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Ustekinumab) kat vococ Behcet (Apremilast)

Avtwvng DavoupLlakng
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Neputtwoelg acOevwv

AoOevnc #1

Fuvaika 35 eTwv pe
YVwoTto 2EA

— Awuatouplia

— KuAwdpot

— UPr~3gr

Bx vedpou: Nedpitidba
taénc Il

Oepaneia;

AcOevic #2

Avbpag 42 eTwv - .
coBapn BpopPornevia
w¢ 1" exkdbnAwon ZEA
(10.000/mm?3)

GC + IVIG -> BeAtiwon |
PLTs

Yrotpomnyr oto tapering
Twv GC = AZA () CsA)
NEa umotpornn oto
tapering twv GC

Oepanceia;

AocBevnc #3

Ffuvaika 33 eTwv -
ocoBapn veppitdba ZEA

Bx vedppou x 3 (IV + V)

— IV CYC—- MMF -
Belimumab

MpoodeuTtikn
avamntuén ESRD

Mpoc alpokaBapon

Eudavion kaBoAkou
oxedov
JDwpLaclopopdou
e€avOnuatoc o akpa
Kol KOPLLO



Neputtwoelc acBevwv

AcOsevic #3

e T[uvaika 33 eTwv -
oofopn vedpitdba ZEA

 Bxveppou x3(IV+V)

— IV CYC—- MMF -
Belimumab

* [IpoodeuTIKNA
avartuén ESRD

* [lpog alpokaBapon

* Epdavion kabBoAkou
oxedov
JDwpLaclopopdou
e€avOnuatoc o akpa
KOlL KOPHLO

 Oegpancia;



Nepiypappo optAiog

O Oepamneiec «ektoc Evdeenc» (off-label) otov ZEA
Mycophenolate mofetil
— Nedpitdba ZEN
— Eéwvedplkn vooog
Rituximab
— Nedpitda + EEwvedpikn vooog
— [MpoyvwaoTIKOL TapAyovTEC
Ustekinumab
— Eéwvedplkni vooog

OL eKTOG £vOelEnc Bepareieg otiC emikatpomotnuevec odnyiec tnc EULAR
yta tov 2EN

O Oeparmeiec «ektoc Evdeenc» (off-label) otn vooo Behcet
Apremilast koL oTopaTikA EAKN



Nepiypappo optAiog

* OL0Bepancicg «ektog EvéeEnc» (off-label) otov ZEA
v' Mycophenolate mofetil

— Nedpitdba ZEN

— Eéwvedplkn vooog



MMF ko vedppitida ZEN

loxupd 6edopEVO ATTOTEAECUATIKOTNTOC WC APXLKA oywyn Ko
aywyn ouvtnpnong os urtepnAaotikn vedppitda (ISN/RPS
/1V)

— 2012-2018: 10 peta-avaivoelg!!

1n emhoyn kal o vedpitidba taénc V (oe UPr > 3 gr/nuépa),
av Kol pe Alyotepa dedbopeva

ArtoteAsopatiko kot og ooPapn vedpitida (1 SCr, pnvoeldeic
oxnuatiopot KtA) kat o vedppitida tou dev amnavta og CYC



MMF ko vedpitida ZEA =

2018 Update of Cochrane systematic review/Key messages Cochrane

67 peletec — 4791 aoBeveig

MMF vs. IV CY 95% ClI TAC vs. MMF 95% ClI CNI+ MMF vs. CY 95% CI
MeA£TEC 8 (828) 3 (273) 2 (402)
(AcBevelc)
AnoteAeopat  1.17 ywa mARpn 0.97-1.42 1.02 ywa mARpn 0.83-1.26  2.38 ywa MAR}PN 1.07-5.30
kotnta, RR Udeon Udeon Udeon

ESRD, Bavatog?? ESRD, Bavatog??
Aodalela, YoBapn Aotpwén : 0.67-1.54 AB£Bala NA ABeBala NA
RR 1.02 anoteAEopaTo anoteAEéopaTo

AAwnekia: 0.29 0.19-0.46 ywa coBapeg ylo coBapéEc

Awdppoleg: 2.42 1.64-3.58 MAowwéelg, AOLUWEELC,

Avemnadpkelo yovadwyv: 0.06-2.18 aAwrekia, HZC, OAWTEKLA,

0.36 Aeukomevia Sldppoleg,

yovadotoélkotnta

To MMF €xeL miBavov kaAUtepn anoteAeopatikotnta amnod tnv CYC og aocBeveic pavpnc puAnig

Tunnicliffe DJ, et al. Cochrane Database Syst Rev. 2018;6:CD002922.



Enmwkapontoinon odnywwv EULAR yua tnv avtipetwnion tou ZEA

3.4 Nedpikn vooo¢

Recommendation LoE GoR

3.4.2 Mycophenolate la A

or low-dose IV cyclophosphamide are recommended as initial

: : . . . 2 B
(induction) treatment, as they have the best efficacy/toxicity ratio. @

3.4.3 In patients at high risk for renal failure (reduced glomerular
filtration rate, histologic presence of crescents or fibrinoid necrosis, or | 2b B
tubular atrophy/interstitial fibrosis], mycophenolate

or high-dose IV cyclophosphamide can be used. 1b A

3.4.4 For maintenance therapy, mycophenolate or azathioprine should
be used.

Fanouriakis A, et al. Ann Rheum Dis 2019 Mar 29. pii: annrheumdis-2019-215089.




Percent of baseline patients

W
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0%

W

W

10%%

MMF ko e€wvedpikog ZEN

[Molec kKAwvikeg ekbnAwoelc (mAnv veppitidac) aravrouv kaAutepa oto MMF;

Tselios, ] Rheum, 2016 (retro, n=177)

Posalski, Lupus, 2016 (retro, n=75)

Best re sponses Table 3 Analysis by organ system
o CN S Signs/Symptoms Pre-MMF  Improved with MMF
General 10/75 (13.3%) 9/10 (90%)

* Musculoskeletal = Mucocutaneous 23/75 (30.7%) 22123 (95.7%)

. . | e Neuro 2175 (2.7%) 2/2 (100%)

Cardiopulmonary Musculoskeletal 17/75 (22.7%) 16/17 (94.1%)

Cardiopulmonary 6/75 (8%) 6/6 (100%)

Vasculitis 6/75 (8%) 6/6 (100%)

==~ Renal 27175 (36%) 27127 (100%)

Heme 22175 (29.3%) 20/22 (90.9%)

i ., “New subjects developing signs/symptoms not present at initiation of MMF,

Baseline 6 month Improved 12 month Impeoved
1
. 6
Months since MMF initiation AVVEU.TL a
— N tereene VASE e wm MSK s mGON e e e SOROSAL MMUNO MEMATO

* KN2

KaAUTtepEG OMOVTAOELG
* BAevvoyovoSepUATLKEC

* KapSloavamveuoTIKEQ



EXTENDED REPORT

Enteric-coated mycophenolate sodium versus

azathioprine in patients with active systemic lupus ’
erythematosus: a randomised clinical trial MMF kot EﬁwVEd)PlKOC 2EN
Josep Ordi-Ros," Luis Saez-Comet,” Mercedes Pérez-Conesa,’

Xavier Vidal,® Francesca Mitjavila,* Antoni Castro Salomé,” Jordi Cuquet Pedragosa,”®
Vera Ortiz-Santamaria,” Montserrat Mauri Plana,® Josefina Cortés-Hernandez'

YnoBaBpo: MNold avocoTpOTOTNOoLNTLKO
dappako eivol KaAUTEPO oToV EEWVEDPLKO

2EN;
Baseline kKAwwka/dnpoypadikd otolxeio

ZKOTOG: ZUyKplon MPA ue AZA
- (n 120) m

MéBoSoc: Kaukdotot, % 99.2
. . . . Aldpkela vooou, 5.1 6.2
MoAukevtpikn, un tudAn RCT 2 etwv stk
e 240 aoBeveig MponyoUuevn 9.2 10.9
vedpitda, %
120 MPS (target 1440 mg/d)
SLEDAI-2K, péon 9.5 9.9
* 120 AZA (target 2 mg/Kg/d) PGA, péon s e
+ Pz, HCQ Huepriota §6on Pz, 23.9 28.6
. . . . uéon, mg/d
10 maB£g TeAKO onpeLlo: Ydeon otoug > 7.5 ma/e, % gt 816

3 Kol 24 pryvec (SLEDAI-2K kat BILAG)

Ordi-Ros J, et al. Ann Rheum Dis 2017;76:1575-1582



EXTENDED REPORT

Enteric-coated mycophenolate sodium versus
azathioprine in patients with active systemic lupus
erythematosus: a randomised clinical trial

Josep Ordi-Ros," Luis Saez-Comet,” Mercedes Pérez-Conesa,’
Xavier Vidal,? Francesca Mitjavila,* Antoni Castro Salomé,” Jordi Cuquet Pedragosa,®
Vera Ortiz-Santamaria,” Montserrat Mauri Plana,® Josefina Cortés-Hernandez'

AnoteAéoparta:

A. % responders

MPS
71.2%
i .l 32.5% . AZA 483%
g pOOM k
19.2%
&— EC-MPS
ALA

Tirmed [ ONES )

MeyaAUTePO MOCOO0TO 00BEVWVY HE TIARPN KAWVIKA
anokplon pe MPS, N6n amnod Toug TPELG LNVEG
Beparneiag (>70% oto MPS)

* 1o maBég teAko onpeio: cSLEDAI=0 otou¢
3 kat 24 prAvec (SLEDAI-2K kat BILAG)

g. MOaviétnta anavinong

MPS

AZA

LarTaaldtnog DOty

EC-MPS
ALA

Potrnts af nisk, n Tima (monih

MeyaAutepn rmibBavotnta amnavtnong e MPS

Ordi-Ros J, et al. Ann Rheum Dis 2017;76:1575-1582



EXTENDED REPORT

Enteric-coated mycophenolate sodium versus
azathioprine in patients with active systemic lupus
erythematosus: a randomised clinical trial

Josep Ordi-Ros," Luis Saez-Comet,” Mercedes Pérez-Conesa,’

Xavier Vidal,? Francesca Mitjavila,* Antoni Castro Salomé,” Jordi Cuquet Pedragosa,®
Vera Ortiz-Santamaria,” Montserrat Mauri Plana,® Josefina Cortés-Hernandez'

AnoteAéoparta:

Xpnon KopTIKOEWS wv

i p=tl n.*?‘..
B gl sty
E i _-ﬂ'_--_ =~ —2 ] F
E - [- J‘:‘Jf - i
£
e &
g ?
E Ip
- I
% " -' % o.00evwyv e peiwon Pz <7.5 mg/d
- !
g i
= ]
£ 4
i) !
/ — EC-M7S
o, g wodies BT
4
Time (monihs)

100 -

New BILAG A or B flare
over 24 months (%)

=]

e [

LB

INCrease o COiECosierOads use (%)
¥

@
1=]
1

[+2]
(=]
L

F-
(=]
i

]
(=]
1

p<0.001
T
T
p=0.003 3 AZA
50 517 . EC-MPS
25 2
275
p=0.031
75

- l':l 17 1, 25

-

Any Flare Muco- Musculo- Cardio- Renal Neuro- Haemato-

cutaneous skeletal Respiratory logical logical

Neploodtepeg e€apoelg pe tnv AZA

o0 03
el 036 o s
a
j [
- i a,
|;.' ;
F W T-'"'--.
% acBevwv He avénuévn 6o6on Pz Lo & ,.u-s
‘. oToug 24 UAVECS e

9 Q s = 3 ™

Time jmonths

Aodaleia: MeplocotepeC MepUMTWOELC AeukoTeviag pe AZA (p=0.02)

Zupnépaopa: To mycophenolate avwtepo amod tnv AZA otnv npoAndn e€dposwv Kat

TN Oepareia tov e€wvedpikov ZEA

Ordi-Ros J, et al. Ann Rheum Dis 2017;76:1575-1582



Enmwkapontoinon odnywwv EULAR yua tnv avtipetwnion tou ZEA

2.3 AvooOKaTaOTOATIKEC Oepaneieg

Recommendation LoE GoR

2.3.1 In patients not responding to HCQ (alone or in combination
with glucocorticoids) or patients unable to reduce glucocorticoids
below doses acceptable for chronic wuse, addition of
immunomodulating/immunosuppressive agents such as

methotrexate 1b
azathioprine 2b
or mycophenolate should be considered. 2a B

2.3.2 Immunomodulating/immunosuppressive agents can be

. . . 2
included in the initial therapy in cases of organ-threatening disease. = ¢

Fanouriakis A, et al. Ann Rheum Dis 2019 Mar 29. pii: annrheumdis-2019-215089.



Enwkatpomoinon odnywwv EULAR ywa tnv avilpetwrnion tov ZEA

3.1 Aeppatiki vOOOG

Recommendation LoE GoR
3.1.1 First-line treatment of skin disease in SLE includes
topical agents (glucocorticoids, calcineurin inhibitors) 2b B

antimalarials (HCQ, quinacrine)

systemic glucocorticoids.

1a

1

3.1.2 In non-responsive cases or cases requiring high-dose

glucocorticoids,
methotrexate,
mycophenolate,

or azathioprine can be added.

Fanouriakis A, et al. Ann Rheum Dis 2019 Mar 29. pii: annrheumdis-2019-215089.



Enwkatpomoinon odnywwv EULAR ywa tnv avilpetwrnion tov ZEA

3.3 AlpatoAoyLkn Voo oG

Recommendation LoE | GoR

3.3.2 For maintenance of response, IS/GC-sparing agents such as

mycophenolate, azathioprine, 2b C

or cyclosporine can be used.

i

3a

.

Fanouriakis A, et al. Ann Rheum Dis 2019 Mar 29. pii: annrheumdis-2019-215089.



Nepiypappo optAiog

v’ Rituximab
— Nedpitda + EEwvedpikn vooog
— [MpoyvwaoTIKOL TapAyovTEC



Rituximab oto ZEA: ammotuyio oti¢ KAWLIKEC LEAETEC, AAAAL
OLTLOTEAECHATLKO OTNV NMPAsn

EXPLORER: 257 patients

 RTX (1000 mg x2), repeated at 6 mo

* GC:0.5-1 mg/day x2 mo, then tapered
* SoC: AZA, MMF or MTX

mSoC mSoC +RTX 3.0
80% 75% ’s Flares/year
70% ' 21
60% 2.0
50% 1.5
40% 1.5
30%
20% 1.0
10%
0% 0.5
Response (BILAG) Low disease activity Low disease activity 0.0
(without subsequent (with subsequent )
severe flare) severe flare) SoC SoC +RTX

Merrill J, et al. Lupus. 2011 Jun;20(7):709-16.



Rituximab (anti-CD20 mAb) o€ evepyo avOektiko ZENA

* Kuplwg peta anod aocto)io o€ MTOAAQATAEC OLVOCOKATAOTAATIKEG OEpOATIELEC
(ouumeplthapBavopévng tng KukAodwaodapidnc)

*  AgbOUEVA UN-TUXOLLOTIOLNEVL

KAwwn avtandokpion

(6 pAveg)
ZEA (yevika) CR: 46%
Remission: 18%
PR: 34%
A0&non evepyotntag: 15-20%
NevpouxLatpLkog CR: 90%
2EN
AlpatoAoytkog ZEA CR: 61% (3 unveg)
PR: 26%
Nedpitda ZEA CR: 51%
PR: 34%

Responses in individual BILAG 2004 domains

Haematological "1
Renal I
Gasfrointestinal D
Cardiorespiratory INNG_G_—_———
Musculoskelotal I |
Neurological I
Alopecia I
Oral Ulcers I
LENS N
CCLE )
ACLE/SCLE I |
Mucocutaneous NN )
General I |
0 10 20 30 40 50 60 70

BResponse DOPersistence OWorsening / New Flare

Md Yusof MY, et al. Ann Rheum Dis. 2017; 76:1829-36;
Cobo-lbafiez T, et al. Semin Arthritis Rheum. 2014; 44: 175-85;
Serris A, et al. Am J Hematol. 2018; 93: 424-9;

McCarthy EM, et al. Rheumatology. 2018; 57: 470-9

Alshaitki F, et al. Eur J Rheumatol. 2018; 5: 118-126



Rituximab oto ZEA
ATIQVTIOELC OE CUXVO EPWTAUATO

Moleg eival oL KUPLOTEPEG
evoeiéelc;

AN N

2oBapn apBpitida (‘Rhupus’)
AvOektikn vedpitida

Ayyelitida omAayxvwv
NeupoAoylkog AUKOG
OpoppBonevia/atloAuTikiy avopia

Mool napayovtec npoBAEnouV
TNV avtamnokpLon oto rituximab

AN N NN

AN

MNoAvapBpitida (° avranokplon)
Kuttapomnevieg (1 avtamnokplon)

Anti-DNA+ (1> avtarmnokplon)
BAevvoyovodepUATLKE) VOOOC

(\ /kaBuotepnuévn avtanokpion — dlwg DLE)
Nedpitda (| /kabBuotepnuévn avtamokplon —
Olwe pke V + 11/1V)

Md Yusof MY, et al. Ann Rheum Dis. 2017; 76:1829-36; Cobo-Ibanez T, et al. Semin Arthritis Rheum. 2014; 44:175-85; Vital EM, et al. Arthritis Rheum.

2011,63:3038-47




Rituximab oto ZEA
ATIQVTIOELC OE CUXVA EPWTHUATA

MovoOepaneia | pali pe v ZuyxopRlynon GTLC TTEPLOOOTEPO ALVOEKTIKEG
OLVOCGOKOTOLOTAATLKO TTAPAYOVTQ; TEPLUITTWOELG VOOOU

Xoprnynon ava 6unvo n ‘kat’ v' EnavaAnyn touAdxtotov evog 2°Y KUKAou
enikAnon’; Oepaneiag o€ MAEOV AVOEKTIKEG TIEPUTTWOELG

| OE€ MEPLKA HOVO KAWVLKN avTamnokpLlon

Eivat xpriotpun n mapakoAouBnon | v MBavwg, aAAd OXL aKOpA KOV TTPOAKTLKA
TwV B-Kuttdpwv oto nepLdpePLKO
oipa;

Md Yusof MY, et al. Ann Rheum Dis. 2017; 76:1829-36; Cobo-Ibanez T, et al. Semin Arthritis Rheum. 2014; 44:175-85; Vital EM, et al. Arthritis Rheum.
2011;63:3038-47



Enwkatpomnoinon odnywwv EULAR yLa tnv avilpetwrnion tov ZEA

2.4 Biologics

Recommendation LoE GoR

1a A

2.4.2 In organ-threatening disease refractory or with
intolerance/contra-indications to standard immunosuppressive | 2b C
agents, rituximab can be considered.

Fanouriakis A, et al. Ann Rheum Dis 2019 Mar 29. pii: annrheumdis-2019-215089.



2019 Update of the EULAR Recommendations for the management of SLE

Enwkaupontoinon odnywwv EULAR yua tnv avtipetwnion tou ZEA

Treatment of Systemic Lupus Erythematosus

Moderate*

Refractory m Refractory i

Sun protection Remission

Vaccinations [ stED=o
HCQ no GC

Adjunct: Target:

Refractory

Exercise
No smoking GC PO/IM GC PO/IV
Body weight MTX / AZA or
Blood pressure
Lipids Low disease activity
Glucose SLEDAI < 4
HCQ

Antiplatelets
anti-coagulants
(in aPL- positive
patients)

(in stable doses and
well-tolerated)

CommE ikl
Immunosuppressives
-

Grade A Grade B Grade C Grade D

Mild: constitutional symptoms/ mild arthritis/ rash <9% BSA/PLTs 50-100 x 103/mm3; SLEDAI<6; BILAG C or <1 BILAG B manifestation
Moderate: RA-like arthritis/ rash 9-18% BSA/cutaneous vasculitis <18% BSA; PLTs 20-50x103/mm3/serositis; SLEDAI 7-12; >2 BILAG B manifestations
Severe: major organ threatening disease (nephritis, cerebritis, myelitis, pneumonitis, mesenteric vasculitis; thrombocytopenia with platelets <20x103/mm3; TTP-like disease or acute

hemophagocytic syndrome; SLEDAI>12; >1 BILAG A manifestations

Fanouriakis A, et al. Ann Rheum Dis 2019 Mar 29. pii: annrheumdis-2019-215089.



Nepiypappo optAiog

v Ustekinumab
— Eéwvedplkni vooog



IL12/23 ko ZEA
MpokatapKTka dedopeva

- * &
g ,
3
§ 1
a
MPJ I1L-23R7- 1L-23R*"*

A HE PAS
IL23R-/-
B6/lpr
—t s

25

§1: ]—I AcBeviic ue SCLE (case report)
o 1
0.5
41 I I B

Bé/lor IL23R./- B6/lnr B6&

IL-23R*"*

B6/lpr

NMPIN META

Dai H et al. ] Immunol 2017;199: 903-10; Kyttaris VC, et al. J Immunol 2010;184:4605-9; De Souza A, et al. Arch
Dermatol 2011;147(8):896-898



Efficacy and safety of ustekinumab, an IL-12 and IL-23
inhibitor, in patients with active systemic lupus
erythematosus: results of a multicentre, double-blind,
phase 2, randomised, controlled study

Ronald F van Vollenhoven, Bevra H Hahn, George C Tsokos, Carrie L Wagner, Peter Lipsky, Zahi Touma, Victoria P Werth, Robert M Gordon,
Bei Zhou, Benjamin Hsu, Marc Chevrier, Manon Triebel, Jarrat L Jordan, Shawn Rose

2XESLOLOUOC HEAETNC

Primary Endpoint
SRI-4 at Week 24

|
UST (6 mg/Kg IV at week 0, then 90 mg SC q8w; n=60)
R
3:2
PBO (IV + SC, n=42) UST (SC 90 mg q8w) . i i
Screening Eligible patients continued open-
label UST treatment up to Week
< 6 weeks
104
Week 0 4 8 12 16 20 24 28 32 36 40 44 48 56
7F

| 1 1

Study Agent SC at Weeks 8 & 16 PBO cross-over at Week 24 to 90 mg SC. All patients on 90

~6 mg/kg UST or PBO IV
mg q8w up to Week 40

(35-55 Kg: 260 mg; >55 to <85 Kg: 390 mg;
>85 Kg: 520 mg)

Major secondary endpoints at Week 24 included: change from BL in SLEDAI-2K, change from BL in PGA, and proportion of BICLA responders.
Safety was monitored throughout the study as events occurred and at every visit g4w. AE and SAE are reported according to the actual
treatment

R = Randomization T = Study Agent Administration

SRI-4: SLEDAI-2K responder index 4; SLEDAI-2K: Systemic Lupus Erythematosus Disease Activity Index 2000; PGA: Physician’s Global Assessment of disease activity;
BICLA: BILAG-based Composite Lupus Assessment; UST: ustekinumab; PBO: placebo; q8w: every 8 weeks; q4w: every 4 weeks; BL: baseline



Baseline kAwvikd/énpoypadikd otoyeia

Age, mean years 42.9 40.0
Race: White/Black/Asian/Other, % 67/7/14/12 70/7/13/10
Disease duration, mean years 9.5 9.7
SLEDAI-2K, mean 11.4 10.6

>1 BILAG domain A/22 BILAG domain B, % 52/38 45/47
History of lupus nephritis, % 17 15
Number of active joints, mean 7.8 6.8
CLASI activity score, mean 7.4 7.2
CLASI activity score 24, % 57 62
Type | interferon signature*: high/low, % 73/27 63/37

Van Vollenhoven et al. Lancet 2018-epublancet 2018, e-pub 21 September, doi:10.1016/5S0140-6736(18)32167-6.



Baseline kAwvikd/énpoypadikd otoyeia

LLNG Ml UST (n=60)

Concomitant immunomodulatory and immunosuppressant
medications

Glucocorticoids (GC), % 81 85

Mean dose of GC, mg/day 10.5 9.3
Antimalarials 62 73

Mycophenolate mofetil 17 13
Azathioprine or 6-mercaptopurine 21 20
Methotrexate 14 20

Van Vollenhoven et al. Lancet 2018-epublancet 2018, e-pub 21 September, doi:10.1016/5S0140-6736(18)32167-6.



Patientswith SRI-4 response (%)

AnoteAéopota
SRI-4 amadvtnon kot avaloya pe tn oppayida IFN

RI-4
S SRI-4 tnv eBSopdda 24 avaloya pe to status tng IFN

1004 -@- Placebo

—l- Ustekinumab
90 100 H
70 . 80 A
2% =
60% - x
60 55% " - e EE
. 60 -
50 =0-006 2
a3 p z 51
40 38% T 33 “
"--.,__‘ E 40 -
30+ 3
5 23
204
20 A
10+
o ! ! ! ! ! ! 0 -
0 4 8 12 16 20 24 High Low
Time from baseline (weeks)
mPBO UST

SRI-4 response: Systemic Lupus Erythematosus Response Index-4, 24 point reduction in SLEDAI-2K (Systemic Lupus Erythematosus Disease Activity Index 2000) score + no new domain scores in either
BILAG (British Isles Lupus Assessment Group) A or BILAG B + no worsening (<10% increase) from BL in PGA (physician’s global assessment of disease activity); IFN-I: type | interferon

Van Vollenhoven et al. Lancet 2018-epublLancet 2018, e-pub 21 September, doi:10.1016/50140-6736(18)32167-6.



2o0yevn TeAkA onpeia (eBdopada 24)

Disease activity at Week 24

0 - .
BICLA response at Week 24
= 100 H
E -2 1 p=0.994
(]
] 80
(<))
3 —
2 S
S Iy 60 A
c c
S -4 - g
= -3,8 5 40 A 35
[VALUE] S
§ 20 A
p=0.093 p=0.394 ,‘E
6 - 0 -
SLEDAI-2K PGA
mPBO UST

SLEDAI-2K: systemic lupus erythematosus disease activity index 2000; PGA: physician global assessment (VAS 0-10); BICLA: BILAG-based Composite
Lupus Assessment, requires patients to meet response criteria across 3 assessment tools and no treatment failure should be recorded: (1) BILAG
improvement classified as (1a) all BL BILAG A scores improved to either BILAG B, C, or D; (1b) all BL BILAG B scores improved to either BILAG C, or D;
(1c) no worsening in disease activity, defined as no new BILAG A scores and <1 new BILAG B score; (2) no worsening of total SLEDAI-2K from BL,
change <0; (3) no significant deterioration (<10 mm increase) in a 100 mm visual analogue PGA scale

Van Vollenhoven et al. Lancet 2018-epublLancet 2018, e-pub 21 September, doi:10.1016/50140-6736(18)32167-6.



Aocpalela

Any adverse event, % 67 78
Infections, % 50 45
Most commonly reported AE*, %
Upper respiratory tract infection 21 8
Urinary tract infection 12 10
Nasopharyngitis 7 10
Headache 12 7
Diarrhoea/Nausea 0/5 7/5
Worsening of systemic lupus erythematosus 5 5
Bronchitis 0 5
Pharyngitis/Pharyngotonsillitis 0/0 5/5
Pyrexia 2 5
Serious adverse event, % 10 8
Serious infections, % 0 3

AE: adverse event, patients with >1 of the same event were counted once for that event; *Events that occurred in 25% of patients in the UST group; PBO: placebo; UST:
ustekinumab

Van Vollenhoven et al. Lancet 2018-epublancet 2018, e-pub 21 September, doi:10.1016/5S0140-6736(18)32167-6.
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MPIN 1 MHNA META USTEKINUMAB




Nepiypappo optAiog

* O 0Oepaneieg «ektoc £vdelEnc» (off-label) otn vdooo Behcet
v' Apremilast koL OTOMATIKA EAKN



Apremilast ka vococ Behcet

* MeAétn paoncg
* 111 aoBeveic pe Behcet’s

* Apremilast 30 mg bid vs. placebo ywa 12 eBéopadeg

* MNpwTtapXLkO TEALKO onpeio: AplOPOG oTOpATIKWY EAKWV TNV €Bdopdda 12

* 20yevn TeEAKA onpela: Movog anod €AKn, YEVVNTIKA EAKN, EVEPYOTNTA VOOOU, TTOLOTNTA (WG

Baseline kAwvikd/dnpoypadikd otoxeia

Apremilast
(n=55)

Kavkaotlot, % 96

Awdpkela vooou, peon, €tn 4.9

Toupkia, % 91
‘EAKN, aplBuocg/acOevi 3.2
PGA, péon 1.9

Movog, kKAtpaka 100 mm 54.3

Placebo
(n=56)

98
5.7
95
3.1
1.9
51.7

GLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Apremilast for Behget’s Syndrome —
A Phase 2, Placebo-Controlled Study

Hatemi G, et al. N Engl J Med, 2015;372:1510-8



ApLOLOC EAKWV CTOMOTOC

Placebo crossover Apremilast
35 to apremilast discontinuation
' l l
| |
3.0+ : :
" l l
i I I
g 25 21 |
= :
= Placebo ' i
A 2 U_ |
O ' |
e 1
Q I
o 1.5 |
< l
§ 10 |
— |
s 0.5 | P<0.001 !
0.5+
1
Apremilast ! !
0.0 | | | T | i | | T | | i | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Week of Visit
No. at Risk
Placebo 56 56 53 51 44 42 45 45 36 45 36 34 45 38 54
Apremilast, 30 mg 55 55 50 53 48 47 50 49 41 49 38 37 47 40 54
Mean No. of Oral Ulcers
Placebo 29 1.7 19 19 16 14 21 04 04 06 05 03 04 13 16
Apremilast, 30 mg 27 03 07 05 05 07 05 06 06 06 07 02 06 19 17

Hatemi G, et al. N Engl J Med, 2015;372:1510-8



Movoc AOyw EAKWV GTOUATOC

Placebo crossover Apremilast
60 to apremilast discontinuation
l l
| |
| |
= 50+ : l
£ | |
£ Placebo : :
£ 40- 350 |
[1] | 1
o I
. |
S 30 |
D l
T l
O 204 !
c |
g :
= 104
Apremilast : :
| |
0 | T T T T i T T T T T i T |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Week of Visit
No. at Risk
Placebo 56 56 53 51 44 42 45 45 36 45 36 34 45 38 54
Apremilast, 30 mg 55 55 50 53 48 47 51 49 41 49 38 37 47 40 54
Mean Oral Ulcer Pain (VAS)
Placebo 51.7 298 374 367 307 235 350 79 79 73 72 66 96 172 210
Apremilast, 30 mg 543 120 102 105 130 &8 94 99 58 71 81 34 97 232 272

Hatemi G, et al. N Engl J Med, 2015;372:1510-8



Apremilast og otopatikad EAkn o€ voco Behcet
MpokoatapKTikad dedopeva peAetng paong lli

207 aoBeveic

1:1 apremilast vs. PBO

>3 €\kn otnv tuyalomoinon f =2 oto screening Kal xwpi¢ mpooBoAn peilovog opydvou otnv
Tuxaonoinon

Treatment Comparison in OU AUC,,.., From BL Through Week 12

Mean nt Over 28 Week € >
ean OU Count Over 28 Weeks T e Ep— OU AUCyos2
: APR vs.PBO
(ITT Population, Data as Observed) 00 200 400 0 100 20 30 w ,
reatment Difference n 95% CI
. Sex Male —— :92 5 40 40 :142 9, :42 1
Placebo-Controlled Phase Active Treatment Phase Female = e s Fies o)
Age <40 - -993 68,45 (-1599. -388)
240-<65 i -100.4 43,84 }-1512,-497’
5 " : 265 - -709 34 (-18226,1680.8)
' Whit - -853 69,68 (-1293, -414
' Race  ponwhite — -1227 n% (200747
' Regiol Asia -1382 3220 (~2208,-558
) il Europe —— 1079 23 {99389
") : No. America e -59.1 1411 (=2114 32&
\w- 4 . Placebo Rest of world —— -978 3338 (-150.1, -455)
' ‘

. BMI <185 -1896 7.3 (-500.1,1209
= [ i === « Placebo/apremilast30 mg BID 218.5-<25 N -1244 8 (-1807.-680)
o | . 225-<30 —_—— -606 2.2 é-132 1,10.9)
= 1 === Apremilast30 mg BID 230 —t 599 820 (-1325 125)
6 3 i Alcohol Yee . -993 By (192068

| ‘ - - 872 (- -
5 ’ Thaceo O —— m Qe
t i 822 (- 5
S : Non- u::r - -86.7 6960 (-1352382)
@ ‘ s2 R — -94.1 234 (-1729,-154
Kol | Duration of 2-56 —— -121.0 30,28 (-1730. -69 |€
E 2 1 disease (years) >a—510 - - -87.5 15,18 t-zoz 8.-278
= | >10 —a— -514 .27 (-1328.30.1)
Z Baseline 22-55 —— -765 91,80 (1098 -43.1)
10—l -2014 10.11  (-4234,20.7
c OU count 210 = “lass 33 (}4550 5°3261.5)
| P -1105 247 (-1756.-455
g 11 v z 0.9 co,cmc?:: ee il -731 s (1187278
| 0.8 Prior oral Yes A~ -1483 s (2288699
' corticosteroids o —— > s (- =
: Includes data from the intent-to-treat population, with missing values accounted for using the multiple imputation method; n values
| show APR, PBO. Treatment is the diffe in least-sq mean OU AUC,,,, +, between the APR and PBO groups for
0 | | T T T T + T T each subgroup; 2-sided 95% Cls are also presented. The x-axis ranges from -300 to +300; Cis that exceed those limits are not fully
1l d; k | ) sub th f patients =1
0 1 2 4 6 8 10 12 16 28 ; large Cis only in groups with numbers of patients 510

Hatemi G, et al. Arthritis Rheumatol. 2018; 70 (suppl
10)



JUMTTEPACHOTO

MMF
— Oegparmeia 1" ypappng oe vedpitida ZEA (YriepmAhaotiki Kot pepBpavwdn)
— Baowkn emhoyn og e€wvedpiko ZEA
RTX
— Nedpitidba ZEA ou dev amnavtd os 1" Bepaneia
— RA-like apBpitida, KN
— 2oBapeg neputtwoelg — “Rescue” Tx
Ustekinumab
— AvOeKTIKOG, e€wvedplkog ZEN (6€pua, apBpwoslg)
— Xpewalovtal eplocotepa Sedopeva
Apremilast o€ Behcet’s

— Anoteleocpatiko og adpOec, aAd xpeLalovtal meplocotepa Sedopéva



