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Autoavooa Noonpata Zuvdetikou lotou (2020)
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Avtoavooa Noonpata Zuvdetikov lotou (2020)
e JuoTnMATKOC EpuOnpatwdng AUkoc (ZEA)

e JUvdpopo Sjogren
e Juotnuatiknl okAfpuvon (okAnpodepual)
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v MaBoyeVvETIKOI uNXAVIOMOi
v Aldyvwon
v KAIVIKEG MEAETEG E VEOUG POPHOAKEUTIKOUG TTAOPAYOVTEG
v O¢gparreia & diaxeipion Tng vooou



2UoTNHATIKOC EpuOnpatwdng AUKog

Neurological disease (18%) Non-scarring alopecia (31%)
Strokes (5%), Seizures (4%)

Cranial neuropathies (2%), Cognitive dysfunction (2%) Acute cutaneous lupus (71%)
Chronic cutaneous lupus (11%)
Malar rash (45%)

Oral ulcers (26%)

Serositis (19%)

Renal disease (21%)
Leucopenia (35%)

Thrombocytopenia (16%)
Antiphospholipid syndrome (10%)
Lymphadenopathy (9%)

Autoimmune haemolytic anaemia (3%)

Raynaud (37%)

Livedo reticularis (10%)

Arthritis (85%) «

Childhood SLE
Fever (31%) Fever (46%)
Neurological disease (17%)
Non-criteria major organ involvement (19%) Renal disease (42%)

Fanouriakis A, et al. Ann Rheum Dis. doi; 10.1136/annrheumdis-2020-218272




2NHUAVTLKO TO POPTLO TWV HUOCKEAETIKWV EKONAWOCEWV
o€ acBOeveic pe ZEA

* MuookeAetikEG ekdnAwoelg (16lwg apbOpitda): mAgov ouxveg (>50%) katd tnv
gvapén = >80% otnv nmopela

* MotkiNouv og Baputnta: Amia ewc coPBapn apbpitdba (Jaccoud’s apBOpomadeia,
‘Rhupus’ [5%])

* H evepyotnta tng apBpitidac oto ZEA ouxvad umoektipdtol! (onuavtikd mocooto
aoBevwv €xouv DAS28 >3.2)

e Juxvni n ouvumapén pe kataBAubn (odds ratio 1.9), ennpsacpevn AsttoupyLkotnTa
Kol SUOXEPELO OTNV Epyaoia

e JUYVa UMOKAWIKA: €w¢ 40% oowv £xouv PpAeypovwdn apBpadyio ywpic
OVTIKELLEVLKA onuela apBpitidag €éxouv umepnxotopoypadlkd uprUaTa UPEVITIOOG
(grey scale 22 ) power Doppler 21) /kat tevovtogAutpitidag

* MRI/US: aviyveuouv (Ukpo-)dloBpwoelc (16lwg og oota koprmou)

* To MUOOKEAETIKO ovotnua eudavitel ouxva (40-50%) mn-avactpeéPiun PBAABN
(damage) (pnén tevovtwy, mapapopPwoeLg, OOTEOTT. KATAYHOTO, aTpodia LUwV KAT)

Mahmoud K, et al. Curr Opin Rheumatol. 2017; 29(5): 486-492; Zayat AS, et al. Rheumatology. 2019; 58(2): 304-312;
Ceccarelli F, et al. Semin Arthritis Rheum. 2017 Aug;47(1):53-64; Eldeiry D, et al. Rheumatology. 2020. doi: 10.1093/rheumatology/keaa098



H naBoyeveila touv ZEA: Epdutn Kat LdKN avooia
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2UYXPOVEC YEVWULKEG TEXVOAOYLEC OLVOOELKVUOUV KUTTOPLKOUC KoLl
poplakou¢ untodpalvotunoug tov ZEA

* Single-cell RNA-sequencing og ~276,000 Subckstrs - sueon 8 om0
) ) 7 ’ 7 2 - i gl ® D : 8 @ Mono-SC2
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v" OAeypovwdn CD163* CD14* Sevbpitikd kuttapa (DC3s) mou skkpivouv BAFF, CXCL1, TWEAK, IL-8
v 'Ekrttuén twv CD19* gD~ CD27- CXCR5™ B-AepdpoKkuTTapwy

v YriortAnBuopdg NK kuttdpwv oto SEA pe uPnAni ékppacn VOUKAEQGWV TTou oXeTi{ovTal UE

LOVOYOVLOLaKEC (matdlatplkeg) popdEg TG vooou
Nehar-Belaid D, et al. Nat Immunol. 2020; 21(9): 1094-1106

Dutertre C-A, et al. Immunity. 2019; 51(3): 573-589



H poplakn noBoyevela
¢ apOpitdog tov ZEA
SltapEpel amo avtn NG
Pevpatoetdou¢
ApOpitidog

ApOpitida AVkou:

*  ZNUOVTIKA Ta KUTTOPA TNG
Hueloeldolg oelpag
(novokuttapa/MO)

* Movornadrtia
wvtepdepovng,
CUUTTANPWHATOC,
bAEYLOVOOWHATOC,

* |IL-6, IL-1, TNF

Hubbard E, et al. Sci Rep. 2020; 10(1): 17361
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Néa kprtipla tasivopnonc tou ZEA (EULAR/ACR 2019) pe
vPnAni evatocOnoia ko edLkOTNTA

Kolvotouliec:

v' Oetkd ANA tpoUmndOeon yLa tnv
TaElvopnon wg 2EA

v' AltadopeTiky «BaplTnTo» TWV EMUEPOUC
KALWVIKWV & avOooOoAOYLIKWV EKONAWOEWV

v' ArtodpeUYETAL N UTIEP-AVTLITPOOWIIEUON TWV
OEPUATIKWY 1 OLLUATOAOYLKWV EKSNAWCEWV

v' Erutpénetan n ta§ivopnon «organ-limited»
pnopodwv ZEA (rty, vedpitida)

MNeploplopot:

v ArntokAeiouv tov ANA-apvnTikd AUKO

v' Otav xpnotpomnolouvtol we SLayvwoTKA
KpLtipla, n evoacdnoia otnv mpwipn (<3
€tn) vaoo sival xapunAotepn (87.3%)

v" XapnAn svatcbnoia oto veupo-Ppuytatpkd
AUKo

Aringer M, et al. Ann Rheum Dis. 2019; 78(9): 1151-1159
Adamichou C, et al. Ann Rheum Dis. 2020; 79(2): 232-241

Entry criterion
Antinuclear antibodies (ANA) at a titer of 21:80 on HEp-2 cells or an equivalent positive test (ever)

1

If absent, do not classify as SLE
If present, apply additive criteria

Additive criteria
Do not count a criterion if there is a more likely explanation than SLE.
Occurrence of a criterion on at least one occasion is sufficient.
SLE classification requires at least one clinical criterion and 210 points.
Criteria need not occur simultaneously.
Within each domain, only the highest weighted criterion is counted toward the total score§.

Clinical domains and criteria Weight | Immunology domains and criteria  Weight
Constitutional Antiphospholipid antibodies

Fever 2 Anti-cardiolipin antibodies OR
Hematologic Anti-B2GP1 antibodies OR

Leukopenia 3 Lupus anticoagulant 2

Thrombocytopenia 4 Complement proteins

Autoimmune hemolysis 4 Low C3 OR low C4 3
Neuropsychiatric Low C3 AND low C4

Delirium 2 SLE-specific antibodies

Psychosis 3 Anti-dsDNA antibody* OR

Seizure 5 Anti-Smith antibody 6
Mucocutaneous

Non-scarring alopecia 2

Oral ulcers 2

Subacute cutaneous OR discoid lupus 4

Acute cutaneous lupus 6
Serosal

Pleural or pericardial effusion 5

Acute pericarditis 6
Musculoskeletal

Joint involvement 6
Renal

Proteinuria >0.5g/24h 4

Renal biopsy Class Il or V lupus nephritis 8

Renal biopsy Class Ill or IV lupus nephritis 10

Total score:

y

Classify as Systemic Lupus Erythematosus with a score of 10 or more if entry criterion fulfilled.




KAwvikég SoKLpEC oto ZEN
«<€l val TO TmoTnNpPl Y OO0



H avaotoAn tn¢ wiepdepovnc-a
(anifrolumab) givou
OLTTOTEAEGLOLTLIKN OTO €VvePYO ZEN

* Add-on otn cupBatikni Oeparneia
(HCQ, DMARD/IST, otepoeldn)

* |Slaitepa aAmOTEAECUATIKO OTO
HETPLWG A TTOAL coBapd SepuaTIko
AUKo

* Xwpic dtadopa €vavtl tou placebo ot
HETPlwE A TToAU coPBapn apbpitda

* Auénuévog Kivéuvog (x6-7) yia
gprinta {wotnpa!

Morand EF, et al. N Engl J Med. 2020; 382(3): 211-221

A BICLA Responses over Time

100+

90+ Adjusted P=0.001

Adjusted difference at wk 2, 16.3 percentage points (95% Cl, 6.3-26.3)
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B Time to First Flare
100+

90+
804
704
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40
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304

Hazard ratio, 0.65 (95% Cl, 0.46-0.91)

Placebo (N=182)

Anifrolumab, 300 mg
(N=180)

0 4 8 12 16

No. at Risk
Placebo 182 181 167 159 149
Anifrolumab, 300 mg 180 179 175 158 153

20 24 28 32 36 40 44 48 52

Weeks since First Dose in Trial

137 120 113 107 98 97 95 91 77
147 141 138 130 124 118 116 114 103




O ocuvbuaopoc tov belimumab (anti-BAFF mAb) pe to
HUKOPALVOALKO €ival AMOTEAECHATIKOC OTNV EVEPYO vedpitida ZEN

A PERR over Time
100+ » .
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0 8 16 24 32 40 48 56 64 72 80 88 96 104
Week
No. at Risk
Belimumab 211 170 150 128 117 106 102 91 81 72 61 55 33
Placebo 207 182 165 135 120 107 97 93 84 78 68 64 43

Furie R, et al. N Engl J Med. 2020; 383(12): 1117-1128

Xwpic Bepamevutikd 0dperoc otnv opada Tmou
ENaPe apxka iv KukAopwaodapidn

Mn-cnUavTLKO odelog otnv QLN
HepBpavwdn vedpitida (class V)

? mBavy XPNOOTNTA OE TEPUTTWOELS HE
QVETIOPKA  avVTATOKPLon O  CUMPATIKA
Bepaneia




Maintenance of Efficacy and Safety of Ustekinumab
Through One Year in a Phase Il Multicenter, Prospective,
Randomized, Double-Blind, Placebo-Controlled Crossover
Trial of Patients With Active Systemic Lupus Erythematosus

Ronald F. van Vollenhoven,' ' Bevra H. Hahn,” George C. Tsokos,? © Peter Lipsky,* Kaiyin Fei,’®
Robert M. Gordon,” Irene Gregan,® Kim Hung Lo,” Marc Chevrier,” and Shawn Rose®

Efficacy and safety of low-dose IL-2 in the treatment
of systemic lupus erythematosus: a randomised,
double-blind, placebo-controlled trial

Jing He ©," Ruijun Zhang," Miao Shao,"* Xiaozhen Zhao,' Miao Miao,' Jiali Chen,’
Jiajia Liu," Xiaoying Zhang,' Xia Zhang,' Yuebo Jin," Yu Wang,? Shilei Zhang,*

Lei Zhu," Alexander Jacob,” Rulin Jia," Xujie You,' Xue Li," Chun Li,' Yunshan Zhou,'
Yue Yang," Hua Ye,' Yanying Liu," Yin Su," Nan Shen,® Jessy Alexander,

Jianping Guo @ ,"* Julian Ambrus,” Xin Lin,* Di Yu,®” Xiaolin Sun,"* Zhanguo Li"*®

Targeting CD38 with Daratumumab
in Refractory Systemic Lupus Erythematosus

Lennard Ostendorf, M.D., Marie Burns, M.Sc., Pawel Durek, Ph.D.,
Gitta Anne Heinz, Ph.D., Frederik Heinrich, Ph.D., Panagiotis Garantziotis, M.D.,
Philipp Enghard, M.D., Ulrich Richter, M.D., Robert Biesen, M.D.,
Udo Schneider, M.D., Fabian Knebel, M.D., Gerd Burmester, M.D.,
Andreas Radbruch, Ph.D., Henrik E. Mei, Ph.D., Mir-Farzin Mashreghi, Ph.D.,
Falk Hiepe, M.D., and Tobias Alexander, M.D.

van Vollenhoven RF, et al. Arthritis Rheumatol. 2020; 72(5): 761-768; He J, et al. Ann Rheum Dis. 2020; 79(1): 141-149;
Ostendoft L, et al. N Engl J Med. 2020; 383(12): 1149-1155

Anti-IL-12/23

exogenous IL-2

Anti-CD38



Treat-to-target oto 2EN
(xaunAn evepyotnta r upeon)



Entiteuén xapunAng evepyotntac (LLDAS) yia touAdaytotov 2 cuvexn
£tn oxetiletou pe KaAn EkBaon TG vooou

A
1-00 —— In LLDAS <50% of follow-up
— In LLDAS 250% of follow-up
" 2
Table 1 LLDAS definition = 075+
. . S5 050
Domain and items z <
g =
- . = 2 S~ -
Disease activity E 0%
. A < lue <0-0001
1. SLEDAI-2K <4, with no activity in major organ o prabes
systems (renal, CNS, cardiopulmonary, vasculitis, o 05 10 15 20 25 30 35
fever) and no haemolytic anaemia or gastrointestinal Number at risk
activi (number censored)
ty INLLDAS <50% 563 352 208 125 78 38 30 6
2. No new features of lupus disease activity of follow-up (0) ~ (46) (45 (30) (25 (2 (1) (22
compared with the previous assessment INLLDAS=50% 900 815 662 495 356 176 ~ 92 16

of follow-up (0)  (13) (42) (89) (88) (155) (74) (73)
3. SELENA-SLEDAI physician global assessment (PGA,

scale 0-3) <1 B
Immunosuppressive medications 100 —\R
4. Current prednisolone (or equivalent) dose <7.5 mg : 075

daily

5. Well tolerated standard maintenance doses of
immunosuppressive drugs and approved biological
agents, excluding investigational drugs

0-50

3 025

Cumulative probability
without damage)

p value <0-0001

0 T T T T T T 1
0 05 1.0 15 2:0 2:5 30 35
Years of observation

Number at risk
(number censored)
In LLDAS <50% 735 657 543 423 326 230 129 27
offolow-up (0)  (67) (76) (96) (66) (84) (89) (99)
InLLDAS =50% 967 962 3864 737 569 369 212 35
offolow-up (0)  (2) (55 (104) (143) (196) (152) (171)

Lancet Rheumatol. 2019; doi: 10.1016/S2665-9913(19)30037-2




H enitevén kKAvikAc U eoNC (xwpic oTePOELSH)) MPOOTATEVEL
oo tnv avantuén BAaBnc opyavwv oto ZEA

Table 1 Definitions of remission according to clinical, serological and therapeutic status

Disease activity Treatment
Prolonged remission Clinical Serological Prednisone Antimalarials (allowed) Immunosuppressants (allowed)
Complete remission No Nog No Yes No
Clinical remission off corticosteroids No Yes No Yes Yes
Clinical remission on corticosteroids No Yes/No 1-5 mgJday Yes Yes

Disease activity was assessed by Systemic Lupus Erythematosus Disease Activity Index-2000 (SLEDAI-2K).

Table 4 Multivariate analysis: risk factors for damage accrual over
the follow-up

At least two years of remission is required

for a significant effect on damage

B p Value OR 95% Cl
Unremitted disease 0.927 0.008 2527 1.279 4.992
High-dose Iintravenous
methylprednisolone
Pre-existing organ damage 0.298 0.355 1348 0716 2.537
Glomerulonephritis -0.349  0.353 0.705 0337 1.474
NP-SLE 0.795 0111 2.215 0.834 5.883
Vasculitis 0.366 0.453 1442 0555 3.746
Haematological manifestations —-0.034 0914 0.966 0517 1.807
Skin involvement 0.159 0.708 1172 0511 2.687
Gender (female) —-0.434 0331 0.648 0271 1.552
Low C3 or C4 -0.910 0.095 0403 0.138 1.17M
Anti-dsDNA Abs 0.513  0.281 1.671 0657 4.250
Constant -1.138 0.048 0.321

Significant variables are given in bold. Anti-dsDNA Abs, anti-double-stranded DNA
antibodies; C3/C4, complement components; NP-SLE, neuropsychiatric SLE; SLE, systemic

lupus erythematosus.

Zen M, et al. Ann Rheum Dis. 2015;74: 2117-2122
Zen M, et al. Ann Rheum Dis. 2017; 76: 562-565
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duration of remission (years)

Heijke R, et al. Lupus. 2020; 29: 625-630)

* Associated with improved PROs
(Tsang-A-Sjoe MWP, et al. Rheumatology. 2019; 58: 628-635;




2019 update of the EULAR recommendations for the
management of systemic lupus erythematosus

* JTOXOC n Udeon N XOLUNAR EVEPYOTNTA KAl N
NEOANY N TWV UTTOTPOTIWV, LIE T XaHNAOTEPN
duvartn 600N KOPTLKOGTEPOELS WV

* Adon ouvtpnong tnc udpofuxAwpokivng: 5
mg/kg/nuepa

* Koptlkootepoeldr): woelg peBuAntpedviloAovng
o€ pEtpla/coPoapr coPapn evepyotnta,
ouvtnpnon He <7.5 mg/nuépa ntpedviovn
(mpoomaBela dLakomnc, Eykalpn Evapéen
OVOOOTPOTIOTIOLNTIKWY TIOLPAYOVTWV)

e Belimumab: add-on o€ eppévouvoa evepyotnta
n/kat vmotponialovoo VOGO Tapa TN
ocupPatikn Bepamneia (HCQ,
OVOOOTPOTIOTIOLNTLKA, KOPTLKOOTEPOELON)

* YoBapn/amnelAntikn vooog: KukAopwaodauidn,
rituximab

Fanouriakis A, et al. Ann Rheum Dis. 2019; 78(6): 736-745
Fanouriakis A, et al. Ann Rheum Dis. 2020; 79(6): 713-723.




2019 Update of the Joint European League Against
Rheumatism and European Renal Association—
European Dialysis and Transplant Association (EULAR/
ERA-EDTA) recommendations for the management of
lupus nephritis

* JTOXOG N HElwon mpwTteivoupiag katd 25%
oTouG 3 HAVEG, Katd 50% otou¢ 6 MRVEG Kal
<700 mg/24wpo otoug 12 unveg

* Apyikn Bepaneia (emaywync): low-dose iv
CYC A pukodatvoAiko (high-dose iv CYC og
ocofapn vedpitida)

* JuvOUOOUOC AVOOTOAEQ KAAGLVELPLVNG LE
HUKOdOLVOALKO o€ coPapo vePpwoLko
ouvdpopo

e Juvtnpnon: LukodoavoAlko i aloBelompivn

» AvBektikn/unotpormnialovoa VOoOo(
(emavaAnmnkn Blogial): switch petalv twv
avw emAoywv N rituximab

Fanouriakis A, et al. Ann Rheum Dis. 2019; 78(6): 736-745
Fanouriakis A, et al. Ann Rheum Dis. 2020; 79(6): 713-723.




2Uvdpopo Sjogren (avtoavoon smBnAitida)

e OAeypovwdng 61nBnon kat BAAPN
o€ eEWKPLVELG ABEVEG
(olehoyovol, dakpuikotl)

* ApBpalyiec/apBpitida: cuvrndwc
ATILO, O€ ULKPEC apOPWOELS AVW
AKPWV

e XOpOKTNPLOTIKO LVOCOAOYLKO

gupnua: anti-Ro/SSA r/kat anti-
La/SSB avtiowpata

Mariette X, et al. N Engl J Med. 2018;378:931-9.

Central Nervous System 2%

Cerebral vasculitis, transverse
myelitis or demyelinating lesions

Constitutional 9%
Symptoms

Fever, involuntary weight
Ioss. or night sweats

Lymph Nodes 9%
Benign lymphadenopathy

or lymphoma

Glandular 22%

Palpable parotid, submandibular,
or lacrimal swelling

Pulmonary 11%

Chronic bronchitis or
bronchiolitis or interstitial
lung disease

Renal 5%

Interstitial nephritis
or yoglob linemia-
ted

glomer ulonephritis

/ 5

/

Articular 38%
Arthralgias with
morning stiffness

or synovitis

Muscular 2%

Myositis with pain
eeeeeeeeee

Peripheral 6%
Neuropathy

Cutaneous

ry
polyneuropathy, ataxic
ganglionopathy, or vasculitis
(mononeuritis multiplex)

Purpura, vasculitis
or subacute
cutaneous lupus




2UvOpopo Sjogren kat avantuén Aepdwpotog

Nepdokuttapikn tOnon
oleAoyovou adéva
(‘€ktomog’ Aepudikdg LoTog)

rIA . < B >

Table 1 Risk of multiple myeloma after one calendar year or more following pSS diagnosis date, overall and stratified by Ro/SSA and La/SSB
status at time of diagnosis in the pSS cohort (pSS diagnosed 1967-2013)

Multiple myeloma, Incidence rate per 1000 person- Median time to event,
N (%) Person-years years (95%Cl) Risk estimate years*
pSS patients psst Controls  pSSt Controls  pSSt Controlst HR 95%CI pSSt  Controlst
All 4(04%)  14(0.2%) 10376 102241 04(01t01.00  0.1(01-02) 29 (0.9-8.7) 38 10.2
SSA/SSB double positive§ 3 (0.7%) 5 (0.1%) 4588 45739 0.7(02t02.0)  0.1(0.0-03) 62 (1.5-26.0) 39 121
SSA/SSB single positive§ 1 (0.4%) 4 (0.2%) 2642 25811 04(01t027)  02(0.1-04) 25 (03-225 37 102
SSA/SSB negative** 0(0.0%)  5(0.2%) 2980 28976 NA 0.2(0.1-04) NA NA NA 83

~

Eighteen primary Sjogren’s syndrome patients did not have available records on Ro/SSA and La/SSB antibodies, and are hence not included in subgroup analyses.
*In subjects experiencing the event.

tPrimary Sjogren’s syndrome patients (n=1009).

General population comparators (1=9543), matched on sex, age and area of residency.

§Ro/SSA and La/SSB double-positive pSS patients (n=416).

9IRo/SSA and/or La/SSB single-positive pSS patients (n=284).

**Ro/SSA and La/SSB negative (n=291).

NA, not applicable; pSS, primary Sjogren’s syndrome; SSA, Ro/SSA antibodies; SSB, La/SSB antibodies.

Mofors J, et al. Ann Rheum Dis. 2020; 79(2): 307-308
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‘Ekmtuén CD4* T-Aepdokuttapwyv mov ekppalouvv PD-1/1COS/IL-21
ota £KTOTa BAOOTIKA KEVTIPA TWV GLEAOYOVWV OLOEVWV KOl GE
MALT Aeppwpota acBevwv pe cuvépouo Sjogren

CD4+CD45RO+

CD4+CD45RO+ cells
(mean .c.f)

(mean .c.f)

PD1+CD45R0O+

PD1+CD45RO+ cells

20

ICOS+PD1+

ICOS+PD1+ cells
(mean .c.f)
o

o
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<
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Pontarini E, et al. Ann Rheum Dis. 2020. doi: annrheumdis-2020-217646



Ta ermOnAlakd KUTTApa GLEAOYOVWY adEVWV ELVOLL EVEPYOTIOLNMEVA
oto cUvépolo Sjogren Kat EMAYOUV TG B-AeELPOKUTTOPLKEC

1 4
OLIMMOKPLOELC
® I'ov16twp.attKr'| CIV('IAUGI'] (RNA-SECl) v Epitheliotropic infectious agent:
] ’ ’ ’ ’ = Epithelial activation )
ETMLONALOKWY KUTTAPWV OLEAOYOVWV adEVWV aTto -. Inoreacod seneilivity 16 ijiioue stimuk fﬂce" activation

aocBeveig pe Sjogren

* Ynep-ékppaon povonatiwv IFN-a, HLA-Dra, IL-7,
BAFF Chemer

. Lx 2 ©o0 ©
v ’ ’ &> xosomes
* Avaluon og B-Agpdokuttapa cleAoyovwv S b "
[+
adévwv: evioxuuévn éxkdpaocn CD40/CDAOL, o .o r T
¥ Recruitment of immune cells: o °
CD48 = Tecells
- Beells Apoptosis
, s s , - Dendritic cells
* Ta emBnAlaka KUTTOPA EMAYOUV TNV eMLBilwon + Maciophages Ag release
s , v Organization of lymphoid structures v Ag release
KOl EVEPYOTIOLNON TWV B-KUTTap(UV v B cell differentiation v Perpetuation of inflammation

v Expansion of immune responses

* MBavn Beparmeutikr) SpAcn AVACTOAEWV TNG
Bruton’s tyrosine kinase (BTK) kat phosphatidyl-
inositol 3-kinase (PI3K)

Riviere E, et al. Ann Rheum Dis. 2020; 79(11): 1468-1477



OEPATMEVTLKO KEVO 0TO oUVOpOO Sjogren

2toxevon tns aAAnAenidépaong CD40/CD40-ligand (Ann Rheum Dis. 2019;
78: 974-978)

2toxevon tou unodoxéa tou BAFF (Ann Rheum Dis. 2019; 78:641-647)

2toxevon tng phosphatidylinositol 3-kinase woopopdnic 1 (PI3KS) (Ann
Rheum Dis. 2019; 78: 249-260)

AvaotoAnl t™¢ JAK-1 kwaong (filgotinib) (Arthritis Rheumatol. 2018: 70:
2057-2066)



EULAR recommendations for the management of

Sjogren’s syndrom
systemic therapies

A

e with topical and

GLANDULAR INVOLVEMENT l

Acute Chronic
Rule out infection
(antibiotic trial)
Istiline Symptomatic* E
i Rule out non-
2ndfine Consh B _____________ infiammatory
de{.?s.(.o‘.s.)_,..“_. ...2  noresponse causes (neoplasia,
7 other diseases)
Lt RTX, BLM

*NSAIDS: no fonger thon 3-5 doys

| CUTANEOUS INVOLVEMENT |

l l

Ramos-Casals M, et al. Ann Rheum Dis. 2020; 79

ARTICULAR INVOLVEMENT |

Law ESSDA! Moderatehigh ESSDA

Rule out
osteoorthritis,
fibromyolgic
Arthralgias Arthritis
e out
th
Synovitis <5 Synovitis > 5
(orbored (oe severe, widespoeod
s tenosinonts)
+ <
= No response i
= nsas 4] ine | NSAIDS angHeQ [4] [-==-ommoee o e | HeondGeos[4]
i Rt oue |
v th ¥
2nd-
Foss HcQ E] e Oral ID* E
1
2
fescoel  RTX or ABA IZ]

Bronchial involvement

**no head-to-head comparisons; methotrexate the most frequently used;
alternatives leflunomide, azathioprine

PULMONARY INVOLVEMENT ‘

Interstitial lung disease

+ '

Moderate ESSDA! High ESSDAI

Annular erythema Cutaneous vasculitis
{ ! ! !
Limited Diffuse Moderate ESSDA! High ESSDAI
(iimited purpurc) (dfuse purpura,
Vo 1 I No
response v response 2
|::,| Topical GC El """ > HCQMd/NGC(D.B)E 1| 6Cio3) Ell """" o | GCs E]
204 | OralID
o Consider other line or RTX* m
line | antimalarials E re
. < +/-
+/-GC (051) [ L It D
vascubtis

*Cryo vasculitis
**Life-threstening cryo vasculitis

Inhaled tx E] ..... o W

}
“”’: GC* (0.51) E

2nd- tid
| omipe [4]

<]

No

*especially indicated for UIP & OF, fess in NSIP and even less in UIP

**00 head-to-head comparisons; azathioprine the most frequently used; alternatives
mycophenolate & CyA

***Cryo vasculitis

1 3-18



EULAR recommendations for the management of
Sjogren’s syndrome with topical and

systemic therapies

Ramos-Casals M, et al.
Ann Rheum Dis. 2020; 79: 3-18

PERIPHERAL NEUROPATHY
RENAL INVOLVEMENT

: ‘ J " \ |

Tubular invelvement Glomerulonephritis [, L

| ‘ ---Axonal PN Ganglionopathy CIPD

Multineuritis

. - <P /= S
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1 l v v
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CNS INVOLVEMENT

[ | I —

CNS vasculitis  NMOSD Lymphocytic Multiple sclerosis-like Thrombocytopenia

: Hemolytic
ocyt Neutropenia y y
meningitis J l immune anemia

L—‘—l

| HEMATOLOGICAL INVOLVEMENT

1 : : <500 Plat<20,000 Hb 8-10 Hb<8

I ] e ] Eccsancar ™ I I~~~ 01

wa | gye 1

it B Consider 6-CSF | ecrivs [4]
— No response No cesponse/

T RTX symotoms

: +-pext, — g .
o especiatyin matencs it

mo [4]

Pex or CyC. E

cocurre fevere infoctions
mieiuen dose for argeting
count >1000

AETART

Lt theeatening cryo vaseuitis
**Consider ecubrumat in AP+ 403D paients

*symptomatic theragy, rue st trisasr by drugs

| @

Lo Ro+Sibgren women of reproductive age LoE
Consider primary Consider usa of home:
= [=]

Consider secondary
prevention with HCQ

CHB
i ¥ 4
Incomplete Incomplete Complete

(1 degree} (2 degree) = (3rd degree)

: -
Consider

Fluorinated G Ll

200

e

*short time vae (1 month)
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2UOTNMATIKA OKARpuvon

MU 0 0 K € AEEKTOI NKAEUX;

Articular

Arthralgia

Inflammatory arthritis

Osteoarthritis/degeneration

Psoriatic arthritis-like

Erosion

Tendon

Tenosynovitis

Tendon friction rub

Tendon Rupture

Bone

Acro-osteolysis

Osteomyelitis

Soft Tissue

Calcinosis

Hand/finger contracture

Peripheral nervous

system

Median neuropathy at the wrist/carpal tunnel syndrome

Other neuropathies (e.g. ulnar neuropathy)

Sandler RD, et al. Semin Arthritis Rheum. 2020; 50(2):329-334
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COMMUNICATIONS

ARTICLE
OPEN

GWAS for systemic sclerosis identifies multiple
risk loci and highlights fibrotic and vasculopathy
pathways
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1Lopez-Isac E, et al. Nat Commun. 2019; 10(1): 4955.

2Maehara T, et al. J Clin Invest. 2020; 130(5): 2451-2464

27 yevetikol tomol npodLabeonc yla
okAnpodepua (13 kawvouplot), petotv
Twv omoilwv TNFSF4, STAT4, DNASE1L3,
IRF7, DDX6, NFKB1 kat IRF5-TNPO3

JUCXETLON TWV QTIOTEAECUATWY UE
BLBALOONKEC eTTLYEVETIKNG pUBLILONG
avadeLkvUOUV TO CNUAVTLKO POAO TwV
CD4+ T-Aepdokuttdpwv

Yuvadel pe mpoodata dedopgva mou
avadelkviouv €vav MAnBuouo
KUTTOPOTOELkwY CD4+ T-KUTTAPWV TIOU
ETAYEL artoTtITWon evéoOnALlakwyv
KUTTAPWV 0TO OKANPOdepual

ApKeTA yovidla amoteAouv duvnTikoU
Oepanesutikol¢ otoxouc: CD8O
(abatacept), BLK (dasatinib), TNFSF4,
IL12A, DRD4, PSMD3, FDFT1



MeA<tec o€ eninedo ‘povadiaiov kuttapov’ (single cell) tpoodlopilouv
TOUG KUTTAPLKOUC TUTOUC TTOU ITPOAYOUV TNV ivwon oto okKAnpodspua

=log10 adj p-value

@ Not significant
® p-value<0.05

CYP4B1

GALNT15 .

‘‘‘‘‘‘

* Juvelodopa otnVv ivwon Kot AAAWVY

KUTTOPLKWV TUNWV (11X, TEPLKUTTAPA)

* MuoivoBAactec: unepékdpoaon a-

SMA kat CTHRC1

\

Valenzi E, et al. Ann Rheum Dis 2019;78: 1379—

Tsukui T, et al. Nat Commun. 2020; 11(1): 1920
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Nintedanib for Systemic Sclerosis—
Associated Interstitial Lung Disease

Oliver Distler, M.D., Kristin B. Highland, M.D., Martina Gahlemann, M.D.,
Arata Azuma, M.D., Aryeh Fischer, M.D., Maureen D. Mayes, M.D.,
Ganesh Raghu, M.D., Wiebke Sauter, Ph.D., Mannaig Girard, M.5c.,

Margarida Alves, M.D., Emmanuelle Clerisme-Beaty, M.D.,
Susanne Stowasser, M.D., Kay Tetzlaff, M.D., Masataka Kuwana, M.D.,
and Toby M. Maher, M.D., for the SENSCIS Trial Investigators®

Adjusted Annual Rate of Change in FVC (ml/yr)

B
Difference, 41.0 ml/yr (95% Cl, 2.9 to 79.0)
P=0.04 Mean, -50.7 ml/yr Mean, -95.1 ml/yr
R 1000-

= A 4 & Patients with
X 8004 FVC value
£ at wk 52

204 = 600
v 1 A oo Patients with
[ missing FVC

~40- 'E value at wk 52
)
c
£ Q3,54.4
L BE=S 2 Q3,-2.2

-60- "‘5 Median, -43.4 ] I\Qﬁedian, —74.1
g Q1,-120.4 8 01,1761
o

-80] E
s
5 Gm A

100 3 Y
§ 800 A A
:a— A
< _1000- A

-120
Nintedanib Placebo Nintedanib Placebo
(N=287) (N=288) (N=287) (N=288)

Q
£
3
e
o
E + Nintedanib
& Y
g,o-g -40- 1
EE -60- T
Y 1 T
2E -80-
= 1 ]
[+]
100
‘é' Placebo |
c -120+4
3
= -140 | — T T T 1
0 2 4 6 12 24 36 52
Week
No. of Patients . .
Nintedanib 288 283 281 273 278 265 262 241 Distler O, et al. N Engl J Med. 2019;

Placebo 288 283 281 280 283 280 268 257 380(26) 2518-2528




Tocilizumab in systemic sclerosis: a randomised, double-

blind, placebo-controlled, phase 3 trial

—— Placebo

—- Tocilizumab

-10 T T T T |
0 8 16 24 36 48

Time (weeks)

Change from baseline in mRSS, LSM (95% Cl)
A
1

Placebo Tocilizumab

n=106 n=104
LSM change from baseline at -4-4 -6-1 -1.7(95% (1 -3-8t0 0-3);
week 48 (primary outcome) p=0-10
LSM change from baseline at -31 -37 -0-6 (95% (1 -2-3t0 1-0);
week 24 (exploratory outcome) nominal p=0-45

Parelas A, et al. Lancet Respir Med. 2020; 8(3): 304-320

A

100

80 pvalue (Van Elteren)=0-002

Patients (%)

204

60

40—

Worsening (decrease in No decline (increase in
FVC% predicted) FVC% predicted)

— Placebo (n=91) ' !
— Tocilizumab (n=93)

[703%—p}

14— 50-5%

Change from baseline in FVC% predicted (LSM [95% CI])

T T T f
-40 -30 -20 -10 0 10 20

Change from baseline in FVC% predicted

—&— Placebo (n=106)
—m- Tocilizumab (n=104)

64
-7 T T T T 1
0 8 16 24 36 48
Time (weeks)

Placebo Tocilizumab
n=106 n=104

LSM change from baseline at -4.6 -0:4 42 (95% C1 2.0to 6-4);

week 48 nominal p=0-0002




AVTL GUUTIEPOLIGLATWV

e ToL LUTOAVOOO VOO LLOTOL TOU CUVOETLKOU LOTOU artoTteAOUV
OVTLKELEVO EVTATLKNC BAOLKNG/UETAPPACTIKAC KOl KALVLKNG
EPELVOG

e Evoladepovta amoteAeopaTo WE TPOC TNV avadeLen
BLodelKTWV KoL VEWV BEPATIEVTIKWY CTOXWV



