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« Avaykn yia Bepatreia ouvtnpnong META TNV ETTITEUEN TNG UPEONGC
« TpExouoecg Bepatreiec ouvtpnong (AZA, MTX, MMF)

o E€aAeipn B Aepygpokuttdpwy oTn Bepartreia ouvTrpnong

« AlGpkela Beparreiag

* [1poTeivopevog alyoplBuocg yia Tn Bepatreia ouvtipnong



ANCA oXeTICOMEVEG AYYEITIOEG

GPA, MPA, EGPA

65-75 TV

EmBapupévn Tpoyvwon oe:

- VEQPIKNA TTPOCBOAN
- 1 nAIKia

21N YEVIKEUNEVN VOOO:
-Bepartreia eTTaywyns/e@odou
-Bepartreia ouvtripnong

Classification of
Vasculitis

Chapel Hill Consensus Criteria
Momenclature update 2012

Immune Complex Small Vessel Vasculitis
Cryoglobulinemic Vasculitis
IgA Vasculitis (Henoch-5chénlein)
Hypocomplementemic Urticarial Vasculitis
(Anti-C1g Vasculitis)

Medium Vessel Vasculitis

Polyarteritis Nodosa l Anti-GBM Disease ]
Kawasaki Disease

1
AMNCA-Associated Small Vessel Vasculitis
Microscopic Polyangiitis
] Granuwlomatosis with Polyangiitis
'|' (Wegener's)
Eosinophilic Granulomatosis with Polyangiitis
(Churg-Strouss)

Large Vessel Vasculitis
Takayasu Arteritis
Giant Cell Arteritis




O¢

Guidelines

BSRI@©

The British Society for Rheumatology

BSR and BHPR guideline for the management of
adults with ANCA-associated vasculitis

Eleana Ntatsaki'?, David Carruthers®, Kuntal Chakravarty*, David D’Cruz®,
Lorraine Harper®, David Jayne’, Raashid Lugmani®, John Mills®,
Janice Mooney'?, Michael Venning'! and Richard A. Watts'>', on behalf of the
BSR and BHPR Standards, Guidelines and Audit Working Group

doi:10.1083/heumatology/ketdd5

BHPR

British Health Professionals
in Rheumatology

Diagnosis of AAV

Induction of Remission

paTtreia eqodou oTigc AAV

“Yopeon >80% pe
Disease assessment ™n Bameaia

£@Odou

No organ threatening Vital organ/life threatening

involvement Creat>500umol/L
Consider Disease control
add PLEX
MTX/MMF “on drug” remission

Ntatsaki et al. Rheumatology (Oxford). 2014 Apr 11.



YTTOTPOTTEC META TNV BepaTTeia
gQOOoU

2UXVEG (~40% oTa 5 £€1n) akOPNn Kal JETA TTARPN UPEON

[MapayovTeC KIVOUVOU:
- PR3 (+) GPA
- TpooBoAn mveuuova
- mpooBoAn ENT
- TpooBoAN kapdiayysiakou

XapnASTEPOG KivOUVOG ETTi VEQPIKAG TTPOTBOANG
T utroTpoTTWV —> 1 VDI



Eival ikava Ta YAuKokopTikoeidn (GC)
Vo EAEYEOUV TIC UTTOTPOTTEG;

RTX=23, CYC/AZA=21

Mn coBapég UTTOTPOTTES

(véa TpooBoAn opydvou, BVAS/WG < 3, 6x1 peiCwy TpoofBoAf Baoel BVAS/WG)

17 un ooBapn
UTTOTPOTTN
(n=44)

1 GC

/ (Mean=17.5 mg/d)

.

“Yopeon
80%

N

Alatripnon

upeong
37%

2" un oofapn
n/Kal pegidwv

UTTOTPOTTH)
20%

2" un ocofapn f/kai
MEICWV UTTOTPOTTN
63%

-

Miloslavsky, Arthr Rheumatol 2015



O¢patreia ocuvrnpnong — AZA vs CYC

* NeodlayvwoBévTec aoBeveic

« [evikeupévn vooog kai Cr < 5.7 mg/dl

« CYC vs. AZA petd 1 Bepartreia eraywyns/epodou (CYC pos)

23 mo Tx pe
CYC pos + GC
(N=155)
v
Yoeon
(N=144)
/\
AZA CYC
(N=71) (N=73)
YTtoTtpotrég (18 YTtrotpoTtrég (18
mo) mo)
(15%) (14%)

Jayne, N Engl J Med 2003

Proportion Surviving without Relapse

1.04

0.9+

0.8+

0.74

0.6+

0.0

- -, Cyclophosphamide group

S |

Azathioprine group

p=0.65

9 12 15 18
Months after Study Entry




O¢partreia ouvripnong — AZA vs MTX

o AZA (2mg/kg/d) VS. MTX (0.3mg/kg/w, up B Timeto First Relapse

to 25mg/w)

* KaTtaAnKTIKG onueia:

AE kai d1aKOTTH papuAKOU 1
Bavaro, SAE, uttoTpOoTTéC

TX ue
CYC iv+GC
(N=159)
y
Yopeon
(N=126)
/\
AZA MTX
(N=63) (N=63)

\ 4 \ 4

YTroTrpoTrr (24 YTroTrpoTr] (24 mo)
mo) 61%

70%

Relapse-free Survival (%)

100+
90

=_ Methotrexate

Azathioprine

p=0.78

T T T T 1
12 18 24 30 36

Months since Randomization

A Time to Adverse Event Leading to Study-Drug Discontinuation or Death

Survival without Primary

End Point (%)

80
70-
60
50-
40
30-
20
10-

100,
90—-\“".—‘-

Azathioprine 11%

Methotrexate

19%

P=0.29

0
0

Pagnoux, N Engl J Med 2008

T T T T 1
6 12 18 24 30 36

Months since Randomization



O¢patreia cuvtRpnong — AZA vs MMF

 AZA (2 mg/kg/d) vs MMF (2000 mg/a),
OTadIOKN JEiwon Kal Twv dUO

First relapse

, 1.0
META TOUG 12 MO
HR, 1.69 (95% CI, 1.06-2.70); P=.03
o KataAnkTikd onueia: didotnua 7
8)\8098‘)0 UTI-OTpOTrr’]g’ AES’ VDI % 0.50- Mycophenolate mofetil
[% _______ e
0.254 § -‘_;\_z::lthioprine
"Yopeon peta 5 1 2 g H
CYC +GC Time, y
(N=156) First major relapse
/\ 1.0+
AZA MMF |
(N=80) (N=76) - HR, 2.14 (95% CI, 0.99-4.64); P=.054
YTTOTpOTTéG YTTOTPOTTEC g 0%
( 37%) (55%) B 0254 Mycophenolate mofetil
_____________ i==="Azathioprine
0 : 2 3 4
Time, y

Hiemstra, JAMA 2010



2UUTTEPACHATA ATTO TIG MN-BIOAOYIKEG
BepaTreieg

H AZA Bepatreia ekAoyng yia Tn ouvtipnon oTic ANCA
QAYYENTIOEC

H MTX mrapouaciddel Trapopolo TTpo@iA aoc@AaAsiag Kal
ATTOTEAECHATIKOTNTOG UE TNV AZA

To MMF voTtepei Tng AZA w¢ Bepartreia ouvtipnong

OAecg o1 BepatreuTIKEC ETTINOYEC £XOUV UWNAR TTIBavoTnTa
UTTOTPOTTWYV (TOCO0 “on drug” aAAa Kupiwg “off drug”)

AvVAyKn VIO TTI0O OTTOTEAECOUATIKES
Bepartreieg ocuvTnpnong




[MepiTTTWON 000BEVOUC

Avopag 70 eTwyv

1998: MNMupeTdc, Brixacg, duotrvola, pANCA (+)
Bx: GPA — ivCYCx3 + GC

2006: in situ Ca oupoddxou KUOTNG

2008: NoAAaTTAEG 0lwdEIG OKIAOEIG —
MMF + pulse/pos GC

2010: Aontrtn VEKpWON 10XIWV AuPW

2010/2012/2014: YtrotpoTtrég X 3 (TTveUuova) —
Tpotrotroinon d66ong GC/MMF

Xpovieg BAaBeg (VDI=2), utroTpotmialovca vooog
utré csDMARDs



EcaAsipyn B Aepy@OKUTTAPWYV ME TO
rituximab

« Xelyepiko IgG1 avriowpua Evavti Tou

CD20 (pan-B-cell marker) RCorperer seios] @

cytotoxicity

* OEPATTEUTIKEG EVOEICEIC:
- B-NHL
- B-CLL
- Peuparocidng apBpitida

- ANCA oxeTI{OuEVEC QYYEITIOEC
(induction of remission)

B FcyR/CR-mediated opsonic
phagocytosis or ADCC

Taylor RP, Lindorfer MA. Nat Clin Pract Rheumatol 3: 86—-95



1" d6on RTX: Aidpkeia upeong

A Time to First Relapse after Complete Remission, .
According to Treatment A: RTX at relapse
B: RTX 1g gémo

1.0
2
3
s 08 a2 1.00
S e
£ og m 0 8—
Fe 05 R
58 Qo
£ E — —
f & 0.4 o E 0.6
& P=0.76 [ g
E?;u —8— CYC-AZA (N=70) g = 0.4—
€ %27 -o@.rRTX (N-76) o $
* Q= 0.27

0.0 . . . . ™~

0 100 200 300 400 o 0 0—

Days from Complete Remission to Relapse

Complete
remission

A vs B, p<0.001

CYC— AZA 53% 39% 33% 2012
*criterion for noninferiority met, not for superiority

Smith, Arthr Rheumatol

Specks, N Engl J Med 2013



‘Exe1 B€on o ocuvOuaouog
Miag apXikng 66ong RTX ka1 csDMARD;

z AvodpoMIKA MEAETN
YTTOTPOTTEG 8o
Ytrotpotmrialouca AAV

= G W—
2 i : Tty :359%,
2 | B s
> ] : f.. RTX+ 2 agent *
" | l -+ HR=0.53(CI 0.29-0.97)
izl = - : | 61% ~» Xwpig dlagopég OTIg

RTX
g -
6 é ‘IIE 113 2I4

* AZA: n=29, MTX: n=11, MMF: n=7

Hoffman GS et al, Arthritis Rheumatol. 2014



OepATTEUTIKEG ETTIAOYEC VIO Th BepaTreia
ouvTAPNONG

META THN APXIKH YOEZH
(CYC/RTX)

csDMARD ?

ETri £Eapong KaBe 6 pnveg

vOoou



Rituximab versus Azathioprine for Maintenance in
ANCA-Associated Vasculitis (MAINRITSAN)

Néa diayvwaon f uttotpoti GPA/MPA/renal limited AAV (ANCA+: 95%)
[MAApNG Upeon peta CYC IV + GC

RTX (500 mg iv D0/D14/6mo/12mor18mo) VS. AZA (2mglkg/d pos tapered)

[Mpedvidovn ~5 mg/d €wg Toug 18 mo

KaTtaAnKTIKO onueio: Peiwy uttoTpoTT) oToug 28 Mo

R l l l

arm

azaarm [ s

(mg/kg/d)

0 6 12 18 22 28
Guillevin, N Engl J Med 2014 Months since randomization



Rituximab versus Azathioprine for Maintenance in
ANCA-Associated Vasculitis (MAINRITSAN)

-E-_
54113 55113

Female Sex (N,%) 30 (52) 20 (35) 50 (43)

GPA (N,%) 40 (69) 47 (82) 87 (76)

Disease status (N,%)

Newly diagnosed 47 (81) 45 (79) 92 (80)

Organ involvement (N, %) __ p=NS

Lung 38 (66) 33 (58) 71 (62)

Alveolar hemorrhage 11 (19) 9 (16) 20 (18)

Renal 41 (71) 40 (70) 81 (70)

GFR (ml/min/1.73m?)

Disease flare 53.8+35.4 72.0+46.7 62.9%42.3

Inclusion 59.4+29.7 68.3+29.3 63.9+29.7

Induction treatment

CYC dose 6901+2395 729112290 7095+2341

Daily Pred dose at 16.316.6 18.917.7 17.617.3 ]

remission

Guillevin, N Engl J Med 2014



Rituximab versus Azathioprine for Maintenance in
ANCA-Associated Vasculitis (MAINRITSAN)

100

'Y(pEOT] |J£Td 90+ o Bttt et Rituximab
CYC +GC -
(N=1 1 5) gg 707 Azathiopern-e
/\ = 2 60
§3 o
AZA RTX 55 4l . .
(N=58) (N=57) 23 ;‘Z Meiloveg UTTOTPOTTEG
8 2
10 HR=6.61, P = 0.002
Meicwv Mel’cwv 0 I I I I I I T I T I T T T 1
- O/ , 50/ 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
R U1TOTpO1Tr], 29 0 UTl'OTpO'ITn, 0 ~ Months since Randomization
EAGoowv EAGoowv 100+
utToTpPOTIN, 16% utroTpoTr, 1% 90 Teeel Rituximab
§E 50 e )
E" qg_ 5 I T
>oBapr >oBapr ) & e -
Aoipwén, 14% Aoipwén, 19% ££ Azathioprine
£: °]  ZuvoMKEG UTTOTPOTTEG
5=
Xwpi¢ oNUAVTIKES BIOPOPEC/UEIVTEIC OTNV &5 7
104 — —
oNikr Ig, 19G, iy IgM o IHR—3.53, P=0.01

T T T 1 T T T 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

3/3 acBeveic utd RTX pe peiova uttoTpoTr)
gixav eCAAeIYPn TwWV B Aep@okuTTapwv

Months since Randomization

Guillevin, N Engl J Med 2014



MepiTTTwon acBevoucg - Follow up

Pre RTX

6 mo post
RTX




Alapkela BepaTreiag ouvTnPNoONG

© = 2 TN META TNV ETTITEUEN UPEONG

« ETékTaon TNG Bepartreiag ouvripnong ota
5 €T OTOUG QOOEVEIC JE:

- GPA
- PR3 (+)

Duration of maintenance therapy

Recommendation

Patients should continue maintenance therapy for at least
24 months following successful disease remission (1b/B).
Final consensus 100%.

Patients with GPA or patients who remain PR3-ANCA
positive should continue immunosuppression for up to 5
years (3/C). Final consensus 100%.

Ntatsaki et al. Rheumatology (Oxford). 2014 Apr 11



H epTtreipia ye 1o rituximab w¢ BepaTtreia
ouvtnpnong oTic ANCA ayyeiTiOeg

Movada KAivikni¢ AvoaoAoyiag-PeuuaroAoyiag kai
NeppoAoyiko Tunua I'NA Itrrrokpareio

N=18 (n=17 pe follow-up >6 mo)

Yoeon: 78% (14/18)

N=9 (53%) ocuoTnuaTiki (q 6mMo)

xopnynon

Kapia diakotr) Aoyw AEs

Xwpig onuavTiKEG HETABOAEG TNG

IgG, 6 kal 12 mo petd TV 1" €yxuon

6 UTTOTPOTTEC 0€ 5 aoBeveig (36%)

(1 major — 5 minor)

On demand
4/6 (67%)

2000
1800
1600
1400
1200
1000
800
600
400
200

2UCTNMATIKA XopRynon

1/8 (11%)
l

p=0,09

IgG levels (mg/dl)

BL

1019 vs. 707 mg/dl (p=0,18)

12 mo

1019 vs. 868 mg/dl (p=0,74)

Thomas K et al
EULAR 2015



[MpoTeivoueveg BepaTtreiec ouvTRPNONG
via acBeveic ue AAV

OEPAIIEIA XYNTHPHXHX
1n emioyn
AloBgrompivn pos 2 mg/kg/muépa
21 emoy)
MeOotpelatn POS M SC 15-25 mg/eBoopada
Mycophenolate mofetil* pos 2 gm/mMuépa
Rituximab* v 500-1000 mg xabe 6 punvec

*X0pnNynon EKTOC Emionuns Evoeiéns

Thomas K, Tsalapaki C, Koutsianas C, Vassilopoulos D. Mediterranean Journal of Rheumatology (in press)



EpwTAMOTA - ZUNTTEPAC AT

To RTX @aiveral va gival TOUAGYIOTOV 6000 aTToTEAEOUATIKO PE TNV AZA yia Tn
d10TAPNON TNG UPEDNG

H didpkeia TG ouvTpnong JE OTToIodNTTOTE OXAMA TTIBavOov va €apTartal aTro Ta
XOPOKTNPIOTIKA TG VOooou (GPA, PR3)

RTX cuotnuaTtikd 4 RTX petd tnv amokardaoctaon Twv CD20; (MAINRITSAN 2)

Abon (2 vs. 1vs. 0.5 gr), ouxvoTnTa Xoprynong (6 vs. 4 mo), OIAPKEIQ Xoprnynong
(RITAZAREM)

Ta dedopéva aopdAleiag Tou RTX kaBnouxaoTikd, aAAd atraiteital long-term FU yia
UTTOYyauhac@aipivaipia, late onset AeukoTrevia, KOIVEG KAl EUKAIPIAKES AOIMWEEIC

Néa oxnuara yia diarripnon tnS UPeong;
- BREVAS (belimumab)



