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Vasculitis spectrum:
Age n d a grote vaten = reuscelarteriitis (RCA) (aka
arteriitis temporalis, giant cell arteriitis, grote
vaten vasculitis)

Immune Complex Small Vessel Vasculitis
Cryoglobulinemic Vasculitis
IgA Vasculitis (Henoch-Schénlein)
Hypocomplementemic Urticarial Vasculitis
(Anti-C1q Vasculitis)

Medium Vessel Vasculitis
Polyarteritis Nodosa [ Anti-GBM Disease |

* Korte introductie i
reuscelarteriitis

* 6 eye-openers

ANCA-Associated Small Vessel Vasculitis
Microscopic Polyangiitis

\ ) Granulomatosis with Polyangiitis
| (Wegener’s)
Large Vessel Vasculitis Eos;n?g:lhc g:anulo)matosm with Polyangiitis
Takayasu Arteritis urg-strauss

Giant Cell Arteritis



Giant cell arteritis—-
polymyalgia rheumatica

- . . spectrum disease (GPSD)
\ | (PMR)
GROTE VATEN

Tomelleri, Vd Geest Lancet Rheumat 2023



Histopathologie RCA Klinisch beeld van RCA

Ischemische Complicaties
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Eye-openers

1.
2.
3.

Echografie bij RCA is geen point-of-care diagnostiek!
RCA is vaak kleine vaten vasculitis!

Bij veel patienten blijft de ziekte subklinisch actiefin de
vaatwand!

Huidige behandeling is ontoereikend om RCA helemaal te rust te
krijgen!

Bij ernstige manifestaties van RCA: geeft een “echte”
Inductiebehandeling

Prednisolon is (voorlopig) here to stay! Wel korter, minder en
DMARDS



RCA: sterke toename van Intima-media complex (IMT)

Normale vaatwand RCA

Intima-media complex




Klinische verdenking overwegend C-RCA

Federatie
Medisch
Specialisten

RICHTLIJNEN Q, ZOEK NIEUWS INSTRUCTIES WERKWIJZE OVER CONTACT

€ Terug naar zoekresultaten

Diagnostiek en behandeling
reuscelarteriitis

Initiatief: NVR Aantal modules: 33

Positief

https://richtlijnendatabase.nl


https://richtlijnendatabase.nl/gerelateerde_documenten/f/26920/Figuur%201.pdf
https://richtlijnendatabase.nl/uploaded/docs/Tabel2_aan.png?u=1aldVw

Objectieve diaghostiek is essentieel:
33% heeft alternatieve diagnose!

RCA DIAGNOSE BEVESTIGD

¥

0

m RCA 5%
m andere diagnose -('|
3% !

ALTERNATIEVE DIAGNOSE

m Neurologiccondition

m Polymyalgiarheumatica

m Rheumaticdisease otherthan
GCA/PMR

m Vasculitisotherthan GCA

m Non-arteriticanteriorischemic optic
neuropathy

m Feverof unknownorigin

m |nfectiousdisease

m Hematologic (hon-malignant)

m Malignancy

m Cervicalarthritis

m Systemic disease of undetermined
cause

Retrospectief cohort van 591 patienten met RCA klachten
Koster Semin Arthritis Rheum 2020 Oct;50(5):923-929
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Behandeling RCA

PREDNISOLON afbouw 1 jaar PREDNISOLON
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TOCILIZUMAB sc

PREDNISOLON afbouw 6 mnd

METHOTREXAAT po of sc

TOCILIZUMARB (anti-IL6) sc



Eye-openers

1. Echografie bij RCA is geen point-of-care diagnostiek!



Echografie van a. temporalis

(DEV 4079001)
Echografie bij
reuscelarteriitis
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DEV 4079001- Echografie bij reuscelarteriitis _ Review e . 11997: 337:1336-1342
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Axiale resolutie vs probe frequentie

Fujifilm
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Vevo MD
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Dank aan Arie van Roon (Vaatlab)



Eye-openers

2. RCA is vaak kleine vaten vasculitis!



Indeling vasculitiden

A Large Vessels B Medium Vessels C Small Vessels

2012 revised International Chapel Hill Consensus Conference Nomenclature of
Vasculitides. Arthritis Rheum. 2013 Jan;65(1):1-11



Histologische varianten “large vessel” vasculitis

Klassieke GCA: Transmurale Small Vessel Vasculitis @ Vasa Vasorum

Inflammatie Vasculitis
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Eye-openers

3. Bij veel patienten blijft de ziekte subklinisch actief in de
vaatwand!



Steroiden genezen RCA niet!
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15t Temporal artery biopsies at diagnosis

2"d biopsies (after treatment and in clinical remission)

Massive inflammation
— Macrophages
—  Tecells

Persistent inflammation!!

Diagnosis

@-\

1st artery
biopsy

1 year later

PR s

2nd artery
biopsy

Maleszewski et al., Mod Pathol 2017

Persustent |nflammat|on

Vascular fibrosis
—  (myo)fibroblasts



Langdurig Tocilizumab: persisterende
inflammatie in vaatwand in ~30%

13/13 (100%) cranial-GCA; 9/13 (69.2%) LVV-GCA

TCZ was introduced in:

3/13 (23.1%) from 1/13 (7.7%) due to GCs
disease onset 9/13 (69.2%) at relapse intolerance/side-effects

At the time of second TAB:

median (IQR) disease duration = 3.7 (2.2 - 4.3) years
median (IQR) TCZ treatment duration = 2.4 (1.2 - 3.9) years

2x arteria temporalis biopsie

GCA 100.0% (13)

Baseline
Data are reported as % (n)

LA 7.7% (1)

SW7.7% (1)

Inactive 76.9% (10)

TMI 84.6% (11)

. Active 23.1% (3)

First biopsy Clinical disease activity

NEG 61.5% (8)

L TMIZ.7% (1)

ILA 15.4% (2)

SW7.7%(1)

VWV 7.7% (1)

Second biopsy

Ricordi EULAR 2024



Onder Tocilizumab: meerdere
escape mechanismen
geactiveerd

Cytokines

Methods

45 consecutive temporal artery biopsies (29 with GCA and 16 controls)

Artery biops
Temporal artery y PeY
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Chemokines and
chemokine receptors

Lozano E et al Ann Rheum Dis 2008

Incubation with or without Negative regU|at°r of CVtOkme

the investigational product signalling
for 5-10 days

Cell markers

i . Supernatant
s | ) FECONERY Adhesion molecules
—
Temporal
APl SeEt - Growth factors
recovery Extracellular matrix proteins

Corbera-Bellalta M et al Ann Rheum Dis 2014 Metall oproteinases

Maria Cid EULAR 2024

TBX21
GATA3
RORC
FOXP3
BCL6
IL6
IL.6R
IL1g
TNF.a
IFNy
IL17A
IL.12A
IL.12B.¢
IL.23.p1
IL.10
IL.21
CCL5
IL8
CXCR4
CXCL1Z
CXCRS
CXCL11
SOCS3
cD68
CD163
CD3
cD20
cD21
ICAM.1
VCAM.1
VEGFA
TGFB
COoL1
COoL3
MMP3
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Persisterende vaatwijkingen ondanks
klinische remissie

Bij diagnose voor start prednisolon

=



Persisterende vaatwijkingen ondanks
klinische remissie




Persisterende vaatwijkingen ondanks
klinische remissie

6 maanden na start prednisolon

e




Eye-openers

4. Huidige behandeling is ontoereikend om RCA helemaal te
rust te krijgen!



Indien geen “vasculaire remissie”: veel
grotere kans op klinische opvlamming RCA

Echograflsch FDG-PET

Vasc remissie p = 0.004
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Marvisi/Monti EULAR 2024



GCA heeft een grillig beloop

0,8

0,6

0,4

0,2

RCA

PMR

10
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Percentage

100% 1

302
76%

296
74%

75% 1

50% 1

25% 1

0% -

Constitutional Cranial PMR
symptoms symptoms claudication

Symptoms

Bij 61% is PMR
manifestatie
bij recidief

Time
B oiagnosis (n=398)
. Relapse (n=224)

Limb

14 16

18 20



Eye-openers

5. Bij ernstige manifestaties van RCA: geeft een “echte”
inductiebehandeling



Visual improvement with
corticosteroid therapy in giant cell
arteritis. Report of a large study

Wat Zegt d e ri c htlij n ? and review of literature

Sohan Singh Hayreh', Bridget Zimmerman? and Randy H. Kardon'

'Department of Ophthalmology and Visual Sciences, College of Medicine,
University of Iowa, Iowa, USA

?Department of Biostatistics, College of Public Health, University of Iowa, Iowa,
USA

A severe cerebral infarction associated with giant
cell arteritis, which developed during tocilizumab
therapy and was successfully treated with
intravenous cyclophosphamide

Koji Suzuki™, Mitsuhiro Akiyama, Sho Ishigaki, Yasushi Kondo, Shuntaro Saito, Jun Kikuchi,
Hironari Hanaoka and Yuko Kaneko”

Division of Rheumatology, Department of Internal Medicine, Keio University School of Medicine, Tokyo, Japan

*Correspondence: Yuko Kaneko; ykaneko.26@keio.jp; Division of Rheumatology, Department of Internal Medicine, Keio University School of Medicine, 35
Shinanomachi, Shinjuku-ku, Tokyo 160-8582, Japan.

CASE REPORT/CASE SERIES

Recurrent Stroke in Giant Cell Arteritis Despite
Immunotherapy

Cox, Benjamin C. MD; Fulgham, Jimmy R. MD; Klaas, James P. MD

Author Information®

The Neurologist 24(4):p 139-141, July 2019. | DOI: 10.1097/NRL.0000000000000237

BRIEF REPORT

Clinical and Radiographic Features of Giant Cell Arteritis
With Intracranial Involvement

Catalina Sanchez-Alvarez,' @ Alexander S. Hawkins,2 Matthew ). Koster," @ Vance T. Lehman,® ®
Cynthia 5. Crowson,' @ and Kenneth J. Warrington'

Hayreh. Acta Ophthalmol Scand. 2002 Aug;80(4):355-67.



Eye-openers

6. Prednisolon is (voorlopig) here to stay! Wel korter, minder en
DMARDS



Steroidsparende (hieuwe) middelen:
prednisolon nog steeds nodig

IL-6 F===Tocilizumab/Sarilumab
IL-12/IL-23 e Usstekinumab/Guselkumab

JAK inhibitor

Abatacept sy CD80/86

GM-CSF |_Mavri|imumab

IL-17 Jrmmmme Seccukinumab
IFN-y S s
e® ® ] TNF-q TNF-a inhibitor
Sandovici M,van der Geest KSM, van Sleen Y,et al. Need and value of e IL-1 Q/B Anakinra

targeted immunosuppressive therapy in giant cell arteritis. RMD YKL'40
Open2022;8:e001652. doi:10.1136/rmdopen-2021-001652




Take home / to work

* Objectieve diagnostiek is essentieel
* Ziekte blijft vaak subklinisch aanwezig, ook bij klinische remissie

* Agressievere behandeling is alleen te verantwoorden bij vitale
bedreiging



ARCH Expert Networks
Platvorm voor het expertiseconsult
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