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2UYKPOUOT CUNPEPOVTWV

NMapovoa Trapouciaon :TiNTIKA apoIffi atré GSK yia TNV CUYKEKPINEVN OMIAIG

EKTTAIOEUTIKEG-EPEUVNTIKEG-OUUPBOUAEUTIKEC ETTIXOPNYNOEIC TNV TEAEUTAIA DIETIA!
UCB,Janssen, Lilly, AEnorasis, Genesis-Pharma, Pfizer, Abbvie,
Mylan, Novartis, Amgen , GSK,



KAIVIKEG TTEPITTITWOEIG

W A,

0 l. AoBevric uTTO UdpoCUXAwpPOKivN Kal dOOEIC HEBUATTPEDVI(OAOVNG >10mg nUEPNTiIWG
VIO TOV EAEYXO TWV CUUTITWHATWY

&@ Il. AcBevr¢ pe Auko kal Ne@piki NpoooAn



KAIVIKNA TTepiTTTwon # 1

>
b,

-apBpaAyicc , akpwv xeipwv pe MNA- 30 min ,atrd £Toug TN W _\7
- Kakouyia , aduvapia , KOTTwon , Oékata To TeEAeuTaio 6unvo (flu-like) \ i | / e

+ 2017- 37ev () mapamépmeran amé MO

* ATOMIKO ICTOPIKO

- EAEUBEPO ATOMIKO I0TOPIKO
- BMI : 28 , kamrvioTpia ( 20 pack/years)
-voonAeuTpia , Eyyaun e 1 Taudi




AlayVWOTIKN TTPOCEYYION

KAIVIKE gKTipnon:
-OUMMETPIKA QAeyHOvVWONG TTOAUaPOpITIOO
- malar rash , livedo reticularis,
-TTEPIOTACIOKA APBeg, Raynaud(+/-), TpIXOTTITWON

2EAN

EpyaoTnpiakog EAeyxog

- TKE : 40 mm , CRP (-)

-ANA : 1/640 , Anti- dsdna (-), anti- Ro (+)
-1C3, TTOAUKAWVIKN UTTEPY-C@AIPIVAIMIA
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[Mo16v «AUKO» CuVaVTANE CUVAROWG ;

Crude incidence
(per 100,000 persons/years)

SRR NL T s ® Mild = Moderate = Severe
—Male
~——Female 60%
Total 50% 50%
20 40% 339%
15 30%
10 20% 17%
e : —— = o%
15-24 25-34 35-44 45-54 55-64 65-74 75-84 85+ Mild Moderate Savers
Severity pattern
56%
* O1 TepIoodTEPEC TTEQITTTWOEIC 2EAN KaTA TNV di1dyvwaon agopouv
NTTIA £WG JETPIA VOOO
28% B At diagnosis
= At last evaluation
* Hvbdooc e€eAiocoeTal oTnV TTAPODO TOU XPOVOU
Mild Moderate Severe

Antonis Fanouriakis et al. Ann Rheum Dis 2021;80:14-25



OePATTEUTIKN AVTIMETWITION

 ApPYXIKA OEpATTEUTIKN TTPOCEYYION

400mg HCQ/ npuepnoiwg
+
prednisone 156mg/nuepnoiwg

Iv- solumedrol

Mn
2017 OVTOTTOKPLON
. otnv AZA
| . Medrol pack
2EA —sledai 2k : 10 2 celestone im
Xwpic TTpoaBoAn peilovog opydavou
ApbpiTida : 4
1C3: 2 [MeploTAOIOKE XPOTN KOPTIKOOTEPOEIOWYV.. «HEoN» dOonN 5-10 mg/day

TPIXOTTTWON : 2

ecavonua: 2



2UOTAOEIG YIa T avTigeTwTTion Tou 2EA (EULAR 2019)

Goals of treatment

Overarching principles: Goals of treatment

-
Treatment goals include long-term patient survival,
prevention of organ damage, and optimization
of health-related quality of life

Recommendation/Statement: Goals of treatment

A £
Treatment in SLE should aim at remission or low disease
activity and prevention of flares in all organs, maintained
with the lowest possible dose of glucocorticoids

In 2019, a EULAR Task Force created a list of recommendations for SLE from a systematic review of the literature, categorizing the evidence based on the design and validity of
available studies and grading the strength of the statements. Task force members generated four overarching principles for SLE management, and 33 recommendations.

Figure created using content from Ann Rheum Dis, Fanouriakis A et al. 78, 736-45, ©2019.
EULAR = European League Against Rheumatism Fanouriakis A et al. Ann Rheum Dis. 2019;78:736-45.



H evepyoTnTa VOOOU KOI N MN avaoTpEWPIpn BAGRN

Association between mean SELENA-SLEDAI score and organ damage in the Hopkins’ Lupus Cohort?

P=0.036
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Mean SELENA-SLEDAI score

H «evepydg» vooou augdavel Tnv midavoTrnTa opyavikng BAARNg

Petri M et al. Arthritis Rheum. 2012;64: 4021-8.




Patients with an SDI increase (%)

Ta KOPTIKOOTEPOEION KAI N UN avaoTPEWIuN BAABN

] 0=0.001
Steroid-naive (n=86) m Steroid-exposed (n=173) —— 422
40 A
p=0.004
30,6
30 -
p=0.129 221
20 - 19,1
14.0
11,6
10 A
O - T T

3 years 5 years 8 years

Organ damage outcomes for patients with SLE by steroid exposure2

H opyavikn BAABN aBpoileTal e TN XPNON OTEPOEIOWYV

Sheane BJ et al. Arthritis Care Res. 2017;69:252-6.
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H erépevn OepatTeuTiK «Kivnon»

INTIKOG EAEYXOG VOO OU
TNG KOPTI{OVNG

+ Belimumab sc
-2019




Belimumab ka1 evepydTnTa vooou
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Reproduced from The Lancet, Navarra SV et al. 377, 721-3, © 2011 with permission from Elsevier; Arthritis Rheum, Furie RA et al. 63, 3918-30, © 2011 with permission from Wiley Inc.; Arthritis Rheum, Stohl

W et al. 69, 1016-27, © 2017 with permission from Wiley Inc.; Ann Rheum Dis, Zhang F et al. 77, 355-63, © 2018 with permission from BMJ Ltd.
aNot all treatment differences were statistically significant after the first statistically significant time-point; Ppatients were randomized to receive standard therapy plus

placebo vs. 10 mg/kg intravenous belimumab (BLISS-52, BLISS-76, and NE Asia study) or 200mg subcutaneous belimumab (BLISS-SC).
1. Navarra SV et al. Lancet. 2011;377:721-3. 2. Furie RA et al. Arthritis Rheum. 2011;63:3918-30. 3. Stohl W et al. Arthritis Rheumatol. 2017;69:1016-27. 4. Zhang F et al. Ann Rheum Dis.

2018;77:355-63.
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Belimumab kai o1 e€dpoeig TnG vooou

Difference in risk of severe flare between Benlysta and placebo arms over 52 weeksab
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-70% - PBO 23.0% vs. BEL 13.8% PBO 18.2% vs. BEL 10.6% PBO 22.1% vs. BEL 12.0%
HR=0.57, (95% CI 0.39-0.85) HR=0.51, (95% Cl 0.35-0.74) HR=0.50, (95% Cl 0.34-0.73)
P=0.0055 P=0.0004 P=0.0004
n=577 n=836 n=677

aSevere flares defined using the modified SELENA-SLEDAI SLE Flare Index; 10 mg/kg intravenous belimumab (BLISS-52, BLISS-76 and North-East Asia study) or 200mg subcutaneous
belimumab (BLISS-SC).

BEL = belimumab; CI = confidence interval; HR = hazard ratio; PBO = placebo

1. Navarra SV et al. Lancet. 2011;377:721-3. 2 Stohl W et al. Arthritis Rheumatol. 2017;69:1016—27.3. Zhang F et al. Ann Rheum Dis. 2018;77:355-63.



Belimumab ka1 GC tapering

Prednisone dose in open-label extension studya

60 - Maximum: 53.8%
(14/26, Y12 W48)
Prednisone equivalent dose
50 - reduced from >7.5 mg/day at
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6_“ 20 - baseline to >7.5 mg/day
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Reproduced from Arthritis Rheumatol, Wallace DJ et al. 71, 1125-34, © 2019 with permission from WileylInc.

aMulticenter, open-label, Phase Il continuation study: standard therapy plus 10 mg/kg IV belimumab given every 4 weeks in patients with SLE who had achieved a satisfactory response in the extension phase of the double-blind
study. Of the 476 patients in the parent study, 298 (62.6%) entered the continuation study, of whom 96 (32.2%) remained in the study. Patients received belimumab for up to 13 years (median duration of exposure: 9.1 years; total
exposure: 2,294 patient-years). This was an open-label study with no comparator arm; selection bias and responder bias may be present.

Wallace DJ et al. Arthritis Rheumatol. 2019;71:1125-34.



Belimumab ka1 opyavikr BAGRn

Change in SDI score at 5 years
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Difference in SDI = —=0.434 (95% CI. —0.667 to —0.201)

+
o
(e2]

p<0.001

+
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SN

Mean change in SDI score
+

o
N
I

0,0

Propensity score-matched samples (n=198)

@ Standard therapy alone @ belimumab + standard therapy

In the US BLISS LTE study patients, treatment with belimumab was associated with 0.43 lower SDI increase compared with the PS-matched Toronto
Lupus Cohort individuals treated with standard therapy alone

LTE = long-term extension; SDI = SLICC/ACR Damage Index
Urowitz MB et al. Ann Rheum Dis. 2019;78:372-9.



SLEDAI Change

®

Rheumatol Ther Tt
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Real-World Effectiveness of Belimumab in Systemic =
Lupus Erythematosus: A Systematic Literature Review
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....ETTICTPOPN OTNV ACOEVI HaG

« 8 MRveg peTa TNV Evapén Belimumab...

...TO «ofpeEpa» - 04/2022

2 €Tn apyoTtepa

2uvéxion plaquenil + AZA

2uveyicel To Belimumab

Ailakotr} TG AZA

Sledai : 2-4

1C3: 2
TPIXOTITWON : 2

Prezolon : 2,5 mg/ day

* Meiwon Tng KopPTIZOVNG : \
5 mg/nuepnaiwg Ev uéow navénuioc T LT Gy T ]

(oTaBepr 66ON)



KAIVIKA TTEPITTTWON # 2

R

®UAo np . Emiokeync 2017
HAikia: 43  Karmviopa : oxl AX :
ATOMIKO 10TOPIKO : eAeUBEpPO,

YEA e 0poAOYIKN EVEPYOTNTA , XWPLG
TipooBoAn Uellovog opyavou
* TrapaTTépTTETAl OTTo /O ME: Sledai- 2k : 12
- apBpalyiec, dEkarta, KOTTWAOT, APOEC
TPIXOTITWON, £€avOnua

AaokAAq, pntépa evog traidiou

« QuoiknA e€€Taon :
apBpiTIda, diayxuTo £pUBNUA
TpaxnAIKn Aep@adevoTTddeia
AOITTA CUCTAPATA : K@

« EpyaoTtnplakog EAeyxog : Evapén koprikoarepocidwyv ( 15mg —prednisone e
ANA : 1/1280 , anti —dsdna (+) , 1 TKE vonyopn peiwon) + uopoduxAwpokivn 400mg
anti —Ro (+) , | C3, yeVIKA 0UpwV : K Inuepnaiwg

B/X : k¢




3 MAVEG apyoTEpA

- EMMEVOUCA KAIVIKE EveEpYOTNTA
(apBpiTida, aPbec, ecavonua)

AAAA Kal

EVEPYO i¢nua oupwv ( ducpop@a epubpaq) ,

Agukwpa oupwv24 : 1700 mg/24

veppikn Aeitoupyeia : cr: 0,9, eGFR :

....OTNV CUVEXEIA

Bloyia vedppou

82 ml/min/1.73m?2

TIATPIKH ZXOAH
A’ EPTASTHPIO NAGOAOITKHE ANATOMIKHE
AieuBuvTiic: KaBnynris E. X. NATEOYPHE

T W Manegfone | 20/7/2017

(ovvokid ~ 10% tng HOOVS HOIPEL) LTPOPIKG. Kupies Toman
axpoginn. EVIOG Hopik aukov mepuziovran miypata ualeG ’“l N"fM)ﬁil HO\W
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A : TnpLaxo i Kia 6 ow Ta ayuwnb»u EGTIONG CUQUAVISOUV JIKPEC TpATES

aptpisg Xat i TEOEIDT; apTmpin ROV AEPIKAEETIY
a0 Setyue sppavidovy pluuz“lﬂ\ ma W6HE TOVeT) TON EGH IROVO.

| O é)5y405 pr v ook gpiam Epulpd tou Congo yia Ty aviveeT (EUROEE0LS oEfin
apvTIKOS
Avogoiatoyy p:m_uwmwmmvmwamcutpzﬁawéummcm

MECQYYEINT KUPIGS (POTTINY

Vi) £GTIONG KAt UKpI|G EXTATG REPLPEPIKT JPWOTIKT]
av! nﬁpam‘l 08 Alyes BEce vad HopoR Aestiv xonmuw

ANOEO®OOPIXMOE K(ermuanm
af wAwmo] e viaons e awmnknﬂnkwn; 0, i,
ws Oexn oy
lgG apaipivn :u) 1A cpupiv(3+), CJ x»\{mwx tova
jaroc (3+), C4-xhaapa 1ou mm“mbun

(T
Xuvunapyet pecayyExn Kofnhoan
aupstinphuatos. H 18M epupiv eivar apvijox,

EYMITEPAEZM A,
T cuprjpoTi TOU PUTOVIKOY
VEQPITISa TOV Moy,

EoTiakr) NegpiTida AUkou
Tagn 1 (A/C)

OeikTNG EvEPYOTNTAG : 6

QeikTNG XpovIoTnNTaG : 3



OEPATTEUTIKI) AVTIMETWITION TNG VEQPITIONS

evapgn MMF 3gr/day
MMF -iv steroids/ per os

e OxLt000 «ocofapn» vedpitidba
* EmBupia tng acBevoug

x IV- CYC

6 -8uAveC apyotepa

Yoeon .. Zuvéxion MMF 2gr/day
Prezolon : 5mg/day




MeTd TNV UPECT ... N UTTOTPOTTH

2020 Evepyo ilnua Add belimumab sc
NeUKwPa oupwyv 24: 3 gr

e Oyt A .

ETOVOANTLKN O OUTTOLEVN

e MMF 1gr/day ) eEwvedpLkn

. YTroTpoTti Boya ,
e Minor flares e vVOGOO0(G
(e€wvedpLréc) e S Je e | MLl - e ‘OpoloyikA
6 gr cuvoALKn et
doon
[TepOTOOIOKA MIKPEC DOTEIC Ek véou upnAécg dooeig

KOPTIKOOTEPOEIDN KopTI(OVNG



H TTapouca katdotaon Tng acOevoug

To «onuepa» - 03/2022

MMF 2gr (ouvtripnon) + Belimumab sc
Kal ( udpoguxAwpokivn 400mg)

XapnAn d6on kopTiddovns — 2,5 mg/ nuEPNTiwg

Ne@piTida o€ Upean, eCwvePpikni vooocg oe LDA
sledai- 2k : 4 ( apBpiTIdQ)

.. ZUvVoyn TnG Tropegiag vooou

H péExpl Twpa tropeia ((ue pia uarna)
-TTPWIKMN AAAQ ETTIOETIKI) VOOOC
- TTPWTN KAIVIKA €EKONAWON: VEPPITIOA
- gof3apn vooog ( UTTOTPOTTN TNG VEPPITIOAG)
- OPOAOYIKN EVEPYOTNTO
- ECWVEPPIKEC EKONAWOEIC
- au¢nuEvn aBpoloaTiki doan kKopTI(dvVNG

@a pTTopouce
va Yivel KAl
OIAPOPETIKA ;



Belimumab ka1 ve@piTida Tou AUKou- BLISS -LN

N
PERR ava emiokeyn (IPD/TF/WD=NR) (ArTAG Tu@Ari, mITT mTAnBuopdc)’!
100 ~
90 H
— KoprmikaTepoeidr] =10 mg/nuépa

= 80 1 — EmmmperT n xprion oTeposiBuv yid pn
) 20 VEQpPIKN vOoo pe Bdon To TTpwTdkoAlo — Mn) ETIMPETTTA N aywyf
x — OhokMpwan BeparTeicc epddou? didowaong ye aTepoeIdn
= 60 - A
E g 43.0%
PEESTETE== e
2w g 3
g

30
E

20 J 32.3 %

10 4 OR (95% Cl)=1.55 (1.04, 2.32)

P=0.0311
8 12 16 20 24 28 32 36 40 44 48 52 56 60 B4 68 72 76 80 84 88 92 96 100104
Xpovog - efdopadeg
— e Placebo + ST (N=223)  —— Belimumab 10mg/kg + ST (N=223) )

aDefined by response at the Week 100 visit that was confirmed by a repeat measurement at the Week 104 visit. PERR = uPCR <0.7; and eGFR =60mL/min/1.73m? or no more than 20% below pre-flare value;
and not a treatment failure (no rescue therapy)

Cl= confidence interval; IPD= investigational product discontinuation; IV= intravenous; mITT= modified intention to treat; NR= non responders; OR= odds ratio; PERR= primary
efficacy renal response; ST= standard therapy; TF= treatment failure; WD= withdrawn

Furie R, et al.,. N Engl J Med. 2020 Sep 17;383(12):1117-1128. doi: 10.1056/NEJM0a2001180. PMID: 32937045



BLISS-LN: OpioMoi VE@PIKAG AVTATTOKPIONG

Primary Efficacy Renal Response (PERR)

eGFR 260mL/min/1.73m?2 A éxI
TTapatravw atro 170 20% KATw atod TNV

TIUA TTPO £€0PONG

Xwpig BepaTTeUTIKr aTroTuyia
(xwpic Bepatreia didocwaong)

Oool dev TTANPOUV Ta TTAPATTAVW
KPITHPIO

[a va BewpnO¢ei avTatrokpion O€ Pia ETTIOKEWN, Ta KPITHPIA Ba TTPETTEI VA TNPOUVTAI KAl OTAV TTPONOUNEVN ETTIOKEWN (TT.X. ETTITEUEN
PERR tnVv ¢doudda 104 av avratrokpion Tnv €gdoudada 100 tTou emIReBaiwdnKe Ye eTavaAnwn uETPNong Kai tnv pdoudda 104)

eGFR= estimated glomerular filtration rate; PERR= primary efficacy renal response; uPCR= urine protein:creatinine ratio
ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT01639339. Accessed on August 8, 2020.



https://clinicaltrials.gov/ct2/show/NCT01639339

Belimumab kai o1 e€apoeig TNG VEPPITIONS TOU AUKOU

) 1.0 Number of patients who experienced an event:
c:cs 0.9 - placebo = 51/196 (26.0%), belimumab 10 mg/kg IV = 28/194 (14.4%)
< 0.8
2 0.7 Patients on belimumab had a
O
g oo 55%
© 0.5 O
S 04— Reduced risk of LN flare vs
S 0.3+ —Placebo (N = 223) patients who received standard
3 02- . T =203 therapy alone (P = 0.0008)
S 0.1- Hazard ratio = 0.45 (95% CI: 0.28-0.72)
o

0.0 I I

96 104
Time since dose (weeks)

Belimumab, n 196 167 154 142 133 131 127 124 117 115 68
Placebo, n 194 175 167 164 161 153 144 139 134 130 93

AvaTtrapaywyiun aug¢non oto uUPCR >1 g €dv n apyikn Ty nrav 0.2 g, >2 g €av n apxikA Tiyn Atav 0.2 g - 1 g, | repioodtepo atrd dITTAGoIa €av n apxIkA TIA ATav >1 g, // Kai
Avatrapaywyiun peiwon oto GFR >20%, TTou ouvodeueeTal ammo rpwTreivoupia (>1 g), kai/j RBC kai/fj kutTtapikoi KOAIvépol WBC, 1 / kai
OePATTEUTIKA ATTOTUXiA OXETICOUEVN HE TO VEQPO

Cl = confidence interval. Rovin BH, et al. Kidney Int. 2021;S0085-2538(21)00862-0.



Mpétrel 6w 6Aol ol aocBeveig pe veppiTida va AdBouv atrdé Tnv apxn Belimumab ;

Steroid-sparing

"EAgyX0C TNG £EW- VEQPIKNG VOOOU

Meiwon Twv e€apoewv

Euvoiko TTpo@iA acpAaAeiag

«UTTEP-Oepartreia» yia
KATTOIOUG A0BEVEIC ;

lowcg Ox1 TO00 ATTOTEAEOUATIKO O€

ouvOUAQO MO JE TNV
KUKAOQWOpauion ;

YWwnAO KOGOTOG



[Mote va oké@Topal Belimumab ;

V7
~ ”
MéTpia Trpog cofBapn vOo O ...0x1 «opyavoeEidikn» oofapn vooo —
N
N

2 & ao0eveic pE OPOAOYIKA EVEPYOTNTA

2ZUNTTANPWHMATIKA OepaTtreia o€ VEQPITION ; 2& auToUS Kal e §w-VEPPIKN vOOooO, steroids sparing

Aduvapia peiwong TnG KopTi{ovNnG ... ugiwon TtnS opyavikng BAapng

« AAAO;.... feel free to comment




I'Mm SO
AWESOME
EVEN MY
IMMUNE SYSTEM
CAN'T GET
ENOUGH OF ME!

www.ThisLupieWorld.com

EuxapioTw TTOAU !!



