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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 ‘
KawasakiDisease

|

ANCA-Associated Small Vessel Vasculitis
Microscopic Polyangiitis

l Granulomatosis with Polyangiitis
' (Wegener’s)
Large Vessel Vasculitis Eosinophilic Granulomatosis with Polyangiitis
(Churg-Strauss)

Takayasu Arteritis
Giant Cell Arteritis

2012 Revised International Chapel Hill Consensus
Conference Nomenclature of Vasculitides

Jennette JC et al. Arthritis & Rheumatism Arthritis &
Rheumatism Accepted: Sep 18, 2012

GPA

Inflamacion granulomatosa necrotizante con
tropismo de vias respiratorias altas y bajas.

Vasculitis necrotizante de pequefio vaso a
vaso mediano (capilar, vénula, arteriola,
arterias y venas).

1.Glomerulonefritis necrotizante:  comun
2.Vasculitis ocular y capilaritis pulmonar con
hemorragia: frecuente

3.Inflamacion granulomatosa y no
granulomatosa extravascular:  comun.



Afectacion neuroldgica en GPA



A Disease-Specific Activity Index for
Wegener’s Granulomatosis
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VASCULITIS ACTIVITY SCORE
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VASCULITIS ACTIVITY SCORE
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Afectacion neuroldgica en GPA

Afectacion frecuente (22-54%)) :

A Sistema nervioso periférico y SNC
(A Condicion mas frecuentemente descrita: neuropatia periférica como mononeuritis

multiple.

La afectacion del SNC es extremadamente rara si no incluimos PN (lesion de pares
craneales):

(A Pares craneales se afectan predominantemente alo|l argo del trayecto extracraneal.

Afectacion cerebral y meningea

(A Excepcional ocurriendo solamente del 2-8% de los pacientes. *Drachman et al (1963)
*Anderson et al (1975)

*Fauci et al (1983) *Seror
et al (2006)



French Vasculitis Study Group (FVSG)

FFS 1996

1. Proteinuria >1 g/dL

2. Renal insufficiency (stabilized peak creatinine 140 mmol/L)
3. Cardiomyopathy

4. Severe gastrointestinal manifestations

5. Central nervous system (CNS) involvement

Changes in the 2009 FFS

*To include GPA to evaluate prognosis at diagnosis
*Absence of CNS involvement as a parameter of poor prognosis

The Five-Factor Score Revisited

Assessment of Prognoses of Systemic Necrotizing Vasculitides
Based on the French Vasculitis Study Group (FVSG) Cohort .
Guillevin et al. Medicine & Volume 90, Number 1, January 2011



- ﬁxf nges
Tres modelos de lesion |

1) Vasculitis de pequeno calibre cerebrales o medulares.

2) Masas granulomatosas originarias del tracto superior
respiratorio cartilaginoso y 0seo contiguo, invadiendo
estructuras del SNC como la orbita (afectacion del nervio
Optico), meninges o cerebro.

3) Lesiones granulomatosas cerebrales o meningeas
(paguimeningitis y lesiones aisladas).

Central Nervous System Involvement in Wegener Granulomatosis
Raphaele Seror, MD, Loic Guillevin, MD.Medicine.Volume 85, Number 1, January 2006




MODELOS RADIOLOGICOS DE AFECTACION SNC EN GPA
Pachymeningitis (cerebral and/or medullary)

A Diffuse linear dural thickening and enhancement.
A Focal dural thickening and enhancement contiguous with orbital, nasal, or paranasal disease.
A Enlarged and enhancement of pituitary gland with infundibular thickening.

Granuloma

[ARemote granulomatous lesions in brain or medullar parenchyma
Ischemic or hemorrhagic lesions due to vasculitis d amage

A Infarcts (stroke) : ischemic or hemorrhagic

[ANonspecific white matter areas of high signal intensity

(A Cerebral Vaculitides
Wegener Granulomatosis: MR Imaging Findings in Brai n and Meninges.
Joseph M. Murphy. Radiology 1999; 213:794—-799

Sinonasal and cerebral imaging findings in Wegener' s granulomatosis
Silvera et al. Presse Md 2007 ; 36:913-21



574 GPA Medicina Interna

Cochin/Avicenne Afectaciéon del SNC

7
Busqueda de afectacion SNC +——

Paquimeningitis medular y cerebral.

l

Meningitis aseptica

16 GPA (3%) 558 GPA no
afectacion afectacion L -
AVC Isqguémico y/o hemorragico.
SNC SNC q y g
Granuloma medulares/cerebrales
Criterios de inclusion Afectacion hipofisaria
GPA:

criterio ACR y/o

criterio Chapel Hill.

Granulomatose avec polyangéite : profil clinico-biologique et évolutif des
atteintes du systéme nerveux central chez 16 patien*ts.
De Luna G. , Guillevin L. Rev Med Int 2012. 33:2 (A1-A210)




Treinta cinco observaciones (n=35) recogidas
desde 7 departamentos de Medicina Interna

Incluyendo 6 en Franciay 1 en Espana.



Afectacion de SNC y GPA

n=18 n=17

l

I I I I I >
l | I I I I

Dx 4 50 100 200 360 follow up

GP (months)
A

\ l
L_T_J |
SNC SNC involvement after GPA diagnosis
at Dx GPA n=17 (49%)

n=18 (51%) median interval: 60 months (6-362)



Carasteristicas clinicas

Epidemioloqgy

Age:. 48 (2-78) years (GAP)
51 (2-79) years (SNC)

Male : 29/35 (83%)

ENT LUNG

n=28 (80%) n=20 (57%)
SNP RENAL
n=17 (48%) n=14 (40%)
OPHT DIGESTIVE
n=5 (33%) n=2 (11%)




Sintomas clinicos

CNS symptoms
Headaches
Sensory impairment

Motor impairment
Vestibular syndrome

Hearing loss
Psychiatric/mood disorders

Diabetes insipidus

23 (65 %)
15 (43 %)
11 (31 %)
8 (23 %)
8 (23 %)
3 (8 %)
2 (6 %)



Caracteristicas Inmunologicas

Immunoloqy
ANCA positive in 31/35 (89%)

Anti-PR3: 26/35 (84%) Anti-MPO: 5/35 (16%)




Liquido cefaloraqu ideo

Cumbar poncion

n=19 54

Normal 7 (37%)

Abnormal 12 (63%)
Protein level >0,40 g/L 8 (67%)
Lymphocyte (cell count) 6 (50%)

Low glucose level 3 (25%)



Carasteristicas Radiologicas

Images TDM/IRM

Cerebral pachymeningitis 16 (46 %)
Ischemic stroke and multi infarct areas 15 (43 %)
Cerebral vasculitides 7 (20 %)
Medullar pachymeningitis 4 (11 %)
Hypophyseal involvement 2 (6 %)
Hemorrhagic stroke 2 (6 %)
Isolated granuloma (cererbal) 1 (3 %)

Isolated granuloma (medullar) 1 (3 %)



Fenotipos clinico-radiologico

Granulomatous n=20 57%
Cerebral pachymeningitis 16 (80%)
Medullary pachymeningitis 3 (15%)
Hypophyseal involvement 2 (10%)
|solated granuloma (cererbal and medullar) 0*

Ischemic stroke 8
(62%)

Cerebral vasculitides 6 (46%)
White matter areas of high signal intensity 5 (38%)

Hemorrhagic stroke 0*



Carasteristicas clinicas: fenotipos

Vascular (V)
Granuloma (G)

LUNG
54% (V) Vs 55% (G)

RENAL *
69% (V) Vs 20% (G)

15% (V) Vs 10% (G)




Sintomas clinicos

Headaches 19 (95 %) 4 (31%) 0,0002
Sensory impairment 10 (50 %) 5 (38%) 0,72
Motor impairment 1 (5 %) 9 (69%) 0,0002
Vestibular syndrome 4 (24 %) 3 (23%) 1
Hearing loss 7 (33 %) 1 (8%) 0,12
Psyquiatric/mood disorders 0 (0 %) 3 (23%) 0,005

Diabetes insipidus 2 (10 %) 0 (0%) 0,51



Engrosamiento linear difuso de duramadre (FLAIR)




Realce linear difuso de duramadre (GADOLINIUM)




Multiples areas de hiperintensidad de sefial substancia blanca (T2)

‘\\




Aumento y realce de glandula pituitaria con engrosamiento infundibular.

Control GPA

T1 + gadolinium




Paquimeningitis medular e hipersenal (T2)




Lesion granulomatosa intradural (GADOLINIUM)




Terapia primera linea

Corticosteroids IV 35 (100%) 0 (0%)
Corticosteroids oral 35 (100%) 35 (100%)
Cyclophosphamid IV 25 (71%) 0 (0%)
Cyclophosphamid oral 11 (31%) 0 (0%)
Rituximab 1 (3%) 2 (7%)
Imurel 0 (0%) 18 (60%)
Methotrexate 0 (0%) 7 (23%)

IgIV 1 (3%) 1 (3%)



Evolution of the modified Rankin scale after induction regimen MO/M 6

mRSs score
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Evolution of the modified Rankin scale after induction regimen MO/M 6

MmRs score

Induction therapy led to
clinical response in
30/35 (86%) patients

P=0.002
| )
P<0.0001 _
ey 'P-0.000Z'
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Terapia segunda linea: lesion SNC

Refract: al tratamiento de induccion: 14%

Recaida: seguimiento medio 14 m (rango 9-96): 27%
Ischemic stroke and multi infarcts areas (V) 7 (54%)
Medullar pachymeningitis (G) 4 (31%)
Cerebral Pachymeningitis (G) 3 (23%)
Hemorrhagic stroke (V) 1 (8%)

Hypophyseal involvement (G) 1 (8%)



Time from first to new induction regimen for relapsing and/or refractory CNS disease

Refractarios / Recaida

>
v

- Granulomatous
- =t= = \/ascularitic

60+

50-

40+

30+

20-

% P=0.32

Cumulative incidence for
new induction regimen (%)

Cumulative incidence for
new induction regimen (%)

c L} L} L] ) ] L L L) L) LJ .
0 30 60 920 120 150 180 0 30 60 20 120 150 180

Months Months

Cumulative incidence for a new induction regimen because of relapsing and/or refractory
CNS involvement for the whole population (A) and according to the granulomatous or the
vascularitic phenotype of CNS involvement (B).



Terapia segunda linea

Refractarios / Recaida

Corticosteroids IV 13 (100%) 0 (0%)
Corticosteroid oral 13 (100%) 13 (100%)
Cyclophosphamid oral 3 (23%) 0 (0%)
Cyclophosphamid IV 2 (15%) 0 (0%)

‘
Methotrexate 0 (0%) 4 (31%)
Imurel 0 (0%) 1 (8%)

X None of the patients treated with RTX as induction were found to be
relapsing and/or refractory after a median follow-up of 17 months



Neurological sequelae at the end of follow-up: 51% (smRs 22)
Median follow-up 60 months (range 19-201)
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Para casa
1.Afectacion de SNC en GPA es infrecuente 3-8%

1.Lesion cerebral o medular (RM) determinan 2
fenotipos : vascular y granulomatoso

1.Cefaleas
1.Secuelas a pesar del control de la enfermedad

1.Formas refractarias: Rituximab?



Gracias Madrid-Paris-Barcelona
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Exceptional osseous and meningeal spinal localization
of ANCA-associated granulomatous vasculitis
with hypertrophic spinal pachymeningitis




Central Nervous System Involvement in
Wegener Granulomatosis

Raphaeéle Seror, MD, Alfred Mahr, MD, Jacky Ramanoelina, MD,
Christian Pagnoux, MD, Pascal Cohen, MD, and Loic Guillevin, MD




lgG4-Related Disease and Hypertrophic Pachymeningitis

Zachary S. Wallace, MD, Mollie N. Carruthers, MD, Arezou Khosroshahi, MD, Robert Carruthers, MD,
Shweta Shinagare, MD, Anat Stemmer-Rachamimov, MD, Vikram Deshpande, MD,
and John H. Stone, MD, MPH

TABLE 2. Histopathologic Features of Pachymeningitis Patients

Case Diagnosis Lymphoplasmacytic Infiltrate  Storiform Fibrosis ~ Phlebitis EOS  Granulomas  Giant Cells oo
| 1gG4-RD Y Y N N N Y
2 1gG4-RD ¥ ¥ Y Y Y (few) N
3 Y Y N N N N
4 Y X ¥ Y N N
5 Y N N Y Y Y
6 N Y N N N Y
7 Y Y N N Y Y
] Rheumatoid arthritis ¥ N N N Y Y
9 Giant cell arteritis N N N N N N
10 Sarcoidosis Y N N N Y N
11 Lymphoma h 4 N N N N N
12 Lymphoma ¥ N N N N N
13 Undifferentiated b3 N N N N Y
14 Undifferentiated N N N N N N

Abbreviations: EOS = eosinophilia.




