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Kapia cuykpouon cupgepoviwy



2tepoedn kau LVVs ( GCA/TA):
Oeparmeio EKAOYNC

» 1950(Schick et al): 2 neputtwoelc acbevwv pe GCA mou
anavtnoayv ota GCs

» 1957( Birkhead et al, Mayo Clinic): 55 neputtwoesilc GCA
eniPeBatwpevec pe Bowia, Beparmneio pe GCs




2tepoedn kau LVVs ( GCA/TA):
Oeparmeio EKAOYNC

EULAR recommendations for the management of BSR[@ BHPR
large vessel vasculitis

The British Society for Rheumatology in Rheumatology

BSR and BHPR Guidelines for the management of
giant cell arteritis

Table 5 The seven recommendations for the management of large vessel vasculitis with the level of
evidence for each statement and the median strength of recommendation as per EULAR operating procedures

Statement Level of evidence Median final vote

We recommend a thorough clinical and imaging assessment of the arterial tree whena 3 c Manaaement of GCA

diagnosis of Takayasu arteritis is suspected

A temporal artery biopsy should be performed whenever a diagnosis of giant cell 3 C (4a) We recommend the immediate initiation of

arteritis is suspected, but this should not delay the treatment; a contralateral biopsy is high-dose glucocorticosteroid treatment after clini-
’A—"m foutinely indicated cal suspicion of GCA is raised [11]. (Level of evi-

We recommend early initiation [_)f_ high-dose glucocorticoid therapy for induction of 3 C dence 3, strength of recommendation C.)

remission in large vessel vasculitis ’

We recommend that an immunosuppressive agent should be considered for use inlarge 1A for GCA B for GCA

vessel vasculitis as adjunctive therapy

3 for TAK C for TAK

Monitoring of therapy for large vessel vasculitis should be clinical and supported by 3 C

measurement of inflammatory markers

We recommend the use of low-dose aspirin in all patients with giant cell arteritis 3 C

Reconstructive surgery for Takayasu arteritis should be performed in the quiescent 3 c

phase of disease and should be undertaken at expert centres

EULAR, European League Against Rheumatism; GCA, giant cell arteritis; TAK, Takayasu arteritis.

ARD, 2009 Rheumatology, 2010



2TEPOELON oTic LLVs
Issues:

» Anoucia vPnAnc mototntac pHeAeTwy ywa tnv “optimal”

doon, tpono xopnynoneg, oxnua tapering

» OxL kaAa kaBoplopévo “ Standard of care” ywa tTn xprion

ToucC ot LVVs

Buttgereit et al. Rheumatology, 2018



2TEPOELON oTic LLVs
Issues:

» YPnAo mocooto UNOTPOMWV VOoOU
v 41 - 47% o€ OsIPEC KoL LEAETEC mapatripnong aoOsvwv pe GCA

v' 50% aoBsvwv pe TA umo povobepareio pe GCs

> GIiACTA:

v' 33,3% twv aocBevwv rtou EhaBav GCs yia 52 eBSopadec mMETuye

“sustained remission”

» Makpoxpovia xprion otepostdwv o€ VPnAEg Sooeig!!!

Martinez-Lado et al. Baltimore ( Medicine), 2011
Proven et al. Arthritis Rheum, 2003

Stone et al. NEJM, 2017

Buttgereit et al. Rheumatology , 2018

Hoffman et al. Arthritis Rheum, 1994



2teEPOELdN otic LLVs
Issues:

> Mapevépyelec amo tn xprion GCs epdavioe 1o 86% twv 0oBevwv o peétn

napatnpnong 120 atopwv pe GCA Proven et al. Arthritis Rheum, 2003

|:] Therapeutic effects
|:| Adverse effects

{ Pain
Anti-inflammatory effect and | Swelling

Anti-allergic Immunosuppression | Stiffness
| Physical disability

{Endothelial
dysfunction
Effect on cells, tissue and organs M
DMARD — clinical effects . -
effect in RA Vossals Permeability

| joint damage
Glucocorticoid

eatine i Cardiovascular i
! system tCardiovascular
Infections risk
Muscle
Eyes
Bone Skin
th CNS 8 .
iveaty HPA-axis Metabolism Cataract
= Stomach [ Glaucoma
Osteonecrosis - : s 5 Hirsutism
Osteoporosis Neuro- g Weight gain/obesity Skin thinning
P Fluid retention/edema
psychiatric _
symptoms 'Cushing syndrome Gastric ulcer
HPA Impaired g}ucosg metabolism (if concomitant
insufficiency Insulin resistance NSAIDs)

B-cell dysfunction

Hoes, 1. N. et al. Nat. Rev. Rheumatol. 6, 693-702 (2010)



YuvOetika DMARDs :
MTX

» GCA: MetavdaAuon 3 RCTs:

v' (7,5 - 15mg): peiwon Tou piokou 1S urtotporrg Katd 35% Ko TG 2N
kota 51% )

v Meiwon tg abpototikic §6ong GCs xwpic wotdoo eAdTTwon
TLOLPEVEPYELWV

v’ Late effect ( 24-36 eBSopadec)

v' Aev €xouv peletnOsi emapkwe dooelg 20-25 mg/week

» OEPAMEVTIKA €MLAoyN OE:

v Yrnotponia{ovca voGo

v YYnAou kivdUvou aoBeveic yia GC related SE

Mahr et al. Arthritis Rheum, 2006
Muratore et al. Exp Rev of Clin Immun, 2016



YuvOetika DMARDs :
MTX

> TA:
v Neploplopéva dSedopéva (open label + case series)

v’ Zg 16 pts MTX+ GCs:
* 81% Udeon
* 50% xwpic unotponn oc 18 LAVEC

Hoffman et al. Arthritis &Rheum, 1994



YuvOetika DMARDs

> AZA:
v GCA:

* [eploplopeva dedopeva
e «Apyo KoL PN evtuniwolako» efficacy

v TA: (open study, 15 pts, 12 month follow up):
* KAwikn Udeon
e Xwplic veec BAABec otnv ayyeloypadia otoug 12 pAVEC

De Silva et al. ARD, 1984
Valsakumar et al. J.Rheum, 2003



YuvOetika DMARDSs:

> LEF

v" GCA: 2 retrospective case series
(total n=46)
» Efficacy oe GC avOektikn
vOGO
v TA:

e 12/15 pts kKAWLKO 0OpeAOC Kal
XwpLic ayyeloypadikn mpoodo

TABLE 1 Ongoing and planned randomized controlled trials in Takayasu arteritis and giant cell arteritis

Clinical trial number/phase  Details of the trial

Takayasu arteritis

v GCA:

» MMF

GC sparing effect ( case

series)

v TA: GC sparing anoté\eopa o€ 2

open |

abel peAétec, Ywplg

QTIELKOVLON YLaL VEEC BAABEC
ayyeloypadika oto follow up

Expected date of
completion/completed
and status of results/status

NCT03096275/phase 3 Committed TA—Comparison of MMF + Methotrexate +
CS vs CYC/AZA + C5 in active TA

December 2018

NCT02981979 TACTIC—Leflunomide vs placebo (both in combination
with prednisolone) for remission induction in TA

December 2019

Adizie et al. J Clin Pract, 2012
Diamantopoulos et al. Biomed Res Int, 2013
De Souza et al. Scand. J. Rheum, 2012



BioAoyika DMARDs:
TNF —inhibitors
GCA

v’ Xpron

s TNF-o really involved in giant cell arteritis v" INF (newly diagnosed, n=28),
pathogenesis? v’ ADA (newly diagnosed,
n=34),

P=06816 B
Atoy __peoms B 0, —rmooe  C Sy v" ETN (long standing, n=8):
—l 8 : ‘ “a‘ su 1 -E. - 2 13 su _:i:- _ﬁ_ _é o L]
g, 23| _t_ Lowe |EY |07 v" No reduced GC use or toxicity
1 Q 1-" | | LT - i-ts ';.._ i
- T Lo
Jla] d L Qo] - - 53 £ 0 v . .
- - w |FE b £ Ineffective or at best marginal
213~ —+ " oo H 20
0 I-‘.-I uu:uu utn 0 r ‘ ' D I I I effe ct 1/
Healthy Untreated Treated Healthy Untreated Treated Healthy Untreated Treated
control GCA GCA control GCA GCA control GCA GCA

v" NOT recommended!!!

Samson et al. ARD, 2014
Koster et al. Current Opinion, 2016
Muratore et al. Exp Rev of Clin Immun, 2016



BioAoyika DMARDs:
TNF —inhibitors:
TA

REVIEW

€)% Recent advances in the medical management of
Takayasu arteritis: an update on use of
hiologic therapies

Alison Clifford and Gary S. Hoffman

v SUvon 120 pts pe avOektikn vooo ( 80% INF)

v' 80% amndvtnoov o€ TNF-i

g 80 - P<0.0001
v’ 40% tapering f dtakomr GCs 3

3
v’ 37% UTIOTPOTN : 1

2 204 —

« 50% avénon 86onc 1 switch biologic > ——
éei" %@f‘
o &



» BloAoywkd DMARDs

TNF —inhibitors
TA:

Efficacy of Biological-Targeted Treatments in Takayasu Arteritis

v' 35 pts pe avOektikn TA
v' 91% Ywplc urtotpor otnv 3tia

Multicenter, Retrospective Study of 49 Patients

v' ZUykplon pe TCZ: xwpic Stodopéc
O€ QTOTEAECHUATIKOTNTA-

’
o ETWITAOKEG
(vs 59% e cDMARDS) |
] — - -
- -‘_\—Ill
]
1
=1 1 (RN 1 oy ————————
& =
<
_ pvalue =0.81
2 - 2
(-3 =
z a
3
r_“ v
g @
z 3- s o
2 g4 e
] =
[ 2 ——  Anti-TNF
§ =] :,' ~ —  Tocilizumab
Q.
= —— DMARDS
e o == Biotherapy a
(=]
pvalue = 0.008 !
0 1 2 8 4 5
o
= i 3 Years
Patients at risk
0 4 6 & 10 Anti-TNFa 56 31 18 12 5 4
Tocili b
Patients at risk Years ocilizumab 14 6 1 1
DMARDS 73 13 8 3 2 1
Biotherapy 70 18 4 1

Menikian A et al. Circulation 2015



TNF-i kot veodtayvwoOeica TA???

v" Mol neploplopéva Sedopéva
v' 5 aoBeveic, open label parallel group

Table 2: Protocol treatment used in this study

Patients 1 2 3 4 5
Prednisone 50 mg/os for 1 month 50 mg/os for 1 month 50 mg/os for 1 month 50 mg/os for 1 month
20 mg/os for 1 month 20 mg/os for 1 month 20 mg/os for 1 month 20 mg/os for 1 month
10 mg/os for 5 months 10 mg/os for 5 months 10 mg/os for 3 months 10 mg/os for 3 months
ADA 40 mg sc/2 weeks for 40 mg sc/2 weeks for 40 mg sc/2
1 year 1 year weeks for 1 year
MTX 7.5 mg os/week for 1 year 7.5 mg os/week for 1 year 7.5 mg os/week for 1 year 7.5 mg os/week for 1 year
IFX 3 mg/kg/i.v. time 0, 2 3 mg/kg/i.v. time 0, 2
and 6 weeks and then and 6 weeks and then
every 8 weeks for 1 year every 8 weeks for 1 year

v 5/5 KAWVIKA KoL Epyaotnplaki Udeon

v' Evapén TNF-i mpwipa otnv nopeia tng vooou ???
v MovoOepaneia???

Serra et al. J. of Pharmacology and Pharmacotherapeutics, 2014



Meiwon kot anocupon TNF-i otnv TA???

v' EAaxlota Sedopévo o oslpéc pe INFLIXIMAB

v' AVETILTUX G N TPOOTIABELA AP AiwOoNC TWV HEGOSLAGTNHATWY XOPRYNONG

tou INF ( arto 6 o€ 8 eBdopadec)

v" OL UTIOTPOTIEC TIOAVA LUTIOLYOPEVOUV HaKPOXPOVLIa Bepareia

Novikov et al. Clin Rheumatol, 2013
Schmidt et al. Arthr Care Res, 2012



“Mechanism based” Oepamnevutikol oto)ol

I Dendritic cell activation I

T cell activation
Polarization into Th1 and Th17 cells

/(D86

oo

@ D’\ Naive CD4" T cell
,__VV./I‘

Antigen presenting cell
\ (activated dendritic cell)

¥
IFN-y
l Anti endothelin-1R
Recruitment of Monocytes PDGE  Endothelin-1

Diffentiation into macrophages
and giant cells

NO, MMP2, MMP9, VEGF i

¥ v
Proliferation and Neoangiogenesis
migration of VSMC

Anakinra v
Gevokizumab Destruction of the
l—m arterial wall
L

Tocilizumab
Sirukumab
Systemic
symptoms

|

Ischemic
symptoms

Samson et al. Eur J of Int Med, 2017



BloAoyLKOL TAPAYOVTEC:
TCZ

Dendritic
cell

TOCILIZUMAB

IL-17 IL-21  IL-22 IL-2  IFN-y

Koster et al. Curr Op, 2016




BLoAoyLKoL TapAyYOVTEC:

The NEW ENGLAND

JOURNAL of MEDICINE

JULY 27, 2017 VOL. 377 NO. 4 G

Trial of Tocilizumab in Giant-Cell Arteritis

Stone, K. Tuckwell, S. Dimonaco, M. Klearman, M. Aringer, D. Blockmans, E. Brouwer, M.C. Cid, B. Dasgupta
Rech, C. Salvarani, G. Schett, H. Schulze-Koops, R. Spiera, S.H. Unizony, and N. Collinson

v' 1lary endpoint: Moocootd Udeong
Xwpic GCs tnv €B6. 52

v' 2ary endpoint:
v' ABpoiotikf} 66on GCs Twv arms
v' XpOvog HEXPL TNV UNOTPOTTN
(time to 1t flare)

TCZ:
GCA
IACTA

Week 52 Week 156

1 )
SC placebo and 26-wk prednisone taper (n = 50) !
...................... > i
]
'
]
i
SC placebo and 52-wk prednisone taper (n = 51) H
)
»—‘ — !
)
Open-label TCZ 1
. i

Weekly TCZ 162 mg and 26-wk prednisone taper (n = 100) if flare
'
» ...................... >— !
'
)
'
i
i
Biweekly TCZ 162 mg and 26-wk prednisone taper (n = 49) $
]

...................... >»—

Stone et al. NEJM, 2017



Sustained Remission
Primary and Key Secondary Endpoints

1 100 ! p = .0002 !
= I P < ,0001 I
5
B 80 1 ' P < 0001 !
£ I P <.0001 1
60 1 56 53.1
£
£ 40 4
A
=
a 20 | 14 i
;.
E U = T T T 1
PBO + Prednisone PBO + Prednisone Weekly 5C Biweekly 5C
26 wk 52 wk Tocilizumab Tocilizumab
{n=50) (n=51) (n = 100) (n = 49)

Table 2. Main results of the GIACTA trial.

n Tocilizumahb Prednisone taper Remission at week 52 §Median cumulative
prednisone

Patients with =1 SAE

(a) 50 Placebo 26 weeks 14% 3296 mg 22%
(b) 51 Placebo 52 weeks 18% 3818 mg 25%
(c) 100 weekly 26 weeks 56% 1862 mg 15%
(d) 50 biweekly 26 weeks 53% 1862 mg 14%

Stone et al. NEJM, 2017
Leuchten et al. Immunotherapy, 2018



Time to 15t flare

T 100
o
o
L= 80+
< H-
E_' ef———
E 60
s
s
S 401
L
5 el
_E 20 Tocilizumab weekly (N=100)
E Tocilizumab every other week (N=49)
n s Placebo + 26-wk taper (N=50)
T s Placebo + 52-wk taper (N=51)
= 0 T I I T I I T I T I T I |
o 0 4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks
No. at Risk
Tocilizumab weekly 100 a3 88 a5 85 81 77 74 71 69 67 64 63 5
Tocilizumab every 49 47 45 40 40 39 35 32 30 30 29 26 24
other week
Placebo + 26-wk taper 50 44 40 36 34 29 23 19 18 16 14 13 13 3
Placebo + 52-wk taper 51 48 44 41 38 35 32 30 28 25 22 17 15 0

Stone et al. NEJM, 2017




‘Eykplon TCZ

DAPAPTHMAL

MEPIAHYH TN XAPAKTHPIETIKSN TOY [IPOIONTOE

RoActemra 162 mg S10Av|L0 Y10 EVEGT) GE TPOYEMGLEVT] GUPLY Y.

4. KAINIKEL ITAHPO®OPIEX

4.1 OegpumevTIKEg EVOEILELS

To RoActemra svosikvotal o T Beponsia ™S yryavtokuTtapiknc aptnpitiocs ([ KA ) os eviieg
acHEVELL,

4.2  Aocoirovio Kal TpOTOS YOGS

T 1vovTOKD TTUPIKT] P TNRITION

H UU‘;’IGI{DHE‘» 1 UGGU}LU Jlo givar 162 mg u*I::rf}mJlu... Lo popd v EBOOAOU GE GUVODUOLE fIE
Ummau] LLEIDON TN 500 1S TV Y Lumhopnknﬁmmx To RoActemra puopei vo ypnotioxoimbel g
LOVOBEPUITELD [IETO OO T1] O10KOTT TV YAUKOKOPTIKOEWWV. H [lovoBepaneia e Koaciemra og ba
MPEMEL VoL ypNoilomoteital vin 1 Bepuneio tov oleiov vrotporav (Pr. 4.4).




BLoAoyLKoL TaPAYOVTEC:

TCZ:
GCA

» Zg molouc aoBeveic?

v" Ynotponta{ovtec
v' AvOekTtikrf vooog og GCs + MTX

v" Noapevépyeleg and GCs

v" NeodiayvwoBévteg pe ouvvoonpotnteg ( OP, #, DM kAn)

Mariano et al. Card Rev J Pub, 2018
Milman, Ann of Int Med, 2017



EpwtApata mpoc anavinon:

v Evapén amno tn Stdyvwon pali v MovoOsepanseia???
HE OTEPOELSN? Z€ TtoLouG? v Néaco ypriyopo GC taper?
v Adpkela Oepaneiog : v Aoddlela/ cost effectiveness
taper/stop? HLETA TOV IPWTO XPOVO
v’ Effectiveness avaloya pe tnv v' Monitoring evepyotntag vocou
KAwikn tapovoiacn Katd tn Bepaneia
v' LV npocPBolr/isolated aortitis v PET?/MRA?

v" Visual loss
v Biomarkers?

Schirmer et al. Exp Rev of Clin Immun, 2018



BloAoyikoi mapayovtec:
TCZ:
TA

EXTENDED REPORT Ann Rheum Dis 2017:0:1-7. doi:10.1136/annrheumdis-2017-211878

Efficacy and safety of tocilizumab in patients

with refractory Takayasu arteritis: results from a
randomised, double-blind, placebo-controlled, phase
3 trial in Japan (the TAKT study)

Yoshikazu Nakaoka," Mitsuaki Isobe, Syuiji Takei,? Yoshiya Tanaka,* Tomonori Ishii,”
Shumpei Yokota,® Akira Nomura,” Seitaro Yoshida,” Norihiro Nishimoto®

1004 _[E HR, 0.41 (95.41% CI, 0.15-1.10})
. N p=0.0596 (log-rank test)
v'lary endpoint: Time to relapse ( AEN . Significance level, 0.0459
EMETELVXON) g
14 I I g_ ]
v' Mwkpo Seiypa 0.o0svwv;;; g 60
E 404
5
E 201
— Placebo %n=18)
— TCZ SC 162 mg/week (n=18)
o] + Censored

T T T T T T T T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56
ITT population Tocilizumab subcutaneous 162 mg/week (n=18) Placebo (n=18)

Protocol definition™®
Patients who relapsed, n (%) 8 (44.4) 11(61.1)



BloAoyikoi mapayovtec:
Abatacept

Dendritic
cell

IL-1B

IL-6 CD80/86 HLA
IL-21 CcD28 IL-18
IL-23 IL-12

HLA CD80/86
D
1 I |
TCR CD28
N ABATACEPT

27 1

IL-17 IL-21  IL-22 IL-2  IFN-y

Koster et al. Curr Op, 2016




BLoAoyLKoL TaPAYOVTEC:
Abatacept:
GCA

| Eligible patients with active giant cell arteritis

v TIOAUKEVTPLKH, TUXOLLOTIOLNLEVN,
SutAf tudAn perétn (N=49) pe
veodlayvwoBeioa n
uTtotpornia{ovoa vooo.

v lary endpoint: Awdpketa Udeonc
(relapse free survival)

|

Prednisone 40-60 mg / day with a standardized prednisone taper

+

Abatacept 10mg/kg by vein on days 1, 15, 29 and week 8

'

| Is patient in remission at week 12 visit 7 ‘

Yes

v ]

h 4

Y

Randomization

with double-blinded treatment assignment

Stop abatacept

/\.

Abatacept 10 mg/kg by vein every 28 days

+

Continued prednisone taper

Placebo by vein every 28 days
+

Continued prednisone taper

Langford et al. Arthr Rheum , 2017




BloAoyLkoi Mo pAlyoOVTEG:

Abatacept:
GCA

v 'Ybeon otoug 12 prvec: 48%

ABA vs 31% placebo ﬂ

(p=0.049) _
v Méon Bidpreta bdeone:  w
9,9 ufveq ABAvs3.9 placebo L FEF v s 1oz 3o o o g

(p=0.023) e

2 37
v AodopeTikd oxipa peiwong GCs and eular rj BSR guidelines (cOvoAo 28 €B5.) @ )
v'Bpadu tapering otic mpwteg 12 €BS, ypriyopo otig emMOpeVeC 16. Bias???

Langford et al. Arthr Rheum , 2017
Boysson et al. Arthr Rheum, 2017



BloAoyLkoi Mo pAlyoOVTEG:
Abatacept:
TA

v' Nopopolo oxedLlaopévn HEAETN,
TIOAUKEVTPLKN, SUTAN TUDANR,

Tuyatomotnpevn (n=26)

Percent Relapse-Free

v' Yéeon otoug 12 piveg: 22% ABA
vs 40% placebo (p=0.853)

0.2
p-value=0.853 (one-sided log-rank test)

S Number at Risk:
11 5 4

2
0.0 15 14 . 7 6 6 6 5 3

0 10 20 30 40

v'Conclusions—In patients with TAK the addition of abatacept to a treatment
regimen with prednisone did NOT reduce the risk of relapse.

Langford et al. Arthr Rheum , 2017



BloAoyLKOL TAPAYOVTEC:
Ustekinumab

Dendritic
cell

IL-1B /
CD80/86

IL-6 HLA
@D
1L-21 TCR * 'CD28 CD28
— = P

USTEKINUMAB

’ IL-12 |—|

USTEKINUMAB

£ N\

Th17

LT
IL-17 IL-21 |L-22 IL-2 IFN-y

Koster et al. Curr Op, 2016




BloAoyLKoL Mo pAlYyOVTEG:
Ustekinumab
GCA:

Ustekinumab for Refractory Giant Cell Arteritis: A
Prospective 52-week TrialUstekinumab in Giant Cell

Arteritis™
To appear in: Seminars in Arthritis and Rheumatism
v" Mpoortik open label peAétn 25 v' lary endpoint: cUykplon péonG
aoBsvwyv pe avOesktiky GCA doon¢ GCs ntptv tn xopnynon UST
( GCs, MTX, AZA, LEF, ADA, ko oG 52 £pB5.
Gevokizumab) v’ 2ary outcomes:
v 90 mg UST( €B8. 0,4 ko K&Oe 12) v" KAwikn unotponi

v’ DAeikteg pAeypoviic
v" Ektipnon BAawv pe CT
ayyeloypadia

Conway et al. 2018



BloAoyLkoi Mo pAlyoOVTEG:

Ustekinumab
GCA:

Pre-
Outcome 24 weeks
ustekinumab

Prednisolone dose, mg
T 15(5,20) 7(35.9.5)

median (IQR)

ESR, mm/hr, median (IQr) 29 (11.43) 19 (10, 30)

CRP mg/L, median (IQR)  129(5:3.42) g4 135

Stopped glucocorticoids, n
) 3(12)
(%)

Stopped other
10 (59)
immunosuppressant, n (%)

P value

<0.001

0.092

0.011

5(2.5, 5)

17 (9.5, 26.5)

6 (2.6, 12.5)

6 (24)

13 (76)

Conway et al. 2018



BloAoyLkoi Mo pAlyoOVTEG:
Ustekinumab
GCA:
v' Kavévocg Sev urnotporniaoe otic 52 eBdopddec umd UST
v' Kavévoc véec BAaBec otn CT ayyeloypadia
v' 8/10 BeAtiwon twv BAaBwv ( Ttaxo¢ ToLXWwHATOC)
v' 4/8 m\npnc e€alewdn

v' Xwpic un anpoopeva AEs

Conclusions

Ustekinumab may be effective for the treatment of GCA and warrants further

assessment in a randomized controlled trial.

Conway et al. 2018



BloAoyLkoi Mo pAlyoOVTEG:

Ustekinumab
A
TA: a1 —
v' Motk HEAETN 3 aoBevVWVY e £ Q
& ,] § B N5
avOekTikn TA - lg li- = —
Pt1 Pt2 Pt3
v' 45 mg UST pépa 0, 28. —
v' Behtiwon Ay, SEIKTWV OTOUC ERER— -
P .5 = s
3 MAVEC, XwpPLc BeAtiwon oTLC ) — ==
BA&BEC oTnV MRI.
B
VAS in Pt3
Symptoms Before After
1 1 ’ Headache 2 1.6%2
/ Xal“lnAn 600n KO Ivu-Kpr] Neck pain 2.6 4.1+3.8
7 1 General fatigue 6.2 1.4+1.6
SLQQKELG avwvnq‘??? Muscle pai[n 0.5 [+1

> 1 case report pe resolution twv BAapfwv otnv aoptn pe 90mg UST

Terao et al. Scand. J. Med, 2015
Yachoui et al. Scand J Med, 2017



BloAoyLkoi Mo pAlyoOVTEG:
Rituximab
GCA:

v' Mdvo 2 case reports pe ertuyr] ékBaon

v' AyvwoTto av gival peilwv o maboyeveTikoc poloc twv B cells otnv GCA
v" Mo eAkuoTtikoi BloAoyikoi apayovtec (TCZ, UST, ABA) yia tn vooo

Table 2. Biologic and small molecule therapies in giant cell arteritis

Class Agents Highest level of evidence Result Active studies [51]
TNF-« inhibitor Adalimumab  RCT, n=70 [52] No benefit over placebo None

Infliximab RCT, n=44 [53] No benefit over placebo None
I-6 inhibitor Tocilizumab RCT, n=251 [2""] Higher rates of sustained remission Observational
CTLA4 inhibitor Abatacept RCT, n=41 [45"] Lower relapse rate None
IL12/23 inhibitor Ustekinumab ~ Case series [46] lower prednisone dose Observational

Rituximab Case report [54 Remission

otacitini Ani i infi i None
Baricitinib None N/A Observational

Samson et al, Eur J of Internal Medicine,2018
Sammel et al, Curr Op, 2018

Mayrbauerl et al. Clin Rheum, 2007

Bhatia et al. ARD 2005



BloAoyikoi Mo pAlyoVTEG:

Rituximab
TA:

v' 9 case reports, 8/9 apyxikr) anokplon, eAAtEC follow up
v' 1 retrospective peAETN HE 7 MEPUTTWOELC

20F 2 MTX

32/F 0 None

21F 1 MMF

BO/M 22 MTX, MMF,
ADA, IFX

19F & MTX, AZA,
TCZ, IFX,
ADA

22/F 1 AZA, MTX

54F 3 MTX, AZA

TCZ

38/6.2

49/4.6

12027

66/2.0

98/11.5

MD/4.4

MD/A.1

10

15

MTX 20 mg/
weekly

None

MMF 2g/day

MMF 2 g/day

None

None

None

Imaging
(CTA/MRA)

& months
after
last RTX

68/4.7 No disease
progression
61/3.4 Disease
progression
16/2.8 Disease
progression
18/0.5 Mo disease
progression
78/4.0 Disease
progression
MD/0.3 No disease
progression
Mo disease
progression

MD/0.2

Positive Posttive Active disease

Positive Posttive Disease
progression

Positive Posttive Disease
progression

Negative Remission

Positive Posttive Disease
progression

ND Negative Remission

ND Megative Remission

18.75

10

Stop RTX, start
ADA

Stop RTX, start
PDN +TCZ

Stop RTX, start

Stop RTX, start
MMF

Mo changes

PDN tapering
Mo changes

12

12

12

24

v" MBavn Bsparmevutikn enthoyn os avOektikr) TA o€ cDMARDs kot bDMARDs kot
OxL WG 1° BLoAoykoc???
v NMAacpoPrdactec??? POAoC w¢ “ disease activity biomarkers” otnv entloyn
KataAAnAwv untoPnodiwv yio RTX???

Pazzola et al. Rheumatology, 2017



BloAoyLkoi Mo pAlyoOVTEG:

» Anakinra:

v' 3 neputtwoelc ovOektikng GCA

v Phase Il peAétn os €€ENEN ( NCT02902731)
v Xwpic BBAoypadkéc avadopec yia TA

» Gevokizumab (recombinant humanized IL1-B antibody)

v 3e e€EMEN neAETn yiat GCA (European Clinical Trials Database
identifier 2013—-002778-38)

v’ Xwpic BBAoypadkéc avadopeg yia TA

» Baricitinib ( JAK % inhibitor): e e£€Aién peAétn otnv avBekTkn
GCA (ClinicalTrials.gov Identifier:NCT03026504).

Samson et al. Eur J. of Int. Med, 2017
Sammel et al. Curr Op, 2018



LLVs:

MBavac Bspameutikoc aAyoplOpocg

M. Samson et al

Firstline

2" line

(orif severe GC-side
effects occur are
expected)

[ Giant cell arteritis

[ Takayasu arteritis ]

Glucorticoids

Addition of:
tocilizumab
MTX
abatacept

tocilizumab (++)
abatacept

ustekinumab
anakinra

Glucorticoids

Addition of:
MTX, AZA,
MMF, LEF

Anti TNF-a agents
(infliximab ++)

tocilizumab
rituximab

Samson et al

. Eur J of Int Med, 2017



ZUMMTANPWHOTIKEG OEpameiec:
Aorupivn

EULAR recommendations for the management of
large vessel vasculitis

C Mukhtyar,” L Guillevin,2 M C Cid,® B Dasgupta,* K de Groot,> W Gross,® T Hauser,’
B Hellmich,® D Jayne,® C G M Kallenberg,™ P A Merkel,'" H Raspe,® C Salvarani,'
D G | Scott,”™ C Stegeman,' R Watts,"* K Westman,"™ J Witter,"® H Yazici,"

R Lugmani,’ for the European Vasculitis Study Group

6. We recommend the use of low-dose aspirin in all patients with

giant cell arteritis (level of evidence 3, strength of recommendation
C)

ARD, 2009



ZUMTMANPWHATIKEC Oepareiec:

14
AcTmuplvn
Review
Effect of antiplatelet/anticoagulant therapy on severe ischemic
complications in patients with giant cell arteritis: A

cumulative meta-analysis

Victor Manuel Martinez-Taboada **, Marcos Lopez-Hoyos b Javier Narvaez ©, Pedro Munoz-Cacho d

Autoimmunity Reviews, 2014
3.2. Previous treatment with antiplatelet/anticoagulation therapy does not

protect from the development of severe ischemic complications in patients
with GCA

3.3. Treatment with antiplatelet/anticoagulation therapy may protect from
the development of new severe ischemic complications in patients with GCA
after corticosteroid treatment

34. Treatment with antiplatelet/anticoagulation therapy does not increase
the risk of bleeding in patients with GCA after corticosteroid treatment

v'EULAR 2018 recommendations???

Study name Cumulative statistics [ odds ratio
{95% CI)
Lower  Upper
Point limit limit
Mesher G 0.225 0.085 0.776 |
Gonzalez-Gay MA 0.462 0.115 1.848
Lee M5 0.333 0.134 0.830
Marvaez J 0.419 0191 0918
Salvarani C 0.625 0.229 1.703
Berger CT 0.661 0.287 1.520
Random 0.661 0.287 1.520
0102 05 1 2 5 10
Aspirin protect  Aspirin risk
Study name Cumulative statistics Cumulative odds ratio
(95% 1)
Lower Upper
Point limit limit
Nesher G 0.190 0.041 0.879 s
Lee MS 0.221 0.061 0.807 e
Narvaez J 0.318 0.101 0.996
Random 0318 0.101 0.996 ™
0102 05 1 2 5 10
ASpirin protect  Aspirin risk
Study name  Cumulative statistics Cumulative odds ratio
{95% I
Lower Upper
Point limit limit
Nesher G 0171 0.021 1.420 ._J
Lee MS 0.291 0.087 0974 -
Narvaez J 0658 0.089 4.856 -
Random 0658 0.089 4.856 - | |

0102 05 1 2 5 10

Aspirin protect  Aspirin risk

Fig. 2. Forest plot showing the influence of antiplatelet/anticoagulant therapy in patients
with giant cell arteritis (GCA). A—Influence of antiplatelet/anticoagulant therapy on the
development of severe ischemic complications before the diagnosis of GCA. B—Influence
of antiplatelet/anticoagulant therapy on the development of severe ischemic complica-
tions after the diagnosis of GCA and while on treatment with high-dose corticosteroid
(CS) therapy. C-Influence of antiplatelet/anticoagulant therapy on the development of
bleeding complications after diagnosis of GCA and while on treatment with high-dose

CS therapy.



JUMMEPACHOTOL

v’ Itepoeldn e€akoAouBouv va eivat 11 ypoppic Oepaneio oTig

LVVs

v' TCZ o cuvBuoopd pe GCs n 1" eykekppévn BroAoyikn Oepaneio
v MeyaAUtepo efficacy

v’ Steroid sparing effect
v' Avaykaia nepioocotepa dedopéva yo tnv opOn xprion tov TCZ
v' “Mechanism based” §oKipéC VEwV BLoAoyiKwV GapHAKWY

v RCTs yia va Stacadnvioteil o poAog Toug otn Bepaneia twv LVVs



