 (suppl 10). http://acrabstracts.org/abstract/early-onset-of-efficacy-with-apremilast-monotherapy-inbiologic-naive-patients-with-active-psoriatic-arthritis-a-phase-iiib-randomized-

controlledtrial/. Accessed January 22, 2017.
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ACTIVE trial (xopnynon Apremilast o€ biologic-naive acBeveic pe evepyo PsA)

ACR20 Response Through Week 52
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Nash P, et al. Presented at: the ACR/ARHP Annual Meeting. 12-16 November, 2016. Washington, DC. Poster 1703



ACTIVE trial
2 NUOVTLKO ALYOTEPEC SLOYKWUEVEC apOpwoelg amo tn 16" 6.

Mean Percent Change From Baseline in SJC Through Week 52 ACR 2016
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Nash P, et al. Presented at: the ACR/ARHP Annual Meeting. 12-16 November, 2016. Washington, DC. Poster 1703



ACTIVE trial XZnpovtika Atyotepeg evaioOntec apBpwoelc amno tn 16" £B6.

Mean Percent Change From Baseline in TJC Through Week 52 ACR 2016
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ACTIVE trial Znpavtikn BeAtiwon tng evOeoitidog aro tn 2" £B4.

Achievement of a GEI Score of 0 Through Week 52 ACR 2016
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Nash P, et al. Presented at: the ACR/ARHP Annual Meeting. 12-16 November, 2016. Washington, DC. Poster 1703



ACTIVE trial Znpavtikn BeAtiwon tng Asttovpykng tkavotntac (HAQ-DI) amo tn 2" €B6.

Mean Change From Baseline in the HAQ-DI Score Through Week 52 ACR 2016
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AoOeveic mov netuyav ACR20, ACR50, ACR70 ota 4 £€tn (PALACE 3)

Figure 5. ACR Response in Patients Receiving Apremilast 30 mg BID Over ACR 2016
208 Weeks
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Analyses include all patient data, including the placebo-controlled period, regardless of when patients started taking apremilast (baseline, Week 16, or Week 24).
The n represents the number of patients with evaluable data at the time point; it may vary slightly for each outcome.

Edwards CJ, Blanco FJ, Crowley JJ, Mcllraith M, Shah K, Delev N, Teng L, Birbara CA. Apremilast Is Associated with Long-Term DAS-28 (CRP) Remission and Improvements in Skin Disease: Results from a Phase Il Study in
DMARD/Biologic-Experienced Active Psoriatic Arthritis Patients [abstract]. Arthritis Rheumatol. 2016; 68 (suppl 10).



Makpoxpovia avtanokpion kot dtatnpnon avranokpion (kata EULAR) — PALACE 3
ACR 2016

Figure 3. Proportion of Patients Receiving Apremilast 30 mg BID Who Achieved
EULAR Good or Moderate Response Over 208 Weeks

8/10 aoBeveic umod
apremilast emtuyyxavouv
HETPLA 1] KOAN
QVTATIOKPLON KATA
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Apremilast 30 mg BID, n/m 144/194 1131179 | 133/178 | 131/167 | 127/159 |124/153 | 125/148 |116/144 |110/139 |113/137 |113/135 |[111/131 [102127

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.

*(Emi twv aoBevwv mou elyav dedopéva kat aglodoyrBnkav ota avtiotolya Xpovika onueia)

Edwards CJ, Blanco FJ, Crowley JJ, Mcllraith M, Shah K, Delev N, Teng L, Birbara CA. Apremilast Is Associated with Long-Term DAS-28 (CRP) Remission and Improvements in Skin Disease:
Results from a Phase Il Study in DMARD/Biologic-Experienced Active Psoriatic Arthritis Patients [abstract]. Arthritis Rheumatol. 2016; 68 (suppl 10).



H peiwon otov aplOpo twv SLoyKwWHEVWV Kal evaicOntwv apBpwoewv
SratnpnOnke £€wg to tetapto £tog (PALACE 3)

_ : — - ACR 2016
Figure 4. Mean Percent Decrease in SJC and TJC in Patients Receiving
Apremilast 30 mg BID Over 208 Weeks
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Data as observed. Analyses include all patient data, including the placebo-controlled period, regardless of when patients started taking apremilast ibassaline,
Week 16, or Week 24).

Edwards CJ, Blanco FJ, Crowley JJ, Mcllraith M, Shah K, Delev N, Teng L, Birbara CA. Apremilast Is Associated with Long-Term DAS-28 (CRP) Remission and Improvements in Skin Disease: Results from a Phase Il Study in
DMARD/Biologic-Experienced Active Psoriatic Arthritis Patients [abstract]. Arthritis Rheumatol. 2016; 68 (suppl 10).



Moocooto acBevwyv pe anodpoun evleoitidac (156 eBdopadec, PALACE 1-3)

Figure 4. Patients Achieving MASES of 0 Over 156 Weeks*
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Apremilast 20 mg BID, n/m 112/427 |139/399 134/326 129/298 137/289 139/275 135/261 136/249 131/239 124/233 125/227
Apremilast 30 mg BID, n/m 90/436 |133/427 142/377 147/341 154/329 149/314 147/302 146/293 144/293 143/282 153/278

*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.

Gladman DD, Kavanaugh A, Gomez-Reino JJ, Wollenhaupt J, Cutolo M, Schett G, Lespessailles E, Mcllraith M, Hu C, Edwards CJ, Birbara CA, Mease PJ. 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 [abstract]. Arthritis Rheumatol. 2016; 68 (suppl 10).



H Oepanceia pe apremilast odnynoe o pakpoyxpovia (156 eBdopadec) BeAtiwon tng
daktuAitidoc oe aoBeveic pe Wwplaokn ApOBpitida (PALACE 1-3) ACR 2016

Figure 6. Patients Achieving Dactylitis Count of 0 Over 156 Weeks*
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*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.

Gladman DD, Kavanaugh A, Gomez-Reino JJ, Wollenhaupt J, Cutolo M, Schett G, Lespessailles E, Mcllraith M, Hu C, Edwards CJ, Birbara CA, Mease PJ. 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 [abstract]. Arthritis Rheumatol. 2016; 68 (suppl 10).
http://acrabstracts.org/abstract/apremilasttreatment-and-long-term-156-week-improvements-in-enthesitis-and-dactylitis-in-patientswith-psoriatic-arthritis-pooled-analysis-of-a-large-database-of-3-phase-iii-
randomizedcontrolled/. Accessed January 22, 2017.
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Figure 7. BASDAI Scores in Patients Receiving Apremilast 30 mg BID:
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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).
*(Eni Twv aoBevwy mou eixav debopéva kat a§loloyrnbnkav ota aviiotoxa Xpovikd onpeia) *Patients with investigator indicated axial disease and a BASDAI score >4 at baseline.

Edwards CJ, Blanco FJ, Crowley JJ, Mcllraith M, Shah K, Delev N, Teng L, Birbara CA. Apremilast Is Associated with Long-Term DAS-28 (CRP) Remission and Improvements in Skin Disease:
Results from a Phase Il Study in DMARD/Biologic-Experienced Active Psoriatic Arthritis Patients [abstract]. Arthritis Rheumatol. 2016; 68 (suppl 10).



2YNOWH: To Apremilast napouolalel amoteAsoHATIKOTNTA CE OAQ TAL
avayvwplopéva niedia tnc WA (ovpdwva pe ta kprrripta GRAPPA?)
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AlaTnprRoLUN AMOTEAECUATLKOTNTA

(PALACE- 4 £tn)?

* ~80% BeAtiwon SLOYKWHEVWY
apBpwoeLg

et : , /~Daktuhitda I
65% ’BEATLOJOH gvaiobntwv j AnoteAeopatikn emiluon Tng
apBpwoewv SakTuAitidag

(PALACE 1-3 3 €tn)*
* ~80% peiwon daktulitidog
* ~80% ue emnilvon (amouoia)

\ Saktulitidoc /

Wwpiacn ovuxwv

Awatnpnotun BeAtiwon otnv Pwplaon ovixwv

(ESTEEM 2)3

s ~70% Twv acBeVWY TETUXAV AVTATIOKPLON
NAPSI-50 tnv eBdopada 52

/ EvBecitda N\

AnoteAeopatikn emiluon

evBeoitdacg (PALACE 1-3 3 €tn)*

* ~65% peiwon BaBuoloyiag
MASES

* ~55% ue enilvon (amouoia)

\ evBeoitidac

A&ovikn vooog

BeAtiwon tnv afoviknig vooou w¢ Seutepelwy

XQPAKTNPLOTIKO TNG mepLdeplakng WA (PALACE 1-3)°

e Inuoavtikn BeAtiwon otn BabpoAoyia BASDAI thv
eBdouada 24 nou Statnpeitat tnv eBdopada 208

. BASDAI = bath ankylosing spondylitis disease activity index, BID = twice

daily, MASES = Maastricht ankylosing spondylitis enthesitis score, NAPS| =

nail psoriasis severity index, PASI,= psoriasis activity severity index.
1. Coates LG, et al. Arthritis Rheumatol 2016;68:1060-1071;
2. Edwards CJ, ety al. Arthritis Rheumatol. 2016; 68 (suppl 10).
3. Crowley J A et al. Poster presented at the 73rd Annual Meeting of the American Academy of Dermatology, 20-24 March 2015,
4. Gladman DD, et al Arthritis Rheumatol. 2016; 68 (suppl 10).
5. Edwards CJ, ety al. Arthritis Rheumatol. 2016; 68 (suppl 10).
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H BeAtiwon otnv konwon dtatnpnROnke He TN pakpoxpovia Beparneia pe AlpeUIAACTN

(MCID 3.56)
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n/m=number of responders/number of patients with sufficient data for evaluation.

MCID: Minimal Clinical Important Difference

Kavanaugh et al ACR 2015 [poster 2849]



H Anpepidaotn dtatipnoe tn BeAtiwon otn cWHATIKA AELTOUPYLA £WC KOl TO TPLTO £TOC
PALACE 1-4

Figure 3. Patients Achieving HAQ-DI MCID >0.30 or >0.35 Over 156 Weeks* ACR 2016
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Study Week
PALACE 1-3 (Pooled) 270/567 | 245/517 | 247/499 | 228/476 | 226/456 | 211/442 | 212/437 | 204/423 | 199/413
MCID | apremilast 30 mg BID, n/m (%) (47.6) (49.6) (48.2)
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*Data as observed.
n/m=number of responders/number of patients with sufficient data for evaluation.

Mease PJ, Wells AF, Wollenhaupt J, Hall S, van Den Bosch F, Lespessailles E, Mcllraith M, Nguyen D, Teng L, Edwards CJ. Long-Term Improvements in Physical Function of DMARDNaive and DMARD/Biologic-
Experienced Psoriatic Arthritis Patients Treated with Apremilast: Data from a Large Database of 4 Phase Il Clinical Trials [abstract]. Arthritis Rheumatol. 2016; 68 (suppl 10).
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ACR 2016
Makpoxpovio npodil acpaleiog — 3stia (PALACE 1-3)

Table 2. Overview of AEs

Apremilast-Exposure Period* Apremilast-Exposure Period* Apremilast-Exposure Period*
Weeks 0 to <52 Weeks >52 to <104 Weeks >104 to <156
Apremilast Apremilast Apremilast
30 mg BID 20 mg BID 30 mg BID 20 mg BID 30 mg BID 20 mg BID
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 leading to drug withdrawal 96 (7.8) 52 (7.2) 13 (2.9) 11 (2.2) 7(1.6) 9(2.1)
Death 000 15(0.1) T (0.2) 0(0.0) 0 (0.0) 0(0.0)
AEs in 25% of patients, any treatmg
Diarrhea 88 (12.2) 20 (3.8) 10 (2.0) 12 (2.7) 13 (3.1)
Nausea 69 (9.6) 11 (2.7) 8 (1.6) 10 (2.3) 4(0.9)
Upper respiratory tract infection . 71(9.9) 27 (5.2) 40 (7.9) 24 (5.4) 30(7.1)
Headache 75(10.4) 61 (8.5) 17 (3.3) 14 (2.8) 12 (2.7) 11 (2.6)
Nasopharyngitis 41 (5.7) 48 (6.7) 31 (6.0) 29 (5.7) 20 (4.5) 30(7.1)
*Includes all patients who received apremilast during the time interval relative to the start of apremilast administration.
SMultiorgan failure not suspected fo be treatment related.
*Motor vehicle accident on Study Day 489.

Mease PJ, Gladman DD, Gomez-Reino JJ, Hall S, Kavanaugh A, Lespessailles E, Schett G, Shah K, Teng L, Wollenhaupt J. Long-Term (156-Week) Safety Profile of Apremilast, an Oral Phosphodiesterase 4 Inhibitor, in Patients
with Psoriatic Arthritis: Pooled Safety Analysis of 3 Phase Ill, Randomized, Controlled Trials [abstract]. Arthritis Rheumatol. 2016; 68 (suppl 10).




EPFAZTHPIAKA: Npodil acdpaleiac otnv 3etia (PALACE 1-3)

Apremilast-Exposure Period*

Apremilast-Exposure Period*

ACR 2016

ALLLOTOAOYLKEC — EPYOLOTNPLOKEG
TIOPAETPOL: OTIAVLEG, TIOPOOLKEC KOl

ouykpiolpeg pe to placebo.

H enimtwon toucg dev auvénbnke pe tnv avénon
oto Slaotnua €kBeong oe apremilast.

ee s . . (<0,5% otn dLapkela tou 3°Y £TouG)
Table 4. Select Marked Abnormalities in Clinical Laboratory Parameters

Apremilast-Exposure Period*

Weeks 0 to <52 Weeks >52 to <104 Weeks >104 to <156
Apremilast Apremilast Apremilast
30 mg BID 20 mg BID 30 mg BID 20 mg BID 30 mg BID 20 mg BID
Patients, n/m (%)8 n=721 n=720 n=520 n=508 n=443 n=422
Alanine aminotransferase >3x ULN 9/713 (1.3) 8/713 (1.1) 2/518 (0.4) 17502 (0.2) 21442 (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) 21442 (0.5) 17419 (0.2)
Platelets <75, 10°/L 0/713 (0.0) 0/712 (0.0) 0/517 (0.0) 17503 (0.2) 1/441 (0.2) 17419 (0.2)
Hemoglobin, male <10.5 g/dL,
femalg <8.5 g/dL J 5/713 (0.7) 5/712 (0.7) 4/517 (0.8) 0/503 (0.0) 5/442 (1.1) 2/419 (0.9)

*Includes all patients who received apremilast during the exposure interval relative to the start of apremilast ad ministration.
SRepresents the number of patients with =1 occurrence of the abnormality at any time point/number of patients with =1 post-baseline value.

Mease PJ, Gladman DD, Gomez-Reino JJ, Hall S, Kavanaugh A, Lespessailles E, Schett G, Shah K, Teng L, Wollenhaupt J. Long-Term (156-Week) Safety Profile of Apremilast, an Oral Phosphodiesterase 4 Inhibitor, in Patients
with Psoriatic Arthritis: Pooled Safety Analysis of 3 Phase Ill, Randomized, Controlled Trials [abstract]. Arthritis Rheumatol. 2016; 68 (suppl 10).



Aedopéva Acdpaletac Apremilast 4stioc (PALACE 3)
Table 1. Overview of AEs During Weeks 0 to <52, Weeks >52 to <104, Weeks >104

ACR 2016

to <156, and Weeks >156 to <208 of Apremilast Exposure

Apremilast-Exposure Period* |Apremilast-Exposure Period* | Apremilast-Exposure Period* | Apremilast-Exposure Period*

Weeks 0 to <52 Weeks >52 to <104 Weeks >104 to <156 Weeks >156 to <208
Apremilast Apremilast Apremilast Apremilast

30 mg BID 20mgBID | 30 mgBID | 20 mg BID 30 mg BID 20mgBID | 30mgBID | 20 mg BID

n=242 n=241 n=184 n=159 n=154 n=127 n=139 n=110

Patients, n (%)

=1 AE 175(72.3) 165 (68.5) 112 (60.9) 101 (63.5) 100 (64.9) 91 (71.7) 76 (54.7) 63 (57.3)

=1 serious AE 14(5.8) 15(6.2) 17(9.2) 13(8.2) 15(9.7) 9(7.1) 10(7.2) 4(3.6)

=1 serious infection 3(1.2) 1(0.4) 2(1.1) 1(0.6) 1(0.6) 1(0.8) 2(1.4) 2(1.8)

AE leading to drug withdrawal 14(5.8) 22 (9.1) 7(3.8) 5(3.1) 4 (2.6) 2 (1.6) 6 {[}@ 1(0.9)

Death 0(0.0) 0 (0.0) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) m 1(0.9¢

AEs in =5% of patients, any treatment group, during

any period, n (%)

XoapunAa mocoota enintwong AEs mou epdavilovrat o 5 acBeveig

Diarrhea 33(136) | 32(13.3) 10 (5.4) 6(3.8) 5(3.2) 5(3.9) 1(0.7) 327 |
Nausea 38(157) | 24(10.0) 7(3.8) 2(1.3) 4(2.6) 1(0.8) 1(0.7) 2(1.8)
Headache 28(116) | 26(10.8) 6(3.3) 4(25) 5(3.2) 4(3.) 4(2.9) 4(3.6)
Upper respiratory tract infection| 21 (8.7) 23 (9.5) 8 (4.3) 11 (6.9) 4(2.6) 7 (5.5) 5 (3.6) 11 (10.0)
Nasopharyngitis 11 (4.5) 13 (5.4) 10 (5.4) 12 (7.5) 10(6.5) 15(11.8) | 14(10.1) | 11(10.0)
Vomiting 12 (5.0) 8(3.8) 1(0.5) 1(0.6) 0(0.0) 1(0.8) 0(0.0) 0(0.0)

*Includes all patients who received apremilast during the time interval relative to the start of apremilast administration.
A 70-year-old man with a history of arrhythmia and heart failure died of heart failure. Concomitant medications included bisoprolol for arrhythmia, ascorbic acid,
iron sulfate, folic acid, and methotrexate. Causality relationship to apremilast was rated as “not suspected” by the investigator.

Edwards CJ, Blanco FJ, Crowley JJ, Mcllraith M, Shah K, Delev N, Teng L, Birbara CA. Apremilast Is Associated with Long-Term DAS-28 (CRP) Remission and Improvements in Skin Disease: Results from a Phase Il Study in
DMARD/Biologic-Experienced Active Psoriatic Arthritis Patients [abstract]. Arthritis Rheumatol. 2016; 68 (suppl 10).



Table 2. Serious Infections Occurring in >2 Patients During the 0 to <52 Week

and 0 to >156 Week APR-Exposure Periods

APR-Exposure Period
0 to <52 Weeks
n=1,905; Patient-Years=1,524.5

2oBapEg AoLpwéeLc otnv 3eTia

APR-Exposure Period
Cumulative Events*
0 to >156 Weeks
n=1,905; Patient-Years=3,527.5

n (%)

35 (1.8)

5(0.3)

2(0.1)

)

2(0.1)

3(0.2)

EAIR/100
Patients n (%) Patient-Years
Serious infections 11 (0.6) 0.7
Pneumonia 2(0.1) 0.1
Urinary tract infection 2(0.1) 0.1
Appendicitis 1(0.1) 0.1
Diverticulitis 1(0.1) 0.1
Bronchitis 0(0.0) 0.0
Sepsis 0(0.0) 0.0

through February 2015.

date for patients reporting the event).

started.

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

EAIR/100
Patient-Years

1.0

0.1

0.1

0.1

0.1

0.1

0.1

EAIR/100 patient-years is defined as 100 times the number (n) of patients reporting the event divided by patient-years within the phase (up to the first event start

The 0 to <52 week and the 0 to >156 week APR-exposure periods include all patients who received APR during the period, regardless of when APR exposure

» Kopla nepimtwon avalwnipwong ¢upatiwonc.

» Aev avadEpOnkav coBapég eUKALPLAKEG AOLUWEELG
HEXPL KoL 2156 eBdouadec.

» To mpwtokoAlo Sev meplhapPave amaitnon yla
Sdiakomn Bepamneiag oe mepintwon dtdyvwong
Aolpwéng oute meploplopo o epPoAiacud (PALACE 3)2

» (210 KAwviko mpoypauua tng PsA to 64,2% twv
aoUevwv AauBavayv ouyxpovws DMARDs,
ovurneptAauBavouevnc kat tn¢ uedotpeéatnc)

2. Edwards CJ et al, Ann Rheum Dis 2016; 0: 1-9; 3. David M. Pariser, et al,, POSTER 5390, AAD 2017

1. David M. Pariser et al, EADV 2016, poster 2080, Low Rates of Serious Infections in Patients With Psoriasis and Psoriatic Arthritis Treated With Apremilast for 2156 Weeks: Pooled Analysis of the ESTEEM and PALACE 1-3 Phase 3 Trials



NEOMNAAZIEZ 2TA 3 ETH NAPAKOAOYOH2zHz

ACR 2016

Malignancies During the 0 to <62 Week and 0 to >156 Week Breast cancer 0.2
APR-Exposure Periods ‘
Thyroid neoplasm 0.0
APR-Exposure Period
APR-Exposure Period Cumulative Events* Renal cell carcinoma 0.1
0 to <52 Weeks 0to >156 Weeks
n=1,805 Ll Lung neoplasm 0.0
Patient-Years=1,519.3 Patient-Years=3,515.4 BOSCE :
Malignancy EAIR/100 Patient-Years EAIR/100 Patient-Years Uterine cancer 0.1
Overall Malignancy 1.2 0.9 Prostate cancer 0.0
Hematologic 0.0 0.1 Lip and/or oral cavity cancer 0.0
B-cell lymphoma 0.0 Lung adenocarcinoma 0.0
Diffuse large B-cell lymphoma 0.0 Malignant melanoma 0.0
Nonmelanoma skin cancer 0.9 Rectal cancer 0.0
Basal cell carcinoma 0.7 Thyroid cancer 0.0
. . *Cumulative APR exposure is based on each patient’s total exposure to APR, defined as the time interval between the dates of the first and last doses of APR,
Squamous cell carcinoma of skin 0.3 through February 2015.
SIncluding malignant melanoma.
EAIR/100 patient-years is defined as 100 times the number (n) of patients reporting the event divided by patient-years within the phase
Solid tumors® 0.3 (up to the first event start date for patients reporting the event).
The 0 to <52 week and 0 to >156 week APR-exposure periods include all patients who received APR during the period, regardless of when APR exposure started.

Itnv mpwtn ¢aon Twv KAWIKwVY pedetwy (efdopadec 0-16, PBO-controlled) o mpoooappoopévoc-otnv-£kBeon puBUOC epdAvIonC VEOTIAQCLWY
ATOV XaUNAOC Kol CUYKPLoLpog petaéu APR kat PBO (EAIR/100p-y 1,6 vs 1,5 avtiotoixwg).
2TI¢ 52 eBSopadec o EAIR/100p-y mapepetve xapnAoc (1,2), evw cuvoAika ( 2156 eBdopadeg mapakololOnong) petwdnke (0.9) mapad tnv avénon

otnv T[EpLOSO EKOEOT]C (aT[O 1519’3 o€ 3514’4 CIO'GEVELC-ETF]) Matthias Augustin et al, EADV 2016, poster 2036, Major Cardiac Events and Malignancies in Patients With
Psoriasis and Psoriatic Arthritis Remain Low With Apremilast Treatment for 2156 Weeks: Pooled Analysis From the ESTEEM and PALACE 1-3 Phase 3 Trials



MEIZONEZ KAPAIAITEIAKEZ AEs (MACEs) ZTHN 3etia

EADV 2016

MACE Occurring in >2 Patients During the 0 to <62 Week and

0 to >156 Week APR-Exposure Periods

XopunAo¢ nMpocapOoUEVOG-0TNV-
APR-Exposure Period ékBeon puOuAC epddviong MACEs

APR-Exposure Period Cumulative Events* EAIR/100p-y (0,3 otig 52 eBSopadeg

0 to <52 Weeks 0to >156 Weeks kat 0,5 oTLC >156 EBSONABEC
n=1,905 n=1,905 napakoAouOnong) mapad tnv avénon
Patient-Years=1,524.5 Patient-Years=3,527.5 otV mepiodo £kBeonc (a6 1.519,3
Major Adverse Cardiac Event EAIR/100 Patient-Years EAIR/100 Patient-Years o€ 3.514,4 aoBeveig-€tn)
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 patient’s total exposure to APR, defined as the time interval between the dates of the first and last doses of APR,
through February 2015.

$No adjudication of MACE during the APR-exposure periods.

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

The 0 to <52 week and the 0 to >156 week APR-exposure periods include all patients who received APR during the period, regardless of when APR exposure
started.

Matthias Augustin et al, EADV 2016, poster 2036, Major Cardiac Events and Malignancies in Patients With
Psoriasis and Psoriatic Arthritis Remain Low With Apremilast Treatment for 2156 Weeks: Pooled Analysis From the ESTEEM and PALACE 1-3 Phase 3 Trials



2UMITEPOLGLOLTLKAL
To Apremilast:

> Eivol armoteAeopatiko ot KAWVIKEG eKONAwoeL TG WA (8épua, apSpwosi,

evleoitida, daktuditida, aéovikn npocBoAn)
> BeAtwwvel Tnv nootnta {WNG

> EXEL MoKPOXPOVLO TPOodiA aodhAAeLac (Xwpic avénpévn enintwon

KOPSLOYYELOKWV GUMBAMATWY, KOKoNOELWVY, cofapwv / eukopLlokwv Aotpwéswv, TB)

> €lval pia eUKoAn otn dlaxeiplon Oepaneia (Ara-napodkn vavtia f Siippola

otnv apxr Kat cUVAOELG AOLLWEELS AVWTEPOU OLVOLITVEUCTLKOU)

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. Presented at: 2015 ACR/ARHP Annual Meeting, November 6-11, 201 San Francisco, CA (2843) 6. Gladman D et al. Presented at the 2015 EULAR
Annual Meeting, 10-13 June 2015, Rome, ltaly (oral presentation) 6.Apremilast Summary of Products Characteristics



