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O novo mundo da neuroimunologia
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AIE : clinical manifestations

*  AIE is not unfrequent, estimated prevalence 7-
Viral
13/100.000 moae PO
. . . Psychiatric symp_t0n1.s:
* Viral prodrome in 50% of children “lweck delusions, hallucinations,
mania, agitation, months to years
. . changes in speech, )
*  Multifocal symptoms: seizures, developmental 2 diorgansed B on mpuliiy,
. . . . . £ . catatonia, disinhibition, and sleep abnormalities
regression, language impairments, hyperkinetic 3 Pyschosis insomia, and
= often seizures
movements 1-2 weeks
* |rritability, hyperactivity, hypersexuality, insomnia and Neurological complications
anger Outbursts Coma weeke he dysautonomia, hypoventillation,
. tomo and seizures
*  Psychiatric symptoms from mood swings to psychosis in Time
e
over 50% of AE pediatric patients Inflamimiatory changes

Florence, 2009; Titulaer, 2014; Goldbeerg,2014; Dalmau, 2020



EAI fisiopatologia
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Antigenos antineuronais

HIGH RISK (antigos onconeurais)
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Anticorpos: diferentes efeitos fisiolégicos
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NEJM, 2018
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Técnicas para deteccao de anticorpos antineuronais

TBA e CBA para Ac sinapticos TBA para Ac intraneuronais
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TBA: tissue-based assay

e TBA 2 subtipos: Nao fixado (EAI) e pds-fixado (onconeurais)

 TBA detecta a maioria dos anticorpos nas EAI e oo CA?"?—?’ N} s
» . Lo T | g |
« NMDAR, AMPAR, LGI1, CASPR-2, GABA(B)R, - N .
P2 (e BRI (B
GABA(A)R, mGluR1, mGIuRS5, DPPX, Tr/DNER, . CaPFES
GABA=R mGLURS
: . ef N2 v o
Neurexin3alpha e IgLONS, anti-GAD, e novos LS
anticorpos * BN gaven, oo gl s2in
¢ Detecta anti-AQP4 CASPBZ = | Negativécon&rol o

* Nao detectam anti-MOG (epitopo humano), anti-

Gly
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CBA: cell-based assay

* CBA isolado: 2-14% falso positivo ou falso negativo

* CBA negativo pode ocorrer em kits comerciais (proteinas danificadas na fixacao)

Table 2 Number of true-positive and true-negative cases (as determined by the
clinical testing kits and research laboratory, or research laboratory
alone) along with corresponding sensitivity and specificity measures of
the commercial testing kits

True positive True negative Sensitivity Specificity
GluA 2
NMDAR serum 50 240 86% (n = 43) 99.2% (n = 238)
NMDAR CSF 38 399 92.1% (n = 35) 99.8% (n = 398)
LGI1 CSF 8 237 62.5% (n = 5) 100% (n = 237)
Caspr2 CSF & 242 66.7% (n = 2) 100% (n = 242)
AMPA CSF 1 422 0% (n = 0) 100% (n = 244)
GABAg 4 241 100% (n = 4) 100% (n = 241)
D GAD65 7 238 100% (n = 7) 100% (n = 238)

. Abbreviations: AMPA = a-amino-3-hydroxy-5-methyl-4-isoxazolepropionic acid; Caspr2 =
Cell-based assay Cultura de neurdnios contactin-associated protein-like 2; LGI1 = leucine-rich glioma-inactivated 1; GABA=
~vy-aminobutyric acid; GAD65 = glutamic acid decarboxylase 65 kDa; NMDAR = NMDA receptor.

BrAIN &
Brazilian Autolmmune I\
encephaliis Network v McKraken, 2017



PRIMEIRO TBA / CBA NO BRASIL



Por quais motivos nao testar apenas no LCR?

Na encefalite associada a anticorpos anti-CASPR-2
* 38 pacientes, 100% soro, 10% neg LCR

Na encefalite associada a anticorpos anti-LGI1
» Sensibilidade CSF menor do que no soro (100% soro, 57% LCR)

Na encefalite associada a anticorpos anti-Glicina
* 52 pacientes, 11% apenas soro

Na encefalite associada a anticorpos anti-MOG
* Sensibilidade maior no soro

BrAIN ®.
encephais Newor (', Carvajal-Gonzalez, 2014; McCraken, 2017, van Sonderen 2016



Com quais técnicas testar?

Sensibilidade dos métodos (TBA + CBA) para encefalite anti-NMDA no soro 85%

Falso positivo na testagem sérica CBA:
* CBA sérico positivo em esquizofrenia, CID, Doenca de Parkinson, e individuos saudaveis.

* Tais amostras testadas de forma pareada com CBA+ TBA eram negativas.

Nao usar CBA sem confirmacao de segunda técnica em soro

Falso positivo na testagem LCR CBA: 11%

BrAIN 6\
encephaits Network qv, Zandi MS, 2011; Mackay, 2012; Gresa- Arribas, 2014; Ricken, 2018; Bastianseen, 2022



Hiperexcitabilidade

THELANCET-D-16-02270

50140-6736(16)31459-3

Morvan syndrome as a paraneoplastic disorder of thymoma (®
with anti-CASPR2 antibodies

Thiago Cardo: José Luiz Pedroso*, Livia Almeida Dutra, Lyamara Azevedo, Lucio Huebra Pimentel Filho, Lucila B F Prado,

mar F Prado, Orlando G Barsottini
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EAI fisiopatologia: anticorpos

e Anticorpos neurogliais

* Correlacao anticorpo-fendtipo

Rapid progression of working memory deficits, altered mental status
(lethargy, decreased level of consciousness, parsonality changes) or psychiatric symptoms

— T T T T T T

Seizures, Seizures, Cerebellar ataxia, Faciobrachial Morvan's Stiff-parson Myoclonus,  NREM and Ataxia, dysgeusia,
orofacial refractory status opsoclonus-myocl dystonic syndrome syndroma, hyperplexia, REM memory
dyskinesias, apilepticus onus, epilepsy seizures cerabellar ataxia, diarrhea, parasomnia complaints
dysautono-mia PERM seizures
Anti-NMDA Anti-AMPA  Anti-GABA, Anti-GABA, Anti-LGI1 Anti-CASPR2 Anti-GAD Anti-GlyR  Anti-DPPX  Anti-IgLONS Anti-mGluR1
Ovarianteratoma Thymoma,lung Thymoma SCLC Thymoma, Thymoma Thymoma, SCLC Thymoma, B-cell None Lymphopro-liferative
(58%)10; and breast (58%) neuroendocrine (19%)° and lymphoma,  neoplasm disorders
SCLC, testis cancer tumors Neuroendo-crine SCLC and (79%)
teratoma, other (48-65%) (11%) tumors breast cancer
(25%) (10%)

solid tumors (rare)

BrAIN Y
Brazilian Autolmmune ‘. D U t ra ) 2 O 1 8

encephalitis Network -




Brazilian Autolmmune
encephalitis Network

100%
Brazilian autoimmune
encephalitis network (BrAIN): —
antibody profile and .
clinical characteristics 3
i » 60%

from a multicenter study -

£
Bruna de Freitas Dias*, Fabio Fieni Toso®, ‘§
Maria Eduarda Slhessarenko Fraife Barreto®, S 40%
René de Aradjo Gleizer’, Alessandra Dellavance?, o
Pedro André Kowacs?®, Helio Teive®, Mariana Spitz°, ®
Aline Freire Borges Juliano®,
Leticia Januzi de Almeida Rocha’, Pedro Braga-Neto?, 20%
Paulo Ribeiro Nébrega®, Jamary Oliveira-Filho®,
Ronaldo Maciel Dias®, Clécio de Oliveira Godeiro Junior™,
Fernanda Martins Maia*’, Rodrigo Barbosa Thomaz*, 0% I I I I

P 13 14
BatciLeeh Sansos « Faliaide Seusace Nelo-s Ant-NMDAR  Anti-LGI1  Anti-Caspr2 Anti-GABA-BR Anti-GABA-AR Ant-AMPAR  Ant-MOG  Anti-GAD  Anti-GyR
Adaucto Wanderley da Nébrega Junior™, Katia Lin™,
Orlando Graziani Povoas Barsottini'¢, Verena Endmayr ¢,
Luis Eduardo Coelho Andrade®, Romana Héftberger**® » Behavioral and psychiatric changes » Movement disorders » Seizure
o . 5
And Evis Almeida DutE Memory disturbances w Language disturbances m Decreased level of consciousness
= Autonomic instability = Central hypoventilation
FIGURE 2

Clinical manifestations by the antineuronal antibody. NMDAR, N-methyl-D-Aspartate receptor; LGl1, Leucine-rich glioma inactivated 1, CASPR2, Contactin-
associated protein 2; GABA-BR, Gamma-aminobutyric acid-B receptor; GABA-AR, Gamma-aminobutyric acid-A receptor; AMPAR, a-amino-3-hydroxy-5-
methyl-4-isoxazole propionic acid receptor; MOG, Myelin oligodendrocyte glycoprotein; GAD, Glutamic acid decarboxylase; GlyR, Glycine receptor.

Front. Immunol. 14:1256480. doi: 10.3389/fimmu.2023.1256480



AIE in children is different when compared to adults

* Most common antibodies are anti-NMDAR, anti-MOG,
anti-GAD (Spain, Denmark, China)

107 pediatric
patient (<13y)
26% positive

* Other antibodies rarely reported in children (anti-GABA A, anti-
AMPA, anti-LGI1, anti-Glyc)

*  Clinical phenotype was consistent with and clinical criteria for
possible AIE was met

ANti-MOG l Anti-NMDAR
(n=7) N=21

Dutra, in preparation

Armangue, 2020; Cellutti 2020, deBrujin 2020, Han 2022



AIE in children is different when compared to adults

* Tumor association in children is lower

* Viral trigger more consistently reported
(EBV, VZV)

* Seizures, movement disorders, hemiparesis

very common

05 T 611

B Age<12years(n=111)

12-1

7

31 Female patients (non-tumour)
I Female patients (tumour)

[ Male patients (non-tumour)
[l Male patients (tumour)

18-23 2429 3035 36-41 4247 4853 5459 60-65 = 6671 72-77 © 7883 8489

D Age=18years (n=364)

C Age12-17 years (n=99)

Il Behaviour*

3 Cognition

Il Memory deficit

Il Speach disorder*

[ Loss of consciousness
Movement disorder
Il Seizures*

Il Other

Danieli, 2017; Titulaer, 2014, Dalmau 2020



AIE in children is different when compared to adults

Figure 1 Drawings by patient 8 at pr ion of relapsing symptoms post-herpes simplex virus encephalitis
and after immunotherapy

A
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o
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*  27% of HSV encephalitis develop anti-NMDAR
encephalitis, usually in the first 2 months

B o E *  Some children presented 12 days after HSV symptoms,
%f} - all had neg PCR
|
© “I@_‘—gg " s 24 \,1 *  ABS remain positive for over 1 year
17 ‘ ﬁ% Af . |
O o — * AIE after HSV in children > worse prognosis

(B, E, H), and at a 6 months follow-up (C, F, l). At presentation of relapsing symptoms, the palient had severe anterograde
amnesia, confusion, disorganized thoughts, and disorientation to place, time, and person. After immunotherapy, her
symptoms resolved except for amnesia and temporal orientation.

Armangue, 2015



A clinical approach to diagnosis of autoimmune encephalitis

Francesc Graus, Maarten ] Titulaer, Ramani Balu, Susanne Benseler, Christian G Bien, Tania Cellucci, Irene Cortese, Russell C Dale,

Jeffrey M Gelfand, Michael Geschwind, Carol A Glaser, Jerome Honnorat, Romana Héftberger, Takahiro lizuka, Sarosh R Irani, Eric Lancaster,

Frank Leypoldt, Harald Prijss, Alexander Rae-Grant, Markus Reindl, Myrna R Rosenfeld, Kevin Rostdsy, Albert Saiz, Arun Venkatesan,

Angela Vincent, Klaus-Peter Wandinger, Patrick Waters, Josep Dalmau Lancet Neurol 2016; 15: 391-404
Panel 7: Criteria for autoantibody-negative but probable

Panel 1: Diagnostic criteria for possible autoimmune autoimmune encephalitis

encephaht's Diagnosis can be made when all four of the following criteria
- - . - have been met:

Diagnosis can be made when all three of the following criteria e (et e R TTes | ik et

have been met: memory deficits (short-term memory loss), altered

mental status, or psychiatric symptoms

ubacute onset (rapid progression of less than 3 months 2 Exclusion of well defin ndromes of autoimmune
1 Subacut t (rapid prog f less than 3 th ! f well defined synd f
of worki ng memory deficits (Sh ort-term memory |OSS) encephalitis (eg, typical limbic encephalitis, Bickerstaff's
o ! brainstem encephalitis, acute disseminated
altered mental status*, or psychiatric symptoms encephalomyelitis)
2 At least one ofthe following: 3 Absence of well characterised autoantibodies in serum

. and CSF, and at least two of the following criteria:
» New focal CNS ﬁndlngs + MRl abnormalities suggestive of autoimmune

» Seizures not explained by a previously known seizure encephalitis*
+ CSF pleocytosis, CSF-specific oligoclonal bands or

disorder elevated CSF IgG index, or both*
+ CSF pleocytosis (white blood cell count of more than «  Brain biopsy showing inflammatory infiltrates and
five cells per mmz) excluding other disorders (eg, tumour)

. . 4 Reasonable exclusion of alternative causes
» MRI features suggestive of encephalitist
*Some inherited mitochondrial and metabolic disorders can present with symmetric or

3 Reasonable exclusion of alternative causes (appendix) e e e e 1L S e et BTt

autoimmune disorder.*



AIE pediatrico: critérios diagnosticos

L . L .
International Autoimmune Encephalitis Working Group has
CI.InlcaI .Gl'"delln?s f?r the modified existing criteria for adult AE to propose new criteria
D|agn05|s of Ped |atr|c and an algorithm to guide early diagnosis of pediatric AE
AutOimmune Encephalitis Patient with clinical presentation of pediatric AE
Diagnosis of autoimmune encephalitis (AE) in a developing [, 0, S - gg:‘::de'
child is challenging because of ! conditions

® Overlapping clinical S, Is paraclinical and antibody testing consistent with AE?

i presentation with other :
. diseases 4

® Complexity of normal /\
i behaviour changes SR
» Poychals " Initiate/continue
® Limited capacity of disorders? ' jmmunetherapy ¢ et
very young children to ] : conditions
describe symptoms
: Definite Probable
Infections? ‘antibody-positive «—Ye ' J_ -No.... » antibody-negative
®e : v ~ pediatric AE pediatric AE

l Metabolic s Are autoantibodies
4, associated with
. : 5 e
Inflammation? diseases? 5 ‘ B AT ‘

Initiate/continue
therapy or consider
other conditions

Initiate/continue
therapy
Adult guidelines are not applicable in

children due to differences in

Pediatric AE should be diagnosed based on clinical

i history as well as paraclinical and autoantibody testing
® Autoantibody profiles

Celutti, 2020



O que esperar na fase aguda

 Coortes EAIl anti-NMDAR

* 30-77% dos pacientes necessitam de vaga de UTI

Titulaer M., et al. Lancet 2013
Xu X., et al. Neurol N. Neuroinflamm 2020

e Populacao em UTI - (85% com Ac contra antigenos de superficie)

Tempo de UTI: 24 dias (11Q 7-45)
Ventilacdo mecanica (57%)
Sepse ou choque séptico (33%)
Status epilepticus (35%)
Disautonomia (45%)

Schubert J., et al. Neurol N. Neuroinflamm 2019



O que esperar na fase aguda

* Terapia de segunda linha: 7-46%

Xu X., et al. Neurol N. Neuroinflamm 2020
Thaler FS., et al., Neurol N. Neuroinflamm 2021

* Para inicio do tratamento de segunda linha, precisamos avaliar:
* Gravidade da doenca
* Resposta ao tratamento de primeira linha
* Prognostico de longo prazo



NEOS score

* 382 pacientes com EAI anti-NMDAR

 Variaveis clinicas preditoras de gravidade e status funcional apds 1 ano

Table 3 Multivariate regression model and point values used for the NEOS score

Patient characteristic

Odds ratio (95% Cl)

NEOS score points

ICU admission required

5.89 (2.17-15.99)

0.001

1

No clinical improvement after 4 wk of treatment

12.10 (6.38-22.93)

<0.001

1

No treatment within 4 wk of symptom onset

2.52 (1.39-4.55)

0.002

1

Abnormal MRI

2.20(1.21-3.98)

0.009

1

CSF WBC count >20 cells/pL

2.10(1.13-3.91)

0.019

1

Balu R., et al. Neurology 2019



NEOS score
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AIE in children: prognosis

** NEOS score validated for children, in a pediatric cohort B it
. o . Outcome prediction
of 59 patients, mean age 8 years. Inferior intervals for .
ICU and treatment for children

——————— NEOS
—— Adapted NEOS

0.8 —
*  Adapted NEOS = NEOS

* NEOS = 3 predicts mRs 23, deficits of executive
function (p = 0.048) and memory (p = 0.043) in 1 year

Probability of mRS >3

Patients with anti-NMDAR after HSV and those younger

were at higher risk, confirming prior data from Arrmangue 9
2018

Nicolaus, 2023



Escalas clinicas, quais utilizar?

* 501 pacientes - EAl anti-NMDAR seguidos por pelo menos 4 meses:
 Critério para inicio de terapia de segunda-linha: mRS 24 apds 4 semanas

» 203/252 80% dos pacientes apresentaram desfecho favoravel (mRS 0-2)

 mRS foi utilizada inicialmente para avaliar resposta ao tratamento e
prognostico de longo prazo

Titulaer M., et al. Lancet 2013



Escalas clinicas, quais utilizar?

* CASE

- Capaz estratificar gravidade de pacientes dentro da mesma mRS
- 9 dominios, com score total 0-27
- Pode ser utilizada para avaliacao de resposta a imunoterapia e

acompanhamento
/1. Crises epilépticas 6. Discinesia/distonia \
2. Memodria 7. Instabilidade de marcha/ataxia
3. Sintomas psiquiatricos 8. Disfuncao tronco cerebral
4. Nivel de consciéncia 9. Fraqueza
\\5. Linguagem 4

Lim J., et al. Ann. Of Neurol. 2019



ESCALA CASE — exemplo pratico

IJDS, 32 anos

Diagnostico de EAl anti-NMDAR
/ Crises epilépticas (1) \
\ Memodria (3)

. Sintomas psiquiatricos (3)

/30 dias apos tratamento de 3
primeira linha 4. Nivel de consciéncia (2)

* MRS=5 5. Linguagem (3)
« CASE=21 6. Discinesia/distonia (1)
crises controladas, abre os olhos ao 7. Instabilidade de marcha/ataxia (3)
estimulo doloroso, nao se comunica, 8. Disfuncao tronco cerebral (2)

\ discinesia leve, restrita ao leito, IOT/ \ Fraqueza (3) /




ESCALA CASE — exemplo pratico

Aeavaliagéio apos 30 dias: \

* mRS=5
e CASE=14

(crises controladas, mutismo, restrita
ao leito, gastrostomia, mobiliza os 4
membros)

—> Melhora do nivel de consciéncia e
\ das discinesias, extubacao




Tratamento das encefalites autoimunes

Metilpred+ IVIG ou e

Metilpred + PLEX Rituximab Treatment and Long-term Outcome
! of Patients With Autoimmune Encephalitis
Real-world Evidence From the GENERATE Registry

CFA E /OU RTX Neurol Neuroimmunol Neuroinflamm 2021;8:¢1088. doi:10.1212/NXI1.0000000000001088

- 1 [0) . .
Bortezomib 358 pauept?sf 46% receberam r|tu>f|mab -
- - Media de inicio de tratamento 16 dias ap0s inicio da
Tocilizumab doenca

- Recorréncia: NMDAR 19%, LGI1 20%, CASPR2- 11%)




Tratamento das encefalites autoimunes

e Séries de casos: poucos pacientes tratados com imunossupressores orais
* NMDAR8,9% / LGI1 13%
 Consenso Delphi pediatrico: ndo recomenda
 Meta-analise pactes pediatricos: sem beneficio
* Evidéncias favoraveis a demais tratamentos
* Rituximab — grande experiéncia e evidéncia Real-World disponivel

e Bortezomib —em ascensao



Avaliando a resposta ao tratamento

— Na pratica, a resposta ao tratamento de primeira linha pode ser
avaliada apos os primeiros 14 dias

* A estratificacao de gravidade e resposta ao tratamento pode ser
realizada utilizando as ferramentas NEOS, mRS e CASE

 Avaliacao cognitiva seriada (MOCA ou MEEM)



AIE in children: rituximab

. : Efficacy and Safety of Rituximab in
Rituximab Treatment and Long-term Outcome Chinese Children With Refractory

of Patients With Autoimmune Encephalitis Anti-NMDAR Encephalitis
Real-world Evidence From the GENERATE Registry

* 8 patients with refractory anti-NMDAR

* German Network for Research on Autoimmune Encephalitis ©=0.0201
(GENERATE) included only adults y = |
* Real-world evidence (classe IV) + follow-up 41 meses "3
0 : —_—
* 149 pacientes (NMDA =81 / GAD =31 / LGI1 = 26 / CASPR2 = @*\& ‘@\@“9
& @&
11) %

FIGURE 1 | The median and interguartile range of mRS. The maedian mRS
significantly decreased from 3.5 (nterquartile range, 3-4) before rituximab
treatment to 0.5 (interquartile range, 0-1) at the last follow-up (before patient 3
and patient 6 had severe infectious adverse events) (P = 0.0201).

* Functional recovery in 91% (NMDAR), 80% (LGI1), 63%
(CASPR2)

- Média de inicio de tratamento 16 dias apds inicio da doenca
- Recorréncia: NMDAR 19%, LGI1 20%, CASPR2- 11%) Thaler, 2021; Dou.2020



AIE in children: bortezomib and
tocilizumabe

Neurotherapeutics (2016) 13:824-832
DOI 10.1007/513311-016-0442-6

ORIGINAL ARTICLE
oy . . ey Tocilizumab in Autoimmune Encephalitis 829
Tocilizumab in Autoimmune Encephalitis Refractory
to Rituximab: An Institutional Cohort Study B e m R PR B pmen D N
100% 100%
Woo-Jin Lee'? - Soon-Tae Lee ' - Jangsup Moon'? - Jun-Sang Sunwoo ' « Pediatric Neurology
TunaTal Runn 2. Tuna Ak Tim 2. Taa Taan Kim 12 . Vana Wan Qhin12 . >
20% 80% ELSEVIER journal homepage: www.elsevier.com/locate/pnu
Clinical Observations
185 patients with AE and Y ——— 0% 60% Tocilizumab in Refractory Autoimmune Encephalitis: A Series of
nonresponsive to first-line 2P 5 . Pediatric Cases
inadequate diagnostic Rachel L. Randell, MD**, Ashley V. Adams, BA", Heather Van Mater, MD*
treatment f 0% 40% + Department of Pediatrics, Duke Univrsity School of Medicine, Durham, North Carolina
certainty e vy Seoe f Wealoms Do Nt G
B % < Division of Pediatric Rheumatology, Department of Pediatrics, Duke University, Durham, North Carolina
4 with inadequate
follow-up e e
91 with madequate . 85 responsive to Review > JNeurol. 2020 Aug;267(8):2462-2468. doi: 10.1007/s00415-020-09988-w.
response _tt° §tangfr 5 standard-regimen ™ Fisc RIX RIX  Base. 1mo 2mo  last . Fist RIX RIX Base 1mo 2mo Last P 2020 Jun 13
regimen rituxima rituximab therapy* ine tmo fine FU fine kimo: _ {kne U Refractory anti-NMDAR encephalitis successfully
c d treated with bortezomib and associated movements
100% 100% disorders controlled with tramadol: a case report
P
. - T+ with literature review
Baseline time points
80% 80% Serena Marita Lazzarin 1 2, Marco Vabanesi # 1 2, Giordano Cecchetti T 2, Raffaella Fazio 1,
o0 P . Giovanna Franca Fanelli 2, Maria Antonietta Volonté T, Angela Genchi ', Antonino Giordano 1,
Tocilizumab Addl@lonal momhly Observation Vittorio Martinelli T, Sergio Colombo 2, Paolo Beccaria 3, Milena Mucci 3, Jacopo Peccatori 4,
(N=30) rituximab (N=31) (N=30) 0% 0% Massimo Filippi © & 7 8, Fabio Minicucci 2
Qutcomes: 1 month o, 0%
Case Reports > J Neuroimmunol. 2021 Jun 15;355:577565.
mRS score 2 <3 | 2 month s - doi: 10.1016/j jneuroim.2021,577565. Epub 2021 Mar 31.
Improvement of T
P Refractory NMDA-receptor encephalitis in a
mRS score At last follow-up o o i
First-  RTX RTX Base- 1mo 2mo Last First:  RTX RTX Base- 1mo 2mo  Last teenager: A novel use of Bortezomib
line 1 mo line* FU line 1mo line* FU



Tratamento das EAl no Brasil

Brazilian autoimmune
encephalitis network (BrAIN):
antibody profile and

clinical characteristics

from a multicenter study
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= No immunotherapy = |V methylprednisolone =1Vig Plasmapheresis = Rituximab = Cyclophosphamide
FIGURE 3

The treatment protocol used by each AIE phenotype. NMDAR, N-methyl-D-Aspartate receptor; LGI1, Leucine-rich glioma inactivated 1; CASPR2,
Contactin-associated protein 2; GABA-BR, Gamma-aminobutyric acid-B receptor; GABA-AR, Gamma-aminobutyric acid-A receptor; AMPAR, a-
amino-3-hydroxy-5-methyl-4-isoxazole propionic acid receptor; MOG, Myelin oligodendrocyte glycoprotein; IgLONS, Immunoglobulin-like cell
adhesion molecule 5; GAD, Glutamic acid decarboxylase; GlyR, Glycine receptor; 1VIg, Intravenous immunoglobulin; IV, intravenous.



Tratamento das EAl no Brasil

Diagnosis and treatment of autoimmune encephalitis in Brazil:
an urgent call to action

Tratamento e diagnostico das encefalites autoimunes no Brasil: um apelo
urgente a agao
Livia Almeida Dutra’

TFaculdade Israelita de Ciéncias da Satde Albert Einstein, Instituto do
Cérebro do Hospital Israelita Albert Einstein, S3o Paulo SP, Brazil.

Arq. Neuropsiquiatr. 2024;82(2):s00441781442.



AIE in children: prognosis

* Most children and adolescents return to

S
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Fase cronica — prognostico

* Cerca de 80% retornam para mRS £ 2 em uma mediana de 24 meses,
apos tratamento adequado

Titulaer M., et al. Lancet 2013

* No entanto... estudos de follow-up mostram:
e Disfuncao cognitiva
e Sintomas psiquiatricos
* Disturbios do sono
* Impacto negativo na funcao psicosocial

* Auséncia de retorno a atividades previas Blum RA., et al. Epilepsy Behav 2020

Yeshokumar A., et al. Neurol N. Neuroinflamm 2020
De Bruijn, M.A.A.M., et al. Neurology 2018



AIE in children: prognosis

Danish series, 28 cases reported deficits in attention, quality of life, cognition and
fatigue

64% returned to schoool, all had lower attention spam

12% hadd impulsivity

20% schoool dropput

No correlation with treatment

Pos-acute NMDAR syndrome

de Brujin, 2018



Escalas clinicas — quais utilizar

* Avaliacao cognitiva
* Na fase aguda e para o monitoramento de longo prazo

* Ferramentas utilizadas na literatura:

e MEEM — (limitado para avaliacao de memoria e funcao executiva)
« MOCA

Dalmau J., et al. Lancet Neurol. 2008
Morgan A., et al. Neurology 2024



Fase cronica — cognicao
EAl anti-NMDAR

e Sequéncias avancadas RM cranio

* Alteracdes volumétricas e da
integridade microestrutural

 RMf: reducao de conectividade
entre hipocampo e cortex pré-
frontal medial (DMN)

Finke C., et al. Ann Neurol. 2013




Fase cronica

 Disturbios do sono e humor
* Hipersonoléncia (78%)
* Despertar confusional (33%)
e Depressao (HAM-D) (33%)
* Hiperfagia (78%) e hipersexualidade (33%)

Arino, H., et al. Neurology 2020

* Criancas com EA NMDAR:

* apenas 64% retornaram a escola com desemprenho semelhante ao anterior
» Alta pontuacao em escalas de fadiga (PedsQL-MFS)

De Bruijn, M.A.A.M., et al. Neurology 2018



Fase cronica — o que monitoriar?

e Escalas de mRS e CASE

* Cognicao
* MOCA
* MEEM
e Avaliacao neuropsicologica

* Sintomas psiquiatricos, fagida e alteracoes do sono

* Retorno para atividadades previamente desempenhadas
* Em criancas, acompanhar marcos do desenvolvimento e retorno escolar



AIE: Mangement of seizures

Overall adult and children do not develop epilepsy, rather
seizures should be considered as symptomatic

110 Danish patients (43 NMDAR, 46 LGI1, 21 GABA-B) 89%
seizure-free

320 patients, adult and children (NMDAR =234 /1GI1 =37/
CASPR2 = 12 /GABA-BR = 37) 3,1% had persistent seizures

83 chinese pediatric anti-NMDAR patietns, 8% had
persistent seizures

a) 10
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latency to seizure freedom (months)

BCTRIMS

XXIV Congresso Brasileiro de
Esclerose Miltipla e Neuromielite Optlca

e 14th to 7h2023
Tle 0 Paulo - SP

AE type
~INMDAR (n=30)
~ILGI1 (n=9)
~IICASPR2 (n=2)
~IIGAD (n=1)

106 122 140 158 178

deBrujin 2019; Qu, 2019; lyas-Feldmann 2021; Liu 2021



AIE in children do’s and dont's

Do search for anti-NMDAR in patients with HSV that recur or fail to improve

Do consider tapper anticonvulsant as AIE remits

Do order serum anti-MOG

Do order autoimmune panel in CSF and sérum in patient with compatible clinical picture
Do not use routineely oral immunussupressants in anti-NMDARE

Do use NEOS score

Do try to escalate therapy fast — 14 days

Do monitor school dropout and cognitive domains after acute phase.

Do search for tumors in children — increase interval for every two years, up to five years
Do not insist in AIE diagnosis with clinical criteria is not met

Remember post-acute NMDAR syndrome

vV V. V V V V ¥V V V V V



Diagnostic criteria for autoimmune encephalitis: utility and

pitfalls for antibody-negative disease

Josep Dalmau, Francesc Graus

- Aplicar critério de EAI possivel para testagem
Misdiagnoses evitados se descartassemos AIE em pacientes com sintomas>3
meses sem sinais inflamatérios em RNM e LCR

- Testar CSF e soro com duas técnicas.

Casos classicos como discinesia orofacial e FBDS podem ser testados com

uma unica técnica

- Correta interpretagao dos anticorpos (titulos baixos, apenas em soro,
correta interpretacao do anti-GAD, anti-VGKC e anti-TPO nao devem ser

valorizados.

Panel 2: Criteria for probable antibody-negative
autoimmune encephalitis

1

Rapid progression (<3 months) of working memory
deficit (short-term memory loss), altered mental status,
or psychiatric symptoms
Exclusion of well defined syndromes of autoimmune
encephalitis (limbic encephalitis, acute disseminated
encephalomyelitis, Bickerstaff’s brainstem encephalitis)
Absence of well characterised autoantibodies in serum
and CSF, and at least two of the following™*:
+ MRI abnormalities suggesting autoimmune
encephalitist
» CSF pleocytosis, CSF-specific oligoclonal bands,
or elevated CSF IgG indext
» Brain biopsy showing inflammatory infiltrates and
excluding other disorders (eg, vasculitis or tumour)

4 Reasonable exclusion of alternative causes (table)

Panel adapted from reference 9. *For paediatric patients, only one feature is required.”
tSome inherited mitochondrial and metabolic disorders can present with symmetrical

or asymmetrical MRI abnormalities, and with CSF inflammatory changes resembling an
acquired autoimmune disorder.*



Diagnostic criteria for autoimmune encephalitis: utility and
pitfalls for antibody-negative disease

Josep Dalmau, Francesc Graus
- Anti-GABA-AR e anti-IgLON5 nao sao testados comercialmente de rotina
- Anti-MOG mais sensivel no soro — considerar e checar o titulo

- PANDAS, PANS, NORSE nao sao encefalite autoimune soronegativa provavel



Erros diagnosticos em encefalites
autoimunes

Positive neural antibody No.2 Assay detection
method
Serum
Estudo retrospectivo 2014-2020, multicéntrico, GAD65 4 RIA
Rev| ew d e p ro ntu a’ r| 0S d e pa C| e nteS q ue fo ram ZoAl;a};g;zg)ated potassium-channel-complex (negative for LGI1 & 10 RIA
encaminhados por suspeita de encefalites NMDAR! 0 CBA
autoimunes, mas que nao fecharam critério.
Ganglionic acetylcholine receptor 5 RIA
. CASPR2! 2 CBA
N=107 (27,2%) do total de encaminhamentos a1 > cBA
Muscle acetylcholine receptor 2 RIA
72% ndo preenchiam o critérios para EAI Voltage-gated calcium channel (N type) 2 RIA
4 Striated muscle 2 ELISA
rovavel
p ovave Glycine receptor 1 CBA
Amphiphysind 1 WB
T|tu IOS ba IXOS d e Vg kC ) anti-rece ptO r ACh e Multiple positive neural antibodies in noncertified laboratory 1 Uncertain
ganglibnico CSF
NMDAR¢ 4 CBA
Voltage-gated potassium-channel-complex (Negative for LGI1, 1 RIA

Flanagan, et al JAMA Neurol 2023 Jan 1;80(1):30-39.



Diagndstico diferencial

ALBERT EINSTEIN
HoSPITAL ISRAELITA
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AIE in children: differential

diagnosis

FIRES/NORSE

Rasmussen

Tics (Gilles de la Tourette)
PANDAS

SLE

Narcolepsy

Genetic epilepsy
Mitochondrial disorders

Functional disorders

If the AIE pediatric criteria is met and abs
neg , check techniques done in both CSF
and serum, consider sending to ref lab

Check serum anti-MOG

If the AIE pediatric criteria is not met, if
seronegative criteria is not met, look for
alternate diagnosis.

Dalmau 2023, Flanagan 2022



Anti-MOG encephalitis in children: what
to expect

* Second most common cause of AIE in children
* Patients may fulfill AIE and ADEM criteria
* Clinical picture: fever, reduced level of consciousness

* May not have demyelination

* Brain MRI: Many have cortical involvement, however 30% normal
* Chinese series 50% with cortical involvement
* One series report of 18 cases, 30% had normal MRI
* Not only FLAMES

* Prognosis and response to treatment differs from anti-NMDAR

Armangue 2022, Han, 2022, Song, 2022



NORSE e FIRES

« NORSE (New-onset refractory status epilepticus) — apresentacao
clinica

o Pacientes sem antecedentes relevantes e com investigacao inicial
negativa

« FIRES (Febrile infection-related epilepsy syndrome)

o Febre 2 semanas a 24 horas antes do status

(Z)
ALBERT EINSTEIN
HOSPITAL ISRAELITA



Vasculites do SNC

Vasculite Vasculopatia

Mecanismo fisiopatolégico

UNIFESP
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FERENQHEAER B
Dutra, 2017; Younger, 2003 ]]]n;jm
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CLINICAL SYNDROME

Vasculites do SNC

Classificacao a partir do calibre do vaso

VESSELS INVOLVED
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Arteritis

Temporal Takayasu's

Vasculitis Arteritis

Nodosa

itis

Micro- Polyarter- CNS

scopic

Poly-
angiitis

Granulo-

Granulo- matoid
matosis Granulo- matosis
matosis

Hypersen- Wegener's Lympho- Allergic

Angiitis

Disease  sitivity

Eales'
The pathological spectrum of the major vasculitides.

: Sometimes involved

NN\ Usually involved



Vasculite do sistema nervoso central:
nao é possivel inferir mecanismo pela imagem

Cuidado com bright spots
Vasculopatias x vasculite



Vasculite do sistema nervoso central

Multiplas lesdes isquémicas ou
hemorragicas, encefalopatias,
cefaléia em trovoada

Pense em vasculites

RNM Solicite exames triagem:

Avalie se ha
comprometimento de
grandes ou pequenos vasos.
Observe a topografia da lesdo

hemograma, fungdo renal e
hepatica, FAN, VHS, ENA,
anticardiolipinas IgM e IgG,
anticoagulante lUpico

ANGIO RM Defina CO_mErometlmento
sistemico

LCR

Ulceras orais? Genitais?
Considere LCR com PCR rash?artrite? Envolvimento Considere exames mais

. pulmonar? Renal? Cutaneo? o
para HSV, VZV e latex Cardiaco? Uvefte? Abortamento de especificos como ANCA se
para fungos repetigao? Tromboses? Angina houver suspeita clinica
Abdominal? Sintomas SICCA?

Dutra, LA; Souza AWS, Barsottini, OGP. Vasculites do Sistema Nervoso. In: Guia de Medicina Ambulatorial e Hospitalar:
Neurologia, 2010



Vasculites do SNC em doencas sistémicas




Vasculite primaria do SNC

Exames complementares

LCR
S: 80-90%

EXAMES

Biopsia Arteriografia
Cerebral S: 40-90%
S: 75% E: 30




Vasculite do sistema nervoso central

Guideline

EUROPEAN
STRUKE JOURNAL

European Stroke Organisation (ESO)
guidelines on Primary Angiitis of the
Central Nervous System (PACNS)

Rosario Pascarella!’”’, Katherina Antonenko?,

Grégoire Boulouis?, Hubert De Boysson*'"’| Caterina Giannini®,
Mirjam R Heldner?, Odysseas Kargiotis®'~, Thanh N Nguyen’"),
Claire M Rice®?”, Carlo Salvarani'?, Antje Schmidt-Pogoda'l,
Daniel Strbian'?"), Salman Hussain'? and Marialuisa Zedde'4

European Stroke Journal

2023, Vol. 8(4) 842-879

© European Stroke Organisation 2023
Article reuse guidelines:
sagepub.com/journals-permissions
DOI: 10.1177/2396987323119043 1
journals.sagepub.com/home/eso

S Sage



Vasculite do sistema nervoso central:
AngioRM nao substitui a arteriografia — estudar vasos pequenos

Arteriografia pode ser normal na vasculite de pequenos vasos.

. Rheumatology Advances in Practice, 2023, 7(3), rkad080
Dutra, 2017; European Stroke Journal 2023, Vol. 8(4) 842-879

Neurology™ 2009;72:627-634



Vasculite primaria do SNC

Conceitos gerais

Processo inflamatorio (granulomatoso, linfocitico, necrotizante,
relacionado a deposicao de beta-amiloide) restrito ao SNC

Diagnostico de exclusao
Exames complementares baixa sensibilidade

Biopsia cerebral € o padrao-ouro.



Vasculite primaria do SNC
Biopsia cerebral

Risco de complicacao da Bx 1%

¥
W

MUDA O DIAGNOSTICO EM 39%

e
&

Anatomopatoldégico: Granulomatoso (58%),
linfocitico (28%) ou necrotizante (14%), beta-
amiloide

Imunohistoquimica para beta-amiloide e
marcadores linfoides .
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Vasculite do sistema nervoso central

Linforna B angiocéntrico
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VASCULITE PRIMARIA DO SNC
Diagnostico diferencial




Vasculite primaria do SNC

Critérios diagnosticos
Critérios diagndsticos propostos por Calabrese (Alba, 2011)

1 — Histdria e manifestacdes clinicas de origem indeterminada
apos investigacao inicial;

2 — Arteriografia com achados classicos de vasculite ou bidpsia
demonstrando vasculite;

3 — Nao ha evidéncia vasculite sistémica ou de outra doenca que

Diagnostico de exclusao

Triar outros sistemas potencialmente envolvidos

UNIFESP

B
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FUTURO DAS VASCULITES:

Exoma, painéis genéticos e metagenomica
Mimics of Pediatric Small Vessel Primary Angiitis of the Central

CLASS OF EVIDENCE
Nervous System

UNEXPLAINED EARLY-ONSET LACUNAR o g 5 .
STROKE AND INFLAMMATORY SKIN LESIONS: Pedlatrlc CNS_ISOlated hemOP hagocytlc Coral M. Stredny MD, Melissa M. Blessing DO, Vivian Yi BS, Morgan E. Ryan MS, Bo Zhang PhD,

CONSIDER ADA2 DEFICIENCY lymphOhiStiOCYtOSiS Isaac H. Solomon MD, PhD, Sanjay P. Prabhu MBBS, Sanda Alexandrescu MD, Mark P. Gorman MD
| | : i \ e

Dos 21 casos, 14 foram
readiagnosticados

- 9 mog

- 3 LHH
1lanti-GABA-A

1 Aicardi-Goutierres

Ann Neurol 2023 Jan;93(1):109-119.

Neurology 2015 May 19;84(20):2092-3.

Neurol Neuroimmunol Neuroinflamm 2019;6:e560.

Westendrop, 2015



FUTURO DAS VASCULITES:

Exoma, paineéis genéticos e metagenomica

Neurobrucellosis Mimicking Primary CNS
Vasculitis—Should We Perform CSF Metagenomics
Before Brain Biopsy?

A Case Report

Marina Barrionuevo Mathias, Fernando Gatti Menezes, MD, PhD, Gustavo Bruniera Peres Fernandes, MD, MSc, Correspondence
Vitor Ribeiro Paes, MD, Gisele Sampaio Silva, Pedro Braga-Neto, MD, PhD, Alcino Alves Barbosa, MD, Dr. Dutra

2 b 8 e 3 liviaadutra@hotmail.com
Augusto Cesar Penalva De Oliveira, MD, PhD, Carlos Eduardo Baccin, MD, and Livia Almeida Dutra, MD, PhD

Figure 3 Metagenomic Results

Rhizobiales
% of (10
Alphaproteobacteria
27%of />
Proteobacteria
229% of
Bacteria

2% of
Root

Neurology: Clinical Practice 2023;13:¢200167.

Westendrop, 2015



Vasculites infecciosas:
Vasculopatia associada ao VZV




Vasculopatia associada ao VZV

Principal causa de AVC em criancgas abaixo de 2 anos (primoinfeccao).

Adultos apds zoster podem evoluir com AVC/ IAM pela reativacdo viral nas
arterias

Manifestacoes neurologicas até 12 meses apos manifestacdoes cutaneas.
LCR normal, PCR negativo, Elisa positivo

Curso cronico e recorrente. REQUER TRATAMENTO
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Vasculopatia associada ao VZV

[ Table 3 Hazard ratios (95% ClI) for stroke, TIA, and Ml after herpes zoster occurrence ]
Hazard ratio (95% ClI)
Cases Controls
Vascular event® (n = 106,601),n (%) (n=213,202), n(%) Unadjusted Adjusted®
Stroke 2,727 (2.56) 5,252 (2.46) 1.04 (0.99-1.09) 1.02(0.98-1.07)
Mi 2,762 (2.59) 4,835 (2.27) 115(1.09-1.20) 1.10(1.05-1.16)°
TIA 2,275 (2.13) 3,904 (1.83) 117(111-123) 1.15(1.09-1.21)°
Stroke in patients with HZO 68 (3.98) 130 (3.80) 1.06 (0.79-1.42) 1.03(0.77-1.39)

(cases = 1,710; controls = 3,240)

Abbreviations: Cl = confidence interval; HZO = herpes zoster ophthalmicus; Ml = myocardial infarction.

“Period of follow-up 1 to 23.7 years.

®Hazard ratios were adjusted for sex, age, obesity (body mass index =30 kg/m?), smoking status, history of cholesterol
=6.2 mmol/L, hypertension, diabetes, ischemic heart disease, atrial fibrillation, intermittent arterial claudication, carotid
stenosis, and valvular heart disease.

°p < 0.05. Breuer, 2014



Review

HIV-associated Intracranial Aneurysmal Vasculopathy

in Adults

DEBORAH A. GOLDSTEIN, JOSEPH TIMPONE, and THOMAS R. CUPPS

J Rheumatol 2010;37;226-233

with CNS compartmentalization of HIV-1

Bruno Fukelmann Guedes - Helio Rodrigues Gomes +
Leadro Tavares Lucato - Paulo Puglia Jr -
Ricardo Nitrini - Luiz Henrique Martins Castro

Human immunodeficiency virus-associated vasculopathy

* Pacientes CD4< 200, CV alta

* Aneurismas fusiformes com

hemorragia e isquemia

e Adultos sintomaticos,
e 1,6% das criancas HIV+

assintomaticas

* Compartimentalizagao do HIV

UNIFESP
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Histiocitose

Doenca clonal, infiltracao de histiocitos (linhagem mieloide)

Erdheim-Chester disease (ECD), Langerhans cell histiocytosis (LCH), Rosai-
Dorfman disease (RDD)

90% apresentam mutacoes na via MAPK/ERK, 50% anti-BRAF LCH
33% dos RDD mutacao MAPK/ERK

Vemurafenib anti-BRAF (melanoma) — usado também no histiocitose



H i St i 0 C i tos e Suspicion of histiogytic neoplasm (ECD, LCH, RDD)
.

Full-body FDG PET-CT (vertex to toe)?

8

Biopsy of lesional tissue

{

— — 1. Intraparenchymal cerebellar 25% BRAFV600E mutational testing (tissue)®
/?J b 2. Intraparenchymal 50%
e @ 3. Intraparenchymal Brainstem 35% Consider next-generation sequencing for MAP-kinase pathway or other mutations®
Ky
P @ ¥ 4.Dural 17.5% -
/f @ 5. Intraparenchymal and Dural 10% Confirmation of ECD, LCH, or RDD
g
Staging studies
¥ v ¥
4 ST 5 Endocrine evaluations
Basic laboratory tests Radiologic studies (ECD and LCH)
* CBC count with differential count * MRl brain with gadolinium * Morning urine and serum osmolality
* Sodium, potassium, calcium contrast * FSH and LH with testosterone (males)
* AST,ALT, alkaline phosphatase, bilirubin « Cardiac MRl and estradiol (females)
* BUN, creatinine * Chest HRCT® * Corticotropin with moming cortisol
* C-reactive protein * Thyrotropin and free T4
e LDH * Prolactin
e IGF-I

FIGURE 4. Suggested algorithm for the diagnosis and initial evaluation of patients with histiocytic neoplasms. ALT = alanine
aminotransferase; AST = aspartate aminotransferase; BUN = blood urea nitrogen; CBC = complete blood cell; ECD = Erdheim-
Chester disease; FDG PET-CT = '8F-fluorodeoxyglucose positron emission tomography—computed tomography; FSH = follicle-
stimulating hormone; HRCT = high-resolution computed tomography; IGF-I = insulinlike growth factor-l; LCH = Langerhans
cell histiocytosis; LDH = lactate dehydrogenase; LH = luteinizing hormone; MAP = mitogen-activated protein; MRl = magnetic
resonance imaging; RDD = Rosa-Dorfman disease; T4 = thyroxine. *FDG PET-CT may help in determining a safe and high-yield
biopsy site. Some patients would have already undergone other imaging studies, which may be sufficient to guide a biopsy and
establish a diagnosis. For those patients, FDG PET-CT may be considered clinically as a staging test. ®Performed by immunohisto-
chemical (IHC) analysis, polymerase chain reaction, or next-generation target capture sequencing. Confirm negative IHC analysis
findings by at least | other molecular method. Molecular profiling may aid in diagnosis in ambiguous cases, as well as identifying
targets for treatment. “in ECD only. *Pulmonary LCH.

Mayo Clin Proc. 2019;nn(n):1-18
Front Immunol. 2023 Sep 22;14:1260193
Neurol. Int. 2022, 14, 716-726.



Histiocitose

Nervous system - 10%
Dural and parenchymal
lesions

Orbits - 5%
Orbital masses

Dermatologic - 50% , 2 ? Retroperitoneum - 5%-10%
\ ) \ ; Wispy infitration (asterisk) and renal
hilar masses (arrow)

Lobular soft tissue lesions in the |
subcutaneous space (arrow)

Associated conditions:
1. Inherited: Familial RDD, autoimmune lymphoproliferative
sydome type | . .

2. Neoplasia associated: Hodgkin and non-Hodgkin
lymphoma, concomitant ECD (overlap syndrome)

3. Immune-related: Systemic lupus erythematous, idopathic
juvenile arthritis, autoimmune hemolytic anemia
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Subcutaneous lesion core biopsy i CDI63+
H&E x100 1HC x400 HC x400

FIGURE 3. Key features of Rosai-Dorfman disease (RDD). The illustration depicts clinical and radiographic features with frequencies
and descriptions (top) and histopathologic features (bottom). ECD = Erdheim-Chester disease; H&E = hematoxylin and eosin;
IHC = immunohistochemistry.
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FIGURE 1. Key features of Erdheim-Chester disease. The illustration depicts clinical and radiographic features with frequencies and
descriptions (top) and histopathologic features (bottom). H&E = hematoxylin and eosin; IHC = immunohistochemistry;
RDD = Rosai-Dorfman disease.
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Vasculite primaria do SNC

Tratamento e prognostico

- O prognostico e evolucao depende do tamanho do vaso
acometido.

- Evolucao de anos e curso recorrente descrito na literatura,
principalmente pacientes jovens

- Relapse 26% e varios pacientes da ultima série estao
estaveis.

- Subtipo pequenos vasos pode responder a corticoide e
arteriografia negativa podem responder apenas a corticoide.

UNIFESP
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Vasculite primaria do SNC

Tratamento e progndstico

Patient with a diagnosis of PCNSV

A4

Small/distal vessel disease

* Angiography negative and biopsy positive

* Prominent leptomeningeal enhancement on
MRI, in absence of cerebral infarcts

* Diagnosed with Ap-related angitis (ABRA)

A4

Oral prednisone (1 mg/kg per day); for acute
onset consider methylprednisolone bolus
therapy (1000 mg per day for 3-5 days)

No response or
Response l insufficient response
v
Progressive Add cyclophosphamide,
tapering of or oral, or monthly
prednisone pulse treatment

v

Large/proximal vessel disease

* Angiography positive (in particular those with
large/proximal vessel abnormalities)

* Present on with cerebral infarcts

* Rapidly progressive disease course

A 4

Respgnse

v

Induction therapy: Methylprednisolone bolus
therapy (1000 mg per day for 3-5 days),
oral prednisone (1 mg/kg per day), and

cyclophosphamide (oral 2 mg/kg per day
for 3-6 months, or IV 0.75 g/m? per month
for 6 months)

! Response

No response or
insufficient response

Consider adding
TNF-blocker or rituximab

”

Maintenance therapy: Low-dose prednisone
with azathioprine (1-2 mg/kg per day), or
mycophenolate mofetil (1-2 g per day)

No response or
insufficient response

Calabrese, 2016




Primary central nervous system vasculitis
associated with lymphoma

Carlo Salvarani, MD, Robert D. Brown Jr, MD, MPH, Teresa J.H. Christianson, BS, John Huston Ill, MD,
Stephen M. Ansell, MD, Caterina Giannini, MD, and Gene G. Hunder, MD

Neurology ® 2018;90:¢847-¢855. doi:10.1212/WNL.0000000000005062

1004 * Dos 168 pacientes com PACNS, 10
| (5.9%) apresentaram linfoma, 6
| Absence of lymphoma .
80+ HOdgkln.
|
e 1 |_|_ * Pacientes com linfoma eram mais
60- : frequentemente homens,

e com maior realce meningeo

Survival (%)

40+

S -

Presence of lymphoma

204

04, T T T Survival of patients with lymphoma was significantly
0 2 4 6 8 reduced compared to that of patients without lymphoma
(p=0.008)Significance remained after adjustment for age
at diagnosis. PCNSV = primary CNS vasculitis.

Time since PCNSV diagnosis (years)




Vasculites do SNC em doencas sistémicas

 Variavel preditora de pior prognodstico

* Manifestacao neuroldgica pode ser 1a. manifestacao da
doenca

* Afastar infeccao do SNC e SAAF

* Tratamento direcionado pela doenca de base



Take home messages

Se houver hipotese de vasculite primaria do SNC:

Vasculite x vasculopatia

Defina se ha comprometimento sistémico

Lembre do vessel wall

Lembre da metagenomica e exoma

- Se possivel biopsiar sempre (muda conduta em 39%)
- Lembre vasculopatia da varicela

- Escolher adequadamente terapia de indugao.
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Somos 30 Centros brasileiros!

* Hospital servidores do RJ (Prof. Mariana Spitz)

*  UFMG (Prof. Francisco Cardoso)

*  UFAL (Prof. Leticia Januzi)

*  UFMA (Prof. Aline Juliano)

*  UFBA (Prof. Jamary de Oliveira Filho)

*  UFC (Prof. Pedro Braga-Neto)

*  UFPE (Prof. Eduardo Mello)

*  UFRN (Prof. Clécio Godeiro)

*  UFPR (Prof. Helio Teive)

*  UFSC (Prof. Katia Lin)

* Hospital geral de Fortaleza ( Prof. Fernanda Maia)

* Hospital de Base de Brasilia (Prof. Ronaldo Maciel)

* Hospital Israelita Albert Einstein (Prof. Rodrigo Thomaz)

* INCE (Instituto de Neurologia de Curitiba) (Prof. Pedro Kowacs)

* Laboratdrio Fleury (Prof. Luis Eduardo Coelho de Andrade e Dra.
Alessandra Dellavance)

* Hospital Pequeno Principe, Curitiba

*  PUCRS (Prof. Buna Klein)

UFAM (Prof Nise)

*  FMUSP (Dr.Mateus Simabukuro)

* Instituto Neurolégico de Goiania (Dr. Marcos)

*  UNESP Botucatu (Dra. Laura Cardia)
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Brazilian Autolmmune ALBERT EINSTEIN

encephalitis Network
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