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Ayyelitidec: AAV

Epwtnpa: Nwg va xopnynooupe to RTX wg Bepaneia ocuvtipnong;

Retreatment on
clinical relapse

Fixed retreatment
(1.e. 6-monthly)

Biomarker guided
retreatment

S
Lower rates of Lower rates of low
relapse loG

Aims to avoid both
problems

May permit severe
disease flare and 1
glucocorticoid
therapy

Risk of low lgG and
1 infection

Lack of reliable
biomarkers

UNIVERSITY OF LEEDS

A proposal for individually tailored rituximab
therapy in ANCA associated vasculitis

b

Jack Arnold, Edward Vital, Shouvik Dass, Aamir Aslam, Andy Rawstron,
Sinisa Savic, Paul Emery, Md Yuzaiful Md Yusof

MAINRITSAN 2 trial:
Kappia dStadopd petaft emavaxoprnynong tou
RTX ava 6mo vs Baoel flodetktwy
(emaveudavion B cell CD19+ r)/koit ANCA)

AAANA og post-hoc avaAvon SiamiotwOnke otL:
Ynotponég 8% o€ aoOeveic nov
enavepdavioav B cell CD19+ vs 58% o€
aoBeveig xwpic B cell CD19+ (p<0.001)




AVVELiTLGEC;: AAV UNIVERSITY OF LEEDS

A proposal for individually tailored rituximab
therapy in ANCA associated vasculitis

N

Jack Arnold, Edward Vital, Shouvik Dass, Aamir Aslam, Andy Rawstron,
Sinisa Savic, Paul Emery, Md Yuzaiful Md Yusof

2€ oaAootepn HEAETN vntotunwy Twv Beell CD19+:
AAV Udeon = naive Bcell CD19+ avénuéva vs pHetwpéva o€ evepyo AVV

Naive Memory Plasmablast
(CD19++CD27-) (CD19++CD27+) (CD19+/-CD27++CD38++)
p = 0.045
—
p =0.002 p = 0.009
| | 1
0.4- p <0.001 0.15+ 0.015+ o .

. 0.0104 ° .

0.05- T 0.005-
i = :
0.00 L —+—1 ] 0.0001— ' |

0.10

Cells x 10 °/L

RA  SLE (0/9%7 (C”’Ps, RA  SLE %% Re
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Ayyetitidec: AAV UNIVERSITY OF LEEDS

A proposal for individually tailored rituximab

Epwtnua: Nwg va xopnynooupe to RTX w¢g Beparneia cuvtipnong; therapy in ANCA associated vasculitis

2toX0G: NMpoyvwoTtikol SEIKTEC UMOTPOTMAC = OEPATTEVTIKOC
aAyoplOpocg yia tnv enavayopnynon RTX

b

Jack Arnold, Edward Vital, Shouvik Dass, Aamir Aslam, Andy Rawstron,

60 aoBeveic pe AAV pe 1 kokAo RTX Sinisa Savic, Paul Emery, Md Yuzaiful Md Yusof

Entavayxopriynon RTX povo o€ KALVIKA UTLOTPOTN
Kataypoadn KAWLIKO-EpyaoTNPLAKWVY TTAPOUETPWV KOl

Métpnon (hs flow cytometry) unotonwv B cell CD19+ (naive —
memory- plasmablasts)
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UNIVERSITY OF LEEDS

A proposal for individually tailored rituximab
therapy in ANCA associated vasculitis

AnoteAéoporta: b

ch_k Arnolq, Edward Vital, Shouvik_Dass, Aamir Aslam, Andy Rawstron,
Aldatnp.a snavaxopr']vnonc RTX > lelr'IVEC OTOUC nsplooétspouq Sinisa Savic, Paul Emery, Md Yuzaiful Md Yusof
acBeveic

137 unotpornéc os 50/60 acO
16 peiloveg UTIOTPOTIEC

Multivariable analysis: Predictors of longer time-to-relapse to Cycle 1 RTX

UNIVERSITY OF LEEDS

Variables included in the Final Model

Hazard ratio (95% CI); p-value

Baseline Clinical/Serological

Disease duration, years

Removed as p<0.20

Concomitant immunosuppressant

0.48 (0.24—0.94); p=0.034

BVAS 3.0 per point score

Removed as p<0.20

Positive anti-PR3 or anti-MPO antibody

Removed as p<0.20

Higher baseline memory B-cells

1.01 (1.00—1.02); p=0.045

Clinical/Serological at 6 months

Achieving complete response

0.24 (0.12-0.50); p<0.001

Naive B-cell repopulation

0.43 (0.22-0.84); p=0.013

Memory B-cell repopulation

Removed as p<0.20
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MNpotewvopevog alyopiBuocg (Validation warranted!!!)

UNIVERSITY OF LEEDS

A proposal for individually tailored rituximab
therapy in ANCA associated vasculitis

I

Jack Arnold, Edward Vital, Shouvik Dass, Aamir Aslam, Andy Rawstron,
Sinisa Savic, Paul Emery, Md Yuzaiful Md Yusof

Retreat at 6
months

Absent Risk of
relapse at 6-12
months

Concomitant increased

immunosuppressant
should be prescribed

é

Rituximab
remission
induction
agentin AAV

Naive B
cells at 6
months

Complete
Response

Early
repopulation
Risk of relapse
6-12 months
reduced

[ Evaluate disease

activity/alternative
diagnosis

Non- Consider repeat
response RTX induction
Consider other
therapies/research

\ studies )

e Zuyxopnynon csDMARDs
- MELWON UTTOTPOTTWV

Retreat at 6
months

Emavepdavion naive
Bcells kot mARpn¢ Udeon
META TOV 1° KUKAO RTX =
KPR TBavotnta
UTTOTPOTTNG

/ For Future Research

Re-evaluate
every 6
months

Retreatment
based on
level of naive
repopulation
and other
features

* -27% xpnon RTX
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Ayyetltidec: LVV

T he role of pc;sn trom emission tomography/computed
tomography (PET/CT) in disease activity assessment
in patients with large vessel vasculitis

Elena Galli, Francesco Muratore, Luigi Boiardi, Massimiliano Casali, Annibale Versari,
Giulia Besutti, Lucia Spaggiari, Pamela Mancuso, Paolo Giorgi Rossi, Carlo Salvarani

;\ﬂ‘ , UNIMORE

* POAo¢ tng PET/CT (kat PETVAS) o€ pua LOVOKEVTPLKA Koopth 100a60 pe LVV os:

VS

AfloAoynon tng WL NpoBAsPn twv
EVEPYOTNTOG VOCOU KPLTAPLO UTLOTPOTIWV

Meller
score: visual
to liver score

Calculation of PETVAS (range: 0 — 27)

Arterial territory Qualitative score

PET/ CT kot PETVAS >10 : Ascending aorta 0,1,2,3
Eualoenoia 60% Kol YLIJ n)\OTEPO PETVAS o¢ Aortic arch 0,1,2,3
(1] ’ ' r Descending aorta 0,1,2,3

’ o / U¢€0ﬂ OXL CUCXETLON Abdominal aorta 0,1,2,3
Eldikotnta 80% KALVIKQ ; Right carotid artery 0,123
’ ’ HE UT[OTpOT[I’] Left carotid artery 0,1,2,3
EVEPYOC VS AVEVEPYOCQ PETVAS >10 Innominate artery 0,1,2,3
vooo EvaioOnoia 21% kot ElSikotnta 88% Right subclavian artery 0,1,2,3
C Left subclavian artery 0,1,2,3

PET/CT onUavTIKO EPYOAELO YLOL TNV EVEPYOTNTA AAAA OXL yia TV MPORAeP N Twv umtotpontwv 2> KAINIKO kpitrptlo
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«  MPOOTITIKY BLKEVTPLKA LEAET pE 49 Ultrasound halo sign as a potential monitoring tool for
acBeveic patients with giant cell arteritis: a prospective analysis

* USo0e0,1,3,6,12,24 6

Ponte C*, Monti S*, Scire CA, Delvino P, Khmelinskii N, Milanesi A, Teixeira V, Brandolino F, Saraiva F, Montecucco C, Fonseca JE,

* J10X0C: EvaloOnoia tng petafoAnc oto
‘halo’ sign o€ oxéon pe tnv evepyotnta
Kal TN ANYPn otepoeldwv KaBwg Kol OTLC

Schmidt WA, Lugmani RA (*both authors contributed equally to this work)

TEAPE nF FACULOADE OE UNIVERSITA :
“ ] - usm‘:ﬁml\ DI PAVIA I o et i Ferrara ID ;
. s 8o :
U T[O-cp OT[E q _— institut Sisterma Socio Sanitario IMMANUE
n: 0 v 7 A, 1 : RA
LISBOA | Lrggumee de Medicina "':» matc ..ﬁA For IRCCS * Regione RANKENHA
l] | 1Is80A mm @ Molecular Research Uni ;ww s Policlinico San Matteo Lombardia BERLIN

Halo sensitivity to change during disease follow-up

Mean variation (not standardised) of halo features at different time-points

Sum of all segments with halo Sum of all halo IMT / ) ) \
o, oy . *  INUOVTIKA cUOXETLON Us:

] } HE TNV EVEPYOTNTA .

25 { £ } TNG VOOOU KaL TN Xpn0l|..l'0 othv

% % 5 ouvoAtkn 86on CS T[G.pd.KOAOUGﬂO’I’] TWV

} } (u6vo ot kpotapuxés acBevwv pe GCA 1660

3 E OXL Ol paoXaALOLES) . .

3 ’ l l l * 94% Twv KAWVLKWVY otnv KMVlKl‘I 000 kat
‘] ’ UTLOTPOTIWV HeE otnv £psuva

0 1 3 6 12 24 0 1 3 6 12 24 ‘ 3
Weeks Weeks ha IO Slgn
Mean variation (not standardised) of each halo feature is shown with 95% confidence intervals

Error bars crossing 0 line indicate that the variation is not statistically significant at that particular time-point

IMT: intima-media thickness
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@

METHODS

TOCILIZUMAB IN CRANIAL AND EXTRACRANIAL REFRACTORY GIANT
CELL ARTERITIS: A MULTICENTER STUDY OF 312 CASES

Lara Sanchez-Bilbaol, Javier Loriceral, Vicente Aldasoro?, Juan Pablo Valdivieso-Acha?, Ignacio Villa-Blanco?, Olga Maiz®, Rafael
Melero®, Clara Moriano’, Julio Sanchez®, Eugenio De Miguel?, Eva Perez-Pampin®, Juan Ramoén De Dios!?, Juan Carlos Nieto Gonzalez??,
Eva Galindez-Agirregoikoal?, Patricia Moyal?4, Francisca Siveral®, José Luis Andréu Sanchez!®, Valvanera Pinillos'’, Andrea Garcia-
Valle!®, Paloma Vela-Casasemperel?, Noelia Alvarez- Rivas??, Marcelino Revenga?!, Sara Manrique Arija??, Carlos Fernandez-Lépez??,
Enrique Raya??, Cristina Hidalgo?®, Ruth Lépez-Gonzalez?®, Cristina Campos Fernandez?’, Antonio Juan-Mas?8, Beatriz Arca?°, Ihigo Rua-

:.?a‘“"-“;;;%g, Figueroa?®, Maria Dolors Boquet3?, Antonio Garcia?!, Adela Gallego??, Eva Salgado-Pérez33, Miguel A Gonzalez-Gay!, Ricardo Blanco!?

N= 312
57 Spanish Referral
centers

Q=218
O7=9a

@ GCA PHENOTYPES
* MoAukevtplkn avolkti HeAETn (lomavia)
amnoteAeopatikotnta TCZ og Kpaviokn Kol EEw-Kpaviakn
GCA

cGCA ecGCA mixGCA

* 312 aoB oe 3 opadecg (cGCA, eGCA, mixGCA)
* Je e-/mix- GCA ueowkn/mAnonc BeAtiwon og PET/CT

- ecGCA: extracranial GCA

attributable to active LVV and normalisation of ESR and CRP; p>0.05 least 6 months.
in addition, for patients with extracranial disease there should

be no evidence of proaressive vessel narrowing or dilatation.

" Remission . Sustained remission B
70 = i 68 67
61
60 57 6 months 12 months 18 mon
L
50 50 . TCZ.
% &L . ecGCA A A [ 4
) . TTOTEAECHLOLTLKO
33 Partial 50% 71% 61% ’ ’
} KpawvioKkn Ko Eéw-
Complete 0% 0% 15% ’
20 » improvement KpaVlaKn GCA
: mixGCA 4 4
- Mepwkn BeAtiwon PET o€
. i Partial 75% 53% 64% ’ ’
Month 1 Month 3 Month 6 Month 12 Month 18 i FoBreyement 6 / 10 aoe aAAa nAn p n C
Remissi b, linical si EICGCA BlecGCA EERGES Sustained remissi“. a icn:":'Zi/eet:\ent i i i 2
Rer of all signs and symptoms P 0 n av la
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After TCZ onset, none patient developed new visual involvement

N=312

57 Spanish Referral
centers
o 1 Transient visual loss Permanent visual loss
O;,=94 1_5
14
12
:
MoAukevtpLkn avolkti HeAETN (lomavia) $ 8
amnoteAeopatikotnta TCZ oe oPpOAAUOANOYLIKEC .é
eKONAWOELC 2 ; :
‘3 3
) ) 2 2
78/312 006 opBaAOAOYLKEC EKONAWOELG 2 I : 0 0 I ﬂ 1 I_I
* [lapodikni anwAegLa 6paong 0 -
’ ' ' 1-10 days 11-30 days >30days 1-10 days 11-30 days >30days
¢ MOVIUN amWAELD OPAONC '
° A LT[)\U)T[ i_a ¥ Improvement [0 No improvement
s 0OOAwo n épao NG The 2 patients with diplopia and 1 of 2 patients with blurred vision improved
4 )

* Yo TCZ = o)L véa cupfapata
* [ARpnc Udeon os Mapodikn anMwAeLa 6paonc/SuTAwTLa

\° BeAtiwon oe pelovotnta acOevwy e LOVIUN antwAeLla Kol B0Awaon opaong ,




Ayyetlitidec: LVV — GCA (GUSTO Trial)

MOVOKEVTPLKA aVOLKTH single-arm peA£tn =2

amnoteAeopatikotnta povobeparneiog pe TCZ petd anod 3

iv pulses MP (500mg)

18 ao6 pe mpwtodlayvwobeioa GCA

1ves: Ygeon o€ 1 piva Ko Xwpic UoTpomn yia 6 HAVES

Complete analysis at week 52 (n=18)

A Proof-Of-Concept Study To Assess The Efficacy Of Tocilizumab
Monotherapy after Ultra-Short Glucocorticoid Administration
To Treat Giant Cell Arteritis - the GUSTO Trial

Lisa Christ*, Luca Seitz!, Godehard Scholz!, Adela-Cristina Sarbu?, Jennifer Amsler?, Lukas
Biitikofer?, Christoph Tappeiner?, Florian Kollert!, Stephan Reichenbach?, Peter Villiger*
Iinselspital, Bern University Hospital, Depanmgnt of Rheumatology, Immunology and Allergology,
Bern, Switzerland, %Inselspital, University of Bern, Clinical Trial Unit (CTU), Bern, Switzerland,

3Inselspital, Bern University Hospital, Department of Ophthalmology, Bern, Switzerland

14/18 achieved remission after a mean of 11.1
(95% CI 8.3-13.9) weeks

13/18 relapse-free
3/18 non-responders, rescue GC-treatment

* 2/3 cranial symptoms (1 new onset AION'),
start rescue treatment at day 17 and 29
»  respectively

* 1/3 PMR symptoms, start rescue treatment
at day 6

TCZ in GCA
160
do-2 d3 d10-w52 b
500mg methyl- 8mg/kg 162mg TCZ — 120
prednisolone TCZi.v. weekly s.c. £ 100
2 5
2 60
o
O 40
20
- One V8 +SC162QW final 04 r . r
|V 8 mpk Q4W final o 20 40
w— SC 162 mg QW final Days

TCZ povoOepaneia:
AnoteAeopatiko AANA 2 acBeveig pe

KPOVLOLKA cupTTwpata = 1 AION= un
OVOOTPEYP LN OTMWAELD OPAONG
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CD8+ T-cell infiltration is associated with lesional GM-CSF overexpression in GCA

RD. Reitsemal*, WF. Jiemy'*, AN. Kwant!, WH. Abdulahad!?, AMH. Boots?, P. Heeringa?, E. Brouwer!

* Equal contributors. 'Departments of Rheumatology and Clinical Immunology, ?Pathology and Medical Biology, University of Groningen, University Medical Center Groningen

POS0112
Introduction Results
Giant cell arteritis (GCA): A B
. Large-vessel vasculitis characterized by T cell and macrophage infiltration. - o - oo
é 1 é 000 o . - g 1 ® : g 00 .
Granulocyte-macrophage colony stimulating factor (GM-CSF): g .. — . - f . o g .o . . g _ . .
. Considered a key driver of vascular pathology. (1) g . . . *Tes e, o, g . " P s . .
- - - .‘g
. GM-CSF receptor blockage showed 62% reduction in risk of flare compared to - ,', . ::h — g . - —v;‘— —e s ’ .' B . .
.. - - - - -
placebo. (2) we GCA baseline GCA Zc R we OCA baseline GCA OC-FR ° He GCA basesine GC:O: R ’ we OCA beseline GCAOGC-/R

Figure 1: No differences in frequency and MFI of GM-CSF- producing CD4+ (A) and CD8+ T cells (B) between patient groups and controls.

Au€avopeva Sedopéva ot T Aepdokuttapa g Ny
otn GCA 2 T napaywyrn GM-CSF ota I Y VT x

GM-CSF vs Ratio (COACD3) GM-CSF vs CD3

npooBeBAnueva ayyeia (= emaywyeoc T000 " -omse =1 ceormo =) cooams

) , §‘. P-OO@B. - 109 P« 00023 . : F'-.0164!) . -
Th1 600 kat Th1l7 povomatiwv) g~ /'/.75: R L ey
et - "

GMCsE OM-CSF CMCSF
gure 2: Consecutive stainings of GM-CSF, CD3 and CD8 in TABs (A).
gcalization of CD3 and GM-CSF (magenta) and CD8 and GM-CSF (brown) (B).
Correlation GM-CSF and ratio CD8/CD3, CD8 and CD3 (C).

Conclusions
References * In GCA lesions, CD4+ and CD8+ T cells express GM-CSF in addition to other cell types

1 Sierrrg, W. F. et al. Distinct macrophage phesctypes skewed by local granulocyte macrophage colony-stimulating factor (GM-CSF) and macrephage

colomy-stimulating factor (M-CSF) are as30ciated with tissue destruction and intimsl hyperplasia & glast ol arveri. Chn Trass! imeunck. (91, e1164 * The degree of CD8+ T-cell infiltration correlates with the degree of GM-CSF expression =

(20200

G e e e e S et R e CD8+ T cells could be the major producer and/or enhancer of GM-CSF expression in inflamed vessels

of Patients with Giant Cell Arteritin. Artheitis Rheumatol. 72{wppd 10) (2020)

'1?%/ university of VASCULITIS Yo
- = groningen EXPERTISE CENTER £-mail corresponding authors: r.d.reitsema@®umcg.nlor w.f lemy@umcg.nl lDE) University Medical Center Groningen
e > €

GRONINGEN




Ayyelitidec: GCA

Maria C. Cid'¥*, Sebastian H. Unizony?2¥*, Lara Pupim?3, Fang Fan

Department of Rheumatology, Allergy and Inmnmunolo

Glucocorticoid-induced remission

Mavrilimumab (anti GIVI-CSF receptor a monoclonal antibody)
Reduces Risk of Flare and Increases Sustained Remission in a

Phase 2 Trial of Patients with Giant Cell Arteritis

required at randomization:
- No GCA signs or symptoms

- ESR <20 mm/hr or CRP <1 mg/dL
- Prednisone20-60 mg per day

Screening

Stratum A:
Newly-diagnosed
N=35

Stratum B:
Relapsing/Refractory
N=35

Samant3, Teresa Zhou3, John F. Paolini3

*These co-principal investigators contributed equally to this work.

States; 3 Kini%sa Pharmaceuticals Corp.

Primary Efficacy Endpoint

Double-Blind Treatment Period (26 weeks)

! Control

Placebo SC once every 2 weeks

Prednisone

A

Time to Flare

Washout Safety Follow-up
(12 weeks)

Clinical Observation
Prednisone as per
Investigator

3, Joe Pirrello3, Ai Ren3, Manoj

1vasculitis Research Unit, Department of Autoimmune Diseases, Hospital Clinic, University of Barcelona, Institut
d’Investigacions Biomeédiques August Pi i Sunyer (IDIBAPS), Barcelona, Spain; 2Vasculitis and Glomerulonephritis Center,
v, Massachusetts General Hospital, Boston, Massachusetts, United

70 aoBeveic (35
MPWTodLayvVwopévn Kat 35
avBektikr/unotpornialovoa
GCA)
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Mavrilimumab Significantly Reduced Risk of GCA Flare Mavrilimumab Significantly Increased Sustained Remission Rate at 26 Weeks

Secondary Efficacy Endpoint (All treated patients)

Primary Efficacy Endpoint : Time to first adjudicated flare by Week 26 (All treated patients)

Sustained Remission at Week 26
80+
§ o p=0.0038
= % Mavriimumab HR (95% C1) 0.38 (0.15, 0.92) 90% | 8.2%
52 0 o Placebo 62% Risk Reduction g 80% ]
22 P=0.0263 $ 0% ]
= E S oo |
g & 5 19.9%
80 R® 50% A
O 0 - % 4
30% o
- N=42 N=28
: M=) | (N8 ]
(1) Patients with Flare
10%
20+ by Week 26, n (%) B 154 ok |
Mavrilimumab Placebo
N=42 N=28
o 0 r1tr 1 1 1 1111 °&+°1°T1T°7T11
Weeks fromRandomization: 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 " ¢ The rate of sustained remission was 33.3 percentage points higher in the mavrilimumab
Mavrilimumab PatientsatRisk,n | 42 | 42 | 4 [ 4 | 4 | 4 | 40 | 40 [ 39 [ x| B | 3% | % [ 8 0 Key Point than in the placebo group
Placebo Patients at Risk, n 28 27 2 2 26 26 23 20 19 15 15 1 19 10 0

* Rates of drug-related treatment-emergent A Mavrilimumab :
Key Points * No drug-related SAEs (unrelated: 2 vs 3 case .

* No deaths or vision loss occurred. AnoteAeopatiko kat acpaleg AANA

xpewaletal emBePaiwon os paong 3 peletn!
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Ayyeutioeg: LVV - TAK

Efficacy and safety of TNF-a ar i and tocili b in Takay arteritis:

Multicenter European retrospective study of 209 patients.

MoAukevtpkn avadpouikn pueAetn (2017-2019):
e JUyKkplon amoteAeopatikotntac TCZ kot TNFi

* [poyvwoTikol SELKTEG AVTATIOKPLONG KAl UTIOTPOTING [ S A
e Ao ¢d}\€ Lo V' Discase activity = NIH criteria:
1/ new ischemic vascular sign 2/ new arterial lesion or worsening on imaging
, , 3/ systemic clinical feature 4/ biological activity
209 aoB pe TAK (84% csDMARDs armotuyia/duocaveéia
130 TNF'IV('. , ( IEX ADA) X / g ) V' Discase was considered active if NTH score was 2 or more
I {(KUPLW
pLWG ¢ v Complete response in the case of NIH scale < 2 and prednisone < 10 mg/day
75 TCZ
100

Napopoia anoteAeopatikotnta TNFi vs TCZ ( 66% vs 81%, p>0.05)
Noapayovteg oxetl{OpeVEC Le AN PN Udeon:
*  HAwio>30

*  YynAn evepyotnta oto baseline (NIH>3, CRP, ayyslakd onueia

— TNFa antagonist
---- Tocilizumab

80

60

Cumulative incidence (%)

Loxapiog)
Mapopola TocooTA UTIOTPOTTNG
MNoapdyovteg oXeTW{OUEVOL LE UTIOTPOTIN
* [lpooBoAn OwpaKIKAC aopTNC KoL supraaortic branches

Months since initiation of first treatment
L N I H >3 No. at risk*
TNFa antagonist 126 85 68 54 43 33
Tocilizumab 76 42 26 16 7 2

French RCT ongoing




Avvs lit laeq . B e h cet’s COMPARATIVE STUDY ON ANTI-TNF VS TOCILIZUMAB FOR TREATMENT OF

REFRACTORY UVEITIC CYSTOID MACULAR EDEMA DUE TO BEHCET'S DISEASE.

MULTICENTER STUDY OF 49 PATIENTS

MoAukevipikn avadpopikn HeAETn (lomtavia):
20ykpLon anoteAeopatikotntag TCZ vs ADA vs IFX o€

avBekTikO Kuotoeldég Oidnpa Qxpacg knAidag (CME)
e OmnioBwa payoetditida = datapoaxn dpaypou = culloyn
gvtoc Tou apdLBAnotposboug 2 CME = TudpAwon o
* 49000 pe BD pe 4etéc FU o

4r 4¢
600f & IFX
— )
5 400¢F g .E.
o = §
-
200f

ADA (25) IFX (15) TCZ (9)

0 1w 2w 1m 3m 6m 1y 2y 3y 4y

Months/years

O 1w 2w 1Tm 3m 6m |1y 2y 3y 4y
Months/years

EdpapuAAn anoteAeopatikotnta pe ADA, IFX, TCZ
TCZ anoteAeopoatiko kot o€ TNFi —avOektiko CME

Cystoid macular edema

1w 2w 1m 3m 6m 1y [2y| 3y 4y
Months/years



SYSTEMIC SCLEROSIS (SScl)



SScl: NVC

AvaOPOLLKI) LOVOKEVTPLKA LEAETN
oelplakwv NVC kataypadwv o€
aoBeveic pe RP:

18 acO. pe RP = SScl

19 aoO pe RP > CTD

Baseline NVC pe >27% Siatetapéva
TPLXOELS >30um >
80% SScl pattern otnv 3etia

AvtiBeta oL acBeveic ou ixav aAAa
CTD napouacialav otabepd NVC
gupnuata og Baboc¢ 10etiag

EULAR 2021 POSTER:POS0850 e u | ar
Nailfold capillary dilations in Raynaud’s Phenomenon:

quantifying a predictive threshold for the ‘scleroderma pattern’
Pacini G1, Pendolino M1, Pizzorni C1, Gotelli E1, Sulli A1, Carmisciano L2, Paolino S1, Smith V3, Cutolo M1

Objective. To investigate the role of NVC >30 pm capillary dilations as f the ‘scleroderma pattern’
in RP patients later developing systemic sclerosis (SSc)-related RP.

Methods. A 10-year retrospective NVC-based investigation evaluated the dataset of sequential NVCs of 18 RP
patients later developing SSc (cases) and 19 sex- and age-matched RP patients later developing other CTDs
(controls).

RESULTS Table |. Basal NVC parameters in cases and controls and their

T ; . . association with the ‘scleroderma pattern’
Significant differences of capillary diameters were
NVC parameters SScPts CTDPts pvalue* Optimal PPV

observed between cases and controls both at basal (n=18)  (n=19) Cutoff  (95% Cl)
NVC and during follow-up (p<0.001) Wonber o coplloronl 74 .. ot ey . OM
The proportion of >30 um dilated capillaries in basal :'::z:"o:'zc:" ! ;:82'” : '117'82‘6) (0'0;'72'33)
NVC was the strongest predictor of ‘scleroderma medan (OR),%  (314506) (022¢6) OO Z® (954 004
pattern’ in a median 3-year time, with a 27% cut-off Arterial diameter of DCs,  30.2 45 o095 >30 0%

median (IQR), ym (269-329) (216-298) (067,099)
0, .
(PPV 0.79, 95%CI 0.54,0.94; p<0.001) Aplcel GameterofDCs, 44 e . b
0003 00 g0 vay

Additional “Higher risk” NVC hallmarks for median (IQR), ym (42447.) (37.9429)
‘scleroderma pattern’ development were apical e e e VOV 2R ot

) ] median (IQR), pm (26.5-32.2) (22.1-29.0) (0.16, 0.62)
diameter >40 ym (p<0.001), venous diameter >25 Lim NP S e iy 00
(p<0.05) and average diameter 235 ym (p<0.005) MOC, median (IQR), pm__ (32.7-36.9) (27.7-330) (0.54,0.94)
CTDs patients showed a stable NVC ‘non-scleroderma "Using Mann-Withney test. *Statistically significant. AUC, area under the curve; Cl,

confidence interval; CTD, connective tissue disease; DC, dilated capillary with average

pattem' over a median 10-year time (arterial+apical+venous/3) diameter >30 um; IQR, inter-quartile range; MDC, most >30 ym
dilated capillary, NVC, nailfold videocapillaroscopy, PPV, positive predictive value, Pts,

patients; SSc, systemic sclerosis.

CONCLUSION
This is the first study to show that NVC-detected homogeneous and
progressive capillary loop dilations in RP patients significantly
contribute to predict the ‘scleroderma pattern’ evolutioh within a
median 3-year time, possibly providing a “very early” window of
opportunity in SSc pre-clinical stages.
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Results- overview
* 2ZUMMEPOAOCHOTA:

1. Matleutika-MNod latled: Positive quoad vitam outcomes

* I'EVle acd)aAéq Mother death: 0

* Kapla enintwon oto natdi avtog tou 1°V €toug Viscarnges: e

* Auénueva moocootd YrEptaong kunong, Mpoekhapiag, MpowpdtnTag Kat

' ' ' Foetal deaths: 4 (4%)
XapnAou Bapouc epfpuou

* Napayovtec KvdUvou lloprost, IS at baseline, PPIs Valuntary:abortions: L%
2. Peupatoloywka cuppapato Infant mortality: 2 (2%)

* H KUNON/TOKETOC XWPLG ONUAVTLIKEG ETUTTWOELG OTNV EVEPYOTNTA TNG oginateroallfaet camplicaions: A7V

VOGOU



SScl: Nintedanib Modeling short-term FVC changes from SENSCLS to long:term PVC coursen SS¢-1LD demonstrate cinically meaningful reduction of FC decline and survivl

benefits

e SENSCIS trial:
* Meiwon tou puBbuov enideivwong tng FVC kata 41mL/yr
* Tionuaivel auto yla tnv e€€ALEN Kal TN Bvntotnta aro SScl-ILD?

* JUykplon NG €€EAENC ILD kat Bvntotntag oto SENCSIS model
(etnolo amotéleopa tou nintedanib wg otaBepod) kat puoikn
g€EALEN KaL Bvntotnta otnv kooptr) EUSTAR (Normal model)

Figure 1: The estimated FVC decline was reduced in the SENSCIS effect model compared to the natural disease course
transiated into an improvement in survival
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Nintedenib pakponpoBeopa enidpépet:
1. Meiwon 5-etol¢ Bvntotntag Kata 5%
2. Meiwon embdeivwong FVC kata 5%
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Brentuximab vedotin for skin

° H : involvement in refractory diffuse
c ° n t e plpe Ine... cutaneocous systemic sclerosis, interim
results of a phase 11lb open-label trial
OPO172

Andreu Fermnande=-Codinal:- =2 3, Tatiana

Yﬂéﬁaepo: Nevskaya'l, Janet Pope’
Evepyonoinpeva Aspdokuttapa napdyouvv CD30 kat IL4 = SRSy, Somanah CAnSas, S iCeAm S T SUeie, Boaiae —
EVEpVOT[O'Lr]crr] LVOB}\CIO'Td)V = schulich Western &

BV — anti-CD30 Ab + monomethyl auristatin E = gykekplpévo yla

avBektiko NHL Analysis of 24 week Brentuximab patients to date

mRSS evolution over 24 weeks in SSc patients treated with brentuximab
Patients

40—

Avoikt MeAétn llb — opada eAéyxou anod Kavadikn kooptn: \\ :
1vec: AMRSS >/=-8 otic 48 €B6 \ 6
2vec: AMRSS >/=-8 otic 24 €6 | SN\

Mean changes in Skin score in Brentuximab treated patients
compared to matched controls

Modified Rodnan Skin Score

20

Group Period AmRSS Cl1 95% o) | ‘ .
Brentuximab  0-24 weeks | 8.2 2.8,13.6 0.013 . ’ — _
Brentuximab 0-48 weeks | 15.3 82,225 0.012
Brentuximab®* 0-48 weeks | 12.2 5.9, 18.5 0.006 . . .
ApXKa anoteAécpota o€ acO pe avOeKTIKA
%Sngg;’ =sweer i e tie= g2l deppatikn npooPoln os moAAarntAa DMARDs:

— * Emuuyia oto 1vES KataAnKTko onpeio otig 24wks
* Aodaléc (xwpic mepidpepikn vevpondOeia)
* Neploodtepa dedopéva eival avaykaio!
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Muooitidec: AM -IVIG

A Randomized, Double-Blind, Placebo-Controlled
Phase Ill Trial of IVIG 10% in Patients with
Dermatomyositis.

The ProDERM Study: Results on Efficacy and Safety

Aggarwal R, Charles-Schoeman C, Schessl J, Bata-Csorgo Z, Dimachkie MM, Griger Z, Moiseev S,
Oddis CV, Schiopu E, Vencovsky J, Beckmann I, Clodi E, Levine T, & the ProDERM investigators

e RCT phase Il peAétn oe AM um6 10% IVIG vs PBO (47vs 48 ac0):

e AmnoteAeopatikoTnTa

 Aodalela
- *CD
: .2 -
Screening ) £ -
N =
g Placebo :
g q4wk
o
Stratified t;y mild,
moderate or severe
d:'sease"

Placebo x

*CD

Weei( 16

K Evepyoc AM umo standah

IS (A avOekTKN -
ducaveéia oz IS)

* MMT-8 score <142/150 +
>/= CSMs:

« PtGA>/=2cm

lary endpoint: Responder at week 16 (TIS>/= 20points based on 6 Core Set Measures)

Double-Blind FIRST PERIOD
(16 weeks)

- * PhGA>/=2cm
. * E§w-pukn evepyotnta
X Week 28 WIe et S /= cm2
Open-label EXTENSION PERIOD * CPK>1.5 d)Opég ULN
(24 weeks) °

HAQ-DI >/= 0.25

/




) A Randomized, Double-Blind, Placebo-Controlled
MUOGlTlSEQ: AM -IVIG Phase Ill Trial of IVIG 10% in Patients with

Dermatomyositis.
The ProDERM Study: Results on Efficacy and Safety

Aggarwal R, Charles-Schoeman C, Schessl J, Bata-Csorgo Z, Dimachkie MM, Griger Z, Moiseev S,
Oddis CV, Schiopu E, Vencovsky J, Beckmann I, Clodi E, Levine T, & the ProDERM investigators

Efficacy Results Efficacy Results

Primary endpoint: TIS score Responders at Week 16 Mean Total Improvement Score (TIS) from week 4 to 40

100 Double-Blind Open-label

= - =0. 90
100% A =34.97% p=0.0008 o
20% 78 I72% | a
. (72]
2 80% I VIG (Oct = 48.4 i et
2 70% e 50 43.4 444 '
S 60% Placebo 8 40 36.4
S 50% 43.75% S 30 %4 18 1BISINEET
-.g 40% 20 107 - IVIG Placebo
2 30% 10
£ 20% 0
o.
4 12 1 2 24 2 2 4 44
P 0 8 6 0 8 3 36 0
0%
IVIG (octagam®10%) Placebo

suyvéc TEAEs: Mupetdc, Kedbahalyia, Nautia Meta thv apxtki RCT antd Dalakas et al NEJM 1993

- MeyaAn RCT rtov enmiBeBotwvel Thv

2oBapéc TEAES: 5.8% vs 4.2% (MNE, DVT, AEE, LOC, YnawoOnoia) y ’
amoteAeopatikotnta kot acpaAeia tng iVIG otn AM




JUMTTEPACLOTAL:

* Ayyeuitideg:
e AAV: Mia véa tpoceyylon He Blodeiktn tnv emavepdavion twv naive Beells iow¢ va pmopet va kaBodnynoet pe
HeyaAUTepn akpiBela tnv xopriynon RTX otn ddon ocuvtipnong
e Anewovion otig LVV:
* US w¢ mBavo epyaleio napakoAouBnong twv aocBevwyv pe kpaviaky GCA
e PET/CT...akopa xwplic tkavr €€nynon tng onuaoiag avénuévng npocAnnc oe acBevr) og KAWLKA UdEON
* Avtipetwriion GCA: TCZ anoteAeopatikod o€ 2/3 Twv acBevwv =2 miBavov oto péAAov anti-GM-CSF Ab?
* TAK kot opBaAuko Behcet’s 2 TCZ edapuMo pe TNFi

* Juotnpatikn ZKAnpodeppiat:
* Tpiyoelbookomnnon =2 mpwipn dtayvwon SScl
e Kunon = acpalng
* Oeparneia: Nintedanib kal véol Bepareutikol oto)oL...

* Muooitda:
* MeyaAn RCT ¢aonc 3 ywa IVIG otnv AM =2 emiBeBaiwon tng HeAETNG amd AoAAdKaA KoL CUV



Euxoplotw yia tnv npoooxn cog!




