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»Vasculitis, mainly large vessel

- Update on ANCA-associated - prognosis &
treatment

- GCA vascular complications and treatment
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RITUXVAS: RTX vs CYC in ANCA-
Associated Renal Vasculitis

44 new ANCA (+) renal

. RTX not 3:1

superior to CYC
 Similar AEs

MPi.v. + PZN p.os + MP i.v. + PZN p.os +
RTX (375 mg/m2) i.v. CYC 15 mg/kg i.v.

weekly x4 + THEN AZA 2 mg/kg
CYC 15 mg/kg i.v. x 2 p.OS

Jones RE et al. N Engl J Med 2010;363:211-220.




RTX profile

» Young patient / fertility
» Cytopenias

» Malignancy history

» Urological problems

» Non-compliant

» Difficulty lab follow-up




» 2 year relapse-free survival: MTX 74,5% vs AZA 71,8% = no difference
» AESs: MTX 46% vs AZA 56%

» Open label, 2002 - 2009, all new, CYCi.v. + PZN

» AEs: MMF 42/86 (18 major) vs AZA 30/80 (10 major). Adjusted HR 1,80

WEGENT: AZA vs MTX maintenance

Pagnoux C, et al. N Engl J Med. 2008 Dec 25;358(26):2790-803.

IMPROVE: AZA vs MMF maintenance

If remission: AZA 2mg/kg vs MMF 2000 mg/d

Hiemstra, T. F. et al. JAMA 2010.304:2381-2388



RTX maintenance - Mayo data

» 10 year, 53 pts refractory GPA, median RTX x 4
» All relapses after B cell comeback

» Along with or before ANCA rise

» No association IgG levels & infection

Cartin-Ceba ef al. A & Rheumatiam Vol. 64, No. 11, November 2012, pp 37 70-3778



MAINRITSAN

CYCi.v. + PZN
« Relapse: 29% AZA vs 5%

RTX ( Hazard Ratio 6,61) |

« AEs: No difference |
RTX 500mg
d 0,14 + mo
6,12,18

« After 1 yr: AZA reduction
L Guillevain et al. N Engl J Med 2014,371:1771-80.

AZA 2 mg/kg

to 1,5 then 1mg/kg/d until mo 22




Other therapies

Non threatening - limited - non-renal = MTX + PZN

Jayns DR et al. J Am Soc Nephrof, 2007, 18(7):2180

Plasma exchange in severe renal: MEPEX trial = reduced ESRD in 1 yr,
result not sustained

PEXIVAS ongoing, results in a few years
TAPIR: ongoing, PZN tapering or not

Wialsh M ef al. Kidney Int. 2013 Aug:84{2):397-402

CYC: iv (less dose accumulated) or pos (less relapses)???
RTX + CYC for the very sick



Treatment summary (Pagnoux)

© INDUCTION: CYC pulse 15mg / kg on D1, 15, 29 then /3w
alternatively orally 2mg/kg/d

OR

» RTX 375 mg/m2/wk x4 (or 1g on D1 & 15)
AND

» GC tapering in 3 - 6 mo

» +/- PEX??

< MAINTENANCE (>18 mo???): AZA2mg/kg/d OR MTX 0,3 mg/kg/wk
OR LFN 20mg/d OR MMF 2g/d

OR
» RTX 500 - 1000 mg q 4-6 mo or ‘on demand’




Giant cell arteritis




MRI

Temporal Artery MRI

Sensitivity 78-85%, Specificity 86-90%,
0-1 days GC: Sens 85%
>4 days GC: Sens 56%

Klink et ol. Radiology 2014
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PET / CT

PET/CT
Injection of
* Positive in up to 83% the
« Pooled Sen 93%, Spec 90% substance in
the feet:
* Cannot assess temporal Less obscure
arteries
than from
* Lack of standardized carotid vein
evaluation criteria = better CT
* Cost/availability pictures!

* Best uses: FUO, GCA aortitis

Blockrmans D Arthritis Rheum 2006
Lee YH et al. Z Rhewnatol 2016 -
Sousson M Medicine 2015 MAYD

‘




Clinical Features

Older
Cranial symptoms Often absent
!

Vascular findings

Schmict WA Rheumnatology (Oxford). 2008 Jan;47(1):96-101

Prieto-Gonzalez S, et al. Ann Rheum Dis 2012;71:1170=6 8‘.'.‘,{2-

_ Muratore F et al Rheumatology (Oxford). 2015 Mar54(3):463.70. 1)

Vision loss ‘ Arm Claudication




GCA — Olmsted Cohort

Median time to discontinuation (1980-2009) was 2.6
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Permanent discontinuation

T

years

Disease duration, years

——— 1950-1979
- = = - 1980-2009

Chandran A et al. Ciin Exp Rheumatol 2015 maoo
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High relapse
rate: female,
HT, DM

> vs < 40mg/d
initially =
better chance
off PZN in 3 yrs
Relapse
symptoms:
PMR,headache,
fatigue,
tenderness NO
VISION LOSS

Mavyo Biopsy (+) Cohort - Relapse

0 73

1 80

2 51

=3 a2
75% of patients relapsed
30% had = 3 relapses

Relapse Type

47%
250
200
150 2
100
50
0

25%
4%
Sx/Lab Sx Lab
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MTX & Relapse

~ GCA- Methotrexate

« MTX7,5-15 mg/w

BUT: After 9 mo PZN " MTX reduced:
BU 1. After 9 mo - Risk of 1st relapse by 35% o
- Risk of 2nd relapse by 51% 20
- Exposure to steroids E 0
= &0
£ w
£
L
2 20
10
0 12 4 36 45 60 T2 84 %
Weeks after randomiztion
Muohr A et ol Arthritis Rheum. 2007 Aug:56{8):2789-97. i
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* No

Abatacept for GCA

+ AWLABA + ~ AGATA
GC, mo 3

o myiriiiil

relapse free

N=21
at 12 mo
M= 20
difference
in severity
or
All Patients
frequency
of AEs | | ! ! '
(1] 3 (3] g9 12 Months

MATT]
s

e Longford CA et al. Arthritis Rheumatol: lan 2017 ""l'—éf”p




- GIACTA study design

Treatment
group 52-week double blind (part 1) 104-week open label extension
Placeba INJ
A
M =50

GC
8 Placebo INJ
e — e

TCZ 162 mg every 2 weeks

v
Primary efficacy endpoint: MAYD

— Sustained remission at 52 weeks Ll




50

40

30

20

10

Primary Endpoint: Patients in
sustained remission at 52 weeks, (%)

56

53.1

Pred (short) Pred (Long) TCZ q week TCZ q 2 weeks

3296 3817 1862 1862

P KN

- Stone JH et al. N Engl J Med. 2017 Jul 27,377(4):31 7328 'l;l'_E"_"ﬁ'»'




~ Future Therapies

Baricitinib in relapsing GCA: phase |, open-label pilot study

G 15 4 w———y ] 1wt
Barcted &g o0l daily (Ne1Y)

R Inclusion criteria

Homy -Diagnosis of GCA

Weg -Relapse with active GCA

Symptoms AND
e Rz ESR 230 mm/hr OR CRP 210mg/L
MAYD
CUNX
;

Ongoing in Mayo Clinic

Other therapy

* TNF inhibitors
* Clinical trial data - No efficacy
» Aspirin
May reduce ischemic events
Generally recommended

Retrospective data
Conflicting evidence

= Statins
Mo evidence of benefit
Haffman et al., Arthritis Bheurn 2004; 50: 2296-2304

Salvarani C, et al. Rheumatology {Oxford). 2009 Mar;48(3):250-3
Sehenidt et al. | Rheumated. 2013 Jun;40(6)-910-5.



Complications: Aortic aneurysm

» 17,3 x risk, 12-33% incidence in 10yr, aortic regurgitation as clinical
predictor?

Evans JM et al. Ann Intem Med 1995;122(7):502-7
Robson JC. Ann Rheumn Dis. 2013 Oct 4

Kermani TA, Warrington KJ, et al. Ann Rheum Dis. 2012 Dec 19,
Garcio-Martinez A, et al Ann Rheum Dis. 2013 Jul 19

o
CLME

il

» CT / MRI every 2-5yrs or ECHO \

Satvarani C &t of Lancet. 2008 lw 19;373/9634)-234-45
Mockie 51 &t ol Ara Rhéum Dis. 23017 Dec 27
Bienvenu B, Rev Med interne. 2016 Mar; 37(3]:154-65

-



Mayo proposal

Important to know type of aortitis: IgG4 = RTX, GCA=TCZ

If TCZ for 1-1,5 year & no relapse: either reduction of dose (mg/kg/mo)
or space out dose intervals.

IL-1 (inhibited by PZN) promotes one pathway, IL-6 (inhibited by TCZ)
promotes the other = BOTH NEEDED!!!




ANCA Poster

Arteritis Revealing Antineutrophil Cytoplasm Antibody-Associated Vasculitides:
A Retrospective Study on 50 Cases

fm: . Cathébras,
Maxime Flora Schein, Christian Agard, Olivier Aumaitre, Alban Deroux, Henry Dupuy, Cyril Garrouste, Cédric Landron, Frangois Mfurlu. Pascal NIV
Benjamin Terrier*, for the French Vasculitis Study Group (FVSG) and French Study Group for Giant-Cell Arteritis (GEFA) (*Contact: benjamin terrier@aphp.fr) . PARIS DESCARTES @-

French study: 50 pts with cranial symptoms, 2000-2001. 33 screened for ANCA
with 62% MPO, 38% PR3. 2/3 GPA, 1/3 MPA, few EGPA.

14 relapses in 42 mo of follow-up // Peripheral neuropathy, lung, renal, ear,
nose, throat involvement more often.

@ PARIS CENTRE

Necrosis instead for granuolomatosis.

Xavier lPuécha\, Christian Pagnoux,
Cathenne Hanrotel-Saliou, Bernard |
Benjamin Terrier, Pascal Cohen,

Elodie Perrodeay, Mohamed Hamidou, Je
mbert, Chahéra Khouatra, Marc Lambert, Char
Luc Mouthon, Philippe Ravaud, and Loic Guillevin for

Older age & previous cumulative CYC dose as prognostic factors of serious
infections in 124 WEGENT pats.
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Differences B ' : R
CLINIC es Between Temporal Artery Biopsy-positive and

W Biopsy-negative Giant Cell Arteritis: a Comparative Cohort Study

Matthew J. Koster', Karthik Yeruva', Cynthia S. Crowson'Z2, Kenneth J. Warrington'
'Division of Rheumatology and 2Department of Health Sciences Research
Mayo Clinic, Rochester, MN, USA

TAB (-): Younger at diagnosis

Shorter time from symptoms to diagnosis

Seldom fulfill ACR GCA classification criteria

Frequent scalp tenderness, arm claudication, anorexia & fatigue
Seldom jaw claudication - PMR

Lower CRP

Later GC discontinuation
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{i”atient Based Reliability Exercise of Omeract IMMANUEL KRANKENHAUS BERLIN
Ultrasound Definitions in Giant Cell Arteritis

kd ', Juche A'
 schifer VS, Chrysidis $%, Dejaco C*%, Duftner C*, lagnocco A7, Bruyn GA', Carrara G, D‘Agostino MA®, De Miguel E", Diamantopoulos AP”, Frs‘dbers un, Hartrng W, Ht?;:"afsgh n: 74 WA" DIAKONIE
!" Kermani TA'; Koster MJ*, Lorenzen T*, Macchioni P9, Milchert M, Moller Dehn U*, Mukhtyar C*, Ponte C¥, Ramiro $*, Sciré CA**, Terslev L, Warrln'gton K11 h ’a:guts ’ “n.bﬂg e
' . Center of the johann ul A
Tmman: Berlin Rheumatology Berlin Germany, ‘Depa Rheumatology and Clinical Immunology. University Medical / :
. » B 'C"M“:d ol K'!ﬂmimﬁﬂ' m ";Hospm' o Mh::m;leued:in:s;jzms:;::\‘alke:Medk;g znlvelslly Graz, Austria, SHospital of Bruneck, Italy, 6Medical University Innsbruck, Austria, Universita
E; i - MW" ; ‘w)ﬁhhumm 4o p pldemmyology. ol { : h;“::e tol& (SIR). "H.Oplul Ambroise Paré, 92100, Boulogne-Billancourt, France, "University Hospital La Paz, Madrid, Spain, ‘Martina
i Ak ..OKSJO.NOIW wm&mm Det:\“l:l‘a:k.n:‘(‘;dnez Lelt:lve:slty ::‘::" ’?g(;dens; D L klepios Medical Center, Bad Abbach, Germany, *University Medical Centre Ljubljana, Slovenia,
Hansens Hospital, Bzrum, A Hosp 8 P

nta M. uova, Regglo Em ly, **Pomer; n M niver: in, Poland, “Copenhagen Center for Arthritis Research (CO?ECARE). Denmark,
ifoemni. - i le Santa Maria Nuova, Regglo E ilia, ltaly, “*Pome ania edical University, Szczec nd, )
de a.LosMples.Q.USA. Mayodlnk.lothestﬂ.MN.USA. N’w‘

I,
sniorfolk and Norwich University Hospital, United Kingdom, “Hospital de Santa Maria - CHLN, Lisbon Academic Medical Centre, Portugal, “Leiden University Medical Center, The Netherlands, “University of Ferrara, Italy, “Southend University Hospital
: n 7
NHS Foundation Trust & Anglia Ruskin University, Southend. United Kingdom.

» 4 pts vasculitic lesions axillary & temporal, 2 normal

» 12 sonographers, 2 rounds

» 1 day UK, 3 day inclusive US training

» Before training: poor to fair inter - observer reliability

» After training: moderate to perfect



Takayasu

n Patients with Takayasu’s Arteritis

Damage and Predictors of Damage i

Antome G Sraih', Tanat Karmani!, David Cuthberstson?, Simon Carrette’, Nades Kahlid®, Curry L Koening®, Carol A, Langford’, Carol A. MecAlear?, Paul Monach?, Larry Moreland?®, ém‘s
gpenn e emost. Philg S0, Kennath ). Warringiont’, Steven R. Yeterberg:', and Peter A ‘Markalt 1 for the Vasculitis Clinical Research Consortium ‘ P,

-_ : CONSORTIUM
Psadcuien A 2 Lon Mg, US4 & ——) Tarmp. US4
s ey oo o g, ey e, Yt Com, - i & Do o urmenatogy Unsversiy of UTah, Sa% Lake City. USA
e ety oot e e, Gt B4, & on USA 8 passteah. USA
35 S o B, A g e, S A 11 e, A 1 fohtig P
-

» 128 Japanese pts, 3 ’ 9 '
fvh 1[S)t " pts, 3,5 yr median follow up. 25% damage in 6 mo, 75% later,

s with Takayasu’s Arteritis

Carol A. Langford’, Carol A. McAlear", Paul Monach®, ' CLINICAL
erkel. 2 for the Vasculitis Clinical Research Consortium ‘ RESEARCH

Longitudinal Angiographic Findings in Patient

Antoine G. Sreih!, Tanaz Kermani*, David Cuthberstson?, Simon Carrette®, Nader Kahlidi®, Curry L. Koening®,

g%nn Larry Moreland®, Christian Pagnoux*, Philip Seo'?, Kenneth ). Warrington'!, Steven R. Ytterberg!!, and Peter A. M
Florida, Tampa, USA.

vy of Pamnasi s
1 usA 2 University of Calfornia at Los Angeles, Los Angeles, USA. 3. of University
0mdwmwwmummws Division of Rheumatology. St Joseph Healthcare, McMaster University, Hamiiton. Canada 6 ummdmumvﬂmﬁ.uu-ww
Wumammmmwl Divivion of Rheumatology. Boston University. Boston, USA. 9 demdmmlﬂ
10 Dwison of Rheumatology. John’ Hopkins University, Baitimore, USA |mdmv.umamu‘dmm Rochester, USA. of Un v Philadelphia, PA
-

» Most pts without clinical or laboratory findi ‘ :
. y findings prior / d :
subclavian most likely to respond to therapy,g P uring flare. Carotid &



TCZ even in PMR???

» 8 pts in Japan, refractory / non-responders to GCs & MTX that received TCZ =
all managed to taper GCs.



» Apremilast for mucocutaneous ulcers: very good results where other therapies

Behcet

IFX effective in relapsing retinal Behcet - Spanish study of 103 pts

& biologics have failed in 14 Spanish pts.

52 adult pts from centra in Turkey, 50% follow-up for 2 years. 45% FFS>1, 30%
at least one damaged item.

Late onset disease associated more frequently with renal involvement in a
French study of 260 pts.
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ATYTTH KAINIKH EIKONA SJOGREN
(20%)

OpobeTIKA TTOAUQPOBPITIC Ne@pPIK) CwWANVapPIaKh og¢Ewaon
PeupaTikr) TToAupuaAyia [MupeTdC ayvwoToU aITIOAOYIOC

/AEUKOKUTTAPOKAQOTIKI QYYEITIC 2.UVOPOUO XPOViou TTOVOU

vV v v v Vv

ATTOMUEANIVWTIKI VOOOG Augnuévn TKE
[MepipepIk vEUPOTTABEID ANA / Rf o€ dOUUTITWHATIKO
aoBevn

PAeyuovwdn PUOOITIC

AIGYKwon O1EAOYOVWV adéVwv » AidTpnon KepaToeIvoug

[Mpo0odeUTIKN TEPNOOVA

* F. Vivino F, Medscape Rhevmatolfogy 52}, 2004.

** FB Vivina, P Minerva, CH Huang, 5E Orlin . 7 Rhevmataf 28, 379, 2001.
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AIAOGOPIKH AIATNQ2H

Auulogidwaon

Xpovia ol1aAadEViITIC

A

AucauTtovouia

2.UVOPONO NWOIVOPIAiag — HUaAyiag
2.UVOPONO HOOXEUMATOG — CEVIOTH)
Hrraritig C

IgG 4 oxeTI(OPEVEG VOOOI

=NPOTNTa OXETICOMEVN UE GAPPAKA

vV v VvV YVvyYy

v

Avartrvor) atré 1o oToua
2 KA puvon Katd TTAGKaG
MeTa akTivoBoAia

2. 0PKOEIdWON
21aAadévwon

HIV — DILS (AiaxuTto dInnTiko
AEPPOKUTTAPIKO OUVOPOUO)

Noooc atrd oiAikovouxa TTpobéuarta
oTABoUC

2UvOpoO Sjogren (1° TTabég, 2°
TTABEQ)

YtrepAimmdaiyia Tutrou V



KPITHPIA TAZINOMHZHX

2016 ACR — EULAR kpitipia

» 1965 - 2017: 13 dia@opeTIKG O€T!! » Bioyia xeihoug (FS>1/4 mm?) = 3
. ? TéoT?
AAyO6pIBuOC? TEOT > Anti RO - 3
» American-European Consensus y B
Group Criteria (AECGC) - 2002: > 0SS>5(van Bisterfeldt>4) = 1
¢nNPooTOMia, ¢npogBaApia, » Schirmer < 5mm /5min =1
TraBoAoyika TEGT dakpuwy, GiEAoU, » Unst. salivary flow <0,1ml/min =_1

anti-SSA/SSB, Bloyia xeiAoug
(4/6). 9

Positive score 4/9

{"-"It:-lll C et al., Ann Rheum Dis, 2002)

Shiboski C et al. Arthritis & Rheum, 2017



AuTOQVTIOWMPATO

SICCAREGISTRY — NIH
2003 - present

vV vV vV vV v vV vV vV vV VY

ANA 70-90%

Rf 60-90%

Anti — SSA (Ro) 40-60%
Anti — SSB (La) 20-40%
Anti-CCP 7-19%

Anti — centromere 4-13%
Anti — M3R 62-90%

Anti — a fodrin 1-50%
Anti CA-6 ?7?

Anti —SP1 ??

Anti PSP?7?

Sjogren International Clinical
Collaborative Alliance (9 sites)

2UANAOYI KAIVIKWYV TTANpo@opiwy &
BlodelyudTwyv

Mapoxn TTopwyv yia Epeuva

ECENEN VEWV KpITNPiWV

Sjo — kit or Early Sjégren profile,
commercially available




ACR - SICCA kpitnpla tagivounonc 2012

OpoAoyika: SSAN SSB (+) A Rf (+) /
ANA> 1:320

loToAovyikd: Biowia pe Focus score > V4
mm?2

=NPA KEPATOEITTEPUKITIC: Ocular
staining score >3 (£vav o@BaAuo)

AcBeveic e BETIKA avTiIowpaTa gixav
12x auyxvoTepa BeTIKR Browia (95% CI //
9,3 -15,5)

AuTOI JE BETIKEC Blowieg 4x auyvoTepa
ocular staining score (95% CI // 3,1-5,3)

AuToi pe BeTikd OSC 4,8x aouyvoTepa
avTiowuata (95% CI // 3,6-6,4)

» [lAgovekTRUATO

>

>
>
>

» MelovekTRuaTa

ATTAG
90-95% euaioBnoia & 10IKOTATA
Baolopyévo O€ QVTIKEIMEVIKA TEOT

KaAUTepn eKTiUNON TS OQOAANIKAC
ETTIPAVEIQG

>
>

2.€ MeYAAo BaBuo e€apTtnon atrod Bloyia

Ei1dIkEC xpwoelg opBaApoU povo o€
KEVTPQ

Shiboski S et al, Arthritis Care Res, 2012



vV v v Vv

AlayvwaoTIKA XpnoiyoTnta anti — SSB??

3514 CUUMPETEXOVTEG
3297 dedopuéva (9/2013)

Mpoooxn otnv gpunveia anti-SSB o€ acBevr) e mOavo Sjogren

EmmrpdoBeTa oToixEia, OTTwG Biowia xeiloug avaykaia

Baer A et al. Ann Rheum Dis, 2015



[ToAUKAWVIKN evepyoTToinon B-AEP@OKUTTAPWY
Afpowua

RTX??

» 5% aobevwyv pe NHL evtog 10eTiag Kpuoo@aipivaiuikn ayyeliTic

2UXVOTEPQ O€ O1EAOYOVOUC adEVEG //
MALT 3 Marginal Zone B cell
lymphoma

AyyEliTIg

‘EvTovn 010yKwon TTapwTidwyv
» 23-33% BvnoiudtnTa PAeypovwong apbpitic
[lveupovikr vooog

vV v v v v Vv

[MepipepIkr veupoTtabela, I0IKA
NOVOVEUPITIC

Carsons S et al. Arthritis Care Res, 2016.



KATEYOYNTHPIEZ OAHINEZ
OAONTIATPQN - OPOAAMIATPQN

» ToTTknA xprion @Bopiolxwyv +  Mnyaviopog gnpo@lalpiag: Meiwpevn
OKEUAOUATWY TTapaywyn (avetrapkeia dakpUwv) i augnuévn
eCaépwaon (duoAcitoupyia adévwy Tou
» AlgAUpata TTIMETAAAWONG Meibom)???

» Ta&ng 1: Texvnra dakpua, gel

I DG JETREL AU » Ta&ng 2: AvtipAeypovwdelg otaydveg, Q-3
NITTapd, ekkpiTaywya // aliBpopukivn,
EPUBPOMUKIVN

» Ta&ng 3: AutdAoya ddakpua, QAKoi ETTAPNC,
KauTnpiaon dakpuikou TTOpouU

» Ta&ng 4: Xeipoupyikn eTEPPaon

Foulks G et al. Ocular Surface, 2015
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Take home messages

Biowia xeiloucg // avTicwuarta avaykaia yia didyvwon

2 NMAVTIKA TA AVTIKEIMEVIKA EUPAMATA.

DMARDS — PLQ yIO JUOOKEAETIKO TTOVO.

Kotrwon ouxvr, aoknon n Auon.

RTX og aoBeveic ue BapuTtepn, TTOAUCGUOTAUATIKI VOOO.
PBopioudc 006VTWY o€ GAoUC.

Aigpeuvnon pnxaviopou ¢nEo@BaApiag yia KaAUTEPN AVTIMETWTTION.
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